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2,6- & ~4-(1,1,3,3-VU B HL T L) JKAFL L MREG 2, 4-X0 (1, 1- R R KA L]
g G ORI L BREG T RS AT EREE . (B) —2-FR -2 T ER R L AR (FF AR L BE L) IR
H BRI a— 25 FR IR IR  AH R TR N, NN N — DY R e S g 0 e i I L N— i e S e R R e s
BE - DNER TS . P LR R AR R L L 2, 4 A L DR L P R R b I R PR I R b R i (R
FRIR) o F LR R G A TP ORI R I (Ts) o
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[0089] RN ZiyE R, BRAE BN SC A WA RAE , A WA £E A8 SO S AERE B H I L RS
R A, AR — (@) [ — @n) | &[] BTk (the) JEFEZE0N - W FIRE, RiE[ — () |
@[ — @n) D) [ —EZA ] ] 2D HEARSCH A B IR B =, RET A ] 8
&1 BA I n] B AT A

[0090]  BRAESAMEN], & WAEAE A J&E T Bh s AR B 2 g Va N ) 0 25 UAE P 5
B DNA S G P2 57 o BB AR SR AR R o 3R B 5 AR AE TR 7870 il R - 2 DL 5l Mo Tecular
Cloning A Laboratory Manual, 58 2kK , Sambrook,Fritsch MManiatis%s (Cold Spring
Harbor Laboratory Press,1989) ;DNA Cloning, 2815114 (D.N.Glover%m,1985) ;
Culture Of Animal Cells R.1.Freshney,Alan R.Liss,lnc.,1987) ;Immobilized Cells
And Enzymes (IRL Press,1986) ;B.Perbal ,A Practical Guide To Molecular Cloning
(1984) ;i Methods In Enzymology (Academic Press,lInc.,N.Y.) ;Gene Transfer
Vectors For Mammalian Cells (J.H.MillerXM.P.Calos%,1987,Cold Spring Harbor
Laboratory) ;Methods 1n Enzymology, 5815454 /& 551554 (WuZs A %) , Immunochemical
Methods 1n Cell And Molecular Biology Mayer M Walker%y,Academic Press,London,
1987) ;Antibodies:A Laboratory Manual ,Harlow and Lane s (Cold Spring Harbor
Laboratory Press,1988) ; Handbook Of Experimental Immunology, #1-1V%E
(D.M.Weir2C.C.Blackwell%s,1986) .

[0091] WAL S L, RAET SRIE |2 45 2 W8, BUSEME SRS AL A SO 8 Fl T 1R SS S )
WA SR 0 5 1 S B 1 T T IO L 9 o L IR SR G L T 22 W e 1 SR o SR
i AN FH RS TR (K O— AR SR KA B 25 91 1T 5 5 SR 4E 3R W B-1 , 43 R B D 8 4 2 Rl 1)
RWE (ECERRE S, R, R R R NHB-1, 4T 8 UN- 2 B D B8 i 20 Bl ) 5%
M o SR AT A AR () S B4 T , HnT R e e B 1 1) o Pl R ISR e 4 22 B
JoT, R A Mt R FLIE S RO T AR A SR T b O3 A NG B IR AL A A W)
HARE L i ELAT R I T A AR o SRITTANE L) o A ININGZE 2 2 SR i 2 28 e 31 - TR O R
K BERIRIRE (N) o 511 AAsn—X-SerBiAsn—X-Thr 571, Horb X AR5 5 S0 ) AR AT 2
[0092] g SCR A RGBT LR 1 SO BB 5 R 5 5 S () AEART 400 oo

[0093]  fiASCR S A, ARTE T S0 g% JEUME 1o 4 O 0% J5L L B S B0 T R o 95 S 2 1) R
[0094] A SCHT S A, ARG CD1d 12 F8 2% P AN ST R B 40 MR i b I s W 2 1 11
CD1 (AL ML) FRIK — 5. CD1d 2 388 1 g B bt J50S AR SR 5% - T4 . CD 1 d B A7 (LR I 37t
R 25 A T H AP BRI 45 A T W SR 40 . b BT 3R IA I CDLd ol 456 e 2R T »
A ffa—Gal Cer MUY, 1# AIC34.

[0095] g SCRT S Y, ARG [ SR g 2 g SONPUR 7 10— 8543, B0 7 B S AR BT
M 52 AR B P 25 A B R

[0096]  GrASCHTAS AT, ARG 2 0 e 48 A DU i i 77, H HH 58 B B0R AWk R FEE
) BUX LA YMARI 4 73 G G e 11 5T KB 2 T08) ZEL R, AT 3 1 e o e A 4k P S50
I3 P 9% 7 o BT USRI RT A R AR B Al P B 3ok T 4 DNAR R 3R 75

[0097]  dpASC R A8, ARAE [ P s e 1 LR 48 U B R I — Phofe ok, (B 1S4 2 P Bt
J5 P BRI AR R 5] RS AR S P 2 B B

25



CON 107407673 A w Bg B 15/52 T

[0098]  WiARSCHT A, RiEFr 45 & R fa g Ao (Bl bk 550 2 A TAE A .
TESFBEIE T B 4 A AR TR L1038 ]/ A FF 107 52 ]/ A FFE A0 5 H/ A Ft+
BNF 10 BB/ AT SRR A5 5

[0099]  fwiZRSCHT A, RIEWE RS 22 /D30 9 B Fe BR R BV AW Bt 72 b (1) B 5 4917 PR T g
fha—1, 4P A BEIEEE RO ; B-1, 4-N- LB ALBE R -1 BB 1, 3 AL A L -V

[0100]  fiARSCAT i A, RiE[ 3R R 742 RGN TR A& R B2 .

[0101] [ 4385 [Hufkoh % 5 H 1 H SRR 2 93 538 H /B Budd . HL R SR PR3
(1995 G2 0 R 2 TIBUR I A 2B BE T &4 i, BT HERE R e b &G
JRECIE & (A RTE i AR — AN SR, BRI 2EA0 (1) 2K T-95wt % , Wi ik 461 v 3 77 72
(Lowry method) BTl & , HL7E— &5 it 5] kit 99wt % 5 (2) 22 /2 LAIE k{3 FH 4511 2 e A =0 U
FEASCGRAEN AR 3 BN S E L R 7 B 2 /D 15 AR SE A R S 5 B (3) Z 1 5, b =2 i@ k3 A 491
WIE i W (Coomassie blue) BUAR YL 7038 R B A I8 JR 2644 T #E4T SDS-PAGE BT ik 1. » 28
Ay B PUR R A AR T A A N BB, BROAPUARR RAR IR Hh 1 2 /b —Fh i 45 A
AEAE AR 0, 20 B HE s 2 Db — A alifh D Bk 4

[0102]  [Z54 EM 77 I— o da 40+ (Blanduid) g — 25 G540 5 H A SR (it
Ji5) Z T AR L AH BAE T 70 @ A BR AR 34488, 3 W AR ST H L [ 45608 A g 124
S EE A (B AR S 40 50 B S B L U ELAE R G 45 A 8 AL AT o 4 X0 45 B
Y9535 R0 7 T R S A (Kd) 2R o m I e T A AR B Jni) s 72 (R RE A Sk
(¥ 7572 E R T ARTER ik — MRN8 45 A b Ji AT R T-25 55 f 8, i = o A 2
— A RS A PR B ) T A K (R AR RS AOIRAS BT AR CL s 2 B BN AR A 7
(1) 7575, Ho T —38 m] T AR 1K B (1) & 8 58 Ui B PR SR BRI T 7R 32 o

[0103]  [H04d Fy Bt AL Se BEBUAR 1) — 8 43 » e b BT ik 5 4 R B8 5 A% 4 1 HAFAE T 5%
AR I IE 5 AR SRS 1 20— ThRe , SR B AT T RE o 76— AN SERE B , 44
F B e B HUR R B R 4G B A s HLDR IR B 45 A PR R BE T o 7E Dy — S, uAg
Bt (B0, S Fe X 338 IR B A7 AE T 58 B g v il i 5 P e XSO SG 1 22 b — AN AR 2
LIfe , W WIFCRn 25 & P~ 52 JH VAT L HoAds ARt 4 o A5 %) 48 o 23 3% Dh R S MA 25 & o 71
— AN, BuiR R BN B AT S AT SE B BB R T AR P P S B S P Ak . 25 45
&, I fudg i Bl A5 B e P PP 4 &8, e ) Brik 7 BOR T35 1R P A2
ST

[0104]  ASCHIBARPUAS: BBHE A 1 Puidk, Hrh— o B5E L/ SRS 58 AR e
PR T4 8 PR PR S BT 28 (1 044 v (1) A R Z A8 R BRI 1 i G ) R 1 2 51
5 A SRR T 55— PR SEEO EHTA H (14) AH R 5 A R BRI 5 DA Xt
PR B, REL I B 5 AW 2= PERD v (GEE %1554 ,816,567 5 5 FMorrison%
N,Proc.Natl.Acad.Sci.USA 81:6851-6855 (1984)) .

[0105] [ A2&4k IR0 EE A28 (9l an SRR $idd o & B 4B S8 S BRE A 3R1F 10 e /b
FEBUHR A DU  AE— S B, NP N g sk 1 G2k did) , ik f
Fe 52 2 0 A8 X I B S B 3 o3k B B e M SR AN 7 BB S AR AR (A
) /N R R R BEE AR KIS0 1 AP X (R 5 2 o AE — 2B Ol T, NG 2k
HEAMMZEX (FR) BRI 4 AH R IR N SRR B e o IeAh , NP m] 60, 5 52 AR i Bt
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TP TR L R AL AT LS A DL — P O A R e L, NS BUR G A
SEJi B &b A HIEE A AR, Horb B A BSE i BT SRR BT 4R NS
REA SR, HrA et i FrAFRN A K R BRE 7 5B FR AALHUR AL (L 7R
WS 2D R sRE R EX Fo) , lH AN REIRE AR EE X AT, 2
DLJonesZE A ,Nature 321:522-525(1986) ;Riechmanns A ,Nature 332:323-329 (1988) ;
JPresta,Curr.Op.Struct.Biol.2:593-596 (1992) .78Z WLLA R ¥FA 18 3¢ M Horb e 51 FH
%2 ik : Vaswani J¢Hamilton,Ann.Allergy ,Asthma&lmmunol.1:105-115 (1998) ;Harris,
Biochem.Soc.Transactions 23:1035-1038(1995) ;Hurle & Gross,Curr.Op.Biotech.5:
428-433 (1994) .

[0106] [ W JFAARER [ F5 5070 JHudd o i S R AIR T 465 5 1 0 R 00 A2 00 PR ) s e
B W7 A4 B o o Ad AR B35 A sl it g SR 1) AR 09 Tk o

[0107]  dpA e b B AT I TR RGRIFe AR 1y — POl B ik 52 1) 22 R IR 28 /0 — Bh D s v 4
KRN

[0108] [ iE | & A R B (R FUAR Y 97 AT I 3 (R A ART 9 R o b A0 435 18 11 % = P s o B
I » B0 AE AT L B4 5 B i I 9 i 1) 47 S5 08 BRI 400 o AR SCPIT Y6 9T 9o i 1 AR BIR f) 4 SE 49 B0 B
[0109]  ORAE [ 4 f 384 Ak P 9ok 1 S [ 38 AL PEpE 1A 48 -5 T PRE FE ) S 2 O B B AH DS (1
TPIE o 7 — I SE Tt 1 P, 4 38 B e R E

[0110] QA SCH S R [ i 12 48 B A o AR PR A CR YRR 1) B9 S8 5E , S BT
S Al AR 2 S 2R o AR SR B 1A ARTE TREE I8 A2 | [ 40 M G VR P o i | [ 3G 58 14 9
SiE | AT e 3R AR BARHRE R

01111 ARG REAE | S [ I 1k 132 $5 BCR IR I L AN A4 P 35 AAS B2 145 1 40 i A /38 5
DA PR A P55 00 o Jo R ) SE A1) 5 AR AN IR T L bR EE R (491 2 e 7 < QAR L2 R S AR+
S PRI LS ) - VR 4 R PR R B 1 L o 3K A i 1) B L A SIS 451,55 SR 248 JH s /) 248 i
o~ S /N e s I ) J e et ) SR VR e L A R 18 P T e R o 24
T AU ON S e B R LB s S E R e W EEE TS
S MV R B e HERE S WO PR S A 91 RO e 1 s A A Ak 2 4 2338 A=
PESBAE » DA S B Pl 1) Sk 300

[0112]  REE[ER R VA I AE |42 T8 BUR AR FrAE SL ALt A B S B0 R IR R B2 3K
A S TRIRE « BE SR E B SEBADFE ((HANFR T7) ok B 30 AR P e s , 0 FE B E o

[0113] Ay s = i 1 1) S A5 AHUAN IR T L 357 2R YR B 40 LS 9K « ) Al 36 78 Bh =
BT R E AR B DRk A RE S v BRER 1 IORE N SIS Hhe 58 i s i 3 B O 100 s 3 B I e L i LA
SR A S B BN AE MR B DhRE S R v BREE 1 MRE K TR VA RE %
Bt (DiGeorge syndrome) M35 HFHs B 7 B A5 iE (7 B Wiskott—Aldrich syndrome) oid &
E ) SE AL FEAR AR T A8 25 SR B Wiy B2 JER A8 S SRR it BEORE 3 i B IRRE B (Wissler’s
syndrome) ML/ NI/ PR S8 R o

(01141 fAR SR AT B T VE 97 1o 18 X B 25 A8 i 7 (0 A AR B B 1) 1 AR R 1 i PR 1
T, HAT T FRs 59 B i 3 A 3 2 0 R vh AT - AR R T AR B Ry Ik s R A B
2R ORIRAREAR S 980D 5 o A ART LR B R e B M i IR By LB E R Je /B 4/ 3R

oll
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153 FEARZRAT 314 L O35 BRI RS SO IR R A B TS e R o AE — e STt ] o
158 FH A BR B AR HER 2 T3 B E [ K e

[0115] [ (individual) JEG[AME (subject) VB MHESIY) o 7R EE KT ] o , B MESI)
MUY SR FLEN AR AR TR & GEwd) a3 B zhY) . Y G ka0 e ) VR
KRB IR SRR o AE RS ) v, B S o A2

[0116]  HI-T¥697 B B[ FLahW 1 2 48 1SN A sh M AT sh 1), A58 A3 91553))
W AR S, UL B e shER BB, i A 5 i | BEARSE  AE SE LS ST 45 L I
FLENI NS

[0117]  ["H¥E | — I A RSP 16 TT BT 45 R B 0 /5 1 71 & S ) 7] &

[0118] AR/ 7B ¥y A & I AR YRS DA 2R A2 s ME R R PIRAS |
SRR TR SAR T, U R TR Y 5/ Ay FAEA AR R O R B R N BE T R IT A L E TR N
BV IT A 78 ZUNL RIS Pk W) J51 /43 ATAR] B PR BCH TSI & o [ TP A A& 12 48 2
I8 RGP 75 T 45 SR B 06 75 1 7 & M TR) & o BT IR0 77 & A2 A R8s < BBl A A - HH I
P rp S T, DR TR A = s (HAA—8) D TRIT AR E .

[0119]  ZRSCHy I AGE [ 20 25 PR 57 1248 — Pl 5 FE 120 i e S/ 85 51 S 40 B i 2
(K14 52 BT AR B AR RS B R A 26 (B A ™ 11 1 Y70 (Re ' Re %, Sm'™% (Bi 17,
P B Luffy JEUH R RIS 20) s Ak 23R 97 77, 49 4 FR g Endy (BT 25 25 (adriamicin) KA MR
(vinca alkaloids) (KEHFM (vincristine) . KFEM (vinblastine) fKFLIHE
(etoposide) \fJEE Z (doxorubicin) 3754 (melphalan) 2234 % 25C (mitomycin C) IR ]
M2 Jv (chlorambucil) \E## 3 (daunorubicin) BUHARSR A B S Fr B G iz R 7o
B DU R MR W WAE B EY B RIE R N R R B RS TR R R R
FoR BOR/BRARAK) | UA S SC P83 1R 25 A0 08 7R B4 7)o G Ath 248 Ja 5 2R 59 A6 7T S0
T o 75 Ji g 771 T A5 e 4 B A

[0120]  [4kZ3ay7 50 1 o] TR 7 R A A4 o Ak 2R 7 570 B S A0 A il < Be Ak 771, i 2
IR (thiotepa) X CYTOXAN®IE ML ; be A hed i £h 28 , i A %% (busulfan) | 3¢
%P L (improsul fan) A WRFES ML (piposulfan) ;s ZAINES, 1% 12K ME L 2 (benzodopa) R
ELER (carboquone) K4FZ B (meturedopa) K ILFIZ EL (uredopa) 5 {H 2.3 WP % 24 J R 2 5%
fes , AN FE % (al tretamine) = 2% % (triethy lenemelamine) « =it 7, L Bt
% (trietylenephosphoramide) - =fH Z FEMRACHEHE% (triethiylenethiophosphoramide)
M= H g (trimethylolomelamine) ; 2 %8 W 2K (acetogenins) (U H A5+ fth 37
(bullatacin) MAGfifh=E8i (bullatacinone)) ;s A -9-PUE KFEMy (delta-9-
tetrahydrocannabinol) (& KJFkMy (dronabinol, MARINOL®)) ;B-Fi A (beta-
lapachone) ; HiMHEE (1apachol) ;s BK/KALHE (colchicine) s HEARRR (betulinic acid) ; =
B (camptothecin) (FLFEA I F A BE (topotecan) (HY CAMTIN® )~ CPT-11 (i
B RE (irinotecan; CAMPTOSAR®) | Z Wi L = W (acetylcamptothecin)  #Z5 HSENT
(scopolectin) MO IE=EMM) ; & 2R &K (bryostatin) s FHIEFEENT (callystatin) ;CC-
1065 (G145 HF 2 K37 (adozelesin) - RHTHF (carzelesin) S RFT & LD < 2
M2 E: & (podophyllotoxin) ; &M ELfER (podophyllinic acid) ; & JEVHHE (teniposide) ;
WEREEFLK (cryptophycin) OUH S BRI IR S S BRI RS) s AT R (dolastatin) ;
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Z R K (duocarmycin) (BFEA ST, KW-2189 JZCB1-TML) ; LA Z (eleutherobin) ;
F W EENT (pancratistatin) ; ¥PEHIYT (sarcodictyin) ;##48 % (spongistatin) ; & JT
WK T R IT 2547 (chlornaphazine) - FAREBENE  BEEIT (estramustine) A
Bl . & O 8RR AR ALY (mechlorethamine oxide
hydrochloride) \ZEVES & ST (novembichin) B[ E¥ K 2. R % T (phenesterine) JAATE
ZEFT (prednimustine) A ZIFEEL I (trofosfamide) JRIEEIE R ST (uracil mustard) ; i
FEPR, WA PR B T (carmustine) & MKE EK (chlorozotocin) 48 & &) 7T
(fotemustine) FAC. WHSHR (lomustine) \WEBE W AY K (nimustine) e dv 7% A VT
(ranimnustine) s JUAEER 18 WM PiAE R Gl FEE 2R (calicheamicin) , JLH il 1%
Ry I MHHER o1 (3 W6 HiAgnew,Chem Intl.Ed.Engl.,33:183-186 (1994)) ;i5K ¥
(dynemicin) , BFHIEAKFA; LMK F (esperamicin) ; BA LB #il3E BH &R
(neocarzinostatin) KW F LM RO EAM It ER K EOH) o h Bk ¢
(aclacinomysins) . JHZkH & (actinomycin) « BLHF$7 K ¥ (authramycin) - B % 22 1% R
(azaserine) THIEEFE X (bleomycin) M2k 2 C (cactinomycin) « FH7itL ¥ (carabicin) .
VEZLF5 2 (carminomycin) WEREEE 2 (carzinophilin) a2 K ¥ (chromomycinis) il 2%
% (dactinomycin) JiB 5 % HFEEL £ (detorubicin) 6- 5 &= -5-MM14%—L—1F A IR
ADRIAMY CIN®FT 2 2 (BLFEME MK B 8 2 (morphol ino—doxorubicin) &L Mk I-
il # 2% (cyanomorpholino-doxorubicin) 2K Jf —F 5 2 & i A BT 55 &
(deoxydoxorubicin) F# L & (epirubicin) K ELE & (esorubicin) ikl £
(idarubicin) JJEPE B EF 2K (marcellomycin) \Z2%FH 2 (mitomycins) (ML HEFHKC &
My& (mycophenolic acid) i M#&E & (nogalamycin) HIHEE & (olivomycins) FHEER
(peplomycin) JKIFE & (potfiromycin) MR 22 (puromycin) -2 2 (quelamycin) «
P2 E (rodorubicin) EEETEZ (streptonigrin) JBEIRE & (streptozocin) <R TH
% (tubercidin) . %783 A) (ubenimex) iF# Al T (zinostatin) JEFLLE (zorubicin) st
D , 1 G B A K SR R B IE (5—f luorouracil) (5-FU) s M-ER 28U , 1 5 V8 4R 14
(denopterin) . A fMEns (B4 (pteropterin) = H YD (trimetrexate) ; AR,
WIS PIVE (fludarabine) «6-Fi LIS (6—mercaptopurine) JBEBKIENS (thiamiprine) «
I SIS (thioguanine) ; BEBE KLY, & WA ML 1F (ancitabine) «Fil L 4
(azacitidine) & JRE (6—azauridine) . K (carmofur) P HEHtF (cytarabine) XU
EJRH (dideoxyuridine) JREAFRH (doxifluridine) KR (enocitabine) TR KIZ
H (floxuridine) s HETEBU R , W W —F £ (calusterone) - Ji fth & i 7 B2 B
(dromostanolone propionate)  IAERMEEE (epitiostanol) s FEMELE (mepitiostane) S
g (testolactone) s U LR, i IE 3L K ZWRWEHH (aminoglutethimide)  K¥EHH
(mi totane) H¥& A4 (trilostane) s BN 78, W WK PIKER (frolinic acid) sBE M
g (aceglatone) ; W& It fi% W M # (al dophosphamide glycoside) s & J& FHE IR
(aminolevulinic acid) ;##] S i (eniluracil) ; BN UE (amsacrine) ; 5 H & A
(bestrabucil) ;tb A& #f (bisantrene) ;3215 M 7T (edatraxate) ;18 %% (defofamine) ; #k
KAl % (demecolcine) ; MUY g (diaziquone) ; 2 FIHL (el fornithine) ; fK FIHE %
(elliptinium acetate) ;I FEZK (epothilone) ; ZLIEAME (etoglucid) ; THMEER (gallium
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nitrate) ; 2 FER (hydroxyurea) ; &4 (lentinan) ; %' 1A T (lonidainine) ; EEH L
(maytansinoids) , % WZEE & (maytansine) X &V FE ¥ (ansamitocins) 5 A Kz
(mitoguazone) ; XFEE R (mitoxantrone) ; % LA BE (mopidanmol) 5 il $7 4 Ak
(nitraerine) ;Wi EMtE T (pentostatin) ; JLARHH (phenamet) ; kb Z2bk 2 (pirarubicin) ;3%
RN (losoxantrone) ;2-Z = Ei i (2—ethylhydrazide) ;s W& Rt (procarbazine) ;
PSK®ZEE 5% (JHS Natural Products,Eugene,OR) ;A& (razoxane) ; IR H &
(rhizoxin) ; Fi{EHE (sizofiran) s ¥84% (spirogermanium) ; 4048 5 L B B AR (tenuazonic
acid) ; = WHLEE (triaziquone) ;2.2  -2"- =& =2 M, BimlEHK KRS R
(trichothecenes) JLHT-28: % W4 FEMA (verracurin A) AFFE ZA (roridin A) JJi%
Z4NT (anguidine)) s S HidH (urethan) ; £ Z Bt K &M Z (vindesine) (ELDISINE®,
FILDESIN®); % /%M % (dacarbazine) ; H & ¥ & 7% (mannomustine) ; ¥R H 5 i
(mitobronitol) ; iR P (mitolactol) ;s ANIRTAFENRE (pipobroman) ; B L3¢
(gacytosine) ;P FEHUE (arabinoside) (| Ara—C)J) ;iR &Ik (thiotepa) ; A2 E% (taxoids) ,
BAITAXOL® KFPVESEFEE Bristol -Myers Squibb Oncology,Princeton,N.J.) ;
ABRAXANETMIECremophor— K ¥ S AZ BE I 1 & A W TH 99 K RO P8 BC 4 (American
Pharmaceutical Partners,Schaumberg,l1linois) X TAXOTERE® £ 1/ fth 3%
(doxetaxel) (Rhone—Poulenc Rorer,Antony,France) ; 3% i (chloranbucil) ; 7 PR
/% (gemcitabine) (GEMZAR®) ; 6-F5 L IE 1S (6-thioguanine) ;%7 & M 14
(mercaptopurine) s UM s ALY , i WIEA (cisplatin) KR4 (carboplatin) s K
FAEH (vinblastine) (VELBAN® ) 5 {RFLVHH (VP-16) 5 7 BRI i s K AT IR
(mitoxantrone) ; KFEFHM (vincristine) (ONCOVIN®); BLybF4 (oxaliplatin) ; 7%
#3 (leucovovin) s KEFEIHE (vinorelbine) (NAVELBINE®) ;4 N & (hovantrone) ;
WIS (edatrexate) ;s TEHIAFE R s 2 FEWEVS s FPEIBE IR 2k (ibandronate) s ¥ 4b F A4 BEHII ]
FIRFS 2000; 5 F £ %R (difluorometlhylornithine) (DMFO) s EALEAZ K, G AL i
2 (retinoic acid) s REFhiE (capecitabine) (XELODA®) DA FAT—Fpiay7 I B 2%
AT R IR BT AE A s LA R LA AR AP LA Ry T RIRI A, v I CHOP (PR 19 M
fi 55 2 K BB 5 1K JEMA I8 (prednisolone) KR A 1RITHI46E) & FOLFOX (B ybF)4A
(oxaliplatin) (ELOXATINTM) 55-FU R /5% 3k S AR YT T RINGES) o

(01211 BrAE AT, 5 WA B AE R B A BOR Bk ARE BA 5 — o ) Ak B
T JE ) AR 3 10 T 28 A 1 e SORRL TR 1 S o B AR BR S5 2 T A SO b BT IR I 40 55 07 1
SR BAEATT J7 72 B AR AT T 52 B B A R B o, AR IR A e 77 B Rk o AR S
R i S B A FF R S RIBL 51 A 77 SOF AR S F Ty B I AFE R iR A
F R BT S AT A A R IR S F AL 22 5 S 40 BR300 B0 RS <G S i T Tk
AL A5 B 51 R BT A 255 SCHRALN T A (B BR KPR 78 o AR SCAS REAERE R 7K
AR A T iR B 2R R N 2

[0122]  FE—/NASFE, AR FE T A0 F AR I Bir BUke 57 MR 70 )5 (SSEA3 S SSEA4)
Zo YL FLPHE ] 5 % 43 Jill A5 S PR IR SSEA3 J2 SSEAAIVI R 8 1eGHUAA I R o

[0123]  7F—Ls v, SSEA3FIMS AL A SSEAS [ Al &7 Rl 1) — B 2 M7 B L 1 3 1 AU
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BLO-ZR 3 o 7E— L5 1, SSEASRIAE AL 25 ik Il v P FLAE B — B 2 M B E R I
FEBO0-IRIE  7E— BESE I, SSEAA B 1AL 2 SSEAA K A B I — B 2 A B LR A5
FEBELO-JR L o AE — B S, SSEAAR B A0 75 M VR R B AR 1 — B2 A B IR 3R 2 U
B0 A
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A,J.Biol.Chem.218;3838-3844,

[0189]  7F RLdesi i (5 o, moN A1 4230 (LR U 1) o WA 30— e i S, mA 51 %220
(LG 1) o 7EFE LSS, moAY 1 o 7F S EE St ] T, moAy 2.0 7E SR L S 451 o, moly4 o 7E S 4G
S, mIg6 o 75 L S, mo 8 o 75 L S A, mIg 10 o £E F EE S ] L, mIy 15
E R LGS ], moA 20 o 7E FELE SR o mo 30 o 78 FEEL S i 41, mAy 40

[0190] 78—, AR B IR LS AR SCATR I TR BB 45 A W 16 &2 /D T3 1) SR s 45
BB EY) AL TS, R EER A I w P IE N A1 08 2940 0 o 7 JE L2 S i 451
h, BEIRR S h Bw BB N 2910510, 00 78 B s it 4] by , BRIVE A Y0 b i w - S48 A
£95.7.4.9.2.9.2.8803. 1 AERLE Lt ] h , SRR S W) w24 8 204.9.2.9.2. 88
3.1,

(01911 7EJE Ll S 451 o , AR ST HTIA 1) 02 i P 2 A1) B9 G 0 2 A R I AR R I R
LAY ATTELLS B, G R A EFER 2% A EN AR N RIS 5.

[0192] AR EHAL G Hm] i A SCAT IR I FE P & il B R 2 ILUS20140051127 6
[0193] A B (1) 4 938 PR &5 A W ] A0 455 AH [ BAS [R) SSEA3 %2 / BUSSEA4 SRALA K2 /B AH O

M —s 2 P57 (Bl1-40.1-20.1-25.1-30F0) « F-T 7= KB4 A W HAbfA
FARFETF AT IS WEE LRI 5E8,268,9695 o Hopy 25 LA 5| R X AARSCH
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[0194]  fF FEse sz ) v, A & I A G 0 IR PR AL A W ml G — IR &2 Rl 77 o 38 A 77 ) A,
FEBIAIC34. TDW8—5.C17.C23.C-30a—F- L P22 ok iz .G 1c—C34 £2 £k . 1 17 JMF59 K2 QS—
21) »

[0195]  AnASC RS H , ARAE T FEE ) 2 45 B S 1 S PRI AR 5k o 0 24 70 W B 3 v
(18 1 e Ja ELAE L UE s BT A3l e W0 3ai aok (18 R P ASr Ak T I RS 1140 958 1 A Al o 1 4 i 22
18R TEOR A R 988 1 % i 12k o

[0196]  AASCRTAT A, RAE T S8 i 7] |2 Fia 45 5 G0 03 I A8 FH I 398 i B3 8 1 1 0T 988 T 11
o 5 B I 5 o AR BH [ a—Ga 1 Cer ALY A& FIAE 1 7% B30 38w s v E R I S A2 77, L ad
Tt IO T IR S SR I 9% AR G LG VA B 5 B SO o £ A8 s PR SR A v AT
FHSADAIC344E g e 751) o C34 S HoAtha—F= FLIE PR 22 B e SR AL () 25 4 B e FHAEAZE 701 ) FH i 45
AT EEELREET,928,0775H

[0197] AP , ARVET W8S 2 Fa KAk & W e g Jon , He 7o 4 4 RO I Fract o
[0198] M HEC34.G1c—C34.C23 FLTDWS-5 ELA LA N 4544«

HO _OH

C1 , R= ‘(CH2)24CH3
€23, R=(CHy),PhF

C34, R= (CHz)mphOPhF
7DW8-5, R = (CHy)(oPhF

C12H25

HO OH
A~ F
0199 \
o % H~MQ
F

HO OH

5 0
Ho Ho| HN -
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[0200]

OH
[0201] G JE PR AL S W ml it — D A AR ER 24 2 B RS2 R 70 o 78 R0 8 S 1) v, A5

T I () S 0% R PR A ) G R 25 5 A BRI AR K N RWE S 54 .

[0202] 485 —A& ke, AR IR S AR S TIA I S S H &) SR 255 B RT3z 1
TR TR 770) 1) e JRE 9% 1

[0203] AR BH R eI v Al ARG R R BB 2 IR E A K RS &) M4 &
YHREY), BCH S JE PR 2 A4 o B (R 6 0 % o P 3 FH T V8 T A B3 AL e e AU o e
JIE P R P A FR LR B, HAA Fig Bl 7715 B A A B B R 2l A& H . I 2L
), i nsE B M A E )R (U.S.Food and Drug Administration;FDA) , n] fEq5 E it
FAF B I RE I T IR A ARG LR S54GBS M S, B AR i 4% 25 v S
firo

[0204]  [PRZjIAFCH

[0205] 42l A 40 LS I 3R 1 77 s ELLAVR YT LA A R L OR37 1 J f 9% S MR 1
SR ARAEMIIRITIAMETE AL FE B MK % RG-S BT S B 7 A 41 i
I LI BE 7 o #5225 BT 75 (R 35 A s A 1) R Ay i A A M 327 SR 17 o SR 17T 798 >0 b T
AR I35 5 W e 1A 1 V8 FT G T2 SOMFT & RIE A T7 I8 AR AR R, H AT FE 4]
GRTEZ] T S R 2 % T R B R AT AR 2 A i s HARYE 1 AR AR

[0206] AR EHI S A W IR vl T8 T = A ok i sh b = A vl T e R Ir 5
S PuE . s GG S =5 4R R B 77 A bk S 2 R PiAE SO R O T
e TH AR op 2 #4081 . 2 WL fHar low M Lane , (1988) Antibodies:A Laboratory Manual,
Cold Spring Harbor Laboratory,New York. ARiE[ Fiff | @FE 2848 3R EH 91 A H:
B 1 WIFab F (ab”) o Fv. scFv CRBEHK) f2dAb (A s Ward S A, (1989) Nature, 341,
544) .

[0207] AR SCHr#a 7 B2 A0 T 55 5 o) I T AR 3 £ 5] 15 A B T R ) P JH A i R )
BT R RO S E B — RS T IR A A+

[0208] PR EGWIIE DG 2D —FhlR 255 RS2 308 AR R IR A A5, AR
SCATHE N A T B A S 4 1 TR R TG TR TR o AR SCRT L, W 5 T R 245 b nT 42
2 RGN O S B MR B VAR S 43 B 5 A TR PO A B 7R B R S KR S
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FEIRF) S FAUM) o TR PR AN AR AL S I N SV R ZH A A AR AT -5 H AU
MR D) ERHR A SR LW BFEAEE N, HIWEr kN Bl R & n Wi )
225z (R AR R B i 25 . T HEE i B N BIORZ 1 it R VA TR B & T T G DA R
4y TR ARRET 51 0 5 FH K AR R SR KV W AN R TR V3R & B H I TR B EK
FEAA BT 75 s TUAEE 791, 491 2 o FP e BT 36 e O R R R 5 04804 ) S 491 G R I R BRI,
BRI s BE 5 7, B AN £ — & VY 1R s G2 v ), B N 2 iR 6 AT R I SR BUB R 2+ Sk 771
7R I AN ERCA e o T PR BSR40 $h R B AL AN) 1 T pH FE 48 i il AT A
T B I I B R R I 22 5 R e AR B 2 R E M

[0209] I PR FH

[0210] A% B4 fHid F T Va7 AR B0 38 A PR B I BB 45 &1« Sz S5 A M) Bl
B A PEZOR E AnEiE (9 i K SRR IR E R B A ) R MR B L
B

[0211] ARSI IR i) G 9% JR 1 41 S V) B0% 7R AT F T8 T AR AR i N SR B sh b
A ] T EARE VR TT 52 B  BUik o £ — Se ST o, A SO Pk 19 9% R PR 40 5 M) BRO% 1 IR
Al T 51 #8G1oboH. SSEA3 A /BUSSEA4 B4 7™ 4 « FHENA (9 B/ Bs s # 1L 3E VAR 2 B0 E) 7™
A R B 2 R uAR SO B T TEAE I T AR H AN . 2 WA diHar Low ¢ Lane , (1988)
Antibodies:A Laboratory Manual,Cold Spring Harbor Laboratory,New York. AiE[ 371
& |55 e B 3k 1 4 1 UL B, W fiFab (F (ab) o Fv . scFy (BREEHTE) SedAb (i
g s WardZE A, (1989) Nature, 341,544) .

[0212]  $RUEAD 7 2 /> — PP HISSEA3/SSEA4/GloboHfu A4 B 22 /b — P & 9 b5 5T SSEA3/
SSEA4/GloboHfTUAA I Fr I SEAZ H R 26 ) o AEHE LLSL i o, S W m] NEE AL G .
WA SR AR A AP a & — B2 P2l & 28— B % FSSEA3/SSEA4/GloboHI FiAA J /Bl —
o M H GRS — B Z P& 2 — 302 FISSEA3/SSEA4/Globo R AR 1 7 A B A% H IR
IR AT 55 A T AR AR SR RIS 2 2850, v R 2 2% B T A2 I RO R (4
22 PR o

[0213]  JRIRALLE 4 B udhk SRR AT R o AR SR LS S b, 2 7 B I Bk AR L IR N
SER A .

[0214]  fE—ANSEHtafs]h , HTSSEA3/SSEAL/Globo Mt K R BUAA o 76 5 — A SEft ] o, 42
HA7ISSEAS/SSEA4 /G Lobo M4 () i Bt (Bl HIFab Fab’ ~SHZF (ab’) 2 4 B o I fik H B ]
I R AR e T Ao A BRI AR AR SRR A BT O R A LA
MNALHURBLN A 055 v B TR BN SCHRR 2 W Ja 7 B

[0215]  ERZG M)

[0216] A0, F5 AR J B 15 245 5] % v o7 A )R G A ol o R B A P 2 400 2 () B Ak -5 AT A7 AE 1)
A3 22 BTS2 A IR TR 7 B FE 5 F) Remington’s Pharmaceutical Sciencesif16
fi,0s01,A. % (1980) ) TR A« BAZKIE W 4 T B B A 18 A EC 0 1 T 20 i 4 o T 32 19
M) R SRR 8 FRAE TS AR 700 8 SR T T 0 452 8 B Pk, B R G2 1L, v G iR
R AR IR #h L IR S A A ML s U AL R, L FE U SR LR A R ARG s By B 77 G o+
J\BEHE R RS AL A N R A AR R R R A R T B ECR
B S P S O R IR BRI (U 00 e S DR R R R IR O R O TR IR TATIER) LA 1~ )2 1)
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OB 3R EE A W) 8 ONT 410N RED) 2k A L g uiniE A &5 89
B EBRE (s SR KR AW, 8 R A e B s RO IR, v 0 R IR BRI R TR K
ARG IR  ZH G IR K G IR B 20 IR 5 BT  OU T o FL A , 0 453 20 0 L H R AR BN s 25 5
), W ANEDTA s B , 18 QO FE R  H B2 AR g S AR B L) AR B s SR DU S 7 W 0 s &R
EW B EE-E QA s Ko/ SRR F S MEA, # W TWEEN™  PLURONT CS™ Bk 3 2, —
iz (PEG) -

[0217] A SCH Y PR LA IR v] AR I — Rl O IR YT R R 1 RORE B 7 TS LA, B
(EASBR ) BB P TEAS RS M 1) 0 78 75 MR AR S5 4 o 1% B8 4338 7 DA ] A 20 18 il Tt
H KR S A1

[0218] %451 & , V& PE R4 8 PR AE T I 2 b, 9] dnid o 8 SR B BB S T R A P
1l % ) i B , 610 4 3 ) D e s R RS A A B B T T e % 5 (R B TR B PP ) i T
JROIR 253832 Z e (B Aan g Badds « B 2 1 ORAA B L KR B 40 K i 38) BRUE LV
1, iX B5H R4 78 TRemington’s Pharmaceutical Sciences®E16fiz,0s0l,A. %% (1980) H,
(02191 AR FH TV A P B2 ) TR BC A U 20 TE T o ] 25 7 Je ok O TRt i Mt R S B
[0220] ] £ 5 SRR TS 1) 1) o TR 8RR T ) R P 08 > S A 4 5 A A R B e S BR B 1 (1)
PRI 7K T 5 A I -1 T MR o, 3 O 5 A R A o () X 490 B s ol P 8 o A
TR R T ) S 4 0, 4 B KBTS (B9 T B (-2 2 B - BL TR A IR ) B (L E)) VB
FLEBRAC R CGEE L H5E3,773,919%) \L-3 kIR S v £ HE-L-2R IR BRI L S84 AR R A vk
O R OB W] B f MR PR - 2 BE B AL S ) G ILUPRON. DEPOT™ (PR LR - 2 B R L 5
W) 5 5 TR Bt MR 2 T 3 2L R T T SR AROSRAAR) ) R D- (5) —3-FR TR . AR R AWM (2
M- TR LI TR S LR - L BEBR) {8 40 FRE R L 00K, {H it 2 7K o FRORE T80 2 1) Jo P o SR ¢
Mo PR R A K AR B TR I, HL T RE IR B 22 T37 CHIK A MEE R 4, S8
TG MR R AT BB s SRR R AR AR AL o A BT B BB T S 5 AT I T A 3 SR DK R e
b 28T 5 B R I BN N A H R B - R HL IR 143 - Ta) S-St , T m] 3 5t 4% i
IR AL IRIE . F R VRO T FE B 7K 2 & & 8 S 408 IR T R e R At A &
VIRIk il A e

[0221] AR BRI 2540 A4 FTY6Y7 4] REiR 3 J L TRy / B iR 2R s BT S5
SSEA3/SSEA4/GloboH f SSEA3/SSEA4 /G loboHAH % 8 (A i i S i ik Jo/ Bk M < Y e
9~ POEBURIR , BLRE (HAN R T) J i WLRDBIE 2 3 B A A DI AR 0 0%/ R 28 o
PREIPIE , S HABZ R AR IIRIE -

[0222]  fE—ANASEEH, A BRI BRI PRS0 A4 % SSEAS/SSEA4/G 1 oboHEL A 15 7 Pk o

[0223] AR EHI R 25 AW AEIR YT R ] SR E S A 2 A A A 1 . 28001 5, AR
R B PR mT 5 At o dd K /B0 700 /697 700 (B an 28 1 ) L2425 1 5 5 A R I S A
1BYT 7 2] 5 250 S/ B TR SV AR T AR SR IR AT AT 00 A0 HE e LA
TAE I2 R B AR AR GBI « S /R 2 PE S e e HLAth v 25 B AR A SR IE - BA L T
Ui B ) IR B Sy B AR A A S LR PMER R, 255748 TR — B R I B
W), K S RIS LT, AR SRR #E5 RT AR R TR S 2 B M/ B G 34T
[0224] AR BRI 2520 A4 5l Bhia 7 7)) s — & 4 77 2 (R IEE s 2 T '
JEEPA I PN A B p) #8024, HLA 75 B RTRIGYT WA kb N 3 24 - AR 48 i i B0 8 LRI Y L i
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KA B BRI N B TR . 46, R A A ) B Bk s £ S, JT AR BUARA
= RGO o ALE AT AANE a2 (a5, W K 9 B SRS 454, IR
PR 24 (1 R B A MR 1T 5

[0225]  fEFuAA il & S AL 29I 7] 2% [ A K BRI 45 G bR B A B 9 45 S hn sl N4 i A
A3 I, AR R B ) B S 1 SR AL T IS AR SR A T B 40 M R i SR B O R 45 A
B AE— AL, A8 R B SR PTAE N B N DAk SR I8 T A I o A SR A R AR BT
MO A Sk 2 fa i N 3R 18 HRe e P45 & R F IR B LR 456307 b R
SCHR T FTIA :Marasco,Gene Therapy 4:11-15 (1997) ;Kontermann,Methods 34:163-170
(2004) ;£ EH EH56,004,940'5 2 556,329,173 5 ; £ H % ) HiE A HF R 52003/0104402
5 MPCTAFF LR EEW02003/077945°5 o i P 44 () 20 B P R 18 A2 38 1 49 4 B e 75 SR B 3T
JR G iR (B B AR BT 5 7 5 SOEE S SR B 5 4 & BO B eI
G UAE ) BIONEEAE M ok LI AT AT AR — M AZ IR 5 NS A B bR T A (HAS
PR T) Pl B v S SO v o o AL R BR S TR U IR B A B A I O VR A IR 1) 30 e s
B IR AR B AR A G

[0226] ARKRHMEZGHAEMURTERFEZESH TR . AAHBRS ALERT
2 LS R 2= A HE Frie 7 B JRE BRI T I e g T LBl A Al B3 1 e R R S o RE 1)
FEC IR 245 7 () B IR A i B2 J7 1 TR I R IR 3 O R HAR PR 2R B e 7R AH AR AR O
5—8 2 M mi T 1B BOG I BT g e I 24577 — 2 R EC o IS HAth 25 77 (1B S ARAE
T Y I AR PR & RREBETT I AL B bSO e 5 H A R 22 1T 08 - IX 48 2
FiE  CAAH A )& R A SO Brd #2520 B BOL AR SCHR BT Al E I 291 % &
99% 1 F , BRUAAE ) & B AR AR50 /Im PR _E 8 08 i >4 AT i 4240 FH o

[0227] TP BRIT By , AR R 25 1 &4 (Sl B 1 an 4k 236 97 7 ) HoAh 24
TS R B 0& 4 A S AR T I B Y AR R L s ™ TR S SO R PR $
2 5E T TIPS PR ECIE YT I B I SCRTTT VA S A I PR 5B SO SR IR S B2 fe 3212 1 M 1) 524
ME « FURIE T — IR TEBE — RINEIT IS B3 AN I S ™ R 17 72, 2 1ug kg &
15mg/kg (#1410 . Img/kg—10mg/kg) Fiif Al AH 15 38 WA 4G (%1% 55 & , To b9 fnid ik — 8%
Z RSB BOE o S — AU H RS AT /R4 1ug/kg £2100mg/ kg BIGE L 100mg /
kg RIYE A 5 AR b SR A 1 DR 25 T 0 o 6T 3OR BOSE A () (1) B R 2500 5 5 A998 R 1
SE I A FRERIRTT , BRSO RER BT A o SR I — B R PR 2 AE 290 . 05mg /kg 22
2110mg/ kg JaE N o R, A 250 . 5mg/ kg 2. 0mg /kg 4 . Omg /kgBX 1 Omg /kg ] — 8% 2 Fh 7]
= (BT E) #8053 X 57 & v] (8] ot 35, 1 an B R Bk = ) (9] an i 73 2 2 4
L) R T AIREBU A S IR A E R PUE) < BT SRR R E L B R TS B
ZUREARTIE R PR 2577 RS 5 Y)dmg / ke WTUE 01 7B I ik, B 5 4% 5 2)2meg /
kg (1) 4 FE AL 5 S = ) Bodds o SR, T A HAR 25 2507 & ILy Tk B iERE 5 T o A FnE AR S
A3 I

[0228] i

[0229]  FEAK I 75— AFE R 3R — R &F ] FTR YT TR Ao/ SOl ka2
SRR o BT ) L 5 25 88 B T B R T BT il 28 25 (M AR 25 B2 i Ul FH 1 o A 18 1 25 4
FEG WO T /N VRS 28 55 28 28 ] FH U Q03 B BRI & R LR B o IR 25 28 25 40 5
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MAAMEE 75— Ma 80697 T &/ BUeWri iR A5 A & A A, HriR R asn]
BATEFN O W0 Bk 75 48 0] A F bk A RASBUR A P B s a2 fLI ZE 7R/
) A B Z D —FhE R A R R DU AR e U B B e s rd A T
BT FTIERIR IO, Bk il A () WA AR S — R4, K prd 6 a & A
R P s J (b) W E Ao 54, o Irid 5 a8 5 — Fhan e s 7 3067
7 o AR B TR S it ) R 1 ok T S AL G U IR S BrR 2 U B B R R AL AT T
TBITHRR R B B A4, i il i — b S — AR 2522 Ll 2 (M2 vl (i
S AN K (BWEL) B IR 5622 i £ 7K W MRAK R IRVE VR (Ringer’s solution) A &) HE VA
0 15— (B 58 =) 2545 - FLmT 5 AN FE sl v b R FH 3 W AT 5 BT R 1 oA o, R
At 2% R AR RE ) RL JE A BT RS B

[0230] DA AR BB 75 S A R SE) o B T i, 55 8 B b SO — R B, T sE
Jith B b LA S e 441

[0231]  fE—LesLj il , Frigfi R mE & 54 %% I Mtk 4 A M E0% 1 & H TRITELZ2
Wi diE , A FE (EAR T) Wr e #P e g B LR AL )98 L4 R (angiosarcoma)
(3] b B2 A5 PR) 88 W IR EE N 2 TRV RS IS AL (hemangiosarcoma) ) P40 « B PR AR ER E A
i AR TG RE (B AR ) B e L (9t spL B e - L s LSk R R LA L s
S e (A9 dur o R 5 o 428 TR, A9 40 T A4 RT3 R 5 M 8 e SR 5 A A IR 4 i
o) SCAE SRR L E SIS (B U ) U R PR R S E
e (Bangs e B e S5 M B IR « R S8 IR N R TRIJRT (491 4= 49 v K PR R
(Kaposi’s sarcoma) 2 K PEREAME H MLEERIE) 5 W IR (Bl 5% FE R &
TEE (B s e LRI Barrett’s adenocarinoma)) JUSCIRJE (Ewing
sarcoma) \HRJE (B QAR Py B2 €4 22000 I SRR 1 M JBT) S Pk g AP 4 i R 3 22 E L HE 35
B (a0 S i) B L R (G1ST) ke (19 Sk 3otk 4 ) 1 e (Bl
i S8 TR e (OSCC) P e g (£97) Sart e e R g B PR e o 10 FERIRE) ) 3 ML i (491 4 1 M
5 1 A0 AP 4E Mo PR (3 IR (ALL) (B BLH AALL  T4H MUALL) « 2P B 8 40 o (9 1 95
(AML) ({5 4B HIAML . TZHMOAML) 18 - B 40 M 12 19 P8 (CML) (f37] B4 e CML . T4 JiL.CML)
TSP 6 B P 1 9P (CLL) (B B4R MR CLL TR MCLL) 5 bR EE J8T , i fn 28 7 4 itk 2 98
(Hodgkin lymphoma;HL) (51 4nBZHMHL . TAHMHL) A EEE AF 4 bk 9 (NHL) (51 2B UNHL,
VAR PR A0 B bk B8 (DLCL) (9 S 9k i 14 K B JH bk E2L 980 (DLBCL) ) i v MR bk 2L 080 L 1
P 7P B 1 2 1 039 / /0 7 B 4 i 9K E2L 980 (CLL/SLL) = 40 otk 2 98 (MCL) i %% [X B4 fifg
TRES IR (B A 285 S AH DG IR EL 2L 23 (MAL'T) WhREELJRE | 45 10 25 [X BAH o opk £ 987 AL i 25 X B4H B bk 2
P80 SRR TR 2\ B B2 i A £ 93 AP R 8 (Burkitt 1ymphoma) - 7k EZ 3 40 bR E2L 988 (R
BU[ FL/R B H S I B BREE A MUE (Waldenstrom's macroglobulinemia) [) «B4H A I
T3 (HCL) e 2 £k 20 i O 200 JHL o4 (28 939 7 0K B AR C2 5k 200 i 2 AR 2 98 B SRR M rh iR Bl 2 2R G
(CNS) MR I8 5 S T4H MUNHL , 125 501 A 3K T obk 2 B8 200 Je P2 90 C2 988 / 10 L5 ) 3 T 4 L ok L2 9
(PTCL) (18] fn iz J0k T 448 B 9k L2985 (CTCL) (481 fun B8 % 3 1 95 2 3L SE9E % Bf (Sezary
syndrome) ) I 7 Ho 128 155 200 JH T 200 L bR EEL 989 &5 A/ AR 2% T T4 bk E2 987 i 9 284 T 440t o 2
Yo R TR JE R FET A MR 8 L 2 T PR i B abk L2 8) 5 — B 2 b oA 1 I s / bk 2 9 1) VR
Ay 2 R M BRI M) ) L FREZOR (9 W BE 0 - v BEAR BRI | U RN R R
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P SV 2 BR 40 B P P ded | 0% 2 PR e R A AR M B e R (f9) 2 BRI, TR O
JRU IR EC ME (Wilms” tumor) B 4R AR e (1 0 40 iR iE (HCO) BRI E) - i
(il an S2 =58 /N Al B g (SCLO) ANt B fiideg (NSCLO) i fitdes) P LPRI (LMS) AL
KNI 25 (B an4 B PR K4 eIl 2050 B BER B A R IEMERE (MDS) | 8] 57298 & Bl
AEVEE (MPD) (B E PR M BRIE 2 4E (PV) L JFUR MR ML /MRIE Z5E (BT)  J DR AS B 1B 5
Ytk A (AMM) (IRFR A E BEAFZEAL MP) A2 PR e & Ve B SR A 4R Ak 12 1 i Bl e P 1 af s
(CML) A2 14 g Hh P 1 1975 (ONL) B AR (A I BRI 22 A B (HES) ) PP R4 H R fp s 4
Ay (a1 BB 2 Y P 22 A 4598 (NF)  YFHE G JRS 99 (schwannomatosis) ) fZE N 43 e i
(5140 B W R A2 1A 43 W Jigd (GEP-NET) 9 d89) i PR R S (19 B Jlg: B9 S IR i
J BN S )  FLSROIR IR S SR (ol e e« 87 A LSRR BT 98 (LPMN) o I 441 e
JeE) I 20 (9 T BH 22 A B B L5 R IO e (Paget’s disease) AR SRARIE . G PP
AN JZSE (PNT) BT Z e (9 i 20 AR ) B e - R SO L PR) RS Tl 3 Mt B2 ke (47 2
R A Mk (SCO) « AR B J8d (KA)  RR A 28 AR I Al J (BCO) ) /Mg (a1 0 B AF5)
R SRR (B W P AR 2 A 2R A g (MFH) I Uiy )R8 < S T 0 s 2 3 g8 (MPNST) L 3K
B I AT AR R RE VR R B B IR e VT Il VIR SE AU (F ks iR 4 R L SE R
WEAGHE) IR AR (9 G B IR AR A LSk ot « L SOR B IR I (PTC) 8 5 H IR R e) IR IE
I B8 S B (9 0 o0 B O 5 R Ep) o 78 R e s ol v, BT R SR B 45 54 -
P55 i PR 2 A D EIORE v O TR T e i L FLE S DV s B IE I L B R R IR R
JENE 5 e B TR e DR o S0 ORI AR B R

[0232] B T HATA ST IRRIIGIT J512%, Al & W b SCHrid 38 A 1@ 121 A RUE I A ST
AT — PR WA AV E Sz SR M S W) B0% 1 5 75 B T I AR AME 18 I AN SEAME,
AN A REIE VARSI EE S BRI B R S M RIS S B e IR T A
VI8 P A 8005 K Rr S T T X 4 A B A ) ) SR T R 40 ) G S N o £ 8 S it 451
o, SRR 45 A B S % SR TR A B W B 2 DA R AR e iE A K B/ B 0N it e B ) B %
N7 o F Ho A S i ] 5 SR &5 5 W Ek G % JEUME 2 A W ) B TT A ARE IR B BRI RE I R AR B %
G H B RE 1) JRURS: o D98 A R0 0 75 B BT B A SR T 465 5 0 9% D PR 25 D BI0% Vi ) 1
T RIS T 5 AR A8 01 DA T 5 < AN 40P 4 8 S — BRI BIE FH B0 iE 1 7™
HIRE R EA IR & 5 B R AU R B BRI R B A o — R =R — R W
R — R IR — R VRGP R B JE B A B = JR B DY A o A S e ST 45 v, ofr 22
FIERAT FH 2 R 25815 (91 AR « =R P9IR S TR 7SR IR RS JLIR S R —
Rt IR =R VYR B IS T PU R 2

[0233]  7EREECSLyf g b, BT R AL I SRR 45 5 W0« % SR M 4H & W) B0 1 1] 70k AR A #%
5 EZRKMNERETLEEDBAFZA0.000ImgE£13000mg . £10.0001mg £ 4
2000mg . £70.0001mg % £71000mg « £70.001mg £ £71000mg £70. 01mg = £71000mg 270 . Img 5
£11000mg £) 1mg & £)1000mg « 2] Img = £J100mg « £ 10mg £ £ 1000mg , BL £ 100mg 5 £11000mg
E)

[0234]  fERLLLsif e, Frie th i) RME 45 5 s M SV BE AT 2 N BEES W
PLJE DL IR LB REEA T MR 0. 00 1mg 2 £)100mg . £]0. 01mg £ £150mg ik £0. Img &
Z140mg fILIE£0 . 5mg E £)30mg . £10. 0 1mg £ £ 10mg - £90. Img 2 £)10mg [ AL Img B 4
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25mg K&K, — R 5B Z R, RIS 2369716

[0235] N T fE AR ST IR B R VG [ e A 00 T Al s N B S PR (L SR W 45 5 - )% I
PR APIBUE F e T #5610 LEBGE DA & ] H MR B ST IR 5 i B
LT HRERANERSBRERANEMA

[0236]  JRNZ T i, iR AL SR ME 5 A o SR MR A W EOE AT 5 — B2 Bl A G T
WETERIA GRS iR MR A o R A A M E0E 1 ] S5t R HAY T T 8
b I /BRSO A  F I R K/ BB O AR AR A 1 A AT I HAR VR TR R A A S .
JRNL T, Bt AT P % A RS RE 18 B B 244 F , B /B AT I8 A [FE

[0237] P4 fiei SRS LS AW i IR R 2 A W B0 1 mT 5 — B2 PO Ad YR T IS TR 7R D
A I B G5 o — I T 5 % 25 7R MR 55 v 38 245 770 B 6 7 () 7710 2 B/ B0 Rk
5 o AL TR, B2 A B G HAR Y ST 3 A PT AR — A A — B R S BUE A ]
HEWH S JTIEH I R R H A% 5 B AR AL &5 AR ISR 3R
PRI/ BRARAE B BT B8 TR o — IR 5 TIUHAR & Hh Br G AR B 7 36 PRI & A
ot AN IS FI ) & o A — LSt vh , 20 A SRR T Al &

[0238]  FERLLLSLjE b, e (L) KW LS & oz SR A S B 5 — B 2 MR
ik HoAt PR 245 540 S 4% 5 o AR TS24 v, AR R 25700 0 00 751 o 100 75138k 2 AR 0B 9 7 4
Ja LA B A a7

[0239]  Bl7R M AEMa T s s (EARRT) TR 4i iR (g iR e A+ 1
MR TIER v) V% G MA A BB MLIE T % BGRB8 50 0% 18 55 75 (191
1L-1.1L-2.1L-4.1L-6B{1L-12) G 40 e A K D (] anGM—CSF) S fufk (45 ik 87T
(Herceptin) (B Z Bk B 31 (trastuzumab) ) T-DML . F] FLEF YT (AVASTIN) (DI4% B4
(bevacizumab)) . 3 0h% (ERBITUX) (P42ZE B4 (cetuximab) ) J4E e &bk (Vectibix) (fHJE
BT (panitumumab) ) FE P L (Rituxan) (rituximab) « H ¥ Bexxar) (/&= H47
(tositumomab))) o

[0240] 7R AL 2B YT FIELFE (EANIR T) i (013 & 55 (tamoxifen) (& iy £
By (raloxifene) K I HBZ4 (megestrol)) LHRHAZ RLF) (45218 #7 7oAk (goscrelin) M LA
V48 (leuprolide) ) HuMERER (g Az (Flutamide) b RE % (bicalutamide)) \Jt
BTk (B Z 3% (vertoporfin) (BPD-MA) (BK{E75 (phthalocyanine) VEIGHIPcd J
P H LT TE EA (demethoxy—hypocrellin A) (2BA-2-DMHA) ) & F+ (nitrogen
mustards) (TR BB (cyclophosphamide) R WML % (i fosfamide) . il ik
(trofosfamide) 2K T @& I+ (chlorambucil) \MER JF (estramustine) X FEELS
(melphalan)) \EASFEER (nitrosoureas) (B UIREEH]VT (carmustine) (BCNU) A2 y& 5wy
(lomustine) (CONU)) Ko ERsIR Bs (140 7 %2 (busulfan) Jz il BEF L (treosulfan)) =
R (BanisME R (dacarbazine) B 5 Z (temozolomide) ) & B A (B an i 24
(cisplatin) 4 (carboplatin)  ByPF|H (oxaliplatin)) KL (B WK FH B
B (vincristine) . KFHW (vinblastine) . KFEMFE (vindesine) X K EFEHE
(vinorelbine)) \FEEASEE (I IR TR AL EEBUOR PRI BE SR, i gk + A 2
A 456 KPR EE (T Aifi 4 (Abraxane) ) « -+ BRSMIR 45 A KPS A2 EE (DHA-K
SPEERAZEE At 5E i 3 (Taxoprexin) ) IRERNZ IR Sh45 & KPR IE (PG- KRB,
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KR B R ER LR , CT-2103, XYOTAX) & VG AL T 25 (TAP) ANG1005 (Angiopep—245 &
BENKVPHELEEST) KPS EE-EC-1 CRPEEEEE S A 2 1 erbB2f#) JREC-
D), REE RS AR EERZEE, flan2 - K PSSR 2- M AR L T Pl 2
PH At %€ (docetaxel) , BAZEE (taxol)) R IFNE (epipodophyllins) (Bl ankK+EIHH
(etoposide) EEFRIKFLIAT (etoposide phosphate) % JEVHRE (teniposide) AN E: B
(topotecan) 9— FL = WA . T % BE (camptoirinotecan) A . & EE (irinotecan) | 7 .
JBFE (erisnatol) (2R FZHC (mytomycin C) ) PuACHH 4  DHFRA i 71 (5] G FR i voge v
(methotrexate) « “SAMEEEEL IR (dichloromethotrexate) « I ZEYV4F (trimetrexate) &
k7 (edatrexate))  IMP 2= SR 177 (4] 20 % 1) BE (my cophenolic acid) . BEMEE AL
(tiazofurin) JiEEME (ribavirin) KELTCAR) A% K A% 1 BRIE Ji B 4 il 551 (61 o 2 O
(hydroxyurea) A ZEkIZ (deferoxamine))  FRIENE KAL) (B an5-FIREENE B-FU) RUIRH
(floxuridine) A TSR H (doxifluridine) . B H F& (ratitrexed) IE e —JK B IE
(tegafur-uracil) . REFMIE (capecitabine)) M mg ALY (4] 1R B Mo 1
(cytarabine) (ara C) . JumEngPi 7 {0 (cytosine arabinoside) JK & iA$i 5
(fludarabine)) MEM ALY (B WIF7HEIEW (mercaptopurine) KB & EME
(Thioguanine)) ZEA4 KDY (BILIEB 1089.CB 1093 KKH 1060) - 57 R AL 155 (451
g thyT (lovastatin) )  ZEJEECF R L TR (001 -FF -4 Rt 88 = 1) (40
JEIRFI R (B a0 2 LA R (staurosporine)) AL &K (actinomycin) (AT T R
D& EZRD H3EER (bleomycin) (B AHEE KA HKEERB2. K E R
(peplomycin)) I & (anthracycline) (B WiE 4% % (daunorubicin) fi & &
(doxorubicin) B & AL AR % & (IR 1EH R (idarubicin) REL E
(epirubicin) ‘HtZF £ (pirarubicin) £ E (zorubicin) KX+t E E
(mitoxantrone) ) MDRHNIF] (Bl IZER MK (verapamil)) Ca™ ATPREEHIH ] (91 a5 5H 2 H
% (thapsigargin)) A E & JE (imatinib) YW . E % (thalidomide) 3k IF & %
(Ienalidomide) - & i B 5 Bt 111 771 (49 i) 5 % J@ (axitinib) (AGO13736) \fHET & 8
(bosutinib) (SK1-606) . PG Jé fi (cediranib) (RECENTINTM,AZD2171) \il¥># J@
(dasatinib) (SPRYCEL® ,BMS-354825) %' ¥ JE (erlotinib) (TARCEVA®), 4R
Je (gefitinib) (IRESSA®) {5 # JE (imatinib) (Gleevec® ,CGP57148B,ST1-571) Fi
% Je (lapatinib) (TYKERB® , TYVERB®) kit #Jé (lestaurtinib) (CEP-701) .
K B (neratinib) (HK1-272) . Je ¥ & JE (nilotinib) (TASIGNA®). ] Hyb 8
(semaxanib) (@] %P4 )8 (semaxinib) ,SU5416) .47 JE# JE (sunitinib) (SUTENT®,
SU11248) \Z %% )8 (toceranib) (PALLADIA®). N, fffh J& (vandetanib) (
ZACTIMA® ,7D6474) LW JE (vatalanib) (PTK787,PTK/ZK) . il % Bk 8 31
(trastuzumab) (HERCEPTIN®) NI{% ¥ 31 (bevacizumab) (AVASTIN®) « Fl| Z & B
(rituximab) (RITUXAN®). i %Z & 41 (cetuximab) (ERBITUX®) 1 J& £ 31
(panitumumab) (VECTIBIX®) 2% B i3 (ranibizumab) (Lucentis®) | Jg &' & J&
(nilotinib) (TASIGNA®) - Z$idF JE (sorafenib) (NEXAVAR®) . f 4 %L 7]
(everolimus) (AFINITOR®) fi £ B4 (alemtuzumab) (CAMPATH®) 75 7 B4y B K
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E (gemtuzumab ozogamicin) (MYLOTARG®) 1 &3 ] (temsirolimus)
(TORISEL®) ~ENMD-2076 .PC1-32765.AC220.FLIR £ FH # JE (dovitinib lactate)
(TK1258,CHIR-258) B1BW 2992 (TOVOKTM) .SGX523.PF-04217903.PF-02341066.PF—
299804 .BMS-777607 \ABT-869.MP470.BIBF 1120(VARGATEF®) \AP24534.JN]J-
26483327 \MGCD265.DCC-2036BMS-690154 ., CEP-11981 . # k4L JE (tivozanib) (AV-951) .
0S1-930.MM-121.XL-184.XL-647 % /B(XL228) . & [ B 44 $01 il 71) (] 40 o9 &% 4 oK
(bortezomib) (JiF] (Velcade))) mTORH I (441 EH MH 2= (rapamycin) 10 %' 5 7]
(temsirolimus) (CC1-779) k4% 5] (everolimus) (RAD-001) . Hh % % &)
(ridaforolimus) .AP23573 (Ariad) AZD8055 (AstraZeneca) \BEZ235 (Novartis) \BGT226
(Norvartis) XL765 (Sanofi Aventis) \PF-4691502 (Pfizer) .GDC0O980 (Genetech) .SF1126
(Semafoe) K0S1-027 (0S1))  BLFIZK 7k (obl imersen) . 7 FifhiiE (gemcitabine) EELL B R
(carminomycin) - HEi VU M B (leucovorin) 553 Bl ZE (pemetrexed) . P Bt ik
(cyclophosphamide) iAW /R R (dacarbazine) <A FE I (procarbizine) I8 8 &
(prednisolone) Hi ZE K (dexamethasone) . R H (campathecin) R EZE
(plicamycin) . KA W &Ef (asparaginase) s &L (aminopterin) B g s
(methopterin) JHAIEF H & (porfiromycin) «FEVEL (melphalan) » 7K FEH
(leurosidine) A KEFEW (leurosine) R T R%E J+ (chlorambucil) . Bl NI & &
(trabectedin) \JA - RELH (procarbazine) i i %Lk (discodermolide) -VF4L 5 &
(carminomycin) \ZAFEMENS I 75 3 = B F 1% (hexamethyl melamine) o

[0241] A I BC LTt 5] v, BIrva T IR N LB o 72 SR B S 4l v, MR 9 NS AR S
LS RE B, ANME I TR, v R A B AR B 3 AR R S, MR N
ARSI B AN A B o AE SR ST h , ME K B I WA S AR ROl SR A
e ST 5, AR B B o AE o — AN SE AR T, AR BN, v anmE L Sh A S
BAE AR R KK AL FELL L, MR AR N SFSEE T BRI B0 , 1 20 %% il L AT /)N B B
BT LR A o

[0242] s

[0243]  AHE DL S DA J 7~ AR B ()P0 e S T 461 398 > b TR A3 B T e, DA SE il
Fr s BB ARARR A K N R IAE AR B S it oS R B4R FH AR, HL DR G m] R A ) ol
PRk St 7y 2o SR, AR AE A B 5 0 S L IR AR B T il , FEAN TS B8 A R BH [ K i B S s
(A 00 TR I 7~ R o S AR HH 7 22 20 AT SRAS AR R BB 3

[0244] 52451 : SSEASSSALAI 917 PR B 1

[0245]  A: SSEA3SAUN) - LI 22 B AR A Rk

[0246]  yatfEL.iidk FEAE R4 A Il SSEAB I~ Jik
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a{ig £ !}3 ) .’}3

TN A
# G : .

m‘?: g $ &s&l%ﬁi
k3 e &

i\“& *e“)‘\'ﬁ' A £ i ; A
n_-'l.\‘.‘».{}‘ G"‘\\)L‘s N (:\i\ 3“"1 \‘;. 14' 3 m.-{}\#/‘ '»\,-""\,-g?:?
B i el b, M | ; KT ’
cW UDP-Gul 2 4p
[0247] % i ]
%;‘ AP z\
; ; gl
5 oe e .t
Qrgy ~’ 'ﬁﬁ?@&
%K 3«*
e g
U e

[0248] G IALEVICbASAUA) ATP UTP = FURE S0 Tl IR A I TR L PR B UL B S
N FUMEEE (GalK) UDPHEAETEERIL G (ATUSP) \B-1, 3—- LML EE FE I (LgtD) - A TR R e Iy
(PK) S W LEETRIREE (PPA) TV , £ 2 T HIH RN, 4 Gl pHE A7 . 0, HalE i ik =
AT AR I N L 2 AN PR 8 21 7 ) S B 58 S, I N30 73 B e B2 B I SLVR A A K
B BE SRRSO H 0. 220Mid g8 £33 D8 - B35 1 C- 1 8EER E M A DE TR U AR A By HL
T ek B A A )

[0249] S5 2 : SSEA4 AU 1911735 1 5 Tl

[0250]  A:SSEAA-Ge—S M4k 4

[0251]  JAAR2: L A B2 K B B SSEA4—Ge—2a
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1) IS, TIOH, DOM, MS 44 0" >
S0CEA0C MO
G E/HOAC/Py (1:4)

[0252] ER . w5

AQ DAe
R Mgc?;ﬁcb
RN 0% ¢ BT ARQE =y
& : ; PN
L “SiMes 2 ERNPL DOMOCERE S g Al
o & b
Acly Y
O
."«f}o Olg OAS
) TRADCM, 308 0511 ol
Au S
3 f‘»i CM D8, mm"ciiﬂ ""’“‘j ot ™ g
r &cG o R
Nit
%

A Ofe Ghe
) N Lt MOZCA’{)} Szgzew
- TRSOTHDOMMS 48 N s »\,Q
§ 4 v A D! Ry \_0" (5
<107 5°C i M 7;.‘ S K
CEST w0 i
! ) 3n
~70% ;

- \ﬁ]C-,\“_,\w,/x‘”.},-’\‘ O

}{Bn
g

[0253]

5 2n, Hote
28610, Kk BE o
L
3No0Hs, MeOHDER (0 1,0 1O Ko
SPFOHT, MeORHL HOA '

[0254]  H4¥3 AR 7597 (4A,0.58) WS INAESZ4K3 (93mg, 0. 045mmo1) S B P fiZ 156 (76mg,
0.068mmol) T-6mL 5L F it (CH2Cl2) VR IR o 7E = T FRIR G2/ N A2 o 2 2 -
10°CZ )&, B INTMSOTE (5uL,0.03mmol) , HIR & 7E5°C (4 Eé) PFE— R R NLTR A iE
ININ= 2 0% (0.5mL) ¥ K, FICHaC 1o B H 28 Fh fik 8 4= 28 3 E o Vi VR FH V0 R o 1R &
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(NaHCOs) 7K VTR HE ¢ » LBREREH (Na2S04) BE7K , b 38 HLIR4A - 1 — AR RIS AT (P
H950-100% 2. B2 2. B/ IEC J50) 4ib R R4, A3 BINTET, IR 2 ok B WS BV L BE6 [ 2%
JoT o TENVMRI 52 7= & (90mg , 68%) «

[0255] Mg EEfr (1) BN INEISHET (90mg,0.03mmol) T-HKZ R (5.0mL) H VAR HAwF 1R
HEZ 2N BB ENTAR T R A TRER X NIR S &R bR, &K
Pk v A 8 AR T VR YA R R VA AR T e / BRI (1:1,2.0mL) H, Fiedk 1/t HL
Wi o T A AR E AT R AL IR AR NG B ) BV A T oK &R e B R R (2:
8,10mL) *H H A F B2 4N (45mg) AbFE 75 2 il T A/ 2 J5, I N7k (0. 2mL) , H RS
TR A6/ o SN TR A4 L H B 128 B igamber 1yst 1R-12070 AT, 1 9§ H k48 . i 306
FHEMTE RP-18) 4tk k4.

[0256] R AR (20% , T ARRH ,50mg) 52k Wy N2 B /7K / &1 (10:10:0.5,
6mL) VR AW, FFAE IR — KRS ST PR 167N VR A Y04 kvt R 3 gE HLIR 46
WA E TR R AR, 5 R A Y8 (1Tmg , 43%) .

[0257]  B:SSEAASAUY)-Z LI E B A Rk

[0258]  Jfife3. ML f A R G0 AL SSEA SR~ L 1) A5 i A2
[0259]

Gh3-NH2
CHPecshe S fola  Chp
i ‘ Ao~ PR
A - b .
S s o X”
i | S e
Wi oAy P oy
R ‘ /
gy
Ao ‘ ‘
Ho LA -
R AP
ManNAcfTEY]

[0260]  SSEA4ZEAUN S HE A2 42 FH W FE 3 P BT il I R P42 SR 8K A il o 7E L R G H , AN
B -D—H 22 4 e i AR 0 -5 T A R I e 2 L 30 3o B 4 4 A T R A R 2 B A 8 R 25 AL
Wy, B8 5 56bs- S AE B AE RGP 4 3F (J. Am. Chem. Soc. 2013,135,14831-14839) , 384533t
I SSEA4 AN -2 JE o
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[0261]  Jg 8 S PELRREIAR 21T : Gb5—% 3 (18umo1) CTP (5umol) N-Z. Bi-D—H & #i i fi
AWy (27umol) B ER4H (81umol) JPEP (55umol) SZATP (5umol) ¥EM# T-50mM Tris—HC1ZE
7B (pH 8.0) o RKra—(2,3) —MEVR R 2B (201 PR Ar) Wil VIR BRI 4 g (201> 567)  CMKR (10
ANERAL) PykEEF (LOA A7) PPARE (104 ERAL) S PmessBE (104N BRAL) AN AW+, BAE
37°C Jx L 8/INY L 38 3k v 2 AT AR A PR o A S B 25 I, B 75100 C #8643 > 3 iy A2
VE o BT EL K SSEAASK DY~ 22 i 3 G 25 . DEAE K SPAE A 44k , 7 224180 % o

[0262]  SSEA4ZRAUA-Z LM 'H NMR

[0263]  B-1.SSEA4-J%i% (Rv=NHAc , Rio=0H)

[0264]  'H NMR (400MHz,D20) 64.94 (d,J=3.8Hz,1H) ,4.72(d,J=8.5Hz, 1H) ,4.54-4.50
(m,3H) ,4.40 (t,]=6.4Hz,1H) ,4.27(d,J=2.0Hz,1H) ,4.20 (d,J=2.8Hz,1H) ,4.10-3.54
(m,37H) ,3.34-3.31 (m,1H) ,3.02 (t,]=7.6Hz,2H) ,2.78(dd,J=12.4,4.6Hz,1H) ,2.05 (m,
6H) ,1.80 (t,12.2Hz,1H) ,1.74-1.67 (m,4H) ,1.51-1.45 (m, 2H)

[0265]  B-2.NeubGe SSEA4-1% i (Rv=NHGc , Rio=0H)

[0266]  'H NMR (400MHz ,D20) 64.89 (d,J=3.6Hz,1H) ,4.66 (d,]=8.2Hz,1H) ,4.52-4.45
(m,3H) ,4.37 (t,]=6.8Hz,1H) ,4.23(d,J=3.2Hz,1H) ,4.15(d,J=2.8Hz,1H) ,4.10-3.48
(m,35H) ,3.27 (m,1H) ,2.98 (t,J=7.6Hz,2H) ,2.73(dd,J=4.8,12.4Hz,1H) ,2.00 (s,3H) ,
1.77 (t,J=12.0Hz,1H) ,1.72-1.61 (m,4H) ,1.48-1.39 (m,2H) ,

[0267]  B-3.Ac—}tdE SSEA4-1¥ iz (Rv=NHCOC2H4C=CH,Ri0=0H)

[0268]  'H NMR (400MHz,D20) 64.89 (d,J=4.0Hz,1H) ,4.67 (d,J=8.4Hz,1H) ,4.52-4.45
(m,3H) ,4.37(t,]=6.4Hz,1H) ,4.23(d,J=2.4Hz,1H) ,4.08-3.54 (m,38H) ,3.28 (m, 1H) ,
2.99 (t,J=7.6Hz,2H) ,2.53-2.4 (m,4H) ,2.37 (s, 1H) ,2.01 (s,3H) ,1.77 (t,J=12.0Hz,
1H) ,1.72-1.62 (m,4H) ,1.49-1.41 (m,2H) ,

[0269]  B-4.Ac—AL4)_SSEA4-IX % (Ry=NHCOCH:F , Rio=OH)

[0270]  'H NMR (400MHz ,D20) §4.90 (d, J=46.4Hz ,2H) ,4.90 (d,J=4.0Hz,1H) ,4.67 (d,]=
8.8Hz,1H) ,4.53-4.46 (m,3H) ,4.37 (t,]J=6.8Hz,1H) ,4.24 (d,J=2.8Hz,2H) ,4.16 (d,J=
3.2Hz,1H) ,4.09-3.51 (mn,34H) ,3.28 (m,1H) ,2.99 (t,J=7.2Hz,1H) ,2.75(dd,J=4.8,
12.4Hz,1H) ,2.01 (s,3H) ,1.79 (t,J=12.0Hz,1H) ,1.72-1.62 (m,4H) ,1.48-1.40 (m,2H) .
[0271]  B-5.Ac—2KJE SSEA4—[R % (Rv=NHCOCHzPh , Rio=0H)

[0272]  'H NMR (400MHz ,D20) 87.39-7.30 (m,5H) ,4.90(d,J=4.0Hz,1H) ,4.66(d,]=
8.4Hz,1H) ,4.52-4.46 (m,3H) ,4.37 (t,]J=6.8Hz,1H) ,4.23(d,J=2.8Hz,1H) ,4.15(d,J=
3.2Hz,1H) ,4.08-3.47 (mn,38H) ,3.36 (dd,J=1.6,9.2Hz,1H) ,3.28 (m,1H) ,2.99 (t,]J=
7.6Hz,2H) ,2.73(dd,J=4.8,12.4Hz,1H) ,2.00 (s,3H) ,1.76 (t,]J=12.0Hz,1H) ,1.72-1.61
(m,4H) ,1.51-1.40 (m,2H) .

[0273]  B-6.Ac—i.%(HE SSEA4—R i (Rv=NHCOCH:2N3, R1o=0H)

[0274]  'H NMR (400MHz ,D20) 64.88(d,J=3.6Hz,1H) ,4.66 (d,]=8.4Hz,1H) ,4.52-4.44
(m,3H) ,4.36 (t,]=6.4Hz,1H) ,4.23(d,J=2.4Hz,1H) ,4.08-3.54 (m,35H) ,3.27 (m, LH) ,
2.98(t,J=7.2Hz,2H) ,2.73(dd,J=4.8,12.4Hz,1H) ,2.00 (s,3H) ,1.77 (t,J=12.4Hz,
1H) ,1.72-1.60 (m,4H) ,1.48-1.39 (m, 2H) .

[0275]  B-7.5 - %L _SSEA4-TR % Rv=Ns,Ri0=0H)
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[0276]  'H NMR (400MHz ,D20) :84.90 (d,J=3.6Hz,1H) ,4.67 (d,J=8.4Hz,1H) ,4.51-4.47
(m,3H) ,4.37 (t,]=6.4Hz,1H) ,4.23(d,J=2.8Hz,1H) ,4.15(d,J=3.2Hz,1H) ,4.08-3.44
(m,35H) ,3.31-3.27 (m, 1H) ,2.99 (t,]=7.2Hz,1H) ,2.73(dd,]=4.8,12.4Hz,1H) ,2.01 (s,
3H) ,1.76 (t,J=12.0Hz,1H) ,1.72-1.63(3,4H) ,1.48-1.41 (m,2H) ;HRMS (ES1-TOF ,M-H-)
CasHrsNs 03311 B 1228. 4579 , 5236 {H 1228 . 4621 4

[0277]  B-8.9 —i%k%( A SSEA4-IX % Rv=NHAc,Ri0=Ns)

[0278]  'H NMR (400MHz ,D20) 64.85 (d,J=3.8Hz,1H) ,4.67 (d,]=8.4Hz,1H) ,4.51-4.44
(m,3H) ,4.37 (t,]=6.4Hz,1H) ,4.23(d,J=2.8Hz,1H) ,4.10-3.40 (m,33H) ,3.27 (m, 1H) ,
2.98(t,J=7.6Hz,2H) ,2.72(dd,J=4.8,12.8Hz,1H) ,2.00(s,3H) ,2.00 (s,3H) ,1.75(t,]
=12.4Hz,1H) ,1.72-1.60 (m,4H) ,1.58-1.38 (m,2H) .

[0279]  B-9.NHBz SSEA4-/%fi% (Rv=NHBz ,Ri0=0H)

[0280]  'H NMR (400MHz,D20) 87.80-7.73 (m,2H) ,7.63 (m, 1H) ,7.56-7.51 (m,2H) ,4.92(d,]
=4.0Hz,1H) ,4.70(d,J=8.4Hz,1H) ,4.58-4.47 (m,3H) ,4.40 (t,]=6.4Hz,1H) ,4.26 (d,]
=2.8Hz,1H) ,4.19(d,J=3.2Hz,1H) ,4.15-3.53 (m,36H) ,3.31 (m,1H) ,3.01 (t,J=7.6Hz,
2H) ,2.82(dd,J=4.4,12.4Hz,1H) ,2.00(s,3H) ,1.87 (t,J=12.0Hz,1H) ,1.72-1.60 (m,
4H) ,1.48-1.39 (m,2H) .

[0281]  C:SSEAAZRAAY)-BREE () 2SI S ML

[0282]  yfiFE4 : Z2 FHDTSSPAC IR [ MoK A il SSEAA AN T B

: HO
R‘: SS OH Qh Q“{
\iﬁg}}; 532“%5 ’*Qx HO
ﬁg\‘ .N{} {
HO MA{:
( OH
SSEA4RBIY-NH2 QQ‘VQ olo .
uw‘ 3
Ho HO o NCHNH,
E (1) DTS8P
[0283] % {2,017
R KC’H OH Mo LOH
10 % HO HO
?4?"& ;

*%Glé&\ &VB
SSEA4 RE-SH HO- “MOHNHCOCH L SH

[0284]  £F L ST, HEDTSSP (2. 0eq) &SSEA4§’§U%—§\%(1 Oeq) VA T0. IMT R
G pH 7.4 (Z93mg/mL) o AE B N IRFEE R — W B RN /F'b YFHE E40°C H.
ISIDTT (9.0eq) «FEA0CHEFEL. 5/ 2 J5 , B 25 W4 I M VR A1), HIB R LH-20% H:2lifk 5%
AN, 183 A [E 4R SSEA AU - TR EE « (TR
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[0285]  SSEA4ZRAUA)-TREEMT'H NMR

[0286]  C-1:SSEA4-TiEE (Rv=NHAc , Rio=0H)

[0287]  'H NMR (400Hz ,D20) 64.88 (d,]=4.0Hz,1H) ,4.65(d,]=8.5Hz,1H) ,4.50-4.44 (m,
3H) ,4.36 (t,]=6.5Hz,1H) ,4.22(d,J=2.9Hz,1H) ,4.14(d,J=3.1Hz, 1H) ,4.04-3.55 (m,
35H) ,3.26 (t,J=8.5Hz, 1H) ,3.18 (t,]=6.8Hz,2H) ,2.74-2.70 (m,3H) ,2.49 (t,]=6.8Hz,
2H) ,1.994 (s,3H) ,1.992(s,3H) ,1.75(t,J=12.2Hz,1H) ,1.61 (tt,]=6.7,6.7HZ,2H) ,
1.52(tt,J=7.1,7.1Hz,2H) ,1.40-1.36 (m, 2H) ;

[0288]  C-2:Neu5Ge SSEA4-FREE (Rv=NHGc , Rio=0H)

[0289]  'H NMR (400MHz,D20) 64.89 (d,J=3.9Hz,1H) ,4.66 (d,]=8.5Hz, 1H) ,4.53-4.43
(m,3H) ,4.36 (t,]=6.5Hz,1H) ,4.22(d,J=3.0Hz,1H) ,4.15(d,J=3.1Hz,1H) ,4.11-3.48
(m,38H) ,3.27 (t,J=8.4Hz,1H) ,3.19 (t,J=6.7Hz,2H) ,2.78-2.71 (m,3H) ,2.51 (t,]J=
6.7Hz,2H) ,2.00(s,3H) ,1.78 (t,J=12.1Hz,1H) ,1.61 (q,J=7.1Hz,2H) ,1.52(q,J=
7.1Hz,2H) ,1.39 (q,J=8.0Hz,2H) .

[0290]  C-3:Ac—ktE SSEA4-FREE (Ry=NHCOC2HsC=CH,Rio="0H)

[0291]  'H NMR (400MHz,D20) 64.94 (d,J=3.9Hz,1H) ,4.72(d,J=8.4Hz,1H) ,4.58-4.48
(m,3H) ,4.41 (t,J=6.5Hz,1H) ,4.30-4.26 (m, 1H) ,4.21 (d,J=3.1Hz,1H) ,4.14-3.54 (m,
37H) ,3.32 (t,J=8.6Hz, 1H) ,3.24 (t,]=6.8Hz,2H) ,2.83-2.74 (m, 3H) ,2.59-2.49 (m,5H) ,
2.43(s,1H) ,2.06 (s,3H) ,1.82(t,J=12.1Hz,1H) ,1.67 (p,]=6.9Hz,2H) ,1.58 (p,J=
6.9Hz,2H) ,1.48-1.38 (m,2H) .

[0292]  C-4:Ac—FAkY) SSEA4-TEE (Rv=NHCOCH:F , Rio=0H)

[0293]  'H NMR (400MHz ,D20) §4.90 (d, J=46.4Hz ,2H) ,4.95(d,J=4.0Hz,1H) ,4.72(d,]=
8.5Hz,1H) ,4.59-4.48 (m,3H) ,4.41 (t,]J=6.6Hz,1H) ,4.31-4.26 (m, 1H) ,4.23-4.18 (m,
1H) ,4.14-3.54 (m,36H) ,3.36-3.29 (m, 1H) ,3.25 (t,]=6.8Hz,2H) ,2.80 (m,3H) ,2.57 (t,]
=6.7Hz,2H) ,2.06 (s,3H) ,1.84 (t,J=12.2Hz,1H) ,1.67 (p,J=6.9Hz,2H) ,1.58 (p,]=
7.0Hz,2H) ,1.43 (q,J=8.3Hz,2H) .

[0294]  C-5:Ac—2EJE SSEA4-FiEE (Rv=NHCOCH2Ph , Rio=0H)

[0295]  'H NMR (400MHz ,D20) 87.48-7.32 (m,5H) ,4.94 (d, J=3.6Hz,1H) ,4.73-4.68 (d,]=
8.4Hz,1H) ,4.52 (m,3H) ,4.41 (t,]=6.4Hz,1H) ,4.29-4.26 (m, 1H) ,4.20 (d,J=3.0Hz, 1H) ,
4.13-3.51 (m,37H) ,3.39(dd,J=9.0,1.8Hz,1H) ,3.32(t,J=8.6Hz,1H) ,3.25(t,]=
6.7Hz,2H) ,2.83-2.74 (m,3H) ,2.56 (t,]J=6.7Hz,2H) ,2.04 (s,3H) ,1.80 (t,J=12.1Hz,
1H) ,1.67 (q,J="7.2Hz,2H) ,1.57 (q,J=7.1Hz,2H) ,1.48-1.38 (m,2H) .

[0296]  C—6:Ac—ik%HE SSEA4-TRE (Rv=NHCOCH2N3, R1o=0H)

[0297]  'H NMR (400MHz ,D20) 64.88(d,J=3.9Hz,1H) ,4.66 (d,J=8.5Hz,1H) ,4.52-4.43
(m,3H) ,4.36 (t,]=6.5Hz,1H) ,4.22(d,J=3.1Hz,1H) ,4.14(d,J=3.1Hz,1H) ,4.08-3.47
(m,38H) ,3.26 (t,]=8.4Hz,1H) ,3.19 (t,]=6.8Hz,2H) ,2.74 (m,3H) ,2.51 (t,]=6.7Hz,
2H) ,2.00 (s,3H) ,1.76 (t,J=12.1Hz,1H) ,1.61(q,J=7.1Hz,2H) ,1.53 (p,J=7.0Hz,2H) ,
1.38(q,J=8.3Hz,2H) .

[0298]  C-7:5 —-i%k%JE SSEA4-BREE Rv=Ns,Rio=0H)

[0299]  'H NMR (400Hz,D20) 84.90 (d,J=4.0Hz,1H) ,4.67 (d,]=8.4Hz,1H) ,4.51-4.46 (m,
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3H) ,4.37 (t,]=6.4Hz,1H) ,4.24(d,J=2.8Hz,1H) ,4.15(d,]J=2.8Hz,1H) ,4.01-3.44 (m,
35H) ,3.28 (t,]=8.4Hz,1H) ,3.21 (t,]=6.8Hz,2H) ,2.78-2.72 (m,3H) ,2.52(t,]=7.2Hz,
2H) ,2.02(s,3H) ,1.77(t,J=12.0Hz,1H) ,1.67-1.60 (m,2H) ,1.58-1.50 (m,2H) ,1.43-1.37
(m, 2H)

[0300] (C-8:9"—i%k%( A SSEA4-FiEE Rv=NHAc,Rio=Ns)

[0301]  'H NMR (400MHz,D20) §4.90 (d,J=3.9Hz,1H) ,4.68(d,J=8.5Hz,1H) ,4.48 (dd,J=
13.2,7.9Hz,3H) ,4.37 (t,]=6.5Hz,1H) ,4.26-4.22 (m,1H) ,4.16 (d,J=3.3Hz, 1H) ,4.09-
3.44 (m,36H) ,3.31-3.24 (m, 1H) ,3.20(t,J=6.8Hz,2H) ,2.79-2.70 (m,3H) ,2.52 (t,]=
6.7Hz,2H) ,2.02(d,J=2.0Hz,6H) ,1.76 (t,J=12.1Hz,1H) ,1.63 (p,]=6.9Hz,2H) ,1.54
(p,J=6.9Hz,2H) ,1.39 (q,]=8.3Hz,,2H) .

[0302]  C-9:NHBz SSEA4-%%iE% (Rv=NHBz,Ri0=0H)

[0303]  'H NMR (400MHz,D20) §7.80-7.73 (m,2H) ,7.66-7.58 (m,1H) ,7.52(dd,]=8.4,
7.0Hz,2H) ,4.91(d,J=3.9Hz,1H) ,4.69 (d,]=8.5Hz,1H) ,4.57-4.44 (m,3H) ,4.38(t,J=
6.5Hz,1H) ,4.27-4.22 (m,1H) ,4.18(d,J=3.1Hz,1H) ,4.16-3.52 (m,36H) ,3.29 (t,]=
8.5Hz,1H) ,3.20 (t,J=6.8Hz,2H) ,2.84-2.72 (m,3H) ,2.52 (t,]=6.7Hz,2H) ,2.03 (s, 3H) ,
1.89 (t,J=12.2Hz,1H) ,1.63 (p,J=6.8Hz,2H) ,1.53(q,]=7.1Hz,2H) ,1.40 (q,]=8.2Hz,
2H) o

[0304]  D: SSEA4ZRAA I TR B AL 5 B 5 Ak

[0305] AR5, it AR R G0 A SSEAASALA —His TR JE 1K) A i 42

%és'} 0 &, R 4&§ g\s/(éﬁ mﬁ[,&‘ﬁ zi Ko
?\ \x
HQ W“C \l.‘“

&ﬁe’{c

GbS-SNR ", ;:/ \\SSFA@&M% SRR

[0306] CAPNauBhe 260019 (‘M

{ o i ) m{ XF’W‘&@“
)\ )\ Fd PER

P 7 f‘*‘?&eﬁ% e

g, R o
cs T
AL W PP

MoaNAcBT £

[0307] 2% bl At FE 5+ BT (1Y) S FE A SR SR B I SSEAASR AW TR 3  AE L R G , AT
N-Z. B-D-2 3 H B M AT AW 55 7 T % T e S e Tk 1 4 Bl £ 1 26 1 1 B e 2 S PR 26
W, B J 56bs—45 A e A R4t 4 (7. Am. Chem. Soc.2013,135,14831-14839) , %k
B SSEAASRAI M TR &L - (EFED)

Rfs'“'\
S
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[0308] S B4k TEANFEIR WIT K Gbs - T 2 (18umol) CTP (5umol) N-Z, Bi-D-Z 2 H
AT AEY) (2Tumo ) S TAERER AN (81umol) JPEP (55umol) A ATP (5umol) AR T-50mM Tris-
HCIZZ M (pH 8.0) i o ¥ga— (2, 3) —MEVR R 5 2 I (201> 5 07) Ml VK IR 1 4 Bl (204 BR.A57)
CMKPF (L0 5247) (Pykfllg (1O ERAT) \PPARE (L0 B47) JePmessilf (L0 BLA7) I8N A VA TR
W, HAE3T C OR8Ny L I8 sk i JIs2 J2 B Al AR o 7 S B2 25 RN, 8 ik A2 100 °Clin s 438k
fEREAS P o FTEESSEA4ZRALLAY) 44 TR L8 1L G25 . DEAE A SPEF A4l ik, , P 2 4180 % o

[0309]  SSEA4ZRAA—IA TR M 'H NMR

[0310]  D-1.SSEA4-J# A3 (Ri=0H,Rv=NHAc , Rio=O0H)

[0311]  'H NMR (400MHz ,D20) 86.00 (m, 1H) ,5.40-5.37 (d,J=17.3Hz,1H) ,5.30-5.28 (d, ]
=10.4Hz,1H) ,4.92(d,J=3.9Hz,1H) ,4.70 (d,J=8.5Hz, 1H) ,4.54-4.51 (m,3H) ,4.40-
4.38(m,2H) ,4.25-4.18 (m,3H) ,4.10-3.52 (m,34H) ,3.35-3.32 (t,J=8.6Hz, 1H) ,2.77 (dd,
J=12.5,4.6Hz,1H) ,2.03 (s,6H) ,1.80 (t,J=12.1Hz, 1H)

[0312]  D-2.NeubGc_SSEA4—#i A 4L (R1=0H,Rv=NHGc , Rio=0H)

[0313]  'H NMR (400MHz,D20) 85.99 (m, 1H) ,5.38 (dd,J=1.2,17.2Hz,1H) ,5.29 (dd,J=
1.2,10.0Hz,1H) ,4.93(d,J=4.0Hz,1H) ,4.69 (d,J=8.4Hz,1H) ,4.58-4.51 (m, 3H) ,4.43-
4.37 (m,2H) ,4.28-4.17 (m,3H) ,4.14-3.52 (m,34H) ,3.33 (t,]=8.8Hz,1H) ,2.77 (dd, J=
4.8,12.4Hz,1H) ,2.03 (s,3H) ,1.81 (t,J=12.0Hz,1H) .

[0314]  D-3.Ac—#Ab¥)_SSEA4—45 A 3L (Ri=0H, Ry=NHCOCHzF , R1o=OH)

[0315]  'H NMR (400MHz,D20) 85.96 (m, 1H) ,5.36 (dd,J=1.6,17.2Hz,1H) ,5.25(dd,J=
1.6,10.4Hz,1H) ,4.89 (d,J=46.4Hz,2H) ,4.88(d,J=3.6Hz,1H) ,4.65(d,]=8.4Hz, 1H) ,
4.53-4.45 (m,3H) ,4.39-4.32 (m,2H) ,4.22-3.51 (m,37H) ,3.30 (t,]=8.4Hz, 1H) ,2.73 (dd,
J=4.4,12.4Hz,1H) ,2.00 (s,3H) ,1.85(t,J=12.4Hz,1H) »

[0316]  D-4.Ac—pJk SSEA4—## TR % (Ri=0H, Rv=NHCOCH2Ph , R10=0H)

[0317]  'H NMR (400MHz ,D20) 87.45-7.34 (m,5H) ,6.02 (m, 1H) ,5.42(dd,J=1.2,17.2Hz,
1H) ,5.32(dd,J=1.2,10.4Hz,1H) ,4.94(d,J=4.0Hz,1H) ,4.72(d,J=8.4Hz,1H) ,4.59-
4.52 (m,3H) ,4.46-4.38 (m,2H) ,4.30-3.50 (m,38H) ,3.42-3.32 (m,4H) ,2.77 (dd,]=4.4,
12.8Hz,1H) ,2.05(s,3H) ,1.90 (t,J=12.0Hz, LH) .

[0318]  D-5.Ac—1% %2 _SSEA4-JAi A2 (R1=0H, Rv=NHCOCH:2N3 , R1o=0H)

[0319]  'H NMR (400MHz,D20) 85.95 (m, 1H) ,5.35(dd,J=1.6,17.2Hz, 1H) ,5.25(dd,J=
1.2,10.4Hz,1H) ,4.88(d,J=3.6Hz,1H) ,4.65(d,J=8.4Hz,1H) ,4.52-4.46 (m, 3H) ,4.40-
4.32(m,2H) ,4.23-4.18 (m, 3H) ,4.12-3.50 (m,36H) ,3.30 (t,J=5.6Hz,1H) ,2.72(dd,J=
4.8,12.8Hz,1H) ,2.00 (s,3H) ,1.84 (t,J=12.4Hz,1H) .

[0320] D-6.5 -k SSEA4-J# A % (Ri=0H,Rv=Ns,Ri0=0H)

[0321]  'HNMR (400MHz ,D20) : 85.99 (m, 1H) ,4.40 (dd,J=1.6,17.2Hz,1H) ,5.29(d,J=
10.4Hz,1H) ,4.92(d,J=3.6Hz,1H) ,4.70(d,J=8.4Hz,1H) ,4.56-4.51 (m,3H) ,4.43-4.38
(m,2H) ,4.26 (d,J=3.6Hz,2H) ,4.22(d,]=6.4Hz,1H) ,4.10-3.46 (m, 35H) ,3.36-3.32 (m,
1H) ,2.74(dd,J=4.8,12.4Hz,1H) ,2.04 (s,3H) ,1.79 (t,J=12.4Hz) ;HRMS (ES1-TOF ,M-H-)
CaaH7iN4Os3 71 B 1183. 4001 , 52 364E 1183 . 4056 .

[0322]  D-7.9 %% SSEA4-JATA 2 (Ri=0H, Rv=NHAc,Rio=N3)
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[0323]  'H NMR (400MHz,D20) 85.96 (m, 1H) ,5.36 (dd,J=1.6,17.3Hz,1H) ,5.26 (dd,J=
1.6,10.4Hz,1H) ,4.90(d,]=3.6Hz,1H) ,4.68(d,]=8.4Hz,1H) ,4.55-4.47 (m,3H) ,4.41-
4.35(m,2H) ,4.25-4.14 (m,3H) ,4.10-3.41 (m,34H) ,3.31 (t,]=6.8Hz,1H) ,2.72(dd, =
4.8,12.8Hz,1H) ,2.02(s,3H) ,1.79(t,J=12.0Hz,1H) »

[0324]  D-8.NHBz_SSEA4-fi A %% (R1=0H,Rv=NHBz , Rio=0H)

[0325]  'H NMR (400MHz ,D20) 87.76-7.73 (m,2H) ,7.59 (m,1H) ,7.51-7.46 (m,2H) ,5.90 (m,
1H) ,5.30(dd,J=1.6,17.2Hz,1H) ,5.25(dd,J=1.6,10.8Hz,1H) ,4.89(d,J=3.6Hz,1H) ,
4.67(d,]=8.8Hz,1H) ,4.55-4.45 (m,3H) ,4.39-4.38 (m, 2H) ,4.24-3.50 (m,34H) ,3.30 (t,]
=8.0Hz,1H) ,2.77(dd,J=4.4,12.4Hz,1H) ,2.01 (s,3H) ,1.90 (t,J=12.4Hz,1H) .

[0326]  E:SSEAAZRAIAY-TE [ 45 Ak S 8L

[0327]  Jifs6.

Ry St S oa
L ot fOQH ES.,Q "1
R &

MO N hAc (}

‘ . Okt
SSFA&M@ “ﬁﬁ& }{O&g’.’@/‘nﬁlo\
Ho HO o CyHs

[0328]

\ O Onf

SSEASRDIY) B He HO ??Q ot Q\‘GchHO

[0329] 7 3L L 451 735 1 St ] v, A SSEAA AL — 445 TR T R I Sk B 2 B PRIE TRAE R,
AR E-T0 cut‘rp%ﬂéj\ﬁﬁpm\%* L R Me2S) ORI MR &1, B |
75 7RV T o FT EESSEAAZRAUN) - 25 ML G 1 5 AL 4l 4b « (GRFE6)

[0330]  SSEA4Z5ALIM-EEM'H NMR

[0331]  E-1:SSEA4-{#% (Rv=NHAc,Ri0=0H)

[0332]  'H NMR (400MHz ,D20) 85.19 (t,J=4.9Hz,1H) ,4.89 (d,J=3.9Hz,1H) ,4.66 (d,J=

8.4Hz,1H) ,4.54-4.45 (m,3H) ,4.36 (t,J=6.5Hz,1H) ,4.25-4.20 (m, 1H) ,4.15(d,J=

3.1Hz,1H) ,4.08-3.47 (m,32H) ,3.37-3.30 (m, 11) ,2.73(dd, J=12.4,4.6Hz,1H) ,2.00(d,]

=0.9Hz,6H) ,1.76 (t,J=12.1Hz,1H) .

[0333]  E-2:NeubGe_SSEA4—E (Rv=NHGc ,R1i0=0H)

[0334]  'H NMR (400MHz ,D20) 85.20 (t,J=4.9Hz,1H) ,4.91 (d,J=3.9Hz,1H) ,4.68(d,J=

8.5Hz,1H) ,4.52(dt,]=8.5,4.5Hz,3H) ,4.38(t,J=6.5Hz, 1H) ,4.27-4.22 (m,1H) ,4.17

(d,J=3.1Hz,1H) ,4.13-3.51 (m,34H) ,3.38-3.32 (m,1H) ,2.76 (dd,J=12.4,4.6Hz, 1H) ,

2.02(s,3H),1.80(t,J=12.1Hz,1H) .

[0335]  E-3:Ac—FfLA) SSEA4-HE (Rv=NHCOCH:F, Rio=0H)

[0336] 'H NMR (400MHz,D20) 85.21 (t,J=4.9Hz,1H) ,4.90 (d,]=46.4Hz,2H) ,4.69(d,J=
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8.5Hz,1H) ,4.52(t,J=8.0Hz,3H) ,4.38(t,]=6.4Hz,1H) ,4.24 (d,J=3.1Hz,1H) ,4.17d,
J=3.2Hz,1H) ,4.10-3.45 (m,33H) ,3.40-3.32 (m, 1H) ,2.78(dd,J=12.4,4.6Hz,1H) ,2.03
(s,3H),1.81 (t,J=12.2Hz,1H) .

[0337]  E-4:Ac—2K3E SSEA4-%E (Ryv=NHCOCH2Ph , R1o=OH)

[0338] 'H NMR (400MHz ,D20) 87.48-7.27 (m,5H) ,5.22(t,J=4.9Hz,1H) ,4.92(d,]J=
4.0Hz,1H) ,4.69(d,]=8.4Hz,1H) ,4.56-4.49 (m,3H) ,4.39 (t,J=6.5Hz,1H) ,4.26 (m, 1H) ,
4.18(m, 1H) ,4.10-3.45 (m,34H) ,3.43-3.34 (m, 1H) ,2.76 (dd,J=12.4,4.6Hz,1H) ,2.03 (s,
3H) ,1.78(t,J=12.3Hz,1H) .

[0339] E-5:Ac—iA%& JE SSEA4-#E (Rv=NHCOCH2Ns,Ri0=0H)

[0340]  'H NMR (400MHz ,D20) 85.20 (t,J=4.9Hz,1H) ,4.90 (d,J=3.9Hz,1H) ,4.68(d,J=
8.5Hz,1H) ,4.54-4.48 (m,3H) ,4.38 (t,J=6.4Hz,1H) ,4.24(d,J=3.1Hz,1H) ,4.17(d,J=
3.1Hz,1H) ,4.13-3.51 (m,34H) ,3.39-3.32 (m,1H) ,2.75(dd,J=12.4,4.6Hz,1H) ,2.02 (s,
3H) ,1.79(t,J=12.2Hz,1H) .

[0341] E-6:9"—1%k% (L SSEA4-E (Rv=NHAc,Ri0=N3)

[0342]  'H NMR (400MHz ,D20) 85.20 (t,J=4.9Hz,1H) ,4.91(d,J=3.9Hz,1H) ,4.69(d,J=
8.5Hz,1H) ,4.52(t,]=8.0Hz,3H) ,4.38(t,]=6.4Hz,1H) ,4.24 (d,J=3.1Hz,1H) ,4.17(d,
J=3.2Hz,1H) ,4.10-3.45 (m,32H) ,3.39-3.32 (m, 1H) ,2.74(dd,J=12.5,4.6Hz,1H) ,2.03
(d,J=2.1Hz,6H) ,1.77(t,J=12.1Hz,1H) .

[0343]  E-7:NHBz_SSEA4-{% (Rv=NHBz,Ri0=0H)

[0344]  'H NMR (400MHz ,D20) 87.83-7.76 (m,2H) ,7.63 (t,J=7.3Hz,1H) ,7.53(t,]J=
7.7Hz,2H) ,5.21(t,J=4.9Hz,1H) ,4.92(d,J=3.8Hz,1H) ,4.70(d,J=8.5Hz,1H) ,4.57-
4.49 (m,3H) ,4.39 (t,J=6.5Hz,1H) ,4.26 (d,J=3.1Hz,1H) ,4.19(d,J=3.3Hz,1H) ,4.16-
3.52(m,32H) ,3.40-3.34 (m, 1H) ,2.82(dd,J=12.4,4.6Hz,1H) ,2.04 (d,J=4.7Hz,3H) ,
1.87(t,J=12.1Hz,1H) .

[0345] S48 3 : 28 ph T HE-EMCSAZ AR B SSEA3 / SSEAAZRALIA)-CRM1 97 45 54

[0346] AT

[0347]

A-EMSC
E’«“ﬁa@

[0348] iy
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[0349]  JDURA B SSEA3SAUN) —F FE BUS SEAAS AU — E S4B 15 1S SEA 3 ALY Tk 1 B
SSEA4ZRAUA) -

[0350] 1 & FSSEA3/4MUACRML 97 45 & W) , i e bt o (1) SSEA3 /425 AU 5 DTSSPIE 4%
FFAEPBSZE MR (pH 7.4) HAERIR T SN o S pHAR W8 VAR pIME 5 24 75 W A8 i Am B PRI
NN — Lo S AL AT R A R BT VR R o 7R SR R BRI N 2/NEE 2 AR = IR R RV TR
HS IIDTT o VAR AEA0 CORFF I , BeAa W I R IR A A2 R 15 79 o d Je I LH-20 58 4 JE A 4
HR W), 18- 3SSEAS/AZKA ) -TRE .

[0351] D IEB K CRMIOTAE i JyCRMLO7 - T -k IV it o

[0352] ¢ e B HUINK S EHT (Amicon Ultra—0.5,10kDa) #2545 i 5CRM197 (1. 0mg) [ £h
2 )5 KGR A AR T PBSZE MY (pH 6.5, 1.0mL) H HLAEH# 2 BE S /NI o 10 Y2 s o it
HE-EMCS (1.0mg,8.22X 10 *mol) , 8 MM AE 25 MR Er e bE 2/ N} o 383t Amicon Ul tra—
0.5 (10kDa) ZE{LIE A4 - A3 FMALD 1 -TOFKS 25 4> F & H HBCA Mt HEA & EZ Ja . K
CRM197 -] Jis — I . Jrie il 47 T-PBSZZ M (pH 7.2,1.0mg/mL) HEA T F— 2R AR5
MALD1-TOF AL, Al vH T s — e e B Re 2L i & - 2861 5, “CRM197 -] I — 19 I i
(K5 & N6 18411, CRMLO7—M T Js — e IV fie b= )T s — W v i B e 2 38 H J (61841-
58326) /193=18.2,

[0353]  GIEC: A SSEA3/ 428 -CRM197 45 54

[0354]  “MECRM197-M T Jé — e WV i iA Al T-PBSZR Pl (pH 7.2, K EE A1 . Omg/mL) H , 56
[ Y2 Y S NS [ B R SSEAS /428 AU —Fi i (5. Omg/mL, T-PBSZE P, pH 7.2) AEZEIE
TR S Y2/ fF FlAmicon Ultra—0.5 (10kDa) Zli{LSSEA3 /4254 4-CRM19T 4544
PAZ2 HH BT RAZ 5 R s B SSEA3 /A AL - B S Tk B BN 355 o FIT 49 SSEA3 /45 ALIA%)—CRM197
455 EIEMALD 1-TOF 23 A1 N LA SR AE LA I 58 Bk A & W0 A FF 28 - SDTT ) B2 Hd 1 LH-20
BRI G, AT RICR OB SSEA3 /AL - TR B .

[0355] 1.2 Htii i —EMCS/™ 4 [ SSEA4SS I 5 CRM-197 45 S Wb iR i /K AL & W 54

fen | o e 1 s e
Ml SSEA4 75465 8.84
M2 | Neu5Ge SSEA4 70750 5.83
M3 | Ac-brB: SSEA4 68965 5.94
[0356)  "Ni4™ | Ac-iift¥ SSEA4 | 69190 4.59
M5 | Ac-%JL SSEA4 75454 8.10
M6 | Ac-ti%& . SSEA4 70274 5.30
M7 | 9k JE SSEA4 | 76596 9.87
M8 | Gle-/&% Lt SSEA4 | 73047 8.00

[0357] 524914 . 28 pH A JE-EMCSAZ B ok & 1l SSEA4—Ge—CRM197 45 54
[0358]  JRfES.
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[0359]

S0EAEGeRY

BEBREY
[0360]  J5UEA : #5 SSEA4-Ge—R FEAE i FySSEA4-Ge—TR BE
[0361]  ZEZE T, H4DTSSP (5.0mg,8.22 X 10 %mol) ¥ N % 474 SSEA4-Ge—Z % (5. 0mg,
4.01X 10 °mo1) FPBSZEMIK (pH 7.4,1.0mL) FEI IR o SRt pHAE IR IVA M pHAE , 2475
A5 R AR R PRI, P VAR R AN I SE AL AN TA T (LSS ERIR B/ 7K) 8 NV TR PR o A8 =R R iR
A2/ N 2 S 5 AE IR AR AR NDTT (5. 0mg , 32.41 X 10 °mol) o VAVRAE40 CHRRF
PP L/ANIE , 12 55 008 o ek Fe R 45 72 B v 77 o 3 S5 B L LH-20 8 b JE M R Sl Ab 7R 2 W, 19 31
SSEA4—Ge-FiEE (5.0mg,93%) .
[0362]  JDIEB: G CRMIOTAE G J9CRMLOT - T #5 —- B 0 fi o
[0363] 4/ e E UK HiEHT (Amicon Ultra—0.5,10kDa) A 1 85CRM197 (1. Omg)
(K1 £5 2 I AR AR WDVA R T-PBSZE MK (pH 6.5, 1.0mL) o H AL 8 2 RE F /N o 1) VAR TR i
N FE-EMCS (1.0mg,8.22X 10 °mo1) , #2345 [ MAIFE I8 AR FFHCRE 2/ o 33 Ami con
Ultra=0.5 (10kDa) Z54L IR &40 . 8 FAMALD 1 -TOFH: 25 4> F & H FIBCA Tt S E A g 2
J&i » CRMLO7 =) T M — B M ic T-PBSZZ i (pH 7.2,1.0mg/mL) A 47 FH T T — B IR 4R
MALD1-TOF S A}, AT TS0 T 4 — BV e B B 2 10 & o 28 1T 5 4CRML 97— T s I8 I Ji
(1) 4> F 2 N6 18410 , CRM1O7 -] I e IV i b= ()T s — e I Jie B e 2L 4 H (61841
58326) /193=18.2.
[0364] Y CRMLO7-)5 T 4% — W IV e Vs il T-PBSZE ik (pH 7.2, Wk A1 . 0mg/mL) 1, 45
[ VAV R NS [R) & [ SSEAAGe T % (5. Omg/mL, T-PBSZE i, pH 7.2) 7EZ IR R Hidk
TR A2/ off i Amicon Ultra—0.5 (10kDa) #i{,SSEA4-Gc—CRM19745 &4, LA ik
FE B3R SB[ SSEAA-Ge TR BE AT IR A #h o T 43 SSEA4-Ge—CRM197 455 ) Al il ik MALD1-TOF
A3 TSR FRAE LI B B KA AW A IR 2, R 2 B o« SDTT I B L il LH-20%8 4 A4 4k
ZJ5 s AT ECR OB T SSEA4—Ge— TR B o
[0365] 5 PRC: HHHLCRMLOT MR T As — P9k MV fide o 1) AR s IS T s —— I IV g
[0366]  }4SSEA4-Ge—CRM19745 &MV ik T-PBSZE PR (pH 7.2, 491 . Omg/mL) H HL ] 9%
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VIR0, 024 B 255 3L 2.8 (5mg/mL,PBSZE MW ,pH 7.2) L= FHiEEIR W2/
i . /8 FAmicon Ultra—0.5 (10kDa) 2E4LSSEA4-Ge—CRM19745 &4, UL & B HT RS I 3 e o7
[K12-30 5k 288 ANk, B R T A ol K

[0367] 2
[0368]  CRM197 5 SSEA4-GeH) 45 &
[0369]

CRM197 . : A SSEA4-TRES
4.ul (5 mg/mL)

SR 5« 2 FH SBAPAZS 6 77 A [ SSEA4ZR AL —CRM1 97 45 54
[0371]  FE9.

AN
2

[0372]

{ L ‘ YN
[0373]  MECRMIOTVAfET-0. IMBERR 242 ilipH 7.4 (Z91mg/mL) H1, H. 1A ¥ 8 I SBAP
(1.0mg) o 7E = N BB E 2 /N R A V) HE FIPBSZE i #% B HLl i Ami con
Ultra—0.5 (10kDa,2X) BS Lok 4 , 348 IINO . IMBA % £ 22 PPyl B IR i P R S 0, IR
FIr A3 A5 () CRM=197 ] JEREMALD1-TOF (FH & F 48520, 2 NI 12, 7K) S Hr AR AE A
I 5E SBAPS I 2
[0374] WG ZAXUEIICRMLOTIAMFT-0. IMBERR ER 22 pPipH 8.0 (% 1mg/mL) ', H &R i
INSSEA4 TR BE KA VR A W AEZ IR T BEHE LR IR A W4z 56 FIPBSZE vl i % B HLd ik
Amicon Ultra—0.5 (10kDa) B CoiR 40 , #:76 IINO . IMB IR £h 22 il 2 k4 b R 0, B
5IR o TR S Ml -5 (1 R 45 A Wy ml 3 EMALD 1 -TOF (BH B Ak, 38 BRI F 18, 7K) 43 BT i BA
FAE LI E K WA W) EIF 2. (RFE9)
[0375] 3. 48 SBAP™ A [¥) SSEAAZRALIAY) 55 CRMLIT 45 S N oK (A W & 2
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HE AR Z A

1RRS | TR e (xyFRIEA A
SI | SSEA4 68212 4.79
S2 | Neu5Ge SSEA4 67651 4.84
S3 | Ac-kiAt SSEA4 70308 5.70
S4 | Ac-FAk¥) SSEA4 | 69309 5.01
03761 'S5 | Ac-2E 3t SSEA4 68891 5.05
S6 | Ac-iiJE SSEA4 | 68359 4,50
S7 | 5-iA% L SSEA4 71638 7.06
S8 | 9-iEE L SSEA4 72545 7.90
SO | Gle-JE%FE SSEA4 | 67131 3.9
S10 | NHBz SSEA4 69636 5.50

[0377]  SEf96 « 25 | 3 Ji Ak A8 B 7 A T SSEAASRALL Y —CRM1 97 45 W)
[0378] RFELO

0
R PO :
[o379] | SSea- X0 "3’\)1 A

[0380]  #EELLs il , B CRMIOT YA MR T-0 . IMBE G Sh 42 i (pH 6-9, £ 1mg/mL)  , L[]
VAR A T2 B ) SSEAA R AL S FUR A A o 72 IR N RSB IE B R IR B
P £ B /KRB Haid Amicon Ultra—0.5 (10kDa & 0o 4 , 25 I N0 . IR 26 22 oy
RGO, EE IR IS KBS - B 45 5 Y i MALD 1 -TOF (BH B84, 2 o
NIFFIR 5 7K) A BT ARAE LA B ik AL A 8 A 4. (FELO)

[0381] R4 : & HHIE R e b= A ¥ SSEAA AU 5 CRML97 45 A W IR oK L & 03 & 8L
BB 2 e

A5 | S (my P E%
Rl | SSEA4 69025 8.89

R2 | Neu5Ge SSEA4 65154 5.6

[0382] |R3 | Ac-Fib¥) SSEA4 69315 9

R4 Ac-ZFk SSEA4 71329 10.1

R5 | Ac-L%JE SSEA4 | 67765 76

R6 | 9-1k% S SSEA4 67635 7.58

R7 | NHBz SSEA4 67124 6.95

[0383]  S245|7 : SSEA4SRALIA)-CRM1 97 45 & W10 4 92 ) 58

[0384] M7~ 7 2

[0385] T UERHSSEA4ZALA)-CRM197 &5 54 (S1ZS10) 1 Ihas/ fo 9 JE Pk , T4 C57BL/6
/NBR (- ZHn="5) L F00. 5ug SSEA4ZEAUMICRMLOTEE &4 (52, OugE g Ve IAH 418 F) -
X BN A A TR IR $h e P AR HE Eh K 52 Oug i Ig 12 77 T 3 Ah2 s A B i il — ik B4
R PR T 2 05— JAVRCEE G 8 /N BRI BT o A SSEA4 T ] 75 1 96 L 178 5 A4 7 4 XoF
SSEAARI UMY o A8 FISSEAA BT[] 25 119 96 FL7% 7 BLBEAT B 22 7 45 S S W B2 (EL1SA) 81 &5
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Z 5 PR RER BTSSP I 55 1) SSEAA— AL iR T 85 & 2/ o Yk i 3 F 2 ), 5 41
HPR&G A (1470 1 g GBI L gMARF S PR U420 I P 4 3R 1 i SSEA4 AR

[0386] T #AEREE-E A M A TIER T2 T RIZ RN, 8 )54 SSEA4 5 CRM1I9748 HH
EMCSTERERT (ML)  SBAPHERERT (S BUA JRIZLTE R1) 454 H AT B SCHrb (1) G % I it
Fo

[0387]  fF 2R

[0388]  PYyR Gy Pz o, IR AESSEAARL K B A7 J\ FHSSEAAZE AU 4 HGal -C34 4 &
185 BB A] AR AR b 3 % 6 SSEA4 1K) 1gG (B 3A) 5 1M (I 3B) Fidk o 7 AN [F] 2L BELL T, 4t
SSEA41gG K | gMBUR I AN TE BB 22 57 o 741, Gle—C34°4 5 J A SSEA4 K e R U345 5
I, IR AT IR S BT X SSEA41K) 166 (E14A) 5 1M (4B) 9% Hi i 77 o

[0389] 1At 5 Bl I 25 SR R BH SR Wl — 28 1 U455 77 V2 m] 50 e %8 R . 15 Gal-C344H
A8 F , SSEA4-EMCS—CRM197 (M1) 75 /& I3 SSEA4 1 gGHIAE Rt i T SSEA4—-SBAP-CRM197
(S1) B2 SSEA4~CRM197 (&2 FHIE SR Bk L4555 R 1D o

[0390] S48 SSEA4ZKALIMICRML 97 45 & Wik 4 928 JE PEAIF 52

[0391] Sy VUERH SSEA4SR AU CRM197 &5 &) 1K) o d JE 1k, i R MEVEBALB/ /N LA 4 9%
Fibh2ug SSEAAZAUN)-CRMLIT 454 J 2uglil R 172 FIC34 =IR , B il — IR  AESE T 5L
FETCATAR 1 I B i SSEAA R -8 (1 R 45 B I 0L R 5 $LG L oboHATL A AN B AR - 5 =
RPEREFN 2 51K R K B S50 % R R S TE HLE RS A 94 R4k 2% A BRI I SR s 1l
EZH DA, A4S BR R B SR S At Mg A SR KA B T o FR T 0 SRS AT — Lk
2EAGH, RN T R B AT SN P 17 AE SR B P A R — B B R IR AT

[0392]  SSEA4-Gc—-CRM19745 &M i T B HAEHE SSEA4-Ge | JiF A2 SSEA4B SSEA4 VU I v Bt
R P IR ) A AN A TACA B B MR 74 e PR R 1] o 3R B 45 A W1 LT 15 5 1 1 8G
FURZEAY , 2 B T B A R M 0% S B o A7 B A2 , X T SSEA4-Ge B 5 AL SSEA4TTT & » AR M %2
B 1 g4 R TEE X GloboHH 1 gG 7 & , SSEA4-Ge  CRM197 BT 5 I SR AN L R AR
UJF A SSEA4-CRMLITE5 S M Ei15 % o Horp, 6. 9D SSEA4-Ge T 5 LN CRML97 7 I E5 & )
A5 S B s I PR LA

[0393] /)N BRI % fo i H P 72

[0394] g 1 EL BLSSEAASRAUACRMLOT ¥ G s Sl 1t , 2 T R /IR (SJEIRE HETEBALB/ c/INER,
BioLASCO, & 5) WL Gy B Pl HEC34 a2 e hh = IR, B 2 il — IR o % 9% 15 & F 2ug  SSEA4
FAN Je2ug €34 o 0ot HE/INBRL VR S R IR $h 22 i AR R 3 7K (PBS) o /N T IR S 2 A 2 Rl (%
B S8 = IR A B B Pl 2 5 10 R UL o 314, 000 X g B 00 1043 B > 3545 B 4 I3 o« 3 3t SR T
TEILZH R 3 A7 L3R OB o

[0395] i FH SR M £5 20 1) ML 375 27 3 B

[0396]  FH1%BSA/PBSTZEMYR (PBSTZE MM : PBS 20.05% Tween—20, pH 7. 4) F % /)N i, 1L
5 o BB ZHAE4°C A SuperblockBE W 23K (Pierce) BEIT 1 /INe) HL7E 48 .2 Aif FHPBSTZE
MBS = IR B W LIS R R 5 N BRI U h HAEACRE B 1/ e i B i it
W BB T 5Alexa Fluor 647456 B EHT/INR 1gGHUAEDyLight 649455 1)1l
EPU/N R L MPUIENEN IR Bk, — i AE4 CHERS &b BT & /N 380 58 FIPBSTH i =ik
PR 3 60 1z B 28 (GenePix 4300A;Molecular Devices Corporation) fE635nmii
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KT HEL #5248 FGenePix Pro—6.073 #r 8 4 (Axon Instruments,Union City,
CA, USA) JInLA 734t o

[0397] At St 4]

[0398] A< B - b 457 B0 B A R AT LA S T2 sCA A o AR U0 BH 5 487 11 25 AR 7T
28 T AHE] SR AL B R & AR AR B o Rk, B AR 3 B B U B, 5 W B 48 7= 1)
B — R G E SR FRRAE () — AN S ] o BRI DA B, 24 5] T R 2 n] 25
Ty Hf 8 FIT I S5 it 491 (%) AARRAIE , HLAEASTS B RS P S S B 4% 0 R R0 SR A H 4 AR
e B A 2 DAAS 3T B - Fl FH I e 2% A o DRI L, FEA S e 491 708 e T R 34 1 R TR Y o
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