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N, RS BLEE S, A B IR, TN R W BE LD, D8 2R VIR i, K1 JZ T 35 (PE :EtOAc = 5 -
1), B A GEE, 72 Z 31%, BEREay (X)),

[o085]  SEjiafs| 9-35:

[oo86] AT SLjEfs] 8, AIF s AET AF A F RIS, Ml Sk &4 9-35. BARTF
[0087] 4% 2- WEHEIRIE.2,4- SRR 4- =R P AR 3- IR OE 2- AR
ZRA- FEFEB IR 2,4~ THEERIE . 2- AL IR 3 SR AR IR 2, 5 HRIR IR 3,
5= HRURIR. 2- TR AMIROR . 3- FUR RN 3- A ROE  4- iHAEIROR 3 A IROR
2,5 HISE IR 4- RIEEIRRE - FURE 4 BURIE . 2- FIRIROE . 2- EUULIRIE . 3- AU
TRORA-FHEROR . 2, 3— HRBELEOR, 2 =R AR ROR 4 FUR IR IR 43 i S50 2 B 2R L
B4 FRE L AR (5% 2R IR, FEARTA B R I ik | RS AH R AR 47 — 2Bk -1, 17 - BOR
o P 2R e, 5 0 AN 3— LB -4 A RIR IR I N AR R 1 TP 9410411,
12.13.14.15.16,17.18,19.20.21.22,23,24.,25.26.27.28.29.30.31.32.33.34.35.

[0088]  SLJififfl] 36:4° — (1 (3-F&Hk —4-F A SEIRAL ) 20 HE ) -3, 5 A LI IR (1) il 4%
R 1P 59 36)

[0089]

: i S
G i ¥

[o090] (1) & alfAk :3,5- “H&EE 47 - 4B -1, 17 - B8 (VD)

[0091]  %f Z.BEEHNEE (0. 23g, 1. 4mmol) 3,5 — LRI (V1) (0. 22g, lmmol) B &
4 (0. 489¢, 1. bmmo1) & T-7K (0. 76m1 ) F1 4 7S B4 (2. 2m1), F NN — (2R ZE ) SALED
(0. 02g,0. 03mmo1), ZLRY", 100°C IR FE Lhr, MW EAFAIFR . RN
VK (400g) 1, ARG HEFE 1The i 16ml 7K, FH 28R 2.1 (10m1 X 3) FEHL, & HAHIAH, oK
FRAN T 158, b % i Uk i 28 VIR 48, FEJZ M1 (PE :EtOAc = 20 :1), 15 A (afd 44, 2 86%.
22 EE (V)

13
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[0092]  (2) il FIafA 3,5~ “HEIHE 47 - ZBEHE -1, 17 — BCORX R ORTEBEA: (VI
[0093] Kgrhlalfk (V) (0. 25g, L. 28mmol) A% FF ZLAEIE I (0. 2g, 1. 53mmol) & T F7K
ZBE C1omD), BAARY, 110 C Y. TLC KR RL o J BE&5 o v, 28 H 6 il 4, URg
89%. fFEIHE & (V) ;

[0094]  (3) 4% BARF=H) :3,5- “HEKE 4" - (1-(3- ZBEH -4- PEIEFFDH-1-2
1A ) R (X

[0095] 5 faj 4k (VIT) (0.49¢g, 1. 2mmol). — (ZJiE) S AL 4E (0. 013g,0. 05mmol) F1 1,
3= X IREEME) TAHE (0. 04g, 10mo1%) VA fERAE 10m] T4 1) S S, ZARY, ZE
FE5 8. TN SR ERBRERHE (0. 98g, 3mmo 1), BARY”, TRIE NHHE | 24F. TN 3-2
B -4 LR (IX) (0. 1g,0. 5mmo 1), ZARY, 90 CHHA I, Hidl. TLC A
N, R S BLEE S, A B IR, N R ZWBE kv, VU 28 VI i, 1 JZ T 95 (PE :EtOAc = 5 -
D), Bk, 2R 37%, BEREay (XD .

[0096]  SLjiEf| 37-67:

[0097]  EE AT SLjfs] 36, ANF SAET ATHASFEKEE, WiiHS1b 549 37-67. BAATF
[0098] % 92— REELIESE 2, 4- —EUE . A- S AL - =R 3- B
oK, 2— HUAR R IROR 3 =g AR IROR (4 F AR IR R 2, 4- T HIIRROR 2 FURROR . 3- =
B AR 2,5 RIRIR.3, 5 HRIRIE.2- R AR IR 3- RARIR IR 3 A
TROR A- HARIR IR 3- IHARIR DR . 2, 5 AR IR OR (4- BRI OR . 3— R IR L 4- RO
2— PRI OR 2 FARIROR . 3- FARIROR (4 FUEIROR . 2, 3- R IROR . 2- =R AR ROR,
4= FFLIRIR  3— IR IR 4— TRIR MY 4 1) 5 5% 20 I A B0 I ) A F A S BRA P o 2 R BB,
RS F 2R T I RS L AR 47 — ZBRE 1, 17 — R FR ORI BE I, S 4
3— LSRR —4 AR ROR I B A R 1 R AA Y 36.37.38.39.40.41.42,43,44.45. 46,
47.48.49.50.51.52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.67.

[0099]  SEJif5] 68:4" - (1- (4-Z I ) Z W% ) - 4-=F P HLIBEAR M B % (F 1P
Y 68)

[0100]

[o101]  #K 1A 3T (0.57g, 1. 82mmol) ¥T 20ml —&UF ke, TUKIBEAE RN 1- 2
B -3 ZH AT ) WK ER R £ (0. 76g,4. 00mmol) AT N- FFEE MGk (0. 65ml,
6. 00m1) \Boc— H &AM (0. 35g, 2. 01lmmol) , ZARY™, Z I FE 3 /NN B ZE T, I 100m]
TEF B KB (B0mL X 3), ML AL EEE (50m1 X 3) , TEIK TR R B T-15, Dk AR U, AL AT
78 (PE: EtOAc = 20:1),134L&% (XVIID).

[0102] EVEFIERER Z.BEM AL S (XVITD) o, =R bk, VAR, 10 2080 5 B 1 i fo 5

LA

14



CN 104230611 B i BB 10/32

s, INNTEK 2Tk 98, A RN bR BB R AL A (XTX) o URCEE 78%.

[0103]  =LZjifs 69-75

[o104]  EEAF SLjfs] 68, ANE SAET ATHASFER R, W13 54 69-75. BARIT
[0105] DA 1 F L4 41.56.44.52.53.54.59 43 5l Fl Boc— H & R = M, 34T I Boc
NN, AR 1 A0 69.70.71.72.73.74.75,

[0106]  SEJf] 76:4 — (1- (- FEAIEL ) ZMH %L ) - 4-=F P HLIPER M6 % (F 1P

¥y 76)

[0107]

¥
S

A
[0108] EALEH (XVI) (0. 2g,0. 5mmol) FIE HALEH (0. 35g, 6mmol) ¥4 T 5ml 7K FT 10ml
B, 55°CHett, TLC Ml e L, 23 e 45 o, 98 R #8408, N 15m1 7K, F 418 2085 (10m1 X 3)
B A FEA VA, ToKBR BN 1158, 198 o 9k 2518, 43 B bl 44, By @i &4, o
90%,

[0109]  sZjif 77-90:

[o110]  EEA Sl 76, ANE SAET ATHASFER R, Wik 549 77-90 BARIT
[0111] #1454 92.93.94.95.96.97.98.99,100. 101,102,103, 104,105 43 5| F H
S AT 7K S SIAE R AE R 1 T &4) 77.78.79.80.81.82.83.84.85.86.87.88.89.90.
[o112]  SEjfafs] 91:4" - (1- (- L BRI IR ) 200 ) —4- =5 F REPOR ] % (R 1h
& 91D

[0113]

s o J S

01141 (1) % I 4- =HFIHE 4" - ZBEHE 1, 1 — B (XITD)
[0115]  Xf ZBE AN ER (0. 23g, 1. 4mmo1) +3,5— —HHAAILIRIE (XI1) (0. 22g, Immol) « ik &
15
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4 (0. 489¢, 1. bBmmo1) & T-7K (0. 76m1) F1 5 7S B4 (2. 2m1 ), F NN — (2R ) SALED
(0. 02g,0. 03mmo1), ZLRY", 100°C [ FE Lhr, KM EAFAIFER . FERMEEE A
VK (400g) H, ARG HEFE The N 16ml 7K, FH 288 2.1 (10m1 X 3) ZEHL, & HAHIAH, oK
FRAN 158, 3ok 98 i U Z8 VR 4, FEZ M0 (PE :EtOAc = 20 :1), 15 A (il 44, ic 2 86%.
33 A (XIID) |

[o116]  (2) #Hl&PIrik 4- =FP I -4 - ZBIE -1, 17 - BEZEX B S hs e (XTV)
[0117] ¥ hlalfk (XIII) (0. 25g, 1. 28mmo 1 ) FX; B ZEREEEHE (0. 2g, 1. 53mmo 1) V5T 7K
CBE C10mD), BAARY, 110 C Y. TLC Rl RORL . S BE&5 TR i, 28 H 6 il 4, Ui 2
89%. fRE|H[E & (XIV) ;

[o118]  (3) & BEAR™W :4- =F/FHE -4" - (1- (2- ZWERERE -1- 244 ) BoR
(XI)

[o119] (a4 (XIV) (0.49g,1.2mmol ). — (Z B &AL 4E (0. 013g,0. 05mmol) F1 1,
3= X (2R AT (0. 04g, 10mol%) JEMAAE 10ml T 4 N3, BARY, Eil
FE5 AT IR ERFRBRFREE (0. 98g, 3mmo 1), B/ARY, T N HiHE 1 48h. A 3- 2
Besd 2t -4 A ERIR (XV) (0. 1g,0. 5mmo 1), AR, 90 C IR RIVE, it TLC fa il
N, fRp IO TR, TR0 22 2 TN PR S BRadk U, el R 2 RV 4, 1 JE #4328 (PE :EtOAc = 5 -
D), B A EFEE, 22 70%, BEREaY XVD) .

[0120]  sZjiEf 92-95:

[o121]  EESLjEf] 91, ANFE S AT AT AR R, WidlEih &4 92-95, A& T .
[0122] % 2- HOLVR K. 2- EILVR K. 2- =/ LR 2K 3 =R AL 2R 9 9 5 5 2Bk
IR BN 1] 2% A L A KT IR IDR AR, PR X PR R P S o] RS B2 T A, 47 — B -1,
17 = BRORAT F ORI IR, ) 3 0 i RT 2— s B RN I B AR BER 1 LA 92,93.94,
95, FEMEEE, F7E 70%. EShrELEY) XV,

[0123]  SZjEf 96-100:

[0124]  EESFSLJE] 91, ASF SAET AT A B ERE, A d A3 &4 96-100, E A&
T

[0125] % 4- =PRI 2- FIR I 2- FIBRIE . 2- =FFRIRE - =FFHIR
43 ) 5 0F 2 T 2R 1 ] 2% Jl R 2 A I X LB HB 2, R tof FR S I o ] ekl 192 4 A
47— LBEE -1, 17— WO ORI , o 7l FER 3— LR R R e AR R 1 Ak
A 96.97.98.99.100,

[0126]  SZjiaf| 101-105:

[0127]  EEESZjfs] 91, ANF SAET AT A FEIRJER W34 54) 101-105. BAkdn
T

[0128] ¥ 4- =FHF LRI 2- FIR I 2- FIBIE . 2- =F FRIRKE 3- =F F AR
K53 ) 5% 2 T 2R 1 1] 2% Jl A 2 A I % LB I 2, EE R Xl FR At I ] e 92 4 A
47 = LA -1, 17 — RO ORI, 0 9 | R 4— Z ks B R I AR R 1 Ak
A1) 101.102,103,104,105,

[0129] A& A I B AR WAL 2 4510 WA 1o R ETE Tl R FRAE T BEhsr=4)
L2250, A IR AL A AL A E5 R AT TH-NMR 5080 e 2, ot L o s B0 Wk 3.

16
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[0130]
[0131]

[0132]
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[0134]
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R

SRR
CRTRRRY

[0135] NT= R 5E 5

[0136]  ALA&H) 1-105 3 A NSLHES] 1-105 H il & FI4L A4
[0137] K 3 T AW EE MR FEE 4a S 5
[0138]
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22



18/32 1T

i)

3

CN 104230611 B

oo
S

[0141]
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[0149]
[0150]
[0151]

K

5
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[0152]
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Sk

HE

%

[0153] 2. W9 -
[0154]  FIF Mobility Shift Assay [JJ7VA/E Km ATP LT, /£ AKT1. GSK3 B ¢-MET
Bl A S YDIAT I .

[0155] AL SR EI N 20 w MBS BT 26

[0156]  SEEG VA e &5 R H Eilg Rt

[0157] 3. Wl RIS R -

[0158] 3K 5 BUEFETEIAL R

[0159]
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[o160]  SLJEfH] 107 : 4%k EHAL & W) B4 e H 1 v TR SRS

[o161]  — SEEGHHRIAI T2

[0162] 1. ISRl AEEA P K (Cytoskeleton). GV General Tubulin
Buffer :80mM PIPES pH=6.9,2mM MgCl,,0.5mM EGTA. Tubulin Glycerol Buffer :60%
glycerol. GTP :100mM. DMSO(Merck). 96 fLYH AT . X 2% :Synergy 4 AI4: F5hEG
FRAC =] :BioTek)o

[0163] 2. SEIGH VL

[0164] B IR— . F DMSO J& B AL 50, I\ ZZ W General Tubulin Buffer FC MK 5N
40 u M HE W
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[o165]  JDIR— SRGECAF BRI E NN 96 FL¥E R, BRAL 10 w L, BEFFRICH, P
BERE3TC,

[ot66] IR = K RUE E AT KA M ML &Y, &40 100 w L, WE AL,
37°C, B4y Bl 340nmOD {4 . £ IO M2k .

[0167]  PERIY 115 1C,, MEEAREMHE % = CFEAL 0D,,,— WSl 0D, / A
FL 0D, X 100 %,

[0168] . SEEG4E
[0169] 3R 6 Ml & v PR &5

[0170]

[0171]  FIRRYSEIGSE RN, %S EYIME 40 u M N B AR & A R A6 %, 7] A
YENBUMIE 25 BT IR AT 7L

[0172]  SEjfs] 108: 1% R W4T e 41 3 b S 56

[01738]  — I8 512

[0174] 1. AESLECH] -

[0175]  FH DMSO (Merck)¥Af# 5, I PBS (=) FCA% 1000mg/ml FVE TR 5 2] TR B9, R
Ji FH 2 DMSO ¥ PBS (5) #fe. FHYEXTHRZIR AR 2 (DOX) .

[0176] 2. Utk

[0177] 1) A549 CAJHJEZHHL)

[0178]  2) HCT116 (AZHgm a4t ;

[0179]  3) MDA-MB-23 (AFLBRIELHHD) ;

[o180] M5t ey 4 R 38 B g s 245 Lt 95 e 25 3 A0F AL = 4 4t

[0181] 3. 5%

[0182]  DMEM+5-10%FBS+ {37

34
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[0183] 4. MHAth#kfk}

[0184] A BNBFARAX -

[0185] U= .WellscanMK-2.

[0186] 4 7~] 7 :Labsystems.

[0187] k11 96 FLEGFEMR S

[0188] 5. RIG VL

[0189]  MTT ¥:. 96 FLIREFFLINAMKIE N 4 ~ 5X 10" /ml (40 i E9% 100ml, & 37°C,

5% COXEFFEW - 24h Ja, IIAKE SR, 10ml/ FL, AU AL, 37°C, 5% CO fEH 72h. &RFLIN
N Smg/ml [F) MTT ¥A¥K 20m1, EF] 4h 5 INAVEMER, 100ml/ £L, BRFFR4E W, Va5 FH MK-2
4= H BhEEARACI 570nm 0D fE .

[o190] . iETEEE

[0191] 3R 7 AL AWt i yes 4 A 401 /E FH

[0192]
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SR
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WM]/Wﬁfﬂﬂ$ﬁ%m%A%ﬂ%ﬁ%%%@Vﬂﬂmmmﬂﬂ6%%f%%
MDA-MB-23 FLAT HHHIE 1, 45 1 A& 0 45 Ffeg 40 HCT 116, R R AF (U R s V. Rroilfe
SR, b A0 20,5960 K 64 IR TR RIS AR SMETEAIHIE R, X AFF
RN R R BB R e VE SR N TURR 250 B35 1 2R, AT IR I IO A AL

[0195] DA L Prid i A B K PR ade S i 7 3, 2 =448t 3T A BOR GUS Kl AR A
G AN E A THART BT R T 5 30 A] DA TG AIAA 8, IX S el e A b 78 th R ALY

AR IR
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