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BEFATE W RETE) 7 FURES ; 5 6% FURBESS 46— B8t 5 2 b, T BRI S B Al BAE & 7K 3R
B R BET

[0123] PRI, 7E — 285t 5 Ze b, LAEBR VR BN 6035 B i T (R0 B 4, T ik B BB A1
i 3 sk PR S LA e 8 P 3 T 1) s TR e B TR IR 7 i ™ I B2 — I P B e - 7R 5%
Pz 77 g2, 3 F LI E D — U B, BT B RE AT CLIE R i e i B A
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BB R ke IR S L AR A R TR T S IR T VSR T 3 A Y T
(5 AnN—F2 L B PR WV R 1is) B o, B— AN RIS IE 02 L S SRk IV it « a—pa AR W0 i B4
A P E DY L DU | I AR ) 2% BN A PR T e B R T BRI OB M R T ) S R 61
e N2 5 3% B I TV fe 6 S R T 110 I 5 R T Pl o

[0124] R e SEhtiy =, o TLE 20— I, B R AT LU e 5 B m A Y e i
TE R o 72 H A St 77 Ze i, X F LI 2 D — R B, B e A o] Lhad it e (8 an i i) SN-F2 2
B8 BRI T S ot P T 1) S 2 T ok o

[0125]  #F 8 Z Sty 2, X TLEg &/ — Ik B, B Re B0 & 4 ), IR Bk ke, miAXE, —
BRACHD) , TR, F IR B R T5 BE AR B 22 STt T v, 0P T LB 24— I, B RE R AL S
B, B, AR, B IR , WA, B ER , R PRk 05 ik AR LB S T P, B e A AL B
e BB R o E U B B Sz it 7 b, R FLA b — B, Lo A = MR R A )
A T AE L St T B T LI 2 b — R I, LA T e Bt IR B e (41 ) I ek
[0126]  JELLSijifi 77 SR PEHERE S LIS 1 25 1 (9 W AR BR 2 25 1) T MR INL o AH B M, 75— 18
S S, AL TR e, e, G fb e, %, BEIR — e, I8, B TR IR , U, — 4,
Pk T, A B AR, e, U I AR A 5

[0127]  #E—Esja 5 E A, LALS U T SR Bt , X AR AR L, e a0 B i
FerEb, R ERTE 481 B-GR AR N BR 28/ T8 , 4R , AL B R £5 /g (phosphoramidate) , 7, 2.
JATE V%, S A , — 2R R L, SRR, 0 BRI B O, AR I, AR ER 1, Bl
ARMNAR -

[0128] 75 b Szt 7 S vk, LAE A UK H BILAS il 57 1 kg 75 pHVE [l 6 42 8 W] 24 i 1Y) 3 #5244k . 151
o, 76— He STt )y b, L& A pH¥6.0,6.1,6.2,6.3,6.4,6.5,6.6,6.7,6.8,6.9,7.0,7.1,
7.2,7.3,7.4,7.5,7.6,7.7,7.8,7.9,8.0,8.18%8.0 T 7] 2R (1 1A

[0129] 75 sty &b, LYE AR BN Bk S e 7 20-40°C , 25-35°C, 30-35°C , 30-37
‘C,35-37°C,35-40°C, 32-38°C ¥yl B T W] LM IF) e Ak o 7E FL AL St 7 8, LAE SRR B
I ST H N FE2920°C , £4921°C, £922°C , £123°C , £124°C , £125°C , £126°C , £127°C , £128°C , 4
29°C,4130°C , £4931°C, £132°C , £933°C , £134°C , £135°C , £136°C , £137°C , 4138°C , £139°C 5}
2940°C (IR A 2RI E R .

[0130]  7RAEUEsji & A, LR IR HH B00RSS At S7 b Sy de sk g m SR8 A () B 0k 5, 72—
B S 7 S, TR K AR S e B R AR o 7E R St R B ZEC 4.1 (1
UNEC 4.1.1,EC 4.1.2,EC 4.1.38(EC 4.1.99) ,EC 4.2,EC 4.3,EC4.4,EC 4.5,EC 4.6
EC 4.99f.

[0131]  FEIELLSi Ty rp , LB LA Rz —

[0132]
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0 ;‘{O—< >ﬁ\ 0] O
';-LLJ'I\H,N N_\_N & J'K/l\/lLN%‘i

ﬁ:“:; EAO/\/}{‘ 3

[0133] H /— /
TV

[0134] H.r.

[0135]  ROMH, HI3E, 2.3, R A%, U T FE iR

[0136] X WOBKCHz; Al

[0137]  nJy K T-OHJHEHL .

(0138 7E5SA e SKHET Rt A F LK B LA L T 454

/L‘lb
M7 i
N
[0139] | Ta
N::;;:N

[0140]  H L' HIL" & H 7 AT IR ek
[0141]  FEARIFISEHt T b, 0 TLI 2D — R L, L-MEH LU R 4544 -

3 m
[0142] T N\ ,_1’h
N

[0143]  H L' HIL" % 7 A AE IR Rk

[0144]  FERIA # bt 77 2, LIk LY, 50— 3 ANAEAE AR H B S 7 b, LML, 5
“HAES

[0145]  7E—LE5ifi 7 Zvh , LIORIL'Y, S AR AERT , % [ 7 b oy SV Joe o 5 2% W0 e 2k o f510 2
FE— B 7 S LIRILY AR 7R RS M Sr i B AT DL R 42—

[0146] 0
ﬁzﬁ/\o/\/\ﬁj'ko/}f\
(01471 FENYIRIE LA (1) BYASF SE 7 58 A, LAE AR H U ST b DA 4T 34 1 3 Joe 5 o
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AR IE AR AT =P, LA L R a2

N

o\fl{ I

[0148] N )
\ﬁ)4 \ﬁ 3

(0N
2 e

[0149] £ — 6 BARR) St 7 S rp, LI 20— IR BN AR LA R 452 —

[0150] Hwtﬂ)? \h)‘l \ 3
O ; s \
| B o

(01511 #E—LL sy S b, L BRI R LU R 452 —

o)
o) O\[}f Oﬁ// \F(
HN
[0152] s NH HN HN \ﬁ)

0 \ﬁ)f’ j"]I"J"i‘;éﬁi‘ Oim

[0153]  7E57 2 Hh St 7 28 v, L RIL ZE A H A A0 573 49 C1—Co U e 5 L Co—Cio MU A E B
Co—Ce LB JE

[0154]  7EF &9 )7 AR RORIR® &% F A7 2 -OP (=Ra) (Ro) OL, TfIL” J2 ke 5 5 T
IR () 0 e T R Ak < Q, BRI 50, S0 AT ) (O an o3 A 43 ) Tl s g e, A B e i 2,
R e g (D fea.

[0155]  HEHAAL AT LA IE T45Q, #EI B 43, 20 A (G a0 3 A o ) [ AR i fs , [ A 4%
PRI EE A% B — 454 (D) (b B 2 454 (D) A &M AT AT e A o R M, B 52 it
7 AT FHBTERIL 3853 SR 3 sl A A Ak & W0 /K VE i P o 7E SR RE St 77 S vp, L R A
WP Joe 56358 53 o 16 H B — St 7 S8 P, LA S M e S i R I 0, B 4L A5

[0156]  7ERLLSIff 7 Rrb, L B LA 458
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[0157]

n" O
KON L
/

[0158] H.i.

[0159]  m” FlIn” Ji 7 Hb & 1 22 100 554 5

[0160]  R®AZEH, HL X Bl P17 25

[0161] L7 J& im0 43 B S HE A5 7 (Bl andida) s .

[0162] 7 —LLSLjti 7 =, m” /24 2 100 BEEL, #1404 . 68410 £ B SLi T R, n” 232
61 BEH, 451 134,556

[0163]  FERELES T SEHh , S 1n) 5 70 A2 P A4 B0 M 3% T 32 AR5 HU77 o 768 S SE it 7 8
PR BT AL 3R TS AR 5 PR 2 R B AR K R 7 32 A4 (EGFR) #1157 , - 48 Bl AR 4K PR 1 52
(HGFR) FH 155, i 55 AR AR K R T 524 (TGFR) $1H1751) , 1182 , BMET 1) 741) o 75 = B 512 il 7 58
Hh, AR B4 B R TR 52 AR F5 0T A2 IR 2 R e A R (B AR e Jeig B J8) L e B
Je, UM e, Zhi g e, BAE B, FL B e (ARQ197) , e & Je , R & 2 , B & IR IR 1k
PRI (B UNAGE38,AG1024) , LIS I (2, 3-d) ~MERE AT AE W (B UINVP-AEWS41) , 5 5 B Bk
(AN SERS BT, PO 2 5 BP0, MR JE BT, T 22 Bk ST, I Je b 54T, PH R B, IR V& B AR
P, B ZARBEY, BZERBRYL KL, 7 DUBR BP0, KB ZBR L, AR LR, WO ZER R
¥1) ,BMS-777607,PF-02341066,PF-04217903,AMG-458 ,MK-2461, JNJ-38877605,
GSK1363089 (&% J&) ,XL.880,XL184,ARQ197,E7050, B INCB28060.

[0164]  FERELLSI 7 S , ik sl 4 A 2 M 52 A4 45 P74 m] EGFR (f9] WEGFRvITI) ,HERZ,
25244, CD19,CD20,CD22,CD27L,CD30,CD33,CD37,CD56,CD66e,CD70,CD74,CD79b, CAG,
CD138,CA6, ] jz 2% , i B H 4, STEAPL,MUC16,MaPi2b,GCC, Trop—2,AGS-5, ENPP3, B BR T
FF1X,GPNMB, PDMA .

[0165]  7F—SL &SIt 77 S, L7 A MV e 26 B8 2% MV e 22 3508 70 o A0 L e s it 7 28 vp, 17
B A AR BRI —HRER 2, DRI A, St , b W St B IV Ji 50 B LA
[0166]  YEATAM TR 4544 (1) 1L & 400 H e o HAR I SE i 7 b, PR LA RIR 45 2
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5"’10“‘ // of Va
ot
yo
<3
o)
0
.0 N
L‘ll'l b // O~)\ // NI p
s
o .
b
ﬁ"ao\ // of Va
gt
2o
O 7/
[0168] ﬁ71'!\“/JF’\/0~)\// %/ﬁ\/\b
/ /Z\}P{/‘ i . S
. d \o/{%\s/ v
H‘O\ // /(‘\/O‘)\ //
/ O/(/?;\SH .
=
SO3H
O o
- /O> {/\ /é\/of //O N+>\ 0 NO2
o o/(ﬂé\s 5

[0169] £ty (1) A & Wi 2R L8 i 7 58 w] AR 3 6] AH 45 i 5 92 i) SRADLT i 6 Jkc 40 4k
CL R AR L o AR , £ — BE Sl 7 S, L7 o 5 [ 1A 380 % g ] A B A B B ) S e 1 o 5 A
[ A 8 A (91 Un 3R 20 » R BL%: , PEGHR) , PR 9] (il iFmoc , Boc , = 2K 3E) , i 1k 2[4
(1 n s — S i, = M) ANILAR R RL A2 v] 25 5y 3R A5 100, IF HLAE — S8 S5 8 ml BL A T )
F A (D) AL S0 o [ AR S 3 T DUAE 65 13 25 R Bk 1
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[0170]  ZEATSR e St /7 8 , QRS VR B0 AF b 37 s Sy B, g S8 4P 5 [T G 3 4 5 BTk e
I J5 [ B 4% 15 20 B 0 0 - B0 T AR 8 AR T R A B L St 7 R QEE BRI HE B
7 AL B S R T AR R 4y BT I S N T R A 5 BRI N M R T Q7 A 491
U, 75— s 7 R, QAR T X — 450 (1) tb &9 b (IR ER 47) , FIQAIQ” A3 25 H.Ah
SN 3 T 45 48 (1) Ak B0 A0 S — &5 (1) AL &R0 I v 51 A0 45 A i g4 (D 1 &
VI 5k o 22 BEAR G5 48 (D) A& 403 mT DA LA AL 3 ) % 060465 78 A i B St 7 R 13
Bl A

[0171]  QEEHHIR Y AQE A 5454 (1) L &P H AR 7 BIE B A 2R I R 11, 4%
PR QB B HA T 2 s NI ER 2 LA TR BT A SR I B

[0172]  FEIEEESTE T R, QR ALE S KZAE A Gk AR E 53 B BA 78 2 )R B DL 5 55
WT ¥ BRIE AR FAA 11 A S A et (9] i , 2 B AR o

[0173] &4 (D) fb & W) FE e S it 77 260 & — M T AW 06 U ) Q2 [A] o 451l G/
St 7 S, QLR A% R NP JE (A, 216 H R 1 6 A B N RS e R i ] o o e B LA
st 7 S, QL A A AL, Ay, WEAI TR, R IR E RN, S B B R,
SRR S T o<, BB TR o, 3%, o T ARG , AR 3R, G 2 B S Tk I e B g I o A — L S it g
SEH VA AL TR R N- BRI U T , IV 2 PR T B R A R i I o A R STt B, B b
SRR B B

[0174]  QE:[IRE W LA LRI T 207 (o8 th B2 1k DA S hn e s e e 1k Bl e A B R M, AR S A1
I () B 25 OR AP 55 (A1 L 5 461 G 888 1) 08 0 B804 AT A A G o R S, QIS (A1 0, i I 7 1k R AT )
PRI, AFE B SCRR R IR (AT ] e B JE [ QI 7 LR 4P T 307 SR FR 1E Tl e J B %
AR QLA AR S NP 35 43 5 (E R ILRE S TE 25 P A T #5Ak NQ , AR AR R ak 5 45
4 (D A G 553 [ S o AR U AN 520T DL S TR i QRN Ay B2 24 g . FH AR 36K %
T AT A QR & S R 4R 2 B dn, FEQR2 —SHI B DL T, QAR PR B 48 —Bidb 4, vl DL
— % C R AR AR (B AN TCEP) 34 JF LA 7n—SHER 73

[0175]  JRBIMERIQES /3 7ELL N R 14,

[0176] 1. oRBIPERIQES 7Y
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[0177]
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0
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X:ﬁi‘-—
[0178] o)
| BARER
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0
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w/ LABEE
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H | \ Ik BRI R
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EN
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M E 3]
NZ |
— ALY
.S
:1‘!. ~g LY
o)
O/
‘:v"’s p~” a *
5 L
‘%‘NS & R AW
—§E "
0
[0179] )k
HN NH

b EmE
il S

»

¥ =

—+— o3 IR A
EWG :
EWG = o & 7 & B R /3 R AR
-NH, A&

(01801 MiyF: i, AEQE - SHIK — 2B SCti 7 S, Fivid - SHE 70K b i) 15 5 — Sl 2 (i
FEN 45k (D AL EY) 1) TR e B o AR, BELL St )y S e dm 45 (D AL &4, H
B2 R Bk a4 5 -SH QA .

[0181]  FEH &Sty &, Qi 8y bk (P a0 R 3 v —miAL Vs or L RE skt 5
I JERAEFE LRI QFR 73 A S & 2 4 BT AE [ FR 73 o Bl 2, Qi 20 mT LA i o B A R iR 45
] B AL -

[0182] S\

[0183]  HrpRIEATLEZ U fe bk o B 4, 45— LS 5 S, QIR (O B R iR S5 H i) —
AR 7 -

[0184] }‘és\s/&

n' OH
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[0185]  Hidn’ Jy1-10fK) 4%k, 41406,

[0186] A ELFE A F e St 7 S Y I PN A2 2544 (D IR &9, R RPFIR I — Nl
B8 5458 (1) S EPIRER A, HAPRPFIR ) — A8k % A-0P (=Ra) (Rp) Re, Al
RAOL’, FIL AL H b (1) B &P Se 08 0y i B2 0k . m DL I il & B A )
2910 “W B4 (B1,n=9) 3+ H BAE 41 “Q" L5 28 454 (D &9 L B4 3]
SN B — 4544 () AL B PR il 4 IR AL AL B o LLIX R =X, v DA il 4% LA AT AT B 1
W53, B a0 10081 58 2 AN 446 (1) 140 A9 » TG 75 M b AR DG A AS Bk o eS8 44 (1)
AL SR s B st R B A DL 450 (T7)

L3 R1 3 R.,

M M

M M ~ ~
! Rs Rs ~L I 'T5 '?5 i

! ! s A\ 4\ Ra

. . L 0—P—0_ Jo—P—0
Ro /I\L o—F—o0_ jo—F o\L/I\L L2 L | O | ONLTS
[0187] 2 | 1 | 2 R Ra Ra R4
Ry Ry /
m n

n
a

(I")
[0188] H.ih.
[0189]  R',R*,R*,R*,R°,L,L", L%, L% M, mAInds Ik HH BLAS ik S b dn b 44 (D) BB H0T 2 X
[0190] L7 AL Qo> SAHRIIQ & 7 I N A5 B B e ] 1) & e 44k A
(01911 a KT LIRS, 5140 1-100, B 1-10.
[0192]  HE&iid (1) B4 & ] A SIS 8RN T4, Bl dnis sl — 2R eli2R -G AL
FALR 454 (D e &9,
[0193]  7F—Ue LB sifi /7 =, RPEER 2 — NOHEL 0P (=Ra) (Rv) Re, FIRZELRHI H—A K
A F 55 [ 5 1 U B T R AR BB B S AR R 1 e B P AR A8, AR — s
it 77 SR S AR 4y AT B M 2R T S AR FE BT  CEATYSRAN IR () S it 7 B R, [l AR AR
REMHRESAER G ER.
[0194]  miPJ{EL A2 AT DAL T P 75 VA AR B2 VB I RIUR BUR TT B I B 1) 5 — AN & o 7E — LSt
Jiti 77 ZEH s mPE BRI H B N7 b R 1-20 1) HE 40 AE — LSt g S H  mAE R UK H TR e 57t
1-100) BEH AR B St 77 S8 meE AR H IR S b R 1 -5 840, 5l 1, 2, 3, 4815,
[0195] VAR 7218 R B IR B 00 v] LU s ik Ben i A [RME K I 15 o 78 SR L8 STt 7 29 ,n
JN1ZE 1000 5 AE H e S22, o L B 10K B8 A — LS 5 2P, noly Lo fE— L8 sK
Jiti 77 R, N2 A S T R, N3 R S T R n 4 TR ST R . n
N5 AE B T R, o6 o A BE S T R, n T AR RE SR T R, n 8. A L
ST S N9, 7E — B T R L n oA 10,
[0196] iy 4 A e S5 0. 358 I8 e 5 1A e i 0 e 8 A S P 0 5, 81 ANEGFR , HER 2, R 527
f4,CD20,CD33, M il bt R (Fan H Aia e B PR , AR Y 2%t E 52 44, TAG-
72) ,CA-125,MUC-1, b Bz s i )5t , B% = IR Il , 2B €4 2RI AH S PL i (MAGE) , FIRAS B p5 311
S PR o IR AR BT n] DAL HERAE N T IR I TR < IR R RS 1, iR s 75 14 (61 4nHPY
E6,E7) , iERIEW /BRI (I L0BING-4, #5374 A& B & 1@ &2, 9D7, Ep-CAM, EphA3,
HER2 , iy WA i 4% #2 1 , 18] j2 22, SAP-1, S AU ER ) , i — 52 AL (| A BAGE S % , CAGE XK &
GAGEZK IR , MAGEZX J% , SAGE SR I , XAGE SR JR) » 1t ZR 52 R 19, SRAR T , T8 J S AR 1y, A4S [
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RYH, CT9ELCT10 (5 INY-ESO-1/LAGE-1,PRAME) .

[0197]  fE—Lusijii 75 22 vh , MAE BR IR HH IR ST 3 R ANSATD , S 0 i) 771) , RIS Bk
3, EGFRAMHI R B b 7] o

[0198]  FE—LLSLhti )7 =, /b — MR Bl 24 o 7 R0 HAR 1) St 77 22, MAE BRI H 3
I b ST b A g 24, AR ) 35840 4 i Rg 4R BB IR A R S A o AE — LR ST S, IR 4 A
PUJFE NEGFRHER2 HHERSZ 44 .CD 20EKCD 33,

(01991 BUJd 25 an A SCRT FHELFEAT A R, CABH I B AT A AL IR P 24, A 15 259 hE
WG BIEREE X — 0T B aFEQH /) B, SEH A B iE 25 R 8 R R IEfE S
TR o

[0200]  FERELCSLETT SR, B 24 2 R B A K IR 732 4 (EGFR) kil 7) , 528 T ot UL ez i g
(PI3K) FI7), i 5 HEEA K A 723244 (IGF1R) 47155, JTanus B (JAK) F016157) , Me t 4 411
#il771 , SRCZ I ity 41 i 771, 22 2 i —3 A 1 £ 1 LS (MEK) 410180 751, M A0S = 15 T
(ERK) #1177 , 4 b T A g 4550 (bt an b Sr 8 5, b andk s, stk in 2 2 L0 ) 582
25 (b i WA R LA A 2 A 38) , FrAR 77 (B an5-FUSKEE 4n 5 ph 4t
V), Be AR (be i sk b an A B BE D) , B AZ b

[0201] W] L& H 3¢ N A &k B A0 & P 5 S 77 28 10 B0 2 6 35 45 o BT ER A YT
(auristatin) F; [ EARYTE; EHAE REA B R B 2 RHWAREER; Bt e CC-
1065 ; AR STG—-136 ;DSB-120 ; [ 15 25 JE 5 Tressail FH & M4

[0202]  $iJ 25170 F & HERR i 14 s2 61 (L 35 Gleevee® (iR 5% JE) , Velcade®
(& 1K) ,Casodex (LR EZ) , Iressa® (FAEE Je) , FIR & & , b il 7 b an ZE B R

BB (cyclosphosphamide) (CY TOXAN®); 5t ARG E 1119 % , 367 47 JLA

WRVAET N s BAE KL I ZE Z B (benzodopa) , EIEEE , K 2 2 (meturedopa) , fJK 2 E
(uredopa) 5 £ V& S RN R 3 Jle R A0 7S e, At i, — 0 < St fie , — 30 2 60
ARG e A1 = 32 HY R B i 5 BT B o T R BT, 28 80T , MBIt IiZ (cholophosphamide) ,
MEZE ST, AL i, BT, BT A IR IR AR , VA BT R IT I B, TR JE S ]
VT W, S 5 w7 s FE IR R LL R s w ]y T, SRR 2=, MRS |V T, i = mli T, Je 5w
W BEEANT s PR R E R AR R, “ Ml E R, AR LA, WERE R, IR
%C, RAEH R, carabicin, ZHRAHEE, EH X, Casodex” , OH %, LR ED, R4

FHa I A, 6-HEERE-HS-AMN-L-IERAR, 2RI E  REWE  RKRILE B A,
MNP EHR, LRER, Z5MR, SR M ER, B8 E R potfiromyein, P &
R, ER PR BEER VLR RERER, SRER, AT EFE;
AU 25 LL Gn 2 M504 R 536U PRI BE (5-FU) s PR ASANIEL 4 — HH 2, FHY S M4, it 20
W, — i b s MR AR EL an R h5E , 6 -SRI NS , Bt DK IS | T S HEE N4 5 g SR AB A b G
VA, BT FL T, 6- UK T, R S50, BT BE M, AR, SRR AR T A,
PRAT , HEFRER L a0 -R 3 S2 0, DA IR et At e, BRI AR I, SRR, SN B PUE IR L
SRR, RFEIE, il s =] 3 5 R b 78 771 Bl 2 ST P IR 5 15 R0 188 PN I 5 TR Ol It Mg M 5 5~ 2 Al
TR ; 22N BE ;bestrabucil; tb A s edatraxate;defofamine ; R AK AL Z ; 0 g 5
elfomithine; K FINGEE ; IKFEAS S IHBREX ; FR IR s BB 4 2 W 5 SUE IR B s RFEMUE s KB
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PE s SENRIAEE s MY e s W mAth T s SR BT s MU R L A s R s 2- R B Ak s TH R EX
PSK.RTM. ; B #e A= s PO - £ MRk s A0S F RN TR s = IZRR 2,27, 2" - =R =4%: B
H K HEHE A REE HE s alyT s IR H S8 ; IR TP B IRVAVR KT s gacy tosine ; i
FAAMEE ("Ara—C”) ; SRBEBERG ; ZE B IR s ALK Z5W), I UK AZ B (TAXOL™, Bristol-Myers
Squibb Oncology,Princeton,N.J.) F1% P4t 3& (TAXOTERE™, Rhone-Poulenc Rorer,
Antony, VA ) s FLTEER ; 322 B 85 2R B R B5 A o 4 Do B o i 24 30 0455 1 B ofi ok i
s A R U, L b R 2 B m i 55 25, (Nolvadex™) , T E 25, 75
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IR i PR R B A5 (1) A o T P o 52 30 0 R Bl B I 3, B2 2 B T 252 1 2
e TAh, A SCHER 1 T AN 2 2 & ) B AR A FIN-S 40, Y (R O 2 S ), DA
JX S b A W B ARTR TSP I TS AR A o AR SCREA 1 A6 A P 1) 430 AR S f A
TR A S VTS LA A, AR SRR AL & ViR s RIS LRI QL R 5 2554 F
AR WAL WK 2B IR 3 A ST S R TR BN AR SR T
SRS, 252 G AT i B A e e R S s 2y 2t AR R 5 B G R 7R R E AR T T B
FUATI BRI HE ) R T BIE R R iR A/ B B 2 B ME R R
[0325] il & A& AR AL S VRIS VI T B TR AL & 5 — P 2 sk
257 b RT R 2 B 79 B 1 SR 7 ] A~ [ A s A o [l A2 S M AR B AN R T8
A Bt o B RL AR, S HE i 7R AR 7 S A S D AR A B e L T R R R
A E VIR FLI B0 A B A AN T S VIR G A SRR BN AL 7 AT ~F [ 4
HEVBIFEAR TBER , B U RE T o A SCHIR B 25V AL & P8 SR8 A i i B
TR 18 TR AV R SR U R (1 [ AR 3, B0 LI IX e SRR IR 5
0B 1) o R B ot EE 4 e B LA 7 L pHEE 77 55
[0326]  fE— bt Jy SR op, 5 DM (D) (L S 25 A &P B 2 AR
2 H A G TR AES R P B 2 — Ok, H4L e MR s
PR IR DL 5 25— 8 0 R AL T R AN S AR 2 R ORI A B A AR Tl
PR Jo o AE — LS T ST WS AL A P B e B 1 77 o AR e S S S A
P KL o
[0327]  #E RSty S8, 7 K P B s A — el 2 R R SR v Bh &l
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[ 5R BV EFEK T RS VI A4 B G 9, any2 N R R R 4R 4 51, FUKAR 3R
E I WA BRI S R B R AW A SCHER R S L 25 W) 20 S )AL S5 R R & R A4, ik
H B A 4e 2, R (RIGIRREEY) 5 (R RGP . R, R -REdE,
PIRIR/ NIRRT BRI R, SRR AN AN e b I

[0328] 5 FHI 24 W 20 & )t AT 32 /B 45 16 35 75 AT 95 Bh 5 4 (D) tb & s i o R TE 7 J S
A — P ALFE 51 S T B 77 9 e A 3 YR B3V R T AR 7)o A ] 2 52 1 A 5 - 3R T vt 2 57
Bl a2 (L AL EE 80 mT FAE BG S 711) , ik B 6 4 AR A nl 252 1 I, K & Bl n 3 2, — g
400, F Tk

[0329]  pkAh, I 23 & VAT IE B HE — FPEk 2 FhpH 45 7 B08% i), BLFEER LL an 2
2, NBR , AT IR » FLIR , B R AN ER IR Bl bt an &0 AL B R Y , DR BN, MR B BN TR
FLBR NN = 2 25 R L S A FR ot 5 FNZR R L AnAT A R / 4 20 A Tk BR M AN S0 B BT IR R
Bl AN 22 P LA 75 2 4 B35 DL DR KR 2H A W pHAE n] 32 (RGN

[0330]  #ishith, A HEZH & V) AT e (045 75 2220 — Phal 2 FhER W15 2406 V0 ) ot &
1B BE IR IR FE AL T o] BE 52 I Va o B i 36 (0 38 A 8 L B B B & T R A ) A R R 6
UK MR Bh IR 25 L IR 3k IR PR A 3h B IR Ah L B AR 2 28 B A B & 3R B 25 7 () AR
& B SR TR FAEN, AL, BRACERER B , PR R SN A AR R 2

[0331] L& I 25 WA & AT B 5 — Fhas 22 Ry J65 75 AT S sl i A v Pk o 3 B
(1 7 5 70 45 2 TR W 5 b AN B BR 2 5K (merfen) FIBRMITR s Fa B 4b ) — A4S FIEEAL &
WILL W 2R FLE S, N et = B R A A AN et S

[0332]  F'e A A& B 46— Fhes 2 P2 i v PR 550 A G A B A e MR B T B
] o 3 T 1) A 18 S T e ) A % O AR 0 T I et 5 ATV A it 497 2 2R AR 20 (60) Ak
B JRR T 5 AR AR & e T AR o A R T 451 G < IR SR BE 104 3 R SR 40

[0333]  HL'e5 HZH & W s LI A FE — il 22 P S A R AT 18G5 A 27 Ao e M o 38 B I L
STV HE A5 Ao I I R0 R T B B BN

[0334]  fEIELESLE 5 R, HKBIRRA G AR EN A BEAM SRS 5B
16 M A FH 22 70) B W) PR A O 2R 2, AR 1% N AL A v il TR A 5 S )

[0335] YR &FESLE 7 EH, 8 B K 259040 & W ) et ik R4 e oA AL 2 A 5L
A I3 15 AN P AR R 1 S 48] o A L S it 7 S8 Hp , A5 FH A LI 711 B N — R R ngs e
il o FEZ I St 77 S v A TR A0 & W) IR SRR R G332, L an & V6 97 77 4 [ 4
BT 7K SR DT 2P 35 1 2 o o AR ST FH 8 PRl SRR SO o o AE — LB S it 7 S, S R s 2
P & FF S8 B B 7R 100K P FREE B TR 77 A A 22 v R AR 4 A e 1, 48
o R AL A SRR

[0336]  7F B LS 77 22, A ST I R C )57 B0, 2 — Pl 2 M | AL T e B EE A R &
BREEAL S AN/ BOH & — MR e ) o B A2 € 77 B S B L FE I ANBR T2 (a) £90.5% 2 2)2%
w/vH I, (b) 210.1% B 291 % w/vERIRZER , (c) £90.1% 292 % w/ v H W, (d) £51mM
Z£)10mM EDTA, (e) £90.01% £ £52%w/vPidhfilEg , (£) 0.003% ££J0.02%w/viR L AL
80, (g) 0.001% 2 £70.05%w/vE LFLEE20, (h) AR, (D) FFE, () WERA FEREET, k) 35
Wks, () KRBT ERFER, ) ZMHE TH a8 fes: 5k (n) SNIKH S .

[0337]  FERELLSITH T R, 29 G Wb SR AR — Fhak 2 Mk & MK B2 /1100 %,
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90% ,80% ,70% ,60% ,50% ,40% ,30% ,20% ,19% ,18% ,17% ,16% ,15% ,14% ,13%,
12%,11%,10%,9% ,8%,7% ,6% ,5%,4%,3%,2%,1%,0.5%,0.4%,0.3%,0.2%,
0.1%,0.09%,0.08%,0.07%,0.06%,0.05%,0.04%,0.03%,0.02%,0.01%,0.009% ,
0.008% ,0.007% ,0.006% ,0.005% ,0.004% ,0.003% ,0.002% ,0.001% ,0.0009%,
0.0008% ,0.0007% ,0.0006% ,0.0005% ,0.0004% ,0.0003% ,0.0002% ,5%0.0001 % w/w.
W/ VELV/ Ve

[0338]  7REGEUESTE R, —FhE 2 Ak S 00R E K T90% ,80% ,70% ,60% ,50% ,
40% ,30%,20%,19.75%,19.50%,19.25% ,19% ,18.75% ,18.50% ,18.25% ,18%,
17.75%,17.50% ,17.25%,17%,16.75% ,16.50% ,16.25% ,16% ,15.75% ,15.50% ,
15.25% ,15% ,14.75% ,14.50% ,14.25% ,14% ,13.75% ,13.50% ,13.25% ,13%,
12.75%,12.50% ,12.25%,12%,11.75% ,11.50% ,11.25% ,11%,10.75% ,10.50% ,
10.25%,10%,9.75%,9.50% ,9.25% ,9% ,8.75% ,8.50% ,8.25% ,8% ,7.75%,7.50% ,
7.25%,7%,6.75% ,6.50% ,6.25%,6% ,5.75% ,5.50% ,5.25% ,5% ,4.75% ,4.50% ,
4.25%,4%,3.75%,3.50%,3.25%,3%,2.75%,2.50%,2.25%,2%,1.75%,1.50%,
1.25%,1%,0.5%,0.4%,0.3%,0.2%,0.1%,0.09% ,0.08% ,0.07% ,0.06% ,0.05% ,
0.04%,0.03%,0.02%,0.01%,0.009% ,0.008% ,0.007% ,0.006% ,0.005% ,0.004%,
0.003%,0.002% ,0.001% ,0.0009% ,0.0008% ,0.0007% ,0.0006% ,0.0005% ,
0.0004% ,0.0003% ,0.0002% E{0.0001 %w/ww/VE{v/ V.

[0339]  FE—HEsjfi Ty SeHh, — Fhal 2 Mk & Wik BEJa 2 K £90.0001 % 2 K£550% ,
KZ10.001% 2 KZ2140% , K£10.01% 2 KZ130% , KZ10.02% 2 K£129% , K£10.03% &
K#128% , K#£10.04% FKRZ127% , KZ10.05% %2 K£)126% , K£]0.06% & KZ125% , K]
0.07% & KZ124% , KZ10.08% £ K#£123% , K£10.09% & K£122% , KZ10.1% £ K4
21%, R#£10.2% B K£20% , KZ)0.3% B KL19% , K£)0.4% B KL18% , K£0.5% &
KLALT%, KZ10.6% & KLA16% , KLA0.7% % K2115% , K£10.8% & K£114% , K4
0.9% & KZ112% , KZ11% 2 KZI10% w/ww/vELv/ v,

[0340]  #E—LLsjifi 7 &, —FPEk 2 P& 0 00 TR B R & K £90.001 % 2 K£910% , K
250.01% £ KZ15% , K£410.02% & KZ14.5% , KZ10.03% £ KZ414% , K£10.04% & K%
3.5%, KZ10.05% & KZ13% , K£10.06% = KZ12.5% , K£10.07% & KZ12% , K]
0.08% & KZ1.5% , KZ10.09% FE KL%, K210.1% B KZ10.9%w/waw/vEv/ve

[0341]  #E—ULsTjfi o, —FhE 2 Mk & &% T8/ T10g,9.5g,9.0g,8.5g,
8.0g,7.5¢,7.0g,6.5¢,6.0g,5.5¢,5.0g,4.5¢,4.0g,3.5¢,3.0g,2.5¢,2.0g,1.5¢g,1.0g,
0.95¢,0.9¢2,0.85¢,0.8¢,0.75¢,0.7g,0.65¢,0.6¢2,0.55¢,0.5¢,0.45¢,0.4¢g,0.35¢,0.3¢g,
0.25g,0.2g,0.15g,0.1g,0.09g,0.08g,0.07g,0.06g,0.05g,0.04g,0.03g,0.02g,0.01g,
0.009g,0.008g,0.007g,0.006g,0.005g,0.004g,0.003g,0.002g,0.001g,0.0009g,
0.0008g,0.0007g,0.0006g,0.0005g,0.0004g,0.0003g,0.0002g50.0001g.

[0342]  fE—dLsjf s Zrp, —FhEk Z Pk &R & K 10.0001g,0.0002g,0.0003g,
0.0004g,0.0005g,0.0006g,0.0007g,0.0008g,0.0009g,0.001g,0.0015g,0.002¢g,
0.0025g,0.003g,0.0035g,0.004g,0.0045g,0.005g,0.0055g,0.006g,0.0065g,0.007g,
0.0075g,0.008g,0.0085g,0.009g,0.0095g,0.01g,0.015g,0.02g,0.025g,0.03g,0.035g,
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0.04g,0.045g,0.05¢,0.055¢,0.06g,0.065g,0.07¢,0.075¢,0.08g,0.085¢g,0.09g,
0.095¢,0.1g,,0.15¢,0.2¢,,0.25¢,0.3¢g,,0.35¢,0.4¢,,0.45¢,0.5¢,0.55¢,0.6¢g,,
0.65¢,0.7¢,0.75¢,0.8¢,0.85¢,0.9¢,0.95¢,1¢,1.5¢,2¢,2.5,3¢,3.5,4g,4.5¢,5g,5.bg,
6g,6.5g,7g,7.52,82,8.5g,9g,9.5g810g.

[0343]  FE—LLSfli 7 Serh, — L2 Bk & W B0 H 720.0001%10g,0.0005 % 9g,
0.001%8g,0.005%7g,0.01%6g,0.05%5g,0.1%4g,0.5%4g,8(1 £ 3g.

[0344]  yRIT Ji i

[0345]  FEATSSRILE ST S, A AT TR Y7 58 5O O IR & A7 3 o A S, — A
St T SR IR TT IR 1) T4, B iR T AL 1) A 7 B 32 4 AR T A AR AR A
S TFHY SR 7 58 TP AT — M LS W) BRI A SO A IT I St U5 28 TP A — AP S, e
& B AL TR T T IR 0w 0 S AR S d R Oy o AR S LE SR T R R, R 2
i, MM 3 M7 B 24 .

[0346] ot , fERELESEE 7 S8 b, A K W SR BV TT N IR I T VE  SEAR IR 2 R PR B REE
JRC TR 5 32 Y T AT e e 2 B B B Sl /N e, G, Sk sk L 4 i
A9 , SR E IR LR B N g5 B e, bR, IR S e, 4B, SR AT e
JeE , SRR I B A M, Atk B R R, g G SN/ N e L B4 MR, AL, SRR, B
R 22 R BESR /NN B A S CD22—BH 1 BT M ST , 28 3 4 bR 2088/ 160) 245 4 A 41 i 9 2
Je » BRHER2—FH 7L e «

[0347]  HELLSE 7 2= M Kia T FLah (B A\ 28) v id ST IR AT 1 7V, L ALHE R By
R AL B4 250697 A BRI S EOL 25 b AT 2 1 3L R AT 25 VA AL KRS
AT A — S0 7 SR, PITIR 7R SR T e , B an S R YE B I , D AR EE
JUE I bR B U, ATDS—HE S e (451 G ik E2 988 AR5 PR AR 5 T Do, D R e, B2 T2 4
N g, AR S Y R A, R AN A REE R I e e, v e, T R e JR TR T e, LR
SCRVE MR AR R IR LR, SRR AR R R i A, VR IR PR, YR R TR R RS R
Jee, )L EE 0D, 8 2R, G0 IR bR, 1 P IRk S 4B i 3 P (CLL) , 12 MR REVE B IS (CML) , 18 1%
HRESG ARG, S5 i, S5 B, PR R, B SR T4 Ak R L AN 3 R A g (DCTS)
JRJIE bR, CNSH , 15 Y B, 52 8 TR , B 80, SR AR AR , Ewing PRIJRE , /il Sh TR 4T
FfLJed , P BRI VR 20 B , IR, - B AT AR A 23 4 e, R 395, B0, B Wi S0, B i
) Joided (GIST) , R JeT , 4 Y idd 5% 20 B o b ed , 22 B 40 13 X0 , Sk, oCo e, JHHIRE 5
B AT IR L IR, AT g, HIR P PR LB e T R JERAR R A A R Y e W, J AT
U , 9, /N B g (LCTS) , il , bk B 98, % % 1) 1R 3908 £ SR i PR B B, Hh 21
(midline tract) ¥, M, 2 K VEN W IR SR A AE , 22 & Ve & B8R/ 2R 41 e , B |
W B RESE A W SR AR, B REK B AR /BRI R , 2 RV R M SO R AN e
PEIA] KI8T, B BB 2T AR A 2340 M e A PRJRE S Js R B 55 S0, S MR, Ji i 4 Jed , A
B AR, AR /N0 s (NSCLC) , 1 Jls s, Jo A0 I s gd , W, B B30, JBess , L=tk
T BIAREE IR, G5 NG s e, B IR e, B 20, TR O I s 653 440 B e, i A
P 2250 (CNS) WKL I8, Hir 2 e, B e, B2 AT A s, SRR P9 400 B e, BB S UL PR R, P
T, B B (B H0) Jed , ZNARAres , /N e SR 43 PR R T Ibk 2 08T , S8 AL g, TIAT I s
I P g AR I P, FRCER P, B iy AT A R RS AT Al g, 04 R R A R L LB AR W IR
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TE I, T B PR, B E S, AR , B0 355 T I RE o 7 — e STl oy R, BT iR VR IR
I S 1 o B o A L G R R R A A (B an A B ) R A, mlRT B AR (G R P
FIRRAER (BPH) )

[0348] by 7| St 7 AR ALIRIT IR 5k, ik B s A R B2 R E A4 A
RE T IR IR &) B8 & LM AP AN 78R LSt 77 S Hp, il 2 3B /N
Hafiideg (NSCLC) , 48] dart Jit s » St oK 200 e it 58 O &4 e it g o 7 JFG i S it 7 S8 M A2 /N4
Jtiges o A R BHAC A D P R T B 3L e it B R AR AN PR T i Beed » e I8 AR 2 AL R e i
(03491 AH S HE , 78 IR 75 ¥ (¥ 8 4 52t 7 28 b, R A0 7 5 L ) 350 40 b it sl 4 g 2
TH] SZARFE B SE B (P & B A 1 a0, 3R B AR AR 752 44 (BGFR) #1511 770 , R4 B A= K [
T-52 44 (HGFR) #1771, J 5 2 FE AR AR 752 A& (TGFR) i 551, - B8 , SROMET 40 1] 7)o

[0350]  fEL % T 2S00t 77 S, TR S T S AU T

[0351]  ARSCAL &I it 77 S AT o] F AR B 0 5 ik, B R R T 2458
SE MM TS s EEIR T 2900815 s @ E AT T s UL RS W RIYA T s LE an I i e -

[0352] PR 1 IR iR A, g (D) (A Y SLiti 7 2 ) T &Rz BRI 7 3%, B S EA
B T« 43 e b 75 45 440 (1) Ak A 40 mh 60 0 R [ 350 40 BL o Ak sl s 0 2 45 4 e 4 P 1 e
A HEATERE VR TT AR AN/ BR 245 3%

[0353]  #E—LLSiti fy &9, VA TT A7V B HE VR T IR o L iR At i 5L A Re 4 e 2 A4k o 7E —
S i 5 2, JRE 4 i B A VS A4 1, 0002100, 000, 1,000%50,000,1,000% 25,
0005Z 44, 1,000Z210, 0004 SZ AR F 5244 o 5 4, 78— L 5Tt 7 e b, iR 4 i BB =i i 29
1,000, #710,000, 8¢/NF-100, 000 3244

[0354] il 4% J5 1

[0355]  RERAFE, 4 b SCHER IS5 8 (D tb &AL St 77 S At b et g544 (D 4 &4
H,RYR? R RY R, L, LY L2 L2 M, mo/ Eln 20 B il (AT AT AR 52 3 436, mI AT b 5 45 4 (1)
1B P e S it 7 AN/ B B 2 A DA i ST AR AR IR AR R B St 7 - T4
U SRR B AR S 7 R/ BRI B SR Hp T TR E R RPL R, R, R L, LY L2, LY M, m/ lin R
B TRFE SR, LR A g T n] DA B AR S it 7 8 AN/ BOBOR) 2 SR MRS , I L&
(R IR F RN & T A B I LAY o

[0356]  RFRMRLEA VLB o, BT IR s B AN /B S I 4 A 2 T DA R Vi), R
FhoTRk SR AR E A

[0357]  ARAMEHE AN Gk SR B, 75 AR SCHAR 0 5 15 AR A AR & 0 B Re T PR
TG B AR B R TR B R AR R, &3, A FRIR R R G B AR B
1 = e i B R g S i O R e R ek e A (B Gn A TSR R R R R S S, T R
Pl Bl — FP R ke 3 , DU SME g 226 , S 6 2 L U0, PRI A IICIE (19038 ‘B R 37 S I L 5 L
TRERES, RAE A S SRS B R R EHE-C(0) -R” (LR R S, JF R E
FLIERL) - H AR SRR, ORI AR SR R IR IS BRI S LR e, O A S A
R4 B [ AT DL bR B AR N B 25, LR AR ek AN 53 © 00 A A A ST R 11 -
PR AE FHVEA AR T-Green, T.W.and P.G.M.Wutz,Protective Groups in Organic
Synthesis (1999) ,3rd Ed.,Wiley. ANSTIEE AR N 72 2 BAR OR 37 B ]38 7T DL & SR & Wit T
L dnWang #4 1z , R nko W IF 82— =28 AR Be-S AL M p T
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[0358]  ythArh, DAY B9 BBl MR T 20 A7AE 1) A 30 AR K BRAL & W e e Jd ik & 4 Te LA AL
BRRR S B AU AR N 012 A B T AL B A e AT £ - AR BR A A W) h e % 1d I A
TERAR A EATTI i 2 B e R T =X

[0359] "Nkt s W 5 2 [ B i & AN R BRAK A R 7 A5 P T v o L B AR AR T RN 53 AT A
BE % 38 i AH AL, 7 V5 B e 2H A AR T AR N 53 2 R0 ) B T VR SR ) A8 IR BB ) o AE AR ST
NI T A A Y SE e TT R 5 v (B, g5 4 (1) A1 (TT) v WL -F 1 PCT Pub.No. WO
2016/183185, H LA B AR IE 1 226 FE N AT o 38 B PR AR A U B N 53 RE 8 38 i Fid 2
IRIEE2H 73 FEL TR AR AL G B S DL 5 H R AR AR 77 ) 48 9 AR B AR 150 BH R 1 L
LM (D WEY. B, WEH s S E KIFEIE WSigma Aldrich,Lancaster
Synthesis, Inc. ,Maybridge,Matrix Scientific, TCIFIFluorochem USAZEEY & R ¥5 A4
WA AR N B HE SRR S R (Z WL inAdvanced Organic Chemistry:Reactions,
Mechanisms,and Structure,bth edition (Wiley,December 2000)) 8% f14s A& BH )+ 1A il
o

[0360] NI

\L‘]a K
2 3 M-X Lt
—_—
03611 RN 2PN Ra., _R3
L2 L3

R1

F |

(03621 Jio J37 Jy 5 Tt B 1l & 7T 3 1) 4% 45 4 (D) A5 4010 o TR IR s 4 D 725, FEeR?,
L', L2 LRI SR & S, RERIRM B ST 58 SR LRGP TIL ™, 5 5 e 1 44T
B A I, D9 SO L 25 OB T 561, At atl & 1 mT DL SE Bl i A
SR AR RSN T VR 5 o a 5M-X G b g KB IiR) A8 A 45U . R Suzuk i
IR SR T ) SN B 25 H b AL &9 S5 R b AL S0 w] LR T il 2% 454 (D Ak &4, stk in

o
[0363] g TEII
G M
\ L‘la \ L
, R _R

[0364] L2713 S~

R1 R1

¢ d

[0365]  Jx B 7 ST T UL AR il £ F Tl £ g5 4 (D AL &4 R IR & B vk . S IR IR N T
FIT,HApRY L L L2 LY AIMAN BT SCHT € SC, MRZAIR A0 A ST AT € a2 AR AR 44, BE %
ey S B8 3 3o R R AR 1) 48 B S5 M A B SN-G [ ON PE AR S R d A B . FE I, GG AR 2R A
B EH AN N VER) B RE R GRRD SR RN SRR B e oG AT LI MBS MES 74 B 4L )
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— 8B B AN FRAR T BRI - GvT LR AT A4 B 1 B Re A, 9 i 2 .

[0366]  7FH:SLsijfi /7 b, M TR B YR B 5 2- 100 EE B oK EY) .

[0367] XMW nT LAAE FH LT A B Ja A1 B B AGDNAS BT 25 1 77 25K il £ - DNA

B BT 1 AT AR BT FEV 0 o TaT T 55 225 0 ) FH P AR 0 — 2R R (DMIT) 2 [ f2-F 2t 2

FE-N, N- S5 7 i i O e i 121 e A 7 AN B, 4910 b3 A [ kb sl d R AR IR o

Tl T e 258 [ 5 9 A 7510490 A DY e i A7 A 5 P S AR IEG L 98 e PR B il 744k . T

g (AN 4 1R) B 2o — W 4802k — O R R D) R R Vi 5 I, % U0 S I T S T Wl I A 2 T

N AR G, AliE KA R 2o o-F It 5.

[0368]  FEAR S 7 32 v 4t FH %) IV T T fe D ) 8 13 72 A A0 3 A% BT JE RS o 491 2 AT (480

R?) AJ 3@ b 5 DMT-C1 S W T 4 AR 7 I DMT 56 [ o 48 i J8 ok 53 24 A7) dn 230 20 38N N-—

S5 VA R G U I e s IS, K P (9 UNR®) A Ak S ST Tl O e o T Tl T o AR ARG SR 11 ol 4%

51 AR AU AR BT JEL T

[0369] A ] Ah R d I 0 SR A A AR AT Lo A FIT ) e 1 ST Bl T e A 2 Tl 4 1) ol BT 5
3 0 AR AR (5 Gn B DL TR 45 R 1 R ) 4c) ST Tl I e A BBk B 75 R IR BRI T R B BN B R

BILEI N T

NC—\—

[0370] :

(03711 FRALLA T s 5 FH T e B A H A, T A A2 PR A

St 5

[0372] — M HVE

[0373]  'HFI®'P NMR%7EJEOL 400MHz Y RE (X B3R ° 1P NMRYG I 2 85 % H W R /K ¥4 Tk
FHYG IS 225 TNS o ) AHHPLCYL B3 #T /2 ff FiWaters Acquity UHPLCRGHEAT, % RGEHI
2.1mm X 50mm Acquity BEH-Cis it tE{RFF7E45°C . il /> #rfEWaters/Micromass Quattro
micro MS/MS 4t MSEAAET) 34T, FAMassLynx 4. IREEHAE . H T LC/MSHI i shAH A2 100mM
1,1,1,3,3,3-/N9—2-AEE HFIP) ,8.6mM = Z % (TEA) , pH 8. VMl Ik i Al i 44 1t A 2
A AEFE R DU ES S PR RS H BB gR I Agilent Infinity 1260 UHPLCHA F I8 H

Aapptec Sp1r1tTMPept1de CisfE (4.6mm X 100mm, 5umAi42) 43 M7 o WO AN SR AIE S2 56

fECary EclipseifEIEREETH Fidsk.

[0374] B I M AE S+ B BIFA AR AR B N AT, BRAE 5 309 - AT R G DNA G ik
I FFIMEHGlen Research (Sterling,VA) . To/KHEIE, 2, —&H I, —“RHRELIE, =4
&, LR, MEWE FITHF I H Aldrich. B A HAh Ak 7 24 i 30 H Aldri chB(TCT, Jo /5 i — P4l
1 B AT e A

[0375] g FH 3 T SV B o e 11 AR BB g Vo (P A i 5 8, TEABT 394DNAA RRAX b & BT A IR R
Yy (BD, SRR SR o SRR B G A W R« (1) 25 =K 384k, 78 &
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3% =& AR, 1205 (1) BBk, 7 2 5 0. IMNE BEBE R A0 . 45MPYME, 1043 s (i)
7%, fETHF/lutidine 0. 5MA B HF, 1/1,v/v 15s; (iv) &AL, ZETHF/RHBE /7K H 0 . 1M,
10/10/1,v/v/v,30s.

[0376]  fEIAHHIIN B IR 5 & CIEWEE:, 3F TR & S hdk0. 2-0. 40 Bl JB i fE =
TN R AL B LN, o DU M #4412 A DL il A S Bl R R (R 4P R 1) Bk R 5
PRI S AHHPLC /AT IR R P 4kl

[0377] syt 1

[0378] A i 25 -NHS ANZE A= -NHS I & ik

OH NHS, DCC
o) — AT

\j

A k2 A ,é-;? - NHS
[0379] :
sopi-oWoenye
? © —AFix
FEY AL 4 -NHS

[0380] A i 55 —NHSFHZE L A= -NHS FH AR VEE AR I 2% A A 1o 1 R, W AT I 5 RIS 5 A 7y I
BT & IR A YIMAN, N :Haﬁﬁ& Vi (DCC) FHN-¥2 2 3% HPE IV ik (NHS) &
IR IG TR TR AL = A T 5 86 oD B o AT R 55 -NHS B 122 DA 2 ve IS ) th 5 il o
[0381] sy fsi|2

[0382]  AWi& RGN Ik

JSsaps

/ /[ A
(Tew n 75% DMSO \ N /n
[0383] B AR b R R o
MgCl1,

[0384]  /RBIVERI R G (140, BAA M IZ B e ) S5 A0 55 -NHSARIE , Wi fE LA b S S
7R s o A% FH IR 1 2% i H20/ DMSOVR & W -5 SABEIEAT I o 5 7 ol Dy 4 A1 3 55358
Gy BV E B e b 15 2B/ 14

[0385] s fyl3

[0386]  ZEEA RGN G R
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z O
~o @] 3
k ,|\|H2 )n 75% DMSO

L g
MgC1,

[0388]  /=BIPERI R G (lhn , BAA MIEE i B fe ) 1525385 A -NHS AR, Wi fE LA b S
J7H BT o A5 FHATER £5 22 P T H20/ DMSOVR & 4 5 SAL BEHEAT I . o S 87 ol Dy K A v 5530
baw) EIES o A== Al o ol e ot s /8

[0389]  sjfifyl4

[0390] [ 25 25 -NHSHI & %
(@)

O OH O OH
e
O‘lO‘ . UO‘ :
o
[0391] 0 O OH 5 \NH, 2 TFANHS O O OH o) M }?
L, = LG

‘OH

gnijf‘dn) - F’-Tﬁi:?: -NHS

[0392]  ffifAI &G 2R 5 SR -2, 5 i S B, 15 21 5 FR IR I Hh [R) 44 o {8 FH TFA-NHS FHIL g
TEA R TR , 15 21 f 5 2K -NHS

[0393]  sEjfifsl5

[0394] [ EEEWINE K
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O OH

LI
*;; - ? AHZ .

P& S l

[0395] r!qH i\!JH I‘}\IH I'!\IH I!\!H

D' D' D' D D'

O OH HO

|

_O0 O OH O\O \l\/\)l-""

[0396] ?Wﬁﬁﬁ%‘éé\%%ﬂé@ﬂ%%—ws B TB B R AT AT AR A TR, DR 8
AT TR B A RN A VAT 5256 N A AE I B AR T RAFE A FUA R & &,
800 2 SR FE RN I e AR IR A (SDS) LA By e B

[0397]  sijitfsl6

[0398] [ %5 Z-PEG—S B AL & 1k

0

o o

o
NSV\O/VO\/\NHQ e N3\/\o/‘\/0\/\NJK/YOH
H
6-1 6-2 (@]

EDC, ACN o F
B ——
N o O. F
P 3\/\0/\/ \/\NJJ\/\‘r
H o}
F F
6-3 F

HO. F
F F

F O OH

[0399] O‘e‘
0 O OH o WNH;
FEE \OO

= "0H
l 74% -

0006 "
0 OH O\O Y\)LN/\/O\/\O/\/Na

FI@?T:-PEG-& A
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[0400) AR LA 1 T SR S FY: » A Omalty 5 45 PRI 5 3 -PEG— B AL o B LA 46
15 BRI 2, 5 B 48 B ] P62, B 15 40 40 S 0481 o 1463 4 o [ £
6-3 5501 75 2 1IB% DA B U MMC 36 (74.%6) 45 0T 75 10 72490, 1 75 - PEG- AL S 1.C-
MSHHA T 5 =0 42 1 .

[0401] Sl

[0402] BRI AWM R

O OH o
CooO
: . 0
O O OH O J\N\n/\)LN/\/o\/\OA\,Na
o J, © f
. o
64 Il I Il
-PEG- 14
% & -PEC-B RUALH AR A -
CuSO,, THPTA
Py
[0403] Bk 4% 4 #k pHT. 6
60% DMSO
NJ\\ N N/I\}
N-N, N-N, N-N
D D" D
O OH 0

“OH

[0404]  JRGIVER) B HL 2L 1K 53R & W) 5 R 57 2= -PEG- S B AL R EE o S B 26 AF AL 6 CuS04 . =
(3-FR A 2 =M L JL) i (THPTA) AIHTIR I R BN - 12 S I 7E L A7 60 %6 DMS I B i R 22 b (1) 7K
PEEFIFAEPH 7.6 T o NAEE IR T AT, il I LC-MSH BT 75 = I AELE

[0405]  JE I A ST I St 77 R ARAEVT 2 AR 35, A HE SR 1) 5 58 S ) AV A s 825 1 5 40
ABVIBR (1) A 2 PR 40 B Y YL B 2 B TR BE 7 o A1 = B I 2 R mT DA 3¢ LA R it
FIr 75 FI Vs g e 9 e et A )y B R A R N (a0, B H IR TR BB SR T ERER AL
TR R PR 5T 2 A, AT DL B E DASR A T U 15 A ST A FF I AL & Wi 1 e P ) SR U
[0406]  ASCAFFISLHE J7 AL IR ML RE WA FIHL AL FE 2 Mia s 7 R 004k &9, 5l o T #h 78
B VR TT SRS o S b, AR B I SRt 7 SR AETE T 7 B ] 4 AR 4 (1 e
B W2H4A, Fore i BT[RBT B ) Va7 RVRE I o 5 58 0 — 24 O R s AF K 22 A v i 1 L e
P PR A B R 1 S B R A T SR AR A4 R A i % s ) A T SO A (49
Kb E I K5 .

[0407] st 77 ZE A A ) B AR L B A BRI L LS 3 5 1 72 02 MR R OR B AU L B
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TR 0L T VA AR BERFIE Z A1 SE REAE R 1T AR ST W) St 5 R AL SRR LR B AL S )
515 IR AN/ 23 AR BE AE A (R e 0 o X SRR £ VR L B INvE B T A R0 IR A
75 P 7R S o 1 i R B 2 T S Ak g

[0408] AU P42 2 (4 U.S. LR U.S. LRIHIE AT U.S. LR HiF  HMNE LR 4h
& & A AR L R A FF, 55201851 H12H #2538 HIU. S, I & R H 1#62/616,668 , #Ri#H
it 5| BRI AR S HA S ARG

(04091 AT SC RN TR B, 8 A B I BAR St 7 R O AE AR SCH T 2849 B 1k, (5
AT DL HEAT 5 Fh AR T AN 85 A< & B 1 32 B ANV ] o A S Mb , A R R T A2 BT IR ASUR 82 5K R
HILA AR FEASZ IR
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