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Z A . L& B /nDHA 5 T ELAR St 49 i e 4 B i i LA A AR 40 4 22 i AR R B SR U5 o 3% Fol
RECNEANAS = A A0 S 14D ke S 1) 7 5 15 ELDHAME I 42 1, 55 7t 9D R i Pep Ak TR R T 26
—AREA L PXIFIDHAMREC Y (TAXOPREXIN® :Protarga/Luitpold) o & ILDHAMR B4 it
I8 241 T AR MBS L P9 A6 (R B8 38k DHAS 23 55 e 40 B F6E %) 5 g Joia— g s AH EL VR ) 5 o Bt
T A0 M R ) BE RG22 12 /K A - DHAMLL - AN 2 Pep ) B U KA » 3 HLAE A B v] LA /D PX ) A0
[0011] SR, DHAG 28 — AR ERAZ e AR B AN J2 7 IR CSCARH I At 41 g = MDR 1) 3¢ £ SR s o
Sy 4 ik B R A Pgp A/ B A ABCH 32 B 1, WUIPX 2 RIS 22 12 B s 1 2= 0 AN HE SR Hifi 3k
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[0012]  [RISAMESBT-12143X £ 1) 28 —ARE i C & X Pep /- T AMER A [ A ik, Br A
FEIR T LN Sl , 1% S 8 I 1 FHHAS— i 17 R — 542 It 52 W IR EPRAWS AS AR R 420 ] e i it
i) JEE , FF 22 FHGp 6038 i 4 DHA 5 1 6 S8 A2 Bt AR A 1T A5 rbpd e B M % U HSA K B W - 25
& AR, HEFREE - R REEEA) , 4 4nDHA-SBT-1214 FILNA-SBT-1214.

[0013]  ESBT-1214fHECAIDHAIRFE ML 1 1iF 25V o , 48 75 A8 X 24 W LL Ui 25 SBT- 12148 PR AIK
105 . DHARR 43 b e 842 ot B 22 0B 1B B A1 45 6 - B BB DA 4k 41 B W U 3 ELDHAE 73
Wran i N BB R  Z AL A A A TS .

[0014]  ETh& DHA-SBT-1214FF 34 Hoxd SCID /N i PXBUR M FIPX Hidd: A fifed S e %
TP R 75 M o & BLDHA-SBT—1214 51 FEPXAT I A3 s i) 78 4 B o

[0015]  7E /MR AT A PE A DHA-SBT— 1214 %% 45 117 « BF £ | R A FINSCL i S Fh R AE 4 10 Th
R, H s A NG IR I TR SR 1T, TR IR SEAfF SO, fEsolutol HS-15 (85 1L AL % g
80) / .l / £h /K H IC fIDHA-SBT-1214 , ¢ H & B FHIB T 71 <= 7= A= V3 R T IR 7 A0 2 B2 1
FETUEH AN R RN 5 P S PRSI B (R IR T 7)1 ) — e e P ) it LR I, i N 2L 2t
Fi T LE TG FIHF 78 5258 2 R O AR 4R K LR 1 7RI Th k. )48 HIDHA-SBT-12147 2| 1 A2 e i
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A B AN G YRR i

[0016]  EARIG PR B B ATEME AL EAZ i A 5 T4 ) 8o X S G 2 Wi i 1 22 T EL Y
TR PR HPE AR (9 - B A ] L 4D S Ao 2 0 AR o AU N R B 2R T 24 T ) R ) o IX
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RIE A 0 7F 22 55 F T e g 71U RV 7708 0% - T2 BE I CrEL LA e B T % ittt
TR 5 L ALBEBE80 o K A M, 58 4 £ I BE WK i L A AR ) 2 R 2 B gV FE bR AE R K A
(i.v.) BRI, B (2- 2 B0 55 4128 — RIS (DEHP) o Hfanyd r= 28 4 e RE s,
B & 77 A2 78 50 1A IR RSN, B I AU B o 7 S TR0, 20 % 2240 % (1) A TS
2 BB 2 BIR ML g SR R o A, A v i ITUE S e R L AL A SR AR L DA K
FER ) (B B AN RT3 1) S8 #RZJ A8 (T R 5 0 il R e 58 A8 PR AH Q) A 9% . CrEL AR AT 5]
H PR A IR & M A S A iR E BRI L 7R 5 A B RN 22 G th 28 24 4R 80 71 SR AE Y e 3R
AR R AL EERES0tH v & A ik iU B, (HFE BEAR T-CrEL« 8 1L BB i 803k 545 B 7™ . AN
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[0017]  HH T-DHA-SBT-12144% H i /K , PR 16 75 0K 0 i 72 58 1L AL B R 80/ £ g / #h 7K B,
Solutol H-15/Z.W%/Eh7KH, LA & ik A #vE: - 20 ag prids , 7 WiCremophor #1258 111 24 W 80
LIBEAR AT HEIRIE A, FE B eI R X AR AR .

[0018]  Hhy T “H5m A2 IE VE RN B (EPR) ™ %8, 44K 4 43 118 FVE U 25 W is Bk
THELA R I 5T o T 9K 53 T IO AR SRS B 8 (1) 52 A, DRI LREPRAUS A5 J53 b 2 4 31
(1) AH AR BH 2 A 2K o BT 2K FLFRI G i 07 58 E0 35 1l g A0 2301, iy LADHA-SBT-1214 )4
FHBH BT SBT- 12144 B AT A #1340 20 A Ry 2 A0 77, DR e 3 0o vy S B T iR Y
I B

[0019]  ZedA4utEaT FURE (CRPS) B —£RI7 V2 2 Iifh ZR S5k e ks, R Eh 2R T T2010
TEIRIFFDARLAE , A 2 PEAh ZR 697 BURR 2 VUM B3R I6TT LA AT A8 FH o SR 1T, ¥ K CSCHICRPS
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ok e (AR R
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[0043] P& 7AZ LhnmoAy SRA I (R RL FE P, P 7B DAmV g B A7 00 5 P CHEL A [T

[0044]  PE|8AZ 75 JEPPT24H g 135 77 4 Hh et 0B 1 55 P B (149 49 oK 7L 7110 T i) ok 11 28 ' S5l Ak
K&, 8B TEERRARPPT 241 Hiu 55 7= 400 v et H B3 20 1 BH 149 4K L 771 E i e 1 208 S S Fl IS

10



CN 109562065 A ﬁﬁ HH :I:; 6/28 T1

%

[0045]  [E9AAE X4 1w PPT2.4H ff jith FH 22 7K V8 ¥ B 52 4 oK 7L 7 C i1l & Y DHA-SBT-12 141 /A
DHA-SBT—12 1417 o £ 1 5 R0 82 1 43 LU 1 B 5 81 9B-9G A2 FH A Rk B2 Y DHA-SBT-1214 4K
FLANAST FFAE RS T LB R PPT2BOR A 1) I8 7 O 8 (E[9B)  10nM (FE9C)  100nM (&
9D) - 1uM (FEI9E) . 5uM (EI9F) A10uM (F196) ) ;

[0046]  [&]10A-10D/Z/ESEAPPT241 il % (CD133+ (I 10A) F1CD44+ (E110B) ) LA A2 3K [ PPT2
75T 09/ R R = AR A A (CD133+ (BE]10C) FICD44+ (10D) ) 1 S5 AR 4 B A2 v i Hh i 5=
[ bR BV RE A AN AR 7347 5

[0047] PR 11A-11F2 /NI 0 B A (B 1 1A SR 7 3R F A2 3R TG T7 1 7N B (40 o) R g
K 11BFI11CE 7~k H Abraxane (43 7] ~25mg/ kg f40mg/kg) VG 9T B /NS 9eg , B’ 11D 11E
AI11F &7~ K FANE-DHA-SBT (4351l 925mg/kg « 30mg /kg A140mg /kg) ¥ I7 117N 6L ) g , 116
Fe I AN R FE [FINE-DHA-5BTYR 7 T 75 5 (AR BE e A2 1 B, B LT S &5 BB V6 97 7 3K
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[0049]  [&{13A-13LJ2 & /~PPT2%5 5 1 JMueg LA K2 MK & RINE-DHA-SBTR T B /N R UL SR I A
IF) 2% B 2 23 B AL R 2 DA 1 R (TR ARS L e 1), B 13A- R V6 97 IR 0T R i ‘2 7
H A A AL M5 s B9 13B-13D-30mg /kg NE-DHA-SBT—1214 7457 [ Jide 5ok 7 HH R = 10335 BH A
AL 2 IRFE - 3k B A VAT IO RN R 224 R 13E- R R 13G- s B 13T -5 i s P
13K~ JiR s K H 40mg /kg NE-DHA-SBTYA T [ /N B (1 2H 24« & 13F - Bk Gil N &2 x40) 5 &
13H-17; 13T -5 s AP 13- ik s
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19AZFa g M &, R 19B 2 ki B ], K 190 £ 4 Bt F6 50&] , I 19D 2 CHa A 4]

[0056]  [&I20A—20F & AN [E] v 7 25 1 g 1 16 < X & (]120A) \NE-DHA-SBT 30mg/kg (]
20B) \NE-DHA-SBT 40mg/kg (B20C) .NE-DHA-SBT 50mg/kg (&20D) FINE-DHA-SBT 70mg/kg
(K20E) ; LA &

[0057]  [&|21J2 3K [ VT AN 44K 7L 77) (NE) [ DHA-SBT—12 14 H4A A% B B T8iT 72 B L Kk 1
VS TRANNERY) SR ARDHA-SBT- 121488755 (%) AHXS T 8] CNeF) AR
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[0058] A<k BH LG TE KB M 9K A7) (NE) 24595832 R G0 Bl o —3 2 AN A0 i i 1R
(PUFA) — 5 A2 A A B o 08 11 52 66 451 S NE-DHA-SBT—1214 , He o PUF A48 42 S AR B 4% J& DHA -
SBT-1214, He5 ¥ T,

[0059]  RIE“BE —AREE W H TIRW T —REE L, BlUnEAZEE (K2 8H) FZ£ P
F (R L0)  Hodr (1) C-37 — IR B [ g 0 22 B e L A 25 A0, A (31) ) Ao g 3 Bk (A1 & 1
C-1047 , FF H.C-3 NAZ & t-Boc Ik [ . RiFE “PUFA-SAZ K R B F F T Fa e Hlal iy B F 418
TR ) C2— 25 B I i L [ 1) 25 — AR SR A2 Jot - PURA-S A2 e AR B 0 (R R A 72 T e AT RE s 2 o b
EPgp /S HIMDR (Ojima I.#ADas M.,Recent advances in the chemistry and biology
of new generation taxoids.[H—REERILFAMAEY) ¥ 583t E]] Nat Prod. [ K
SR 2 5] (2009) 72 (3) :554-565) .

[0060]  RTE “GK AL (NE) ¥4 H T F8 /K B FL7A P 3430 5 B 4% 950nm—1000nm, 118 1%
BAZ>200nm. {8 & 2 o -3 7R 16 F i (8 i SO RRFFH) , WiAmi 5156 A9 36 B & A
% A JFUS20070148194 1 AR A il 45 0 126 FRINE J1AH o 7] DAAE FH Atk b, 490 AB AR FR T4 1
T ELAE I H DL I | PR SR I B v N2 R 2 AT IEFF I (chia oil) KRRV V2R
TR 7R R Y A e e el R TR Y o FH R T T RS U YR S T I R T 1 R LR A ()
W LIPOID®) M5 (AR 4% AR B 1 3R g P77 (WP luronicaTween) o 38 A LUE
A YR 3R 1 2 T LA P 1) 770 (RO 45 F T2 EGFR R AR JEG Atk 8 601 B0 1) AR 39 36 2 388 ] by
YT o 1% 2H A 0k RT A RIS RS, BLRE ¢ 6T MR TIE 52 7 BURUH PR &40 -

[0061]  fHIBEA)H I PUFALIE J9DHA (C-22) , (H AR ] LA — 1k L& R (EPA, C-20) Ba—VF
JBRRR (LNA,C-18) o

[0062] Ak BH A 45 4% A0 B AENE H (1) 99 K kL (40 Ami ji 55 AN 36 | & R H g & JF
US20070148194 (2007) H1 Flr A FF , #1% SCHR LA 4 5L I AN AL HH I PUFA- S AZ K AR BRI I
H1171) o S TRUNE () 45 46 5 7 75 R 211 200, 3 ELNE () 31 75 90 K Sk () 485 46) S5 7 70 R 21 7 o 12
I I PURA- A2 St AR BX A0 /2 DHA-SBT- 1214, H 45 MR T B 1 o v & AR AT S AZ b B AS
P 2H G (AR EARR T0jima%s A1) 3EE % H]57,820,839LL X0jima [FlDas M, (2009)
I AR AT PUFA— 5842 e AR TR, 143X 9 A SCHR AR LA 3 42 SCFF AN AR S0) P vT DA A 3 7ENE
W PEAR ST SR 3 B AL T T A 405

[0063] AT LA A J9NERC il it 045 75 A B vh i) HLAth S8 42 b G AR TR A2 B2 L 2 ik
2% .SBT-1213 (&4A) .SBT-12854 (B 4B) FISBT-121303 (F4C) (MatesanzZs A ,2014) ; SBT-
1216.SBT-11033.SBT-121313.SBT-121602 (0 jima%s A\ ,2009) . R E At FE.SBT-1212.SBT-
1217.SBT-1102.SBT-1103.SBT-1104.SBT-1106.SBT-1107.SBT-121301.SBT-121302.SBT-
121304 .SBT-121403.SBT-11031.SBT-11032.SBT-11034.SBT-12851.SBT-12852,SBT-
12853.SBT-12855.SBT-12851-1.SBT-12851-3.SBT-12852-1.SBT-12852-3,SBT-12853-1 .
SBT-12853-3.SBT-12854-1.SBT-12854-3 . SBT—-12855-1 F1SBT-12855-3 . i £ 4% PUFA{F X 1)
BB, R EAR TDHA-R A2 (K14D) Bradley®¥ A\ ,2001) ; DHA-Z Ph th 2§ . DHA-
SBT-1213.DHA-SBT-1103.DHA-SBT-1104 .DHA-SBT-1216LNA-SBT-1213LNA—4$ #2 i . LNA-
% Phifih 3 .DHA-F L Ath & FILNA-R L Ath 28 , HoAHINA = a—SEJFRIR o 17 L, W LA AT AT ik
5 AR AZ B ¥ DHARE BULNARS o A% 5K AR N 53R DL Jj ] 283X SRR o BT TH TC i AR
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[0064] SR 451 IR PURA— 4842 i AR Bk 47 J2 DHA-SBT—1214 . A 55 R Frish 18 1) , DHA-SBT—1214(¥]
A0 AL 7 B 1 8 4 AR (645 CSC) AN 5 AIRMDR 75 T ) 7 R4 e o 7B A S s 5l 1 v 45 HY 7 DHA-
SBT—12147E 7 AR 370 25 1 77 T B A8 Z0HE R S PEGIE S o 721X 285256 /R, DHA-SBT—1214 %} 542
i (PX) P A\ 2 Z2DLD1 (45 f79&) ~PANC—1FICFPAC-1 (BEARIE) LA A2HAG0 (AF /N4 i fiti i)
[RISCID/INER S FHASAE YDA 25 B4, 6 UE 4 3 I DHA-SBT- 12145 CSCA i e A H - 1 %%
R Z5)SBT-1214F% 41 1 CSCHY ““F-4uMute” , BB 1 02 40 Mo 12 B PR Fn e s PR 7 (R 4x 2
e A SR FHIR BES , f0Sox—2.0ct3/4 c-Myc K1 F425%%) ff) ik Botchkina% A\, 2010
F12013, LA R 52 4512) o X 9t/ B T RS 1 R (I CSCEEL 4 , 1k R B 728 5 32 BIVETT o FEAS SCSE A
2R PR AL T SIS A L Al , O B RSBT- 121478 JLAr Bh N BB S s R 1, 5PXE E %0
B AR AN o RS 7E S 1R CSCHR , 3 PR AR 2 I PR B It o] L5 S 4 e B T

[0065] i i B, 35 FEAR $i8 A< J B ONEBC 1) v v, S il 1 DHA-SBT—12 14 7E (AR Hh ¥ A M 22 1)
F Bk 11 . DHA-SBT-12 14 FIHAMPUFA— 5842 St AR R A vl LA JE ik 5 AR 418 4 BH (¥ NE — 2 i ]
T 5 fA R 32 32 o X SENE A2l 1K & & @ =34 w —6. 811 w 9 AN AN i i 2 (PUFA) 4 9143 1Y
TEZK H I H P 21 1ol i B 2 A R 1T T A 11 17 B e AR B4k . NE B A <200nmF) AR 3l 71 2 B
12, A DAAE iRy AR 20 B0 s AR HR 5 N 2 R B W K R 259, H HOE & T ik K is =
25 NESE 4 HH I B AN 2 2 25 0 (GRAS) A R L B % B R 22 ) M. 1X 72
I R . FH 1 B2 AL 3

[0066] 7RSI8 FPXIIHT 75 A , NE[FPX LI 303 2100 %6 o 1K Fofr i 25 ) A 38 380% VH R T-PX
(1) 750 25 M 1 5 R 245 W (R B CENE R R URE I S A% H  PXIINERC il 5 72 34> A i A7 JH P A2
FeE 1, A 52 2R 43 5 BB /N AR AL

[0067]  C R ILA K BHINELH G MEACHERIE6 S AN 2 WEE FARE I, nse e Brid .
7E I HA ] 2 UL B = — 300, H ELIE 44T T PDIANC AT o an s 559 EIR 1) , HPURA— 4 A2 4%
TR IO SNAHEG  NEZH SV 7E 4 N B 15 0 O B INFTE] o an sk 8 vh E IR 1, NEZH &
VIR AR N $EHE L PURA— 5842 e AR I 0 S O X8 22 /> = 5 (R RE TS 45

[0068]  J34k, KINHH & 2 © —3PUFAM) VAL B INESG 55 | PXTESKOV3A i AR R . & A A
O R 1 FINE 2 3l 2 A 40 %6 8447 % 1) © —3PUFA, 3 H e /MR 3P 1, 2 & BoR
o 3855 PXPC il b 1 AR 0 R RN R

[0069]  NEM 55—/ s e AT 2 1 mT DA B A i) 43736 AT A8 40 DA S I 80 3 245 0 1) e
R VR IR 9 40, #5HF EGFRES A K I NE 44 K JURE Eb: FF 38 1) PENE 29 oK ORL 5 Pt 97 EGFR™
SKOVEZH Ha R WA o 'EATTHE 6073 BT 1 27 H EE A B 1) PENE QAR BIORL B 22 1R AR 28 o 7 491 1 4 ]
PENEZR K B0k 1) 45 46 Sl 7R 78 B 2B o 4 5 BB HE AT AR] 65 3@ RINE SR A2 e e ) & 5 JEHNEZ oK
SO A5 Y B 1) 1 20, B AN AR A TR TS24 B I B e B B AR B 3 A B

[0070]  NE-DHA-SBT-1214MC il i (1) —/NMREBI AR s 2 DHASS 20 B B T8 N E'E & i 44
RFLF AR o B 7K P AR T T R 308 0 V01 1 iy 245 0, 38 AR B ) MENE T i A

[0071]  NE-DHA-SBT—12 140 il i (19 55— /M s & LE KV VR (1 ] 33 5 3R 7K) o 10 5 A
P o DALt AR 4 5 BH () TC i ot Y B T 0 295 (1 i CREMOPHOR®) 175 3K o A1tk
A BB T AL R KBV K FL R 25 3 15 R G H FIPUFA— A2 e AR A

[0072]  NE-DHA-SBT-1214 LA Lt A i il 1) BEAA AL & 4 58 A 255 A0 25 B8 AR 1 % P2 DHA-
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SBT-1214[) A 1L A« a2 B B i 18 1), DHA-SBT—1214 173X 641t i 40,5 3% FEHIMDRIKI i 41 i
(ELFECSC) (I FE F7 5 LA S 38 ik 9 /{1~ 400 it e 2 AT 1740 2 08 AR 36 ot A 785 1) PR 3R A5 T R BE
11 20 P R B 1) CSCIPI i 77 o AR 488 I R 56 451, 38 e A 297 2 6k Py i3k AT 908 5 B300E o % 1R 11
CSCHFAA “BE K™ F 237 HH 70 e A M A o DAL L TRUUINE-DHA-SBT—12 14 W) 46 Va7 1 388 i s 4
T R e WL T 8 B Rd R, 3 HL B D038 CSCRE A4 v 1) 3[Rl 6 A 3 . — HLOSCHF4h F i i 7
JHRRE L e AT K B 2% 5 52 B U R e AR R R2 . 55 4, L SEZRDHA-SBT-1214 R JACSCHE K] 3=
L FE G HECSCRI Ak, R E AT TRE 25 &) 52 EIDHA-SBT- 121415 S B R T (1) 520

[0073] Rl AR BH$RAE T —Fis s 17 75 By 97 10 52 303 it A = M 2 A & W36
I7RERE VR YT RERE I 7775, FriR 29 W20 & 0 B & LB TENEZG W34 3% R 40 h IR PURA- 842§t
I o 75 A SCI J7 V5 9697 IR S BCSC T L2 AT A 2R AL R i , 5] dn{ELAS PR - LA
P S il « Sk 0008 45 I « B e S JER s € 08T L TR A S e « £ LR  PRRT L R
PR AR A bR TR L IR e e e R 1 P e RS i s PUFA— SR A2 B AR R ] L2
S TR PR e AT AT — Fob, I ISR DHA-SBT—1214 o Kl g PUFA— 48 42 kit (B Bk 40 % £, 4 7ENE
Hh, BT DL B B R 3 S RN T HLDHA LY 37 38 33 3% 77 72 () DHA BE A5 A Hb 34 o 1% J5 v vT L3tk
—BAUFE DL D R B AIRCSCH R 4 i e S5 DR NG S IR 1 (BLFE ) 22 e A S A FH () A0
26, 1 inSox-2.0ct3/4c-Myc FIK1£4) [k 45 T 1 I 4 40 B P 2 R mT DL AR ASFR T
ABCG2 . ACAN.ACTB.AIN1.ALDH1A1.ALPT.ASCL2.BMP1.BMP3.CCND1.CD3D.CD4.CD8A.CD8B.
CD8B1.CDH2.COL1A1.COL2A1.COL9A1CTNNAT.DHH\DLL1.DLL3\DTX1DVL1.FGF1.FGF3.
FGFR1.FZD1.GDF2.GDF3.GJA1.GJB1.IGF1.ISL1.JAGI KRT15 MME . MSX1.MYOD.NEUROG2.
NCAM1.NOTCH1 \NUMB.PARD6APPARDRB1.RPL13A.S100B.S0X1.S0X2TERT }& F: 41 & . CDX2.
DLX2.DNMT3B.EGR.FOXP3.GLI2 HOXZ i TF . IRX4 . JUN.KLF2 NFATC1 . NR2F2PCNA.PITX3.
POU4F1.STIX2.SOXOAMIWT L (1) 15t A] LA N 1 o 1% J7 AT LAE— 2 3 DL T A2 B8 < 92D B
Ik Ji9Ra (1) CSCEH. 43 LA S A i 58 5 F98 97 o 12 7R T LAIE— 20 HE DL T 55 08« POl 3R S 1
EE LB SAMIET: . 0924 B , DHA-SBT— 121 4{FBE4 1 44K FL 70 £E RiT 51) Rt i A5 1
HH i S S 4D R T A R R A A A o R A B RN T VS AL AR PR R R S B
P IR R A R o A mT ) PR 2B K 5 T IR 4 0 S B LEORS B () 4 se B 1 P AR L I
B 1E B 10 187 4k o R T DHAMB I 4 25 4206k N I3 E1 25 1 (HAS) IR = s Ay, A2 7E L R 3
R I8 gp6071 T B AR -4 & 1 e R AR 2R 21 Mg 18] o o, Bk A IfLis B BR 72
I3 A PURAR = B8k AR (s 4 b Brid) o e A , 4S5 BTiiE B 1 5 %05 6 o] DLt — D6
DL U8 R iz 2 A VAR FRTEAR P L2 25 W A & W s v s i 18], 91 LR 3L
WAL ) DR B8 A IR o B A T

[0074] iy H., PUFA- S8 AZ ke i) AE AR BRI 2 nT DA A5 AR SCATART 5 v B AR R — S it FH o HH T
DHAR BLLEAR P vk 2 BT 244 , DR B AR AR D 3 ] LA SR A R B 25 5., 17 A B =X mT DA AR A4
P B AR S UL S TRE T B A R 22 PR 1 TR, BB DO R 97 AT (L 1A 8 0 e - 4t i L
BN K AIEH AR A 1697 v] LA 9 B 55 5 B S A 1) A7 A 751 28 R 4 4 7 it FH o
[0075]  AKRBHEFEME T —FliE K 2 AN A 4 R B T A NEN AMHEVHFFHS
% 2 24 1 A M ) AU TSR Se IR 22 2 i 2 PR 5 v TR 25940 & ) L LB TENE 245 s %
ARG BIPUFA- A2 B AR R - PUFA— SR AZ BE AR R4 T LA 2 25 SC BT ik R 2 v (R AT A — Fofr,
HZDHA-SBT-1214. 454 , 78 24511 7, DHA-SBT—1214 51 /2 /)N &R v 22 25T 24 4 g 1) 72 4 0
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B VER Lt — 3D AR LR A5 I8« R AR CSCHR R T 200 Pt 2k 355 [R) D 3% TR (L6 % £ g
P SRR AE FHIR TBEE , 41 inSox—2.0ct3/4 c-Myc FIK1£4) [l ik . 1% F7 ] ULk — 435 LA
AR < ek /D BT R IR (1) CSCERL 2 A IR B8 5 TR T o i 7 VT Lt — 2D 48 DL N D 3R
PR A E A UL ST,
[0076] AR BAIEFEAE T — Pl ik e T A R 5 T A S E M A A A IS T 140
MBET KT bR T4 77 v, BT iR 25 A W B BB TENEZG W15 1% R4 IR PURA-48
T2 B AB LA - PURA— S5 A2 St AR BC 470 ] DA 2 A ST BT ik S 2w (A ] — Fofr, J0 L A2 DHA-SBT -
1214.3% 7790 LAiE— 25 A 45 DL R 25 8 « PR AR CSCRR AR 40 1 265 DR RN 26 3% IR -7 (R %2
Be A B A RS, B inSox—2.0ct3/4 c-Myc MIK1£4) [ ik . % 7 a] LLiE— 5 A 45
DLTR 2D B < ok /b B g i 8 141 CSCEHL 3« DA B A Jgg 58 5 T390 97 o 1% 7 2 mT LAt — 2D B HE DA
TR AR R A E EL L &S ST .
[0077] AR BAIEFEAE T — FlOm ok B 1 40 i B 55 T SR N 25 A W It Db de 4l
L H R 290 e 22 R ) 3R SR B A T 4 B ) T 4R B PR I 5 v, TR 25 A & ) AL
FENEZGH)583% 2245 Hh [ PUFA—S8 42 S5t (B RN « PURA— 4842 Joe (B BB T DA S A ST Al 3k JI 2 o
AEAT]— B, JUH AEDHA-SBT-1214 . % 7360 DLt — A0 35 DL 25 38 FEAIRCSCHr 2 - 4m a1
SR AN S IR 7 (RGN 2 e MR A SCEAE FHI L, , 491 W1Sox—2.0ct3/4 c-Myc FIK1{4) 13
IE AZ T IE A LAHE— D G LU DB 98D B R R I CSCAH 73 A IR B8 2 T96 97 - 1%
AT DL — P AR DL D IR PO R A R E DL RS R AR T
[0078] AUk Bt — D3Rt T —Fhid it it A = N AVAE G I BB 2 H S YR
B AE AR N LU AZ 245 0 2 S W P v T 2 K P s ) SR 388 i 52 3038 44k P9 PUF A8 A2 5t AR R 1)
(R B I ] () 77325, TR 25020 A W08, & B ENE 2540358 2% R 480 I PUF A A2 e (B IDE A » T
SIS R BA (1), 5 0% AL , PUPA- A2 B AR B (FINE 2] 4146 325 3 45 R 8 A1 A P DL
2 A I 3% R0 Figgg v 13t B K ) % B I 1] o PURA— 4842 Joe AR B 47 T DA A STl ik S 6 v ) 4
fi] — i, JEFHAZDHA-SBT-1214 « H TR B B ] 34 0, 3k o] LA g T AR (1 PUFA- 542 e A8
A 5 I T sk /L B A FH
[0079] A BHICHRAL | —FPoE 524038 14 A 2 BEPURA— S8 A2 e AR EOC A7 1) s M R T it 26 10 7
5 TR 7 i B FE DL D IR e A =M 29 &0, - BAE R O 29 S 8 1
T8 2/ = R B MA S, FTiR YA GV & B EENEAYIBIE RGH T
PUFA-8 2 Je (B BEA) o A S AP S FITUE B 1 , NEZH & W 0 R s il 2k Eb Y8 2018 =% . PUFA- 4%
2 e AR B A mT DA A SC R i AR 6w (A ] — B, JCH & DHA-SBT-1214 . B T2 iR i th
2%, 3B T LAE T R A PUR A5 AZ e AR B2 » A T ik 2 1) FH
[0080] AR 4f A & WH 1 24 W 2H & W A0 3 Ml /K VR0, B0 an TE 18 T AR ) 38 (0.9%) 6
IK AN, TT DA FH 5 AR 7 B8nT LA 38044 o AR i B m] LB AR5 1) 242 bnl 4%
2RI 7 sl AR e 77
[0081]  ZyWEH-&W0) “FB R A 57 14 il ik 7 A1/ B 3 1 e, - B8 % FE IR T
(IR A5 A2 KB 3 R RE 30 308 S50 A6« e P 7 v RN LAt R 2%« e o A A R R 7 SR s
A L fERemington’ s PharmaceuticalSciences [ 55 BHEM 25k %], 17/ ,Gennaro,
AR. (Un%s) , Fva A 7] (Mack Publishing Co.) , 3l (Easton) , 5% A7k JE TE M (PA)
1985 R 21| 18 &, H-E W B 2R € SO 2 DL B T S 0 A 1) BH I U 1) . 1%
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ARAE I T R 2 AR 5 /0N L Tl 4 7 ) AV FH o 3% 1 1) B L T A B ) 5 5 A T Y
Bl o “H 280" AR B DL 25 T T AR A < A5 VA 7 1 B AP RE DA B AR VR T R8T AR 8 AR B A0IR
{0 P (1) 7 EE R P VAT TR R SN ) A Bl Y I TR BT A R B AR 2 2 b e e A2 I E.
PRCL B AR 2 AR $E A R WA (0 254 & vl T N2 RS R R 24 H 1

[0082] A<k BH W 254 A A I B A it Y, B A 3k ae ok i ik P9 s 4%, (Rt mT DL B A HE
IS B2 R A P R S A & A2 it F TR E 0 a0 R SR A T, T
PLIET AR B AME A, B0 IR 5 R SR 37 B B E B0 & B AN g 42 R it
[0083]  GnsfHi BT HAL (1), A 5 BH PR &8N St 45 A0 T A6 D S48 75 B SIS S H
[0084]  S5i1 : BRAPUFA— 2842 bt A B I DHA-SBT—1 214X 44 P PX B 1k ANPXHi vk JifRe /2 A
R

[0085]  7ESCID/INER HDHA-SBT-1214%f PXHLiE N 45 i = P A FE A ) AE K ) 52

[0086]  FF A FH K¢ ™4 A SCID/INER H ) S8 A2 B i 1% «Pgp () DLD1 A 45 i B Jed e A A% AL (1)
LA, A2 TAXOPREXIN® 2 58 4 TC A1 - 5 L A e B X6} L 1) 2 , DHA-SBT-
12147E 555K VB8 R A EE 11K LA80mg/ kg 71 it FH 195 H /N i A 195 A A 5 35 DLD-1 i 56 42
THIE (MR AEKAEIR>187TR) (KE34) .

[0087]  7ESCID/INER HDHA-SBT—-1214 % N\ Jif i 7 PR AR I AR K IR 52 o

[0088] % SEE& i FHZERPCT SCID/INER o %) N PANC—1 6 i Firbygg S AR AL, L 45 1 4% PX
FDHA-SBT-1214/1q7dx3Flq3dx3 /7 & . &4 2R (K13B) 3 BHIX P Fh 77 22 70 N\ Jg i e S b A A
Yy 3R G R (MR A2 K GEIR >90K) . DHA-SBT-1214[¢) i K 52 & (MTD) 8L 2 240mg /kg
FIE (80mg/kg x 3UKVEHF=240mg/kg) , 7E300mg/ kg M FIT T KA — R FEMICT: T %
DHA-SBT-1214H1/NR I3RS 52 i, JF HIEAR Lia @ T ML 2 R, PX R 55 E 2 &
ANaTdx375 R R I BoRg A K 2B IR 18K Flq3dx377 & 1 B A K B aR 13K DA K 3 58 A 2%
fift o

[0089]  7ESCID/INER, HDHA-SBT—1214 %) N Jife i it Jess S PR A 420 (%) AR sl

[0090] %556 fd N CFPAC-1 548 g if it des e PR RS R 40 , LU 0 1 PX . DHA— 48 4% i FIDHA-
SBT-1214 /) D)2 - &7y 240mg/kg B 300mg /kg I DHA-SBT-1214-2 JEH A R , 73 7l 3 2
SE4VHIB AA s Hp 5 {4 L4 H (E30) o 518 AR M LL , PXARIDHA- S8 A2 B 1 25 SR
8% AR /N g 4 K 4838 . SBT-1214 (120mg/kg s &) S AL TPXI 45 R, 6
HUNR A A6 H g vE iR, R e b A1 AR, 3F HiZ 259 °F- Lk DHA-SBT-1214 % H 5
P o B 520K , SBT-121436 97 1 /IR AN B~ B 1) A B AR (<4%6) 5 1M1240mg /kg B 300mg/kg
S TR 2 I DHA-SBT- 1214767 1 /N B AR 25 el 52 ] 228 ANt

[0091]  #ESCID/IN R HHDHA-SBT—121 4% A /)~ 24 it i et S PR A 4 1 22 A I 52

[0092]  iZSLEGER X = BEAR 22 PEHA60 N JE /N2t o fi i 8 5 A A2 A 0 LE 5% 1 DHA-SBT-1214,
PX . DHA—K A2 FISBT-1214 . 7E 558 K MK 3K, FIZEMTD (75mg/kg M55 H) (I PXFIZEMTD
(240mg/kg = 1) &) T I DHA- S8 A2 B 43 7 AXOUL %€ 24 52 4k e ed A2 K 4B 3R o AHEL 2 K , DHA-SBT—
1214 F1SBT-12147E ZIMTD (43 51 9240mg/ kg F1120mg / kg i 71 &) T~ 51 #2565 K FI34K [ g A&
KAEIR . DHA-SBT-1214 8 & b SBT- 1214 52 PE 5 47

[0093] % SEA6lfr) 45 5L 42 B ,NE-DHA-SBT—1215] 1A DHA-SBT-12147F ve ik 2 Fh B4 iy v
[RIMDR 7 THI 72 A 2K 1] o 3X 46 55 AR BH , AR 448 A< & B I NE-DHA-SBT-12 14 1| 77144 7 4 5 DHA-
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SBT-12142Z /b AH A e MR /5 B, 76 T3 il 77 be AR C ) 0 BRGS0 58 ml i A v A1
[0094]  S4512 : BEAAREE S K SBT—12 1 4% 0I5 - 24 o 14 - 40 B 4 2k

[0095] A KB 35 SRUS I AT 21 A PR 88 T 41 g 2PPT2 (Botchkina 2013,Rowehl 2014) #H4T
SIS M FRPPT2 H A5 SR IR 1) H 470 J g B IR 7= A o I 5 A /N 2 i ) 4 e g 3k AT 0 o
b S 3Rk m= /K FHICD133.CD44 . CD44v6 . EpCAM. CD49£ FICD1 66 (1) 41 i [ . 25 & 45 . PPT24H
FfL Z A JINOD/SCID /)N Bt i Jga S5 Foh % L 47 3 P 3DBROR A7 AR T 28 i Jis Ul e 355 7 A 6 B
RABATCCHR 27 (ID'5002872) , PPT24H & A4 AT AT 8 0100 8 i S 40 Z 75 Gy — A 4
Ff o S8 T CSCHO XU EE 14 o (B, B 38 508 A= A e I AL RE ) 5 & & CSCHI B 7R PR
RIS, (HPPT24I MY CREF A XS A2 e R 1Y, H 2 — B BI7E T M yE H 7 2 1 TR
BT |53 18 HRE FEMACS-CD133 4l il 2 J5 I8 J] « F5 5 -, BEANPPT24M My B PR FF oK 431k
(I3 %5 % KB /- A ML 1 bR E , Bz A ERE ) » XTEpCAM. CDA9T \ FICDA4 M A1 [F] Fh 734 2
AP (98 %-99%) o IA T2 % FRIA AR A [E FhALICD44v6 o 75> 2TIRAE ARG , £190 % HPPT 240 A/
IRRIEF SR /K FRICD133, 3 B 7E3DRE 77 Hh B 3R & M BRI TE B BE 77 - 48K 2 44
CD133 PPT24H Jfd 2% vy 241 M Jo3 7K ~F- 1T 9 T B 1 RN S8 1, 36 2 10 28 400 PR R AR s 4 B 1
REAE « PPT 220 P14 241 A% RN 240 P o3 350 73 3513 18 e My e, 1 HoAth 22 B8 1A% &4 (Oc t-4F1Sox—2)
ASCLE S M A% 350 43 P R 0 1 o 26 B ) A, PPT240 AT R 12/ Fi g 30 1l B (A p5 3 Ap2 1 2 B 1
X FRAEG I 254 B A R P2 1

[0096] 5 7 FRAF 245475 3 (1) 76 - 40 o M 2 IR 3 08 77 THI 1) AT BE 208 , 7F FHSBT— 1214 A1CMC
2.24 (L2 1BM) 2235 &) A6 9T Z 01 M2 J5 5r HrCD133 PPT24H ifd . {3 FHPCREA: 51 43 #r
(PAHS 501;SABiosciences? @l ; ifJEbRvHE N1 . 55 B KA FRIEAAL) , KL KLI150% 1) 5
T 0 840140 P AH 5% 3% S I - (TF) 7ECD133 R LE 7E 43 (L I PrC4i i v 4 i . iR CDX2,
DLX2.DNMT3B.EGR.FOXP3.GLI2 HOXZ % TF . IRX4 . JUN.KLF2 .NFATC1 .NR2F2 ,PCNA.PITX3.
POU4F1.S1X2.S0X2.SOX9.TERT WT1%% , FHSB-1214 (1uM) FICMC 2. 24347 B R YT 24/ NIk 5
TR it A R R ) 2 R I B B BRI 2 A B R SBT-121415 F e -Myc MISox27ECD 133"
AR B4 PPT 240 Jf 1) K% $ B v 6 v 55 R R o B B A& , CD 133+ 1K #4053 PP T2 400 Jifd 11 A% 3488
53 HR AN ZEIE K P o b 4 ] DR/ 0 T R 59 IRl pS 3 Fp211, 3R AT LA 5 i g S e AT T B
ZII R S B I - SBT-121415 F:p2 1 Fp5 31 31k o il it FHZ 25 Pilva J7 T 175 3 R X o “ B [A)
N R I 2 3 3K e 5 P U A PR AR B B VBT I — D R, B BUE S CSCRI 4 L
F5EARET .

[0097]  7E 55 —Asefilrh, & & T A 45 g e A IR Ak B — MR 2B MR Tl 41 i R
HCT116HT29FIDLD-1 . ¥4 LA 3D 2 A BRIR AR A2 K o K ILSBT-12147E fiT A = MR AL BRR
A TR R S A B B (B5A) o b Ak, SBT-12143A 7 R YA 3% — i it 23 41 A 2 2 (1 5k
R PR DL -2 P e AR DR FE A

[0098] HCT116:SOX1.RPL13A.BMP1.BMP3.NEUROG2.GJB1.GJAL.ASCL2.CTNNAL.GDF2,
ALPT.S100B.CD8B1ACTB.CCND1.FGF1.PARD6A.DVL1.GDF3.ISL1.CD3D MME.FGFR1.RB1 .
AIN1.ALDH1A1.CD8A.PPARD-FZD1 .NUMBHIABCG2;

[0099]  HT29:ACAN.ALPI.BMP3.CD3D.CD4.CD8A.CD8B.CDH2.COL2A1.COL9A1 . DHH.DLLI
DLL3.DTX1.FGF1.FGF3.FZD1.GDF2. IGF1 MME.MYODNCAM1 \NEUROG2.S100B.SOX2HRITERT ;
[0100]  DLD-1:CD4.CDH2.COL1A1.DLL1.DTX1.IGF1.FGF3.FZD1.JAGL . KRT15.MSX1.NCAM1
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FINOTCH1 (Botchkina%g A ,2010) .

[0101] 3 5 451 14 AFF 90 174 45 52 3R W SBT— 12 1 4F& AR CSCHP 1 - 41 45 1 90 R b s 1 e
176 AT LA , 24 FE 1) JYNE-DHA-SBT—1214 , SBT-121444 7= A& 5 R fic il (1) B A S ) A 4B
(1) 40 A 2 (R IR ], (5L A B s P R P A AR B VR

[0102] 5443 : NE-DHA-SBT—1214MC il 54 (17 1) 4%

[0103] AUk BIFNESR I K & & © -3 0 681 0 —9Z AN FI 5 R (PUFA) (9 17 Bl ZE /K
Hh 3 L PR I I B J2 A% T RSP 7 B A &4k o vl BAE Ami 156 N )36 B B RIS A
FFUS20070148194 (2007) H 4L I 3x LENE 1) 21 55 1 v 4 i i K il & S AT 5k, ORI &
& —3PUFAR JH A4 1% AINE 1 55 PXE SKOV 3 4T Al A R R

[0104] &5 2, ANHCHINE-DHA-SBT-1214, 3 ik 5 RE WA Ak 7 15 i) 4% /K A0 THINE BT ) 5 o B
o, 3 3Ky O IR R B B A 3R 2 — 4K R 7] (PEG2000DSPE) VA iR T~ 25 25 17K Sl sl 4% 7K 4
SR JEFDHA-SBT-12 148 N 2 & & PUFAR) 3 b LA 3K A5 3/ JIg B AH o K IR & W AE KR T
MICROFLUIDIZER® &b 2 Z8M-110EHIZEAT i35 Jii 46 5 A& 8 LA R sk 7L 741, 3 Bt AT 5
ANSAMIEER I i 34 544 DA TR R 3 R /1N <200nmf¥INE - DHA 5 SBT-121 41 5E B i3 Bh T-%
DHA-SBT-1214#5 N B 9K AL

[0105]  fRIEMTZIMEH Z 2% (w/w) 1 ED>—FFPUFA . & A KA - I BT AT JHINE 53531
HA40% 8047 % 1 © —3PUFA, F HEZMRIERTZI, @ e /MR (41 5) o P4l 1) B 7R 5 s
EAZ B TR o FH T NERC 1l & 1) F AR 32 1y B FEAE AR T 2048 v« H L EE 3 PR 2
TH S TR TS T U /N2 VR 2 I 5 P RF I R IH S ST R A T A L L DA R
B w -3

[0106] & KIA MBI LGS B R § & (Ganta®$ A, 2010) A LLGT N i&
FF-SBT-1214 : ZEBE /ML G AE S I SBT-1214 (1 4110mg) Fs N F1 . 0giB 4t & &
o — 35 W7 BRI PR i (N IR 2% [E] f A =] (Jedwards International) , 278 (Quincy) ,
g ZE M (MA) ) H o d I RN BRI 28 R ST G0 0 DL T Sk il 46 /KA < K 1 20mg B 35 I Ml
(Lipoid E8O® ,Kfs e AR A W (Lipoid GMBH) , B& {4751 (Ludwigshafen) , fE[EH) F1
40mg it A NHER (8] v B Wi B ML A 7] (Acros Organics) , TAPEIAJE (Parsipanny) , #1578 M
(NJ)) ¥ N E4mL 25 5 7 2818 /K A 3148 FHSILVER SON® ¥4 Jii #% LA 5000 pm#i #3073 £ >k 512
P58 A AR K AR R K AR A SN 70°C-75°C , R 82245 b o W /K AR Z T R i 2 AR
SR J5 1% VIBRA-CELL® VC 5058 A &5 (A g Mt BEA R A 7] (Sonics and
Materials) , 2 Newtown) , BEVEIKHFE M (CT)) BL21 % HRIE F150 % i 4% b W VR4 W 75 b
107 8P LR AR B 99K FL 57 {8 FHBrookhavenfX #5H190P 1us i & 73 #1iX (Holtsville,
NY) , 7£90° [ 5 FAI25 CUREE N , A FH BhA G BUFHZ & 4K 2L 770 - g R ORL RS o 72 73 BT 2
R 4 BT R it £ 25 85 1 28 TRK R e, 1 5 ~F 303 AR 3 71 2 BLAR B MIGE T 2 77 K
PHEFEEL (PDT) , RUFE & oL 40 AR (1 & . 7341, 1 FHBrookhaven{{ 28 1 Ze taPALS /¥4, 2 T
TR 11 B YO 8 2 A e 3 2 T R A (CRELASE)

[0107] 432 R XINE-DHA-SBT—12 14 1) BAREC 1l i (19 K/ S 8 Af AR A 1HEAT FRAIE , LA E
FeoE Ve DR PE RN 2R 5 o 8 A5 A% B ) R ) 25 0o ok i 2 B 1) 6B 9B 7 V2Kl 5E NE-DHA-SBT—
12 1ATE )& AR I B3 R (FR B 7 S A 1 259080 & 43 LU AR R I 1 R 40 < ik TCP-MS
BULC-MSI & 245408 350 57 B FEE o G SR R BT T A 00 2 5l 3 vt 29 B MR 1 2 40, T T e
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Ik ] L) SEES LA I/ T TR A

[0108] s34

[0109] MR 5T7%

[0110]  Hr— AR AZHEDHA-SBT-1214H A% K% (A% (Stony Brook) , 41254 (NY) ) )
0jimat# 45256 = 5 ChemMas ter [E R 2 7] (ChemMaster International,Inc.) (A% (Stony
Brook) , L2 M) & B & 2 o —38 Al i W 3 AN IR A 2% [ br A =] (R 7E , B M) ,
Lipoid E80J H MG Mt A MR A W (R 1l4k 75 i, 45[E) ) ,DSPE PEG2000W H Avant it 14 iF
JFiA R A F (Avanti Polar Lipids,Inc.) (fif iz 2874 (Alabaster) , 4z B2 541 (AL) ) ,
Tween SOMH PURFLAL 24 A TR A &) (Sigma Chemicals,Inc.) (&5 (St Louis) , %%
IR (MO) ) ,CellTiter 967KV VR 40 45 58 K Ik 71 & (G3580) Wy H % 22 #% 24 ]
(Promega) (FZitifh Madison) , BRI (W) ) , 6] 78 o3 T2 M A= K 8% 75 5 (MSCGM) W 5 %
WA (Lonza) (RMK T (Portsmouth) , B A A /- M (NH) ) , LAL S €8 4 55 3% € =il 77 &
W E ZE B RHE A 7] (Thermo Scientific) (B FiAgfE Rockford) , AAVEG I (IL)) , BAlER
A BAL TR [T T D) 1 Ams cope A 7] UR¥S (Trvine) , INAAE R I (CA) ) , TTHY FITVAY i Ji il
Tt H PEA% P - B B A 0 F] (Sigma—Aldrich) , B FFEH 12300 H PHA% IS B8 B 25 A =) (CERE &)
W, B BN, HLACD133/2-APCHIA (Fuf%293C3) W H & [F A48 JE W #M 1 56 K e A4
AR/Zaw] Miltenyi Biotec) ;CD166-PESiLAA (FLfE105902) I [ & [F W JE 75k JH (MN) R&D R 4t
AT R&D systems) ; CD44-FITCHiAA (50 [EF10-44-2) W H 5kCD44-PEH & (7afEF10-44-2)
W 2 [ g A/ AV R VR A 7] (Invitrogen/Biosources) ;CD44v6-FITCHU A (Faf#2F10) Iy
H & ER&D RSt A 7], EpCAM-FITCIE H 3 [ n A48 Je AN VIR A 7,z A (C11) $1
& -ALEXAFLUOR® 4880 H 41 {5 5 1& 7 A 7] (Cell Signaling) , I H A [R] Fh AL
HEHUIARI 3 H A SR 7R Tk 0 &4t (Chemicon) o 5 8 3 858 3 A TrypLESR H LA A &) T (5%
2245y (Grand Tsland) , A2 (NY) , 3£ E) o B HoAm il 5m 408k iR B A 7] (Fisher
Scientific) 3%,

[O111] IR FLFRIEC il & 1) o) 2% RN SR ALE

[0112] e R %) IS A 1R AT 90 K LRI i) o 1) 1 8 b AT — i o o @ 3 o R I Bl
AT AR 5 AL B 72 R A1) 2 A LT A oK 2L« 181 5 2 4 el Sy £ R T2 BB D)
2H RS B 5 DHA-SBT— 1214 — & 2H B i) Pl F ylt AH (10m 1) 228 7 48 I 21 5 45 O 838 i 1t E
(Lipoid ESO®) (1200mg) % 111 L% fiE80( Tween80® ) (0. 5m1) \DSPE-PEG2000 (1, 2- 1
NGB F—Sn—H i JE-3- B R O B G -N- [ 3 (R 4 =1%) —2000]) (75mg) f) Tiik /K AH (40m1)
WK BT AR A 38 AL A I - K B FE R BA 10, 000ps 38k M-110EH-30 % BY )it 4 b 34
A A AT ZE R ELAMIEER , LIRS 35 ) B g oK FLRI L ) it

[0113] 7S50 = H il i O i S 1Y 77 8 RAE 7K A8 I 44 K 2L A e 1) o o &2 2, J8 4 A
BrookhavenfX#5[\190P1us ZetaPALSHLE 7 HTAX (Z 4k /R~ 7] (Holtsville) , 202 0M)
7O TR 1 498 K L1 P s R0 S T P A, L 7 S F - S e (TEM) W8 %5 499 2K 7 771 i o
i R IR T A o QO Pk, A FHHPLCPE Al #5024 & R B R AR e M 181 5 2, W T304
&, AN () 780 Tk g K U570, HK 200l 28 40 RE I At BIHPLCH o % T AL 2%,
i A SO S B (B 4 T 23, 00008 /R4 ; PRI A 7] Millipore) , Ul 4 4
(Bedford) , i 135 ZE M) (1B T7 15 o 78 FH TG A I R4 SMIE 7T 2 1, AR 408 s pe AR Ul B L 38
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i & (Limulus) 28 TR 40 SR (LAL) W 8 iR B A ik B 9ok FLAI N B 3K F.
[0114]  JifvyRg 2 LB 4 B ) A M 15 5% 0 15 Al AL RN ZRAE

[0115]  Fifr N BkpT2c pNX pMXHTFIMR I B 2 7 AT 5 T 40 (PPT2) (& 48HT
HIRRE BRI CSCHY) 4HHL R o 81 5 2, W PPT240 H 75 K B 128 e Jisl G g 1) 4H 4855 7R LI DA B 2 5%
FRIF T35 S A SDER IR AR S 9% , B 3 6 40 I 76 5 % CO2 4R K T-37 C B F 1B (R B
(ULA) “FAR BB (B 72 7] (Corning) ) W o N 1 B{RIF 2 ICSCHI AT $E 5 5, A TR 5 A
[F) 5 6 GBI (1) A LA FR 10 41 B o K1 e G 2 1) 20 i AT 231 FH 2 S 800 X4 e 4% BD
FACS Aria (BDZ2 ] (Becton Dickinson) , BIFIAE GV JEAT 3Bt , BICKs i 5 0O 4IHOIEAT BS
o FHGn 11355 5 BT 22 ) B ) 42 A R AR RE BRI CD 1 33Ab (B KR AE WA 2 &1, In A48
JEME M) FEATARIC o 7E D e I 2 30 00 4 B A5 A G B 15 5 2 1 R 5 S IR W 78 (5 f%)
FUSDERARAR I HE F7 o X5 T2k H JEAR /N 8R40 B 5 % , 72 0 18 25 1 1 % e 2H 2 Lk 3
TP A b 70 508 55 P 4 B VT, P P I (Hank ™ s) P48 8 v W g 3 78 37 “C 78 TE LIS RPMI
B3 1640 I B 1. 5/, 1% 55 97 35 200 467 /m] (K TT AL ANTVAY it JR B 120ug/m1 75 57
FN100ug/ml 5555 2% o 8 2RI 28 HH 40 M i 125 97 OR/N40 H IS0 B 5 P B — B4 L 25 4
A)) S JEHE— D M S AR o S AR A i B L B 2 AR AR A

[0116] AU FRHLAF 7T

[0117]  HEATIXELH 75 /&N T VPl AN EE e i 2 1 B 1 40 oK LRI 1 o 78 5 2 RBRCIR
55 % B PPT 240 B A (8 o 3R 47 96 6 FL 38 A BB BT 7T DA YEA T B BT 328 1) K SR ) 2 1
YHHL N AL - T8 55 2 5 P AT DA B 2 R BRI AR 85 7% o FE 3R A B 2 A i (1) SR A PRV A A ERCIR AR 1
BAEBEAR G B 1X 2 SRR IR FE I AL ek gl K L7 — S B 8/NI o F VA PO B IR 2k 2% o
7K (PBS) Bk 40 B A ERAR A4, 14 % 2 58 FR R[] 5 2043 B, VA PBSBEVS , - 7E B0 2 40 fu 3%
FEPII G L FIDAPT ] % 78 5 MU v 3 Fr b DA% ] 5 0 EL A FH R 1L o 1] T 1) Sl it B 8%
F B DUAR R BRR AR ) 58 B IR - B AR HLSM 700® 3L 5 £ B (/R « 2R A A
(Carl Zeiss) , B MR (Gottingen) , &) LL63FEHOR KA IR I8 FINTH Tmage—JAR 44T
G3HT o F T2 e dar I AT G 53 A 1 Bl 150 0E S 3R FRIE E , DA Su v T BB o 9 5
[ —E

[0118]  4HAEYE 15 HT

[0119]  FH&45 R[] ¥ 5 (I DHA-SBT—121 41 7K P4 245 4 5 V3R 490 K 2L 7 I ot 320 47 400 35
FIREFC o AL H B, #PPT240 B LLAEFL 100004 20 i 17 25 i 152 P 2] 150 i B 42 () 96 LAl H - 24
NS I W AR K IR B R oK LR i1 R A [R]9R BE I DHA-SBT-1214 -5 8% F [ %) Bl — AT s
IR R 20 B o 3 5% B FADMSO (AN 35 ATAnT 245 47) R0t Ak 348 1 448 o FH A7 B 1k xof R g o
MRS AF AT )R E 48/ R B W2 5, B4R )32 7 149 16 B FHCe 11T ter P v 0
M 7 A HBioTek-HT UV-Vis/ %GR IR AEST Onmise K T 52 UM W O FE o AR 4f8 2454
VAT B R ' FEE Ik DA G B (SCR% 772 358) 40 it B9 T ' i 5 e LA 100 R TH 53 4 a3 0 ¥ 4
bt o {8 HGraph Pad Prismit 5 BV VR BN K 7L 7D #i i o i DHA-SBT-121477 4 (50 % 4
JL3 7349 (1C50) o

[0120]  /INER MR S PR AE 4

(01211 GnFy fr ik , B A I8 K Sl WA FH 1) S5 36 4T 7™ b 4% B8 S5 [ (8 7. AR LB (the
National Institutes of Health) [X)SZE&sh44 ¥ A{# FH¥5FS (the Guide for the Care
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and Use of Laboratory Animals) 9V, 18IS A B K =W SN LA S 3P EEAE FHZE
2> (Institutional Animal Care and Use Committee, ACUC) #t#EHIHT A 7 Rit4T . i =
2 AEFR T BT , A8 5 K F I CD133 . CD44 . CD44v6 . CD166 FEpCAMIR] T [ i 14 241 Jfo =
=T 1 IMSCOM/ 5 JF Jisg v 5 v i 2106 R A NOD/SCTD/IN BR B AR A (5 /INRR BB L A4
PR s B2 TR o A 0 R A P o P R R £ AR ) RIS, e 3 200 . Sab® i i
AT R E &, Hobba PR B B BN — A

[0122]  NE-DHA-SBT-121451 ABRAXANE®] {4 Py ThAs A 5k 14 i 8 21 A i) 25 4 R A
[0123] ] 485 5 1T firh 20 () Fof 988 S P A AR 0 FRINOD / SCTD /N B A J — Yk % Bk P4 Jiti FEINE-DHA -
SBT-1214 (1.3.10.25.30.40.50F170mg/kg) F1 ABRAXANE® (55 1 Ji 45 & IR0, 3
N F] (Celgene)) (30F140mg/kg) , H74L3 J& A FPPT240 L — i o , 24 MR S R A AL 4035 3]
K L4150~ 150mm° i , FF 45167 o 38 MR dE (WLBHE 30 R0 3R R LA RSN 2 D)%
MFEPEAENOD/SCID/IN R I 4> B 74k , 3 AR EATTE R AU B2 A i KB 1 e i 3t
AT NIE % IR o AR B fa — IRARTT e » T M 00 e g4 J8 o Bl 7 DY ) i 28 5 i /N R WSk —
S HE B YR TT i 5 AR iR 0 L3R AT 4 2 BE 2 2 B B T R e B R R ERCIR AT B
JTCA S AR 7 o % T A B 0 RAE  WCR /IS R85 b A A A0 ALt 0 i £ A8 58
AL B VR o o T 6 R CRYB I ) RN 25 AL BE AR /N R 5 B X L SR AR AT 5 S R T 427K
(4= v ) FIBRIRARTE BRI RE F7 o 6 F 4 v b, TH AN R 7E A8 FLAR - A4 FL3004 40 ) £
LT EEAT B X T BRI B, K 4T B 22 2T 1 - 48 ST Be /MSGMH , 85 B Jn g i # == 7
ULASAR AT EAR o 46 I — A, 43 Joll e 2 P AR 0 B8 7 A B REE V7 BOIR P A8 K Jl st A 22
AU W R RS FL PN 1) B T8 ARV BRR W o 5K SR IE T B RIYE 97 () e S AR A 1 —
LG B FH T FHFACS FIRE 715K 3 A1 254055 3 1) T2l B bs SR IB B A2

[0124] Gt 4t

[0125] ¥ X 24 ¥ T 0 A P i) ISPk S X6 24 4 ¥ T 1) S PR RS AL ) 5 R ¥ T T S5 et S
FEAE P10 B I8 A B ) AR Ak o B4 2R 7 R st FRAN 25 90 36 7 1) FrfJed 16~ 35041 = SD o 38 FH 1)
Graph PadPrism® 3 ff (GraphPad#k /A 7] (GraphPad Software) ,fififil (La Jolla) , il
FIARJE M, S ) (1 272 A tRE 50 R I e 22 5 B Ge v 25 ok 38 1 o A FH 19 2 50002 U 43 A7 AR EC
X B . P<O. OS5 N A2 SE Tt bR 1

[0126] &

[0127]  DHA-SBT—121444K S5 FC il 5 i) R AE

[0128] iy K L5502 AR 1 S5 o 20 H0AAR 5 JHG AT DA e /K A vl B3 e B 7 i) 8, 9 ELRE B
100nm—150nmy [ o 442K LA HC il b 2 B i T /K P 29008 25 1 B, RN B AT IFE AR AN I
RSB BB ITRE 1. Y 2 B YU 4V 9K U B T bR R T v 4 B s 2
IR S04 717 S 7~ ) B8 55 P TH 280 o 3K ol 326 326 T VR AR RATT 2 A0 PO 70 Hp At SR 3 VR 9 7
7o

[0129]  7E H Wi IX U T, B AN JF R 1 A8 FH f g I K L i g R SL7) , BT i f 9 & &
PUFA (1 © —3F1 o —6 iR R) H B AV i K ok R R B 250 1 B 77 o 9K SL A i b FH T
AL EDHA-SBT-1214 (55 —AREAZ K , 1F AT 51 21 e i A S2 7 vk) o« FRE AN RS iR
A=A ¥ S0 3L U FLFRIEC il b o i S e T R BE (TEM) B g2 1 1, BT A 9K L7 (e 45
M BB EIE , K/NEE 9100nm—220nm (B 6A-6C) o fE TEME 1% A , NE— % & 571 FMINE-DHA~
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SBT-12143¥LL600004% 75 K 2 #1315 , HAbraxane LA 4000013 JHUK 28 H135 » 49K ZLFIRE 5 (0 I
AR BRI, H/NTE 100nm—220nm 1) 3 B P o U A5 R 7R 100nm ) 25 25 o I 52 22 B 771 L 3%
DHA-SBT—12 141 44K FLFIEC #1 it F1 ABRAXANE® 0L 22 43 Bt 88 (PDT) FICHE 7
(GRIATHL A7) o3 I AR R B AR 1) 2% I 3 0 . 2Kt 8 28 3k 8 1 B B st i oA /N RS (K
230nm) FI4EPDI (<0.3) , [ 7 ABRAXANE® , HPDIK0.361 3 H A7 57 Hfif o 2 1 s 7 A
T 55 HR A8 FH 49 B A T A ot PP 350660 B2 PD T ANC R AV o

F1: 23 [R5 A DHA-SBT—1 21419 7K B 7 4 2K 2L 75 T 1) & (40 667 R0 3 TH] B ff AR5 AAE

B o RAEHHFEAZE (nm) | Z5HERE | KRB LHF (My)
Abraxane® 134.1 + 6* 0.361 -20.2+2.3
mHMEILA |225+7 0.11 -27.0+3.7
DHA-SBT-1214 | 228 +7 0.12 -249+43

4y K FUA

x5 +=S.D.
[0130]  DHA-SBT—121444>K FL55IHC il &b 14 /N FR SRR A 1 AR 14 P 2 ) S 7R 7E B TB AT C
W 2 PRI O S AR 259) 113500 2 9225 &= Tnm. 78 49 K 3155+ #5 ADHA-SBT-
1214 i 25 OB AR BN ) 50 BE AR ST, 3 H e R B E K 29228nm == Tnm 51X PR AP 4K
FLAIEC ) AL, ABRAXANE® 57 H B /N FORLEE o 492K 3L 770 Ayl 16 1 35 38 10 FE o
TE-20.2Z2-27. OmVI¥I VG ] Y o {56 FH 259075 e P 1) S R B8, BT ) & 140 2 T . A 32
¥ 3 72 5 JHPLCIN 7 2 FH T U 5 9 K 2L 70 1) ot A 0 24 4098 5 - 20mg /m 1[I DHA-SBT—121444
KFLFN ) B2 B 99T %6 o K LT R 3K T vy 24 0 0 3 285 28 U IR T 24 W T ARG S R A R My
XL OR B AE QK IR B AR o S 40, BT A TC ] it 76 i A7 5 B P s R FEE 0 2 1 F A
It HLAL 3 250000 9 K ZL 7RO ) i 7E4 C A7 A 2R 2 /D Kak 64 H o BT A G il it 78 i 47
W B A AR N B R, Wit 2 R AR T 4 o 2 (LAL) W52 BT i i
[0131]  7EPPT2CSCH & /M PEAHNE DHA-SBT-1214
[0132] S TASEE G oK FL AR 75 CEPPT240 My 1) B2 2 FHECIR R H 3 46, 4 22 FH AL PR 4K
FLAA A AT L B AR BB FT o 75 AN [ VR B 1 G I il 5t 08 6 87NN i, W 5% 38 0, B
FF B 1 298 2K L 770 C 1) o 110 e A 40 B R ERCIR AR B I, 4n Bl SAFHIS BT/ o ¢ 6 S U B R S v
W (YRR 2t (R PP R g oK FLA) RS G S i B - ax e R R A2 6 35 UK
RN B LB A 100um, 3k B E 8AFISBIY G IE 28 M3k B , 4 K FLAIf S2 A S0tk fu
B Gert ik B, I3F HAER S R FER 2 FHIH 9K ZLIRE 97 () 40 B AT B A4 38 )
P GAT 5 2R WA PPT240 A FNERIR A 138 47 458 1 () 4 B P B E o EH 388 3o 490 o S5 B S 36 31F 5K 1 4
KL C il b 1) YA 5 BT DA %9 PE B PE 909K LRI i o R B DHA-SBT-12148 X, 4 LX) 4
LY 7 0 S50 5 25 W0 S AT A . A8 FHCe 11T ter I 58 V2 ZEPPT 241 i 5 )22 v A% 25 DHA-
SBT—121 475 7K ¥ VAT 20 K L 771 1] ot v (%) 4 B R IR R 38 o B T SBT- 1214 B 7T , R £ 1)
FHF- 13X S8 8T 78 AU DHA-SBT—12 141 $5¢ 2894 & 4 1nM- 10nM- 100nMAT1000nM . 5 PPT24H g 7 (1) 1
Ry B — R 1) FF DHA—SBT— 12 14 F) 351 52— J37 ff 9 s 45 7 Fe o b 3 R 7E I 9A
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A2 AEPPT2HI 51 i JFi 80 40 A DHA-SBT—12 1440 K L5 L 1l s L5 HLIA BT 2UAHEE BE A7

pld

i ICs0 (nM) P{E
DHA-SBT-12147A W 47.9+1.15%
DHA-SBT-1214 444 .55 3.73+0.63 0.0023

*P {5 +=S.D
[0133] 45 5B IRNTEST C LY TR FEAS/NI 2 Ja VBN VATT 1 eR U0 ) A 4 B 40 Lk o 24
A 1OnMANT 100nMIA £ Jiti FHDHA-SBT—121 48 , 55 7K i e i) b AH B, P40 K 0570 00 % 21 38 = 1)
Y1 B 2514 . PPT24H B2 f¥) DHA-SBT—12143A ¥ 1 Cs0 9 48nM, 11 {5 FIDHA-SBT—1214 40K 7L 71 L fill &y
(1) A8 5] 41 B T TCs0 M AnM e IX a7~ 1 -5 G 21 245 4 4f K L 770 C il b AH EL , PPT2 40 B 75 B2 &
/23124853 B B DHA-SBT— 1 2 143 VR SR 125 21 ZRALL T Cs0 , 3 1 B 4R 2K L 75 B 1) it B4 D R T
LIPS
[0134] 7 [ ilESEDHA-SBT-1214 44 K FLifI 2 75 th 58 AR JEPPT2 40 MU Bk A4, FIYE 6 250 01uM
22 10uMII AN [R] 4R B [F) DHA-SBT—1 21449 K L5V 7 AR 1R B0 0 BROVR A , I 7045 72 B 18] 5 FH B
PR 5 B I 22 FL 3R R 9B -9G i 7 A TR 7R i A BH S AR RR I BOR A, LA a1 3 n B
2T AR L5 S S5 5 1) 40 B8 P A B B T AR R R AR
[0135]  PPT24H i £ ANFE T CSCHIA P S Foh A% AR A5 7Y
[0136] 47K 2 i fwilr g S PPT2 4B 4TI R 404k (R 3% -5 % Rikiz M , Bl 7 fk 4n i
b EYD) , BA V2 TAMRAE , G5 VF 2 5 W40 M 2R 1 Ax 4 (0CD133.CD44,CD44v6
CD166.CD49f FIEpCAM) f 51 7K “F- 3 o 4k , PPT24R i 15 25 T Fh Z BE M bn &4, e
Myc.Oct—4M1Sox—2% . 4 K 2 CD133 PPT240 il 3% 34 i 4 i o /K I . B (I AL AR 1
X 2 22 2 M A VR I - 40 B PR R AT o FL A B = (1 CD 133 FICD44 & Y PP T2 40 i Y 5 25 )
2910 % 7] I8 £ = 7K P ) CXCR4 , CXCRAZ 5 T iR 8 28 vh 5 B B v MR AH OC 1) a4k IR 7
AR B A, PPT24R MO A T / B g 4 ) 2 pb 3 Mip2 1 52 I , FF 6 b i 254 2
A SR T2 1 . PPT2AH A2 e B A R my 1 e BE R 1 (5 f)  BRRIRTE i A1 BUR e
77 Al X Le A B 0 254036 97 FA BRI P A LR AR T R FPPT241 i R VPAl
P 5 328 245 P 1) CSCHE [) TR I8 S0 4 o )R8 B 22 20T/ PPT24H it /ENOD/SCID /IR HH 3
SIHLAE T IR, (H R UE N L2 e B N B AR m A E e (R UNR 2R 1TE A
W) 755 B T S 2 b T 20 BRURE 240 1) Jie R S AR A A o TR I, A SRS AR I AT B
11598 % [ICD133 41 Al 184 %6 FICDAA 41 g (I LOAFITLOB) , Il F /) B ek 8 S b R A 420 1) 5% 111
JRARYH I BRI & A =891 % ICD133 i F178 % [¥1CD44 41 i (B 10CHT10D) o T A X S5k
IE 2R BHPPT244 A A4 SIS Y 5 FH -3 ANE-DHA—SBT— 1214 [ CSCHE ] 3 14
[0137]  NOD/SCID/]NE HF PPT2 i3 ity A= K411 ]
[0138]  Fr A5 sh#AE - S AE B 78 DUAL sh A 3 B RN il 2% 52 2> (TACUC) f i g At v R it
1T - B AEPPT240 il Ji5 , ¥ENOD/SCID/IN KR 73 s 8 Hi = 1) 2, g Jo 38 3 #5 Jik A 3 S NE-DHA -
SBT-1214 (25.30.40.50F170mg/kg) - ABRAXANE®[25#140mg/kg; ABRAXANE® 2
Cremophor®JEELHN K MR [ 25 1 45 & A2 1) Mgk CRIGIT X IR) 471677 - A
FIEHAA DY /MR (h=4; FI25mg/kg NE-DHA-SBT-12147597 M4 H A n="6) . #H4 yei 4
PSS — J 5 22 e S A RS AR A 7 43 T fi e (R 38 0 1 50mm~150mm”) i, FFURTRIT - 5 A
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AU e e e o PERE R 3 IR ST IS P M R AR KA R S B AT A R AR S BORTER 11A-
L1F K IiAEEL T ABRAXANE® (B 11B.11C) , £ % A% K B2 NE-DHA-SBT-1214 5
ARV I M S RS AR (B 11A) AL S 5 s AR K B 2 4 (Bl11D.11E.11F) , F H 5
HIGE I8 R /N FHEE , eI R AR %) 770 5 4 it P B A (B 11H) o L, B A S48 B2 X NE-DHA -
SBT-121415 5 &g 4ii /1N (FH25mg/ kg K5 & FINE-DHA-SBT-12147A 7 1196 H /N H A 1 2 451
A1) o TR BRAR G TT Ja Msd JU-F- =& B B, 2 ] LI /& A o I U 5654 R 462 1) K Mg
THIB AR R, 25mg / kg i 5 1545 % K 46 /)N , 30mg /kg-62 % , 40mg /kg - 74 % F150mg / kg -88 %
(B 128) i R R ek /S o (1S E B2, B 7 R INE-DHA-SBT-1214 (70mg/kg) (F12A) &K
BN R N o SNE-DHA-SBT-12144HE , ABRAXANE® [ 7 & (25mg/ke) PA KL H &
40mg/ kg 51 EXFPPT2175 T (1) Mg A A 1) S 3 4 294 8 , B J5 DA 5 R V69T 1 /N R R Mg
VIR R AR g4k R AR K (B 11H) o R AN [R) IR BE IRINE-DHA-SBT— 12143697 1 BT A /ISR 11 e
9 A= A R0 R 40 /N 2 2 25 1) (H B /N AR VR IT I 38 = RN 422k 7 ek 17 % AR =
(B 11GHIE 12B) o SR, MBE V5 0 28 — JAED , BT A /)N B8OS4 4k 238 n o 3 ik H Abraxane i
ST A 51 AR AR o B fa — IRIB YT JE DY A SCER SR B AN [ S 6 20 1) B 4 el e 9 gk
AT 2H 25 3 2 I TR 2H 2 AT BE A0 T AR AR IRBEE SR , 7R 1A B K B AR 21 2en )5 , 225 AR V69T
(14 %] HE e

[0139]  ZH UL L 2200 My

[0140] 3 Hfr I3 ARG AP 21 5% € 1) b e e B AE AR A 23 V) Jv , DA Sk H R ¥ 97 FINE-DHA-
SBT-12147697 HINOD/SCID/INGR B TR0 = 28 B (ELFE IR VB 0 i A IR AL 23 1) F
RIGIT B0 FE IR 2 2R 0 B N 70 A e 1 B 2R 2 2 22 e A, RV R AR S 1) % 7 2
% (E13A) .NE-DHA-SBT-1214 (30mg/kg) ¥ 77 F) e 2 2R \W s H 2 325 (1) i e S 5 L VR P 0
A AL TN IZ A HE (B 13B-13D) o FEL 2 3P Al ) = EE88 B (i an fFE 0 (B 13E) VB i (]
131) % (E1136) iR (B13K) ) H1, {3k A NE-DHA-SBT-1214 (40mg/kg) G971 /N B 10
HH 2R B AR I S B A% AR AL X G 7R — 24514 (B 13F) o Al A8 B R Bon AR 2 Wi i 5
W (B13H.13J#113L) .

(01411 Jifoa 240 i F T o 5 P AN ERIRAR T B BE 109697 5 203

[0142] 5 1 IMANE-DHA-SBT—12 14/ ¥ J7 A& 15 5210 & 2 CSCHR) /)N B Mg e o 2 A 401 A 1)
SERE IR 77 (BB 135 SR I BRODR A SRS B 1 5  B 7 (4 v F) BRI RE J7) 5 Kk AT IE
HINE-DHA-SBT-121438 97 1) 5k 42 Med (25 A 20 B 355 7= 470) 1) S 40 B 8 v v 122 b A T2 I i A
B 1 15 7R MLAULASEAR b o ARG TT I G8 HARIETT 1) PPT2155 T 1 i yeg 57 Foh A2 A 40 #2341
4k (B 14AR114B) , MINE-DHA-SBT—121436 97 5% 4 PR lE 4 /N S35 B Lk = ] LAY T 40 1fn
% (BI15AF15B) JF H %A r= A R b 1 4 5a B , 7E3DRE 72 P A & 2 B A BRIRAA H B . 1X
S 5 IR AR T ORI LR N AERE IR & 17 1 M B B4R AE T, i ARG ST I BROR AR
(E116) FINE-DHA-SBT-121476 97 B ERIRAAR (BI17) 1935 4 M & 43 bl 208 B, Frid SRR AR A=
K 15 J5 A PR 240 P VT o ATV M) A B BN TR A N RBR SR BN TE S T R
[0143]  i}if

[0144] R SCHRICER , IR S 46 40 A B CSCAMMN X 5 FIR 97 S s B = i, i ELil T
H 3B 2505 T I AMEPERE I, SERR b T Be R gk R IR S T EFXTCSCI A AR
7T 0 B X LRI AT A R RVR I E 2 CSCIYPPT24H M 28 H g AT 1), o120 P 12 A
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TIE 5 T 28 A 4138 I 75 S50 =25 R AN W7 4 5 o 7E PP T2 40 i Hh W0 %% 380 1 5 o R e ik 0 TG
(7l tinHedgehog \EGFR Wnt /B3 15 A AiNotch) 13 FEBGE 5 B 41 B 40 B 8 35 L K2 /i 1)
I g 1) T 2 A M e R A () R % . SOX2FN0C T3 /45 5 Tt 471 i 2 A i it 3 2k 5t PR 1
RIS ) e o A S, 3K 4 e PR) N S 4V Ak 1 T 4 s T B IR R 28 & D B 1 R B R 1 3 T
T AT B B B AR O 2 AU R A M T A AH O L DRI UL, TR R B ) ok H B LR 28 1
(16 e 24 784 Bl 1 i R PRI CSCIA) 25 P A A 2 1) TR A 2R 25T e EL A B RV e () 4 AL
il DRI UL EL A B0 T2 (R0 R o ROR AR 22 AR 3R 3R B, A6 2K 408 24 4 o [ e R e S
iR 46 20 L, T I A M AE DO e AT A b 5 LK 22 UM s o BL 4R B AN ] o BT ok 9 2535
FH, PPT24N A AR R 1 CSCHE ) 245 ) I AVHIT B M Jedh i (1) J2 A Ty B ATE 0 1100 A0 s DA T A
i,

[0145]  filr R B, B Im) - Z MG 5 1% T %1% (WHedgehog MNotch) 2544 % IEH
T2 5] ke ™ A @A o Xk B R 5 CSCAO BT 25 1 1) 265 W A 2R B 4 ) 35 $ AT AT 2
IR R 2 A o SRR DI R RHIG PR TR 9 2R B, Bru I8 28 B FRRT JaeiE £ 5 K B 1) & Ak
AJ DL ZBE AT S R IR AR CRAZ ) A2 i S8 S b T 8 RUA T Bl S R R
I R A e 0 SR (e LT SR LA AR B N E R BRI R RV 2 5L
AR 38 NRE I — 2897 V%%, B G FLR I « B S AR /N1 B It Jig (NSCLC) DA B 4= 38 v G PR
(Kaposi’ s sarcoma) . XAZHEIHIT 5B-ME HE AL & L R ME IF M ERENELM 3]
A AR M R A A R A 25 0 1K S04 B B I As A R EG2 /M T i i R T R
TEBHBZERKENE, CEIF K TV 2 L2 B H]E LA ETZ , G4SN TR Rk A1
HSALZE & 9K R (“ABRAXANE®”) BL il it o 1 FP-HlE H (Pgp) HIId B RIL , EASEE
X HI B B e AN 4 s 0880, P-HE B 2 — A AIIATPSS & & (ABC) iz [, HAMEEAS
2, R, 78 /N B P A I 2 R SR H e N 45 e S R A AR AR AT B S Th 8

[0146] 87 v IRAMHEI &, B AL EE S 2 A AR IR (PUFA) — -+ R/ JA R (DHA) 5
B, X A2 T A RN I R 11 e e S MR M e R A AR A SR B4 B e 2 iR R E
ik gp60 /1T 1 i W 7 A FH A i yg ] ol 338 5 1) i g e S 1k R 2R o 3 A2 F T DHAMB BB (1) 254
ST NILIE A S A HAS) BA S m g A, NS A & A 72 M H PURARY) 32 Z38 4K . DHA- 5842
Fist (TXP) 5 JifrJee 200 P o 28 e L P9 AL, e 4 B R IO R B A8 K i i AT iR , 5 2 I
FHEG , ¢ UDHASEAZ I 72 Pg p B AH X 252 55 10 SR 470« SR T, SR 4 i ook i R ik Pgp A/ B At
ABCHGiz t [ , WU B9 1 SR AZ B 53 1 RIS SR 12 R TSt 22 Bl A HE SR Sl 3R A s 4t VB . 5
AR, B — REAZ S SBT-1214 %} 3R 1A 2 2 25 P (MDR) 28 284 (1) Bt 24 14 i 400 P 3R 30
S rE Y (LA B sR2-3 MR D) R RT i AD &R, XM — A S SBT-1214
S S5  R SRR R K3 (167 %) B AR A= K SEIR . Ja ok , R B 25407y
5 5 2 PP TS0 B A DG JE R (B0 3E I A2 T4 B 8 55 SR R F R 30 JR I T P O i s %
7)) BB N ABRERRZ, 2 P 3E M 2 B Pt s IR M bRl — 2676 97) vl
L i TGR-BHL A2 35 71 51 B Je 290 (%) B 243 1k AR 25 234 (L 15z M B 1) 1) 78 R 4 B A2) o R
TP OGE MR A B A R TT , FEAHIE 70 H K DHA 5 SBT-1214 /8 Bk .

[0147] Oy Vit — PGB X P K PE 25 )38 32 , # DHA-SBT- 12 14 G FE QR AL H L Al
R YRR FL AR A 7K R B AR SRR 1) 4 B, rRod I A R R R R 7 I B A AN S it
T BY 0. 77 KK i RNk /s 2R KK B RBE (£9200) & 2426 IR T 25048 N 9K 277
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I, 76 4 By it I A0 & W00 25430 0 25 R0 AR 4 53 AT A Qo Bk - 4909 K 2L 700 e ) o 4D 1
M E 259053 T F P BRAL 2F 4 AAE o 451 40 , PEGAZ B v LA 338 5 XL 3 17 P4 Hh gl K L7 ) 75 iy o 1
ISR IEIN T 254 43 7 A U R T OR B B D), S EL 50 V38 Ik EPR AR T 4 56 1 7 Ji 8 B AL
RS AEZAE A, HE il N CE T H A8 FH o e (1) A A D 7K B e 48 K LA TE ) o v R
A R FEIPURA B , BT A 9K FL570 27 B /T 250nm ¥ Jiii /N A 45 (1) )R ST 49 A7 - TEM
VA5 3 I S Y ¥ A2 BV 19 9 B33 599 A o A8 FHDSPE-PEG2000 % 492K 3L 75 147 11 PEG 2R T %
TR AN S KL S R RSE 23 A7 o W52 21 90 K L7710 1) 3 T PR i B 7E 23 . 37TmV A2 -34 . 53mV [ Y5 [
P o K L VR R b 1) 2 T PR A AR T AL THD 2 9 2673 R B8 -4 o FEPEGAR A Y 4 oK FL 71U
THOLT , B AR GPB s FIPEGAS M (K B g (DSPE-PEG2000) J¥ % Ji ] J2 o 13 L e il 5 FH T3 16 -
i PPT 2401 i FNERAR A [ DHA-SBT 1214, 52 1 41 M B B 43 BT IE B 1 4K L7 E 1) i ZEPPT 240
JL R ERR A 4576 250 PN A o 3 3 B G0 K LR S R0 A R0 67 880 125 241) 200 i v 1 ST &40 i
A7 5 AT DA SE R 52, AR B Y DHA-SBT—-1214 (0. 1-1uM) (44K 2715 S48 42 T 40 o 14
B5 IR YRR R IE90 %6 1) 5 B0R M A v B L 24 1 i FUBRCD L33+ A iR BB T, F HL Lk
FLA WV AT A AE S I, e IDHA-SBT—12147E 44 3L 750 1] 5 1 338 3% ) 411861 PP T2
JgRe o i T Ik e M g gt R AR SRR o AT IR e s T RN 1) R A AR R R R Y AR R
T2 o 75 90K U573 3% A DHA-SBT— 1 214 196 Y7 B S AE PPT 248 B A Jifeg b S Hh B
[RIYEIT THAK o £ BT 43 BT BIATART Vi 77 45 Hp 350 A W0 5% 38 3. 35 () A B9 o 21 G R 2 AR AR AT VR
I 2H A ) R o A B T HR R B R AT AR SR R B X S R B, U AR e 40 oK L7 i
i}, DHA-SBT-12147E /N H B A RGP 52 14 o e 2, FAT TR 08 11E B DHA-SBT- 1 2 14 {8 B4
1) 499 2K L7535 T D00 S 1100 Y R R g A= i, I HLAR D3 () CSCHEE [ P e (e ik 25 M) B A
B

[0148]  45ip

[0149] 76 H AT HIBE 5 , 2T 2 AN FIRE BT R 00 9K AL 71 R G A Ut A 5 K 259
DHA-SBT-1214 , H HLZEAA P AAR AME T o 15 5 7% HE VA TT TR An e /N 50A SR 5 280 1
B R GF I 52 1 o b BE NS A BRI T R AR B K LA o A 7E 4K FL 7
B5c i1 ot ot NS, DHA-SBT—12147EPPT240 g PN 1432 I T B S M0 B 25 14 1) i 3B G 0 . B 2
H i B, DHA-SBT—12 14 48 K L 71 L i1l i 5 L V0 AR B B s B s Th s« TR U, B /K PR 24597
(Hoxt B3 CD133+/ 1 /CD44+/ o 2 B JEU R PRI R SR TR « B R K AR A ) ARAEAR T 3
IR T A0 o YO T 40 R 4T B R 9 22 AU CSCHE [l ) B I R ARSI , 3 H B A 1R N biseE
ZMHETIEE T

[0150]  HASE U F kit R4, %1k R4 ) DL 5 il 25 - A B Aokt » 7 BF
I PR 22 4 P FF 20 DHA-SBT-1214 (1) 245 38 2% . 25 SR B, 33 1 S5 42 S DHA-SBT -1 2141 41K L
FREC 1] o] LLOA e CLYR T I S SR OB VR T« 9K FL 7 A A B IR BT R L 1) &, JLmT eA
B 5 G5 7K M 259 inDHA-SBT— 12 14 1697 ThAK . e Ak , m] LAAE FHX L gl K LRI o T T 0 ke
FPTA 7K P 22 1) ST B g 30 24 P R IR B BB i) it o FE X SRAB 00 T 5 GoK AL AT LA B s T
T 38 G T At RE R L B SR A TC 1 R E AT . 9K I R G 2 i A R TR S A,
DR R e AT 38 /K PE 259 G X v A 1k L o ELJE ot B A R #1E - ABRAXANE® ZPXH
T A S5 A I 9K R BC 15 B £ 130nm, T-20054F # FDAJ#E T V6897 6 R vk L e
ARSIy FHLL , VO ) b 7E R AR B 7 TH R I H — e A 3. e Ah, RTAE304) B oA it FHLE SR =
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T TG 7 TG T - IR, 5 4% Fih 28 52 56 BH , NE-DHA—SBT—121 42 — Feh i K f14 Ji g 301 i) A4, 2236
J7 A (L ik T B A2 2 Vi 3 F1 TAXOPREXIN®T) 55 ) , I B 38 T I iE 8 1
A TR IR R 22 RS R B, SRAS e B S8 2B RN, I T ] 5 G s IR 2 24 55
R ST T2 A5 - A2 Sk v T O Sl s SRS R AF DG 1) W 20 B B 12 , 5 A0 S 4
H SR 25455 20 F PR A 5 e A I B I TN PR 95 4k, DA R R TR T R TARE (“Tregs”) o R,
ST S AREAS Bt 1) A L7 o) o A 2 P A A T A P I T T SR I P R M vk T R TR
TAREALBEAS S PP IZ FR KA KMDR MR A T 41 (“CSC”) A 3 B A s ) 28 4
YRR 25933 16 R FAE I HL Ak 0 1 0 i) T

[0151]  Szf5)5

[0152]  DHA-SBT-1214 ¥ S FHL A K FLANTEPPT2 B2 A 88 /N R A 19 25 AR 8 3 2% 43 #r F A=
B

[0153]  #Fl

[0154]  MEMECD-1® /MR (4-6 B §) M H & /R B 5286 % (Charles RiverLaboratories)
(R AT B AT (Cambridge) , B i FE M) B N A 1T 51 He 4 M (PPT2) B2 N B A 21X L6 /)
R 140 A5 I B AT Fs i g < Bt LA B0 AR 7 35 B AR 6K %= (Northeastern University) fHf
WA A FHZE 722 (Institutional Animal Care and Use Committee) Htif,
A E R R A F) (B /R55 B (Fair Lawn) , #iEEd e (NJ))

[0155] &G AR (i (HPLC) 234

[0156] K AFEPAIE . H s AUVAE M 28 Waters LC (BY52487, iR 5 i A #]
(Waters Corporation) , K/R#EME Milford)) T #4704 - B LC RS SEmpower B 4% 42
F A a4 ) B R AR AL 38 el (A) 7E/K 0. 1% TFAFA (B) 7E LI 90 1% TFAZH
B BN AR A ImL/minf) I %2 2% 38 id Grace Vydac 218TP544E: (C18, HiE5um, 4 . 6mm X
250mm) o 71573 % P B P60 %6 BA295 % B, 3175 230nmi 4 1 I 24 W35 it o 44 80nL 55 73k
FEVE ST 2IHPLCH

[0157]  DHA-SBT—12 143 ¥ AR FL 700 L il & (14 1f 28 254X 80 J 22 4

[0158]  J@it R # WK VEST, % 120mg/ kg [FIDHA-SBT— 121444 375 ik 554 2K 2L 751 T A1) o 20 ik P
YRS /N o LAAS B RIS (R 1A B < 2524 50 5.4 10 24 F148 /NI ZEEDTAKL 34 ) 4 v Ag 48 1M
FARFFAE VK L AR SR TEAC LL10, 000 pm 25 0020 7381 LA 43 5 1L o 4 I 5% fifs 47 76 - 20 °'C 5 5L
R FHT93 B o FH300R 111 2, i #4) i 100w 1 49 IfL 2% , H7E 3R e J5 » LA 10, 000rpm .00 1043 B LA R
BV 343 BSDHA-SBT-1214 . % _FIF WU ATHPLC, FF @it HPLC /3 Hr e e v -

[0159]  DHA-SBT—12 143 AR K FLFAIEC ] & 72 A [ 4L 2R R i A= 90 2 A

[0160]  J@it B # WK IEST, % 120mg/ kg K DHA-SBT— 121444 4 375 Yk 554 2K 2L 751 T A1) o 0 ik 7
SRR /N,  TE TR N 45 2 DHA-SBT-1214 5 , K5 /N SRUBR I , FEE0. 5.4 10 24 F148 /N 1 i
SE IS TE] A5, 38 U 2 20 5 4 B LK o FHPBSTEEVE BN, 4R J5 0 3 3 B A i Ab BE S , FEU
SRALFE O HT B RE AR I 45 P T R U B R e 2H 2R PN ) S R 4 2, BR
BRI A AE-80C K A VR L LR 7 (0 25 B B i AR H R KV Wb, R0 4
U)K 2R LLS000rpmidE 4T ¥ ifk 250 B K AREIE BN LR .18 - Wl 2 (50:25:25) R
E I BN AL H R FEAEIR eSS W FF it 7E4 CLA10, 000rpm B 02 10434, LLFZ BT
4y BSDHA-SBT-1214 K F il AR ZE K HRAE i A T-400u 11 £ 5w o 0 25 74 () B
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BEATHPLC, FF3@ 1 HPLC /3 H 3e B L o

[0161]  254X3h )12 7 A

[0162]  {# FA ] Phoenix® WinNonlin®v. 1. 384 () JE R % 23 H75k il .2 DHA-SBT-1214
BN 1 S H A R A MR TR T SR BT 55 K (AUCO—oo) [14 I R A< 52— [ pih 2k
T PP PKSEL, X LPKS BB FER S M A (Vss) JTBRRZE (CD) Az Oz, B 5% i
THERBY BOAHOC B TR 2 E) AHN 32 1 (t1/2) AP 3545 B i 18] (MRT) .

[0163] 45

[0164]  J4PPT24H Mo A N5 &3 (K B ENOD . SCID/NCr /N Y o 24 Fifed 4k AR ik 21)°F #5710 0mm®
IF, Kg 0N BR BB AL 20 5 2H o ZEAS R BSFA] A5 (0. 541024 K148 /NF) , — 41 FIDHA-SBT-12147%
WATIBIT  — /R HFE — 2591 99K L7 LA 120mg / kg /) R B # ik eh 25 10479097 -
BB IT BRI 1R] A P RN R RN BB A P A, BAXS TR AN IS ] SR DY IR E L i
R AR A 100mm® 22 150mm® o 7EAEAN I 8] 557 45 R 5, F sh AL B8, FEWR S AT 32 288 B AR
FEUSCEE I « F 26 MFIT A 2% B AL % S HUDHA-SBT- 1214254 , I 1@ IEHPLC /7 £ 34T 78
L K 18A-18KE s T AN[E) 8% B A K B UG K AL 2500 A= o0 A o (B LF- AT 28 B
H, 5 IE Y AR , ok B 99K FLRIH 254 O B S8 IR TR] o B AEAE48 /NI 5, 250 #E AN [
A AR R R R B R B K LA A 24 0 7 IS AE P A ORI ), R e 5 A4
29NN OFREL B RT DA ISR B 2 R R T ) DASRAR SR AP IR T RCR

[0165]  =Z4|6

[0166]  DHA-SBT—12144K FLFIHC il i e e v

[0167]  WFFE T AR FLAIEA R T 7K IA64 H gk T3 50k (U R0 R TH
HA (R R 58 1 o SR 1 =N S R LR [ DHA-SBT— 12 1475 9 FH 498 K L7 78 A 5] il 47 2% 2 (D
HiR4CHI-20°C) R B Kik6 A @ HPLC & WA S5 77 WA % 25 M ik B2, AR M
WA o il 5 B 45 i A7 DHA-SBT—12 14 25 W) Vs i AN K L7 o 4 19A BT 7 , DHA-SBT-1214(7]
YK FLFNTEACHI-20°C 2614 F A2 A2 E 1 (HAE =R R AR 2 - AR1 , DHA-SBT- 121411 254
T RANAE 20 CHBA7 261 R R FE 1 (BAE Z WA CAFRE AL ZAE AT I, 18 5 #AI e 7
UK ALY ERRAE o B 19BIE 7R 4 °C a2 4K FLIRI kL BE LT OR35S A2 ) BE AR i A7 2 A4, (1
TE-20°CRLEEZHT G0, 3F HAE = T B H AR KRB R fE L HATE] , e PDT (£ 4>
BUEFE D  Bon TEI19CH s I B e SR Az GRIFTHE far) o T 19D 5 I BLAS 1 4518
F24°C 2 F T K A7 9K FU 7 C ) 5 1) S A A7 251

[0168] i{ﬁﬂ?

[0169]  BE—DHI4R AN 41 B3 A 5T

[0170] 3 e fAc Py BF F0 £ FR T 5% A [R] 77 5 (INE-DHA-SBT— 12 14 1 41 B 25 14 11 20 7 o K 3 4
I3 A B (GR3) o B ] — IR ik A it FH A [R] 577 & [JNE-DHA-SBT-1214 (30,4050 F170mg/
kg) FFEE3 A, BE VT ML 5E4 ) o

3 LEmAH
e K17 R/
xR CRIBIT) 3
NE-DHA-SBT 30mg/kg 4
NE-DHA-SBT 40mg/kg 4
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4 NE-DHA-SBT 50mg/kg 3
5 NE-DHA-SBT 70mg/kg 3
(01711 W% 3 b BT A WA 94 B (1 NE-DHA-SBT 5| A2 f9 g A= K 11 S5 2 0 1) (K1 20A-20E)
AR AL BE— 8 VP4l FARAS 2 B 51 & an Al B ik, 385 I E br e (LTS 31 A 3 L Bk 48
PRI L) 25 DT 0 T VAL 4 S s, I B F DU TR A A BB AS / BRMRE  ARe A
YR — &8 73 FARNA-Later FRAL BT OR4F7E-80°C , SR J& %F CSCHH 5 H: K ) 235 #E 47 PCRIG 1) 73
XA AE 58 A W BIE T S5 2547 o G il BT ads , H 4 WO B0 Ji e 16— 350 20 L ikt AT A 3t
DR P B A e TR, TIN5 3 [ R B v (4 o) MI3DERIRAA I BE 7 (1 9 CSCHAFE F il
) .
[0172]  &XSPPT240 MY LIS 8 FH T4 A AN ST 7)1 v o e 544 R 3500 1R A AR P 4 45
ali A AT AN FF S 8% 770 8 55— 4HNOD/SCID/INER RS AE A PPT2 41l , FH T HIF 72 A 77 EENE-
DHA-SBT-1214 /) 4 &5 1k .
[0173]  =Z418
[0174]  DHA-SBT—1214 M\ 24403 AN 2K L 771 TC ) it R A2 SRR TR
[0175] Dy 1 W 58 24 WV R DA T 90 oK 2L 70 G o it ) AR PR TSl 2k, 8 R A 2 i 28
J& » #£3500MWCO S1ide-LyzeriZ i i ik sug i DHA-SBT-121494K FL51| s L, IF &
V- TPBS+ 1 e BB IR AN (SLS) Z +il I ANIAI ) )AL A 100 pm i 12/8F o 4 /NS J A
B R B Tm LR 5, I 2590 H B R BT A2 ATHPLC LA S £ I U 40 oK L 751 Hh B T 24
YR & . anE 21 F 7, DHA-SBT—1214 |5 25 W)V BRI EE FL oK 2R e il b AR 3£ DA b
[0176]  C g LIRBITER T R 7 AR, I BN EL AR, 2 F R TE B2 B A W)
P ] R o, 17 SR PR A ) o ST 2 L, RE RS AR LA B BT AR AR 212 i i AR
Ao R L, 224 BR A 76 i B AR SR B 58 B AT BL AN [R] - B AR 1 07 sRS2 AR K
i
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