CN 104926815 B

(19)Ffe AR HF0E E R IR~

(12) %FH&E#

(10) AN S ON 104926815 B
(45) 15 H 2017.11. 03

(21)EIES 201510242664.3
(22)ER{EH 2009.01.05
(65)El—ERIEIE ALK S
EiEAHS N 104926815 A
(43)ERiEATH 2015.09.23

(30) RSt E=E
61/009,971 2008.01.04 US
61/194,294 2008.09.26 US
61/201,146 2008.12.05 US

(62) 57 RIFHRIEHAE
200980107808.7 2009.01.05
(73)EFA JFAPLE AR IAL L A
HodiE S EDIFAR JE T
(7)) RBAN AL X FRE0E. BURE
RGN BN DR

R
(74) EFIKIEAAD AL T2 55 B
11105
REBA #H]
(51)Int.CI.
CO7D 473/34(2006.01)

CO7D 487,/04(2006.01)
Co7D 519/00(2006.01)

(56) xfbk ST
CN 101031569 A,2007.09.05,
US 20060019988 Al,2006.01.26,
CN 1976907 A,2007.06.06,
CN 1926139 A,2007.03.07,

HER HFR

BRI RF2T0 THE 516301 B EISTH

(54) % AR &FR

Ay 2SR CH AR T
(57) 1%

AR FEHER T PSS M (G fb 2 s Ak
DLV TT 5P 33 15 M AH 5 i 5 995 R i 1) 14
SR B A AT

EBNSE SRR

§\\\&\\

N

BN
AN NN

¥

SRR



CN 104926815 B W F E Ok #B 1/2 5
L. AVITH S LT 25 F s

NS

RY R

RYAM TR FE 2 bt L2 T Bk 3-R -4 R R R -5 IR I 34
53R A A-ROR R 3R 4 -G UK

Byl R i A i A

RONESR I B

R°\ROFIR® A

2. JOBURIEESR LTRG24 e B e FF R AR I 2R

3. AR SR L BTR A A4 e B e A AR 2R

AR ESR LR AL &1, RO A

5. WIRURIESR LR AL &4, Joh RO A R 2

6. A WIB I AT Z I Eh, AR Frid e &

s
i
P



CN 104926815 B W F E Ok #B 2/2




CN 104926815 B iﬁ EH :FS 1/163 1L

RENZKR EBEYFIFHIE

[0001]  AHI i & [ #1955 H200980107808. 7 2 B & Wk Ay “FE e qb, 2 sk 20 -S4 )y
7 HHE H 20094F 1 A5 H R HE (PCTHIE 5 APCT/US2009/00042) 1143 22 H1i
[0002]  AHIiEE SR ZEE IGRHiE61/009,971 (20084E1 HAH#257) .61/194, 294 (200849
H26 H#%) fi61/201,146 (2008412 H5 H$228) ML L SARHIE—BIRAAMAREAERSH
35280-714. 6021 3% [F] A P (1) H 5 (IR A5 K BT A7 3 L FR i 0 40 o8 25 Jd 51 B 75 X0t
NN

EREAR

[0003] 21t yi& P mo] LA 3o ek o gl 32 10 ot 40 PN A2 1 BT A5 A T 0 o S B 5 B
B 5 A 326 25 4 B PN FIZE 2B P A%326 DA 51 RS 40 e P g 2 () 2 R R NS S 8 5 T & &
47 O & M B 5 5 7 3 B GBI BRI LA S AR A B R R R O E R . O &
RINGE 5 5 TR B & P2 BGH 73 I BRIE 00 SR 2 R , 48 2 PO e « 8 1
S AU PRSI A LR (Gaestel et al.Current Medicinal Chemistry
(2007) 14:2214-2234) ,

[0004]  HEGARK —REEMNE 15T 91 05 7] DO B 2 0 8 O B0 A TR SUR
DA S i 6 5 il 52 I L OO0 R AR S o B O A B R AL L B B A R/ B E B S (R B R
k) (R o 5T 8 11 S0 i 5 R IS, 8 4 mT DK 88 1 380 2 i A R R A 2 AR
AL LR AL W TR R BRI (B e rb2 .PDGF A2 44 \EGF 5244 \VEGF 3244 . src.abl) .
F AR 2 AR AN/ B D R IR R A T R AL IR MDY 22 S IR/ T = O (B WimTorC1 .
mTorC2.ATM.ATRDNA-PK Ak t) FI7E MK 2L « 22 2 IR A/ B3 05 2 FR TR A T I R A G D (1) AL
R S PR

[0005]  Jlig o st A 1 A g o Tt R A 1) TRl o T il A K% PP A5 T R A g BRI g Jo AT A= 1
ENIE PR AL T AE 2 PRI A B R (LS 40 MO 35 38 R B A 4h) R FEAEH -
B LG IS SO A2 BAH I, e AT A A 4 B I B B B S A I T AR O 1 T B ) T IR
Ak, o 1% T 40 S48 /6, 4 T e UL T S8 I (401 4P T 3-8 g , P T A—J8) 5 b Vi i o 0 A e 0
At o

[0006]  TEEE A3k (phosphoinositide 3-kinase,PI3K) 15 54% S5 A\ FImE
W B JE R RS2 — PL3KAGE S E FHE AR Z M BRI SR R PI3KES
'35 5 Z PoRE , A48 R PR Al R 57 98 8RR PR DG 28 B 1 48 R VRN L 12 R
FEVEIEIR A K8 L 22 R MR AY B Py P8 BB R s 1 RCRE IR B A AT O L8 BRI 28 1 9 K
I G S PR KSR A

[0007] P 3K Ju4r A1 R ~T 4T 48 e A I Jo Bl I 5 e (40 e £ H Tk 1 A Tk M W UL e e 5 Tk 7R
LEE - 13” —OH. PT3K SR & B A Rl R 5 7 M L 3R IS L O 18 15 77 2N 15 Fh il
(Katso et al.,2001) . I25PI3K (p110a.pl10B.plLOSHIp110 v ) I ik R A B R Bk G
B AR ARTE AL LA A PIPS, I PIP3EEA T Ui S ) Akt /PDK 13k 4% \mTOR . Tec SR I
Af§ FIRho ZX JERG TP H 1 LS B o T TR AT T TSP T3-KIE kA peP T (3) PAIPT (3,4) P27E4H
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HiL P 3 B R A S A FH o P TKKGR: 44 1) 41 A 1 P 2 19 38R (mTORC) B0 A AT L IR 4] e %
PEfR) & [ 08 (ATMLATR . DNA-PKFThSmg—1) .

[0008]  H{Ath, 75 2 P s A1 AE P B il S TSP T3KIK 8 [R] T2 o PT3KS 3= % 112 1 4 i
055 2 L T B A% S 4 W PR 20 B AR 40 M B it A I 40 i 2R 98 o AR IR FL
IS R G Th e AN TAN ML Th e  BA M VE Ak, A K 41 M s 1k A% 540 B T R A Hh P 41 g
TG P ANT] Db P K PT3KS BT PISKOE G R&t Dse AR D /E AT PISKS 2 5
2 Fh5 S e J5 I A IR R B AR A R A8 MR JE A T I I R AR L SR R
PEICH 25+ 1 5 G B0 QRIS R Mg L= R e R IR T 07 o 7 g RGEThRE TR ¥ eI
HEIRPI3KEFEPI3K v , HoAE A 45 545 3 h RIEIE LA S 5 5O0E IR PR %
FE B R m i RE.

[0009]  PI3K{E 5% SI&AM TN FUEFEAK O T 1A 2= I AL SE6R (mTOR) Akt
B LA PIP3HY /MR (A 4 MuCEE MR £ (PH) 45 #4935, Hrb 5PIP3HI 45 & 5 B Ak t L 1)
A AKUTEBR A 2 FHERA , I HLZPL3KN T~ 2 Fh 4t Humm B2 AZ O R UF RS o AR LI —Ffr 2
BT RE AL I I T R A0 TSC2 AL & AL 34 5B mTORI¥) 75 P . mTORSE: 5P T 3K 51k AR B it B AH G 11
22 F -5 F B B - mTORS 5 R 2 P AR ik 72 , 08 41 A K L 40 M 354 5 &1 i s 1 A A7
T o VRS 2 PSR F S RE P 4R T mTORIR A2 K 2 1 o mTORAE 3 A A K IR F1°E 5745 5 BA
VAT O SRR B SRR A A W R RAA T RE 1K 2 ThRE B

[0010]  [AIit, ll , 5l 2e PI3K, 22 29 W KW 32 ZEE bR ATS 75 255& T 25 W K I PI3K4
1751 o A% 5 B 30T 12 75 251 Hd I 5 $R (0 i 0 o AR 8 1 A SR B s o

REARE
[0o1] AR IR — Ty i iRt 1 b A s Hom] 24 Ak, Horp

[0012]

|
[0013]  W.'ACRPELFN; Wa2 HCRPE N WaP  CROBR N W NER 2 CRT . Wi° Y CRE . CHRO B, 3
N, P AR AN A AR 76 T Wal W Wa®  Wa® W 0W (0 B J - 8 JR - o Waly ZR B e A | 55
O S B VR R e e AL e I e e AT TR A

[0014] ~~(R%q
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[0015]  JFLoWe g oh B 4 0 Bk L JR IR IR R B IR e, DA Jeq B0V 1.2 3B 4. XA AE
15, B N- (CHR) ) o=, LA Sz AERFR I UL B M S8 1. 2. 38 4 YANAF AT, B -0~
S==S(=0)—.-S (=0) 2= -NR?) -.-C(=0) = (CHR?) .~ —C (=0) —. N R?) -C (=0) -.-N R -C
(=0) NH-.~-N (R?) C (R®) 2~ # —C (=0) — (CHR®) ,—; et 4Wu° NI, XBE Y o AN — AN A
FFAE RUNE et  Jbedt MR 3E  BRIE PR Bt | Ju IR et 95 L L JF L ek Ao It L o 3t
Be gk BRI B R (amido) & FE AL BRI A I L b A e O L T Tk i O
(sulfonamido) « X 25 « Ik F2 I L A 3L R G AL (phosphate) JIKJE (urea) B Bk ER IS S
(carbonate) o RPN BEHRE L Fubedt I FE oIt FRe Ik IR e 0t L 5 3 I A e ot s L
F5 T T AR IR A A IR A e S A | I R S | e 2 U R
T A PR B L IR B IR IR B 3 RPN e 3 I 3L L3 (BRE It L J IR e 3 | e AR
B R B IR A B3 L i U R B A LR RO RTAIR AT Ay
0 Cr—Calsi it Co—CoJii B Co—Cofft Bk L Co—Co PR bRt . ZRIR S L Cr—Cadiem ik L Ci—Calm S 2 L Ci—
CalBb &I  EIE B L Ci—Calh S A 2L L Co—-Ca iR I 2L L 1 RV FU3E L R S B i 2  RO7E A b
UL T ST A Cr—CrobE 2  Co—Cr B bR LB Co-Cro i Ji

[0016] AR EH S —J5 AL T R IXL A s o 25 i &, Hod

1T AN B

W,y ’

[0017]

X IX
[0018] o' FilWa 4 37 ACR® S NBLFNRY, LKW 37 ACRY S NBE A NR® , Seh AR A
FHAR IR 5 A BB, 35 H24Wa R S, Wa2 FIWa 2 — AN ZNRY . Wu° A CRENELENRE . B
NGRS VRS TR e e A I e s e A UL T A

(R)q

A ]
[0020]  HLrfwWohy 75 At L IR 5 L L TR IR B AR B PR B, DA R R0 1. 2. 3B F A WA AT
11, B N Z IR Pt 5 Tk 5 J 55 2  XANIFAE, B - (CHR) ) o=, VA Bz AEAE R 1L Ak
SEAEEHL 2. 3B A YAEAE , B H-0-.-S—.—S (=0) -, =S (=0) 2-.-N (R9) —.—C (=0) -
(CHR9) z——C (=0) —~—N (R9) —C (=0) —.-N (R9) —C (=0) NH-.-N (R9) C (R9) 2-8 3 —C (=0) -
(CHR9) z—o RUAE  HEdk etk I BRIE FRIGe Ik IR e e L 5 3L J ke ok L 5 3 L 2
J AT T AR W R I R A e A L | T R | e 2 U R
Tt R ERG L R Ok B PR TG 3L o R ek L e 3t M 3 L D BRI 3t L IR e Bk L Y
B Y NS R R Y e A 1B N U = N B LR R R B A S B N7
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R I L o 2 LU R TS IR R IR AL | IR FE IR R R TS I RO B L BRI IR
JSTE I3 N B S Tk B SN L (B S = B L N L S B O 721 L8 SN B N B I AP S ey <
B ORUVNE VB L Cr-Calii i L Co—Colfi 2 L Co—Cole I . Co—Co PR br L B 5 C1—Ca & B 32 . R \RTAIR®
PTG Cr—Cabit 3 L Co—Calffs 3 . Co—Cal i L Ca—Co PR 3k . Cr—Ca 2 e it LR L L Cr—Ca e 8 25
C1—Calfi U VR L Cr—Cal I L C—Cu I R BE I | 1 3% L UL PR Bl A 3  ROVE A P
LR AT N Ci—Croki gt L Co—CrOAR BR L Bl 2 Co—Cro 2 Jre it o
[0021]  FE—2esja s B, NI AR AR IV 4544«
Q

R3

[0022]

X IV
[0023]

[0024]

AV X VI
[0025] 5 eszitiy ek, VI A LA SV T -ARI 25

[0026]

[0027] A VI-A

[0028]  ERVI-AMEL WK —Lesziifi =, RY N E I AE RV I-AMEA Wi — B sL i )5 32
o, RGeS 3 R RIS Ik 5O A FR b U LB VR IREE (carboxylic acid)
B BRI AV T-ME AW — S st b RV IR Je 35 R B IR 53,

[0029]  7ERVIfLEWII —LEsLifi Ty 2, ik b A R A VI-CI 4614 -
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[0030]
X VI-C
[0031]  FEXVIIL AW —Eesefit 7 B, Brid b & B A =UVI-DI &5 44 -
Ry 9
[0032]

& VI-D
[0033] AR SH— 5 R T B A RVIS M S Hnl 2 fdh, Bkt
A R B U TR A s SL R Wy o5 2 R 5 i L R R b S B3 IR e 5 DA B q %00
1.2 380 F 4 XAFEAE, B - (CHRY)) o=, BA Jez ¥R 2. 380 F 4 Y ANFEAE , BLE AN
®?) -2E N R) -CHR) -

XN
[0034] WaN: \
djj N/ \ N_\
\:‘N
HQN ;
[0035]  RUAZHEIE . JBESE I L BRI RGeS | JRER B Bk L 5 Ik L 55 S pe gk L k5 3t | Ok
VR e Ny N R N N e NP SR N k=B e N LR NN R N 2N
TS TR R T ik IR S B B R T 3 5 RPN ot ik s R e ik I ik L Bt R Ok R IR e Bt L

JE G AL L R B TR O ST L B B R A L R A A | e A A R A L
AL 1 2R VBIE R I AL B TR IR IR A

[0036]  RPME . HEdE I3k L IR B SE  JR PR et | e S L R L L R
B PSRRI L I I X R VUL R VR IS BB A5 I ROZE BRI G R AT
NEACL1-Crofit 3 Ca—Codffi 3k R Be LB 5 Co—Cro 25t 3 5 LA JeRY N L Be ik L e
KT 28 5 2\ R 5 IR IR IGE S PR A U R R IR T A A R A B T S

[0037]  fE—8sgjfijy b, VI SR A R6-ARZ5 14«

P
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[0038]
A 6-A
[0039] ZE—sbsujfir B, AVIHL SR A R6-CLA 454 »
3 O
RQ
H
[0040] HN N
as
\— H
A 6-Cl
[0041]  YE—Seszjfiy B, VL S R A 6-C210 454
rRG Q
[0042] Nﬁ
NN
—y  H
A 6-C2
[0043]  fE—sbspyE i =, VI AW E A 6D 4544«
' B
_R®?
NH
[0044] _N§7
N/ NN,

A 6-D
[0045]  fE—sLsgf Ty &, IS W RA VT EE 1 .
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[0046]
RS Wy
A VII
[0047]  FE—Uesgjiiy =P, IS EARVITIF ) .
R2 O
[0048]

A, VIII

[0049]  H P XALEALE, HF HYRN-0-.-S-.-S(=0)-.-S (=0) 2-.-NR?) -.-C (=0) -
(CHR?) ,=—C(=0) —.-NR") (C=0) -EZH-NR") (C=0) NH-; B E XN~ (CHRY)) .—, I HYARFF
7B E X N- (CHRY)) .=, 3FF HY A-0-.-S-.-S(=0) -.-S (=0) 2= .-NR?) -.-C (=0) -
(CHR?) ,=.=C (=0) -.-NR?) -C (=0) =.-N(R”) -C (=0) NH-.-N (R”) C R") 2~B & -C (=0) -
(CHRY) ,— o 2 ERF P L N M7 B R 1 . 2 3B 4 Waly —Hh 5 S —FR R 5 4

[0050]  ZEsRIXAL AW — LS 7 S of , TR A H AT 3% BRI E5 8 : (1) Wa' JINRY,
Wa” HCR® , Wa HCRY, LA B2 Wo? HCRY; (1) Wa' INRY, Wa? Y CR?, Wa? JNCRY, BA S Wo? NCHR®; (111) Wa'
JINRY, Wa HCR, Wa J9CRY, BL B Ws® N (iv) Wa INRY, Wa 9 CR® , Wa J9CRY, BL B2 W INR® ; (v) Wa'
JINRY, Wa? 9N, Wa CRY, A B2 Wn" JYCR® s (vi) Wal JYNRY, Wa? YN, Wa HCR, BA F2Wo? HCHR®; (vii)
Wal INRY, WaZ 9N, Wat J9CRY, LA K Wo? N (viii) Wal JINRY, Wa? SN, WaSHCRT, BA B2 We 9NR® s (ix)
Wal INRY, Wa? YCR?, Wa 9N, LA B2 Wo? HICRY s (%) Wa' INRY, Wa 9CR®, Wa AN, BL KW J9CHR® 5 (x1)
Wal NRY, WaZ CR®, Wa N, BL B2 Wo AN (x11) Wal INRY, WaZCR®, Wat SN, DL F2 W, NRS
(xi11) Wal S, Wa” YCR?, Wa 9N, LA K Wo 9CRE; (x1v) Wal S, Wa HCR®, W' AN, LA K2 Wb A CHR®,
(xv) Wa' 98, Wa HCR, Wa* AN, LA L W? AN (xvi) Wal NS, Wa? NCR®, Wa AN, DL FZWL° INRE,
(xvii) Wa' N, Wa? HCR®, Wa* S, BA KeWe” HCRY s (xviii) Wal AN, Wa” HCR, Wa AS, BL K2 WKy
CHR®; (xix) Wa' AN, Wa” HCR?, War 'S, P B Wo? N (xx) Wal 9N, Wa? NCR®, W S, DA 2 Wu” ANRE,
(xx1) Wa' YCR®, WaZ AN, Wat S, BA B Wo” HCRY s (xx1) Wa' CR®, WaZ AN, Wat AS, LA K2 Wi Y CHR®;
(xx11) Wa' HCR?, Wa™ 9N, Wa* S, DL KeWu" AN (xxiii) Wal NCR®, Wa AN, Wat NS, BA KW JINR®;
(xx1v) Wal S, WaZ N, Wa* HCRT, B B Wo” 9CRE; (xxv) Wal S, Wa? N, WatHCRY, DA B2 Wb A CHR®,
(xxvi) Wa' S, WaZ 9N, Wa 9 CRT, DL KeWu” AN (xxvii) Wal NS, WaZ AN, WatHCRY, BA KW JINRE,
(xxviii) Wa HCR®, WaZ AN, Wa INRY, DL B2We" ACR® s (xxix) Wal HCR®, Wa? AN, Wa INRY, LA F2 We®
JNCHR®; (xxx) Wa' HCR?, Wa N, Wa YNRY, BL KeWn 9N (xxxi) Wa' HCR®, Wa N, Wa YNRY, BL K2
Wo? INR®; (xxx11) Wa' 9CR®, Wa? HICR®, Wa S, BA K Wo? NCHR® s (xxxiii) Wal HCR®, W’ HCR®, Wa?
S, A WL CR® s (xxxiv) Wal HCR®, WaZ I CR? , WaSHS, BL K Wo? 9N LA A2 (xxxv) Wal HCR®, Wa?
SNCR?, Wat S, BA B Wo” INR?

10
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(00511 FEARS IR — LSy b, XA S W) RAT AXH 454 -

R‘\‘ 9
N/N | N/B
v
[0052] / NT By
R |
M
Wy
A X

[0053]  7EACR B —2esijifi 7 S of , RIXM B WD NIX BRI A 4, H PR Ci-Cabe BBk
F CoCoR I B AEA R I — 28 S 77 R, sIX S WD BRI AL A4, Ho Ry F B
HLHE.

[0054]  FEARTZ I — LSk s b, XL G W XL 54 -

[0055]

A XI

[0056]  fEAT B —e sty = rh , sIX A A RXT LS4 «

R® i

I~ N

NGl
[0057] s wb5j\>l<
Y\Wd
A XI1

[0058] ZEARK AR —EesiE &, VI LS4 X T T TE X IVAL &4«

o

_ 0
Vi R w
S |._N/k s N//Kx
Y
N

X .

K XTI KR XTIV
[0060]  7EA KRB —dese ity g2, I IV V. VI VI-A.VI-C.VI-D.6-A.6-Cl.6-C2.6-
D VIT.VITT.IX X XI XTI XTTTEREXIVIL A YN R G4, HorpBik B NI TR A, Horp
Wehy 75 2 (CLFR(HASR T HU RO AL 205 2 (R HAIR T 3R 22 05 38) L PR b2t PR Je
BB bR i (B EREANIR T B A - (CHo) o-NRER*IFE A, HoP RO [ ST A e it

[0059]

11
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FRACHEIE IR PRI R IR e I O L 5 e Bk L PR b | JR IR e S e i | g 05 R A g A
fedi , B -NRURH A AE— S LA IR D)

[0061]  ZEA KB —Lose ity 22, I IV V. VI VI-A.VI-C.VI-D.6-A.6-Cl.6-C2.6-
DVITWVITTSIXS XS XD XTI XTI E X IVAL A N IXRE AL A4, Fe R RUAH P ~C1 . ~CN. -
CHs 57 A 9 . —CF3.—OCHS; i JL B 2 Tk PR i it

[0062]  FEAS R HHA— 2852y 2, 20T IV V. VI VI-AVI-C.VI-D.6-A.6-C1.6-C2.6-
D VIT\VITTLIXS X XT XTI XTTTER EXTIVAL AW N IXRERAL &1, Joh R A ke . &R V&
HEVEURE VH AR ECE ERR R 2L, DA g 1 B 2.

[0063]  fEA S B[ — ez 7 22, I IV VI VIWVI-AVI-C.VI-D.6-A.6-C1.6-C2.6-
D VITEEVIT L AR AL A1, PR -1 F (BFHEA IR F-Cloi s -F) st
(B FEAE AP T —CHs B % —CHaCHs) B 48 35 PR Be AL B —CF 5.

[0064] 70K B — 285z y op , RIXBEE XL S AR B AL &9, PR & H -1
HOE ., 25 OB 3E R IE IR 2L IR T SR

[0065]  fEAR BRI —LeseiE 2, I IVLVVIWVI-AVI-C.VI-D VIT . VITT,IX.XI,
XIT XTI XIVAL B0 X FERI AL A, iR JWH . —CNL—NHz | C1—Calie i  Cr—Cafie S8 -
CF3.NOz2.—CHs—CH2CHs . —OCH3~OCHzCHs B, 3 i 2 (45 {HANR T-Cle &b «

[0066] A< B [ — B8 szt 7 22, IV IVL VL VILWVI-AVI-CVI-D VIITE EVII {54
HIXFERIAL AW, P RO AH —CNL—NHa C1—Cafi 3t . Cr—Cabp I . —CF3 NO2 . —CH3EL 5 X 2
[0067]  fEA B (K —Lesei 7y 22, I IV V. VILVI-AVI-C.VI-D.VIT.VIIT, IXB{#X
AW IR FERIAL B8, o RO AH . —CNL—NHa . Ci—Cafi 5 | C1—Cabi 8 3 . —CF3 \NO2, —CHs . —
CH2CHs . —OCHs . —OCH2CHs B 3 B4 2%

[0068]  7F A BH (K — e szt 7 &b, i1 IV VL VIVI-AVI-C.VI-D. VII. IXERE X1 1{h &
YR REI AL A, o REAYH L —CNL —NHa Ci—Cafidik L C1—Cabi 8 3 . —CF3 \NO2 . —CH3 . —CH2CHs .~
OCHs—OCH2CHs B, 2 1 2% .

[0069]  #ERT. TV VIBREVITH)— LSty &, R RO ROFIREA A .

[0070]  FEAS B — Lo s 7 2, I IVAVAVIWVI-AVI-C VI-D VIT VITT IX X XI A
XTI\ XTTTEGHE X IVAL AW R IX R A A4 , Fo A XA —CHa— . —CH (CH2CHs) —B % —CH (CHs) —, €3,
FEAHANIR F 3 7 —CH (CH2CHs) —B5 % ~CH (CHs) — £ (S) B3 (R) SARAL2E A  FEA R BH () — 24
LT, AT TV VI VIVIT VT IX X XT XTI XTTTER X IVAL AP0 A X RERI AL &1 »
HAP YA, B A-0--NH RY) ~B# S (=0) o= FEAR K B i — 2o s2fiti 5 & op, sRT LTV VS
VIVITVITT XX XT W XT T XTTTER & XTVAL A NI BERIAL A4, P RO B LB B A 7T
AR — e sty 22, RIVIVOVVILVITWVITTVIX G XGXTLXT L XITTEE S XIVAL S 93X
FERIA AW, Hod X=Y A —CHaN (CHs) — . —CHa—N (CHaCHs) -, —CH (CHs) NH- —CH (CH2CHs) —NH-,-N
(H) CHo—+~N (CH2CHs3) CHz2~8% 3 ~N (CHs) CHz—, A FFAE AR T 3248 AL 24 7 R (S) B3 (R) #-CH
(CHs) NH-B% % —CH (CH2CHs) NH-

[0071]  fEA K B —Ee st 22, I IV VIWVITVITT L IXG XX TG XTI XTTIB XTIV
WAV X R E YD, I P Wa e e i i (BLFR(EAN R T4 2 - TH- L 3 [3, 4-d ] %
Mg —1 B 75 e —2— R - 2H-ME MR 3F (4, 3—d ] B g —3— %) (M= (FHEH AR T-6 -2 -
OH-NEE RS —9— LB 3 6 FF JL-9H-NE RS —6-3L)  fEAR R B — e st 7 b, sUTL TV VL VI,

12
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VITVITTCIXSXSXTS XTI XTTTECE XIVAL S IR S, Horb i Jfmsng HA T .

A
i

=N

N
| N
[0072] RQJ\{ Y
=N

R‘H

A

[0073]  HhR'"AH. BEdE X &K EIE BEESE R B e I, LR N e I
WA 2R 7 2k A 2 (B (EORN R T B IR 3 R 0 28) e IR IGe 2 IR e 2 U V&
SRR PR S R A B B A

[0074] A EHIG 5— 75 T FR A 1 Pk A i 0 LB - 33 B (PT3) 1 75325, BT iR 78
FATP I3 5 A A & 1 A G BEE (1) — P B 2 P AL & el o 91 , el D SR 4E 48
— R Z R T IV VI VITVITTCIX XA XT W XT T XTTT R /B XTVAL &4 o 75— L 52 i
Tr &, Bl D R RSB A S Bk P13 I A o AE BTk 7V — B s Uy b, Bk 4
HlR AL A 5380 2 P I3FEE D)5 2 1 HHOC I B AS 1 32 & b o 5P I3%E D) Bk
I B — SETR B T BRI E E B S SR R S S R PR S 9% IR T 9 RS b SR 1
FERE » 275 I, AR TR i AL A R G e -ARI &5 0, R AR, HRYNEL
(Mivp ==

[0075]  AERTIA TR — LS SERt 7 S8, B 0] R A= 8 AR 2R R MO0 15 R B PRI TE
PRS2k, UL prid b A B A R6-A 450, DL R HhR R EE, HRY A 3R
HeT Ak

[0076]  {E—ULsjifijy =vh, FTid b A M BT 52 i & 45 T 58 1R I7

[0077]  FE 55— 7 i, A R AL 1097 SR I S S g e L (9 9 () 7 V2 BTk T i
5 DA R 8 i S e 95 M B ) B R A GRS BB S T AR E R N — R E £
Pk & EFERTIVVVIWVITWVITIVIXW X XT XTI XT T TR /B XIVAL S 1) 25 58 7E
— LB T S, BT — PP 22 R A A E T M AR P BN B AL, X TR IE A < Y
PA/>T-2930mg/ kg (B H 45 25 PR B & 1) A s 25 250t , JUTINP 1gG3f¥ 7= A ek /b &2 /255
5o

[0078]  fE—LLsjiiJy Erp , Frif 7 BB 5 52 3 01 I K B0 R R AH O BTk 75 v m]
HRE— P 2 P RIE PRI R, X N E : 1 TR )G, PR B> & b
2510% , /B EFRIT R B HA G, B E A 2 /05-10% 80 E H 2 (BAEFIEITTR
J& BV B AR D 22 /D5 96) o AE Iy — SETf T S, il e S e N30 R AE B s Jr T TR
FURRIAE BRI E , HLAEDSO (D T-2110mg/ ke) ff F —FIEE 2 A R AL &4, iX BE AR
T BT IR R AKCE

[0079] AR S — R4 T &Y, HA S ] 25 IR AR — R 2 el 1,
VVIVITVITIVIX X XT XTI XTTTAN/BREXIVAL &9 AE A K B — sz 5 = o, Bk
AW WA TR [ BB R T

[ooso]  jdxk 5| 7= IFE A

[0081]  f Ut B 5 4 S B B A3 H A & FIR & R R i Jd et 51 A 07 s00F A AR S, HiR
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JEE 40 [ )t A RS i P DRE 250t AR S e R L M Il I 51 A I T SO F AR S

Bff 15 BA

[0082] 7 Fr Bt BOR) 2 3K v ELAR B IR 7 AR & B B9 BURRAIE o a3 228 DT [ 150 91 PR S e
77 %8 GRS A AR B IS 5280 %) 1 400 i B B FL B B, T S R e A B R R iR R 4
[0083] ] 17t FH T WU & A4 P TNPRR S P 0 A4 10 S T4 A4 i 12k A B 1) s 9 e 6

[0084] P21 2 O IR ZGI) , ST Y5 R , B RIVEIAL 5907 F153 512 TNP
5 5V T gG 356 et 1y e o2 P e AR A 4

[0085] &I 37 HE FE9R /70 K BRI JR S5 A 1190 R FRe P D = AR v R I AR o A ) A% 114 34
I, A IV A 05310 B H IR RS 251 77 E A PEAE R T R B HESCTS
28 06 HE KSR, FH B 1 0o HRGBEA 0 2 25 1 2 7 256 B R B, R P PR U me 4 YR 7 IR ) 9% 1
RATHUORR IR

[0086] 475 H X 75 K B 1140 o Ji 17 2R 1100 A J Pk O 1 8 AR Y v 45 24 ), 7 5 R 2 2 U 1
s A STV AL S TRNS 311 7 &= O PR R o 7t T Sk PR BREEA- P B8 FF
ZUENS 25 25 1 0T 28 0 REOR BRI 45 2R

[0087] &I 575 H 2 75 K B 114 o Ji 1 2R 1100 R Je Pk 0 1 8 A Y v 45 24 ), 7 0 IR 2 U 1
s B STV AL S 7RIS 311 7 & O P R o 7 tH 7 ok 1 FH PR RREEN P 803 B
X R SO nA 25 247 1) 5 4 2O HEOR BRI 45 2

[0088] K67 HY 225 24 42 s Jl 75 I R R 1A S 1 98 R BROBE U A, 7 B ARG AR PR 70 T T 28 st it
FuAEIK P o B IV G 7 A 3E SR E WO PE A F 3B 7s T kB T IFT PR HEZE A 4)
B R A T RIS R

[0089] &I 775 HH 214 75 K B 1100 o Ji 155 O 1100 R Pk 0 1 A A Y v 4 2 ), 7 D50 R 2H 2 1
2 P HA IV S TR E MR PENE H 3B 78 TSk B 981 R Aot BEOK SR
ZUE IR TTIROTT 28 KRR &S

[0090] P& 875 HA 7 K B 17 L5 R () ST IR R 3 A A o R BRAH U B 2 AR H A
(1 B A IV A P53 1K 7 2 AR AR FH o 87~ T R B 98T 8B Wt HE K BR A A AR R
PE (Enbrel) ¥RI7 IS 28 KR B 45 R

[0091] PR 975 HA 7 K BRI L5 R (A ST I R 3 A oy FE R AH U B 2% F P H AR
PRI B A IV S5 30 FE AR o 7R T 2R 2% 2 BEA- Pt BE K BRI A
AP P E IR T IICT 2 KR4 R

[0092] [ 1075 HE 7 75075 R A 20 1 AR AL o, AP 38T (paw) AR RS N - B A IV 1L
A W30 FIEHAMEAE H o

[0093] & 1173 tH £ K BRI A2 55075 2 ) D0 4 AR v, LA SR IV Ak A W5 3Bt I ) HE A2 %
KECFYEENIER.

B

[0094] R AEA G o AR T A A I DR (Y S J 7 5 AELE S AU AR A SR
= WA, 1% SE T SR SE B T 0 11 o AU AR N G A8 K & A2 T AR BT
B, X B AEACR VS A o N ER AR 0 A, FE SR BBCAS R 5 AT LA AR R RS IR ) AR
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AH S 7 S0 25 P A& 18 7 58 o EAE BT BRI EE SR B 72 7 AR i B Y 6 9 EL R 78 56 T 7R 1% 26
ORI SR Y 0 5 2 A 2546 B AT I 25 1R K

[0095]  BRAE S 4hE S, A E A I B A SRR ARGE B 5 AR BT 8 S s AR
SR BT ER A AR R B SR AR H I B B B BT A L R R e i 51 P 77 O AR S
[0096] 47 i3 B S AR Bk A v Al I, S0 W) “A e et 1] (@) 7 “AS gk ] (an) ™
ATE L 17 (the) ” A5G B 82 Fext 4, Bl B R SOl 8 A AMIE -

[0097]  AHAIEfE FIFY “Z5H0) (agent) "B E “HEMTE A (biologically active agent)”
SETR A DB A A B F S ) T S PR S 4 B T B B R R AL
B E LT IEEA R ARRZ IR DUE TUETTAEY Pk A B e RATAEY 5
RIE BT AT 2 P S mT 8 A 1 0/ 5 F AR P (9 i 56 R R R 4%
HIR) LA S T & Pl BHZ S/ H A A ML AW 4, 2 R R ARSI IR mT $2 445 F 0k i)
&Y, AN ECE IR B S « AR STUEE AR N RATES 5 - 2, o T A K BH 25411
SERIFFAE , AN ATAEPR

[0098]  AHA i fi FH AR TE “Bsh ) /& FaRe 6 51 R B oR ¥R A A ShRERIL 59,
To V0 e T 1 A ) B R A T A R ) B RIA Rt ARAE B e AR A
Z MRAEDIE ) R SO o R AR B % I B30 AR S 1 SRR A AR A (B &
A AR ZE P i AR S 5155 5% SRR (Frd 48 2 K2 Bl i@ 12 19 & 50)
(1) H e s SR AR R 51 B SR R 2 IR A s M AL A D

[0099]  OREE “HEHU 7" A0 PR vl Il A A fERe s M H S S O A Thee L &
W), T 10 A2 e 0 1) S 1 9 2 3 T 0 o S 1 P AR DRt AR SRS A A
HilF)” 8 AR SRR VAR IR bR SCH o S AR R LI 1) 485 $0 70 4 e PR b SR AR A B
1B (BN &) AHARTEZ e Oh W BB R0 515 55 S5 (ridEE A 2 ik
AR R ) 1) e R SRR FLAE FH i R A AR PR A B o AR 3 ) ER R R 4
YIS KM R & VR ECEI RECE E B B % 50 0 6 5 G I
[0100]  “Pis@ )"« “Bulo 7)” B 22307 )7 A& F8 AR vE T I8 oe hE b ml FH AT AT 2
Yo B A — A AR IR TT A 228977 AR P Wk 5 Ry v (BRI < R
WL IERE Y S IEIN B R V2 S IRERFE N B DA A R 20 o — P & 2 Rk 2
BITAYR/ B e S TR E R .

[0101]  ARE “4H 3G 5E” 2 Fa 40t B i T4 2w s BRI iz A B AR AR A K,
SIS (9 RS 3600 S R 4n e A K i S 385 T — U e AR .

[0102]  ACHiffi RIS “FEAA 287 L U E 5287 Fre M52 25 A U F5 0 A
T2 P T A ATAS PR ECGE T 2 B AN/ B S AR R E S0 A
7 LR 25 B HE DL I AL S W R 45 28 AE S R AL A vh T R TR R I T) 45 24 B DA
PAANE S T 2 M T R A AW 2.

[0103]  RiE“HME"TE VGI7T A ME" 248 2 LRI R A (B F{EAIR T F @ X
IR TT) AR IS B4k S & o Ve 77 A s W] DA T DL R 28 i e A « T B2
(RANER AR ), B BITIR YT 1) 526 38 R 909 99 i 40 52 02 1) B 5 RN A 168 L e o e 1 ™
HPE AN 277 A AT DL AR B R RN S T M 8 o AR & T AT AR SR A
Hi P 75 e s i IS (481 Gk 20 KL /DN RO B T/ B8 3 A R S E B8 1) R o LA R o B e T DA
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R WA AR R AL A TR S AT R e B 5 ENAMAA A2 %
2 TR 22 HE S BIT4S 25 B 4 R R BT AR R I PR I RS

[0104] A HiEAE I “96 97 (treatment) ” B3 “WGJ7 (treating) 7 B “W R
(palliating)” B “T3E (ameliorating) ” FEA FHiE H W] B AT o IX SR T2 FRA3 21
i B A BB 45 3 (BB PR TR YT 2a A FH /B3 TR 2 4b) 1 F B o ¥R 9T an b A FR AR
BRSO TR T MR ARG . 5540, Y07 Akl 1 AR b B 3 o S AR AR B AS AH S I — Fh
B % AR B R AT A3 7E A b L 22 B 5 T SE B, B SR A AR U T R AR AR A B
15 S T Fs 25 4, AT UK BT IR LA 040 25 B 40 T R 8 iR 58 R 10 FE 6 P 1 iR 3 B 4
ARG TR — P 2 A B IR 1) 8 (R ] BEE 3 1E Oz s W) .
[0105]  MFEAHIIE T f FHR , “YRI7 RO B FE a0 L TR 6 97t b RN/ B 3 T s Ak . T
77 206 SR, A AR B W B 50 B R S I S PR, SR B W R B R B R AE AR R AE
ISR 2 BB W PR B RE R, B AT T .

[0106]  RE “nl 25 FHEL SR FRHTAE B AU A JI &5 A A ML LT B 1 2k T 25
P& IR EE 88 1% FH T AL RO HLER T Bl TCHLIR (M IZ TE LR BE A A7 A8 HH 2h) B 64 £h 12
FURBR IR BL WA A R 5 A LR (LA VLR e AT A th 2h) FE I 2.8 . TR IR £ B
B TR ER R BPR L Eook IR W A R BRIAIR . B SR A R AT IR R R L REE R L bk
R R IR « LR ER X P T I R 7K M IR A% o M 245 F BRI e 21 B8 9% FH LRI A AL ik » T2
HLIE (N Z TCHLIREE 96 1T A 2h) 450 andm . 80 VBE e V45 VB VB VB VA VR RS 35 . A L
Bl (A AT AL R 8 A7 AR H 2h) B0 45 0 e b ARG  BRAR I i (B R AR A7 AE 1) EULAR 1)
F%0) » BRIR P Jr A P 8 < e i I 2, AR ML e R i s = s L = O = TR
R RG AE— RSS2 7y Fe b, BT m] 24 FHAON pl 3% 15 42 B0 A 405 R

[0107]  “W[ 24 FEAA” B0 “RT 25 IR A AR AT B BT A 7 2 O i B R b
AP0 B A B S5 AR S B IR 75 5 o B3 BRI o T 25006 R4 o e A A v 20 i1
(1) o Bk Al S A o B ) T 505 PR Rl o A AR R S8 L AE AR R R A A i & .
WA DU 78 PRV MR SO N Z TR AW

[0108]  “f5'5 4L 57 L IXFEMIRLFE , 76 1% 0L FE R R B 2 4 PR A 5 526 25 4 i oy A
FEZMM N AL I DL SIS A0 P W R o A5 5 5 S IR AR I T R e X B BT iR 2 (5 5 i T
BARR —RhEk 2 A ER (A A TS MR AT AT A A . VR SRR DA ISR QEsh ) B
) GEPUAD 15545 F 0 F 5 k.

[0109]  RiE “hPEMEFNH] (selective inhibition)” BLE “EHHEH] (selectively
inhibit)” 4 HTAW0E R 248 5480 AR (S 518 205 M (of f-target signaling
activity) AL, Z9¥p il 5 80 E BB [F) 42 40 AR A B PERE IR EEAR 15 5 2 T 0E TR Y
RE 77 .

[0110]  AHIIE A A AR 5 “B-ALL” A2 5 BAH ff 284 2 P ple b £ 400 L 2 1 s

01111 “3Z23X3” f& SR sh W i AL s B o A28 o A |3 BIrad 10 5 VA B ] T A 89697,
AT T RN o AR — RS2y b, BT B E R LN, DA R AR — e S e,
R EE RN

[0112]  “J ¥R 77 A& 45 8 FH AL 32 B 5N 10 0 5 VR R A W ig R B R T R STA
(radiation emitter) , B8N A& 5 a— i+ BB PEAZ 22 (B nTRIEL JEOH PR AZ 22D (K2 MERe
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EHRE (LET) 354 (BB EHA) (Be Hus 5~ R4 (] an -89 A2 - 153-EDTMP) B ¥ i B
RS (B EAR TXS 4 y A1) .

[0113]  “H 25" AR S W] DAAE A 3 25 A1 N B A o 8 70 7 il e AL B A FR S BTk B AR )
TP S E W) o R, RAE “RIT 257 245 7] 25 IR RS TE S Y R E a5 2 252
B BT 24 AT DA T PR, AEL 0 G303 7K A 76 A PN 28 AR AL 5 0 o 24 Ak &
W R AL LN AU AU LB A WA b VR A TR AL SR R I B S AR R TR (2 WL
Bundgard,H. ,Design of Prodrugs (1985) ,pp.7-9,21-24 (Elsevier,Amsterdam)) .5 I H]
Zi it Z WHiguchi, T.% N, "Pro—drugs as Novel Delivery Systems,”
A.C.S.Symposium Series,Vol.l4fBioreversible Carriers in Drug Design,
ed.Edward B.Roche,American Pharmaceutical Association and Pergamon Press,
1987, % —F 4 A A I 51 R 7 2O AR ST ARE “RI 257 L B A BFEE IR 4 5
RERAE , R0 2045 T I LB 32 3 I, ek w25 7646 WORIUS PEAL S« AR FRE T id
HE PEAL S PRI ET 25 7] LA il 4%« DA iR O B s PR & Wb A AE R B e R, Prik Uy
AL BV AE B U ERAE o B AEAR N 2R BT PR B9 A 2 B FE R R AL & 1)
Forp ek VR S BT R 4 &, R S VR BT 2525 T FLah ) 52 a3 i
JIT 3 A 4] 5 [ 2R i A 2 1) T ol U 25 ) 9 2 g 12 ) 2 8 i 120 ) 2 o T 24 1) <2 9] B 45
HAIR TS AL A Y B LR ER P R B AR IR B AT AR M B e B Re A1 S B iz L P
I e M 2 R W e R AR D 55

[0114]  RIE “URN” R ARAESZ B F I SR N A R A

[0115]  RiE “URHN" 2 F8 AL 52 13 B9 B AR A K A R A o A, A4 70 00 5 A0 4 72 32 6 3 4K
HBEAT BIAEART I 5E o A4 4000 7 B, 455 2 T ML D05, H e A PV 400 B 5 R A L o A4 A 00
W ALFE TG R 5 , Her AN 58 B 1 AT i

[0116]  BRAE FIMEULHA , A8 118 B ik 25 3t 8 AE B FE X R AL B4, HoAS R Z A AE T 47
FE—AEFELZ AN R BT (isotopically enriched atom) o 40, BA 4K I 45
HARE AR B A E s A E S Cli s OB A S IR K A A Wt A A % B T A

[0117] AR W& WA LA Oz S — A BE 24 J5 4k & HE R IR EL B 1)
JEF [ 2 L B0, B A AT LA O )7 2 0w CR) JRt-125 (°T) Bk iwe-14 (0)
TR PERRAT o« A BIAL S VIR T AT [F) A2 2 AR A4, To il A U P e YA T8O P, 2 HR A
KR TEFE N

[0118] A 7E A HI I h o T 38V S an 4y + S B0 o PR B an b 2 s, s A4
YO B T A H A A2 A DA R b () BARSE I U 58 o RTE “A1” 4S8 1 B (H B HUE VG T
e i TG Ui i B B BB G [ S A2 52 5638 77 (experimental variability) W (B(F#7E
STt SR I8 R ZE ) YU ADME , DR IH P ik 280 B 50 A V0 T mT A A 2 P ok {8 B3 B VG
[R11 96 115 % Z [8) A2 Ak o ARAE G0 8 (MIAHISARE I “0 57 B “E 87 B “BoA” 5“0
F57) W BOX R SE i 77 58, 490 “FH BT R iR 4 B B “HE AR I BT IR R AR LR AT B
JR T LG TTEECE T 2R )T &

[0119] UM ENIRTE B 95 24 B A IR IR0 & - PI3-K=BEMR L 33l  PI=H4JI5
BEALEE ; PDK = B R VLS 1< 61 3808 (Phosphoinositide Dependent Kinase) s DNA-PK= i
2B % B M B R s PTEN = AE 4L 44 10 b I B 0 5% B B A5k A1 B IR R

17



CN 104926815 B iﬁ. EH :Fg 15/163 7L

(Phosphatase and Tensin homolog deleted on chromosome Ten) s PTKK =gk & JJL B ekt
FE#ES (Phosphoinositide Kinase Like Kinase) ;AIDS=3R{GVEG b= 25 5 4F HIV=
N S B B B s Me T =B 52 ; POCTs = B BE S5 KONS = B U s TLC = 2 (1%
MeOH=F i ; A J CHCl3=51j

[0120]  ASHIIEAH A 4 'S5 H AT & A 7R A2 R A 4 2 s Hb 1) 0 7 S

[0121] e k7 & 4513 H B RN &L i 4 S AS 5 AN VLR 2 1 LR B0 S B I e e A 1], I
BA1Z2104M 5+ (BIC—Crofe ) o B A EUE JE 4“1 22107 A2 A H1 i Hh IR, £ {8 Ji
FRL0T“1 22107 A& PR 70 BT YO o B9 BN 400 0, “L 2B 10N R KRBT iR ke 2 m PAEH |
AN S AL > B 2B SR 2L RS B 3N R A R S S B R B L0 IR R ALk, R
B AE IR EE AT Pt AR AR 8 U IO R I O AR — BESEE T R, B2 Cr—Cabr 2 o L
R e AR AR T LB TR e N IR T 2 e T A T R T BT A
IR R BRI L O PR At L RSB S BT IA e AL R R S 1 R AR
SRR, BT Me) L 238 (Bt) ERFE -2 HE AR (ET 3B 1, 1-
S GRUT L) 3-F O A2 - R O R SR B AR A Ul B T B kb S AR B e ATk
BN IR BRI 1 — AN 2 U, BT IR BRI ST Ay e 2 | R e L S s bR L BT
S IRINGEE A B AR T AL R g A oy B R A W LB R SRR
B AL =R  -0R* . -SR*.-0C (0) -R*.-N (R*) 2.—C (0) R*.—C (0) OR*,-0C (0) N
(RY) 2.-C (0) N (R®) 2. N (R?) C (0) OR*\-N (R™) C (0) R®*\-N (R®) C (0) N (R™ 2. N R™) C (N\R*) N R?) 2. —N
(R*) S(0) «R* (At H1ELFE2) «—S (0) OR* i t 18 2) =S (0) N R?) 2 Lt 18 2)
B # P03 (RY) o, HorPRY S [ M7 A et A Qb 2 IR PR 2 VIR PR B e i L 5 O be Ak | o
et QR S e ik L 6 55 LTl Ik 5 R e

[0122]  “Welk 5 BL” & 45— (br k) 75 FRBL A, Frb 55 B R b Ikt A% i i o B 38 5 HL 4 il
AR I T 5 FE AN I 1) B (1) — AN B 24 UK.

[0123]  “Relkdm B @ di— (e k) ZR 05 kR [, FLrp 28 5 Jk A e Bk A /i 4 b Pl B 8 9
H A AT & T 75 A A 1 RS () — B 2 AU

[0124]  “RERE IR bR A" JE 45— (br k) B0 e i AL (A, o e S A 2R B Jo 6 dn A /355 o iy
P % I B BT I8 T 2P b A e 2 ) B b (1) — B 2 N U

[0125]  “JJL” 2 F5 HH & /D PSR IR R0 42 20— AN B XU 2 Rl () L 4], “BRdt” 245
Z DTN JRF RN E D — AN k- B SR 2 R R A R 2, TR R R I S A AN, AT
DL AL S ELEE R B TR

[0126] 2" 2 AR A H B AR 4, & 20— H A28 104k 5+ 19 BL5E
B SCRE R R BB A (B Co—Crofdii ) o RSB YE a0 “2 522 107 AE A R i H HH B, 20 {i
PRI 01 “2 22107 A& T 70 BT Ve R P 0 B B0 49, “2 83 10V S 57 3R R BTl I 22 ] DA 2
AR R 2 B 3B SR A A B HAR S B OB R P L o 7E R SE s 7 o, I
A 2R IRIEF AL BT R AT 2R 5K R (B WIC-Calfi 28) M Akl
Tt B 5 TR F A B, BN 2453 (ethenyl) (B Z43E (viny1)) (A—1-4 3 (BN
TR VT 13 - L -1, 4 A 2 B AR A8 Ui B P b B Bt 53 A P B 0
FEATIERAE — B 2 A IR IE U, BT id AR M A7 e B L ZR e it L M 2 B R 2k
FRINTHL T5 Ak 7 IR | A B R O R A R i AR U L U R R A
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i3 L = R FE R B 2 . -OR . —SR®. —0C (0) -R*.-N (R?) 2.—C (0) R*.—C (0) OR*.-0C (0) N (R%) 2.—C
(0) N R®) 2.-N (R®) € (0) OR*,-N (R®) € (0) R*.-N (R*) C (0) N (R®) 2 N (R*) C (NR®) N (R*) 2.-N (R®) S
(0) «R* GLHtH1ELF 2) .-S (0) «OR* GLH tAH1EFE 2) \-S (0) N RY) 2 GLH t 1B 2) B3
PO3 (R®) 2, HeFRR* % F JHST 95 e AR e 2 B PR 25 B PR B e it L 9 0k L 05 o i L Bt
BRI BT AR | A O SR B A O HE b A

[0127]  “@E-PRLeRE” 48— O dR) PRbe Rk [ , L rpofs i RO PR e ik A /35 b BT 388 9
H A AT 38 T4 AR e 2L 1 B rp 1 — N 2 AN IR

[0128]  “BRJE” 4RI A AR FAH K, & 20— D E5E, B 28 10Nk 5 1 B s
TR R B F] (RO Co—Crobe ) o BF B VE 2“2 22107 7848 HHAE H HE IS, 20 (R 98
WI“2F 107 4R TE T 25 YE R W RN B0 B, “22 104N i 17 R 7R BTk e 3 ] DA Bl 24>
T S 4 A8 FH 3k B 2L R 55 5 B vy FL/ELHE EH 10N I 2 ol o 71 HE S St 77 e, B dit
A E 28R 5T AEH BT B, PR B A 225 5 (B WIC—Coffdt) o btk i
RS HFR TR o TR, I b DB TR | SR A O b R A L B A AE U
o B Wk 53 AR B, AT e b — AR 2 B U, Bk BRI ST g o 2 L e
2N B IS TN B I SN B N P N S SR I 3 8 P N E N SN
TR SRR AL A S R R AL L -OR™ . -SR®.~0C (0) —R*.-N (R®) 2.—C (0) R*.—C
(0) OR*.—0C (0) N (R®) 2.—C (0) N (R*) 2.—N (R*) € (0) OR*.-N (R*) C (0) R*.-N R*) C (0) N (R 2. N R?)
C(NR) N R®) 2. -N(R?) S (0) «R* (Lt 183 2) .—S (0) +OR* (L tA1E(# 2) .—S (0) NR) 2
(Forh t 1803 2) B PO3 (R®) 2, Ho R [ B S7 AL e 2t S ABE 2 TR R 22 L PR AL 5t
2N B N B 7 VB 32 V6B B Sy B el R Py P 3 i

[0129]  “WRIE-FRLEIE” & 45— (b di) FRke LI ], Hrp JeJi FIER foe 5L A /i i b BT 38 2 O
H A3 A 38 T e AR e B 1 AR v i — AN B 2N AR

[0130]  “HAfEIE[A] (Carboxaldehyde)” & $5— (C=0) HI:[F] .

[0131]  “BRIL"Z4E- (C=0) OHIE

[0132]  “HE" & HR-CONZ:H .

[0133]  “BALedd” 2R S i AN B IR B 2 I [, DA S AT R A, B30 38 4 AN
R B P EFE LA 3R 101 (1 2 ] (RICa—Crodb e ) o B M BUE Y5 [l 1 “3%2107 7
AHE P IR, BB S A “3 2107 AR AR 25 YE T N R RSB B, 310N IR
7 RN IR PR AL AT DA 3 ik i 2 RS, v LA FH 10N i 2 i 7E — L4 S i
TR, FRE A Ca—CaP it s o 75— BUSETit 7 22 , FRe e ad Ca—Co A Joe s o B J5 B 11 i B 1k
SEGIAFEEASIR T LA R I IR VIR T IR IR A S IR IR S A IR R
Jie VPR VRO CER S BL AR UK 3 (norborny 1) 25 S 3AEAE UG B B A B s S4B EH
BRI — B 2 A BRI, Bk B O D e it L R be it M 2k L b it VB e
S IRINGEE O B A BT L R g A oy B R A W LB R SR A
Fe AL =R -0R* . -SR*.-0C (0) -R*.-N (R*) 2.—C (0) R*.—C (0) OR*,-0C (0) N
(RY) 2.-C (0) N (R®) 2. N (R?) C (0) OR*\-N (R™) C (0) R®*\-N (R®) C (0) N (R™ 2. N R™) C (N\R*) N R?) 2. —N
(RY) S (0) «R* LAt A 18 2) —S (0) OR* (L t 185 2) =S (0) NRY 2 Lt 13E 2)
B #POs (RY) o, HorPRY & [ M7 A e di A Qe 2 IR PR 2 VIR R B e i L 5 O be Ak | o
N e R AN e WL TR e e S Y e
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[0134]  “BRKEAE—MAL” Je 45— R e ) Ja B Ak [ , v A Joe B R0UAs Ot AR PR s vh B 43 i O
B3 AT A 18 T 0 BRI e B i) AR b 1 — A B 2 A ARG

[0135]  “BfE b PR bE " JE 45— (R Je ) e IRbe ik B A, Hrp R B A 2 IR e Bk i A Hi
i P TR O B AT IR I8 T R PR e S AN R e S ) A R v 1 — AN B 2 AN B
[0136]  “BRbe k-2 05 B Je fR— R b dik) Z% 05 B ], v BRJe B A 2% 5 BE A v 35 b iy
P I H 43 AT e B8 T 44 7 RN IR e L 10 B 1 — A B 2 A B

[0137]  ARiE “fesd A7 R 4R -0kt , KA1 284k i+, B ELAE . SCRE IR A
e S, Wil SRR A e S ) 5 A L R TR R TR
AN O R H I R A AL R S L 26N IR e A 2,  AE— LS T B, Ci—Ca
e 2 R AL 4 B e B OB R SCRE R AL ) B A 1 R AN IR JE 1 e Ak

[0138]  IR¥E “HUAR I e A k7 S 45 He rp e 2 38 40 4 AR e 4 2 (B -0- (LA B 22) )
B A AE U B A5 B kb 5 AR B ot S R ) e R R A e A — A B 2 N B EUAR, P
IR HAREE SN A e e L R m Bt I B R VBRI L R B L L O O T A e R R A L T
AR R xR B S R R AU R = R R R bR A L —OR L SR* . —0C (0) -
R*\—N (R 2.—C (0) R*.—C (0) OR*.—0C (0) N (R*) 2.—C (0) N (R*) 2.—N (R®) C (0) OR*.—-N (R®) C (0) R*.—
N (R C(0)NRY) 2N R*) C(NR) N (R 2.-N R S (0) «R* Gt A18#E2) .S (0) +0R* (L t 41
B 2) =S (0) {NRY) 2 (Lt 183 2) BLEPOs (RY) 2, Ho RS H WS A e 2t AR
B VORI R B IR R LA D5 B 5 e L IR e R IR e B T | g O AR B TR g A e
[0139]  ORiE “brsd At & fRdad p A i e i B 20 (el Ah) (C=0) - L[4, Horp
ik b A8 3k B A S B BB R o PRI, Ci—Ce e S0 e i S i H P i 80 5 e e e
BRI B A 1 6k B ) e AU o “MIRSbe U P ™ e 18 e v Joe 28l (IR bt S R 1 e
AL  AE— BESLTE T BRH , Ci-Caloe A B AL 46 BB e ek A S e s R B 1 2
AR AR B

[0140]  ORuE “HUARHY e H pe k™ 2 Fia ik [ (AR e 58) —0-C (0) —, Hor pirad it [ id ik ¥k
FEE e 5 PR AR S A 2 R AR AR Ul B Bt 3 AR B Jon S R R A 1 e A R AT 0
e — N ECE 2 EACEE R, Frid BT 7 A b g L R ek I 5 R VIR e L AR e
B R I LR YR NP R S R Y N AP SN P N NS N et SN T
FP L B ReE e . —OR® L SR®.—0C (0) —R*.—-N (R*) 2.—C (0) R*.—C (0) OR*.—0C (0) N (R*) 2.—C (0) N
(R? 2.-N (R®) € (0) OR*, N (R®) € (0) R*.-N (R®) € (0) N (R®) 2.N (R*) C (NR*) N (R*) 2.-N (R?) S (0) R?
(H At A1 2) v -S(0) OR* (Lt 1EFE 2) «—S (0) (N RY) 2 (Lt 183 2) B POs
(R?) 2, HR Y AT A Bt SRR 2 VIR I i PR L e 0 L O 2 L D e ik L e A A
FRIR e e e e | e O LB A 2 g A bR A

[0141]  “B " 2 4R (C=0) —F: 7, fil a0 (Gekk) —C (0) - 54 —C(0) -, (GRFFHE) —C(0) -
(GRfe ) —C (0) —F1 GRIFLEEL) —C (0) —, o Bk B [ ik 3 B e A1 5 A 45 ik e . A
— LB T S, B S Cr—CrolBt L , IR AR WE I I be i 5 43 L 7 FE R 4y L R 05 AR o B AR
IR Je L A 40 1 B R BOE A 0 B R ) B 1) S 8, R = A B R 7B a1
TN o a0 RRER Ay 2% 05 BB R e e, UL R B0 JiR B0 e B e i B R 5
F S ECA TR B AR AE Ul P A B A s AR BH L B R R (R AR — N ECE 2 A EUAURE
HUAR, BT i BAR S AT g ek L e be i L M ik L BRI B JGE 0 L Z R e Bk L O Rk L DS R e L T
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e IR R B LESE SR S R A S S RS R R S L -OR?
SR*.-0C (0) —R*\-N (R%) 2.—C (0) R*.—C (0) OR*,—0C (0) N (R*) 2.—C (0) N (R®) 2.—N (R*) C (0) OR*,-N
(R*) C (0) R*<-N (R*) C (0) N (R*) 2N (R*) C(NR) N (R") 2.—N (R*) S (0) «R* (et 18 2) .-S (0)
OR* AR 1B 2) =S (0) N RY) 2 Lt 1B 2) B POs (RY) o, FL AR H TN A
e AP VPR B R SR PR L | 5 L | U R L JR IR R | Ze B R R e i L 2 g B
T HE AL

[0142]  “PE AL R 4ER (C=0) 0-JE [, Hodr “R7 e dik . 75 5k L J 75 3k L R e S ol o %38
Pk, FTIR B 2 L 75 2 L 05 Bk L TR e S SR IR e S A R P BTIA AR — SRS R
P 2 A A o —Cal e AR , L2 PRI S S S N e B350 0 5 3 a0 0 S 0 B 2 R It
SR A O RE S B B 0 R A R BRI IR 1) S E B AN e R R e R R N
Fis o QAR RIE [ Dl 2 05 LB R IR ik, ) B0 i B0 2 B DR T R B TR R I
S B TTR o B AT U0 PR 5 B i S e B B AR Y CROATE A — AN 2 AU
HUAR, T IR BUAR I A ST e 2  ZR e M L B L PR J  JRBRIse i L 5 L 5 R it L R
BTSRRI R VBRSSP A R = R R -OR? . -
SR*.-0C (0) —R*\ N (R%) 2.—C (0) R*.—C (0) OR*.—0C (0) N (R?) 2.—C (0) N (R*) 2.—N (R*) C (0) OR*,-N
(R*) C(O) R*-N(R*) C () N (R*) 2aN (R*) C(NRH) N (RY) 2. N (R*) S (0) «R* (Lt 18 #E2) .-S (0)
OR* (HLr t 18035 2) =S (0) N RY) 2 LAt 1838 2) BLEPOs (RY) 2, AR B A
e AP L VIR IR R A SR AL | 5 A U T L JR IR e A | Je IR T A e L | g A B
e Tt

[0143]  “GE7 B BB A ZFE-N R o, H AR % A M7 S Be s AR A i R AL
TR IR BT HE 5 O e i L R L R e e i | 2 5 R B A O R e, R Al AE U B
Frr B R 53 AR U o 24N R?) o R B B PR A NERIRE , Frik IR B8 5 U 14
AAE—HE A A 5 6-BLFE T-TCER 01, -N (R?) 2 8 A8 AL FEAH AN PR T 1 -t g e i 4 -
IR IS o Bk B AE U0 B 15 rh B ik 5 A 4R B, TR — B 2 A BRI, BT i B A
MUST AL e M B R VPR IR GE L g R O B L R i AR g A b
FEHE B VEUE . SR I S A S S B R R B AL L -OR . -SR*. ~0C (0) -R*.—N
(R%) 2.—C (0) R*\—C (0) OR*,—0C (0) N (R?) 2, —C (0) N (R*) 2. —N (R%) C (0) OR*. N (R*) C (0) R*.-N R?
CO)NRY 2. NRY) CONRYNR® 2.-N R S (0) {R* (Frpt Y18 2) .-S (0) (OR* Gt 18
2) v=S(0) N R 2 GLH 15 2) BIEPOs (RY) 2, Ho IR M7 A e AR E 2 L ik
IR T PR S e O O e i L R A L R B e S e i L AR 5 R s SR e A DL S
S B - AT LA AR i o i e SO TR AT 2% o B

[0144]  RiE “HUACHIEIE” thE % 1 b Tk i 2 ] -NHROINRRY N4 Ak M 32 [ N5
A A AT T il 4% - F A i SR A B ) Sk A R R IR A PR R L ) s o AN S A
N AR ATN-EA T OB 251

[0145]  “BRR&HE A 83 “Bia L 28 B A 20-C (0) N (R) 2B -NHC (0) R4 8R4, Hop
R [ & BE S PR BE A 55 2 L 05 2 Gl ik PR 82) AN g R0 Gl Ik PRm % 12) » Ix e At
H (RN AR B AT AT A AR o 7R — LB STl 7 1, B2 o A2 G- CalBt 2 B 3 G- CalBt iz
SR A LA A R Al S 0 A TR M B o ISR RG L AT R N (R) o) Re AT AT A% 5 Ro BT IE 21 4
HEAE— AT 45— 6-B0F T-TnFF o A 76 Ut B 15 B ff . 5 A48 B L B S B AT 2 ik
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SEARAS HI U il be i PR e Ak | O i | o 75 RE B R B e T oA () B ) — N B 2 HL
o B A 7] 9 520 (1) G W03 3 ) 2R BR B IR 01 B TR BRCRT 24 o A FR i ik 4k
AN ATART ik | e Ak B R R U B 22 ] A W A o T 8 T I i ) 4 AR 7 R A e AR
LB AR N S E R DA A BE % 78 TR R 4 25 5 MUK B, Bl fnGreene MiWuts,
Protective Groups in Organic Synthesis,3.sup.rd Ed.,John Wiley&Sons,New York,
N.Y., 1999, 8 HoA il A 2535 51 IR 7 s AL

[0146]  “F5HFEF]” B “O5 5 AR HA 6 R 10 E0 5 1) 55 R 3 A (B anCe—Cro5 T Ak 4]
B Co—Cro5 52) , L HA 2 /0— D H A e K RIERIF (o83 27 BRI 2R L) 4%
BRI R AT AT i BAE PR R AL HA B ER AN B 0 B RO BRI S 2R 2 o B A4 PR DA
TR — 0 Z I R B RO R IRE TR L N R T AR A R
A A R — O B RO R 1 ks B PR IR R SRR O A A G AU
YO TE 0“6 28 107 ZE A H i i tHIRI , (B VI T 40 6 28 107 S48 7245 72 Y [ N 1 B> 4 491
i, “6 10NN JE 7 245 Fridk 55 B2 7] LA EH 6 BF JE 2 1%, FH 7N B0 S5 2 RS, s AL
F5 H 1O FR R AL o 2 ARE AL 35 BN L A B AR 5 22 B8 (B A SRR 50 ) 31 25
oSRARAE VLI rh B Wt Sy PR W, S5 BRI A — B 2 D BUARER AR, Pk AR
RYAYSp S NS S I B SR TN B NS N B - 2 N B 3 e S e S 2 551
B R VEE R SR A R = R R ST S -OR™ . ~SR*,~0C (0) —R*,~-N
(R®) 2.—C (0) R*.—C (0) OR*.—0C (0) N(R*) 2.—C (0) N (R?) 2.—N (R*) C (0) OR*.—N (R*) C (0) R*.-N (RY)
CO)NRY 2.NRY) C RN (R?) 2. -NR? S (0) {R* At H1E(FE2) —S (0) (OR* (L t 18
2) v=S(0) N R 2 GLH t 1L 2) BUEPOs RY) o, o R & B A7 A e s A e 2 L ik
IRHE BRI e e L O Ak D be s R BB AR R G i be R | R 07 BRI O B i

[0147]  “F5be k™ B3 “T5 B fe k" 2 4 OF B8 be ik, o rp 55 FER b B a0 AR v 38 v B B O
H 73 AR 48 3 T 55 2 e R 1 AR v ) — AN B 24 UG

[0148]  “PHEE” j& 45 B AT N-COORMI A 2 FE A , HerbRike |5 e ik (FR et L O ik | % 0 i (Gl
i) MR G FRRicE12) o« AR H S BTl (L& 4 b I AT AR 2 2 | PR A B 3 R 2 )
BRI BR AL o il B2 BRI 4 VR R S R A e AR STUEE AR N 52 2 010 LA S B 8 78 SRR U
o R S KB, B WGreene fiWuts ,Protective Groups in Organic Synthesis,
3.sup.rd Ed.,John Wiley&Sons,New York,N.Y., 1999, H 4N 758 5 FHE 7 2 9F
AL BRARAE UL D] W Bt 53 A48 0], Be AT e b — AN B 2 AR BUAR, ik B4R
FEPNST AL e B I VBRI E R L O B L DY AR e L R 5 AR R OT B S
B KR VEE SR RPN S PR ST AL -ORY . -SR*,-0C (0) -
R*\-N (R 2.—C (0) R*.—C (0) OR*.—0C (0) N(R) 2.—C (0) N (R") 2.—N (R*) C (0) OR*.-N (R") C (0) R*.—
NR® C(O)NRY 2.NR*) CONR) N R 2.-N (R S (0) «R* (P t H18(E 2) —S (0) OR* Lt 41
B 2) =S (0) NRY 2 (Pt 18 2) B POs (RY) o, HHp R & B N A e Bk AU
B BRIRAE ORFA LG RE O R O Ak R FA bR R IR e A e | Ok O BRI A T A et
[0149]  “FACKEE” 2Rt — 1B 2410 B LI FEEH] (fluoro radical) BURHI G0
B e, Bl = P R 2,2, 2- =R O - - 2-F O A
B b AL Ay AT DL a0 b i st e e I e SR TS ARE e BAR

[0150]  “pi4X (halo) "\ “mi#) (halide) ” B A EFEAY “p0 2 (halogen) " J2 FE L S IR
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B ARTE I AUGE AL | B AR LT | e AR A B A BRI — AN 2
A R A B HA A B e 25 0 I R A5 ) B R S5 M R e S 45 A o, AR AR
7R AR I 7 ) A A e A bt 2 A A U S HG o o pig A2 8L

[0151]  “ZR ™ | “HRddis B N “ G o ™ A0 KR AT 328 HRUAR) e 2 | A2 328 B ) e S A e B
R IE BB — N E0E 2401k 3 45 5+ s & B ECE AT A &) &
RBE A o AT DAZS 8 HUE G L 9 1 Cr-CaZie ot 2 , Ik B30 3 [l e 1 s 0 B AG L A % SE )
SR KA TR A B T, B —CHaOCHaCHa 3 [ FR A “Ca” e d5e 3 , HAE R FBE Kbk h 4D
RO 5 F R AR 1B R T DA R 2 e S v 2t mT DL R e
FEAE IR S5 Ao FRe B T DL — AN B 2 A B , Bk SR b 37 g e 2 | bt
2N R SIS TN G I SN B N N S SR IS e I N E e N TN
gL AL BRAC . S R R A L L —OR* . —SR*.—0C (0) -R*.-N (R®) 2.—C (0) R*.—C (0) OR*.—C
(O)NRY 2.-N R € (0) 0R*\-N R?) C (0) R®*.-N R S (0) «R* (Herh t 1B E2) .-S (0) «OR* (Hirt
HNIEEFE2) =S (0) N RY 2 FLrp 1838 2) 3L P03 (RY) 2, H PR S B MO A E L fi it /AR
Fe i OREA RPN BT 05 B L R R RIRT A R IR b A e i | T O R B O B b
Ho

[0152]  “Jp i b o 3L R i — CJRbr k) 75 2k , FLrpr J e AR B A A /33 o Pl B 8 3 HL
AT AT T e e A A 7 5 1) A s ) — N Bl 2 LA

[0153]  “JRfie R 5 A7 Je 45— CreliaBh) Z8 o5 B, Jorp JRobe B R 20 55 Lt AR /RO o B i
I H A3 A AR e B T 2 e B R0 2 55 L) AR v |1 — A B 2 A ARG

[0154]  “JR el JR BN e L7 st FiR - b k) JRBn e i , v Zfobe e R 0 3R e 2k oA R i v
v i I HL23 AT A58 T 2% bt A 2 PR e 2 ) B v | — AN Bl 2 A BARG

[0155]  “Frfr EIRLEHL” R 4h— (Rl dik) BRe i, Forb e doe i AN BA e Jik 1A Fp 355 b BT 8
I H A AT 450 T 2 e AR e g AR 1 — AN B 2N ARG

[0156]  “ZR75 FL” B Al e R 1) “G4 75 & FE ] (heteroaromatic) ” J& 55— % 1870 75 R 5k 4]
(B nCs—CraZe 5 55) , HAH — B 2400 B A0 A AR PR 0 55, BA AT DU RER |
L EIREE VUFRAME &R B a0 “5 2 187 £E A HH i o I B, BB Sa i “5 2 187 & 45
FE245 58 Y0 B P IR B AN S8 9 0, “B5 R 18NN 57 Je AR Ik 44 75 A DA 5N BRI 2 1
FH 60 i A S5, Bty LA HE I8N R R 2L al o B A RR L 387 &5 R i) — I 05 2k i
HEH B BN R P2 DR FRTER AN SR T & AR — A S RN
NP, et B TR AN 1 IR SRR A ML e 22 o SN o 05 B A B o
SEARIXAEI 5 R LA, Hoh IR B 2R IR ) 2 — A AR R A 2 I 405 F ] A
HIECE ARG -5 B i — N ECE 2 D R E AR A — A ECE 2 AR T
TATAE) AR 2R A,  F 05 B IE kBRI ATART i 5 40 B R 0 43 i 4 0 BRI S 45 49,
FEAEASPR T 208 2 0 Y g 3 L RIS I RIS | 1, 320 AR BRI L L R Ok
MR 3 | 28 ot I | B (] MR D e e PRI [b] [1,4] AR R EIF(b] (1,
ATeBIE L 1, 4-0F “albe it VAR IR 22 TR 5 (benzonaphthofuranyl) (Z8Jfefiedt %
FF BRI A ORI AR R O R A IR o B L DR R MR L | DR L g RS R
IR 22 2R FE R I I 5 L 28 R M 2 L 2% I MR M I L SR JRE Wy L (benzothieny 1) (FRIFMEN)

23



CN 104926815 B iﬁ. EH :Fg 21/163 BT

(benzothiophenyl)) ZRFFMEWY FH: [3, 2—-d] Mg 3k  OR - =L 9K 3[4, 6] BRI F[1, 2-a]
N I e T T S | bR L L BRI 0 [d] wsnE L6, T- R -5H-FR R T (4, 5] MEWy I [2, 3—d ] MBI
F.5,6- A K I [h] ekt 5, 6- A I [h] WMk .6, 7- & -5H-ZE I [6, 7] R FHIT
[1,2—c] kM It | DR IR R - DR IR Wy s | VR gk I ke Mg ) 6 L IR - (3, 2—¢ ]
et 5,6,7,8,9, 10-NEFEH [d) Mg F . 5,6,7,8,9, 10-/NE ¥ I [d]mkER 3.5 ,6,
7,8,9, 10~/ IR FF [d] ML me i | S8 Pk S | I e S | e Sk | g St | g L | S e | —
SIS | S A R I | SR IR S | W[ R I | SRk L (5 8- FF AR 5,6, 7, 8- S L Ik
L TRZRZE L 1,6 R R AR L 0B g 00k Ok eTIR L MR 2 5,
6,6a,7,8,9,10,10a— )\ R FF [h] wa bk | 1 2R k-1 H-Apk g I | iy W 25 L Wy IR I W7y 1R
F CTRIER I W R M4 L I R bk S ik e R i I (3 4-d ] w3 L 3 L kg
FE[3, 2-d ] miimg e me I [3, 4-d ] mgg B | nbige et | e et | g et s et | i e mpf S |
Wbk 2 | PR bR L | SRR bR L L USRI 5,6, 7, 8- DU A MEMRIbR B .5, 6,7, 8- A 2K I [4,5] g
Wy 3 [2,3-d]msnEdL 16,7,8,9-IY A -SH-FR B[4, 5] MEWY 31 [2, 3—d] Mg 5L .5,6,7,8- 105,
ML IE I [4, 5—c ] Mk g i | N e St I — e e IR IR it | — e S | T M i | = W S By I [2, 3—d ]
s g e R Wy I [3, 2—d ] W g B R Wy I [2, 3—c T ML g B FIIBE Wy £& (thiophenyl) (RIBEWy B
(thienyl)) o BRIEAEUE I 5 rh B At 5 MR B, o5 B AR g — AN BCE 2 A BUREE U, i
R HAREE SN A e e L R m i I B R R VBRI L R B b L L O e O R R RS R T
SRR PRI B VEUIE AR B R = B R B R B L L -OR? . -SR*.~0C (0) —R*. N
(R 2.—C (0) R*.—C (0) OR*.—C (0) N (R 2. -N (R C (0) OR*.-N R™) C (0) R*.-N (R®) S (0) «R* (Hirfrt
N1EE2) =S (0) OR® Lt A1 2) =S (0) N RY) 2 (LRt 180 # 2) BLEPOs RT) 2, H
SR VAN =N 8- I 2 Aw B 1737 8 N 2 B 3 7B N N B NP 57 Y 7B NP 57 78 -
[0157] AR 28 75 He A A5 B — N EGE 2 DA (-0-) BRI B4 2%, 1 ot
e FEN-SE AL o
[0158]  “JRT5 BLLe k™ JE 48 HA 5 QA i i B o 14 S Je 225 350 40 AH 2 1 01 A R 4 i o 1)
FHA R, Horh 540 AR 4 R R I e
[0159]  “ZRINLel” RFaf e 3- 2 18—JndE IR M A, HAa S22 120k i F A1 264>
7 H B AR 24 T o A VE R “3F 187 AE AN HI I H IR, BB R 1“3 3187 %
AT 25 T8 0 Y B REAN B 1, “3 B I8N R R R Tk 22 PR b 2 mT DA 3N IR )R T
H A HANN IR AR, S HALFEH I8N JE 2l o A — LB STt 7 S8, ZRFR bt 2
Cs—CroZR MRJGE 2 o 76— LE S g e, ZR IR Je 2 A2 Ca—Cro R PR e 2 o 72— MR S0 7 2 p , 2R
J5e A2 C3—Cro 2 PR e 2 o [ AR AE U HH 15 o B Rt 5 48 BH , 23R B3 N R IR . IR =R
VU4 &R, HonT DUELRE A BB W R A R o PR e 8 vp 1 2% i ] AT e i 8 Ak o —
B 2 N BUR A (WUERAFAE) AT IR ZRE A o Z4 B0 e 2 R 30 3 VL R B3 56 AL RN o 28R Joe 2k
A DL I B AT S5 55 T AR i e o 1 A IR e S 1 S B FR (AN B T A 2R R
I e BRIy 3 (1, 3] IER 5T I | S SR NI | IDR A bR S | IO Al g St | SRR A5t S | S o 5
bR |\ R A | S e I s | 2 S AR R A | 22 AR IE 5 L 22U ARHE g e 22 | o
A e s IR WE S | VIR P s | 4R g ) s ks e s | L P e | 2 B 5 L IR AR e | DU SR M
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e ZMELE L VA e R AR S Kk 3 (thiomorpholiny 1) o i 2% M5 obk S
(thiamorpholinyl) \ I—48AX-HR ARG IR EEANL | 1 - S A -BR AR MR L o R A6 U B -5 b B
H S AMR I, FR IR EAT e B — AN BEE 2 A BUREEUAR, B AR b N7 Ay e | 2 be i
BN 7 N e N3N OB N B B Y B S B S B Y OB S AP I S I
B VEAC AR S R REE L L -OR® . —SR*.—0C (0) —R*.-N (R®) 5.—C (0) R*.—C (0) OR*.—C (0) N
(R?) 2.-N R®) C (0) OR*\-N (R*) C (0) R*.-N (R S (0) «R* GHrpt 18 2) .~S (0) (OR* GLrt 1
B #2) =S (0) NRY 2 Gt 18 # 2) B POs RY) 2, H PR & [ M7 A e s A kS
S BRIR L BRIR BT L 55 5 A | AR PR L s g Rk 2k gy A e O

[0160]  “ZRINLERL” AHE A R, Hh— MR R (@ BA3RT I IEF) 5 F 2
NIRRT B A 13 R R, i 2 5 hori% A R A B A B 2 /D — AN RA 2
JRFIIH A s DA A — AN Gl BAA3RT IR F) 1% & A 1-3M 071k H A B A
T HAREAEME.

[0161]  “SHfh” & B A HFH 2 F 2RI A LA o AR AR 2 AN R 76 25 () o 1) HE
T 77 AN (1) S AE A o St it SF A AR S A0 S ASTT B B R 5 1) — Ao ST AR ST R s o — X o Bk
SRR R AW I IR AW ARE ()7 FFEE M 0L RoRIME RS
W o “HE N it ST AL A S B A D T AN AN R SR 1) ST AR SR R A, L BT ST A S A A0
ARG X AR 22 AR P Cahn—Tngold—Prelog R-SK RHINE 205 W) 2H0f il e )
MBS, B F MR AL B ST ARAL 2 AT DB RT3 SHLRE & 2T 40 M B R Jn i 3R AL & fi
P KN END 2R 1)~V T R R D' BE 5% 14 77 1h) CF BB 22 J8) » AT LUK 4t M 28 R A 3 AL &
W¥eE RN (1) B () . ARHIFIIR L S H — AN BEE 2 NAXFRH O, H IR
7 A o S A AR A T S A AR R G ST AR S A TR 2, AT AR AR 40 ST AR A S 1K L e
W58 SCN R) B (S) o R R BAL 25 524K 250 eH & RN J 105 F AR AL 5 I A 1% S8 ] 8 (1) S 44
& (BRI IR &1 D2 2l UM A T HIM R A ) « BA G TR R) — #4440
(S) — SRR AT AT 1A Bl B30 PRl R il 2%, B AT B AR YR & o U AR i BTk
(I4k 21 A W SUEEBR 32 L8 TUATT AS AR b OB, Bl B4R 8 B, 2078 B i AL & 1 BE
FEEJUAAT S A A AL HEZ T UAR) S A

[0162]  “E40” & fa R E A BEECE B B[ 1225893 (chemical moiety) M #% A
NEBAES FHBEWE T 5+ LSk,

[0163]  “BEIE” & F5-NO2.

[0164]  “H " EFE-0-.

[0165]  “HA ZEFE=0.

[0166]  “H AR A 447 S ik B AR AR A FL AL AL IO AE 45 04 AR Sl e o “ LR 3ty 2
— P A DL S B T B TR A B T B TR R O A N R BT
WA TR R B O B B3 R B A 7 W P A 884 (bond order) A%
I RFIEAE , T N BB 5 A AR I B AR 75 1T Re R AR AR SR I 0 (B /e VR
H1) |, eIk B T AR S A AR A 2 ST AT o LA S R PR S 401 A I — A4 T LA S A o D B T A
SR ELAR S ke -2, A- R RN A 5 - 3 M - 2T L AR SRR I A B Ak . B S
AT 75— S48 2 19— T A8 S5 A o P9 — B A% S A 110 B AR S 49 o b g —4 - 2 R g -4 (1H) -
R AR S AR A EL AL
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[0167] AR WA WER] LAEA Bzt & — B0 24 54 & A JE R IREL B
JRFEALR 0, itk &2 ar UL AR PER AL R (s CH) JBit-125 (1%°1) B ik -14
(MC)) JEEH AR A R AL AW BT TR 3R AR A, TE 10 A A TS 1 3 A T 1 S 35
FLHEAEA K B JE A o

[0168]  “Bg 2 JLH B I 7 A& AL S BLZ&AF TR 5 AT G641 o 2R M T (IR 1475 48 5 A7 55
A 1) S R AT AT 2 A B33 T o B Al R A e 5 1422 B I A 08 SE 9 R 2R i FR I A 4
A 2 i 1 s A R PR R T I i A 2

[0169]  “fRYIELF” BAEANLA B #8555 S0, BN IX R SR A, k%
PEHOEE T 2 B se b S I — AN EGE 20 OBLAT A (AR A0 I B RE W s PR PR AE 5 — A
RERY B I BT AT IF H BB A0 PR 1Y B 58 il 25 2 M o 25« 2 PR P L[ 5
WA T . H.Greene fIP.G.M.Wuts,Protective Groups in Organic Synthesis,Third
Edition,John Wiley&Sons,New York (1999) .40, 2 i R 47K 202 A IR 97 2L ] R
PAEE TG I 2 D — AN AR AT DL R P U AN B S B P R A

[0170]  “VERULI” 4551 EGE 2 DA 4 G 5 T4 G ka1 @ik A X
TIAAECE Hon] 25 ER)  RIERMER 2, “K T &7 B8 XTI A ANZA S PR ¥ 57
1 & eANRIR A

[0171]  “HUAR” 245 pri S 2 [ m] LA A — DN ECE 2N e 2R ], ik Hoe LA Bl
BTG B B be it ek 7 B VIR R AL O be A L O O R IR R IR L L R O AR L M FR
e FRIE BT AR AL L O S A I VSR AL L e SR A S L 5 RS L T B RS R S AR A R
AR L TS L U A A A AR AT A IR IR s e e L P T
P 2 L T e AL R T 9 2 (sul fonamidy 1) Tl 8k | ol g R AL  JOR R A 3 (A0 968 B BUA R I = Sk
A HARE R L eEMNERP Ty . BRI AR 8 52 A1 A — I A A
S T AR B, 4] e bk A o B AR B A DA AR, 481 G B e e AA R T DA — AN Bl
ZA IR AL U 1 22 5 o AT LUE S RA b BRI I CR 37 PR AT AR M) DR 37 Ik [ & AR T A
N R AL AT A2 W0 FikGreene fiWuts

[0172]  “H & (sulfanyl) ” & HE LA N A : —S— (R BRI S 48) L —S— (& B 4
HE) —S— (LRI 2% 757 38) Fl-S— (R BRI 2 IR BE L) o

[0173]  “VPhfPbdE” 45 LA 3] : S (0) —H.—S (0) - PR BACH B 3E) S (0) - (IR EUAL
P& 2E) =S (0) — EIREUARH 5 28) —S (0) — FE AU 2 55 55) =S (0) — HEIE AU 2%
WBEHL) o

[0174]  “TE@EL” 48 LL T IEHF] .S (02) -H. =S (02) — (EEBUCHI BE3E) —S (02) - UFIEEAR
[P 2E) =S (02) — RIEHUARH) 55 38) =S (02) — (FRIE HUARH) 2= 5 28) A1-S (02) - (R EUARHY
FRINBEES) o

[0175]  “Rhe it (sulfonamidyl) ” B “Felifif 2L 245 -S (=0) o-NRR, H R H JHA7
SRk FRbe L 5 Ak | R g A Gl BRhmad ) M ZR IR (I MR aiE %) .—S (=0
) 2~NRRI¥-NRRIF RS [ 7] DA 5 R A 422 1) U2 A AR — HE LA 45— 6B T Fh o fE—
O S g ST BT I 2 A Co—CofFéc it IR 2 , L A i 9 2k A (19 B N RUS L B 1L ik S 24
TR 3B B Ak o JH T BB SR AT A28 40 29 Sl e s B Je 0 L 0 kL 2 57 s o 1) AR v 1)
— A EE 2B
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[0176]  “FFE” J&45-S (=0) 20H.

[0177]  “WFER B AL & 45-S (=0) 2~OR, HrhRidk F Je ik \ FRbe Ak | 05 Bk L J 05 A (Gl d R
F2) MR NG A AL Gl IR 42) TR PR R ILAER ARk 2 i e i IR Je ik O ik L 2
Frid i HUAREE H (1) — AN B 2 AU

[0178]  fEEUACHE B S AT ZE 246 15 B3 A 2 s S D0 T & A R 3ok e o
AT I A% 5 R AT B 7R Ak 27 A R R BUAR S , 8] —CH20~ %5 [R] - T-~0CHa—

[0179] AR E MR AFE X LA G Y 45 58 M Te 8 TR IR 20, B 46 8 i Frik AL 5 4)
1) 2 im 244 A 2 U TR KB RIS AL 2 Y (B FE IR K YD) R 2 a
T eI R BL eI &Y. “4 e 2837 B E R (hovel form)”
FEAR RG] BT, SR NE W A 4 s R X R T 2, g 4 2 4
W8 2 ) E A KA RIE I 2 i A (B4R K YD) R 2 SRR
I UL & EATIR G, BRaARE e e M 4 e XEE e .

[0180] k2SR A FEHAE T2 IV VI VILVIT VITT IX X XTI XIT XTI T RIXIVAL &4
eI A AT 25 R A iE W G T 2 e X BT 25 13 B A AR 4 &
Y A2 eI G AR TS 7 b, A HIEL S B P 2 B K R, RiE
M SEAR” WAL FE R 2 FER VB S ARSI S S R A HNR A

[0181]  SH4h, BRI IV VI VIVITVITT L IX X X XT T XTI XIVAL & 452 DA B TN Ak
R T 205 B, T 70 B B B 08 08 3k TRl A0 I T s S 1V VAR 31 o A S b, G SR A R i S
Bk, YOI 0 R O Head mT 28 A seEh) AT LA A0 il 2% « R4 R Bl Ak 5 0 i o8 1 o s 8 ) i R
ERAE W Ui B WA A AE B T8 B A ALVE 71 I R IR A BEAZ VA TR o AN UL AR N S N TR B 7]
FHT- il & Jo 25 7] 24 BN Rl Eh i &Rl i 165

[0182]  fE—ANT7iH, AR ML T R IA B ] 25 I #h

£
[0184]  HrhW.' ACRP B N; Wa? JYCR B N Wa HCROBE N Wa' ANEL 2 CR” s We® Y CR® ., CHR®
BCEN, He b AR AN A AR 38 I Wat W Wa? JWa® SWa WG (1) IR JE A 2R S 7 5
[0185]  WalyZPRletit . O FL B 4 05 2k 5
[0186]  BoAyledit. G FE . Febedit \ PR bedit e IR e ml 3 20 T 13 A
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(R%)q

A
[0188]  HLrfwe iy oh Bk 0 i IR ESE B R E it , A R g R0 1.2, 38 4 s
[0189]  XRAFAE, B A (CHRY)) o= LA ez AEAE R B0 T MO 851 . 2. 380 & 45
[0190]  YARFELE, BiE N-0-.-S—.-S(=0) —.-S (=0) 2= -N (R?) -.—C (=0) - (CHR?) ,—.—C
(=0) —.-NR%) —C (=0) —.-N R% -C (=0) NH- N (R®) C R o~ F—C (=0) - (CHR®) ,—;
[0191]  RUME . BEFE . F4bedt R L BRIk IR be gt L 5 L S A e L Ao A L A
i AT T AR R TR A A IR A B A A | I R S | e 2 U R
i R 5 I IR Bl 3 R IR B L
[0192]  R*Jyfiedt . Judbedt 3L CBRIEL IR BESE R FR b gt I 3k S b o L L s 3t
Pk B R  E I R B A L e S R L B A L L R
St IR B AL IR IE B B PR R 2L 5
[0193]  RPANE . BEdh I3k L IR Bt L J PR et | e S L B AU R L L R
H PR SRR TR R | R B R AL S R A A
[0194]  RO\RO\RUFIRP AT A Bedi I s IR 2k L e 2t e A 2 L R R0 /0
P | T R A | T I s 2R UL R BB A A s DA %
[0195]  ROZEAFAIB L NI N Ci-Croit Bk  Ca—CoR e ik . ZR R BE 3L B Co—Cro e it 3t
[0196]  #F 852 7 &, Wa' NCR® o 7E — RS2 il 5 B2, Wa' N AE —BESZ i 7 o, Wa”
NCR o fE— S8 Sl 7 2 P, W NG FE— S8 St 7 &P, Wa® WCR® o FE— LS 7 Z2 1, Wa AN,
E— 285t )5 S f , Wa CRT o AE — Be Sy 2, Wa N FE— BESE il 2, W CR® o 7 —
s 7 G b, Wo A CHRY o 78— B2 Sl 7 2 P, Wo NG 72— B2 Sl 7P, Wa” HCR®, Wa® 2y
CR®, LA tWa ACRT o AE—SE S 77 2 , Wa” N, Wa® HCR®, LA K Wa  ACRT o 7E— S8 5Lty v
Wa” CR®, Wa N, BA KeWa R CRY o 7E — U St 7 2 1, Wa S CR®, WaP CR®, BA BeWa AN, 7F —
ST B, Wa AW N, BL R Wa A CRY o 7E — B8 S 7 2 7, WaP CR®, A K Wa FiWa SN £E—
st 7 2T, Wo AICR® o 76— B2 S 7 Z2 v, W A CHR® o 7 — SRSt 75 8 o1, W N o 7 — L
SEHE T2, WaZ HCR®  Wa I CRE , Wa 9 CRY, DA S2 W’ 9CR® o 7E — LB SE it 77 22+, WaZ HCR?, Wa
CR®, Wa"ACR", BA K Wo> ACHR® . 7F — EL 5L it )5 Z2 1 , Wa CR®, Wa CR®, Wa CR”, LA FeWo” AN
LS T R, WaZ N, Wa 9 CR®, Wat S CRY, DL B W NCRS 7 — S S 77 2P, Wa? N, Wa®
JNCR® , Wa NCRT, A K Wo® A CHRY o 7 — B8 St 7 2+, Wa AN, Wa® CR®, Wa HCRY, LA S2Wo” AN
PE— RS2 7 22, Wa2 I CR%, Wa 9N, Wa SN CRY, DA B2 W N CR® o 7E — e SEfifi 77 2P, WaZ ACR,
Wa N, Wa S HCRT, DL S2Wo” ACHR® . 7F — L St /7 2, Wa CR, Wa® N, Wa I CRY 5 BA KW AN
7E— oS 7 22, Wa? I CR%, Wa YRS, Wa 9N, DA B2 W N COR® o 7E — B SE Tl 7 2 Hh , Wa? ACR,
Wa’ CR®, Wa AN, B B Wu” CHRY  7E — B 52 it 5 Z2 L Wa I CR”, WaP WCR®, Wa AN, BL KW AN,
A6 — B St 5 2 Wl AIWa N, Wa R CRT, DA B2 W CRE o £ — B SE i 7 22 vh , Wa WL N,
WaHCRY, PA B2 Wo” JYCHR® o £E — S8 52 J7 22 v, WaFIWa J9N, Wa JHCRY, BL KWo? N o 76— B8 S i

At
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7 & d W CR, W AW AN, DL S W™ A CRY A — BB S il 7 221, W™ N CRY W AIWL AN, BL K2
Wo” ACHR® o 7E— 5L i 77 2 7, Wa” 9 CR, Wa FIWa N, A K2 We AN

[0197]  fE—Lesyii 77 2, B R HUAR B B St 58 , A FE (EANBR T-— (CHo) 2-NR°R?, 3L
HHIR %% ST A e 38 AR e BRI I VIR IR FL e ik | 75 3L L 75 e L I R e L R B e
S | I FE B 5 FE A , B NRO R A E — I LU IR EE 4, Ik SR o L FRE A
PR T IR i s | WK W e TP bR S o £E — B8 S 7 S8, BOA AR HUA R A S s o A — e S
J7 &, B AR HURECE B A e i

E |

[0199]  FE-—2LsjE 7y Z2rh , BATNI TR A, B A H Hp Wk B AR HUACER S HUAC ) 55 4% L HUAR
()2 L R HUARE A BRI 2= 55 2 (LS (AN PR Tl i —2— 23 b -3 L mpb e —4 32 | g
A= W GE -2 W E -5 B I R -2 2) R AR B B R 2 0 A R U B
B B0 4 05 e S P R SR 3R J 1 4 0 i L R AR B 5 28U S 1Y
F 7 BT AN A i 1 2 5 L B ORI BRAE 80 51 4 05 A L R AR B 50
ot A CELFE (AN PR TN bk 326 | DY S e 5 | WIR P 2 AFTIR v ) SR A Rl 2 B (1) PR It 22 (0
FEAEARR TR RIRCIL) .

[0200] f~%§ﬁ@7‘3%tﬁ,3?ﬂm<%¢ﬂﬁ~ﬁ

CH3 CH,CHy  -CH( CH3 231 O <1 -

[0201] o ey

:’f\“@ ffv‘“ z Q\/j
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[0202]

,z :*a@ /zO\%Qf@ faQ Q\/\Q
sl 0RO, '

N O e
s NN R ,O/ N J N
LS LY A5 \/[N;j g 1 NTO

=X

A N T g
S NGANP™ N) Ny N2

z{’]\.n’j/ g/ir(j, ,?I/ENI -([N’]/

/E:rj /Ej/ V[N]\CN E/EJ\O
"‘1«./["%_[\2 ’>_ ! Hb /ES’} o

JNflhl,, %/ENJLJJ E/[N/l@ Lhe L,
S o IN: Ng _ 5
Ay Sl 0 o o s
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[0203]

Neare Hoi)ﬁ 00
000 J VA ’

CHZCH3

9%?# s IIQ ond

SOZME

;(O SO

[0204] T lﬂﬁjkﬁfﬁﬁ?éﬂij B%Ezkmﬁ /«Xmﬁ I‘T’ﬁﬁ J@%ﬁ Hkmﬁ *Hﬁﬁ: T RS
j N

ﬁﬂPE’J /\jz%%/\m’ft7}3)175}:]5%\*kﬁﬁ\%ﬁ\&ﬁ\ﬂdkﬁﬁ\*ﬂdkﬁﬁ 7”%“2-% EVE- D
BEsa e B R L B L B S R B R A v 1 B AR B R A EAR

[0205] 76— LE sy G i, RUE 1 4L R EAR B BRI e ik L SR AR B 3 BRI 2 e
e R BUACEE U M2 R BB B bR 22 L R AR B B R e 2 Bl R BUAK
Bl BRI Z PR e B o 7E — BBt Jy S b, RUA AR BB R B 1 25 4 R BB BRI
75 ek R BB UK 28 55 2 B0 AR BAREE BRAR 2% 55 S e Jk o £ — B S Ty 6
H RO AR BUARER 3 BRI ot S A6 AR BB B i e 2 0 L R BB 3 AR 0 o 7
— sty G oh, RUA AR BB B A 6 AR BB 2 AR 1 I A L SR AR B A
PRI b5t S P B Bl A AR B A R e B s o 6 — B8t 7 S8 b RV &R, ik g
AFE-CL-F - IRI-Bro fE— LSl 77 G2 of R [ U0 JR 0 L L R Bl BRI o 12
AL R BB B R J AR PR B 2

[0206]  fF—esufifi )y S rf, MRUMKT I RO BE 208 TRk A BE BT R GRUT St
T I R O R P

[0207]  FE-—LESifidy G rh, RV G IR ek I I PR e L AR e | 05 O
TR N RN R T N T R N RN R N RN SR N GRS Nl (LR
Bl PRI, R B B R 1 R HAR I R i R B AR R R B BR R JE (carbonic
acid) BUH BRIRER AL B

[0208]  FE-—LESEjfiTy Gl R HEIE IR eIk A I PR e | IR e | 05 O
Fe ik IR0 AR RO bk | e AU L B U L I I R | e s B B T
B LA, RUA e i L JR el I i L BRE  PR G B | R IR e 05 i L D B A | g L 5
TR NI N AR N BN 8 N LAY BRI TR e N AT L R NN R 2B ey
THZE P ) — B 22 DR PR Sk SR et I o IR ek o R e d L 5 2 95 A
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PE e O B L R g A L bR R R I R A AL | b A B R A B e
B (R BN A B A] DL AR

[0209]  7F-—dusififiJy S b, RP i [ AR AR B BRI St 5 L AR B Bl BRI i be 3t L R
HARER & AR M 22 R AR B3 BRI B 2 | R B B30 3 HUAR 1) B e 2 A R A Rk 3 B
ARIK Z IR e 3 o 75— LS it b, RPN AR BB BRI 75 3 L R B Ek 2 BRI 55 36 e
B R BB BRI 2855 280 2 R BB BRI 2 95 S e ot 70— BB S it R P, RPN
KRR B e 8 2 - R BB BRI B 2 L AR AR 3 B a2 7R — 5L
U5 & RPN AR B B 5 B BRI L R B Bl 2 B I 3 A0 L R B B 2 AR I e 4
FE PRI B R B E 2 B R R o A — S S r Rh L RPN R IR i RN -1 .-
P —ClE# —Br. 76 —SsLjifi 5 S , R [ U L F 3 L 36 I P 3 R PR I 2L o /F — s
Jiti T b, RPN AR BUAR B 5 B B R G 3 o 78— BB SE i 5 S b, RPN R BUA R BUA R iR
e A — LSl R, HROA GRS RPN S 23 TR RV IE T R RT3 T
N NRE ey =

[0210]  7F-—SLszifiJr Erp, MRP A B HE e bt Ik LRI IR IR Bt L 5 I L 55
e SIS A E e bR (BRI VR (L L A A e S R L I 3
B PR, e T R TR A HA, e R SR A, B A Ik R B A AR

[0211]  7F—SLsifi Jy Erp, MRP A BEHE e et Ik LI IR L IR bt L 5 O L 5
e HE I S b e A A B AL R A B L b A B B
B, B e | JR e S i B PR AL L IR et O At L R T At L A B VA
IS | I AR e S R TR S i R B PR AR B A T I — N EE 2N L
A TR BE AL | Zbe I e B VBRbE R | JR IR BT A | O R L AR 05 L e e L I L
P | I R AL | o AR R A R B R T T I R ) e A B AT DA ARG

[0212]  {E—2Lsijfi 5 b, o N EEE0  AE— 2L sy b, g B AL AR — SRS T R,
QR A BESEIE T B, g B R3 AE RS T R, o B

[0213]  #F—esgjii Jy R rh, RO [ 4 R B BUAC A e 5 SR BRAR B 2 BA F 0 22 A
BB B I o AE— S i 7 22 o, Ry AR BUA R 3 BUAR 110 55 32k L R A 2 BA
(1% 4 75 2 L AR EUAR B BRI B e B B 3 R B B B R R e Bk o 72— L8 S il T B
RN R BRI & BUAR I e 5 R BB A I B U R BB B I o A1 —
St SR RO AR B ER 5 BRI BRI R B Bk 2 BRI BRI 4203 R B Bk 2 B
e S BRI B R B B BA I R I I o AE — BeSE T R L RO R, TR K &R -
[.-F.—Cl8{#Br.

[0214]  7F—Reszjfiy b, ROk FUL BRI MY IE o AE — B s i J7 B, 4R N e R,
RGN FE TAFE R IE T 2 BT 3 T 3 Rt O o Bt A — S SE il
2= R¥N-CFs.

[0215]  7F—uBSEjifi Ty R rf, RO A he It M FL It 5 L A5 IR B A L e I A e
S 2 U TR W R R | o A A e e B T e R, e A e A | AR
I R PR | JR PR | L R O B L A e U B L B A A
B LRI L | b 2K VUL R R B A ) — AN BT 2, P e L b M B
BN B S N B N T SN L N ek (B SN L N LB LB e A B B )
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T TR TSE I o 1 S AR B AT DA HRLAR

[0216]  7F-—6sjii Jy S b, RONA R EUR B BURHI Hedt (L5 (BN IR T R BB B
AR C1-Cakie L) o 7E— LS 77 2, RO A AR B B BRI J s , A A AE R PR T AR B AR Bk
H BUARI ComCaldi 22 o £E — LSt 5 R rf, RO R HAC B B et , A FRAEAS PR T R AR
B BUAR R ComCalbh I o 7F — LSt 5 2 HF L RA AR U B BRI R e 228, SRR EAS R TR
HUAR B 3 BUA R Ca—Ca PR Je 2k o 75— BE L il 5 8 0, RO AR BRARE 2 BRAC K Z 3 bk o E — 2
St SR, RN AR BARE & BUACH 2 b3 , AR E AR T R B ER 5 BRI C-Ca e 3
71— spiti 7 e rp, RO R BB BRI e A 3, 35 (AN IR T R B R B 3 BUAR 9 Ci—Ca
BEAA R AE — BE SRt R, RO R BURER 5 U B2 , 0 (B AR T R B Bk 5 Bt
(I Cr—CalBf R o 7E— B2 SL il 7 SR P, RN R BUR B BUR I & o A — B s 7 P, RN
REAREE B B AL AR BB BRI B S 4 2 AR R B AU Co-Calt A A 2 R
BB BRI e 8 A A s AR AR B3 B R ) e T 9 2 B 2 2R BB BUAR K Co—Cafie it
B o 75— S5y Zrh , ROARG 2, b g &A1 -F —Cl130 —Br. /£ — L5 7 b, R°
e FIE R RIS  AF — S e ST B, RPN -CHa . —CHoCHs  IE TR 3 L S P 95 . —OCH3 -~
OCH2CH3 B & —CF3 0

[0217]  7E—SBSEifiy R rf, RO keIt I EL Pt IR B L JR et LB e S VB
B VR T BRI AL b A B B B A, RO SR BUAR A e L A I L bR
2N e NS S S8 N ISy 8 S T2 N 218 N 1B SN L B N L B S B I B 50 - N g
B 2R B R B A R ) — AN 2N, IR Bk L A be i I B L R PR
S <187 S B S L N i (B N L = B N = B L B AL B B B A e (B 7 B e LB
H [ BN A B AT LB AR

[0218]  7F—6sEjii s S, RONAL R BB BACHI bedt (5 EAR PR T 2R B ek 5 L
ARIGCr—Cafpi ) o FE—LL Sty & rp, ROA R AR B BRI 3 , AR5 (EAS PR T R BRAR R
B BUARIR) Co—Calii Fk o 75— BESL il 5 8 0, RO A BRACEE 2 BRAC I Bt , A FRAEASBR T R B
ol HUARIK Co-Calb I o 76— LSt 2 v, RO AR BAR B 5 BUAC I B e 22, S4B AHASBR TR
BAR B & BUA R Ca—Ca PRI 2k o 75— BE L il 5 2 v, RO AR BRARE & BRAC K Z 3 e o E — 2
SEit )5 S RO R BARE & BUACH 24 be 3 , R E AR T R B ER BRI C-Ca e 3
71— sty e rp, RO R BUR B BRI e 3 , A (AN IR T R B R B3 B R Ci—Ca
BefA S AE — B sRif y R b, RO R BURER 5 U I B2 , 5 B AR T R B Bk 5 Bt
(I Cr—CalBf R o 7E— B SR il 7 SR P, RO R BUR B BUR I & o AE — B s B p L RO
REAREE B B AL AR BB BRI B S 4 2 AR R B AU Co—-Cal A A 2 R
BB BRI e 8 2 A s AR AR B3 B R ) P T 9 2 B 2 2R BB BUAR I Co—Cafie it
Bt o 75— Ses iy Zrh , ROAK 2, I & -1 -F ~Cl1E0 & —Br. /£ 5Ly £+, R
e FIE BRI  AE — S e ST 5 S, RO -CHa . —CHoCHs « IE TR 3 L S P 95 . —OCH3 -~
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PT3—ABEB P13 v FIP T3l 6 28 Bl ¥ T 28 B 1 251k i IR LI 3 38l (P13 —3i) Hh i) —
AN B AR — ST T, 5T HE TP T 3-8l L , — 2 3= Ak 25 a7 56 M s 47 1
PI3- W6 AE H & 5 T, 5 TRIP T3-S 1 L AR SR AU AR LY, — 2 3 B0 A5 40 o 36 e At 47
PI3-BABFS FIPT3-BARE v AE RN EJ7 T, S18PT3- A HoR AL, — 2 32 @ik
AR P T3-S a AT T3-SR 78 S A — 2 e 5 T, 5 TP T3-Sy
SRIUFHEL , — 3 3 ik A W35 B M Hb I P T 3384 i 6 FIP T 33k . 76 B 4 — B Ho e 7 1
E1RIPT3-SBE I HAREAUAR LY , — L8 32 fAL A WG Bt 1] P T3-S S AP T 3-8 , B
5 TP T3 H R SR AR LL , PR M b I P T 3-8 B S FIP T 38, B & 5 1P 13~
WG ) FEAR IS TUARLY , 2% P PR P L3-8l a FIP 13— v , B3 5 TRYP I3 Y o R
AL, e BN AP T3 RE v AIPT 3-8 .

[0433] 7 -—ANJ7 I, PlaE PR, P LUK e PR PR ] TR P T 3380l i — DN B 2 S R
JARI 77, B e BRIk b 40 ] — B 22 P TR P T 3/ 5 115 54 5 A0 0 4100 o 75 2 i My
FNZNAYIA T H AR S TRIPI3-BG 1) 2 I H 5950 %6 # ik B (1C50) B il 751145 45
SE TP I3 1CH0 R 2 /01065, /D 201% , 245045, /010014, £/10001%, /010,
100F5EHE & .

[0434]  ZiMH AW

[0435] AR AL T —RhEL 2 MhA R B AL S VIR 23S

[0436]  #E—2esLyfJy i, AR BRAL T T8 T S A R A A B S 3
1) A3 55 1 B B 1) S 958 e 2 A 2 1) 5% 978 BORRE I 29 WD A S ) o 15 AN A BB 1) H % W 9L B %
PR B E B, AN BN SR A VR R AR A O I U N L B R R 2R
AR PR3 2 AL YHUTE TR A LD BEIRIE . A K B 25 40 & W e s TR o7 He e e
PRI » B REAELAS BR T 520 i B s /NS (bronchial tubes) A PRI IE B A
T IR R FTL ) B 297 o

(04371 7E—8EsLy Ty R, AR WAL TR T BR AS i i ST PR RS I 29 A,
AR I PR B P A REAELAN R T i , 49 G 2 PR BEAE 1 10975 BRI e e« SRR &4
S P IE HELJeE A DX S 200 At P8 ML P B R 2T L I s R 1 PR  JEE I OE 18 9 (gastrric
cancer) B #HENE (stomach cancer) FEMRIE BSOS  FLIRIE 5 300 L SL U IE L S0%
JEJESE (renal cancer) B % (kidney cancer) & ORI BT PSS i B &
T B LIS L IR E L BRI L CNSIBAE \PNSHEAE « 5 ATDSHEIC (I AE (151 2 bk 20988 -
PERIJES (Kaposi’ ssarcoma) ) B EE 15 T I EE o fE—LESL i 7 b, Frid 29 &M T
YEIT AR Pk S I T IR RS L A6 R R R MR AR (i, R ) L BB R R MR AR BRI B i
KPR (B 4n, B PERTZIBRAE K (BPH)) o

[0438] AR EHIRHRAE TR ITIR LA B (LR RE PR IR | BRI 98 BUE B m (LR
SEBE TR /INBRER 8 AU PR AP 15 5 1) B IR Jo0) BRI AL 540 o

[0439] AR EHICHEAE T By (bl AL i R4 MAE N (blastocyte implantation) [4H
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a0

[0440] AR B E KIRIT S P ML E K & (vasculogenesis) B A Al
(angiogenesis) FHIRAI IR S, BT id ML K A2 B S AR Rl m] 2 B0 A g 1 8 A= e«
18 14 28 T p (19 12t R 145G 45 98) « 28 PR Mo « SRR RE R R SR8 (461 B4R S5 s i
2 R BZ 995) K PR 9 « W B8 PRI I A2 o 55177 J LR 10 JIBE 0 k& AR 5 M 8 B A0 A L5 9R
PREE I R B R 2P L R U P PR DA % O S e L LR IR S IR Wi B e 485 e AN
[0441] iR Hb P 1] 3= R ZG M2 & 1) LARRAIEAE 93 P i o VR T A S E I AR R AL &)
B H AT 25 FEh VR VRO 25 I I K S BT W) AEA BIEOUN IR A AW
BRI 2] AN/ B AT 28 54, LA R — FhER 2 PhmT 25 AR 77 e dd (A 955 T ek o A s e
FFIIERE AR (CBLFE JE T KIS & B ALIE ) B E R HER 3G R A 57

[0442]  FRZWAH AW 25 GBS — P 2 M LB AR A G4, rid—FrE 2
P E B2 A Wi e R B 25 24 72 A BRI 00 T, PR E AL S A —Fh
B 2 P E 29 5TR A BRI BT 9 PR 2 43 T ) 8 R ) ) 55w DA 4 R BRI IR B 2H A £
HEAT,

[0443]  fE—ULsjE Ty B, AR R A SV RO AL S I — FE 2 R R
/NF100% ,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/ V.

[0444]  AF—BeSLyi 7 S, AR IHAA W) R — PhECZ BRI K T°90% ,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%,125%,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.

[0445]  7F-—2esLyi U7 e, AR KR AL AW B — PhE 2 MR E N £90.0001 % 2 4
50% ,£J0.001% £ £140% , £0.01% £ £130% , £10.02% £ £129% , £10.03% £ £128% , 4]
0.04% E4127% ,£10.05% £ 4126 % ,£10.06% £ £)25% ,£10.07% £ £)24% ,£10.08% &
2123% ,290.09% £ £122% ,210.1% ££121% ,210.2% ££120% , £10.3% £ £119% , 4
0.4% 2 4)18% ,210.5% B417%,210.6% £2£116% ,210. 7% £ 4115% , £10.8% £ 4]
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14% ,290.9% £ £112% , 241 % £ £]10% (w/ww/VELv/V) o

[0446]  fE— LS Uy S b, A AL A i — FRER 2 AR 9290001 % £ £910% ,
£90.01% 2 415% ,£90.02% ££94.5% , £10.03% B £J4% , £J0.04% £ £)3.5% ,£10.05%
B213% ,£]0.06% B£12.5% ,£70.07% 2 £)2% ,£70.08% £ £)1.5%,£70.09% ££)1 %,
210.1% £250.9% (w/ww/vEv/v) .

[0447]  AE—SESZHE T R, AR RIS Y I — P ELZ B B4 T B/ T10g,9.5¢,
9.0g,8.5¢,8.0g,7.5¢,7.0g,6.5g,6.0g,5.5g2,5.0g,4.5¢,4.0g,3.5g,3.0g,2.5g,2.0g,
1.5g,1.0g,0.95¢,0.9¢,0.85¢,0.8¢,0.75g,0.7g,0.65g,0.6g,0.55g,0.5g,0.45g,0.4g,
0.35g,0.3g,0.25g,0.2¢,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,0.005¢,0.004g,0.003g,0.002¢,0.001g,
0.0009g,0.0008g,0.0007g,0.0006g,0.0005g,0.0004g,0.0003g,0.0002g5%0.0001¢g.
[0448]  fE—Lesyifi )y R, AR L&Y B — MELZ R & OKT0.0001g,0.0002¢,
0.0003g,0.0004g,0.0005g,0.0006g,0.0007g,0.0008g,0.0009¢,0.001g,0.0015g,
0.002g,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,0.009¢g,0.0095g,0.01g,0.015g,0.02g,0.025g,0.03g,
0.035g,0.04g,0.045g,0.05g,0.055¢,0.06g,0.065¢,0.07g,0.075g,0.08g,0.085g,
0.09g,0.095¢,0.1g,0.15g,0.2¢,0.25¢,0.3g,0.35¢,0.4¢,0.45¢,0.5¢g,0.55g,0.6¢,
0.65¢,0.7¢,0.75g2,0.8¢,0.85¢,0.9¢,0.95¢,1¢g,1.5g,2¢,2.5,3¢,3.5,4¢g,4.5¢,5g,5.5g,
6g,6.5g,7g,7.52,8¢,8.5g,9¢,9.5g810g.

(04491 fE—LEsfifi Uy S, A AL S ) — A ERZ M) & 90.0001-10g,0. 0005
9¢,0.001-8g,0.005-7g,0.01-6g,0.05-5g,0.1-4g,0.5-4gBk1-3g.

[0450] A BH Ak & WA B8 77 =3 N A AR A, 7E VR T R BER 0. 0152 1000mg
MO.5Z100mg , M 1250mg 15 22 40me F) 1) & A& ] A% H A6 77 B s 491 o o 1 79 8 B R 10
£ 30mg o AEHA ) BB BUR T 45 2538 12 A S 45 25T 20 532 iR 97 IO B 3 VB2 IR YT I i
& A T AN VR R R B 2258

[0451] "I [0 H A 1) A2 AR PR fill PR 7~ 461 PR 24 W 4 & ) R | 2 BT iR 41 S I 732

[0452]  HIT D IRG A ZMHEY

[0453]  fE—espyf )y b, AR R T T HRG Z BMAH S, ZHEM S H A
RISV ANTE T 1 AR 25 5 29U 75

[0454]  fE—Bospjif )y Serh, AR R T T DIRG I E A2 mA &, 5 (D)
ARERARIMEY AR (1) A ER S 2550 8 1i1) & T 1 ks 251 250
Pl AE— el 5 S, ik L S We &4« (iv) A RER B =255,

[0455]  7E— LSy b, Irid 29 A& Wm] id T DUIRAE AR BIA 2 A &1 . & T
IR 28 2 A A B 25 W4 & W m AR IR S 30T St X (9 an 2 71 e 2 70 3507 7)) BV
BT 25 51 ()5 A T8 S RIAE D9k RBURURL A 36 PR 7R K PEECAR K PRV v B VA BT
B TR A7) KA 7L SR B A ARV L) o 1270 S 3 B W A e AT Ar) 24 22 U VA e AR T
HINELOFATTE RN SRS G DR, A — P B Bl 2R sy 0, Frid &
YT AT J7 v il « 250 50 b AT S5 B M SV M Rl 0 5 VROV SR B ) AR A A B VR A
A AR P ] AR A T 32 VR B, IR R G 2, A P W) I e A BB AR B, 7R R
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i JE e e | BR3P — B 22 Pl B s 3 ) 2% o ) SRR Al ik DA TR T VA 4
FEIE G BIALAS o R 2 B 3 Sk KBCSRLRVE MR 5, Bk s e o AR e iR &
AT T 5 451 WAE AN PR TG 7510 T 751 s A0 e 1) R/ B3 T Vit P R B8 4 H ) o A Aty 77
REAEIH I AT 71 2% « 7E3E A IO LS T ok PV PR VB B AT R KA SR &4
BEAT R

[0456] AN B A0 FE 5 PR 1 3 () TE K 22 A RS2 30, 14 B T /K BR 2 ik —
SE Ay A W B A o A9 4, A 1) 28 ATk AT R INOK (B8, 5 %) 5 VE B K 47 16 v DA U
S TR 0 A7 A R A 701 P () A2 1 B PR A R B TE K A A R T SRR g
FTE /K BAR 75 7K a0 R K 43 BTG 2% A 1) 2% o T SR A 1l 46 B R0/ B A7 A ) K
ALK 53/ BER S, MIAT BATG 7K i i 4 5 LR R A R B 25 2 A AR = 1 2. T DAl
B A AF TR I A  ATAS 4R & B TE K M T IR, m] DA A O np 1B 22 85 T /K 44
BHAE T KA Y, A ENR S A S EE A 1A T A& (formulary kits) H. &A1
A0 42 [ SEGI AL FEAH AR T2 B TE BB RIS, AL E 2545, M E A% (blister packs) Ml
S AAE (strip packs) .

(04571 WA VE PR R AR ML 2R IC B AR 5 il 48U R & /E R IR A AU T 45
2y Ay BB AR X Bk s nT DURE 2 F R AE il T D kA =R A a1,
AEART &5 128 A s v AR A, 6, 78 10 AR AR it 751 (] VR A2 391 Y VG R it 7)) B<,
ZEFNE S GUH 7K s B (glycols) < BE YRR 57 B JE R R €70 55 5 B0 A0 R A LR
() —Be ST 77 Ze £ 1R A4 1l 700 R4 175 60 H T A8 FH a8 e A W S ol it A 4 21 L R
il A I | I e W 7 s R Y B 1 B [ e = R B iy o N |
AR5 R 75 28, AT DB R FRAE S KBS B K B AR AR A7)

[0458] & FHT- 292 & WA = T a0 RGBS B T ROK Ve ¥ S8 ek Bl
FLEVEND BB R AR ANE 1R o IR R AT R T Y T I L B VR B 5 L B oy L JIUR
WS A e R A E AT (BN, AT YR LR 4ER R LA 4 R4S R P R 4R
) IR NS e B R AT G 2R TR R S R TR P SR AR 4 R B AR R R e AT
FVRAY.

[0459] & FH T A i B e I 29 2 A W A0 R = T Qo () DRI SR FE R IR T08 4
DRERES (19 01, R B0k R) VR A 4 25 WP IREAF 4E R I ATFE 45 5 7 (dextrate) | =04
R R L AR SR TR B R R E TR 54

[0460] W] DAAE AR BR 20 A4 A F A7), DA SR L AE 58 B T B /K PR B8 I g A %) 7 771 o K
210 R SR AT R 7R AR AT AR R BB R TR /D R B AR AT BEAS 2 DL R A A, DR e T R
S M ITIA S S T OB JBC— Pk 22 Py 14 Bl 43 () S8 26 R JE o DR b, ] A 2 1) i A
I EEA KD WA K Z , LA S A b 2 AR — B 2 P PR s 3 R RE T80 DA R4S HR 18 3
22 A AP RS 2o B {3 P B R A 551 ] DA T okl ) S 2R Ay 2 8 iy e A2, DA R
A DA H AU @ RN 225 5 BN AR A A T DU 2905 2915 E & %
BB 201 22 295 8 & Yo I B AR5 o 7T TR s A B 25 W A & W) AN 3 i 1 X 9 e 571
FEARA PR T 2006 8 1R - DR R 0 T 41 4 38 L AC BRR R AR 4 2 A 28 SR A B U s v Ak
(polacrilin potassium) JEM LR S EHBUREZE e L Elekh  IURENE )  HE
VERD R R e A 4 R R RECE AR A

84



CN 104926815 B iﬁ. EH :Fg 82/163 HL

[0461]  A] FT-JE A K BH 24 W 40 & W A0 2 T =X 3 79 A0 AEAS PR Tl T PR 45 4 )T
B A R AT it L AR L HEE R R 4 T e TR VIR R L H AR
TR R A Vi S AR Y (B 2, 6 A s RORT el S 25 R 3 2 JRR et ORI v T oKl R
V) B R BRBE VIR £ 6 HHERR 2.l (ethylaureate) B HREREAN IR AV 52N TEMHE
L FE, B, sy loi diE B A il — S AL Bk 1 [ A K (coagulated aerosol of
synthetic silica) BUEMNIMTRA Y nl AT ES IVEWE 7, HE 8D T2 A S 41
HEY%.

[0462] Y45 BRAG5 7K VR B 7 A/ B it ) FH T 10 R 25 ), Aoty JH o 6 B AR VR PR 1l o 5 DA
TR A & PG ESOR IR ) R B RE, DA R B A B O, LA RR /BB
7, PA S FRRERN WK 8 T8 B H AT E AR SR A A

[0463]  Fif Al AN EUE S O AEARA, DLUIEIRAE B M8 H 5 B il AR U HH R it
P A5 KA R FFSAE B o 4, mT DASE A S B A ) du B A g 1 Vi I B — s O 1 el
FH T 10 R it 55000 AT DA AR T g 88 1 8, H w4 -5 s e o A s e ) (4970 2, o PR 465 Tk
PRGBS ) TR G, BUE R I B #e , Ho s M i 4 5 7K B Bt (g 4, FE AR i VAR
ISR I TR A o

[0464] AT T & Bl A K BH 25 W 2H & W A5 & 0 21 3R 1 % PR R FR A AN IR T o5 K PR R
TV T 7] 2 I PR R L v PR SRR B AT TR VR 5 o B, WA FH SR K PR 3R i v PRV A4, T A
FH 2 TG T 2R 5 R SRR B4 , B TS 22 2 — B K P 36 v PR R AT 22 /D — i g PR AR
T PRSI VR A o

[0465] 3 & [ 5% 7K 1 3 v M R 5 AT LA BT 22 /D 1O HLBAA , 1M & () 5 g 14 3 T v
PRSI AT LA EAT /N T 2J LORIHLBAE o FH TR AEAE B PRI o2 A S W0 AHR S8 7K P g 7K
(W22 5602 H08 R AR PP AT B (“HLB™MED o B A BACHLBARL ) 2 0 7% 1 77 5 5 Yl BB /K, FF
AL BA BRI A i B A B HLBAEL ) 28 10 Vs MR 355K, 9 BAEKIE R A
BRIV i . o T 5 DA DR 238 7K R 4 T 33 2 1) 2 HLBAE K T 29 L0 B £k 54, LA S 91 5 -
BHE B M S 0 B4 (HLBAR B8 0 HANTE A o St , SR PR (BF, Bk 1) 2R g
PEFZHLBIE S T BN T 29100940 54 o SR T, 2 10 v 14 7R P HLBAELAN A2 18 5 T B VP T
T 25 At s LR RS FE S

[0466] S 7K I 3R VS M 77 AT 8 ) BRAE B8 1 o T () o 3R TV PR A R AEAN R T
P L S s BT IR £ o Sl R R SRR 22 IR IR I T B AT A 40 s U 1R S S5 IR 22 JIR 1) - Jii B
W) s U HE AV AL DR A 5 v AL O I A AL L SRR AR 5 T e A FLRT AR s 5 ML e
FEATAEY) s B DT ER BREh : e B R R 2 IS I R 26 22 FE BB AN (sodium docusate) ;
acylactylates; J—Fl ——H B8 A H—H - Z B A8 A R BE (mono—and di-acetylated
tartaric acid esters of mono—and di-glycerides) ; BE¥REAL A 5 —F1 ——H Vi fig ; B -
M —H BRI AT BRES (citric acid esters of mono—and di—glycerides) ;s FI'EATHY
REW.

[0467]  FERTIRRI L, B3R 103G M7 K8 , 4 an SR NE | v M SR W g L W J1G . v i i JIg A
EATRIRT YD s BTG DT R R 6 s b AR R IR £h s IE DT R #h s 2 FER Y sacy lacty lates s H—H
o HER Y R - AR B A BR B BRI ALY BR R S s R R Y
FrE R ES s FEA IR 54
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[0468]  B§FR [ V& PR AP AL T A SR B A X ORI L VA 1ML SRk I | IR St
Tl T JIR T o, T2 i Tl IR I ek ol T e Tl 1 I 22 IR Vi ML TG IS I Tt v L Tk TG 1Bk 2, I
i Y TR I IS ek V5 LT I T2 v AT Tl TG 1k 22 IR  PEG—T IR I8k & 2 e . PVP T IG I8 £ I
i N 7 R 1) LI R Ao S 15 —2— 7L R I s J1 Mt L PR I B BT IS 1 B el s o/ — H- b
HI 5/ AL A BREE (mono/diacetylated tartaric acid esters of mono/
diglycerides) -8/ HIHEEHIATHE BREE (citric acid esters of mono/diglycerides) .
JEBEWLZ R (cholylsarcosine) \C IR ER IR #h VS ER 51 HHEIR #h A S5 IR #h L KR A IR
Eh TR Eh B PR R R I Y R L L P RR R SR R PR Eh L AHE AR R £E L teracecy]
sulfate. 2 FEBEREN - H A BRI AR A A I 36 PR ok PA) 5 S I i PV LA 2 e AT VR B i
Eh
[0469] g K MEAE S 3R 1 V& VR AU AT DA 5 (ECAS IR T be 2 R pl 5 e 22 2 5 e 2 A
PR s HEE R 4 B H s (lauryl macrogolglyceride) s SRV L B e F Ik G 2R
Lo TR BTk s TS e S e Y AN R 20 B e S W 5 T AL U e A e A 1y g O TR s
RO BEREM R PR AR £ —BE MR IR 15 R 4 —BEH s I ER B s B Wy s i IR B s 5%
ﬂ’fjﬁjﬁ}:fﬁ%mﬁﬂ(IJ-I%U*%E?HEIEE'EREEIQD & 0 BE R K L BUNE B R 5 BRI ; 2 e RS H B
A i A AR 7o B o T R 58 B o 1) 2 /D — AN il R T S K PR A B 70 s TR A A 2. 3
5 B ﬁﬂji%%ﬂ*“% RRCHAMI G R L HATEY s BRACH-R AR R B AL R
Vs FENIRIR A s 58 < —BE M /K (L B0 B T 0 e B s A0 22 o B 5 = H JhBe *ﬁ%{ﬂﬂfﬁlé
%E%/EHEPB’J%ﬂ:/"ﬁ/\ﬁkj\ﬂ’]%vkTi@“”?ﬁ%ﬁ% Bk 2 JulEn] A H . 4 B VR
B LA TN B R VU BE B SR
[0470] g o /K PR EE B 3R T v MR R B RR AN IR T-PEG-10 HAE R IR \PEG-12 HFEER S |
PEG-20 HAERR S \PEG-32 H IR  PEG-32 2 H AR EE \PEG—1 27l BR I . PEG—15 MR 5 . PEG—
20 6 - PEG—20 -V ERBE  PEG—3 2 BRI - PEG—200 i B2 15 - PEG-400 yh 2 15 - PEG—1 51 fIR 2
B \PEG-32 i iR RS . PEG-40%8 J5 B2 B . PEG— 10048 fig B2 g . PEG—-20 — H EEBRES \PEG-25H
=R R L PEG-32 PR ER . PEG-20H il HEEBR IR . PEG-30H it H R R \PEG—-20H vl Al
NEBR B - PEG—20H yi VB2 s - PEG—30 H vy B i  PEG—30H il HEERR R PEG-40H vl HEERR
B . PEG—40A5 4842 i . PEG-5 04 AL, B JBR W . PEG—4.0 B JBR i . PEG—35 B JBk T - PEG—60 B R Vi «
PEG—40%4¥, B JFR T . PEG—6 02 Ak, B B vt . PEG-60 K il L 2518 / 3 R PEG—6 1 VS L 2518/ 37 1%
PEG-8H yih lis « H RS H i~ 105 . PEG-30 [ B . PEG-25 A5 4 £ B . PEG-30 K & {§ B . PEG-
20 = JHERTE  PEG-40B8 7K 11 L8 By FR 186 L PEG-80 B8 7K 1) B M B H AR BR G  JBe 7K 1 1) B B 5%
A (20) ARERRES K 1L BLUREEE 54 2 0 (20) i BRTS « HAEAEPOE-9FE . HHEHLPOE-23
Tk | 1 JEPOE—10%k .y JEPOE-20 7k . A JIE JEPOE-20 Tk . 4= & yPEG—100 8 BT FZ EE (tocopheryl
PEG-100 succinate) \PEG—24JH[#H EZ .y B2 5 H i AL — 1018 {840 k5.6 0 | 2 48 S Al B B2
B | e R R RS | R AR A BR S \PEG 10-100F 35y %1 (nonyl phenol series) .
PEG 15— IOOq‘?ﬁEﬁ}?ﬂ (octyl phenol series) FIVHIE VP (poloxamers) »
[0471] A 1) 28 I T 2R 1 9 PR A HE , 5 o i By e s TG U BRI 5 £ e Ak H il I T IR
i 1&%&@%%%@&% PR T 0 B e 5 7 L) 0 I I oy R I 5 T 7K L B e 5 2, — T T
JE T BRI 5 55 B R B8 AT AR 0 5 SR B0 2 AR 8 B A §8S BT AR 5 SR 0 B I T 5 AR 5
ik s B —F0 — —H VBRI FLER AT AR s 2 Jo B 5 v e B A v AL v R T TR R S e e
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(89 22 /b — AN G K T B AT 4 7= 5 ST R 4 AR 2 AR AT AR RE TR A L A
TR e I 1 212 I 12 T 3 2 0 5 ek I O R B TR B T O R R A e AT IR &)
B N 2 TBE S HEY) I S AR A R = R R ) 2 2D — AN R R K PR R AS B )
[0472]  FE—ANSEHE T &b, Bk 4l A1 T DA 36 77 DA 0 ORI b 399 9 R/ B0 A AR
RANA WL AT AR B AA PR DTE e /M o X 06T 4E D IR AT I 40 5 W Rk s H
B 6040, TS 2 A0 o AR mT DLES IS A I PSR &1 K PR 25 R/ s L e 41 4 (ke
TS VEFD (V5 iR, B4 R4 A1 o As e BUS) 50 B VTR TR B o

[0473]  S&A R IVE FI L) BFEAIR T 71 BE 2 Jole , B an 2 8 e B T BE LR
BE . BE T BT R S SRR H v R D B (L AR RS L H EE FERE L transcutol .
TR ILAREET (dimethyl isosorbide) IR TR VRN EE IR O AR RN L O
L YER LB LR ATEY OHDE FIIBIREAT A P2 70 T8 41200 416000/ 5K &
TEE T, 10 DY R IR -2 FF BEPEGTE CR A2 M (2) VUEURRRE) B¢ FF A SEPEG s Bt i ofl e
B RACE YN 2- MG TR  2-WRIE R e~ P IR W N—bE S AL %A TR N— 320 e SRt i e i LN
Fit R E B N—0 2 O A e - — FF SR I M B 2 0 B g e i 5 BB T TR PR L B AT AR TR
=T OCBTER = LR QBT R =T B TR = AR IR AR R R LR T R
CBEHIM = A BRES R LR TR FEBR L FR T EEER e~ PN B8 A S5 A A L 8- N iR B
SRR BT PR B L SRR R ATUIR L i e e AR i R Ak 2 R . R 3
e L) PR ON-FR L i R R | B SE % DR (monooctanoin) 2 EE R 2 BERIK

[0474] i m] DAf3 35V FIVR A4 - SEOVEFREA IR T H 1l = 2 BR S AT R = 2. B8 il
B 2B SR OB  — FR J 215 Ji  N— FR R g e B N— 38 2 R L I 452 i 5 2 M R L i e
i RTA L LA 42 RTINS . 28 R 2 U BE200-100 R & 20 (2) VU AU
transcutol P AT R IR S5 Ly AR B o R o) 0 A2 1) B SR A0S L1 B PR L = v H v =
CRER  LBE \PEG-400 . JR A £ 4% (2) VU SRR AR 1 .

[0475] AR I FR il B8 510, & B BVA 7 10 B . 45 B E FI E TR T AR ml 52 &,
A B AR GURE AR N 5175 5 #5870 — S AF v, A0 7 3zl ik AR A m 252 B 1 VA AU =
AL R, BN T A5 250 B i KAk, R4 20 A B i o 8 3 2 A A R R
AR R R it 2 I VE ) R, SRR, AR E R RN CH10E & % (25 H
=% 50 =% 100E = % L L200E 2%, LT AWML EREANA S ES WE
A5 TR AT DL FAR /D B VA R, 19 1015 9% 2% 1 % B EL 5 5 /b MR, 3V A AR AR B
AR EE% BL100H &%, BRI, NL5HEE % B2 HE%.

[0476] T id 28 A 4038 RE AL AL & — R a2 Fivn] 24 FH S IR R T 751) o 12 % I 70 R TR 77 6
FEAL AR T 7 45 700 IR ) 2 550 5 A 4 S 0 AR A TR B R ) B A TR RN R R Y R
tonicifiers BRI & 7GR 6 7] Bk R kG & 7 SR 34 258 7] LIRS A
TR &

[0477]  F4h, BB A 2 A A, AR I T, stk Az s T He A . m]
2 FAR SE ) R R L R R LIRS L AL e R LA R IR R A R AR
TRERES AU A EE REFRBR AR B R R R & AL 7 i A (hydrocalcite) VAR
TRHIE IR M L SO SO S R TR S R = (B &
SR (TRTS) 55 AE AT 25 BRI R AR 28 A1, BN L R TR IR R - O 1R W R IR bt
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SR E IR USRI S 2R R R O ER  T IR VIR R AT AR IR VIR IR L IR ' IR b
iR VAR (hydroquinosulfonic acid) PR MR LR « SR IR  FLIR X VR KT iR
PATR A FR 2R PR 7K R A T PR R IR R I T 0 T Ak L T PP AR I R R 1R 5 o
AT LA FH 22 T R 1K) 26, 191 S e IRy ol I S AN AT IR — 8 o 24 b A, P S 7] AT
o] G B R RTRT 25 PR BH B8, 48 G ez T 4 i R = 43 JB 5 o S48 AT DA R ELAS IR T4 L 2
B VBE VEG FNE

[0478] &AL A A] 25 R A MLER B AR o & A B TC LR I S 9 0 46 R L  EUUR IR &
PR TR IR IR B N IR 5 o 0 & R A AILBR I S B0 8 R A T IR ) TR\ R R ot
SRR R IR PUIR LR S PR P R IR T IR IR R TR IR VR R IR L R E SR R R
R SRR S PUIR AL R  FLIR  H SR IR  FF I IR IR X YR DR R L TR R - % R R R 7K
Wil IR TR  BREAIR AR TR A IR W Sk 1R FE ORI PR N PR IR 5 o

[0479]  H THEHBI WA EY

[0480]  fF—SLsi )y R rh , A BERAL 1 & AR B AL A M AE TS I 25 MR 7RI
THES A GV AL TR G W B 4H 43 2557 & A F G o ik

[0481] A< B B 0 2H A W i mT DA B 45 24 1) 45 5 T QR 5 7K P B0 P 17 YR 2 5 sl L 771
(fifE FH 22 BRI T 2K 9o AR F S B AE A V) DA B it 771 H 3 W e A e A I T /K VAR 2K AL
(125 FHEENP)

[0482]  ERAKGKVAE WA B A Ty o R n] DU B B H 3 T8 B A SR 2 R 5%
(S HIE A TRA W) PRI A7 A ) Y3 o o] LA ZE R 4 0 3m 30 14, 45 2, Ji ek A
A 201 Rk JIg DA 7E 73 B 1 7 100 o 24 357 B 75 (K00 B2, R e e S P 3 v ) o SRR A I
7 1k ] DA ek 4 R b B RN 35 T 265 7 (B, e R 2R R R L T L 2R 1 AR IR A oK
55 SEI

[0483]  ToTA Wl VESTVE B LE PA R ik dl & - i B AR IS A B VA R R B & AR
A G50 b5 28 1) & P B s 45 G, e T IR KT Ol A B I BT U7 vk
2 B PR T R 455 R E BNV, Bid TR BV A B4 5o PO BT R
B A28 1 H 8 Ay o AE T 4 J0 TR AT S VA VR S T AR (AR R, it 2 AR
il 24 T A L TR AN R TR, M S8 1 0 T ek i XV VAT B3 4R 1l 43 BA S ATART 7
A BB R B A

[0484]  F-T Rl (ldn, 8 %) Sk 28 &1

[0485]  fF—Bbszjfi 7 b, AR R T & AN MA &Y, s/ AR &Y
I T4 5 sk R 2R 7)o

[0486] EEMEME A KA EMIHI KNG TREIE [ AL Z (local or topical
administration) B 2 [l 44 | [ 44 B AR T 20 7, 6100 5 B KA PR EER 77 (water
soluble jellies) FLE I Heil TRE VAT FH KA (slurries) VB I AT
TR AT AR TR 35 50 LA ER K VAR 3 T U VAR, (DMSO) VAR . 3B, LA B
5 IR A A R A e 11t B it FH X el 5 B T3 1 e 7 FRTISF 1) o A e, VYR Al 0 T DA K Vi P ok
o B EL R R R T T I BRI X 4

[0487]  ZGW2H A Wt T DA 538 A 1 1] 45 BB B A AR BB 771, H 238 a7 o 7 %
2 JEK A 2 208 B R 15 03, BTE 3 28 0 B ik A ot 208 08 R B IR VR T A T IS
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LGB E A 1 PR 22 2 SR AR LA A R N 53 2 R o I AR AR 771G S 491
FEARAIR T ORIE ) (B, JR2=) =8 (Bl dn, 8 = 8%) (B (9140, L8 ey (i, i
W) T PR TR (191 40 5 PR) 5 1 S A B P A R R ) WL S e D B A 1 i I
B il A1, AT ) S BB B s R S R K S BB T R AT 25 PR Ve K A 4 AT A
Y W AR SR £ 1%

[0488]  7E A< & W] J5 v b AT FH B 5 — B PR R R B & R s IR A B (I
(patches)”) o iZZ B WG o] T IR LB ANE sk DU B I E A KL &M (S e
F—EE AL HEAH—E) .

(04891 Fayi AIAT FH 20 fe W v DA 366 326 24 711) e A L0 2 N o 22 00, 9, S 1 205, 023,
252.4,992,445H15,001 , 139, A AL 12 7 LLIESE I , Bk pF B BRI I 2577

[0490] AT AKIZMAEY)

[0491]  F-T-WR AN BRI () 20 A P00 45 76 7T 25 ) K PRV RIBCA ALVE B E TR &1
HH B IR 50 5 LA SOK 7)o T I YR A4 B A 40 5 W mT DA 35 b Pk 3 () mT 245
FHIRTE 751 o A iz b, firak 205 P i 1 B B P e 4245 2, FH T Rl a4 B Ak o AE I ]
2y FHTE R B 25 el LA AT R PR A4 55 o 1653 35 VAR P LA M E 5526 B L #E N B
Al DU A B R R (face mask tent) B[] &K 1E K EIR AL VA VR 7 TR 2 7 B0 771
A e LA CUE 24 1 7 sk fi R R B A e A e R 2520

[0492]  H-EAWHEY

[0493]  ZGMAH AT LA RIERTR M HAEMAE T EH T &SRB BN RN &
P BB B R A 25 2 1) — A 22 B R 24 FTROIE 710 1 4% A 25 1) A5 D ) ) 6 e A A
WNEIT .2 W, B, Anderson,Philip 0. ;Knoben, James E.;Troutman,William G,eds.,
Handbook of Clinical Drug Data,Tenth Edition,McGraw-Hill,2002;PrattfliTaylor,
eds.,Principles of Drug Action,Third Edition,Churchill Livingston,New York,

1990;Katzung,ed.,Basic and Clinical Pharmacology,Ninth Edition,McGraw Hill,
20037ybg ; Goodman fGi Iman,eds. ,The Pharmacological Basis of Therapeutics,Tenth
Edition,McGraw Hill,2001;:Remingtons Pharmaceutical Sciences,20th Ed.,
Lippincott Williams&Wilkins.,2000;Martindale,The Extra Pharmacopoeia, 5832/t
(The Pharmaceutical Press,London,1999) ;4% B4 1% £ 3k 423 Py 2583 51 A 77 20
HANA

[0494] A WAL & WY BLZG WAL & Wi 25 24 F] LAt BE 98 5 ir ik Ak & Wik ok 2= 4 R AL R
WATART T3 AT X BT VAR D IRIE 12 .+ —fR W I8 72 17 B AMEST (BESFIKA  3h ik
PR VUL I IR N B R R (e B i ) B es 2 it A R
SCRHAT R AR IR BB RN A SV AT LA R N (intraadiposally) BUBSN 4525 .
[0495] Ak YRI5 25 &R B TR T I FL Al PR BORRE R ™ B IR V5 2008 b &
Yart vk AN AL J7 BRI ¥ 2% 18 o SR 1, A3 28T N 290, 001 B L) 100mg/ ke A/ H , AR N4
£ 2135mg/keg/H , LA — IS B  HE 45 25 o 0 T T0ke A28, XA T 20,065 7g/ H
Pk 290,058 42,5/ H o £E— LK 00 b, IR T Bl Y6 A R FR A0 77 & K P AT e 2 78 2
f, MAE e AR B, m A F S R 77 & i AN 3 BUTAT A F R BE R B 4R 28O
R N S SRR 252
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[0496]  fE—SLSLr S AR K I SV B — R4 25 St M, i 20 2R Tl R T A
QLIS HEAT » DAPRAE I SN 50 o 2R M0, ALA% D 1 5, ) LA AL i 42 B — TR R A A
KGR UL TRT7 S PR AE.

[0497]  FE—SESLHET b AR S LRI EH 2. 45 25T R LR H IR
RS Z IR DGR S TR N IRBGE L 7N I 47 25 75 S N 208 H— IR RE JE — K — Ji— IR B
BERE— H R AL D SERETT b AR WL WA 5 — R 70— n 25, 208k H — Ik
B H6IK AL T ADSEWETT SR, AR E RN Z I 45 25575 820 T LA TR AE FAK
F AT R ik e R AL A6 K, 10K, 14K, 28K, I H L, 8 HE—4F o 1E
LB, R B, mSE IS 45 245 T SRITYERF

[0498] A B2 b BEH, WUn] AARBELG 29 AR W 270 £ SRS T SR 7P, R AR W 25 7745

Zitid1,2,3,4,5,6,7,148028 K AE—SEsLiE 7 B B AR K H 45 2 /0T28,14,7,6,
5,4,3,280 1 K AE— YLy /b, AR HZAFIAEHEAT 1 366 IS 2, 0, HTE
SIS EAE F

[0499]  HRAERIAK AWA YA LA LL SR E B 2 ) &, il A AU 5 25 70 ) AR AT
OB AENG 2, B EMEG A G IRG 2 BN NE R 45 25 B KN TS 45 25 i
Wk N 4525 RN 525 W B AN A28 LN 48 2 e T 2525 LIRS 25 R 4 29 B E NN
LTS

[0500] A% B 20 & Wt mT DA i 12 151 BT 7 1) 26 B S 8 (9, e N B bk 1) [ A T 2R
AW BBIE L 2 TTIERT UL a0, A BT By 1 Bk s AR B AR SRR I RO AR B K
AN IR A, AR WAL S AT A ek 1 B A1 T T B 2 AT DT RR IR STV VLA e A B bk B
HH IR A NI TE o A8 R B AL A 0 mT DA e 3 SR SRR W WS ZE R AR ) N R ) B
SCHR i B ) R IR R4 2 o AE— BE S T b AR K A Y) 5 A TR & o 1%
ARG, VLA AT R GG 2 3008 38 T 1% IS I 58 A W 8 A 45 49 o
TN BRR SR B IL IR BR A SR AR IR W R & A2 B (polycaprolactonglycolide) (I8 A
FRHE R R AR 20 R IE  R (BE-1R) SL 2R (B APEO-PLLA) + 28 — FR Ak 4 e
R (CHi-C R CIFER) T RIRIRER M B SV R Y (9]0 58 B 2 B L O R IR 4 B
(polyhydroxyethyl methylmethacrylate) .3 Z /& EEAL S 4ZER) BALE SR IR 4
A5 FNAF 24 22 B8 o 385 16 22 5 P A Al e e 340 B8R T i IS T) 2 1T e i AN TDRE TR I I — Pl 22
P& AR AL -G Y mT LOdE i 22 PO v it 28 S B3R R, ARt/ HE i S B R IR IR
A/ BRI o AT CAKE Bk A P B2 RT3 00 o BASCRT RAATZ A 72 K, T S TR R
WEMZE . kR, Frad A6 -S4 m] DAL T S BR B R ) 1) 3244 vh , 491 £ Fle 38 B3R AL
W YR, BT IR A9 O S BR324 DL i ) kORE o 1% S B3R AT A ad S DL T T v
P+ 4 1l 1 B B AL BRURGE T 1) SRR AN K AL A AR A S R AR B
RIS AR B 2 R B 251 m] LU I 3 1 5 a7 5 (R T8 SR BRI B 25 o 76 53 A H:
BSEH T R, A RLK AR R A A YL i B A SR B ) o T A AR R, HAE
1N B A, S BUBRTIAR K AL G W) AT A TR e G B35 I T1% B 19, 1 B8 L Btz
BUET R . S Ah , AR WAL A R DA I AR LS O AR AT I SR I N 25 24 o AT LA
Y (pericard) BB ML SN (advential) i FHAS & B i 7550 ML 445 28 Fridk Ak &
Y, LA AR A
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[0501] 2 iz Behe B (HAT LA A A 3 Pirads 58 FH) 38 B 7 9 A A T STk, 4 Bl A 3 28 5
wkiE s 51 R 77 I AR S : SR E L H15451233 3 32 [ % H]5040548 5 3£ [EH L F5061273 ; [
£ 5496346 ; £ [ £ F15292331 ; E[H L H|5674278; FE H L FI3657744; ZEH L F)4739762;
£ [H L 5195984 ; 3 [H 4 5292331 5 £ [H L 5674278 E [ 4 5879382 2 [H 4 A
6344053

[0502] AR ALEY T LA Z R & (in dosages) 4524 . AR O 401K 42 , BT AMA& ]
G2 AR 1% 2 57, R 277 AR T ARG TT 1T B /2 75 1« AR A )
U277 Z T DA AN i B 5 8 1) N 2 B RIS B 1R O

[0503] AR LA IIES —FBZ MARINA AP 4%, BT 27 G AR
R A A PR 0 - 22 AR, AT DUAE B2 1 1 BT 25 70 A A % BH AL A 0 BSR4 ) = 2K
[0504] 3= @2 W A mT LA 25E T 1RGS2 T 20 (FE R A 351 B 57 AL 51 741
BRI TR IR BT & T B B MRS BIE 20 (SN Je i VBT TR = I ECAL A
ETRTAENER (ENREBHIAE) B0E T EMA AR (ENER) ik a5
Y] DAOAE TG 6 = 10 IR 25 2010 3 R T 20 FriR 20 A S 900 B8 L2 P s ik
BRI FAIE 3 PR A 4 A R BAAL & . B 4h, e rl L&A e 2 #2125 7). 3
RS

[0505] IRV RG B 4045 2 s TS AL S 8 B KIS (B0, T B K s e A
TRERE 7K D) H B BSOTR A27R o an BAS BE R , PR T ST & M g2 o

[0506] A% BHAL A4 3 P T DA JE 3k DA T $E DA ST T A S5t 4] AR B 1 A T 5 o
BTG PRI DA R 59200 58 « R AEAE R, U ESR A T v —*P-ATPHY v PR FR L AEN-
AumHi sHRIC Y ERIB N Z R AL K B T8 Hh 250 Fid i 3 7 v 204k o 1200 5 AE 96—
FLE MR AT I B VR AW (100, L) A7 25mM Hepes (4- (2-F2 2,3%) —1-RME ZBE1R)
pH 7.4.10mM MgCla. 5mMB—T% B2 H ¥ - 10OWM L HLER 54 . 5mM DT SnME R AT L uMJE A7) o #1571
ITAEDMSOH , DA R BT A7 IROBE (4 X6 B S ) A1 %6 DMS O 28948 EREAT o I # N 10uM ATP
(0.5uCi vy =P-ATP/fL) 51 & S B I 76 PR EEIR FE T & 4570 B o 78 ISR R 25 % TCARL & 1k
RS FEUTUE £ 0 o A UTTE I B ) TR B AE B B AR 4Bt AR |, FH {8 FHTomtec MACH T11
W 25 Ve Pt B FRICATP AR R T, S8 S5 8 In30uL/fLH Packard Microscint 20, Jffiff
HPackard TopCount¥ARtt%1.

[0507] AR BHAR R AL 1 Bl BT IR ) B 5 708 A I /B 28 1 A Fp O ik i —
B2 AR B A VAN S AR, 12 AR ] DA 53 I Ud BRIl PRATE 72 16 1T i A I A
R 2855 izl A S vl DU & 5 B Bl B2 Gk S 2% 825 U B R e PRI 45
FRN/BUX B ST B0 45, Ho 8 W SR SE BT iR 41 & W00 76 MR / B0 A RN/ B L R IR
YR TT BVR Y BIE L 25 H AR B R T AR IR L E A M R e B B iz E BT LA
ST PRI FLI S IR, a0, 3 SEIR S0 Rt AR AR (R AT 5 R0 2 T N 2 PR 6 1
o TR EIE T L&A 55— P 7 — Sl 7 =, AR AL A A2 07 ) &
W R A R IR 2 A A SR R 25 2 R R Ak o 7E — SRS T R, AR AL A W R 25 A
FIE e N TEZR 2 I S — A (0t o 38 & 160 25 AR N T A&, (B, T A il 771
[ ARFIAT R e T2 Al /M ) S B 26 55) & AR AT O 0 ) R AT A &5 7E R b o AR AR
HRUE BT 1) R R L, B 5 A0/ BUHE B 2 R T 3R A3, R IR D L 4 - 25 500 i A b T i
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S o AE LRy S, WA DL N & B B e A .

[0508]  Jjik

[0509] A Bt FR At A8 A R B AL S VI B ZG M 2405 V00 T 7 I RRE I 732, BTk 5 0
TRE AL FEAH AR T 5 — a2 SR PT 30 1) D BE 2% B AH G I 99 o BH p 1 10 IS 11 A
3 1R 9 RE AR BRE AV 10 T A R0 [ 58 £E Sadu S A IWO01 /813464, tH T Hr A7 B (46 A N 25
piibURSTIDEEN s v 2 PN N g

[0510]  AHiEHE AL IR T T H 52 A E 45 TIRIT A BN AR K L&Y AL — 5K
7 b AR ERAL T VR IT FL B o i R VERREAG (5 1 & SR B U5 5 ik s
EAAEE TR AL G T IR T A RE AR WAL &Y AT 25 R SR VR VRT 2 TR RIAL
Y K EVEAT N - B 5 S 5 I SE AL FEAH AN IR T S PR HoME e 6 28 (ADEM) Bk
9 (Addison’s disease) FUBERHIALEGME (APS) \HFAERATFIEZT AL B & e VI 42
JEERTR e P R (Crohn’s disease) JHERIE (1Y) i th 1L 98 ZR 54iE (Goodpasture’s
syndrome) #% 8 KEFH (Graves disease) T~ ZEE4E (Guillain—-Barrésyndrome,GBS) «
Mr A& (Hashimoto’ s disease) ZLBEIRIE . 2 K PEAEAL B VLE 77 RHLAR BE 2= - RE 22
£S5 (opsoclonus myoclonus syndrome,OMS) ARAEE 28 .0rd’ sHUR IR K . RIEIE
(oemphigus) « £ %75 2\ JFUR PEAB VPR I A A2 AR B 9 2K KGR PR 5015 R CREF/RER &1k
(Reiter’s syndrome) - =Bk 4 (Takayasu’s arteritis) <ERBNIkH WHFN B 4iiLsh
k7)) GRIUEE B S MRS T ML (warm autoimmune hemolytic anemia) «FHAGGHIA
ZE9R (Wegener’s granulomatosis) <7 M N (Chagas’disease) VI8 H 425
NE -~ ERREALEE 50 5 N B ADRE AR PR VT IR 2 TR) BT IS IDE % R PR IL L 45
T B B 9 5 RS W A AR A B R o B B A A TR AR A A AR TR R o
[0511]  FE—LEsEifiJy S, W07 RAIEELE B S5 00 (0 D7 V240 465 1) 323 (491 iy 7L 5
W) 45 T 1697 A SCER S5 P e TRLPT 3l AH L 28 6 PRt | PT K-S A1/ BRPT3K- v 19—
FhE 2 FhA R B A o 3P T 3K-6 F1/BLP 13K~ v (X Flade B HI i v LA R T V897 A i
FIT 3 B AT 5 98 BB AE o 451 401 5 36 B8 Pkt 3 I P T 3K -6 ] LA 1] 5 28 P 905 R S A 48 P e S
B 2 IR B S AN A BRI 9% e 82 () 9 , A0 AH A R T 08 g i = AR A S S B2
KRR PETTT R R G AL BRI BB Y D118 T o e PR 40161 P T 3K - 638 7] LA Ik
2> 58 PEESAN Ay B ) 958 W] 1 T [ Fof A 2 5 P AR 4 T o 5 M1/ B0 T IR L 1 BB AT P AIK . S50
I PEVE A PT3K-SBLP T3K— v A FAIAHEL , ie Rt 4 HIPI3K-6 MIPI3K- vy —~F A LA
I T8 523K v (140 2 i i 7 ) 2R KRR BEE o AE — AN DT I, TV R I — R B 2 Pl A
W B JEURR F PR 7 AR BRI 265 L 345 465 51 7. 5% L L0 L 256 . 5065 . 1001 . 250F%
500f% 750 B £I1000 5 ELSE £ o 75 53— J7 I, TR 7 ik v ) — Pl 22 ot 0 B 57t 12 TeG3
H1/ BT gGMP= A PR AR 202185 365 AR5 545 . 7. 545 1065 . 255 5065 . 10065 . 250£% . 50015 . 750
FEELZ)1000F5 B BE %

[0512]  AE—ANJ5 I, RV B — M E S R R 1 28 R TR 5 T R AH IS A E
R LA AN IR T B AR 5 5 b I 5 e ARG I 5 470 5 i 7 S AR/ B g 1 5 = 32 T Jo M AL
BB P O B/ B E o AE S — T T, AU VA ARG R 2 SRR R 42 % .5 %
10%15% 20 % +25% 30 % 50 % 60 % BL 2975 % 5290 % . 7£ 55— J7 [H , 8 1A 2
IR AIEREARE D 292% .5% . 10% . 15% 20 % +25% 30 % 50 % 60 % BLLI 75 % F290 % B
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% AL BAN T J7 1, R VA R IS - T TR AP R 2 0 £910% . 12%
15%.20% 24% .25% .30% .35% +50% 60 % 75 % 80 % 86 % 87 % B £]90 % BL TH £ . 1F
Fy I3, TR EA S R ZUR 1R 0 K45 %6 . 109611596 .20 %6 .25 % .30 %
40% 50% .60 % .75% 80 % 90 %6 B BH 2 o ££ S5 AN J3— 7 [, 327 VA R R IR A 239
2219 B AR5 % 10 % 4 15% .20 % 25 % .30 % <40 % 50 % 60 % .75 % .80 % 90 % B
E

[0513]  fEHESLiE Ty 2 rp , A R AT F Pk A& VDB 25 W4 & W06 97 VI % 9
(R 7542 5 I W R i A 4 (AN PR T 52 i it L i s s L /NS08 U S ERPIRGE B T
I . 4y b 42 R JUL A 10 3 99 o 4810 0, B AR 040 v FH T ¥ o L 288 12 il s o 2 2k L 28 A el 0
(COPD) & F-IEAE T UL PH 28 B2 B 1Y) — 2 PR IR S 25 9 (1) S FE P AR (umbrella term) ofE
ZEAARE RS HRIE AR : 1814 SCVE R UM SRS TR E

[0514]  7E 53— AL 7 B, ARG Tk AL &Y T35 7 B o JLAh , R HRIG Tk &
WIELZ3 M & mT TR 9T W B R UE AU s « 72— S8 7 20, ARG ik b &4
WA YT IRIT RRIBESRT % RA) S AN 33— A SEiE T &b, A s s b
A2 e AW TR T B M TR PR R A% o B i T 7 % A BRI R 2% O ER R
RENVE R 5 ICARRS OBz A 2 M P 5 BRI R A B il A e 98 S U AE B R AT T
K% J o FEBUR R V) R , 8868 T BURIBOME 2 98 R RLTE B 56 (AR FRONIEE) £ —Fi R
R R LI 7 BRI -

[0515] R BHAE i i 7 FLah b i B2 3 E PR A 1 77 7%, Birad 75 1A 4 1m) I iR e
BN TI097 A R A R A B AT 25 A #h VIR 285 VA R K A AT
AW o AE—RE ST T R, TR TR SR T ERE , 49 a0 S PR REARE ) R I R iR i
s DR S A 2 SR IR s A0 Do) B o e IR Py B € 28 0 R PR o 5 b e L
S B T IR PSR L LI B U SRR AE U N EREAE B R e L O EE
I B PRI 45 W B e« (0809  S2 AL S IR RE  FRODR IR  ONSH W PNSHE L 5 ATDSHH R
1) i (151 S 9 B2 98 RIS 38 14 PRVIR) B0 B 15 2 B E o 72— BE Sl U7 S8 vp , Frik T %
VYT AR PR BT PR AG , 490 B e R P 38 A (a4, R ) L B A R T 3 AR BRI A1) R
RMEIA (Ban, B HERT5IRAE K (BPH)) .

[0516] AR BHIL W Sy 7 Vi FLah b b e A8 R A B A8 AR R e 1 7 34 BTk T
AR T IAE FLEh S TR 9T A AUE R AR LA W B mT 25 3 R VAT 2 IS AL
W IKE BT A  AE— RS T R, Frdk vk T8 97 0 B AT B8 < I I A=
J 1S 28 MR (B an S R M S5 98) Bl Ik B RR B AL« 98P B s B W (19 G 4R T
Jo5 BB A 7 959) B PR 9 R PR T A0 D00 S 22 s B 777 ) LA IR B o e AH 5 2 o B 12 I
B A TR R E R R BT PR RO S LR I L PR AP B 45 R R AR B R
[0517]  mIARIEA K BN T7E: , A R A & M E HemT 25 AR VB8 BT 245 I8 A4 /KA ek
ATAEYNRYT I B E S, B, CH2W oy BH LU B i B R S s 7 s sk i
4k s BPH s FL s G 76 LR (1) 38 AL 2R3 1) S8 i L R L IO L B IR A 48 MR L
S s O SN A0 HE O L b R P s 2 B S e i) B A B S A 2 I T b 1 e s 1 B
B SO NS b R v ) iR (RO AR IR 4 e AR ) HT PR, B ik B R m B R AR
F v IR R 1 AT 2 e 5 e A R AL R b 1) b R R e N RS T T R 5 B D G
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JE R B AZAT 40 M B INE b R AT 4H ) | 55 5 IR Rl — 2 B Dt - 5 4 L Sy il g
(tumors in the urothelial cells that line the bladder) . IR 4H fo e e Al /N4
JHOE 5 13 I T S MR BEAE ) 10995 (AML) PR bR 8 400 L 0 9 i A 9 2 4 Y 1 A 15 P
FEA L7 B4 B s G BER B AR B B Mg m - 2 MR YE A P (AML) 18 1
B 1 L 9P5 (CML) RS K &4 M 34 A 9 - 1 PR bR E2 40 e 11 s (CLL) 22 % B R (VM) - i
WA SR AAE MDS) 5 B R s i AR /N G A (NSCLC) 5 He 73 J9 Btk 4 Wi « Mo A K
ML AR s, UL S /IS 0 B et 5 5 PO e 401 5 JEC 400 e B €8 2080 LR 4 Pt e A6 28 2 A
A CHLAE A I Ji R S5 TR 20 e 1) B2 o) 5 FIR A Do B0 200 e 5 e IR BRI o (HIR) SRR
9o s JEUOR MR (FERE R UG R REE) 5 B e s FCDRIR e L S B R e - B9 FRIR e L A
FRODR i AR AT P FRCR R s 5 ATDSAH G 1) v T2 g 2 o/ i A DK B b 28 99  B—401 e 5 % B
S e P IR 2 85 98 AR /0N T SR 4 R AR EL 99 5 S 8 P PRVIRS s o B S R R E , LR O B I R
(HBY) \ PN i % Jps 55 (HCV) 40 M s N SEoR R a2 128 (HTLV-1) AR A T 14 (3 1
o /RS IE s N FLS R 55 (HPY) AE S0 s AR M4 RS miE (CNS) i Ji & PR , H:
AR PP IR 5 e (B2 TR 2 LR 22 T2 1 o s Jo 40 e B 22 T2 1k s o R A LR 2D SR i
JPUJRE 2 A RRLTR T B R L R ES R L VFHE 41 iU SRS (Schwannoma) FIEE R 41 IR s FE A2 R
(PNS) Je i Q1T #4122 900 AW A A1 JB] Fif 25 3 fded (MPNST) , A8 455 i 8 2 498 A0 VT HE 41 e 0%
TR A5 4 241 Mo e 2% 1 A 4 20 23 A B g S P B R R e T R o R MR VR A R OK e
(malignant mixed Miillerian tumot) 3 15 1 MRE RE Q[ MR e MBI &2 FIRTg A 1 PRI
B AR E ke R L B [A) B (gastric stromal tumors) FHSSHEIE 5 52 AL W14 B 40 i iy
Joi (GCT) , oA 45 4 I 24t g AT i 440 e, DA B A e T) Jo g, 00, SR ek 74 24 e D 2
FUSCRF A0 e - ol ged an i 83 (thymomas) i (thymic carcinomas) JE&F &7 AFE
A IR S B R s BV s PN s

[0518] AR BHIE ¥ Sy I SLah W 8 R I 1K 7344, B 77 V2 A4 1) Biv ik il L 30100 4
TARIT AR ER AR AL S BT 25 FEh R BT 25 E R K G s A4

[0519]  S4b, A Frik Ak &4 7] TR ITIREIE

[0520] 546, ARHIE TR A R] FT360 97 sk a4k (B 45 shik ok FEali1k) - 3h ik a1k
FE IR SR BOR B K AT ART B A TR — R ATE: & B Jhk A AE il A A2 I A R SR R B B 3 38U B
Jhk B4 o

[0521]  [6Ah, AR FIE TR AW m] TR TS /NERE 28 OB /N BRE 28 22 JRUR PR B 4k R
PR H B S P S IR, JLAREE T 5 /NER R 2 - e FT A AR IR B A L R AN/ 5 A
JR ATAEVF 2 TR B RA, o e a ME O 2 PEEUE MRS N ERE 58 o I DR 2 e (AN Vi
B A JEAR) B B S BRI R TR

[0522] 54, ARG Tk AL G W 0] T30 97 1 28 8 VRGBT R MR N AT BE R
(ADEM) Bk #% 9% (Addison’s disease) \HUBENRIUARLRAAE (APS) R A RAGIEIT ML B &
G VERT 25 E AR B 7L B B (Crohn’s disease) WK (1RY) | fifi i IfIL'EF 4% 42 & 1iF
(Goodpasture’s syndrome) 4% 55 K (Graves’ disease)  H-E LS4 (Guillain—
Barrésyndrome,GBS) #iA i (Hashimoto’ s disease) 48 P79 « AL BEARIE  EIE L 77 -
FILHR f4ZE - P ZE 42 54F (opsoclonus myoclonus syndrome,OMS) FEFHEE 46 . 0rd’ s FR
28 BRI (ostheoarthritis) & MM LS (uveoretinitis) « RIEIE
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(oemphigus) 2 %R JFEURMENB VTR FREAR REF/RERE1E Reiter’s syndrome) %
Bk AR (Takayasu’s arteritis) GBI AR IR FTAE H & ez YEVE PR 2L ML (warm
autoimmune hemolytic anemia) A& 4N A 27 M Wegener’s granulomatosis) <75
TP (Chagas’disease) I2VESE S 47 A0E  H RMPENLEE R - F 5 WL R ALE ALk PE
IR 2 TR) T 35 e 48 P T JUL 8 L 45 50 0 B 12 9 < ¥t 0 T 45 W 46« PR 470 9198 < R
FEAR BRSSO A VIR 28 VA SRV R SRR R VE IR IR R BRI
KGR MR A TERR 2 LSS O N IR 98 8 IR 98 W 28 S NI EE A 9%
RS B =2 8 I 28 VAR A 2308 L B 2 B o RS 2 IR 28 R g 48 VLS 8 e
RVFUIR 2 R 28 VA REZS VOLZE LA VB 28 JBF 2 L BRI 2 SR AL i R EE R IR %
BER A8 O 28 IR 48 TR 28 IS 28 A ik 28 Wi 48« B 28 VHT PR 28 B o B % L B8
GPAE 98 L B S L 8 I I8 VIR AR Pk 2% L T T I 9% L BT 46\ I R BRAMI 2%

[0523] A WP A7 FLah b 5 0o I LA D0 1K) U7 V2 5 Pk 7 V2 A5 1v) P ik il 3,
WL TIRIT A E N A K A GBI AT 25 F L B8 AT 25 A R K S EiT .
O L& S RE 1) S8 491 B0 FEAELAN R TS K s AR AL L B 7 | I /&7 P 28 RN 35150 ik L 28 4 P 0
[0524] A% 55— 5, AR FRAE 70 O A ShRE BT BB 4 M Dh eI 7 v BT ik
AT A B A NS D RE Tl E ) A R AL S R

[0525]  FEAJ B 55— J7 1, it T Ik AL A B A SV R I — PPE 2 Phes
25 2B I VR T IR R 1 T i

[0526] &Rt 1 Je Ik VR HEL 0 S AR PR ST SRR AR PN i SR B B e A 2 M
B AV B AR R B A 2 AR R S T AR S Gl AR KA
M5 R SRR A 7 % T R R BORUE R — i 45 24, i an B ARk v LR A At
[ RIS B AZ) B AR 2L .

[0527]  FE—uedk i, Brid ARk 40 5% 28 /D — P BH B -l R A &2 2D — iR B - 3R T
PEFI VA& VL U 2RI V0 I (ty loxapol) B (L BB TR 2R 48 200 BE R AT AR 47 Tl K L B4
FERECR & R IR ER IR o 72— EAB L, B BH B R D e i i L BUE R i R AL A
My PSS E i 2 R OISR (biguanidine salt) PHE S8 CAIIIR S 4 —
SE 70 A, B BH B 5 A AU a4 2 0 B 2 AR BN 25 2 BUIR S e 2 XUICER e 47
[FITR G o AE—EAE DL , iR 2R A G 9 R0 0 e 55 hr b 2 0 | R L 75 be i = R
FE AL Ve = R R e A T e R A i A P R R R L T
ek T R IR (behenalkonium halide) i Ak F7S et = H AR AL L A TN e
TR O S B AE AR E &5 SR A e T e SR TR i A s
it (chlorallyl methenamine halide) AP keddk —FF 3L RFE4% (rnyristylalkonium
halide) p A\ e — FF B L B B HL R RPER BE 2 PR G4 o 7 — S5 Ol , BH S
F IR R AL E e 5 b S IR AR R obn B R R R & (benzethenium
chloride) 1 7Nkedd = F IR AL EE VU be 2 = FF 2L A e L 1 e it — HR Ry e Bl L
W P ER BE 22 R RTR G o AR LG B, BT IR WA AT M R R BT )3 o B = v R
(MCT) B s B S AL AEAT vl L S AR i S AL B Ry B E A R il S SR o =
B 40 A0 B RR I 3R 4 -6 0 E AL B RR T BUR A OG- 100 AL BRI SR A O I B &
FRIMATEY -
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[0528] A% B FRAIL 1 i Ik A I -5 A2 DA 1R SRS 1 1 B 1 A R AR A B A, YR
BRGE YRR J7 32 o VR 3R] A BSOS A B E PR o AR — SE S T R, AR R R AL T e
WG 5 72 DA SO 0 PR I 1 A R B A S A A, AR i M I T o AR RS T
G, AR B BRI T I A VAR S A LA SR P Y R P SRR 1 ) e P AR R A S
fih, $O 510 BT 3 Y VB PR SR S PRI 5 v o A — B S R b, AR AR T A i S 2
DA A1) Fr 3 240 e e (0 S50 i e 10 5 ) AR R BH A A, 10 7t o 0 L ) S s PR 1 T
ko AE—BESE il T S, Ak B BR AL Y @ i A 4 21 DA Ptk 2E 4R b ) SRR T ) B
(19 4% 2 BR A A W4 A, 40051 BT 3 2L 23 e () 80ty 3% M ) V2 o AE — SR ST 7 S, AR B R
T IE A AR S R DL TR A LA P B T £ 1 AR R Ak A B Ak, $ ) i i
AW 0BG PR T 15 AR — S S0 7 S b, AR B AR A T s 5 2 AR B
TR B O TR S AR R B AL A P A, F I S A S PR ) TV A
Be S Ty S, AR R T A FL a4 5 LA BT IR R FL 304 A I S Y =
(K9 A% 2 WAL A WA, 490051 T A 1R 2L 300400 v 1) SR PR 1 9 1 o 72— RS 7 R, AR R W
PRt T E R AR5 R LI A N S S PRI B 1 AR R WAL A sl , P A
N BB E YR 07 25 o AR — e ST Ty S8 v, AEAT A 5 A R B AL A W e )5 R e Ve
INTAEAAEAE B $22 k28 BRI A% 50 T B 1R 1.5 10,20, 30,40.50.60., 70,8090, 955
99% .

[0529]  7E—RLsijfe 7 S, T IR IS A2 i T B B 1 B o 7R — L8 S 7 R, iR K
B 9 PI3WES , HAFREAFMIE TR WPT3E A« PT3BIEER PT3WEE v P36 ; DNA-
PK;mTor;Abl . VEGFR.Ephrin’Z{4B4 (EphB4) ; TEKZAAMNE S B2 (TIE2) ;s SEMSAH SIS &
PR3 (FLT-3) 5 ML /MR AT A A K K 52 48 (PDGFR) sRET; ATM; ATR s hSmg—1;Hek s Sre s 3R &%
A KPR F 5244 (BGER) sKIT; B 25244 (IR) FIIGER.

[0530] Ak B4t 7 I TP T3 15 2 DA YR P T3S 1 1) & 1) A R A& M 4
fi, YA TP T3 BRE TH (14) 7592% o YR58 ] 0o B AP T 33V 1 o 7E — RS 7 S, AR
AR SR T I AP T3 55 A2 DA 0P T3S 14 1) B 1 AR R WAk A P fi, PR P T 398l
TG T ) 75 92 o AE— e S 7 ST, AN R AR T HIRIP T3 WG T ) 75 V2 o i A R 0% Rk AR
TEVEIR , KA RIS — P 2 BiPT3WABE IO A P, R A A0 & ek — Fhiak 2 PhP T3S 1)
YA , Bk A AE RIA — Fhak 2 FhP T3 10 WK o 78— S &b, Ak 1
PRt T s (BRI A 52 DLAIH TR S0 S (P L3S E MR = A
REAAA WA, 0 BrR Zh H BPL3WAE 14 00 T5 7%

[0531]  BRAVRYT

[0532] AR BHIRRAL T BRAIRIT R 7, ool O i e @ A BUE RS A R e A
R E SR EAREE A (overlapping sets of target enzymes) KIZGA| 5 AR K PG
Vel HomT 25 FHEE VR VR 25 VISR K A BT R A A AE— AN T IR T B
EARIR T B A D567 R IR TT R UR AR BRI 1 44, DA AL B R BOA I )
BITRCR .

[0533]  ZE—ANJTIH , 24 S5 HIT gl A BRI gBIG PE K 245 R4 & 45 200 , A R AL & 9Ek 24
Y4 AT LS B i R A N R BE o 12 4 A RE )R b 5 A8 ] — Rk 22 Rl P T 3K S 4101 il 771
FHIR I 7K TgE ANy BB R 52 (I Sz s ma R A 1 191 « X A LRR A R TRI7 B &
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G B M R MERRAG (ATID) ISR I o T340, K AR I FIPT3KSBPT3KS / v 411l 755
mTORF 1l 712 A 45 245t 7] LU L PT3KIg 72 0 5 A 400 1T 2 L H R o

[0534]  fE— A FAR A {E A& M 5 1, AR B B L T S PT3KSAHSQ R ZROm I R AV 9T 5
BLAE 4 T PTIKS 71 i TR 7™ A2 BRI g TR A 245 577) o FL e - 1 PP T3KS 11 1] 718 7l i
TiZA 4, AR T Bl sE E £ F16,800, 620  iZBE A VAT X TIRIT H B %% A58 M
(ATTD) (BAFAEAR TR IEIS T ) Fr a4 Ao

[0535] il T gE ™ AL 1 24 7] 2 AR U 2 A, e AT B AR T R 1 o i) — P 2 Fof
TE1-9874.2- (4= (6P AL AL -2 -2 S J) TR AL B ) 7K 7 IR B I A 3R T TR 83 3 R AL
) (rapamycin analogs) (Bf,rapalogs) - TORC1 15 7 TORC 24 il 751 14 #HmTORC1 A
mTORCZA LA He e Ak 590 o J A T g B9 P B 2 00T, 9 41, 70— T g EHLAA 21 B 5 R G0 A
TNX-901 ,

[0536] X TRIT H B s, il F UL S VB A &Y 5 H FAL T 25 (AR EA
BT Enbrel®. Remicade®™. Humira™. Avonex™FIRebif™) 44 1 il % T 9677 MW P
7 LR UL A B A S AL D5 2 (B HANBR T Xolair™. Advair™. Singulair®
1 Spiriva®™) BeA47.

[0537]  mNG AR BHAL A V-5 PTG Ak 28 P JpahE 0 Fo 5 B8 8 W Wity LA RO P 3 ) HL B
T 1R E DR I JHE " 24 7000 5 B 1| B2 25« 3 e 24 A0 4 Al E 18 259 8 25 (NSATD) , Bt B K
G s ATV 55 s ZR A IR SR 37 25T SRR R 38 T A o B T2 B 1 28 T el A 7% e AR 1 i 41
B RGTE T X PP SRR B IR AL T7 2572 1R Je ks &% (Chloroquine) (5 (Aralen))
B FE S (hydroxychloroquine) (BiEZ #2571 (Plaquenil) ) £E— S8 AT IRIEH A
W] LR A H o e AT &t AR T AR IE 1) R SR AN G HRE IR 1 b 77 o B PR IEE 8 (AR
=) MIEREBE L (cyclophosphamide) GRBANEIZ (Cy toxan) ) #1128 R AN i) T 4100 il S % 2%
Gt o B 25 ) T RS N R AR 2R F TS IR IE IR IR o Bt A 25 AT F5 L T R G g ]
BT S R A B L M/ NARORE 5 B AR AR R B =) TE AR 32 3R/ Sed R

[0538]  £E 53— ANT5 I, A BRI ¥ S AR L 3l ) i Al AR K A A,
A — =R KA SEI AT 25 B B8 AT 25 IR K S st =4, P —
= U R (9, (IR IR o VF 2 A 2R T R A RT AU O A B & Re 5 ARk B
EMH A

[0539]  fF-—LLsLyi J 2 rh , ik Ak i0 97 e B A 22 43 2431150 B Ak ) AT 24 L i
A ZE (intercalating antibiotics) AR KR HII 7] 40 B B B4 1 751) 6 ¥ 40 S A8
FI ) A R U ) BUBER | IR AR AT R R I R o PR MR SR Ak IR T
7 A EE 2R AR RN Bl ag 71 T (R R 5 5 ) T E (4K R (L
K& G Imvr GIEE JE) A2 Ftb 2 PL AV 2039697 7 AL 2236 77 AR AEBR il 74 52491
R A5 ) e B IR AR B ISE AL (cyclosphosphamide) (CYTOXAN™) s Ge iR £ 41 1 ¥ %2
&Y FLAIR A 87 ML s 2 A e S Wibenzodopa s R I il s me turedopaflluredopa ; M. 7, 3 V. fi&
AR L% I (methy lamelamines) , G /SHE I =W L% e . =W LB B % =W 2
MRS EE X (triethylenethiophosphaoramide) fl = ¥ H % %

2y =t s

(trimethylolomelamine) ; BAT WA T B & ¥« 25 & ST . cholophosphamide  #E & 7 - F I 1%
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B BT VBB ST LR 2 (mechlorethamine oxide hydrochloride) FEVES B IF. 8
S NE S B TR JE Y« Bl G L R s e ST s WA R R S R] YT CEUIR B R AR R YT IR
YT B ANT VEERT s P R W e i R R R B &R Jauthramycin 522 20K 1T
FEER UL EHEC IS (carabicin) scarabicin. JE4L 5 & B JE % Casodex " (155
R OHEABR LA FE R MG 2 6-FHE A -5-HMA-L- LR &R 2 F B RFLE K
RILE LR AP HER LRER FEMR N HFER MBEER S ER NS
# (potfiromycin) JEMREFER . ZHMER. P ZILE FHRER HLE RERER. SR
FE) MR T R B PR 2t R = RS 5 SRUR BEE (5-FU) s i RSN —
PR PR 2 e i 20 | = FR b s NERA SR I A IS PR L 65 SRS BRI RS (T S N
WA I e SIS A T 22 DA AR B FL MR L 6 UK R BTBE B AU UR 1 2 AR
T ARV A TR T S RSORS00 52 R | IR e At R B PR IR A SR bT L SE R s PR
EBE 2y (anti-adrenals) Q2 & KEE OKSEIE | il & &) 38 o 2 b 78 77 200 0 i 7R
(frolinic acid) ;% B& N iR ; BE TSI IE M (aldophosphamide glycoside) ; 2 &M%
B2 s 22 g sbestrabucils b AR fIE IV (edatraxate) s Ui Btk (defofamine) s BKAKAL
Ji s HiMY I s e 1 fomi thine s fOFIBE 8% s WAEAR B THIREK s AR IR s B 1k 20 RUB 188 s K HE
RS s KAT TR s SWRIAEE ;s AHZ AN BE (nitracrine) s Wi T s A BIT s MFLLE s RA
B2 s 2— S HEWE I s AR 2 JHF s PSKLRTM. 5 5 M A2 s PO A 5 S i ke s B AR (tenuazonic
acid) ; =W IEER ;2,2 , 2" - =@ =00 S KEME A FEBR, HEESE AT ; IRH
PRl s IR PP EE  WRIHIR KT s gacy tosine s RO (“Ara—C")  FRBEBENG  BE &R s B A2 b0
WA EE (TAXOL™  Bristol-Myers Squibb Oncology,Princeton,N.J.) Fl1% Jhfih 5%
(TAXOTERE™, Rhone—Poulenc Rorer,Antony,France) s fL g ; ¥ Wby 55 25 R EMbIE A
IRATART A VR T R AT 24 FH R BR BT AR A o AT A T R B U ok e 1 4
()08 2% RAE ol A B Ak 2206 97 40 BRI T R 9 a0 AR S L A A Atk BE i SR
(Nolvadex™) B & & 45 INHI 5 ERERIA (5) KM  4-F2Ah B E 35 L phiR B 45 T g H 45
LY 117018, BAR &) R AIFEIGKSF G A0 8) s MIPRER R S i Ab ik . JE & oKEr R & L
SN FmAR A XA AR s R T BRI s 7 PH AL s 6 SRR SRNGERS o HE RS s s
IR RN R B0 s AR B0 s RFE VAT (VP-16) 5 e BRI i s 22 455 R O KFE R s KB B
KBEBGEE s W 4EA; 1 7H R Novantrone) ; 8 JETHTT ; TH W 55 25 s RIEWENS s A B 18 s (BRI IR
£h EMBH-11 (CPT-11) s FuFh R B I FIRES 2000 ; — 580 F 2 B2 R (DMFO) o 754 BRI 1%
T, AR AHASRAMAASGTE T HK LT HUE 259 Herceptin@);
Avastin®. Erbitux®. Rituxan®. Taxol®. Arimidex®. Taxotere™ I Velcade® 41
G

[0540] AR BHIE P B AL 7L 30 P A e 4 M AR K BRI P 3G A MR R G v s oA
AW AW ST G T H A AT I T7 1 - 45 T ISR 7 B BOR 2 AR 2 Jn i
XL R BE W5 AE A FIG BT B B AR 9T R AT - RIS ¥R T AR K B AL A W 25 25 58 i
AHEHTIAHHE o

[0541]  JRUFHG YT e L JL AR A TR I — Mg T, BRI A A S 45 T, Bk U5 i
BFAEAR T AT N BRSBTS T2 AR S A B AR R 2 5
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STV TT TSI VR RN R A BT ) TR ST B RO TV o AS HR A A RS I B O
STV e 18 HH BN B B A, A8 e BOH B R B 5 M 2H 23 A s AL BRI I AE S ) |
52 PR R SO R R 3 B B TR T  iZARE B A B AR (AR T 2 5 T U YRR A = (ol
At-211.1-131.1-125.Y-90.Re—186.Re—188.Sm—153.Bi—-212.P-32 AL u ) L PE [F £7 )
Y& T PR A BF 240 i 18] 7 700 %) 50 S 3050 B i [ A R A o A D9 AR PR 1) 12k S 451, T 3 T S U T
IR A BN T-125.1-131 . Yb—169. Tr—192 ({EJy[E4435) . 1-125 (WEN[E KT , 8k
ST BR T v BT BB IR T BRI e U MR R TR S A R AT DL
FhE 22 PP P A% 25 B ATART VAR 4 B A, 91 G, T-1 2588011 31 I VAV, B AT DA 5
PRI PERZ ZR (19 W1Au—198.Y-90) /INRE~ [ 38 A )37 A4 25 00 Tl & 3OS M o i L, BT ik
— MER 2 PR TR AZ 25 B8 0 A TR 35 s BBt PR AR sk A

[0542]  ANWA TR , AR AW Re % 15 F 0 40 B T 5% K e 4t e fn /%
1) S T R A A ) TS R T S UK o DRI I, AR R BHE 0 A AT R 2L 3 1 S A R T
SR TT U I8, Ik T A 8 ik FLEh 45 7 — 2 BN A K L S YE AT 25
PR VBRRT 285 R A S K G BT A, Fridt & A7 R0k AT S 5 440 A T8O VR 9 T SRR
TEZITE BRI &4 ER A AL T S R e AR P AN F i Bk I 1 2 i AL S 0 BT
THENE o

[0543] AR EMERZMAEGWRW S — 2 &Rk B UL E & R 5 5 8 3 6] 5
AOFLIGTE ) — PPEL 2 P Bl A48 o

[0544]  Hrafin 3 A Rl R MMP—2 (S J51 4 J@8 25 [ 18 2) $0 76157 MMP-9 GO Joit < & i 1 B 9) 171
FIACOX-11 A A B LD #HHRE 5 AR H i Irid A& K WS M MA S A S
F o 45 F (%9 COX— T T4 il 771110 SE B, FECELEBREX ™ (alecoxib) {5 # A 4R H A1 . A FH I
TR 4 i 1 T ) R SE IR TW0 96/33172 (1996410 H26 H AFF) \WO 96/27583
(19964E3 H7TH AFF) VB & FIH 1597304971 .1 (199747 HSH $228) Kk i 4 F| 5 i
99308617.2 (19994F10 H29 H #£3) WO 98/07697 (19984E2 H26 H A FF) WO 98/03516
(19984F1 H29 H A FF) WO 98/34918 (19984E8 H13H AFF) WO 98/34915 (19984FE8 H 13 H
INFF) WO 98/33768 (19984E8 HE6H A HF) WO 98/30566 (19984E7 H16 H AFF) KM & F) Hi
115606 ,046 (199447 H13H AFF) BRI L FIHE931,788 (199947 H28 H A FF) W0 90/
05719 (19904E3 H31 H AFF) W0 99/52910 (19994F10 H21 H A FF) WO 99/52889 (19994F10
H21HZAFF) WO 99/29667 (199946 H17H AFF) JPCTH Fr H11FPCT/TBI8/01113 (19984F7
H21H D) (B EFH11599302232.1 (199943 H25 H #272)  Je [ L) H1159912961 . 1
(19994F6 H3H $#220) E H s I H11560/148,464 (19994F8 H12H $#220) ZEH £ F5,863,
949 (19994F 1 H26 H AFF) R HE L H15,861,510 (199941 H19H AFF) FRK PN L FH 15780,
386 (199746 H25H A FF) , 44 B A 1% £ SOk i A 3 2 i ik 51 G 75 s N AR ST ARk 1
MMP—2 FIMMP—9 31 1] 751) /2 EL A5 1K /D B0 A MMP— 1301 #1355 2 A OIS 6 o 00, 30 ) e AR )T g ik
4B & A ng (B, MAP-1 \MMP-3 . MMP—4 .MMP—5 \MMP—6 . MMP—-7 .MMP—8 \MMP-10 ,MMP—11 \MMP-
1 2FIMMP—13) 226 35 1A 411 I MMP—2 11/ BRAMP—9 1) IS £ o AT FH-T- 4% & B Hh F MMP 41 i 551 ) — £
FLARSE ) fZ£AG-3340 RO 32-3555F1RS 13-0830.

[0545] AU WAL EE AT LA b 50 I ML R B VA M2 AL S, Finid 29 A
EUAE— EERA KR GYIEIL AT 25 F2E VR BT 25 A L) K S s i A P B
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[F AL R FRIC AT A, M— 8 S 1) —FPE 2 Fh T30 97O JE M8 5w B YR 7 75 o

[0546]  FH-T-Co JUE ML 77 5 9 B2 FH 1) SE 481 2 S A 591 490 G, BT 2 R 2R R MK IR #h28 , V A
75 G0, B IO PRI 2 23 A I R 0 ) (TPA) AU T2 Be A 2 v B i B SR 0 71 R
A4 (APSAC) , FLIAL/NAR G, 9 301, Bk AK AR (ASA) AL (clopidrogel) , ML &7 5K
FL G0, BEER SRS , 6 0 FEL I 2, U IGTE 24, 9 0, KK AR AN B Ak 750 5t N R AR R
F WA g2 25, AL A K R F-B (transformation growth factor-beta) FIML/MR
A KR FRIVEY) , & K531 (monoclonal antibodies directed against growth
factors) , LA 57 (K5 FANAE HS SSI) FIRRAE 8 57 MUE 3 M L DhRe  sh kAl A0 A0 150 a i &
A B PR VR IT I R S 2 A PR R R S AE A K ARG I A A B A o T
H, BACRE S F T 76 M0 & B s kb PRt S 6 7 1806 o B v PR R 45 A e TTE IR R A
5 MR E 58S W E K I 45O T8

[0547]  AFHIEHTIA G WRT LS BAR B AR H 2357 (tissue barriers) (WK yiEE
F) BE GG B A 2 H AR BRI SE B R R BR T 2 038 VR B 26 (polyglycans) |
seprafilm.interceed Fli% B JFi g

[0548] W] 5 ARG Bk (A WK G 45 24 1 25400 0 46 18 T W N AT 288k 368 08 TR AR AT I A 1Y)
2%, N, BRI ] AR DR XU S R | 22 G S OR B B EE O &R R (anginal
preparations) , il A0 /RER & s JUARAS SR, 451 a0 €0 H R 5k B B 55 B 2 0K P g
25, Ik R R HFERE VSR L VU 2 R0 Ik ST 2y , il se vhnt
Wk s 370 2 24, 491 a0 A SR AR S RS A ATt A3 18 Bk e L il e S e R s s B A,
BIRAT T s SCAE Y K2, BRI B R R AR R AR R R EIRER
R FAE ERER.EAE EIRR ORNEER AR D In e B R S a7 R VD3
R 2 AR L At AR L 2V R B BT IR BR () —4-2 FE -3, 5- S —a-[ [ [6-[2- (MtuE-
2—4E) LA AR TR -SR] R R ] R B R SR 2, A9 St oK R 5 A0 N 24 497 2 e TR
B+ i BRCAEFE s SR S, 30 AT B R AL AT RS BUR JE RS TR 5 BRI, (9 I 2k IR
AT 2R AR B B R s DA S T 1 1 SRR, 491 g I 2% B o IR R o AR U AR
NRTBE R, 7EE GBSO , iR 2549 m] LA BLER IR 20 (B e k4 g £h B e #h 3 AR
R INER) BUAE B (9 IR R e B ) BAE i A (Bl aK &40 15 F AT 2571
T AN/ BB R A

[0549] A T BRAVR T I FL B R 0 PR IE 7 A R AR AN IR T 0 b Bk 0 24 77 S JBURH R 97
BRSPS BE A E AT R R BB AT R R IR 25 MES R R AN 2 B 2 S B R
FKATE BB R B FE R B [ B A AT A SR s R R BB R SR A R
i FH IR 90 500 9 By 2=« 0 Ol I IR 24 R P 90l R R 24 T 25 L 2 i 45 AL i BE BT (bone
turnover) B2 5 : 85 R £h RSB IR R JEAE RD R R A RUWOKE LR EA
YA KB PR LIS AR VA PE4E AR 2 4E 4R ZA JKFIE VAR KR Al IR 25 Bl R 24 . 7
OS2 AR BB RS S s DU ER B ) /E TR LR Bk A /B g EME T 2
s LA FE S AT IR 25 S | I 25 58 S2 AR BBl A BUAE $77) s BA A5t fii (5-HT . IfL
TBE) ARSI AIE A o

[0850] &7 7%t AT DAAS A% FH -T2 9 A ARE 1R 245 791 , 48] 2 2 Jie AN A e 35 470 7] 22 Ik Az
BRSO 5t i (MLIE )  FH STl JIR 1100 228 36 P A AR 7™ M 16y A et A A s i) T a2 Ja
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FACETRIS AT IR 2 28 AR Fe S - . =0 28 Rl m DT AR | JF B At 28 57 L —fg ) 0
il B Z1 R 2R SR AR BT A B 2 57 A5 B0 A B IR R A 5] A 5 S PR A A i -
2 PR VRS ) ARG M B 55 R E KR B W R S AR BRI 4H i e %
e B H A K () A AR B 40 B R 28 L IR SRAT AR ) B S 0E R o AR AR R K B IR R
BB ) e TR FE e W B BB 2R 2 P R 2 W v L N e L 3 7] BTy R 52 A4 S8 3 711) L 5
TE R 7 AR E SR = i 75

[0551]  ZRHITE IR TE 1) B A6 97 B FE R IR 25 L Nk 21 52 7K (1) B ARAE I 245 77 L L
fifg I S5k 25 ] T YA T O LSRR 249 590 B v M R 24 A K K R B AL B A 57 L B
R RBESARTE BN TR T R RS B OAE ) 24 7790 A0 F T30 97 I S5 1 2455510

[0552]  Ppiek a5 09 H e ve T RS T4 B MR B 299 . TR T AL R B 5 10 24
FHTRIT B B IRZR I 2557 AR B Msh 7145 1kt 25 A8 5y ar A Ak AT i 25
AN T HEIE 0 245550 TR 25 50 T 28 MR i 245 790 FH TN 1 245 70) s FH T J e
P 24577 T30 97 IR RSB IIE T ) TR T2 SR K T s« 51 58 H Wi e
Hps A/ BRI 2 G 25 A/ BUPE IR B R AR 2R T AT R 258 . B iR T R AR B
AW 5 K RS L B AR R e i B R B Y5 R (trimethoprim-sulfamethoxazole
quinolone) Fl H T WA JRIBIEK SN 2570 F B 2= K L E R M EB- N Bt A RE A
AR AN A BUE AN HI RS % S O T A TR AL AR XU )4 5
YBITHAT FHZ5) DU B 2 SUR R 2 (LB 3 SR 25 24 77 APl 3 SOm B 2571))
[0553]  gef% 5 3 Bk &M A BIVRIT PSR I SE 4 A REAE AR T 90 52 AR Bt 2 B R 3t
A (P52 5 B4 IR B 4T (pani tumumab) | HZ Bk B 57 (trastuzumab) ) HCD205044 (R
LAV S ) A B BT RS R B L DUARGER ST 2 BR AT (gemtuzumab) o
[0554] g H., T~ %005 11 B VA 97 700 0 G0 87 7] S b 7 i 52 Ji AN G 5 A2 32 7
A VRIS « A G ik g AR T MO RN MLV 1 28 B B9 YVa 97 791 < MLy AR i il 35 AR
R B W RN A 21 L Uit i 2 8 TR 24 Ao /MR 245

[0555]  gefp 5 = R4k A W2 & 1) e ¥R 7 77 AT B LT LR 3CHR : Goodman F1Gi Iman’ s
“The Pharmacological Basis of Therapeutics’Tenth Edition edited by Hardman,
Limbird and GilmanB{Physician’ s Desk Reference, Wi CHII AN &8 51 HEY
R, DA N

[0556]  HR ik TYRITHIIROL, R ARG BT A AL G W) 5 A FiE # i i A A B L B iE A 1
25 AT R, 72— e SR T B, AR W AE PR S5 b Bk ) B 2 R AR [E 4
25 YHAERRAIR YT AT FH , PR A S T IS 5 58 20501 [RI I B30a HF 45 2 X P
A eh 2R B FRAE AR R R =T S R P RR 24 ) [RIINF 45 2, 76 40 FE R & TR 20 5 RN 45 245
oy FF 25 25 o B, A AR FE BT iR A6 & A B3R (1A AT 245 575 — A I it 26 48 [ 771 = B
F IR If 25 25 o m] 3 b, AU A e BHAY A AN 3R AT AR 245 575 (R if 25 24, e A 3k T A 24 571047
FET A FEGlA R AR S — ARk T 2, Al AR KA R IR AT 25145 24, v 2
IR  AE A3 FF 45 2R, AR AL A R0 SR RATART 243 7701 25 23 1) B vl R L 43, BUTL /DS
I, BLR

[0857] "I [ 4 H4t FK) < it 451 R ) 8 33— A5 U W RIS R B A P A | &z A P
J71Z o BLERFRIR) A 5 AN T B S0 BB R AN B2 LTI i it A8 AR 70 91 ] P R 6] o A8 AT SE T 5] o
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BrAE S AME M, BA B —F O AR ASNE IR & AR SRR A E S, B A A
B 22 1 A0 1 5 AR AR I A AR R A W T VR A WDAT A o B S IR S A A/ R X
SRR AT DU I ARSI 73RS

[0558] <L jifi f5]

[0559]  sjfafill: 2— ((4—Z -3~ (3-FRALIEL) — 1 H-ML ik If: [3, 4-d] mgmg —1-J) FFJE) —5-
R -3 4R R SR e 5 [2, 3—d ] e ~4 (3H) i (1b & 91406) 5 1 -

[0560] 7514, iR 72— (U-ZIH-3- G-FR AR AL — I H-ME e JF: [3, 4-d ] g -1 L) F
H) —5-F F -3 -4 B AR FEmEnE I [2, 3-d] mEnE -4 (3H) —l{ (b & 41406) (K4 B o

CHa(CN)s/
b‘:xyffg'lf )2 NHg/MEOH KOH
0 AcOH C{CN)2 RT i
| R, RT, st# L ik NC /L PrOH/MHL0
I N,« N OER
Meoy “OMe MeO  OMe b4 50 hrs
it 102 103
[0561] S
-
i OHNT 0
[J\] COOH e [L\ )i\N/»N\\/! )" BULITHF/ -78°C | )L
NNH,  EDCUHOBL @ pir 21 CICHCOCH ENINH
RY, & F 700G, 150 Cl
O/’\\/
104 1401 1402
Pd(OQAC); o
. BUOK N PP /%KLN:(\
POCh . 9 1 owmF 19 1 NaGos W NN
BHE _(\ SN RLh . (7 N " _DMF: EtOH H,0 N
[0562] NN H NTNTY 80°C, s L
15°C, O NN NN | &
. Ty Y HO H,N
NN "N BOH ?
H,N HoN OH
1403 108A 1404 (/ 1405
1406

[0563] Jﬁéézoéj\%flﬂﬁiilﬁ#ﬁiﬂrm,zl—:ﬂﬂ%m%—Z—T@@(101) (61g,85%,
0.393mo1) Z. M (2.2mL,0.038mmo1) FIWREE (3.8mL,0.038mo1) 7E F 7 (150mL) 3 (VAR 5
By as IR i (25g,0.394mmo 1) o4 R BLVR A WA = i I FE G 47 o 5 BT A5 1) I 40 € 9 v
H20 (50mL) P gk , ZeMg SO T I H 2 WA LA LR ER 1K) 72 ) 2- (4, 4- U T —2- 0 ) T
—JiE (102) (70g,99%) , K HAELL T 23R BT .
[0564]  fFE /< iEit102 (32¢,0.178mmol) 7EMeOH (500mL) HH I MR B3 37NN (h) K B3
RV £ 0V RLAE 2 T P A o IR TR 5 W I 5 ik B ) AEHC LA ) (2N, 600mL) AIEtO0Ac
(600mL) 2 [8] 73T o 5 7K 243158 71 FH UK i #RNaHCO3 (600mL) VA VR AA, o [F 44 VA P DT TE
R ik SEUSCER , DRI B 2B 1 7= 2~ -4 - R - me -3/ (103) (3.0g,33%) o
[0565] ¥4 ALE41103 (5.32¢,40mmo ) EiF/EE A L (26.88g,480mmo1) 7E7K (26.85mL)
IS TAEE (9. 6mL) HHIVETR R R SR AW I 22 [ s AR EF50h, SR e ¥4 H) 22 % iR JF 1
/7J< 7J<(100mL> FOREAT FHRHCLIE W AT, ELBIPH=6-7 . . IR G VR & W) 145 Fn A3 1K R B 4
PR AR (H BB 2k, AIRALIHER 1) 7= ) 2— 2 -4 -FF PR (104) (3.284g,
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54.7%) .
[0566]  —il#idk, —ilA104 (3.2g,21.2mmol) ZEDMF (40mL) FIDCM (80mL) 5 Fi) ¥4 VR 7 Il
EDCT (8.12g,42.4mmo1) JHOBt (2.86g,21.4mmo1) FILEH 2% (4.53mL,42. 4mmo1) oK 2 BV
A%T FEREE R, SR E BN K (120mL) H o FHDCM (60mL X 2) ZEEUKAH < 454 3 1A HLAE
EhAKPE B, EeMgS0s T8, 1k PRI IR AR o [ 44 VAW DTUE H K o W I A ot e e e B 9 4
u%—mﬁt,ﬁﬁéﬁﬁﬁ%z R4 R -N-AB R ORI BRI (1401) (3.6g,70.4%) o
[0567]  FEG /ST ,/E-40°CA11401 (1.2g,4.96mmo1) 7E LK THF (60mL) H 1) B 7F Wi in T
FE4H (2.5M,2.38mL,5.96mmo 1) FEAE LI FERERE Lh o I8 51 e RLVR G H0%% 21 2 -78 C H-¥v i
AW (0.432mL,5.4mmol) - fE-78°CHiH:2h )T , 4 R MR &I A UK-7K (100mL) H o 7244
K43 THE B 25 B 25 a5 (] 44 DT VR0 HR e HH R o [ 4 3 i o e WA 4R I FHTRE Bk 5% , DA 1t
HAE R 7= M)2- Q- L BER L) —4-F HE-N-4F 2R LR % (1402) (890mg,56.4%) o
[0568]  #F 2B 041402 (320mg, lmmo1) AT =450 (20mL, 214mmo 1) [KVR & MAE115°C
TGS o BT A0V B 2 = B T B 25 Wi o 1 58 B8 BN VK=K v 3 A AINaHCO3 7%
R A, HBIPH=8-9, K 5k B8 (DL [l A i i 1 pE U 8 I FH 2 Bk e v, AR IR BRER 1 7= 4
2- (G 2L —5—FF L -3-4R R ZR b g 9 [2, 3-d] m#ig 4 (3H) —f (1403) (200mg,66.8%) .
[0569]  YEZ SR, fE0°C Al 3—M AR —4—Z -1 H-ME e 5 [3,4-d T mEBE (108A) (261mg,
1.2mmo1) ££JG7KDMF (9mL) HH ¥ ML AR IR T BEAH (123mg, 1. Immo1) o Fr {5 TR & Y78 itk
B ERFEAS 4 8. ¥ 1403 (300mg , 1mmo 1) £EJE7KDME (5mL) HH VAV - 4 [ NTR A P 7E0°C
PiFEL/NET SR 5 B AR IR R LN B 2SR AA TR A 0 01 BT 1516 5% B 4 Je ek PR s £ i 3
afifb, LR AL IHER I 7 P 2— (4-% -3 - - TH-ME e 3 [3, 4-d ] mismg -1 - ) FFAL) —5-H
FE—3-AF R L g 5 (2, 3—d] mERE -4 (3H) - (1404) (450mg,83.3%) .
[0570] ZE@E/S N A 1404 (36mg,0.069mmol) Al3—#52 3L K FLHI AL (1405) (12mg,0.083mmol)
ZEDMF (2mL) JEtOH (1mL) F17K (1mL) P F AR S INPd (PPhs) 4 (7Tmg , 0. 006mmo 1) FINa2COsyA ¥Rk
(IM,0.5mL,0.5mmo 1) o ¥ Fr {3 iR A ¥ i 3 Gl RHE =R, SR JG 7E80 Clm#AE & - # x
REVRA YD E0 A 2 IR AR B M FH 7K (20mL) #5% , FHHCLIE W (1MW) H f1, L ElpH=6-7,
F£FIDCM (10mL X 3) ZEHY K& I A HLZ FH ER K B, £eNaoS0a 15 5 I 4 o i PR (3%
RS TR B ) DA SR AL BRI 7= 2— ((A-E A -3- (3-FR L IR IE) —1H-ME e IF: [3,4-d] Mg g —1 -
) FRAE) —5—FF B -3 4R FF 2R Ak e JF: [2, 3—-d] wkimg ~4 (3H) —li (1406) (8mg,23.7%) -
[0571]  SEjafh|2:5— ((4-Z FH-3- (3-F—4—FR LR IE) —1H- MM 3 [3, 4-d ] msng -1 %) H
HE) -1, 3- -6 4R FE ORI H-ME Pk 3[4, 3—d] s iE -7 (6H) —BR (LA 41511) BI-E o
[0572]  J7 15,408 15— ((4-ZH:-3- B-F-4-F FE R E) —1H-NE M I [3,4-d]msng-1-
B L) ~1,3- A -6-4F FF 2R L - T H-I e g (4, 3-d ] mgne -7 (6H) i (b 501512 &
Ji o
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8]
A o ong NHaNHzHO H MeO,SO; |
ngEi - A NN o
CO»EL SNFNCOLEL 5
= NaOEt V2= HOAe /\J oEt 80°C, 4h Y/ ot
20°C, it 30°C, 2h 7
1501 1502 1503 1504
- L0 ‘ i 1, SOC!Z IO
ot "!\N]“{OH mgjf"m B e N £ )
BOFC M 55-60°C, 3h 7 NO, o Nt ok
1508 L 1507
1806y NICH,Cl, ®
RT, 2h
ik )
[0573] . r\d;j/[;\h}
Pd C/H N / ) o H
MMLNLTJ(N N \Cw, K O‘LNQ _108A
CHAOHITHF Hw N?\/[ Y oo
BT, 14 NH; HOAS psd B —
) Wik, R I
1508 1509
e
ArB(OH), (2N
o i~
Pd(OAC), A f\;
PhsP X AN
Na,COs3 HO 2
DMF/EtOH/H20 _

[0574]  J44p (5.2g,o.226mol> TR RAETE K 2 (120mL) 5 — 2085 (1501) (31.8mL,
0.235mol) AP HEH (16.0mL,0.218mol) E’J?EAWmnﬁtEE’Jiﬁm [ IS ORI FE AT 10
C o NVR A AR Z IR IR A 5 T A3 DL i ik 8 USCEE , AT Tk (petroether) 3
BRI, AR GHHEE R 721502, HoN B A [E4A (30.4g,77.5%) »

[0575]  Fg K& (9.7mL,85% ,0.200mo) i N2 2,18 (34mL) o 7E25°C , [ ZIE W34 in
1A 11502 (30.4g,0.169mo ) BT 13RI A WI7E W AEFE2h , 28 J5 L FINaHCOs ¥ VR Bk
1k, B BlIpH=8, JF FIDCM (200mL X 3) ZEHL o 45 & I (1) G HLAH FH EL K Bess , TRk 4a , LAt
W) A Y1503, Hoh s il 4 (22¢,84.6%) »

[0576]  JEIRFR —~F B (3.2mL,33.8mmol) M M EAL 5 #1503 (4.2¢,29.9mmol) 7E FF %
(20mL) H TV o K S L VR A IAE 80 C A FEA/INE , 88 J5 ¥4 1 22 = i FF I 4 - 1540 % NaOHY
W (15mL) NN E W K T IR S AES0 CHEFE 1 /NI, 48 5 ¥4 ) &2 = 3 FF AIH=0
(30mL) #:% , FHIRHCLIA VR IR AL, , ELBpH=3-4 . ¥ YT I I [E 4 e i i RS 4 , PV 7K BRI IF
T, AR L RA SR P4k S 01505, Ho K At EME (3.54g,84.4%) «

[0577]  #E70-80°C, —ilfiiHE, —iZ1 18 i H2S04 (3. 6mL) F1% MHHNOs (3. 1mL,73. 9mmol) [ V&
A DI I 1505 (2.813g,20mmo) oK S RLTR G HILETOCHEFE6 /N, HR EI R =R, S8 fe {3
NUK=7K A A U 0 [ e aok i i B, FH K Bk 08 , AR R 2B 1 7= M4k & 401506,

HoA A& (0.795¢,21.5%) .
[0578]  ¥4L-5 1506 (1.508g,8.15mmol) FISOCI2 (6mL) ¥ VRS W IEFi3h , 58 Ja v 45 LA
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2:S0C1 20 K4 5% BE Wi i AE.CH2C L2 (BmL) 1 o 7E0°C, A B IE VRIS INE N (1. 13mL) 120 FF 2K i
(1.12g,12.23mmol) o4 FIrfR VR A WAL 10 CHEFE2/INF , W Aa I Rl /K AR o 45 ] A4 di el ik
W, FH KRR VTl e 35 TR USRI EE I P A9 1507, Hoh i e il 4 (1. 74,
77.6%) .

[0579]  —ihdidl, —il 4k & 41507 (1.73g,6.31mmo1) ZEMeOH (100mL) FITHF (10mL) 1]
REWEING%Pd/C 0. 2g) RHEAWII I A BIAE=IR G SR A YIEZE e
B SR TG I8 o B R A PRI o T ] A DA 4 A R 8 1 = A A 01508, H o K (A £ ] 4
(1.47g,95.4%) »

[0580] A Z WS (1.44mL,1.99mmol) I INENH A 1508 (1.46g,5.98mmol) 1E 2
(20mL) H BRI RONLTR A P Z [FI AR FF /DR O R BRI IR ZEIFES
AR W 5R B WIAEDOM (100mL) Hh A % , FH MU RINaHCOs 2 VRN 36 7K e 6% » T 01 ik 47 o 5 5k B
Wi et B v (28R R P RO ek (10/1) elii) Zhife, DURBEHIE M =ik &
1509, H MK 1 E [E 44 (0.48g,26.7%) o

[0581] ¥ 3—ffC—1H-ML e 3 [3, 4—d] g —4-% (108A) (311mg, 1.19mmol) FIK2COs (330mg,
2.39mmo1) ZEDMF (10mL) 1 [ v& AL IR #1594, 78 IR ik &4 (1509) (180mg,
1.15mmol, 1 ¥4 &) /EDMF (5mL) 1 FRIVAVR o ¥ T 1 VR A WIAES0 CHiFE 27NN o 3075 WA e WL
TR A WICARE 22 HLVE 77 o 45 BT 4516 5 B8 Wl il ek e e e it v i, , USRS B 1 =L &
11509 (142mg ,44.9% i Z) , Hohidk i (o [l 4

[0582]  ¥44k& 471510 (40mg,0.076mmol) \Na2C0s (40mg,0.38mmol) Pd (PPhs) 4 (17.6mg,
0.015mmo1) FI3-F -4 F AL HNES (15.8mg,0. 10 lmmo 1) Y& M#AEDMF | Z, B A7k (4mL/2mL/
2mL) AR G T AR IR S Y I SO F A AU BHE =0, 28 5 #2280 °C fR #74h , [ I 4
PR MR A IR =, AN HCLIE W A, E@JpH T, BRI H IR LB
B A A ALAHZENasS0a 08 , 1 98 FE IR A - 1 7 B8 A id i PRosti AT 2.3 72 (HIDCM/MeOH=
50/ 150 2lifk, DLy HEIRER R #1511 (32mg,82%) »

[0583]  sjifafs|3: 3— (A~ HE-3- (3-FRALIEL) —1H-ML Pk If: [3,4-d] mgmg -1 -J) FFJE) -8~
FR 240 B R S bk -1 (2H) PR ((LA401610) B CiEA) -

[0584]  J7 216 {5k T IHt 7 iEAA A3- ((4-Z -3 (- oK L) —1H-IE e JF [3,4-d]
Mg —1 —J) F ) —8—HH -2 F R R i bk —1 (2H) R (fk. 541610) .
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5N HGI BusSnCHCH,
0 o 1, B
(LVCOOH 0°C 10 R, 16 hrs/\\ICOOH B ik (f@” RT,1-2 frs
NH, Gy T
104 901 902
\J/\j NakH
| S CICH;COOEL g
(/K/COCI HaN" ?L i | DMF f x
| \ o
!\\J\ R l RT., QTK? NZ L
I . LA T COOEY
i TEAIDCM H o
1601 1602 1603
Qs Ce.,00 LiAiH4
NalOy \J'/ E{OH 0] \(/\H THF
14%‘%( Tahe . RT, i Agtss e E a0
““““ L Sy OOk T\) CODEL '
1605
0585
[ ] L SEy t-BUOK 0 M
o N BPhg O NS DME /&)& lJ
NJ\J g;**&’;’ J\J RT.05h N, (LY
\;I;l QH-~¥£Ji;vl],\/L Br N&YN
1606 1607 NN }~Q>¢§
h LA N
FN
1608
108A
Pd(OAC),

PPhy o .

N32C03 \ N@

DMF:EtOHH,0 [ ]

80 °C 0.5h 1 N
Q

1609

[0586] 42— dt—6—H 2R H R (104) (106.5g,705mmol) 7EH20 (200mL) H I RA 21 &
0-5°C , FF 2218 Hh s IR HCT (250mL) o 7E0-5 "CHitHE VA W 1543 o 78 0—5 °C 35 1 V. 7 R 4
(58.4¢,6.85mo1) £EH20 (120mL) T FIVE VR, JH-45 P 19 BB S 0430 73 b o SR 5 3 1)
WA INAKT (351¢g, 2. 11mo1) #EH20 (200mL) P FIVAE L, JFH3 BT 43 R A WIE = IR I 16h o
EABINVKIK (2000mL) T3 FH 2,88 2.5 (3 X 1000mL) ZEHL . FINaOHZK & (15% , 3x200mL)
B AR LR R 2B EPH=1, JF FIZ B Z I (3x 1000mL) FEEL . ZoNaz S04 T4 4
A NZE Tt 98 B2 IR 4a 98, AR (L BA SR 1 =) 2 -1 -6 - FF X R (901) (145g,
79% ) , Hoym i 44

[0587] R, —iAHith, —idm2-A-6-F IR FER (901) (105g,400mmol) \Pd (0OAc) 2
(27g,120mmo1) AIPPhs (63g 240mol) ETHF (1000mL) {1 VE-& M IN="T % (4% 3L) 8
(152g,480mmo1) ¥ T3 (118 A M0 IN#RE IR HARFFE A AR B H7% H 2 200, B e
(10g) 1h 38, 2R J5 B 25 W 4a K i B RN PK K (1000mL) Hh 3 2,88 2.5 (3 X 1000mL) AEHY

FINaOH/KIAE VR (15% ,5 X 200mL) Feisk & IF R ANLE SG& H RIKERILEPH=1, H IR 4

1610
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BE (3X1000mL) ZEHL o ZeNao S04 -5 I A HLZ I8 B2 WA DE, AR T EE () 7 )
2-FR-6-L IR HR IR (902) (61g,95% ) , HoNTa il 44
[0588]  Hg2-FJL—6-Z M EL R F R (902) (56g,350mmo 1) FIF AR IS (208g,1750mmo1) 7
FOR (400mL) H (VR A PAE RN A B fiHE 2h o B G0R 54, AR BHHEE K ) 2-H
H-6- @I B (1601) (63g,95% U3 , Hoyis it 4G B3 (0 7 AE L T A2 B h AN
ol A B B e
[0589]  MFARF KM (45g,420mmo 1) A =2 % (7T1g, 70mmo1) £ECHz2C12 (300mL) H VR A #1E
PR L04 5t HZIR S N2 R -6- 2 F R BE ST (1601) (63g,35mmol) ﬂ‘—hﬁﬁ
BIVRA W Z IR FE300 Bh HE RN K (300mL) H Jf AHICH2Cl2 (3x 200mL) ZEHY , £
NazSOs I8 1k 98 o B 25 R 4a 98 VR LARR AR 74 K P2 ) B AR TPE (TR TeE) (300mL) EP,
TEFFUIRS T IS0 5, ARG A H1 20-5°C L JE L i JEUR SR DT vE W 5 3k — 0 B2 T4, LA
PR HAER Y =) 2- FF B -N-2F FF R AL -6 - 20 2L O R Bt i (1602) (81g,80% k%) , oM
] 445
[0590]  7F 2535, [A] 2—FP JHE-N—4F 1 28 -6 7, 4% H 8 FR B i (1602) (80g, 320mmo1) 7£DMF
(250mL) VA TR 2 M2 ¥ iMNaH (60 % , 74 #3125 6g,640mmo 1) , 44 Fr 43 (11R &1
FIRPFE30 9B HZIR A WS ISR LR LB (78g,640mmol) , F i3 KR SV E = IR
FE2h B AR K (500mL) I F 2,88 2,85 (3x 200mL) ZEEY , Z:NasS0s T I3 g . B 25 ik
VTR o PR 1) & - AEMe OH (160mL) H , £E [HIARAS T BehE: 1093, SR J5 72 J1 2 0-5°C . 3
I PSR UTVE M I — 0 B T, DR S B 1 P )2 - (2-FF R -N-AB I R B —-6- 4 )
FEORPF BRI LR LG (1603) 67g,62% Uk E) , Ho A 4 44,
[0591]  FE=iR, — ik, —il 2 Q-F BE-N-4F FF 2K 3 -6- 2 A SR B 2E) 1R 2
fig (1603) (67g,200mmol) 7E1,4- 4875 FF (300mL) FIH20 (100mL) 1 1 V& & 4 s in VU 24k %
(20mg) , FAEZ AR FE30 5Bl o [ 1% IR A W0 N = LR 4 (86g,400mmo 1) , F44 TR (1R &
YIAE 2RI FE 167N o 4 e ST A Wi ad ik i (10g) 8, 37 4R <R (3x 200mL) 25 B
A TR NLZ FHER K (100mL) Hevg , ZeNao S04 -1 I3 U o B 4% YR 45 ey 45 5% 5 Wi
— AT, AR AR 7712 (2-H IE -6 — AP B -N-40 DR B DR FR e 2 D) IR 4 IR
(1604) (38g,57 % UK Z) , H Aol {4
[0592]  {E=iR, —ilfitd:, —ilm2- Q- B -6-FF B -N-4FF R R R B A L) 4 2
fig (1604) (38g,112mmol) ZEEtOH (200mL) A1 Z. & 7. E& (100mL) H f) VA TR 7 IR iR 6 (22¢,
112mmo1) o ¥ Fr A3 VR A Pl Ao R SR =R, SR R 7250 CHLHEOh KR S MV Al 2 %
I, I e (10g) 98, FRF U8 MR B 25 MR 4 o 5 7% B ) 131\ H20 (200mL) H , FH 2018 £ Bis (3x
200mL) FH A FE A HLE FER K (50mL) ¥edsk , ENaoS0s T I 98 « B 2SR e 8 1Al
7R AR TPE (120mh) H1, N 2 BRI OREF 10938, RS54 J 220-5°C o il i i JE S AR Ut
VEVDIE R B A, DGR BRI 7 8- -1 A2 A R -1, 2- A e v I -
3-RMR M5 (1605) (28g,77 %) , Hooy A i 44
[0593]  7E-78°C,fER AR T, — Wt , —ikm H L4 (8.28¢,218mol) fEJG/K THF
(500mL) HH VRV 22 1073 Bh a8 s N8 —F -1 AR-2- 40 R o k-1, 2- & e k-3 3%
1% <. (1605) (28g,87mmol) fF FTfR IR AW IR 2 -30°C, fitH:3040 8, TLCR /R R ML 56
o AR TG KR B R HI R -T8°C, B K (50mL) fHIR & AR & = W A
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(10g) 3L 98 , I E 25 WRAA DEA B A1 7= P B N H20 (200mL) 1 3F F 2. B8 .5 (3x  200mL) ZEHY .
WA IR HLZE F ER7K (50mL) Beisk , ZeNazS0s T4 1k i€ o B S IR 4 I8 Vi K HHL P ) B A
LR T (30mL) R FEREFE 10538 o [l e i ik R SR FF i — D B A T, DU LR
PR3- (g FR L) 8- -2 4R FF 2K L k-1 (2H) —i (1606) (22g,92% k%) , oA A
(EEN R
[0594]  FEO°C, —ilidit+: , — K PBrs (25.6g,95mmo 1) ZE48 ¥R INZEDMF (11.5g,158mol) 7E
ZJE 200mL) H AR, FER T IR S YIAE0 CHEFE30 738 o SRS 8 IN3— R AL J) —8-H
Fhe-2-AF FF 2R gt k- 1- (2H) - (1606) (22g,78.8mmol) 4R 51 I MV S W) TR %2 8
FEHEEE 30938 o ZEAZ S AL FINaHCOs K ¥ (BOmL) FF F Z.FR .5 (3x  200mL) ZEHY 6 &
[FIAHLZ B KB, ZeNaoS0a T8 I 1 38 o B 25 IR 4R U8 o F KL P ) 2B V775 TPE (50mL) 1,
SR JGHRFE 1043l i PSR DTE M T 8t — P B 8, AR (IR 1) 73— (R ) -
8~ ik —2— 4 FE ORI e bk —1 (2H) — il (1607) (21g,80 % Wi Z) , Holy (A Flil] 44
[0595]  f3—fAC—IH-AL M 3 [3,4-d] mEng—4-% (108A) (10.8g,41.4mmol) FIAEL T EE
(4.4g,40mmo) VA fifAF Jo/KDMF (150mL) H FF 78 = J 45 1 3043 f o I 13— (JR FF k) —8—F k-
24 F R e Senge k-1 (2H) R (1607) (13.7g,40mmol) o ¥4 FrfSIVR & MI1E 2= iR i HE 30734,
BIAVKIK (300mL) H1, 4R 5 F 2.1 2.1 (3x200mL) ZEEL 45 & 3 L2 kK (50mL) ¥,
Z2NaoS0a T I 1 U8 I DB VR B4 W 45 B 29100m1 , I 1 U SE DT , LS AL 55—t 2
B =3 (AR FE -3 -1 H-ME e [3, 4-d ] Mg —1-3%) H JE) 8- FF S -2 4R FF o5 it 5
bk —1 (2H) B (1608) (12g,60 % 2K) , oAy il 44 o B 25 R4 J8 W, FF i ik pRs i a1
EAERERL (2-20%MeOH/DCM) 2040 % B8V, Ao i 58 —HEIHEE B 43— (42 -3 A (-
TH-MEE M 5 [3, 4—d ] W IE — 1 —3%) HF J) —8—F Sk —2 -4 Y 2% i e e bk~ 1 (2H) i (1608) (6g,
30% W) , Hoh A il 44
[0596]  #53— (4-FFE-3-TAR -1 H-NL Pk 3 [3, 4—d ] msmg —1-35%) HR Jk) —8—FA k-2 4R B e ok
SFERENR—1 (2H) —fF (1608) (13g,24.9mmol) 13- (4,4,5,5-PU I AE—1,3,2- S W 24 3R 1%
$e—2—35) ZEMy (1609) (6.6¢g,30mmo 1) ¥ fifE#E DMF-E tOH-H20 (120mL , 40mL , 40mL) /1 o & K s fin
Pd (0Ac) » (1.684g,7.5mmol) \PPhs (3.935g 15mmol) FINasCOs (13.25g 125mmol) o ¥ FriR(K)
REYIMAIE AR =R, ARG E100 CHEHE Lh R A W74 2 22 208 i iR (10g)
T8 I A W 4 o I o RS B VAR RE AR (2-20 %MeOH/DCM) 2L 5% B 4, LA 174
(1610> 9g,76 %K) , HoM R T A 44 AR S5 1 b 1 R 7= 08 FF /EE tOH (100mL) H 5 i #4
[F19, AR FF 30938 IR A PR H 2 IR, JFIE ki R UCEE [ . SR J5 4 [l AR B TFAEEA (2
EAZZAEEO (100mL) H FF 4 FEat 27 K P Py ok pE i SR FF i — D B 0, DR IR
FE3- (A 43— (3-FR 24 OK0E) —TH-IE e 5 [3, 4-d ] Mg —1-J8%) R L) —8-FR 24 R
FEIbR—1 (2H) —fi (1610) (8.4g,69% Wk Z) , HoN A Bulfl 44
[0597]  sijifafsl4: 3— ((A—ZFE-3— (3-FRIHEIIL) —1H- MLk I [3, 4-d] mismg —1-J) A ) —8-
FR -2 40 R R L Semdeiph—1 (2H) Bl (L& 41610) 15 R (U7V5B) -
[0598]  J7Z17.H#ik T T iEBA 3 (-2 k-3 (3-FEOR L) —1H-ME e JF [3,4-d]
W IE —1 — ) F L) —8—FR -2l F R B bk —1 (2H) IR (fk.54)1610) .
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SBLOK O S BB,

R | pow g
O " DMF /\\,) Q-
2\: ] N.JJ RT, 0.5 H, sz‘\) N “78°C £.-10°C )\,!L L;ﬂ

NN //’L\

ki.\(?‘?\/’ ,,BT — ! ﬂ\,/{lvi\l
N/ N
0599 o Ny
[0595] *’k/N /_zHN = 1
N Ny '—‘QH
\ ows Ho~(_HN
OMe
1607 1701 1702 1610

[0600]  }43- (3—HR A8 L 2R L) —1H-IL e 5 [3, 4—d ] WBnE —4-fi% (1701) (964mg, 4mmo1) FIA T
EE A0 (0. 44g, 4mmo 1) Y& i /£ TC/KDME (150mL) H I A5 = 4 13073 B o A N 3— (R R 2%) -8-HR
Hh-2-4F F O bk -1 (2H) - (1607) (1.37g,4.0mmol) o B3 HVE A ¥ 78 = I 30
3%, RINIKIK (30mL) 1, 4R 5 A 2.8 2,185 (3x 50mL)$EXOJ\ AIHANLZ HERK (25mL)
Bk , ZeNao S04 T 1ot Y8 o R VR L 2 R A4 i i PRt AT (3 VR AR A AR (2-20 %6 MeOH/DCM)
AR Y, CLIR LI EE I P 13— (-2 A —3— (3-H A OR k) — L H-ME e 3 [3, 4—d ] e
e —1-2) B J) —8—F B2 4 B R k-1 (2H) — i (1702) (1.4g,70% %) , Hoh A
] 445

[0601]  £E-78°C, AER AT » 13— (42 -3 3-H IR L) — 1 H-ME e 5 [3,4-d ] &
e —1—38&) A JE) —8—F JL—2—4F I 3 L sk —1 (2H) - (1702) (100mg, 0. 2mmo1) #ECH2C1 -
(20mL) H VAW INBBrs (ImL) , FH Fr 8 IR A /E-T8 CHidE3h IR AW AR Z =ZE
B NK—7K (200mL) F FF F 2. R 2. B (3 X 50mL) ZEHX 45 & FE A HLZ FEh/K QomL) ¥k, &
Nao S04 -8 FF i UE o 4 8 VAL 25 W i 1 o pRosi A BB R AE R AR (10-50 %6 MeOH/CH2Cl2) |
TR E W), ARG R =P 3- ((A-ZE 3 -3- B-FRHE IR IE) — I H-ME e JF: [3, 4~d ] msmg —1-
5 HL) —8—F Bk -2 4R F 2R L e ndeiph -1 (2H) I (1610) (87mg, 91 %W Z) , HoA i 4 il 44
[0602]  sEfEf]5: (R) —3— ((4—ZFE-3- G-I T —1-hRIFL) —1H-ME eI [3, 4-d] msmg 1)
FR ) —8—FP -2 4R FR 2R Sende k-1 (2H) — (fb & 491802) [1)-A il o

[0603]  FEI8.HiA T (R) -3- (U-FIH-3- B-FFL T —1-Hedb) —1H-ML e I [3, 4-d] g~
1-3) FF ) —8—FR B 240 FY R Sendembk—1 (2H) —i (1b & 901802) A i »

PA[P{Pr)3l:Gl5
Cul 0
(-Pr)NH
THF kN ‘
80 °C 0.5h F l
0604 N N
[ ] Qe N 7
$ ' SN
HO
1801 W HaN
OH
1608 1802

[0605]  #3- ((4-Z B3 1H-IME R I [3, 4-d ] mig —1-J5) FF JL) —8—FR -2 4f AR O L
SEMEIR—1 (2H) - (1608) (522mg, Immol) Al R) — T —3—kt—2-F% (84mg, 1 . 2mmo1) IEFELETE K
THF (40mL) /1 o KR AP0 it S P U R =R R IR B INPd (PPhs) 2C12 (12mg, 0. Immo)

Cul (47mg 0.25mmol) A (i-Pr) oNH (505mg , 5mmo1) o ¥4 Fr 15178 & Mt < F & < RHE =
U ARTGTERIDIRAS T i #E4h IR WA H 2 =30, B iR (10g) 13 I 23 ik 46 . @ i
PR A B PSRRI (2-20%MeOH/DCM) 2640 3R B8 7, LA AL =413 (R) —3— ((4—Z FL -3~
(B-FRFE T —1-FFL) —TH-ME ML FF: [3, 4-d ] mEng —1-FL) FJ&) —8—F FL—2— 4 FF R Ik S ek~ 1
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(2H) ¥l (1802) (324mg, 70 %S 2) , H ks th i 44 .

[0606]  SZf51]6 : 3— ((6—2a Fk—9H-MREM—9—Jk) FAJL) —8—F k-2 &R F I Jende b -1 (2H) —
A (A 101902) B ko

[0607]  J55&19. fiik 13— (62 FE-9H-NENS —9—3L) FJL) —8—F 3L —0— 4 A ORI e ipk— 1
(2H) - (1 &401902) FI5 Bl o

NN
S A4
NN =N
HaN oj@
)LN ,
[0608] 1901 O
SR
NaH, DMF NN
RT 05 h STy
N~ 2N
1807 1902 HN

[0609] ¥ OH-MEM—6—fi% (1901) (540mg,4.0mmol) VA M# 78 IC 7K DMF (20mL) 1. Zs NaH
(60% , 7fEA ¥t , 160mg , 4. Ommo1) FFK; S TR & W78 = W B HE 3043 B 5 in3—- R H
Hk) —8—F -2 -4 I Ok bk —1 (2H) i (1607) (1.37g,4.0mmol) o4 MR &V 7E = I
PEFE3093- 0, (BN VK—7K (30mL) H, S8 f5 FH .18 2. T (3x 50mL) ZEHL K & A HLZ A ERK
(25mL) Pedk , ZeNao S04 -5 FF ik 8 o PV 3 2 UK 4 I 3 o PROSUHE (B iV AE T R (2-20%
MeOH/DCM) F 20405 EE ¥, AIR LR EE 1) 7= 4) 3— ((6-2 F:—9H-NE M —9— k) FF L) —8—H1 Fk-2-
A F R bk -1 (2H) -] (1902) (1.1g,70% U 3R) , HohE Bl 44

[0610] ST : 3- ((A-ZFE -3~ B-FR LR AL) — I H-ME M I [3, 4-d] Mg —1-J&) 1 2E) -2
TR J -8R L sk —1 (2H) - (1k &402009) 1A % o

[0611]  J7 %20, 38 13— ((4-ZA -3 (3-FLHL IR HL) —1H-MEME IF: [3,4-d ] msng -1 -J%) H
B —2- SR TR FE -8 -1 (21 — i (1k A 492009) )4 B o

PaioRan © 19 gicocoa |
Pd(OAC) i COCOK L
/\/L COOH pph, (oH gowm (:;TCQC'
o THF | RT, 1 -2 hrs i
901 R g 802 1601
= Al ,i.«[&
| CICH2COO0E!
W e
NS R HRNTS
WA, 20 COOEt
2001 2002
i i TEA o Q804
L/\Lj,C(}Cl HN DCM L /H‘N’L Nal0;
1 +* l\ : E ¥ ~
‘v’\" COOEt RTO5h Ev/"\ﬁ “CooEt L2 HO
[0612] 1601 2002 2053 RT, at4t
Cs,CO;4 Q LiAlH, 0
\KLN!‘\ M_. U/\‘{ \N’J\” _IL, j J\
RT, it
2004 2005 2006
{(m-OHYPRB(OHY; G
i PA{OAC) JLNJ\
N s PPhy Q'\ .
Per, Coy NmsA DN Na,CQy )\N N
CHAON J J’L JB Rk D DWFTEIOH TR0 NTY
A e P 80°C 0.5h
5 +BUOK K
AR OMF 2 40 N
RT..0.5h, N; H N
2009 2000
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[0613]  FEZIR, —iadiHt, — A 2-MX-6-F BRI (901) (105g,400mmol) Pd (0Ac) 2
(27g,120mmo1) FIPPhs (63g 240mol) ZETHF (1000mL) HH (FIVR-S W in =T 3 (213 8
(152g,480mmol) o4 Fr43 (VR A W I 2 Blm - ORFF I R TR B 478 3 22 =05, Tk AR
(10g) 18, 2R J5 B2 W4 1 5 B MBI PKIK (1000mL) H 3 F 28 B (3 X 1000mL) A5 HL
FINaOHZK VAR (15% ,5 X 200mL) Feik A K ANZ G FH K ZRUEPH=1, HZ R 4
B (3 X 1000mL) ZEEL o 5 A I 104 HLJZ L NaoS0s T Ik 8 o B 25 IR S eV, DABR LI 2R 11 7=
Wh2-HH-6-Z AR IR (902) (61g,95% Wk #) , HoOAR ta ik,

[0614]  H2-FFHL—6-Z JAE IR (902) (56g,350mmo 1) AV AR EESK (208g, 1750mmo1) £
B2 (400mL) F (VR S 028 B AR A T Hedk2h . A IRGEIE S, USRI B SE (1 7= 4 2-
F-6-L MR ELR (1601) (63g,95% W E) , Hy s (il B B3 00 7= WI7E L T B 3R A
alifk B B el A

[0615]  HETH-2-F% (2001) (59¢g,1.0mol) MG .18 2. lig (122g,1.0mol) VA& fif /£ FF 2% (200mL)
W R VR S TR R IR A TR B RE2h 5 I M VR S A H 2 == BN UK-7K (500mL) H 3
LR 2B (3X 250mL) ZEHL R A FE A AL Z FHER K (50mL) BE% , £eNasS0s g FF it . 528
WRAR TR , FFE I PO AR AV EAERE RS (10-50%EA/PE) Faifk 5% BB, LA AL = M)2— (R TH
FEFRL) 1R B (2002) (70g,51 % URE) , Koy,

[0616]  ¥2- (RN EL) 2B Z.H8 (2002) (14.5g,100mmol) A= 7, % (200g,200mmo1) ¥4
fiE AECH2C 12 (300mL) W H 4G IR A W) 7E TP FE 104 B o 78 N 2—F B —6— 2 M5 J 0% FR e S
(1601) (18g,100mmol) , 4G Fr 43 IR & W) /E = I Hi FE 3043 B o 48 I BIR & PRI K
(300mL) H FF FICH2Cl2 (3x 200mL) 5 HL o 445 A HLJZ F Eh 7K (50mL) ¥k , ZeNasS04 115
Iyl o A IR A PR LA SR BERE A KL M) & AR TPE G ATTE) (300mL) H , 78 [ IR A
THFE30 5B, SR G V8 AR 0-5C ol i SRR UTTE M I — 0 8 ), DR IR 1)
P2 (N-S P -2-F R -6- 2 @ OR B 2 L) 4R < BF (2003) (14.5g,50 % U Z) , Hohy
B

[0617]  — il $it$k, —i ) 2- (N- 5 TR 2 -2 FF -6 2. 4 2 K B 58) 201K 2015 (2003)
(14.0g,48.0mmo1) 7E1,4- 4 SFF (100mL) FIH20 (30mL) = {1 VAR ¥ nPU 2 48R (20mg) FF
WIS IR A /e Z R BEFE30 - Bh 1A Z VR A P s L BN (22, 100mmo 1) , S8 JE 7E % iR
PiHE16 /N ol I e (10g) i R BB G, 31 FH R B (3x 200mL) ZEHUIER - 4555
A HLZ FER7K (50mL) Feigk , ZeNaoSO0a T I 98 A UETR = S IR Ge - vk B it — D H
T, DAAR I HA R I =2 - (2- B Wi B -N- S TR -6 - FR R R R B () 4R 215 (2004)
(8.33g,57% &) , HoAm A [f k.

[0618]  fE= iR, —ilfitd:, —idm2- Q-F B E-N-F R -6-F H IR FBELL) LR
(2004) (8.3g,28.0mmol) 7EEtOH (100mL) 1 Z. FR 2. BiF (50mL) P I VAW IS N ER 4 (5. 9¢,
30mmo1) o K T3 IR &M ST FHE A R =R, SR G ER0 CHiFEbh G IR S MR H B =
I8 I R (10g) It 38 9 B 25 R 4 D8 VR 45 5% B 04BN H=0 (200mL) 1, 3 H 4 1R 4B (3x
200mL) ZEEL A FF A HLZ K (B0mL) BE , £eNao S04 115 FE i U8 o B IR A I o FFF
P RIRAEIPE (120mL) 9, 7E R A T IFE 19981, 854 E1 2.0-5°C ol i il 8 U £R UL
VEV IR B T, DRI A R P 2- S T -8 - 3 - 1AL, 2- U R -3
IR .15 (2005) (5.35g,70% Y K) , HooA A A 44,
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[0619]  7E-78°C, fEA M, — iy, —ih RS a4 (2.88g,76mol) 7£ /K THF
(200mL) H RITE TR 42 1073 S S 18 s 0 2 e TR -8 - 1 %401, 2- A R e k-3 R 1R
2.1 (2005) (5.2g,19mmol) fFFTFHIIR AR 2 -30°C, FFE30 9 %f, TLCWE. /R R B T 58
o SR TG KR B R H 2 -T8°C, R AR INsK (B0mL) KGR & W HHE & =, w A
(10g) 358 I 30 25 W A8 JE VAL o R P 0 43 NH20 (200mL) v 3 F 2. B8 2. B85 (3x  200mL) AHL . 4%
A HRIAENLZE K (G0mL) Heik , ZeNa2S0a 15 FF ik vE o B 2SR A5 DE TR KA1 = M BIFAE 4
B2 .l (30mL) HH IF 4 1098k o 4 i 44 i b ok R B IR i — 0 B s g, USRI R 1
Y)3- (FRAE R JE) —2- S PR A -8 FR 2 ek —1 (2H) —Ii (2006) (3.51g,80% i 3%K) , Hoh A
] 445
[0620]  [m]3- R AL) —2- S TR 2L -8 FF Ak e k-1 (2H) —fi (2006) (1.61g,7.0mmol) 7E
CH2C Lo RV VRS INPPhs (3.67g, 14. Ommo 1) F- 1R &M /E IR BEHE30 73 B o IR S 7% A
£0°C, FF o A INCBra (4.64g,14. 0mmol) o ¥ FrfF IR A W HE30 73 8, IR T MO CH ==
AR5 BSR4 o JE Bk (VAR (30-50 % EA/PE) L4 fbAL =41, LAIR ML AR /)
PR3- (R L) —2- S R A -8 FR 2 ek —1 (2H) I (2007) (1.65g,80% %) , Hoh A
] 445
[0621] ¥ 3-MAX -1 H-ML M 3 [3, 4—d] W mE-4-fi& (1084) (1.3g,5mmol) FIFL T BEHH (0.55¢,
5mmo 1) 7EJG7KDME (20mL) HH VR A W76 | AR FE30 -8, A8 J5 e in3— QR 5L —2- 7 -
8- L Fena itk —1 (2H) il (2007) (1.47g,5mmol) o ¥ FrfF VR & W76 =R B FE30 735, BIA
yK=7K (30mL) W, SR f5 FH . R . W5 (3x 50mL) ZEHL A A HLZE H k7K (25mL) Peisk , &
NaoSOa -8 1 8 o B2 IR AR R, FF 8 1 Pt (i VR AR IR (2-20 %6 MeOH/DCM) | 24k A%
B, DRGSR 7o) 3— (A2 F—3— M -1 H-ntk e 35 [3, 4—d ] mig —1-3) 1 k) —2- 77
H-8—F BL e bk—1 (2H) i (2008) (1.66g,70% W) , HoAy i il 44
[0622]  —iidsidt , —id Al 3— (42 B -3 - AR -1 H-RE PR I [3, 4-d ] m g —1—Jk) FJE) —2- 5
R -8 —FR I bk —1 (2H) —fi (2008) (95mg,0. 2mmol) 13— (4,4,5,5-PU A HE-1,3,2- %
FHN BRI S —2—35) 2Ky (66mg, 0. 3mmo 1) ZEDMF-EtOH-H20 (3:1:1,20mL) 1 KR &Ik
s AnPd (0Ac) 2 (16mg, 0.075mmo1) <PPhs (39.3mg 0.15mmo1) FNa2C0s (132mg, 1.25mmol) « ¥
B S HTR A VIR A5 & SR HE =K SR G E 100 CHEFE Lh B IR A M1 2 =35, d il it
2 (10g) I P8 I B 25 W 4 o ik BB A (2 3 VA AR E R (2-20 % MeOH/DCM) L2540 5R B8 ¥, LA
B3 ((A-E -3 G- IR FLRIL) — - [3, 4-d ] Mg —1 L) FF3E) —2- R A Sk -8-H
FeEIbR—1 (2H) —fH (2009) (53mg,61 %6 E) , HoAyik i (o[l 4
[0623]  SjifEfil8: 7— (A—ZFE—3~ (3-FRIHLIIL) —1H-ML Mk I [3, 4-d] mismg —1-J) A ) —4-
B -6-40 B R A1, 6- 22 255 (6H) - (b 5921 15) B .
[0624]  J7ZE21. iR 17— ((4-ZHE-3- B-F2H IR L) —1H-ME e IF: [3,4-d] msng -1 -J%) H
5 —A-F 64T R R A1, 6- a2 255 (6H) - (b 5 92115) BIA K.
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- o HBr-AcOH
)Oi\ ‘?\ » N CN AcOH
. CH4COOH « ©N Me;N" O < oot $9°C.2h
_____ = N = EtOH 3 R
CNCHCO0CHs M /' COOEt  BR, Oh MeyN
2101 2402 2103
M-SR coucocn N SN
famon 70 o B e 200
L - s i
[0625] N“Br NaOH L RT1-2ms  NB T e
» 55°C, 2 h -
2104 2105 2106 2107
BusSnCHCH; NaH
PA(OAC) \]ﬂ CICH;COQE L9 08O,
o [ I DMF 6 G
THE N 80°C, igm, NeN™) “COOE! 1 ﬂwwwo
B, A WA
2108 2109
L£8:C0, _I"_I':;:H“
. EtOH N /\ O “ /’\
RT, TECE0C | |
CaNe \/OH
N’\} \COOEt ~# 000k N
2110 2114 2112
[0626] AR S
+BUOK L 907y PdioAc, 9T
O NS . O S
on é& ﬂ”\\?x‘i‘ oot RT.O8R Ny e /\&l " NeGOy ‘N""\“’kﬁ
e NOSESER NOTTS DMBFEIORAH,0 N> N,
RT, 13 SO N P
da \t\]\,‘*f/m'i i H\P( 80°C08h \, N
»‘A“\T;:.N e HO“{&\ BN
! HN ’
2113 108A 2114 2118
[0627] 8] 2-%(JE 2.8 2.1 (2101) (45.2¢,400mmo1) FITHFR (46.4g,800mmol) 7EK 2. &

(50mL) PRIV SIS IIWRIE (2mL, 20mmo 1) , FF45 BT 431 1 & MOLE R AR AS TH it HE 240 i

IR B AV R A SR, SR A A R PR B ) K (200mL) #iBE I 2 BR 2.1 (3x 200mL)
AHL G IR A NLZE FERK (B0mL) Haidk , ZeNaoS0aT-J8 1 UE o K DE VR B 725 Wk 4 1 i B

A B VEAERERR (0-2%EA/PE) aifb iR B84, ULyt BRI P2 Mg 2- a0k -3-F 2L T 214
MR 2. W5 (2102) (49.6g,81 %W Z) , Hioy A 4 lE 44 .
[0628] ] 2B k-3 -F B T —2-JA M8 2.l (2102) (43.6¢g,285mol) ZEFC/KELOH (300mL) H1(¥]
TELVRC NN, N—— F 5 F e — 9 R 44 % (37.3g,313mmo 1) , FF4& Fr AR TR S W) E Rl A&
F%’ﬂ%h KRGS A 2 2R, B W4 AR UL R B 1 P 2 - -5 (R
) —3-F L2, 4- IR T8 (2103) (39.8g,67%UE) , HoN B AE 14,
[0629] H2-FJE-5- (R EEHE) -3-H A k-2,4- AR 2. 15 (2103) (30.8g,148mmol)
FEARAEACOH (120mL) H , FHAEA0 CHEFEIR 54 - 1 045 % HBr—AcOHE R (120mL) , SR FE ¥R A&
MTESS CHLHE2h IR SR AR F IR, BIAE UK I, HE &Na2Cos AT, 31 FH 2. BR 2. BF (3x
150mL) A5 HL 4 & FH A HLE H #E7K (50mL) $Eigk , ZeNaaSOa T4 1k U8 o 1 D8 B 25 ik 4 I
T PR T E AR IR (5-20% EA/PE) F4EALAREE Y, AR AL ER 1 7 12— 1R -4-F B
B 2.5 (2104) (17.6g,49%UER) , HoNE .
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[0630] ]2 —-4-FR L ARG 2. 1 (2104) (12.8g,52mmol) 7E1,4- 47N FF (15mL) H (19 ¥
75 JMNaOH (8. 0g,200mmo 1) 7EH20 (15mL) W ¥, 345 BT 13- FTR A W FE R IR AS T B bk
12h KRGV AR =, FH08RE, R 16 (3x 30mL) BE% 17K J= ATV SRR R fk. 22
pH=1, Jf FHZ 1R £ 15 (3x 50mL) ZEL & FFHIAHLZ FHERK (25mL) B, ZeNa2S0a -5 IF
T o LS R AR TRV, AR AL R 1 P 2— 1R —4-FR B IR (2105) (9.7g,85% %) , HohE
(EEN R

[0631] ]2 —-4—FF FEAHER (2105) (13g,60mmol) FHDMF (3f) 7ECH2C12 (150mL) [ ¥ 9K 7
INEBES (11.4g,90mmo 1) , JF44 B3 (VR & WAE Z IR I+ 2/ N o B 25 I 4 [ RSLTR 54 5 BA
SR AR PE )2 1R -4 PR AR A (2106) (13.4g,95% W) , HoN B (il B3RS0 721
TELL NP A — DA R B A .

[0632] W4 AR K% (7.7g,72mmol) M=, J& (9. 1g,90mmo) VA fif# /ECH2C12 (100mL) H FF7E
FIRPEEE 104 B s N2 - TR -4- PR R REE A (2106) (13.4g,57Tmmol) , I IR IIR & W4E =
B Lh RS W EI K (200mL) H 3 FCHaC2 (3x  50mL) ZEEL -4 3 1A L2 FH #h 7K
(20mL) Pk , ZNazS0s T I 1k PE o B 25 IR G DE T LARR KA 7= 1) R = M B AR TPE (TR
Bf) (50mL) o KRR A ERIFUIR S N HEEE30 948, SR G ve 1= 0-5°C o Wl ik s U SV T IE
ks B T, DAL BB 7 42— VR —4—FR JE-N-4R B 2R L IMBE i (2107) (13g,75%
W Ze) , Ho oy il 44

[0633]  FEZBUAAA T, A1 2—{R-4-FF B -N-4B 2R B JABE % (2107) (13g,43mmol) AI="] J&
(20738 4% (16.4g,52mmo 1) ZETHF (200mL) P (¥ VAWK ¥ InPd (0Ac) 2 (2.9¢g, 13mmol) AIPPhs
(6.8g,26mol) ¥ FrfF IR S E RN T Hicdt 16h SRR GV 2 =11, Wit ik
E (10g) 138 , 7 H 2546 K7 B PRI K (200mL) H , F 2.2 2,186 (3 X 50mL) FEER . 54 5t
A MLz FHERZK (30mL) BE » Z8NasSO4 )5 HIeh Y8 o 1 18 VA . 2 VA A el ok PR b il v A
TEfe 4l s B (20-50 % EA/PE) , LASR HEHRER R 7= 44— JE-N-4R FE R Jik—2- 2, 0 B R i
fi (2108) (8.7g,80% W) , H oy o 4 [l 4

[0634]  {EZJE, — il PtEE , — il 4—FF E-N-4F FR R L -2- 7, 07 S A e i (2108) (8. 1g,
32mmo1) 7EDMF (50mL) 1 i) V& VK 25 18 7 INaH (60 % , 7E #3i , 2. 6g,65mmol) , F117 Fr 431
IR Z BR300 B AL\ MNZIER T INA LR .15 (78g,640mmo 1) F-4it $:2h o 5 %5
WARIAIK (300mL) 1 IF FH 2,8 2,16 (3x 80mL) EHX KA I A HLE FH b K (25mL) Pk, &
Na2S04 T 1 I8 o B 25 VR A BV o K A1 W) B 3570 Me O (60mL) H FH-7E ISR A R HipE 104
B IR E R GV A2 0-5°C i i PR AR DTE M IR — B E ST, DR AR R
Mh2- (4-F B -N-4R R L -2- 2 I L MR 2 2L) 218 Wl (2109) (6.3g,58% UK %) , HohH
] 445

[0635]  fE =i, [A] 2— (4—H JE-N—4F F 2K S —2- 2 7 JL IR 22 0) 218 2. (2109) (6. 1g,
18mmo 1) 7E1,4- %7535 (90mL) FMH20 (30mL) H ()3 VY S AL 8k (5mg) , FF45 B3RO TR
EEE309 St s TN = B (7. Tg, 36mmol) , IFKH IR A IAE E IR P EE 16h R R (Be)
IRIRAEY), HH R B8 (3x 50mL) ZEHUIEM % & I 1A VLZE kK (25mL) Bk, &
NaoSOa -8 1 8 o A DEVR L 75 W 4 H1 5 B )t — D AE U B T8, U3 LR (1) 7 42—
(2—FF B -4 R B -N-AR R RS JABE = L) PR 4l (2110) (4.4g,72% W ZR) , H oAl
(e
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[0636]  fEZR, —iU e, —idm 2 Q- F B -4 FF E-N-4R R DR R Bt 2 L) 2 1R 2. T8
(2110) (4.4g,13mmol) 7EEtOH (30mL) Fl Z, g 2. l& (10mL) H (1) ¥ W oS Ik FR %6 (4. 3g,
13mmol) o Fr SR &M M IF FHE B =K, SRS 7E50 CHidEoh RHE W% H 2 =
ISR (5g) i Y8 B A WA DR R Bk BE B N H0 (200mL) H, FIZ R 2.1 (3x 50mL) %
B & I A AL LeNasS0s T I F i Uk E*W%‘?}Wﬁ WP )R AL TPE (30mL) v, 76 [H]
TR TR0, SR G4 E1 20-5"C o JE il pEU L yTie W I 3t — 20 B s T, DLt
WHER = P4-H ﬁ—5—%k4t—6—?5$$%—5,6—4£\4—1 L6- TR REE-T-RIR R (2111)
(3.0g,72% Y Z) , Ho A (bl 44
[0637]  FE-78°C, fER AT, — it , —ih A4 (0.86g,23mol) 7E LK THF
(100mL) H F VA VR In4 - B -5 A -6 4B R -5, 6- & -1 ,6- “ A RE-T-RR LB
(2111) (2.9¢,9.0mmo1) 7EJC/K THF (20mL) H ¥V - T3 VR G 2 -10°C , HiFE:30
63\%43 TLCE IR I N L 58 il o SR S A5 T B ve HIE -78°C, I AR 3 K (50mL) oK iR A ¥ 7+
M2 = W AR (Be) i B S WRAE YRR KA BN H20 (100mL) A 3 I .18 2. B
(3x50mL) A& HL 44 & I A HLZ FEE7K (25mL) Beifk , Z8NaaS0a -8 1 8 « B S IRAAUEM 15
FL = W87 AE R B8 (10mL) Hh JE ik 10938 o [l A i ok ik pR i IR i — D E = T8,
PAge (A ER () 77— (R R L) —4-FF -6 —4f R -1, 6- (2 %5 -5 (61) —fii (2112)
(2.1g,83% Y Z) , HohE (il 44
[0638]  [m]7— (PRI H L) —4-H -6 4R oK k-1 ,6- (& 255 (6H) - (2112) (1.96g,
7.0mmo 1) 7ECHaC Lo (K VA WA NPPhs (3.67g, 14 . 0mmol) , 48 B iE W +E304 8 . £60°C
CBrs (4.64g 14.0mmo 1) S ¥ INZIR A T3 1R & V)R 2 =, BR300 81, HF
25 WA o A I R (O RV AR T I (3050 % EA/PE) ik B W, AR AL ISR 1 7= 7 (IR
B —4-FF L —6—4B 48 3k —1, 6- (44 255 (6H) - (2113) (1.92g,80% W) , oAt
] 445
[0639]  H3—-fAC—1H-MEE e F: [3,4—-d ] mEng —4-fi% (108A) (1.08g,4.14mmo1) FIAL ] EE4H
(0.44g,4.0mmo1) 7EJE/KDMF (50mL) H1 [ VR & M7E S iR #3000 B, AR JE i N 7- GRFF 2E) -
A-FJE-6-4RFF OR -1 ,6- %28 255 (6H) —fil (2113) (1.37g,4.0mmol) 4 AT 13 HIVR A WI1E
%/m%ﬂ#%ﬁa\%ﬂlﬂ BIATKIK (300mL) H, 2R f5 FH IR 4 1 (3x 100mL) AL A A L=
#hK (30mL) Peigk , ZeNaoSOs TR FF 1k Y8 o N5 SR B 25 IR 4 i e PR ey AE ek e
4%53%%@% (0-2%MeOH/DCM) , LAFR AL HHER 1 7 47— ((4—-Z 5 -3 - - 1 H-p e 5 [3, 4—-d ] %
Mg —1-3) A FL) —4-FF S -6 40 R FE-1,6- & 24255 (61) - (2114) (1.07g,50% %K) ,
HoR P i A
[0640]  —idiHt, i 7- (U-Z -3 -1H-ME e JF: [3, 4-d] msmg -1 %) F L) —4-H
Fe-6-AF P 8 H-1,6- A 42255 (61) - (2114) (1.05g,2.0mmol) FI3—¥5 K% Fa ol 1%
(0.33g,2.4mmo 1) FEDMF-EtOH-H20 (3: 1:1,50mL) H 1R & W R mPd (0Ac) 2 (0. 14g,
0.60mmo1) \PPhs (0.31g,1.2mmol) FINa2C0s (1.06g,10.0mmol) .4 I3 HIVR & <3t 4R
wlﬁliﬁg{k SRIGTESO CHEFE I h KR AW M B =1, @il hk iR Gg) I I8 B 25 ik 46 . @
T U VA AR RS (2-5%MeOH/DCM) b 240 R B8 W, SR BEHHER 1) 7= M) 7- (4 F: -3~
(B-F L) —IH-MEME I [3, 4-d] wsng -1 ) F1 L) —4-F JL-6- 40 R k-1, 6- (R %55
(6H) - (2115) (0.68g,69% %) , HoWk s (ol 44 . I8 J5 45 7 W)V A AEE tOH (5mL) T JFAE
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[T RS T PR 3043 B o RF B RV 20 2 2 I e I ik DR SCAR [ o AR R [ A B R AE LR
LR (5ml) 1, IEAE IR BERE 16h o Tl i PR AEDTIE W IF it — 0 B T, DUIR LA ER [
M7- (- -3 (3-FRHEIREL) —TH-ME M JF: [3, 4-d ] msg —1-%) FF 2) —4-F -6 -4F FF 0K
HE-1,6- % %55 (6H) il (2115) (0.59g,60% W) , HoyE il 4

[0641]  SLjafh]9 : 3— (4-Z He—3— (3-F-5—FR H IR HL) —1H-ME M IF: [3,4-d ] msmg —1-J%) H
HE) —8-F L -2-4F F R -3, 4- A k-1 (2H) - (b 542208) .

[0642]  J7 %22 . #5R T 3- (U-ZH-3- G- -5-FFHIKIE) —1H-NEMEIF[3,4-d] mEng—-1-
B B L) 8- L2 AP F ORIt -3  4- A Fenk k-1 (2H) B (k4 4)2208) .

P O &’\’S”B“L* ) ' mCPBA t@
H "DCMI25 °C

Pd(PPha)s
DMF/90 °C
2201 2202 2203
H
N
N
N&\ oY
=N
- HN  108A
e K*‘ U CBry/PPhs K \/(j 2
[0643] o 125 - (/\/\ OH  pom o )\ Br KpCOu/DME/S5 °C
0 £25°C
2204 2205
B(OH);
N N TN
F OH 2207 I
N N Pd(PPh3)4 A
)\_@V Na,CO,
I =N DME-H,0
H,N 80 °C

2206

[0644] 2R -6—FF B -N-40 FF R B 2K i (2201) (1.5g,4.27mmo 1) (AL &4902
FH2—FR B IR g S L] ) AU TR 2E =T 284 (2. 10g, 1. 5mmo 1) YA /LTS 7KDMF (12mL) H o ¥4
TRV IR A0 R SR (ZIK) 8 nPd (PPhs) 4 (148mg, 0. 13mmol) o K S N VR & Vi <35 F
TAEAE (ZIR) LSRG AEI0 CHEFE 16h KR AWV Bl B =I5, 7F 2.2 2. B5 FH202 [8] 43 i
WA NLZ HEL KB ZeNaaS0s T 1k E 1 8 B 25 iR 48 Il 1 A i VA FERE AR | (ﬁﬁ
EtOACHI L BEBE M) SHAL5% B 0 DA (LA B 1) 7= 4 2 —H5 T 26— FF JE-N—40 FF % O FF B i
(2202) (1.1g,95% UK .

[0645] 24 TR 26— FR A -N-4F FF R R Bt iz (2202) (800mg, 3. 01mmo 1) V& AETE /K
THF LT (20mL) H oW imCPBA (70% , 1. 11g,4.52mmo 1) , 3544 Fr 43 (1 1R & W /E 2= iR i F:
24h o 78 JINa2S0s (1. 0g) FH i HE Lho VR S W) EEtOAC K L [8] 3 BL A WL /= R Eh K B idk , &
NazSOs T4 FE 1 I8 o 25 MR 4 S8V, il I A e i v /e ik R b (FHEtOAC I B i) 2litb ik
B, UL IR ER [ 7 42— FR -6 — (PR % £ e —2— i FR k) —N—20 R i R O R I ik (2203)
(660mg , 83 % UL ) .

[0646]  FEGSAMT K 2-H H-6- GR% & -2 L) -N-4B 2R 28 F Bt iz (2203)
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(860mg, 3.06mmo1) YA HE7ETS/KDMF (15mL) H 354 21 E0°C « 25 7 iNaH (60 % , 7E8 ¥,
245mg , 6. 12mmo 1) F4% B 3 VR & WAL 0 C it FF 3h o 242 8 inH20 (30mL) , 3 FHEt0Ac (3x
25mL) ZEBUR G -6 A HLZ I EhK 5% » ZNas SO T-HR I3 98 o J S IR D8V, JF
TS EAERE R b (FEtOACHI T e it) 2iAb AR EE 4, AS BEIHER Y 7= 43— R AL FF ) -
8—FF -2 AF FE 2R -3 4- & Fnmk—1 (2H) B (2204) (435mg,51 % UL Z) .

[0647]  FEGRASF T H3- GRREF L) —8-H JE-2- 40 FF 25063, 4- A SFME k-1 (2H) i
(2204) (430mg, 1.53mmol) VEMEAETC K 5 F k8 (25mL) I3 HE0°C . KK PPhs
(600mg, 2. 29mmo 1) FICBr4 (761mg,2.29mmo 1) , F 4G P HIIR S 3 FE 16 /NmF, 158 BE MO CFF
FRT AT SR A VIAEEL0AC FIZK Z 8] 43 T o ¥ A AL Z FH SR /K BE ¥, ZeNao SO« T FF it g«
S URAF IRV, F I FE A SR AE R | (FHEtOAC I T A ) Al AR B3 4, DL Ak A A [ 7
W3- QR L) —8-F 240 F O -3, 4- & k-1 (2H) B (2205) (480mg,91 %6 U ZE) »

[0648] }53- (JRHFFIE) -S-F FE-2-4FFF 2K -3, 4- S HreEmk—1 (2H) —ffH (2205) (387mg,
1.12mmol) FI3-TAR—1H-NL e 3F: [3,4-d] mEnE—4-fi% (108A) (440mg, 1 .69mmo 1) VA fRAE T 7K
DMF (20mL) H o #8 JIK2C03 (309mg , 2. 24mmo1) F 44 FrfF VR & ¥ 7E50 CHiHE:3h o 3 [ BLTR 5 4)
TEELOACHIZK Z [H] 43 BL » K5 A AL ZE 7K e, BNao SO T 1 1ok 98 « B2 ik 4 i, JF i i
FEETELAERER b (R B AN &R be ke JB0) 2R 8 4, AR AL HAER [ 7= 43— (4-Z -
3—HAR-TH-ME R 3 [3,4-d] mgmg —1-2) L) -8-F -2 40 R Ok -3, 4- & S ek -1
(2H) —ff (2206) (100mg,17% K Z) .

[0649]  $£3- ((4-Z -3 AR - 1H-MEME - [3, 4-d] ws g -1 -J%) F L) —8—-F1 JL-2—-4F I O
H-3,4- "5 FrEm-1 (2H) [ (2206) (100mg,0.11mmol) F3-Fm—5—F K EL AL (2207)

(36mg, 0. 23mmo 1) A MFAEDME (4mL) H o AR S IF RS HHE (ZK) KK ES NP (PPhs) 4
(6.4mg,5.5umo1) FNazCOs7KIEW (1.0M,0.44mL,0.44mmo1) o4 52 ST A Wi < &S el
H (Z) L RETES0 CHiH24h R A WVA E B =1, 75 LR LB #h 7K 2 T8 43 T o 45 A L
J7 ZENa2S0a T4 , 198 B 2SR 4 ol A v /e e b (R P A U e e ) li bk
B, AR AL IR = M 3- (4-2 HE-3— (3-R -5 ORJE) — 1 H-ME e 3 [3, 4-d ] msig -1
5 HE) 8- B -2—-4R I ORI -3, 4- A R mk-1 (2H) i (2208) (12mg, 22% W ZE) «

[0650]  sjifafs|10:6- ((4-ZFE -3~ (3-FM-H—FRFENREL) ~1H-MEME I [3, 4-d] Mg -1 -3&) H
) —3—F JE 54T B 8k SR 3 (5, 4—d] g —4 (BH) i (1 & 92313) K14 .

[0651] 772223 43R 16— ((4-ZH:-3- 3-F -5 F HE R L) —1H-NE M I [3,4-d] msng-1-
i) B IE) —3—FP -5 4R F 2Rk e I (5, 4—d ] g —4 (5H) - (LA 2313) B4k
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v O
O0fes
e 2302 \;LNHCOOPh r? \_i:OOEt
. 2 R
NHy = A Ng™NHCOOPh
RT1H RT 5
2301 2303 2304
NeCOs  COOE NaOH/H,0 _CooH soc, . goc
H,O/DMF NS NH,  100°C, 4h Ng™NH, =i, 5h Ns NH;
8(°C, h
2305 2308 2307
I & <f E
e NR( CICH,COC! 0 =y POCH
[0652] - ;r\\ PY/CH:Cl \f HE X il
T 0 130°C
Wik, th ° Nz Do, 2 N e "NHCOCH,Cl 55
2308 2309
}”\ -Ohe
i
W e
N Sy ~¢ Q ;;\
SE R H Q )«*\:—/} BE: 5 }‘»N
g B \/f Y . : N
N ,lﬂf‘ BuOKDME S NNN»N ohor 0 NN
& cl RT, 2H g
J“\N TEC ERT oy o=( N
MeO- x SHoN W N /)H N
N\ y 2 LA
F

[0653]  7E0°C, B4k &9)2302 (24.9¢,0. 19mo1) £ECH3CN (50mL) 1 (K VA TR I N AL &)
2301 (30g,0. 19mo1) VAT » H/w;.%T%'Jm}*ﬂ#1/J\HT9$1iIJ)\5oomL7J<EP W LR A W
B Th R [ A CDTVE e, adak i e i , KSR 08, DL IR 140 542303,
HORRg 4Lt i 44 (50g,85.5%) o

[0654]  ZEZI&E, 4572303 (54g,0.175mol) £E 2, 8 . g (200mL>¢Eﬁi§Wz?ﬁﬂnBrz
(56g,0.35mo1) 7E LR £, 15 (50mL) H RV o 5 FIT 43 (1) R & W) 7E 2= I 1 F 3h o 6 8] 4 e
PO , 2 2. B0 5 AR BHHEE R P2 ML 5102304 (408 ,74.6%) o

[0655] 4k & 402304 (40g,0. 13mo1) FIHFINasCOsTE R (IOmL) EDMF (100mL) H VR A A
TES0 CHNFAS /NG o K S BLTR A 474 E 22 S35 3 N1 LK o i sk o 8 U ol A4 82 , DA 3R
HEHIEE I = 54012305 (16g,66 %) o

[0656] ¥4k 4412305 (16g,0.086mol) NaOH (6.88g,0.172mo1) 7£7K (50mL) H (KR & WI1E
[EIAUIRAS T n#Ah 1 S BVR S 7 T R IR IF N HC1YE W Rk , B BIPH=3-4 .l xl i
JEUSCEE [ A T 058, AR LHAEE Y =41k 542306 (12¢,88%) -

[0657]  EALA42306 (1g,0.0063mol) 7ESOCL2 (15mL) H K 7R & )7L [l SR A& T i #:5h,
WG SR A 1 2 =0 IR IR 4 DR 253 = 19 S0C 2.0 K5 Fo /K B 2K (30mL) 8 I 2 5% B8 W 9%
Wad NG 1%t PR E IR AR £ S0C1 5% B ) o

[0658] KRR G230V ARAETC K 2K (BmL) H o 2-FF B 2R i (2g,0.0187mo 1) s &
TS WK BT AR VR A AR R RRAS N i #Lh, A B = Ik 8 R IR R S B T
faﬂaaﬁaﬁnﬂmzﬂ/\ﬁa 18 BB 2 BUKAE o -6 3 A AL R 7K BE 5% , FiMg S04
T P8 I PR L 50 1 1 85 LA MR 1R £ BRVR A B IR 2iAL BR B8 0 » DA
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FALEREE R =M 5412308 (600mg , 38.55%) »

[0659] ¥4k 4412308 (600mg , 2. 43mmo 1) FTALIE (0. 78mL) ZEDCM (30mL) T (VAR AE0 ‘CHit
FELO B IS NS B S (423mg, 3. 74mmo 1) o4 I SV A 3 FE 20 I F KK A5 A AL 7
BIERK S EhAKBegs, 05 T PR, DUR AL IR EE 1 = M4k & 42309 (T00mg ,89%) -

[0660]  7E25EHE T, KAk -A 402309 (600mg , 1. 85mmol) FIPOCT 3 (10mL) HIVR &40 7E120-130
C GH) INFARE R 5 S BLVR A A HV A %08 Rk 4 H%%%TZEQZ@JMZIETJME,
SR I FH M FINa2CO9 WAL , ELBIPH=T-8 . & HHLZ 55 , FHER K%, ZMg SO T Ik
i o JH AT PR sk (H 28R 2 B8 (1 F ik (PE/EA= 20/1) /?ﬁﬂﬁ) AR E Y, AR
A 12310 (300mg ,53.0%) , HoyE kK.

[0661]  AE==I5, AT BE4H (tert-BuOK) (28.7mg,0.256mmol) ¥ INEALA412311 (T6mg,
0.295mmo 1) 7EFC/KDMF (3mL) H 15 WK o 15 e VR & W 3 FE30 43 81, IR Ak 5 412310
(60mg,0.196mmo1) FEDMF (2mL) H (VAR - 15 Fr 43 FVE A W I FE 2h H ik 46 ﬁﬁiﬁil_@ﬁ%t/f
(FH (DCM/MeOH=50/1) ¥Elii) iR EE ), LAFR AL HHER 1 72402312 (65mg ,62.7%) , HAIK

o [ 4

[0662]  {E-78°C, M {LA 2312 (40mg,0.076mmo 1) 7£ 57K DCM (10mL) H [ ¥4 i 378 HNBBr3
(190.4mg,0.76mmo 1) , %A J5 I S NVR A FHIR 22 = L FF Hi I o 4 I L VR A BN VK —7K
B FINaHCOs YA VR B4 25 PH=8-9 3 FHDCMAEHY . 154 3 1K A HLAH 2 Mg SO« T4 , ik g I vk
i o T PR 538 (FIDCM/MeOH=30/ 13 i) 2EAL R B P, LUIRBEIHEE 1) 7= ik 542313
(15mg,38.5%) -

[0663]  SEJEfI11 : 2 ((A-ZFE-3~ G- -5 R IRIL) ~1H-ML e IF: [3, 4-d] msmg —1-4L) F
H) 5B FL -3 -4 B R FLMEN; I [2, 3-d] Mg —4 (3H) —lF (th & 42407) 5 B o

[0664] 7224 . #R T 2- (4-AF-3- 3-F-5-FHIIEL) —1H-MEme I [3, 4-d ] mEng—1-
B PR L) —5—FP -3 A1 B R R Ry 3 [2, 3—d ] WEiE -4 (3H) - (Ph-542407) (K4 % -

L
/ i
O . )
O i /Z 7 NHy i N O
F N N CICOEHLCI
¢ Ar’( CLEOTCOCCE & . A ) 5
& 3 &-f  Q Bubd, THF DY
&NH‘. THE N s—{§ PYICH,CY,
) 0°C, 20 H OO 0% 50°C NH, 0%, 2h
id
2401 2402 2403
NHz
N (‘j\\/\ O N
S LN e T
; jl) K\H '\ O LN’IH 5 NS
P ol S POCI el L 108n N
N L H }) - &4 N e NN
\E_{\ i,é?j'h’ ) Ni*A\] FRUOKIDVE l/,i’\ ;}"\f\\lx
[0665] SO A0 aER Lo RT, 2t vl
2
2404 2408 2406
F ! X3-B(OH),
¢ A\WT |
-
2207 OH v O
PA(OAC);
Ph;P
Na,COy

DMF/EtOH/H2O
80°C, 0:5h
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[0666]  7E0°C, fE2041 BTN , — U FE, — il A 22 F -4 B IE Wy -3 R 1% (2401) (2.4g,
15. 2mmo1) ZETHF (50mL) 1 K] ¥ 22 12 i =<, (9. 0g, 30mmo 1, 224 &) 7ETHF (10mL) 1 [
TR G FTARTR B AE0 CHiFE2h « 720 °C 7K (20mL) ¥ K S SLIR AW » 98 I B 25 R 46 DA B
FEA NI o 48 LT A B MRDTVE H SR o 7 [ 44 i ok ok WA 4, FH7K (BmL x 2) BRI IF
T, AR A A B  F= 45— S - LH-E Wy 91 [2,3-d] [1, 3] oWz -2, 4- i (2402) (2.5g,
89.3% W) , HoMHe ta il 44

[0667]  FE-40°C,fEE A N, E303 8 W, —1h Pt sk, — LA 2K % (1. 4¢g,
12.8mmol,1.234 &) £ /K THF (20mL) H ) VA& WK 5% 1535 in—BuLi (2.5N,7.7mL,19. 3mmo1 ,
1.8 5) TR A WE-40 CHAKFE30 0 81 . 7E-40°C , 7E20 081 A , 212 5 o -
IH-"EWy 31 [2,3-d] [1,3] s&BE-2, 4- i (2402) (1.95g,10.7mmol, 1 24&) 7EF/K THF (50mL)
W VAR B ISR A AE-40°CHeFE L, R 5 FHE 2 = I R EFE AR - £0°C HI7K (20mL) ¥
K SIREY), R 5 FRHC LA W h A B pH=8-9, B IRUF IR S WILAKE £ G WA FH 2. 18
. BE (25mL x 3) ARHUR B A IR A VA #h7K (10mL) ik , ZeMg S04+ 8 JF H 25 Ik
Y5 o 30 T Tl B A £ A T Tl T 1 5 %6 2220 % 2 B8 2L B B IR R 2l Ak R4S ) AR B8 4
A4 £ 0 B8 (1) 7 ) 228 e —4 - Y R -N-40 F R e wy -3 HH B Ji (2403) (0.74g,28.1% 1K
), HoNn Al A

[0668]  7E0°C,7E3053- 8 , — 4t , — i A) 2% Jk—4 - HR J-N—2 B O L ge wyy — 3 — Y i i
(2403) (740mg, 3mmo1) FIALIE (406.8mg,3.6mmol, 1.224 &) 7ETC/KDCM (20mL) K VAR 2% 15
Wn2-S LB (284.8mg, 3. 6mmol , 1. 2298) VR A WIFE0 CHid: 2h 4 S MR &
WIAE0°C FI7K (20mL) ¥ 2K, 3 FHDOMAS B 45 & I A ALAH FHIN HCLIE W (10mL) , #h7K (10mL)
VeI, LeMg SO« BRI B2 Wk 4 , DA (I BRI 72— Q- LB 2 ) —4—FF FE-N-4B Rk
WEWy —3—HF Bt iz (2404) (950mg,98. 1% e Z8) , Hoyum ([l 4

[0669]  fEZEFHE 1, /E120°C, K 2- Q-F LB ZIE) —4—F FE-N-4B 1 2R B ey —3- 1 Bt fik
(2404) (1.07g,3.32mmol) FIPOCLs (25mL) IR A F LA o 4 S ML TR &5 W0 . 25 TR 46 LA B
23 & HIPOC] 3. 7EDCM (30mL) FHfL FINaHCOs ¥4 (10mL) 2 [F] 73 L5k B8 0 o 1A WLJE 73 B 9
P AINaHCOs (10mL) , #h7K (10mL) Peig , ZeMg S04 T8 I B 2% Me 4 o I fik e e iy i Ak i 45
(F)5% B8 4, CASR AL HA A r= 42— (U ) —5—FF Sk -3 4% FF 2K JE e JF: [2, 3-d] Mg -4 (3H) -
Fifl (2405) (760mg,75.2% U ZE) , H oy il 4

[0670]  H43-MAC—1H-MEME H: (3, 4-d] & nE-4-f% (108A) (314.3mg,1.2mmol,1.5°45) Flt-
BuOK (155mg,1.38mmol, 1.2 &) fEDMF (10mL) H VAR /E = A #1540 8f , 76 = I n2-
(R L) —5—FF -3 4R FF R BLmEwy 9 (2, 3-d] W nE -4 (3H) —ff (2405) (350mg, 1. 15mmol, 14
) 7EDMF (5mL) W VA o 4 BT AR TR A W78 =l B bk 2h o B 25 IR 46 I SETR A P UA B 2 A L
) o T A AT (S AL P AR R PR B A DA SR A IR 1) 72— ((4—% - 3T AX - L H-Alk
M3 [3, 4-d] ms g -1 %) 1) —5-FF FE -3 40 H O ey 5 [2, 3—d ] & wE -4 (3H) —i (2406)
(250mg ,41. 1% Z) , Hos (il {4

[0671]  Hf2- ((4-FFE—-3- AR~ T H-IL M [3, 4-d ] Mg —1—3E) H 3E) —5-FF JL -3 4R F 2 5k
IBEWy 3F: (2, 3—d] BEE -4 (3H) —ff (2406) (50mg,0.092mmol) \PPhs (14.5mg,0.056mmol ,0.6>4
) fI3--5- H A HANES (2207) (17.2mg,0. 1lmmol, 1. 24 5) VA #E /£ DME . 2, B Fl /K
(5mL/2mL/2mL) B o IR A PR B NP (0Ac) 2 (4. 14mg ,0.018mmo1,0. 224 5) A
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BREREN (48.7mg,0.46mmol , 529 8) K& IR AW < 3F FHE SRR =K, 2R 5 #4280
‘CHARFEFO. Bh, [ R o B 2S5 WG RO BLVR A0 LA B 25 A LI 77 o e e e oA i v i Pl
B E Y, DR AL I P 2- (A5 3 -3- (3-F—-5-FR 3L 2R L) — 1 H-NE e IF [3, 4-d ] W5
g —1—35%) H L) —5-HR -3 4R FF 2R FEmE W) IF [ 2, 3-d 1 Mg -4 (3H) - (2407) (22.8mg,48.2%
W Zg) , Ho s i 44

[0672]  Sijifa 412 : 8—FF 3~ ( (R 2 (OH-VEEM —6 k) 2 Jk) FF L) —2- 4R 2R 0 S e -1
(2H) i Eﬁ /‘EJZ

[0673] 2205 HAR T 8—FF -3 ((FF L (OH-MEN4 —6-J) S ) Y L) —2—4F H R 0 g
W1 (2H) @H LA H14004) 1115 o

e
50 0 T 65

k\NN

1607

003
[0674] 0

HCI/MeOH

N—

oY

NTH

4004
[0675] 43— (JRFF L) —-8—H L —2—-4F FF Ik it e mbk—1 (2H) —fi (342mg, 1.0mmo1) (1607) %
FEAE R A (100mL) H 44 2h K VR A P BN UK 7K (200mL) H 3 FH 2.8 2. 85 (3 X 50mL)
FE A FEAHLE FHZE /K (20mL) BE , ZNaoS0s T4 I3 98 o BLZS IR A VR , DA (L 28
P28 2 -3— ((FR AR 2E) FF AL —2— 4R R 2 &bk —1 (2H) —i (4001) (250mg, 86 % UK
), HoOym i 44 1 B A3 50 7= W 7E LN A5 SR R AN 240 BD BT
[0676]  8—HA Hi—3— (L4 Jk) R J) —2— 40 FR 2% ik e ibk—1 (2H) i (233mg, 0. 8mmo1)
(4001) F16—5-9— (VU & —2H-Htk g —2—3%) —9H-M= M4 (4002) (238mg, 1.0mmol) VA fi# /EEtOH
(50mL) 44 PR KTR & AE lElsz*FWﬁ:Zh BIRAMA AR EE, B WY it
P A B PE VL AR AR (2-20 % MeOH/DCM) 2640 5% B8 4, A SR (It =) 8—FF -3 - ((FR AL (9-
(VY& —2H-E g -2 ) —9H- MRS —6—Jk) Z( k) R 2) —2— 4R FF O 2 S bk —1 (2H) —Bf (4003)
(200mg , 51 % Y Z£) ,/Jj&éfélﬁi
[0677] 48— HA JE—3— ( (3 (9— (VYA —2H-NE i —2— k) —OH-MEE A —6— k) 42 Jik) FR Jk) —2-4%
FR O s bk — 1 (21H) i (4003) (180mg 0.36mmol) /ﬁﬁﬁFEMeOH (HC1) (50mL)  JF- K5V A4
7EZ I 2h B NaHCOs 7K VAR N 28 R RLVR A P 3R K pHR 9 229 1 J8VR A W E 25 ik 4
PV, LAIR AL EE ) 7 1) 8- F -3 ((FF i (OH-MEMS —6-Ji%) 2 Jk) H J) —2 4B FR O Ok e
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mbk—1 (2H) — i (4004) (80mg, 54 %6 Wie28) , Iy ¢ [l 44

[0678]  SEJiEaf513: 3~ (1 (OH-MERS —6-FEZ L) £, FL) —8—FF -2 40 B 0L S i k-1 (2H) -
BT B Ao

[0679]  J52226: A 13— (1- (QH-MEMS—6-FL F L) 2. 5L) —8—FF JL—2—4F H 7% L S mpf—1
(2H) i (kA 474106) A B o

2X) w0, J R L) vemger i
S 2 >
[0680] NGF S [ N
OH

0] OH
1606 4101 4102
PPhs,
CBry \/© NaH | @ \/‘ HC Q
A s
[0681] N NN NN
3 (3 "
4104 4105 4106

[0682]  — ¥k, —ilm3- (R AL JE) —8-F B -2 4 R Bk v k-1 (2H) - 1606
(2.79g, 10mmo1) FECH2C12 (200mL) HH (¥ &S MMnO2 (Bg) 44 Fr i3 KR & M E R RS T
PiFE3h IR A A 2 I, HF H S IR o 8 PO A A AERE RS (10-50 % EA/PE) |4k
IR, AR = 8- B -1 AR -2 4R R k-1, 2- & i k- 3-FR i 4101 (2. 5g,
90 % i Ze) , Holy A 44

[0683]  FEZ /AR R8-F -1 - -2 4R R -1, 2- S Rk -3-F %4101
(2.4g,8.6mmo 1) VA fiEAETC /K THF (280mL) HH FF¥4 E1 52 -78°C . ZR 12 s N FF R VR AL 88 (2M, 5L,
10mmo1) , 345 Fr SV A W AE-78 C it ¥ 2h o FR INH0 (BmL) , SR i B AR N UK —7K (200mL)
FiIE 2R 2. B (3 50mL) R A I HLZ P Eh K Baisk , EeNaoSOu T It I8 . A5 9K
AUV, R B AT (A VAR R R (L0-50 % EA/PE) 24k Bk 88 74, AR A= 43— (1- 5%
S, HE) —8-F H -2 AR DR k-1 (2H) —E4102 (1.8g, 71 % U ZR) , HoA A bl 44

[0684]  m]3— (1-F& 2L 2 HE) —8—FF -2 40 B OR 2 Seende k-1 (2H) —Ff4102 (1. 6g,5.5mmol) £E
CH2C1 27 f) VRS INPPhs (2.88g, 11.0mmo ) , 3K T3 TR & W /E i I FE30 93 SR 5 7
O°CIIR &Y INCBra (3.64g,11.0mmo 1) G TSR SR & =I5, HFE30 9 80 )T
B A WRYE i PO AR VL AR RS (30-50% EA/PE) 24k ML =4, DASR SEHHEE 1) 7= 4 3~
(1-YR 2.3%) —8—H JE-2- 4B B OR B e bf—1 (2H) 4103 (1.8g,91 %W ) , Ho A B [E 44
[0685]  —ififitdl: , —i 19— (VU & —2H-NL g —2—35) —~9H-PE R4 —6-F%4104 (436mg2mmo 1) 75T
JKDMF (10mL) H [ 92 07 JNa (60 % , ZE #3hi , 77mg, 2mmol) FERR A P FE30 55 B
I3 (1-YR 7, FE) —8—FF JE—2— 41 HA % 3 S5 mbk—1 (2H) —fid4103 (700mg , 2mmo) I IRE V4%
FE2h, B TK-7K (200mL) H 3 FH 2,8 2. (3><50mL> AHL A IR AVLZE K oml) ¥
B, ZeNao S04 R 1 98 o 5 D VRUEC 7 MR A7 I Jl e PRSURE t0 B VA AE R S B 2B AR B ) (10—
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50 % MeOH/DCM) , PA$ fit 78— H J—3— (1 - (9- (VU5 —2H-NL FRg —2— %) —9H-WE e —6—FL 2 L)
Z.3) —2— 4 F R L bk -1 (2H) —fi4105 (500mg , 51 %6 YL Z8) , HoA A Ea ] 44
[0686] 48— H-3— (1- (9— (MU —2H-ML g —2- L) ~OH-MERS —6 L2 L) 2, 0%) —2-4F FF K
FEFENR—1 (2H) —ER4105 (180mg, 0. 36mmo 1) & /EMeOH (HC1) (50mL) 9 H- i +E:2h o K NaHCOs
IS INEE S SR A W0 4G pHAE 1 95 2.9 58 5 1k BEVR S FF B 2 IR 45 L, DA R I i 22
(7= 43— (1- (QH-NERS —6-FE % k) 2, 3E) —8—FF L2 4R F 2K 3 S ph—1 (2H) ~8i4 106 (80mg,
54% W) , Ho s ] 4
[0687]  SEJEf514: 3~ (4-ZF—1- ((B8—F J— | - AR-2-A0 FF 2K -1, 2- & S e k-3 3%)
R ) —1 H-AEE PR I [3, 4—d ] M g —3—32) 65— R ik — A B RIS 1K) 25 A o
[0688] 75 %27 . iR T 3- (4—EHE-1- ((8-H H-1-4 -2 4B F R L1, 2- k-3
HL) FREL) —1H-IE e g [3, 4—d ] g -3 %) —S—ﬁ%%:%ﬁmﬁﬁa LA 4303) 4 o
o -
7 N\/Q CBry/HP(O)(QE; é{k ~
# \/l\ BN J\ TMSBr
NN CH2C!2

CHACN
Y 0°CExm, 24 0°C %8, 24h
=N

[0689]

EtO 0~
‘P

Et0’ o

HO-p
HO \\o

4301 4302 4303
[0690]  FEG/SGAT , AEEECH BB B EE ) R 3- (-2 E-3- G-|-H5F
FEIRHE) — T H-NE e 3 [3, 4—d ] Wsig —1—J) FR L) —8—FF B —2-4F 1 i Jeme bk —1 (2H) —Fil4301
(250mg, 0. 5mmo 1) VA fEAE TC /K THE (15mL) 1 34 #1 20 °C o ¥s fNCBr4 (498mg , 1. 5mmo ) , 323
IS IR — <G BR (129uL, 1. 0mmol) M=, (417uL,1.5mmol) o 44 Fr {5 VR & P ot 4 hi:
167N, 3B JE MO CH R E | AR EE LR Z B FEh K Z (B 9 FLIR &Y B A HLZ £Na2S04 T
W, IR B IR A I AR RE R b (R B R S P e l) 2l & 4, LASR it
HHER ) =3 (41— (8- -1 AC-2- 40 R k-1, 2- & S nde -3 %) FR ) —
TH-TLE e 3 [3, 4-d ] W Ig -3-J%) -5 R Jt 2 B PRI 4302 (200mg , 62 % N 2) , HoA K A
3] 44
[0691]  FE@E AR N W3- U-Z - 1- (G-F -1 0240 R -1, 2- & &bk~
3-2E) L) —IH-ME M JF [3, 4-d ] mEmg-3-28) —5-F R = 2 IR 4302 (170mg,
0.26mmo 1) V& MAE T K CHsCN (5mL) H 34 21 5 0°C o 8 i v 5 2% 2218 78 N TMSBr (0. 34mL,
2.64mmo 1) J-¥ S RITR S W FE 16/, 5 O CH B Z iR . LC-MSER , &R
EAEL, BN A A E I TMSBr (0. ImL) , FF7E iR HESh « LC-MS B IR TR F Ak - B 25 iRk 4
IREY), I B VA fRAEE 20 (10mL) FTH20 (0. 5mL) H 3 Fit $£:30 0 Bh . B2 IR 45 IR 54, YA
e IR K = M3- (4-2 - 1- ((8-F -1 SR 2-40 R -1, 2- & i iph -3 %) HR
) —IH-MEREIF: [3, 4-d] msng —3—J%) —5-F ok Ak A R 54303 (140mg , 91 %6 UK Z) .
[0692] st 15 : BT FERIAL AR 1C501H
[0693] 4. i B AL A IR M CooiRs -
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[0694]
IC50(nM) HARTF 10 | T 10 58 | 0T L | 0 b F
R BERY JER 100 nM)
PI3K ebthtms | eethkeT | REMRYT (LA MET
1, 5, 22, 27,14, 14, 15, 17,12,3,6,7, 8, 9,
38, 39,40, 41, | 18, 21, 26,10, 11, 12, 13,

46, 92, 117,
118, 120, 129,
132, 164, 165,
172, 188, 190,
197, 198, 203,
208, 210, 212,
214, 217, 218,
220, 222, 237,
263, 285, 294,
298

29, 31, 32, 34,
35, 36, 42, 43,
44, 45, 47, 49,
57, 69, 71, 85,
87, 94, 106,
107, 140, 143,
175, 179, 183,
184, 191, 193,
196, 199, 200,
201, 202, 206,
207, 211, 213,
215, 219, 224,
225, 228, 229,
230, 232, 233,
239, 241, 243,
245, 253, 254,
255, 260, 262,
270,293, 299

16, 19, 20, 23,
24, 25, 28, 30,
33, 37, 48, 50,
51, 52, 53, 54,
55, 56, 58, 59,
60, 61, 62, 63,
64, 65, 66, 67,
68, 70, 72, 73,
74,75, 76, 77,
78, 79, 80, 81,
82, 83. 84,
86, 88, 89, 90,
91, 93, 95, 96,
97, 98, 99,
100, 101, 102,
103, 104, 105,
108, 109,
110, 111, 112,
113, 114, 115,
119, 123, 124,
125, 126, 128,
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134, 135, 136,
137, 138, 139,
141, 142,
144, 145, 146,
147, 148, 149,
150, 151, 152,
153, 154, 155,
156, 157, 158,
159, 160, 161,
162, 166,
167, 168, 169,
170, 171, 173,
174, 176, 177,
178, 180, 189,
192, 194, 195,
203, 204, 209,
216, 221, 223,
226, 227, 231,
234, 235, 236,
238, 240, 242,
244, 246, 247,
248, 249, 250,
251, 252, 256,
257, 258, 259,
261, 264, 265,
266, 267, 268,
269, 271, 272,
273, 274, 275,
276, 2717, 278,
279, 280, 281,
282, 283, 284,
286, 287, 288,
289, 290, 291,
292, 295, 296,
297, 300, 301,
302, 303, 304

PI3K

a5

14,5, 18, 38,
43, 60, 69,
169, 172, 196,
197, 198, 200,
201, 202, 204,
206, 207, 208,

oAb o5
17, 34, 35, 37,
38, 40, 42, 57,
61, 65, 91, 92,
94, 105, 107,
140, 164,
170, 175,

e %5

2,8.9, 10, 11,
14, 15, 20,
22,27, 28, 39,
41, 46, 47, 49,
51, 55, 58, 66,
70, 71, 73, 76,

et %5

3,6,7, 12, 13,
16, 19, 21, 23,
24, 25, 26, 29,
30, 31, 33, 36,
44, 45, 48, 50,
52, 53, 54, 56,
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266, 285, 293, | 264, 268, 270, | 231, 233, 240, | 145, 146, 147,
294, 295, 296, | 272, 276, 282, | 242, 249, 250, | 148, 149, 150,
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260, 261, 267,
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6,8, 9, 10,11,|3, 7, 63, 66,53, 95, 101,142, 148,
12, 13, 14, 15, | 84, 86, 89, 90, | 102, 145, 147, | 150, 153, 154,
16, 17, 18, 19, | 97, 108, 113, | 149, 151,177 | 155, 156,

20, 21, 22,
23, 24, 25, 26,
27,28, 29, 30,
31, 32, 33, 34,
35, 36, 37, 39,
40, 41, 42, 43,
44, 45, 46, 47,
48, 49, 50, 51,
52, 54, 55, 56,
57, 58, 59, 60,
61, 62, 64,
65, 67, 68, 69,
70, 71, 72, 73,
74,79, 80, 81,
82, 83, 85, 87,
88, 91, 93, 96,
98, 99, 100,
103, 104, 105,

115, 152, 168,
171, 173, 189,
194, 296
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176
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196, 197, 198,
199, 200, 201,
202, 203, 204,
205, 206, 207,
208, 209, 210,
211, 212, 213,
214, 215, 216,
217,218, 219,
220, 221, 222,
223,224, 225,
226, 227, 228,
229, 230, 231,
232, 233, 234,
235, 236, 237,
238, 239, 240,
241, 242, 243,
244, 245, 246,
247, 248, 249,
250, 251, 252,
253, 254, 255,
256, 257, 258,
259, 260, 261,
262, 263, 264,
265, 266, 267,
268, 269, 270,
271, 272, 273,
274, 275, 276,
277, 278, 279,
280, 281, 282,
283, 284, 285,
286, 287, 288,
289, 290, 291,
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68, 69, 70, 73,
76, 78, 79, 80,
87, 88, 91, 93,
98, 103, 104,
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163, 164, 165,
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202,203, 204,
205, 206, 207,
208, 209, 210,
211, 212, 213,
214, 215, 216,
217, 218, 219,
220, 221, 222,
223, 224, 225,
226, 227, 228,
229, 230, 231,
232, 233, 234,
235, 236, 237,
238, 239, 240,
241, 242, 243,
244, 245, 246,
247, 248, 249,

61, 63, 63, 67,
71, 72, 74, 75,
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84, 85, 86, 96,
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110, 111, 113,
114, 115, 145,
147, 149, 151,
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161, 167, 168,
171, 173, 174,
177, 178, 194,
195, 267, 269,
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278, 279, 281,
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291,295, 297
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250, 251, 252,
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270, 272, 273,
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46, 47, 50, 51,
61, 69, 70, 76,
77, 78, 79, 80,
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110, 111, 114,
119, 124, 133,
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169, 203, 204,
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221, 224, 225,
226, 230, 243,
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261, 264, 265,
272, 276, 287,
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B @igi | eshT | heBnST  |[LWeSYRT e WRT
ECso(nM) 38, 162, 205, [1,2,5,22,26, 4, 8, 9, 10,]3,6,7. 12, 13,
228,229 27,39, 40, 43, | 11, 14, 15, 18.| 16, 17, 23,
49,57, 71, 87, | 19,20, 21,24, |33, 37, 44,
112, 200, 201, | 25, 28, 29, 30, | 48, 53, 54, 55,
202, 208, 209, | 31, 32, 34, 35, | 62, 63, 66, 67,
210, 211, 212, | 36, 41,42, 45, | 68, 72, 73, 74,

75, 81, 82,
83, 84, 88,
89, 90, 93, 95,
9, 97, 99,
101, 102, 108,
109, 113, 115,
123, 125,
126, 128, 134,
136, 137, 138,
139, 141, 142,
144, 146, 147,
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166, 167, 168,
170, 171, 173,
174, 176, 177,
178, 180, 189,
192, 194, 195,
199, 227, 231,
234, 235, 236,
238, 242, 244,
247, 248, 249,
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= 1CH01E o WUl S B2 7 T BEAT « il 2% 25 Wl 410 6] 551 (2 %6 DMSO s 28 WK &) 82 MR (25mM
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B IM RN 65 : 35V M R H3-4/NI AR EXE TLCHR T 8, 2 5 T 8Ot A& 5#
(phosphorimager screen) (Storm,Amersham) I %€ & X T EFLES 4, LL10-1 24> 4011 571
WRSE (AR HH A IR Gy 200uM) 1 99 A5 #8055 38 v M o oh T 2 s th B 0
YERIAL G, R L0 W 8 FE A 2 2 40K, Pl 2 R A aX e 7 0 & 1)~ 304

[0716]  F -T2 PT3-KiH PR 1) L& i ik ) B B3 SR 2 T 153 2 1Y« 7 ik 1) S Bl &
g ] AT i P13 -K (LFE(E AR T-PT3- 8l a B S AT v ) B 77 A/ B0 sh 7)o 7= 4 Pk
Y ek FUpstateIPT3-E (N5 HTRF™Assay o 72 7T LR filid i 2 1500 VR SL it
AT it 0 5 A o T P T 3—KI P T 5 AP TP 3 7= A 3 4T 1) 42 0 ) B 1) 43 P RE T 5 o Wt
TR AR (B an 384 FLIGR B AR) ThHEAT o B S AR 292001 /FL A B — 2, W BEAS
LA 20 PAAL A P20 %6 — FF F AN A (KT IA W 15 31 2 %6 DMSOs 20K 38, 1) B
LI Z)14. 5l /PIP2IR G4 (FE1 X J SLZZ M R 4 ) LA I8l e 244k B0 . 25—
0. 3ug/ml MIPTP2 i 2K 5 9 10uM o K AR 3 B 72 =% & 1570 B o N T 51 KRB, 1] BEASAL
HIAS. 5l ATP (FE1 X S22 MR HR AR R LAATATP & 26 [ 2 1 0uM o AR 25 ) JF 78 =R
WEE LN o st R & b s [ A FL A NN 2 1V, SR )RR L InON B A TR A
Mo TR 2 B, £ IR T A 1/, S8 5 A& S AR S BAS 1B 70 A 2088 9138 FGraphPad
Prism 573 F|1C50.

[0717]  SZHfg] 17  Ab L 28 38 A4 1) I 52

[0718]  —FRhTl £ FhAS K AL A W% 5o Ab T 28 X 1 (cross—activity) BLE A X
Ui T ) B = AT AR AR U AN AT MR B TN R VR & o A FR S TR A P R 4
HAHAKAbIEE AL (T3151) (Upstate) /E7525mM HEPES (pH 7.4) <10mM MgCl2.200uM ATP
(2.5uCi v =**P-ATP) F10.5mg/mL BSAM I 52— 30 = 4 MLl 5 o 8 & AR I AD LK IR
EATYAAPFAKKK A AT 2 5244 (2001M) o SR 301 R 28 1k« SRR BIBRER AT 45 2% 1 b, BT i R &1
Ytz i 0. 5% BRI ek (ZI6K , BRRE-107381) 4 7 T dF @ i B g 2 E T G 2 11
TR o

[0719] S f51 18 : Heki 2 348 A4 ) I 52

[0720]  —FhElE 2 FhAS i AL A DT o He kIR ) 528 SCTG MR B3 A8 S P ) 8 = ] 4R 4
ARSI O AP AEAT A B TR TV R« A HE Frid AL S 0 mT &) B 240 A K Hek 7 5
25mM HEPES (pH 7.4) .10mM MgCl2.200uM ATP (2.5uCi y —*?P-ATP) #10.5mg/mL BSAI M &
W — = A I 2 o AT FHZE DAL ) Sre 2RI TR IR AVE TYGEFKKKAE i IR 52 44 (200uM) 2
RN 20k SRR BIBEIR A 4E R v b, IR IR AR 4E 3 v FHO .5 %6 T PRV 5% (6K, BFIR -
1043510 8 Fr TR 5 8 W 'C A8 e 2 B e A% B T80 1

[0721]  SEJfaf519: R &S FR 5244 (TR) (1) R A4 i I w2

[0722]  —Fhol 3 2 FhoAS &k B AL & W0 BT 5 TRAZ AR B 1K) 28 SO P Bk A8 TG MR (K Bk = 7]
MR AU O AT AR B T IR TR E ARG TR AL &Y ] #oxs B i 2252
AWk 45 1 1 (Upstate) 7877 25mM HEPES (pH 7.4) . 10mM MgCla.10mM MnCl2.200uM ATP
(2.5uCi y —*"P-ATP) F10. 5mg/ml. BSAFIIN5E 1 — R =4 Mol 22 . FIPoly E-Y (Sigma;2mg/
mL) YE NI S BN 200 SRR RIRAL A 4E R b, Frik AL AR 4E 2 HIM NaCl/1 % IR ik
B (B0, BFHRB-1073 81 o TR IF i WG Rl € B I e A% B IR0

[0723]  SEJifi {5120 : Sty 235 A &
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[0724]  —FhEk i £ PiA K WAL A W0l 5o Src BRI 1) 28 SUIG PR B 22 XOS PRI Bk = AT HE 48
AR O EN AT AT B AR B T IR 7 VR & AR BT IR AL A ] B A K Sre B
Src (T3381) £ 77 25mM HEPES (pH 7.4) .10mM MgCl2.200uM ATP (2.5uCi y —**P-ATP) #ll
0.5mg/mL BSARII5E H — X = A0 H I E o AF FHEPLAL ) Sre Z 0 B0 KR AE TYGEFKKKAE A4
PRI SZ A4 (200uM) o S ST T 28 1k« SURE BB RR AT 4 25 v b, BT IR R ER 4T 4 25 v FHO . 5 %0 T 1R
Beigk (ZI6IK, BRRH-104181) o5 Fr T3t il i B 6 A8 e & BT 7 1A T80 12 o

[0725] szt 21 : DNA-PK (DNAK) [ 228 A1 il i 52

[0726]  —FhERE £ P R WAL S0t S DNAK SR (1) 28 S35 PR B8 A8 SO T 1 e = 7]
P A AT L S ) A AT B A DU & - DNA-PK ] T H Promega - FHDNA-PK Il & 24t (Promega) i3
P8 1132 7 U A S 5E o

[0727]  SiZjifs] 22 : mTORF) 2 18 FNHT il ) 5

[0728]  —FhERFH £ Pl AR BHAL S EE SmTor A8 SUIE MR B3 A8 XO0E T 1 6 = AT 4R A
S E AT EEAE SR FiR B E . AR iEFTR AL 5 rl & X E4mTOR
(Invitrogen) fE450mM HEPES (pH 7.5) «1mM EGTA.10mMMgCl2.2.5mM 0.01% Tween. 10uM
ATP (2.5uCin-""P-ATP) f13ug/mL BSAMI I E o J3X o 15 F K B EALPHAS-1/4EBP1
(Calbiochem;2mg/mL) VE AR SN F 21k : SSEERIEALEF 4E K b, Frid i eF 4 & H
IM NaCl/1% BEPFR¥EE: (PI6IK, BERO-107 8 o4 A 5 JF 1 B O R 8 E T R 1R
S

[0729]  FH-T- I mTORYE MY H & Bl R S B R Gu /e vl s I o 49 2, 7] 3 A Invitrogen
[¥iLanthaScreen i I 5 4 M A H i B 2 (O mTORFI 7] o 1% I 52 S X 2 GPPFR LI
AEBP17EmTORBIEFVE AT 118k B A 3E AT U &= OIS () 43 FEFRE TV & o S S B2 AE [ 138417
AR AT o S SRR 2001 /L, e NEZ% PR ZH B 50mM HEPES (pH 7.5) 10.01% %%
KL BB B AR 204 (20) Tk HFEBSES . LmM EGTAL 10mM MnCLo2A12mM DTT. 76 85—, [al AL
HOMA 20 LI A V07520 %6 — FF BN (R 58, 159 312 % DMSO e 4R JiE A2, Al B AL
HMA8T mTORLE S B G B 1R A B VL LA AT e 2 W FE 6 0ng /m1 o SR 1 51 R OSE , ] AR
FLHRMA 101 ATP/GFP—4EBP LR &4 (FE [ NG IR R A ) LAATTATP B 46 9% 2 2 1 OuMAH
GFP-4EBP1 5 283 5 N0 . 5uM o P AR 25 3 7R S I & /N o S B2 a0 281k < () BN L H
A10ul Th=FipT46 4EBPLIHTHA/EDTATR A4 (FETR-FRETZE MR b i RE) LAAT e 1 B 2594k 15
NL.3nMAMEDTAR A WE N6 . TaM R IREH , AZRBWFELNN , REAHT
LanthaScreen™TR-FRET AR 5z Y4825 B 132 BL . 43 B FedE 38 FHGraphPad Prism 5783
150,

[0730] szt f 23 - ML P 2 A A B2 AR (1) 2 s AR ) w2

[0731]  —FpELE £ FhA R BAL S SVEGFSZAK K58 XOF PR B A8 XU PRI B = AT AR
P AKTIE A i AT R VR B N 3R 7 V200 & o A HA BT IR i AL & W mT ok B ZHKDRAZ 44 3%
Bl 45793 (Invitrogen) 7627 25mM HEPES (pH 7.4) .10mM MgCl2.0.1%BME.10uM ATP (2.5u
Cin—""P-ATP) F3ug/mL BSAFI I 5E HH Ik o {3 FiPoly E-Y (Sigma;2mg/mL) VE B o S B 3T
NI SRR A G R b, Bl AL A 42K AN NaCl/1 % BEIR e i (296K, BR5-10
T o R TR I I G AR B B TR IR T

[0732] st fs]24 : FFACER 1 52 44B4 (EphB4) [ -1 F401 it 52
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[0733]  —fhElE £ FiAs & B AL A W04t X EphBAIK) 28 XOE PR EL#48 OFE PR Bk = Al MR 45 4
AT L 0 AT AT B A B3 R 3R T v DU o AR H O BT IR Ak A T e R 4 R R
(Ephrin) SZAABABIEE 45 H38 (Invitrogen) 7E725mM HEPES (pH 7.4) \10mM MgCl2.0.1%
BME.10uM ATP (2.5uCiu—"*P-ATP) Fl13ug/mL BSAMIMIE Hh Wik . i FPoly E-Y (Sigma;2mg/
mL) YE R« RS 260k ARSI A 4L R b, BTl A A4 25 FHIM NaCl/1 % iR
B (ZI6IR, BFRB-104 81 oA BRI ' i e & B e 4% B IR0 P

[0734] st 25 : 3R 7 AR KK 32 A (EGFR) (1) 238 A ] il 52

[0735]  —FhERE £ PR WAL Skt ST EGFRIS G (1) 28 SOI% PR B2 A8 SO T 1 e = AT
PEAATIE O R AT R VR B 1 3R 7 V200 & o A H A T IR i Ak & W mT L ok B 20 BGRAZ 44
B 45 /4% (Invi trogen) 76 27 25mM HEPES (pH 7.4) . 10mM MgCl2.0.1%BME. 1OuM ATP (2.5u
Cin—""P-ATP) F3ug/mL BSAFIII5E HH Ik {3 FIPoly E-Y (Sigma;2mg/mL) VE MM - 5 B 31
Nl SR AR b, R AT 42 M NaCl/1 % BEFR ¥ i (Z964%, BFKR5-10
SR B TR E I B S E TR RS I U T

[0736]  S2Jifa {51126 - KT Tl 1) 3 35 A4 il 0 2

[0737]  —FhElE £ PiAs K WAL A W0t KT TR 1 28 SUG PRk & 28 XS M k= AT iR 48
AR AT L EN AT AT B AR B T IR 7 R & AR FRE FTIA B A A W T B ot EE A KT TR 45 A4
1, (Invitrogen) 7E2 25mM HEPES (pH 7.4) .10mM MgCla,1mM DTT.10mM MnCla.10uM ATP
(2.5uCin-""P-ATP) M3ug/ml. BSAFIIUE Ik . fiPoly B-Y (Sigma;2mg/mL) 1 NJEY).
RN 41k SRERIEAL AR 4 = L, IR AL 4 45 2 B IM NaCl/1 % B BR e i (Z964K
IR5=-104381) o T IR FF 1L B 6 AR o = P i e 1A TS o e

[0738] Sz jifa {427 « RETYH 32 0401 1) ) 52

[0739]  —FhE £ Pias & B AL A W0t S RE TR 19 28 SO PE B 28 OE PR = Al M 4
A L EN AT AT R AR B T 3R 7 VR & o A R BT IR B A A T B ) EE 4 RE TG &5 14
1, (Invitrogen) 7£ £ 25mM HEPES (pH 7.4) 10mM MgCl2.2.5mM DTT.10uM ATP (2.5uCin-
“P-ATP) F13ug/mL BSAF I 52 i IR o 8 L AUAL A AD T IR B MUBATYAAPFAKKK VR Ay Tl 1 52 44
(200uM) o SN U 280k SRR BIBEIR AT 4 R A b, PR IR AT 4 2 v FHO . 5 % T BR e % (496
W BRHRS-10480) o A T4 I 18 1 1 6 A% 5 = i 8 8 10 s o e

[0740] szt 4128 « ML /MBI PR A= KPR 52 A% (PDGFR) 1 2148 AT il 0l

[0741]  —FhEE £ Bl R AL A0 L S PDGF RIS 1) 28 SUNE T B 5 58 SO PRI B = AT H
PEAATIE O i AT R VR T 1 3R D V200 & o A H A BT I i AL & W mT ok B 20 PDGAZ A4 %
Al 25 7938, (Invitrogen) 7657 25mM HEPES (pH 7.4) .10mM MgCla+2.5mM DTT.10uM ATP (2. 51
Cin—""P-ATP) F3ug/mL. BSAFI I 5E A Ik o (3 I AL A AD T K JERIEATYAAPFAKKK 1 ATt 2
AR (200uM) o S BN 2 b SR BIBEIR AT 4E R L, IR IR A 4k 2 v 0.5 %6 TR R ik
(ZI6K, BHRS5-109381) o Fr 1o i B 8 e & TS R I U TE

[0742]  Sjifs] 29 : FMSAH G TR A BREG 3 (FLT-3) [ 348 AN il 52

[0743]  —FhELE £ Bl KR I AL M0 B RTFLT - 3380 B (1) 22 SUNE P R 558 XOE PR B = m f
AT L AT AT B MR B N 3R VR D & o A H 33 BT IR AL & P ml o 38 4L T - 338
ZERI8, (Invitrogen) £E4 25mM HEPES (pH 7.4) .10mM MgCl2.2.5mM DTT.10uM ATP (2.5uCi
u=""P-ATP) F3ug/mL. BSARK I & PN o A8 2 AL IR Ab 1 IR JERIEATYAAPRAKKK 1 B 2 2
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& (200uM) o SR RN T 21k AR IR A 42 b, iR BEBR A 4E 3 1 FHO . 5 % T IR Bk 05
(ZI6K, BERS-107381) o 7 ot ik Bl 8 e & AT e B2 I U Pk

[0744] S f51] 30 : TEKSZ A4S 2 BRI (TTE2) [ 38 AN i1 Il e

[0745]  —FhERE % PR BAL St 0T TE 2B 1) 28 SIS PR B A8 SO P i = ] fd
P AT O S0 AR AT B VR B 3 TN R 5 VR I & o A AT IR i AL A W mT 5o B2 T TR St 45
38, (Invitrogen) 7£ 27 25mM HEPES (pH 7.4) .10mM MgCls.2mM DTT.10mM MnCla,10uM ATP
(2.50Ciu-""P-ATP) F13ug/mL BSAFI I E H PR o A FliPoly E-Y (Sigma;2mg/mL) VENEY .
SRR 4 1k i FEBI AL A 4 2 b, Tl i AL 4 45 25 A IM NaCl/1 % B R e 5% (61K,
R5-10581) o A T4 I 18 1 1 6 A% 5 2 6 8 1 s o e

[0746] <2 f5]31 - BLH A I A4 A0 IG5 Il o2

[0747]  MRHEAGUZ T AN bR AR AE 0 — PIECE 2 Fh A R BAL A 0 0 il BAH H 3 A0 Fr 3
AT RE 7o 52, 2577 0 VS 200 P A P 1 A b 40 I 38 5 0 52 .« D) 5 7 96 FL A AR R
ffifAlamar Blueld /> (Alamar Blue reduction) #H4T.Balb/c B AL Ficoll-
Paque MPLUSKR FE4li4k, , 43 %5 8 FIMACS BZH U4 B iR 741 (MACS B cell Isolation Kit)
Miletenyi) BEATRETE ML S 55 o A 40 M LA 9O T FI50, 0004 £ a /L4 76 B4H iu % 5% 52 (RPMI
+10 % FBS+Penn/Strep+50uM bME+5mM HEPES) H o 15 2 HH 15 9% 22 i Ak & W0 F BEAE BT o 5 57
Ferh I RLLOR AR EARAEST C 15 % CO2 (0. 2 % DMSOiR &K &) 1K 464 NI & 300 4.
SRIGIMAG0R]T BN #l VR &4 (stimplation cocktail) , Bk M VR S 40 /EBAH i 55 57
P E A 100g/ml LPSE(E bug/ml F (ab’) 2FFH1/ N 1gM A 2ng/ml B L /N TL4 AR AEST
"CH15 % CO2 ) 264 T i B 727N o [ B LR IR F N 15Ul Alamar Blueid 1) 45 4R
FE37°C H15 % CO 254 i & 57N o LAS60Ex/590Em iz B A lamar Blue ), A A
GraphPad Prism 5715 IC50{EEEEC501H .

[0748] St 5132 - iy &1 o, 22 385 M) 52

[0749] AR A A4 O 0 B bR MR A E 1 e — PP ERRE 22 PhoAS R B A A 0 ik 2 240 e 32 34
BEI 8 770451 01, T DASEAT 44 &1 200 it 355 50 000 5 DA 00056 9 40 ) A i 12k o ) 5 72 96 PR 72
RS HAlamar Bluelk /D47 o A i 40 B 32453 5 ATCC (#/ IMCF7 \U-87 MG MDA-MB-468.
PC-3) , fETT5 eI A K R4, O . 25 % JRER (A B BEAT 22 (I AL 3, FH e 41 Bl s 5= 5
(DMEM+10 % FBS) ¥ — & , FELA90u1 A5, 000441 i /LA 7E i ieg 4m a3 R Bk vh AR R
e 5 I AY A P T A b 3 4 % 35 R vh 3 DA LOn AR AR N AR AE 37 °C 15 % CO ¥ 641
% 72/ o A B AL T AR BN 10L A lamar Blueik 713K AR 7E 37 C F15 % CO21¥ 4%
T & 3/ . LA560EX/590Emisz EXAlamar Blueixk )G, J71{# FGraphPad Prism 5315 1C50
{Ho

[0750] Szt 49133 - 44 P 70 PR vt P

[0751] W] 76 AR R AR AR 2 v P A R 3 BTk AL &4

[0752] iy 5% SEAZ B I Mg A A

[0753] 1. il ARV 4 BN S Jem A A

[0754] i bR A 20 E 9 S5 KR 00 IR Vs L 2R A W R T R VS A 2L D E 1 R
Ho

[0755] WA R AL A48 25 2 A A B MR (staged tumor) IR/, FoHb {8
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FE2 R X5 /% (every 2days X bschedule) .

[0756]  2.A2780Tax A BN Sujm R A ALY CRAZTE B2 H)

[0757]  A2780Tax ey 52 5842 BE (1) N BN S5 AR Y o B3 o 1 40 i 5 58 A2 B A 4 v e oK
(verapamil) (— FPMDRIY &5 7)) dL5% & V5 T HUREA27805, & (sensitive parent A2780
line) . V& RN ERIIN SZ LA (resistance mechanism) A&AEMDRAHZC T HUH A T 4l B-1i
EE AR IR R RAT

[0758] WA H 3 Pk A AL A D A BF 2K X 57 R4 25 S i A T B ORI /N BR

[0759]  3.HCT116/VM46 A\ &5 Wi S AR i (2 it 25 Multi-Drug Resistant))

[0760]  HCT116/VM462& HH BUK PEHCT1160F 3 Kk J R FIMDRES Wi o 7544 N B ZE#R /N SR AR
K, HCT 116/ VMAG UG 2% Sl 7 Hh 0] S5 A2 B 1) v EE i 52 1k

[0761] WA % Pk AL S D A ER 2K X 57 REGZ5 B A o BRI /N R

[0762]  5.M5076 k. RIJ& Hi A

[0763]  M50762 /)N SR AF 4 PRIJRE , LA A4 P [ A7 Hiird 52 S5 AS 1

[0764] WA G Pk AL A D A BR 2K X 577 REG T B A W B MR /N R

[0765]  {F % Wi 25 () N\ 25 Wy e RS ML HCT / VMAG B 5 24 AU B 1 AT A H e A 8 (g,
FEA TG Pk (1 I B A5 ) ofy , — PhEE 2 PR K AL ST 5 HEis T e AR I H
[0766] S fy] 34 « Sk AR 52 P I 2

[0767] AR A A O 0 1) b AR B A 8 e — PR 22 Bl AR R AL B M A e Ve 9 2, T
T A A1 I i — PP 2 R R B AL S R e Tk . B A HE , B8 ST T AR AMROR A R e
WoE , HWE— P 2 AR A P49 5/ B R BB AR I RORL A I B2 (9 F8 e
PE R 5 SV R SRS AEL . 5mL. Eppendor £ 84T o B 2470 . 1ul 10.0mg/ml
NADPH; 75uL 20.0mg/m1/NiR K BB A FHRORLAZ s 0. AuL 0. 2MT% BR 2% ¥ s 14251l
ddHa0 . B P %5 #8 (FENADPH) & & 4 75uL 20.0mg/m1 /MR « K B ERE A ORI A 5 0. 4uL
0. 2V R B2 P A5 2500 ddH206 SLENN 51K < AT . OuL 10 OmMBI AL A ) o 4 Js B2 78
ESTCIE o 4 34T0.5.10. 1530 F1604> B} , 5 100l AL Sl 8 25 5 300uLv FE B )
FrEppendor & H1 . LA15,000rpm & OoFE it BARR 25 82 1 3L 4G B ORI ISR RS 2 e
W SRR [N JE R (AL S A B TR R R A i/ B (LC-MS) &
[0768]  SEJitaf5135 « I 3¢ K 5E PRI 52

[0769]  ARPHASGUIR . R0 I bR AR VE 1 2 — PIELE 2 FhAS R B4 & A0 I 2% i AR e 1k
% L4 fRapid Commun.Mass Spectrom.,10:1019-1026 LA T #E 213 B A ML [T HPLC-
MS/MST e s L n] A A S CBERIE ) OR R UR/INGR) o3 AT, 54 R R AR A
WAL K P FERVR I AE4°C BL2000rpm B 00 1023 B o 5 A B AL A FH 400MAi 4 Vi in 45 7
TR I ) S R v DA 21400l (B w1 362 B A 8 11 5 9 800uL) 1 B 28 I 2 A AR
(& A SuMIRAL AP0 F10 . 5% DMSO) % & N VR A PRI $29% , 7E.37 C % & 044 F160 4>
B, BUE AE3TCHE B 0.15.30. 451607 B LA R E -3 o S LG 26 1k R 50uL i IR A
B 2 200uLKE 1 L EH FHEIRIE G50 B R R M AE4°C BL6000 X g0 1543 8 FF15 120
uL BB B B T IR E AR 28 K 2 T I HPLC-MS /MS 73 #r o

[0770] 45 BR;, — PPk 2 P BRECE S LA GuM) 5 L A P IR isy JUak . —
AV RI TR AR LR A G LR R S T A0 53— i & W B0 TR e R AR B A vh S L R AR e e
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[0771]  PpAe i EORIERAE O G/ R B /7K (L/1/2,v/v/v) H3fdEsd (RP) HPLC-MS/MSA# ik
P S I (SRM) H#E4T 43 A1 o HPLCSR A HH B A B Bk £ 88 1 - JoLCEE IR AR C12,2 X
20mm A R FE R PP 4L K o B R HPLC-MS/MS T 356 B2 T 43 BT 0 ) 0 T AR o 4560 43 I 60 43 1
B A YA AT 220 (R B 1 94 & LB GRAN A E 2380 )25 N il 28 A e Tk 7E i e )
ARG LT 5 3 B R TR AL A (96) AT Aol Ti) 149 o) 200 e 252 1 477 a6 5 1 0 R 1 841
it BN — BN 15 o

[0772]  SEJitaf5]36 - 4 F8 5 T

[0773]  ARPEAGUR O FN IR AR VE 0 2 — PIELE 2 MR AL Stk e e e DA R
FEIR T #E AR AL A A2 AR 0 PR RN ) PR AE o Tk 28 e MR D 5 1 RO 22 i A2
pHAT A BEERZE M £R 7K (PBS) 5 R AT LAAE A HL & A& I S 0 15 A R B4R &40 FH 1 00RM i
FBRUIN A PBSIEE e (— 2P LIS 24000 LA B 2800 52 AR AR, Hodb 5 suMiil il Ak
A1 % DMSO (il & 700uL I S AR F AR R T e 232 1) 0 & I TR B F I 42 9%, 78
3TCHE B 04 B AI24/NF s 9 7 W o I JERE A B 0424 6 124 /NI o e S R 2% 1k
1000l FIR-AY) LRI NZE 1000l 2 JE Hh FE IR BEs 2 Bh o SR B B S A7 AE-20°C , EL3I3d
TEHPLC-MS/MSHHt o 4 75 ZER) , X B A B E S AL A 28 T IR Z&0T (GuW) HAHR A K
AL A A R DK, 3 A2 (R R P 48 24/ NI i A0 B P K & /KAl ok (RP) HPLC-MS/MS1H
TP S5 N WA I (SRM) 43 BT L i JHPLCAR AR o B [ BhERE SR 10 — 0 LCEE IR S i . C12,2 X
20mmA: A FE AR PP 4L K o B XL HPLC-MS/MSTE. 53 56 B T 43 B 0 ) UG T AR o 445 24 /N I 60 43 1)
B A VAT 220 [ B 2 B LLAE RN A E 280 ) Ak 2E5a e Tk Aa e
SRS OUT 5 23 B R TR AR Ak B (98) AT Aol 1) 140 of 250 4282 1 470 s 28 P R 1 b 841
T RN — BN F15) o

[0774] S {537 : Akt 38l ) 2

[0775] @ {3 2 Akt /mTORuE 74 2H 43 (1) 40 i (B HEAE AR T-L6 s VL 4H B B-ALL4H A . B4H
TR ) LA A S B0« p 190 %% S M ML B 3 % E A4 R P 41 . (Pho+) /I BRIV I
£F YR ) AE 40 A K SR 3 b 75 A R 2R L5 AN/ B B R IODMEM A= K, I A K R

I
= o

[0776] T LU A AR F i 8 R 1) — P 2 P AL B 05 AR tTS AL I B AN 1) BTk 41 g £2
LTSI I 5 A F s BRI — PP 2 Rk A B 290 . 1 % DMSO— 2 & 29 1 B 2
Y1/, SR 5 B 25 (9 0 100nM) S8 2 1454 25 291 /N o 40 o T V2 B « B B0k A (0
W PP H 5 B Vs M 2 P 5 A 253 R0 - e R A IR B R i 1 R 71 7R (481 A PMSF)
5 240 5 9 B 2 v A s YA P R 75 8 R AL R T e SO0 I Ik SDS-PAGEfEAT
R T HALAT 4E R B PVDFH 8 AT X R -Akt S473 . BEER-Akt T308.AktAIB-lz)
H 444 (Cell Signaling Technologies) AT 9 EI A5,

[0777] 25 R BIR, AN HIE B EE 1) —FhECE 2 PG 30 i Ak t 75 SA7 340 1 1R I 25 80
TR o P BRI, A HRAE 3% 55 10— Lo AL S IC I Ak t7E T30 8 b 1) i 2 22 IS K T PR AL
BB AR L H N R A A HIAK t, LA K AT LI ymTORC2 A 4711 7B 2 b3
BRG0P T 3K Ak 4 1l 751 o

[0778] st 9138 « MLV HH () BREHS 5 1% 5

[0779]  ffi Fphosflowik I =M KA A FIPI3K/Akt/mTorf5 5 £ T (Methods
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Enzymol.2007:434:131-54) o iZ 7 iERIPL s e H A B1 b B 40 i 0 i , {45 m A 0 4 i
JRPE, M EAEREAAE38 o 31X S VR R X 20 70 e A 2 2 U AS R B (115 5 4% SR
Phosflowth 72 (& 52 52 B 1 o AR HH 5 458 1 — R 22 Bk & R 4 T, FI3CD3 Sl
R AL BN MO B A0 B I S R 4, DA B1UR TAI SZARAE 545 5 o SR i 1 40 i ] 5 - e £
AR S AGH R A T o TR A2 , AR FR 35 1 401 R4 i Ak ¢ -S4 7 3FISE I HCD3 A 5
(R R AL, » 1717 B H 8% 22 AE DU S5 2R T 40 Se i PR AL - B AL AK LR PR AL

[0780]  RABLHE , #5419 25 U RE 5 4 (B 400 . 1 % DMSO) B 25 ik 52 10 S8 g 410 il
F— DI E 1558, SR 5 DN BT LA SE E T4 M A2 44 (TCR) (LA 4 — 34k HiCD3) B & B
Y1 M 5244 (BCR) , Forb Al 3L R BEHUAR (Fab’ 27 BY)  Z15F1154> B , I KE i 8 2 (i o
AI4% 2 R B 3 FH T phosf low. fff AR T 4% 4 LA X 43 TRIBAN M , J o A FH AR 43k . %
(A T Xo} 208 it 22 T s 2 P 04 o PR SR SRS 0 20 At R S6 P T PR A /K ST 20 00 5+ 5 [ 5 1
55 50) 1% 2 B 1 S B R AL IR T2 A e R PR AR I PR — Y 5 o 2R S e v s Al e A
A HT AT

[0781] St f139 : BE V&Il I 52

[0782] KNI FHp190BCR-Ab 118 %% 3% s B 4% AL I i B AN (AN SRR Ap 1905 S 41 ) 5
FEL)30% MLE T I AN IL-7T— RS M EG WA A A7 £ N B EM3630 1 B A 4 3 3 o
t HARFFA TR, FF AR B T B I T O AR Y5 2 B AT A

[0783]  mIEFEHh , WIS W BGE B R W Pl g E AR BH M (Pht) FIIIPE (Ph-) E BRI
Ab ] T B A 20 o 45 S 356 4 i 3 2 HECD 1 9+CD34+BAH I BT A4 o W AR 5 353 7% 5 , 5 41l A 7
methocult GF+H4435 (Stem Cell Tehcnologies) H', ffridmethocult GF+H4435 (Stem Cell
Tehcnologies) b 784 4l I A+ (IL-3.I1L-6. IL-7 .G-CSF \GM—CSF . CF . F1 t 3FC A AT 1. 41 o
AL RCER) RS R BE I O AL S IR T R S A S R AT T S M A 12- 14K )5, 18
b B TR VR % VR T T DS Nk 3 B R PR R o

[0784] <2t 51 40 « WEClg 401 1] 7R 0 10 1 4 L %) A P 52

[0785]  H y YR LA & (JAIRE L9 47N, BRIR 25Gy) B P b A 5 e PR 52 /N o B
ANER SR 20 LN, 291 X 1094 (A MR 408G (B dnPh+ A Bk B 4Bk #p190%: S8
T AT ) 8 A DN R Rk L 4 M 5 5 S B A = R 2405 X L0 IE R 4T i CR 1 3~
RIS AR /NR) — R4S T o 2B S TR I P AR R IR I AF AL 14K )5 &
T /N R 22 SR AU IR R ES 28 B F T 43 BT o 78 11 IL995 200 P 12 5 5 2401 0 R G S0 SR
ST RFREFE0RYT , B/ ERBUE 18 IR IS5 2935 R I e K AE T8 T IR #E B 45 7 400
il 1) o

[0786]  {EZYEE10K GRITED) M IRIE)G GRIT ) WA AN AN Y , 5 AR e PthCDAdu i
fieh 508 o 9 A SR AT VB % AT TR, AR RS T, 5 s A 2 Ak 2sih
ST (B anGleevec) ¥ Y7 FHLL , A HRE B EE 10— FPEE 2P0 5105 C Ak 53R 7 R 4
A U ) L 2 b s/ 1 I 40 e v 4

[0787]  sjifs 41 : RIS NG VR YT

[0788] = XIHUBAHAL A IPI3KAE ‘5 A& SN I PESZ /A Fc v RTTbI /NG DA B B2 KR
FRIRIE o IR A — S8 AR R 3 TR BRI Fe v RITbRIBT#H ThEE , BT bAFC v RIThJE (A i i
/N (R2KO, Jackson Labs) #7iA A& NZREIR BT A SRR (S.Bolland and J.V.Ravtech
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2000. Inmunity 12:277-285) .

[0789]  R2KO/INBR AEZ)4-6 HES N K J& R IE RE s , B iz i de B /N R R A
PR o X T IXEL 52T, B THEE R RAUIRADOOL (F[43 HLC Laboratories) HfEEHEN S Y I
CRE . S W E A AEB6.Slelz. Sle3z A b iR 2L B RIEREIR (T.Wu et
al.J.Clin Invest.117:2186-2196) .

[0790] 7R 292 HUSEI A TT RIS AL AL /N iR WIR2KO\BXSBELEMLR/ 1pr, FREE 2924 H 45T
/AINECBA TR R E AP0 W RADOO T (£10mg/kg) BLFE A8 FRIG B AL G (D 1mg/kg £ 4
500mg/kg) o 7ELTEEAN PTAIH A 15 2 HARAE &, FRINSTZ bk (FE G MR ) B0 &
T (FE R ) ol ELTSAINE I 775 1) 371s SDNA R sSDNAFLAA o A8 B 4E SR 60K I 22 0
BE U B 2H 23 T I P T R 20 o 7 FHRE G 18 [ B 71 A h YR IS /N BR'S 48 IS HE B
ML IR TT TR 20 H (ARG 28 20

[0791]  FEARIE A B N AR AT TR BH , A FR U 38 R 110 S8ty 400 1 55 B 8 400 1 B0 At
IRAEARIE A /I BR R JRIESE IR R A

[0792]  sLjtf42 . &R B B AL E

[0793]  FI v S B30 B 1 S o 2 52 /N R, o AE SR S 70U & i 291/, Ak B FH AL AR
pl190%: S 3555 (1512 W.Cancer Genet Cytogenet.2005 Aug;161 (1) :51-6) [{1£)1 X 10°
A L5 20 3 5 0N BRL o R I 8 21 i 5 R ) 35 JE DR ) A A /) BRI i 53 7 1 1) = B 445 X
LOCHY IE 5 BRAN I — 248 T . 32 4 T AEK R A R IR R IS AR L) 14K 51 &
T /N B 22 SR AR ISCAR IR 2 2% B T om R g SO/ BR3P B 4 YR I AE SR LOR N
I RERFF IR YT, BB/ U, BUE BRI 5 2935 R I S KBS o i 11 I i )ik (10
MR 45 25 AETRELTG T, #8527 ARG IRIT MR E Uk R AE QBB 24— A B E D R
TBIT IR X B SE ISR BE A6y 7 B L JG AT 7E 8 AL v 2 7 H SRR AN YR 97 1 I
A AR T R (B TP 29 70mg / ke B H PRIR 45 2394 5535 Jé) ¥R 97 « o T 55— Fir B, A
FikeGFPIIp 19O , LA S B0 4 B B T 38 sk 7t =X 40 B A0S 1 0L 9 440 A i 1 A Ao 2
a5 (LN R E A BT o AR I B RIS AN CDATE B IE B p 19041 e, BL A FE
Je A B AL RE Xk B B hCDA+41 ff BEAT WG 43 1% (magnetic sorting) , FEE X R[S T 4%
ST HAT RIZEEN LT p Akt-T308F1S473 3 pS6FpAEBP—1 o 1 Ay e ¥4 EV 125 G I 1T o) HEE
W43 32 () 20 JfL £ A RV 3R R R A0 SRR AR BOCE AR AERI IS U NI B L RS AT IR
Rt , ZEARBEATAESE R 1500 R L 48 A “phosf low” ARG IZERCDAT ] 40 i (hCD4—gated
cell) F1f¥)p Akt—S473HIpS6—-S235/236 IR B W LG ST /NS AE 35K I I [A] s A K fé
IR PR L , WX A5 5 4 S0 70 2 455 A I o A il 3 == -3 HE 4275 Bl (Kaplan—
Meier plots of survival) FHRHEALTIRC M VLB TSt 90T . 4 B DAL e B AU 4
Hrk Hp1904n i) 45 5 .

[0794] & JE— R P A /N ERAS 241 JE ILRE S (100-20011) , 7255 10K R 466 9T 2 |l
FRA6 o ML T 00 & 25 Wk 2, FF G0 A H1 38 i ik A 40 B 4l L 1) 13 I e A &5 (e GFPERGRE
hCD4) AE S & bR

[0795] A& L AN — e W HTHIERH , A 206 97 7 & A g Sk 1 A& 4 m] H
T4 1 5 4 P 3 5

[0796] St 143« Y5 -T-HR M 1 b iz 4 B S 4 Bl 15 5%
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[0797]  HRMG b 52 M AE B0 f5 5 R N MFER A7 26 F R IR 47/EOptisol Bausch and Lomb,
Irvine,CA) ¥ M IEAS 2], BCE MG AR LSS 1) 1 505 40 230 B V015 21 o 1 20 23 P IR 42 oy
EhIK B IR fEDispase 11 (Roche Diagnostics,Basel,Switzerland) - F37°CiF 53049
B SRR R R DAE BB 5T TR TA) 540 AR SR I AR L -2
VY 2. B2 H 0 B RS , DAAS 2 S A 2 v o A8 s AR b R i 7 A R R B (Vi AR
B K SR B H EL A5 2 1 Dulbeccotdk  Eagl e 355 37 45 : F1 2 B il 57 AR il , 25 10 %6 HEL ST
o a4 M5 VA AT R0 . 4ng/mL E BLEEZR0. Inmo 1 \ B4 A Jif & 2 5ug /mL AR J2 AR K
Kl 10ng/mLAHL A % 2 (1001U0/mL) VEERFE 2= (100ng/mL) A KB (0. 25ug/
ml) o 7EIS B80 Yo fili & i , Ik b o 1 s AR IR AR SR 4ERF A1 M o a1 AT DA A 1 5 At i 4
i A AT R T FIMT TN 2 (Promega) W72 AR AT 77, Bt o) 35 4t B33 23 M 0 I MR ARty 52 4
Mo

[0798] szt 5144 Y5 TF-HIL % 1 PN B2 40 B A 40 e 15 57

[0799]  ZEWFSEHT, i A 4fE N 473 353 (Optisol;Chiron Vision,Irvine,CA) H1T4°C
HeFF/DT 10K . H&50mg/mLIR KEE R AL . 25mg/mLi P 25 25 BAY DMEMIZE 36 FT iR 40 21 = Ik . 3l
Tt 8mm EL A2 () FREG R 2 o0 B (central cornea) o A TG MG BT 2 (Descemet’ s) AN £ 5
VA B2 20 B A i 351 S AR T ML L A TR A 2R 1 5 3R T 0 O A 2mg/ mL B S B ATE KM 2=
b R s FR AL (SHEM) W T-37°CiH Ak 1. 53 16/NE , B $ Mgzt b e 315 57 2L (SHEM) HH 5444
FHEPESZE #FDMEMAIHam' s F124H0 5%, ¥ 78 A 5% FBS.0.5% ~HHFE . 2ng/mL )N B EGF . 51
g/mLjgE S & Sug/mLEE B 1 W Bng/mLAK .0 . Sug/mLEAL T A « InME GLE 2 . 50ug/mL K kK
B A . 250g/mL BT KB AEIH AL G, HCECTE SR 54 , Frid SR AR M3 LA 2000 rpm 25 003
A3 B 2 T AT R B o A Dot B, SO 5 1 %85 T 1 257 FH 10mg /mLD1ispase  TT/ESHEMAN
FR 2 1 /EDTA T JH AL 22 22 3/

[0800] 43 ESTHCECEE M AR-AT

[0801]  J& BT 13 HIHCECTR M IRAZEAE B A 58 2% 7877 (complete supplement) [JKSFM (-
R FEE) b R AELE B A KSEMAN 78 IR DMEM/F12 (W 47 3535 32 2) hHER Z R A E B G A5
FBSHJSHEMAI 78 I DMEM/F 12 (4735 325 3) wh o BT B I L5 R B AN 5 1038 ‘AT 2 A Y
FEENZ —RWRE, BRI AT R F2 1 J20. 09mM, {H 7RI A7 R 97 2 2 F1 3 v 42
1.05mM o BHCECE SEMIAE L BB 3258 0 T-37 C I A7 2 2 3 A o 1 52 Al Mo A A7 (A73% ABE T )
5E 5 Invitrogen) F tHIE R & AT I/E SHEMH AR AR KR FR AT VA o

[0802] 73 SHHCECR M1

[0803]  SRJS/EIERLAL I, 7E37 CHIS % CORI 26 AF T » B BT 15 RIHCECER £E 4 (NIRIE 1k f5
B EAE 3 SR E R A7 — BN [A) 2 J5) £5 3% 76 SHEMA , ik SHEM & A7 BB AN & 53 /Mg A=
KA F1tn40ng/mL bFGF.0.1mg/mL BPEFI20ng/mL NGF . fF2% 3R QA8 HE 55 5L % — B8 HCEC
FAEY) F RS A B /EDTALEST C FAL R 10581 DAAR 25 P 2 41 B, S8 S BEAT AT IA RS 37

[0804]  fuyEEiu(h

[0805]  RFHCECER M AIRAEOCT h FF ATV R V1 o« 5 4umd® VRV AE 20 RT) K305
B, FEAEVS PR R T—-20°C [ 52 1073 B o % T Sz B (i U1 7EPBSH R K AL, IR 4E0. 2%
Triton X—1001 5% & 10478 . /£ FHPBSIR¥E =k (BER5 7 41) H1FH2 % BSATIURE & LARH W E %y
SR 2 5 G TR R SHUEMTEER A S TVALR R JE R IR 8 1 20 . 20- L R 5
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43 (FBILA1:100) HUAE—ALIF B LN o 7E FIPBS & 1673 Bl sk — IR J& , ¥ ik ] v SFITC
A PR (L 1000 th =EFT AR ECE H1/NR 1e6) — &I 5 457 8 o £E J1 7k =IRPBSHE G (5
K103 80 Z )5, 4 e AT T AL TR RE (1:1000) Bi# Hoechst 33342 (10ug/mL) 2 4%, 28 fa Bt
MR AR 7 I F 58 06 AT 7 M7 o 7E 24 LAR B Tl B3 Hh R SR U HCECAE4 %6 2 5K
g b T 2 LA 2 159 B0 FF P Z0- LR R R 1 43PuAR 1 b Brid e X T-Ki67 [ i 41 21
M 2E e e, 5 IR PR A AL BTG PRI 10 . 6 % 1ok AL SR BT 109 B o K A 4 S P e fa i o
1% IE% (L = ML 7S RA Wr 3043 8 o SR S5 40 i S5 47K 1 6 THi A& (1:100) —#E5F B 1/ o 72 HIPBS
155 Bk = IR Ja , I 4ii 5 M E AL B SR Pt/ R TG (1:100) — &I & 3058, 42
5 ABCI ) 5F & 30538 o 1 S S 4 FIDAB I 2.5 3 B - Jd ik O 27 WA A 25 -

[0806] i fiu 4= 47 ANTUNEL Il &

[0807] 43 J) A0 FH 240 B A A7 AR R o Mot 280 1 I 5 B2 Bl Y I F TTCRE 2 (1) dUTPAT] 11 3 DNA
#ric (terminal deoxyribonucleotidyl transferase—mediated FITC-1linked dUTP
nick-end DNA labeling) (TUNEL) Il %€ KU E ik 4H Mo AE - 4 - FFHCECTE 4R 5 A i A=
AZ I8 BRAE 2= I B 15758 o viF 40 e 1 40 B o 1) & R o G G A, BE4H B AE 48
A% th G AT 215 9O o TUNEL I 5 AR 4 1 38 7o U B A5 54T o f] 23t , KR HCECER AR M 1 e
H7E4% 2 B AR T =R 20080 1% Triton X-100HHT Al BB A3 SR o RE A
TE3T CHAMNEETATAIZE L 2 45 A FIdUTP— AL 5 F 60432, LMER AT 3 -2 HEDNAK
Uit o /B A FH XS B8, FIDNase TANERGHMY , i A& b r Td TR 1) 22 iP5 5 & BH PR RE 41 . . 41 g
FAT-HIZ bR H S5k

[0808] skt 51|45 « AL 240 B () A i 5 7

[0809]  AR¥E A O AN B FRAE Ty V%%, ARG R AGE TR D IR B 5 78 Herh 2R VD Rl M
A m D F AT IR 5 DA IS 73508 E0CTS o T P 050, R D0 B2 R LR A R 35 3 s A HIEL I 13308 5
HETCAI LT 5 IFRE T J5E i W] 39 30 A 2 A b 70 88 o 0 o — AL IR 5 AR I 25 9 At 29
(Worthington Biochemical Corporation,Lakewood,N.J.) ,¥:%& HIG4-17E (FBS) KikIf
IIN134Kunitz A7 /ml ¥ Dnase 1o 1 B AR 25 10 40 M i B I Je a5y Ol 4R, 33 B A
Dulbecco’ st i#fJEagle’ sk;F=3E (DMEM) /F12¥: 553 (Gibco BRL, Invitrogen Life
Technologies,Carlsbad,Calif.) H, friADulbecco’ st I Eagle’ s¥EFR4: (DMEM) /F123%
F23E (Gibco BRL,Invitrogen Life Technologies,Carlsbad,Calif.) & 45 25ug/ml
. 100ug/ml # LB L 60uMJE % - 30nMAR . 20nMZ 7 . 100U/ ml FHE R . 100ug/ml BEHF X
0.05M HepesH110%FBS . 1 it 55 1 JE AL X BES 4 Jitg (Dissociated primary retinal cell) 4
2 E T24FL A B 328k (Falcon Tissue Curlture Plates,Fisher Scientific,
Pittsburgh,Pa.) H1 i S D-# 2 G AL JFi i (BD,Franklin Lakes,N.J.) AT 3K TE S 3% A
b FE3TCHI5% COfI 26 F R K AN HUAEO . 5m 1 15 373 (1 LB A1 % FBS) Hf 4 Frds 325K
1 Ho

[0810] e dmfutb s Al

[0811]  fEA K B AL S WAFAE A AFAERI IGO0 KA A JBE A 2 T 4 g %5 5% 1. 3. 6 H18
J&, A — A ) ek 2 20 S4B 2 o 48 A B A 2% a0 B R AR A L SN 1 A
HER AR BEAT ol 1 AR BRr = PR B4 VB 502 5 1: 5008 % ; Chemicon, Temecula,
Calif.) brid KIRBF-POLK S & (Rod photoreceptor) ofiffl Hlh 5 EE ML L2 fi 44
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(antibody to mid-weight neurofilament) (NFM% 2 val& ,1:10,000%%5 %, Chemicon) 15 5
PR T AN s [ B3 TS R A BiAR (GT121 /N B30 FE , 1: 1000# 8, Promega ,Madison,
Wis.) — Mty T v TR) R 22 o R AP e 15 40 e, A0 R4S 455 B 1 A (ABLT78% 2 bl | 1: 250
HiBE, Chemi con) FEE AL R JiEE 2% (1 4044 (AB5054% % 0% , 1: 5000F58E , Chemi con) 11 I A #%
J R I 45 A E 1 R A0 IR IS Bl 1 1 R ) o £ S B o T B U0 AL DX R T B B
Y4 % 2 B H S (Polysciences, Inc,Warrington,Pa.) fl/8# 2 BE[H 2 , fEDulbecco’ s
IR I #h 7K (DPBS) P I 55— PR 7E37°C— AL & L/ o 28 J5 46 40 i FIDPBSER It
58 34K (Alexa 48845511l FE Alexa 56845511 5E —Hiik (Molecular Probes,En
gene,Oreg.)) —&IF & JF FHDPBSEE ¥ B Z FH4 7, 6— kI —2—- R JE 15[ (DAPT ,Molecular
Probes) ¥ttt , 1 FIDPBSER YL £5 372490 , S8 Ja B 35 38 5 3% A 91 HHF Luoromount—G (Southern
Biotech,Birmingham,Ala.) 7E3¢38 A A& SATE & , AT MEZ 97

[0812] s {146 : L G I A LB A2 52 Matrigel Plug Angiogenesis Assay)

[0813]  J¢ T B HIE PR 93 3 I A A A 1) 2 SRR, L v e [ A DA TR i o 4 3000 v i A
FET-21 R Ja RIS FF BEAT A 23 24 25 DA B IV AR RS il i B 2] A i I
I I A ol o PT e R, A FH R B R 2O 3R (FITC) A it (1) 4 SR A 1501547 ML R AR 2R
T & TR SRR, AR IGEHEE R — MEGE 2 P Gl i A= s I Rt T vl H
TRIT 5 R M8 AR R /B L T3 A A O O HE S8 e o

[0814] S f547 o AR RS AR RN 52

[0815]  7E M RS (pocket) , &5 LS A 55 3 il 77 (91 AN VEGE \FGFE it 83 21 ) 1)
B2 I NBNZAR ] 518 L8 A NKE R G im N A K AT IR BHINELVAX (2
Wi 3L I (ethylene vinyl copolymer)) B Hydron4 ML A i 5 3440 B 51 N3] A 4
o AT PRI, I R4 IRA B (sponge material) .

[0816] ks % it F0T A JEE Hp 14 J3 3505 5 R ) (A vt 4 DRAREL N ) I 78 AR B s B2 (491 B il
IEFGE \VEGF B Mg 40 i) B4 F i Ik S D IREE 25, 4 B 45 2580 38 B G 23 2 R
M o 4= B 5 24 8 k4T, B0 B A Rt , Ji sk 3 A 2R R v R N S DU T 1 57 (1 92
IR o O 2 T MR B 2 30 ek A F IR I A AT v, A FREASER TR 77 2L B R e 45 AL A1
B REHR ) BRI P V5

[0817] ik 75 #E AN SL B0 Ak B 8 FH S A% 0 Al L4 8 O M AL /0 B, H ) D o o e 1
BARICTRRIL I B EE BRI ARNKE R AT ML Definitive
visualization) .JEIT VA P HE#HTEA : WEMEZZHM (area of vessel
penetration) [ i B HE RS LA (A] 108 A2 BRI G 2 R, BB AEDOGIITE DL T, /B4R 8
(5 =) W FRETTE 2 Hre G = 4.

[0818]  TiUjHLE AR HH , A FR G R 19— PhELE 2 Pk & 4 #1728 AR i 5 PR e T ]
TRIT 5 R 8 AR RN /B T T3 A A 2 O HE S8 o

[0819]  SCita 5148 « TR 5 AR L8 A R N 8

[0820] 5 AR IH A B SR A L T B ALK SR AR il 4%, B SR A HA 510 4R B k4K, B
ANERAE B 400-500 A o B i JF A 78 25 7 1100 A7 335 35 2 /LA A7 F TR ok A
(1-3K, 1E37°C,5%C02) o KA FH 2 E W25 4 A AL A D¥E fEAE 2001 58 B 2 5L, &2
AL VEGE BH S BT 2 2D — AN AL AR 9 B M0 BEAS B VEGF B M 5 4 - MBS 55
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7 HH ISR IR A7 R 7R /N O B T o 4 5 DA B 40 10 N 7 s R S I B8 i
F AT INEE 746 37°C,5%C02) o HARFF24-48/Nf o 3l 1 LA T 5V S Ak U8 AR Al
T ZF (sprout) 20 E , W& P38 8l 27 FE B0 I 8 RAR A 27 A8 o B 25 I e B 7 4k
BN A Iml fEHanks BSSHI10 % 2 % S A /4 CI AT, Bt ARA7 I 2 AT BAS I 40 #r
TR 25 S AT i o 0 a1 BT K ) 25 P 20 i 2 20 (L 58 {0 T HIR 30 7 4 ) %) I A ) 4k &
Yo

[0821] St f5149 : TNP-Ficol 13FETZH M 44 5 P B2 o i AL I 2

[0822] Syl A K B AL A W) 75 400 1 FE T 40 B 4006 1k o Ak 2B i b i A S A H 4 BT iR
FTNP-Ficoll BANHEE I RE o 4 A K B AL & W)V FE AT IS A I A1) (11405 %6 1 -FR -2
ML e B , 85 % 5 20— F#400,10% Solutor) W o FETNP-Ficol LV T Z B LI L/ B Ak &40
AR 2 2 A-10 AR I/INR o8 T IF L BT id AL & 5 BARBR TS AL I PE 0 — R/ NRRAR B 1

FA 0
[0823]
i EH—FE W | ME—KEH LR
3 13 é B4 B =2 oo i % 7. {3\ éé\,a
o ff%; A Ll A Wfk #é,’\ ]
P ew ™NF iz | K\ ok
) 2
1 4 BeAdh (3R | 200ul | BERE | O v | HHA
[0824]
2 8 - 4B |(05mg A |0 B |k, #
22 I b i 4
; g ;{:/Méy Py /ml) 30 Bk
4 8 1
: : It | S 3
6 8 | o 10
7 8 53 @ 30
8 8 60

[0825] FESE-LRESG—IRILAMS L 2 5, Wit 7ECO-P AR FF2 /N, A 4H 1 1 DU R 5h4)
e 22 TH i )\ R B4 SR o S RLIE IS 0o JE 28 3l (cadio—puncture) WA ML, FF7E37°C
TRFFL/NIT LLEESL , SR 5 454 C iy & ik 4 DU Bl 4 (contract) o 55 K, Il T AL
3000rpm B4 L2 1073 B AR LI « SR 5 RIS AR IR LB AE-80 °C ¥ R LA F T #4173

[0826]  J#ILELTSAIA HIiE BT ik &1 56 U TNPHUAR S0 73 B ML TS F i o 1 T R 4% 1 6 7K
(PBS) H ¥ TNP-BSA ¥R A E|Nunc Maxisorbfliii ek L, 1001 /4L, E N 10ng/ml ¥4
MaxisorbiR /EZEIRIFE 1.5/, FEFE 28 20001 /FL I BE W 22 0¥ (blocking
buffer) (B WIPBSH 1% BSA) N &L H A = I & — /iy 20001 /LEIPBS 0.05%
Tween—20 (BRI TR G5 — IR KK H BE R /NG I35 78 FEL BT 22 P 1 12 280 R
TR 2 300 S AR S — 3 (1) FR I BEAS AL o SR S 51 LR A4 L A 1) I 375 6 BEL BT 2% i v
B35 I A 12 4 F0 259 REASFL H 5 1L A8 REL BT 22 e B o A B 34 I N 22 271 3 7E 10 S AR
[+ AT B ERAE RO R TE =BT B — /N MTIA AR B 2 175 I e 4 2%
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MBI AR BE I =K K 10001 /LAY th=E 30/ B TeG3-HRP (BA1 : 25078 FH Wi 22 i Hh 46 ) i
AL AR Z IR B — /N o TR 2 AR 5 470/ BR TgG3—HRP , 3 FH BRI G MBURF AR 1 1456
K FGHRPIERAY) (20011 ABTSIE R +30 % HoO2+ 10m1 AT AR PR 22 118D LA 10011 /L inZ BE AL , #EE
W5 & 2-204 Bh 3 03 40 6Ot B M AE405nmAL T SE HUINP TG3 A& o 2Bl , 23 S8 A/
bR, LgM-HRPAIHL /N R Tg—HRPIUE HUINP TgMALE I HTTINP Abs,

[0827]  qiiE|2rp TR , 45 Bk BoR , 7RISR A T, BB 0 BU/NBRAELE 4 &7 R4
A 453 0L 30mg / kg i Fl & K K 1gG37K T4 AIBEAK3 . A £ 16 . 565 o Bl 238 B ow , 7RI 44 F
T, HEEA W R /NR AL , 46 51531 60mg / kg () 711 & 7K PR TG 37K TP A1K29 . 965

[0828] St f5150 : KBS, A e T T i J5i75 A RS 3 26 Ml 52

[0829] R T W LA K BRAL BT B G d5 5 905 O T 98 B S0, A1 FH e JE7s R 1 R e DR T
R AEFEOR N MEMELewi s KSR VE ST B R o E0 . O INZ R o 1l 4% 2= TT 7Y B J5L ) Amg /m 1 i
Vo B T TR A AL AR R B B AP reund” sAS S22 70, BB LAV A R 1 B ki 78 7K
REFE IR AL TR SR )85 B, 7875 09 = B A 50 25 Wk UG s 4203 5 3001 1 TR &
Yo

[0830] RGN ZIAE RO RH UM IFRFEE R 16K, "R LLL 2/ (A B FHEEN ) (5%
NMP,85%PEG 400,10% Solutol) BLF BN Y 1 A B AL G- B0 % B (] AR
8) AT B KR AEEE0.3.6.9- 1T R E, FFAEFI- 17T RFATEMN R I = (caliper
measurement) MR ZARE , IR G AE B LT RAF BN 2 SRFE A2 % SR FE Ja , il FFB% 25 Ja R
g FE— D Ab R AL, T 25080 7725 5236 DL S B LTS B R AR EL TSAIN 58 o F i JIVRR ., 28
Jei SR AT AE 10 % 48 /R AR b o B S AL B BT ORI FH T S5 AR o ARG AT i i
TR o A AL P2 T SR 22

[0831] Mg AR OG5 [ 5 1-2R I W5 4-5K o B4 B OC TV A m) ) i~ , 1 v it 47
FRI: o SR R D0 T Ab 3R, A3, U FF B R ORGS0 AR B BUBRAE XS G194 49

[0832]  JANER 78 9

[0833] O0=1F7F

[0834] 1= ¢ PEAN ALV L/ 5% 1 AL 23 b 1) B /MR

[0835]  2=1#3 iR

[0836]  3=7 A+ KM IR

[0837]  4="4 BEKMK B EIRHE

[0838]  5="HF A ™ H /K J i) 7 EL IR

[0839]  jo-yER

[0840] Ozﬁf%"

[0841] 1 =JCWEFAEHCE FIECE N E R R/NZIE

[0842]  2=%% iR (FEIN Sk X L /N T 1 /AR R B3 B )

[0843]  3=rp IR (FEIN Sk X L1 /4-1/ 30 R B B3 /Nt B

[0844] 4= 15 2241 (FEIN Sk X IEGL1/2-3 /41 R B3 B )

[0845] 5= iR (FE1h 2 X IKGL K T3/ 400 e Bl & B, BN 45 1) ™ AR IE)

[0846]  RICTTES

[0847] Oszf‘,%’
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[0848] 1 =207 B AL B FECE N i /MR

[0849]  2=43 F5 IRV (A 8B B BB (1 R B E s T AR ZE 2 1/4)

[0850] 3=t I (il AT i B i ) 3R T B 4| N AR R T 1/ 4B/ T°1/2)
[0851] 4= 1522 GlEAR IR B BE R e L/283/4)

[0852]  5=F"H 2 (s R I K T3/4)

[0853]  FErdiufs (BR, & & T/t )

[0854] 0=1E%

[0855] 1= Ih=fx/N A 58 B 401 R FR 2R e W 4 £, 3 LT I S5 %) A0 A B Ok B G
JERBEER

[0856]  2=1% & =12 FE A0 R FF 2R I e 8, OF HL L AL PR B RS R AR 1) B 41 i
PRI N /B B SR AR

[0857] 3=rpEE=rp FEH PR ORI e te, 3R H B 2t B (RIAH =
middle zone)) BE A MRS AN/ BLAE B BRALIR , B GL 221/ 2-3 /AR FE R B/ N

[0858] 4= = W E M 0 PR ORI R e e, 90 HLBL A 2 AL MR 23 (RIK TR 2 (deep
zone) ) FE SRR /B0 I SRR LB T 2 /Nt B AR JE IR Bk

[0859]  5=j" i = ™ & Hh 4 41k B DR G e i, JF H B A 290 K MR ™ B (RIS WR
(tide mark) ) HHE 40 B 2k Al /B8 R B BAR

[0860]  HE it (B, & T HCE 3D

[0861] 0= IiF%

[0862] 1= ]n="fx/N%h BEH AR B 2R i g £, 5 LG I i %) 0 0 407 2 B G
RN

[0863]  2=1% ) =12 401k FF R s G 0, F H B A AL PR 1E (GRER ) Bl 4n i
PRI N /B B SRR

[0864] 3= i = 1 B bR FR R i e 1, 9 HLELA 20k PRI 2 B0 o B (R IA
J2) BCE AR MR R A/ B R SRR AR

[0865] 4= .25 = B E AR R e o, 0 B 20 MR =97 B0 525 (PRI IR
J25) BCE AN MR R /B B JE IR , B 58 A B R Se A i R () S B R T

[0866]  5=j" & = " iy H IR F ARG IE Yo 6, JF HAE AN B R/ B ey FRA £
T kL PR 7 EE (AR IR SR A R A O AN/ B B DR R

[0867] & Jsu Ui (O

[0868] 0= iF%;

[0869]  1=sp/N=/NIIFRMIRUL (resorption) , FEAINAEZE - ANBH L, B 4 L AR /D>

[0870]  2=42 & =% KA, AR 2 A, BB AR 2, /£l 4% X R BB
& HHE R NT L/ A8l

[0871]  3=rh&F =BE/NGE (medullary trabecular) MIE 5z 5t B SR USARLZE J2 i b 42 5
JEGRIE , 1% 1 —LeBE/ NG AEARA R BAVE DN, a4 B 22, AL 4 X Jle B B B
1/4%1/3% 4%

[0872] 4= 1025 =7F& K¢ b A )R FEBRIG , 180 £ A AR K BUR I AME AR T , 25 4
KBEE (medullary bone) , KM E A, 7500 2 X 25 BLE MHE 1/2-3/ 4%
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[0873] 5= "5 ={E & iz 5T h 4 JE FE B e, 0 1A T A B BR i AN AR T , 2 4R
FHE R, REME M, £ % X e B BB R T-3/4W A8 , B 510 P AR T

[0874] & Ui (1)

[0875] O0=1FW

[0876]  1=f/N=/INEARBIIRUSC , FEAICf 28 AN B 2, Al 4 AR /D

[0877]  2="1% )& =" KA IR, A RR HEF R | &, ¥ e i B3 i R i (P A
8¢ Z AT (medial or lateral)) [j1/4

[0878]  3=rj i =] BB WCHCE T & W AR E BCE BE AR (N B M) 1R T
1/MEANTF1/2

[0879] 4= 2% = BHIRICHE T &, W S EBCE BE R (N B M) 1KoK T

GT /2000 T3/4
(08801 5= .= i3 TV SR F B0 IR AR T (P ISR 5D FO K T3/ 40 BR3¢
2

[0881]  fif F22 A t—AG 30 B K v i@ M ik R B F /5 F 38 (1 ANOVA (ANOVA with post-
test)) VAN /JUE  JRAUCS BORAH SR IR A S5 Ge vt 0T, 16 i e 75 % 1) 2
MK AF T B 20 S TVE il 26 3 FUFIAUC:

[0882] il ZE T 43 £ =A-B/AX 100

[0883]  A=pcip i HEI(E - IEH ¥ME

[0884]  B=yRyrHMH—1E W ¥IMH

[0885]  WIEI 3 Fir 7, 25 R R AR MR S A0 N L Ak & 853 BL L 2/N I TR] B AE 10 L 30 A1
60mg,/ kg K770 A& e TTAY 2 Ji 355 11 5 7 8 B 2R 6] K B v ol I [ A2 ()1 33 BR B4R 1) 52
M) o A XoF T P ) G A ot B 2 R & o HEL, AR R TG &5 S 2 ek /D T R R T
(147 L% LA o o ) 2 1 38 0

[0886]  fnfEl4 BT , 45 B s tHAE IS A S AL S VIR T I G #5630 7E T E BT iR S 2
) 2 3E « I 15 85 T 450005 1R TR AL P R 2305 FER 22 (g B i, 45 SR S R U AE R 46 1F T —
AN 2R AR R L S 2 — Qb & #53) B E 5 B 438 BoR , 78 T 4%
ER 5 T LA60mg/ ke A 2 A R AL S W 2 — (IR & H#53) , 78 B0 SV EE 2410 BT 2%
B FAEG TS B BB X R, — P 2 A R AL &) T 16897 AR %
T RIIIER -

[0887]  filEl5H Fira , 45 SR BN tHAE TR 26 A N AL S T AL A ) #5 30 T 4H 23998 2 2% (1)
SO, 45 5 B R IR A U 22 I R S A MR AR - X R I, — Rl 2 Bl oA R AL ST
TR T MR IS T 2 IR AEIR o

[0888]  fiEl6H Fir 7 , 45 SR BN tHAE T4 1t N AL S W8T AL A #5354 LG 1L LY AL
AP R 45 8 BoR , AL A P0#53 L 10 20 F160me / ke 71 & 7K 1 4 25 b B AR L 5 H0 T TR e
JR A, 3% 3R B — PP a2 Pl AR R BAL S A URT BLF TY6 77 R 5% 1 28 R etk 1
HArT LT3 B & B RS,

[0889] Wi 7H BTN, 45 B s tHAE I 46 14 Ak G447 LA 127N 8] B AE 10 30 A160mg /
kg 49 771 68 ok B FsF 1) 4 % 1) T 250 BR EL AR A B2 o ZE DU A5 E T 5 AU T B0l 6 G A 1 0 RE B
& R RS o RE BTl A B W0/ O 1 98 5 1) R LA B I ) HEAZ (1) 38 o
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[0890] S o5 1 « oA R A 2K T T2 e i i PO 1 2% I

[0891] VA A A K B AL A WAL FI 1R bR Hh 0 7 R 33 S 1 T T O iR 45 1 O 7 4R ) %8
NE B0 IR AT B () ) e SRR B, B A A )RR H IR EE e H IR CIREG 25, FF
BoK .

[0892] K s MELewi s K BRBRIR - AE 58 0 Ry S B i, B it B D 53 4y b B ok o] & FH 25 245
TEEB6F , [ BRIt 55 R S I Sl o 1B CRITR) A5 A A2 BRSC 35 I R 41 I 278 559K
BT AEEEL0- 11K, 0 R AR 98, 3 HAG K B ML 2 i va 7 20 o 7EBR DT I T B B 4
SERIAFAE N7 1) R SR 5 AT RE AL 24

[0893]  7Ei ¥ FTZIWF R s i, it D IREEFFURIRTT - 45 T s A o B
) (Enbrel) SE L EWFIE, & H WXk E 8 H — & (9 5 4BIDBEQD) o f# H2.5ml /kg
(BID) 87 5ml/kg (QD) AR EY CIRIEWF, 7E BB 1-6 RG240 AR T R G R B 1-TRIG K
BROPR I R R AT BRI R B o 7E BB TR PR B e AR AT ) & SR B

[0894] w8 i, FE MRS 1F T, 6 T8 H — IR A E AL & 453, 85 L oR P A
120 P T ) R 2 1 388 o 4 25 92D o TR 9 v (1 &5 TR SR, FE AR A T 6 T8 H IR A & 10
b & 453 , V- 35 R B AR A I 18] HERS 10 38 I 282D X R W, AR R WAL A e TR IT E
B BRR WA 5% .

[0895] S 952« e I & TS 3% 4 5

[0896] X KR BHATHHN FE RN

[0897] X SR bE—RRIE I Lewis KR (200-250g) NS (IT) T8 AE6 R VK I 5, B
Ay (T R BAE B 2 8 75 1 R T S B15%) ) B FSLI 6 T 114 4,
W FEVEN 100 Z9B0E EhK, BT 0u1 5 Eh K

[0898] A 5fII5C T RAZWNETT

[0899]  ZE RN EHR (n=6/4) , /50K, 0. Iml 584 Freund” s#E 7] (CFA) 78
FEHRAE X Lewi s K BT S He Fh . 250 (B0 — P 2 Rl R AL & B0E AP A
7 I H TSR UGH R R FFEE , ELBIEE20°K « 209 48 (1) IR PRARAE 385 76 58 L0 R H U6 , REFR
— R K E AR IO AR (water displacement plethysmometry) I 5E JTUH K

[0900] P& 1088 7R T IH I 7647 B 10 02 5 2 TR R~ 2 A8 4k, 45 1 W oR 78 U & 45 1
5 WA AZ AR TS R T ST A AR AA R I DU 1), A A a5 3571 A0 1 b s /D> T S 2 T
RGN ax e 8 IR, — Pk F 2 AR R WAL S mT TR T — FhElE 2 R HiE frid
(K7 I B TE

[0901]  fIE 119 s, 45 B S om , AL S W5 37E NS 1t N % 20 S a3 e AR
JRNE 5 PR 38 A A B sk 4%

[0902]  sEjia 553 : Wk Ui A 251830 7125 I

[0903] R T AR WA VIR 25830 715, IR T 308 —FEA-10J& B (1 /INER 434 «
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WE 1 RER TR
é 4z /‘é S=d ,é\ 2 1) /\':'1\’ i g/.a\_”_
Jij’ IS 8/48 7’12]& (‘“éﬁ/{& Mo th
) AR | B
[0904] 1 3 1
2 3 3 BID,
3 3 10 | Po |84
4 3 30 7 F
5 3 60

[0905] Ak BHAL & Wi i AR 18 M NP (305 %6 1 - FF -2t i 52 i, 85 % R &, —
F£400,10% Solutor) H R R LA 2/ R B LR 45 25 - fER s G AL BB 25 fa . AT T
FIYAECO2HR 2/ NI DL HEAT 22 SR B0 o N7 B 42 i v FF OR R AE UK B F T I 43 v e ik DA
5000rpm 5 L2 1073 B 73 B ML o US4 2R ¥4 R B FH T 25 4K80 77 2k

[0906] 25 BLFHUH Won AR WAL S W 254030 757 SRR o A AT S R RIER
[0907]  sLjifi {5154 : Basotest il 5E

[0908]  {# JOrpegen Pharma Basotesti 7l & SZjiBaseotest I 5E o W 24k 4 1 F I
A WECE W FE3T C U & 2043 8T o 2R i P42 2043, 5 d v FH U 5 3k 7) 6 il 22 v i
(assay kit stimulation buffer) & (LA FHT- Mo NI 4R AR) , 425 AR R 5 (2R i 42
HU s B ) (grass extract)) W& o /EOK 5T & MLIRAE &, PAZIE RIS FE SR oo
2 o FH BT TE-PEAR 10 A W Bl AL 48 i, A1 FH g pb3-FITCHRIC LAKG M gp53 (FEVE LI WE
B 20 bR IA IR B ) AEYL AT, L I\ VA SR VA TRV AR £ I 4 B o g A P e 5%, 0
T AN BRAC A AT o A AE 120 5 H DT, A A7 R 3 LA P il JBE 7R 9 ] 4D PR 10 | A oz iR
5 3 1) W Rl R T B TS A

[0909] St {4155 : PTIK S il 71 A4 i T B A i B3 i 1Ak 1) 4 7R 4 41 5

[0910] YAk BHAL & W0 5 40 T B AR R B Vs PRIV A 4 & 45 20, AR R A& 4T
Pt i IR B3 AN R - 11 T g E AR B 25 1) B 45 45 DA S 25 i — PP e 2 Fh: TET -
9874.2- (4- (6~ R AL 2-ZEE A R AR KRR VEHER HEHERLLY
(Rlrapalogs) - TORCI Il 551 TORC241 il 571) A4 fillm TORC1 FHmTORC2 I AFAR] H & 4k 54 - #1 il
TgEVE PER 25104 , B 0370 TgEfu 44 2 B 5 R B 470 AL TNX 901

[0911] RS HIHIPI3KS I A K B AL & Wb i) — PhE T 2 PPEVR 9T B B o M A TR RS
(autoimmune and inflammatory disorders,ATID) U2 XE IS 28 vh 2 A 20 . W 54T
Al BT iR A5 0 T EOA TR AP B TgE A B, W] DA PN 2 A A4 5 31 TgEAE Rl B F TgE
TR A G52 A, B IR P T 3K 42 B 47, 45 48 K B I PT3KS B F PI3KS/ v 4l
il 1) S mTORF il 720 & 25 25t 7] LA 2 B BirlE] 1 H o 22 Fivids ]y Rk SR mT DA T 857 1%
HEXTATIDRVES T ROR , AFHEAR T () & S-BA M A4 A B 72 « (b) 448 A TNPI 2 A1 (c)
WG 13 B S5 A P O T AR A

[0912]  (a) B4HAR I E

[0913]  Afi/NGR 22 SR B, 4 BB 25 I a3k JE e 9 20 LA 77 A 0 200 T T VAL o %5 L 4 L 5 15
(FEIH I 2 AR D B 25 2040 J) I FHALCDA3 MifiMac— 1 Hi AR -4 & 1Bk Miltenyi Biotec)
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WEH oS PR A0 o a2 [ RN 45 6 45 R 45 A A0 o0 0 o AL PR A OR R AN 75 24 48
J, LR AE R (Flow—through) Al B2 5 1 I BAT G . ARG 2 M S 38 SLCDAOBUMRFI 1 A 25
AR B AL BN A » A BB BN BCE A R AP T 3KS Il 7l 4k 5 W0 #53 ( FIRH
mTORH il 77 1 35 WA FF 2= . 5 A 55 2R AU BE mTORC L/ C240 il 551)) 4b P S8 (YT B Y - 5
TR W 78 SR mTOR il 77 (451 40 B TR 85 22) HIAFAE T % TgG AT gE M B2 52 ma 4R /)s 42
A WA R SR, AEPT3KS FmTORF i A AFAE S , 55 FH R ) B4 &b 22 () B4H i AH
Lt BEH TR 27 HA 1 TG 2B AEG , DA K2 55 FH B P T 3KS 01 ] 7] 4cb P22 ¥ B B P g 2 A
Bt , B U0 2 T H 1 T B B2 P A1

[0914]  (b) TNPJU5E

[0915]  Hf/INER FHTNP-Ficol 183 TNP—KHL %% 32 Fh o DA 4 st b 28 2514 . PT3K 64T
il (9 A % B AL S 4053) ~mTORH il 77 (191 40 B 00 8% 22) B PI3K S il 571 S5 mTOR 1 1l 571)
WIEHE RS BT ELTSA, 3§ FITNP-BSAIS AR (AR A [E] Fif 5 e PR R0 H 44 I & R
e SR I TS TE o TR A2 » A S0 A mTORHI it 77 &b 282 149 /) B RH e S5 e S P2k TG 3 2 2 3+
RN S BCE B AR B S, LSNP BRAHEL , TgEma B AE S 12 B B &1
P TR , 5 F SR GE A AL 2R (1) /N SRAREE , AP T3KSH il 51 Fm TOR 1 1] 771 — 3
AL FR )/ BRI BT R S P TeGama R A o S8t , 5 BB R P T 3K S47 i 771 42 25 (4] /) B
FHEE » FHP T3KSH1 1] 771 Am TORFI 1] 771) — 35 Ab 2 () /)N B, 230 HH T E e B2 B A1

[0916]  (c) KB AR L5 R T IC 17 S B AY

[0917]  FESEOTKFHEME Lewi s R Bol JBRIPR I3 5 A S » v o Jod Jir e 53 = i ot o] & PN 25 245
FE 56 R B RRIFE I 55 R IE SR R o FE 5B O R HEAT IEH CRIFRT) A A1 A2 RS 5  -5 £H )
AR 10-1 LR, I KA KT R IFRGE KR BEAL 75 A R I7 4 £ BR ST i i 0 BH B 22 57
FIAFAE AR 1) R e o, AT RE AL -4

[0918]  fEIEFEH T IR S B 2 )5, FEARIRIT 45 T SN EE N4 P 13K S | 71 B 3
PI3KSHIi 55 B MR EE R A A1 -6 RG24 NG R ALY R G S 1-T R PR E I
FER AT ER RN & AR TR IR E i EAR T AT B % SR L

[0919]  FRHHM AL, 5 FH SRR P T 3K S HI S0 A 7 AHEL , 158 FHPT3K S $1 il 51 A A 22 = 1 2
AIRIT AL R R R -

[0920]  JEARHIE R T AR T AR B ARG SEE T 2, AHR AT AR MUREC RN R F
B S5 1) A 5 2 S0t R AN DA 2 1 R BR At o AR AR B AR N SRR AR B A & B K 15 1 R B
BE 1 AL 21 2 Pl AR AR A0 AN B e o SLPR AR A2, 7E S B AR B, AT AT A FRE BT A i A
R SRt 77 R A5 P R] R BRI T B2 o B B R BUR)EE SR S AR 8 AR B I YE [, DA S HH I
T 25 753X L UR)EE SR AN E AT S [F] 030 R P B T VA S

[0921] AR EHIEPE S DA Il :

[0922] 1.0k EWE LT 245 R E

159



CN 104926815 B 157/163 BT

[0923]  WalQ

[0924] H EP

[0925]  W.'ACRPEEN;

[0926]  W.*yCR°EEN;

[0927]  W.» JyCROEEN;

[0928]  W.*yNEECR;

[0929]  W,°ACRS. CHR®EEN,

[0930]  Hrpak W' Wa® Wa® Wa RIWG 1 2R S5 R AS L AN AR 3 i 7 A 26 JB 75
[0931]  Wa 2R FRJede | 75 LR o5 2

[0932]  Byhedik. Bk Aot FRbEdE M M e s R T TR 390

[0933] (R2)q

EW|
[0934]  Horpwe oy 75 L 05 5 L R IR pE S A e L, LA %
[0935] Q0. 1.2.3B4M) 5%,
[0936]  XANAFAE, B N- (CHRY)) .~ LA Sz AEAE Pl i N O A1, 2 3EA R B4 5
[0937]  YAAAFAE, B H-0-.-5S--S (=0) =S (=0) 2=+ -N R?) =.~C (=0) = (CHR?) ,~.—C
(=0) —.-NR") —C (=0) ~5—N (R®) —C (= 0) NH-.-N R”) C () 2-8k~C (=0) - (CHR®) ,—, HH 4
W AN, XBRY 1 (AN RS — AN R AT AR 5

[0938]  RUAGLBedk JR et i d O PR SR PR e B | 5 D5 B e A L AR L
VAR 7oe o N U AR N N BN R N S N R T NP NN B N 2 T

S IR B AL R B AR R B O

[09391  R*Jyksedt . Judbedd 3L  BRIEL IR BEE L FR b gt 5 3L SF b L Lo L s 3t
Y S B N 7 N 7B N L N L B N e B 78 N L8 SNBSS I B IR LB Y
[0940]  RPAEL. Btk I dk ek FRGEIE L M IR B AL L A A R L RO
P IE 2 b 25 UL RS B 2

[0941]  R° . RO.RVAIR®JH 7 H F 5 Ci—Calie it L Co—Colfi J L Co—Co b JE L Co—Co R e L Ci—Ca 2k b
e Cr—Cabi 8 L Cr—CalBh 2 i B L R JE | Co—CulBh 4 22 L 1 —Co JCht I 2 | bl 25 U0 L FR

=
3
i
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T3 DA

[0942]  ROZEAEFIIE L PSR N E L C1—Crokit 3t Co—CrFR S L B Co—Cro e S it

[0943] 2. AR IVEMIIR TS

[0944]
A1V
[0945]
[0946]
AV A VI
[0947] 4.4 At &4, HEARVIIR 450
R 0O
[0948]
R Wy
X VII

[0949] 5. WITSHTRAIALA YD, HrPWa N,
[0950] 6. 4T ik &4, e B A A VITIT-AR 45
R® ©

[0951]

X VII-A
[0952] H P XAHEAIFHY N-0-.-S—.-S(=0)-.-S(=0) 2-.—-NH (R") -.-C (=0) -
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(CHR?) ;=\=C (=0) —\-N(R?) (C=0) -B{-N(R") (C=0) NH-;

[0953]  EREXN-(CHRY)) .—, 3 HYAFELE,

[0954]  BREXA- (CHR?Y)) .—, HHYHN-0-.-S—.-S (=0) —.=S (=0) o= -NH R?) -.-C (=0) -
(CHR®) ,~—C (=0) —.-NR®") (€=0)-F-NR") (C=0)NH-, ;

[0955]  ZAEAERI IR R RS A1 2. SERAR BEH s DL,

[0956]  Wooy —BRO5 HLEN IR IR T5 AL

[0957] 7. R IXMLS¥pEdLin] 26 A1k .
O’

[0958]

A IX
[0959]  HirhwWa ' FIWa 2 574 J9CR® L S NERNR?, BA S Wa Hl1 37 41 CRY L S NBRNR? , Horp ANk i
PN AHAR PR S5 A BT » BA B 24 Wa RS, Wa FlIWa* 22 — INERNR?
[0960]  W,"yCR® NENR®;
[0961] B yhedi. Bk A etk FRBEdE M M e i s R T TR 399

[0962]

EN |
[0963] oW Ry P53k I 55 3 LR B Ak B e Ak, DA
[0964] 0. 1.2.3E04M] 54
[0965]  WaANAFAE, BUE N IR B AL | 55 FE B I 75 234 5
[0966]  XATEAE, B - (CHRY)) .~V Jez AE ARl 0 T ST A 1.2 SERAMK B4 5
[0967] Y NAFELE, BiE N-0-.-S—.—-S (=0) —.=S (=0) 2= -N R?) -.—C (=0) - (CHR?) ,—.—C
(=0) —.-N (R —C (=0) -5{-N R?) —C (=0) NH-.-N R?) C R%) 2-B{~C (=0) — (CHR?) ,—;
[0968]  RUME . BEdk . F4 et I L BRI L IR bt L L S A e A L Ao A L A
PR Y T N = B N = B N L7 N L X B N i B S B N N B B S 2B iy
ISEZ®
[09691  R*Jylsedt . Jukedd 3L  BRIEL IR BEE e FR gt 5 3L SF b L o A g 3t
YSER St B N L7 B B - AN LB SN e B I B 0 N 2 B NSl 1B S 1B T B N
Tl PR T 2 MR S B i PR B 22 5
[0970]  RPMELBEdk ik Fuddt PR e Bk L PR Joe Jik L Be AR i L B3 L U RO L B AR
Fic AL IE L ¢ 25 B RSB 3
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[0971]  RUAE BT Ci—Calse ik L Co—Co i I L Co—Cofi JE L Ca—Co IR e I B C1—Ca 2 e i
[0972]  R°\RUFIR®Jh A7 N A C1—Calit it Co—Colfi I L Co—Cole JE L Ca—Co R KE 3k . C1—Ca B
B L Ci—Cabm UL L Cr—CalBh 2 2 L B L | Cr—CalBh 4 2 L Cr—Co JChit I 2 | bl 25 U0 L FR
THAE; BA A
[0973]  R¥ZEGERIIE LT M7 NS L Ci—CroE ik L Co—CrMR J B Co—Cro s S dk
[0974] 8. WIITHTR I AW, HHEA LN E5 1)
[0975] (i) Wa' 9NR*, Wa9CR?, Wa NCR, LA B2 Wo* HICR® ;s (11) Wal JINRY, Wa HCR, Wa' HCRY, LA
KeW? J9CHR®; (111) Wa' INRY, Wa? HCR?, Wa* S HCRY, LA K Wo” AN (iv) Wal HNRY, Wa” CR®, Wty
CR, B eWo” INRE; (v) Wal INRY, Wa 9N, Wa' 9 CRY, BA JeWu" NCRE; (vi) Wal INRY , Wa? AN, Wat
CR”, BA JeWn> 9CHR®; (vii) Wa' INRY, WaZ AN, Wa HCRY, LA B2 Wo” N (viii) Wa' INRY, Wa? 9N, Wa'
JNCRY, A B2 Wu" INRE; (i x) Wa' ANRY, Wa HCR?, Wa 9N, B K2 Wn 9 CR® ; (x) Wa' ANRY, Wa” A CR, Wa'
S9N, BL B2 We” YCHR® s (x1) Wal INR , Wa™ J9CR®, Wa' 9N, BA B2 Wo” N (xi1) Wa' INRY, Wa? HCR?, Wa'
SN, BL B We? NR® ;s (xid1) Wal S, Wa™ HCR, Wa 9N, BA B2 Wo” HCRY s (xiv) Wal S, Wa™ CR?, Wa'
N, BA K Wo” YCHR® s (xv) Wal NS, WaZ HCR, Wa N, B B Wo” N (xvi) Wa' S, Wa™ 9CR?, Wa' y
N, BA B Wo” ANRY s (xvii) Wal N, W™ CR?, W S, LA B Wo HCRY (xviii) Wa' AN, Wa” HCR®, Wa'
NS, PA K Wo” YCHR® s (xix) Wa' AN, Wa? HCR®, Wat S, BA F2Wo” N (xx) Wa 9N, Wa™ 9CR, Wa' Hy
S, BL B Wo? ANRY; (xx1) Wal HCR?, Wa AN, Wa NS, LA 2Wn® 9 CRE s
[0976]  (xxi) Wa' HCR?, Wa AN, Wa' S, LA A2Wu" CHR® ; (xx1i1) Wal HCR®, Wa” 9N, Wat S, BA %
Wo? 9N (xxiii) Wa 9CR, Wa AN, Wa' 9SS, BA B2 We? ANR® ; (xxiv) Wa' 9SS, WaZ AN, Wa' 9CRT, BA %
Wo NCR®; (xxv) Wal NS, Wa” 9N, Wa CRY, A F2Wo? HCHR® s (xxvi) Wa' S, Wa” N, Wa HCR, BA I
Wo” 9N (xxvii) Wal NS, WaZ AN, Wa S CRT, BL K2 W ANR® s (xxviii) Wa' HCR®, Wa” AN, Wa ANR?,
PA B Wo? HCR® s (xxix) Wal HCR®, Wa? 9N, Wa INRY, DL BeW® CHR® s (xxx) Wal HCR®, Wa? 9N, Wa' Ay
NRY, PA JeWn 9N (xxxi) Wal HCR®, Wa? 9N, Wat JYNRY, DA BW” ANRY; (xxxii) Wa' CR®, Wa’ HCR®,
Wa' A4S, BL B W? ACHR® ; (xxxiii) Wa' HCR®, Wa” HCR®, Wa S, BL KW HCRY; (xxxiv) Wal HCR?,
WaZNCR®, Wa S, BL KeWn” N s FIT (xxxv) Wa YCR®, Wa? YCR® , Wa' S, BA F2We INRE
[0977] 9. W7 TR A Y, HHA XXM -
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[09791  10. WIHIFTIR LAY, HhRUNCI-Cal LB Ca—CoF i dk
[0980]  11.W1I10FmRAIAL &4, Hirp R A L E 2, 3,
[(0981]  12.4nTA7 RIS, B A XTS5
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[0982]
N
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A X1
[0983]  13.4NIRT AR &4, H B XTI S5 4 .
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[0984]
A X1
[0985]  14. 47T IARIAL G, HEAXXTTTEX TV &5H4) «
[®]
R.S
B
4 | N
S
[0986] S N/K)I(
N
Wy
R XII K X1V
[0987]  15. AnIH1EL2FT IR KA &4, Hirh R A-H.pa 2 St B AR B R e 2t
[0988]  16. IR 156FTRRIAL A4, HitR*y-H, —CHs . —CH2CHs . —CF3.—C1E{—F.
[09891  17. 40701 . 287 ik 4k &4, Hirp R°JYH. —CNL —NHz C1—Cafii 2 . C1—Calii B 2 . -
CF3 NO2BY B 2% -
[0990]  18. 40T 1. 287 FF iR (R4 &4 , o rp R 9H., —CHs . —CHaCHs « —OCHs  —OCH2CHs » —CF3 8K
[09911  19. 4IRS RAI AL A4, HirP R 9H.—CHs . —OCHs . —CF3.~C1 B{—F .
[0992]  20. W3 1B 25T IR AL &9, oA RO H . —CNL —NHa . C1—CaiE 3  C1—Caki 8 3L . —CF3.
NO2EY X1 25
[0993]  21. NI 20FT IR AL &4 , H RO AH. ~CHs « —~CH2CHs  —OCH3 « —~OCH2CH3 . —CF3 BY 5 2% o
[0994] 22, 4NIH20 T IR K AL A4 , Hih RO H . —CHs . —O0CH3 . —CF3B g % .
[0995]  23.4n 751 . 287 ik A &4, Hirp R YH.—CNL—NHz C1—Cabii JE . C1—Cafii A 3 -
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CF3 NO2 B % .

[0996]  24. tNIR23PT IR KA A4, Hod R AH, —CHs . —CH2CHs . —OCHs . —~OCH2CHs . —CF3 B, 2%
[0997]  25. 23 PR HIAL A4, HH R A, ~CHs . ~0CHs ~CF3 B 5 2

[0998]  26. w1351\ 287 FT iR (K1 4k &4, L R® W H . ~CN L ~NHz Ci—Cae 3 . C1—Ca it L F -~
CF3 NO2 Bl 15 2 .

[0999]  27.4NIHi26 TR R AL &4 , HorPR®9H . —CHs . ~CHaCHs . —OCHs . —OCH2CHs . —CF3 Bl X & o
[1000]  28. 70T 1. 287 iR AL &4, Horp X A—CHo—B—CH (CHs) —»

[1001]  29. tNIR 28T IR [KIAL A4 , o —CH (CHa) — 2 (S) STARAL 22K

[1002]  30. 4nIH 28T IR KIAL A4 , Horb—CH (CHs) — 2 (R) STARAL 2241,

[1003]  31. 4051 287 R HIAL &40, o Y N ARSEAE , B N-0—-NH (R) ~B-S (=0) 2
[1004]  32. I3 IFHRAIAL A, bR AR B A

[1005]  33. 4051, 287 BT iR 4k &4 , Horp X—Y A—CHa-N (CHs) —

[1006]  34.4n%i1. 287 BRI &4, Bt X-Y A (S) —CH (CHs) —NH-,

[1007]  35.40n%1. 287 BT iR AL &4, HotpX-Y A (R) —CH (CHs) —NH-,

[1008]  36. 7151 2807 Fridk (AL, FerbWadlyd—2d B - L H-ME e 5 [3, 4-d ] ms g —1 -2 .6
AFE-IH-MERS —9—FE | TG FL -2~ FF FE-2H-TE P 3 (4, 3-d ] Mg g -3~ B 6 F FE~9H-NEZR4 —
63k,

[1009]  37. 4T 36 BT (A A4 L A Wa Jg Ep e R it

[1010]  38. I 37 ATk AL A4 A ok b i e B AT =0T 1T

[1011]

E |
[1012]  JLepRYOGH G o 3R VRUR: B R R e AU DL K
[1018]  RYIGHGEHE WIS e o 3 5 B 05 2 RN B B e A
[1014] 39, HATAVI-ARK Wi T AL 540 -

[1015]

A VI-A.
[1016]  40.4nT5i38EL 39K AL A4, Hih RY A& I
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[1017] 41, 35i1 . 2. TR 39 FFik (K10 &4, Herh By b o RUHE L ZR it L AR g R R R e
B,
[1018] 424031, 2. T8 39T R AL &4, B AT T4

R1
[1019] (R2)q

=W

[1020]  JrpWelyos Bk | 8 5 0t  JR PR GE SR B PR bE A
[1021] L;L&qi'yo\l\z\:sjzlﬂﬁ%é&
[1022] 43, I42Fr IR AL A4, Fo Wy o B a5 L o
[1023] 44 I THA2F AR (AL A1, e rhWe g bt — 2 L bt g — 3k L ik g —4—
M4k I -2 e -5 Bk e -2 2
[10241 45 T4 IR AL AP0, HorpWo R ZR PR e S B R e it
[1025]  46. WIIUABHT AR I AL &1, Herh WA BRI  FF 056 o Mk R o 2
[1026]  A7. 42 R &P, o RUAA
[1027]  48. 42 TR KL &9, Hob RV it (B A 3 . & 2_% P S 2 B S | T T
B BT JRIGT L AR BB PR T R BR T O k| 5 R e R Ak 5 BB O AR e A
[1028]  49. 4nIASHT R4 A1, Ho R B T R R 2k
[1029]  50. {IT42HTR 1L AW, FPRUA-F \~C1,~CN\—CHy . 57 P 5 . ~CF3~OCHs . S 5
i PR T A
[1030]  51. WIT42FT IR A, K hosk 1
[1031] 52, WIIFA2FT IR AL AW, bR i R R /UL RS SR B R B S
[1032]  53. WI42FAIIAL A4, Foh RO N R R B
[1033]  54.—FheH A4, HAD S ] 25 AR A A 5 1 -5 39 AT B — DT R AL &4
[1034]  55. 4NIAGAFTIR I G4, Horh iR 40 &4 S [E 44 L 2 A S B S 2 7
e
(10351 56 . 1 il 7 4H e 47 75 (9 P T3 11 488 A 36 PR (1) 5 V26 5 BT ad 7 A4 o P ik 4 i

A& I =55 AR B — TR A S Pl o

[1036]
SN
[1037]
[1038]

57 QIIRB6 Tk (77 i, Forp Bl 4 AL A8 AT LA R K 326l 3E o - e

PEBIR S 0 e AR G0 BT AR PO W IR ME B LA AE B IR o

58. NIRS6 T IR A ik , Hor (A i 52 ik 3 245 5 58 iR
59. IS8R ik , Hor Firid 58 3077 Al B g EAL e 77 71 o
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