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1065 ; A7k STG—-136 ; DSB-120 ; [ 15: 25 JE ; Tressal FH & M4

[0216]  Hidi 24 iYL EARPR HPESE B AL 45 Gleevee® (IR B ¥ JE) , Velcade® (1]
Bk s Casodex (L RE L) , Iressa® (AR J8) , FIR 25 5%, fe A0 77 L G0 28 B )R A ER

Bk (cyclosphosphamide) (CYTOXAN®); ki BN LL 4111 94 22 , SE P47 FLAIR I

&N BABERLEL K Z B (benzodopa) , FIER, K 2 B (meturedopa) , flJK 2
(uredopa) ; 7. V. f& S AN 35 85 e 2R AL 6 7 B B8 e, At e , =3 £ 3R It e , — 3P 20
AL e A0 = F2 FF 3L B i s BT LE W T R BT » ZR &7, st i% (cholophosphamide) ,
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MEZE =T, AL i, BT, BT A TR IR AR VA BT R IT I S B L TR JE S ]
VI, L, Shr 5 m)VT s iR IR R an RS m]y T, @R B &, AR S mlVT I8 S mli T, JE %
BT PR WM e TR, ML E R, B R, AERLER, kER, & HE
%0, KA E  carabicin, EH A HE L, EH K, Casodex”, (M5 %, ML B &D, 4

FHa I A, 6-EERE-HS-AMN-L-IERAR, Z R E  REWE RKRILE B A,
MR PEHR, LRER, Z5MR, G ER M ER, B8 E R potfiromycin, P &
R, ER V2R BEER VAR RERER, SRER, AT B E;
AU 25 LL Gn 2 M504 R 536U PRI BE (5-FU) 5 PR ZSAAIEL 4 — 2, R S M, it 20
W, =l Vb s MR AR EL AN R HEE , 6 S NS , BRi DK IS | T B HEE N4 5 g SR AB A b G
VA, BT FL T, 6- UK T, R S50, BT BE M, SRR, UK, AR T A,
PRAT , HEBRER L AR S2 0, DA IR et At e, BRI AR I, SRR, SE N B PUE IR L
SRR, RFEIE, il =] 3 5 R b 78 751 Bl 2 ST - TR 5 15 R0 T8 PN I 5 TR Ol It Mg B T 5 5 2 Al
TR ; 2 IE ;bestrabucil; tb A #E; edatraxate;defofamine s FK /KA A% ; Hu MY R ,
elfomithine; K FIMGHE ; IKFEAS S 5 IHBREX ; FR IR s BB 4 2 W 5 SUE IR B s RFEMULE s KRIE &
P 5 SENRIR I s —JAHPY WE s W m At T s R BT s MESRLE B2 s TR s 2- L e ks TN R
PSK.RTM. ; 5 e A= s PUAENE ; 6 IR ke s 4B BRI = WG 2,27, 2" - =R = 4% B
H KFH A A RO B myT s IR H B s R PP B WRYH R T s gacy tosine s i
BLAABETE ("Ara—C”) ; ARG I ; 28 B IR s A2 325000, B R A2 0% (TAXOL™, Bristol-Myers
Squibb Oncology,Princeton,N.J.) F1% Phfth 3& (TAXOTERE™, Rhone-Poulenc Rorer,
Antony, VA ) s FLBEER ; 322 W 55 2R B R B5 A o 4 D B o i 24 30 0455 1 B ofi ok i
s A R U, e b R 2 B m il 55 25, (Nolvadex™) , T & 25, 75
BN HIPER 4 (5) —WKME , 4-F B qth 525 55 , fI IR E 25  keoxifene, LY 117018, BJF &M , F1
FEHi K55 (Fareston) s FIPUHERUER 25 Lk N M lig , JE B oK AE , LA~ Bk, 55 N S A, AR 42 Fii
MR R T BRETT s 75 PUARIER s 6B SRS s BRGNS ; FE UGS ; SR LE it g Fn-R 40 K&/
Bl s £ AKFEVA T (VP-16) s R IABEIENG 5 22 3455 R C s KFB R s KBTI ; KB I i 4E A
T B e B R /RN s xeloda s tHPEBEER 25 s S H8-11 (CPT-11) s $H$h 7+
BN FIRFS 2000 ; — 580 1 2 521K (DMFO) .

[0217]  FERELESL )T U, 20— M B BRI ) 57 (B an5 AR & e, Jeis & e)
P e, Nl JE , Shi s Je, B4 % J , Tovantinib (ARQ197) , a5 JE , K1l % J2 , Bk &
BRI ER AL A 57 (11 U1AG538,AG1024) , LR I (2, 3~d) ~MENE AT AW (I AINVP-AEW541) , ¥
SLREPUAR (B4t igi tumumab , P8 2 & BT, B JE BLH0, Wi & 2Bk .91, gani tumab, Pi-Z AR H
$i,dalotuzumab, &% K ¥H7, onartuzumab, K1, 7 DLEK #.$7 ,mi latuzumab, lorvotuzumab,
PR Z PR B ) ,BMS-777607,PF-02341066,PF-04217903, AMG-458,MK-2461, JNJ-
38877605,GSK 1363089 (foretinib) ,XL880,XL 184,ARQ197,E7050, &, INCB28060.

[0218]  FEAEMIBH T, KA EME Y st 7 e 5 — B HA M IUEZH
S8, ik FiE 2 2 in Herceptin® , Avastin®,

Erbitux®, Rituxan®, ¥ ABE®, Arimidex®, ¥ 454F R®,ABVD,
AVICINE, Ba] B AR B350, WY g R PG e , BT S A BT, 1 7-N— s P 2 B i — 1 7t HR SeU A R P 2
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%, Alpharadin,Alvocidib, 3-Z FEMt e -2 EE ZURiAR , 2 25 AR %E , B R, $i-CD22 5 55
L PUMIRE 2, B AR B 2 B S5 BT B R NG DL B R, R IR B E]T
BIBW 2992, Lt 37 %1k ,Brostallicin, & &£ 412 ,Buthionine sulfoximine,CBV ({b.%J7
1) AR R RGNS ERE R PR 25, R AR [ R N e VD A
WKIEAIEE , 2 3% 5, Eribulin, AK4E 5 &), (KD & BE, HCH &7 4K, R P FaY , Forodesine ,
MEW , TCEALYT J7 28, IT-101, fF 3E 50 , WK nde 5 kF , U5\ Ff IR e, £F B K 30, Laniquidar,
Larotaxel , RS EENEZ , i EUEH , BOFE e , BRI G , KRFEME G , 2548 5 5 , 2308, B
Je s IREEEEAZIE , PAC-1, T AN (Pawpaw) , UL R , £ 1 BG40 55, MG 25 2%, Bl 5o file, =
E % B¢, SN-38,Sal inosporamide A,Sapacitabine,Stanford V,3# & & &, i iH25 At 7
WIS, B N9 PRWEE , Temodar , Tesetaxel , VUHIRFEHm 41, — - L) iz, thb i, &
F AV, Vadimezan , KHEH T, ZD61268%Zosuquidar.

[0219] My BE T P & B HUVE T A1/ BOE 2R MR e B 10 L 451 A0 25 36 7 45 8 2 3 50 . (151
UNYEAE) B AR R R B N/ B8 G RS I K o AE e St T S M) 2% B ARAEL 2 AR TR 11D 5
SR, 75 EEaR R H 1 RMP) % BARAE FH AT Z 2 AR PN, 1 S e st 77 B FE i &4, H
HOMP B B AR A2 AN FH R o 451 4, 78 e st 77 2 M 3 FEAS AR R 3 HAS R MR 43 48
B UL B A F G TR (91 an 4 i 5514 AT 28 1) o 78 e st 77 X, M 3 A A
7] FF HLAN A M 75 8 a3 43 LU B A AH [R] SABACL R v 97 e 14 (9 an AR M B 1) o 7 e St
77 20 M H A H IR R IR

[0220] >
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[0221] %
a0 .

[0222] RN TERTEIMFEIR A EE 550 7 H R € 55 B ww) M
DLIB AT AR] W BE A A o AN AR N D BE A% B 78 38 24 ) B 5 05
[0223]  fEHLdLspj =, L-MAEF PRtz —:

e /EMI‘:*%\A L
AR M”JLHM; |
et

[0224]
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[0225]

; L X
O O OH O\O‘HNM #
o)
O: 'J’OH .

2

OH
OH

[0226]  FEATATHI A 5 2 5 it /7 2, MAE AR IR A o £E e st /7 20 rh , Mas B 2 ASF Y
TEIRE 2 St 7 U, — AN AR ARTR 1) H— A2 MR AN 1

[0227] KL St )5 2, MAR) B BB R AN ARIR] 1 9 HLE 3 R MR 73 BLEAT T
FOCIARAE AL (FRET) 5% o AR AN / B S o 4511 2, A8 ik S it 7 5 Hh B AN R M
P80 AT BT — B 4 i 4 8 S FRE T BE 3 BUR S AN TR R B 3 o 7= Y MRS 2 RE 8%
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FH AR 803803 88 7 AR N D% T A B8 A A i FHOER I 24 % - TP FRET 77 6 B 7= Ju MEMES 23 B0 4
Wt R AN5-TAMRA (5% 2 VY HH 3 20 P B, B FAME P i 2L 158) Gyl

[0228]  Mm] LA MM AR A7 B (BRD R ) 8 2 0 HARE 0 ARSI E AN TR
FIEMIERE 2257 1 H AR5 ) T B RV TS A ST )7 s O

[0229]  FEFEEEsjti 77 A, 22 /b — MM GBS BB 40 o AT LA AT ART 52 1 A/ Bl s
IR 43, 1 anm] DAASE P A 404 2 260 7R 8 28 AR R £ UVAR /B30 ' 4t i — A A 1)
B  FEA R B 2 P it 77 2 A AN 43 () SE G B FE AR ANBR T« G RERT A1) (BNt 3
D PHH , Oregonsg , BE 4L B Texas2l) ; & W ATAEY (B, 57 , AR T , MARIE T
BUHBAETT) s TR (squaraine) ATAEM MR BRI JT 12 , E 3G Seta SeTau M7 JE G4kt : ZEAT4E
Yy () W PHE R FprodanfiT A4 5 & R ATAEN) s WE AT A4 (9] anink g JEEME , fi 2L 2R
FEE I B FRIE ) s AT AE Y (B an R , B FEDRAQS W DRAQT AICY TRAKHE) ; EERTAHLL
W IR s BERR AT AW (N T 1e 21 ,Nile s, FH My R 55, MER 170) 5 MY BE A7 2B 4 (91 4 Jii 7
BN BERS, MY RE ) 5 05 SRR FH IRAT AR - M, i 5K, FLE & s AU b g A7 A 400 (91 b vy
PR B LT 2R) o HUE RO MR /0 (04 - 35 S ek}, B SR IR &k / B 4u Bk (19l e x , Vic , Nedd,
JoedkTet) ; Yakima?h ; Redmond4l ; tamra; texasZl flalexa fluor® 4ek}.

[0230]  FEARAR[ AT IR MY H e et 77 U, 20— ANEL S = AN ETE 24N 55 BBl 2k 057 FE 3R
HA G, Bl Py AS sl sE 2 A 75 FE e 4 05 L PR B H A A, B & 1 Bl T 2 A J5 Bk el e oy 2
B A o R R s 7 s, 20— IMELE S AN I 2R 4 05 00, B LA A R H e s
Tt 77 T, IR ) A R e S 7 S rh, 2D — ML = AN ECE 2 AR, YA
BEE Z NN, TN ECE 2R3, B 2SN EE 2 AR .

[0231]  fEHELLsy 77 A, 20— MR o 540, 78 HE e 50t 77 b 22 b — M2 ik
AR St T7 A, 20— R 238 AE AT IR ) e st A, B b — M) & Ak
B ST b A5 T R O o AR IR e St 7 S SR R O R 0 2 2 BRI o AE L B R A S
i rh, 55 F 5 o G 2305 B E o, Bl K nT DL B 2034 B A B B R T AN T
HIR,

[0232]  FEARAM AR ZEH (D 85 (1) 4t & Pr H e sy U, 20— PN & 2 b —A4 2
JR o, AR e St 7 AU, R R R A A

[0233]  FEARAR[ AT IR M H e e 77 U, 20— NEL S 2 2D — AN B o 5, 78 R s
it 77 A R B A2 R, S IR T, S, B R g, D R R A R
A R, DT WIBR, R DR, TR, RO BT R BRI B /MR AR A, B, Bl
17

[0234]  FF ik () 46 L & B KR 5 1 St 7 20, 222D — /M R R AR, na Y g i
SR - EE-BODIPY, his—% K& -BODIPY, IY i , B = 2% (terrylene) , BEAS A, NI, 2
FIE, GRS H IRl 2 B AR5 5) R 3, (-9 -l 28— — & 45l
IRAE) R DUICOR , BE-OR FRmEme , — IR FEMEmE  IE 2%, BRIEL, 77 IR (squaraine) , 77 R %
(squarylium) ,9,10-ZBedd BB = B-Z5 350 o 78 H & st 7 U, 20— PR - =Bk
I, J6, R, Wy g , SERG IR, 1Y g , e, E, LU 5k, 75 W TERE P % , B AEME IZ B AT
W) AL T 22 S N, b — M B R YR, BT R gLkl kg B G T s A
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gerl, ETERILIE Gek) , B L L YL R, MEMR RS Juk] , 58 FR B Jukl BUN-T5 3k -1, 8-41 28 — FI LI
R ekl o

[0235]  fFHEdbspmjit 7 i, &2/ — DM, 36, J6— B W g ek 6-FAMEE HATA W) . 7F - 1k
Hesepy A, 20— MMEF TR —:

[0236]

[0237] B QS RIRIEAIFIMER /0 1E LU & 720 (CO2) #IA , AU HAR N s 21
R g B T pHAR AL, 1717 BT A 3K (COH) B G A & Fh it 77 20
[0238] 7R IELLR g St /7 S AL B2k B AR 2 &
[0239] 2. TR RIEHENEDY)

# sEM

R2

@] @] =
YR .
~
I-1 /O g On
"
M

\
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4 M
0
H
N
RZ N R3
1-6 )
Hril 4 by
/T\ i
-
(\N+
0
‘ N
1-7 R2 H R3
W)
HN 4 ¥
I
M
M
HN”
[0242] H
o) o)
RZ
1-8 R3
X
y
o) 0
N+
~ | ~
o) o
0
1-9 H
N
R2 H R3
X L
M~ y

(0243) e R AT R R L I EUR i 0 (D) 425 ST 5 S B3 5
HRE IR 2PT A, 76 B4 STt 5 2 A S x5 ELAC T Hb 2 1B B 4 K, ATy S 2883 K
FA A AE S S T S 3o 28 KA R RORIL 0 A S S o 7 28 St 77 50
MEF) % BLARAE MO HZE R, B LB LN, 17, D° 8D” , R 2 A —AMEN, 17 ,D° 8D” . F,F/
F7 AR B BA R M SR K34
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[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

[0251]

N RAE N IREEH

"7711/
\ O

// b = | TE‘

"D’ RAE N IREEH
O OH 0

0 O OH OO Y\)L’,,;

"D RAE N IREE Y
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0 OH o)
O‘O N
- H O
0 O OH O _,\NY\)J\N/\/O\/\O/\},{
Qg O :
7" “OH

[0252]

[0253]  fEFEdlesij )y K rp, LG AR TR &5 -

H
[0254] “}e‘ﬂ/\/ﬁ\/\/ N\’(\H}‘ﬁ/
o) 0O .

(02551 foildn, £ LSt Uy 3Crh AL AN

O 0] O
[0256] HoN /N\/\/ Y\H H \”/\/ 3
L o] &) L 0] O
\.M 3M/ n

[0257]  JELLsLi U sSUEIRAETHTIA L &9, WG R PR IR A &1, K4S L1
i B angiid o A2 Sty sUrh, ISR (D AL S8R & PR AR LS )5 30, 1-2
AR (D GG EPUR AT T 3, 24254 (D WSS EPiik . R
St 7 o, 3G (D A E & Ehiik RSty Ak, a0 g5 0 (D b S E &
Ui AEFE LS 7 b, 5N (D A SRS B bk AR R LSt 77 Uk, ANl i 5445
) (D &R & ZHUE.

[0258]  FEA PS5 2UrH  BEWE FH S A S S Wil s 4 (D) AL &) o AR B8 5 U5 53X
L X e BRSSP RS, S T S AN 0 S NI M 5 S SSRGS 2
] ) S phy A el ) (D) A SR8 o0, Pl il S o 2 el AR AT S50 IR 5 1 ik (B an 52
IR e ” SN BEAT o AR, £ 25 R ity S a5 (D A s FLRA TR aity (1D
INVEINAER RV ADE

G G

\L1a \L‘lﬂ
3
Rz\ 4\ /!\ P ;
[0259] L2 L'——L4 L3
RT R1
- -n
(ID)

[0260] B SLARFAE R S B AR A, Forp

(02611 G 2% B AR AR 7 b 2 A0 55 i I A 2 A Bl O 28 DR P R AN ) 350 20 i ik e B v
SRS 5 HANSON P R Ao 5

[0262]  L'*, L', LPAIL M) & BARE AR S AT IR (R W e 56, P Ik , I BeE , AT e ik, %1
Wik , R S B % ST IR A

[0263] L% BAR(E S R A 3 — AN B AT 8 23 (K e ik , T AR A , MEARSE , 260
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Btk , 0 I e Bl R R, Sf A 22 /D — ANy FL R 0 AN S TR T

[0264]  RUF) 4% ELARAE SRS M, e 3 B e S 3

[0265]  REFIR %% J N7 M —H, ~OH, —SH, fidik , bfal it , bl , 24 bidit , bi 3 et , i o
B, JE S kIS, —OP (=Ra) Ro) Re, QERHELRPTE A, BIL

[0266] R Z08KS;

[0267]  Ry#20H,SH,0 ,S™,0R4E%SRq;

[0268]  R.JEOH,SH,0 ,S ,0Rq, 0L, SR, K dk , b fEU L, Ze ik, Z e/
FElE , BEIR R /8, ARG 2h /I8 , BRI b 2L , B A QR IR i e Ot , T TR
bt HL K

[0269]  Rafe V475 1

[0270] Q%) % B A AF e 37 b A0 5 s I A 36 (A B AR 4P S B30 29, FLRE 8 5 3 m) 8 20
B E AN S SR RQ T R B

[0271] L’ & BARE L B2 A5 S QIR L B R e B4, B 1) 500 0, 055 5 B8 [ 3505 9 1)
LA BRI S AR [ A 8 A B ] A gk A e B, 5 [ A 28 i o] A g Ak ke 1) A B 1)
FEEAREEE S N —4i0 00 (b & Yn S E 844k A

[0272]  nj& 1B KT REEL

[0273]  fEREsesii Ty b, [l B SR G ik H R K3,

[0274]  SR3.RVEHESMTTED)

B, Je IR e I b
i e ke PR T AR R

40



CN 111465608 A

w B P

[0275]

36/51 T
# &M
— o —
R? ] \N*/ | R®
~
O/ |\O/\/ O/ |‘\O -
11-1 s x O
"
G
= s
P + + O =
:2 :2 |I=|> R3
RQ' \/\/ O/ |\O/j/
OH
X
11-2 /(j
- HI\IJ )3 — ¥
G
St
/N\q)
3
o)
o} c|> o} .I:! R3
11-3 R2 ~Np” o~ |'\.0 -
AN
0
= Hril’(J )3 —~y
G
i
/r :
— c|) p—
2 3
11-4 R‘é/\o/ ﬁ\o R
o)




N 111465608 A W OB P 37/51 T

# f:r#]
o)
R2 ® H H
e« R T
o) o) XL
cdll y
o)
H
N
R2 N R3
11-6 x())
Hrix 4 y
/T\ @
e
e
o)
11-7 > N s
R N R
)
HN™ 4 y
|
G
[0276] G
HN
o o)
R2
11-8 »
X
Yy
o) o
/T\
o o
o)
11-9 H
N
2 N 3
R N R
X
L
ol y

[0277]  7E& st 77 20, 3 E P IR W, L dn 2 ek 75 e st 77 30, 363
WEYH RGBSR A Bt A, R3U AW T RG22k (NHy) o e sty
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U, R3S 0GR 7 I R I - 72 H e ity s rh, R3S P G R iE AL I, EE
BIFIN=2 2 B3 BB IV J F) i

[0278]  HKLubsgii Jr 20 KR )T BRSO E YD, sk AN D — A HAREA R R
JeGERL M 2 20— A BARME R 2O TR 077 AR SO S MR IR &4, H
B D AWV A 0 B P B A P 2 i 1 T 20 B I 2 B A B, HAE RDGEE T
EV AN O N Y S DR R

(02791 7 T2 W, B & AR > (D N EIR &k / FE<5) 1) 25 R AL & 4t ik v A & 1
IRZS (1 41-0PO (OH) 07, ~0P0s™") o ASFUHFL AN 5204525 Fy 1y R A L 4 B T pHITT oK HL )
(B ot 54 » Bt BE Ay s B B ) 2 2B B A A R W S it ) Y B N

[0280]  #EA R By AR I &1, B SRR RTR ML S — A Bl LA
o (B Uk B i 2R T 52 PR FE DU o A8 R it )y s i SR TR L &M iR )T
PRI TR &, Frid T iR A A A 75 R 4 TR A R A5 R (D A a e
Bty (D SR H SV, M B RS2 F I 77 B i 500 1A R0 2B 2 i

I

[0281]  ZG¥pZHEY)

[0282]  — iy AR BELH AW B8 A ST A T St 5 ST — R Ak &9 Fn 2 2 1
A2 I AR

[0283] N —sujfi 7 AR E T 2 NREWIHEY, TR R A A S SHiRE HBAE
BN G AR R L&Y, Kb 2 AR A EE £ /090% Mg My — 17 g5/ 35—
P BRI S B A AR S50, 35 SPURI &R 5 78 5 BRI se it 7 U, 2ARAEY
HAZ/DO5% M &35 — 1t AE G KRB SLiti )y X, 2R EMEA KT 99% &5 i35 —
PE o 7E e St 7 20, REFIR® 2 — & 0P (=R.) (Ru) OL’BRL, 3 AL R Hiiksi & S5 ik
RS BRI A

[0284]  Hesii 7 0 KW E . A AR S AT iR A& AT — (8 %) Ff
ANZG 2 b T B2 B A o A2 SR L st 7y SN, 29 S RC I T O IRES 2 7R 3L e S
X, 92 A I I TS o 725 2 5t 7 SN, 294 & WA & AR SO A FF R & A
BANEFIVETT ) (BAnPT ) o BT y6 77 7 AERR dil PR se iR anF .

[0285] EEMA LR EFEEANE T DR, #EKA, B, 5550, B 4 B il &8
JEL, 3% Bz, 9118, B, S AR 25 o e Ah A T 2800, 11 B AN IR AL, KR BRI
BE TGS, LA B0/ I P I Y R ESL A P R P S

[0286]  7F b 75 A , A SCHER 4L B P LA R BRI AN 2 4 B 107 G 1 5 ks
WA EFEER N B A, FR AR S0 P 1) 70 B e SR TSOE 1) 7)o 76 B AR S 7 U, &
RHC R AN (BN B2 N ERE LA ) BB LN VRS 45 T - S 4h, 183 st 7 5
H, ZPWLE R IR )05 R G 1 G D E A B R R MR DU B 0 I AR Y R s iR AR BT IR
St 7 A I TR B ) 2% B B IR BRI o E e sty S, AR SO IR B4k
A W UL R TR TSCC il U 2, DA RE AR SO sl 7 3, B BAH E] (intermediate) R AL il
FITE AL A H e sty S, A SRR I G R ERA T -

[0287] AR 4 A S BA S it 5 =) 4k A P LE B8 771 R i LA R 9 s EVRTT RN B LR
0.01%1000mg,0.5%100mg, 1 5= 50mg K , 15 45 40mgde K [ 751 B A2 7 S ke iz i 77 = b e
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77 S5 o s Y M 7 B 10 28 30me 5 0K o K A 77 B B T 45 254, 48 T SRR
BTS2 E  Fria T 2B AR =, IR R I ) i FE A2 5

[0288]  fERELLSf 7 U, AR WML S LR 4 T o — Ok U, Brid 5 24 K 8 5 v 5
A5 v I A RS S DAASE BRI 51N o 2R T I A7 A8 P L A% o BRI R ) A R B A & Wi
AL a7 S .

[0289]  fERELLsf /7 U, AR WML S UL 2 A& 4 T AR LSt )7 b, 4 2 2
L), PRI =K, DI, Tk, 7N IRECR TS RER AR e Skt 77 30, s 45 245 2 )4
RO B2 TR B A 1, BRFR R LK o AE 3 —SE2E 7 20, A A& ) A0 3 — 1) — i
25T A LR R BA6UEER AL X — Lt 7 N AR IS A 28 T RE 8N T 407
R AE N —5LJi 7 A, B T2 T216,10,14,28K, 240 H, 64 A, 814 . 78 F- 2815000
N 1T BN R S A B4R 24

[0290] A% BAAL & Wit 77 N 25 T W] DA% AR B RR 2k AR R B st 7 A rp , AR B
Ve T2711,2,3,4,5,6,7, 148028 K AE R L5t )y sUrh , AR WIL & W28 T/ 128,14,
7,6,5,4,3, 281K  AEF LB SLE 7 2Urh , AR IS WILE P 22 0 el B A b 25 T, 491 2
T8 BCRHR T o

[0291]  FERELE S 77 20, AR WL S LA RS T AR C A2 B T & 2R
BN 15 32 R AT AR R 25 24 7 R A MR R AR YT T e /7 1 o« A K AL S ) s
it 77 2 R4 25T LAE S AR A T 2 a0 H LSS 75

[0292]  FEJELE S Ty 2rb , AR SCHEIR )40 S P 15 i B 24 W 26 4 o AE R AR STt 7 =
MG UL T XA — Fhell 2 A B 2 b n] RS2 B AR BC i, i 3 84 A0 35 TR 77 A
B, AT T AL S M A B Dy R 8 24 FH ) 1l 711 o 5 3 ) T AR B o T e R I 45 2 1k A%
FEAT 24 2% B AT RESZ I HER , B A AN I 751 0 R o B FH R I ) A SCH IR B 29 A &)
Remington:The Science and Practice of Pharmacy,Nineteenth Ed (Easton,Pa.:Mack
Publishing Company,1995) ;Hoover,John E.,Remington’ s Pharmaceutical Sciences,
Mack Publishing Co.,Easton,Pennsylvania 1975;Liberman,H.A.and Lachman,L.,
Eds.,Pharmaceutical Dosage Forms,Marcel Decker,New York,N.Y.,1980;f0
Pharmaceutical Dosage Forms and Drug Delivery Systems,Seventh Ed. (Lippincott
Williams&Wilkins 1999) .

[0293]  ASCHEBEAMIH G, G5 Gk (D A S WA 2 57 F AT 252 KRR R 77 2 2k
I AE RS2 7 2Urh, Bl A S e b &5k (D b & 5 ETE IR & 1) 2
MR EWEE T AEBR ST VR o A SRR R 15 TR A AL, LR T 1 SO B &7V
Iy AN TFI G o A ARSI 7 20, 25990 & W dE — Ml 2 Fh it (D a4,

[0294]  Z5W2H &N A SO e 4t (D a5 e 4 o b anddoda , 720 570, i
FEFR L 23 B, B, SRR AN/ B BTE TR & P o AR R e S U7 b, 29 A S W EAS
T RAE YL T A VK AL S A SR BER IR T )7 VA B A I8 0 R Be st 05 b, KR oy
ARE AR 454 (D) W EWAELH SV 45 T A 11 T7 R B g sl =
TR LI FL B o AE BARSE 7 0, WAL SR N3 AR L it 77 b ¥Ry B A RGE:
Bk -0 7 B, 32 AR S AR R B Bt AL & W0 RCRe AL B R 3R AR A - AR Sk
G W) B el 5 R S E Dy 4 7 1) — Fhel 2 Flia 7 RIS 48 H
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(02951 f£—FpsijitaJr A, —Fhek 2 Fhai# (1) A S PORC BIFE R - A B AR SE T 50
e KV B A9 i A 3 A AR A B G R L UnHank P T MRS VA VR EIAE BE S B K G2 P AE
Hegset r aUr, —Fhe 2 Fh g i (D A& Y dil A T2kl i 245 24 2 B AR S 7 s
20 ) TC 1) 79 B, 475 0 T35 I e 1) 23 71 o AE AR SO IR (R A S e ) T e B A
S R e St 7 3 3 4 K ) 7R R A K T R AR AR R AE ARSIt 5 3G, TR TR
EFE A B A B G R/ BRI 77 o

[0296]  #£ 3 — st 5 2N rh , A SR AL S ECH T D ARG 25 @ RE e 5 5
N 2427 b R] 4232 (0 B BB 7R 28 5 SR T 1) A4S SCR IR B A6 5 0 o AR % b St 7 S, A
SCAH TR )AL D C A 1 ARGRI Y LR G R 70 A AR U R R L RS, AR
HF Bl 1) HETL S BT o

(02971 KLty A, 1 ARAE I 2 W R FR0BRAT 40 < 2 — ol 22 P [ AR TR 771 5
R PO SCHBR AL SR & AR TR G, A IE BRI 2 e (R A
5) AEBRRURLIR & V) LA SRAT Fr 7 BBE RS o JU L 5 38 B AR R 712 BEORHEE B o, g
R RERE , T S I L B s 27 4R 3R 50, B a0 KT N ZE e  RRTE Ry , R ETER , U
J2 BB AT YR 3, R £T R 30, FR kTP R 2T 43K, FR W 2P 4R 300 L e ke 4 -
RO FEME L i (PVPEG SR SERR) BB IR A o £ B AR St /7 Qe , A28 TN o A 5] o o A 571
BLAE B UNAZ IR A AR P 2T 4k 2 AN, T8 AR e Bl » g IR L £ b e IR Y o
[0298]  7E— et 77 2, 77078 bb A 7R R Fr 5 E — b el 22 Fiod B I A AR AR AR o 72 L
RS 7 2R A B U T B AR B o A VR 1 5 A A 2 2 B Al Az A R T
A1, T LAGIEME S e, R IR, 5 2 %, AN/ B SR A R SRR L, A3 B A AL
WA TR S . 1T AR R BB AR R GO/ B 2O A BA L, GeRb A/ st
FALIE SRR E L S B A F A S

[0299]  fEILLESItE Ty 30, VR 9T A R Y 28 20— P A S IR 1 AL A P T A RSH: B E R
o 1R LA, B R 1) B ) 4 NFIL A (push—fit) B3, DL K B R AN B8 550 LL 4 H sl 1L
AR A RS PR S R o A ARSI S HENBC 5 I S AT s TR AN IR — il
B2 AIEURL o SEURL AL A5 49 A LB , R 45 70 EE Gy, AR/ B g 77 B dan Ay B IR 1 B AN T
e AR E 77 o AR e S 7 A, RS A TE T BGE T Tl ERAR R R A
AW 3 B AR AL AT G — o 5 2 Al g 5 3 VDR A s B AR 3R £ o R AME IR I
FasE T o

[0300] 7R &St 75 A, VR YT A R R 28 2 — A SCH R A6 & B il FH T s R
2024 o 38T T i 24 A T R 3 5 T e R B B A o A e St g 3, AR SO
A P R T P B AN S 7R A 3 T I B4 S A A TR AR o A B AR S Bt 5 35X
HH 3 ARG £ 7R LA BTS2 (190 G 22 B0 ) BAE 25 77 B 7 A TP S I o AR 32 1] 3 S R A
B B 77 o A F e St 75 3, 29 WAL S VIR 00 IE T B ANES R, Ho i sk
B AR IR T R VRV T VRS TL R P 8 A1 S TG 1 751 e 5 A R ) P A B Bl
7R E 7RI AN/ By WG] o A8 ARSIt T 3, fi B Ah i 24 10 24 WG 11 750 B 45 7Kl i 8 30
EVEAC S WD KT AR st 7 b W TR S (B an S5 4 (D A &) 1 80 1)
B JIE 4 R TR PR S T o FH T AR S IR 1) 24 WD A5 D ) B 2 T T 7R B P R A 4
QP I A T 22 R e 5 B T U R T et R < TS EH il = AR AR o A AR S
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it 7 A S 5 KR B RS A N RORG R S5 LU R R S 2T A 20 1 AL s
JRERE T o A3, 8P YR 25 A 30 B ) R 791 B e 5 A € P 1) M 9 ¥ ) 6 v 2
IRAGVEI o Tyt , 78 F e it 7 s i PR 0 AR 3, R e 43 F T A& B A1 1)
UG T o A K A3
[0301]  fEH &St V5 30, 4544 (D AL & VR B 48 T o A SCHE IR A A 5 P ) RS 25 i ) 78
2e T HIH AW, LA, B0 VAT B, R, 25 S8 2578 , AR BB 7. BiTid
LWL M I 5 AT BT ) L REUE T 5K JT RGBT G R AT JE 5 o
[0302]  fEH et )y 2, 454 (1) Ak & VIBC il FH 38 B 45 24 o A2 BAR St 75 30 a8
PC 1 7505 Y 328 Rl 336326 % 5 A3 g 338 326 i 7910 ATV A0 2 Y8 A R / B0 73 15T 2R 5 P BOKE  7UFD 28
TEH SPL Y B 1 ) TR T o 25 il 5 2 PSS S P T 24550 F) S 5 L K sl el 4 75 3
I AT S T 3, 5 (1) A& VIR 38 B 8 i L & 138 AU 77 S Rk s L. A2
ety 2, 3 R W SR A i (D A S PR 242 o A8 B AR S Uy A, sl 4 A%
i B o R A 5 P S A R 5 W T B I i 2 W AT % o £ % 3 S ity 3, i
5 577 FH A IR AT o R S 8 750 2 A 00, 358 WAL 10 245 252 I R 2 52 () ke b e 3 B JEK )
7l B, £ — Fhsg ity b iE B B 2 A A RSB0, S A S YA EE T
BRI i 26, A 11 2 T g o DA TR A 5 LA 52 42 LT 5 P Jo 4 A S 1) B[R] B 227
RIS BL SR 125 B E 2 BB BT
[0303] 7R e st Vs 3, 45 (D A G YIBC i A TN SS 24 o 38 TR 45 25 ) 5 R e
BAEEAR T35 1557 80k K AR 457 (D AL S 25 S NI S s A &
LA 55 7005 25 9% 305 (e b s ik, LA o A 2 5] (1 — Sl — 3 e, = SCIRUR Je » oe
SEFRSE > AR BCH Bl H ) o AR B AR ST 2R IR S R A AR R R eI I SR A
I L 326 3 T B B R R o A RE R St 5 2, 9] P RN 25 BN 45 P B J PR J 5 A 245
{7 E A 9 75 A A B DR BB AR Jo LU 2n LB B A AT 540
[0304]  fEH st )y 2, 4544 (1) Ak & VIBC Dy B i 4 & Vb anE it Bl , B
itk , B U Z 5 AR TR R AR 77 o O B QU M), JE 5 A A 7R LU ) ol L
©H R LR A R S L U 5 20 B g Be B L PEGEE o AE AL S MK R I A AR
W A ELANPR T R B R H B AR i 55 2 A A R R] il E S A
[0305]  fEICLLSIt J5 30, 294l S VLR H 5 30— Pl M AR B 2 b R 52 1Y
o TR 7R 70 ) SR RC ), LA AT 6 K3 VAL & W Ak B D g 24 FTE) 1107710 B 3
P TR T I R 10 45 20 3845 o 3 B AR e 5 AR A 242 | T S2 I BOR , AR I 7
WL (D S 252 S YL HE T 2, B s IR &, T, S50k, Il5E , B2
B REARIE SRR O
[0306]  Z5W)4H G W B4 /b — P24 5 b T2 52 B SR, B B 7 BB 77 A 2 A — Feh AR 3L
IR i PR R B A5 (1) A o T P o S 30 0 R Bl B I 3, B2 2 B T 252 1 2
T3 e MO, A SRR 1 TV AN 25 W) 2 & ) B AR A NS840, Y (R O 2 S ), DA
JX S b A YT B ARTR SRS P I S AR o A SCREA 1 A6 A P 1) 430 AR S p A
FEAEAR ST S VIV A o BN, AR SCHEIR K40 & 08 i R I I R AL ke 5255 F
RS2 WAL WK 2L AR 3 A ST S PRI TR B AR SR T
SRS, 252 G AT i B3 e e R S s 2y 2t AR R 5 B G R 7R R 7R T T B
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AT A HER) AT IE TR 2 22 vh ) A/ s L e 252 B M E R

[0307] il &% A0 &5 A SCHE R A A& W 4G W0 ) 7 VR B FE AL & 1 5 — Fhal 2 Fs 1)
2457 AT 4 52 R RO 770 B AR 1) 50 B [ A - [ A i A » [ AR 2 & M B s A AN PR T4
AR FFR, BT o B R R, e 3, e S R AR ) VRS A A P B FE S A L AR VT
A PRI 8BS A A AR SCA TSV NG B R BN KL 1 B VA - F- [ 4
HAWATEAEA PR T 5, =207 VRORH R 77 o A SCHA IR 1 25 W0 406 W 1 T XA 358 Y AR V3 T B
VTR, 18 T AR A FH ATV A R TR AR R 1 AT 2, B FLIE - X S S Y iR & A
VR BB IR 0 B A B o b i R B LA 7R S pHEE 775

[0308]  FERELES T AU, 8 2/ —Fh i (D) A& W 251020 & s 19114 52 9
T, Hod i GRAE A TR R BT B 2 b o — ok U, 44 & I E i TR B E:
FREE T RIS OLT 5 28— 8B 70 iR £ T A0S 350 53l 0 BURDIR R B AR AR T
PRBE i o AR Ll St 7 S, VA AL A Y B A B R I 1 7R o AR L e St 7 b S A
e KR .

[0309]  FERELES T AU, A B K BT W & — el 2 F R SR N B R A H
(1) 5 A W AFE K AT B 3R G WD LG an 2 4 5 58640 , 1 T o8 TR R R R - 4 25, RO AN T 1 3R
E L NS BRI S R LI SR B o AU IR B S L 25 W AH S AL S R IR A R R S ) 1k
H IR R A 4e g, R (NIRER R G 58 (LN AETR H R , SR N A eI , 28 R,
PIRER/ NIRRT BRI R, SRR AN A0 e b T

[0310] 5 I 25 W 4 & Wt AT 126 A0 355 38 4 55 AT 5 Bh &5 0 (D) A & W0 i - RE” S8 i
A7 — M4 5 1ER T R ik 1) 140 Jise o AR s VAR P 7 o i ] 2 52 119 | ) 1 3R T 3 1 77
1 58 1L AL BRSO R FHAR M9 771, i B % 45 FHIR FHPT 4252 1) %, 3R & el an 28 ¢ — 1%
400, F1 Tk

(03111 74k, HM 25 G VAT A3 — Pk 2 FhpHiE 55 75 g ph ), HEERLL tn 2,
R, IR , AT R IR » FLIR , W IR AN R IR s L Wi S 8L , R , DI PRB , MR BR 4, LR
LR AN AN — 2 5 F L U 8 Y o 5 N2 il LU AT AR IR / i A Bl Bk IR S AN A B o PP TRR,
Bl PN 2% i LA 75 2 B 4 B4 DL DR KR 2H A W pHAE nT 32 (MG L A

[0312]  #ishsth, 6 FH A& V) AT e (045 75 20— Phal 2 Fh R W15 2406 V0 ) ot &
B BEIRU FEAL T 0T 4252 B Ya L« B R 6 B0 4 B 8 L B Bl FH 28 1~ AL )  Fr i R 2
PN MR £ IR £ B IR £ LAk IR A Ah LR £h L AR R 2R B i PR A 3R B - 1 R
& B SR TR FAEN, AL, BRACERER B , PR R U A AR R 2

[0313]  H&H HRI 25424 & WAT 1k i L35 — Pl 22 BT J85 70 DT 0 i 4 A 3 12 o o e
(R BI7 &3 750 4 2 ok 0 I L R 8 ok (merfen) AR MR ; Fa B L) — B L& =4 ik &
WL N ZRFL S 1 7S fe g = Y B R e A P b S

[0314]  H&H HAH GV EHE—Fhal 2 MmN g ey s e el H T HE R
] o 3 TR 1) A 18 T e ) A 9 O AR 0 T I et 5 ATV AP it 497 2 2R AR 20 (60)
B JRR I 5 B AR & A e T AR o O R T A5 G < R SR BE 104 3 R SR 40

[0315] &g HZH & W s 2N AFE — Pl 22 Pt S A0 ) AT 1 5 A 27 e 1 o 1 LI
S TR ELFE 51 an Ao R i R A VDR R 4

[0316]  FEFRELES )T A Urh , BK BRI A GO BRI ERN A ] HE AR AT 5

=
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16 M A FH 22 70) B T PR A A 2R 2, AR 1SN AL A b i TR A S )

[0317] 7R &FE ity A, A8 B K 25 9040 & W0 ) Bt 18 R4 . i o AR AL 2 A 5L
A I3 15 A P AR R 1 S 48] o A e S it 77 = Hp , A5 FH A LY 711 B N — R R ngs e
il o FEZ A St 77 TP A SCHRAR R 40 & W) R SRR R SR a3k , L an & B V6 97 77 D [t 4
B 7K S W 22 MR I 0T o AR ST T P PR SR TV o3 o AE Rl St 77 U, R AR U 2
TR A P RF S B 2 AE 100K P 37 25 B TV 97 7RI A 22 M o AN A= i 27 2 e 1, 48
W R R AL A SRR

[0318] 7 B S 77 T, AR SO I 1R P 1) 57 B0, 2 — Pl 2 M S8 AL 1), e JBBE A 0], &
BREEAL S AN/ BOH & — MR e 1) o B A28 77 B S B L FE(HANBR T2 (a) £90.5% 2£2)2%
w/vH I, (b) 210 1% B 291 % w/vERERZER , (c) £90.1% 2292 % w/v A H W, (d) £51mM
F2)10mM EDTA, (e) £90.01% £ £52%w/vPidh il , (£) 0.003% ££J0.02%w/viR L AL
80, (g) 0.001% E£J0.05%w/vE I1FL[E20, (h) BRI, () FF &, () RERA ehEEt, k) 37§
WIks, () KRBT EFER, ) ZMHE T8 fe:: 5k (n) SNIKHS .

[0319]  FEELb syt 77 X, 29 & Wb SE A1) — Fh ek 2 F ik & MK B2 /17100 %,
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

[0320]  #REAEuEsjf X, —FhE 2 Ak & 00 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% ,5%0.0001 %w/w.w/vELv/v,

[0321]  FERELESE 7 20U, —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% & KZ127% , KZ10.05% %2 K£126% , K£]0.06% & KZ125% , K
0.07% 2 KZ124% , KZ10.08% £ K#£123% , K£10.09% & K£122% , KZ10.1% £ K4
21%, R#£10.2% B K£20% , K£)0.3% B KL19% , K£0.4% B KL18% , K£0.5% &
KLALT%, KZ10.6% E KLA16% , KLA0.7% E K2)15% , K£10.8% & KZ114% , K%
0.9% & KZ112% , K211 % 2 KZ10% w/ww/vELv/ v,
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[0322]  FEFELES Ty AU, — Al 22 Mk & M I BEVE TR 2 DR 290,001 % 2= K £4910% , K
£10.01% £ K#£15% , K£10.02% 2 K£14.5% , K£10.03% FKL14% , K£10.04% £ K
3.5%, K#J0.05% & K£)3% , K£10.06% & KL)2.5% , K£0.07% £ K£12% , K&
0.08% % K£11.5% , KZ10.09% & K£11% , KZ10.1% 2 KZ0.9%w/ww/vEkv/v.
[0323]  fERELe s Ty A, — ek 2 ik & ¥ 845 T/ T-10g,9.5¢,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¢,1.0g,
0.95¢,0.9¢2,0.85¢,0.8¢,0.75¢,0.7g,0.65¢,0.6¢,0.55¢,0.5¢,0.45¢,0.4¢g,0.35¢,0.3g,
0.25g,0.2¢,0.15g,0.1g,0.09¢,0.08g,0.07g,0.06g,0.05¢,0.04g,0.03g,0.02¢g,0.01g,
0.009g¢,0.008g,0.007g,0.006g,0.005¢,0.004g,0.003g,0.002g,0.001g,0.0009g,
0.0008g,0.0007g,0.0006g,0.0005g,0.0004¢g,0.0003g,0.0002¢g,5%0.0001g.

[0324]  fE R Loy 77 b, —Fhel 2 Fiik & ¥R &K T0.0001g,0.0002¢,0.0003g,
.0004g,0.0005¢,0.0006g,0.0007g,0.0008g,0.0009g,0.001g,0.0015g,0.002¢g,
.0025¢,0.003g,0.0035¢,0.004g,0.0045g,0.005g,0.0055g,0.006g,0.0065g,0.007g,
.0075g,0.008g,0.0085g,0.009g,0.0095¢,0.01g,0.015g,0.02g,0.025g,0.03g,0.035¢g,
.04g,0.045g,0.05g,0.055g,0.06g,0.065g,0.07g,0.075g,0.08g,0.085¢,0.09g,
.095¢,0.1g,0.15¢,0.2¢2,0.25¢,0.3¢,0.35¢,0.4¢g,0.45¢,0.5¢,0.55¢,0.6¢g,0.65¢g,
.7g,0.75¢,0.8¢,0.85¢,0.9¢2,0.95¢,1¢g,1.5¢,2¢,2.5,3¢,3.5,4¢g,4.5¢g,5¢,5.5g,6¢g,
.bg,7g,7.5¢,8¢,8.52,9¢,9.5g,810g.

[0325]  FERELL syt 7 :Urp, — Bl 2 Bk & W 20 H 720.0001%10g,0.0005 % 9g,
0.001%8¢g,0.005%7g,0.01%F6g,0.05%5g,0.1%4g,0.5F4g,841 % 3g.

[0326]  VRIT ik

[0327]  FEF &S /72U, A1 FH 00 77 5008 SO0 0 B0 25 b 07 1k o AR NZ -, — s i g
GBI J5 1%, BTk 7 iR AR ) A /R 323 46 TR T A AE IR YE A LA TT
S5 it 77 2P A — ) A B P BRAR 8 AR SO T B S 7 sUH AT — R A S, e B
ML TR BT B B R AR A i MR B 00 o AE R S 7 2N S R 2 T iE T M
& EH ML R R PR

[0328]  fgi 4, 76 B 26 S U7 U AR A TSR T N IR U7 AR IR, 2 K MR RER
JC TR 5 32 Y T A e T 2 B O B0 SR/ e, G, Sk vk 2 A e
A9 , SR IR LR B N A5 B, bR, AT S e, AR, SR AT e
JeE , SRR I B A M, 2Rk R) R R, g B SN/ N e, B4 M, AL, SRR B
R 22 R BEIR , /NN B A S CD22—BH M BT M ST , 28 7 G bR 2088 / 160) 285 4 A 41 i 9 2
Je » BRHER2—FH 7L e «

[0329]  HEebsiji 7 I8 Kia 7 FLah (B A\ 28) Hhid S8 58 IR A5 16 7 V%, L ALHE ] By
R A% TI6IT A BRI SV B2 5 b a2 1 3 R AT 25 VA e K-S
BURTAEY) o AR FE LSt 7 SN, BTk 07320 KT i , L an S R RE T B 0, T A AR E
JUEE bR B U, ATDS—HE S e (451 G ik E2 988 AN U5 PR AR T Do, L R e, B2 T2 4
N g, A5 S Y R A, R AN A IR, I e e, v e T R e JR SRR e, LR
SCRVE R AR R IR LR, SR, AR SRR IR A, VR IR PR, R A0 R SR R IR ES R, 2
Jee, ) LEE 0P, 8 2R, o0 IR b Rg L 1 PR IRk S 4B i 3 P (CLL) , 12 PR REVE B s (CML) , 18 1%

S O O O O O O
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BRI A A , 4 W, 45 L, LA , R R T4 B bR R R L T A 5 IR A 98 (DCTS)
JVRJi6 IR , NS, ¥ 57 P9 e , =5 8 TR, B e, SR 4 42 20 R , Ewing PRVJRE , i 4 U 2
P JRg , 1 AR A R 20 BT , IR S , i B AT IR AL 2R A B e, N 380, B0, B i 380, B g
6] J5 988 (GIST) , R 4R MR , S G vik 5% A L 0 e , 22 B A PR (3 s, Sk 300, /o MU RE , FHH92E
FE AT REL IR, R e B PN SR LR R A B R, B N o IR L R S AN
U g, FE 9, /N JR AL 38 (LCTS) , Jilides , ik B 08, % 8 1) S5 IR 350088 11 B R PERR B , b 2R 18
(midline tract) J&, &, 2 RVEWN I IR R &AL, 2 Rk MEE BER / L3R i fo e, B
B B RER AR R SRS AE B RER AR /B RER TR, 2 R B R, M o K A B g L
PETE] B 980 5 B B ST 21 24 4H 23 40 B R0 R v PRV R, e s R B 5% S0, S MRS, 10 22 4T R,
BT AR IR , AR /NG e (NSCLC) » 1 s, Jo AR 10 g, 1 PR, O S8 08, fgdes , FLSkoR
SR, AP TIR , B 5% SERT B e, B FRODR e ) 250, VO , Y I i 4 P 98T, Ji A A X
I 240 (CNS) WhEL I8 , /T 5 e » B Ve, R AT A R0, RSCAORL ) B 200 g , R SN IAI IR, e iR
S, BE TR, B (0 6, /Nt M g, /0N e, A ZEL 2R PRJRE , T— 240 R ik E 98, 52 R, TR IGR
I J T R g » DR R B B RN PR RS AT A M e , Wk R R AN R, ) LR A g L IR
TE I, T 5 PR, B, AN E , BR00 515 3 0 RRE o 78 Rl sy SN, Birid ORI iR
I M 1 o B o A L G R ) R P A A (B an A B ), FE R A, mlRT B R (G R P T
FIRRAER (BPH) )

[0330]  REubqy | st 7 AR AL VR T Il 5 ik, iR B A R B2 R E S T A
R WATA IR R IR AW (B & H I 254 6 ) o 70 e izt 77 = Mg A2 B /N 4 i
fitideg (NSCLC) , 51 G B e » S5 bR 4 o it g 5 K 400 i i e o 7 L2 Szt 7y = g A2 /) 47 e
St o AN A B W AT IR ST 1 LT Ml e 4SRN PR T MR e, a8 R 23 AL A

(03311 AH N -, 78 i 75 ¥ (1 38 e iz it 77 2 b, R0 75 5 L ) 350 4 Bb it sl 40 g
TH SZ ARG ST SE B (P & B A 1 a0, 3R B AR R 752 44 (EGFR) #1511 770 , R4 B A= K [
T-52 4 (HGFR) $I771), J 5 2 AE B KPR 752 A (TGFR) k| 771 , 1 B8 25/ T » SMETHI i 551 o
[0332] FEEZE W 290 A, Hike S ST,

[0333]  ARSCAL AW it 77 M o] B AL B 0 5 ik, B E AR T 254958
SE R T s EEIR T 29I 1% @ AN T s UL RS W RIYA T s LE an I i e -

[0334] PR T _BIREZ Ah, 5 (D) (AP sty =UnT T & Fh2z R 7 3%, S S EA
B T« 3] darv e b 75 45 440 (1) Ak A 400 mh 60 B [ 350 40 BL o Ak sl b s 0 2 45 4 Je 4 B 1 e
Y HEATERE VR TT AR AN/ BR 25 3%

[0335] Rtk siifn 7y SNH , VA TT 7 V2 B AR VR T TR, G iR A A 5L A e gRe 44T e 2 A . 7R R
s it 5 T A, R4 i B VS R A4 1, 0002100, 000, 1,000%50,000,1,000% 25,
0005244, 1,000 10, 00032 A 1) 2 47 o (51 Gt , 7 5 e s it 77 =0 Pl 40 i EL A A i £ 1
000, £710,000, 8¢/NF-100, 0004 52445 .

[0336]  ffil&& 7k

[0337]  RIERAF G0 b SCHRER S5 (D A SR s 7 =X, A b s g5 (D &9
HIRVRZ VR L L L2 L2 LA MAN/ Bn A8 & 1 38 (0 AT A 5 s e 1%, mT DA 3 5 45 4 (D) fb &
Wi e st g SR/ B B DA A b SO R B AR I8 (1) A e B szt = Be Ak, an 5
15 B ARSIzt 5 20OR/ BBCR) LR AR SR AR 2R VR R LA L LA L2 LY MR/ B A8 2 1 H T
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REIE B R, P AR A5 B T AT DA B A STt 7 XA/ BRI 22 SR MRS 5 I HL 3 A ) R ik 31
RMNET A KT E LN .

[0338] N ERMRAEA YA A5 R, BT iR U UARE AN/ AR B i 20 5 A2 T BL AR VR, R BRI
FhoTHRIRF A E S o

[0339] A FE AR N 1B RN TR B, 5 A SRR L A2 v vp [BMA A S W0 B e AT LLRR
BOE B AR EE BRIk B RE BRGSO SR R IR - R AR 1 18 H AR B 2 A B
Fif = ot 2ok R ek o i Bl 0 e R R Ak b i (g1 it T R B R R e R, BT R R R
Tk ot ik G = PP L R A e 58, DU MLl i , i 5 o G B IDR RS ANIICES 1) o B PR AP R ] 3 L
TSR, R R R R SE SRR R A B B4 -C (0) -R” AR R bk, I7 HE T
FRpe L) |, 0f-H AR AR, =R RS ORI I I B AR B 2 B B i e i , 05 R ml 07 B L B R
PR LA AT DL FEAR AE R DN B 25 LR AR U ER N 51 C A A AR SRR I » P/
PR AE FHVEA AR T-Green, T.W.and P.G.M.Wutz,Protective Groups in Organic
Synthesis (1999) ,3rd Ed.,Wiley. ASUIREAR N o FAR OR 47 3 [ 18 7] LL 2 58 & P i
EC anWang 4 i , Rinkdtf flig 80250 =28 F -G p i

[0340] 5341, DAY B Bl ek IR 2N A7 AR ) 4 A K W A& Y Re g al il B 4 e AL sl AL B
BB A B A S AR N 53 O 0 ) T VR AL B A A N BAT TR 36 o A R WA & 01 36 e % i iod i
HER AR Iy EA T i B e iR T =X

[0341] ik [ W 7 5 i B o) 28 A R AL B WK s YA D7 02 o I B AREAS AU R N B AT B
RE A% 30 ARABL 7 V2 B0 e 20 S A AU AR N 53 R B 7 VR R ) 46 X Al S ) o 3 9 P
R AR N B RE 83 FHIE 24 I AT 4R 20 53 TR A0 75 ZB M5 B S DA 5 40 A AR B,
()77 il & IR BAR S i N i e gk (D a0 185, W46 4H 45 7] LAAS 3 R IEEE a0
Sigma Aldrich,Lancaster Synthesis,Inc.,Maybridge,Matrix Scientific,TCI,fll
Fluorochem USAZE B ARG A H AN 52 5 FIH K & i (B WAl inAdvanced Organic
Chemistry:Reactions,Mechanisms,and Structure,5th edition (Wiley,December
2000) ) B AT AR A BH I 41 3R 1) o

[0342] SRR SEHt A7 ) H 1 A2 25 451 15 B 17 R RR ) o

St 1

[0343] — K51

[0344]  THAINMREE P 7E JEOL 400MHz )t S {3 L3k 45 - 'Hik Bl FITMS {2 LL o [ ARHPLCH A}
B FHWaters Acquity UHPLCRZHAT, LA 2. lmm x 50mm Acquity BEH-C184F, fRF#E45
C. FiiE s HrfEWaters/Micromass QuattrofdiMS/MS R4t (FE NAUMS) _Ei3E4T , FMassLynx
4 VR T Y BILC/MSHIR B A /2 100mML, 1, 1,3, 3, 3- /S8 —2- A B (HFIP) ,8.6mM=
LN (TEA) ,pH 8. MEMEELIZ FRT 447 T HAgilent Infinity 1260UHPLCHR S 74T, Bi A —
PR B R DU R0 2 1 SR RE 52 6 ) Aapptec®Spiri t™kCI8EE (4.6mm x100mm , 5um
FIORLRSE) o BOR AR SHRFESE B /ECary Eclipseif 6B it ¢

[0345] A= | RLAEN T BB B A AE BV R AT BRAE A BB .

[0346]  Sjiti {51

[0347] & RSAR I 25 -NHSFNZE A= -NHS
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O
OH  NHS,DCC O,
o) —RA T o)
O

A B3 % 5-NHS
[0348] z
SO T
0o .
? =R T
Rt A4 -NHS

(03491 A7 55 ~NHS AN ZE - A5 -NUS FIbn tHE AR IR 26 1 5 1o L RIT, 5 A 38 55 AN 25 8 A7) Tt
T R PR FNR S YN, N gﬂaﬁﬁ?}% % (DCC) ANN-F2 R AL % (NHS) -
SRR T AT AU i A T JR S5 D Bk o ATV S5 -NHS LA BA 2 SRR 2R 5 1 45 7 o

[0350] it 512

[0351] & RATIESF R EY)
\ |LH2 n 75% DMSO

Bl B2 4% ke
[0352] BA MgCl, o

= —
I
3

[0353]  4n ST BiAE P s , s Ja PR S A 4 (9l an B A R e B BE 1) 5410 & 55 -NHSAH
W% o [ 2 FH IR 2% 1+ 1) & S AL BE T Ho0 / DMS OV & W 134T o S 87 i Ty 30 48 A 1% 233 20 I 28 %
& B e, SR AP 7 BRI 77

[0354] Sy fpl3

[0355] SRR ARG

/ \
\ ,LHZ )n 75% DMSO
o SRR 7+ e
[0356] et MgCl,
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[0357]  4n ST BiAE P B , s Ja PR 5 A 4 (9l an B A R e B Be ) 5 25385 A2 -NHS{F
% o 2 2 FH IR 2% 1+ 1) & AL BE T H20 / DMS OV & W 134T o S 87 i Ty 30 4 A7 1% 233 20 I 28 %
& B e, SR AR 7 BRI 77

[0358]  sjifyl4

[0359] & k% FE bk A -NHS

0O

OUO‘ "G O‘O‘
o
[03¢0] 6 o on O\O‘NHZ 2TFANHS O O OH 0 \(\)j\
| Dt‘,;i \O
o

“OH

% EWE =
% %tbi-NHS

[0361] K Z L B 5 =S RRIE-2,5- ZFi O N, JR AL S R ER 1 18] 44 o FH TFA-NHS Rl Bg
AL R A, R AL 2 2 b -NHS

[0362]  Sjitifl5

[0363] Aﬁfc%it[ﬁ%%’éé%

@UO‘ o
O
0 O OH O M 1 1 ]
\O NH2 NH, NH, NH, NH,

% Fi E-NHS J

I
[0364] NH NH NH NH NH

fo

[0365] %Yifi%%é.‘%—'ﬁ%itl:%—ws{%ﬁ%o}if“m#ﬁﬁ%ﬁﬁTHEl’J/ﬁ?‘J/E% Yk skgs,
JR IR 22 LG AT AE I A BRI A BE o 4 38 IO 2% AR B0 45 35 A AL ) 2 &, 38 0 S B il
FEFIIAA e FE R R BN (SDS) LA FE Bl S M

[0366] =i fpl6

[0367] &Rk Z Fb E-PEG-Z A M)
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o o

O
Na\/\o/‘vo\/\NHz . Ng\/\.o/\\/o\/\N J'l\/\n/OH
H
6-2 O

6-1

0]
N o] O
EDC, ACN 3\/\0/‘\/ \/\NJ\/\rr
H
0]
F

HO F - F
F F
o + 00@0
OH O \NH,
D"}

17“% $7mg  : o

OH
e OH O\O NN/\/O\/\O/\VNs

2 EE- PEG & RAedh
[0369] £ ZELt B -PEG-Z E AR HE - SRR R AR 5 PL50mg KUK & B« 4 B AL 4
6-15 A MKIR-2, B—QEH&F“T?EUEPIEWZ% 2, F H %ﬁﬁ%&mﬁwmﬁm 3o [a]
R6-3MEE R Z LA, LR IR (T4%) $2 4% B 7= i 2 2t B -PEG-S B bW . 7 B 77
i A AE FHLC-MSHfA -
[0370]  SEjitifs)7
[0371] AWM EZRLERAEY tb&18)
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@UG‘ i
0 OH O\O \I(‘\)I\N/\/O\/\O/\\/NB

+

6-4
% F L 2 -PEG-4 &1b4 B 3k B Al

CuSO,, THPTA
LI AR 4
58 o &, pH 7.6

[0372] 60% DMSO
% ANy
-N, N—N, N-N,

ii li Dli

[0373]  RIEMESHEREW S £ Ft B -PEC-S B AYRER . )N 245 CuS0s, = (3-
4 B TN Bk =M L ER) Ji% (THPTA) , FIHTIR IR 4 o S B F.60 %6 DMS ) B85 188 42 i /K ¥ WL (pH
7.6) AT S SIAE I T AT, A B EHLC-MSHAAELE
[0374]  ARSCA TR T AR AV 205, CdE 45 ) 5 28 G W AT ART i B4 1m) 35 23 B R
100 A A 23 1 0 A B O S GRS o B I e 7 b RE W e B R S ZR B 4 R DL SR ik 7 R
)35 i e M A1) e s )y P RS 40 (91 G R L TR BE 56 B9 R AN SRIEAT B T B 4
H RS BE R 2 A, B RE S 128 B BE LA SR AT AR ST Ak S P01 Vs i FEE 1D SRR
[03751 AN T Szt 7 SR SR AL RE A5 A R LG 2 FA T IR &, 9 T A 7R
YRR I U A NN A R BT s W e e | N [ | 7 B S B B G 1
El) (RIEH G, FLRE W FH T [RS8 m) Va7 RIAS I o 44 2R 6 M- 25 WA it A 2 L ) ik 7 bL e
U R BB BB B R R SRR B R S & SRR I A = SR (9
R AT RS
[0376]  HLabsizii 7 s Ak & 4t PR A B A BRI, B0 4 1Y SR V503 1 AN ER B UK B
TR TV AR FERE A1, B REAS W A ST A Y S it 7 SR AR 2 R AR LA A S )
BB BRI/ R R AR A B B8 7 o IR S RRAE F0 VR I 38 N5 I8 1T A R0 16 A A
T 1 7R S e 1 5 PR B T 3 Rk g
[0377] A B 42 A 3BU.S. BRI U.S. LR HIEATF U.S. T F g  AMME % F) L 4
LR g EAEL R A TE, A5+ = H13, 20173258 (U. S . I I & I HiENo . 62/598, 365,
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MR SCRINR 2, A8 AR e B B BAR S it 75 30 2 AE A ST 28] H 3tk , mT

DAHEAT 2% A E T 110 AN i 2 A 5 B ) 2 15 RVE TR o A S, AR R 1 52 T IR S0 22 3K iR 1)
CAOR AR -
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