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[0075]  ZUSARPP R, HPC/\fI:@II(SOmg 0.113mmo1) J& T Jc/KDMFH, I ADIEA (14 . 6mg,
0.113mmol) , Mt &Wr2a ~c (37.3mg,0.113mmol) , =3 NN 12he f5 S N 45K e, il Hs ik
i A0 (A 5 A80mg , %89 9% , FLAZIE N M —2F
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BocHN o
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O : H

3a~c
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[0078]  H(S5UH N, B 5 Wr3a ~ ¢ (80mg, 0. 101mmol) 34 T-20 % TFAFY /K DOMIATR |, 2=
W OB 2h o 43 SR S5 R, IR 4 , 15 A ([ R 83mg , IR 97 . 9 % o AL & #pda: 'H NMR
(400MHz ,CDC1,) 88.31 (s,2H) ,7.81 (s,2H) ,7.02(s,2H) ,6.17 (s,2H) ,5.76(d,J=10.5Hz,
4H) ,5.60 (s, 2H) ,5.37(s,2H) ,5.00(t,J=32.9Hz,6H) ,3.75(s,2H) ,3.67 (s,4H) ,3.62 (s,
2H) ,3.47(s,2H) ,3.07(s,4H) ,2.97(s,2H) ,2.73 (s, 1H) ,2.58(s,2H) ,2.23(d,J=13.4Hz,
4H) ,1.98(s,2H) ,1.44 (s,6H) ,1.31 (s,4H) ,0.96 (s, 12H) ,0.89 (s, 3H) . L. & ¥r4b: 'H NMR
(400MHz,CDC1,) 38.31 (s, 1H) ,8.03 (s, 1H) ,7.81(s,1H) ,7.01(s,1H) ,6.97 (s, 1H) ,5.99 (s,
1H) ,5.78 (s, 1H) ,5.74 (s, 1H) ,5.32 (s, 1H) ,5.06 (s, 1H) ,4.97 (d,J=6.0Hz,2H) ,3.75 (s,
1H) ,3.67(s,2H) ,3.62(s,2H) ,3.52(s,8H) ,3.41(s,1H) ,3.07(s,2H) ,2.97(s,1H) ,2.73 (s,
1H) ,2.60 (s,2H) ,2.24 (s,1H) ,2.19(s,1H) ,2.10(s,1H) ,1.44(d,J=1.1Hz,5H) ,0.96 (s,
6H) ,0.89 (s,2H) . {5 W4c:'H NMR (400MHz , DMSO) 89.76 (s, 1H) ,8.26 (d,J=6.7Hz, 1H) ,
7.91(d,J=8.9Hz,2H) ,7.77(d,J=9.1Hz,1H) ,5.39 (s, 2H) ,5.21 (s,2H) ,4.52-4.47 (m,
1H) ,4.20(d,J=8.2Hz,1H) ,3.51 (s,4H) ,3.47-3.45 (m,14H) ,3.11 (s, 2H) ,2.38(d,J=
6.5Hz,3H) ,1.90 (ddd,J=21.5,13.8,6.8Hz,6H) ,1.35(d,]=6.8Hz,2H) ,1.30(d,J=
6.5Hz,2H) ,1.19(s,3H) ,0.83(dd,J=7.4,4.3Hz,9H) .

[0079]  SjiEf52

12
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“Fmoc 0‘|<
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Is} Fmoc e O
>|/ ‘g’\o/;r\o’\fﬁ e HO’]\/OWO\/J\OH ﬁ W(J(F >_/ _c}:o_% i}; F
12 F

[0081] 2-1

[0082] HO(?N’\O =Y \F = J\,o\);\O
. OH l J<

[0083] LU I, KL H5 (g, 3. 68mmol) VAT 10mLFRZE R AR T SRR A
5 (186.2mg,0.55mmol) IR LA T g (thA406) (2.15g,11.04mmol) K 8mL30 % [JNaOHz
T, IAEAS C RN A RN LR G E, N E/KABAZE I, 1B £h /KB, To/KIRER B T
T =2 lashFELl{Y (PE:EA=0%—20%) , fHK B (PRI . 2, 365.2% . 'TT NMR
(400MHz,CDC1,) §7.32 (s, 6H) ,7.27-7.22 (m,4H) ,3.97 (s,4H) ,3.86 (d,J=13.6Hz,4H) ,
3.68(d,J=6.0Hz,4H) ,3.09(d,J=1.3Hz,1H) ,1.50(d,J=5.9Hz, 18H) .

[oo84] 2-2
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RS G R x"\g'\omof\g;
O;\O/J< °

[0086] it 5 W7 (400mg,0.8mmol) AT 10mLEFEE T, JIN10% [5E R (Bmol %) , B #4d,
IR A5 C N 12h o 17 [ LEE R, b BB RE 2 , OB B8, I IRIE T et e e il ik
238mg , W93, 1% , Ml F i T N —2D RV
[0087] 2-3
>r0j|/\0/\/\o/\rﬁo . >r0\o[/\0/\|/\0/\r,0

0 NH, O\]<

[0088]

H “Fmoc O\]<

8 9

[0089]  &USGUH N, Bk &8 (3.7g,11.6mmol) 3 T-50mLJC/KDCMH, JINDIEA (1.79g,
13.9mmol) , ¥t HE i AFmoc-C1(3.6g,13.9mmol) , &9 T W 8h o 137 5 M. 45 R g 287
ML= W22 F lashhE4E{L (PE:EA=0% —20%) , fF R B iR ¥06g , 10 395.5% o 'H NMR
(400MHz,CDC1,) 87.75 (d,J=7.5Hz,2H) ,7.65(d,J=7.3Hz,2H) ,7.37 (d,]J="7.5Hz,2H) ,
7.31(d,J=7.3Hz,2H) ,6.14(d,J=6.7Hz,1H) ,4.35(d,J=7.1Hz,2H) ,4.25-4.11 (m,2H) ,
4.02-3.95(m,4H) ,3.79-3.63 (m,4H) ,1.48 (s, 18H) .

[0090] 2-4

.Fmoc

O 0]
0 0N . o) HN 0
moc K

9 10
(00921 ZUAU5UH TR A9 (3g, 5. 54mmol) 14140 % TFA[IDOMIA T-Hp, =53 T S M 4h.
p SRS AU R 257 711, R A W PE A LTE PIATT R [ 0, il B8R 13 1 e [l ik L . 8, iR
75.7%.'H NMR(400MHz,DMS0) 87.89(d,J="7.5Hz,2H) ,7.70(d,J="7.4Hz,2H) ,7.41(¢t,]=
7.4Hz,2H) ,7.31(dd,J=15.9,8.2Hz,3H) ,4.34-4.16 (m,3H) ,4.06-3.91 (m,4H) ,3.81-3.72
(m,1H) ,3.49(dd,J=11.9,6.0Hz ,4H) .

[0093] 2-5
Fmoc—NH

F F
.Fmoc F O\H(F _ = O 0 o]
o) HN o) F y—/ Yaq F
0094
[ ] HO/K,O o HO oF

WO\)\DH E F g .
10 F11 12

F F

[0095] &SR3 N, L& 10 (200mg, 0.466mmol) 35 T-8mL /o /KDCMHT, I ADIEA
(60.2mg,0.466mmol) , FEfE AN =T OER FLR RS k& %911) (130.4mg,0.466mmol) , a7
NN 10 R N AN TE 4, B 2R e A E AT 4k (DCM:MeOH=50:1—20:1) , iR 85 a
R 100mg , Y #36.0% o 'H NMR (400MHz,CDC1,) 87.75(d, J=7.5Hz,2H) ,7.61 (d,J=
7.4Hz,2H) ,7.38(t,J=7.4Hz,2H) ,7.29(t,J=7.3Hz,2H) ,4.50(s,2H) ,4.36(d,J=7.2Hz,
2H) ,4.22(t,J=7.0Hz,1H) ,4.10(t,J=21.0Hz,3H) ,3.893.59 (m,4H) .

[0096] 2-6
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T
&7 12 s . )

0] -
H fe) o~ : H

[0097]

H
—- Fmoc” N)/\O/\g
o

Q.
OH

[0098]  HUARH T, BHbSW4ce (50mg,0.061mmol) A T-5mLJC/KDCMAT, TN & 12
(36.3mg,0.061mmol) A DIEA (11.8mg,0.091mmol) , 257 N S Wik 5ho A S N 45 R T I 22 A
1, EAFT 3 AT 15 1 5 €6 [ Rk 40mg , 2853 . 2% . 'H NMR (400MHz , DMS0) 89.85 (s, 1H) ,8.46 (s,
1H) ,8.06 (s, 1H) ,7.95(d,J=9.0Hz,1H) ,7.86 (d,J=7.5Hz,2H) ,7.83-7.75 (m,2H) ,7.68
(d,J=7.0Hz,2H) ,7.39 (t,J=7.2Hz,2H) ,7.31(d,J=8.5Hz,3H) ,6.52 (s, 1H) ,5.43 (s,
2H) ,5.24 (s, 2H) ,4.55-4.49 (m, 1H) ,4.22(dd,J=19.2,11.6Hz,4H) ,4.02 (dd,J=14.2,
7.1Hz,2H) ,3.93(s,2H) ,3.85(s,2H) ,3.77 (s, 1H) ,3.58 (t,J=6.0Hz,2H) ,3.47 (d,]J=
3.8Hz,18H) ,3.14(s,2H) ,2.96(s,2H) ,1.99(s,4H) ,1.87(dt,J=14.5,7.2Hz,2H) ,1.39(d,
J=6.7Hz,3H) ,1.17(t,J=7.1Hz,2H) ,0.87(dd,J=15.2,8.6Hz,9H) .

[0099] 2-7

13

H O™~ ~O N\./LHJ\E 4 F. o 2
H N~ o A~ N F_-_
Fiitgy j/\O/\g HO"z F F
-~
9 1
9 13
QH
(o]
[0100] ) HulﬁLI“ o
N Hmwofow J\g /'x N o)
Fmoc” q H

o
F‘f 14

[0101]  ZSLA N, B &9913 (40mg, 0. 032mmo) 7 T-5mLIJC/KDME A, I\ =5 LR T
KRR (v Er11) (10.9mg,0.039mmol) A DIEA (5.0mg,0.039mmol) , &5 N W 4h o 35 M.
SEWR IR VA P24 F lashiE4lifk, (DOM: MeOH=5% —10%) , 731 &% ¢4 [ /4 . 'H NMR
(400MHZ,CDC13) 89.11(s,1H) ,7.877.67 (m,5H) ,7.587.48 (m,3H) ,7.377.33 (m,2H) ,7.27
(s,1H) ,7.24(s,1H) ,5.945.65 (m,1H) ,5.284.75(m,3H) ,4.49(s,1H) ,4.34(d,J=6.4Hz,
2H) ,4.164.11 (m,1H) ,3.96(s,2H) ,3.693.65(m,12H) ,3.58 (s,8H) ,3.113.08 (m,8H) ,2.87
(d,J=41.0Hz,4H) ,2.58(d,J=30.2Hz,2H) ,1.91(dd,J=36.9,30.5Hz,4H) ,1.52(d,J=
6.4Hz,3H) ,0.99(dd,J=14.0,6.3Hz,9H) »

[0102] 2-8
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H\i N 2 HO
: trrr LT ORS O
Fmog” ﬁ HO™ HO g\ '\/ ul
P (o] N M
'N'H‘O
r

Fo\l) 14 NH 45
E o
E F

HO

[0103]

Q

N
Hi ,d @fvowwo‘h/ho,\/ To Fmoc

% N NH
o

NH
16
r 07) e H 0
HN\)‘N &
: H o N
P
HO™>
P

[0104] SR T, B &¥r14 (180mg, 0. 129mmol) &5 T-10mLJC/KDMF A, IINAY. &915
(60mg, 0.129mmo1) & DIEA (25.0mg,0.194mmol) , 2535 N 528 4ho £ N 45 R f s 2508571, EA
FTHRATVR (0 1k 150mg , 1069 3% o 'H NMR (400MHz,CDC1,) §8.30 (s, 2H) ,8.22 (s, 2H) ,
7.90 (s,4H) ,7.81(d,J=7.4Hz,6H) ,7.60 (s,2H) ,7.34(d,J=1.4Hz,7H) ,7.26-7.10 (m,
9H) ,6.92 (s, 2H) ,6.37 (s,2H) ,6.19 (s, 2H) ,5.84 (d,J=15.5Hz,4H) ,5.66 (d,J=9.0Hz,
4H) ,5.08(d,J=4.5Hz,6H) ,4.74 (d,J=6.0Hz,4H) ,4.66 (s,2H) ,4.56-4.45 (m,8H) ,3.82
(d,J=73.9Hz,6H) ,3.65 (t,J=12.5Hz,11H) ,3.60-3.33 (m,45H) ,3.30-3.22 (m, 7H) ,3.09-
2.85 (m,12H) ,2.94 (s,1H) ,2.73 (s, 1H) ,2.56 (s,2H) ,2.48 (s,5H) ,2.24 (s,2H) ,1.88 (s,
2H) ,1.43(d,J=12.8Hz,8H) ,1.09(d,J=50.0Hz,19H) ,1.00 (d,J=16.3Hz,2H) ,0.96 (s,
12H) ,0.89 (s, 3H) «

[0105]  SjEhl3

o HO
B O o RO,
N'"_\’O IJ"H NN*?'G :I""’
i TSR, TR
. /"‘-- ! " % . J ) 3 é
HO/ : )LG ,&:’H & =
i 3 3 Lk
)g,t,u\ox\/\/\/\/vv\/\glxo,]( o o _r\fo\ﬁ\n Nv\n‘_\to i
[0106] L ’“"“"‘“’\{"“‘”’““""’L“Q LY "QN}NMDN"WN ),"‘Lj
B W " . O‘l) B i "
A r Hmﬁﬂl\g : .
HOJ\,H 5 $
£ 3
o *M"'\:f?u%f\o’o
*Q(:O” "Qv.(v"v‘*o"‘“"”m f:f«
NN o, o 4
‘rxo L f\)‘ﬂj\fw by,
A~ s %
[0107]  3-1
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Koot % R

N-kro

FNH f " OJN) a H . o

[0109] B 516 (150mg , 0. 089mm01)/ﬁ?20% N/ THRR IR, w5 N RO 3ho F5 S
SRE R IA A, PEFT 2R /MR MR 26 T e 4 SORIFE 4lifk (0. 1% TFA-IK : 2l =5%—
35 /o) BT e 13 e [ 4R 100mg , K76 .9% o 'H NMR (400MHz , DMS0) §9.75(d, J=
11.3Hz,1H) ,8.27(d,]J=6.6Hz,1H) ,8.09(s,2H) ,8.05-7.77 (m,4H) ,7.48(d,]J=27.7Hz,
2H) ,7.30 (s, 1H) ,6.65 (s, 1H) ,6.31 (s, 1H) ,5.43 (s,2H) ,5.27 (s, 2H) ,4.52(d,J=6.3Hz,
2H) ,4.41-4.23(m,4H) ,3.94(s,3H) ,3.49(d,J=6.2Hz,35H) ,3.22(d, J=45.8Hz,9H) ,2.97
(s,4H) ,2.04-1.85 (m,4H) ,1.39(d,J=6.5Hz,2H) ,1.05(t,J=7.2Hz,2H) ,0.92-0.83 (m,

[0108]

12H) »
[0110]  3-2

Hﬁ H /ﬁ)\/nr\/\/\/\/\/\/\/\)\gk

N O g™
o~ S oo™ G
NN%O 0 :INHE o"“N"“-ﬁ‘-/"‘o’\Z */“U"“\/O\Ao?
r . pESY ¢
[0111] XO/I\-"JHO &
O‘CH—\’O\/\O J<

o0

H

N

H o
N 0

HO
- Hﬂqg\h‘&\f\/ow‘o’“’cﬁm Y NH

ey
* ww &qh

(01121  HSHRP T, B &W17 (40mg,0.027mmo ) ¥ T Jo/KDMFHA, IN AL & 9918
(25.5mg,0.027mmol) M DIEA (4.2mg,0.032mmol) , &5 I N 4ho fF SN 450 TG BR =15,
EASTH AP o [l kA Tmg , KGR T6. 2% , W] AR N —2D

[0113]  3-3
oAy .‘ Lk LI T,
[0114] ﬁg\@ f“ﬁ ) Q/\"Q‘ PPN 1/\134)*
J b p

[0115] Bk 59919 (45mg,0.019mmol) ¥4 T30 % TFA/DCMIATR A , 2576, N S 5h o {3852 W 45
RIFEREIEA, 2 RS (0. 1% TFA-7K: S =5% —42%) , T J5 1574 1 o [ 4
28mg , I%K65.4% . 'H NMR (400MHz , DMS0) §12.22 (s, 1H) ,10.36-9.65 (m,2H) ,9.08-8.27 (m,
1H) ,8.077.63 (m,5H) ,7.48(d,J=37.1Hz,3H) ,7.31 (s, 1H) ,6.59(d,J=69.9Hz, 1H) ,5.35
(d,J=68.1Hz,2H) ,4.30(dd,J=105.3,63.8Hz,4H) ,3.94(dd,J=40.8,16.7Hz,5H) ,3.49
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(t,]=26.8Hz,32H) ,3.22(d,]=36.2Hz,10H) ,2.97 (s, 3H) ,2.62(s,1H) ,2.33(s,2H) ,2.04
(ddd,J=136.7,62.0,29.1Hz,10H) ,1.43(d,J=26.9Hz,4H) ,1.28 (d,J=45.5Hz,22H) ,
1.05(s,3H) ,0.88 (s, 13H) . ('"H NMRi% &I Q&I 1/r-5%) 13C NMR (101MHz ,DMSO) 817498,
174.02,172.97,172.84,171.89,171.78,171.53,170.74,169.79,169.71,169.51,169.31,
168.15,157.77,157.35,156.57,155.95,155.10,151.28,150.51,148.02,146.70,146 .57,
141.81,133.03,131.92,129.12,128.76,128.46,127.36,127.21,126.93,125.94,125.68,
119.15,103.31,102.89,96.95,72.87,70.61,70.40,70.23,70.17,70.00,69.93,69.79,
69.55,69.34,67.38,67.02,65.73,57.79,57.06,51.93,51.04,49.99,49.27,40.60,
40.39,40.18,39.98,39.77,39.56,39.35,38.95,38.50,38.38,36.34,35.53,34.12,
34.02,33.02,32.15,31.15,30.72,29.54,29.47,29.38,29.30,29.21,29.11,29.01,
27.49,26.82,25.85,25.70,25.48,24.96,22.90,21.34,19.63,18.54,18.32,15.00,8.25.
(**C NMRIE 4nld 27 7%) HR-MS (EST) :m/z Calc for, [M+H] :2172.1408,found:
2172.1422,
[o116]  SjEfAI4
m : ‘8
/Cf"\ o ’vavsmwnﬂ " S . "“@ Y O e €. YH
o117] g L\;, | N /r{ e >
ﬁﬂl\’;"&:‘ﬁ‘i{ L= = i ;fcfj‘g"&:f{‘ i\é
[0118] &SR P T, Bk 517 (60mg,0.0412mmol) YA T-5mLIC/KDME T, II A AL & #2921
(12.7mg,0.0412mmol) A DIEA(7.9mg,0.062mmol) , 2 N 5 3 6h o i 5N 4508 g 2 ia#1,
2 NAHFESIE (0. 1% TFA-7K: 5 =5%—32%) , T a5k I ik 40mg , I %58.9 % .
"H NMR (400MHz , DMS0) 89.77 (s, 2H) ,9.00 (s, 1H) ,8.29(d,J=6.3Hz,1H) ,7.97-7.88 (m,
3H) ,7.84-7.74 (m,2H) ,7.45(d,J=49.0Hz,4H) ,7.30(s,1H) ,7.00(d,J=7.6Hz,2H) ,6.65
(s,1H) ,6.51 (s, 1H) ,6.32(s,1H) ,5.43(s,2H) ,5.26 (s, 2H) ,4.56-4.50 (m, 1H) ,4.24(dd, ]
=17.3,9.2Hz,3H) ,4.04 (s, 1H) ,3.86(s,2H) ,3.58(d,J=7.3Hz,3H) ,3.49-3.41 (m, 20H) ,
3.26(d,J=5.8Hz,3H) ,3.16 (d,J=5.6Hz,4H) ,3.00-2.88 (m,4H) ,2.40 (dd,]=23.6,
16.9Hz,3H) ,2.06(d,J=7.2Hz,2H) ,2.00(d,]=6.2Hz,3H) ,1.88(dd,]=14.5,7.2Hz,2H) ,
1.50-1.44 (m,4H) ,1.39(d,J=7.0Hz,4H) ,1.21(d,J=16.4Hz,8H) ,1.04(t,J=7.1Hz,3H) ,
0.86(d,J=5.4Hz,15H) . ('"H NMRIEE Q& 3f7%) °C NMR (101MHz ,DMS0) §172.98,172.42,
171.84,171.54,170.73,169.56,157.76,157.35,156.59,155.05,151.28,150.52,148.33,
148.08,146.70,146.58,141.81,134.91,133.04,129.09,128.78,127.21,126.94,125.93,
125.69,119.15,111.36,110.42,102.93,96.94,72.87,70.58,70.23,70.17,70.00,69.93,
69.36,67.38,65.74,57.79,49.99,49.27,48.56,40.61,40.40,40.19,39.98,39.77,
39.57,39.36,38.50,37.43,36.34,35.60,34.79,34.01,31.76,31.62,31.15,30.72,
30.30,29.46,28.24,26.83,26.21,25.80,25.21,22.88,22.56,21.35,19.63,18.55,
18.32,14.99,14.43,8.26. ("°C NMRy [ 4n/&l4f71%) HR-MS (EST) :m/z Calc for, [M+H]":
1649.7892, found: 1649.7791.
[0119] S5
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25a~c

[0121] &SR N B 523 (36.9mg,0. 07 lmmo 1) ¥4 T FC/KDMEHE , 4R R B NEDCT
(16.3mg,0.085mmol) , (LS5 ¥kt & 4a ~ ¢ (50mg,0.071mmol) M DIEA (18.4mg,
0.142mmol) , Z= i NN 12he e N A, MIZKARS (50mL) , EAZSHN (15mL X 2) o A AAH G
TEIE AR AN E SRR, oK BRER T8 At AT (DCM/MeOH=30:1—15:1) , {53
[ 4A30mg , U239, 2% A5 #24 . 'H NMR (400MHz , DMS0) §10.62 (s, 1H) ,9.80(d,J=
23.9Hz,2H) ,8.97 (s, 1H) ,8.45 (s, 1H) ,8.027.67 (m,3H) ,7.34(d, J=27.4Hz,4H) ,6.54(d,]J
=16.3Hz,2H) ,6.34(s,1H) ,5.76 (s, 1H) ,5.35(d,J=68.6Hz,4H) ,4.44 (d,J=86.8Hz,2H) ,
3.50 (s, 3H) ,3.16 (s,4H) ,2.94 (d,]J=35.8Hz,5H) ,1.95(d,J=64.9Hz,6H) ,1.40 (s, 3H) ,

1.23(s,6H) ,1.02(s,6H) ,0.84 (d,J=33.4Hz,12H) . ('"H NMRIE @1E5H77~) °C NMR
(101MHz ,DMS0) $172.97,171.79,171.16,169.45,157.73,157.35,156.60,156.55,154.86,
151.30,150.51,148.19,146.71,146.58,141.81,140.06,133.03,129.62,129.11,128.79,
127.81,127.80,127.23,126.95,126.30,125.90,125.69,119.15,117.85,103.04,102.97,
96.93,87.44,72.87,65.74,53.26,50.01,49.23,34.01,31.67,31.63,30.73,30.30,
29.48,26.82,25.72,25.52,22.78,21.36,19.78,18.33,18.08,17.73,14.95,8.26. (*°C
NMR3E P 4 67 71%) 1L 5 925a: 'H NMR (400MHz , DMS0) 10.59 (s, 1H) ,9.77 (d,J=7.8Hz,
2H) ,8.97 (t,]J=5.6Hz,1H) ,8.31 (d,J=6.4Hz,1H) ,7.95(d,J=8.8Hz,2H) ,7.82(d, ] =
9.1Hz,1H) ,7.66(s,1H) ,7.37(d,J=7.9Hz,2H) ,7.29(d,J=8.1Hz,2H) ,6.56 (s, 1H) ,6.52
(s,1H) ,6.33(s,1H) ,5.43(s,2H) ,5.26 (s, 2H) ,4.56-4.51 (m, 1H) ,4.29-4.25 (m, 1H) ,3.59
(t,J=6.3Hz,2H) ,3.49 (s, 2H) ,3.39 (s,3H) ,3.26 (s,1H) ,3.23(d,J=5.8Hz,2H) ,3.18-
3.13 (m,4H) ,2.97 (s,2H) ,2.89(d,J=12.2Hz,3H) ,2.47-2.40 (m,6H) ,2.02-1.98 (m, 2H) ,
1.91-1.83(m,2H) ,1.39(d,J=6.8Hz,3H) ,1.23(s,4H) ,1.03(t,J=7.1Hz,3H) ,0.87(dd,]J
=13.3,6.3Hz,9H) ,0.79(d, J=6.8Hz,6H) . ("H NMRIZE] 417/ 7~) "°C NMR (101MHz , DMSO)
§173.02,171.90,171.60,170.93,169.86,157.71,157.41,156.63,156.48,154.84,
151.22,150.59,148.19,146.68,146.55,141.95,134.43,132.95,130.27,129.72,129.25,
128.85,127.72,127.15,126.88,126.32,126.00,125.69,119.10,103.01,102.91,97.14,
72.88,69.07,67.08,65.71,61.80,61.46,57.89,53.15,52.93,49.97,49.32,49.06,
38.55,36.30,34.04,31.07,30.74,29.42,26.81,25.67,25.46,22.74,22.53,21.29,

19.60,18.50,18.25,14.90,8.21. ("°C NMRIZE @1E8HT <) 1L &4525b: 'H NMR (400MHz,

DMS0) $10.60 (s, 1H) ,9.76 (s, 2H) ,8.97 (t,J=5.8Hz,1H) ,8.29(d,J=6.5Hz,1H) ,7.94(t,]
=8.3Hz,2H) ,7.82(d,J=9.1Hz,1H) ,7.67 (s,1H) ,7.37 (d,J=8.1Hz,2H) ,7.29(d,]=
7.4Hz,2H) ,6.56 (s, 1H) ,6.52(s,1H) ,6.33 (s, 1H) ,5.43(s,2H) ,5.25(s,2H) ,4.55-4.50 (m,
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1H) ,4.26 (t,J=7.7Hz,1H) ,3.59 (t,J=6.3Hz,2H) ,3.49(s,10H) ,3.41 (t,J=5.7Hz,2H) ,
3.27-3.23(m,2H) ,3.16(t,J=6.6Hz,6H) ,2.97(s,2H) ,2.89(d,J=12.7Hz,3H) ,2.42(dd, ]
=24.2,6.9Hz,8H) ,2.00(d,J=6.2Hz,2H) ,1.86(dd,J=14.7,7.2Hz,2H) ,1.39(d,]=
6.7Hz,3H) ,1.23(s,2H) ,1.03(t,J=7.1Hz,3H) ,0.87(d,J=4.3Hz,6H) ,0.84(d,J=7.0Hz,
3H) ,0.79 (d,J=6.8Hz,6H) . ("H NMR3Z[& 4n& 97 <) "*C NMR (101MHz , DMS0) §172.97,
171.83,171.54,170.75,169.64,157.73,157.35,156.61,156.52,154.87,151.27,150.51,
148.19,146.70,146.57,141.80,134.46,133.03,129.59,129.08,128.76,127.77,127.20,
126.91,126.32,125.92,125.68,119.14,103.03,102.97,96.96,72.87,70.25,70.19,
69.98,69.46,67.39,65.73,61.86,61.64,57.80,53.29,53.05,49.98,49.27,49.07,
38.54,36.36,34.01,31.14,30.73,29.44,26.81,25.69,25.47,22.78,21.33,19.63,
18.54,18.31,14.95,8.25. (°C NMRyEE LB 10/ 71) L 59025¢ . 'H NMR (400MHz , DMSO-d6)
§10.54 (s,1H) ,9.81(d,J=5.8Hz,2H) ,8.95 (s, 1H) ,8.30 (d,J=6.7Hz,1H) ,7.95(dd,J=
8.8,5.2Hz,2H) ,7.82(d,J=9.1Hz,1H) ,7.41(d,J=7.3Hz,2H) ,7.31(d,J=5.4Hz,3H) ,
6.58 (s, 1H) ,6.50 (s, 1H) ,6.37(s,1H) ,5.43(s,2H) ,5.25(s,2H) ,4.564.50 (m, 1H) ,4.25(t,
J=7.THz,1H) ,3.59 (t,J=6.1Hz,4H) ,3.48(d,J=6.4Hz, 12H) ,3.443.39 (m,3H) ,3.25(d, ]
=5.9Hz,3H) ,3.15(d, J=7.2Hz,6H) ,2.97(s,3H) ,2.91(dd,J=15.8,8.6Hz,2H) ,2.39(dd,
J=13.6,6.9Hz,3H) ,1.94 (ddd,J=22.1,13.8,7.0Hz,7H) ,1.39(d,J=6.8Hz,3H) ,1.28
(dd,J=12.0,6.2Hz,1H) ,1.11(t,J=7.1Hz,1H) ,1.03(t,J=7.1Hz,3H) ,0.890.84 (m,9H) ,
0.80(d,J=6.8Hz,6H) . ("H NMRIEE 4ni& 1 17%) °C NMR (101MHz ,DMSO0) §172.97,171.86,
171.52,170.73,158.44,158.14,157.79,157.35,156.62,156..43,154.94,152.81,151.27,
150.52,148.17,146.70,146.58,141.80,133.06,129.11,128.79,127.84,127.61,127.20,
126.92,126.46,125.89,125.68,124.87,119.14,103.04,96.93,72.87,70.26,70.17,
69.99,69.94,69.43,67.39,65.74,57.83,49.29,49.06,48.25,40.62,40.41,40.20,
39.99,39.78,39.57,39.37,38.61,37.61,36.35,34.01,31.13,30.73,26.82,25.72,
25.51,22.81,21.35,21.01,19.64,18.55,18.35,14.96,14.85,8.26. ("°C NMRI%[&E 4nE 12
FIT7R) o

[0122]  5jiEf5l6

[0123] A& BH S B 24 A S 920 22 FN25 ¢ A SN S0, B 25 SR AN L3Pl 7
[0124]  HUSULERR (b A 2245 K v o A H R BRI e , T3 i IIN10uL 10mMIfIN- £ e
I RN KA , B 137 ClHEIR IR Z s 1 IF 5 30min) , JTIABS (pH=5.0) FrkE £2500uL . H{40u
L£H 2175 A RgB R , INNSOuLEGTIS ViR , & 137 CIHIR AR % 78 IS v 1 5mi n o 5 5 BHIE f1 4f
(4 2R 8 AREBRERUINN B A U ABSTATR P, ¥ 37 ClHIR IR Z 7 I & - 1 BIAE
15min, 30min, 1h, 2h, 4h, 6h, 18hHUFF40uL , I T 160uLyd RS HE T8 (I I00E, 754°C R 0
20min, 535 4y13000rpm, B F I FHPLCIE i AR & il A Ao i H 1 A5 2
FIEr i (n=3) , HIWZAT 2R S AR 48 AREBAAE T A BRI S L (b S W1 25K 4
K 1L7R 78 o

[0125]  SJiEd5)7

[0126] K& HH S i £ AL 5 025 ) A S5 IA3HCT - 1168/ INGR B2 T RS AR 1 A= K41
HITE .
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[0127]  FETCRE ST, WA KT A A5 DRk 1. 5mm3 224 , B b/ NG A i
RN RN N RS AR b RO R A AR B, AR AR K AR Z) 5 90mm3
A e sh R4 . 00332- 4825mg/ ke , £ = RS KIS 45 25—k, 5245 252 11
(LE52557% , S 45 TR Y REG 25N BE67K) 5 JTY-07001mg/ kg, B — KREEFIKE R 45 25—k,
BB 252 [ (AR 251K, SR EE Y REG 250 2B67K) oVehiclefH 4G T4t IR 7l o BN S0
AR B SR 2 S AR B, IR /N IR AR (tumor volume, TV) [ 15
NN TV=1/2XaXb2,HHa b BIFRRK B AR 45 5 TH 5 AR R 1A
(relative tumor volume,RTV) , 15NN RTV=Vt/V0. V0 h43 5845 250 (Bdo) i
EEFTAFIRE AR, Vt g — I R N 1 R AR o BB TS PR SN FE RN < 1) A TR 38
BRT/C(%) , AR R . T/C (%) = (TRTV/CRTV) X 100% , TRTV: &5 4HRTV; CRTV ; B4
STHAZARTV 5 2) R AR B U APHIRGT % , TH A 61 % = [1- (TVt-TV0) / (CVt-CV0) ]
X100% , TVt iR T HRF IR R AR TVO R IR YT 2493 S 45 25 FIT AR (AR s CV L o) i
AHARECIN R PIRE PARH s CVO o A 43 S8 45 25N PITASRE AR 5 3) R ER ATl , THR A an B
FA A2 % = (We-WT) /We X 100% , We i FRAUREE , WT 2y T 4R HE o AT H 48 5006 45
W, B EMARSLREE 3 H 1 IR 3 2 A TACEE , AS LA BT ORAE -

[0128]  SRUGEE Y RS AARELL TG, A48 25300 Bl BUMLZE , BUR — 1 A, HUE
BEIREEE GO T B B WIRER) VR S2e 4 R N1

[0129] 1 .60 A S5 ELIAJEHCT - L6 RR NURARRE 1 5286 1R 7 A T (d14)

D% HEE TVt RV  T/C
g
i FIE. BHEFR mean=SD)
(mean=SD)
dy dis do di4 do dig (%)

[0130] Vehicle 0.2 mL/20g q3dx14 iv 8 8 209 195 92+31 1546+729 16.90+5.10

25¢ 25mg/kgq3dx14 iv 4 4 21.0 16.0 9333 9945 1.29+0.90**  13.01

1 1 mg/kg q3dx14 iv 4 4 21.0 187 9039 706320 8.24+£3.53*  49.19

[0131] % p<0.05, * * p<0.001

[0132] b5 925¢ 25mg/kg 4], B = REFIKIT U4 25— IR 4R 4 250 11, SXBr%s
256K, W AN &5 ELEHCT - LI6 B INRRUBZ T BRI O A= KA AR B 2 3 E L, S8 14K
FT/CADENL3.01% o S B TR, ARG — FHU/NRAK T IR 1 15 % , (FIE 5 [E 2] /MR
PRASH AT, BT AL/ N AT AN R B AR F U, DR AR A5 2 5 SEBE S5 Y K, AR
A — /N TR 15 % , /N AR TR DR 20 Phak 2133 %

[0133]  BHPEXS LA 1mg/kegdl, B = REFFIKIE G4 25— IR 445 250 5, by
256K, A NG5 B EHCT - 11681/ INR B2 I A AEIRE 1 AR AT 30 o3 9 A I E F 5 A\ 45 i
HCT- 1168/ N N AR I AR A BB IR E ], S5 1A RT3 T/CH 43 80949 .19%
[0134]  ZhW SIS E a2 B  ARE: T PRV Bk, (L S 25 ¢ o AR TS PRI 1k
L& Py25eia )T 41/ N T B . (S 25 R IRl 14- 16)

[0135] bR S5 SR b BHAC A BH BRSO R R i, e E BIAE TR BRI IR R
TR T IRAKR R A I DL SCHE , HABE AR il Ak BH RO R 3yl FLAR P Ak T
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