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L. 8520 (D R Ak -

Zl_Rl_ Xl " _ " XZ_RZ_ZZ (I)

Hop Bk B 2 R EE R AT DRI A M 5 5 50 5 — S IR OB 5

2 Zo 52 AH [R5 BAS [R] ) 88 A0 41 e 25 PR 25 0 I LIV B B 1, mT e o A il — i B TRk B
BEBE IR RS DR ERBE DR BE | IR B L 2 P IR e B ok IR B e e (g, =B 40) WP i
B RINGAL RS A A S B B S BN FAMA G

Ru FlRo A2 AH R 1 AN [F BB B G 1955 1~ 64N S 10 ELBE e 2 , 3316w Jii 1 S BB
et , EBE . BB PR A L B I B L ~ 6N i B T S L R L B L B 2 AR
(OCH2CH2) p» H:Hp 203 £ 10001 4 5 , B L L P (R 20 4

F3Ak s R AR A C,N,0,S, S, MIPJR FRIEEIR S 1, e L3 0~5001 i+, I i
T X B X2 I Z1 B Za s R FIR R () 25N S DL BT A Al BE AL 57 07 & & B a8 plede 22 I e
HE AR RS TR IR b I IR e TR T R BRI DR SRR R E R R
% RANBE 2R 2K B UG R IR , BUX B (A 5

XX 37 3% FANH, N (Rs) , 0, SEXCHz s ReAEH, 1 ~6/BiR IR 1) BELAE Be 4k , 336Nk R 1K)
EEBCOIR b2, BBE SR B LB B~ 6Nk R T R R BERG B AR T
(OCH2CH) , FeHp 20 R 100011 2 55, Bx B FE H 2 A

2. GERR A SR (LD A 45 4 7 - 29 AR B -
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'\\ // n
Cb an

H.

ChA4MuZs A 7, s b s
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Drugi AIDruge 9 AH [F] A ECAS [F] 1 40 B B3 P 77 e AT A JGE 2 | SV AE 2 o I e 22 SV s ik
BB AL R G, R BT I B IR R S O B R B R IR L A S
B2 IR BEAIG SRS R R B TR RS = TP R B B R  JR PR 2 bt 05 B
P T N L A S a0 M A R e s

nAE1~20; R, Re, XX 52 CRBURIE SR 1,

3. 45 1D LA -

! 0 0 |
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Cb (1)
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4. 2510 (V) AL &4 -
0 O
i [,
H.rPDrugi,Druge,Z1,Z2,n,R1,Re, X1, FIXoff) 8 YR BRI E R 1FI2,
5 AEBURIER 1, 5 Lk R B IR G S, £k LB AT A,
HARLH 75 K i (— B ) BEBUREE K48 A B 1 (Ta) B :

Drugi——R Xy

0 0 o 0 |
b=l * X—R — $pxdl=llxr— (1a)

Forp, X AERURIZE R TR X BOGHT R A , FBN (R3) , 0, BES s RAER AT /BER2, Ri s Re FIR3 58 X
[FIBCRIEE R .

Lv 1 FILv2AH [F (B & B ST OHLF L C1 By TS J5 2 My  N- 32 1 5% 11 W7 i (NHS) %
P RS OR Y S LR DY SR ORI S B ORI | LSy . R R R R, —
SR VY SRR 12 200 I = 500 0 B ORI I  FR R\ 2- 2, 2 -5 Rk S e -3 T
1% BRI B At BRI 40 £ TR I R R IST % A1) BRI 5 B2 K46 & I B2 H) AR BROM i tsunobu
JRONE R A s 4 AR HE - 1- B~ R &L ) -3- 2 8k — W Eh R & (EDC) , 3 2
Tk — i (DCC) NN = = e PR B e e fi& (DTC) , 1-FA k-2 Mg bk 2, J e — MW e i R R
AR £h (CMC, BRCME-CDI) , Frdk —- ki (CDI) , TBTU (0-Z8 I =& ME-N,N,N” N’ Y BF & fjg Jy
ML) 5 0- 2% 3 = Ze0nde — Y FR L JiR 7S S R I8 (HBTU) , R 9 = s -1 - S A R = (R
B BESH /S TR £ (BOP) , 7S BRI 7 I = — 1 - -5 L = kv e JL 1 (PyBOP) , FERR IR —
£ R (DEPC) ,N,N,N” N’ - FF EL U BRSSO IR &1 5 2- (T 2R I = 20) -N,N, N7 N =
F LIRS B FR R (HATU) , 1-[ (=R %) (REhmbkct) 7 AR ] -1[1,2,3] =3 [4,5-b] 1Mt
WE -3 S 7S U IR £ (HDMA) , 2-5—1, 3—  F FEBR I S5 7S U IR 1 (CIP) , A =L e S %
TR EL (PyCloP) , X (PY NP FF &2) s AR ek (BTFFH) ,N,N,N”  N” = AR B - (144X~
2Lk g ) B R 845 7S SO R 6, 2— -k me B -1-2%) -1, 1, 3, 3-PU B L i VU s B 2 2 (TPTU)
T - (1542 e ) NG NN N =D FR RS R 7S S B 2 5k, O0— [ (AU ARl ) U R i ] -
N,NGNT N =Y FR AR iR 7S B R 1 (HOTU) , (1~ -2- 2 A 3t 2~ AR 3 R A ) —
PR e U - P AR T 845 7S T B2 £ (COMU) , CR I = UM — 1 - L 40 0E) LI be e 7 # Tk 12 £
(HBPyU) , N="RJE-N" IR B B — W i (B s AE 58 A b)) kg e i (N- BB 30k 7 204
B) B85 7S AR £k (HSPyU) , 1— (G- 1ML - bre B I FY L) Mg 5t 7S B IR #h (Py C1U) , 2-58—
1, 3= 2 SRR e DU SRR £ (CTB) , CROF = e — 1 - S0 2E) R e B /N U 1R
(HBPipU) ,6- S8 IF =%UME-1, 1,3, 3-PY A AL DU S B R B (TCTU) , Ak = (2 AR gk
FSTBEER BroP) , 1-1E T JEBERRET (PPACA, T3P®) , 2- 7§ A: £ BE M bk (MET) ,N,N,N” ,N”-J/{
FR iR — 40— (N-BR PR I i 3k 7S R R £k (HSTU) , 2- R -1- 2 Rt ne VY S Bl B2 2 (BEP) , 44—
[ (ZARFEFRIL) FUAE L] -N,N, N N =Y B LA IR DU SR 26 (TOTU) ,4- (4,6- A=
g5 -2 ) —4— FR B bk £ R £ (MMTM, DMTMM) , 2- B2 B 0 e -1, 1, 3, 3- DU FR J ik U e B e
B (TSTU) ,N,N,N” N’ =Py B J-0- (3,4~ & ~4-%4C-1,2, 3-8 =B -3-3L) W PU s iR £
(TDBTU) , & %0 — FF Bt —WRHE (ADD) , XU (4-5 58 B2 R s (DCAD) , fB % —H IR — T
B (DBAD) , 828 H IR S TR B (DTAD) , 1828~ H X . 215 (DEAD) .
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6. DU ER Toh, MR IRAR b Zbh — Rt 5 HAL B e 4 &, S (e, & b BN —
(R AR 28 2k —RALEE R IRG0N) L A B B B A — e, ANt s B
BT SR, B 7R an (Th) , (Te) , (Id) , (Te) , (IF) , (Tg) A1 (Th)

@ o N __ 7 o P
Cl)’\/‘z??Jr?S:_S:\ —P3 9——-<_ '?.,

(Ib)
1 SN \ / 8] 0
IAAS ]+ ———§i— — =
o), \ =~ (10
,(l)\/%_; BrM MoBr — o ¢ =4
; 5+ BrMg————MgBr jT«/
a ; > 2 -
0O .\ 8] 0
o %’\/.?77)7 + BrMg——MgBr —» ég ___) — ‘4”\/‘??
o (1)
O O, O
Cl)l\/%7 +  M—=-M - 5 __/‘\ = {/z |
(Ig)
0 ; 0, 0
Oéu\/is) 2 & % (Ih)

X BMENa,K,Li,Cu,Culi,Sn,Ti,Ca,MgBZn.

T AERCRIE R 249, A5 (D) A1 (V) B Drugl FDrug2AH R B & 3 7k F -

DATT 7 s a) BRG], 07« ORI, S0 RN PR I, 1A R L R, E R
I, IR , BT, Shie — F AU, AL BT SRR A E T, R, TP R, RN
TRGE BT, R IE S B, FA T DR TT R R, A xS, R E s CC-1065 (B4 Hfif £ 5k
B RATEMLL KB & R R s 2 RER (EHES BUE RYIKW-2189 MICBI-TMD) ; 2K
I R RAR (kg IR 2K TR (PBD) BRITEE &, BT 28 0F R, BRI I R
IgE S5 B T e IR IR I A I R s WA AR (R EITT WS AT AR E R
FEBLREYT, JESE AT, fi B RNTT) s e £k (A %2, Bt B PH AR i) s = %04 (AR
W) s S A (CIRAA, IREA , BAYDRIAR) s Y ABE S, o JF St g R, 5 v i, 55 2 B R
AT 2 20 AR i = R Ui, B S e, =W 23 = e, = 2 BBk, =
CHETRAR T B fiie FH =32 FR R L e s b) R AR 0 T KR AE AW (KB 30, KB, K
BB, KEMR, EPKER  REEE CREE, Z0ECE) LR REREY
B, (DM1,DM2 ,DM3 , DM4 , DM5, DM6 , DM7 , 35 & 2 f1 & vb 8 2R) ML [F 24 cryptophycin (RE 5|
secryptophycin Iflcryptophycin®) s 285 3, PR , i SR 6, B0 s N I L g fR 5
Z, W], tubulysin,cephalostatin,pancratistatin,sarcodictyin, B4 IHIZ ;c)
DNAFH D TR B 70, BT 5 2 (9-% 3k MR, S, o BT, B A R L K
FEVAT , BEER AR FEVAH , B L B RE, KSR TR , v v R, LB e (ML RS , & e, #hdh &
B, 9- T SE E MR (RFS 2000)) s 228 BT 2 (LB RO ;) JUREYD, BB B 75, DHFRA)
il (FF RS, il 27 e, R IR, Wi 0, RS (4- S X R 1)) B At R [F) R4
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IMP I SR A 55 (G2 5 M B , BERE IR AR, R =H 4K, ETCAR) s 2 A% 1 IR s J5 B 411 i 1) Crf 2
IR, BRI sWE g [ R0, FRWENE [F] 2R (22 DO At , Bl FLIRHF , 6 - UK g , REG At (A5 2
1K) R BB M, DU AR B, A RUR KU A 5 AR NE , R T
ratitrexed (Tomudex) s MOM% g [F] 547 (S4B A , s g Al Rz A8 8 , ISP 5 M4 [A] &
W) (GRS, SRS PLTEE , SRR DR IE 2, T S W) s PR b 78 571, T BRI AR s ) R ITIE
s A ARTETUA, FUME SR (PR, BRvE & 5 A 5 55 , LHRIDY & 77 (R fh Ak, BE R
SENIAR) s LB R 28 (b RS, At i, R & nl il , PR IR f At AR i, 3R B8 B, e ot
SETRIAR, 2B RIE , JE G KR, 2N, th & =) 10 S A e S 2 500 s ZE R R A, 4
A ZD3IE &Y (CB1093,EB1089KH1060 , fRESALIE , 22 A4 A0 S8 BE) 5 63l 7397 V457 (488
55 B, LRURIPed, R E AT E RA) s A+ (P E -, T E- v , MR IE A
+ (INF) , & INFIJ N ) ) BBEHIHI), GnBIBW 2992 (ii-EGFR/Erb2) , & J8 , & 4B #
Je Wk e, ®hiAE e b B e &Y e e, ik B e, Big B e, hiin i e B i e, e
W JE , ML JE , E7080 (JTVEGFR2) ,mubritinib, 44 % JE (AP24534) ,bafetinib (INNO-
406) ,bosutinib (SKI-606) , ’1# ¥ J8, 4585 , iniparib, & &M J& , CYT387, i 75 &
Jé,tivozanib, ®RHiIE)E, VAR, P8 22 & B4, i Z 2R S50, B BR B0, a4, 0
Wrse) PUAER, WM ZHREAER NP ESE R Fral2 MAZEHER v 1,01,al Bl (3%
J.Med.Chem.1996,39 (11) ,2103-2117 ;Angew Chem Intl.Ed.Engl.1994,33:183-186) ,1A
K&, BiEE N E R AECKE R, RIS E R, FIAE R, C-1027,maduropeptinbd
SR E w R AR B EAE iR Rm K AR saclacinomysins, R E & , %
ER, ERLEAR . ERER, FEER, FUER, FAER, BER ER.MER, S
WRARRT 5 2%, 2- ML g KB B R M E S AL 2 R E PR E AL E , BB =,
HBr . EMR GILER FHBER, HEER, ENER, RN ER . MER, HRkER, #
IR E , R E &=, SRS R] i al i ] ek & o) Hofl, iR Bk 69 R %) L FF
Alsebul latacinfbul latacinone ;s ¥ PUARIEE , PR 2E B 22 (IR FEMKRAD)  BIE K, VORI
iz, e TR e , pomalidomide, tosedostat,zybrestat,PLX4032,STA-9090,Stimuvax,
allovectin—7,Xegeva,Provenge,Yervoy , 58 @AM Qi fAhiT) , 2 L ggeris
B (WERMER L E R WRLEZRD, HAFR) , FEEE R itkFERA2, fH3%
BHEB2IEHFER) , BN RAER WFLUAER ER (PEETEFER AL E, KFE
bb LR b 2, e ZR bl B, KT TR, MDRAM A 7] (B fz i >K) , Ca™ AP 7] (R 2 5H 25
NeR) AR 1 25 BRI R (DR A7 v A, B KM S, iR B WA, TR G R s Moce tinostat
(MGCD0103) ,Belinostat,PCI-24781, B # £ 4, SB939,Resminostat,Givinostat,AR-42,
CUDC-101, B R , Hi HHE R A) 5 ZEREAT AR TIEASE, R T LR R ETIRER, 0
©r,Salinosporamide A;Hu'E R, Gnal G KRR, KIEI, dhvg =30, B A i v B8 , i ok
Wkl , G 08 R TR R , 22 Y W , B 7 AFI B 7 , bestrabucil, b A%, edatraxate ,defofamine,
FE] I, MY ER KR R (DEMO) , el fomithine , (K PS4 , 2 JL AT HE IR , WS PRAR , Mmsng
FRIAENR AP BEIEIR £, B 1k 20, SUSTE I KATIIUER  KRIE TR , SRR TS , — AT WE , 53
AT AT WL R, RAR, 2- L, B IR pSK® WRE FR A S s IR 25 U6
Ve s WEIREE s AR 0 20 IR s = WG ; =S = 4% Rom Il el BT-28 %, EME R
A, M ZAManguidine) , R &EE, siRNA, [ LG AIRZ IR 73 il
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2) B BB pIm Y, SR EA R THHE R, A B RA, B C IR, RS, 1A
R TIRE ST FE BB, B FERIH B (] Q12 pU AR 18, Hh ZEKAR , 2 231, R IR 1
FANR , DHEA, HHS 04 F , F2 5L 0, S RANE B0, SR8 B, TP Rne , 25 MR R . IR e
AITEZC AP S A
3) FURGRIELIRZY) , WA EAR Ta) DRI PR K2, PR E, RRER G
BRE,WRAKE, #IRKE) , WERD, RIER GIRRE, MK E, @ AL A RIIE
ZOMWIIRE , ZMER) ,HER (Cranycetin, L RHER, BHER . ZEKE  HUER,
WER, ZAHER, PRENEZ D) R BRARER AFR AL LE, FINER;
) HIVE R AKRIEH R R B R ) T B LT R, 2 FI5r , JEAR R, R
/PO AR T, SRR e B s e) Sk AU Sk AU O hr REL) RO SE B &
R SRPLE SRR, SRS T, S AUEE , ShmE Iy BCL A A, SR SRR E
Sftld %, SRAICAR, FRREE S A T 2, T S A TR 2, S DU, MR SR A T 2R, Skt o, Sk
R, kAT kAt Skt va g, Sk T, Sk 5% Sk AR SR B Skt R e, Sk
IR, KAl kAt e SkAFt e, S Atunt, Skttt st Sk R g, Sk Atuities, Sktg e i,
S AUIRER , Sk AL E R, SR NT , R 2 e S AT AR SR A 2 SRR Sk Ak, S Al
f, SRAUILZ, Skl , Sk 5%, Skt iy, SkAhsne , Sk fthne , SkAs & , Skt Am i , Sk
TR, Sk, S AU, Skt b, Sk Ak o, ShAtale g, ShE R Gkt T, Skali e,
SkAEME) 2 0 kA GREAECKIR, SKAD O IR FERE R, TH B R (AR 5
JiE) EENT (KBTI E) , \RALTe) HRBIA R W A=, h) B-1A B 1 i 77
T Ebe (L IE, AR 4R) ST B bt CGOpigErR) 5 1) AR BRG : R E =, MRl & 2 ) I8
IR 1A FERE 2R, ABA 145, B HIGMESAE 3R (CDA) sk) KIFABEE & B R, wH R, whifH R,
WAFR ABER, REFR, LDEZCHANE (BHNER, ZAHR) . ZWER, K KE
=, ks R, MrEER Gt AT, A Asn T, AEny D) , PILER, PLAFR, KU
R, B R, e s w) (FK506) , BrfTob 2, A D B 2 B, B & 550 5m)
G GEER S : FZRIE I s ) TR R 28 PSSO, N B R (L& AR, I U AR, &l
W BN EER MER BRI, Y EER, "ETERYEER VAT
BRAFATETER, WK, BE& RRFHER GEB M) , KRN, FE MK, R0
MR, 2RI PUAR, B PR, B 2, AR AR AR, SR IE R T B 30 RN UK, 20 P AR, T %
VUK, 5 PR, B R UK 0) 2 K AT T IR, R TR 2 2 B TR 2B, p) ME VR 2K Bl iz V0 2
B2, MR E, iy AR 2, R E KGR, B B, InEY 2, g
S EHARVE L BIAY E, R 2, LR E BRI E, KR 2, EIY 2, R
WE, R 2, RILWE, AR E, Bmi 2, i 2, iR 2, it 2, AR £,
B E LR, ik 2 o) BEVEE R W E R, ERCE T /AAE T, r) B R
W - Bl SR 2500 < R R SR 20, ol PR S, T R W, T J g e, A1 BT e I e , T f S R
IR, TN AN T R S (R o) SR BEUE 251 R PUh R s ©) 1Y
WRRGRNBFR, &FR, FORMEIA R, IR E, B M, R MR, R R OK
=, EHER, T HERVAIRI A, ST F AL DUA R, U, HE AR B IR =) v
HoAh SR (R UAE 2 - A7 Mg 2K, ML AN B, 240 T 8 T U 7 P EEDD  DANAL/ ARSI 771 (PR 222
) »dictyostatin, (B B2 id4n A Be , MRS, R I8 20, ST I I TR B 1, K

6
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VOO EZ , DR R R, S S S Laul imalide, FHAEME, S0 2B NAME A58 (B ni & =)
e 22 (K], BRAZ RS, I 22 PR 21, MERR IR , 2000 T /1848 YT, FlAE 1 CRIAEP) , Al e 2 48
BiEme, D5 EE .

D) PUREFZY ca) FEN/BLAHHR] BT IE 559, BHiF %, vieriviroe,gpdl (AR
JIK) sPRO 140,CD4 (LT RMIZREEHT) sb) BEBEHGIH . HHFME FH,elvite-gravir,
globoidnan A;c) BGAHIHIH :bevirimat, vivecon;d) P& 2 BRI 75 : B4 w255 , FLIR
KT MHPK T s B) A% H AIAZ B IR « BT 2 R 55, o) 5 555, RAT B4 =5 , B) S 0 5, o 5 B, 1R
KIE, A2 48, e PRk e, HZE KA, BEFRNLE (ddT) selvucitabine, B IR FTC) , &
RF 2 EHE T WAL 6-FU) , 3 -mEBUU 2,3 -zt F &4 (s, 3 -m-2",3" -
XA FLT) #1383 -3 -2 , 3 - XARA ST FLG) , K T4, 9- SIEMR L, oK K e
(BTC) , 1-1% 1 (B B- - MIB-1-2 - WA M) , B E g+ racivir, MIEFAK, BT,
A RE (d4T) IR FAK (viramidine) , B RKE , Bl RS , ZRIR HE &, G
Hg T, FLVUARTE (ddC) , 55 2 K€ (AZT) 5 ) HERZ 8 S NIGeiE, Bl & meng , R FHk, =55
Fewsng (Wt AR, rilpivirine) , PR E , = ZhlE, ZOKF, KET 0, B B8R (B
B R K SEr , R O R T INER IS B IS R R, B ISR R, &5, NOV-205,
KT R RAFZR, M, &N 4%, Bk 508 (R-848) , BEFL 4 NIt s g) £ 1 B0 il
7 22 IR HLIB R s boceprevir, darunavir, VI, BRI W& VLR, £89E 5
R AL, FFEIR T, Vb2 IR, telaprevir (VX-950) , & Hr I8 :h) H e RA R HUmER24
Y PUEACES , BT bE 25 7R, R P14 B8, ceragenin, FU4EM -, 5 EEEE , R BT ILERR
BT IRER (EGCG) , BEH IR, 4% BLJEF , taribavirin (viramidine) , F 2Ll KP-1461 , K #%
FEGE , A A] IRAL, VR AN 75, M F 4K, seliciclib,

5) UM PEIRI AL 2% GRS PERZ 2 L 28 E °H, e, He, 1°F, 2P, 208, *ieu, %6a, Y, T, T n,
18] 124 qopy 131} 188y 177 210y Ge2isps

6) K53+, ] IR — ot , g4, 50, 40406, i 20 A B ] Mot sk, 41
H TR AR, DA, AR MEG AR — KB, 260+ RIOEE RO
R D) B — KB, WO S0+ 6791, B a FHTOLEL S
Vs B A BUA ML G WIS 2 AT Y (62, B P AR X 4, AP 20 AN w7
20) s EWTAEY QBT BV AL T AR, A T AL « T BRAT A AFRHUAR
7R , [ fESeta, SeTauMISquareGukl s AT AEY) FHB A TR INATEYD) s HEERITAE
W s 0 AT AR A (b g S ST A i R R A R R IR ) S AT AR CRUBR S, B
DRAQ5 , DRAQ7FICY TRAKHE) s LEATAN) (KA SE)  MIEATAY B4, Je P, Fly 58, %
R 1705F) s Y WERTAEN) CEBE S 2, WY WERE , WY WE 8 55) 5 5 HEH IRAT AW (&, 4 i 58, fL &2
2 FHVU ML AT A4 (AR wy , BKE L IRLEE) 5 T F1 26 YR [F R AT A4 : CEEL R
(Biotium) ,DRAQAICYTRAK#R % (BioS—tatus) ,BODIPY (Invitrogen) ,Alexa Fluor
(Invitrogen) ,DyLight Fluor (Thermo Scientific,Pierce) ,AttofliTracy (Sigma
Aldrich) ,FluoProbes (Interchim) ,Abberior¥t¥} (Abberior) ,DYfiMegaStokes#tf}
(Dyomics) ,Sulfo Cy#e¥} (Cyandye) ,HiLyte Fluor (AnaSpec) ,Seta,SeTaufliSquareZLf}
(Biosearch Technologies) ,Surelight#t#} (APC,RPEPerCP,Phycobilisomes) (Columbia
Biosciences) ,APC,APCXL,RPE,BPE (Phyco-Biotech) , il# W & A (APC) , @I MG & A ,
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APC-Cy 748 B4 ,BODIPY-FL,Cascade Blue,Cy2,Cy3,Cy3.5,Cy3B,Cy5,Cy5.5,Cy7, KRG,
FluorX, R EEFE T &, LK P FHB, O  Me—F 4 % ¥ 2 ,NBD, Pacific Blue,
Pacific Orange,PE-Cy5#lk4), PE-R-¥ L& H (PE) ,Red 613,Seta-555-Azide, Seta-
555-DBCO, Seta—H55—NHS, Seta—580-NHS, Seta-680-NHS, Seta—APC-780, Seta-PerCP-680,
Seta~R-PE-670,SeTau-380-NHS , SeTau—-405- L Kl IV I% , Se Tau—405-NHS , SeTau—425-NHS,
SeTau—647-NHS, Texas Red,TRITC, TruRed,X-Rhodamine, 7—AAD (7-Z JL £k B %D, CG—ik
PEPEMD) L WY BERE , (58 R A3, CyTRAKIE (Biostatus) ,DAPT,DRAQS,DRAQT, IR 1L Z.5E
Hoechst33258,Hoechst33342,LDS 751, 6 s 2 , MALANE (P1) , SYTOXH , SYTOXER, SYTOX
fe , VEIE 25, TO-PRO, 35 Y4k} 53445, TOTO-1, TO-PRO-1, TOTO-3, TO-PRO-3, YOSe ta~1,YOYO-1.,
A] DA 5 A B 03 AR A , T R L 2O &9, i B R 7ML A s AT A1) -
DCFH (2, 7" - ZR AW ER, AW D) , DHR (A PP 123, A e 20, i = AL
Fluo-3 (AMES , pH>6) ,Fluo—4 (AMES,pH7.2) , Indo~1 (AMB , {/ 4% (Ca 2+)) , SNARF (pH 6/
9) ARIERI TG Bk A : HEETE E A (APC) , AnCyanl (WY 244, Clontech) ,AsRed2 (P4 25§
{&,Clontech) , 4% (B4K ,MBL) ,Azurite,B-3#:41 & (BPE) ,Cerulean,CyPet,DsRed 44
(Clontech) ,DsRed2 (“RFP”,Clontech) ,EBFP,EBFP2,ECFP,EGFP (§5 %44 ,Clontech) ,
Emerald (55 544, Invitrogen) ,EYFP (§5 %44k ,Clontech) ,GFP (S65A5E4E) ,GFP (S65C5
A5) , GFP (S65L5984%) GFP (Y66HZEAS) ,GFP (Y66WSEAY) ,GFPuv,HcRedl, J-Red,Katusha,
Kusabira Orange (B8 344 ,MBL) ,mCFP,mCherry (]84 ,MBL) ,mKate (TagFP635, HL.{4,
Evrogen) ,mKeima—Red (B844 ,MBL) ,mKO,mOrange ,mPlum,mRaspberry,mRFP1 (FE44, Tsiensk
I =) ,mStrawberry ,mTFP1 ,mTurquoise?,P3 GEABEE S5V , L P m - a5 -EH R
= 5% (PerCP) ,R—phycoerythrin (RPE) ,T-Sapphire,TagCFP (%44 ,Evrogen) , TagGFP
(54K ,Evrogen) , TagRFP (544K ,Evrogen) , TagYFP (% 4& ,Evrogen) , tdTomato (& Bt
T BAK) , Topaz , TurboFP602 (%44 ,Evrogen) , TurboFPP635 (%44, Evrogen) , TurboGFP
(54K ,Evrogen) , TurboRFP (%44 ,Evrogen) , TurboYFP (- %44& ,Evrogen) ,Venus, #f 4
HIGFPY , YPet, ZsGreenl (P44, Clontech) ,ZsYellowl (JUEE4A, Clontech) »

7) IR 255 RS2 1 IR BT AE )

8. AERURZE R 204, A5 (1D A1 (1V) BADrugi MDruge R (4 53+, 25 =y (11) Al
(IV) RS ] FH TR 00, s D BRmfk e A M 45 5 4 F 1 Dh e, S5 SR 40 B i AH B AR T, A0/ B
A5 B AR, ) A2 S A M (0 AH T AE

9. FERCHE R 24, Drugi fiDruge 1% H tubulysin, RAEF R, MR T, R ERKE
Y, CC-1065[7) R4, R BT R AN BRI EN, B LEER B2 cryptophycin, &
R, RIF RS AR (B ameng i 28 5 (PBD) ¥ LR F R, L &F R, B IF K01
TR, DR I ORI R BOR M B ORI R IR RALEE R N RS
FRNERE R, RAHR R ER, RELE M35, AL 2, 24wl 7T /Mt
T (B ANMMAE , MMAF , 8 3 th T PYE , B At 7T TP, M EG 4 VT 2-AQ, 6-AQ , EB (AEB) FIEFP
(AEFP)) , Z FEH 2, IR, KET, KM, nazumamide ,microginin,radiosumin,
alterobactin,microsclerominmin, theonellamide,esperamicin,siRNA, VA% REF AN/ B H
2% LT EEAZ I Eh VIR AN/ Bk - 1 R R FNET AN

10 BURIE SR 23 A 25 5 7]/ o e B o S 1 i AR 2 (I IR) IRV IR A
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PSSR IR B S i B 1 R R ) 2 AR AR R 25 B IR AR TR T 4RSS A
FCARR) LR FEHAEY)

L1 BRI SR 2 3RO I A e 45 5 70/ 4 AR, Bk, Se B8 Ak (2 bR ik, 5w
FEfuih, SRR, 2 54K, 20 PR, B ansUse T PR s BRBERUIA s 45 A SR A Sk
L BT R LA, BB R T R SR BRSSP B B A B A U L S A e A
MR A o B, BRI AA , 45 A SR AT B I SR TR B SR IB MDA , BB R 21T
Uik, B A SR A0 B I R B R PR B B, N UAR , SR A JRALBudd , 3045 & SR 40 Hu 1)
NVEAL AR A B, Fo s B4R (BT-1d) , COR, XA 4k, =W fifk , itk , g & E
(SIP) , R+, Bz  dE AR A K, — MR RIBIN B R s+, Ko TFEN
EE.

12 BRI ZESR 2 3FNL0 (R A M 254 771/ 43 F 7T DASR AT ART B8 W 28 1] T 270 48 fa 1) X551 < Jie
JeA 20 I 9 K AR ) 4 B TR AR R K A, A AR B AR, B B S MR I A
ST (1 FfrJe T, B B AN A, VS AR TR TEM Y, 452 8B AT Y , B P2 2 A i

13 BRI EER 2 310 1 40 Bl & 5771/ 4 7] LA AT TR W B T Fll B B2 Ak 2 —
(11254 /4 CD3,CD4,CD5,CD6,CD7,CD8, CDY,CD10,CD11a,CD11b,CD11c,CD12w,CD14,
CD15,CD16,CDw17,CD18,CD19,CD20,CD21,CD22,CD23,CD24,CD25,CD26 ,CD27,CD28,CD29,
CD30,CD31,CD32,CD33,CD34,CD35,CD36,CD37,CD38,CD39,CD40,CD41,CD42,CD43,CD44,
CD45,CD46,CD47,CD48,CD49b,CD49¢,CD51,CD52,CD53,CD54,CD55 ,CD56 ,CD58,CD59, CD61
CD62E,CD62L, CD62P, CD63, CD66 , CD6S, CDEY, CDT0,CD72,CD74,CD79,CD79a,CD79b,CDSO,
CD81,CD82,CD83,CD86,CD87,CD8Y, CD8Y, DIV, CDIT,CDI5,CDI6,CDIS,CD100,CD103,
CD105,CD106,CD109,CD117,CD120,CD125,CD126,CD127,CD133,CD134,CD135,CD138,
CD141,CD142,CD143,CD144,CD147,CD151,CD147,CD152,CD154,CD156,CD158,CD163,
CD166,.CD168,CD174,CD180,CD184,CDw186,CD194,CD195,CD200,CD200a,CD200b,CD209,
CD221,CD227,CD235a,CD240,CD262,CD271,CD274,CD276 (B7-H3) ,CD303,CD304,CD309,
CD326,4-1BB,5AC,5T4 (Trophoblas tAfi &5 [, TPBG, 5T4, WNT—¥H AL #0111 BRWATF 1) , B
HUJR ,AGS—5, AGS—22M6 , B4 25 52 AR 1, AFP, AKAP—4, ALK, a 38 4525, avB6 , Z L JIKEAN , JE
MFEE B, MEEER AR (R ML T AR B O R 72, (R ML/ AR B 1 DR 73, BREC B T A L, R JH
FRAYP R, JUE R 1 5244 ,A0C3 (VAP-1) ,B7-H3, R JE AT 1 , BAFF (BAH LSS R+ |
BIbKEL IR 4L, ber—abl , B 2 25, BORTS, €5, C24 247 JF , CA125 (B JR 125, MUC16) , CA-1X (8
CALX, BRPRETHEO) , CALLA, CanAg, KZLHEIRIE LI, BRERET AR 1X, O WLLAEEE 19, CCL11 (C-C
FrBOEtb IR F11) , CCR4 (C-CRafLIF 32444 ,CD194) , CCR5, CD3E (¢) , CEA G IR Hi &) »
CEACAM3 , CEACAMb (J IR J&) , CFD (IR -FD) , ChdD5 , B 45 % 2 (CCK2R) , CLDN18 (Claudin-
18) , MAE KA, CRIPTO, FCSF1R (B ¥ Il R 15244, CD115) , CSF2 (B il R -2, B 4
It — 5 00 it £ 9% 38 IR 7 (GM—CSF) ) , CTLA4 (40 i 75 PETHWREE 41 B A< B2 (1 4) , CTAA16.88
J9EE 40 5L, CXCR4 (CD184) , C-X-Ciafhk K52 444 , IRADPAZ B A% RIS , 40 i & 25 1B,
CYP1B1, F 41 il 25 , B 40 M09 29825 (9B, Dabigatran, DLL4 (3§ A Fi4£4) ,DPP4 (BUJk— ikl
4) ,DR5 BETZ3Z2445) , Kt i shiga®g & KM -1, K E shiga®i & type—2,ED-B,EGFL7
(GREGF45 #4481 7) ,EGFR,EGFRIT,EGFRVIIT, N A+ (CD105) , N JZ B2 4k, N F %,
EpCAM (|- 5z 40 fL kG Bt 4+ —+) ,EphA2,Episialin, ERBB2 (£ f 4 KK+ 442) ,ERBB3,ERG
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(TMPRSS2ETSHl & F [K) , KT B, ETV6-AML, FAP (i A 4E 4R s b EE @) ,FCGRL, F Gt
H, A4t A TIB%EE , 4% & AR5 1I3-B, FOLR (M- PR32 44) , IR 32 A a, PR IK it , Fos
FHRPUIR L, WU E G R SRR FEE A, & M 5248, 25 B BEGM L, GD2AP & 75 )15 , G-28 (41 L
REFURFER) GD3IMEFAY ,GloboH,Glypican 3,N-#£ LBt A 2K , GM3 , GMCSF 32 fh a B,
KR F8,GP100, GPNMB (5 JEEHH 25 FANMB) , GUCY 2C (S H IRIMLEF20) , S FRIMLERC
GC-O) , W ST BRIMUEE , S BRI EECZ A, T2 e 8 2 324K (WSTAR) , ¥R 5tz A, 1
B, ORISR, OB 2988, HERL (NFER A K R 52 44 1) ,HER2,HER2/neu, HER3
(ERBB-3) , 1gG4 , HGF/SF (H4mf A K+ /438U A +) , HHGFR,HIV-1, H & 2 A4, HLA-DR
(NZEE 437 5D L HLA-DR10, HLA-DRB, HMWMAA , A 2545 F IR A P IR 25, HNGF , A\ 240 1k A
T2 AR , HPV E6/E7,Hsp90,hTERT , TCAM-1 (ZH ARG PR 20 F-1) , SR Y, IGFIR (IGF-1,
FfE S Z EKEF1524K) , IGHE, TFN- v , it &t 2%, 1gE, 1gE FelX, IGHE, IL-1,1L-2R (F
2R 2524K) , 1L-4,1L-5,1L-6, IL-6R (A /+ & 6524K) , 1L-9,1L-10,1L-12,1L-13,1L-17, 1L~
17A,1L-20,1L-22,1L-23, IL31RA, ILGF2 G R AEKH +2) , A5 HEA (a4.al1bB3 avB
3.a4B7.a5B1.a6B4.a7B7.al183.a585.avB5) , T &K v S & i, ITGA2, ITGB2,KIR2D,
LCK,Le,Legumain,Lewis-YJi it , LFA-1 GHRE 4 ThREAHSSHU 51, CD1 1a) , LHRH, LINGO-1 ,
NETEE RS , LIVIA, LMP2,LTA, MAD-CT-1,MAD-CT-2,MAGE-1,MAGE-2 ,MAGE-3 ,MAGE A1 ,MAGE
A3,MAGE 4,MART1,MCP-1,MIF (W 40 Mo it # 401 il DX, BIOE E= 40161 [ (GIF) ) ,MS4AL (85
FELA 45 RSP ZROBRA K, 52 1) MSLN ([] 7 ) ,MUCT CREEE (1 1, i iR I AH2¢ MUCY) 3% A&k
Je RS (PEM)) ,MUCL-KLH,MUC16 (CA125) ,MCP1 (B iZ 40 #atk 2 9 1) ,MelanA/MART1 ,ML-
IAP ,MPG ,MS4A1 ,MYCN, & 1% Hg AHOCHE 2 11 ,Myostatin,NAL7 ,NARP-1,NCA-90 Cki 4H i J5)
Nectin—4 (ASG-22ME) ,NGF , #£2 41 i A 12 142 B A B 1, NOGO-A, No tch 524K , i /-2 ,Neu X
I LR 724, NY-BR-1 ,NY-ESO-1,0X-40 , 0xLDL CRALAK 25 fE & 1) ,OY-TESL,P21,p533E %
AR, POT, PAP, It N-F2 LB AR AR IR) DUk 4 & 847 , PAX3, PAX5, PCSK9, PDCD1 (PD-1.F2 /7
PEANRAE T 82 1,CD279) , PDGF-Ra (alfil M5 A A K 52 44) , PDGFR-B,PDL-1,PLACL , 2§
PLAPS2 AL P BRI , /MR A AR R 5244, B B AW K & B5 e 44, PMEL 17, SEMEVR IR ,
HARG3 (PRL) , BT ZI MRS , PS (B TG Bt 22 Z01R) , B &) Ji 8 40 fiL , 4 2t 4 55 MU B, PSMA, PSA,
PSCA, JE R I T 25 (1, RHD (Rh £ ik 1 (RhPT) ,CD240) , RhesusA++,RANKL ,RhoC,Ras 548,
RGS5, ROBO4 , M- T8 75 i 975 &% , RON, AR 55 A2 BT 5, SART3, Sclerostin, SLAME7 (SLAMK, i1
7) ,Selectin P,SDCI (ZHEE AR , RGP @) , ERKIETZHC, SIP (1-BER
WY GEE) , AE KB R E RS B 17, SSX2, STEAPL (6881 | 2 i # R4 )5 1) , STEAP2,
STn, TAG-72 (MY AHIME R )  AEVE 3R, TAH M2 A4, TS I 2 1, TEML (Jfeg I8 P 5 b
1t1) ,TENB2, Tenascin C(TN-C) , TGF-a, TGF-B (#E4b 4 KK FB) , TGF-B1, TGF-B2 (&L K
KIF2) , Tie (CD202b) ,Tie2, TIM-1 (CDX-014) ,Tn, TNF, TNF—a, TNFRSF8, TNFRSF10B (JiJ8i 1
TR 52 AR B S TR A 172 10B) , TNFRSF13B (88 SR HE [K 52 445188 X% i 571 13B) , TPBG G4 774
MBEEE ) , TRAIL-RL (INFAHIRIRFIE 5 S ECAE 244K 1) , TRATLR2 (BET- 52445 (DR5) ) , i 8d AR
(405 (5 5 A S B8 2, ibBg 4 Sl JE AL FIMUCT , TWEAKSZ 44, TYRP1 (B 25 [ 75) , TRP-2, FR &2 I8
fitf , VCAM-1 (CD106) , VEGF, VEGF-A, VEGF-2 (CD309) , VEGFR-1,VEGFR2,vimentin,WT1,XAGE
1, RABATAR iR & 22 A A PRS2 AR () 40 ., BRI A] 3 B AR PR 752 4

14 AR L SR 12 7 ) e 2001 A 3 F1 9 B8 30 200 L 5 4 R 4 P < Y 00 e &0 e 7L e 4

10
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i B0 5 B T O SR 4T 485 R e D 75 e T I S DR 200 P e /0 200 P e I /N & i
ST JE A M 22 LI A0 B , BT AT AN B2 45 L st A 404 i 25008 19 40 i .

15 BRI E SR 1, 2, 3SANA TR AR 4L 23 RuFIR 2, AT L — AN 2 N AR 4L 0 1)
Jif : 6B SRR i LR (MC) 5 3—E5 SR BRI S T IR (MP) , 25 R — NI (val—cit) , &L -
RN (ala—phe) , W& R (PAB) , 4-TRACKER (SPP) ,4— (N-E SRk I fig 7 J%) 2R
OB 1-FRER (MCC) , 4-TiAX T B2 (SPDB) , 2,28 H R BE W % ME) , 4-TAX-2-F2 LR AL T /2 (2-
Sulfo-SPDB) , Mt ME —HREE (PySS) , kil & (A0A) , Z M52, (BO) ,4-FF HE—-4- - R
(MPDP) , B4 (N3) , ok, —TmAR, JIK, FH/BR (4- 2B k) 2 R H R B (STAB) o

16 . BRI SR 25, DrugifiDruga A Tubulysin[Fl &4, BA 4@ (T1) Bk i & 5k
¥IT01,T02,T03,T04, TO5FITO6:

~ H 0 OAe D
N N
&~ % N z S\
N i / N
| O & | S- /mAb
L S)
113 0OAc O
; N, N
e* T N dl ~
u | 0 | S / 0 _gn

TO01

11
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T02

TO3

T04

TO5

12
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nT07
HodhmAb A& PUAE s Zs 173" #&H, 0P (0) (OM1) (OM2) , OCH20P (0) (OM1) (OM2) ,0SOsM1 , R1E%0—F
H O, ERLREE e, W, SRS NH-FEH , S—F E B CHo— 4 H s MMM 2
S7HAH, Na, K, Ca, Mg , NRiR2Rs s nAgs 1 ~205 X1, X2, Ri, Re AR SRR E K 1 vp 52 SUHIH
17 B SR 24, Drugi MiDruge 9 I 455 2[R R A, B 4 iyl (T1) AP0 i A3 R
¥ycol .

N

Co1
HAmAb U s nfE 1~20 X1, Xo, RUFIR S5 AR BE SR Lrp 52 SUAHTA]
18. BRI E R 27, Drugi FDruge N 35 B 2 AEWIIE 2, B A S5 /18 (1) 182 r 45
BEAIMOT

13
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N
H

1,00 ué | n Mol
HmAb R FUAE sng 1 ~205 X1, Xo, RUFIR SR EE SR 17 58 UAHTA]
19 AR E R 29, Drugi FiDrug2 N EAZ e lA R, BA 2580 (TT) 748 3% 148 B4

Tx01, Tx02F1Tx03:

mAb
£ 8§

14
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HAHmAb A2 HUAA 0 1~ 205 X1, Xo, RURIR 5 BORIZER 1op i SCHTA] o
20 BUMZLR 29, Drugi AiDrugz Ay CC-1065[H R4, HAT 4538 2 (T1) A% i) £
BEICC01,CC02,CC03:

15
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H o mAb iR sn21~20; 24174 S£HH, PO (OM1) (OM2) , SOsMi , CH2PO (OM1) (OMs) , CHsN
(CH2CH2) 2NC (0) —, 0 (CH2CHs) 2NC (0) —, RiBCHE £ s Xs FIXs™ 420, NH, NHC (0) , 0C (0) ,C (0) 0,R1E%,
BRAE 5 Xa s Xo RuRo Mi Ao 5 BRI EE R 1 5 SCFAHE]

21 BRI ER 29, Drugi fiDruge AFRA B R /I BF 2 [F 24, BA &80 (D ik
B BIDa01 ,Da02, Da03fiDa0d ;

16
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| n Da04

H A mAbSEFUAE s nAZ 1~20; XafIXs" & A7 HIH, 0, NH, NHC (0) ,NHC (0) NH, C (0) ,0C (0) 5%
R1s X1+ XeRuAIRe SBCRIE R 19 2 CAHTA]

22 BRI EE R 2, Drug MIDrugs A Em Al 7T [F] 24, B 45 iE X (TD) B0k B AR5
Au01,Au02,Au03, Au04F1Au05

17
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Tmab
/

Au03

HAmAb & A ;n A1 ~20 3 Xa X3 A PA7 I CHe, 0,NH, NHC (0) , NHC (0) NH, C (0) ,0C (0) R
B s Xa FIXS AR JRS A CH2, C (0) ,C (0) NH, € (0) N (R1) »R1,NHR1,NR1,C (0) RimkC (0) 03 Z3Fll
73" ST HIH, Ri, OP (0) (OM1) (OM2) ,NHR1,OCH20P (0) (OM1) (OM2) , 0SOsMiBERO— i HF (FEF , 2
FUBEH, HEa M, A &) W, SR 5, NH-BE 1, S—F8 1 BUCH— B 1 s Mo FIMo b S7. 4 A H,,
Na,K, Ca,Mg,NRiR2Rs; X1, X2, R, ReFIRs S A EL SR 1 vp 52 CAHA]

23 AN ER 2, Drugi MiDrugs A 2R I — R H ZRAK[F &Y, A My im=t (11 itk
HIE EEPBOL , PBO2, PBO3, PB04 , PB05, PBO6 , PBO7 , FIPBOS :

_ H , H -
HO5 IN-Z 503 R~ X

PBO1

18
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19
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“mAb
/

PB06

L
“mAb
rd

PB0O7

e H o i3

BB R s s
- N‘nﬂ)m MeQ g Nt An

O O PBO8

HoAmAbSE FUAA s n 1~ 20 ; XaFIXs™ A7 CHz, 0, NH, NHC (0) ,NHC (0) NH, C (0) ,0C (0) ,
0C (0) (NR3) ,R1,NHR1,NR1,C (0) RiBLHEAE s XaFIXs A& PFhSZ I CH2, C (0) ,C (0) NH,C (0)N (R1) ,Ri,
NHR1,NR1, C (0) RiBEC (0) 05 X1, X2, Ru, Re IR E AU FIZL R 1 52 AR o 7541, RuFl/ BER2 AT BA R
24— M T IE « B B 0% VR BURL S o VR 7 BRTRB M 29 A &), B 5 IRITH
R AR B R 2,16,17,18,19,20,21,22, F1/8% 230 (R AR A , A1 H 28 2 m] 3252 1K) 36
AR R BB FIE L A

25 . W R R 2,16,17,18,19,20,21,22, 23824 T (AR BN, BLA AR AL, 44 N B SS 4K05
Yo

20
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26 FURIZER2,16,17,18,19,20, 21,22, B230H (BN L 3 e B2 (41 45 Ro BT/ R 2
By A1~ 20 R SR BT SRR M T I, R T 6 T R E G LB BT,
(L0, BB T 267 S BT, B S 7

27 KRR, 16,17, 18,19, 20,21, 22, 23710 7 452 AT LA e 25 14 T 47017«

28. —Fh 2 AW, B IRIT A EI R 2K 2,16,17,18,19,20,21,22, 238,/ Fll
QAR HIBIERD , 15 F R VAT T AL 250  HOATT ST AR B B YRR 25 St
B TR SO A RN 8 L B 15 20 BB E 11 55 S M R s i

20  FUR s 28551 1 W37 70 DL 11 < U250 o i Rt LR« l L2 72 , 8 B L.
T e 2 T T/ TR BT A W v B B SRR BT 3 B RIEARG , i 22 B
SR, TR IR 2 TR /5 7 0 W 5 e, T S20R 146, BT 4L 7835 , Atezo L i zumab, il
FORARTT BB 2, UURK, DUR 3, B At %, - F% , TLVD YT L bl ina tumomab , 1% f
K k7B JE  brentuximab vedotin, fiHbZs( , AHL 25 6/ F S04SR MBI,
ek, FEA S cori tinib, FT % H L, FRAZ, FIANF 26, S B B AA L IR 34
SR BTEIA IUTT IR , R T8 2 S5 B B MR 1A A 2 L K e, A R
B4, 4 24 B R, AR B BS , Dinutuximab, % B BREE , BV BEYT , B8 M/ RUTG 5 bk /2 i
2 TR TR A, SRR AR KA L BT AR I BT T
TR S L JR RS R BT 2 1 AT 21/ S AR AT St VA, b ), 35 B, 7
B AL, BRI DR B TR, H AR R R T A P
JE L BB, A O R B TR R S 2 HR S L BRI, TR
%Bla, THZBLD, A 2, Ipi Linumab , 5 PG /7 T B, SRR 22 5k, R SRR
B A TR T AR SR e, 2 ORI L 2 R T RIR L P R, 2SR, L 2 ik
MEDIAT36, 35 4RI, RIS B, 54696 /R L AR R, BEKAR L JE B 4 J8 , Nivo lumab , BU A i
L, S0 ST AL L DV JRAS BT, 53 0 2, TSP, IR R 4 A 3 D
W, B IRELAR VERRT L B DL A GUAL AR 223, B 13, BB R, B IR, B, I
Fe IR R 1 B, FUARIDBE, DA T, DA IT, & R SRR SR, Vo T I, R4
91, DGR IR 11 tuximab, PEAREIYT , AR BT/~ 9 XU, AL 69T, Bhi ke AR B JE
3zl A S 3, B R R, T S, B s /M A 3 S R v R
(Talidex) MEFGILEE  SEHORSF, 28 B, I R BR T, Tretinoin, LR FE 8830, 400040,
PR, 4 B B, (R S Al BT AT 3% » Zos tavax B B4 T4 2522 AT B4
R RIS, B A

21
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MRELE A 7 TR R IR

B GuE

[0001] AR HEA T — 380 FITRr PR ERAL 54, S A8 A s PR, A 93 (4
PG5 7R F BT T T R A o AR R LR T I A A RS A T 251 (G R PR ) SERR IR
(75705 B e IR S AR B 251 , 15 5 AN N2 & 700 SR, B S F X S et s i
Me&s &), -5 20 1 .

RARE =

[0002] T ET 4% A foAk VR AR Ah S 56 H B AF 52 R AR N SRS 2 W T B B IR TT
7,4y N HAEE Y PA4T I (Gad,S.C.Drug discovery handbook,Wiley-
Interscience,2005) . fE8E A2 KN Y, iZ A W 2 HE BB B, b gl e =57
7 B PR TC R AR AR ECR A B R PR 2, LU R IR T BUS W R T 75 2 (Teicher,
B.A.et al.Clin.Cancer Res.2011,17,6389-97;E]lsadek,B.et al.,]J.Control Release,
2012,157,4~28) X LR H 2 —, PiAE -2 ML HEAR A (ADCs) , 7EUT 204F N A/ A fid5 2
TIRNKIFFR , EEE AT PR 6 0 $8 [ M R0 70 e 8 4 700 () 40 B B 1 , 1645 25 W o A
T BN A0 MO, T T AN R I A AR R JC R, B N SE I FDAE20 1 LAEHEAE 1
Adcetris (brentuximab vedotin) , 20134t T Kadeyla (ado—trastuzumab emtansine)
DA, B2 FH AR - 245 ST AR R A D9 L 1) vy T e e ) T B, 2 B JL-F- B A7 B 1l 24
") A EL L A 7) B S A (Chari,R.et al,Angew.Chem.,Int.Ed.2014,53,3796-3827;
Sievers,E.L.et al.Annu Rev Med.2013,64,15-29;Mchrling,T.Future Oncol,2015,11,
549) MR HE M hwww. clinictrails.gov. 4Tt B BI7E IR REIGHT Bt IADCZI YA 5024~
[0003]  55—fRHJADCSZ54)), fifKadcy laflAdcetris , #3140 M B PR 254 70 A
PO bR SR 2 I i Ak BB (1) 2 Db Z R A s A E e PR P AR R A 10 o R 9 TeG LA A kI
501> e £ K [ [ AU I8 N IR , iX A AR e PR AR I 7 iU 3 B i 2V 1 A
USRI T A7 X IR AR B A B e, 7 AR 2 M2 4, DARME. (5 Bidd EL) 23 A1 T8 I ADC
F (Wang,L.,et al.2005Protein Sci.14,2436;Hamblett,K.]J.,et al.2004Clin.Cancer
Res. 10,7063) o Ff 7 A4y B2 7 A (Y ADCIV T HLAT 98 2~ 30 S 4 A A1 2880 T A 0 B 2 Pk v A
Je Ak 254030 712 (PK) P FRASH 2 S5 8 (Hamblett K. J.et al,Clin.Cancer Res.2004,
10,7063-7070;Adem,Y.T.et al,Bioconjugate Chem.2014,25,656-664;Boylan,
N.J.Bioconjugate Chem.,2013,24,1008-1016;Strop,P.,et al Chem.Biol.2013,20,
161-167) o 5P, L5 b L SR T2 A2 7= IADC, (R — S M4 35 LA Bkl e, 75 2
S A7 EE /7 Wakankar ,A.mAbs,2011,3,161-172) ,

[0004] DAL, AR 22 AR MDHCAR 24 R RIAIE FEALAL HEE 0 T 1 A BT AL ADCZS ) 1 52 i LT A
BRIT I o TS AR R AT — B8 5E U ADCZG M il % U5 1% (Panowski , S, 2014, mAbs 6,34) ,iXLE
THEASE AL TUA B SINARRCH F BEER , Bl WiGenentech I THIOMABHUAA (Junutula,
J.R.,et al Clin.Cancer Res.2010,16,4769;Junutula,]J.R.,et al Nat
Biotechnol.2008 26,925-32;US%#)8,309,300;7,855,275;7,521,541;7,723,485;
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W02008/141044) ; BL 5I N4 AW I AR RS , AT LABYE H 52 J5L 0 Bl 22 T 7 300 1) 45 2 I Jo e g il
(mTG) (Strop,P.,Bioconjugate Chem.,2014,25,855-862;Strop,P.,et al.,
Chem.Biol.2013,20,161-167;#¥iRinat 2 w3 E £ FI8,871,908) B HH 40 HE K IH I B &
Bk i 4L B MTGase) (Dennler,P.,et al,Bioconjug.Chem.2014,25,569-578; InnateZ4¥)
A2 L FIHIE 20130189287 & KAIBio—Ker S.r.1. 2 HEEEFI7,893,019) Fril
Hs Bl NFRIE-L-A M (Dennler,P.,et al,Bioconjugate Chemistry 2014,25,569;
Okeley,N.M.,et alBioconjugate Chem.2013,24,1650) ;L5428 5] N JE RIRA LR
(Axup,J.Y.,et al.,Proc.Natl.Acad.Sci.2012,109,16101-16106;Zimmerman,E.S., et
al.,Bioconjug.Chem.2014,25,351-361;Wu,P.,et al,Proc.Natl.Acad.Sci.2009,106,
3000-3005;Rabuka,D. ,et al,Nat.Protoc.2012,7,1052-67;SutroE¥Z5¥) /A 7 3L % F
8,778,63 LAI3E [ LA H11520100184135 , 1A AR BL FHI1EW02010/081110 ; Ambrx 23
A HFW02006/069246,2007,/059312, £ FE £ F]7,332,571,7,696,312; F17,638,299;
Allozyne /A &) %E FIW02007/130453 J 32 H £ H)7,632,492,7,829,659) ; 5] AR & IR
(Hofer,T.,et al Biochemistry 2009,48,12047-12057 ;& [H E ZIEEMT 7B £ E £ F)
8,916, 159) ; HIFF Bt H 21 4 Bl (FGE) 5 CXPXRILA Fr 51 _E 1 2 e sl B e Ak oy PR e Ui
(FGly) (Drake,P.M.,et al.,Bioconjug.Chem.2014,25,1331-1341.3 K% %]7,985,783;
Redwood 4= fir B2 A W 38 £ F18,097,701: 8,349,910 13 [H & FI H 120140141025,
20100210543) 5 B HI - 7L B3 VAL 198 6 % I D o W 2R 51 AMEVRUR (Zhou, Q. , et al
Bioconjug.Chem.,2014,25,510-520 , #& i JE- (A /3 w) () 58 [H 4 1) 20140294867) . H] bk
(R R AT DA 7 HH 38— 1 7 i, AELI AT o S A A s A R A A M B 57 2% 1
BEAN, AR R SR A I R L DR g B () R IA T WA A BRI IR 4 (Tian,F.,et al, 2014,
Proc.Natl.Acad.Sci.U.S.A.111,1766-71) ,iX— s A ADC™ \is (¥ A AT B ZLA 520 o 741,
T I~ D 20 I B A KSR AR R ADCZG W I AE A A &R e b i AS 8 MR R, 3 30 1 ZE 4R i
T LRGN P AT F W2 (Junutula, J.R. ,et al Nat.Biotechnol.2008,26,
925-32) .

[0005]  TgGHu A4 VU Al B vp () BB 45 A4 72 A0 75 TR AU S A BT #8850 (Milstein
C.Biochem J 1966,101:338-351;Pink JR,Milstein C.Nature 1967,214:92-94;
Frangione B,Milstein C.Nature 1967,216:939-941;Pink JR,Milstein C.Nature
1967,216:941-942;Frangione B,et al.Biochem J 1968,106,15-21;Frangione B,
Milstein C.J Mol Biol11968;33:893-906;Edelman GM,et al.Proc Natl Acad Sci USA
1969:63:78-85;Frangione B,et al.Nature 196,221:145-148,Spiegelberg,H.L.et al
Biochemistry,1975,10,2157-63) « “HREEXT T 1gG7 T 45 14 a2 PEAIAE M) sh RE #AT 1R
HE A AETeGHUAR R DY A LAY TGy, TeGa, TgGs T gGarP, BEAN TG ¥ A ML 1248
N B EE  EA EREES — ANRSTR TeGIH DRI o 19 5% B BE AR BE DXl AN [ B H B R
SEMIE : TgGi M TgGafE2, TgGa 4, TgGal 1o 7ETgG b, Bt Fo i — LI A R 5 4k
S BRTE A R BT AHIE  7E1gG2, TgGa M 1gGa |, 5ok i e — P AR S &
B ES3A LA IRIE B R (Liu,H.and May,K.,2012,mAbs 4,17-23) .3l i if JH 5256
Bt AL ML C-MS 73 #r , AT LAANIE NS TeGr ik b — B s b 240 & i e 1% (Liu, H, et al
Anal.Chem.,2010,82,5219-5226) o % ] —-H i L 4 P % 5 0 5 i JRi b 3 , 3 LA e
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2 VA T L V99 2% B TR) 1) 0% B o8 2 s T 2 L T 4% T R P B ) AR L TR S
(RIS 2% 55 Z W 2 o St Ak, CH238 b 1 I 82 i 5 2 A I W) o VL, CL, VH, FHCH LI — 7%
S ELAT AL oh SRR B 1 R B S T CHB AR R S A Z R JE K (Liu,H, et al
Anal.Chem. ,2010,82,5219-5226) ,

[0006] T AJR TG A4 B B — B o8 25 2 W R 7 i, VI 2 8 A0 B Bl m) SR AL 27 58
AU SR 5 P R SR PR I B () — B S0 i S5 P45 A7 0 1 3 A IR AE — 2 , 49 S FH s R
R AR B SR B LA A (NGMs) 5 BERACH B — 1R ) R Bk P i 54k 5 (Schumacher,
F.F.,et al Org.Biomol.Chem.2014,12,7261-7269) , 1§ FHXUKE AL R FIIE B — A = TR
% (Badescu,G. ,et al.,Bioconjug.Chem.2014,25,1124-1136,PolyThericsfH R A IR &
FIW02013/190272,W02014/064424) , {8 FXUHUAC ) Z 75 A58 (ConcortisdEW) 224N H) )
FE LR HE2015/0105539) , BB X R B & /E A 8E (W02014/114207) «FRATIFI A
A58 FHRAR 5 She I 0. i 1 ¥R 5 SR I SV e A e A AR B 25 W F A (W02014/009774,
PCT/1B2012/053554) ELAR KM 18] T o {H 2 , FIRRIMrE B AR 5T 2o — N el s 4+
A3 OB ARG, H T 32 fu4d bnl AT 3L HuAR IR XU 822 B Bl (Zoh2x]) , R 2 5tE
IR AR 7 (K ADCS 25 MIDARTEAR T2

[0007] %5 -T-ADCsZJW STl Hy7 22 BR T i 48 Bk MR g e i 22 /N 720 E , AR &
ADCYE T 1520, HeDAR{H & 4F KT 3 (Epenetos,A.A.et al,Cancer Res.,1986,46,3183-
3191;Chari,R.V.Acc.Chem.Res. ,2008,41,98-107,Zhao,R.Y.2011].Med.Chem.54, 3606-
3623) o A B HR RN AL RS AR AN B AR RN T R ok F2ANEUE 21/
250, SEILEE SIDAR (=4) , 3 HOR 7 Be W e PR M o Ad 3% T 1 B ) A IX 2 T
LR v =R R ) E IR PR TR B ) S AP A BRI /N R T R IR M A T g
[PIRH{ , BB T R 35 (20 ATRIER) , Hoes R 2] , B B oy 5 oy i 2 A M DA 20
AR B ) R S A, W DA e R P 2 48 TCEP DT TR 288 [ AR BE R] B R B4 X
M7 A DARCK T4 ADC o e B4 I T3k Sk B i ] T X DA MR i 344, el 2 N & 2
ANEEPE /NG () AR (R M i B Ak B #2230, T DA ZE A IR 56 B i FH A 40t e S 0 3R I 1
(DHAA) B Cu (11) H &L o k2, AR BH AR (1) 3% Le M ide 2 4 m] LA DA — P i 58 (1) 77 =07 AR [
¥ —HIADCE W) o

REAHE
[0008] AR ERM S — D LR IHIEE RER]  E 2NN T, B A
(Bl k) e MRS G2 F-ERE-ZHYWHTDAITURTR N

S~y -~ Dru X
Cb:(isrL*Dmg;)n Hrp Chrg s 57, L& 44, Drugl MDrug2 2 29/ N+ nie

— N1 BI201 24, B2 e ZMFIECD T L, B IE BAR LA & B2 N B 2 [ 259 9
T AL/ F- 2RI B IR ST BRI AR 2 AT ) L IRV AC IR (BT HEY) 4l
AR uiids) FIRJEFT R AR g 7 2 A R TR EHE I AR E 1t s b) L AT AT
BN R/ B TE A AN S A TN R B A0 B L T g GHUAA IR B ()57 A, AT 7= A 38—
[\JADCZ5H) o

[0009]  7E—J7 1] , A R B v K03 A 45 4 ] AR IR A 38 (D)
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[0010] Z—R—X, Il — I Xo—Ry—Z, (D

[0011] i zik 1) 2. 2 — B4 Fm] DAFNAI M 25 4 770 o 1 — S B S L 5

[0012] 7y K722 AH R I BCAS [ (1) 88 R0 B3 PR 25900 S BLI B B A, ] e ok 7o Bt ki T ek
T TR \ B i B DR B i, e P PR R B L R R R B I8 (T4, = BRI %) G o
INGEdE A0 i e A I B B B R B S B N T A A

[0013]  RuARo A2 AH [F] (T AS 5] (0 B 545 1) 2 1~ 61Nl SR 1) B B 425, 336 Mt R 11 52
SRR BERL , ELBE BB A L B, B L~ 6B R T A B L TR L i i B R 2 A
(OCH2CH2) p» H:rp 203 £ 10001 4 5, B L L P R 20 4

[0014]  F4h, RifREEEHC,N,0,S,Si, AP FIIFEIRE 4, B & 0~500 5+, 24
T X B XM Z1 B Z2 s Re AR (1) 25 AN IR LT A AT B 0940 22 5 KA &, L B slibe 22 | 0
JTvE S|4 B N4 o =1 SN e o ST/ 177 1 N L 7 Q= - QN Sl e 1 o
Al R EER 2K B AL R IR, BUX Le A 2 A

[0015] Xy AHXoMS73% FNH,N (Rs) , 0, SBCHz; Raf&H, 1 ~6-4iik Jil 1 ELFEbe 2 , 336k Ji
TS RETIR IR b, ELBE S BE BRI 1 I S BOb 2 , T~ 6Bk J - TR T Tk Ikl o 3
L3, 578 (OCH2CHz) p, Ho 1 p 202100011 524y , BLX SL S ] 1 4H 5

[0016]  F—T7 1, Ak B A U 4 A - 29 MBI T R A A (LD, Hoh 4l 454 71
Cb, Z5¥Drugl FDrug2 73 7 -5 M iE Hedhk Fe i R A S i«

[0017]

O

Drugi—R—X; ! 7 I ‘X2—R;—Drug,
S

| \,

b am

1t

[0018] .

[0019]  CbRZMMLss &7, St s

[0020] 45 Py dd I — PR IR 5 4L S A o IR BR I IR AR -2 W 5

[0021]  DrugiAIDrugs Ay AH [F] () BCAS [ ) 248 M 55 12 7], e AT DDA I i L Tt Tk e s P e JOKC

St JR B TRk TS B 2 PP PR TN B T PR R L PR AR e A | 2 5 A | e A B R e i S

Mo & R RE 2 5

[0022]  njE1~20;R1,Re, Xa FIXof) 5E SR A2 (D) .

[0023] Y — 5, A KB ARE—FUE G A 25 A 7, rT R N AR (1D, Hrh g e

HRICh & SMERAR SN, AR FA S A R — P 5 AW/ N N E BRI 2R Z: «
| 0 0 |

7 —R—x,—1 7 L x,—r,—7,
S

,/ I n
Cb (111)
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[0025]  H:riCb,71,72,n,Ri,Re, Xo, AIXaoff) 8 XA 2428 (D) F1 (TT)

[0026]  BEF 3, KK AFE— MG 25+, AR R N AR V), K Z¥Drug:
FDruge L& 54 50 (1) & AR R B, J5 SRR B8 A B8 FAN i 25 A 77 I B 5 il 6 S B2 1)
LR T TREER -

O O
I —

[0027]

Drug;—R;—X;

Xy=—Ry=—Drug, av)

[0028]  H.H'Drugi,Drugs,Ri,Re, X1, FIXaft) 5 M [E A (1) A1 (TT)

[0029] A& BH AL FE— Rl & A0 (1) Bros 4l s & 4 -2 LR B (1) J7
15, Hh 2D rug D ruge B it M ek Fgn fo 45 & 7 #

[0030] A FH A HE— Pl & A (1D Fros B 4iin s & 91, Hb g
Mg Ao+ 54 O P IVERE R R

[0031] AR B AFE — il & A 20 (AV) Fros e 1 257/ 1 5 i, Hoh 259 7
FOE5ARK O FRIMIEEAR R .

[0032] & 4134 Bl

[0033]  W&1—Fh AR 4 I E se A BIM 3 AR 10 & S AR AR 5 25 W AR 1 1 B2
H.

[0034] ([ 2—RhMfride B ) A it 26 S it 5 SR B Hik 5259

[0035]  [&|3—Fh & F 2 IR MR AR 1 & Rl S i B e S I iR 5 2454

[0036]  KJ4—Fh & 5K & —EE M2 IR MR IE BEAR I 5 B

[0037]  KI5— P H 5 4 EE 2 B BIARE BAR 16 A il DA S 3 it B e S A A i e 0
BB N T2

[0038] &6 HI A 2 IKFIER & —EE I M A2 101 tubu Ly sin[A] R A B

[0039]  E|7THI& A B 4 R M AR MR tubuly sin[F] R 5 AL S0+

[0040] & 83d I i AR MBI 4045 & 7 F-may tansinoidstb S A % o

[0041] V& 9jd ik Wi B AR AR IR ) 41 ML 45 5 3 - MMAF [R] R 5 Ak o

[0042] K] 10iEE M AR MR A4S & 4> F—tubulysin[F RN A .

[0043] A< BH 1) 141 i FH

[0044] E X

[0045]  “WEdd” SEARAE S A 1 B8N i1 1 ELREBCCREM IR T )2 o “SCBE i — i A
BARTRE I e A R e | £ R B B A B — N R MR B BE L B R I, &
e, B, RTASE, BT HE, BT 3, IR RS, 8-, A, 28O IR, R E A, 2,
2- R RE, 2, 3- RO, 2 - I R, 2 3- R IR, 3, 3- R, 2,3,
4- =R, 3-F A, 2, 2- A, 2,4- A I, 2, 5- AL, 3, 5-
FEOHE, 2, 4- R LR o- R R B, 3-FR R P, IE R, S PR IR R, Rt —
C1—Cat 8 AT DA AR AR B — AN B AR Z1 2 U S AR T-Ci-Cslie 2, -
0- (Ci—Cshi k) , 753 ,-C(O)R*,-0C ()R’ ,~C (0) OR”,~C (0) NHz,~C (O) NHR* ,~C (O)NR’) 2, —
NHC () R’,-SR’,-S(0) 2R’ ,~-S(O) R’ ,—OH, 1x] % ,~Na, ~NH2,-NH (R") ,-N R’) 21 -CN; H-ip &4
R’ MA7IE H -Ci-Cebm AR AT It o “pxi 27 48R 0 IR BIUE - AR & R £

[0046]  “ZREEdL” Hia A Co-Cefedit , Horp — = PUANRR IR A I 7 [ 970, SFINJEF BT & 48
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[0047]  “FIR” FRI & — MRS ERIIR , 5 32 84Nk S5 1 B PR B 7 22 134N ik Sl 119
TR o IR IR 5 3 6 JE -, MU A5 B 6 7 BURIR IR ST 2 120 i1, I [4,5],
[5,5],[5,6]8[6,6] B 240, B 9B 10 EF, TR A [5,6] 8L [6,6] BUFF R4 AL Ca-
Coffifi ,AEAIR T IR, IR T 28, BRI L, BRI 0 , RO, RO A 2, 1, 3- R 0
B, 1, A-IRE AL PRPERE , 1, 3R AL, 1,3, 5-FRPE G, IR SR BRI BR o UG
[0048]  “Co-Cshix PR 511 423,4,5,6, TELSTT & A WA B ALK 35 55 B KR o —4~Ca—Cs
BRI AT LA AR BUA R BUp — AN 2 A e A AR S AH AR T -Ci—Csbe &, —0— (C1—=Cs
fEdE) , 753, -C(O)R’,-0C(0)R*,-C(0) OR’,—C (0) NH2,—-C (0) NHR” ,-C (0) N (R”) 2, -NHC (0)
R’,-SR’,-S(O)R’,-S(0) sR’ ,—OH, [/ & ,~N3,-NH2,-NH([R’) ,-N R’) 2F1-CN, HHp AR Mt 57
1% H ~Ci—Clie S Al 75 2

[0049] U L™ 45 10 A2 & A B DU BE , 2 22 8/l Ji 1) ELRE B S HENR 7 e o 45 L 1) 91+,
F6 O IR EL ML IR T Mk, e Tk, 3-FR 2T U L, IR AL, O, PRl Bk, 2 0
.

[0050] R EL” 4510 A2 & A bk =B, 22 8/l Jil 1) ELRE B SCHENR 7 e o 45 L 1) 91+,
FEC PRI TIRRES , TR T e, 2T e ik, 3-FR T Bk, 5 bR, TE M AL, I, B
B,

[0051]  “SP e ™ 48 () =2 M AT 5 1= 184l I 1 SCRE R B ELREBOOIR IS 1 FH 2, A 35 B
bl F— g EECARITR EEBRPAERAF RN A — 0 B H 2 U TG A
F5 L AHASIR TV B 3 (—CHe-) 5 1, 2-2. 3 (-CH2CH2-) 5 1, 3-F 3% (~CHaCH2CHo-) ,1,4-"] 3 (-
CH2CH2CHaCHo—) 25,

[0052]  “SPffs 7 48 () =& AN AT 5 2- 184N Bi JJ () ST RE I B ELBE BRI IR B B 4, B
BE R B[R] — B B ERAS[F Bk b2 BR PRSI AF 2 PR — 0 B EH 2 0 o BRI 0
45 B T 1, 2- 2% 5 (-CH=CH-) ,

[0053] SRR $5 () & AN LA, 2- 184N Bi JJ () ST RE I B ELBE BRI IR B e 4, B
B RPRH R — Bk EECAS[F Bk b BRI SR B PRS0 B HH 2 0 o SRS S B
ALHE AR T 2 g, TR A4 be i

[0054]  “TF L7 BUAr {5 & IREUR S 5L, H— DNBULA AR, 5 38 1440 5+, f 56
10N E S o5 HAR I L — DB AR (L1, 2. 384Nk B ) #%0,N, Si,
Se , PELSHUA (FLIZ0, SFIN) o “F5 " BRAr L5 75 3 1) — AN BLZ AN EUR + % B S 7 i g -
R, %,-0R ,8(-SR’ ,-NR' R” ,-N=NR’ ,-N=R’ ,-NR’ R”,-N02,-S (O)R* ,-S (0) 2R’ ,-S (0)
50R* ,-0S (0) 20R’ ,-PR* R”,-P (0) R’ R”,-P (OR") (OR”) ,-P (0) (OR’) (OR”) B-0P (0) (OR")
(OR”) Fr8AR, He R R7 &ML A, et M Bl i it ) 55 0 ) 5 e ik | Bl L B2 H
£,

[0055]  “IRIR” & — IR G, Hi 1 £440JE 2 B L0, N, S, Se FIPAE J J5 - Fir HY
A ARIEAZO,NFIS “Z 7 [ 58 X8 A] 2% Lk The Handbook of Chemistry and
Physics,78th Edition,CRC Press,Inc.,1997-1998,p.225t0 226 fLIEHHAEF H IR
(K LR (B NS B2 = I R =B SN LS N U A3 678 I 618 81 QUCIE 7 N g B N T = N <
USRI BT 85 2%, b, UGB I, WIR PR PR AR AL PR TR AR K bk P R S ke
i MR L, VY SRR, LT B PR , S g Rk MR 2R, DU AL e L e L DU A
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WAIE | S HEIR 7 FR R e DA B A1 2R R G A i e R R S5 4

[0056]  “J 5 HL” B A R MR R AR Z 147G, LIRS B 10TT I 5 & PE 44, B8 W E 2 51, B
ML | REE IE LA | W I TEE R | VY P R I I | WM | I B | VA | DB TR 5 | TBE Wy | TBE IR | T I8
WAt PRI R FEIRIR L 1, 2, 4- = 0k, SRIgE e, =ik, U e | SR bk L 2R IR Wy L R I I
e IR DRI A | S b e SR, DA BN PRI A i AR I R

[0057]  “WEE” | “PRKEIE” | U AL” L CBRIE” | CTHIET L CRIF AT IR SR AR AH L) AT
N 7 6178 SN 70 5B~ S| 7 515~ SN 7~ B SN P 8 = S T 3 7 N o R Tl e
(134 .

[0058]  “FFe L Fal & — N EER R B AL, i — AN SR T W S — N K i
B sp® Z4 AR S5, FEIZE (0 0 o 75 SE AR o LR ) 55 S e S AL 65 (B PR TR 3, 20
F- - B, 2- TR -1 - A B 2-FR - 1 - R - BB - - B 2RO 2
Lo -1-Z R,

[0059]  “IRIgbel” f5 — AN AEIRIRGT e e B B o, Horh — AN 5k 57, 180 2 — A R ImEk
sp° Z AL B IR A 1 U A 2 5 S AR ML 2R (Y 2% 55 e A, (EAS PR T 2- 2R Ik
e BRI, 21 IRg 2, 25

[0060]  “PRJLARAHEF BB FEHE  AEA PR T FF 48 B JE Tk, 2- FR 40 2 %0 FR i, DU 0t e
Tk, S, o PR AR LS T, = B LK, = 2 R, = P R, AT R R
Tk, =N L LMK, 2 BEES  BUR 2 BEES, 2, 2- — R IL T RES , & BE IR ES , K Balg , B 0
Tk P23 s R0 FR DR T PR T

[0061]  “EgF: L[ SEF8 T AR 55— A S U B Be B - ARSI ol S8 Jn i) 125 2 L A 49,
FABANR T 28 (G0, I, W), PR PRI , oF PP O e , = 0 FR T I 2 , = 0 PR TR PR I
[0062]  DLR4E5 AR BT, HE SN :Boc, LT A& L BroP, L = (- H I F
B 7S FUBRER s CDT, Bt KM, DCC, IR LB Wi s DOM, & FF 52 s DIAD , {8y 2, P
M — A BS DIBAL-H, — 55 T S A48 DIPEA, — TR 5 2. 1 s DEPC, HE RS — 2. B85 s DMA, N,
N— - FA 35 7, 8k i s DMAP , Sof — P Jlg SRR I s DMF, N, N—— B 35k R Jidg ; DMSO,, — B BB A, DTT,
RIS MERE sEDC, 1- (3-SR TR ) —3- 2 R B W G SR R Eh s EST-MS, HLIE 55 BT V2
HATU, 2 (T30 5 FF = Z0M8) N N N7 N = U FR R S i R B s HOB G , 1 -8 3 2 I = Ik
HPLC, {5 R AH 3% s NHS , N- 72 JE 5% HTIE W iz s MMP , 4~ FR L R gk ; PAB , X 28 JE R L 5 PBS , T i
e M (pH 7.0~7.5) sPEG, 5 2, % s SEC, 7> T HEFH 3% s TCEP , B R =S 4.1 ; TFA, =3
L2 THE, VYK s Val , 22K .

[0063]  “Zj2p b [)7 B 2% Rl EZ 07 AR A& U L N A BB R G, A2
FEAE A I R A AN R R 4 SRR A A

[0064]  “Zy2¢ BRI 42 (IR A BCVE R =48 BT A TR AL S AT S B A A 1)
— B AL BTS20 25 BRI AR R s R EEE  EAR TR R R
% B B DMSO. LR 2B« 2 FR AN L

[0065]  “Z FHAHRL A0HE AT AT 38044 4 8 79 BRI BRI 7], AR B AR ), JE A8 590
I | I R i | = S 2| 78 1 N 1 T o = s HE W= B | N 2 ) T g 2 ]
S AEZIWE PR A3 B AT FH X A Jo R TR 75 A A P 2 AR BT R D o AT AT R RS B
5 B AR SIS PR R A AEEE  #T LA & AR A b R BE PR BTN, Bl
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AIEREITHE

[0066]  “Z5 HIER” BFa Fr A FF A EMIRIAT A M, Hod il fHR A A W) 5 B B AR FH M
£ho Byt Bl 2 ) S AR I e B Eh B S AR &, B o B B R HLECA HLER T
ZEEER A, IR R R AR LR B AT YD, WEh R ER IR (IR IR R R  TEIR
THIR S5 s A A VLR G &, WA RN T 1R A R i R VR ORI 3 4
P AR R IR KGR 0 ORI R BRHAIR , Sk A LR W FLIR S « o B Sh B FR sk
£ M= g, A s OB SRR, Mg JE A, AN BB B L.

[0067]  Z4 | (1) 245 FH 5 AT DA 3 BR BUBRUT) RRA4 , R MR A0 22 07126 il — Rk it
XMk AT DA IR A K o B LA R R ERAE P A ARRTR S 1 B S VI B R B
Bk AR, NN S Y = 1 A T B R T T i — F R U IR HE K R 4Tk R 4B 2
B SN 2 & B 235 B 7] W T'Remington’s Pharmaceutical Sciences,17™
ed. ,Mack Publishing Company,Easton,PA,1985,p.1418,7fEF/ES%

[0068] A% B vh A0 FF IR L FEAR R AT L T MR A o B i Ak SO A s 1 &
107w

[0069]  #frifideik

[0070] A LR I I AR B A B, LA R 23— ML 45 6 4 T AR R I il 2% sl 1-9 B
TN o MYVIEFAR A P B ZR ) AT EUARIY 2 B IEAL G40, AT DA — KPR B S B2 TR Rl It Tk
e b) — A 54K R E selF , BB EAR T iR mE SR BE WL | i 2B g
Bl B 2 I e S e A o £ ke — B R ) IS B AT DA I 2 ok — B RN 28 0 8 L B
SN T A5 21 B i BB B L B o MR e A 1) & e SE 1 WLIET 1, 3,4,5,6,7, 819 £ B B LK)
MR EAR AR AT DL 3d I 20 JR AR bt BSCPR T e B2 T2 st i e B2 1T 49 2] o 3 LU MR I FAA 1 5 Bl S 451 T

WLFE2H110,
[0071] Pt M Bt b SR 45 40 (1) B :
(8] O
[0072] 7 R —x, I — i X;—Ry—Z

[0073]  Hirp 7,k SR FAL S VIEBARRE NS S ANMRSS & 9 F LI — KRR IR 1 R
[0074] 74 A0 Zox2 AHIFI (R BRAS [F] 1E) B8 AI4H B 55 PR 25400 S BLV B R AT, A ple s i Tk | I
B ORBASE DR NS B IR B IR T IR R IR IR R e (g, = e ) R
IR T R 5 b A T B R

[0075]  Ra IR AZ AH R 9 BRAS [F] FTH- 75 1~ 64Nk S5 19 BB be % , 3216l it 1) S BE B
eIt , ELBE  SCRE SR M S BB , B ~ 6N S A R I Tk O L BE RGBSR 4 A T
(OCH2CHz) p , B 58 TR 28, 25 . 7T (OCH2 (CHs) CHa) p 7T , e Hp a2 0 21 25 1000 () 4 4L , B 28 B [A]
FNEERER

[0076] %4k, RiFIRaAEADEC,N,0,S,Si, FIPJR FHIEEIRG 1), B AL 0~500 &7, Fa 4
BT Xa B AN Z1 B Za s Ri AR H 1 85N St 7 A BT A ] BRI AL 27 5 R4, B i ke 5
BESRE DA L P BRI TR SR SRR LIS IV TR B R IR R IR L R B
Al RN EIE R 2 KB R R IR, BOX SR (2 A

[0077]  XeFMXoBh 73N (Rs) , 0, SELCHa s Ra&H & 1 ~64M ik I ) BB be 2 , 3316k Ji
T SREBIRIR B, ELBE S BEBURIR 1 0 S BOb AL , B~ 64N B SR IR I Tk B o
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LA TT (OCH2CHz) o, o p 202 10001 240 , BxX L L 14 A

[0078]  7E 55— ALt H , ReRe AR AT LA 43 I AL 5 C N, 0, S, Si, FIP T I BEIR &5 14
N IE AN MR 45 & o F R E R0 259« T T2 BOE B0 % IR+ LA AT A AT B 14k 2% 7 38
GEA, G e L T e 3t L A L P R T LR 2 R BRI RE  R E JEE BR
JIR~ R R P b A R AR R 2 K OBV A R R ISR, SO AR S5 4 s AL,
YR AZ T R EREAA (L) 1 R 0] DL MO AT BN M R , BT LA [ B3, B DU B
R ARG, L RE IR B IR IR IR, W 5 L, % 5 LR A

[0079] B e ZiANZom] DUEFEAN M FE VR 254, v] DL AR RO A48 il I Tk S 22 s I e
Tk T S 2 R R DR T o B i« LE SRS B e A0 4 (EASPR T4, it , 0, %
B WL, B Ey ORI i e , i A A, R, e el B A

[0080]  BRANZIWERLAN M 55 M 757 R o = A S BV B B A Za fZom] DUAE , (HAS PR T-N- 2
BEEE W B , X A 2R By B , A SE DRI I , LR R 16 5 B RN A vty 570 22 S B2 1 B B T LA
J& , WASPR T-ILmE AR L, ARt e i, B oRBE W B , o AR PR ER Bk R BE 4 s e ALK
iy ph Ak B S S R B e A AT DA, AN PR T2, e el 2, i, B AR 0 s AR i &
BN R BE T DS AP T gt

[0081] 74 S B, R Re IR A 1 6B R F I BB Je 3, SR 2 E 3L ot
(OCH2CH2) p,p=1~100.

[0082] A7 £k R FEIME AR A T RS D RO, Aob ORIE AT AR, AT H A
oy R (— /B ) EBUREEN4E A, W N (Ta) FIR

[0083]
O O . O O
—1 .+ X—R-—¢ ) G o S _ll;lL & o
=1y, g —» srxl=1Ixg-$ -
[o084]  Horp, 5X (Ta) H X2 L5930 (1) HFIX1E X2, FBN (Rs) , 0, BLS s RAZRUH/ B Rz, R1Re

HARsE XA (D) o

[0085]  Lv1ANLv2AH[E AYEL & B ML AOHFLCL Br Tl 3 28 My  N— 52 35 3% 31 8t W i
(NHS) ~ 2Ky AR LR DY SRy 2R 9k ) S — 0P LT
PR IR | SRy VU SR 1 - FR I = e ) FF ORI R IR L 2- 2 -5 - TR B
-3 TR | 1] R P I L L At R IET 1 2 TR IT P R I TR R R IET 5 B 22 IR 4 A5 S H [
PR EIMI tsunobu e N H AN s 45 A iR AR 4G« 1- (3~ ST L) —3- 2 0k W e R 1
(EDC) , B B — W i (DCC) N, N’ = — S TR L — B W i (DIC) , 1-FF ) J—2- Mgk 7,
e . iy PR R IR £ (CMC, BRCME-CDI) , Bei KM (CDI) , TBTU (O-2% Jf = ZE-N N, N’
N =Y FR 2R U SRR 5 O 2K = UM — Y HR B IR S U R B (HBTU) , 2R = e~ 1 - L 41,
= (R RREL) TSRS TR IR 8 (BOP) , 75 F A IR 2 =W — 1 — ik — 4 ik = mp s Joe B T
(PyBOP) , FEBk & — 2.1 (DEPC) ,N,N,N” N’ =Y FH FE G R R /S S IR £, 2- (T 2R 9F =&
M) =N, NN N7 =P R RS U R B (HATU) , 1 [ (- FF o) (REhibk) SRR 2] -1[1,2,3]1 =
e3[4, 5-b] 1-Hkie -3 /S ABE IR £ (HDMA) , 2-%(~1, 3- - H LKL R /S U R 2k (CTP)
AR fe L8k 75 B ER £ (PyCloP) , X (VU %) 95 AK FF Bt i (BTFFH) ,N,N,N” ,N”—[/{
F - - (-2 AR -2-ME g J5) TR AR SR 7S T IR £6 , 2 (2- ML e Ei-1-J%) 1,1, 3, 3-PU A AL fig
VU FHHER £ (TPTU) , B — (1284 -2-MEmE3E) -N, N, N N’ =Y H LR iR /S Uil iR 2, 0- [ (%A
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FEARHL) FUEF ] -N NN N =Y AR iR 7S s B 2 £k (HOTU) , (1-FE-2- 2 A -2 AX
W2 A L) R R - R T B 7S SRR R £ (COMU) , ORI = 5k -1 - B4 50 ik
U LR 7S SRR £ (HBPyU) , N—"FJE-N/ IR L3 i W% (B3 AE R &9 ), —ihng fe
(N-BEIAME P 2 L) 5 7S U R 28 (HSPyU) 5 1- (G- 1ML e 2 1 B 8 L g e 7S Tl 1
#h (PyClU) , 25—, 3- LK Me PU SR £5 (CTB) , CR I = M~ 1 - FE 4 L) —IRIE AR 7S
SFBETR £ (HBPipU) ,6-E I =& Me-1,1,3, 3-PY H 3L iR DU SR BN ER B (TCTU) , ¥4k = (. FF
FLEFL) BN FBEER BroP) , 1-1E A FEMEERET (PPACA, T3P®) , 2- SR HE 2 FLE Mk MET) LN,
NN N7 =Y H L i -5 - (N-BR TR W i ) 7S s B iR &6 (HSTU) , 2—--1- 2 FE b i DY 5 Al i
#h BEP) , - [ (Z R L) S L] -N, N, N’ N’ = U B B35 bR DY S B R 21 (TOTU) ,4- (4,
— AR TR -2 ) 4 R R Ik R R ER (MMTM, DMTMM) , 2-BRHAE 7 e E-1,1, 3, 3- P4 F
SR VY SRS (TSTU) N, NN N’ =0 FJ-0- (3,4- ~&-4-818-1,2,3-FK 3 =Ha-3-5)
R VY SRR £ (TDBTU) , A8 28 FF Bk WREE (ADD) , X (4-F % F5) 8% F ER G (DCAD) , B %
TR BT S (DBAD) , B B — AR (DTAD) , (R % — 8 — 2.1 (DEAD) »
[0086]  4XJECH:M , Mrididefhk b 2 bk — kB C-Co i e HAL B e [ , BUR & plioc g 20
BN CHEER) A O AR BRI A B B Ak e Jm e, A
B i BRI (1) SR, B 7R (Tb) |, (Te) , (Id) , (Te) , (IF) , (Ig) FA (Th) -

[0087]
| | 0 0
' \ / 0 0
~ , ], T =S —Si— > S H
)(}\/‘??? + BrM MgB % 4
\ Mg~———=-MgBr ——p» H 2
Cl g —_— 2, 0
é‘(l)\/'?zl) + BrMg——=-MgBr —» 0\\ /,0
o 5 g\ — : » 3 P j/‘?? "
. A
o NFp TN v T

0 0 0
0%"\/.%)2“" M Mo - 3“/\\ i {/’2,
[0089]  jX HMENa, K, Li,Cu,CuLi,Sn,Ti,Ca, Mg Zn,
[0090] i Je A 5 Pl ) EL A S 8 B8] 1 - 1O FITos o JHEL S b — B S R A4S A, 25— S ] LA
SABIRY) BN 5 25 ) B RE

[0091]  ZHff&s 57— é’ﬁ%fﬁ'%ﬁ%%
[0092] A AR IR AT AR T IO A SRR -
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[0093] CbigrLigﬁﬁg ),

[0094]  HrCh2 40U & ), Lt 4k, Drug L MiDrug 2.2 25 /N o na — N L2201
B, B2 MR e EMECO T L, B IS AR LI & B2 N B Z (N7 1

[0095] XA EERAKL AT e HH — N B B 20 1 SRR 4 3 A Rl o J Y P R AR A AL 6
6— 5 REL I ik LR ("MC”) 53—y R i TR ("MP7) , Sz R - N ("val-cit” B
ve”) ,INAIR-R AR ("ala—phe” B "af”) , W 2R E AL ("PAB”) , 4-TRAUR K (V
SPP”) ,4- (N-Ey SRV i B ) BT fe- 12 1R ("MCC”) , (- L Wi k) 2R R ("SIAB”) ,
A-TR AT B (SPDB) , 4-Bi AR -2-F2 B H 2L T 8 (2-Sulfo-SPDB) , — M EE £ 4 AL -
CH2CH20— 5270 ("EQ” or"PEQ”) , 3 A0 4% HoAth AE AR 40T H A% iy F RN 14244, 3 3 723X B 3 H
[0096] A0 3 IX HeH 43 [ IE FARI B+ -

0
O
[0097] f\N\,AN)\/\/\}?\ ,‘5’ (B 556 R I L FRMO)
H H ¥ =
(8]
Q ’ ‘ )
0078 N\ AN (8RBT RIP
: H o

’72'-—-HN* ~N .. H
[0099] ‘ ':OYN\I\EI“?S (B 5 & R S R SEPAB)
0

[0100]
i iLoN ./‘z?,.
s H 5\/\;)- ?S A B
S \/\N . 14' H}\II ¢ O *—N\/\N S/?Z.
o . 8 , 0 0
0
O .
WTTS o SN
[0101] %0 éﬁng\f}\ﬁ’&{J\N »S"??" (85 2 3%
\AN /‘22‘ 8 II) 0 k
Ly 9t 1 JEZME)
H 0 H
1021 HNT N Hum on” gN R . H W

[0103] (BEHAE-TNEAR)
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W0 A~ L 1
~¢ (A N—$

[0104] S“N/\—-Nﬂu\."m Jk;?, t\S ,gg \/O’«%II/\/ ‘Ss
O

[0105]  (f0.{%4- (N—%%@%JJZ%EF'%)H E‘bn 1-FRIERMCO)

[0106] és*gl’{ V‘N'U\O—N’K;i E/V\/\N)l\'_ Ajz,

[0107] (05 (4-Z.BEH) R F )

S 9 9 uin
HO N HO,s H 0

[0109] (W& 4-TRA-2-F2 ket T 1R, 2-Hif{-SPDB)
[0110]  fRierI BRI 45 Han 3 (1) -

| Q 0 |

L [
| N/

Drug;—R—X;
[0111]

(I

[0112]  H.

[0113]  ChAZHHES &7, St i

[0114]  DrugiFHDrugs Ay AH [F] I BCAS [R] 6 40 i 55V 770, e A DI 5 A 32 Ak DA e 2k L I Je 22
VS P B (T SR R A I T, R, BT R S BRI DR L R L R e A
Jiz @ 2 R R G = AR R IR e A i s SR S IR L B A A L T I = R BRI L R I T
IR JRbe b Aoy HEEUE A T B LA A S A A A B

[0115]  nf&1~20;R1,Re, XeRIXof) 52 LA AR (D) .

[0116] LN SCHE PR ) #538 , Drug LAIDrug2m] BL2& /N 254, AR H AR T,
tubulysin, E&AHEZR EIHMTT, £ E R, CC-106535U4, WAL, B 8 & , B2 52K,
cryptophycins, RIHE R, K I 5= R AR (1, b g 289 — % (PBD) Bt 5%
7 IR IE R BRI ORI R B ORI R R .

[0117] DA s LB, 40 ss A 77 B st ey ol J5l, 7= A — 0 R 3, AR S
55D M AR AEpH 591 7K AH HR OB, oA AT BLIINBAS N 0-30 % (1) B 57K
TRV WA, N N- B 2 Bk i N N- — L R g L 20 R L TR L, 2 01 W DU R
R T . S IR TR B B 20 B, DL S NZo RN Z2 [ R 1 S A, I s iz 3 [ T
DA S SR i 2, B A, L B B e AR A B I L AR ) 4
J 5V 93 1 S RS ] 55 R L PR A 4B 1 ) 4 B 4 7S S o 481 a0 3 ek R e 5 2 1 4
SEA -2 AR BRI B A R » A2 T A 1) 40 B 45 5 7R ) RS RN S U SR I 2
Z AN IR AT ok SE LY 5 I AR kS 45 A 1 AL &5 A - 29 IR BRI A ek, BT 2
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b Sfe W S e R B £ W A B 2 RS T ) A I 65 5 7R 5 i S S ) 2 W) SRR SE TN 5
R N B TR ANARE 1 IR AR IR Y » AT EH — A T A v i) 1 it 2 ] R Bl 22 e 1 SR SE I, L
AR TT 1A N A N N F (B3P . Hamann et al.,Hinman,L.M.,et al,Cancer Res.1993,
53,3336-334;B.Laguzza et al.,]J.Med.Chem.,1959,32;,548-555;P.Trail et al.,
Cancer Res.,1997,57;100-105) ;&5 il =M ] AR AT LLE S — ik B 1-br
5 &S RERRZY L st s S B (AR ) KL (Lutz, J-F.et al,Adv.Drug
Del.Rev.2008,60,958-970;Sletten,E.M.et al Acc.Chem.Research2011,44,666-676) .
[0118] B, Z4W /Ny FRIALAI O & 5 A 456 AR, & I BB BERT Y 45 142X
(I1D) B WHAB I A Mo 45 & 53 I FRAR 45 W OB o 461l 4, 9, 75 S BE (1) 25 4 ] DA AN 2 20
(TTT) thFEdedh (1) B R B I i 2 Bk 3 Bk 2 T 2 , 7EpH 5. 59 2 MR SR , AR Bl
i Tk e e ) ILFEAR R o S SRR 25 m] PA S A0 (DT D) v fedk B ROEnE — 5% Jr B
1T RS B, AR R R B R R R AL FEAR IR . S R BRI AT 5 A0 (TTT) i
etk B R, U R apd AURMR BRI R FE SIS E T, ApHIES. 0-9. 5, [ B 43 I jE B
T Tk B B e O SRR AR R - S R R 29, B P] LLZAEEDCENDCCHI 4 & I AE R, Fl s 2K
(D) PEERAR FRR B & AR - £ B M A 1 5 S & 0 T 3T IE K. &
ALY AT LRI A R (TTT) PR IESEAAR T FINHS BRI | RS Ry N2 08T R % S 251
TAHEEZR N TR IR L2, 3,5, 6- DY IR IR SRR | L SOR Y L = R R e
TSRy DY SRS | LR RN I = R ORI R | 2- £ B -5 IR S TR -3 T R
FRFR IR R S L, 15 28 I i B B P O S HEAR SR A o

[0119]  fHIECY AT DLt AR AHER) A0 7 15284k, W HSephadex G258 Sephacryl S3003E4T
HER E B BT S AR EOE T AR LG, /N A A A R (PR L RR R A
MoAlEER EGFSE) 5/ 25455 fa , AT LA HPLC b AT (A 18 B 7 S B (0 1 S (045
RN

[0120] i AR A7)/ o+

(01211 ARIEHYT, A K I AR i A 45 & IR g5 i an A 58 (TTD) -

| 0 0 |
Li—Ry—Xy I 7 I X;—Ry—2Z,
[0122] R S
I - \\ ,/ I n
Ch (1)

[0123]  HAHCb,Z1,72,n,R1,Re, Xo, FIXe 5 2028 (1) AT (TD) o5 SCHATA] o

[0124]  FEAIE SEHE ], Zo R Zod T ik « B SR Y i | o7 I e A i e 25 6 B
P N=F2 3 B BTG 0 G B B30 R A A S ORI DY ORI . ORI S PR ERUR
s TR = 5 el R L DR L ORIy L DY SR L 158 2 DR = e | R R R R T
PR\ 2— . F—5-F I S e -3 ~ T PR 1) PR IR B o Z0 AN Z2 1] LA 55 400 i 35 25 0 S I R T Tk 5
B e i U P R TG L I L TR B R B o A A P A M &5 5 75 AT DA S 4 e 45 A7) 5 A o
(D) IR PO AR AT SR & irE BT A (D Brik

[0125] S 7 SEIMr e dAk b B2 5 4 o 45 6 771, 0 LS oA v i 15 0 — X 82 1) i 0%
e, 75 BT RBIAR R B N 5E B S N D B A ALE FIDAER R A TD RS 7K R
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UFVE R AR RN B ES & IR, B et A 3 (D ISR (Mri ) Vg AE nT LS KIR A 1)
BB AL, 9 T« 2 PR EE 0 B RS L BE RN, TR, 25 > DY PRI (THF) , 1,4~ 2%,
NI, R R (DMF) , — FF B 20 i (DMA) B — R L P KL (DMSO) 5 V&R s =, 11—
500mM . [F] 15 40 f 4 5579 A4 BA 1~ 36me /mL (IR FE VA AR AEpH 5~9.5, S 76 ~8. 51 2%
M, H51~20 9 2 TCEPELE DTT R .20 43 8 21| 1 2/N8f o i Jif J5 , I SEC A 3 A i Ab ik 25
DTT. TCEPH] LA FSECER 1B FE 44k B A2tk ELRE#E N T — 25 . 1A, FITCEPIE Ji i 4 A Bl
fh A M 256 55 mT PAAE A 30 (D) MrE B AR A7 70 T 1J#EAT , BEET i 25 4 5501 A8 e L B4R R st AN
TCEPIE Ji [F] D347 o

[0126] &2 M5 4 7K SR — B AEpHE 29, AL 166 . 5227 . 51 G IR B 33-AT , A LA 2 1%
pHIE FE A AT AT A SR i M S b Sk R L ) R pP R FE TR IR £ . = L FE Gk 31,
HEPES , FIMOPSZE il , m] LA 2 Ho B e 43, SN Miks , IERE A EL , & B A S 20 o 8 A 5%
(D) IRV UM B SR [ 40 M 4 A R, FREAZ4A5°C , R R EIRM E . IF
T I DS VA R AE 25 AnmBI S AR A3 BB IO, ok M I s SIS IR o 75 R B 5E i 5 AT
A2 B T VB A AB R R A M 255 7], 480 58 FH 28 PRt 8 2 B B 1 0

[0127] 3k I S I 7 A P i S e e A L — A b e T D e e A R R I et e —
T T P I freg bt e A e ] (1) 58 Z IR AL P DA E A0 M 5 5 RSB IR (0 R 2 - i
IR A KA, 7] LA FHLC-MSERE AL K UPLC-QTOF Bait , A1 & 40 & it Ik o ik
(CEMS) 2k 73 BT o A W v M e Bedk B mT LS B AR RIS B B A, 7T 5% Fh 259 %
N, SR B A S 1 B R B AN B PR 25 o 491 T AR J5 & R AR B R RS I AN e 45
A iflRe 5o N- R R HIBE W i (NHS) B 290 I B AR G S s R 4R g A e 5 & 5
SRRV i F BT 2R LR K 25 S Lo BE A A PS5 B (B B ES) IR 4B LSS & R 5
B BT A L 25 R B o AT B AN PT LUIR 25 25 M R4 SL o B Be A I I BT
PER A A0 F BRI A

[0128]  ZAHR 4L EE TR L)

[0129]  FAR R B v (K e e A 1 1) 4R B 25 R 25 M 5 R pIeade v (TV)

Q 0
[0130] I — |l

Drugi—R;—X,

[0131]  H:ADrugi,Drugs,Z1,Z2,n,Ri,Re, Xu, FIXoff) 58 X 52 (D A1 (11) AHIF o

[0132] A0 (D) T HERRAE 5 25 5 IRNAFBUB U 254 (TV) , Hodr () £ — ik
B A6 1] DR 45 A 77 B — RS A O o 2R R TR 2B 4 A N A B,
INEAE RN (Ta) |, (Ib) , (Ie) , (Id) , (Te) , (If) , (Ig) A (Ih) HH A H#HIA .

[0133]  EXS & S AL 254 , BSCE b Mo e 4 I Tk T B B i i 5 465 5 i P 45 5 59 B
B 250, Lk 1 77 R Drug L BRDrug2 1 56 il ik Rk L B BE B AR A BIR B R, A 1K)
Ri-DrugiB(Ra-Drugs i Bt FF &5 & B £ bk — B2 b, TR pean g A=K (V) BFIMH S AR B 1 R 25
Yo

[0134]  foiltu1, 5 M 254 7] 7w PEpHIR) 22 M 5 R BR: b (1) B el IV fide S 2 5 T2 1l A
TR RS 45 A [ Ri-Drugi BiRo-Druge, SR 5 5 LB Z3RIEAA G, TR A 4~ X (TV) WA, 3 ik
IR « B L 250, FE 99T T, T 5 5 10 3R o0 R R PR B AP T PR T 1Y Ra BRR
SN, 19 B PATk S 25 A Ri-DrugiBiRo-Druga, 8 J5 5 26 45 &, TE i A0 (V) A

X;=Ry=—Drug, (IV)
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TR B A R AR n] 5 (1) H AR SR AR, 78 B K
EDCERDCCIE IR, 4 &3 21 A0 AV) B BRI ZAY) S S AE R 4] SRiERe FF)
SR BT e s 2 M RGE B b AR 2 B 2 S B 5 A B DA TR B B 45 5 IR -Drugi B Ro-Drugs, 2R i
B — g A e A 5 (V) RS IRBE SIS 24 - AU, S 2 R 0 2 ]
PLE MR (D BRI RIEHAT4 A, B2 A= AV) PE B 259 BT 25
A UL FBRAE R i 204k, i BB AR AR A B4 i i &R (08 L S S (g Bl
A AR A

[0135]  ZHiffss A7)

[0136] AR B v i) A i 465 5 71, LA AR IR A A AR AR AT 1 4 B 255 77, T DA 2 B AT %0
[ BE B A FF AT P2, Re s 5 B VR )T B BB WA B M i i LS &
BEBURRL.

[0137]  AMiffu&h & AAFE  AHANR T R FEEA B, Hlin a8 iiig & wlEdiis, 5o
FEfuid, Ak, 2 AR, 20 R PUA, B WO0EE J AR s BREESUAA s Uik B BedPab,
Fab’ ,F (ab’) 2,Fy (Parham, J. Immunol.1983,131, 2895-2902) ; FHFab3& ik & 7= 4E (1) F B, #i
MR (FU-1d) HUid; COR s BUR A4 s = AN oA F Sy 5 3 P 445 A A M 40 R 1) AT AR 47t
W RALES & F B B DR s AR IR B S % R G AR & 8 B, BE 8 IR ) L &5 Sy
EPFEB A WHERNAEYFIEN Miller et al J.of Immunology 2003,170,4854-
4861) s FHiz (T, 11, TTI8Y) s 2 ik Wk A+ 1L-2, 1L-3, L4, I1L-5,1L-6, IL-10,GM-
CSF, TR & - v (IFN-1v) s SR Btk & 2, TRH (T FIR B B S B 508 ), MSH (2 22 K 41 i
W) » S I B I R AN T R AR 5 AR A IR AR VR B R -, R i AR KR+ (BGF)
o 201 e 15 40 it 2 7 SRR R~ (GM-CSE) , B AL AR KPR (TGF) #TGFa, TGFB , i & 2 A fig
FREA K+ (IGF-1, IGF-11) ,G—CSF,M-CSEHIGM—CSF Burgess, Immunology Today 1984,
5,1565-158) s A A KK+ (VGF) 5 i A 4E 4 i A K R+ (FGF) s /N F &N E A s 20K 1k
FIRECE , AR R IR, B bR, B WA BRSO s M /IR AT AR B9 AR K BB 5 1 40 i 25 A i g A
+, a0, F 4R 2= -2 (TIL-2) , 4 He A3 -6 (IL-6) , [ Hps 30 1 PR, R 4 15 0 4 42
AR 5 (GM-CSF) s 44 2, it iR s Bl R R I AR 8 1, A% 2Rk 1) (0" Keefe et al,
J.Biol.Chem.1985 260932-937) s iz & B A BURE ) , WIBHER 2 4L E SR8 40+ 5 /D
A3 WIETF PR e P B S (PSMA) H1 61 7R A0 /N 2 T 2 B Bl 41061 77) (TKTD L A JiK
BT mE s Ml WEMEEREEYW (Dhar ,et al,
Proc.Natl.Acad.Sci.2008,105,17356-61) , 2E¥i% M BOIR K2+ (Lee, et al,
Nat.Biotechnol.2005,23,1517-26;Almutairi,et al;Proc.Natl.Acad.Sci.2009,106,
685-90) , 4K ki+ (Liong,et al,ACS Nano,2008,19,1309-12;Medarova,et al,
Nat.Med.2007,13,372-7; Javier,et al,Bioconjugate Chem.2008,19,1309-12) , g fi{d
(Medinai,et al,Curr.Phar.Des.2004,10,2981-9) filjEE 45 (Flenniken,et al,
Viruses Nanotechnol.2009,327,71-93) .

[0138]  — 1 & » 201 R0 224 1) 5 v B 04 2 AT PR, WAL 326 56 v B B A4 A D 4 3K 1 45
At B AT LR SRR, AJE, NVRAL , ik & B T HAh A Bl

[0139] AT AR B B Bk ) A P FE AR Y BUER A T A B L & AR 77 2 SRR B s2 A IR
U T3 VAR AR SIS A 0, B 32 [ & R4, 493, 795 1 BT o 10 A 0 3 4 o i 9 4
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M, 504 H T PR S 16 /N BRI 4R B b 5, SR il % BB d BE fi g (Kohler,G. sMilstein,
C.Nature 1975,256:495-497) . FE4IRJILFEAE “Antibodies——A Laboratory Manual,
Harlow and Lane,eds.,Cold Spring Harbor Laboratory Press,New York (1988)” i
IR, AL SIES 2 Bk, 7T DR B AR SR, a0 se i SR 40 i, AR 2 BRI B, 58
BRI R, KGR B AR B2 A BT, Fe 5 /R, KB, O bR BEATT 2L e L B0 o 0 A
B & 1 (PEG) 60004 B 41 0 5 B B o 401 R 15 o 0 P HAT (P S Wy — 8 L Wi — i fiR
WA I ) 1K) IR P DR U 12 15 2T ML o 3 Tk AT ] O 28 I AR S P 52 A 1) B 7 AT | 4 L )
AR VERIBE 77, AT AR E SE e A A I 1R R e AR B AR A 0
[01401  FH-T- A< A B o () B0 e AR () A 77 £ B3 Dl B R S R 3 3R ) BBk AT, b B 58 97
Br R MIE 7 W B Gl it S5 S PR HUAR 70 B RS R  BE SR E Sl I 56 A T IR 72
S 513 Rt = M 1 I 9 O S e 27 K v e M A | 2 S/ T T SRy = 7 K N s o R A E B
AP ARFE— D5 E U S+, A FASE R ZEHT, B+ B sKEUR R HER
REE (el e 0 2 B BASE A E A AR AR HERR (355D B0, 22 S Vs i P2 B A oA
e A BRI PR AERR .
[0141] ] T fill & 35X Lo 2 S W10 15 o7 FRAE AR U 2 2 /i, IF HoAT 3RS 0 A dE
AR IR B IR IR EE R ) /& Dulbeceo” s b b 75 35 57 5 (DMEM; Dulbecco et
al.,Virol.1959,8,396) #h78 A 4.5g/ml A & # , 0-20mM# ZBEIZ , 0-20 % R 2 135 , JLA
ppmf¥) Cu, Mn , FeBX Zn 5 5 4 JR B/ A H & J&@ Eh , DA SOV S A 5 S O 0 — TR A TR M i B L 3R
Mo
[0142]  J34h, AP HUAR ) 40 i F 1 AT DAIE G b5 DAAM R R 3R AT, 491 s S DNAR 1,
F2BIbRE A D, B8 i A Y, T 9% Uk i - R 8 (BBV, AN A RSB EE4 (HHV-
4)) BCR VTR A SR E i B (KSHV) , WoT- 38 [ %4 ,341,76154,399,12154,427,783;
4,444 ,887:4,451,570;4,466,917:4,472,500:4,491,632;4,493,890, 8. va [Z ikt a] DA
T B R I 2 B I B2 AR IR TR ) 4 X SR O A AR AU T 3 R, BT 2 SN iman et
al.,Proc.Natl.Acad.Sci.USA,1983,80:4949-4953;Geysen et al.,
Proc.Natl.Acad.Sci.USA,1985,82:178-182;Lei et al.Biochemistry 1995,34 (20) :
6675-6688 1 i , I 52 A IR BUR SAUMAE g 77 A= 0 52 A48 IO B 5 o3 70 4 % 5L, ] DA B i fef
FHB fo % JE PR i 42
[0143]  FHAEAR R B v 45 6 3 1 B0 v B oA 9 AT DL E i At AR S5k 2 0 (R B AR IR o A
A F R 3 1)1 5E 4 N IR HTAR IR 7325 o — B 5 VA S MR B AR SRR B, e SR M E 4R 1K T
1, A T £ 68 5 B B e MR 25 6 00 N U AAR o Wk TR AR Jo 7 52 AR AE SR v A 3 4
A, Wk T A Ji 73N 1) ) S R 75 306 76 AR 4TI 2 A B JE N, AT 2% SCiikDente et al,
Gene.1994,148 (1) :7-13;Little et al,Biotechnol Adv.1994,12(3) :539-55;Clackson
et al.,Nature 1991,352:264-628;Huse et al.,Science 1989,246:1275-1281,
[0144]  Ja3 5 AR Qi) SR P Rl 15 P 28 A8 e 7 AR B B AR, AT AR N US4 DL O AR
NPT I TR N5 A T8 BANR B X AR HR , X 56 77 VAR O TR 4t
A, 3 E L F|5,859,205H16,797,492;Liu et al,Immunol Rev.2008,222:9-27;
Almagro et al,Front Biosci.2008,13:1619-33;Lazar et al,MolImmunol.2007,44 (8) :
1986-98;Li et al,Proc.Natl.Acad.Sci.U S A.2006,103 (10) :3557-62, }b4b5I NS %,
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SEAE N SR AT DLdE i A% R S 4 K I SRR E A R R L R/ L R
+ M BCH AR L 30K i 4% o 1 L8225 [ 491 : Xenomouse (Abgenix/Amgen) , HuMAb—
Mouse (Medarex/BMS) #lVelociMouse (Regeneron) , 2% 3 H & H6,596,541,6,207,418,6,
150,584,6,111,166,6,075,181,5,922,545,5,661,016,5,545,806,5,436,149F15,569,
825, HI-T- NZEIGI TN, /N bR A AT AR XI5 A A I e e DX 33t vl AR R, iGN “BR & iis™ , &
NG FEZ 7S EH KT /DR B30 Kipriyanov et al,MolBiotechnol.2004,26:
39-60;Houdebine,CurrOpinBiotechnol.2002,13:625-9) . H 4, AEFid ] 28 X d 1Y) 58 A5
AZae PR PR BAA B B g FfE FTER M (Brannigan et al,Nat Rev Mol Cell
Biol.2002,3:964-70;Adams et al,] Immunol Methods.1999,231:249-60) , JifAlE E X
S oA AT AR i H A 4 A g B B R AN DR

[0145] S 40 o bro Ji () fe % e S Pk oAt T AN e Ml s 420 3R 45 BIOE 3 AR AT 2 N7 V4R
7 A4k 2 A BB EE A R TE R AR P A M b R B A S e e PR SR R R Y )
S ] LT ML 3RS, 191 0 A GenBank £ 48 FE B ASALLZL AR 22 , SCik AR A3k 13, B I 5 # b
R4S 21

[0146] [ T Ak 41, 5 EH bR 4i i b 1) R A7 BUAH R 52 AR AH B AE (454 FEL W | 38 m) B H:
fl S AUAE FD) 10— BhIKE & B Bt Pl M E NS G4+ IX B IR B B 5T P] e e A AR B AL I
IRECER A BT, ‘EAT D R AL B BRI 52 ARG 26 A0 77, A — B 4R 152 o BR 1 KR Ak I o IX 2
JOR AT A AL T A S R BUAR I H R 9 Hi oK (Szardenings, ] Recept Signal
Transduct Res.2003;23 (4) :307-49) - MEEALIE 2 3RAF K IKAT LA S 5k fidiis i B A
B AT o KB A B4 A o T DU KB RE 32 22 K 4 B4 o, BFREAR TH&EA .
EEW R FE PR R W95+, R B e st (R B KB A B L5 45 B
.

[0147]  FEFTYRITHEAE B B e e o 1/ B0 G P e s IR AR IR AD) L, N2 ) oy il ik
AR AR R BRI 1 B8 , (HASBR T-3F8 (31GD2) , Bl 2 B 45¢ (H1CA-125) , ki
AL (FTCDAL (BEHREE A a-11b) , Bl IA AR B8 (FUTNF-a) , Adeca tumumab (FLEpCAM, CD326) ,
Rl 4E 2 B3 (FUTNF—a) , Afutuzumab (31CD20) ,Alacizumab B3 (FLVEGFR2) ,ALD518 (Fi1L-
6) ,Alemtuzumab (Campath ,MabCampath,$1CD52) ,Altumomab ($iILCEA) , Anatumomab (FTLTAG—
72) ,Anrukinzumab (IMA-638, 4i-1L~13) ,Apolizumab (3-HLA-DR) , il #F 53¢ (BL-CEA) , i
FERR BT (Fi-L-1EFEE A CD62L) ,Atlizumab (tocilizumab,Actemra,RoActemra, i-1L-6
SAK)  Atorolimumab (3i-Rhesus[k+) ,Bapineuzumab Fi-BIEM FEE 1) ,Basiliximab
(Simulect,$HiCD25 (IL-25Z 4K a%%) ) ,Bavituximab (LS JE ML 22 Z R) ,Bectumomab
(LymphoScan , #1-CD22) , DI F| B3¢ (Benlysta, LymphoStat—B, $#BAFF) ,Benralizumab (37
CD125) ,Bertilimumab ($7;CCL11 (eotaxin—1)) ,Besilesomab (Scintimun, JTCEAFHIHTE) ,
DA% B HT (Avastin, LVEGF-A) ,Biciromab (FibriScint, JLef4E &5 A 1 1B%%) ,Bivatuzumab
($11-CD44v6) ,Blinatumomab (BiTE,$1CD19) ,Brentuximab (cAC10,Fi-CD30TNRSFS) ,
Briakinumab (JTIL-12,1L-23) ,Canakinumab (Ilaris,$iIL-1) ,Cantuzumab (C242, T
CanAg) ,Capromab,Catumaxomab (Removab, JiiEpCAM, F71CD3) ,CC49 (FLTAG-72) ,Cedelizumab
(#1CD4) , Certolizumab iy (Cimziadi INF-a) , P52 & Fy (% 45 % , INC-C225, HLEGFR) ,
Citatuzumab bogatox (JLEpCAM) ,Cixutumumab (JTIGF-1) ,Clenoliximab ($1CD4) ,
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Clivatuzu-mab (FTMUC1) ,Conatumumab (FLTRATIL-R2) ,CR6261 (Fif LA EEZ) ,
Dacetuzumab (31.CD40) ,Daclizumab (Zenapax, FiiCD25 (1L-252 4k a¥%) ) , Daratumumab (7
CD38 (JRADPAZ M /K fif ) ;Denosumab (Prolia, HURANKL) ,Detumomab (FiBi#k 2 J83 41 L) ,
Dorlimomab,Dor]1ixizumab,Ecromeximab (FLGD3MEL T AG) ,Eculizumab (Soliris, -
C5) ,Edobacomab (3N E %) ,Edrecolomab (Panorex,MAb17-1A, ii-EpCAM) ,Efalizumab
(Raptiva,$tLFA-1(CD11a)) ,Efungumab Mycograb,$iHsp90) ,Elotuzumab (FTSLAMFT) ,
Elsilimomab (3 1L-6) ,EnlimomabEJy (3L ICAM-1 (CD54)) ,Epitumomab ($iepisialin) , 4K
A BR BT (T-CD22) ,Erlizumab (3T-1TGB2 (CD18)) ,Ertumaxomab (Rexomun , FTHER2 /neu,
CD3) , WAt F7 41 (Abegrin, MK E [ avB3) ,Exbivirumab i Z R EH F) |
Fanolesomab (NeutroSpec,$iCD15) ,Faral imomab G+ & 5 44K) ,Farletuzumab (iR
224K1) ,Felvizumab GFENR i8S MR EE) ,Fezakinumab (31-11L-22) ,Figi tumumab (Gi—1GF-
1524K) ,Fontolizumab (J1-1FN- v ) ,Foravirumab GiJE RIFIKEFEE ) ,Fresol imumab
(HLTGF-B) ,Galiximab (FTCD8O) ,Gantenerumab (FLBIEMFEE ) ,Gavilimomab (3CD147
(basigin)) ,Gemtuzumab (}1CD33) ,Girentuximab G iR EFEE9) ,Glembatumumab (CRO11,
HLGPNMB) ,Gol imumab (Simponi , H-TNF—a) ,Gomiliximab (31—CD23 (IgE2Z44&)) , Ibalizumab
(#11-CD4) , Ibritumomab (31.CD20) , Igovomab (Indimacis—125,HLCA-125) , Imciromab
Myoscint, HLLHUNLEEE ) , Infliximab (Remicade, HTTNF-a) , Intetumumab ($TCD51) ,
Inolimomab (3CD25 (IL-25Z fka k) , RER HHT (PL-CD22) , Ipilimumab (J1CD152) ,
ITratumumab (FLCD30 (TNFRSFS) ) ,Keliximab (Ji—CD4) ,Labetuzumab (CEA-Cide, $iUCEA) ,
Lebrikizumab (JTIL-13) ,Lemalesomab (FTNCA-90 Chi i H)5) ) , Lerdelimumab (JiTGFB
2) ,Lexatumumab GLTRATL-R2) ,Libivirumab G Z AR M HTJRE) > Lintuzumab (31CD33) , &
KA AL (1CD40) , E K HLHT (FiCD23 (1gEAZ44E) ,Mapatumumab (FLTRAIL-R1) , B P45 HL47
IUT-AH P SZAE) 5 522K BB P (BLEGFR) ,Mepolizumab (Bosatria,$LIL-5) ,Metel imumab (311
TGFB1) ,Milatuzumab (JTCD74) ,Minretumomab (FLTAG-72) ,Mitumomab (BEC-2, JTGCD3FHLLFT
HE) ;Morolimumab (FUfE M ME K F) ,Motavizumab (Numax , JT I W 18 & B 96 B5) »
Muromonab—-CD3 (Orthoclone OKT3,$CD3) ,Nacolomab (311—-C242) ,Naptumomab (3715T4) , #IS
R 5T (Tysabri, B E A ad) , FE B HT (Fi-WEHR) ;Necitumumab (HTEGFR) ,
Nerelimomab (3T-TNF-a) ,Nimotuzumab (Theracim, Theraloc,$#i-EGFR) ,Nofetumomab,
Ocrelizumab (FL-CD20) , BF|AKHEFH (Afolimomab, FLLFA-1 (CD11a)) ,0fatumumab
(Arzerra, $1CD20) ,0laratumab (FLPDGF-Ra) ,0malizumab (Xolair,iilgE FclX)
Oportuzumab (JTEpCAM) ,Oregovomab (OvaRex, ${CA-125) ,0telixizumab (;xCD3) ,
Pagibaximab (JT g #EEEEL) ,Palivizumab (Synagis,Abbosynagis, PLiEN iE S MR EE) ,TH
JEH. P (Vectibix,ABX-EGF, HiEGFR) ,Panobacumab (34 &¢ K 8 it 7 (Pseudomonas
aeruginosa)) , THZ KB (PLIL-4) ,Pemtumomab (Theragyn, $itMUC1) ,Pertuzumab
(Omnitarg,2C4,HLHER2/neu) ,Pexelizumab ($-c5) ,Pintumomab (I EHE I J5H) ,
Priliximab (Ji—-CD4) ,Pritumumab Gy L&) ,PRO140 (31—CCR5) Racotumomab (1E10, HT-
N-F2 Z B2 2R (NeuGe ,NGNA) ~HZ2 47 H IEGM3) ) , Raf ivirumab (FUAE KRB EMEE )
Ramucirumab (JTVEGFR2) ,Ranibizumab (Lucentis,$iiVEGF-A) ,Raxibacumab (G R JHE: 2,
LRYESTR) ,Regavirumab (3B 40 MR 588 85 H1B) ,Reslizumab ($1-1L-5) ,Rilotumumab
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(H1-HGF) ,Rituximab MabThera,Rituxanmab,$1-CD20) ,Robatumumab (3i-1GF-1524%) ,
Rontalizumab (3 IFN-a) ,Rovelizumab (LeukAr—rest,$TCD11,CD18) ,Ruplizumab (Antova,
FUCD154 (CD4OL) ) , Satumomab (FLTAG-72) ,Sevirumab (3% E 4037 ) , Sibrotuzumab (i
FAP) , VEVEAR BT (LIFN-a) , Siltuximab (LIL-6) ,Siplizumab ($CD2) , Smart MI95 (3
CD33) , Solanezumab GABIEMIRE ) , Sonepcizumab Gy & EE— - HR) , Sontuzumab (-
episialin) ,Stamulumab (Ji-myostatin) ,Sulesomab (LeukoScan , FTNCA-90 ki 4H L3
J&)) ,Tacatuzumab (Gra F iGEA) ,Tadocizumab G EEE HallbB3) ,Talizumab (ilgE) ,
Tanezumab (anti—NGF) ,Taplitumomab (31-CD19) , Tefibazumab (Aurexis, GU&HEEEETFA)) ,
Telimomab,Tenatumomab (F{fEA 2 HC) , Teneliximab (31CD40) ,Teplizumab ($LCD3) ,
TGN1412 ($1CD28) , Ticilimumab (Tremel imumab, $1-CTLA-4) , Tigatuzumab (FTTRAIL-R2) ,
TNX-650 (3L TL-13) ,Tocilizumab (Atlizumab,Actemra,RoActemra, [L-65214K) ,
Toralizumab (}1CD154 (CD40L)) , Tositumomab ($iCD20) , H T Bk H41 (FRFTT , HTHER2/
neu) , Tremel imumab ($TTCTLA-4) , Tucotuzumab celmoleukin (JFiEpCAM) , Tuvirumab (i 2. %Y
%% 5) ,Urtoxazumab (JU K H) ,Ustekinumab (Stelara,$ii-1L-12,1L-23),
Vapaliximab (J{-A0C3 (VAP-1)) , 4 £ Bk W4 i3 BEEE (HadBT) , 4EZ Tk B H1 (BLCD20) ,
Vepalimomab (3AOC3 (VAP-1)) ,Visilizumab (Nuvion,$TCD3) ,Vitaxin GRIILE ¥4 %
avb3) ,Volociximab (3B HabB1) , Votumumab (HumaSPECT , i 98 411 J5iCTAA 16 . 88) ,
Zalutumumab (HuMax—-EGFR,Zano1imumab (HuMax—CD4,$1—-CD4) ,Ziralimumab (3i,—-CD147
(basigin)) ,Zolimomab (3iL-CD5H) , & FS P & ( Enbrel®) ;Alefacept (Amevive®) ;
Abatacept(QOrencia®) ,Rilonacept (Arcalyst) , 14F7 (FLIRP-2 R IHFT & A 2)) ,14G2a (it
GD2AHZE W H i, YR TNat. Cancer Inst.,JRIT ML) , J591 (Fi-PSVA, ¥ TWeill
Cornel1P& %R , Va7 HI I RHE) , 225. 28S (FLHMW-MAA (5 7 FE B R RAHKHUE) , Sorin
Radiofarmaci SRL (T R RHMKE, 7 B EEKIK) , COL-1 (LCEACAM3, CGML , ¥ T-Nat
Cancer Inst.VRJ7 45 W EL i@ A1 B ) , CYT-356 (oncoltad®, V& y7 /i Z1 iR %) ,HNK20 (OraVax
Inc. V&7 R 38 4 B i 22086 4L) , TmmuRATT (U5 T Tmmunomedics, Y397 NHL) ,Lym—1 (JiiHLA-
DR10,Peregrine Pharm) ,MAK-195F (i TNF (JHJ& 3R FEH 5, TNFA, TNF-a, TNFSF2, J-T-
Abbott/Knol 1, Y67 B HEIE th & PEAR 5E) ,MEDI-500 (T10B9, ${CD3, TRaB (T4H 3% fa/B) , &
TMedImmune Inc, HTBHEMHUIE E LK) ,RING SCAN (FLTAG 72 (MR AHIRHEER A 72) ,
J5TNeoprobe Corp., T FLIKE , &5 WiE M ELM ) »Avicidin GFLEPCAM (I 5z 41 HukiBt 4>
1)), BL-TACSTDL (MR AHISF5 15 S5 56T 1) , HTCAT33-2 (B I MR AHIC EH 2) , HTEGP-2 (b
FeREE A 2) , BIKSA,KST/4H0 5, MAS, IR B R 17-1A,CD326 (J5 T-NeoRx /A ) , Y597 45 M »
YN E I , BT 51 B FINHL) , LymphoCide (J&-T Immunomedics) ,Smart ID10 (J§ T-Protein
Design Labs) ,Oncolym (J5-TTechniclone Inc) ,Allomune (Ji-TBioTransplant) , JTVEGF
(J5-TFGenentech) ;CEAcide (J5 T Immunomedics) , IMC-1C11 (J T ImClone Systems) fll
Cetuximab (J5-T ImClone) .

[0148]  HAh ] VE N AL &/ BRI Ui, A FEAEANR T, BAT SR R oAk - 20Uk EEN
(CD13) , JRIELET AL, BT-H3 (CD276, %5 Fi@AE) , CA125 (YU ELAE) , CA15-3 (% FiEAE) , CAL19-9
(B FIEIE) L L6 (% M iE) » B8 25 B Y (35 P iE) , 8% 2 X (5 i) , IR & B (% A
NE) »CA242 (25 L) » BEREDRVERS BN (25 Fioine) , 50 2 Bs s P st (R ZURE) w3 iR
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BT R (T MR IE) » 38 AR KPR 7 (B P iE)  CD2 (CE#F &0E , NHLIR B8, 2 Rk PR i
J&) ,CD3e (THHMRMR Y8, e , AL, B e, BRI, B & S MR , M IR ZK) ,CD19 (B
ST S PR R 5 CD20 GEE A £tk EL IR , CD22 (11 L7 , WhEE 8 , 2 % 1 B8R , SLE) , CD30
(AT S REL IR , CD33 (M1 I , B )& PR 9R) , CD38 (2 & i BESR) ,CDA0 G, 2
RVEERER, AP (CLL) ) ,CD51 G FePE B 208, AR »CD52 (F1 1MIL95) , CD56 (71N o i
S, SN ELIE , M8 v AN , DA RO R , 2 R PR B BEIR)  CD66e (%Rl E) ,CDT0 (BB
o1 e AR B AT SR EL R L CDT4 (2 R PR EER) 5 CD8O GARELRY) , CDI8 (35 Pl iE) , Al &
(% FhEiE) , CD221 (SEA& ) L CD227 CALMR e - UNS398) L CD262 (FE /N2 Mo fififig: S oAt e
¥E) L CD309 (FEL9E) L CD326 (LA MR) CEACAMS3 (45 W% . W% - B %8)  CEACAMS (g IR it ,
CEA,CD66e) (LM, 45 EH M FUfiiiJeE) , DLLA, EGFR (3R 52 AL K IR 32 44, - FheiE) , CTLA4 (SR
8 2598) , CXCR4 (CD184 , MLy M , SLAA JI93) ,Endoglin (CD105, SE4458) , EPCAM (I J7 41l g
KB+ B , Sk &5 W , NHLHG 51 e » B 5L%8) , ERBB2 (R e AL KR 7324k 2, fi
S > LRI, BT ZURRE) S FCGR1 (H B %y PEZRI) FOLR (MR 3244 , UY SL) , GD2AP &8 151
(F5FHIEIE) 5 G-28 (I M 2% 1 470 JEUREE IR 3, BB €80 33080 L GD3 AR AR (% BB E) , R e B
(5 FpggiE) , HER1 (Fiides » B %8) » HER2 (FLMR % , i A1 UY S %) , HLA-DR10 (NHL) , HLA-DRB
(NHL , B4H L (A 1 955) » A ZRBREAE VIR (& PlmiE) , IGF1R CGEJIR & 2 A KR 15244, 52
IR, MLRE) 5 TL-252 44 (FI A 225244, TAHM A fs AR ELJ8D) , TL-6R (I /- = 65244, 2 R Tk
BRI, MU MEIR T 48, Cast lemandpd , 141 B/ 22 6 (B8 M) , #4821 (avB3.abB1.a6p4 .,
allB3.abB5.avB5, FFEhE) ,MAGE-1 (F5-FiEhE) ,MAGE-2 (- FPoEHE) ,MAGE-3 (&-FEHE) ,
MAGE 4 (% FhHaiE) , BUE S 1 5248 (B FRE) , p97 (R4 20089)  MSAAL (B5 A 45 A 3T 2K
WRARK 511, AE B A5 4B Motk 2983 , (3 1ML9%) , MUCLERMUCL-KLH CGAL I - P S59% . = J 52
SE R a B WiEdE) MUCL6 (CAL125) (BN ELJE) ,CEA (45 EL W) ,gp100 R4 2 J8) ,MART!
(B0 K J8) , MPG (BB K J8) , MSAAL (5 4 45 R 380 5K R AR 531, /)N 2 i Jii 68 , NHL)
Nucleolin,NeufE K 7= 4 (% B EIE) , P21 (B-FiE) , It R L B A EIR) Tiikss A3
fr CALIRRE , B L Z080)  ISPLAPSE ALDE P BRIl (UN S0 | 52 L) , PSMA (i 1 iRJ88)  PSA (Rl
TR ,ROBO4, TAG 72 (Mg AH IS (72, AML, B 58 25 I B W0 O S0 , T4 o % Jis 2
[ (&FPFEAE) L Tie (CD202b) , TNFRSF1OB (88 ¥R 5L [K 57 4468 MR Ak 171 10B, %% Pl diE)
TNFRSF13B (fithJed ¥R FE DK 52 44 8 2 T B 172 138 5 22 % i #8980 , NHL , oAt 38 0E , RANISLE)
TPBG (ZZFE AN AME 2L (4, B A M) » TRATL-R1 (TNFAHSSIRBES SR SZ A4 1, R EL S8, NHL , 45
B % , ifiE) , VCAM=1 (CD106 , {4 208 , VEGF, VEGF-a, VEGF-2 (CD309) (% FiEsE) - He
JiEg AH 2, AT A AR TR B O S 45 FIPEIR (Gerber, et al,mAbs 2009,1:3,247-253;
Novellino et al,Cancer ImmunolImmunother.2005,54(3),187-207;Franke,et al,
Cancer BiotherRadiopharm.2000,15,459-76) .

(01491 41 fu sl & 55, ik bl , T DA AT AT 68 4 Xof S Fivye 200 e, 9 B Jek o 41 e, T 2B
SRR, P AR HUR R A, 5 B G0 5 40 I, VE AR A, B SR R, S0 TN R, BN Y, B3R
0 2 B o B EL AR UG, 40 45 5 R0 AT DL R ATART BB S B R P I R B A2 Ak 2 — (R 259/ 43
+:CD3,CD4,CD5,CD6,CD7,CD8,CD9,CD10,CD11a,CD11b,CD11c,CD12w,CD14,CD15,CD16,
CDw17,CD18,CD19,CD20,CD21,CD22,CD23,CD24,CD25,CD26 ,CD27,CD28,CD29,CD30,CD31,
CD32,CD33,CD34,CD35,CD36,CD37,CD38,CD39,CD40,CD41,CD42,CD43,CD44,CD45,CD46,
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CD47,CD48,CD49b,CD49¢,CD51,CD52,CD53,CD54,CD55,CD56,CD58,CD59,CD61, CDE2E,
CD62L,CD62P,CD63, CD66 ,CD6S, CDE9,CDT0,CD72,CD74,CD79,CD79a,CD79b,CD80,CD81 ,
CD82,CD83,CD86 ,CD87,CD8S, CD8Y,CDI0,CDI1,CDI5,CDI6, CDIS,CD100,CD103,CD105,
CD106,CD109,CD117,CD120,CD125,CD126,CD127,CD133,CD134,CD135,CD138,CD141,
CD142,CD143,CD144,CD147,CD151,CD147,CD152,CD154,CD156,CD158,CD163,CD166,
.CD168,CD174,CD180,CD184,CDw186,CD194,CD195,CD200,CD200a,CD200b,CD209,CD221 ,
CD227,CD235a,CD240,CD262,CD271,CD274,CD276 (B7-H3) ,CD303,CD304,CD309,CD326 ,4-
1BB,5AC,5T4 (Trophoblast & 1, TPBG,5T4, WNT-E AL 16| [H £ 1 BRWATF 1) , BsE 3 5,
AGS—5,AGS—22M6 , G 25 52 AR B 1, AFP , AKAP-4, ALK , a 38 4525, avB6 , S JL IR N, TE R RE 28
1B, HES R AR, R BT A E AN F2 R M F A EA K73, R AAL RIETE & 7
PR PR R BR324, AOC3 (VAP-1) , BT-H3, SR JEAT B , BAFF (B4H A 305 K1 57) » BithE2
JEH MY, ber—abl, Bk 7 2, BORIS, C5, C24241 J& , CA125 (B $1 51125, MUC16) , CA-IX (BRCAIX,
TRERETIF9) , CALLA, CanAg, RKELHEIRIE L3, BREZEFBE 1X, OIS A, CCL1L (C-CH Bt
LR F11) ,CCR4 (C-Ci#afh X ¥ 52444 ,CD194) ,CCR5,CD3E (¢) , CEA (B A FLJE) , CEACAM3,
CEACAMS CR# IR 3L J50) , CFD (PXI+°D) ,Ch4D5, IH ZEUi 4 25 2 (CCK2R) , CLDN18 (Claudin-18) , M4
[KlFA, CRIPTO, FCSF 1R (B 74 I3[R 1 5244, CD115) , CSF2 (BEV% ML IR +-2 , o7 441 fio— 5 e 24
J A I IR (GM—CSF) ) , CTLA4 (i g B PE TR S Al AH OG22 14) , CTAAL6. 88U
CXCR4 (CD184) , C-X-CRAfLIA 32444, MRADPAZ B AZ IR I , 40 e J& JH 82 B B1, CYPIBL, EL4H
M EE , B 40 s M5 82 1B, Dabigatran, DLL4 (3§ A Biti£4) ,DPP4 (XUIK-fik&4) ,DRS BE -
AK5) , Kt EshigafgE R IFBM -1, Kt E shiga®E & M -2, ED-B, EGFLT (GREGF4S #4)4,
EHT) ,EGFR,EGFRIT,EGFRVIIT, N JZ K -F (CD105) , N J B BAZA4, (N B & , EpCAM (|- Jz 411 fifg
KB 4>+ ,EphA2,Episialin, ERBB2 (3¢ f¢ 42 K [ +5Z442) ,ERBB3, ERG (TMPRSS2ET SHili & J:
R » KBkt ETV6-AML , FAP (R A 4E 4B i b BE A @) ,FCGRL, B IR 1, A 4E i A T 1B%E,
% E A BN FIE-B, FOLR (M B S2A4)  if B 52 Ada, i IR /K Al , Fos RO I AL L, PRI 3
SR ERNPED , B2, S EEOML, GD2PPZ T 1 18, G-28 (4 Mo I HiJE i) ,GD3
MAFRY ,GloboH,Glypican 3,N-¥2 L R 2 Z IR , GM3 , GMCSF 32 Ak a % , A2 K 4L IR 78,
GP100, GPNMB (5 i 25 [INMB) , GUCY2C (531 FRIMLEF 2C) , ST RIMLEFC (GC-C) , 1 1
FRIMALEE , ST IR B CZAE , A2 e W Ee R 5218 (hSTAR) , R e 8 1, LBt 3R, Z PR
U, QR 2 55, HERL (N KR 2 K K52 44 1) , HER2,HER2/neu, HER3 (ERBB-3) ,
1G4, HGF /SF (4 i A K R -1/ 40 B K ) L HHGER, HIV-1, 2 A 44, HLA-DR (A28 41
JadiJ5) ,HLA-DR10, HLA-DRB, HMWMAA , A\ 4% A2 11 B 2= , HNGF , A 43 iU A 32 A4 8L
A5, HPV E6/ET7,Hsp90,hTERT, ICAM-1 (4 M [FIRGF 43F-1) , MUY, IGF1R (IGF-1, KRS &
A KR F1524K) , IGHE, IFN- v , Wi 25, TgE, 1gE FelX, IGHE, IL-1,1L-2R (A /%252
i) ,1L-4,1L-5,1L-6, IL-6R (A4 &K 6524K) ,IL-9,1L-10,1L-12,1.-13,1L-17,IL-17A, IL-
20,1L-22,1L-23, IL31RA, ILGF2 CGEIR B R A KK F2) , ¥4 HE A (@4.al11bB3.avB3,a4B7.a
5B1.a6B4.a7B7.all1B3.a5B5.avB5) , TEK v 5 FHE E T, ITGA2, ITGB2,KIR2D,LCK, Le,
Legumain,Lewis-YHU it , LFA-1 GHE 4 D BEAH OGP 1, CD11a) , LHRH, LINGO-1, [l ff A%
% ,LIVIA,LMP2,LTA,MAD-CT-1,MAD-CT-2,MAGE-1,MAGE-2,MAGE-3,MAGE Al,MAGE A3,MAGE
4,MART1 ,MCP-1,MIF (|51 4 o 3 #% 4106l DA -, BB B4 il R+~ (GIE) ) MS4A1 (5 A4S 145k
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W ZCJRARE 572 1) > MSLN (JA] JZ 2%) ,MUCL (R 1 1, 0B 3R [ AH D¢ (MUCL) BR 2451 A S
(PEM) ) ,MUC1-KLH,MUC16 (CA125) ,MCP1 (PEAZ 4Ntk 821 1) ,MelanA/MART 1 ,ML-TAP ,MPG,
MS4AL, MYCN, BERE IS A SE 88 [ , Myostatin,NAL7 ,NARP—1 ,NCA-90 (ki ZHiffa 37 )5) ,Nectin—4
(ASG-22ME) ,NGF , #hZ 40 Mo J& T 5 25 AR 1 ,NOGO-A , No tch 324K , ¥ A= 2% , Neu BUJE 2 A 7=
M), NY-BR-1,NY-ESO-1,0X-40,0xLDL (FALAEZ BENE & 1) ,0Y-TES1,P21, p53dE R Ak,
P97, PAP, Il N-$2 L B M 2 IR) Tk 45 A i fr , PAX3, PAX5,PCSK9, PDCD1 (PD-1 . F2 /7 ME4H
MIFE T8 A 1,CD279) , PDGF-Ra (alfil /MR ¥ A & K 52 44) ,PDGFR-B,PDL-1,PLAC1 , Z5PLAP
SEAUBR PERE S , /MR AT A AR KR 324K, B PR AN & 35ia 44 , PMEL 17, SR VAR , 25 1
A3 (PR1) , BT Z1 e , PS (B RISk 22 2R , BT 2 s AN M , B 2B B2 M B, PSMA , PSA, PSCA, 4
KIFIREEF S E ,RHD (RhZ Jik1 (RhPT) ,CD240) ,Rhesus[A+,RANKL ,RhoC,RasZE4F ,RGSH,
ROBO4, M- W 38 7 f 995 5% , RON, PRI IR & A28 &5, SART3, Sclerostin, SLAMF7 (SLAMAK 2 7) ,
Selectin P,SDCl (ZELAREARMED , RATEL PG () , EKITTZEC, SIP (L-TEEREHE
B A KBRS K FEE17,SSX2, STEAPL (6-#5 1 b R /i # i i 1) , STEAP2,STn,
TAG-72 (MM R B ) AFTE 3R, T4H A2 44, TR MR B3 I &5 11 , TEM1 (JMvgd & N B2 b i
1) ,TENB2, Tenascin C(IN-C) , TGF-a, TGF-B (&AL A KK +B) , TGF-B1, TGF-B2 (AL A KA
+2) ,Tie (CD202b) ,Tie2, TIM-1 (CDX-014) ,Tn, TNF, TNF-a, TNFRSF8, TNFRSF10B (9% 1 5
DRl 52 A% 188 53 )% 1 52 10B) , TNFRSF13B (it SR B0 A 52 44 ¥8 X e i 5113B) , TPBG (47741 i
FEEE ) , TRATL-R1 (INFAHIRIRFE 1S S ECARSZ441) , TRATLR2 (BET-52445 (DR5) ) , s AH IS 1)
A5 S AL R BR 2, oRg s Sl AL IIMUCL , TWEAKSZ 44 , TYRP1 (B 259 75) , TRP-2, R 2 BE I
VCAM-1 (CD106) , VEGF , VEGF-A, VEGF-2 (CD309) , VEGFR-1, VEGFR2, vimentin,WI1,XAGE 1,%
ISATAR g 5 25 AR K DR - S2 AR A, BT APT 36 5 AR KPR 732 4
[0150] 7 53— A B AR KIS s vh , 83k AR R A 3 F A4 B e 10 4 M 45 6 70 - 25 WA Bk
Wy, nl T RE S m1VR YT o B brdm e RS EARR T8 B IR R 5 LT 55 e « K fik
S8 (o 4 2 B S8 /0 i 22 T2 40 PR o 22 T 400 PR g 2 7 IR g RO 2 A e 3 1 )R
GRS AN JZE R FEAZR IR A0 5 108 i RN T e o s S5 e) L MR 20 g | I R T T E
KA/ R & S 45 W 8 IR L (R TE e AN IR AR L JU PR S0 I (PNET)  Fil
PR A B 4 g R e B P B R R IR L B (B )  PRMR AN A B AN 8 L 2 R g
A1 B S0 T TR TR Al R (B AU B L 1 s (R MR ES 4 i, S
BE 2R 12 PR 4 B, 18 MRG0 AR, B 40 RR) W JE RN 1 i i o R /N4, /N4
L) IR EL I UG A S , AR HPEE 2R Gt , B TR, BB A &0 AR AT 40m) (7] K 7
AR IR DT IR AR B R PR TR S S e B MR R T 2 R R R R A 4 e
P EEAE PR 2 B I AR R SR AR B BE G AR S L B R L B BEAN R L O e s
WA ezt « B PRV O S8 (b 5 AR B A R 8 AW Ik I8 |, R e (90, JR 5 4 i) )
SN IR S DR S5 IR I 25 L 0 6% A4 PR B e I S A L g T B s RS S A
Jo B B A OB ) B A RS (R AT 40 M) M I | 28 28 B R A0E L R e (2
JER T 240 Jt 9K EL R0 5 = 9% 176 U PRIRT 5 B R 3R RE) /N FRe 2L SRR L B R S AL L N R
G  FRBRE R TERRIE - B0 AN T B0 D RaRE [0 e 1 9 e 4 R i
T o
[0151]  7F 55— AN AR S2i 5 b, 305 A & ) M 7 B A R e 1 Al e &5 5 70 - 25 D A G
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Y, AT ARV IT BT B 5 % B s I R4 M 5 v« B B i R i B H AR T,
Achlorhydra & T PG BN HAS PRI 28 , S0P SR 0P I 15 Bl 28, = Ptk Hh L A s 1 5 48, 32
AR, TEAEIE , BEFT , WL 48 M 2= BEARE , 58 EL PR B A 28, HUGBM/ TBME 4, Ui R 45 & 1iE
PLA W B LR AAE, 907 98 R R PRk B, B N P 7 96, B 5 O i PR AR RS PR T I, B & )%
PO, B 5 R IS 2, B & RE M 28, B 85BN B, B 5 5% ik
ARG A LLAAE, B 5 R AR 2, B SRR, B 5 &t 2 Wil b
FET, TTAITTTAY, B B S M AR R K2 28, B B S % PR A /MR sl /D MR S0, |1 B # 2 1  )
Ei ¢ ,Balod@i/Balo [ Lo EALIE , Bechet sZE & 1iE , Berger [ , Bickerstaff i 78 , BlauZi &
fiE, KIEEFERIGIE, Castlemanipi , Chagasii , 13 1E% 55 1% DIREFRAS SR AL , 12 14 98 T IR
BEMTE 2 RIUEM IR, 12 1 B R 2 1 a8 28, 18 VRS W5 , 12 14 FE 2 14 9 , Churg-
StraussZE &, BHR PRI R IIE , ALBEME , CoganZE &4F , V5 Bt B2 2090 , #MA Rl 79 28k = 5iE , Pl
BB %, CRESTER A1 , Crohns i (R R I 2 REVERGIR) » PEFKER-GAIE , K Tk 1 4 a3 22 P 1fi
B PEX IR, Dercum IR , B AL RZ 28, B LAS , LAY PRI7T , TR% 1 Rz STk R PR B AL AE
DresslerZR Gk, MR B IRIG IR E, T8 WIE R ARE , & mL R AHGH 57 %,
EosinophilicffiE % , KTt R B A MEARE , 4577 PEAL B, hr A PRI & PR V8 BR & 1 I E , A7 5
IRGRETE, 4R G AR B MRE, A4ENURE , R 4EAL LA, A 4TI 48, B %, B ik
RIS, BBk, B NS 28, R T e REREAE A% 35 R0 & K- MER S 1E,
MR AT 28, M A IQ FR DR IR 2%, v M PR 2 I, o Al Pk B, SR AR TR I 2%, A e P B 2%, AR B
LREE (WU MR £ B0 AR BR 8 1 HILRE 45 5 1k 28 1 i BB B 0 0o o R I I 41 4 AL, 5
PRI /AR ik 2D PR 2 8 (B f s P I /A sk /D PR 558D, TeA'B s (IS ER9) B IR L 42
R BRI 22 PP 2%, 1) BT R IE AR I B I SR B AL, D AR RR R RIS %, F DA SRR
MY 28, )R IR , BAR -t EREINLE 4R Ak, B 40 M i g PR L 28, 1 & 8, 4l
A PEREALSE , 2R TgA% 73 (LAD) ,Lou Gehrigly (BARNLZE L M R BALIE) , RIS TR 4, 40
PEIRIE  Ma jeedZR-AAIE , 38 JE /R IKR , AR T 28K, K- A /RER B AL, TR A 1 45 4
HLVm, B , 127 B8 DL &, 22 B LR B, 2 KM E 8808, 2 K MEBEAGRE , FREL
To 77, WL98 , WG HE SE , R M FHE &% (Devichi) , M2 M ULSE B, IR I RR MRS R IE ,
Opsoclonus myoclonusZg &k, Ord FARIR A, [51 3C R 5 , PANDAS (55 8EBR T AHSSH /N L H
B RS YER NG AE) , Paraneoplastic/NgAE M , B & PEREAR VE Il 21 8 3 JRAE , Parry
RombergZi& ik, Parsonnage-TurnerZi & 1iE , BERAR T 28, RiE , F5 B, 71U,
JE [ i 5 1 ¢, POEMSZRAAIE , 2575 1t 2 Bk 28, G ME 2 LR, 2 A PEL 28, B R PENR v
FHAEAL , i VERBAL PR R 28, BEAT 1 2 SE MR MR A8, 2 B, 2 RO PR O 4, SRJE PR B2
JK 5 AEZL A i 5 A2 (545 , Rasmussenfixi 28 , TR IB LG, B R M2 80H 28, MFr o G 1E , A 7 it
CREIE, A MR YAk, KRB TE ST 28, FERIR A, 457000 , K Pl 0 20E , i R 4R A AIE
SchnitzlerZR &1k, i JE K BIER G AE , LB 5, B 5205 , TR ER-AAE , F3HE I T 99, R AR I AE
Stillym, B ALRAE, WA PRGN B 1 O N JEE 28, DR B% e £R-GAIE , Swee t SR B AIE , /NR IR I , 2C
SRR T AL, TakayasuBfik 48, 5zl ik ¢ (B 40BNk 28) , Tolosa-HuntZR &1k , 188 51 PE AT
BE 2 Wtz 4 W 9% (Re R M R PERR) » RO ES 25 A 20 , R AT A0, L %8, A
TR, AN R 2 I » BRI IR SR AL , BT RHRE - SR8 B A 45 A1k

[0152]  7£ 5 — AN B ARK SLiE ) b, 76 T30 7 LA B 5 S0 B AR IR |, A
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Wy 18 ad AR L R M G AR B R 45 A 4 I SRR E AR T, Ui R E A o idk,
Abys#it b Bz A didds , St 2= AR IV IS IR 8 A fudk, Uiz ik Sitds DNA, $iiss DNA, Fip.l
NI TeM, TG, SUFLBEVS DUk, FUBE e A 1K, TgG, FUSMILAA , Ju gk bifR i , FUIR AR
1, R BLAR , TA I HiAd , BRI Bk EE B Hi4k , HtSCL-70, $7LJo, $tU. sub. IRNP, #7iLa/SSB,
PUSSA, JUSSB, HLEEA ML bufs , HLed 85 , HURNP, C-ANCA, P-ANCA, L& 22 R0, JuF 4t 1 5
FUGBMITTAE , LA T HHE DR , BiDesmogein 3HUAK , Hip6 24744 , Hispl100FTAK , FL L H 14
M2) Ak , 5 R FHudh , FIMCVIUAE , Tudha $0 me Al o dds , S0 H PRI 4H B 5T (cANCA) it
1

[0153]  fEIE B (¥ SE Tt ], AR B R ARIY) LIS &4+, TRV S B B S MR R
R BOE MR A R IEW AR B B AWM G - 2B R B AW, gk
B 1 PR 5 ik R (e 2, €D 3, €D4, CD8, CD19, CD20,CD22,CD28,CD30,CD33,CD37,
CD38,CD56,CD70,CD79,CD79h,CDI0,CD125,CD147,CD152/CTLA-4,PD-18L 1COS) , TNFZ 444
KRR 5 (B 1CD27 ,CD40,CD95/Fas, CD134/0X40,CD137/4-1BB, INF-R1, TNFR-2, RANK ,
TACT , BOMA, B #4725, Apo2/TRATL-R1, TRATL-R2, TRATL-R3, TRAIL-RAFIAPO-3) , B4 5 [,
MR 324k Bl R 524k, EEA LGB ED , R R (CAL, ST A) BUrMAeTE il &
=B

[0154]  £E 53— AN HAKSEHE ] b, 7] B9 2B A PR HAA = i e R 4e e ss &
Fe A AR B SEBE Bk . “P s P 5 B AR T, AR AT R 8 51 R S s N2 1) 9 5
B, ZBEEE A BIIHIV gpl120,HIV nef,RSV FHEER [ , Vi BOR #4002 R TH B , I 8009 2 100
&tz HTLY Tax, JaZ AR ZRE & (BB, gC, gDAIGE) MR i R R M5 - “T
AR BFAEAIR T, TR 51 K SgE A RUAEYI IR, 2 Ik, &8 b, B8 2 B ElE
i+ (BN e , 5 BU% R A S B £ 2 1K, A4S tLPSMIZE R 2 88) « 7] [l TI697 %
BB AR B B B 1 S, AL S AECANBR T < iR R BR ST, B AT VR YT RSVIER L1, AU
AU IR B s 55 B SRR AR s PROB42, & — PHCDARM G Pudd , TG HIVI 4L s B f
F, &R T IEIT SR 2R F09 APUA  PROTVIR, & — R N VAL LeGL A, I TIRITE
4 B e , AIHTLPSHUA

[0155] @ ik A & I M i 422 4 A5 I H B 45 6 43 - 5 WD AR B ] FH T30 97 I g 1 2
T o X BE B ME B R H AN T, AN BT T B B , TR T s » B B B LRI L s)
S GRAFE S BBE S5 APRE) 5 BT K EL 995 , TE AR » SR, ¥ L M HS /R AR T Sk 4%, BT AR 22
HH A ) s, it e, R ER Y, B2 DU s , IR 2R A B e, 4 TR PR M 42, 41 T
PEBFAE A, AT B R, /NS s, i e JB g , BE B B , BB 00 465 05, A\ 20 38 i duJgkge
ZFAE T, BORYE D LA, B AR, N ER b (R LA SR 8 Vb tH L, i &
PR T 99 » A v B8 /R B I TR B, A1 B B350 » ARODR P BRI (U s B AV B E5) , 25 it
FFEE » IR T CRBRE D, /G L), AU , 18 53 A 21 %%, Chagasii GEIMNHE HUR) , %%,
KIS 5 A S A4, i 98 A S A B g, BE L., £ 3R BRI MR , 46 S SR s, MR MEARCIR 28 FRUAT BT S %
BRIGF B0, BL 2 B 2 W, IS (B R EE R 5, 2RSS , R, v oK
AV~ 5 L B, R BR TR, K A BOm , B2 Weal U ok, R B, AT R Ge, iiE R
YL TAT TRBE A 28, AL e M 2058 B L MIR) » 292, 22 v U, I W s, B 1t ¢
WRME SRR, 22 B, PR R B B 5, B ISR POR I G , MM TR I gy, AU SR I
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R TENLIREE) , Mo 22 B9 , A% i e 2 - e b B 90— 30 R SR A1k, LR B, B &
JE, W95 R ZE RIS (55 TP )  ATEFE SR 1A B S , B SR 1R Sk % , YL g L AFF T S e
F 21195 (HEMD) , PO 8 i 45 B AF , WA | ) WEAF B B e, YA L PR SR B2 45 B AE , B 45 A AiF HE of
WO R R, QRIS AU 28, T B 28, IR I 4, Sl eyt 2, Sl 2B R B s, B9 R
e, NI RRER I, ARewingi iR AR , AR AL IR , A1 it 25 /%
o, N AZ AN bR B A s » A FL Sk o8 s s 8 , N BT B e , e 4% i , LI
AR e ME R AN G 20 (58 L IRAT PRIEEE , SR e, R, A 58, S AT T U
o, BRI, hiyb i, FERDR GRIAFE NE) , FERIR B35 34 , R 205 , SRR , e 22
R (G B2 99) » WRES 20 M Jik 4 MR 28, %, R Hh L34, RS2 , S B (R IRU)
TG S 9, T 2 9 BR 18 99 » S B 7 , T HO AR e PR e, BRIR 2%, /NS BEB 15598 (Hb Ty
VEBREZ AR 5E) , SR At 2%, 2 T Pl , L0 , A LG I 2% i A J LR 7)) 5 A8 5 28 e A £
(vCJD,nvCID) , iR IR I , AL 22 Hups (il BE) » BIBRALF Bm (R 35 2R AR T A) i e
i » LB G T i, Sk AR, B AL, i 28, 1 H g, SR, I 28 SR B g g, i+~ Ul 42
Ffi 58, B BEAK A8, 0 PR TR IR e, TR P ) A B o P i 7%, BEAT 1k 2 A P 9 B s , S S 34, Q
AE R 5 BRI A, I T A s BB e, B T U , B R, S IR IR, , ST B IR
WiE A B L B I R ROR BRI, U2 VD T TIR B i, SARS (™ B S PEPF IR 275
fE) 7o, M s, e , B AR R B Bacillary R0 , HRIEZE CEIRIER) , K18 (R
1) U2, MERE P, BRSO A BRI, 352K 4 duom , 5, 4, B
53R, 598t (Barberd) , Sk 57 8% , 708 , IO , T-08% , 3 SERE , 28 (BT , BB ORIB ) L1k
PEEE, = 0 o (IR 4 BB ATRE) , =5 0 HUBs (N IS AR ATRE) » 5 TR A9 , e 6 i, i e
J95 » 0 ERUPE CHE B SY) | I 45 4%, o A0 » SR IR R D A I 4, 23 WY Bt S o 2%, 2 WA B oz 1
e REEVENG 28, 75 B DR, B BT (BB RSS2 R R AR IR B BR R AR IK SR AT 18 W
TH95 , B R, A TR

[0156] Ak HH I 40 B &h A3, SE AR AU, 5o B 1 973 T B AR B R AEAS IR T, 81 E AS Bl AF
BRT » DA E B TR AT, T B RN TR T AT T, A TR HR, HITV ON A S SR P B0 28) 5 VA AL P BT
KEL, TIEARE , I 2R FAT B, ¥ MR B, 0 7o 55, i e s, dh 2 s, EROm s R, B DLk
J& , WEIRZF AT B, 2 A B, AT B8, KT T, il e, BRI 8, 4519 18, A SR ol , )2
9T, ) R BOR R, BB AR, P EER B T U & AT B IR R R R A e
IR PR AT ARAY v B /R B I T Bl , 505 4 B AT B, RO E R, A B g s o B Al
28 T REFN AR 22 T B8 J , TR L IR B A4S , AT B R T R0 260 BRI , o K M, L o B 0 ML AT
W, VZV, Y IR A S5 By 2 W A 55, B B, RO CIDITUR % » v B K-SR HH
AP B, BT AL RR ER T, B 7t g , L Pa e, 2 B 27 2F Hy, BRFR - HL, FIRER R, B 4N
5, B F U5 EE (DEN-1,DEN-2, DEN-3FIDEN-4) — 35955 75 , fift 99 XSUB T B , (A WA IR AT 18, 243k
2% L, 2 IS e 4 L SRR B, BRI ER HUR RS AR SR R M iE R L KL
DA, 40N EEBLY , NI R BR6 A AT 857, AR EC 22 A i, R IR AT K W e, FR T
Ui F , 22 HUH SR , 77 A E AR TR M B, ARBRIR ZF A B, B S, GSSIwi 25
WAy B B M, AP v B R I R /N ZE TR TR R 2 PR 2 TR, IR ER AT, 1R 2 i 5 B A
FCH AL M BEERTA , T FLREBR A , 00 g I AT B8, P 8 93 58, = B0 ) 0% 23 Ao 8 N i T e
BT, AR, A BRI, KIAT 0157 17, 45 R Wi i R}, R BF 0% 5, 2B F 4
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PiEE, AR e, T AU 2 e, I 200 5, AR E L, A R E 2,
IR TE -+ A B B RN A I s i AT 1, AR a2 A 1A, WE IR 4l i C
WE AT 1, AN AR e , 2 3R R A, AL, A BT EOR R , /NS 4 dURI 46 /N
e 2%y, LKW R IR EE RN R, DUIR SRR Bk, SAR AT B, I % s R A, s & 11
P , W i 22 A T, 8 i 22 1 1A, O Mok 28 T 1T R e D LU AR R A AT TR RN 465 4% 3 B AT
B MR R R, AL AN 3G 2 PR R I T, A1 D B B A A L A T B A SR A, B
PG B HRH e 22 H, 9k E2 400 e ik 4% A T 52 ¢ 975 55 (LCMY) JE JiR U, 5 IR B8 25, IRIZ e
B, B A O B R I T, T S 28 45 B QR B, BV B L, /A B T AR Y PR
e MCV) , BRI 28 95 55 , 4 2 37 v IR QAR , fili 98 ST J5UAA , 22 P 40 B8 A B 1 2 A0 DU e 40 e
YOHR AR SR AR Fb R 45 B T, vCIDIU B, W R IR A R IR B, R 2 HUg , AL i)
WAL, B8 JE v 5 e A A A g , AR QT &, Sk, ARE, B H R R IC T BRUZ ER R
ARIQTE , i 28 BEBRTE , Mt 28 SR, B 8K A 85, 1 B IR IR B A, 23 IRAR IR 18, JOa 25, B
R HRA ST, AH 5 5 W74, FE R 099 990 B , S BR 1A RS E T, P W TE S B B, BT PR
EREE, LTL IR R, BH/IMR ST SR IR A, A R EE , L8 RS S IR RO R, RS, T
IVECTE J& » SARSTEE R 25, AJmiilh, M U, iR it & , B g, K R B B8, RAE
IRBRAE /N F b 22 TR, vl (U ) BR B i 0 (R ) IR B, BEBR B AL IR, (R 2k e
M ER IR AL, 2% U WA R 8 S B L B, BUIRER B AL B AR R R A
BB, e AN, BB EEE, AR TR, 5 S S T E, N SRR R R,
BHIE B, = B =R, 5% BT 1, 96 B G B o B, DR 25 R 5 o 28 0 25, RN Bz
G 9 e e, ALY , JNGN B A9 55, 75 Je PR 55 , beige 111 22 70, &5 X HR R AR I T, /)
Wi W ¢ BRR AR IR, S #vim 5, BEE BB CEE W) MRE BN (RERBEER . &
B 0A H ST, 25 O B GINEE) , R M Ed, SCIR B, ISR AR IR B, A DRI AT B, A
FFEE, B ICE L VoI VIR , (5 7800 TV IR, A mD M e A4, 23 AR [Q IS BE 1 , A1 IR BRI e 44 , 4411 s
A, R IR I H, U A S IR TR AT B AT B IR, S8 3 TS e kA, 35 U
SE IR AR , A IR AR JE , Bom e B G R, A STk, IR SR ) RS (&
YN FITKEL , Tenas B B, Homin i s B35 HL, X EE P 4E L, 545 76 7 4 oy, B IR AT 2 Ji
e, R R 2 T R 2 e AR U 8, TR e R, SRR L o S O
<) BHe lmini ths (H AR He , & 0 A 5, 3 A W ORI He) o

[0157]  JHAth FEA L RIA0 LS A7), 10T s B B R B, B FE A PR T, %0 Z1 805
YRR B PR B R 5 B B IR R /D BUR R s IR R s IME AL B 5 5 41/
B s VP W09 5 5 W0 G S0 5 5 VLB B 5 MIVILIBOR 25 5 BRR 28 s RS s WP IROE A MO 85 s K2 1R
BpEE s ORI 5 s VP T VIR s AFa/AEb B 200055 s B s el R 2 s D0 BUR IR
WIHBY (RF 40 ) , NFLSIRIBT e B (5 3000 , AL 1988) , R U7 IR R ARSI E i 8 (RO
G IS PR RRD) N 9% 9 15 56 DY 21 (B MR P e bk 08T L i R PE AR A R G itk 2
0 IR TR CBR TR MRE)  SVAO BRI #5:40) JHCV (B M) , HTLV-1 (R N T4H g 1 1
i/ IRELIE) s B0 9% ZREL S B B, WIS S5 A 05 2 CLMER) s HARMNE RS a5, ey
GREAT PR 22 A P (9 57R) » TR I 20 8 O S PERE AL PE 4 i 98) » LOV (bR EEL 400 Al P ik 48 AL
TR 5E) , U T8 B o 28, TR0 25 (W 28 VERG 28) LRV GIERIW) , K B, T IR B M 22,
PLU ST TR SR A AE T TS B8 K R 5 CEBEK R AW 5 , 5 B B K R A 47 A 4IE) SHTLV-1
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G R MR IRRED) ) 5 B4t s 25 (B 4t s 2 A0 I 28, HSV CREPE M IR 28) 5 0 LS 25,
WICBV (o4, LSS s WM RS/ 2R R R BN 28/ s PRI 28, 192 Uk 0 - VR 25
(EBVIB G,/ f5 L 1 B i 09) » B 4 M s 25, AR MR IR 35 O B S RPN 2% 5 4E) BOE B0
B, LB EFa/b/c L/ B , BRGNS B0 55 , RSV (N RIEIR T8 4 i
B ,hMPV JHAL RS (RIR 20 55, B4 o a5 (B 4o 8 B 20 , s 5 (s 25/
4u) CECPOREE, U8 LS BRI L e R, OB A 5, CBY, R AL 98 9 55, TR Y
W29, T B R 0% TS, R A5, HGV) 3 WA PR A JE % 25 , tBKI 25, MuV (B4 «
[0158] B — 0, A% 2 B A0 5 FH A B 4 ot e 1Y) SR A XA R AT 22 52 10 38 Ak, s R 7R B
RV R AW, DOVR T e BB B S PR VR TTRE R A B B s MR
T 7732 AT DAAEAR A, A4 P B3RS A S il o A2 4 FH I (1) S 49 G046 e A ER 4 e 5 574, DRI
R T A RAK ST SR AR A LA ) BT A s B0 R FE SR AR AN 75 I B R AR A . B AR AT A
(6] R AEBEAT R A (HSCT) 2 Bl %o 3¢5 1L T2 i (HSC) BEAT AL FE , DA S HE 26975 % 1k & i o
Bt FERBREVE YT W () BAA A BT BUAE B 5 T % B oa IR VE T T H M B8 Hh 2555 vyl 4
BN 40 B, BRAE AR 1T 1 B AL B R P 1 3 2 0 A [ ol S i i 5 203 o 2 T4
0 E Ak 0 O 200 B o X R ) N R B ARV 9T ] DA T P BRI AT < IR B A AR OR
B, ARG AE S A MG R B = R h 4937 °C T B 2930538 2 2948/, R 1 R AL I A A
R BB, 1 5 YT L0 1 pMZE0 . ImM o L A4S () 24 W 1 RN % 1 sf 1) 2224 F 5 Mk i PR =
MY e B 5, FH & M5 15 77 3 e 5 i BE A NG, JF 42 B8 0 0 10 7 v 08 3o % ok v e 4
H o B E AL BER A B AR A W), I B2 e iRy (W Al T B4 B R
JTHE) (NG OL R RS FARTER 71 £ 1 A 22 5 1 i BB A0 M A2 2 VA TR B A

[0159] 7w PR A4 P 1 15 F o, W] 48 AR 5 ) e 0 A 0 2 ) AV IR 0 1 A Y8 R B8 R 1 [l Ak £
JSE [ A4 T] DA BT A A A E VRS R BE K AR e FH 7 R Se B an AR &l — ik
PEF KT 5] 5 3B 8245 T 8 20 J . £50-500m1 AF 31 £6 7K b 45 7 ey E I, A BLE P in A A
Mg A & A @0 52 ImL A LTS A & A B AE T8, 100mg/mL) o bk 59 77 S & 4
50ug % 20mg/ kg (A HE) K, B & B J& , I &, = B E A~ A (BRRVEST 10ng 22 200mg /kg 7
) JRITIE 420, B N VBRSO TR YT A R IR R WIE R, R, A& K
B S 1 HARIG PR 7 22 AT BA BRIl I RIS AR 7

[0160] W] FHIA4 P B B A4 5 VA6 T B B 2% o iE 1) S 48], B8 AT AAT I A e oRE 110 2 12k i 8, 1
B G AR HEE R AU, O, s A A ) .

[0161] Sk 2 HHEE 1) AL M) 380 SE B 75 IO AR G0 ) o0 B 2 b DR 2R T A2 A, I IR 3R 0 4
RN A 2 1, 2 TR AE R P E s ) S 2, i P, BB B R RIS, 45 24 0%
B TERRRE TR RS B NE )T &

[0162]  —f§1fi & , PTG AR R B IR AR IR EC il B B30 . 12210 Y6 w/ VAR BRI A1 AR B 2% e
VAR, ARy S e P o ML TR R R S B M g/ kg B g/ kg (PRTE) , B R 1IR o M3 1 77 &35
325K 0. 01mg/ ke %2 20mg / ke A4 T / RE R BURE A , B4 ) LA RGN & o 475 it FH X 24 P ) e 22 5]
] BE T 1 W0 SO E 1 3R R K SRR S5, o R I SR IR U, BTk A
VI FEXT RV Ih AL AN TBC T » 4 2938 73 (FRIKN , ILPR) N Bl Ath) , 294048 8 ie 6 1 A2 1
B SR, CA S A 25 1 (R BOE Snie) FNeh 2575 %6 (5 e T N I R IR D) o
[0163] AU B HIE BRI e 8 LA B A7 7 B aRah 2, Horp ROE B 7| & R 4R Re i 4 7
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BFE B ERIRE, JF B o] DUR 2 5 b B A28 , RIS I PEAB A A B B R ST iR 19 2
BRI A S Y REFYIE AL B E W BAL R & UG B H R =TT 2
0.01%100mg/ kg o A y— s T 5, A S8R A7 75 2 H G 1mg 21 3000mg B R B
B BB 2 3 A BCE BN H o S A7 A &G AL L 2500mg, — Ji — R = IY IR, AL N
10mg #2500mg , — J&— K o A IR ALK AR I AT DL I 5 — Ml 22 Fh2d 5 b ] 8252 (1K) R 77
TRA TECH A AT X AR BALR = AT LAd s D AREs 24, W A 771, 18] PP B e B
YRR IR T AR 25 s BUE N 45 247, ok 7], 1 BRI B AR5 IR 25 B bk 45 24, st
MR HE , A8 FLIR, SR EU5E 55 77 B i 3 e WG 7545 2

[0164]  Z54))/ 40 B3 14 57

[0165]  FI LA AR B o i 40 M 45 5 T AR IR B 24 4 0 B FE A M 25 P R /N 25
PLIEE: R, BOE # B G S B R4S 57 b AR R N2 Z e 1 = 8100
£1800, L1202 1400094 Bl TALEC S B A AL G4 o 1K L2/ 931 245 W) A8 AU ST Rk v
CL 78 504 , IW005058367 A2 FISE [E £ FJ4,956 , 30355, IhAb 5IES % /N FE W AFE
ORI 25 P AR A% A FF I 258

[0166]  EENZYBFEEAR T

[0167] D) AkJ7 7)) FEEAH], T« SRR, S0 R0 , FRRA M i , 2 TR0, fE —
BT, FIABEBE L, %07, 2R AU, A T EUT BRIRE AT, R, O R, R
THIRGE B BT, v IE KB AR e 2R 0T, WE B WR , it B econs , R Mg < CC-1065 (F04% HLf] 220k
B, RITRF LA RBT & B 2 RER (EAEG RESEIKW-2189MICBI-T™MI) ; &
FF o T RAR (it g JF 2R U (PBD) BRAESE 5 21, MW IR 2R 0F 5, KM I 2R JF
ME R BOBME BT ORI R R SRR s WAHERR (RSERVT S AT, SR E R
FESERYT, RS AT, hr B T s be R £ (W, i, B AR ) s = 50U R RE
52) s AL E ) CRB AR, BRYDRIER) < I PINE S, 2R — St g B , RS B , 35 2 2R
MEE 20 0 e AR = SR /Ul AR SR8 I, =W O =%, = LR B Z , =0
LR It fe AN = ¥ R D R L iz 5 b) KD AR08 - R AR AE A (K 3, K B2k, 1
FEME, KB, ZHKEW KB B2, 2 08EEE) ML), 255 OML,
DM2,DM3,DM4 , 386 R M2 Vb8 3R) MR s cryptophycin (el & cryptophycin 1
cryptophycin 8) s R1HF & , HOIW WL , W SR ME , B & RN BRI i 2=, BIm AT,
tubulysin,cephalostatin,pancratistatin,sarcodictyin, #4125 ;s c) DNAFR I 44
eI ) A ARV R e (O- R S, I, e SR TE R R L KT BRI
WRFEIH , FF L8 B, KGR, Wi R, MBS IR (MRS ) B Je Ve, 90 4185 B, O il 4k =
B (RFS 2000)) s 28 FH 2= (LREZRC ) FUACEY , 4] Wb B2 77, DHFRA! 1 7] (FF 20
W&, 1 22 i e, IR, WA Sy (-2 0K F ) B R SR + TMP I S 1T
i) (G2 B R , RN AR, R E F3 4K, ETCAR) 5 AZ MR 2% 11 R 0 Jir 11T i 551) G iR, 258k M10)
W I ALY , R s e ALY (2 D AR , B L M7, 6- 8RB E , R (7 B8 , R34
B B B, R AR 1, 2 EUR R T WK AT, 5K EEE , R, ratitrexed
(Tomudex) 5 B e AN (S 38 a7, e s g o] oy B 7, AR i) s MR SRALLAY) (M e
W4, FAR I, SNERS  BRIE 2, TR S IE0S) s I ER AN 7877, Wb Vs AR s ) SETT VAT, 524K
FEPUA), PrbE R (P 2200, B8 5 5 S8 55) , LHRIDYG & 57 CR e fd AR, i 1R 5 TR B
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MO s PUEBR 25 (th RS RG, A g, <G FIBE , 77 IR fis At R, R ¥ B, ey bl , 52 TR 3
RN, BB KRR, BNEE, g 738 ARG D 4R 51, 4i 4 R D3
FAUA) (CB1093,EBLO8IKH1060, IHF5 AL B , 22 M54 8 B 5 6l 739750 (e 5, Bk
JCHUIPed, ZRAEE-TAEREN s ABRKF (FhE-o, THE- v , MyEIRFER + (INF) ,
ETINFEINEA) 5 F) BB 157, anBIBW 2992 (JU-EGFR/Erb2) .t 5% J8 , FHAEE: 8 , Uk N
fije, ZhidE e, kb & e, &7 e B e, L e, Jeis B e, hitp e, Flva & e, iaeein g
LAt JE , E7080 (JTVEGFR2) ,mubritinib, ¥ 44% J& (AP24534) ,bafetinib (INNO-406) ,
bosutinib (SKI-606) , K1 # Jg, 4k 58 , iniparib, & & F# JE,CYT387, b 1§ & JE ,
tivozanib, BHiAE)E, DRI, VU2 Bh0, th ZIREBHU, FEREEHU, 10 JE B hu, 7 01 s
g PUAEZR, WG AR NN EER a2 MMEER v 1,01, alHBL (ZH
J.Med.Chem.1996,39 (11) ,2103-2117;Angew Chem Intl.Ed.Engl.1994,33:183-186) ,i%
NGz, BRI ERAMRAEKRE R, R E R, R R, C-1027,maduropeptinbd
Kot E w R AR EEA M PiiERm K BA]) ;aclacinomysins, JHEE & , %
ER, ERLEAR . BRER, FEER, FUER, FAER . BER ER.MER, S
WRARRT 2%, 2- ML g KB B R M Sl e AL 2 R E PR E AL B, B[ HE =,
HBr BN GILER FEER, HEER, ENER, RN ER . MER, RkER &
IR E , R E =, SRS A] a2k B s h) Hol, kB 69 R %) L 5F
Af&Ebullatacinflbul latacinone; & FUARE , AR 28 (IR IFEMKAR) IR AK, WA
e, Sk 8 & e , pomalidomide , tosedostat,zybrestat,PLX4032,STA-9090,Stimuvax,
allovectin-7,Xegeva,Provenge, Yervoy , s & Al 57 Qv AR hyT) , 2 Reth 4
BR (WERAER L ER WINELEZRD, HAER)  JHEEE R Wk ERA2, H3E
BRB2IEER) BN LTAER WFAER) ER WEETVER) FHALE , KFE
bbbl 2, R B OKRFT IR  MDRF 57 (e hriAK) , Ca™ ATPEEMH 7] (25 5 2
NR) AR 2 O BERG H i R (DR SZ v8 A, B KM 52, iR B WA, T G R s Moce tinostat
(MGCD0103) ,Belinostat,PCI-24781, B & i#F,SBI39,Resminostat,Givinostat,AR-42,
CUDC-101, BN ZR , Hh B 2R A) 5 ZERE AT, A5 IR, R BT IR R & TR, XUn
£ ,Salinosporamide A; S FHRZGYD, GnE G KRR, KFCIE , dhy& =) 18 , B i % A s , i1k
Wk , S 3k B TR IR , 22 WY g , B Hi A FE T, bestrabucil, EbZE 7 ,edatraxate ,defofamine,
ZET] S, MUY R, AR 52 &0 (DFMO) ,elfomithine, fRFIEE#e , 2, JE M % , MY BRAK , Hamsng
FRIENR P BEIE IR £, B 1k 20, SUSTE I KATIIUER  KIE TR , SRR , — AT W , 15
Ffth T, AT MR, R, 2- 2k, RS PSK® WRIE A bt s IR 2 1
Wi s WEIREE s ARG T 20 08 s = WG ; =S = 0% Rum MG U 2 T28 &, EME R
A HFHETE ZAManguidine) , ZR %, siRNA, 5 LETPI ML IR 73 ik o

[0168]  2) B S Bim i, B EAR TIHHE R, IAE RA, B O IR, R IE,
IRES S IR T BREST , S, R i , Bz TR a1 B (9] 122 PG 23 7, b KA, 22 4348, T
PR A SOK AR , DHEA , A IS G 5, F0 L G , 98 R B 470, SR U8 & R, FR (Mg, 2 B I IR IR
R e, Va2 5], fth e 5]

[0169]  3) HUBRKGLPETIRZ Y , BFAEAIR Ta) Z M I BK-RE B RKE , [RKE
REBKRE AEKRE, #IAKE) ,WHERB, FIER PRKRE,MIRE, @A LA R
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WEZ IR, ZHEZR) , JiEE (franycetin, D REE, EHEZ) , S5 KE M
BR HBER LMER PRELHER D) BiKER . EAAE L . EFX . 5RE%E, 7l
B2 WBER M RBER BAER DWMETERI LR, 205/, JEfhiim,
TG m /vE mh T, SRR IR e H R s e) Skl - ik Ao G RED) kI, SEA
FEBR, KBhE, kR, kg 7, ke , Sk Bk e R, SkE R, Sk
K&, kA FE %, SLAITUAR , 2 e Sk AU 22, Sl ST B 2, T P R, Mk Sk AR R 2R, Sk A
o SRR Sk AR B, Sk, SkFRE T, Sk AOPE T, Sk B, Sk R AR IR G, Sk
M, S FIR S, S A e i, Sk At 8 , SkATFE L Sk, SkAafth3g , kA A5, Sk Az , Skl
Je v, SLTUUR B , Sk A5, SR AUME R , WE 2 e SL T e 2, Skt 2=, SLA T, Sk ke,
SLAAUT i, SKAIVE B, SL AV I Sk AL 5%, Sk fame v, Sk AORE , Sk At g , Sk Aioke £, kil
A JH  SLFIMEAR , Sk A fi , SFpintt 5 , Sk A, kAR S Sk R, Sk B R CGRAEE T, 3k
R, Sk AR A (B0 SkAM GRAECKAL, k78 5 O) B ER B R, T E R A
B h R BER T (RE A , F¥EA T, o) HABI = & I £, h) B~ BLIZ#
FIHIF): F e G A ) S HF b Gohi 4B 1) AR AT BERK : SR EE 2R, AR]85
25 ) JRIE IAFLEE K, ABA 145, B AR AR 22 (CDA) k) KR BRSSP A B2, WHE R, %
PHR MATR AFTR . AEfr, CUHER AL BHNER, EAFER  FHER,
KEEZR . MREZR, FIEER FRIEFIEE, FIAEA T, FESTT) , PILER, P 4%
7, AME R EEE R, w3 7 (FK506) , BEFT Rk 2R, BAIE R D) L At , B &
BERE ) LRSS BRI s n) B RIS BT PIM, A R FHE = (LR, IS IEAK,
ERAK, AR EFHER, MER L FIEAREMN PSR, A EHER, TETER T H R,
FEFHERAATETER, Wik, T& RHNFHER GBI , RIS UMK, AR,
FRRVUMR, R VEAR, B R VEAR, T H &R AE S0, R A R BT HE R IRA AR, R0
RGP AR, BB PEAR, B R PGMR0) Z K AFE IR, RN B 3=, 25T B, p) MV ERSS i
My, B E, ARV E, iy, R0 E, —H Y E KW E, B E, s A,
MBWE, EXKVE AP E, RIHRYPE, FAFRYE KFVDE, KRV E , iy
B, R E, BRI E, BRIy 2, AR A, SRV E, R E ARy 2, ity &2, 7
ML E, BB E LR, MR E o BEHMHER S RER, OO T /A58 7T, )
RG220 : TR R 25 0)) - TR G S 2500 , T e Vs e, ik o v, b flac e o, A 21k e e e , i e
G, = IR i, F AR e ik i TR (BT B 5 ) SR BE BT 294 - an I v
s O WM RKRNEFER, &F R, FORAMER MR R, ERE O, BT R, BRI R,
KUEHER, T HR, HHERVIIRIUIAE ek o BB PUR R, WU R, H 2B = Qg ns
7)) sw) ARSI B HU A2 - B B aR, I LGN B, 240 07 il 4100 o 5% CFF 0D, DANAL/AR#1 1| 77
R 2 R) ,dictyostatin, [ JZ G240 AW ER , BOWIEE I HE =, O B kit k%
FER, % PG LS , eI e i, SR E, Laul imalide , RSP , BEIT 2 B NAMA B3 il 551 (461
MR R Z A RAZEE I 2 U FE R MR Bk i, 008 T /48897, Fl4E~F (RI4EF)
Al e £ 2E S A, SR ER

[0170]  4) FURERZW) ) FEN/BREHNIHI ] PTS539, SHiHR , vicriviroc,gpdl (BR
F k) ,PRO 140,CD4 CLELFIZR B HT) sb) BABFHIGI ) : HHEMEF  elvitegravir,
globoidnan A;c) HENIHIF :bevirimat, vivecon;d) F&e 2 BB 177 B =455, #LIK
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KT MHPK T s B) A2 H FIAZ IR « BT 2 R 5, AT 5 B =55, RAT B4 =55 , 0] 5 0 5, o] 5 B, 1R
RE, W, whi R, tZEK, BRI (ddD) ,elvuci tabine, B i (FTC) , B &
5,2 Eigd . Ak G-FU) , 3 -wARHI2 3 IR AR H R (3,3 w2737 -
MR FLT) A3 -5-2" , 3 AR E T FLG) , 48K Fo 4, 9- B MEERe LY, fi7 oK R 8
(BTC) , 1-1Z%H (B B-1-gE MIB-1-2" - W A1) , B E g+ racivir, MIEFAK, BT,
A IS RE (d4T) IR FAK (viramidine) , B RKE, BB ET , ZRIRHE IS, G
Hig T, FLVUARTE (ddO) , 55 2 K8 (AZT) 5 ) HERZ 8 S NIGeiE, Bl & eng , Rk, =55
FEEENE (KM =HAR, rilpivirine) , Hibi R E , 1 0l , ZoKFM ARET R IR (%
BRI R KM SEE , R O R INER IS B IS R R, R ISIE R , &5, NOV-205,
KT IR RASFZR, M, &N 4%, Bk 508 (R-848) , BE &4 Wbt s g) £ 1 B 01 il
s 22 BT 4L BT  boceprevir, darunavir, VDR , EIHUIR S iU, 259E T8,
Wk mT AL, FFEIE S . VP28 , telaprevir (VX-950) , F i B4 sh) HER MK HURES
WY A BT L 25 R, R Hi SRR, ceragenin, BU4EK—n, =5 g, RIEETILESR
B EFIRE EGCC) , B F IR, 4% BLIE ¥, taribavirin (viramidine) , B fIk , KP-1461, K
FEHT AT IRAL TR A ), I AR, seliciclib.

(01711 5) JH sk AN i AF [ M7 32 A e 2 1 28 P B A0 58 00 P [P A7 2 o S P IR A 25 s gt ik
*Z%) B‘Ji’fﬁuﬁ%[—l’ 11C714C, ISF,BZP ,358, 64CU., 68Ga, 86Y,99TC , lllln’ 1231 , 1241 , 1951 , 1311 ;133X9
L, PACER B o O T A B AR T A T T A2 AR ) B SE R, B T T A
KB TAE-Z BB EE 10 ¥8 7 (Wu et al Nature Biotechnology 2005,23(9) :
1137-1146) AL & 2, Bl dosk n] Ph i i A& R 1 & AR s e Al ), BEAT A
A& n] PA FH SCik (Current Protocols in Immunology,Volumes land 2,Coligen et al,
Ed.Wiley-Interscience,New York,N.Y.,Pubs. (1991)) Frik i 51k 5B 4 B4 A
BEAERE GV AT LS 68 E 1 E S AR FEDOTA, DOTP, DOTMA, DTPANITETA
(Macrocyclics,Dallas, TX) 2.

[0172]  6) FIREAIZWI 25 B Rl RS2 () £, IREUAT A4 o

[0173]  YE S —Asghfld , 45/ (D AT V) 2 al Lo kKt el 1T
For 0, M I BRI ST A L 45 A 5 SR A0 R ) AH TLAE A R B T AR — FROlG , a4k 4b
I, I, AN AL AMRER] IO s R A FEFE AR 40, IR B E, 4,
RS A ER I — KB, O+ RBOLE B RGO B 1 — 388k
— M, N T 0 — KB O FI— RB AN, e T —
HKE— MR T R AR — BTk

[0174] 4Rk BEAR T AEE A ARG H , BIand R BT A GO ER . %
FHH AR EIX 4, AL AR S B B 20) s AT AT (ETE , WM R T . A R e F , mAeF
FIFAET) s T RATHEM IR EARE J7 R , [ FSe ta, SeTauMSquare ekl s ZRATA W (FHBE I
FRERRNRTAEYD s B SR ATAEY) % AT AN (L e e, il 2 08 I e AR %
) s AT (ERESS , A4 F5DRAQS , DRAQT FICY TRAKHE) ; EEATAEM (G ESS) 5 ST AW
(BB 4L, Je P, FI R, MR 17055) s WY BENTAEY) GEREIE R, I WERE, 1Y g 3 5F) 5 5 L
FEAT AR (G, 4500 58, FLAE A %) AU L& T A4 (Ihwy , Bk, IHZE ) o

[0175] At 51k B LR 53O0 ST S AAT A : CEHLRE Biotium) ,DRAQF
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CyTRAKFR %} (BioS—tatus) ,BODIPY (Invitrogen) ,Alexa Fluor (Invitrogen) ,DyLight
Fluor (Thermo Scientific,Pierce) ,AttofliTracy (Sigma Aldrich) ,FluoProbes
(Interchim) ,Abberior#e¥} (Abberior) ,DYfiMegaStokes4tEl (Dyomics) ,Sulfo Cy4egl
(Cyandye) ,HiLyte Fluor (AnaSpec) ,Seta,SeTaufSquare#:kl (Biosearch
Technologies) ,SurelLight% ¥l (APC,RPEPerCP,Phycobilisomes) (Columbia
Biosciences) ,APC,APCXL,RPE,BPE (Phyco—-Biotech)
[0176] )3z S FH %) AT 5 AR I BH 32 e A S B BOAR IBG 1K) 2 DAk 5 P SE 45145 < 9l e W 2
(APC) , A FE A & A , APC-CyT{H %4 , BODIPY-FL,Cascade Blue,Cy2,Cy3,Cy3.5,Cy3B,
Cy5,Cy5.5,Cy7, K6 HK ,FluorX, HEF E K LD FHIIB, 2Ot M- AL BT R,
NBD,Pacific Blue,Pacific Orange,PE-Cy5fBBi4y, PE-R-#4 % A (PE) ,Red 613,Seta-
555-Azide,Seta—-555-DBCO, Seta—555-NHS, Seta—580-NHS, Seta—-680-NHS, Seta—-APC-780,
Seta—-PerCP-680,Seta—R-PE-670, SeTau—380-NHS, SeTau—405- 1 [ V. i , SeTau—405-
NHS, SeTau-425-NHS, SeTau—647-NHS, Texas Red,TRITC, TruRed,X-Rhodamine.
[0177] AT UA AR B G FAR A TE , T I R R B B N 6 &4, % 8 T 314k
GBI ATAEY)  T-AAD (T-Z T TE KD, CG- IR FE PR L 1Y IE#E , (45 A3, Cy TRAKHE
(Biostatus) ,DAPT,DRAQ5,DRAQT , ¥4k Z.5E , Hoechst 33258, Hoechs t33342,LDS 751, Y%
FER BULTARE (PT) , SYTOXH , SYTOXEE , SYTOXHE , BE MBS, TO-PRO , #5 YLkl #i44 , TOTO-1, TO-
PRO-1,TOTO-3,TO-PRO-3,Y0Seta~1,Y0YO-1. A LA 54 W (W 3 B R AHIE , FH-T-0F A2 i )
W EY), 1% B AL A E AT AEY) DCFH (2,7 - & &t &, A D) ,DHR
AP P23, A, AL S Fluo—3 (AMES, pH>6) ,Fluo—4 (AMES, pHT7.2) ,
Indo—1 (AMES , fik/ %5 (Ca 2+)) , SNARF (pH 6/9) o fLI% 1) % YAk & 93k B -« 735 15 5
(APC) ,AmCyanl (JYZE44k,Clontech) ,AsRed2 (JUEE4&,Clontech) , &4 (B 44, MBL) ,
Azurite,B-J:4 & (BPE) ,Cerulean,CyPet,DsRed 844k (Clontech) ,DsRed2 (“RFP”,
Clontech) ,EBFP,EBFP2,ECFP,EGFP (§5 —~ %1k ,Clontech) ,Emerald (§5 — F ik,
Invitrogen) ,EYFP (§5 5844 ,Clontech) ,GFP (S65AZEAR) , GFP (S65CZEAR) ,GFP (S651L584%)
GFP (Y66HZEAR) ,GFP (Y66WZEAR) ,GFPuv,HcRedl, J-Red,Katusha,Kusabira Orange (P
44 ,MBL) ,mCFP,mCherry (8544 ,MBL) ,mKate (TagFP635, #.44& ,Evrogen) ,mKeima—Red (FfiA,
MBL) ,mKO,mOrange ,mPlum,mRaspberry,mRFP1 (Fi44 , TsiensL 36 %) ,mStrawberry ,mTFP1,
mTurquoise2,P3 GEIEAEGY) . ZREER- MG R-EAIE AW PerCP) ,R-
phycoerythrin (RPE) , T-Sapphire, TagCFP (2844 ,Evrogen) , TagGFP (%44 ,Evrogen) ,
TagRFP (584K ,Evrogen) , TagYFP (5 4& ,Evrogen) , tdTomato (F Bk % 4K) , Topaz,
TurboFP602 (54K ,Evrogen) , TurboFPP635 (5 4k,Evrogen) , TurboGFP (- %1k,
Evrogen) , TurboRFP (%14 ,Evrogen) , TurboYFP (%8 4& ,Evrogen) ,Venus, #f 4 RIGFPHY ,
YPet,ZsGreenl (JYEE4E, Clontech) ,ZsYellowl (JYEE44&,Clontech) .
[0178] £ 5y —ANSEHa Ty Ze i, D0 X T AR L R ) T e A o 4 2 A 0 45 5 40 ) 4 e g
Flf&tubulysin, FER, B2 5K, CC-1065K B4, RAB RN ERILEY, BIF AL
TIRAR (o fntk g JF R 45 (PBD) BUATSE R MR T IR IT R, R I R IR TR
BOBMEGE IR RS ZRAR) , RLBE R NG AR A E R AL E R 1T
KRER R E A &S AL E, ZRal 7T, BEGARTT (5] WIMMAE , MMAF , L S {7 ]
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PYE, It VT TP , BFm 7] 2-AQ, 6-AQ, EB (AEB) MIEFP (AEFP)) , Z RE &=, &R, K&HEH
il , 2 A SEMK , nazumamide ,microginin,radiosumin,al terobactin,microsclerominmin,
theonellamide,esperamicin,PNU-159682 & H XM AIfiT 44

[0179]  Tubulysin& L i AT FEHEAREL A 40 BB R 7], 7] LA S 28 AU SOk, AR 95 2 4
TIVE M RAIR IR 4 & B A B 77 Vil 44, WiBalasubramanian,R. ;et al.J.Med.Chenm.,
2009,52,238-240.Wipf,P.;et al.Org.Lett.,2004,6,4057-4060.Pando,0.;et
al.J.Am.Chem.Soc.,2011,133,7692-7695.Reddy,J.A.;et al.Mol.Pharmaceutics, 2009,
6,1518-1525.Raghavan,B.;et al.]J.Med.Chem.,2008,51,1530-1533.Patterson,A.W. et
al.J.Org.Chem.,2008,73,4362-4369.Pando,0.;et al.Org.Lett.,2009,11 (24) ,pp5567-
5569.Wipf,P.;et al.Org.Lett.,2007,9(8),1605-1607.Friestad,G.K.;0rg.Lett.,
2004,6,pp 3249-3252.Hillary M.Peltier,H.M.;et al.J.Am.Chem.Soc.,2006,128,
16018-16019.Chandrasekhar,S.;et al.J.Org.Chem.,2009,74,9531-9534.Liu,Y. et
al .Mol.Pharmaceutics,2012,9,168-175.Friestad,G.K.;et al.Org.Lett.,2009,11,
1095-1098.Kubicek,K.;et al.,Angew Chem Int Ed Engl,2010.49,4809-12.Chai,Y. et
al.,Chem Biol,2010,17:296-309.Ullrich,A.;et al.,Angew Chem Int Ed Engl, 2009,
48,4422-5.Sani M. ;et al.Angew Chem Int Ed Engl,2007,46,3526-9.Domling,A. ;et
al.,Angew Chem Int Ed Engl,2006.45,7235-9.% fl:Zanda ,M.;et al,
Can.Pat.Appl.CA2710693 (2011) .Chai,Y.;et al.Eur.Pat.Appl.2174947 (2010) ,PCT WO
2010034724 . Leamon,C. ;et al,PCT WO 2010033733,W0 2009002993.Ellman,]J.;et al,
PCT WO 2009134279;PCT WO 2009012958,US appl.20110263650,20110021568,
Matschiner,G.;et al,PCT WO 2009095447 .Vlahov,I.;et al,PCT WO 2009055562 ,W0
2008112873 .Low,P. et al,PCT WO 2009026177.Richter,W.,PCT WO 2008138561 .Kjems,
J.set al ,PCT WO 2008125116.Davis ,M.;et al,PCT WO 2008076333.Diener,J.;et al,
U.S.Pat.Appl.20070041901,W0 2006096754 .Matschiner,G.;et al,PCT WO
2006056464 .Vaghefi,F.;et al,bPCT WO 2006033913.Doemling,A.,Ger.0ffen.DE
102004030227 ;PCT WO 2004005327;W0 2004005326;W02004005269.Stanton,M. ;et al,
U.S.Pat.Appl.Publ.20040249130.Hoefle,G.;et al,Ger.0ffen.DE 10254439 ;DE
10241152;DE 10008089.Leung,D.;et al,WO0 2002077036.Reichenbach,H.;et al,
Ger.Offen.DE 19638870;Wolfgang,R.;US 20120129779,Chen,H.,US appl.20110027274,
FEERAIPCT/IB2012/053554H #3540l 45 & 70 T IEHEA tubulys in I PRI S5 4 o

[0180] it i AR E LI BiAR - tubuly s infB IR 45 M K 491+ 71 T01, TO2, T03, T04 , TO5
HITO6 :
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[0182]
/
mAb
\
n
TOA
anh
" T06
mAb
B o107

[0183]  HhmAbs&$ifd ; ZsA&H, 0P (0) (OM1) (OM2) , , OCH20P (0) (OM1) (OMz2) ,0SO03M1EK0-,NH-,
S—BLCHa— M OB, P 3UME 1, H B ML, s AT 1, SRR 55) s Mo Ik 37 1l 9 H , Na L, K
Ca, Mg, NRiRoRs; n4g:1=~20;X1, X2, R1, ReAIRs 52X (1) vp 5 SCHHIA] o

[0184]  JNFI 285 2 S AH DG M — b AR 2 A2 A0 1 40 i 25 14 551, W % SCiik < Nicolaou,
K.C.et al,Science 1992,256,1172-1178;Proc.Natl.Acad.Sci USA.1993,90,5881~-
5888, FIZEH 4 F)4,970,198:5,053,394:5,108,912:5,264,5865,384,412;5,606,040;5,
712,374;5,714,586:5,739,116:5,770,701;5,770,710;5,773,001:5,877,296:6,015,
562:6,124,31038,153, 768 I Wr i FEAREFL 1) Bk — IR 22 85 22 S ) 25 A 1 914
CO1:
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[0185]

Col
[0186]  H:imAbRFAR s nf&1-20:X1, X2, Re, RoFIRs 52 (1) o 58 SCHHIA] .

[0187]  EEZEAL R OLERANILE LN, 328 R HF KWL T 7 EE LR A
A :4,256,746:4,361,65054,307,016:4,294,757:4,294,75734,371,533:4,424,219:4,
331,59834,450,254;4,364,866:4,313,946;4,315,929;4,362,663:4,322,348;4,371,
533;4,424,219;5,208,020;5,416,064;5,208,020;5,416,064;6,333.410;6,441,163;6,
716,821,7,276,497;7,301,019;7,303,749;7,368,565;7,411,063;7,851,432F18,163,
888, — /M Ak -3 & A 1]+ IMo1 -

mAb
oI T
0 O
a\ %y QO a\ P Q0
[0188] MeO, \ , '- % MeO \

1o
H;CO go H ‘n’ MO1
[0189]  HrPmAbZ A s nA2 205X, Xz, Ry, ReAMRs 53K (1) v SCHIA o
[0190]  EAZbe, WHREALET (— Phdu 35 PR R IR M2 PO A2 RS (— Fif 5 AT A2 4)
LAY, e A R A B B P 20, FLAE IR SCHRH A7 P fieiid : K C.Nicolaou et
al.,J.Am.Chem.Soc.1995,117,2409-2420;0jima et al,J.Med.Chem.1996,39:3889-
38961997,40,267-278;2002,45,5620-5623;0jima et al.,Proc.Natl.Acad.Sci., 1999,
96:4256-4261;Kim et al.,Bull.Korean Chem.Soc.,1999,20,1389-1390;Miller,et
al.J.Med.Chem.,2004,47,4802-4805; 3% [ % 5,475,011 5,728,849,5,811,452;6,340,
701:6,372,738;6,391,913,6.436,931;6,589,979;6,596,757;6,706,708;7,008,942;7,
186,851;7,217,819,7,276,499;7,598,290417,667,054,

[0191]  FUAR— 52 e 48 FH Mt F (A 2 A AR D 25 A 491~ Tx 011, Tx02 1 Tx03 :

/‘? | io

—EN
H;CO HO T
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[0193]  HimAbsZ 44 s nfe 1-205X1, Xo, Re, RoFIRs 52K (1) v 5 SUMTA]

[0194]  CC-1065KAU A £ R & 2 I IE 5 AR LRI RV B AR & 12, Ik i 41 e =
PEFI . CC-1065 KM A1 2 R B 2 AU SE4 Je Ho A i mT WL T :Warpehoski,et al,
J.Med. Chem.31:590-603 (1988) ,D.Boger et al.,].Org.Chem;66;6654-6661,2001 ;% [
44169888, 4391904 ,4671958 , 4816567 ,4912227,4923990 , 4952394 ,4975278,4978757,
4994578,5037993,5070092,5084468,5101038,5117006,5137877,5138059,5147786,
5187186,5223409,5225539,5288514,5324483,5332740,5332837,5334528,5403484,
5427908 ,5475092,5495009,5530101 ,5545806,5547667 ,5569825,5571698,5573922,
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5580717,5585089,5585499,5587161,5595499,5606017,5622929,5625126,5629430,
5633425,5641780,5660829,5661016,5686237,5693762,5703080,5712374,5714586,
5739116,5739350,5770429,5773001,5773435,5786377 5786486,5789650,5814318,
b846545,5874299,5877296,5877397,5885793,5939598,5962216,5969108,5985908,
6060608,6066742,6075181,6103236,6114598,6130237,6132722,6143901,6150584,
6162963,6172197,6180370,6194612,6214345,6262271,6281354,6310209,6329497,
6342480,6486326,6512101,6521404,6534660,6544731,6548530,6555313,6555693,
6566336,6,586,618,6593081,6630579,6,756,397,6759509,6762179,6884869,6897034,
6946455,7,049,316,7087600,7091186,7115573,7129261,7214663,7223837,7304032,
7329507,7,329,760,7,388,026,7,655,660,7,655,661,7,906,545, F18,012,978., L Hr i
AR PR -CC- 1065 AU 5 F ) S5 40 T

[0195]

[0196]
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[0197] HmAbZH A ;n e 1—20:7Z45EH, PO (OM1) (OM2) , SOsM1, CH2PO (OM1) (OM2) , CHsN
(CH2CHz) 2NC (0) —, 0 (CH2CHz) 2NC (0) ~BURE T 5 X340, NH, NHC (0) ,0C (0) , COBLHAE s X1 Xz Ri+
Ro M AIM2 528 (T) H5E SCAETA]

[0198]  FRL1%5 3 /B 25 2 SNt 012 FH T 300 A 1 R ) M e e A e e () AR K « DI 128 )
gEM) B Fo A B nT 2% SCk s Hurwitz E. et al.,Cancer Res.1975,35,1175-1181.Yang,
H.M. ,and Reisfeld,R.A.,Proc.Natl.Acad.Sci.1988,85,1189-1193;Pietersz,C.A. ,E.,
et al.,E.,et al.,Cancer Res.1988,48,926-9311;Trouet,et al.,1982,79,626-629;
Z.Brich et al.,J.Controlled Release,1992,19,245-258;Chen et al.,Syn.Comm.,
2003,33,2377-2390;King et al.,Bioconj.Chem.,1999,10,279-288;King et al.,
J.Med.Chem.,2002,45,4336-4343;Kratz et al.,] Med Chem.2002,45,5523-33;Kratz
et al.,Biol Pharm Bull.Jan.1998,21,56-61;Lau et al.,Bioorg.Med.Chem.1995,3,
1305-1312;Scott et al.,Bioorg.Med.l Chem.Lett.1996 6,1491-1496;Watanabe et
al.,Tokai J.Experimental Clin.Med.1990,15,327-334;Zhou et al.,
J.Am.Chem. Soc.2004,126,15656-7;W0 01/38318;3&E£%]5,106,951;5,122,368;5,146,
064;5,177,016;5,208,323;5,824,805;6,146,658;6,214,345;7569358;7,803,903;8,
084,586:8,053, 205 o i i Mr I F2 A4 T 12 A JU AR 25 2R S 45 R s 9 4n  Pros -

[0199]

N

mA Da01
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[0200]

%,

| X Dal4

[0201]  HirPmAb2HidA snie 1205 X352 H, 0, NH, NHC (0) , NHC (0) NH, C (0) , BZOC (0) ;X1 X2+
Ri<Ro MiAMe 558 (1) s A

[0202] At VT A1 22 4w AT T A2 D03 0 AR a2 42 4 0 422 %) 400 R 8 1 7R YR At Y T (2
WEHAhTTE (AE) , M Eth 7TEB (AEB) , ¥t 7TEFP (AEFP) , ¥ HH JE M B fth VTE (MMAE) , B H 3
WEEGA TTF (MMAF) , SR At VTF2E — i (AFP) FIMMAE [ 25 7 G PR AZ44) 2 22 37 w) A 7T f 248
W, BTN R A A Int.J.0ncol.1999,15,367-72;Molecular Cancer
Therapeutics,2004,3 (8) ,921-932; 3£ [E £ FHIiE 11134826, 20060074008, 2006022925 , &
[H % F]4414205,4753894,4764368,4816444,4879278,4943628,4978744,5122368,
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5165923,5169774,5286637,5410024,5521284,5530097,5554725,5585089,5599902,
5629197,5635483,5654399,5663149,5665860,5708146,5714586,5741892,5767236,
5767237,5780588,5821337,5840699,5965537,6004934,6033876,6034065,6048720,
6054297,6054561,6124431,6143721,6162930,6214345,6239104,6323315,6342219,
6342221,6407213,6569834,6620911,6639055,6884869,6913748,7090843,7091186,
7097840,7098305,7098308,7498298,7375078,7462352,7553816,7659241,7662387,
7745394 ,7754681,7829531,7837980,7837995,7902338,7964566,7964567 ,7851437,
7994135 o 7144 — B i Atk VT 300 1 A 3 A4 S 1 ) A R 45 A Y 52 A1AuO 1, Au0 2, Au0 3,
AuO 4HTAu0 5:

[0203]

mAb
N
n v
Aul1
/]
mAb
T Au02
Ab
- Au03
mAb
- Au04
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[0204]
NSES Yo
V¥ xR,
; o
OH \'mAb
~ H ‘/
\ﬁ? e ‘ jI::1'II\X,4§,
o 2 0 Vg 2% Au05
[0205] H EPmAb;Eéﬁflk s n7§; 1 ”’“20:X37\]CH2 ,0,NH,NHC (0) ,NHC (0) NH, C (0) ,0C (0) E?‘ﬁrr‘k%\ s

X442 CHz2,C (0) ,C (0) NH, C (0) N (R1) BRC (0) 05 X1, X2, R1, ReFIRs 52 (1) 52 SUHHIA]

[0206]  ZRIF G IR AR (5 e i Ok 5 (PBD) L FEEFE R MIWRH R 5, K
e - SR I I G ORI 2R 0T R I R AR A R R Lk A B 1, AR
AT ) SCR b B R 22 L8, 163,736:8,153,627:8,034,808; 7,834,005 7,741,
319:7,704,924:7,691,848;7,678,7877,612,062;7,608,615;7,557,099;7,528,128;7,
528,126:7,511,032;7,429,658;7,407,951:7,326,700;7,312,210;7,265,105;7,202,
239:7,189,710:7,173,0267,109,193;7,067,511:7,064,120;7,056,913;7,049,311;7,
022,699;7,015,215:6,979,684:6,951,853:6,884,799;6,800,622;6,747,144;6,660,
856:6,608,192:6,562,806:6,977,254;6,951,853:6,909,006:6,344,451:5,880,122:4,
935,362;4,764,61634,761,412:4,723,007:4,723,003;4,683,230;4,663,453;4,508,
647;4,464,467:4,427,587:4,000,304; 3£ % FH1%20100203007,20100316656,
20030195196 o FLAA -4 FF = & = RARARIA) 45 ) 19 2L 451 nPBO 1, PBO2, PB03, PBO4 , PBO5,

PB06, PBO7#1PBOS :
SO;H , -
3 ,Rl_vxl
N"'X3 Yo

[0207]
/M\/Ie Me

SJ
N
SO;H /mAb
q;]'ll[:T;?}::>==N14X’ s
8 DMe Me( szxz O |n
PBO1
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[0208]

E S . o) =% B,

SmAb
L/

PBO3

\nnﬂb
4

PB04

PBO3
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“mAb
%

PB06

[0209]

PBO7

PB08
[0210]  H:rPmAbZ U4 s n1-20:X329CH2,0,NH, NHC (0) , NHC (0) NH, C (0) ,0C (0) B 45 ;
Xa#&CHz,C (0) ,C (0) NH, C (0) N (R1) BC (0) 05 X1,X2,Ri, Re MR 520 (1) o 5 AHIE - H 41, RiFil/
R 1] PLELAE o

[0211] T FIA e B A T 42 A4 e FE 0 2454 / A M e PR 7R, ] DU W SCREIR ) 259/ 43+
(R ATART AU R/ BRAT A4 o IS B g, AR SC T Il (1) B P 2274 / A i 25 1 7 250 T AR A A, e
G W ATH R BE AHORHE S AT/ B0E M o AR USRI N GOE REFR A, V1 22 HoAt AL S ) R AT AR
B AR SO R (R 254 / A 5 M 70) o DRI, AR R B IR 225400 / 4 I 25 R0 0, 5 X S8 A0 5 P ) AL
YR .

[0212]  fE ik 5| IR BA ST T ) SE A H () 4 SCHRAN AN 255

SE it 451
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[0213] AR B} FH T 1 P S it 451 33— 20 i B, 3% 26 STt 497 () N 78 3 AN B A8 PR T AR B 1)
T [ o AESEHE R R AR 2R, B T RRRR UL EH 2 A SR AR B 32 B AR AE S S M AR 5 O (ATCO)
T ] B Ph R gek P Ly (DSMZ) B3 B BF 2Rt 1 3 40 A 55 577 v O VS I 25 AR AT o R T SRk Ut B
Gh, AR FR GRS B T Invitrogen 2 &) A 1 Je KGR H R s 23R 15, 2 T
Sure—Seal 25 B H o H ARG FIRI I 751 320 2 B8 e v RS T 2, A0 FHIN) R 2k — AP R Ab 2
Varian Prostar HPLCHBEAT fil|#HPLCAEAK . NMRE P /EVarian Mercury 400MHz 3715, k2%
£ %% UAppm Ay B47 , PU B B S52 A 2% (0. 00ppm) , #5920 (1) 19 347 & Hz o BT 24 71
Waters XevoQTof FiiEiX (E#Waters Acquity UPLCHE RO A OIS/ FITUVAS M 28) 3K
CH

[0214] 1. 3-(2- 2- Q- FE A LA R NIRRT B (34)

O

0215]  gok~OH); =02z oK 2 Ho(’\/o‘)?/\rfo\é
13 Na/THF O 34

[0216]  ZE4iHE F 18] 350mLIE /K THEH I A80mg (0. 0025mo1) 4 @40 A =27, —F%2 (150. 1g,
1.00mol) o FEANTE RIEME ST, INA A& EE BT B (24mL, 0. 33mol) K ZIEMRAE 2 IR T #i 20
/N, 5 FHSmLIKT L. OM HC1H AT L2 e 2598 1Bk 2 05, R K (250mL) Ak, 418 2B (3
X 125mL) ZEH . 7K (100mL) FI7K (100mL) Feigk A A NLZ , BRERAN T8 , Bk 2595 71 4%
PG T PR B2 T8, 138169 . 78 (P2 2876 %) (=134 'H NMR: 1.41 (s, 9H) ,2.49 (t,
2H,J=6.4Hz) ,3.59-3.72 (m, 14H) .EST MS m/z-Ci3Ho506 M-H) , +HE A . 277 .17, LI
277.20.

[0217] 2. 3-(2- (2- (- (FREHBLEA D) L H ) CHE M) CH R HERAUT IR (35)

[0218] HO(’\/OWO% %’ TSO(/\/OWO%3
34 5

[0219]  }£34 (10.0g,35.95mmo 1) V&AL 21 (50. 0mL) H , IHAMERE (20.0mL) Ji5 , 7E3043-F
P IE TRk R S 0 R R RS RS (7. 12¢, 37 . 3mmo 1) FY50mL £ i ¥ M - 5/ JiE 5 TLCA3 #r i
TN IR NE 58 B o Y HH T G R WE SR IR S 5 BR 508V VA R KSR R T RE I AE44k, 20% 24
MR 2 BRI IE BRI B 20 208 TR T, 12311 . 2g (76 %6 U ) L AH35. 'H NMR: 1.40 (s,
9H) ,2.40 (s, 3H) ,2.45 (t,2H,J=6.4Hz) ,3.52-3.68 (m, 14H) ,4.11 (t,2H, J=4.8Hz) ,7.30
(d,2H,J=8.0Hz) ,7.75(d,2H, J=8.0Hz) ;EST MS m/z+Ca0H3308S M+H) , T+ 57{E433. 18,52
{#433.30.

(02201 #iI3. 3-(2- 2- @-BRIELHAL) 58 LA WRAUT B (36)

221 Tsok™~ W \635W NATN ')‘:?/\(f)( \636

[0222] R4+ T [IDMF (50mL) Hin 2= (2 (2- (2— (R 2RTEBE 4 0E) 2 00E) 28R
H) -] BE35 (4.0g,9. 25mmo1) F& AN (0.737g, 11.3mmol) oK S S NFAZE80°C , 4
/N 5 TLCA3 B S 7~ JRBE 58 il o 4 S5 24 20 22 23, 3 K (25mL) YK o FH B2 <1 (3 X
35mL) A HL, A KA HLZ oK R BREE 1158, 1 U8, B2 B 2208 771 KL (990 %6 TLCAE) A
2233k — A4k A% A 'TH NMR (CDC13) :1.40 (s,9H) ,2.45 (t,2H,J=6.4Hz) ,3.33 (t,2H, J=
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5.2Hz) ,3.53-3.66 (m, 12H) .EST MS m/z+Ci3HoeN3Os (M+H) |, 115148 . 304. 18, SZI{E 304 . 20.
[0223]  fhl4. 13-SJE-4,7,10-=5 2 T femiU T liE (37)
[0224] 13- - (4,7,10-=4A % T =T B , 38,

I~ 0 0 O

[0225] HzNe\/Ow - + HNX\/ w \é
> \6/\0,)/\/\0,% i

[0226] KAl 36 (5.0g,—14.84mmol) & T £ (80mL) 1, MIA300mg 10%Pd/Co Kt iz 14
AMEA FRALRI R TN 20 tmf 20U S8 A S S RLA 8 5= T PP 4, TLCR
AR S LRSI ERE S B DE, IR T2 Bt etk 2 BRI  CERERCHE
PR (5% F15%) 1% = 2y — ST B AR £ A BN 3R IE4, 7, 10-
ST BT B T BEST (1.83g, U ER44 % EST MSm/z+CisHaNOs (M+H) |, 548 278,19,
SE{E278.30) P13~ -3 (4,7, 10- =R A+ hBAL T HH) 38 (2,585, 32% 5, BST
MS m/z+CosHs2NO1o (M+H) | HE44538. 35, 2 538. 40) .
[0227]  #l5. 3-(2- (2- C-FILZEARL) 2800 2850 Mk (39)

[0228] LN

[0229]  ZEdidl T 13505 -4,7, 10- =4 2+ — SmBa AU T BE37 (0.80g,2.89mmol) [K]1,4-
TEISER (30m1) FEBCH N 10mL HC1 (36%) 0. 5/NE 5, TLCA M S 7 S B2 5€ i » Y S N TR
EYIA , H SELOHME tOH/ B 2R AL h ik 4 , TE Blhs /= M HCL 1 (4E82>90% ,0. 6408,
86 % W) , L #— 44k EST MS m/z+CoHaoNOs (MHH) |, #H514E 222. 12, LI 222. 20 .
[0230] M6, 13-%JE-A (4,7,10-=5R 2+ SR higsh) 40

e &

[0231] HN ' 00
\(\/\0‘):\/’\011 40

[0232]  ZEFEHE T, (A 13- - (4,7, 10- =42 T —He B BUT HR) 38 (1.00g, 1.85mmol)
(111, 4- %S FF (30m1) ¥ AN 10m1 HC1 (36%) o 0.5/ JE , TLCAM BT S s JRNE 52 % »
[ RLIR Ak 4 , 3T HECOHME tOH/ R 28 3L bl 4 , T2 e AL 4 1) #h 12 6 (4 E>90 %
0.71g,91% Y Z) , REBE— L2440 EST MS m/z+CisHssNOro (M+H) , 1+ 5044426 . 22, SEIMH
426.20,

[0233] 7.3 (2,5~ S ARME IS S5t -1-38) T -2 —FRE: (9)

[0234] HO — OH = | “\O,N: )
8 9 o

[0235]  [6) T -2-Hk —FR8 (2.0g,17.54mmo 1) (KIDMA (100m1) ¥ A ANHS (5. 0g,
43.4mmo1) FEDC (12.0g,62.5mmol) ¥R AW ERE AP A , W 4i - AERE R AT B 4lifh, A
EtOAc/DCM (1:10) BEMR , 15 BIFR AL A 09 (4.10g,76 % U 2E) EST MS m/z+Ci2HoN20s (M+H) |
THEAE309.03, SLPE 309. 20.
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[0236]  f58. 4,7- A5t & (15)
[0237]

O x (1}

. a N v Iz;(S,mnl/(‘,): @
CIM(,( 781 - N 0 °C-RT, DC’];/; 0P~0H HO=0
[0238]  ZEO°C, 3tk T i & X (S W HEF 4 ) 24 (5.0g,29. 34mmol) FIHl (0.37¢,
1. 45mmo 1) i) — G H e (100mL) FE A , BT A FRIABLR (18. 11g,116.83mmol) o fN5E J »
FER A SR SR % N 56 e (TLCHI, 292/ NI o6 SRS A P FIAK (15mL) VK
I F SR E (3 X T0mL) REH K A I (K ZEER A FI 15 % B ARBRIR BN VAL 6 » I TE 7K Na 2S04
T, B SIS TR P A RE B JEHT (100-200 H ,5% %10 % H20/ 2, 1) ik, 13 i

P8 (5. 508, 7= 2E85%) JEST MS m/z—CiolsOs MI-1) , 11541226 .05, S2 M 226 . 10

[02391  #]9. (R,R,S,S,R,4R,4’R) 5,5 — (((4,7- —4848-5-F —3) 3, 1- W HH)) — (4-
(2= (IR, 3R) ~1-Z. B -3~ ((2S,39) -N, 3~ HI -2~ ((R) ~1 - FF ELWR g [ Bk 2 ) —4-F
B[R MR- ) —2- R IR R) (79)

[0240]

[0241] ch/\frm(z&amg 0.081mmol) FJTHF (3. Oml) AW AN (4R) —4- (2- ((1R, 3R) ~1-
LB -3- ((2S,39) =N, 3 ((R) —1-H R g —2— FF I 20 08) e 2 ) —4— PP R I ) e e
4-F Bz L) -5- (3-Z A -4-F L OR L) —2-FF L% , 51 (Huang Y.et al,Med Chem.#44,
249" ACS National Meeting,Denver,CO,Mar.22~26,2015;W02014009774) (151mg,
0.199mmo1) HJTHF (4. 0m1) VA7 A IR 5 22 MK (4mL, 100mM Na 2HPO 4,pH 7.0) fEZ IR T
PEHEA/NES I, We4E SRR FHC-181 4 HPLC (250mm X 20mm) Zii4k, , F7K /2. B% (90 % %50 %
7K, 555 B, FLIE 15m1/ 81 o« & FF A WAL 4y, W 4e I FHE tOH/ IE O J 45 i » 49 31 b it
&%) (T3mg,53% UL Z) cEST MS m/z+CssHi2oN19Na020S2 (M+Na) , T 515 1729. 83, Sl {E
1730.10.

[0242]  f10. 14,17- —%4X-4,7,10,21,24,27-NE 413, 18- B =+ =x-15-H-
1,30- 1% (86)

[0243] NO\/‘)\ UN_(_/\ON

3V OH o

[0244]  HF3- (2- (2- Q-FH LA IRE) 58 FHE) 45 L) AR EEER 2539 (601mg, 2. 33mmo1) [
THF (6m1) VAW T, TONTEER £h 22 P (150mM NaH 2P0 4,pH 7.2,4m1) FIXL (2, 5- 4 AL
& - 1-J8%) 72—t 889 (350mg, 1. 13mmol) . 7E = iE NS A #tH4/ N} S S IR A ik 4
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FEHIS10 oAF 44k, FIAK/ B (1:9) Be bt o &I 5 A 7 W B 41 4 31 ik 4 , 15 2 br AL &4
(345mg , 59 % W) EST MS m/z—CosHseN2012 M-H) , 1+ EAE519.22, SEIHE519.30.

[0245] 11, (2- 2- - R LHML) LH M) 4HM) 23) -14,17- —~F48-4,7,10,21,
24,2778 2413, 18- A =+ Hli-15-H-1,30- & (87)

HOG O N -0
o v \
IJI)‘H"\ggél)\\/’A\scr/’\\,;f()\,/"-Tq

Hof(f)f\/ﬂ\/\o/\/o\/\&w

0O 87

[0247]  FE13-Z - (4,7,10- =% 2 T ZfeREh MR Eh) , 40 (650mg, 1.40mmo1) (¥ THF
(6m1) YAV P N N IR £h 22 ph B (150mM NaH2P0s, pHT . 2,4m1) FIXL (2, 5- AR IS Hi-1-
5 T-2-Be 2 £R9 (190mg, 0. 61mmol) o FE 2 IR Mg AL S dk4h f5 , W 4d s SR &4 FF FIC-18
#] & HPLC (250mm X P £230mm) , F7K/ Z.E% (FE5543 B N 90 % 2250 % 7K, I3 35m 1 /43 ) ¥
Wi, & IS A MR o R 4E 15 B bR AL A (287258, 77251 %) EST MS m/z-
CaoHe7N20O22 M-H) , THELAE 927 .42, S2II{H928. 30.

[0248] 12, XL (2,5- AL be—1-3E) 14, 17- —484%-4,7,10,21,24,27-7NF 4413,
18- =3 T Fukk-1, 30- PR (88)

O

[0246]

[0249]

v 88

[0250]  f£1,4- "% 48-4,7,10,21,24,27- 78 4413, 18- R =TT lG-15-%k-1,
30—~ & ,86 (340mg,0.653mmo 1) [FJDMA (6m1) ¥4 ¥ ' N ANHS (225mg, 1.96mmo1) FIEDC
(401mg,2.08mmo1) KR & VIFEMS AL FE L 4, W4 Je 7ES10 o B 4iift , FHEtOAc/DCM (5:
1) Bl , 15 B bR AL 5488 (330mg, 71 % Wt #) EST MS m/z+C3oHasN401s M+H) , TH 5 AH
715.26,SEIET15.20.

[0251] 413, (2- (2- (2 (3— ((2,5- AR ARHE I k-1 - J2) 4803 —3- AL A HE) ) 248 5E)
LRI ) -14,17- 5 A48-4,7,10,21,24,27-7N A 413, 18- B =+=M-15-%-
1,30- =gk (89)
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[0252]

89

[0253]  [A]13,18-X (2- (2- (2- @-RIEL LA L HML) LA R ) -14,17-—FH KA1,
7,10,21,24, 27752413, 18- 5 & =3 T #i—-15-%k~1,30- &, 87 (280mg,0.301mmo1)
[KJDMA (6m1) ¥ 1 i ANHS (105. 0mg, 0. 913mmo1) FIEDC (200mg, 1 .04mmo1) o 1R & MI7Ems
AR PRI, W 4R JGAESTO ofE F4lifh, FIEtOH/DCMC1:10 —1:5) BE I , 15 BT B4k 4 189
(249mg , 63 % N Z) EST MS m/z+CssHsiNeOso M+H) , i+ 5 AE 1317.49, 52 I{E 1317.80.

[0254]  #14. R,R,S,S,R,4R,4°R)-5,5" - (((14,17-—%4%-4,7,10,21, 24, 27- R F-
13,18-diazatriacont—15%t1,30 k&) X Bk L)) W 4-$#25-3, - W) ) — (-
(2= ((IR,3R) ~1-Z. B L -3- ((2S,35) -N, 3- ~HH:-2- ((R) -1 -FF LR g -2-FF B 4h) 1%
HE) —4-F R T ) R —4-FH B L) —2-F -8 (90)

[0256]  [H4kA )88 (30mg,0.042mmo1) FJTHF (3.0m1) ¥+ A (4R) -4- (2- ((1R,3R) —1-
LA FE-3- ((2S,39) -N, 3- “H F-2- ((R) - 1-F FLWR e —2- B B = 38) IR B R L) —4-FF 3
I L) EME -4 FR I ) —5- (3-E L -4- I IRIE) -2-F AL KR , 51 (Huang Y.et al,Med
Chem.#44,249™ ACS National Meeting,Denver,CO,Mar.22~26,2015;W02014009774)
(80mg 0.107mmo1) fJTHF (4.0m1) V&V FIHE PR £5. 22 P (4m1, 100mM Na2HPO4,pH 7.0) . 7fE=E
T T HeRE4/N 5 KR Sk 4 IF FHC- 1811 % HPLC (250mm X P4 4% 20mm) 24k , HI7K/ 2 1%
(95/@50/7J< WK 15mL/ 5580 & IS A TR, W46 FHE COH/ 1E & b4 it , 15 2
WAL G (48mg, 56 % U #) JEST MS m/z—CosH147N14026S2 M-H) , T+ 5 {EH2000.01 , SZ I
2000.40.
[0257] 15, ILHEAL A 90 591 Ky Hifkss &
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[0258]

91
[0259] [l A%k#FEYT (10mg/ml,2.0mL,pH7.0-8.0) F it ANaH2PO4Z% 13 (100mM,pH6.5-7.5,
0.70-2.0mL) , TCEP (20mM7K AW , 28ul) AL A490 (20mM DMAVEW , 14ul) IR A MIFE =10
W% & 2- 16/, S8 5 I ADHAA (1351L,50mM) o 7F 8 N IEE B %G , B IR A WTEG-25FE
4tk , B 100mM NaHoPOs,50mM NaCl pH6.0~7.5 {22 ke i , 18 3] 16.8—17.9mg {8 B4
91 (Z187 %) (13.8—14.9ml 2 vl ) - 254/ Btk bt 22 (DAR) L UPLC-Qtof Bi il &
~4.0.SEC HPLC (Tosoh Biosciences,Tskgel G3000SW,7.8mm IDX 30cm,0.5%F/ 4%k,
1007351 93 Hr B on BAK 5 5E96-99 % , SDS-PAGEEE IR Ml & W 7R 80— 461 .

[0260] 16 .4k 5492 (REAMMRIEFAR FIEFAAA 44 tubulysinfh 54

[0261]

[0262] [ 4k 4489 (35mg,0.026mmo 1) [ THE (3.0m1) IEW I (4R) -4- 2- ((IR,3R) -1~
LM AR -3- (25, 39) =N, 3 ((R) —1-FF JEWR g - 2 FFY P 2 ) 3 i i) —4— FR e ), ) e —
4-F B IL) —5- B-Z I -4- L ORIE) —2-F L2, 51 (Huang Y.et al,Med Chem.#44,
249" ACS National Meeting,Denver,CO,Mar.22~26,2015;W02014009774) (100.6mg,
0.132mmo1) {JTHF (4.0m1) & B AITEER L 22 p1K (4m1, 100mM NazHPO4,pH7.0) o 7E % iR T i+
4N T TRAE S TR A 3 FC—18 1 £ HPLC (250mm X A 42:20mm) 4fifk,, Fi7K /2. 1% (95% %=
50% 7K, 504> B A, Vi 15m1 /438 Be i o & 35 S A T W 4y, W46 3 FECOH/ TE T bt 45
i > 15 2 s AL & 192 (47 .6mg, 47 %I ZE) JEST MS m/z—CioaH291N26050S4 (M-H) , 1 5 {4
.3890. 00, SZ{E.3890. 30.

[0263] 17 AL A 925 UAARAE I il & AR 493
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[0264] }nAb

93

[0265]  [a] ik #E VT VAW (10mg/ml,2.0mL, pH7.0-8.0) H i ApH6.5-7 . 522 M (0.70-
2.0mL, 100mM NaH2POs) , TCEP (281L, 20mM7K &) FIALA 4792 (14uL, 20mM DMAYE ) o KR A
WIAE 28 1518 B 2-16/N6F, SR S5 I ADHAA (135uL, 50mM) o 7F %55 T i B i % 5 R &Y 1EG-
25k F4ifk, FH100mM NaHoPOs,50mM NaCl pH6.0 =—7.5 f 22 ik vk i , 43 3116.9—17.5mg 1]
RIEY92 (13.1—14.9ml Ml h , —85% 7 28) « 274/ Ak L Z2 (DAR) lid UPLC-Qtof Fii%
%€ H8.0,SEC HPLC (Tosoh Biosciences,Tskgel G3000SW,7.8mm IDX30cm,0.5%F /4
B, 100981 434 s BAR 5 896-99 % , SDS-PAGERE S & W on B — 467 .

[0266]  f6]18 . BB 1 A3 44 &0 B 25 HE PEAG CofEE T-DM1) -

[0267] 2 o 55 1k S 56 b 43 A A 40 M 2R S FEHL-60 , — Fh A 2R 5L 4100 40 i (3 10995 40 i R
NCI-N87, — i N2E B I Al & s BT-474, y— P NIRIEVE T & S8 A0 5 s FISKOV3, A—Fh A
2K G SR 4 i 22 o 6) T-HL—-60, NCI-NS7HIBT-4 7440 i, 3 %8 40 i A= K 78 2710 % FBS[{IRPMI -
16403535 3 . %7 T-SKOV34H AL , 40 K AF 2710 % FBS[IMcCoy  bASEFE3:  is 4T iR B0 I , 40 g
(18011 ,600040 iiw) ¥ INFN96 LMK I HAEST ‘C M5 % — E AR K PR EE h i & 24/, 2 &
AR R4 G4 (201L) SR AbFRIX SE 41 (R AR AR0. 2mL) o % RESFL A S 4 e g 528, e
MRRA AW o FLARAEST C N5 %6 1) 28 AL B B PR 01 & 120/ i, 1] He A i AMTT (5mg/
mL) , FE37T CHFAL L. 57N o /N0 () 22 B 4% 5% 25 )5 0 ANDMSO (180uL) , jZ 3% 15438, ££490nm Al
570nmIU &G, 620nm NS % AR LU T A E b2 2% = [1- (-3
XTHEAE) / (B e -2 A REAE) 1 X100 %

[0268]  fLA VDA N E5 45

[0269]
ICso (nM) N874H i (Ag+) SK-0V-341 i (Ag+) HL60ZH 2 (Ag-)
91 0.108nM 0.089nM >20nM
93 0.037nM 0.029nM >10nM
T-DM1 0.270nM 0.191nM >15nM

[0270]  AEEEO1 HINST 4 i [ e S PERB I 185 (1C50>20/1C50=0. 108) , %} SK-0V-341 ff 2
12225 s AT HE YO 3 %NS T ZH B 1) 455 S ML 270 (1Cs0>10/1C50=0.037) , % SK-0V—34H ffa 8 3t
344 5 A BN T-DM1 NS T 4 o [ 45 S P 3 55 (TCs50>15/1C50=0.27) , % SK-0V-3 41 fifd 8 3t
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78,
[0271]

IR LRI R 3B LL T &5 (R BRI T-DML B8 5 28 o AR R 93DAR A8, JLyf P 2
DARYARI RO K =1

52/52 T
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0
nof~°1),, ﬂﬁ. HO(/\/Oj\/\n/ \6 A,
1

Na, THF mEnE

Mso(”\/ﬂ‘)\/\n’ \6 NaNs %\/o W \6 HzlPd/(‘

HN e\/o_)\/\n/ \é 20%HCI HZNP\/O _)\/\n/()ﬂ

1, 4~ 8N 0o g
v O ) )
© __ §  NuSEDC j\_/ll\ Oy
HO — OH W N~y e o /N
8 O 9
7 0O 0 it
HO, O, /u:_-—u\ ‘ O
pH 6~8.5 W \)I’n\g = g*\’ W i

EDC/DMA #

2 /NW() ~N L — Il ?{P\lﬂw N

bk () /|.l7_el\ 0
TCEP zw; X \’)’\H % M \?Ii%

n=1~20, m = 0~50 %ﬁ- 12

K1
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Q cl \ / 1, (5 mol%) Q 4
Clw < ~Si——8i— —_—
5 / \ 0'CEER L s
o 14 L i HOTO 7
90%
0 .
- THF
m)’\/YC‘ + BrMg—=——=-MgBr ———»
3 © 16
Q 0oy
291-NH, /gNTMN\ ik
EDCDMA 3 5 I L ,  TCEP

\éﬁ

N 4
\O/

il n=1~20

22

K2
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3/10 1
i 0 NHS, EDC o
0
H O
W _
H,N Y ~OH O l&l T o
23 ), _ \n/\?l [ —
> & ©
’%%.—.—NHZ
NHS/EDC i o o Be
NHS/EDC N Jﬁ( Ebc
DMA Y\H—U—U——H 1
25

ZIW-NHy g N

#¥5-NH,
S
EDC, DMA

20%HCI
—
P T

£ iy g&j %
ﬂ» SN
TCEP

76



CN 108811499 A
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w OB B M
OH —)L\ k 2 _TsCl
HO(,\/ )3 * Na, THF not™~° w \é T
NalN;
ik U
DMF

OW \6 HZ, Pd/L

ot & g ’\/Y <
wuna 3 04%) X\AO k 38 (19%)
B o%Hcl
i | 1, -3
04 A~ OH

N\/”\OH
i o =

o\N’HBoc 29

INHS/ED( i

DMA

0
f u ¢
LN

39

VO B-NH,
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