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(80m1) , INFA[EI¥E 46h o Yk K 7818, J5 IR & F HE, SN NaOH #f#l pH 22 9. 7, 2 A HUAH,
KA &R R =k, A A VA, 20K 8, WA EhKPe, JoKBRBRAN -5, i Uk, JE
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11. 85mmol) , RN 2h, fiH7K, 3N NaOH il pH 22 9. 7, 4 tH A HLAH, AKFHH & R efh$e =
A AN, 2 KEE, WA EhK B, ToKBRIBRAA 15, i U8, JEMRE 28 1, 15 A (R
) (3.28g,98.5% ) o (/NERIITH ZBREFFI 218 +DCC 5 9- 7 58 i 85 3 I BLI FE AN s 2
PR ] BUBOK S SRS F 2 BRIEF AT 9— IR vl 85 38 OB, B0 1)
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(5mL) , INFA =T 6h, 98 He 28, I KA S F 56, 3N NaOH i pH 2 9. 7, 73 A HIAH, 7K
F & R e dh B =k, A A HIAH, 227K 30, M AT $hK 5, TE KBk BREN T 15, 1L 0E, DEVRI
JEATHENDE [ AR - AEE - 2k 6012 0 D], BmEalEk 0.41g,
43.2% ),
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[0084]  'HNMR (400MHz, CDC1,) § (ppm) :8. 58 (s, 1H,9 = N-NH-), 2. 19 (s, 3H, 9-CO-CH,)

[0085]  "CNMR (400MHz, CDC1,) 8 (ppm) :172. 56 (9-NH-CO-), 166. 92(9 > C = N-)
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[0088]  ZEZEHR (4.00g,32. 75mmol) F1DCC (7. 00g, 33. 93mmol) V& T & F %t (50mL) ,
MR 30min, MIA 9- fFyififE % (5. 00g,6. 56mmol) , i il SV 60h. 38, B EAEY, IE
TRN7K, 3NNaOH il pH %2 9. 7, 73 tH A HLAH, KA FH =R b fhde =k, & FFA VIAH, LK ¥,
PRI f ERAKYE, T AR IR AN T4, 198, DR 28 1, 1 A (™) (9. 35g, B A #ir — 3
CAERR, FH D o
[0089] MS(ESI', m/e) :970.56 [M+H]"
[0090]  sEjEf] 6 9- RHEEIEE whiER (LAWY 2)
[0091] b3k 27-0- R AL —9- R AL 7 e by B2 oM (R [A)4 4, 1. 50g, 1. 05mmol)
BT HEE (6mL) , MIFAEIR 2. 5h, 28, I KM & H %, 3N NaOH i pH %2 9. 7, i
10min, 43 A HUAHE, KA S eI’ =k, & FFA VU, 22 K8E, A6 #h Kk, JoKik
FREN T4, 138, JERE 28T, B EMT s [ LR OB - Al - —2f& (517 :0.6)],
2 EEAIRY) (0. 40g, IHTEME 2 B[R {E 4, a2k &9 2 kN 44.0% ) .
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[0092]  MS(ESI', m/e) :866. 47 [M+H]"

[0093]  'HNMR (400MHz, CDC1,) 8 (ppm) :11.69 (s, 1H,9 = N-NH-), 7. 40-7. 90 (m, 5H, 9 fi7 7
%)

[0094]  CNMR (400MHz, CDC1,) & (ppm) :166. 41 (9-NH-C0-),163.30(9 > C = N-),
127. 21-134. 38 (9 A7 K38 L1 6 Mk )

[0095]
HO,, | cH N(CH3),
N T
W HO//,
» o~ e, BCy,

A\OCH; @—coon
NH2NH2 -AcOH HO o O CH; DCC/

e S —— =
I;J’ CH;O0H,reflux HsC CH; 0. .CH CH,Cly,rt
- O Olln. 3
"’ //OH o)
C

7
H;C'  “OCH,

CHj
O.__sCH; 1. O~ pCH;
"y, IO "///O H
“oCH, H;C' “ocH
Rl A 4 e 2
[0096]  SEHEW] 7 27 -0- FRF B -3-0- 30 fi 2B —3- It -0 SRH B i B R

( WAl 5)
[0097] b3k 27 -0- PR AELEL —9- R AR IR v v B 2oML e (R IR 4, 2. 00g, 1. 40mmol)
TET 1% IR LB VEW (20mL) , H RS 12h, /KA & 458, 3N NaOH i pH 22 9. 7, 43t
AU, A H &R edb e =&, & AN, LK, A ShKEe, ToK BN 115,
o PE, YRR 28T, R E bR (1. 66g)
[0098] MS(ESI', m/e) :812.46[M+H]"
[0099]  SEjEf 8 27 —0- KA ML -3-0- i swhi Bl —3- AR -9- KRB LR i BE R
( W [AlAE 6)
[0100]  Fik 27 —0- SEHREEIE —3-0- i g fi e F -3 20k -0 SR L i oo b 25 2L
( HREMAE 5, 1. 66g, 1. 40mmo1) F EDC « HC1 (2. 63g, 13. T1mmol) ¥& T /K & HH (17ml),
BN DMSO (2. 62mL, 36. 84mmo1) , Z2 183 10 TFA Py (1. 31g, 6. 75mmol) [ & LA, N,
TR T H RN Th, IAZK, #6FE 10min, 2 A HIAH, AGHH Z &R behhde =&, & IFA L
HH, G2, WA B ER 7KW, To KRR ER AN T4, 1 9, JEBOR 281, /3 Bt il 44 (1. 66g)
[0101]  MS(ESI', m/e) :810.45[M+H]"
[0102]  SEjfafs] 9 3-0- R whie bl —3- A -9- KPR whiFER (AW 1D
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[0103]  |iA 27 —0- ZRHF B —3-0- i se i e Bl —3— 28R —9— I R B L R v 7 85 2ML
( HH[EME 6, 1. 66g, 1. 40mmol) VAT HEE (9mL) , INFA B 2h, JakE 28T, IO KA Z & 4,
3N NaOH i pH 2 9. 7, fit ¥ 10min, 73 tHAHAH, A H =S F i =k, G HHH, &
KB, MR EhKWE, To/KBRER BN T8, 198, P8R AT i ET 8 [ LR OEE © il
Bk : —f% (50 8 1 0.6) ], AR EAIRY) (0. 56g, NHEIE 2, B E {4 4,5, 6, & )5 3
AW 11 N 56.6% ) o

[0104] MS(ESI', m/e) :706.57 [M+H]"

[0105]  'HNMR (400MHz, CDC1,) § (ppm) :11.63 (s, 1H,9 = N-NH),7.41-7. 86 (m, 5H,9 {7 &
)

[0106]  "CNMR (400MHz, CDC1,) § (ppm) :202.32.72(3 > C = 0),165. 34 (9-NH-C0-),
163.32(9 > C = N-), 104. 39-134. 23 (9 Hr %2R FF 1 6 k)

[0107]

21



CN 102786570 B i BB 15/39 B

CH, N(CH3), NH,

H;C '
s ", AWOCH, ©7C00H
" WQ
NH,;NH, ‘AcOH g0 ' 0 TCHs pecy
— -

N —
CH30H, reflux HyC CH

3
0 Oy Y CH3
0 < "on
c

%,
H:C' “OCH,

CH2C]2 Jt

a7 2

1%HCI
C,H;OH,rt

DMSO/EDC-HCVTFA-Py
CH,Cly,rt

el A 4 HE A S

s A 6 a1
[o108]  SZjifafs] 10 27 —0— X AiHE R B -9 XK PR IF e hi B R (R fk 7)
[0109] ¥ %F Al 5L 2K FR 8 (3. 29g, 19. 69mmol) F1 DCC (4. 22¢g, 20. 45mmol) & T & F 47
(30mL) , , LR 30min, I 9- R rifui B & (3. 00g, 3. 94mmol) , T LR M 1he 198, b2
AN, PRI 7K, 3N NaOH i pH % 9. 7, 23 tHA MU, KA —&UR Bl =k, & 3G 1l
HH, 227K ¥, WA SRk BE, oK AR BRAAT-158, ik U8, DEVRIRE 28T, 15 8 (k™ (4. 54g)
[0110]  MS(ESI', m/e) :1060. 53 [M+H]"
[o111]  SEHf 11 9- XA R B R whifs s ((ha) 3)
[0112] 3R 27 —0— X i 2 2% FR It 2 —9— 0 i 22 O AR I L i v o B kL A (TP el 7,
1. 30g, 1. 13mmol) & T HEE (6. 50mL) , O YR Lh, 98 26 T, A ZKH =& &, 3N NaOH
W pH 2 9. 7, B FE 10min, 2 A AU, KA H Z SR befh & =k, & IFA VA, LK ¥,
g ERoKBE, oK B BB 1, 18, JEMORIE & T, HEN [ LR OB - Al - — 4k
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(B 4004 ], FEEARY (0. 27g, WHTEME 2, B EE 7, a2 &9 3 i
N 26.5% ).

[0113]  MS(ESI',m/e) :911. 20 [M+H]"

[0114]  'HNMR (400MHz,CDC1,) & (ppm) :8. 24 (s, 1H,9 =N-NH), 8. 02-8. 29 (m, 4H, 9 {7 ZFF )
[0115]  CNMR (400MHz, CDC1,) & (ppm) :149. 24 (9-NH-C0-),128.64(9 > C = N-),
123. 20-123. 70 (9 A MEERFE F1 6 4k )

[0116]

CH; N(CHj),

WOCH;
T o) CH, DCC / 02N4©7C00H

CH CH,Cly,rt

—_—
3
] O1y,., O. CH3;
7
7, on
OCHj3 o . “OH

4
HyC' “OCH;

CH,

CH;

] 4 2

CH;0H
(0] CHj3 reflux
CH;
O _uCH;
g;:’OH
HC  “OCH,
a4 7 &3

[0117]  SEZjEf] 12 27 —0- XHAHIE 2K L —3-0- i ve P B M —3— Fdk -9 XHAE L 28 Ik
BElFrihFR (PIAME )

[o118] L3k 27 —0— X A3k 2% P B 3 —9— o A Ak O P R L i e he B ML (AR TalA 7,
2.00g, 1. 73mmo1) VAT 1% $hE& L BEVAW (20mL) , W i S B Th, 7K AT & 452, 3N NaOH if
pH & 9. 7, 3 AN, KA FH & R et e =k, & A HAH, LK, WA & K5k,
TKBRBR BN T, A 8, BRI | 281, AR s il g (1. 70g) .

[0119]  MS(ESI', m/e) :902. 43 [M+H]"

[0120] S 13 27 —0- XIAHE 2K L -3-0- i o fi @Ml -3 AR -9 X AEAE IR F
EfFvihiFmR (REME9)

[0121] Rk 27 —0- %A R F B A —3-0— i v for 8 W —3— F0 8 —9— X i 2k O T e B
v fi B 2 (A 8, 1. 70g, 1. 73mmo1) AT EDC «HCI (2. 42g, 12. 64mmol) & T K &
B E (17mL) , I\ DMSO (2. 42mL, 34. 02mmo1) , 21237 I TFA « Py (1. 20g, 6. 24mmol) HJ -4
FRGEVETR N DR SRS Th, K, Fi#E 10min, 23 A A, AKGH H = SR be sl i =
U A IFA NI, EKEE, WA Eh7K B, ToK BRI 158, 1L D8, DEVR IR 28 1, 1938 ([l 14
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(1.69¢g) -

[0122]  MS(ESI', m/e) :900. 42 [M+H]"

[0123]  SKjEf] 14 3-0- i s hu e B —3— 84X -9- AHHE R R Bt R IF e i B R ((hay
12)

[0124]  [3A& 27 —0— WP RS 2R B i —3-0— I sz s A —3— %A —9— NP 7 2R FR g i i v
P ZAA (PR 9, 1. 69g, 1. 73mmol) VAT FEE (9mL) , MNFAEIA 2h, 980 281, MK
MG FHE, 3N NaOH 3 pH 22 9. 7, #iHE 10min, 75 AU, KM H &P et =&, &
FEH N, 2K 8, AT $hK ¥, To/KBREREN T 158, 1L I8, 8O 28 T, HEJEMT 0 5 [
B L& (12 3) 1L, SRR E AUIRY) (0. 32g, INHrIEA 2, B F[AME 7,8, 9, s a BG4 12
RS SR 24.6% ) .

[0125]  MS(ESI', m/e) :751. 31 [M+H]"

[0126]  'HNMR (400MHz, CDC1,) 8 (ppm) :11.90 (s, 1H,9 = N-NH), 7. 98-8. 25 (m, 4H,9 fi7 7
)

[0127]  "CNMR (400MHz, CDC1,) 8 (ppm) :202.2(3 > C = 0), 168. 0 (9-NH-C0-) , 160. 3 (9 >
C = N-), 123. 39-149. 56 (9 A7 M EEZEIR ) 6 DR )

[0128]
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CHs N(CH),

0~ YCH;

e H;O0H,reflux CH,Cl,,rt

0 o Vd oN—{ >—COOH
NHzNHZ -‘AcOH O CH;, DCC/ z
S
3

-
HyC'  “OCH,

NO,

1%HCI
C,H;OH,rt DMSO/EDC-HCV/TFA-Py

CH,Cl,rt

ek 9 &9 12
[0120]  SZifafd] 15 27 —0— G E BB -9- MECER &R (i 10)
[0130]  }; % & 2K FF R (3. 08g,19.67mmol) F1 DCC (4. 22g, 20. 45mmol) ¥& T — & FF ¢
(30mL) , R M 30min, JIAN 9- R rdhidE 2 (3. 00g, 3. 94mmol) , L M 24h. ‘ﬂ“]f’é bR
AW BEAIN K, 3N NaOH i pH £ 9. 7, 43 AN, ZKAHH &R Fedhde =k, & IEA L
FH, G2, WA B ER7KWE, T /K BRER AN 152, ik U8, JEMOR R 2481, 19 Eé*ﬂﬁ% (6. 02g)
[0131]  MS(ESI’, m/e) :1038. 48[M+H]"
[0132]  sEjfs] 16 9- AEORF A iR (G 4)
[0133]  F 3k 27 -0 AF SO H Btk —9— 0h &0 FF e 8 01 v 25 & L o (R AL AR 10,
2.00g, 1. 3lmmol) V& T HEE (10mL) , JO#A I3 5h, Jk 28+, IO KA =& F 4E, 3N NaOH
W pH 2 9. 7, B FE 10min, 20 A AU, KA H Z SR befh i =k, & IFA VA, LK ¥,
g ER7KBE, oK BB 1, 18, JEMORIE 2T, HENT [ LR OB - Al - — 4
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(51 7.5 1 0.6) ], fFEE O E 0. 458, WHITEIE 2, BIFTEAE 10, &5 BIEY 4 110
AN 38.4% ),

[0134]  MS(ESI', m/e) :900. 40 [M+H]"

[0135]  '"HNMR (400MHz, CDC1,) 8 (ppm) :11.74 (s, 1H,9 = N-NH),7.80(d, J = 8Hz, 2H,9 fir
K 3,5-H),7.39(d, J = 8. 4Hz, 2H, 9 7 7K3F 2, 6-H)

[0136]  "“CNMR (400MHz, CDC1,) 8 (ppm) :167. 06 (9-NH-CO-),162.25(9 > C = N-),
128. 63-156. 93 (9 A7 UIEERIR E1 6 Mk )

[0137]

N(CH3),
N(CHg),

o Yen,  pee CI‘QCOOH

CHzclz,rt

O CH;
NH,NH; -AcOH 40

CH, &
CH;0H,reflux H;C

; < "lon
u,c? “
X 0CH; H:C' %OCH,

hlE A 10 et 4
[0138]  SZHEf] 17 27 —0- XA R BB —3-0- R v s b —3— ¥4t —9— S Gl e FR o i
iR (P 1)
[0139]  Fik 27 —0— XJ U B AE —9— o SUR R BE L IR w20k (Hh E)4E 10, 2. 00g,
1. 31mmol) ¥&T 1% $hER LBV (20mL) , RN 17h, KA &R 452, 3N NaOH i pH 2
9.7, 4 AN, A SR e 38 =%, & 3G VA, £k, WA EhK Bt ToKIRIR
BN, ok, SRR R AT AR B s A (1. 68g) .
[0140] MS(ESI', m/e) :880. 38[M+H]"
[0141]  SEjafs] 18 27 —0— AF&UR FBEAL —3-0- I wihu sE B —3— 284X —9— X SR B AL %
whidE R (HPIEE 12)
[0142] b3k 27 —0— % SR B —3-0— I by SE Wl —3— F8 4k —9— Wb &R FR B 2 I v iz
FEHLY (HAME 11, 1. 68g, 1. 3lmmol) F1 EDC « HC1 (2. 45g, 12. 79mmol) & T /K &
%5t (17mL) , I DMSO (2. 44mL, 34. 38mmo1) , ZZ 18 N TFA « Py (1. 22g, 6. 30mmo1) [ & H
BV NARY N IR B Th, UK, #i4E 10min, 2 AN, KA & R edh e =
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U A AN, ZK8G, WA Eh7K B, ToK BRI 15, 1L U8, JEVR IR 28 1, 15 A (A fl 14
(1. 66g) .

[0143]  MS(ESI', m/e) :878. 37 [M+H]"

[0144]  SCJtf] 19 3-0- Wi yahiE Bl —3— AR —9- M EUR R B F e F R (a4 13)
[0145] ik 27 -0— % UK F AL —3-0— Mt s hi e B —3— AR -9 % &R R B BE 7 ve v B3
FoAL s (a4 12, 1. 66g, 1. 31mmol) ¥4 T FEE (9mL) , JHFA = 2h, 80K 28T, IR ZK AT —
S LT, 3N NaOH ¥ pH %2 9. 7, HiH: 10min, 43 A HAH, KA &P bedbie =&, &G
HH, 27K, VAT $hK BE, oK IR R A T4, i v, DEMRE 28 T, HEE T s [ HEE @ &
fi (12 16)], B alblis (0. 19g, M aEME 2, BIHH A4 10, 11,12, &G BIAEP) 13 118
WeZ219.6% ) o

[0146] MS(ESI', m/e) :740. 33[M+H]"

[0147]  'HNMR (400MHz,CDC1,) 6 (ppm) :11.7 (s, 1H,9 =N-NH), 7. 37-7. 78 (m, 4H, 9 fi7 ZFF )
[0148]  "CNMR (400MHz,CDC1,) 6 (ppm) :202.51 (3 =0),172. 52 (9-NH-CO-) , 170. 14 (9 > C
= N-), 103. 92-137. 55 (9 A MEE R E 1 6 A5 )

[0149]
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CHy N(CHy),;
o QCﬂa o, 4 b\ D—COOH
NH,NH, ‘AcOH ! o M pecs a
v Al .
: CHs CH;O0H,reflux . CH,Cl,,rt
“lon
“0CH; ",
HC “ocH;
Fp () {4 2
Q, al
o,
HN
| o N(CH3), ¢ N(CH3),
N ) . N : s,
. 1%HCI '
' cu;  C;HsOH,rt ' cH;  DMSO/EDC-HCITFA-Py
CH,Cly,rt
CH,
" "oH
H;C ///OCHg
thiEA 10

PlEE 12 &9 13
[0150]  =Zjfafs] 20 27 -0- KB -9- KB R B R (PIafk 13)
[0151] 2K 28 (5. 36g,39. 37Tmmol) F1DCC (8. 93¢, 43. 28mmo1) & T & H % (60mL) , &
HRNE 30min, M 9- IF e fiE R (6. 00g, 7. 87Tmmol) , FILR M 1he 18, BrEAEY, 18
BN, 3N NaOH i pH %2 9. 7, 73 A HUAH, KA H SR Seside =k, & IFANIAE, LK%,
TN Eh 7KW, ToKBRBR N T4, 108, JER 26 1, AR s k™9 (9. 962) -
[0152]  MS(ESI', m/e) :998. 59 [M+H]"
[0153]  SZjfaff] 21 9- KW F whiF R (154 5)
[0154] b3k 27-0- K L iHE -9 I8 L Wi iR vo f 5 2ok (R IR 13, 4. 50g, 3. 56mmol)
BT HEE (23mL) , INFEIR 2. 5h, 8 28T, I KA =& 452, 3N NaOH i pH %2 9. 7, $it
FE 10min, 7 AN, ACH A & P et =k, A3 A VA, K8t M K st, oK
DRER AN 1158, 1L 08, DRV 26 T, 43 4. 46g, B 1. 3g K JENT [ LR AER © Al @ — 4%
(5181 0.6)], fFRECIULRYY (0. 458, TR 2, B rhE4AK 13, & Ja &4 5 1R
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4 50.0% ) .

[0155]  MS(ESI’, m/e) :880. 51 [M+H]"

[0156]  "HNMR (400MHz, CDC1,) 8 (ppm) :8.58 (s, 1H,9 = N-NH),7.22-7. 36 (m, 5,9 fi7 2E
1), 4. 54 (s, 2H, 9-CO-CH,-)

[0157]  "“CNMR (400MHz, CDC1,) & (ppm) :172.56 (9-NH-CO-), 166.92(9 > C = N-),
126. 74-129. 30 (9 A2 BEZRIR EH 6 ANBR ) 5 32. 75 (9 A7 AN EEBESE 5 R 38 2 [ Bk )

[0158]
HO,, | ¢ N(CHy),
N T
a3 HO 7,
HaC CHj; g
" O CHj3 3 ///’h,, !

NH,NH, -AcOH

CH;OH,reflux H,C"

3
o CH;,
- 0 O, O CHy
<, “OH CH; CH,3
C 7 K77

H;C' “OCH,

o
HiC'  “OCH,

]k 13 ways
[0150] LR 22 27 —0- FRABEHE —3-0- i s hi B M —3- Fedk -9- R AW fi iR
(a4 14)

[0160]  Fik 27 —0- 2R ZBE -9 2R ZWE iR vo f 8 2ofL i (R[4 13, 1. 73g, 1. 37mmol)
BT 1% R CEEEW (17Tl , HEORE 21h, INZK A =& 58, 3N NaOH i pH 22 9. 7, 4+t
AU, KA &R edhde =&, & AN, K85, A ShK e, ToK BN 115,
I PE, YRR 28T, AR B R (L. 449) «
[0161] MS(ESI', m/e) :840. 49 [M+H]"
[o162]  SEjfafs] 23 27 —0- K L BEH: —3-0- i wihi e Ml —3— 284X -9- R OB F e i R
( HHIAAE 15)
[0163] [k 2 —0- ZKZWHE —3-0- i vd hi e ME —3- 320k -9- K 2B I v b 55 2L
( HPIAME 14, 1. 44g, 1. 37Tmmol) F1 EDC <HC1 (2. 20g, 11. 50mmol) Y& T FE/K & F4e (15mL) ,
BN DMSO (2. 19mL, 30. 89mmo1) , 2183 1N TFA « Py (1. 09g, 5. 66mmol) [t — & LA, N,
RN HE RS Thy MK, BEHE 10min, 4 A HIAH, KAHH & R e =, &AL
HH, G2, WA B ER 7KW, T KR ER AN T4, 1k D, JEVROR 281, 19 s th [l 44 (1. 30g) .
[0164] MS(ESI', m/e) :838. 48[M+H]"
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[o165]  sLyififsl] 24 3-0- R yeHiE M —3- 84K -9- KM AR i dE R (EaY 14)
[0166] ik 27 -0- KB -3-0- i wihi B ME —3- 484K —9- K LB s v b 55 2 ML
(Hla)f4 15, 1. 30g, 1. 37mmol) VAT FEE (8mL) , NI 3h, Yk 728 T, INA KA & &,
3N NaOH 1 pH £ 9. 7, #it# 10min, 2 A HUAH, A & P et =, A IEE VM, &
K, WA B #h 7K BE, TEAKBRER AN T4, ik U, JEVBORE 28 T, HET 0 8 [ QIR HBR © Al
Bk 8% (5 08 1 0.6) ], fHREAIIRY (0. 40g, MR 2, B [E14A 13,14, 15, &
JERMEAY 14 BB R 32.0% ) .

[0167] MS(ESI', m/e) :720. 41 [M+H]"

[0168]  'HNMR (400MHz, CDCL,) & (ppm) :10. 66 (s, 1H,9 = N-N-H) , 7. 21-7. 30 (m, 5H, 9 {7 &
1), 2. 55 (s, 2H, 9-CO-CH,~Ph)

[0169]  "CNMR (400MHz,CDC1,) 8 (ppm) :205. 79 (3 = 0),172. 33 (9-NH-C0-) , 167. 18 (9 > C
= N-), 104. 30-134. 40 (9 ALUEEFIR [ (¥ 6 5K ) , 38. 29 (9 LA BEMEIE 5 S IF 2 1] (K55 )
[0170]
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CHs N(CH3),

1%HCI
C,H;OH,rt

DMSO/EDC-HCVTFA-Py
CH,Cl,,rt

o
H3C OCH,

o (] 4% 13 HlE Ak 14

HE R 15 thEY 14
[0171]  SEjafs] 25 27 —0- B - IRIABEAE —9- B - KB R i F = (P IAE 16)
[0172] % B- 2K A B (5. 90g,39. 29mmo1) H1 DCC (8. 45g,40. 95mmol) ¥4 T — & B 4=
(60mL) , 5 & [ 2 30min, I 9- ff wi i FE & (6. 00g, 7. 87Tmmol) , 7 #E ) B 24h. it JE,
Bk EANEYD, PEMIN K, 3N NaOH ¥ pH %22 9. 7, 73 A AU, A H — &P Gedbde =&, &
FEE N, KB, AN EhKBE, ToK R AN 15, 1t 38, VBRI & 25 1, 159 3 il =)
(10. 29¢) »
[0173]  MS(ESI', m/e) :1026.62[M+H]"
[0174]  SEjtfh] 26 9- B - KB whidszm (1hE1) 6)
[0175] ik 27 —0-B - R BE AL -9- B - IR A Me B i v v &5 2oL (P Il4E 16, 2. 19g,
1. 67mmol) V& T FEE (10mL) , 0 #4 13 5h, ek s 28 -, I KA1 & F B8, 3N NaOH i pH
£9.7, Pt 10min, 7 A HAH, A SR Fedh i =&, & AP, LK%, A
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EhKBE, To KB B AN T8, ok 98, DEVRR R AT, BN [ QR OB @ Al - — O
(5 10 : 0.6) ], fFFE ALY (0. 61g, HlaMAE 2, B[R4 16, &5 B &4 6 &
WZ R 40.7% ) o
[0176] MS(ESI', m/e) :894. 27 [M+H]"

[0177]  'HNMR (400MHz, CDC1,) § (ppm) :8.60 (s, 1H,9 = N-NH), 7. 15-7. 29 (m,5H,9 fi7
1) ,2.7-3. 1, 2. 2-2. 5 (m, 4H, 9-CO-CH,CH,~Ph)

[0178]  "CNMR (400MHz, CDC1,) § (ppm) :174.03 (9-NH-CO-), 167.08(9 > C = N-),
126. 01-140. 93 (9 A7 UEEZEER Ff 6 MR ) 5 33. 364 30. 44 (9 o7 I 3k 45 1) 5 R BF 22 ) (I P A
SR )

[0179]

N(CHs),

O CH;3

CH;

u,¢? “ocn,
a4 16 k&6

[0180]  sLJtifsl 27 27 —0- B — A B —3-0- P EME -3 AL —9- B - KRB A
hER (k17
[o181] bk 27 —0-B - JRTAME AL —9- B — R IR ME R i v B 2 oML (R IANE 16, 2. 20g,
1. 68mmol) VAT 1% $hR LBEEW (22mL) , H iR R B 24h, JERINK AT S H %E, 3N NaOH i
pH 2 9. 7, o A HLAH, KA A & R e fh 32 =k, &I NI, LK ¥, A& 3Kk st,
TKBR RN T, S8, JEVRRE 251, 3 s (IR [E 44 (1. 83g) o
[0182] MS(ESI', m/e) :868.52[M+H]"
[0183]  sEjafs] 28 27 —0- B — RN ELAEE —3-0- M e hi B M —3— SR —9- B - ZR A B AR v
iR (HlEfk 18)
[o184]  Fik 27 —0- B - FRPA WL —3-0- i e hiE M —3- Fodk —9- B - KA B RE R i B
ZOM (AR 17, 1. 83g, 1. 68mmol) A EDC « HC1 (2. 71g, 14. 14mmol) V& T K ~ S Wk
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(18mL) , A DMSO (2. 70mL, 37. 99mmo1) , 2223 i TFA <Py (1. 35g, 6. 97mmo1) ) S FH be i
T NAR S T H I RS2 0. 5h, IIAIK, $idE 10min, 43 A WU, AR A SR it =%, &
FHE N, 2K, MR $hK B, ToKBREREN 115, 1k 98, JE VI 28 1, 15 55 oD IR 18 44
(1. 82g) »

[0185]  MS(ESI', m/e) :866. 51 [M+H]"

[o186]  SKiafs] 29 3-0- i vefi e ME —3- AR —9-B - ZRINEL IR i BT R (LAY 15)
[0187]  I3& 27 —0- ZKAMEAL —3-0- B e hi e il —3- A% —9- B - ZRABL RN i hi B R Al
i (HRIAMA 18, 1. 82g, 1. 68mmol) VAT HEE (OmL) , IR AIUE 3h, Yk 28T, IIA KA & HF
fit, 3N NaOH i pH 22 9. 7, $ii+E: 10min, 73 HAHIAH, A SR Fedhde =k, & IFA P,
ZEIK B, VAN B EhoK¥E, TR AN T8, i uE, VBV E 28 T A Er a0 E [ RO - A
JHEE . 2k B 18 1 0.6)], B EENUIRY) (0. 568, MHEME 2, B [AI4E 16,17, 18,
e Ja BMLAEY 15 (SN 45.5% ) .

[0188] MS(ESI', m/e) :734.05[M+H]"

[0189]  'HNMR (400MHz, CDC1,) 8 (ppm) :8.80 (s, 1H,9 = N-NH), 7. 14-7. 27 (m, 51,9 fir 2§
), 2. 50-2. 90, 3. 0-3. 3 (m, 41, 9-CO—-CH,CH,~Ph)

[0190]  "CNMR (400MHz, CDC1,) 8 (ppm) :205.81(3 > C = 0), 169. 86 (9-NH-C0O-) , 166. 64 (9
> C = N-), 126. 05-140. 89 (9 LiMEEZEIA LK 6 DK ) , 34. 29.28. 36 (9 A7 BEFL L5 My 5 ZR R
Z A PR AN SE B Bk )

[0191]
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CHs N(CHj),
: N(CH;),
'E'j\ COOH
NH,NH, -AcOH 0o~ YcH;  DCC/ Q/\/
NN rACOY L
CH;0H,reflux CH,Cly,rt
1%HCI1 DMSO/EDC-HCVTFA-Py
C2H50H,l‘t CHzclz,l't

HHE AR 18 &M 15
[0192]  sLjlEfs] 30 27 -0 PIEEBLEL —9- WEEBt R i hid R (Hia 19)
[0193] MEPAIAERR (5. 83g,39. 35mmol) 1 DCC (8. 93g,43. 28mmol) V& T & F %t (60mL) ,
TN 30min, I 9- fR v hidgE & (6. 00g, 7. 87Tmmol) , H iR N 48h. 1 3E, B EATEY) . JE
TN7K, 3N NaOH il pH 22 9. 7, 3 tH AN, ZKAHH & B befhde =R, &AM, £KEE,
VRN Eh 7KW, T KRB N T4, 108, PR 26 T, SR s k™) (11. 14g) -
[0194] MS(ESI', m/e) :1022. 59 [M+H]"
[o195]  sEZjfafs] 31 9- PIEEME AR whiBFR (LB T
[o196] ik 27-0- PRERGE: —9- PR se v B oMt (HRIA) 19, 1. 20g, 0. 85mmol) ,
VAT HEE (6mL) , INFAIEIGE 16h, J8E 28T, A KA & 58, 3N NaOH il pH 2 9. 7, Hii i
L0min, 73 AU, A &R behli$e =k, & IFAHUHE, K8, AT #hKP5E, oK
BN T8, 198, SRR 25 T, AR 2T [ ZBR B8 - Ak @ — 2% (5 18 1 0.6)], 195
IR (0. 67g, AHTANME 2, B [E)4A 19, e BILEY) 7 SR 88.7% ) .
[0197]  MS(ESI', m/e) :892.45[M+H]"
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[0198]  'HNMR (400MHz, CDC1,) 8 (ppm) :11. 35 (s, 1H,9 = N-N-H), 7. 25-7. 80 (m, 5H, 9 fi7 ¢
¥),7.17(d, J = 15. 6Hz, 1H,9 = CH-Ph) ,6. 34 (d, J = 15. 6Hz, 1H,9-C0-CH =)

[0199]  "CNMR (400MHz, CDC1,) & (ppm) :177.85 (9-NH-CO-), 167.06(9 > C = N-),
144. 06 (9 = CH-Ph) , 117. 41 (9—CO-CH = ), 103. 14-135. 83 (9 7 UEEZEER 1K) 6 Nk )
[0200]

A HO,
CH; ™
CH3 HO,, o, \\\\OCHb\ \
n, itife)
NHZNHZ AcOH HO O CH; DCC/
_——————

CH;

N(CH3),
CH;0H
CH;, reflux

CH;

o "on

HC' ocH,

a4 19 a7
[0201]  SLiats] 32 27 -0— PIHEBLIE —3-0- i e hiE Ml —3- Fadk -0- B AL B i fu B

( WA 20)

[0202]  [3A 27 -0- PRREBERE -9- RIEEB IR rehi & 20 (A 19, 2. 00g, 1. 41mmol)
VST 1% IR O EEVEW (20mL) , RS 24h, JERIN/K AT & 68, 3N NaOH ] pH & 9. 7,
A A HAE, KA SR e sthde =R A A HIAH, SK3E, WA ShK Bt TeKiRmRen T
P, U8, YRR 28T, 13 R (1. 68g) »

[0203] MS(ESI', m/e) :864.49 [M+H]"

[0204]  SEjafh] 33 27 —0— RIFEBER: —3-0- i vy e —3— 284X -9- WA F e i =
( HRIAMAE 21)

[0205]  Fik 27 —0- PAEEEIE —3-0- i g fi e F —3— $2 0k —O— AR BE L b oo b 55 2L
( thlE) 44 20, 1. 61g, 1. 41mmol) F1 EDC «HC1 (2. 47g, 12. 50mmol) & T K ~& ke (16ml),
TN DMSO (2. 46mL, 33. 58mmol) , 2% 1% ¥ in TFA « Py (1. 19g,6. 16mmol) f) — & FF %2 V& W,
NGRS OB 0. 5h, MK, $i#E 10min, 43 A B, A SR be i =k, &
FEHE N, 287K, MR $hK ¥, ToKBRER AN 115, 1k I8, JE VI 28 1+, 15 55 (R IR 18 44
(1.61g) .

[0206] MS(ESI', m/e) :862. 48 [M+H]"
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[0207]  SEjafh] 34 3-0- i v fiE B —3- AR -9 RIEEBLENR i B R (a1 16)
[0208] ik 27 -0- RIEEBESE —3-0- I v b B ME —3- 454X —9- RIEEBE R I v b 55 2R
(A {4 21, 1. 61g, 1. 41mmol) VAT FEE (8mL) , NI 3h, Yok 728 T, INA KA & e,
3N NaOH i pH & 9. 7, $it#F 10min, 2 tHAAUAH, KA H = &R Sesb e =k, &I AP, &
KB, MR Eh KW, To K BRER AN -5, 198, P8R AT i Er s [ LR OEE @ il
Bk 2% (5 D8 1 0.6)], fFEBEIHLIRY (0. 35g, MFRTEA 2, B Hh a4k 19,20, 21, &5
B AW 16 (KSR ZE N 33.9% )

[0209] MS(ESI', m/e) :732.41[M+H]"

[0210]  'HNMR (400MHz, CDC1,) & (ppm) :11.32(s, 1H,9 = N-N-H),7. 73(t, ] = 17. 6Hz, 1H,
9 fr 8 4-H) , 7. 33-7. 59 (m, 4H, 9 £7 23K 2,3, 5,6-H, 11,9 = CH-Ph) , 6. 34(d, ] = 15. 6Hz,
1H, 9-CO-CH = )

[0211]  "CNMR (400MHz, CDC1,) 8 (ppm) :202.85(3 > C = 0), 167. 06 (9-NH-C0O-) , 161. 91 (9
> C = N-),142. 14(9 = CH-Ph), 117. 25 (9-CO—-CH = ), 120. 23-135. 81 (9 S BE 2K 2R | ¥
6 Mk )

[0212]
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N(CHs),

"’ COOH
T e O
NH,;NH, ‘AcOH Y cH;  DCC/
NN AR R
CHs CH;0H, reflux 0w LCH, CH,Cly,rt
“on
“ocH 7 "OoH
¢ “ocH;,
1%HCI1 DMSO/EDC-HCVTFA-Py
C2H50H,rt CHzclz,l't

a4k 21 &4 16
[0213]  SEjafs] 35 27 -0—(2- MEWy L it ) —9- (2 MEWy B ) IRwifuBE R (Hiafk 22)
[0214] 5 2- E Wy 2, % (2. 80g,19. 69mmol) F1 DCC (4. 22g, 20. 45mmol) V& T — & H %%
(30mL) , B 30min, A 9- fZ5afiFE 2 (3. 00g, 3. 94mmol) , F iR L 24h. L8, Br %
AN, PRI IK, 3N NaOH i pH % 9. 7, 23 tHA MU, KA —&UR Bl =k, & A 1l
HH, 227K ¥, WA SRk BE, oK AR BRAAT-158, ik Y8, DEVRIRE 28T, 1SR k1 (5. 199) .
[0215] MS(ESI', m/e) :1010. 50 [M+H]"
[0216]  SZjEf 36 9—(2- MEWy ZBEHE ) fimihiBd R (LA 8)
[0217] 3R 27 —0-(2- MEWy 2.2 ) -9- (2- MMy AL ) BRvehu & 2o/ (i fk 22,
1. 60g, 1. 21mmol) ¥& T FEE (8mL) , I 2h, ek s 28 T, I KA — & B, 3N NaOH
W pH 2 9. 7, i FE 10min, 7 A HAH, KA SR Gedh & =k, G IHA VA, LK 5, 1
g ER7KBE, oKk BB 1, 1 8, JEMORIE & T, HENT [ LR OB - Al - — 4Ok
(5181 0.6)], FEREIRY) (0. 61g, HTENME 2, B [E) {4 22, & Ja B &) 8 i
N 57.0% ).
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[0218] MS(ESI', m/e) :886. 31 [M+H]"

[0219]  'HNMR (400MHz, CDC1,) & (ppm) :8.57 (s, 1H,9 = N-NH) , 6. 92—7. 26 (m, 3H, 9 fo7 IEW}
1), 4. 46 (s, 2H, 9-CO-CH,-)

[0220]  "CNMR (400MHz, CDC1,) & (ppm) :171.41 (9-NH-CO-),168.21(9 > C = N-),
124. 72-135. 57 (9 BN BEMEWY IR L (1) 4 MK ) 5 33. 88 (9 A7 Bk J2E &5 4 15 ME Wy 2R 2 [R] (1) 4o &
)

[0221]

N(CH3),

“ o S @/\
: DCC / < COOH
. O _gCH; — > %
‘ CH3;OH,reflux H;C ] CH,Cl,rt
A,,/ 0 . 3
7 "OH
“ocH, i
S
3
7\ Q /
S S
N(CH3),
CH;0H
&) CH; reflux
'CH,
O _sCHs
“IoH
o
H;C OCH;
HafalfAk 22 WwEY) 8

[0222]  SEjafs] 37 27 -0—(3- M| 42 ) —9- (3- M|k B ) RwifuBE R (Hialfk 23)
[0223] % 3- M| Wk 7, B8 (3. 45g, 19. 69mmol) FI DCC (4. 22g, 20. 45mmol) ¥& T — & F 4%
(30mL) , VA VRIR ML, I B 30min, AN 9- IF e fidE 2 (3. 00g, 3. 94mmol) , F L M 18h.
THUE, B EASEY), JEBUIN K, 3M NaOH Vi pH % 9. 7, 43 A HLAH, AKH ] & R e fhiR =ik,
A I VIAH, 2K, VA Eh KB, oK AN T 15, 108, DEVRIRUE 28 1, 15 55 e (k™
¥y (4. 45g) .

[0224] MS(ESI', m/e) :1076. 61 [M+H]"

[0225]  sEjfafs] 38 9-(3- MWk Z Bk ) BRrihidE = (LA 9)

[0226]  Fi& 27 —0-(3- MW L Wi ) —9- (3- MWk £ b 5L ) R & Al (Hrimf4k 23,
1. 30g, 1. 15mmol) ¥& T FEE (6. 50mL) , fN#A[EGR 5h, 98 28+, TIA KA & F 458, 3N NaOH
W pH 22 9. 7, HifE 10min, 73 A AU, KA &R Gl =k, S E N, 2K 5%, 1
g ER7KBE, oK Bk BB 1, 1 8, JEMOR L & T, HENT [ LR OB - Al - — 4k
(7 15 1 0.55) ], 3t s ARy (0. 41g, IrhialA 2, B rh el 23, &5 259 9 K&
WA 39.0% ) 6
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[0227]  MS(ESI', m/e) :919.51 [M+H]"

[0228]  '"HNMR (400MHz,CDC1,) & (ppm) :8. 71 (s, LH, 9 fizM[EERNH) , 8. 48 (s, 1H, 9 = N-NH) ,
7.64(d, 1H, 9 A7 mIWEIR ) 4-H) , 7. 33 (d, 1H, 9 L7 BIWEER (R 7-H) , 7. 11-7. 20 (m, 3H, 9 57 F5[ kIR
[ 2,5,6-H) , 3. 50 (s, 2H, 9-CO-CH,-)

[0220]  "CNMR (400MHz, CDC1,) & (ppm) :171.59 (9-NH-C0-), 166.57(9 > C = N-),
121. 81-136. 59 (9 £ M & M5 WE IR _E 1 8 ANER ) 5 29. 78 (9 o7 Ik 3L &5 74 5 M| W I8 22 1) ) Jog 3k
)

[0230]

N(CHj3),

O CH;3

CH;0H
O 'CH; reflux
(e} CH;
0 -
“u,
H;C OCH;
HriEl R 23

[0231]  SEjafs] 39 27 -0—(3— Wg|WR T e dd ) —9- (3 Ml T B ) IRwifuBE R (Hialfk 24)
[0232] > 3— M| Wk T R (4. 00g, 19. 68mmol) F DCC (4. 22g, 20. 45mmo1) ¥& T & F 4t
(30mL) , ¥ 5L KM 30min, SO 9- fR e Fi s &R (3. 00g, 3. 94mmol) , &k S B 45h. €, F&
FATEY, JEBIMK, 3N NaOH ] pH 22 9. 7, 43 A HLAH, KM FH & R epbie =k, 591 F
BUAH, &8 7K, MR h 7K BE, Jo K BRER AN 158, ik U8, PRI s 28 1, 4385 2 [l A4 ™
(6. 05g)
[0233] MS(ESI', m/e) :1132. 67 [M+H]"
[0234]  sLjfafs] 40 9-(3- M| T BEkL ) IFehids R (L& 10)
[0235]  F3& 27 —0—(3— WG T Btk ) —9— (3 Wj{WR T i L ) NRwihu @Al (Himf4k 24,
1.40g,0. 91mmol) ¥& T FEE (TmL) , IN# 1 8h, ok s 28 T, I KA1 — & ¢, 3N NaOH
W pH 2 9. 7, it F: 10min, 2 A AU, KA SR Fehb & =%, & IFA N, K8k, i
g ER7KBE, oK B BB 1, 18, JEMORE & T, HENT [ LR OB - Al - — 4k
(B 6 1 0.5)], MFEEANLRY (0.47g, WHTEE 2, B[R4 24, &5 BIEW) 10 B0
%N 54.4% )
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[0236] MS(ESI', m/e) :947.51 [M+H]"

[0237]  '"HNMR (400MHz, CDC1,) 8 (ppm) :8.56 (s, 1H,9 f7 M| W& IR NH)8.45(s, 1H,9 =
N-NH) ,7.59(d, J = 7.6Hz, 1H,9 £z W WL FF (1) 4-H) , 7. 30 (d, J = 8. 4Hz, 1H, 9 o7 W] Wk FF [
7-H) , 6. 99-7. 16 (m, 3H, 9 £ W5| LR (1) 2,5,6-H) , 2. 85(t, J = 7. OHz, 2H, 9—CH,— M| I 2R ) ,
2. 0-2. 63 (m, 4H, 9 7 4RI W 2L 45/ A CH,)

[0238]  "“CNMR (400MHz, CDC1,) & (ppm) :174.92 (9-NH-C0-), 166.46(9 > C = N-),
111. 02-136. 56 (9 AN BERIBEIR 1) 8 AN ) 5 35. 08.31. 97.24. 56 (9 7 B I 45 1) 15 [ IR
Z Y 3 ALK )

[0239]

CHs N(CHj),

H;C ‘u,
HO/,I‘ 2

anlQ
HO [8) CHj

OIII 0. 3
) “on
¢ “ocH, )
ﬁ}ﬁ%?}l e,
N
1 H
0 1 N

%,
H;C' “OCH;

FIEfE 24

H;C ‘I////OCH3
A0
[0240]  SZjEf 41 27 —0- 5 T B -9- 7 T Bt hiE R (hIE 25)
[0241] 45T (2. 33ml, 25mmo1) H1DCC (4. 38g, 21. 25mmol) VAT — & T4 (38mL) , VAWK
TRV, U5 RN 30min, N 9- E i fi B & (3. 81g,5. 00mmol) , HiE M 72h. L E, EAN
TS, BEINIK, 3N NaOH i pH 22 9. 7, 0 tH AN, ZKAHH & F bedhde =k, & A,
KW, AT B R K Y, TR ER BN T4, 1b 98, DEMORE 28T, 15 A ™) (4. 10g) »
[0242] MS(ESI', m/e) :902. 59 [M+H]"
[0243]  SEjEAf] 42 27 -0~ 57 T WAk —3-0- Bisdfu el —3- Fdk -0- 5 T B #
( ThaliE 26)
[0244] B3k 27 -0- T B —9- R T BB R (A 25,4. 10g,5. 00mmol) 35T
1% EhHR OBV (20mL) , &5 R B 24h, KA & 68, 3N NaOH il pH £ 9. 7, 73 tH AL
FH, KA S R Be 32 =0k, B IFA VI, KBt AT K ¥, ToKIREREN T8, kg,
PSR 2T, B A AalEE (3. 74g) .
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[0245]  MS(ESI', m/e) :744.49[M+H]"

[0246]  sEjafs] 43 27 —0- 5 T Wik: —3-0- i wihi e B —3- 284X -9- B T B EF e hiE R
( HhlEAE 27)

[0247] Rk 27 —0- 5 T B dk —3-0- ivd hioE M8 -3 20k -9- S T ME R v by F F O
( thAME 26, 3. 24g, 4. 33mmol) F1 EDC «HC1 (4. 33g, 22. 60mmol) & T F/K & Fhe (30ml),
TN DMSO (3. 54mL, 45. 30mmo1) , &2 i TFA <Py (2. 61g, 22. 6mmol) ] &L FFBEVA TR, N, 1R
PR ER B 240, MK, $EFE 10min, 2 A HLAH, AKHHH &R Seshie =k, & IFA L
FH » G, VRN B R 7KWE, oK BRER AN T4, ik U8, SRR 28T, 1F Bt [l A (2. 22¢) o
[0248] MS(ESI', m/e) :742. 48[M+H]"

[0240]  SLjifafs] 44 3-0- BisefiEME —3- EAL -9- BT BRI R ER (AW 17)
[0250] Bk 27 -0- 5 T B3k —-3-0- B rihi B —3- EAC -9- 7 T BRE AR U B LA
(HhE A 27, 2. 22g, 4. 33mmol) & T FEE (20mL) , INFAEIIR 3h, JR 28, IIA KA Z & H
fit, 3N NaOH i pH %2 9. 7, $ii+E: 10min, 73 A HIAH, AHH SR Fedhde =k, & IFA P,
K ¥, AN EhoK ¥, TooK R ER A T, ik 98, MR AT, HEEN S [ Bl - &40
(1 10) ], 5 A EIRY (0. 45g, M TEAE 2, B [AE 25, 26, 27, & o BG-G9 17 B8R
%N 15.5% ) .

[0251] MS(ESI', m/e) :672. 44 [M+H]"

[0252]
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N(CHj3),

CH;
0~ YCH; HOOC
CH, NHzNHZ ‘AcOH DCC/ CH;
—_—_—
O CH;30H,reflux CHyClyrt
< o
H;C “OCH,
nhEE
1%HCI DMSO/EDC-HCVTFA-Py
C,H<OH, rt CH,Cl,,rt

HFEAE 27 &Y 17
[0253]  SEjafh] 45 9- FRERFIRLLE 2= A (H[A4E 25)
[0254] T B 40 55 25 A(20g,0. 0252mol) & T HFEE (20mL) , N\ 85 % 7K & Jik (2. 2mL,
0. 0378mol) , iN#[H] 3 18h fa ¥4 &1, By th [l 44, 198, & K45 B A EfE (13. 3g,65.0% ) .
[0255]  9- JiR4L B 2 A ( HHIA){A 26)
[0256]  9- IFTRBELLL 5 25 A ( H (A4 25) (4. 00g,0. 0050mol) V& T & F L (90mL) - 7K
(80mL) , i 3mol/L S AN VAR A 42 pHO. 7, - A N, 7K Bk, To /KB BRAA T4, 1k 9%, I
FRZ&T KA EIRY) (3. 352g,90.4% ) .
[0257]  sEjafs] 46 N-[4-(2,5- ZSURSES: ) —2- THHE 1-9- R4 HE = A(MLE1 18)
[0258]  9- R4l F 2 A (HE) 44 26) (2. 00g, 0. 0025mol) ¥4 T DMF (20mL) , I A TG 7K ik & 4
(0. 69g,0. 0050mo1) 4— (2, 5- & KA IL ) -2- THi —1- 1% (0. 96g,0. 0033mol) = iF ik
16h JEm7K (50mL) , —&HEE (30mL) , 5 & 4=, 7 A WA, A &R eahde, 5300
B, 27K 8E, To/KBRER AN T 15, 1 98, JEVRE 2T, A s [ Jelisf) - Bl - —&H
fe (12 13) ], 3283 tfbE (0.604g,25.1% ) .
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[0259]  MS(ESI', m/z) :962[M+H]"

[0260]  'HNMR (400MHz, CDC1,) 8 (ppm) :7.47(d, J = 8.4,1H,9- 2§ ¥f 3-H),7.26(d, J
= 2Hz, 1H,9- 2 ¥f 6-H),7.05(dd, 1H,9- 2& ¥F 4-H),6.09- 6 6. 32 (m, 2H, 9-CH = CH-),
5.06-5.10(dd, 1H,1" —CH-) »

[0261]  "CNMR (400MHz, CDC1,) & (ppm) :174.7 (1-C0),165. 7(9-C = N-),154. 1 (9— % ¥f
1-C), 137. 8 (3-CH = CH-), 132. 5(9- ZE¥F 5-C), 131. 1 (9- ZEFf 3-C), 121. 8 (9- ZEFF 4-C),
120. 8 (9— % ¥f 6-C), 114. 8(9— ZE ¥ 6-C),100.9(1 ' —CH),95.9 (3-0-CH) , 82. 7 (5-CH) ,
78.8(3-CH),77.3(4 " —CH),76.1(13-CH),74.1(12-C),73.8(6-C),71.1(2 ' —CH),
70.7(5 " -CH),68.5(3-0-CH,),65.7(3 ' ~—CH),65.2(3-CH = CH-CH,),44.1(2-CH),
38.0(7-CH,) ,35.1(4" —CH,),21. 1(6—CH,) , 21. 0 (13—CH,—CH,) , 18. 7 (8—CH,) , 16. 2 (12—CH,) ,
14. 6 (10—CH,) , 10. 6 (13-CH,~CH,) , 9. 6 (4—CH,) .

[0262]  SEjf] 47 N-(2- L &FECHE ) -9- FRAFER ALAEY 19)

[0263] 9 4L & 2= A+ [|] 44 26) (1. 30g,0. 0016mol) ¥& T /K Z B (TmL), Jn AN =
AR LR R (0.3053g,0.0018mol) , INFE JR i F: 7h, NN & H 4t (25mL) ,
K (20mL) , pH 2% 9. 3 5 & 7 )=, 7 tH A NUAH, A & R e, & IF AN, 2K
Yo, ToKBRER AT 152, 1 98, JEMRUE 28 T, M a5 [ ¥eRA - 2R 486 - fAihls - —
fg (5 016 ¢ D] BAGRY, BEad g o5 [HRBRF 0 FEE - &8 F k- 20K
(1 25 1 0.5)] BABIKRY (0.0558,4.1% ) .

[0264] MS(ESI', m/z) :847[M+H]"

[0265]  'HNMR (400MHz, DMSO) & (ppm) :5. 57 (s, 1H,9-N-NH-), 5. 08-5. 11 (dd, 1H,
1" —CH-),2. 32-2. 64 (m, 8H, 9-NH-CH,CH,N (CH,CH,) ,)

[0266] "*CNMR (400MHz, DMSO) 8 (ppm) :174.7(1-C0), & 165.7(9-C = N-),
102.9(1 ' -CH),96.4(3-0-CH),83.7(5-CH),80.4(3-CH),78.1(4 " -CH),
77.3(12-C) ,77.0(6—C) , 76. 8 (13-CH) , 76. 7(5 " —CH),71.5(2 ' -CH),65.5(3 ' —CH),
51. 6 (9-NH-CH,CH,N) , 48. 0 (9-NH-CH,CH,N) , 45. 6 (9-NH-CH,CH,N (CH,CH,) ,) , 44. 7 (2—CH) ,
40.3(3 ' -N(CH,),),38.7(7-CH,),35.2(6 " -CH),32.6(4-CH),28.9(4 ' —CH,),
21.5(6-CH,),21.1(13-CH,~CH,) , 18. 6 (8-CH;) , 16. 0 (12-CH,) , 14. 3 (10-CH,) ,
10. 5 (13-CH,~CH,) , 9. 2 (4—CH,) «

[0267] RSt

[0268]  Hu TR VG P

[0269] % Bk G R EW 1 ~ 19 BEATAR SN TR PRI G, KA 40 ) S e K s
fif, BT B KRR 125 v g/mL, SR JE IR A RS FRE . 48 20 Bk GFD G 32318 Pl 490l e
ERZ T, 3TCH R « I BIR ARG R, F 22 sS4 pi e &, R0 £ 10°CPU, 2P T
B MG, BT 3TCHRFFENREFE 18h M4 R, 15 AL SV 52 Ul W s IRHTE R E. (MIC
fE)

[0270] 2B AUHE G B 6 PR « 08 (U %) BRTE 26003 378 B2 il %) BRI 26069 [ 5] &) 3K H
26101 fifi 2 XUBRTE 31002 B BKTE 32220 FI P ZBLEEEKR T 32206, G T8 14 P&  KIHAFE 44102,
ST TR 10124l AT T 46101 A5 ZEFT B 50097 . 72 ST T8 45102 MM ER AT B 48017 il
AT B 49085, 7 57 A2 JE AT B 49005 BE/RMRAZ AT 1 49086 i 2 ¥0 1] IRTE 50041 K 1>
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IR 41002, A FGE R IR 51081 i PGB G 5131348 IHE N IR 51573,
[0271] R4 2R W3R 3 ik 4,

[0272] %3
[0273]
MIC(pg/mL)
I
ey AZM 1 2 3 4 5 6 7 8 9 10
Bl
%ﬁgﬂ >25 | 078 | >25 | >25 | 625 | >25 | >25 | 25 | >25 | 1.56 | >25
= EE
e 195 | 125 | 25 25 | >25 | 1251 625 | 25 | 625 | 6.2 2
IR 26069 0 > > 3 >
=R 0.19
- 1 i X 0. 0.78 | 0.39 | 0.39 0. 0.7 .
B 26101 0.195 | 0.78 | 0.39 39 9 s 39 8 | 0.39
i %% XUk 0.19 | 0.09 | 0.09 0.09 0.09 | 0.19 | 0.09
31002 0.098 | ™ " g | 039 g | 078 o s g | 039
TR £t 7
ﬁj}‘%ﬁ 039 | 156 | 1.56 | 0.78 | 0.78 | 1.56 | 0.78 | 3.13 | 1.56 | 0.78 | 0.78
B 32206
Ji7E2 ] 0.19 0.09
32920 1.56 s 0.39 | 0.39 | 0.78 | 0.78 | 0.78 | 0.39 | "7 | 0.78 | 0.39
j‘fﬁfﬁ' 1.56 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25
é‘ -
/ilﬂg‘%@ 25 | 25 | >25 | 25 | >25 | 25 | 25 | >25 | 25 | >25 | >25
%4)6‘1*;1 078 | >25 | >25 | 25 | 125 | 25 25 25 25 25 | 12.5
/s =
1155%0@7@ 156 | >25 | >25 | 25 | >25 | >25 | 25 | »25 | 25 | »25 | =25
MR ERAT
B 078 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25
48017
e
fL 4_5‘1*52@] 078 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25
B 401
7 i >25 | >25 | >25 | >25 | >2 >25 | >2 >25 | >2
B 50041 1.56 5 5 5| 25 5 5
Kb
e .1 >25 | >25 | >25 | >25 | >25 | >25 | > > > >
R 41002 3.13 5 25 25 25 25
AT
i 25 | >25 | >25 | >25 | >25 | >2 >25 | >25 | >2 >25 | >2
FFEE 49005 ! > > >
WA
|=]
L 125 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25
FFE 49085 I
JBE IR AR AR
TEAF i 625 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25
49086
[0274]
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7'153%‘ 078 | >25 | 25 | >25 | >25 | >25 | >25 | >25 | >25 | >25 | >25
FCTH 51081
b RS 039 | >25 | >25 | 625 | 6.25 | 12.5 | 3.13 | 6.25 | 3.13 | 3.13 | 6.25
KB 51313
REER
0195 | 125 | 125 | 2 125 1 12.5 | 6.2 25 | 313} 6.2 )
i 51573 5 6.25 6.25 | 6.25
[0275] 4
[0276]
MIC(pg/mL)
I
.y e AZM | 11 12 13 14 15 16 17 18 19
207 S
SHIE
>
6003 25 | 078 | 039 | 3.13 { 078 | 039 | 039 | 0.195 | 6.25 25
%ﬁﬁ““ﬁﬁ* 0.195 | 25 25 | >25 | >25 | 25 | 125 | 625 | 625 | 0.39
B 26069
FERERR | 1951 039 | 039 | 039 | 078 | 039 | %10 | 0.195 | 625 | 0.195
B 26101 5
i 8 XUER 019 | 0.19 [ 0.19 | 0.19 | 0.09 | 0.09
31002 0.098 | s s s . g | 0195 625 | 0.098
B RR 0.09 | 0.09 0.19 0.09
i 39 0.78 039 | 625 | 625
32206 0.39 8 g |0 5 8
Ji7E2dEs) 0.19 0.09
) . 25162 25 0.195 | 625 | 12.5
29920 1.56 s | 0396 5 .
j‘fffgf’ 1.56 | >25 | >25 | >25 | >25 | >25 | >25 | >25 >25 | 6.25
pEYTE—
’i]Hfl*;@ >25 | >25 | 25 | >25 | >25 | >25 | >25 | >25
%
MRITE | 78 | so5 | 525 | 25 | >25 | >25 | 25 25
46101
/-1—‘—9 e
DI | 56 | 505 | >25 | >25 | >25 | >25 | 125 | 625 | >25 | 625
50097
Wi%iﬁ 078 | >25 | >25 | >25 | >25 | >25 | 25 | 125 | >25 | 6.25
F%H% > > > > >
45102 0.78 | >25 25 25 25 25 | 25 25
2ybr
%j‘// R 56 | =25 | »25 | >25 | >25 | >25 | 125 | 625 | >25 | 6.25
5 50041
kR E
1 25 | >25 | >25 | >25 | >25 | 25 | >25
B 41002 3.13 >
%fF ZFAT 125 | >25 | >25 | >25 | >25 | >25 | >25 | >25
B 49005
Nz 3 AR KT
E!jfEZ%H 125 | >25 | >25 | >25 | >25 | >25 | >25 | >25
B 49085
JEE SRR AT T
625 | >25 | >25 | >25 | >25 | >25 | >25 | >25 25 6.25
49086
KEEHK
078 | >25 | >25 | >25 | >25 | >25 | >25 | >25 >25 | 6.25
B4 51081
B RGERNEK | 0.39 25 >25 | >25 | >25 | >25 | 12.5 | 6.25 >25 1.56

[0277]
45



CN 102786570 B i B B 39/39 T

0.195 | 25 3.13 25 12.5 25 6.25 | 6.25 >25 3.13

[0278]  Z5i% A ) 9— BURBE IR b B = ATAEY) (A 1-10) X 1 (80 &) 2R i
K NERE W ERE A RO PTEIG TE, (&% | FIALA Y 9 Xt & 1 A B B T, (L&
M1,2,3,4,5,6,8,9,10 XA B BEER P A R BUE G . S 1,4, 9 X441 H 13T
B TEL TR A E R, (AW 1-10 X HERE M HTE S EI I TR AE R

[0279] & A 3-0— B Ty iE M —3— A —9- BURBE L I sa fr B AT AR (b &9 11-17)
o A B OB 4 BR T it 2 OUER T T B R SR T A R SR I U VG 1, Sk & (s
Y 11,12,16,17) X HGERE G RBRMTUE TG . Fra &Y &8 B8 B s YA 5 &
Fr (WAEY 1117 . HAMEEY (AW 11,12, 14, 16) X BYEEEREE G PEOL T R 75
BEE AMEEY (B 11,12,16,17) S GERE T ETE AL TPl w2 .
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