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PRIE AR E AR

[0001]  AHELHFIFEHN2011L 46 H 7 H, HiF 58 201180039047. 3, £ Fr A “Ikipg £
AW @& E R LR RER R E. AHRIEZERT 20104£ 6 A 7 HIREZH)
FE G LR HE No. 61/352, 308 FIHLIHL, 1 H AN B IR HENSFE .

ARG

[0002]  ACHRft | BURHIRIESAL S, B 2SR ZMA &1, Fil % I7iE K
TR ASCRMEFAL S YR T 67 BRI/ BRGE 2P e, BG40 2K ME I AE
AN A S A 3 BRI o

BERREAR

[0003] & iE J2& 3 L0 A T 57 O S (g B 1l R 5 AN AE 35 [, 7E 2006 4F i A K £) 560, 000
AN T 9 RE. = W, B @ U.S. Mortality Data 2006, National Center for Health
Statistics, Centers for Disease Control and Prevention (2010) . EZ AT &4
BT ZRAAEIE . S MU e 5K e 45 170  FLIRIE LA B e L DN &L
I I B R RIS AU SF . BEE SN D 2R SR RE e K @ , S RE 1)
RIRFEINEEEETE o XPIRIT A REIE 32 A RUT IR R AR S /R 2.

[0004]  FL MR A2 i i WS B B RE 2 —, FE ol 2 AE LM h. 7ESE E, £F 2009 4, 4
A 194, 000 1] 35 34 2 B9 s ), 29 40, 610 B R FLRIEIE 2. S WL, # 40 Breast Cancer
Statistics, National Cancer Institute (2010), °]4F www. cancer. gov 3715 . fEAN[A]2E7Y
RIFLIRSE B, =FATEFLIRE (MERCER 24k (BR) / 2R 5248 /HER-2 BT ) bh HAt FL s
R BAZZEME . X T =PRSS, SR AT, =PI E R AR s R TR
R EAEFEAZ IR AR I AT A N o AR, AFAEF R H T = B 1 L e 1 8 ) 9 7 v
()75

[0005]  Hedgehog (Hh) {5 5 @ %W KRG RHLR K E, BA BT BFE AN HRRE
(tissue homeostasis). Hh & 5 A R FEARMEMIAG KA & Hh F 53 2 5t K
JEREM M 2R A 4E (Gorlin Syndrome) FUK& ANFSJEAE (ELHEIL A fofe FIBE FRLH I ) A
Ko Hh 1@ &I 2 P 2 nl /e e P 28 . IR 4 R 5 et T BeeH A T &30
N Hh #5307 #E 53 o Sonic hedgehog & —PfilfE & 1 N A3 A2 AL, LR B H R
B T2 B RSN 2 L P 3

[0006] Patched (Ptc) #i1 Smoothened (Smo) 4% Hh 15 5, H. P Patched (Ptc) &2—Fl 12K
PEHEEE M, 10 Smoothened (Smo) &—ff 7 IRESHREE . 24 Hh FRiA4S & Pte B, Pte XJ Smo )
1B GIE L, o Smo 85 BB T Hh {55 . Smo JH B HIE 5 B FE G1i # %K+
B, Ho Gy b 2140 iz b, Horbe AT s i $E AL PR ) 5 5% o Smo 2 TR YT hedgehog 1 BEAH I
P (CBFEVF 2 M RERE ) MBARTE B  (sads ) MiF 2 24 a0a T .

[0007] XT3 4 A 4H ML A AN 28 B T R, 75 2™ K5 45 6] Hh 28 #8051 1935 1% Hh {5 5 1l
FRJANSZ Fa 1] RIS 5 S I e, 45 o) o T B2 SR UL IR BRSSP e, LA R AEA R B
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22301 Hh @ MOE R S S A RS R AR (W25 61-S BRIE 41 i & i 8 A D)
YT RAE N BI4EHU3ESE . Sonic hedgehog FRIT p21 440 i JE HHAS 3, p21 & — M i
JE B S VR S A 1 7] o Hh (5 585 ' 2 59BN EGER I8 i F (20 4> (EGF, Her2) A
PDGF H (PDGF a ) LA K2 514 KA ) VEGF JE M 4 5o {E B FL R4 B4 &k (—Fh
DA 2 Pl B G40 B AR A8 L ) S, DA KE T Pte EFRMDIREE AR, A
IEH 1) Pte JE R RAR 5 K 22 Bk P JE e 4 i e R 45 9% . Pte ThREBR Il N 515k
JE 20 TR AN SZ ARG Smo (55 DA AE BRI IR 40 e g v 5 0 1 B0 Smo RAZ .
[0008]  EEF AR S 2 A NS E BLIEAH IS . fEVF 29 E B, G TR L FLIRIE
LU 45 By B < B J e e . = 5 A AT 2 e o, B RS G AR R Y . ISR EE
P 20 M AR K SEBENAEVE IO VT 22 B 1 BT A AL AT IR 540 1) mRNA B9 1% 1), HOoT PR 3483 25 [
F U EAZAS IR R 5 4E (e IF4E) HA B RIKHIE . eIFAE 7R8It FRIAF] LR T 545
PR TE 20 1 7L M B2 RREON Sl B A7 i 25 MR R PN BR . = B P LR R 1) = o 3
(>60% ) RILEIK P elFAE. BA BIKF eIF4E FEFHEA 1. 6 5105 =2 R E Y
TN 2.1 5 RREAESE LA G Bk o KT/ e IFAE 3K Eh 61 Sl AE S 4 AN J2 1 &2 R )
M — R0 P 3, 7 A AR 2B MR B AN B A {8 i R s L b A TBUE YR T AT T 4735« [RI L, HHEE
AR ) B SR R, R R P B o R A RO D IR DA (e 4 i 40 A R IE B
[0009]  elF4E & FAZME — R It S 11 Joa 0 1R 0 PR 3 DR 5, LA 22 b 3L s 40 i 2R o 7 il
KL . elFAE HETERA ZOPE 2 BI040 45 6 8 A Lh i 4E-BP1 4=l . X845 A S A vE T
N TR AL B A& mTOR B VR T2 o e IFAE Job 08 55 AH B 38 B e — A0 PR 38 192 — S DK s 40 il
AL RN R A . e IFAE 2 VF 2 BUR I VL% & (convergence point), BL & AJEREZHZY
AR A g i A TR G R () G B DR 25 o 7R PR FLIRER AL P R IR PR AR 5 . e TF4E
Tt AR T B MU A AR E f o A6 [l P A FE AN TRE PR A R, e IFAE FHim 7 A5 DA E
e FUE B R ABE TSR RS TS Fa bR . 76/ BRI PC-3 BT %1 IRFT MDA-MB-231 FLIR%E
B, R e TF4E 1 CEEAZH BT 12 S B0 P IR AR Kol . 70 3 LA B P 22 )
80 % k¥R (knockdown) By W52 I ATAR] B P , 2 I Jv &g %of 08 — A sft 2 30 3 40 ] Db 1 40
A UK

[0010] M — AR PERH AL 4G R+ e IFAE S L4548 4E-BP1 A& PI3K/Akt/mTOR i #% (1)
FE NS mTOR & PI3K/Akt/mTOR S (1) H At i 572 48 il Jeg il R 20 (O i SZ AR .
ZAEIGPR FAESE T PI3K/Akt/mTOR M8 B A2 iy VL U I A o 7EAR B8 (14 S 22 5 el P i I
7 PI3K FI Akt I FEvE4b . PI3K EALTENREBLVIEE -3, 4, 5— =BEMRERM A K. X8 FBE
Akt B B, Akt 25 R S ik ok M2 i A= K RN S B 21 A A7 RS Bl 1 K B I M. o PTEN
B PROAURE PR R, HLAE PT3K R TR PTEN 7E A8 A LR T ph3 Bl % Kk
ARABTMIRE . CRERRIRE FH A T —2 PISK ##H7). SR, BT PI3K A1 Akt 7Ef#
R T R ERARAE L, #] PI3K A Akt (VS EIR AT R = R BUR B R IIREE K. kB IRIR
B  SCIGUEHR 2R BH , BAWT PI3K A Akt 2 FEURA G LU ERR B - A P i 5 =15 5%
o, FHE AL T B S MURRE AR KR . 12485 EREIER (on—target side effect) &R
il PT3K A1/ BY Akt #1817 93697 R A o

[0011]  mTOR J&H it i B Ak A K VG AE-BP 45 & 85 4= il iE — OB PE RN I%, V&1L eIF4E.
e IFAE IVEAL & B A KE MK 5— FEBI R X A mRNA F 3 46 BT 75 10 o AT N fAE 4 26
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BH, mTOR A 2 24 Jf A A RT3 B R O 5 70 ol £ BT AR 06 o mTOR 36 B 428 il S A £
Jiifn cyclin D1, c-Myc F1E 20 B B B2 B 1) mRNA (801, Bk &t E sont-T- GL 4 — Ja S
TN S— WA R LB . 3BTRS 2 A& Fb mTOR FIH 7], 0T NCT #7538 LA Je N2 T G 7
% IR 2t e R B AT S 2 (T IR T P o AR, TR A AR RS T 1) REFELAS T R IR R
RIE. AR T B HER SR M X L 0] 87, HAE TT/TTT 3l K58 SR
AL R SR, AR ATHF FCR1 K B mTOR #1175 T #8018 e SR U6 A 10
7 H mTOR 1 48 FHi7 S ) SOBRER TR AL Akto IE AN, SR 85 A 25 254006 mTOR £ 5| Sk PR Js in
=, K29 mTOR 7EJR & 2 (5 5 TR E 2R

[0012]  [RIUk, U39 75 B e A W] B AR RE 16 77 750, 491t 2L A T JRe A6 K 1 s KAl
Xof TE 20 P B 1 A /N R T 52 3 B A BE B N5

ZHARE
[0013]  ASCERAE T3 (1) B AW B0 B S A4 A L o B S A A (1) VR - A B X ok S
FARITR A4 B A 25 F 5 A L) K G BRI 25 -
[0014]
R4
L—N,

Rs
/WRZ
Ry O

(D,

[0015]  Hrf Ry \RyWRy RN L AARSCAE b e Yo P &P T 7 TR AL/ B
S SRR AE , 191 R E A AR PR RRE o
[0016] AR SCIEFRAL T 29 A A2, & AR SCIR AL &4, il sk (D) Btk
Yy, B St e e g A Ko O S R R ) VR A P TR E T e S A AR PR YR S B T 2 R VA
WK EERETZY . 76— RSl 77 R, BTk 294 & AR — b5 — Fh ek 2 Fh]
IHBAATIRIE A 7E—FhSZi 7 2P, AR SCR A SRR — b 08— P2
AR, B R E VR T .
[0017]  ASC$RMAE T HTIRIT TR AT / B 52 6 3 A i Qe i B AR PR 9o e ) —
PhEL 2 PORE IR ) 7775, A4 171 52 103 45 2090 T A E AR SR AL R A4, Bl = (1D (1)
A AW, BT R S R A L B S A AR VR A A B E T B S A AR VR A, BT 2 A 2L
BRI K EPBRT 2« AE—FhsLi 77 s, 2 AN A SCGRIRUE T A SRR 1L
B A A YR % T TR SRR/ B AS SRR L &% RO E 25 P G 3. A&
SCESRME T FTIRIT TP A/ B AR SCRR AL () 25 P i AL S A A . BT LAYRIT
FRBAL / BRM3E B L, (BN PR T g AR MR RE UGS (9130 = [ 1tk LIS . BR+
ANRIE B ER- FLARIE ) RS SAE (Gorlin LA 1F ) LR 4 o | Jz W L e L /)
2 A e < B /N4 B e i e« B RN AR L Rl R TR AN B L 25 B L L O B L B R
fiiwE (G I AR IR PR )« B e B B IR B IR T 200 L JEE D e
Sk IR ELIRE () 0 A0 A IR B L ORI TR B AT I R ) JAMREE R AN BB BRI SE AR
JB S M SR S AR B R MR SRR T (9 Sk BE A AR 1 R (AML) BRIk LR
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Tt AP (ALL) Bl VERELHMLAE P (CML) ) BRORA PE B A PR 8 o

[0018]  FE—FhsLiti /7 A, A SCIR AL T — Bl B PR Hedgehog B HITH R R TTV4A . £
— i SE 77 T, ik 77 A4 E Hedgehog 3 i T — FhER 2 M 2 44 5 A SCR L AL &
o, Bianst (1) B4 &40, BH X e S ) A of Tl 57 A 4 ) R 5 0 B A B 0 e S ) A4 O TR 15
Y, BT 25 I8 A I K S BT 2 i o

[0019]  7E— s 77 3K, A SCER AL 17— b Al T 4G B PEAIR e TRAB V& PRI VA . A2 b
SEHE 7 A, ik J7 i s AR B &9, Bl n sk (D LS4, BOHT B R 14
X e S5 A A P Y 5 D BT S R S A ) TR 0 » B T 28 T TR R K S D BT 24,
BR e IFAF R &) . £ MLt 77, ﬁﬁLﬁ/i@%ﬁﬁj—‘ITE{ﬁﬁﬁﬂﬁA% Bltn (1) 1
Jc/\% BT TR S R A2 %o I S ) AR (VR 5 W BCAR X R S A A R VR 54, BRCEL R 25 T

AR K EVIEETZ, TR - A S A RS .

B 1352 PR

[0020] & 1 EI7R 1 4E SCID /s B o 5L B 1) MDA-MB—-468 S iR i i A o, AL 54 1
AL A4 2 of 30 A P B 25 I B PR (o, A3 sl 0 ot B s 420 o e 38 AR B AR
% ).

BAStiERA
[0021]  BRAESIAE S, 5 WA SO H I A H AR ARAE FRHE ARVE HAT 5 a0 A 40 433 3 1
AN 72305 BAR BAE [R5 S AR ST R A & R A3 R IF ANME RS
*o
[0022] A. B X
[0023]  [BRAE B SO0 AH B , an A8 Ul B AR BT BROSOR) 2 3K A A8 Y, AN 58 e ]
G ANV R DL S ] TR AR S A UL S R T AR )
[0024] A SCAE AR, EIRAE S A UL, RiE “Z4)” B “Biln” & 55 AR S 5 s H R A 7R
1 52 I ELARAEL ) P HE52 R 22 , L0 40 B e T A 2 B0 S 14 A o 7 R ES ST 77 =, R
ECY) BT R IBAE 1,23 Bl A MR ZEZ W o FERRES S T X, ARE“4)7 BB
W7 RS B BE K 50%.20% .15% . 10%.9% 8% .7 % 6 % 5% 4% .3% 2% .
1%.0.5%8 0. 05% Z .
[0025]  WASCAT A, HERAE A U, ARE“hekk” 248 LR ECCRE rA— o e 2, H
HrE AT DART et g — AN B AN BUCRIEEAR . BRAE S A UL B, ARG fe 7 18I0 25 ELFEANSZ
Beddt. AR T, BE RN EE 1 £ 20(C,0) 1 B 15(C_) 1 £ 12(C) 1 &
10(Cy0) B 126 (Ce) AR JE T I ELBEVAI — I L, BT 3 520 (Cy00) <3 8 15 (Cy )
3% 12(Cyyp) 3 & 10(Cyyg) B3 2 6 (Cyg) MR FHISCHEMA — W B . AR SO FH I,
HHE C St M HE C b iRy “ARR e 7 ek () sL ) G dE, (HAR T, 2. &
2N ﬁiﬁ (BFEFTA R ) RN B s T 8 (B4 Pra Ao i) BT
ST AR APT A RCT B G (BREPTA R i) Mo (EEITA R TR
ﬁ% B, C bt A da 1 2 6 AN 5+ 1Y BRI A — A e R B 3 2 6 M S5+ 10 S REE
— ek,
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[0026]  tASCAT A, HERAE S A VL, ARIE AL 248 B BCCRE R — e, Hon] LA
A8 — DA — BB, AE— PR i 77 I, A8 — AN B AR - WA . M AT BAA]
AR — B N B . RS L7 dbiki g5 A <Ml A a7 M AL A, B
LR B B R ] AR ST AR R R AR . BRAE AU, AR ST
FHIIARTE “ I ™[RI k25 ELRE I RS R B . i, Coo Mkt 2 &8 6 Ml I E
AW — R HREE 3 2 6 Mk I SCEEA A — e . AE RS 77 s rp, R
BHA 2 %2 20(Cp0) 2 £ 15(Crys) 2 B 12(Cypy) £ 2 2 10(Chy) B2 2 6(Co) M FHIE
BE— B3, BEA 3 2 20(Co) 3 £ 15(Coyy) 3 B 12(Cypy) 3 F 10(Cyy) B3 E 6(Cyy)
MR SCEE— s o MR SRR (AN IR T M 2 PO — 1 B T —2- R0
I3 TR IR 4- BRI T MR

[0027]  WASCATRIR), HERAESA U, RE“HRE” ZI5E & — D EZ ANk - ik =5, 78
— P 7T AL AR 1R 5 Ak - Ik SR B R B e g o R ] AR A — A
ol 2 BRI AU o BRAE 558 UL, ARAGE b2 " [R] o i 55 B BB S AN ST B o St o 72 3 M8 i
7, BN B 2 A 20 (Coye) <2 B 15 (Coys) 2 B 12(Coyy) 12 2 10(Cyy) B2 2 6 (Cg)
MR FRIEFE M EE, BEA 3 5 20(Co0) 32 15(Cy5) 3 F 12(Cy ) 3 & 10(Cyy)
BC 3 2 6 (Coe) Mk FHISCHE— it . PR ads, HARRT bt (-C = CH) A
TR (—CH,C = CH) o B3, C, /b F L FE 2 & 6 MRIR FRI BN — M EED 3 £
6 MMk SR B SCRE A LR —fr ke

[0028]  WASCAT A, BERAE S A UL, ARG “ B fdt” 2 fa BRI A Ml / BEME
A, HORT DAR] 2 Mg 0 AR SRR 1 — N Bl 2 A B R AR 7R B8 SE e 77 =, B4
S A 3 8 20(Cyup0) 3 & 15(Cyy) 3 & 12(Cypp) 3 2 10(Cy ) B3 2 7(Cyyp) MR JE
+ o IRGTIE I SR, (RN IR T BRI B VBT B VBRI VB 0 (BR P L R AN G W
fe ik

[0029]  WIARSCAT AR, HERAE AU, RIE “ bt ” & 48 [ e 20 B i+ 1 2
3AMEE ONSi AT S B 28 i 4 sl AR w1 B BE B BB IR R A B A A, FErP iR 4
JiR R S5 AT g Ak LU AT AR IE M Ak . (— D EEAS ) REF 0N
A0S AT DA, TS B AT B ERAL B . 25 Sia] DU T 2 b AR 7 B, 4 e 20
B HRMOMAIE. 25 F ONTLS ARl T EEEE 0+ H R E. &
JE 0N B S A A T He ipobe e 2 2 43 HoR B o I aze A 4 3 B o S48, 4% —CH,—CH,-
0—CH, .—CH,~CH,~NH-CH, . —CH,~CH,~N (CH,) —CH,~ —CH,~S—CH,—CH,—CH,~CH,—S (0) —CH,—CH,~CH,~S (
0) ,~CH,«—CH = CH-0—CH,.—Si (CH,) ;- —CH,~CH = N-OCH,#l —-CH = CH-N(CH,) -CH,. EZ M
F J5 7 AT LURE I , EG A9 21 —CH2-NH-OCH, AT —CH ,~0-Si (CH,) 5o FIR A “ J W 4w 7 I« B 42
F7 R B B A A FEAEAGE “Jele it b . REC RIS AR G BN N EUREE R —
B A SR UE T ke A A M E 1, 9180 —CH,—CH,—S—CH,—CH,— F1 —CH,~S—CH,~CH,~NH-CH,~.
FEHE— M, 0T 2RO e B R A DA SR SR I I AR e e, Y B & T e B I B
[0030] WA AIR, BERAESN AWM, RiE“HFE” 2052 DN HFHERIFT LT
FHEHEMN WEHR— N R ARSI T, FEEA 6 £ 20 (Cy) 6 2 15(Cyys)
36 A 10 (Coy) MNIRE o F7 FE I SL 048, (HANBR TR0k 25 5 7 ik  BEOE L JEJE TE
HVIOREM =IO R o 55 HRI R IR B IS, Hod — AN IR 55 BRI, A FR AT DL
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LRI IR 50 9 AR I BR05 5 TR ), 497 — S 25 0k | el L e R B U A 25 0 (tetralinyl) s
FERELS ST 77 T, 75 SR AT DA ] e g — AN B AN B AR ERAR
[0031]  GARSCAE A, ELERAE S A UL, RAE “ 5 S5 it ” B “ T st ” Je R o5 2R BRI
— ke . AE LS Ty I, e A SR AT DA ] — A B AN B R R
[0032]  AnA AT, ELBRAE S A UL, RE 557 RIEAS 20— ER R
FEHEA ) BB EE, KD — NS — NS M HLE H 0.S FIN B4 5T
P55 F AT LS — DI 0 JRF . — D EFA S R/ Bi— D EPIA N R F
AR P F RSB LUR, BN E D —MRIEF. ER sty
X, R B A 5 £ 20 N5 F 15 DS & 10 DNRFT. IR A5 RS2, (B
[{E RS RIS 5B N Q108 S 87 AU P T o el 187 A 187 A =57 A 87 A7 =57 A Ui i
N R NS S N LR AN N (LB S = i S S 7 S TR s
G4, A AN PR T 2R - I Mg 2 R SH IDR Al et | DA e S Mg el et | O e i MR | DR R IR R
JIEIR I | O T IRy B | TR IR AR A L R O =M | R I AR L | I IR bk e | b I I
S TDR A - e e | | g | M| PO | Mg | SR DR IR IR O | R DR SR MR Wy B | S| R AL | i
PR S S P A | % o | RN ML | AR | W | T L I LG L M e Lt
Mg 2 WA L | I g R | e R IR JE | B A et i S B 7y L W s . = B 0 L Y S,
s AELAS PR T 0 e 2 DR | o s R M | DR S IR | 2R R 1) U 2 RS L TR IR S | S
e S W TIER L (phenarsazinyl) Wy g | Wy B I | Wiy FREIGR LR GG JL . 70 B4 S 77 X
R 05 A AT DA ] e A — AN B AN B AR R
[0033]  fnASCAT A, HERAE 7 A Ul B, RGP IR I L7 B 8 fe 0%
2O ANEFERNEREFERRN / HETR R, K2 LA HREBE P2
ML H 0. S BN BIRJEF s H LRI MR . AR 77 s, Rk
HEAEE3E20.3F 15.3%8 10.3 £ 8.4 £ 755 3 6 MR, 78R sz 75,
FRIRFN IR B S IRE Y AR R, HonT LR A B R R, IF B L P &R+
B R AT A AT e g Ak, R AT DART e M A, SRS PR DL S 4 B e A
ARIECS BRI Z2 R A] DAAEAT AT 4% J5 - B Ji - b i 452 B 3= 450, AT T jie iz o &
Wo SKRERIZR PRS0 FEAR R IR T, 8 2R 8 R F MR B I) A R R
(benzodioxolyl) « 25 F WK IR & . 2R FF: bk i i % | 2 S EL PR 56 2R 3 DO R 2 L R T &
DRy JE | 2R JEMEIR B R IR L | B — IR L 8 IF A I L | Ca R L | M L R
AL AR R AR R A AR A R L A
WL AL | AR L L A e L . A e AL . A A L AR 1, 4
e L (1, 4-dithianyl) BRI | KR AE L | IR bR I | — S A et | S 2 1 [T A Wk i s
I3 B A s S (1 [ AN e = A e U |8 SN 110 o A P e
S IR | J\ S PR S L\ e e P S e e ) 5 | TR A5t B | B4 L e A L WR IR I | R e
B A WIRE ] o | bt P e G | Wbk A AR L | L T e LG W bR | e A A L T R A | D
W RS | 7O P R i | D SR Iy L TR M R i | M A s 56 | DU S BRI T 1, 3, 5 =BT AL
(1,3, 5-trithianyl) . fERECSLHETT T, ZFRA ] DARTIE M4 — B2 A BRI ELAR
[0034]  AOASCAF I, HLERAE S A VLI, RIE “ s &7 e ” 8« 7 A& e i & IR
A/ B

10



CN 104860907 A w Bf B 7/66 T

[0035]  dnASCAE A R, HERAE S A UL, AE “E7 s (H) il CH i CH) At/ 3
HE

[0036]  fn A SCAE A Y, B ERAE 53 Ui B, RAE “R] s BOAC A7 a2 45 A a0 e R 0
BhHEE IR BT R A w ik O L 05 b ik 2R 05 B BN IR R R DARE — AN B2 AN Sk T
% H R R R BAR I BUAR Bt () Gkt FE L C ool R C o HE C o R ST JEL C
S Coys 7 TR IR 5 N R PR L, % E Tk M — a2 A B A Q TEUAR, AR — Bl
St 77 A, A A A B A AR QUEAR s R (b) i E B (ON) i S
(-NO,) « —C(0)R*, —C(0) OR*, —C (0) NRR°. —C (NR*) NR’R*. —OR", —0C (0) R*, —0C (0) OR*, —0C (0)
NR°R®. —0C ( = NR*) NR°R‘. —0S (0) R*, —0S (0) ,R*. —0S (0) NR’R*. —0S (0) ,NR°R", -NR"R*. -NR*C (0)
R?, =NR*C (0) OR®. —NR°C (0)NR"R°, -NR*C( = NR*)NR"R°, -NR*S (0) R*. —-NR"S (0) ,R*. -NR*S (0)
NR°R®. —NR*S (0) ,;NR’R®. —SR*, =S (0) R*. =S (0) ,R*. =S (0) NR’R°Fll =S (0) ,NR°R®, H:ef R*, R, R°All
R EMOTHA (1) &5 (1) C kit C o JfidE . C, gL Cy FRRT L C o F . C o s 5 0T
B RO FREUR NS, & E I — AN B AN BRI QU RUR, 7E— R st 7 I, g — A
AN AN BT AN B AL QAR 5B (F11) RPAI R “H e ERR N R 4k 75 L 51
e IREE, AT A — AN B AU QUBAR, 7 — PP it 7 A, i — A AN A B A
B Q EUAR.

[0037]  AE — A sEjt 77 s b, AN QU M ik () R xR AAE A A (b)C
B FE. Co i . Co g 3. C, IR BE L. C o 5 3. C 05 e b, J% 55 3L A0 24 31 3 AN
(c)—C(0) R, =C(0) OR°. —C (0) NR'R®, —C (NR) NR'R®, —OR°. —0C (0) R°. —0C (0) OR®, —0C (0)
NR'R®, —0C ( = NR®)NR'R?. —0S (0) R, —0S (0) ,R®. —0S (0) NR'R®, —-0S (0) ,NR'R®, -NR'R®, -NR“C (0)
R". =NR°C (0) OR", —NRC (0) NR'R®, -NR°C( = NR")NR'R®. -NR°S (0) R". —NR°S (0) ,R". -NR°S (0)
NR'R?. -NR°S (0) ;NR'R?. —SR°. =S (0) R°. =S (0) ,R°. =S (0) NR'R®F1 =S (0) ,NR'R®; H:rf1 R L R\ RFHI
RV AT (1) &5 (11) C gkt dE C oy ik C o gJHE L C o FRKTHE L C oy 5 55, C s IE
B R FSFEEURIA AL B (L1 1) RF R S5 BT B0 N SR — R T ik 75 R R PR 2
[0038]  WIASCATAI Y, HERAE A VLA, RE“ T 2 587 248 B n] 20 F o B IRl 25 1 5k,
AFELARMANIR . S&E R LFROFE TR, LLaH AR T S8 R 20
AR IR R R PR RINEE AT R QR PR E SR VEIR R A
IR H B FEIEIR (glucorenic) EILMEREIR I A TN R VSRR Eh IR VR TR W ALIR . 5
KR ERIR L kIR . IR AR VIHIR IR 2 IR R LR TR TR IR /K BRI TR
BEHIIR A R IR IR IR A R N — FRORT IR 55 AE St 77 =0, Sht HERR A
IRIR TR BB IE I o AE— Pk 77 20, SR HH SR B ST B o

[0039]  WASCATHI, HERAESA WA, REKEW” 2fa A IR G, H
H— AT ENEEE T E R E R AEA 2T EEH 14 A K.

[0040]  GOASCAE A, HERAESTA UL, RE“VE A 248 A SR AR S EUL
Ht— okt BEEEE S T ERM E R o FIaE R 46 BV A . HiE 71N
IR BRI K- G (B, —KEW ZKEW =KEW THKEWE) .

[0041]  WIARSCAF AR, HERAE A U, RIE “ SRS AR W55 BT A 5 B A4k / 74k
SRR AL RO B S AAE / STAR Rt AR B S A SCR AL 54

[0042]  WIARSCAF AR, BEREE DA U, KRG AR AR 218 51 A5 n —Fh
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SR SFRE, HIER EAE S S KAt AR R R A A . B, BE —AF A0
I A VDI SAR SRR AL SV AR EASE AL SR X e i i . BA RIS F1E
HO B A P AR SR AR A G W R A S A SR HAL AE XS e A A, —
Y ) ST AR AR A AL A 5 K T4 80 % & AL A W I — Fl Sz AR SR AR A /D T 4
20 % H & FIZAL SV EI AR AR A KT 29 90 % B 2 AL G — P r Ak e A Fn /b
T2 10% B & 1Nz AP I HAh ST AR T AKX T 2 95 % = AL A 00— P S Ad 744
PR T2y 5% B ERZAL S YR A AR R A R T 29 97 % B B LA I — P4k
SRR T2y 3% & & INZAL AP I HAth STAR T AR (BUOK T 29 99 % B & L 59 —
FhATAR SRR LD T2 1% H &R G Y B At AR 745 .

[0043]  fASCAEAI Y, HERAEA A U, RiE “ AR WEEER” 2IBESKTL 5%
HEMLAYE — M AR R MR KT 2 60% EE RSV — RS2k T K KT 4
70% EERAAAWIR— P AR SRS T 29 80 % H &AW —Fh LAk F ik
[0044]  WIARSCAFEAR, BERIE DA UL, RIE 0 s kel ” &g A — A Frf0m
WA SIAR AR ZE K H 51 . UM, RE e ia B N7l A — D F o
A S VIR SIAR ik B A 54

[0045]  FEREECSETH 7 ZA, GOA SO ), ELERAE S5 A UL, “OG22iG PRI 7 A< ) i e i
IEYER” e TG, HHEA Bk siigid A T2 50% A D T4 70% AT
2) 80 % A T21 90% AT L2 91 % AT L) 92% A>Ty 93% A T25 94% .
AT 25 95% AR TF2) 96 % AT 25 97 % AT 25 98 % A T2 99 % A /b T4
99. 5% B AT 2] 99. 8% o FEFELLSLE T A, Ik Ak S0 & 2 T ik S iE e ) s L &
T4 95 % PA_E SR X e S A A ALY 596 DL AL R R0 e e i 4

[0046]  FEFERYEZAIE AL AW, BT4E R A1 S H T 3Ron [l G H T w0 i 2 o i 2
(+) A (=) T RRE YR B 6IE, BRI H: Ao 62205 1A S P B e ARAf 't e 2 V- 18 199 77 11 o
(=) AT R NAE R I e VER), BRI &9 m) A2 B 0 i &t 07 1l e R 6~ T . (1) BI4R
TR A YN A T 1, BRAL A 130 4G B I 1 777 [ e 4 mi '~ T o SR » BE DG TR AT
5 (0 B ) 5o il R 8S LR

[0047]  GASCAE AT, ELEREE S A UiiH, ARGE 4547, HilF 7 f <R kg e a
e (e R, R TR ) 597 5, DL HELE & 1 HLE 4 495 14 & B B
AT B B AEART 7 o

[0048]  GnASCAE K, BERAESY A Ul B, ARAE “ 7T 25 ik ™.« nl 2 -7 7, « AR 2
AIRESZ (R aAA 7 B AR FR AR AT RS2 (R A7) A2 46 7] 24 ) 5 4 5 BRESAA , BL An v 4 B¢ [
=l | N AT oS il i B S o o R d sty B39 s W SIS LEEAE s oy Rl P2 DS S =
WRE 5 2950 B HAR R A2, HOE A T EM AN B 2B Es B, A i e &1
PR AL AS I R H % TR 1 BCHAR vl BB I R, S5 A BRI a4k / RS EE AR . 7E—Fhag
7T 2R, AT B AT 2T SR LG R EGRI AL o AR AR AR R R ROE R B AR
HAbAH 57, BT HEEZEHEITLE. S0, B3 Remington: The Science and Practice
of Pharmacy, 58 21 ilt, Lippincott Williams&Wilkins:Philadelphia, PA, 2005 ;Handbook
of Pharmaceutical Excipients, & 5 ik, Rowe Z& A 4 2, The Pharmaceutical Press

and the American Pharmaceutical Association:2005 ;flHandbook of Pharmaceutical

12



CN 104860907 A w Bf B 9/66 7

Additives, # 3 iit, Ash 1 Ash 42, Gower Publishing Company:2007 ;Pharmaceutical
Preformulation and Formulation, 5§ 2 ki, Gibson %% =% , CRC Press LLC:Boca
Raton, FL, 2009,

[0049]  GnASCAT A, HLERAE S A Ul B, ARG “VEPERC” M TR R 2 4e ke s —
FhEL 2 Fhm] 25 IR 20 A 45 25 2 52 303 LOR YT TR 42 B he  FRAS BIO e Y —
FHELZ MEIR AL G o AR SO ) “TE MR A “SE Y i v DL AR SCRER AL &
YTt e A4 o

[0050]  fnASCAF AR, HERAE DA VLI, RE “Z9)7. 309777 MAITH)” BIs4LA R
SR LAYR T TR « 458 il B e i | RS B s 1 — R B 2 PiE IR AL S B L 254 40
“W) .

[0051]  WASCAT A, HERAESA U, RIEIHIT” MR R EE 5  BURIE B S TR
T BUPR SEAH Q1 — MPER 2 PR . AR LS 77 SR, 2 ARE AR BT 1) A IR ()5 0 B
T e I 2R 45 24— PR 2 MR BiT ARV B 7 7 i A2 BORRE I B ECR A M . FESE
Be S 77 I, EARTE TR AR B R S W BUE R 6 2 )5 5 45 29 A5 SCHR AL 40 A P B
A, 5EANS HAh—PpE 2 B s SRS PR

[0052]  ASCAT A, HERAE S A VLA, ARE “ TR~ A& 48 TP 2 SO E | B 5 B
EAH I — PP 2 PORE IR ) R0 - R B . AEFRE LS 77 0P, AR EfR AR R 2
T 5 1 AR SCH A A A P BSGR 2 YG 97 AL T A SCHR L (1492 93 B30 e XSS H ) A6 2 BTl
HAs 2 AR SRR SPGB o 12 A TE IR 25 03 B A2 4 8 e I E IR o 7B RS 77
T, B oK SE R 52 i3 PR M7 SR I e iAo AR st 7 s U, HAE R
E IR S 1 52 3 A TP 9B AR e ) . FEIX TT I, AE “ TR Al PA-S ARAE “ Ty Y677
A

[0053]  GHASCAT I, HLERAE S5 Ul B, ARG “daibi]” 22 18 TP Bk 2% v BUWRE B —
FhELZ MR 2E I EOSAL . 8, 5233 PR A/ BOGT S 2 A 28 B8R A
25 B BORIE VA . EIX T, 1 ARE “HE 7 a7 A R R I R, DA
BT B MR TR R KR -

[0054]  GOARSCATH ), HERAE S A ULEH, 45 25552 9 &4 “ o038 7 BARpRE REIR 2
TR P VH T 25 25 ik 20 -G WS HoAH S8 AR ATk A, o v 2 455 A T Y BT A PR 190 i AT )
BRI TR o

[0055]  WIASCATHI), HERAESA WA, KRB EMH I A SR A BE” 28T
P B E IR YT B i R AR R IT SR AL L BUR B AR B /ML 5 5 BURE A R
—MEZFERIE. ALEMRRITARE” AR TR R R ELS — PrE Z B
HARSTVEH S W&, HARIR YT B 5m BURE PR e IT s b RE“VRITHBE” M
“H AR AT DR R CCE AR YAR YT D R IR BB G s BURRE PR R B (R B 5 S A1
BITHIBGIT R & .

[0056]  tASCAT A, HERAE S A VL, AL SV E0“ TR A 20& " N2 % T 2 m BURIE
PR HE R E. AT A S E R IR REIES —PhEl 2 P HAR TS 5 1)
&, HAEPRpT om iR TP se Ak o ARTE“TRPTA SCE” 7] LA 5 00 BEAR TP B AR /&1 53 Ak
(RT3 ) TR D 2 &

13
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[0057]  fARSCAEA A, HERIE S AU, RiE “ 203”7 /£ AR 3w SO FE S5 v
FLENYD, BFE, HART RKE (B AZE) 4 E L= 5 06 KER DRSS 78
BARSEE 77 2, 32l F N A B, R4 S L 32 il 3, bein N3z I, R
TR N T AEARS R A] ILRAT A

[0058]  GnAR SCAT A, HERAE S A Ui, “ s 7 2 18 B A B8 4 Mo A KR T (Rt 2
PERECR YER) ) DAL B S R RS 4 R 20 2 AR SO AR, BLEREE AUl
B, g (47 Fe AT AR 2R 2 T I BIOCR TR 1 4l i AR K, e 2 B i B R VR, 51 75
PR FU, g 648 B A < 18 B 8 7 540 B AR K AR P i AT R4 A 4
[0059] 4R SCAF A, HERAE A UL, RIE i A1 987 2 58 B0 IR 8 5 LA I8 57 19
A0 A A R AR R LB ) A B AR AR . e RE 1 S LR, RS B T AR TR L 1 I A S A
9, 181 T e

[0060] WA SCAT A I, HLERAE S U B, ARG “ 35 A M JpahE B i 2 1 22 4 i AR ik
HE— DB AR AT LA I, SR 2 AR E (B, AEEHURZE
ATARRE ) o 20, QAR ST R 38 A= P o i B o AR it e 12 T e A LAt 3G AR PR E
[0061]  WIARSCAT AR, B ERAE AU, RiE “ =F I EILIRE " 2i8Im R FHERER 52k
(ER) AR 524k (PR) AR B A KR +52 44 2 (HER2) & 1 i i 2R I8 B MR R Rs 5 P 2 1) 7L
JIRgeE o I Y AR LR T 2 B T AR A B = L m K 2 B s LR 1 = AN 52 AR 12
(1) ESCER 324K 2R AR N R e AR KR R 324k 2. RS A =5 B LR 1) R 3
A RIAE— P e 24k, Hn) 1w, =B AL IS K2 s BA 1 (offending) Jif
Jed e MEBER 32 Ak — B 2z S22 44 — B R HER2- BRI

[0062]  fnASCAF AR, HERAEAA U, RiE “HR” &8 CErERIT 2 JGEERERIX
WE IR S .

[0063]  WIARSCAT A ), HERAE S A U, ARGE “HME 007 30Tt 25 7R 57 f& 58 Horp 52 il 3
PR AERAIEIT 2 51 N B A TR B A M S T

[0064]  WIARSCAT AR, HERAE AU, RIE “i 251 / i 5207 248 2450 AN K25 4)
TBIT IS T o T 24 14 P DA [ A 1, AR 150 A 29 MR A OB, B ] DA 3RA3 14
(1, He g B 45 b X 2980 S B, T 0o Z R RHZ 2 A IS o AE e B85 77 =, i 24 12
Sl A AEFELe S 77 T, 2 PR SRAT I

[0065] WA SCAE A A, HLERAE 55 A 3B, ARE “HUREin” B ImaEiR T A7 &t B dE iy
FEFAIAIT ], A (AR T HAREH 2 (0 5- 5 R BEIE  FFZ MRS | S0 R e | Bl g
B CHURR 9 i s e FA] far AR 57 BR Ara—C) R A = FTRE B ) BulE 55 (Bl B/ e+
YO, Lo K B AN BT, s A AZ T, LS A BN 2 va At 28 ) L e 7R (1 %t
PN B 7N T 7N Shr e o S o 82 N 74 7 U] D AN Y 1 2 T D N
G I IA R B L R IR B AL, AP A SRR S, AR m) YT & SR A L
f# (bischloroethylnitrosourea)  fIFEFENR ), 2387 (B aninsa. <44 BybR4 . v 4
(JM-216) F1 CI-973) , IR (Hlln, ZRILEMFAER), R R (Hlneis
R RER FRALENER FUAFER (WRANECER ALERBIERALLER)
FOKFETEER ) , 0 e A BRG] 7). B QAR 6 A0 = BB ) 5 WS4 5 B 771 BT s e 15 B 1)
(10 6— FHALNEMS  5— FURWELE | B L s B hidie (clofarabine) A1 PUAHIE ) , 40 ol

14
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#5) (cell maturing agents) (40 =L —FI4E FF I ), DNA & B #0141 57 DNA (4140
REAHTRVKICHE OB R L R ewms ), TP M2 s (Clan ) 4Bt
FBEEANES ) A0 ) 5 2 85 1 0 S BT AR50 (8 AR S v At ) , A AAT Ho A 4 e B 2590 (491
DR R ME S W) VT H ZE KR TR JE SERIVT A R EE ) BE (b ZE K48 IR Je i L R
JE T Ath 5 25 T PR PR B A L A e AT FR ML ZA R ), SR R BUAR (9 T Tk b AR K
&£ (gemtuzumab ozogamicin) B[ B3 ) 2 8 B4 FIEL —90- AR BE BT ) , Gy i1y
A I anv bR B2 A IS FE i ) , Ber—Ab 1 iS4 77) ( 4540 AP23464.AZD0530 . CGP76030
PD180970. SKI-606. 1 &5 # J& . BMS354825 (1A VL& JE ) « AMNLO7 ( Je ' & JE ) - Ml VX-680) ,
B BN EEE B, B B EGH A FE BT, BRI, ANRFER, BT (Bl y -5
W iR BT B ERT TR T ER YR YT R A B MU PR R 2 ) N I T I
AR R EAREY) B (BT R A R A R SR AR R - ), ai IR TR, TR
FEATEIE A BRGR (Bt 2y ) o AE—Phsgi 77 U, Sus A BUSRE R T A VA RS R
FLHUACET 25 L B B2 7). HDAC 15 771 201 MGCDO 103 ( HHR Ny N—-(2— G L 28 JE ) —4— ((4- (it
WE —3— 2 ) MR -2- JhEE ) AR ) REBE ) L DNA $E A DNA 2B DNA %E4k 55 DNA
S0 FD T A BT 77 L CDK A7) JAK #1075 0 — 138 A i)\ Ber—Ab 1 4171 571) JHER2
I 75 EGFR 41 751) . VEGFR 4714177 . PDGFR #1615 - HGFR 4141|771 . TGFR #1657\ c-Kit #I
7\ Ras 1 g 571 PT3K A5 22 80 2 S48 . mTOR #a57)  BUsEisceR pUlEis R o5
BB AR K IR RIS ER 75755 Pt — T A K BEE A A2
HSP #14i] 51 Smoothened FE 5 ki B 4161 771 L COX—2 59 0 — L8 7] Sy i 791 L A2
Wl bt UAR AR VR ST
[0066] w$IQEMEﬂHBﬁMW§*%“¢4AJ%W5.”%6”@EE&ﬁ%
ERAMRZ P CBRAES A UL ) LR R B0 725 25 R 2 fia T il. AE—PFh st 7 =X
BT 3277 [F) I A7 76 T 40 B A 38052 3 9 BRI 4 L AR 2 BOR TR . AE—Fhsk
it 77 A VI AE Rl — A A MBCR A A o AE HAR S E T 2, YR IT AIEAS R 20 A 0Bk
AR FERREE ST T S, T AELS 2558 —RYT R R (it 5 4B 15 4830 4
BRLA5 R 1 /L2 N 4 NEF L6 ZNEE L 12 ZNESE 24 /NI (48 ZNEF L T2 ZNEE 96 AN LT L
2 JE 3 JE 4 JE .5 JE L6 JE L8 JE B 12 Az HT ) EHEAR BRI B G (B 5 2815 4
R 30 8 45 38R L /NEE L2 ZNEE L4 /N L6 ZINEE L 12 ZNEF L 24 ZNESF L 48 ZINEF L 72 ZNEFL 96 /)
Fo1JE 2 JE L3 JE 4 JE L5 JE L6 L8 JEIEL 12 A2 G ) ShE s if
[0067]  B. tb&4

[0068] AL RSk a i, AR T (D KL E -
[0069]

R4
N,

R3
/E&%
R O

@,

[0070] B MA S7 A % X6 W A A A (10 YR 0 « P i B 22 P AR X RS A A TR ) 5 B
A R AR KA IERTZ (e
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[0071]  (A)L N S(0),;

[0072] R ONZREEEL (5 £ 6 J0) JR75 5, & Bl — B A MR B BB 3R

FE L R, OR,. 0C (0) Rys € (0) Rsy C(0) OR54 € (0) NR;R,« NR.C (0) R+ NRRy« 0S (0) R,« SRy« S (0) Ry
S(0) ,Rs+ S (0) ,NR,R,EL NR ;S (0) ,Ry;

[0073]  R,ERRHILES A

[0074] (i) (C,=Cy) ke, (C,—Co) MHEEL (C,-Cy) Bk, HE ARkt — MBI Z AT iA
FEFRUAR 2 EE L OR,. 0C (0) R, C(0) Ry € (0) OR;+ € (0) NR,Ry+ NR.C (0) Ry NR;R« 0S (0) R,
SR:+ S(0) Ry S (0),R. S (0) ,NR.R,« NR,S (0) ,Rev (C,—Cy) Zebidk. (C,~Co) HkEdk. (6 & 10 1)
FAE (B AR 10 0) 5 HEB (34 10 76 ) FPAJ: s Horp pirak R e Bk IR e ik L 5 ik L 2 05 R
IRINEE R AT e A — DB AN IR EEFTEUAR : (C-Cp) bEkE. (C,=Cp) Midk. (C,-Cp) Hedk.
X2 B OR;y OC (0) R, C(0) Ry € (0) OR4w € (0) NRyR;+ NR.C (0) Rg+ NR,R;+ 0S (0) Ry SR, S (0)
Rsv S (0) ;R S (0) ,NR.R,HE NR S (0) ,Ry3 5L

[0075]  (ii) (C,~Cy) FAbuk, Alii il — DB A T IR R A EU : 3R . OR;. 0C(0)
Ry € (0) Ry € (0) ORy € (0) NR,Rg+ NR,C (0) Rgs NR Ry« 0S (0) Rsv SRz S (0) Rsv S (0) Ry S (0) NR Ry
NR;S (0) ,Rs« (C,—=Cy) Hidk . (C,=Cy) HiFk. (C,—Cy) BRI, (C,—Cy) Z4kdk. (C,—Cy) Hfidt. (6 &
10 76) 3. (G E 10 70) Z353E 8 (3 £ 10 7)) 2433 Hidh ik et bt &
Al A — AN E AN T IR LB AR X2 B 2E . OR;. 0C (0) Ry« € (0) Ry € (0) OR5+ € (0) NR;Rgw
NR5C (0) Rs« NRsR4« 0S (0) Ry« SR+ S (0) Ry S (0) Ry S (0) ,NRiRsER NR S (0) ;R F1FTIA Z b IR

fe bk 5 B R OF BRI AR K B R — DB A R AR AU < (C-Cp) Kk (C,-C)
fidk . (C,—Cy) Bk & VHIE OR; 0C (0) Ry C(0) Rys € (0) OR54 € (0) NR;Ry+ NR;C (0) R NR;Ry
0S (0) Ry SRz S (0) R,+ S (0) ,R;+ S (0) NR,R,E NR ;S (0) Ry ;

[0076]  RINEBLR,;

[0077]  RONZREEER (5 % 6 J0) A5k, H& B AlIEMA — DB A TR B X%

FJE L R, OR,. 0C (0) Rys C(0) Ryy C(0) OR;4 € (0) NR;R,« NR.C (0) Ry« NR;Ry« 0S (0) R,« SRy« S (0) Ry
S (0) ,R5+S (0) NR;R NR5S (0) ;R AT IEERAXHT (6 22 10 Ju ) F5 4L IR (B 2 10 J6 ) 2~
FFREEAT R B (3 & 10 8 ) ZRFREE A

[0078] R IR (% A A HEAE . (C,—C) Fikk. (C,-Cy) Midk. (C,—Cy) Hrdk. (C,—Cy ki
B (CCy) FRBEdE. (C—C,p) Fkedk 2RI, 5 £ 6 n) ZF5HE (3 £ 7 0) 23 (BR,
ARy 3 & 10 oI (B

[00791  (B)L K C(0) ;

[0080] R AZREEEL (5 % 6 J0) 758, H& BTG g— B A R B BB 3

S R, OR,. 0C (0) Ry € (0) Rz C(0) OR5+ € (0) NR;R,« NR,C (0) Rgs NRRy« 0S (0) R, SRy« S (0) Ry«
S (0) ,Rs+ S (0) ,NR,R,EL NR ;S (0) ,Rys

[0081] R HILET A

[0082] (i) (C,=Cy) itk (C,=Cy) MiHEER (C,—Cy) B, Ho& Bkl — i A Mk &
B : B2 &L OR, 0C (0) Ry C (0) Ry« € (0) OR; € (0) NRyRy NR.C (0) Ry« NRR,~ 0S (0) R, SR
S (0) R5+ S (0) ,R5+ S (0) ,NR;RsNR;S (0) ,Rg (C,—Cg) FRJedk (C,-Cy) FRbiKE, (6 & 10 7o) F5 4.
(5 # 10 70) ZRAH. B (3 % 10 70 ) R s Horp i e lie B FRbe ik L 05 B e o5 AR AR
WAL AP — A TR U : (C-Cp) Frdk. (C,-Cp) Mk, (C,=Cy) FRIE. B
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2 VEIE . OR,. 0C (0) Ry € (0) Rsw €(0) ORy+ € (0) NR;Rg« NR,C (0) Rg« NRyRg+ 0S (0) Ry SRs+ S (0) R,
S(0) ,R;+ S (0) ;NR,R,EE NR S (0) Ry BY,

[0083]  (ii) (C,~Cg) FRbefk, Ala Mgl — DB A Nk £ FIHAR « i3 FJE L OR;. 0C (0)
Rs € (0) Ry € (0) ORy € (0) NR,Rg NR,C (0) Rgs NR;Rg« 0S (0) Rsv SRz S (0) Rsv S (0) Ry S (0) NR,R,
NR;S (0) ;R (C,—=Co) HEdk (C,=Cy) Mk (C,—Cy) BRIE. (C,—Cy) Z4kdk. (C,-Co) Hkdt. (6 &
10 76) X (5 F 10 6 ) 24753680 (3 % 10 yu ) AL s o prid bt , I S A B It 25 5
Al — DB A NIRRT AR < 3 &I OR;. 0C (0) Ry € (0) R;n € (0) OR5+ € (0) NR;R
NR:C (0) Ry« NR.R;« 0S (0) R, SR+ S (0) Ry« S (0) ,Ro+ S (0) ,NR.R.EL NR ;S (0) R FHFTIAR Ze be J  ER
ek T B GO HEAUZR AR K B A g — N B A R AR A EA - (C-C) KR (C,-C)
JidE . (C,—Cy) Btk pgZ B 3L, OR,. 0C (0) R, C(0) Ry C(0) OR;. C(0) NR.R,« NR.C (0) Ry NR,R,
0S (0) R+ SRs+ S (0) R+ S(0) ,R;+ S (0) NR,R,EE NR .S (0) R, ;

[0084] R, AAHLR,:

[0085] R, N

[0086]
Rg
R7
A
' Rg 2 R

[0087]  Horb (i) A4S X Mz Hh A N B CH s H RFI R % H BN 5 2B CF 55 (Gi)R o N
FB CF4sR TR B CF 55 HL R &L #RG # CF S8 (C—Cp) Fedit
[0088] R, R o7& FHASZHAE . (C,—C) Fikk. (C,-Co) Midk. (C,—Cy) Bk, (C,—Cy Ik
B (C=Cy) FRpidk, (C—Cp,) ki IRHE. (5 260 ) ZAHEL (38 7 J0) ZFFHE: TR,
N Ry— BT 3 2 10 JuIE (Al
[0089] (i) 4 RN R #RA CF ,H X N CHIN, R (A 3, 4- Z&UORIEEL 3, 65— HURMEL ;A
(11) 4 RyFI R (I HE N CF JH R NERS, R (AR 3, 4- ZEUREEEL 3, 5- &R,
[0090]  FE—FhsLi 7y A, AR T R (D Bk &4 -
[0091]
R4
L—N,

R3
)I\/g’Rz
Ry ©

(D,

[0092]  BCH XSl Sl A xof il S A AR VR 5400 PR T B2 Bl BT B R AR VR S 5 B
AIZ R & R K EEGTZ s HA
[0093]  (A)L & S(0),;
[0094]  RONZREEEL (5 % 6 70 ) 054k, & HAlIAMg — e A TR BB &
FIE R, OR;+ 0C(0) Rss € (0) Ry € (0) ORy+ € (0) NRGR;« NR,C (0) Rg+ NR;Ry 0S (0) Ry« SR, S (0) R«
S (0) R~ S (0) NR;REZ NR ;S (0) Ry
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[0095]  R,BEKHERES

[0096] (i) (C,=Cy) etk (C,=Cy) MiAEER (C,—Cg) B, Ho& H Al kit — DL A Mk £
FBUAL « 2 &L OR,. 0C (0) R, C (0) Ry € (0) OR; C (0) NR,Ry  NR.C (0) Rys NRRy  0S (0) R, SR,
S(0) Rygs S (0) ,R5+ S (0) ;NRyRs NR;S (0) ;Rg+ (C,—Co) ZbEdk | (C,—Cy) Fhfedk. (6 & 10 76 ) 53k,
(5 & 1070) 24 M B (3 % 10 Ju ) Z30HE s Hirp BT e oe Jit FR e ik | 0% ik L e 05 SRl %
WL AP — N A TR R U « (C-Cp) Fdk. (C,-Cp) Mk, (C,—Cp) FRIE. 1
ZVEJE . OR,. 0C(0) Ry € (0) Rsn €(0) OR,+ € (0) NR;Rg+ NR,C (0) Ry« NRiRg+ 0S (0) Ry SRs S (0) R,
S(0),Rs+ S (0) NRR,EL NR .S (0) R, B,

[0097]  (ii) (C,~Cy) FAkE, Plik gl — DB A T IR A B : 3R F . OR;. 0C(0)
Rss € (0) Rgs € (0) OR € (0) NRoRg NR.C (0) Rgs NRRy« 0S (0) Rz SRz S (0) Ras S (0) ,Ren S (0) NR R
NR;S (0) ,Rs~ (C,=Cy) Hdk . (C,=Cy) Hidk. (C,—Cy) BRI, (C,—Cy) Zukidk. (C,—Cy) Hkidk. (6 &
10 78) 3. (5 FE 10 70) Z4F53E 80 (3 £ 10 yr) 2433  Hidh ik e it bt &
Al EHAE — AN E AN T IR LB AR X2 B 2E . OR;. 0C(0) Rs+ € (0) Ry € (0) OR5+ € (0) NR;Rgw
NR,C (0) Rgs NR;Ry« 0S (0) Rg SRy S (0) Rys S (0) ,Rsn S (0) ,NR-R,H NR S (0) Ry s FIFTIA Z 52 o L FR
fe bk 5 B R OF BRI R K AT g — B A R AR AU - (C-Cp) Kk (C,—C)
JidE . (C,—Cy) Brdk. pg & &L, OR,. 0C(0) R, C(0) Ry C(0) OR. C(0) NR,R,« NR.C (0) Ry« NR,R,
0S (0) Ry SRy« S (0) Ry« S(0) ,R;+ S (0) NR,RGEL NR ;S (0) ,Rqs

[0098] R, AEAELR,:

[0099]  ROMZREEEL (5 £ 6 0 ) J75 5L, & Bl — A MR B BB 3R
SE L R, OR,. 0C (0) Rys € (0) Rsy C(0) OR5+ € (0) NR;R,« NR.C (0) R+ NRRy« 0S (0) R,« SRy« S (0) Ry
S (0) ,R5+ S (0) NRyRs\NR;S (0) LR AT ZEELARHY (6 22 10 yu ) A2 Al EAR (5 2 10 5) &
B AR BARH) (3 & 10 76 ) ZeIAEE

[0100]  RyMIR 7% H A7 A (C,—Cy) Kedk. (C,-Co) Mk, (C,-Cy) Hidk. (C-Cy) &k
F(CCy) sk, (C—Cpp) Fhedk JkdE. G £ 6 y0) IR (3£ 7 0) IFH IR,
ARy 3 & 10 oI ;B

[0101]  (B)L A C(0) ;

[0102]  ROAZREEER (5 % 6 J0) 755, & BTG p— A TR B BB 3
S R, OR,. 0C (0) Ry € (0) Rs C(0) OR5+ € (0) NR;R,« NR,C (0) Rgs NRRy~ 0S (0) R, SRy S (0) Ry
S(0) ,Rs+ S (0) ,NRR,EL NR ;S (0) ,Rgs

[0103] R ILES A

[0104] (i) (C,=Cy) %Edk. (C,—Cp) MEIEEL (C,—Cy) Mok, HE A kbt — NEEZ A ik
FEFEUAC 2 B L OR,. 0C (0) R, C(0) Ry € (0) OR,. € (0) NR,Ry« NR.C (0) Ry NR;R,« 0S (0) R,
SR:+ S(0) Ry S(0) R, S (0) ,NR.R,« NR,S(0) ,Rys (C,—Cy) Zekidk. (C,~Cy) MkEdk. (6 & 10 1)
FAEL (5 AR 10 TT) ZR5HBL (32 10 70) FePhH: s Horp firadk R e i R e Bk L 5 ik L 2R 05 B
FRINHES AP IE A — B NI AR EUR « (C-Cy) Fidk. (C,=Cy) Mtk (C,-Cy) FRFE,
Z V&AL OR,. 0C(0)Rys C(0)R;. € (0) OR,+ C(0) NR,Ry+ NR,C (0) Ry« NRR,« 0S (0) R, SR, S(0)
Rss S (0) ,Rs+ S (0) ,NR.R,HE NR S (0) ,Ry5 5L

[0105] (i) (C,=Cy) FAbedk, la il — DB A T IR B : pi R H . OR;. 0C(0)
Rs+ € (0) Ry € (0) OR; € (0) NRyRg+ NR.C (0) Rgs NRRy« 0S (0) Rz SRz S (0) Rev S (0) ,Rs S (0) NR.Rg
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NR;5S (0) ,Rg~ (C,—=Cy) Hidk . (C,=Cy) Hidk. (C,~Cy) BRI, (C,-Cy) Z4kidt. (C,—Cy) Hkdt. (6 &
1076 ) . (5 & 10 78) 2458 (3 & 10 6 ) 23R Hirh ik et bt %
Al HIA — B A T IR EE FTEUR : )2 B OR;\ 0C (0) Ry € (0) Ryy C(0) OR5 € (0) NRgRy+
NR;C (0) Rg» NRsRg+ 0 (0) Rs S5+ S (0) Rsv S (0) 5Rs+ S (0) ,NRsRBH NR S (0) ,Res FHFITIA 28 K 5 L IR
Bt Ak 77 A RO FEAR IR L A B AT R A — DB A T IR R U < (C-Cy) Fidk. (C,—Cy)
L (C,—Co) Bk g E L OR,. OC (0) Ry C(0) Ry € (0) OR5. € (0) NRiRy« NR.C (0) Ry NR;R,
0S (0) R SRy« S (0) Rsv S (0) ,Rs S (0) NR,RGEL NR .S (0) ,Rqs
[0106] R AAHLR,:
[0107] RN
[0108]

Ry

>
LA

[0109] e fgA> X Sz oy N BE CH 5 H RAT R & B Ly b 2B CF 55

[0110] RN R o7 HAMSZHIAR. (C,-Co Kidk. (C,-Co) Mtk (C,=Cy) BRIE. (C,—Cy) TRk
B\ (C5-Cy) FRJEHE, (C—Cp) AEHE RIE, (52 6 J0) FI5HEE (3 2 7 J0) R B R,
ARy SRR 3 2 10 TTIF

[0111] = RARTR P AN CF i), R (AN 3, 4= ZRUIRHEK 3, 5- ~&UKE.

[o112]  AE—Fhsiia s s, A SR 120 (1) ML &4 -

[0113]

S
0= g,

R O

[0114]

(D),
[0115] BRSO W S Al 4 0 B S A AR R TR G 400 PR PP B2 P AT iR e A AR TR &4 B
A R AT K S BRI 2 s
[0116]  RONZREEEL (5 £ 6 J0) Z75 5L, H& BTG g— B2 A TR B BB 3
L R, OR,. 0C (0) Ry C(0) Rs C(0) OR5+ € (0) NR;R,« NR.C (0) Rgs NRRy~ 0S (0) R, SRy« S (0) Ry«
S(0) ,Rs+ S (0) ,NR.R,EL NR ;S (0) Ry
[0117]  RABRK Iy
[0118] (i) (C,=Cy) ket (C,—Cy) MiEEBL (C,-Cy) Hudk, & Akt — PN B2 AT id
FEFEUAC 2 VEUIE L OR,. 0C(0) R, C(0) Ry € (0) OR;. € (0) NR,Ry« NRC (0) Ry NR;R,« 0S (0) R,
SRs+ S(0) Ry S (0) ,Rs« S(0) ,NR.Ry« NR,S (0) ,Re+ (C,—Co) Zebid. (C,—Co) Fkedk. (6 £ 10 1)
FAE (5 R 10 7T) ZR5EBL (32 10 70) FePh: s Horp firak R e L R e Bk L o5 4k L JR 05 B
RN AR — B A NI AR U « (C-Cy) Fidk. (C,=Cp) Mtk (C,-Cy) JREE.
% E L OR;. 0C (0) Rys C(0) R, € (0) ORy+ € (0) NRR;« NR.C (0) R+ NRRg+ 0S (0) Ry SR+ S (0)
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Rgs S(0) ,Rs+ S (0) ,NR.R,HE NR S (0) ,Ry5 L

[0119] (i) (C,=Cy) FAbedk, Ali il — P ELE A T IR B : pi 3R E . OR;. 0C(0)
Rs+ € (0) Ry € (0) OR; € (0) NR;Rg+ NR.C (0) Rys NRRy« 0S (0) Rz SRz S (0) Rev S (0) ,Rs S (0) NR.Rg
NR;5S (0) ,Rg~ (C,—Cg) Hedk . (C,—Cy) Hidk. (C,~Cy) BRI, (C,-Co) Zekiidk. (C,~Cy) Hkidt. (6 &
10 76) 5. G E 10 8) Z&F5F (3 F 10 6 ) 23R Hrh ik et R % H
AL IEHLE — B AN IR R K2 L OR;. 0C(0) Ry C(0) Ry C(0) OR5+ € (0) NRgRg+
NR,C (0) Rgs NR;Ry« 0S (0) Rgv SRy S (0) Ry S (0) ,Rsn S (0) ,NR.RGHH NR S (0) Ry s FIFTIA Z 52 J L ER
fe ik 5 B RO HEAUZR AR K AT g — N B A R R A EU - (C-Cy) FEdEL (C,-C)
Jidk L (C,—Cy) Bt & VEJE . OR;. 0C (0) Ry C(0) Ry € (0) R4 € (0) NRyRy NR,C (0) Ry NR;R
0S (0) Ry SRy« S (0) Rsx S(0) ,Rs S (0) NR,RGEL NR .S (0) ,Rgs

[0120] R AABLR,:

[0121]  ROAZREEEL (5 £ 6 J0) Z75 5L, H& Bl — B2 A Tk B BB 3R
S R, OR,. 0C (0) Ry € (0) Ry C(0) R+ € (0) NR;R,« NR.C (0) Rgs NRRy« 0S (0) R, SRy« S (0) Ry«
S (0) ,R5+S (0) )NR;Rg NRsS (0) ,Re FIIREUARH) (6 22 10 T ) A& I B (5 & 10 8) 2%
7P EARE (3 & 10 g6 ) ZIRE M

[0122] R M R (& AASZHEAE . (C,—C) Fike. (C,-Cy) Mk, (C,—Cy) Hrdk. (C,-Cy ki
B (CCy) FRBEEE. (C-Cp) FHhrdt 2RI, 5 F 6 Jr) 4o (3£ 7 0) 23 B R,
A Ry—iIEK 3 & 10 JTIF,

[0123]  FE—FpsSEit 77 s, AR SCHR ML 73K (1) Ab &4, BN il S5 ) A L o il S5 ) 445 1)
TR AW B 2 A e A AR RTR B4 s B AT 24 F 3 I SR K S BT 24 s
7.

[0124]  RONZREEEL (5 % 6 0 ) A5k, H& B AlIEHg — DB TR B (X%
FHE | Ry« ORy 0C (0) Ry €(0) Ry C(0) OR;+ € (0) NRjRg NRsC (0) Rg NRiRg~ 0S (0) Rs SRy~ S (0) R
S(0) ,Rs+ S (0) ,NR,R,EL NR ;S (0) Ry

[0125]  RyBRRHILAS Ay

[0126] (i) (C,=Cy) ki, (C,—Cy) MHEEL (C,-Cy) Bk, HE ARkt — PMEZ AT A
FEF AR 2 B L OR,. 0C (0) R, C(0) Ry € (0) OR;+ € (0) NR,Ry« NR.C (0) Ry NR;R« 0S (0) R,
SR:+ S(0) Ry S(0) R, S(0) ,NR.R,« NR,S (0) ,Rsv (C,—Cy) Zebidk. (C,~Cy) HkEdk. (6 & 10 1)
FAEL (B AR 10 TT) RS HBL (32 10 70) FePr: s Horp pirak R e Bk IR e Bk L 5 Bk L 2 05 B R
FRINHS A PLIE A — AN B A N IR AR R « (C-Cy) Fidk. (C,=Cy) Mtk (C,-Cy) JRFE.
ZVEUJEL OR,. 0C (0) Ry € (0) Ry € (0) OR5+ € (0) NRjRg+ NRC (0) Ry« NR;Rg+ 0S (0) Ry SR+ S (0)
Rsv S (0) ,Rs+ S (0) ,NR.R,HE NR S (0) ,Ry 35X

[0127] (i) (C,~Cy) FAbuhk, Pli gl — DB D T IR R F U : 3R OR;. 0C(0)
Rz € (0) Ran € (0) OR € (0) NR.Rg+ NR.C (0) Rygs NRRy« 0S (0) Rz SRz S (0) Rz S (0) ,Re S (0) NRR;
NR5S (0) ,Rg (C,—Cq) K (C,—Cq) M. (C,=Co) BRI\ (C,—Cy) Fehrdk. (C,—Co) Mkik. (6 &
10 76 ) k. (5 & 10 7o) 2255 (3 £ 10 6 ) 2433 Hidh ik et S bt &
Al — DB A N IR I F A < xR B OR;. 0C (0) Ry € (0) Ryn € (0) OR5+ € (0) NRyR,
NR,C (0) Rgs NR;Rg 0S (0) Ry SRy S (0) Ry S (0) ,Rsn S (0) ,NR-RGH NR S (0) Ry s FFTIA 24 52 L L FR
fe ik 5 B R OF EEAURIN R K E R — B A R AR U < (C-Cp) Bk (C,-C)
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Fidk . (C,—Cy) Bk K& VEUIE . OR;. 0C (0) Ry C(0) Rys € (0) R4+ € (0) NR;Ry~ NR;C (0) R NR;Ry
0S (0) Ry SRy« S (0) Ry« S(0) ,R;+ S (0) NR,R;EL NR ;S (0) ,Rqs
[0128]  ROWEEL R o
[0129] RN
[0130]
R7

A

X7NX

|
Al

[0131]  HrP R4S X Bhar iy N 3% CH ; H R AR (% B A7 1R 2= B CF 5 il

[0132]  RyFH R (& HILHINE (C,—Cy) ket (C,—Cy) Mk, (C,—Cy) JREE. (C—Cy Z&4E
B (C-Cy) HbrdE, (C—Cp) Fhidh R, G &6 ) 5 HE BFE 77T) 3 B R,
FR—EILAL 3 2 10 JuIh,

[0133]  fE—Fhsi 77 :A, A SCER ML T (T1D k&4 -

[0134]

Rz y
)Zr’ *?*’Rs

(1m),

[0135]  BICH X Bl S s oxof bl S A A (VR 50400 PR PR B2 B E T B e AR R VR G 5 B
A2 AT K A ERT 2y

[0136]  RONWZREEEL (5 % 6 70 ) AR5 Hk, & B AlIAMA — DB A TR R BB (X%
UL Rys OR;. 0C (0) Ry € (0) Ryy C(0) OR,« € (0) NR;Rg+ NR,C (0) Rgs NRR;+ 0S (0) Ry« SRy S (0) R,
S(0) Ry~ S (0) ,]NRRES NR .S (0) ,Rq:

[0137]  RAERRH IS A

[0138] (i) (C,=Cy) ik, (C,—Cy) MiFEEL (C,—Cy) bhE:, M5 ARl — B A T ik
FE BB < B2 B OR, OC(0) R, C(0) R, C(0) OR. € (0) NR,R;+ NR,C (0) Rys NR.R; .« 0S (0) R,
SR.+ S(0) R, S(0) R, S(0) ,NR.R,« NR.S (0) R+ (C,~Cy) Z:bidk. (C,—C)) FFkEdk. (6 £ 10 1)
ik (5 F 10 70) RIFHEEL (32 10 7t ) AR s Hor ik Jx e i A Bk L 55 2k L R 55 A
IR AT A — B A N R B« (C-Cy) Ktk (C,=C) Mtk (C,-Cy) Bk,
2 B OR, 0C (0) Ry C(0) Rys € (0) OR, € (0) NR.R,+ NR,C(0) Ry« NR.R,+ 0S (0) R, SR, S(0)
Ry~ S (0) ,Rs S (0) ,NR,R,EE NR S (0) ,R,: Bl

[0139]  (i1) (C,~Cy) Fhbedk, Pl Hiff — DB A Nk 2 BB « )3 FJE . OR;. 0C(0)
Ry~ € (0) R+ €(0) OR,« C(0) NRR;+ NR,C (0) Ry« NRR,« 0S (0) Ry« SRy« S(0) Ry S (0) ,R; S (0) NR.R,
NR;S (0) ,Rs (C,=C) HEdE (C,Co) Mk, (C,-Co) BRIE. (C—Cy) Zehidk. (C,=Co ki, (6 &
10 76) 753k, (5 F 10 76) &5 (3 & 10 76 ) AR b ik ek s LB %
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Al A — AN B AN T IR B AR X2 B 2L OR;. 0C (0) Rs+ € (0) Ry € (0) OR5+ € (0) NR;Rgw
NR5C (0) Rs~ NRsRg« 0S (0) Ry« SR+ S (0) Ry S (0) Ry S (0) ,NRiRsER NR S (0) ;R F1FTIA 22 b IR
fe ik 5 B 0T BRI R K B R — B A R AR U < (C-C) Btk (C,-C)
ik (C,=Cy) Btk X2 VHIE. OR,. 0C (0) Ry € (0) Rys € (0) OR5+ € (0) NRyRy« NR,C (0) Ry~ NRRy
0S (0) R+ SRs« S (0) R.« S(0) ,Rz S (0) NR,R;EL NR .S (0) ,Rqs

[0140] RINEAETK R ,;

[0141] R R (& AASZHEAE . (C,—Co) Fikk. (C,-Co) Midk. (C,—Co) Bk, (C,—Cy ki
B (CCy) FRbEEE, (C—Cp,) FHhrit 2RI, 5 &6 J0) Ze75iat (3 £ 7 0) 23 ;B R,
A Ry— I 3 2 10 JUHE

[0142] R R o 7% 71N B 2K CF 45

[0143]  FFAN X M7 HE A N B CH s H0

[0144] 4R AR JHEHSN CF L H X Ny CHI, R (AN 3, 4— —& IR 3, 5- & FE.
[0145]  FE—Fhskhti 77 s, Aot 70 (V) K& -

[0146]

(IV)

[0147] B IR S A A4 0 il S A AR B VR 5 40 P P B 22 Pl il e A VR G 4 5 B
AT Z R & AR K S ERTZG s Ho

[0148]  ROAZRIEEL (5 % 6 Ju) 05 5E, Ho& ATk g — B2 A TR R BB k3
&L R, OR. 0C (0) R. C(0) Rgn C(0) OR, € (0) NR;Rg+ NR.C (0) Ry NR-R+ 0S (0) Rz SRev S (0) R,
S(0) ,Rs+ S (0) ,NRREL NR .S (0) ,Rys

[0149]  RERR IR Hy

[0150] (i) (C,=Cy) Hudk. (C,—Co) MR (C,-Cy) Medk, HE H ikt — P2 N Tk
FEPABUYR 2 FUJE . OR.. 0C (0) Ry € (0) Ry € (0) OR, € (0) NR.R,« NR,C (0) Ry NR.R,~ 0S (0) R,
SR;+ S(0) Ry S(0) R, S (0) ,NR.R,« NR,S(0) Ry (C,—Cy) Zekidk. (C,~Cy) MkEdk. (6 & 10 1)
FAE (B AR 10 7T) 5 HEBL (3% 10 70) FePRH: s Horp pirak e ik R e Bk L 5 ik L 2 05 B
FRIFHS A RLIE A — AN B A N IR AR U « (C-Cy) Fidk. (C,=Cy) Mtk (C,-Cy) FFE.
X2 B JE . OR;y 0C(0) R, C(0) Ry € (0) ORy. € (0) NRyRs+ NR.C (0) Rg+ NR,R;+ 0S (0) Ry SR, S (0)
Rsv S (0) ,Rs+ S (0) ,NR.R,HE NR S (0) ,Ry5 5L

[0151]  (ii) (C,~Cg) FAkdd:, Al Mg — a2 AN T ik 2 B AR « % W B OR,. 0C(0)
Rz € (0) R € (0) OR;+ € (0) NR.Rg NR.C (0) Rys NR;Ry« 0S (0) Ren SRy S (0) R,« S (0) jRon S (0) NR.R,
NR;5S (0) ,Rq~ (C,—=Cy) Hidk . (C,=Cy) Hidk. (C,~Cy) BRI, (C,-Cy) Zukidt. (C,—Cy) Hkdt. (6 &
10 76) . (5 & 10 78 ) 2455 (3 % 10 yu) 23R Hirh ik e 3t b %
Al HIAE — B A T IR EE FTEUR : )2 B OR; 0C (0) Ry € (0) Ryy C(0) OR5 € (0) NRgRy+
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NR5C (0) Rs« NRsR4« 0S (0) Ry« SR+ S (0) Ry S (0) Ry S (0) ,NRiRsER NR S (0) ;R F1FTIA Z2 b IR
Fe Ak 77 A R IT FEANR AL B E AT MR — DB A T IR BRI EUN < (C-Cy) Fidk. (C=Cy)
ik (C,-Co) BRLIE . X Z VI OR5. OC (0) Ry C(0) Ry € (0) OR5+ € (0) NRsRg NRC (0) Rg NR;Rg
0S (0) Ry~ SRz S (0) R, S (0) ,Rs+ S (0) NR,R,E NR ;S (0) Ry :

[0152]  RONEEL R ,;

[0153] R R (% AL AE (C,—Co) Fukk. (C,-Co) Midk. (C,—Co) Bk, (C,—Co ki
FL(C—Cy) Fhkrdk, (C—Cp) Fhedk KA. 5 £ 6 u) AHE 3 FE 70) A (BR,
A Ry—2TE A 3 2 10 TOHE

[0154] R NEEL CF ,;

[0155] R, A B CF 4

[0156] R, AE A& CF LB (C,—C) kit sl

[0157] 4RI R ,(FIZEESHN CFLH R NERE, R AN 3, 4- ZERHEE 3, 5- —&UR .
[0158]  fE—FhsEit 77 2, A SR TR (V) Bk &

[0159]

Rg

V)
[0160] BT B e AA 4 %o il S A AR XDV 5 400 O P B 22 Pl it S A VR G4 5 B
A2 AR I K S ERRGT 2y P
[0161]  RAEFR By
[0162] (i) (C,=Cy) ki, (C,—Co) MHEEL (C,-Cy) Bk, HE ARkt — PNEZ AT A
FEFEUAC 2 EUE L OR,. 0C (0) R, C(0) Ry € (0) OR;+ € (0) NR,Ry« NR.C (0) Ry NR;R, 0S (0) R,
SR;+ S(0) Ry S(0) R, S (0) ,NR.R,« NR,S (0) ,Ry+ (C,—Cy) Zebidk. (C,~Co) HhkEdk. (6 & 10 1)
FAEL (B AR 10TT) RS HEBL (32 10 70 ) FePFH: s Horp pirak R e Bk IR e Bk L 5 Bk L 2 05 B f
FINHS A PLIE A — AN B A NI AR R « (C-Cy) Fidk. (C,=Cy) Mtk (C,-Cy) JRIE.
ZVEUJE L OR,. 0C (0) Ry € (0) Ry € (0) OR54 € (0) NR;Rg+ NRC (0) Ry« NR;Rg+ 0S (0) Ry SR+ S (0)
Rsv S (0) ,Rs+ S (0) ,NR.R,HE NR S (0) ,Ry 35X
[0163] (i) (C,~Cy) FAbudk, Ali gl — DB AN T IR R FHU : 3R OR;. 0C(0)
Rz € (0) R € (0) Rz € (0) NR.Rg NR.C (0) Ry NR;Ry« 0S (0) Ren SRz S (0) R, S (0) ,Ron S (0) NR.R,
NR5S (0) ,Rs~ (C,—Cy) Hdk . (C,=Cy) Hidk. (C,—Cy) BRIE. (C,—Cy) Zukdk. (C,—Cy) Hkidt. (6 &
1076 ) . (5 & 10 78 ) 2455 (3 £ 10 6 ) 2433 Hirdh ik et R bt &
Al — AN B AN T IR LB AR « X2 B2 OR;. 0C (0) Rs+ € (0) Ry €(0) OR5+ € (0) NR;Rgw
NR5C (0) Rs« NRsRg« 0S (0) Ry« SR+ S (0) Ry S (0) Ry S (0) ,NRiRsER NR S (0) ;R F1FTIA Z2 b F IR
fe ik 5 B 0T FEAURIN R K E R — DB A R AR PR < (C-Cp) Btk (C,-C)
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Fidk . (C,—Cy) Bk K& VEUIE . OR;. 0C (0) Ry C(0) Rys € (0) R4+ € (0) NR;Ry~ NR;C (0) R NR;Ry
0S (0) Ry SRz S (0) R, S(0) ,R;+ S (0) NR,R,EE NR ;S (0) ,Rq;

[0164]  RONZEL R ,;

[0165]  RoFH R 7% HIASZH A (C,—Cy) Fedk. (C,-Cy) Jiidk. (C,-Co) B, (C,—Cy ki
FeL(CCy) Mk, (CC,,) Fhrdh o, G E6 ) M 3E 7m) 4433 (B R,
I Ry—HETEHL 3 & 10 JTIE

[0166]  RAEEK CF 45

[0167] R, AFR FEK CF 4

[0168] R, A& H 5. CF ,BX (C,—C,) Kidk ;

[0169]  R,AF. &I 5L BB o R 4 2,

[0170] n A 0.1 8K 21

[0171] 4 R R (BIEHHN CF 5, Ry NEL Hon 216 I R AN S

[0172]  FE—FhsEhti 77 0H, 24 Ry R (I EH N CF L, H R NEH n 2 2 1, W R A S
[0173]  FE—FhsCi 7730, 2 R R (B FH A CF L H R, AERT, | R PA A

[0174]  AE—FhsEE 77 T, R R (P& HY CF 5, Ry NS, R, NEL M n o 1.

[0175] A FhSEHETT 0, R AT IR Ak e B S0

[0176]  FE—FhsEia 77 3, ROATFIEHEE — DB A T IR B BB R B - i3 U
R,+ OR,+ 0C (0) R;+ € (0) Ry € (0) OR, € (0) NR;Rg NR,C (0) Rg+ NR,Ry+ 0S (0) R, « SR+ S (0) Ry S (0) R,
S (0) NRsRgEL NR ;S (0) jRgo FE— Pt 77 ZUH, RONZREL, Al e ig — A 2 = AN Nk A B
R 2 EE L Ry OR,. 0C (0) Ry C(0) R, € (0) OR; C (0) NR;R;+ NR,C (0) Ry NR:Rs 0S (0) Ry« SR,
S(0) Ry~ S(0) ,Rs+ S (0) ,NR.RgEE NR ,S (0) R0

[0177]  AE—FhSEit 77 N, RONHE — D EE A T bk I BB 2R 2 < pi 3 UL R L,
OR;+ 0C(0) Rys C(0) Ry C(0) ORy+ C(0) NR,Ry+ NR,C (0) Ry« NR;Rg 0S (0) Ry« SR, S(0) R, S(0) R+
S (0) ,NRsR,BY NR ;S (0) ,Rgo AE—FhSLHETT I, RONHE— A2 = AN MR IE A BRI R, <
ZVEJE L R, OR,. 0C(0) Ry € (0) R, C(0) OR,+ € (0) NR;Ry+ NR,C (0) Ry« NRyR,« 0S (0) R, SR, S (0)
Rsv S(0),R:+ S (0) ,NR,RGEL NR .S (0) ;R0

[0178]  AE—FhsEit 77 I, RO — DB A T IR E BRI R & IR VEEE R,
OR;+ 0C (0) Ryv C(0) Ry C(0) OR4+ C(0) NR,Ry+ NR,C (0) Ry« NR.Rg+ 0S (0) R+ SR,« S(0) R, S(0) R+
S (0) NR;ReHL NR ;S (0) ,Rgo £E— ML TT I, R OHE— A 2 =N A B BRI 2R - 5
SR VEIE Ry OR;. 0C(0) Ry C(0) Rys C(0) OR,+ € (0) NR;R;+ NR;C (0) Ry« NR;R+ 0S (0) R+ SR,
S(0) Rsn S(0) ,Rs+ S(0) NR;RGEL NR ;S (0) ,Rgo AE—PPSERETT I, ROV — N ELZ A T IR K
FEACHI R (8 80 R, OR,. 0C (0) R, C(0) R, C(0) OR,. C (0) NR.R;« NR.C (0) Ry« NR.R,
0S (0) R;v SR;+ S (0) Ro+ S (0) R S (0) ,NR.RgEE NR ;S (0) R0 £E—FPSEHE T A, R — N E=
AR B BRI 2RI IR VU R, OR;. OC(0) R, C(0) R, C(0) OR. C (0) NR,R,+ NR,C (0)
Rgs NR:Rg~ 0S (0) Ry SR,+ S (0) Ry S (0) Ry S (0) ,NR.R,H NR .S (0) ,R, 0

[0179]  AE—FhsEia 77 I, RO — DB A T Ib B BRI A, 7 R, OR;. 0C(0)
Rs+ € (0) Rya €(0) OR; C(0) NR,R;« NR,C (0) Ry« NR,Rg 0S (0) Ry SR,« S(0) Ry« S(0) R, S (0) ,NR,R,
B¢ NR;S (0) Rgo AE— MLt 77 Zrf, RO — A2 = AT ok B A BRI 2R B /U R .
OR;~ 0C(0) Rys C(0) Ry C(0) ORy+ C(0) NR,R;+ NR,C (0) Ry« NR;Rg 0S (0) Ry« SR, S(0) R, S(0),R,+
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S (0) NR,R¢B%. NR ,S (0) ,Rq

[0180]  fE—FhsLfiE /70, ROVAI G g — DB A MR B EUAR) (5 £ 6 8 ) 455
e pg 2 VFIE L R,y OR,. 0C (0) Ry C(0) R, € (0) OR;+ € (0) NR;Ry+ NR,C (0) Ry NR:R; 0S (0) Ry« SR,
S(0) Rs+ S (0) ,R5+ S (0) NR;RGEH NR S (0) ,Rgo £E—FhsLjia 77 0, RN FIEMM — N2 =4
RAEEFRACH (5 &2 6 70 ) Z475 3 (i} 3 FHIE R, OR;. 0C (0) Rs+ € (0) R+ € (0) Ry C (0) NR,Rg
NR,C (0) Rg+ NR;Rg 0S (0) Ry SRs+ S (0) Rys S (0) 1Ry S (0) ,NR,REE NR S (0) R0

[0181]  fE— Pkt 772N, ROAFIIEHAE — DB A Nk L B BRI IR < pi 38 R A
(C,=Cq) K23 0(C,=Cy) KT 0(C-Co) FRbESE o 7E—Ppsfti 7720, ROV AT I Hb A — 22 =
AR EF BRI R R R (C-Cy) Kidk. 0(C,=Cy) KEFETK 0(C,—Co) Hkedd. 72—
Pk 77 20, ROVTIIEHAE — B AR I A BRI R (iR VR, (C,—C) Bakk.
0(C,~Cy FEHEEL 0(C,-C,) Fhkekk, fE—PpsLili 77 3 rh, ROAFERA — 4 2 =T A B A
AR SE g &K VI, (C,-Cy) Fedk. 0(C,—C)) FedEnk 0(C,—C,) Fbidk. 7E%FE L7
H, ROV TFTEHAE — DN ERE A T IR JE A BRI R 380 S0 IR e L R AR AU L U
PR S U IR TR AU T R R B T U AR B SEE T SR, ROV AT A — N B
ZANTRERTRI R FOAR R PR FAE CH A REE RREE TR
AR T EAEER T A

[0182]  fE—FhsEi 77 I, RO —DEE A T IR EFA BRI AR E, )R 25, (C,-C)
fiidk . 0(C,—Co) BB 0(C,=Cy) Fhbidk. 7E— it yy K, RO — B =T IRE A
BRI R, i 3 R (C=Cy) ik 0(C,—Cy) KEdEER 0(C,—Cp) Pkttt fE—FhsLi 77z
1, RONBE— DB E A T IR F BRI R (R e, (C,-C) Hidk. 0(C,-C) ik, or
0(Cy—C,) Mfidko 7E—PpsLjfi 77 20, RONHE— D2 = ANk BB BRI ORI < pi 38 2k
(C,—C,) ke, 0(C,—Cp FEHEEL 0(C,-C,) Fhbehk. fEMRE Lty X, ROV —DEEANT
R BB R T AU P AR QU TR R TR T
AAEESR T A ERE LRI TT, ROV B AR B F AR 2R A R IR
B TR WS kB SN 1B NS 1B SN S 1B S 7 NS B S B e e e

[0183]  fE—Fh sk 77 2, ROWHE — B A T IR 5 BB B 2R 2 < i &0 IR R
(C,=Cy) ket 0(C,—Cy) FEHEEL 0(C,—Cy) Fhbtdk, fE— MLy =X, RO —DEEAT
R FI BRI IR (F B TR AL (C=Cy) HEE0(C,—Cy) FEHEDL 0(Cy-Cy) FRKEdE. 78— FpsE
W77 I, RO — DB =AM B CH R /&R VR (C,-Cy) ke, 0(C,—Cy)
BEHETE 0(Cy-Cy) FRkEdE . 7E—PhsLii 770, RN — A2 = A TR F BRI 5.
IREEL, (C—Cy) brdk. 0(C,—Co) Ketbak 0(CCy) Mk, 7E—Phaiiti 7y N, RO —1
BEA MR R BRI 2R R IRV EL L (C-C) FRdk. 0(C,—C) KEdEER 0(C,—C,) ke
Beo ML, RO DEE A TR EBIBUREI R /IR, (C,-C) bE
£, 0(C-C) FekEsl 0(C,-Cy) ek, 72— Pkt 70, ROV — D E=A TR AR
R LGBV, (C-C) B, 0(C,—C) BEHREER 0(C,—C,) FRkedk. 78— Fhsgiitir
XA, RO — D2 =A TR EF BRI (H IR R (C,-C) Fik. 0(C,~C,) Ktk
0(C,=C,) Frkedk. 7EHFE LTI, RO — B A Nk 2 F AR R 2 o &L IR
PR R AL LR TR RS AR A T S R T A TR S
J7EA, RO — DB AT IR B BB R B L R e R AU U VT
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B RAERE ARES. T AESR T A, RSy A, RO — AN E = ik
BRI R I F G IR R PR AU U TR, R U IR TR R T
B TS . TR LT A, RO — AN E A TR R R BRI R (IR
S RRESE QR TR R R U T R E R T A

[0184]  fE—FpsEit 77 I, RO — DB A TR HE BRI R, 28, (C-Cp) brkk.
0(C,=Cg) KL 0(C,—Cy) Mbrdte fE—FhsLiiy P, RN — D2 = A TR R
R FRAE (C-Cp) BEEE. 0(C,—Cy) FidEER 0(C,—Co) Mbidk. fE—Phskitirr =, RO —
AN EE BRI 2RI R85 (C-C) %t . 0(C,—C,) kedkEk 0(C,-C,) Hpedt. fE—
Fhait 77 A, RO — D2 = FIREEFRUR R 2k, (C,-C) ik, 0(C-C,) Fidt
B 0(C,—C,) Fhbedk. FE4FE Lty =, ROV — M E AN MR A F B R 2
B RAEER QR VAR R IR AR T R L R T AR AR E SE Tt T U
ROABE —NE=AN TR FABURK R oL B FREE. 28 HEE. RHEE R
A TR T H .

[0185]  fE—Fhaili 77 s, RO ATGE LB — B AN FR B ER (52 6 J0) 4405
B E R (C-Cy) FiFE0(C=Cy) Kedkak 0(C,~Cy) Fikidk. 78— FhsLiry =\, R AT
AR — B = NREFE 6 &6 Ju) o5 3w R (C-Cy) Ktk 0(C,—Cy)
BEFETE 0(C,—Cy) Mk, 76— P 77 20, RO A — a2 A Fid LA BRE 6
F6T0) A KR JREE (C-C) Fikk. 0(C,-C) FEHEDK 0(C,-C,) Mkt 7E—Phsliit
77, RO T — DB =AM R R G %6 J0) o5 3w B, (C,-C)
fedk . 0(C,—C,) FEHEEL 0(C,-C,) Frbedt. 7Efrm iy XA, RO — B Z A T id 2 A
BARE 5 & 670 ) 22755 /&R L AL 8 R AR R AR A
UL T ARE R T A R K, ROV A E A TRERBAR G 26
TC) ZRF5HEE RGREGVIR R A RS TR R AT A T S
TS

[0186]  fE—FhsLia 7y A, RONATIEHLYE — DB T IR SE BRI R 5/ &R
SERAEB AL AR R SEiE T, RONATIEHL IR B N IR I — AN B BRI 2R
TSGR L R AR AR sy S, RONIRIL . fERRE ST A, RO
AT A R BRI RS o 7R e St 77 20, Ry AT g Hiu B R S RORT AR A L EA
RS, 7EFRE LT, RONTE 4- Al ik bl il E SR BRI 2R L . FERF B St 7T
A, RONTE 4- 7 T MU A & IR S AR BRI 2R 2

[0187]  fE—FhsLi 77 s, R AT H A — B A Al B 5 LB (C 1 —C) be ks
FE— Pt 77 KA, RO P IE MU — B AN AT IR BRI 55 SR B (C—Cp) ko fE—Fb
S 77 O, RN AT I g — AN B AN AT BRI 05 S U (C,—Cy) ket fE—Fhaliii iy
A, RAFIEHA — AN B A I B 28 5 B AR (C —Cy) bedke fE—Phaijii 77 20
B, RN AT IR RIS — AN B AN Al BRI 22 5 FE BRI (C -Cy) etk A8 —Fhaiit 77 =N,
Ry AT — AN B2 A ATE BRI 24 55 A BRI (C,—C,) Fidk. fE—Fhsi 7y =, R4
AR — AN ECE AN AT B 20 IR BRI (C-Cy) itk 7E—Phsiii sy X, RN AT
A — B N ATIR BRI 2 IR IR (C=Cy) Hidi o 7E—Mhsiie 77 30, RN AT kb
i B N TIR BRI IR BUAR ) (C—C) Kedike fE—RhaitiJrair, RN gt
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—ADEEZN KRR (C-Cy) Fidk. APy WA, ROANVAIEME — P EZA KR
BURHT (C,=Cy) ko AE—Rhsgi 770, RO AT gl — i A s R BRI (€ -C) it
Beo AE PR TT N, B A A — AN B N WU AE—BhskiE T o, R, CH LER
CFyo FE— M 7720, R AP et gl — N B2 A s E n] i B R BB (C-Cy) Jie
Beo AE— M, RO (1) A — AN B S mEURE (C,-C,) Fedk, B (11) Al
BRI R . FE— Mgt 7720, Ry (C—Cy) ek Elimdk.

[0188]  FEAFE STl NA, RO, fERFE LT, R2 A=H P, 74 et
TR, ROV B =P .

[0189]  7E—FhsLifa /7 s, RONE BT IE R — B2 AN TR BRI 5 LBV (C,—C)
Bidk o AE—FhsLi 77 3, ROAVE BT IR R — B2 A ATIR BRI 25 BRI (C,—Co) %t
So AE— Rty s, ROVE S ATE A — AN B E A AERR I I BT (C,-Cy) i
S AE— ML T R, RONVETLATE A — DB A TR BRI 244 55 ZE BRI (C—CY)
Pidk o fE— R 7y s, ROVE AT IR b — DB A AR BRI Z 5 BRI (C,—Cy)
Pidk o fE— R 7y s, ROVE AT IR L — DB A AR BRI J 5 ZE BRI (C,—CY)
Pidk o fE— R 7y s, ROVE AT IR L — DB Z A AR BRI IR LB (C,—Co)
Bk fE— Ry s, ROVE AT IR L — DB E A AR BRI PR BT (C,—Cy)
Pk fE— Ry s, RONE AT IR L — DB E A AR BRI IR B (C,—CY)
Bk o AE—FPSLi 77 2, RONE BRI — A2 N i R BRI (C,—C) kit 7E—Fb
ST A, ROVEBA et b — PN EE A W BRI (C-Cy) Fidke fE—Phski 7y =,
RONVEBAT I A — B D I R AR (C,—C) Fedko AE—FhSEit 77 2, fe ik m] e i
—AEEANEIL PRI , ROVE AR — DB A k3 B (C—-Cy)
P o Al i — AN I R BB (C-Co) Mhkedt. 7E—Rhaeitir =\, RONE AT %
B —NEE AN R AR (C=C) Fids B ikt — N a2 A g ZEURE (C-Co) B4
Ho AE—FRSLiE T A, ROBE TR R — DB A KRBV (C,—Cp) FeREEn] it g
—ABEN K RICH (C,-C) Ffedt. fE—Phagii Ty s, Frid ke st s R e 3t T ik gy —
ANEE NI E— sy A, RONELCH LB CF 5o 76— RS 7 20, Ry A AT
P — A B2 N R BB T IR A BRI (C,-Cy) Fidk o fE—Rhsi 7y =\, RN
TR — A B N EEUR (C-C) Wit TR . 72— P 7r = F, RyoN
A (CC) BrREERE,

[0190]  fEBAKRMSLHETT A, ROV

[0191]  fE—Fhsii 7y N, ROVATEHLEE —NELE S R B CF AU ORI . fE—Fhak
TR, ROATT G — DN ELE AN KRB CF BRI L. B Fhagii T R, R ONAE
3— 1 5— o7 4 pj 2B CF 7 M AR (1) 2 s

[0192]  fE—Fhskia 7y N, RONATEHLAE — N EE AL CF BRI EE . fE—Fh ki
HRA, ROAF G — DB Z A& CF B 28 . fE— RSz s R, R A —
BB CEAURI RIS . 75— bty X, R S — B A3 SEL CF AU
I, AE—PhSZHETT R, RONAE 3— F1 5 Sr g A EK CF Sy M BRAR (O3 78— FhsLiife
77, RONAE 3 Fil 5 47 4 5 B CF ST HBERAR [ 2R 2

[0193]  FEHARKLE 7, ROA
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[0194]

d t o, i CFs, i CFa g, J‘: "CFs

[0195]  ZERARMSEHETT A, ROA

[0196]
cl CFs cl
=7 i Cl, =" I CF3§‘Q” CF30

[0197]  fEHARRSLE 7=+, RN -
[0198]

[0199]  Hrp RONEEEL CF 5, R AE S L FEL CF 5, H R VA S CF 8K (C,-C,) ket
FE—FPSEHE 77 T, RS B CF 4, Ry VF #EL CF ,, H R, S A # L CF L8 (C,-C) be
Bho AE—PhsLiE T I, ROVEEL CF 5, R MR K CF 4, H R VAR S CF L8 (C,-C))
f .
[0200]  7EBAKRMSLHETT A, ROM -
[0201]

CF,

Cl CF3
o, 2, 0, P
’ CFs, - cl, -’ F 2%, .

[0202]  7E—FhsLi 77 A, RO AT I — AN B N R B CF BRI B &6 0) &
S AE— LT A RO — MR AN KB CF U (5 2 6 J0) J2 A4, fE—f
SEie 77 A, RONAE 3- Fl 5 L 28K CF 7 BRI (5 &2 6 Ju ) 254

[0203]  7E—Fhsit 77 A, RO AT IR — B N EE CF BRI (5 2 6 1) 2242
FE—FhSZiE 7 R, ROV — IR AR CF BURK (5 £ 6 8 ) 5%, £ sy
A, RONAE 3— Fl 56— AL &k CF SR (5 %2 6 o6 ) 44053,

[0204]  fF BAKSKHETT A, ROA -

[0205]
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Cl CF3 Cl Cl cl
’\i N Nl N NI X | S | XN
AN e, T NeR, | TN R “a |
Cl CF3 cl CF3 Cl
o U > SN o U & W o
. CFy | -~ CFs . ~>N">a . N CR | UONT R
Cl CF3 Cl Cl Cl
N)*N NIJ§N fj)*N [ NJ*N
"JI\///kCI \ "J\kaFs . ”J\%CFs g N//l\CFz A /)\CI .
cl CF3
NS N%N
J\ )\ LA

[0206] #£— [{J%ﬁfﬁﬁiﬁqj, Rﬁn R o 7% F AT H A 98 0B = 38 R A

[0207]  FE—FhsLiE 7y XA, X BRI A CH.

[0208]  7E—FhSEiE TR, Ry R o 7% 3073 4 L S = 50 5.

[0209]  7E—FhsLi 77 =4, RN He

[0210]  7E—FhsEiti 7 A, RO SR VFIE R PR R A 3, B — P 5
B, R NG IR IS R AR B R A . R — M 77 s, R N &L TR VR
BRI . FE— 7T AP, R, A IR e R B R U .

[0211]  fE—FpsLiE 7, n N0 B 1,

[0212]  FE—Fhskit TN, 2 RN -

CF;

[0213] @\ i,
- CF3

[0214]  ROAHE— B A Tk 2 B AT B R < 50 IR L &S L R 5\ OR5. 0C(0) Rss
C(0) Rys C(0) OR;+ C(0) NR,Rg+ NR,C (0) Rgv NR,Rgv 0S (0) Rs+ SRy S (0) Ryn S (0),R: S (0) ,NR,R,HS.
NR;S (0) ,Rgo 7EHLE LTt 77 A, ROV TR — D ELE AN T I8 H A BRI R 380 S B
M L L Ry OR5. OC (0) Ry € (0) Rs+ € (0) OR;+ € (0) NRyRs+ NR,C (0) Rgs NR;R4+ 0S (0) Ry« SR;- S (0)
Rs+ S (0) ,R5+ S (0) ;NR;RGER NR ;S (0) jRge FAEHRELLSL i T7 A, ROV AT IEHIAE — B E A T ik K
FIEACHI R (8 B8 R, OR,. 0C (0) R, C(0) R, C(0) OR,. C (0) NR.R;+ NR.C (0) Ry« NR,R
0S (0) Ry~ SRy~ S (0) Ry S (0) ,R5+ S (0) NR;R,E NR ;S (0) R0 AEF-ELSZifE 77 20, R, N m] e H
— AL AT IR R FIEACH R (L E U Rys OR,. 0C(0) R,y C(0)Ryv C(0) OR, C(0) NR.R,«
NR,C (0) Rgs NR;Ry+ 0S (0) Ry« SRy« S (0) Ry S (0) ,Rs S (0) ,NR.RGHE NR (S (0) ,Rgo £E 1L S5 77 2K,
B, ROV PTG MR — DB A TR B BRI 2RI - R, OR;. 0C (0) R;+ € (0) R;+ C(0) OR;+
C (0) NRyRg~ NR,C (0) Ry~ NR;R5 0S (0) Ry SRy S (0) Ry S (0) Ry« S (0) ,NR;R,E NR S (0) R0

[0215]  fE—FPsEhtE 773, 2 RN

29



CN 104860907 A w Bf B 26/66 T

CF3

[0216] i

i CF3
[0217]  RONZRHE A- FORKE 4- SURKLEE 4- JRHE  H R gk — N 2 N B
(¥ (C,—C,) Jedk. fE—PRhsLifyy a0, RONZRIE 4 FUREE 4 SRS 4- ORI R 4- A
FEORE  H RNATE A — B D REURE) (C,-C) brdk. 7ERLesjiE 7y s, RoNA]
e — A I A AR B R EE , H R2 AP — a2 B (C-Cp) kit
FERLLE S 77 A, RO AT IR LA — N B A IR B S R B R 2R 2L, B R2 ] e bl
—ADEEANRI (C-C) Fidk. AR =0, RO IREE, H R2 Y] e gl — AN BL
ZFEEURW (C-C) i,
[0218]  fE—FhsLE 7T, 2 ROA

F

[0219] @\ iR
s 7 CF3

[0220]  ROAHE—AECE A Tk B AT B R < 380 IR VL &S L R 5\ OR. 0C(0) Rss
C(0) Ry C(0) OR;+ C(0) NR,Rg+ NR,C (0) Rgs NR,Rgs 0S (0) Rs+ SRy S (0) Ryn S (0),Rs+ S (0) ,NR,R,HL.
NR;S (0) ,Rgo 7EHLE LTt 77 T, ROV PTG HIA — DB A T IR A BRI R 38 SR
il UL R, ORy. OC (0) Ry € (0) Ry« C(0) OR, C(0) NRRy+ NR,C (0) Rg+ NR,R;+ 0S (0) Ry SRy S (0)
Rs+ S (0) ,R5+ S (0) ;NR;RGER NR ;S (0) jRgo FEHELESLE 77 T, RN AT M — B2 A T ik K
FIBACHI L IR VEUIE R, OR,. 0C (0) Rya C(0) R, C(0) OR,« € (0) NRyRy« NR,C (0) R+ NR,Rg
0S (0) Ry« SR;+ S (0) Ryw S (0) ,R5+ S (0) ,NR,RGEE NR ;S (0) ,Rgo 7E K652t 77 2 A7, RN A 356 Hs gk
—AEEZAN T IR FBACH A L FIE . Ry. OR,. 0C(0) R,y C(0)Rys C(0) OR,+ C(0) NR;R,«
NR,C (0) Rys NR;Ry« 0S (0) R,« SRy« S (0) Ry« S (0) 1Ry S (0) ;NR.RGHE NR .S (0) ,Rgo £E L 53 77 3K,
B, RONTATIEHLAE — DB S TR I ER A 2R AL 52 R, OR,. 0C (0) R;+ € (0) R5+ C (0) OR;+
C (0) NR;Rg+ NR,C (0) Rg« NRR,« 0S (0) Ry« SRy« S (0) Ry S (0) ,R5+ S (0) ,NR,R;EL NR ;S (0) R0

[0221]  FE—FpsEit 77 s NH, 29 RN

F

[0222] @ i,
- CF

3
[0223]  RONZEEE 4- BRI 4- EURKEEL 4- RO B R ONATE - — AN B S DN R BT
() (C=C,) Hidk. fE—PhsZiEi7 a0, RONZRIE A FORSE  4- &AL 4- JRIRFEEE 4- FA
SR s H RN ATIE M — AN B2 AN REURE (C,-C) kidk. 7ER L=, RN
P — N2 DN EARBUCH RS, H R2 Ak — ek 2 N EEURH (C-Cy) fidk.
PRS2 77 S, RO P — B2 AN R TR B A S B RS, B R AT M B
—ANEENFERE (C,-Cp) Fedk. 7ERLesLjif Ty =N, RS, H R OV ATIE M — B
ZHEER (C-C) k.
[0224]  FE—FhsZiE 7=, (1) A1) (1V) 3% (V) FL A Bk se 4%, (E AR
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TN
[0225]
FiC FaC. FaC
O’CF‘* O,o% Q,CF3
oy [ o
o ‘
o NH NH
e, | Y—crs [ »—crs
. d o
v Gl s Br -
CFs CFy CF3
CFs F F
Q 0 0
—NH NH NH
I\ /N /N
> CI » N
CFS CF3
F CFs
0 0
NH NH
I\ / \
O CF3 O CF3
Br '{}XLCH:\;O "

[0226]  AE—FhsEiE a0, 29 RoN 3, 5— 2 ( =L ) - IR, R AN &R, fE—
PR 77 30, 2 RO 3, 6— = (= AL ) - ARJERF, R AN g A Ppsgii 7 3
M1, 2 RN 3, 5- = ( =@ AL ) - RN, R (ARl i — B S @R 2R . £E
— Pz, M RO 3,5 I ( EHRUFAE ) - R, R ASATIEMS A BN KR
BUARH R L
[0227] Ry B B, a0 SR IA 10 45 M R0 45 R 3R 1L 1) 44 Bk 2 IR AE 8 I W) DAFE 3 1) 45 44
R F3Ab, MRS MBS — B 0 R STARA A DA Ak AR O 42 327, WK 1% 45 /) B
SERE)E o0 A RE R TR SL T A AR AR . YA SRR AL S S A R B AR ZE R, 1%
AR UAE R LA 22 / R (8L Z/E) itk —BUOLIR EVIMFEAE. Uasi miig
] BARRII, WRZAGA Y AT DA N — B AR R AR BCE AR AR IR S A7 AE . XK
A AL anr 2 2 B B B A B B AR R e BUR S 5 F L AL &
Frig e AR e T2l AT ME S AT B H R I — e
[0228]  ASCHRALA A G4 AT DL 0 B S A A A8 1) 5 a0 50— 56 e S A A4 B B — o) i e A
A, BT AR SRR A, B Rt B S A AR R TR 5 0, A1) 0 TR ok e S A A (1) 41V R VR
B A B 2 PR I S AR IR G . AT LT, X T AEAR A AT 22 R AL B A
Wi & » RUREARN RRCINRBIG2 R) TR EMEHEN T 4525 (S) RAMEY.
FH Tl 2% /A 5 B OnT e S A A 1 o 7 v B A e 22 S R BT A e MAEF RS 46
JEARASKE TR B R BOM W A AR TR S R 40, B an, TP ik 45 dh I o AR A
R B 1 2 G AT A AR AR I &4 .
[0229] AL AL A0 25 B PR BRI 38 0 I, et mI AR ] 245 F ok it (=
WL, ) W Berge % A, J. Pharm. Sci. 1977, 66, 1-19 ; I Handbook of Pharmaceutical
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Salts, Properties, and Use, Stahl il Wermuth %% ,Wiley—VCH and VHCA, Zurich, 2002) .
[0230]  fEdI& A 24 F #h A A S @ IR B4, HAMR T 4.2, 2- ZSH 4R Bk ik
FIEIEIR . O R IR ISR LR . L- R R R R R R L 4— ZBc R 28 F R Al
B2 (+) — MR R  FR R R o (+) — (1S) — i —10— iR 28 R . LR  “F IR P RER A A5 R L 3R
PLER IR OISR SR . + e IR 20T —1, 2- REIR . OHEIR L 2- FR AL - 2R R
B GIREALNE R VI IRRR A PO ER \ D- &R L D- MR TR L- R, o - Fk =
B2 CEEIR  E PRI VEIRIR  Hh R VAR . (+) -L- FLMR. (L) -DL- AR LM H R . 5
KL () -L- 3 RER A 1R (£) -DL- e bkig . FRAPR 5% —2- iR\ 25 -1, 5- WK 1 ¥2
H-2- ZHRIR VHHTR AR IR  FLTE IR . SR AR IR IR L R AR B TR L R AR VA
W IR KR A Ak - KR 58 IR IR IR BRI TR VAR R L B T IR L (1) L I A PR VAR
FR 0 F RIS T — IR RN R

[0231]  £EH] & 7] 24 H 6 i fd F 06 0 OB B4, (BA R T e, Eean S e e . &0
A B EA SR B B AN A DB, ECanAE AP ARURI R I8 7 AN 55 A I
A L- AR R F R E B PHEE . . ol R A SRR
2-( ZHE ) - B LN O R & R TR N- FR R - AR R R L TH- IR
M L R MR 4 (2- FR LR ) Tk FR R CWIRIE JWIR R L PRI R IR e - (2- FR 3 ) it
W& AE  AEEIE 28 T B R L i ik AP i s = S i = H i = kg N— 1B —D— ) &) W i
2- FH 2-(FRHE) -1, 3- H MEH, T =8,

[0232]  FERELLSLf 77 rp, A SCRIERIM EMNA A S —FEE B N iR B2
HEATEZ ML IR VIR IR VIR SR TR IR ELIR T IR KR SRR B IR VIR
HAMR  HUIIR ML 5ok R PR A2 £ R (isoethonic acids) sAIHKERPH & AL N ER
SN E O = CEE R ME

[0233]  ASCARMEHIL S IR Jy Al 25k ik, Hog = T i &Y Dhsefir 4,
I BARE G AR N A BRGS0 . B 2530 5 2 L, PUOAE RSB , AT 68
LE B G V2R 5y 4525 . BATR] LA g k45 25 T A= YR i BEEAL S ) A Re
Mo BT 257 29 G W) b B FT LA EC BRGS0 HA B s Va2 . /i 24 ] DL G &
WU 5 A9 BRAR 25 4, A0 355 Bl At oL PR AUET R AR KA. 2 W, 49 A Harper, Progress in
Drug Research1962, 4, 221-294 ;Morozowich Z& A ,in Design of Biopharmaceutical
Properties through Prodrugs and Analogs, Roche ed., APHA Acad.Pharm. Sci. 1977
Bioreversible Carriers in Drug in Drug Design, Theory and Application, Roche
ed., APHA Acad. Pharm. Sci. 1987 ;Design of Prodrugs, Bundgaard, Elsevier, 1985 ;
Wang 2 A, Curr. Pharm. Design 1999, 5, 265-287 ;Pauletti Z A , Adv.Drug. Delivery
Rev. 1997, 27, 235-256 ;Mizen % A ,Pharm.Biotech. 1998, 11, 345-365 ;Gaignault
et.al.,Pract. Med. Chem. 1996, 671-696 ;Asgharnejad in Transport Processes in
Pharmaceutical Systems,Amidon et.al.,ed.,Marcell Dekker, 185-218, 2000 ;Balant
2 AN ,Eur. J.Drug Metab. Pharmacokinet. 1990, 15, 143-53 ;Balimane&Sinko, Adv.
Drug Delivery Rev. 1999, 39, 183-209 ;Browne, Clin. Neuropharmacol. 1997, 20, 1-12 ;
Bundgaard, Arch. Pharm. Chem. 1979, 86, 1-39 ;Bundgaard, Controlled Drug
Delivery 1987, 17, 179-96 ;Bundgaard, Adv. Drug Delivery Rev.1992,8,1-38;
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Fleisher Z A ,Adv.Drug Delivery Rev. 1996, 19, 115-130 ;Fleisher Z A ,Methods
Enzymol. 1985, 112, 360-381 ;Farquhar et.al., J. Pharm. Sci. 1983, 72, 324-325 ;
Freeman et.al., J.Chem. Soc., Chem. Commun. 1991, 875-877 ;Friis and Bundgaard, Eur.
J.Pharm. Sci. 1996, 4, 49-59 ;Gangwar 2 A , Des.Biopharm. Prop. Prodrugs
Analogs, 1977, 409-421 ;Nathwani and Wood, Drugs 1993, 45, 866-94 ;Sinhababu
M Thakker, Adv.Drug Delivery Rev. 1996, 19, 241-273 ;Stella % A ,Drugs
1985, 29, 455-73 ;Tan % A , Adv. Drug Delivery Rev. 1999, 39, 117-151 ;Taylor, Adv.
Drug Delivery Rev. 1996, 19, 131-148 ;Valentino and Borchardt, Drug Discovery Today
1997, 2, 148-155 ;Wiebe and Knaus, Adv. Drug Delivery Rev. 1999, 39, 63-80 ;UL Waller
ZE N, Br. J. Clin. Pharmac. 1989, 28, 497-507,

[0234]  C. & TTik

[0235] iR 77 ZRARMEH Tl & A SRS YRR G PR & BT « AU I R
SN 2 PR ] DU H SRR DT VAR & AR SCIR BRI B . # ) 1 i, AR SUBE B R A R
24 AR B AT LS DR 22 5 N 2 A1 AR IS 2 I e 33 AT 5 3 18 8 DA S it S0 B8 1) S8 it 77
o SBA] PAZ oA BB I, USSR 6 & PRI & . 72— FhSERETT 2, AR SCIR AR
BT LI SR AT SERE A P o I TR AR i 2% o AR — PSRt 77 2, AR ST A
A B e] LA I H T8 I T I S i 9 i S 5 g ) A &5, 2 N T VA A AR Al 4% o £E— Al S
Jit 77 T, P i i M S B s T DA A U R0 Y T R A o AE— RSk 77 3K
i, AR SCIR AL A & 1) mT DA I A T8 DRI 5 15 i R A AU 8 N T VA A AR R il % o A
— st 77 A, P B 2 SR s AR A O N T iR RN R, 461 G0 B A R R R i 4 1 . 7E
— MR 77 I, A SCRR AR AL S Y R] DLE I A TR ORI 5 e (140, 25 1 A48 R
(GG T ) BIAR SIS O AN T7 iR A AR 4%

[0236]  AE—Fh skt 77 2, F T 4% 2 SCHR A B A & P 1 RS 46 RO T BB s ol SR 53R
15 FE— PRt 77 T, H T 8 AR SR ARG S B AR GG S RE AT A4 HE AR S50 L 4N ) 77
TRESRAT ] £ o

[0237]  AE—FhsEit 77 T, A SR S PT DAFR R T7 58 1 0 2 il £ o AE— PP SE it 77 10
i, B A A mT DA IR 5 S R S P S B A I N 38 5 ) e M (81 B N, N-
FEAFE R ) ARG I & R G VA BOR A AE— MR Ty I, Z A AE IR T
P R BB e S 58 R, A I R BB I . AE— PSR 7T SN, %R A HEAT AR HCL
K TPEALEE (workup) BEi, #:35 IS NaHCOLZK IR kK Bhise . AL —Phskiti 7y 2K, 727K
VA IR Z )5, 45 R NVR A )28 MeSO, T8, JHik4i . 75— Pl sEii 77 2, 7T LI I A (38 B8
L RERIRE (EHERE LI 2R ClE / Ok ) #t— P aAazib 59, ML 77 K
g1, I LOMS A A &, FE—FhsEit 7y A, il H NVR AT A4

[0238]  FE—FhsEiE /72, A DUZ RN A 7T & 1 Hl% X (D Bk &4, o, Jria ik 11-A
A TT-B 7] LA EH R PR YR B AT DA IEAS U AN B 77 V5] %5 Ry Rys RO R Y EIAR SO
Ab5E XY o FE— R SEJETT T, 7677 5800 S B T A3 T OBy = S ER. AE— Mg 75 i,
FEAF IR P IEAT T &R 1 BRAL e AE— M7 s, /£ “E R e AT TR 1R
[0239]  FE— s 77 0, W LA SERE ] 23 B T VEREL A, BL A H T4 S 1t S
A ) A B A BB AR & A SR IR S
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[0240] 7% 1
[0241]
Q Q
O=g-Cl 84 w3 O=g~N,
o peN, - - Rs
@) ]

Ry I1-B Ry

II-A 1l

[0242]  AE—FhsLit 77 a0, T DUZ T IR 7 & 2 & 3 (11D BG4, Ho )ik
TTT-A A1 TTT-B A BLSE AT PR IRTRAF I B2 R A s, LR B A 7 VA 25 1 o A — P St
T, HE A TTT-A AR ERET BB &l 78— Rl 7w, 2 N&E. 78— Fhsitsr =
M1, 7 8 OHe FE—FhsLiE 7730, Z 2 -0 B, Hrb T11-A AFRET. R\R,\ Ry R RAT X A
WA b e L. AE—FPSLiE 7y P, EARR FIE AT T % 2 FIR M. fE—Fh st
T EER P AT L 2 B 7E—Fh i 77 0, eS| TR 2 MR B 78
—Fh s 77 S, 75— Fh B2 Rl A O %0 ) B B A IR 7745 HOBt B EDCT 4778 N i3
ITHE 2 RRPL. AE—Fpsii 77 3, 78 T2 3k Bt foc A8 10X 1) A 4 0 Jen 48 4k 750461 20 DMAP
(AFEAE T IEAT T 58 2 BN AE— st 77 0, 7B /e g Rt i — & R =2
FEBl = R O ATAE R IEAT T £ 2 R B

[0243]  77%2
[0244]
Ry
o) Ri__x T NRs
4 A \>’R8 X);x
+ it e O
\ s N
| Ro N Rs
Ry O Rs Mg,
A -8 R © u
[0245] 7% 3
[0246]
Rg
o Ry Rig
Z Rio
“\ + — = @] N R4
| Rz N Rn Ry
o H=MN
Ri Rs | b Rz
VA V-8 R © Y

[0247]  AE—Fhsjl 77 P n] DUZ IR TR 77 42 3 il & X (IV) &4, Hodr el g 1v-A
AT TV-B 7] LA AT bR IR 15 I Bl BB AR U3 AN B I 7 2 28 B o A2 — a7 =N,
HE 4R TV-A PR IR ET BBt R . /£ —Phskiti 7720, Z e fE—Phskhiti 77 =0, Z 4 OH,
FE— Pt 7 N, Z 0 —0- BEdk, o TV-A NFRET . Ry WRywRysRow Ry AT Ry A IIA ST 4k
5E X[ e AE—Fhit 7y P, AEFE B FIE R P #EATIT R 3 R BL. £E—FpsLjl 77 2, 7515
BERHEATHREIWNRPL /E—MsLiEry Xd, =1 T #IT ISR 3R E—PsLjEry
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T, £ b B R AR S R 70 B A Il 7RI 4] 4 HOBt B EDC (4748 R #4777 %8 3 1Y
SRLo AE—PhSE T 2 £ T 2 B g A3 1K 0 A 0 0 4B AL 770 61 S DMAP )47 6 R 72
75 3 B AE— PSR 77 30, FERG 2 = Z RGBS A 2 R A7 A2 N IEAT T %
3 ISR

[0248] £ Asifs 77 2, AT LA SE ] o I VAR, BLR A T4 R A &
AL 1A HLA A % A SR &4

[0249]  FE— sty s, ROVTTSR 155 2 M5 3 .

[0250] E % 4
[0251]
o R4 Ra-Y 0 Ra
M < o
O=g-N P O= —NR
— 3
/WRQ A ﬁRz
R © RZ O
I-C H
R
X -
x/ /)\Z’RS R3Y /i N Rg
O H B O I\?/X
H Sl Rs
| h Rz B R
R1 o R1
m-c Hi
Rg Rg
Q,Rqo ReY Qm
Oy, R %" Oy-n, R
H ) Ra
[ \ R2 I \ Rg
Ry © RZ O
W-C v

[0252]  fE—FpsgiE 5, 20 (1D . (1D 8¢ (V) KL &4 m] LA e T % 4 1 &, Ho
Ri~ Rov Rys Ros Rga Row Rygn Ry F X O IIARSCAR 8 LI, R N ATIEEUAR A GEE, H Y HELR
B, 7E—PhseiE S, PIAE T1-C. T11-C H1 1V—C A] LAFR BB 77 42 13 SR ik iy 7 v 0
S A 2% o FE— PRt T 2, e AL O T AR S0 BRI R S 7R VAR bt — B R A
A, 48 e A R b AR BORAE (9 A &R e BRI ) AN L o B A ke i
1T o FE—Fhazii 77 20, Ptk R BV A4 B B 5 L 56 i, Qi it v 2 i o 76— s
77 R B R SORA YRR, BT S F b, 1% SR RO T K A HE, HIAR HCL
Beigk, $E A NaHCO M Eh 7K Bes . 78— Fhaciti 7y rp, 7E K MR 2 )5, o R BLIR G4
MgSO, T4, 4. 75—t 77 20, m] DU o At 1 B g ik me i B0k (8 A o e v
LR TR/ Ok ) #— Atz A& Y. E—Phaeiadr =, g LoMS b G54, fE—
Fhszitir 2, Wit 'TH NUR 4k &4 .
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[0253]  D. Z3M &

[0254]  AE—FhSLi 77 A, AR SRt T 2MA S, KA AR SO AL g LR (1) /Y
B B R e R A L o) R S A A ) VR S P B F 0 R S AR VR S ) B T 2 A A
TR K-S VBT 24, A0 2 /b —Rim] 24 U 00 B 70 38004 L 22 i 7R BAR E 711 o

[0255] £ s 77 T, ik m] 2 RO ROE ) B i 22 o i 3R e ) e o & i, H
AT PG TER T I DR AR A A7) 5T RS B PR TR B e T 45 24 38 4%, JLAT DA D IR ER
TEST, BE N2 B2 3558« B T Sk Bk S5

[0256]  fE—FhsLitE 77 o, 29 A -G AT 1 IR 45 25 1 0 AL FR Ik, A5 AR SCHR 1R 1Y
E, Blan= (1) KA E0, BH T il S 4 L e ke S A A () V88 45 D B ot e e A A ) VR
AV EOLR 2 B AR K G WIERTZ . A 2 MR 24 T ROE R B A . e
T RS 25 AR SO BE I 2 A S AT LA B afl) 79 R BBAA T 2 7l Al DA,
FE AR AR SR . AR ZG M)A & W0 SRR B, 0ok A st SO A 5
Yl sE Bt o AT DU AL B ER VAR A B R B A R 2R VA B B L £ B TN R R
RO REN A LAOFE A AR LI .

[0257]  FE 5 — Mg 77 3, 290 4LA WA — RhE 2 Bha] 24 RO S8k LA T i B
Hhes 25 B AL o B2 S P RT ARG A T bk P 2 B2 B0RE I VRS I, 35 PR Rl 2
W 18 A0 AT 32 KIS O G HOM R, B A GE R pH S B AR E M. ANSUEAH
REH AN G B8 B A3 F A9 B S5 92 AR, BU A0 A AT S0V RS, R S5 79 B TR A R PR A 1R
VESS 7)) % B0l FOVE R RIS TR 2L, AT LU B 770 A2 g 1) s G i) L S8R/ B 7R
e

[0258]  £E X —Fhseiti 77 I, 29 S UL T R 4 24 750 B 4R it , LA g AR SR A
(AL S A — FirER 22 B m] 24 F BT 7R B4

[0259] £ P skt 77 2, 254 415t mT DATRC ] ol 52 45 R TR 1Y , A0 45 SE IR R TR SE
T R TIL S AR T B R Dk e 8 T80 4 1) 88 TS0 M 3 TSR PR SR I 48 1) B T8 T e A R
JHORT B 3 B R o X L 70 A AT DR AR U AR N G E A B IT A A R & (S
L, #5140 Remington:The Science and Practice of Pharmacy, supra ;Modified-Release
Drug Delivery Technology, %8 2 X, Rathbone Z& A 4% 2, Marcel Dekker, Inc. :New
York, NY, 2008) .

[0260]  fE—Fhskiti 77 T, AR SCR AR 25 A -S4 7] LALASAL 75 B B2 1) & T8 20
ko AR SIS AT R R B R SR SRR W B B O B T T4 25 B AN 2 6, 4
AR DA ST AL . AR BT - RS E R A AR AR IR T AR I THUE & RIS T AR
a3 LA ST i B2 AR B T 1 o A7 751 8 T 2 AR SE 9] B, 5% 2 0 32 550 R A B ik 2 1)
RS BAR &R L IR 2 k452 . 2RISR SER—RaTam 24
HHF AT &R, AR BB A SR e 25 . 2080 RSB G5 /NI m B 22
L B IR BN .

[0261]  #E— P 77 s, AR SCIR AL 25 W 4 & W el DA-— R 5 25, DA IR (] [R] B 22 Ok 45
2y BLAZIRAE, FEWhT SN T ) n] DARERE 32 i0 7 B B AR e AR AR AR A2 4k, I H.
AJ DA 0 58 B B A N B AR 30 B2 W B A R 2 B0 i 0 o N —
A TR, X FATA RS 2 B4, BoAd4e 24577 S R RRAE A 1) 75 BRI 4 ¥ B B 7R 45 24
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RN 572 1) M 4] e o s ) 38 2

[0262] 75— Mgt 77 3, A SR AL 2 &P — B A4 — P E S B i A S0E
AT 77

[0263]  FEATSER 3 —Fh skt 77 2, ASCHRME R (1D RIS YIRS A 44 ok ke S 44
A IR G BAE XS B R A AR IR A4 BT 245 FH #6 IR KA VBT 25 78 il 28 FH T
TRIT — P P AR SCAFRIRE I 29 O 3ds o A8 SR B8 szt 7 20, 2908 1 771 B )
IR T FERELLSLE T P, 294 8 A SCRER EL b Y o

[0264] 1. CIHR#EZG

[0265]  FE—FhsRhit 77 A, A SCIR AL T O IRG A AW A ST LU T ORG24
(e o A AR B AR I AR . AR SCER I, D IRG 2 O HEAE T A2, &
& B IR AR BRI T 77 GEIE A (Fastmelts) PELUEE A B ZE ) L) 25 4% 4T
FUSEEF REE A i TR /N2 AL 2 R R L s B VR I R R Bk L 1 IR 5
7 (oral mists) VAV FLiVRE ) FALRTE R 577 BRIARER o BR TS TR 240,
ZiNeH A nT LAVEL PR A nT 25 F AR BB 7, SRR (EAS B TRG 45 70 JE 7 77 i
AR TR A T TR BH R A 7] ek A I 7R EH RS R R LA TR B
AR GR S 7 77 v 7 AR A A LR R — S AT

[0266]  7E— P 77 sA, R A SR BUHDRL A T 7RG &5 1%, AR Fr RUAE TR 48 i 5E 1
TP A RS A R B R )AL S, AEANBR T3 B, 0 R K Ve ks 58 vk A TR AL v
¥y (lt0, STARCH 1500) ;B HESS, el 4 & 08 A0 BEns W s ML s RIRAIG
FEE s LU GO BAT R AT R Y R B Y R R L 2 R 22 AR BN TL /R R e H B kT DU SR 4h B2
(isabgol husks) IR R B4R 2 22 L AF 4 22 R OGS Bl (PVP) | Veegum, 74
A BTz AT > L IR M IR VO B AU TUR B (A4 3R 2K, I SR A Y = R A 4R R P
AR RPREARERZMN FREAYER R CHEFHEZR HEC) RRHELA 4R (HPC) (2
PR ILA 45 (HPMC) (S £F4E 25, 11 AVICEL-PH-101,AVICEL-PH-103,AVICEL RC-581.
AVICEL-PH-105 (FMC Corp. ,Marcus Hook, PA) ; iR GW). & RIE 78 ALK, (HAIR T
B IRERES R AR IR R R RIS G (dextrates) R H EEEE i
R L B EE R TR ATk SR A . R A I BUR R FITEA SR B2 S (1)
SRS TR, HAHASUSHEAR N 225 5 M E . RGO 78 70 7E A SCRR IR 25
HEVFRAFEER LONZ 50 B4 9% HE.

[0267]  7E—Fpajl 77 S, A 3G R ELHE, (E AR T e 480 R RS « AL WE L 1L B4
B EREODUER  AP4ER s £ HEEEE L G KT R IR R . RS RRRE T, th i H B
B FURE L AL EE R ULES, 9 2% =, AT DU 7 — S8 1 i) 1 &Rl g, (15 R0 @
It UH I AE I B A . IR R LLAEREIEE Fr o R R AR I 2 A S i
SREHIFR S AR, B2 5 AR SURE R A R E

[0268]  7E— P st 77 A, A3 B8 ARG (B AN IR T B8 s A 1 s A 438, L
RAEAYER MR P R R RS RRIEAR sPHE M e el s MRS, anJIUR
S Veegum HV FHIBACIK s IRAFGE 22K, LA IR AL AF 4 5 s SRR &, b ae
RYER s SZBRUER sBRIRES s U AR 4 25, Lh e By LBEIREN s B P v MR ek 28, thin &
Kiekn SR Eeh R ZE e ML ek skt saligns (R G B A IAEAS SCHR A
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RIZGP LG P i & S RE BRI R 2R A M AR Ak, HAR R AR ST e RN R E 3 A 77
FEA SR BERI 29 A &P 5 & FERE R A 2R B m A4, AR 5y AR U il 5 RN 572 1
To RN AYH AW I EZ 0. 5% 24 15%, 4] 1% 24 5% 8 & 1 B

[0269]  AE— skt 77 T, G 3 BN VE A RS, (HAS BT Al IR R4S < A R IR B < Wit
B cH o L AL EE s H ER R s EESS, o H v L ar BR R AR & B (PEG) Al iR
[ Y &8~ 7 AP SR W = ) IR e 20 SR N 1 T N 2 T Il 7 1 I £ )
T ROV RN S AR EREE TR 8 s H R O BRI s UER s A s 1 s A BURER,
(5| AEROSIL® 200 (W. R. Grace Co.,Baltimore, MD) Fll CAB-O-SIL® (Cabot Co. of
Boston, MA) ; X R EW) . A SCIRIEMZMA S LLEE 2 0. 1 229 5% H = HHE 7.
[0270)  7E— RSty 2 ep, A0 0 B D45, AT i s — %Ue k. CAB-O-SIL®
(Cabot Co. of Boston, MA) FIEAFRIE A - & G & BFERE, (HA MR TAEfT &Rt IR
KIS TR FD&C Ge ks, F7E A AL KA L B RIKATEVER) FD&C Je Aty S HR &
o tOVE A& KB T Gu Rk B 21 3 6 S K & 8 e B S, BB G RE . A iE R
YA R AL 65, AHASBR TSR AL BE A0 7K R R SR B R R AL, 7 A PRIR o () 46 & P 1
EHUR G, LR A KR e . & G ISR AV B4, (HAS R T I 2L H = i
W H YR A I B R, b ks AR =) iR AE . Al i LA EL S, (EASBE T B B S Bl hi4H
2 W B I R AR TE VA ), L R A 2R K WL AL R B R ( TWEEN'® 20)
TR, 20 ik LD BB i RS 80 ( TWEEN® 80) AR = 2B fihlis . 40 id i Bh 271143
OIS, AHA R TR PR A E 20N SRR U BB IR Veegum Bl H R R FR AL 4R 4E 240
F4 TR AR L AR R B NUR AR LN e Bl o 5 38 59 7 T8 79 A 4, AHANRR T H vl L Je v < R AT 8
T TAEE R R K FIREAAIEE . A& IS, (HAS R T A A 8 T B IR 7K
AR PR PRI R H R H BRI H FEEE R A CATE . S A LS HAS R T
W AEE | CBEARER o AEFLIR A8 05 3 B AR AR PEVRAR AL 48, (HAS BT 903 A R e
AIERA VIR AR, BAR TR AR . 5180 A 5, (HA R T iR A
HIBRIR TN o

[0271] R PRAEVE 2 BRI A AT LUK 2 Fhoh e, ROSZE [F]— il 50 o

[0272]  FE— A 77 A, AR SCIRAE A T DUIREG 2 2 AL &9 ] DUE R R F i
FRR (tablet triturates) . m]MHIEEE T I B MR v 71 2 il i B A 7 B B
KPR . B AR 2 AL B IR, ABAE BT VA A BIOR i B9 BB AR B R LA, A
M AE B &R M I P AR VG R 5y . I B AR EE, (H AR T R 0T R S IG 107 « 7K % B8 A 15
i RS 2 BRI BE R AT e 2= A0 R RS« WA v 2 O AR A0 BB I iy, B RT A
I HbAE 55 N AT PRI TE BURAR S A 2 A o AR A 72 KA P T 16 )2
TR 25 R A BRAARE, (HAR TH SR 4F 4 25 R R SR 4R 4 2580 . 58 2 (8% 4000 AT
BEIR A YE R AT A RS . LA T S5 A R A — e e . 22 il iy B — Y
J il JE BT B i s 93 )2 i IR i — AR B — AR 7

[0273]  FE— A 77 T, A A A AT LMK R L &5 it BRORIUREIR T8 2355 1 ol 7 B 0 B
5 — Pk 2 PR SCREOA I3 BB R CELEERS G55 3 iR R R S TETE ) AR
FIR/ BE G ) A A EMRTRIATE R4S 7 s FH T T RS REL g A A EE T
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[0274]  FE— PPl 77 b, AR SCERAL R A T 0 IR 4A 25 I 25 W0 40 W T A Sl 3 s e B A
IEFEFRAL, AT NI R B A 4R 2 e B B I A 1 & o A BRI, AR T - AR
% (DFC) , HM &R 0 L s, — BB 18 L 0 iy — BB 70, AT 58 A PAITS PR RS 70 o o P I 2
(SEC) A&— PP BRI, EL A iR e 7, ad b I H i 1L BB B R ALY 2 B 24k . A
s ml LA B B 71 CABT LA A K o A3 BB TS 7512 AR ST () R e , 4,4 e v 4
HER A V< TR R, SO BIR o A SCHR A BV | ~F= [ R [ 44 Y n] DAL B fE I B b . &
T P VR AAS T 2 [ 4 57 A 5 A B PR I T B S AL i B8 Yk = R P A TR B R, B
FERIE R IR 2 n] DIRAE R | LR 5 4, 328, 245 34, 409, 239 i1 4, 410, 545 FHEA 6] % .
WIARGTIRE AN 52 ORI, B ZE 0 mT DA IR AT » AT 508 B 1503 4 il o RV o

[0275]  FE—FhsRhit 77 A, AR SCER AL T 10 AR 45 25 O 2590 2L 5 mT LA DAYRAZS AT f 8] 44
FRLFRARL A0 FE FL R VAV TR T BRI R GR) . FLARE — PR ARAR &R, Hop AR DA
INER BT BUE S — Pl A o, HomT DR /KB B sl A oK AL, FL7) ] DL s nf 25 4R
IR B 1) FLACFIFIR 5. TR 27T mT LA FE R 25 B &R AI B R Al K PEEE Vv ]
PAALKE ] 245 4%, L anfR g e e me (1) — (IR ) 4%, fltn, O — 40 s AR A
—ANEE AR K PRIETE R, L SRR LB it 0 B 1A B R R K B A
W22 B TR OK T 8, W A B, A mT LA B RS 7)o TV 55 28, 48 4, AE 5 2, — i
(¥ RT LA 2 % S 1] 245 AR s (. 7K ) #oks, BAJT e 252 .

[0276]  7E—Fh s 77 A, HoAt A A DR A4 0 e 4 7 B A 4, (EAS BT AR SR it
(R 35 PR R 20 N e A Y R BB e i B I, R 1, 2- ARG, S HEE
Tk, = HEE — FRE PO H Y — K R & -350- —HIRE K & BF -550- IR R
i —750— Ik, Horr 350,550 F1 750 1558 & “EE AL 28 0 8. X LR A] DA —
ARG —FELZ BT EAL, L T AL R IR (BHT) T AL R L R A E (BHA) W&
TN 4eE R AR R AT TR QR IR g R IR . 7 SRR - 1L AL
IR AR ER A £« A2 AR ER AN AR AR — TR IR A FL e A AR 3 P IR B o

[0277]  FE—FhsZie 77 A, A SCRAE R A T DUIRE Z5 i 250 2 &9t mT LA LG 4 e
WERE K RARE IR 0E . AR A LA SE [ L) No. 6, 350, 458 1A ] & -
[0278]  7E— A 77 A, AR SCIRAE I 24 2469 ] DAVE AR v 1 S 18 1 L Sk i
K ARSRAE, g BRI AL . 7EARRLRE SR SO A A3 0 7T 25 B B4R R 77 mT DA
FERRRE TR BRI REIE ) o 7560 SRR BSOK AR R 48 FH I AT 245 B 044 R R 75 AT DAL RE A
HLER AN — S AL AR UR

[0279]  FE—FRhsEi Ty 2, 7EFTA LIRS fhon U & )R R R .

[0280]  7E—FhsRhti 77z, AR SCERAL T 10 AR 4A 25 259 2 45 mT LARC ] e 37 BB i
T AT T 7 PR, A S SRR T L R IR L 42 AR AL e R ORI R AL - B BUE R
[0281] 2. W B AMAY

[0282]  7E—Fhsiie 77 sUH, A TR 24 4 A4 ] DLE Iy 5 i BN 1 s B Ak
V), HTRMEAE S A . WA MR B /A 250 R 5K A 30k P IE IR P
SN S RSN k= SN SN IS8R SN A A e N2 23

[0283]  FF—FhaLia 77 =N, AR SCIR LRI FH T W7 B 4h s 25 I 25 & mT LABC i & &
Wiy B A1 45 25 WATART 50028, L FE VAR BV L e o IR A TR L 40 oK R G DA B AE v )
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ZHNE G TR ECEEFER B AR T 20 XA 552 AT AR YR 25 MR 2 U E AR N = C A1
TS (2 0L, 10 Remington:The Science and Practice of Pharmacy, [6. F ).
[0284]  7E—Fhsghiti 77 I, FUHA T W B 404 20 252 & Y ml DAL S — R 2 fm] 24
F#AR TR TE ], RS, AEAS IR T8 K57 7K Al VR A 741« FE K BRI B P57 sk
U ) A K BB 3 7] AR e 0 A AR R S ) SRR U R S RIS BB A
Ao ) IR R B 2% A7) 20 G 5R (sequestering agent) BUES A7) BT R 71
R TARY R IEHRFR) S pH I 5 R PR A
[0285]  7E—FhsLiti 77 A, G Id WK P B AR AR, AH AN IR T 7K $hK | A2 28 Eh /K Bl iR £
Gz Eh 7K (PBS) SN 59 VL AR DR S VAL 55 5 i ) W 0 S VAL T TR KV S VR i )
WEATFL IR AL BIMRAS BV SR. A3d A HE K M AR 45, (AN PR T AL SR 5 A AN 35 i B
PR TR R ORF i BN e 8 A AT Y 2R 22 RR I L K S A E i A Ak
K3 B3l 1 T BE v = B AR AR . A& K VR A PR R AR, (AN TR T 2B
1,37 "R AR R & —FE (it 3R £ - 300 FIIR £ —EE 400) A FE L H . N- H
B —2— ML LR AR N, N- — F L 2 BE e fl — AR AR
[0286] 7 FhaLjita 77 XA, G BB IAE PR B 7 T RS , (AN R TRy . My L ok )
R FREE ST B 6 R R R R R R0 2 A DR R R TR B AR Ak L R LSRR (I, EALR
%) e EREEAE S AEATIL AR . A G RSB A EHE, (EA R T & A8 =il AL e
Wi A& aRE, (HA R TR B SRR IR Eh o A& Pt 8 Ak 7 A2 AR ST A 1 B
8, A0 FE IR PP AR IR L AR AR RN o 53 I = BRI A, (AR T SR T & RN &
T 1 Bl SRR 3 BRI A AR SCHE R BB L, G HE R R L A 4k 2B R TR R SR A 4 RN R
RN TR o Ed B LA A AR SCHEIA BB, 4045 284 M K L B4 o H FEBR B L 2R
A B K L AL EE S R ER 80 MV R = LB G HE . & 18 1Y 22 A 2S5 M BB A 1) AL 4, (HAS
BT EDTA. A& ) pH 1 19 5055, (HA PR T E AN 5 AT IR A LR . B & 4% 557
AHE, AEA R TIOMIRS, 4 o —IOHIKS . B - IRRIFE 2T 2E - B — PROMIRS (Il T 24k - B - 35
WIRSAIES T SLBE 7- B — ¥R (CAPTISOL®, , CyDex, Lenexa, KS) o
[0287]  FE— Pk 77 A, UASCIRAL I 29 AH S BT O Z2 R &L 2R, 257 & B
W 4 5 20060, PR BRI R IR P B R . i B B AN R 0 TR 1 3% A AR A0
B A IR SR R B H
[0288]  fE—Fhsghti /7, T W B AN G 25 2 A S LART R B VAR k. /25—
P 77 KA, 292G LIS T Jo /K Rl I s R A, A AR R T AR R TR ST A, AR
i AT HBUA TR . FET5SR 53— Pl 77 i, 29 A S LARD ] CE 2 iR ft. /£ X
— P 77 2, YA S AR Je KA B T e, 7R AT A E A . £ X B
SEita 77 A A AV AR 2 e LR A
[0289]  fE—Fhsghti 77 2, ARSCIRAL H T W7 B 2145 25 B 25 4 & 1 mT LABC il Bl 7. RIS
TS o R TS 1Y, A S R R S G Dk e R T R T B e B ISR R AL R TR
o
[0290]  FE— PPkt 77 b, A SRR AL E T W B 25 25 25 4 & 4 ml LARC il & 5
TR A4~ A B A AR VAL, IR AN RG24 AF— PP sEhiti 77 3G, AR SRt 254
AN 73 BAE [ AR P B S o T, A ANV TR TP AR SR VR 25 A -S40 b S MR RS G IS
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HAERER AL .

[0291]  #F—FhsLi 77 s, G B9 P L o s, (HAN IR TR R AR P R R PR
W IR T BR BRI BOR AL B R R O BB AL B e T BB R SR Ok — IR 4 R ER LR AR
BB RIEIH RRTIH R T 2RO O - TSR OB BRI L 5 —
PR R Ak AU ek T 5k 2 B 6 SR 21 K 1 R 5 D G TR 44 TR AR R s TR A4 TR 1) R P 7K B G R Dt
B AR IR S S BRI 3 7K R B 3R SR LA B

[0292]  fE—FpsLit s N, BIER ARG AR, BEART RAE KNG OB/ A
WGL B 0% /) TRIRTR BRI R LW /) LR IR B L R REBA A B 58— F B4R
AT B EUROE RO SN OG5S G OIFERR LR R — R LM O
MBS FZEAWREN R R OB T BRI O ) OB R
M\ ) LR GIREE /| G =R | LIRS

[0293] 3. AR ZE

[0294]  FE-—FhsLht 77 P, AR SRR UL A GV mT LA R A 25 2 2 Ik BRI . a0
SCAE IR R A A R () SR AN IR VIR B B BE . JRIE
W R G M E a7 .

[0295] 7 FhaLi 77 SN, ASCIR AL R 23 A A mT ARG il T Rl 45 20 T R AR
PB4 B A R AR AT 570 2, A8 L0 S VBOR)  VR R LB 7R e R /K BB e - & 7). 4
K BB Bt 751 B VR TR TR 7R AR R ARE R e R S R e ) R
B2 R TR o AR SCHR AL I 2 26 P ) S 3 i 513 mT AR IR B A4 W B OR  TOsR V9K R
KM IEIRE

[0296]  7E— s 77 T H, i A T 2R SRt ) ) 0 it 7)1 AT 24 FH g A4 AR 7 A, R
AR T K PR B K RTIE VR MR L A M A L B A 0 A R R B 1 R BB R R )
VAR SE BRSBTS SR PR BUEGT R R R S B R AN 4 O IR R B FLA R S S
F\ 2 AN BE A FNEEE A 7R B B R HER S B R ) R TR 57 38 A8 551 R e <A

[0297]  7E— RSt 77 s, A A nT DL LB B E AL B F RSB GBS BN
35 M B e B & 33 5 R 3 45, i POWDERJECT™ (Chiron Corp. , Emeryville, CA) Hil
BIOJECT™ (Bioject Medical Technologies Inc., Tualatin, OR) .

[0298]  7E—FhsLiit 77 A, A SCHR AL 259 240 G- mT LA BLARCE 57 FL 8 57 A0 B BRI i T
AR . Bl ) 3CE B LR P BUR B, R 22 BB AR T BIONE T L R ORT ek A
BN IS R W o NPT K A U L S B S R 7 N 2B B T =R N = S v E S Y =
AT BRAK R, B RsE K PERCE ) s AKTE T 3R R, BFEA R 2 F 2R & Il
AL, K (W0 B FLAIEKE (0/W ) FLR, ARG e . AR AR R H I ER 2 EHR
FMAEsEE (=W, #70 , Remington:The Science and Practice of Pharmacy, [ ). iX
A 5T A PRI, AHOE 7 2 AP R A T B 74

[0299]  7F—FhaLiia 77 s, A B I 2L B 712 5T n] BLE KB v B A K 2 . A L
BRI AT LUK EERT, JF BA S AR (AL FKAH . JhAHE AR 8 W74, — B
DL PRI et e SO T 2 ) R oy B A B8 o 7K AH B B — Ak Iy AR, (EAR AN 2 A, Jf i
AR FLE G B LA T PR AR R S B S B PR T T
[0300] 7 —FhsLiia 77 TN, B AR 0 B0 Y R Gr . BRAH BRI AETRAR B4k
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WA BN ARA RS+ EE IR ESTIEE, HAR T BN IR R S, tein
R R R e CARBOPOL” 3K MR G428, LIRS 248 AR 2k - IR
LI RN CIREE ARER RIS, LR R REA AR R AR RN R R
RYE R RN SR R AL A Yk 2 AR R R BRI AT Y L A4 B s WS SIS, Bt R AR B TR G
WEEPR AN FNBAIRE o R 7 il 5 35 S0 (R B e R, T RAIMN 43 ) bk o B BCH v, B T DLIE
BFF B AU A/ B 08 o B8 771 o A E e A
[0301]  FE— Pt 77 XA, A SCRAL I 234 &4 mT DA LR 7 BT TE #2457 P B Bk
EESEIG 7 Pril N o @ SN = | R = S P | I = IR | IR IS R = N RS S
R TR LA TR 5 55 R B I 7], 2 LW PR T B T BOBH 0 B R 45 2 . A 5 A mT DAAE A
NI 4%, WIAE Remington: The Science and Practice of Pharmacy, [F 38R .
[0302]  7E—FhaLjiE 77 s, B PRAE RN B 38 #5512 B T4 N B A i Bt iy 8] 44 , A T
T A EARARAEAR L T 5 A B A A AT 7 PR e 3 R T B BR P o A TC ] A SCRR AL ) 25 2
AW, B AR TE R R A S A ) ] 24 B BB R A B B U, L A R, T BRI AR R
B A s AN AR SCHEIR B BT, B TE IR ER $h AR W IR . A& EA B, (5
ANRTAIA G (AIAT &) CH - AR R 4 (CRE O 4 B ) ol i | o A
T, DAAR TR IO H v R ER A =R S G TR A MUK BRI L a0 3R M I R R TN
IR R CBE R RTR st AT DA A P AR 0 26 o B P A0 B B R R AT DA S o | B
R KA . B MBS R R 1 ML BN Y 2¢ B4 3g.
[0303]  7F—FhaLiii 77 s, A SCIR AL R 2T A W m] fe LA W TR &) BCE 57 LR TR
FSCEE R BRI VA VB TV GV TRLFR R 771) < B B 7  HIR R ek N AR AL N ) ) T SR HE PR 45 25
[0304]  £F—Phsgii 77 SN, A SCIR LRI A A A ) ] DL S A BB A PFIRGE 4525 24
WA AV R] AL Z R BOA R BT AR, (R DA A 2 B 8 A as (A e
KB I VA A MR R F ALY ) BB S A BB S A i R tb a1, 1, 1, 2- T Zbe
51,1,1,2,3,3,3- LRAGAGEE . ZYHSYIE R DAEA T B T8 ke S
P EE (ELan LB ) G JFN SR . 0T B 3, W oK AT DAL A Ml B
7, AL HE IR BB o
[0305]  7E—Fhsif 7 s, 76 K 7188 38 W WL 2% L S AL 28 B 3 A% TR E A I VA VR ETR
=T AT ARG A S OB B K CBE B T 40 B 3G 78 BIOIE AR SCHR L [ 3% M 1 43 R T8 )
G AT AR SR A v R AR A/ BRI T4 7] B i 7K L B i =y PR I
TR B SR AR -
[0306] 7 FhsLiiti 77 A, A SCHRAL I AW GV mT Dokt 208 TR NI 35 1 RS
b an#y 50 K BATR, B8R 10 eK BAT o IX FoR 4 AR m] AT F A SIS AR 51 EL A0
T 77 VA A, QR e U B L PR PR AU B 5 e S Imi A4 N T gl KAk =1 s 38 Ak
BB S T
[0307]  AE—FhsSLhE 77 I, AT W28 BN 2% 1790 e 3 L 70 B AN 24 7] ] DATRC i el B &5
AR AMA GV I KIREY) & G KL, L an FLREBE R s A PR RE a5,
boan L- 228 H e e Bl Ja PR 8E . FLBE P LU KB — KEMRIER . HARG & RIRIE
FIBCEARADEE , (HAN IR T4 BEAE & A &) 08 22 20 Bl L B B L ORPE B L SR e A . 1T
TN/ BN 25 25 AR SCIR AL 25 & Y m] DLt — DA HE G 0 0 Y R 77, 4 e Ay B A
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VAT TG 5/ BREH RS, EL ARG BOMRS B o
[0308]  £E— bkt 77 T, A SCRAUERI A TR B0 45 25 RO 25 25 W m] LATRC Al s Sz BB T
B2 AR RETBOR X, ARG I AR BT S | DK Tr R T 48 DR T80 &8 15 R TEORT A e AU RE TRORE TR
Fiv
[0309] 4. 2K (modified release)
[0310]  fE—Fhskiti 77 S, AR SCIR UL 25 A1) n] LABCHI A 323 B 00 AL o A S Ad
F AR TS “ 32 45088807 45 ik AH [F) R BR A2 45 29I 5 10k 1 BB TR0 28 AT AN [F] T 57 R
BEIBGRI AL BB o B2 45 R TEOR) LA 45, AH AN BRT BB R 0 B GBI KRR TR 2R ik e
R T 2 118 T M 3R TSR PR TR T8 &8 ) R T8 2 P AL RE TR 15 9 B R R . A2 458 TG
R 25205 0 m] AT F AR U R N 52 DN 22 Ph S 3 B ek B 7 i 2%, Bk 36 &
MDA, EAR T EEREE B EEREE 2PN R E BT B e
K2 AR K G P S A G o 35 1 a0 R TR0 S8t AT DL it e AR Rk A A
PERR 7 1 22 d R R
[0311] B2 U S2 AL H5, (AN IR T, R AESE [ B A5 & 3,845, 770 33, 916, 899 ;
3, 536, 809 ;3,598, 123 ;4,008,719 ;5, 674,533 ;5, 059, 595 ;5,591, 767 ;5, 120, 548 ;
5,073,543 ;5,639, 476 ;5, 354, 556 ;5, 639, 480 ;5, 733, 566 ;5, 739, 108 ;5,891,474 ;
5,922,356 ;5,972, 891 ;5, 980, 945 ;5, 993, 855 ;6, 045, 830 ;6, 087, 324 ;6, 113,943 ;
6, 197, 350 ;6, 248, 363 ;6, 264, 970 ;6, 267, 981 ;6, 376,461 ;6,419,961 ;6, 589, 548 ;
6,613, 358 ;1 6,699, 500 H [ FTLL
[0312]  (a) E:FfRARE
[0313]  £E— bkt 77 T, AR SRR A ) 32 3B 0T 2 RO 25 W) 25 W ] DAASE FH AR SIS R
AR BRI R R ESIE (S0, 00 Takada 28 A in Encyclopedia of Controlled
Drug Delivery, Vol. 2, Mathiowitz Ed., Wiley, 1999) .
[0314]  FERLEGSLl 77 TP, SZ45RE G b ) AR SCERAIL IR 245 W 40 6 7 A8 FH T I e i o
& B ] 1Y), 12 ] e o 2R L R K AT VA K ) P T R B ORTIE TR S, R E AR T4
RGN R IRAFAE R S S AAT D), tetn 2 RS 5T .
[0315]  FE— PP 77 2 rh, TR B mT v b B Jon A BHEL S, HAR T B R R R
WA B RN ST VE Ky« BN B0 s AT 00 J o) R A S L 2 PG B G L AR S
F B RE B JICOR JE 280 JEU R M B 2 SRR < ek 25, B AR AN 22 2R WK Sk PRI, bt
R BN, L BN BRI el AR SR R UK IR BB A YRR S, i o3
4t (BC) W CHEAYEZR MEC) R P4 R (OMC) . OMEC. #& L E A4 & (HEC) |
BRAEGER MPO) MR 4ER (CA) AR 4EZR (CP) . T M4z (CB) JBEIR T FR4F
Y% (CAB) . CAP. CAT.¥2 TR JE AL 47 4 5 (HPMC) « HPMCP HPMCAS . Tt 2 ¥4 TR Jik R i 4F 4
R =B (HPMCAT) M Z 52 2 BL 2 Yk 22 (BHEC) 5 5 4 M ML g e B 5 3R 2 4G I 5 5%
LR IR N DT Hhi e SRR BERE - R PTATR « SR T B B R 2 T A IR i 3L 3R )
(EUDRAGIT®,Rohm America, Inc. ,Piscataway,NJ) ;5% (2- ¥ Z P EF RN ) ;%
S L BRI L- B AR CERRIILERY) IR AR - OB RILERY) K D-(-)-3- %
TR AR PR BRAT AN, an R PR R T BE R AR IR R B L TR R A R LR TR IR
LBE. (- “HREREAE LR ) FREAFGIRES ( =HF R LE) FRERGREAD 1
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YRS EY.

[0316]  FERELLsLE 77 U, A SCIR LM 23 A A0 R AR AT vt i s E RO . v PERK
VSR B A BUENE YRR P, I B 2 fa Bl i i s i s PR R R . & T
A VA b R 5 R A R AR, AN BR T ANVE R, R O 0E R R I R
T RT A RPRENGRPE. KPP ENME T ISR G RE O AR T
U5 - RGP ERIL R o6 - QR CIRERIL TN 0 / TNIGIL W) 0% ) TIGTR
LERHERY A OG5 R CIHBE IR R A M LR S F X E AR
XK TR 2 RS T AR R E R O ) QIREEILRY) . O ) LR OIS / 2
WGBE = LI R O / CIRASE QSR R E O BBAL R JE T B I B R
FR 7. BEHGE RO BE REBRAR B I S A e AR Y IR R BR B L R W) oK e R AW,
WO HEA YR B PR A 4k 2 58 SR AEER AN S I I3 73 /K (R B IR < i s AU TR T Ak 57420,
b 2 O PR e o o 0 R v =R

[0317]  FE—Fhai 70, R TR R AT, Hln] LE R R AR BEY
iR BRI/ BUE TR R KN TS TR 5 RS B DA SR A ) Ak
IR 79 B B A S s bl HA 28 IR T a) 75

[0318]  7E—Fhaiit 77 sUH , 7852 R UTI 2Y o  AR SCER AL 259 2 A4 vl DLJE It AR 453
FARN R RIBI TV 4%, GRS B A SR BB VAR 2 5 RS — R
Ja il o

[0319]  (b) BEERRE

[0320]  7E—Fhsciti 7, r DT H B E R E, Of, BART —Z R4, ~E R4,
AEXS PRI (AMT) A HAZ 0 R G0 (ECS) HlliE /L 32 1B 2 v RO A SR LR 29 ) 2 5
Yo @, XN ERG 2D HEBE S () AR EERSZO F (b) a2
— A3 B RO B . 3 B i K AT R K PR ER BRI N BIAZ 0, AT 2
Tt 3 2 o 155 TR T2 4) o

[0321]  FE—Fhait 7 a0, B VISR 2 40, B A B % L IRt E FEB IE A, H
AT PR 85 i da i 2 B A2 O I BR BN 7o — KRB IEF K AT K 25K R G
HARR A BB RE MOKERS”, A B ER A ERK - FHEKFRSEKER G A
55, ABARIR TS5 K M 2 S AT G ER 2R R A 20 EL s R4S . B 24 (PEO) VR 2. —
B% (PEG) JBTA B (PPG) B ( FRAMEE 2- B 28 ) BRAKR. BEREHER. B
LG LEER (PVP) AZHRH PVP L5 245 EE (PVA) \PVA/PVP JLEE4 \PVA/PVP 55 i K PE B {4 d
B IR BRI 12 LM R I 3 28 L A0 2 DRI PEO Bk B IV o K ME SR 2R S IOR R 41
Y2 SRR R A Y3 (HEC) VR A 4= (HPO) R4 (HPMO) .
R ILA AR (OMC) R LA 42 (CEC) BN 5 R IR RS S IR B AN 4 2 2L 1
5o

[0322] AE—FpsiE 7R, 55— KRB EREB )R (osmogen) , HRE M WU 7K 1 52 e J&] [
WERRIBIELRE . SN REOR, HART VL, thanhniRes . S Les & 1uis.
FACEN SR R R T R B RN AR AR IR R S B ANBR R s HESS, ety
N i N TN N I N 2 N = A N 1 R TN I S G S ]
g, L sk MR R IR . & SR TR IR . 5 R IR 25 R I ALER . O 1R VIR HL R A &
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PR 0 FR DR R  BR B AT A 1R 5 SR 2% s SR A

[0323] £ —Phsgiia 77 T, AR O 22 1075 3% 57 R 4% FH T 520 0 P 1 2 e A7) DA TR 28 s
R 2. 0, E S TR B 2 MANNOGEMTM EZ (SPI Pharma, Lewes, DE) 7] T3t 7F 5
LA /IS B PR a8 326, DAIRGH ™ A2 R ER (RVR 7 R0, 180 I S B RO 4 & AR K
IS A A AR ERIG ST BRI R O ER AR KT o ZEIXPIE DL, DA— 58 I I S8 RE T80 TR 43 AR
AU AL WA RS VE A R =

[0324]  7E—Fh st 77 TH, 4000 AT DAL AR SO A 1) 85 At B T2 51 R 28 4, DAAR
Fe R A B P R B AR e PR BN T

[0325]  fE—Fhskhti 77 I, T T A1 33 JE B R AL 4G 5 Ph AR R B IR R BR S . A5
BRI R BRI A L R AT, BAEAATA N pH T 2K A& AR A
PER, B 2y I A 2 DU A AS I AR OKANE PR o F T I S BAR 1608 1K 58 6 0 ) SE 451
AFEEALI R IBAL R IR M BE R AT 4E 2 (CA) - “BEER AT 4 5 . =BG IR 4T 4E = . TR IR CA.
THER A 4E R BEIR | IRAF4E 2 (CAB) . CA LSS AL I RHE . CA FR AL F IR B . CA BEHIIR
Be FE R AT 4 Rk =% (CAT) . CA R SRR TR  CA 2SRRI . CA & ZIRIE . CA
FLEEFEGES  CA BT IRES L CA T TR ERES L CA X AR R R S B BA B IS . EAETE R = BE A lS |
B - EMBEERES . B — A B =REMRES . O — B FRES L SR I = BB ER L B Ak
12 — B8 L4l WECLPEG. PPG. PEG/PPG 2 Z4 . PVP HEC, HPC., CMC. CMEC. HPMC., HPMCP
HPMCAS . HPMCAT 2% TA] Jis 15 V18 B 5 AP 8 TAT A B R I S HL L SR e b il SR VRS L 7 2R
BE A RS TR e BRI SR SR TR SRR 2 IR S i A 3R ) TR AR L R A8
WG S

[0326] 7 —FhsLiia 77 TN, & A A] L i /K PR AL, Horp LR AR B 7edis 1 U, A
B AR PR, (H/K 2R AT, /e SR E L RS 5, 798, 119 AT . IXFEMER K
PEAH K Z& VR AT 2t () N8 55 FH B K T SRS A4 1, a0 SR I S IR M SR TR M S SR T 3 0
RGBT EY) FE TR JEIN . TR SRR 20 R M A TR Am — R M R )l AN
Tk R SR R B

[0327]  fE— P77 A, P E R b {035 26 o O AT DLJE i WL BOBOE & LB IR AT 5 B
Jio 33026 v 1A AT ARG AR ek 7K VA T A ) ) 2E - BROE I AR A% O R R IR S B ) e S
M SR AT T e A, 352 v 1 A] DAAE SR AT i FE H T B, a0 RIFE S8 B4R 5 5, 612, 059 Al
5, 698, 220 A FFAEX IR LR JZ Y

[0328] 7 FhaljiE 77 s, v ME A B RS THUE AR RO 2 A AR AT DU w R S
FEANFLRR B %0 (R H Al DA R s 38 o 11 AR 3 ORISR AT R 1 1 o

[0329]  7E—FhsLji 77 N, fE B BRI A MM A G ] DL — D AR A SCHiE
() 55 A0 B R TR 7R B A4, DA 3 3 77 () ME e B T

[0330] 7 —Fh Lt 77 ;A , B E IR B ] DUAR A AR S B AR N B3 LA B T VA
T A #] 4 (2 W, %10 Remington:The Science and Practice of Pharmacy, [{ I ;
Santus&Baker, J. Controlled Release 1995, 35, 1-21 ;Verma % A ,Drug Development
and Industrial Pharmacy 2000, 26, 695-708 ;Verma Z& A , J. Controlled Release
2002, 79, 7-27) .

[0331]  FEFELL STy 77 S, A SRR LR 24 A S VB hi] oy AMT $2088 55 2, Ho A HE iR A 75
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AP g3 AN Atk ] 24 FE BT 71 BB B O AR X AR Z & . 2 W, 6 a0 38 [ 4 A S
5,612,059 F1 WO 2002/17918, AMT 58571 2 AT DARR 4R A SUISE AN R ORI R,
A%, A0 45 B4 R ] FESRL GBIk DL AR R 2

[0332]  FEFELLSLjE 77 I, A SCIR AL 25 4 & W e iy ESC #8870, HAD HE IR AT &5
AT R A 2 3 A AR AT 24 F RO R B B AZ O [RE

[0333]  (c) ZRI TR E

[0334]  £E— B Skt 77 20 1, 32 45 B ORI AL rh () AR SCHR L 1 25 W 2H 5 ) T DA il ik 22
R E, AR 2 AR BRI BN R, A N2 10 um 24 3mm, 2] 50 bm £
29 2. 5mm BLZ) 100 bm £ 4] lmmo. A] DL S A SUIBE AN 5 CEN 7756l & XM 2 kL1
AL FEIR VL SR AR B /TR B 5] - eS8 M il — B A IR P 0. B,
I 41, Multiparticulate Oral Drug Delivery ;Marcel Dekker:1994 ;Pharmaceutical
Pelletization Technology ;Marcel Dekker:1989,

[0335]  7E— s 77 I, WA SR 5 HAR IR I B B A TT DL S 29 A S V3R, DA
AT INTATE S RT . BT B2 B n] DAL il 2 0L 126 B BT DL & i i
MELRAT, LA R S K AT IK MK R G« 2 W1 7] DA — 20 b P i
B

[0336]  (d) 4E[a1iik

[0337]  AE—FhsLiE 77 2, AR SCIR LA 29 W) L6 Wt ] DA TEC ) Rl 48 1) 455 72 AL 2L 24K
BRI T B4 B S A4 H A X3, L4 IR A& — B 204t — Rediidhk - Hhadhik R, sLh
A EAR FAEEE L F S 6,316,652 :6, 274, 552 36, 271, 359 ;6, 253, 872 ;6, 139, 865 ;
6, 131,570 ;6, 120, 751 36, 071, 495 ;6, 060, 082 ;6, 048, 736 ;6, 039, 975 ;6, 004, 534 ;
5,985, 307 35, 972, 366 35, 900, 252 5, 840, 674 ;5, 759, 542 ;1 5, 709, 874 FAFFHIALLE
[0338] 5. k7

[0339]  fE—Fhskiti 77 TN, AR B AR AL, 4 B R AR5 FH I, ] DATRI AL 5] 52 1038 45
ZE BRI TER . AR B SKE TT I, A SCR AR & B AR S S A SCR AL &)
()RR, B s A 00, 5 B — o B e A A B %o e e A A B 0 Bk S i) A (R)TR B4 s B
Al 25 H SR VAR ELRT 2

[0340]  7E—2Lsjf 77 a0, WS B S A A SGRELAL G Y (ALFE 50— X e Al 44 |
FO W e A AR BAR R W R A AR VR S8 BRI ZG ) L A I ERET 2 ) BRI AL R S 28
FEFS d5 T o A — ML MR SRR 1 AR R 7 7)o

[0341]  AE—Fhskits 77 2, AR SCRR A B35 PR 20 AN B R B DA [F] ) 45 24 i A0 25 24 &2 2
Fo FEF —RhsErE T b, SR A AT DARTALES 25 i S T R R

[0342]  FE—Fhsiite 77 I, Wl &0 & A SR AL S RI I AL . WR & n] DUt — 2
i — P B2 A AN AR SO A 58 IR PRy, B R A R R AR BT AR, B LA
[0343]  £E HAh kit 77 2, Wl & m] DAt — DR A T 48 24 ik iG TE R AU B . IXpE
PR 2 5 P S 8] B4, AEANPR T 5 2 T A8 U TR 285

[0344]  FE— M 77 0, BlF0)& ml AE— A0 00 5 F TS AR O 40 MR B, DL SRl T
25 2 — R B 2 RS PR R O R] 2 P A4 . 90 s T SR TR k0 DA AR A DAL i B Ah g
24 1 (5] A4 TR AR, T 500 8 T DA, 755 0 R BAA R 5 3 25 44, 0 PR k70 T DA G i i

46



CN 104860907 A w Bf B 43/66 T

DA 13 T B B8 AR 29 (0 RS0k TE T VA T 25 F 3R B sSE A 45, HARFR T 33 51 F K
USP 5 &5 /K 344, B B AS R T G A0 B SV« AR EC T S R, 6 260 W S A5 e R N &AL
BN SR RN LR AL AR A IRV STV 5 K AT VR VA PR 84, L aME AR T 488 R 4 R
P DL AR K S, Tl A EAS PR T T K3 BRRTI A A VS 22 BRI < TR 2L L Y SR PR
S BR AR R R I

[0345]  fE—Fhsii 77 =, A SCHRAE A4 A4t mT AAE T A AT b AR 573 2 % 40255 44
BHE G R . 2 W, B, 3£ E LR85 5, 323,907 5, 052, 558 ;1 5, 033, 252, 440,
BB S2 B AR, EARIR TV B AR T NS I IS NI A RS S T
RO TR RSN 25 25 FVE 97 77 W B2 R

[0346]  B. ff 7714

[0347] 1. 440l 5E Aiid P I e

[0348]  fE—Fhaita 77 A, AR SCER AL —FhAM I B PR e [FAE VEYER T70:. 76— PhSLiE 7y
A, Frid 755 AR A SR LRI A, W a0 (D) MLE4 R~ RENE - O & O Bl %
RCUh o 78— PP s 77 20, A2 EFm B BR T, Frid 77 ik AR AR SCHR L1k & 4 9 i =X
(D) FIHAYIZMEI ARG E AY) eIFAF I —PNEEZ A0 A, HAY eIF4E e IF4G (—Fh
XHLEE ) A (P RNA ERER ) o £E— PP T A, A SR BRI IR I, Brid 77,
FEHARSCRAEMAED B (D) AR eTFAE F1 7- FEE S 57 — M 2 (B AHH B
YEF o 7E—Mh it 77 P, AR SCRAL M 7788 A SCIR UL A1, Bl =t (D a4
PR EME - AR S AR PR G . PP ST 7 P, A SR A A &
/N ELERE (on—target toxicity) . fE—FhSZir =, ACREFAEH A RGBT
FREL . AE— Pt 77 U, AR SCRR AL RSP A AR G, RIS T IR 4 i B AN eg
P

[0349]  fE—Fhsliti 77 I, Frid b & e e th 8 a1 18 — MO 8 A SR R % . fE—
FhsLie 77 A, A2 e EIR IR, Il Ak S E R HUIER e IFAF HE4 .

[0350]  fE—Fhsiia 7y 3 A, A SCHR A — Pl B P A Hedgehog IH BTG PERY 7732 7E—Ff
St 772, TR TT AR AR SCRAE AL A, Bl st (1) MALA il Hedgehog 1 i
[ —PPE 2 P2 Ak . AE—FhsLi 7y s, Brid 7732 646 A SCRR AL A4, i an =t (D 1)
1k &4 i Hedgehog 38 % o Y Smoothened . 78— Fhsfifi 77 2, ik 75 A48 A A< SRt
ey, vl (D Bk &P 16 T Hedgehog 1% 1 Patched.

[0351]  FE—FhsEi Ty 20, Frid b &P B Hh 4 ] Hedgehog JE S .

[0352]  7E—Fh sl 75 XA, BTl A6 & 1) e 36 1 i S0 ey i — S PE S 1 o R U i R
Hedgehog 1H % -

[0353]  fE—Fhakita 77 A, AN SCHR (LA FR (AR SCHR (L A Ak G 42 A it 22 S AR he i — A
B2 AP BT, rid e AR AR T IS (B0 =B HEFLARRE ER+ 7L A
B ER— FLARNE ) RN M R e S e « /)N 200 fekofeg S /)N 200 e g e B8 5440 g
FSCHR BT 40 R 445 P EL s DN SR P e (9 el L L7 R IR R ) L B B
B AT FLER I BT P IR « F 5 2 eI < Sk B L W LR (9 G A A vk BT L R
K B bk B8 ) AN BEFE AR AS BE Bk 25 10 SR I8 J=) 303 e 1R i 4R 9 % MR S AR | (1 I o
(kBRI AE P8 (AML) « 2k plabh E 4 i Pk A s (ALL) B8P BE 40 B A (1 1o
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(CML) ) B SZ R PH BOHE VA PR o A — sl 77 :rb, A Ui B i A SRt i &5
HE G ST 1) — N B2 A A O 2 ok () 28 BRI 7705, BIr i o RE L5 AE AN B T, i Jec 48 i
LR AL (Gorlin ZRE1E) o £E—FhSEHt 77 KA, A SCHR LA FE A SCIRR ML S 1) e i I 24
FALFRE ) — B2 DA B D IR B 7735, Fridw iE A FE AR T5 Gorlin ZRA1EAH G
(PRI e o FESEEE S 77 SR, BriA 77V mT AAEAR Y ARSI/ BRI AR AT o fESEEE S
it 77 XA, BT 77 20T AE S5 /)N SR BROK BR AP 34T o 7E SR S8 st 77 S P, AR SR LR 77
1L — AR AR SUR O R R 77 V50 R e A S A (L s ) NS ()
BRECK SR ) WP IR, 25 AR SCIRIE L & M ab BR 3 ol 3R . NP IRAI AR AP IR
() R TR AT AR AL, DM AT BeAE B i Sm A/ B /.

[0354]  FE— PPkl 77 I, AR SCHRAL AL G4 5k B WAL 40 JE if BE Rz 41 . (PBMC)
SRR ¥, HIE R R A R P A M =, rid s A R A, (HA R T
MDA-MB—468 ( =B PEFLIRAE ) « XPA-1 (JiRARSE ) Al Panc—1 ( JEIRE ) o

[0855]  fE— skt 77 T, BTk 4 oot A SRR AR I AL S M U ml K (D k&,
B HLSOoF B S R A K B SR A A T VR A P B AR X B SR AR VR A, TR AL A EC. I
TF#50.001 M. /NTF£70.005 M. /DT 0. 01 uM./NF £ 0.05 uM /NTF20. 1 uM/NTF
Z10.3uMNT20.5uM /ANT 0. TuMDNTZ LuMNTZ 3uM /ANTFZ5uM /N
2310 u M /NT 29 15 uM BT 2) 30 uMo 72— Pt 77 U, Firid 40 oo A< SO L&
Wi, Bl (1D 4G9 BUHOGT il S fa A4 0 e S A A (VR -G W) BCEE X ke S i) A () 7R
AV, L EE BECo M T2 0. 001 uM EZ) 30 uM AT £ 0.0l M EZ 30 uM. AT
Z10.1uMEA 30 M ATL1IuMEL 30 uM AT 3uMEL 30 uM A TZ 10uME
2930 uM Z 8] FE— PPk 77 0, Bk 40 e ) A SCRR A A S U, sk (D ik
) B e S R A L ) Bl S A AR () TR S P B E o i S A AR VR A, HerR AL S I EC,,
NZ10.001 LML Z30.005 1M 270,01 BMZ) 0. 05 uM 2 0. 1 uM. 25 0.3uM. 2] 0.5uM.4
0.7uMZ) 1 uM 4 3uM 245 uM.Z) 10 M Z) 15 uM 4 30 uM BURT 30 u M,

[0356] 2. JIERIVAYT TP AN / B

[0357]  7E—FhsSEhE 77 2 A, A SCERAE—BhyG 7 TR B e A% R M B 1 B R 3 1
ToIE I — PP B 2 BOREIR R 7715, ARG 4E 20 AR SCRIL AL G4, il sl (D Bk &4, B
X WL S R A S T il S AR A FRT VR 5 4 S BRI PR B 2 R A A B e AR TR A BRI AT 25 F &L
AT K B BRT 2 B SCHR L 29 51 . 78— s 77 =X, A SO A — g
7 TR B e TFAE A1 T I RE 19— PR 2 PRE IR I 77 7%, AR 4G 25 A SCIR LI AL &
W, s (1) B B B S A L 6T e S5 R A T VR 5420 B b B 22 6o e S
M BTR G BRI AT 25 F 3 VR K S P ERT 25 BUAR SR L 29 A & . AR SCHR
HE— PG IT TR B Hedgehog 1 BE AT IR E 10— PR EL 2 FOER B9 7715, HAFRS 2
ACIRUERA G, B0 (D) BAEA) S BT I 74 A4 0 il S A A4 TR 54  BROR
B 2 A X B S A AR TR A B T 2 FH L VA AL K S ERCRT 2 BROAR SCHR IR 24
MAEY . £—FhsLi 77 0, FrdJeie ke i 38 AL i | FLRE = P PE AL . ER+
FLIRIE « ER- LIS L4 RELE S E (Gorlin RS AF ) LM MO o R S i . /N4
JH A S /IS 200 s Tk B 5 24 e RS o 4 e &5 T EL W O B L I L
Je  Jo Mg TR T I %8 PR L SR IR IR PR (pancreatic adenosarcoma) « B %8 B 58 58 A5
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S« HI B BRI = S0  J5 IO Sk S0  IBR EEL UG | 2 4 AR LR | R VE T K B 4 M Ak LR
AR AR AN G55 25 1 S A48 L =350 o S0 SE AR R A MR SRR L 1 e S T R 4 R 1
i (AML) ST Rlibh 4 o e 3 fms (ALL) 2 PERELH M AE A s (ML) B K PR ERMEYE T
R o AE—PhSEHE 7T T, BT iE N 5 Gorlin £R-AG1iEAH G Y 2 IS 40 i o
[0358]  fE—Fhsi 77 I A, AR SCHR AR — P F TR 97 TRDT BOE 526035 A () e (1) — B
B % FIOREIR B9 77 7%, T 9o e bb s i « 389 A PERE BRI AR B A 3 I i, Firid 7774
5 1) 5283 R 2R T A S E AR SR BRI &9, Bl (1) LA B ) e S A 44
XTI S A A PR VR A A B AT I S A A R VR ) B T 24 VA SR K A D ERRT 2
TE—FPsLie 77 K, 52K E WA fE— %Mﬁﬁﬁﬁﬂh,xﬁ%tﬂ%ﬂiﬁ%o 1E— PP S 75
A, AR MG B, Bl RBCK R . 7E— RSz r R, 2k E A R K, £
Pl 7 A, 2R F AR AN R K AFES 4 2 33 be o B BUE Y A BUR .
[0359]  fE—Fh sl 77 A, AR SCHR UL G4, sl (1) B4k -E4) . B0 il S fa 44 %
e S AA) A A VR A5 D B AR X e S R AR VR A ) B TT 25 F 36 T AL ) K B BT 2 B
B 5 BTG I 234 & AE I & F TI697 TR B AR SCHR AR e i I 25470 1
Mo AE— PRt T P, ASCR AL TR T TP B AR SCRR AR RE AL G4, 491 T =X
(1) (AL A B3 o e S5 ) A T B SR A A (1) VR A A B T B S A A VR A ) B T 2
HEh AL K EIBETZ B S Frdib EW A A &1 7E—Fhacit 7 N, Frid
TIE AR E « 72— Pt 77 IR, B i 3G AR PERRE o 7E— Rt 77 b, AR SR HL
4, =k (D Hﬁ%/\% g St B S5 ) 6 e S A AR PR VR A D B E T il S A AR B VR
Y B AT 25 R A KA VD EET 2 BB B Bk A I 2 4 & AE il & T
%ﬁ%ﬁ%%%¢mmho
[0360]  fE—Fh St 77 T, AT LAYRYT L FIUDT B2 B e 9 32 1 1 55 e IFAE 7K 2%
1) B0 5 SO AE , JLALHE (7] 523838 45 25107 A B A SCIR L AL &4, il =X (D) 1Y
%/\% B SXof e S A A L T Bk S A AR (1) TR S ) B X B S R A (VR A B PT 25 FH 26
BRI K EMIBET ] . AE— b 77 R, 7] LUV YT S TP BREE (P e 32 il S
— WP S 1 R B LA A R IR AS  R BRORE , HA R 1 2 i EH S AR B AE R
z!smmﬁiaﬁﬂc/\% =t (1) E’Jﬂc/\% BN B S R A R B SR A A TR VR B P B E 6
SRR RTR A B AT 2 L A R K B IERT 25 . AE— bt gy =, T BAVATT
?ﬁ@?@iaﬁz%mﬁf”ﬁxﬁ%wﬁ e [FAE 7K P11 5 A e 8L (1) B 15 7 9 B0 i » L0, 45 1]
ZRE G ARIT A RE MR SRR ED, Bl (D &) BB R i
SRR IR A EEEX M A VR A B R 2 H B A I K E VBRI S . fE—
ﬁ*iﬁﬁﬁﬁtﬁﬂ,Tuﬁf”ﬁﬁ@?jaﬁz%mﬁf“txﬁ%qﬂEh elFAF 55/ T B BRAG  5
T BRI RE , HLALHE ] 52 i 45 2R TT A S E R A SR LRI A, fil sk (D Eﬁ%ﬁ%\ﬁ
ST Al S R A 6o e S ) AR ) VR A D AR X B S A AR TR VR A A BRI
IKEPEHTZ
[0361]  FE—Fhaii 77 s, n] DLVA YT TP B (R0 i N 323 5 Hedgehog 18 4 (1)
TG T DR B RS s B IE , AL [A] 320 45 2R T A AE I A SRR A4, 4
(D) A BT B A8 A4 0 B e A A4 (VR S ) B B il S A A (R A4 L BROHC 7T
ZIH R BRI K EVIBRTE o AE—Fhit 77 b, BT LAGR YT TIRT B e i DA S i
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4T Hedgehog 18 i IR 5 A SN (1) e i 2 o B » JL AR M 32 i B R AR T A RUE
AR SCERAE R A, Bl s (1) B4k A4 B3 H X e SR R A L tof e e R AR P VR S P B E o)
e SRR RV A B AL T 24 5 A AL K SRR 25 . A — R SEiE T S, T RLIG
97 TR B3 (95 i N 32 ik o Hedgehog 38 B A5 (1 W5 A5 L 578 B9 i » LB 465 ] 52
RS HRIT AR E A SR G, =X (D BG4 BCH T R R A 0 i
FAAAR B VR B B A 6o e S R AR A VR 5 BRI W] 28 P 3k VA A K S B RT 24

[0362]  FE—Fhafit 7730, n] LAYARYT TR B R o0 hE e i B AR PRI e , B FE(EAS
BT AL E ( =B EFLIRRE « ER+ FLARE  BE ER— FLIRIE ) L RS 40 M B2 JBUs Il « /N4
JH et « B /IS0 0 A e « e« B 50 200 MR S IO AN R 45 W L e B L0 e PR I
e (R L R IR R ) B B RS SR BT SIS L E SR B Sk
B0 IR SR (A S A L Ibk EL R L RIE MR K B 4N Ik R 0R ) L AR R ASBERR 22 A SEAA R
J53 TS W O SRR B A VSRR L s (A8t s PR R A MR s (AML) o stk e
WO 9 9% (ALL) BPS MEBELH MRS (L% (OML)) B R PEEMEVE PEI R o 78— PhsL i 77
A, AT LAYVRYT TR B (i B 45  (HAN PR T SRR 4N IR 48 &1 (Gorlin ZR51F) o 1E
— P 7y S, BT LR YT TR B R R S (HAN IR T 5 Gorlin ZR&1iEA R
JE 20 e

[0363]  7E—Fhafiti 77 =X, A SCERAL AL & W40 i BB A% hedgehog 15 5 % (175 7, H
HT697 5 hedgehog 155 74 A R IIE I, B4 >4 Pte ARREAS & LA Smo (Pte DR
JeFe M) IR/ B Smo A E MM A Pte (Smo Difeias (gain—of—function) FA!)
I o 75— PP SLiE 77 = A, SRR R S AL A S 48, (AN BT, ZE IR 4N s v 40 L 29
b B i Rk g ok SR XL %98 RS o 4 e R It s SR e /) 40 B e =fE /N4
Jafifeg B RVRE S LR RSO PR BB S B N B A RDIR e o A —Fhak
it 77 I AR SCRRAE AL A AT DAAE S 25 Hofh b vy T (B sy v sy, A s )
AHERIY ) Z T AR G452 .

[0364]  AE— P 77 3, AR SCIR AL B4 A P 0 i 8 A i, FH T YR I8 AR A S 10
(R BURIE o« 78— PP SLit 77 U, AR SCERAE AL G A TR 7 e, 49 o S A48 9]t 465
987 g | g iR | O SR L LA RE A R B R . APPSR T 2, A SR AL S
TYRIT B RS, A P A 0 AH G PR s B AR 1 (AMD) o 7 — PPt 77 3P, AR SCRR ML 1k
EVHTIRIT RAE / G IE MR, B 0 vd B 8 PR S AR SR A AE AR B B R A
H RN A G PR BERIE RRIE DS 78 VAR R 9% 28 VAR w2 R PEAEALE . 75—
Fh szt 77 A, AR SR LA G AE BT -

[0365]  7E— PP sl 77 2, A SCERAIL B 7 VAL G 4 8 A2 3 A7 AR R B S e i 1 D
B 5Pz Ty 2, AR SR TS 2 52 P AFAENT e IFAE 1 31 UK R E
FRARPP IR . AE— P 77 s, R SCIRUERI 716 % 8 52 P AEAEX hedgehog (55
T % PR TR T U R R P R . 7R — R s 7 3, AR SCR L TR B RE R B
SIS TR IE 1 52 0 A AR SCIR AL A, Bl =X (1) 8940 G40 B Bl S 44 44 %
e S R (VR B D B A A B S R AR R VR B 4 BCEL T 28 P 3 VA L) K B D BRT 24
[0366]  fE—Fhskitn 77 T, A SCHRAUEIRYT TR B 8 R ed Ik L 2 Hhof / Bzt v
B 2 G R E 71, A A & LR 2 E S A AR SCRAL L &4, Bl =l (1) 1
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AW BT L S R A o e S A A () VR B P B A I SR AR VR A ) BT A R T
AU KGRI 2 A FhsLiE 77 P, AR SCR UG IT  TRT 28 008 S5 R S8 fhE 1
7712, FALHE [A) 75 L 1 52 3 45 AR SCIRIE AL &4, il an =X (1) (AL E4 . BOL0 i 5
R A T e S KA AR D VR 5 D B A 5o e S A AR TR VR 5 4 B T 25 FH 3 VA AR A L K A P R
B 2. AE—Phsiti 7y NP, AR SCRR UG YT TR 28 D bk T 45 s ne (0 77325, HLA 465 ) 75 22
H32 R E B AR SCRUEFILEW, 8100 (1D LA BT B AA 4 | X6 i S A A4 11
TR B XT B S M AR VR A B P 28 F 3 TR K B BT 2y . 7E— PRt 77
A, A SCIRAE YT TP 28 s e s i 5 78 2 5 B B 77 vk, SLA s 1A 35 B L 32 il
PR SCRAEFIL A, B (1) B9 A4 B X i S f A L xof e S A A () VR A P B
XTI SRR VR A4 BT 245 3 TR K S ECRTZ

[0367]  FE—Fhsiii 77 =, AR SCIRAIE T Y897 TP B G AR R AT U1 Bk (K8 E S
F R AR | XA PR I B iE (regionally advanced cancer) M1/ BT s I B8 iE () 52
W PIEE 77 vk, ARG 3R B A 32 A A A SCIRIEMAL &, X (D ks
W)~ B H T B S S %o e S R A P VR A5 A A ) e S R AR TR VR A 4 BG4 A 3 YA A
W KGRI . £E—PhSit 77 s, A SCRALVAYT TP BLSGE A SRR AR A P16
()8 E 1 32 33 R e 1 77 s, LB HE 1) 78 B L ) 52 3 48 2 AR SRR HE A A4, 41l =X
(1) (AL A B HL o e S5 A A T B S5 A A4 (1) VR A D B E T B S A AR VR A ) B T 2
FER B A K EWEET ] o AE—FhsLi 77 s, AR SCIRAL T VR YT TR B A R
GG HH e 1 52 B3 H R i I 7 2%, A 9 ) 7 B L R 2 i 5 A AR SR IR AL &, i =X
(1) (AL A B HL T e S5 RA) A T B S A A4 (1) VR A B T B S A AR RV A ) B mT 2
FHER B A K E BRI o AE—FhSEi 77 s, AR SCER ML T YR 97 IR B S A X
P G 8 i 1) 52 3 HR R 1) 7 V% A 1) 7R L 0 32 4 AT AR SRR I AL S 4, i
(D) FIAA ) BN B S ) A4 0 B e A A4 (VR -5 ) B o0 il S A A (R VR A4 BROHC 7T
ZiH L AR K EEETZ o 75— ML T P, AR SCRR AL 1R YT TR B A i
Uity B 7 PRI RE (1) 520 TR RE (19 77 V2, LA 38 ) 75 B L 1 32 i B B A A SCIR L AL &)
BN (1) BIAA A BT I S A A L o) e S A4 A4k () VR B ) B A F 0o) e S RA AR (1) VR 5 0 B
HAT 2 3 AR K B BRT 24

[0368]  fE—Fhsiiifi 77 =, AR SCERAE T YRY7  TIBT & oie FL A 1 77 1%, Joa sk A
N (52 W 4 A A SR LRI A W, sk (D) FIAE YD BOEA LIRSS A il A8 4 %
e S5 R A P VR A P 0 Bk S A A TR A B L TT 24 5 A I K SR
BIZ . fE—Fh a7y s, A SCIRAE T —FliayT BB B S = PR AL e 7 i, oA
PR SCRAEIAL A, B (1) B4 A4 B X I S A A L xof e S A A (1) TR S A B
XTI SRR VR A4 B R 245 3 T AL K S ECRTZ

[0369]  7E—PPsRjlE 77 2, AR SCERAL T IE I 1A 7 AR B A AR SR A
WBIT S TR B L R ) B HH (0 773, Pk SR A S 0 ML 1. TIA 5. T1B JH.
LTIC JHAN IV 3, Prik A SR LRI &P a1 an ke (D) B4 &4 BOH S i S A 4k L oxof Tk 5
PR B R B D BARE X e e A A (TR G4 B T 25 3h I K G ERT 2 . FLIRE
(1) 43 S AT DARR A AR 45038 O ) 77 VAT 58 S0 B AR 38 [ E A A2 (American Joint
Committee on Cancer, AJCC) $2HEMIJENI . 7E—Ppstiti7r b, FLIRE 102 HH 22T TN
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Gy I5AaE B, RO R T B8 70 s 1) 523 A B R s (840 TXL TO Tis T1. T2, T34
T4) JRFBHELLS (H140 NXL NOL N1, N2, N3) Fl / Bz sq 6% (4t MX, MO, ML) [PIRA 4
2., &L, 5 Breast in:American Joint Committee on Cancer:AJCC Cancer Staging
Manual, 6th ed.,New York, NY, Springer, 2002, 171-80,

[0370]  7E—Fhsiti 77 s, AR SCIRAE T AT A SCIR L AL S va T A FLIRE (BRI
MR E W ALIE AL ) (52303 7712, ik AR SCRR I &6 =X (D k&4 8t
X0 WL S A A S T e S A A PRV 5 D B T il S A AR VR G ) B AT 2 FH SR VA IR A L K
EVNEHTE) o AE—PPSEiE T SR, BTk e eI R S A — BRI 2 ER 2 Ak — I PE AN
HER2- BATER o 72— PP sk 77 3, AR SCHR A I 77 VA0 48 25 08 32 i 3 e 8 R A () FL e
(AFEE W= TEILE ) FERDIR, Ma 52 i3 G 2 A SCR AL G IR, rid ik
W (1) RIS B B SR AA L X B Fe M)A 1 VR A ) B AE T B S R AR VR &
) BT 25 H R R K S BT

[0371]  AE—FhsLje 77 s, A SCIRBEIAL SR I6 T I BEAS 50 BUWE B4, (HAN R
T, (1) KM BB, 554 5 M BUR N AGE BUR R RN VE R R SRS L 2
Y BRI i et B (R ABEESE ) DUAE KA MR 5 (2) RYEMZW, B4
SeFE IR (Crohn” s disease) \BtE LN 25 . Ml 28 LA K % 5 (3) ML R A ZELRAAIE
(4) B JET 0 9 1 J IWms » A0FE R 98 VI8 VRN B A% L I U AR A PR B % L RS, R
AT ANFLKS8 B HIV B RLY RSS90 B3 1 5 P A2, 40 B 0 1R AN HLAth 3 A J R s A%
DL B R EL BRI 5 (5) 1 g AR I W2 0 st e 1 9 » 0 i 3o A P 2 Wi L s B 15 R 110 i 3
TR B 9% B2 e R I 8 R T I RS 1 BELZE TR 5 (6) H B S e, LS
KT H (AFEIERIB R4 B8 )  RAVELLBRIE T AU Poms  EREAILTE 77 2 R MEAdAL
Graves Jig LALACE/NER'E 98 5 (7) BHEHEERF (B4 RIF R R i o R s d e 329 ) » 4l
R B HE 7 SE A B A HE R B R AR T s (8) Ak 5 (9) O LB R, BLEE S L 7]
6 vy IR (RIS /O 80 O LR B O JIUSEE « 78 TP O 77 52 98 Bl KA AL A A 5 IR 3T
Jokps « B A8 DA R I 2 48 5 (10) i L 387 [ A5, A0 55 4% A F 37 4% o X Sfe IO P P 4
Az s (1) LIRS BRI PR £ 5 30 75 U9 S 22 0 B I L gk L CRE
il E MiE (B, . B VRIR) BN BRI M DA SO 2 R G E 5 (12) ZF4E4L.
“EAn 3P LS T, (13) AETE AR AT i , B AE R EALRE NG 5 (14) B WiE RS,
AFEE Kz %O JRIR S LR 5 (16) Pz , BHE R /R MR I 5 (16) HEAR
BEhS , AL HE R HIR A A TR BRI L BEHIR T PR SR &R LA S Pickwick A HE 5 (17) 55F ; (18)
I 5 (19) MRz, BLFE TR OLIR F0 (20) & 4%, f04% HIV.

[0372]  fE— PP 77 A, AT A A SO AL B 7 V26 97 s E ARG (AR T, (D) A
T AFEAHANR T, SPE s, S Ib 4 B 1 (1 T » e P R 2 1 I 497 ol i 24
JHO IR A0 B Ry R AZ PR B A 0 20 A I s AT B BE G AR R SR A R BRI (AT
I L/ NAR I8/ EE WG A A I ER R D RE | I Bk D B4 A B s/ e ) W HEVRPEZT I (RA) |
I BRORL 4 40 M 1) RA (RARS) it & 48 Jif2 /) RA (RAEB) %% 284 i ) RAEB (RAEB-T) . [ IfIL Jo5 Hif
ARG PR B A A P (s (CMML) , (2) P24 1 s , B FEAHASBR T, 42 1 BiE 41 o 74
(granulocytic) UL, 18 P4 bk 40 M 1 1 s, A B 40 i Mk A I 5 (3) Z04n i 2 05E
(4) W, AR EA R T E G SR MNAEE R W ; (6) 2 KM i, B EA R T 5 M
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B 2 VR BE B BE R Ak R B R L R A B L IS R 4 i e A A R 4
MoJE 5 (6) FL/RE I BBk A IIE ; (7) RifE s R B RN R E AW ; (8) RI%
LMK S R 5 (9) EEER  (10) S Es M4 ar A2, OFEE AR T & 8898 . & Y
Jo B RIJE U SC EG PR S T A R L i AR 2 AR A R R R R R A PR L
ERJE (LS R ) A4k PR RIS DQPRVIE T 08 UL PRI L TG T PR g Ik C 5 PR e
PR RE AP 20 MR e SUVL R AT B PRRE 5 (1) T e, B4 (EAS PR T M & B U« 2 T
R T PR DR 2 A MR L D O I o 4 R A R S ST U W R R PR R L
205 A PR 0 LR A TRAAR TR L R SR A 4T e e AT I R T oAk B2 R 5 (12) LR, REE
ANBRTBRIE N C/ANARAR ) . T8 PR S BEFL I RSV L B IR AL IR L AL SR
HNRE R R Paget A R MEFL I 5 (13) B F e, B8 E AR T84l i fl'g -
R Rz ik 5 (14) FUIR RS , A FEAH AN IR T LR BRI MR AR B « A FR IR i A R 4y
AR BE 5 (15) BRI , RS (HAN R T 10 5989 2 1B YR8 SR i LW 208 L VIP g 4y
WA A A 1] 2R e g A R 2 eI R B 4 R s (16) AR AR A REAEAS BRT R IO
fEFLI R — 7 WA TR IR JE o BB ROE AU JR B iE (diabetes insipius) 5 (17) BR%E, fFEH
ANBR T IR R EA 2, Dl o 5 B 28 300 ket I B 2R AR 4 RE E 20 DA S A I s
ZHRIE - (18) PHAENRE , G (H AR T SR 40 e B A SE (3008 < (19) ShBE, B s H A
PR T S TR 40 B e N6 20 2008 I L R S R L PRI R Paget 9 5 (20) + B 30, B FEHA
BR T Stk 4 e R 5 (21) F 8, AR H AR T = P9 5 AR = R 5 (22) BRER
g, FE AR T UM 58 F B i | 52 S0 A Ve 4 g A TR) 5 5 (23) i, R E AR
TR A0 M | B e BT R VBCR A IR | PRJR | SRR LR A R L IR
JEAFEZ M (/NI ) 9 5 (24) B, OFEAR T IE. REAEK (BR) iz
AR TRR MR S AE | RIS PR R IR ELR L TR T PR R A PR R R AR 5 (25) S
(26) ELW%E s (27) JHHd, 05 (0 A BT JH- 40 Mo A0 JH-RE 20 B8 5 (28) RS, FEH AR
THE 5 (29) MRESE, B HA R T FLKR &5 W IRAOR BN 5 (30) e, B HA R THE
AN B it e L TR A e (3R SRR ) JIRIE L KAl B AN AE /NG B i 5 (31) 5B HudeE, AL FE
{EAN PR T A2 e 40 MO8 R o 40 Ff e () A8 L 20 it (LR ) ORI 40 MO RS IR 40 g IR G
I\ W IE TR e A R e ( BN 398 ) 5 (32) WUZUMRIE , FEE A PR T s |~ ¥ LA 8 AR
UYL 5 (33) BIZE0E < (34) s, A0 55 (H AR T IR 40 o e < (35) JE 4 e ; (36)
MY R e, LA AH AN BT B R VR B2 R A R AR B s 5 (BT) MR , A0 (HAN PR T 5%
DRA s FPER 5 (38) B2 W iE , A i (AN BT 2L iS4 s IR 40 s A R 0 2008 L TR R
PR A 0 2R L 45 1 T B R B L AR B M B R R R i A B T R R B 5 (39) B,
AR EARR T B 4 ke I B EIReE A e AR AT Mg s (B i/ B8 )
(40)Wilm ¥ s (41) BEWeIE, OFREA R TR AT M4 M) SR IR 40 M s | s A e 5 A HoAth
S nE , ALHE AR TR RS B AR PR R DR Ik 278 — P B PRV ) e e g i
&AM . b R B SRR T IE L IR e FL IR AL SR e (= 0
Fishman %% A\, 1985, Medicine, 58 2 i, J. B. Lippincott Co.,Philadelphia and Murphy %%

N, 1997, Informed Decisions:The Complete Book of Cancer Diagnosis, Treatment, and

Recovery, Viking Penguin, Penguin Books U.S.A., Inc., United States of America).

[0373] ALK Seii 77 AR (6 1l FIAS SCIR (I 1 — BB 2 MO VA S AR AR — BRI &
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AREAE RS2 ARE o BARSIE 7T AR AL T A SCR AL — M2 MO iR S AT — 16T &
AREAE I SZARE o BARSETT BRI 78 A SCIR AL B — Pl P T VA S By T ik — ke if
7R RN o BARRI ST 2R AL 1 8 A SCIR IR — Pl BT vA S LT ik
AT AR A2 o R S T IR U A SR L — R R T VE B TBUR T
B BIRYT A REE I 32 5 o HAR R SEiE 7 SR AL T A SR LR — M2 R TTE S
e H MR AR AT B TR BE R IR ABUR T R B Al R T AT AE RN 52
o

[0374]  AERCEL Sl 77 AP, R4 A A SCIR BE AL S 2 i, A SRR BE I TR 22— 1R T
(32 Gl I A R R BT IRT o AEREBESENE 7 30, £ 45 A SCR L S 2 4T
AR TIEZ —1RIT 32 S M — FE MU iR AT IR T . AR SC
75 3, AR SCRR B TR Z 16T 32 0 O P AR S IR R AR VR YT AR EAT VR T
FERLE S 77 3, A SCIRERTTEZ 1697 952 D R R X U ¥6 7 7 i 24
Mo AERCELSLRE T 3, A SRR B ITIEZ T 2l B B R MR E . R
77, A SCIR AR TTE Z RT3 50 AT eV PRI AE o AR RELE S 77 30, A
SRR TR Z 16T Al BT R TR E

[0375]  fE— st 77 K, A SCRR M TiB 7 B AR 52, AR 2l E S
I A ER SRR G, B (1D B G B f A S A 44 ) T &
P ERAR R e S AG AA BOVR A B PT 2 3k I S ) K S BT 25 L o BT JeE ik xe
TR T (Bl A BuR 25 A 32 1) o 76— P77 3, AR SCIR UL & 15 4
A (D) B EYGIT AR — R 2 FURE 2547 i 52 1, Prid bue 2040, EART K
B KA B PR E A / BRE SRR . AL PP SLi 7 2Crh, Birid e i X AR SCHiA 1)vA
JEATI 521k (B, N5 5 95 ) o AR MhSERETT Kb DR AR A KBTI - i 52 PR .
FE— RS 77 3, Prid e AL — W 52 VR o 72— FhSERtE 77 3, Prid Jee Ak el i e
B - 52 PER . AL PSR TT , ik e N 2 R 2 - T 32 PR . B RS 7r K,
P S S ) 8 T B T BRI T TRV i 52 1 o AE— PR SERE 77 20, Arid e ie s 5 p- B A
I3 [0 2 250 25 VEAT SR AR T AT i 521

[0376]  FE— PSR 77 K, A SCIR AR TTVA M s V6 T 2 1 TANE R AR %, BR
PR BURAE A AL B AR R W, A PR PR T S Tk, 1452
W FH Laf il 7B e R POm BORAE (0 T AR A0 — DR A Ria 7 320 1
Trik, @R R & i BT TR R POR BURE K TR RO B AT AR 1 32 10
HATASFIR S R BUATAS R I R 45 2R, TR b B 32 153 iR 7 nl DURIEAR / e 19
Tl miAZ AL o A7 2256 1) i PR IS I BE 6 £ TE T B SEIR A1 D0 B 78 2 i i A7 b i) 7
BATRAE R AR B (R e 3 R AR ARSI R T AW AR A 28
[0377]  AEASCRALAY A SLHETT ST, Prid 75k m] Bt — B 4 — a2 Az b 3%,
L 0] a0 32 3 P R E S8 2 FAR A R A A7 AT/ BRI B BL

[0378] LA SCRULHIBREASEHETT 2, Frid 75 vk m] DUsE— B 4G 75 ) 32 538 4 2 Frid A
BB SV Z I BIPIm A A0 B, DA E 0 G Gn A SO AR H A ) — R B 714
EI A AL i ROT AL B A2 A R/ BUAS U AR 53 T 5 52 AR 3 e hE i
JITASE FH () HL At S o
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[0379] 3. AWhn W

[0380]  FEIEULsfi 773, AE M AR AR BN AT FH T 5 BCFIIN AR SCER AL 7 VR X g
ARUCHIFZIE, HAR UG TR T EMAN RIS T o R4 E SEi 77 =, B K1) a8 Ab A2 A A
Fahbo FERFE ST A, ORI as ab 2 I 45 (tumor stasis) FZRME. 7E4FE SKi
772, B ) as A e TR e 52K o £E— Rl skt 77 U, AR SCiR s — Mol i vE R 15
B8 v IR B T R e TFAE KT, SR i M S W A senk 1) AR 5 e 5 B WA
SCERRUERIAL A IR TT 43 BIEOR B8 AL I N RO 2R o 75— st 77 =X, AR SO A —Fhod
TP AR 2215 21 18 40 0T T IRIIE — AR IR B R B A T U, Sk e i W R
FEE IR RS B A WA SR R SR T3 BIROK a5 A 35 N e 2R o 78— Fhak
it 77 A, BT IR T VA AFEAEAR S VPAN AR SCRRAIL B4k £ I8 i 2H 23 2 R o R T
TE—FpsLiife 77 KA, BTk 75 i A FE VAN 7R s i 3 FR AR 3035 (weakly translated) J77TH
HER—MEE R ERKE TR/ SRR FRKE fE—RsLiE s Xt £ KR FArE
A R b )55 (AR T VEFG. FGF. TL-1 Al TGF-B . fE—Fhszji iy, A 4R
A7 — PP VP AR SCROR 1 — BB P AR B OR A B R N AR SRR AL A
MIRIEIT R BLRI T AE—Fh i 77 s, AE3R 7 B R L AR A & 2 L TR A
Frid b G400 A 2R 2 J i e A 3 AR AR DA A RN ) & SRR R T

[0381] 4. (WAL Y

[0382]  HRHEFFIGIT M2 EL I B E B2 IPIROG, A SCIR LRI A sk 29 &
Yir] LB A 52085 2 - R I B A0 (BTl BEIES P Rk P o TV v P v S5
BUAIE B R VESTERELN ) RN L S JEE VBHIE L BELI R N EUR S (B niE el E ) , IF Bl
DA B 08 T R P 25 25 38 A2 1 R 25 R RO 591 38 A B AR AN A Jog — S T ) ol & 3 ) 71 =
BIT. IEHRHELE 2 AE il PR 1 7 P B A SRR AL AL S VB A G4, e A S T 1 43 AE T E
IR AE— PRkt 77 b, DURG 2 TR VB &Y. 75— Pt 77 0, i
HAMA TR EVIBE G . ETIIR 53— Pkt 77 A, K A 45 2 ik A SV &
Mo

[0383]  ZSC[HRELL v AT F ik (IV) W2 T (SC) 8% IR 1 45 25 25 SC 4Rk 4k
G ] o AR F L 5 7 SR L R 25 20 AR SCIRIE ML &) 5 — Fh B2 Bl 55 AT
PEF), DA2E 75 B RS2 1R AL RYE T 2R . FE RIS 2550500 mT DA AR SO e e TR
J750e AEFEEL ST T7 I, HLF 25 2560 P LRI 25 24, 09 DV IRERE S5+ (9l TV 8% SO) .
[0384] A 3 HE e S 77 FCAR AR FH T-I6 97 i A 3 B E 1 72, FL B RS A 491 4
IV, SCF / B VR 25T L4 AR SCIR AL A . e Le s 77 0P YR YT PG P 4 )
FEHAZREZRANELZER (FH01.2.3.4.5.6.7.8.9.10.11.12.13.14 8L KT
14 K ), Al b8 B r s b 0 (Bt 1.2.3.4.5.6.7.8.9.10.11.12.13.14 BL KT 14
K)o HTARCIRUERTTIEMA G H & E0FEG G G A2 M A8 E. #l, 7
B2 St 77 T, AE AR SCIR R 77 VA T 45 25 AR SCIR I AL S 1) 1 E 1KY B BT DA A o
Ty 10mg/ REZ) 2,000mg/ KA T %) 20mg/ REZ) 1,000mg/ KA T4 50mg/ KA 4
1,000mg/ KT %) 100mg/ K ZE#) 1,000mg/ KT %) 100mg/ K 2 %) 500mg/ K/ T
2 100mg/ K ZE 4] 200mg/ KBS T4 200mg/ K ZE2) 500mg/ Ko EFRLLSLjE 77, Bk
FIERNFI T Z2) 10mg/ KRB LY 20mg/ KB 24 A0mg/ KB Z %) 60mg/ R.EZ 4
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80mg/ KFE 2 %) 100mg/ K. B L% 120mg/ K. 2L %) 140mg/ K. B L% 150mg/ K. £%
2] 160mg/ K £ 2 %) 180mg/ K. B2 %) 200mg/ K. B L %) 220mg/ K. B L %) 240mg/ K&
% %) 250mg/ K E %) 260mg/ K. E 2 %) 280mg/ K. E £ %) 300mg/ K. E £ 320mg/ K.
B LY 350mg/ KHE LY 400mg/ K. E LY 450mg/ K. EZ Y 500mg/ K B LY 750mg/
RBLEZ 2] 1000mg/ Ko AEHRLESLt 77 0, HARTRI &N, Hli2) 10mg/ K2 20mg/ K.
21 50mg/ K %) 75mg/ K # 100mg/ K4 120mg/ K %) 150mg/ K #] 200mg/ K4 250mg/
R #) 300mg/ K% 350mg/ K £ 400mg/ K. £ 450mg/ K %) 500mg/ K £ 600mg/ K&
700mg/ K\ %) 800mg/ K% 900mg/ K. %] 1,000mg/ K %] 1, 200mg/ KELZ) 1, 500mg/ K .
[0385]  fE—Fhaiii 77 A, AR SCRRAE R S AR AR TR AL 259 4 & P iR 2 Fh (9 & 1
JG AT LU T4 5mg £ 2, 000mg /1 T2 10mg 2 £ 2, 000mg /1T £ 20mg F £ 2, 000mg .
AT %) 50mg £47 1, 000mg. /T 100mg £ %) 500mg. /T4 150mg £ %) 500mg. AT £
150mg %24 250mg Z [f] . 7EHE L ST 77 30, AR SCER AL 4L & I AE AR SCIR AL 2 4 51
BB o 5 BN 02 10mg. 2 20mg . £ 50mg . Z) 75mg. £) 100mg. £ 120mg. £J 150mg. %]
200mg . £J 250mg. £ 300mg. %) 350mg. £ 400mg. %) 450mg. £ 500mg. %) 600mg. %] 700mg. %]
800mg. ] 900mg. £ 1, 000mg. ] 1, 200mg %] 1, 500mg ., £F 3L s 77 20, 28 SCHR L4k &
VITEAR SR BE M ZI A G BN B P I ROA B I 2 2 4 10mg. &£ %) 20mg. & £ %) 50mg.
B LY Tomg . B2 %) 100mg. £ %) 120mg. £ £ 4] 150mg. £ £ 2] 200mg. £ L %) 250mg. £ %
2] 300mg. £ £ %] 350mg. £ £ %] 400mg. £ £ %) 450mg. £ £ %] 500mg. £ % %] 600mg. £ L 4]
700mg. £ £ %) 800mg. £ L ) 900mg. £Z %) 1, 000mg. £ L4 1, 200mg BLE £ %] 1, 500mg.
[0386]  {E—Fhsjs 75 P, AR AL A B 4L A9 m] AE R 5500 Bk 3%, 491 G o ok B ek e
Y BR TR A AR L7 5 B A TR 32, 451 i e V) e v B I R) 4 RS 2. A
Fhsit 77 S, Frid b S AT LE ST 2520 a0 B, 4t B B A B B R
T B IR , BLE B 2B 5 B2 B 3 R BN nT 2 2 B . 4, R T S AAR 1 e A
SE I 4R T & e AR I TR B ELAR R BRI E VAN 25% L . &L, 17, Response
Evaluation Criteria in Solid Tumors(RECIST)Guidelines, Journal of the National
Cancer Institute 92(3):205-216 (2000) o i fa o€ BUH AR T A& I ARSI O N 1 77 7%
B 1, ELaniPAn S 3 BOER . B ARG 2 . B W3 X B 2R CAT PET B MRT 148 (4 1) it
Je Ho A AT 57 P

[0387]  {E—FhsLit 7 s, Frid b s A &l A H A Z— Ik QD) , B il ik H
FIE, tbandE H PR (BID) & H =k (T1D) F14F H P9k (QID) o« £F—Fhsgii s i, 45257]
PLETESVER (BT, B HAESLURBEREZ) , FMER, BIInERE 2 (B SIS
45 2R IBCR EUE BOBCH IF 130D o AR — R st 7 s, B HA 2 A S s 41
Bl R — KRB Z T— K, B8 — Bt i) 76— FisLi 7 20, B H A B Ard b sl &
Yy, AT JE HR N 2 7 R AE RSy SN, B2 52 il AE— Ry A, JEH
M5 25 b AL S B A, B 5 BHEAS 2 B IS IE RN 0 o 76— Phs i 7y s, SR 45 2
Frid b B A — 2SR E— P ki 7 b, SIS 4 st & msid &9 ()
w, B HGY), G AR )\ A ARG AT IE AR 22— ) o 7E—Fhati 7y X,
SRR DT IR S B AW . 71— Pty P, ARG 2 Tk G s &9 (4
W, B RG A B SR 2, MIBR S — 15 L HA RIS B ) o
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[0388]  fE—FhsLiti 77 A, 5 AANRVE N A H B AR H o /RSS20 P
BAA B G R — IR R IR B R =R R TG IR BB — K — R B IR B
JE— R AR — IR = — R BT JE — IR

[0389]  FE—Fhaliti 7l , W RAAFTIMMLEMBA G, B8 — RENNTH —RHE=
MAERE 2 = B AR . 7RSS g S, RS A TR AL
HEW, 52— T8 R JE A BN & o AE—Fhaii 77 b, 45 25 ki S B 54, BR
WP IR, LAY L K 2 JELK 3 LA 4 T LYy 6 JE LK 9 LK 12 B L2 15 L) 18
JE 2 21 B 26 o AERELL S T I, A HHPE RS 2 BT A VB S . AR s
7 I, S A 2 it S e A o AE RSty 20, S AE I A 2R S 2 ik
BB A TEIRTTIEBFEE 25— B TR IRy PR SR 5 152 1L — B[], I 8 2 10 4
B¥) . PEIITIETT DT 29 1 B F , e Bk D mIE T, A/ B VR 9T Zh Ak

[0390] RV YERAE, 097 (I EFEERT ) n] DABERR VR YT 32 50 BUAF 68 A4 B 9 i 1t A2 4k, I m]
DS A L B v BUR TR SR LB BRI A R A R A 38 6 « AT B
e AL IE B IMAE 2 A3, A AR50 G PRI g 888 7530 1ot B 5206 R 25 2 i o8 A7 3%
2N E ARG YT R IH) .

[0391] 5. FL[FZE 25 BRI 7

[0392]  FE—AhsZie 77 2, A SCHRAE A TR T TR B0 AR SCER AL (999 0iE 16 77 VA L
LRSI SR BE R G, a0 (1) A0 B B A8 44 L 0 B S e A4 (1) TR &
SRS B AR VR A B AT 24 £h VISR K G EGRT 2, 5 — R s T,
WA RE VR ST 0, LABRAR B [FIVE YT R . AR — PP i 77 S, RGBT T B () hE
FERE. AE—PpsLi 77 b, L RS 2506 07 AR, (HAN B T o 40 o 25 22 57 DA 42
PUrHER Y. HDAC 01 1] 551 201 MGCDO103 ( PR Ay N— (2— & HE oK L ) —4— ((4- (MLig —-3— 5 ) ms
e —2- JEEE ) 2L ) SR MERZ )) « DNA 48 AR, DNA ZZHKF). DNA FEAbifl. DNA 247 #h
IS A B 7) . CDK IR JAK 06770 $r0 0 8 A i) Ber—Ab1 157 HER2 #1417
EGFR 471175 . VEGER #1411 571) . PDGFR 49361 75| \HGFR #1761]57) . LGFR #5117 c—Kit 47155 Ras i#
PR 77 PISK 1 75 22 — SRR 77 . mTOR 47077 0 ME B 2% L ik Es L 75 B B 1
AR AR ZAHI =SS ER 57 JUiE B B ) KB A SR AZ BT L HSP #1771
Smoothened F5HU vk BT COX—2 HHIFR FUFE AL 70 ey il 7] A b
WRIBERIRTT . LR 2GR0 AT DA E S 2, B a0 0 IREGE S . 72— Fh st 77 =X, 4
SCERAE I BRI v m] DU S U — D ARG 2G5 Ry (BRESmPUER ) P,
[0393]  FE— Mgt 77 I, 55 IRIT AR bUE A . A P sEit T IR, U R AR
7y, A, HAMRT 5 FURMELE . F NS | SR I E | 7 =P i M AR . 7
Fhsit 77, BUE RS SURE AR B, (HA R T KELEYH (FnKEFHAKE
Bl ) FEAZEE (B WAL B R 2 A 3% ) o 75— PP 75 X P, U A e fusfl, B, HA
PRT IR i SRV s RGN A AR R (B R A A COWARNR ) o 7E—BhSEHti 77
A, UG, B R, (EAS IR T8 R Byb R v (JM-216) AT CT-973, 7R
—FhsLiE T A, PUB AN BIASE, B, BEAR T ZFHLE (doxrubicin) MIFLAFER. /£
— P T K, PUE R UME AR R, O, BAR T 2R E R AR & R AL
AER (WHRNIEERZR ) o £ PhsEit 77 20, JUE 9 Hh 30 F 1A B 75, 4] a0 k360
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AW AE— Pt 77 U, PRI B R 2 T 22 B B PR IR b ZE K
Fis s FOSPLVE  FURMEIE R SE R TR BRI ERAR (oblimersen) VEARTAY) EAZEE FEIN
B A H o

[0394]  fE—Fpsfi 77 A, A SR GG AR ES E RTINS A ErT
Ko FE—PhSEiti T P, A SCIRBLAL EWA RG2S . 785 —FhSEi 75 3, AR SCIR LR
WEEFKA L o R IX L 77 7, BARSCR AL A WA D IREGF: Ik R 24524, 55—
WBITHIP NI NI A 2« LUk W B A0 ISR P Bk P BB A VB B 5 VUL ST
"W £0& BN EFE.EWNFHIE VRN & S8 BN Rk T BN .
AT B BRI AL o AE—Fh ST 77 s A, AR CSCIR AL SR SE T R s A )
4277 A2, 9T T IRBER K A o 75 55— Pl STl 77 s, AR SCIR ML AAL S it —Fh e 2
770 (B O ) 4525, 1m0 88 R (BIadER ) &R —Me 2T (B ke )
YU AL T —FSLiE T X, A SCIR LA R L — R 25770 (BInERik A ) 452, 1
F W (BlmduER) BER—MEZTrR (Blmrk) 4245,

[0395] A @ HARIGY T B AT DVEES, HAR T, (1) o -5 ERIRREERAF ; (2) Jropk
WA 5 (3) PUANIKSHAEREALT], W1 ACAT #1175 (1) AR, LB L MRk E R 245
F HAFBREALE RE R (5) PURE A4 Mg 2570, B ke A7) L 2007 | be B e £6 L
IR SR e RN = 56005 5 (6) Pt zy, b inEa s & & & B fh B | bR~ @2 R IG5 52
T#IA 2 (fondaparinux) 25 R ET B SiE AN 2 INEE (ximelagatran) 5 (7) fUbE
PRI AR, AU (9 B OSUI ) B B 550 (A8 B R il ) L Ji 5 2R SRR R 26
(i, g B14S ) RS (BT, 4% 5 SEMR A& F AR IR AIAS Bt e ) ek bE RS (9,
it #% ZUER 245 50 B A AR B ER ) A1 PPAR-y sl 5 (8) It 3 B 7, (el B B 35 | 1 1 4
R BB JE S50 IR R A B 2R AT A R R 2R g FRILL R L v e | s R | S R
AR ST RO | SRR A | AT ity R R | B R L OK R S0 DK RE L 2R S IR A R B A
2 B R TR R VYD R L F BB At AR LT R LR L 2R AT R | R A
FAR ST REME 5 (9) P A2, B, E S ARS8 77, G &35 B2 BT 7 35 3% . amoxiprin. Fi &) [T
RGBT SR S DU R IR ST IR R85« ZE R B 1 KA R B B A5 1R /e M ARHE
JEIR . HEH | faislamine 554045 AR I& 25 LIS 25 ARIE 45 W[ SE 3 LBV 45 g
B A B RIS VB R E AT R EUKER P A5 IR 398 B 22 T K R B L K
MRS 25T RN 25 A B R AR AT X IR B R VLS B BUK A B  £T AR
TR TR PR R | 77 S5 L B U R RS SRR AT ST 5 (10) BRI 28, a5 B 571 s
A AT E A ¢ (11) UL/, 200 GPTIb/T1Ta BRIV (45T, B £ B | 1 2 ik
A BHEPE ) (P2Y (AC) #EHUM (ilan, SUeA% & R STL Al CS-747)  FHI& Ak % AT Al
BAf =) T AR 5 (12) FLIEHEZG, Lb B 4 End FK506 (fih i 25 5] ) FIE MY ERES ; (13) T -TNF Fifk
BCRIVAETE TNF 3244, A8 v 3% . & TR B = MURFOKEr 5 (14) aP2 #1575 (15) B - ERER
BeZ5W), a0 R 4R IE A SEFEIE /R 5 (16) NEVTERES G50, Eh v A g < (17) 4% 6 3 FEL ¥ 57, 2
ORI PR A 5 (18) AT s (19) FRAGEE -2 (COX-2) HIHIF, a2k H BT EH &
(20) FAHITE R 5 (21) AU EE V254, AR na FIERBEEE L 5 (22) ISR, nEl ek S
VBE IR | FR0 FF BB MR | S 30 PR S FRUME MR | P GRVBE R | — UM IR | 1 )R R | R TR IR ik Ath JE TR
B e TR SRR T 22 R SR AR SEA JE L B ORI E | B KIS R RIS N B 5 (23) R
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HLll (BCE) #1157, EL anBE IR KB 5 (24) W, 40 L- RA Bl ; (25) 5 VIIa 15540
(KI5 Xa i 771 5 (26) V& JE 5 — S A EERE IR ; (27) VIR 5 (28) A KPR 4l 55), 40
PDGFE JE PRI 577 5 (29) AL b 2= 524K ; (30) MG CoA 3 JR B 40151 771, a3 Al 77
WEARATT BT FEARARYT L AR AT . NK-104 ( X 44, FHRARIT  Je e fth VT8 nisbastatin) A
7D-4522 ( HFR N T FARANTT B FLARAB VT B visastatin) ;A PERLEE S VIEE (NEP) 400157
(31) W, ak e S (B, vTRIAA ) BESEES / DUMESE IR/ PR R S
T AR R O R A DU AT IR B IR 5 (32) GBIl 5f) 5 (33) #h S Bz 32 A4 45
PO, QR A B AR RIER 5 (34) B THLE N, WA E (ecteinascidin) 5 (35) TR
SE], WERAZEE . 2 P SRR EE 2 A-F 5 (36) MTP #1115 5 (37) AR ; (38) WAL — ER AT
HI57), 4 PDE TTT 40855 (20, daysAdide ) A0 PDE V FIHIF) (B0, s ARAE il fr 4R A
BeHIBAE ) 5 (39) HEMRTAW), WK FLL AV K R EANERAE AL 5 (40) ML/ MRIEI
B+ (PAF) #5507 5 (41) A, Qg voeaf-R40 5 (42) FEIEFHGR 5 (43) 7 =
A5 e T VL RE IR0 5 (44) 22 A ER A BR BBEHIIHR) 5 (45) B &= AWHIH 5 (46) &M Gk
B0 5 (A7) SE[E B, 0 [ B A SRS A At oK | T8 1R 25 40 R o Bl 9 P AR L &
Rl iRs (R ) iR Jefsde ik Jets ik Je e i ZE KA Al 22 V5 e 5 (48) TNF—a 471
A, Wi JEIsE 5 (49) FEMANE] I+, WKEE 2R 5 (50) MLAE A G, Wik Ja 5 B | 3 5 2 1
L3 2 R AT VAT R BOE YD (tPA) L EE 240 tPA. BRI PR | R S R R 2K R B AT
Wl SSRGS 7 (APSAC) 5 (B1) MR 2R SZARTE UM, buanRt AR dh BE 5 (52) $44h e Ay B 4111 il
7 5 (53) L& IREFHI 57 ( XUNEP-ACE 4155 ) , a0 B85 i p Ak s dhi b A0 (54) HoA 25
R, anE LR AR U ORFEIR SR E NSS4

[0396]  FF—FhsLia 77 s, Al LA-S AR SCHRAL )40 -S4 L RS A ) o7 A B e s s
HEBEFAR BT (R, vy — RO o ROROR T L AU TR T IR
IRvy Ik ce=0 R EATIE DA DINT & TN A /) g A T: bl IR P v NS i1 e
WFERF (INF)) « Rl A R IT 15 SR AR AT AT B E IR bk 2 )« S A b i fk T
25, AFE, (BN T A 250 (07 R T BRAEIT IR i SR M e IR i ) Bt
A2 (FTRE B e 70 SRR A AT B RS ) RS U AL s g 28 (6 SRIEIERS
B5— FIR I UE | B B i A AR ) 97 AR AR) (R BM KB B KB i F R A
BE) VREAER (KB E RO BRAFENER) AR (RUAFR. 2L LHE JRE
AT R ) AR (RETTAESERTT ) LS+ ORI S (4B
fall ) AgR (M5 & 55 BE R S P Fh AR At i A FE H 2 B ) LR 5 J B 2R Hh 26K
FARR B . T 55 40 R 3R R RE VR 9T 7, Z WBI a0 http: //www. nci. nih. gov/ s Xf
T FDA HE#E R 22 254 B 5%, 2 W http: //www. £da. gov/, The Merck Manual, 18th
Ed. 2006, and PDR:Physician Desk Reference 2010, 64th Ed. 2009 4 H R EEiHANE
HIHNRNE NS F

[0397]  sZjiafyl

[0398] it T IA AR il 11 S 48] Sk 1o ks it s it 77 3o

[0399]  A. AW E R

[0400] £ IR LT, BRAE A UL, Fir A R A AT IR E 45 Y, T B FUE 75
AL E STt 5] AU A AL SR, 40 Sigma—Aldrich Chemical Company, A] LAfHH]
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M LA, BRAES A UL . AT DL B AR AN 7% O %0 B AR ¥ SCRR 77 V25 2%
W FEFITTELM Aldrich L Sure-Seal JEFEZIE K, Fr4% R FEH o BRAES A UL, 7T LA
i ARSI R AR 7 B0 BIARAE T VAL BT VA7

[0401]  BRAES A UL AR, I8 /EIR L N AT MR R AE— PR SEitE 77 A, RGeS
HIEHEEE A VA T4 eS8 S NRIRGA o 75— sl 77 3, 10 FH 338 — SRR
TRIEIEAR (Merck Art 5719) BHAT M2 €3 (TLC) , FFLAAIEMERILL (v/v) Bel.
FE—Fhsg i 77 Ao, i85 TLC. HPLC B LCMS YU 5E S5 87, FF-HR HE AT U A 1 31 41 Bl Js vz 2%
1Ee 7E— sz 7 P, SR EAMRAT (254 WK ) BRATE K TLC B (5 b i #4341 A
PE KMnO4 7KV AT TLC BRI e AE—Fh i 77 =P, 8 A AEAR 60 Merck Art 9385) BX
FFh MPLC R G T Mo Ar (il (=00, 40, Still 25 A, J. Org. Chem. , 43:2923(1978)) .
[0402]  JE I —FhEC 2 Bl T IR T IEE A T IR SLHEW LS E ) R AR RO
T TR R TR S AP SLE 7 F R, AT NMR SIS AN 5B T R S AR
(‘H-NMR) Jeilf, 7E 5837 TR AE « A2 B4 2 S P AR E Lt T™S (995 /3402 (ppm, §)
KR . P, H-NMR S e S5 5iURIE R P KR FHIE S, 1~ o CDCl,= 7. 25ppm ;
DMSO—-ds= 2. 49ppm ;C ;D;= 7. 16ppm ;CD ,0D = 3. 30ppm. WEZFEPEIEEW T s, BpIE od, —
UG sdd, W EEWE s, = ENE dt, —EUE EWE g, PUEE sbr, M R m, 2.
AHEBLZE Hz) 5. £ PsgiE 77 =, B APCT B EST & ALK B OR1
Bt (MS) %R,

[0403] AW 15— L —2— — g L — kAR —3— FRIR (3, 5— XN — Uk — L ) — [
i3

[0404]

CFs

=CF.
o 3

NH
/N
o CFs

[0405] ¥ it & 1Y 5 % AL -2- = g F AL - RO -3 ik BE =0 (1g, 3. 6mmol) N A
3,5- X — =&AL - 8% (0. 758g, 3. 3mmol) AN, N- — Rz (0.58mL) & —~ & Pkt
(50mL) FERF o EZI TR 1 R, TR MNE F R KA (F HCL, 2X30mL) 1
T 7K VAR (H5 NaHCOs, 2 X 30mL) AbER, $:35 F #h KBk (MM NaCl, 2 X 30mL) , £ MgS0,+
W, FRIRYE . KL S R A AL, ] TR AR / Sk (2: 1) e, B RRBAL S
(1. 42g, 7722 92% ) . ES-MS 11 Q1 (m/z) 466.

[0406] AL EW) 2 :5-(4- FORHL ) -N-(3, 5= W= F FHLIRHE ) -2 = FHHERRNE -3 L
i3

[0407]
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CF,

[0408]  #% 5-(4- & — ZRHE ) —2— = FH P - R -3 LS (0. 0508) N F] 3, 5- X =
R AL - 2K B (0.034g) FIN, N= A 2% (0.026mL) 7 & ke (5mL) A7 19 W
o fEER TR 1 RZJG, R NE R KIER (# HCL, 2 X 5ml) FIB KSR (i
NaHCO,, 2 X 5mL) AbFH, $32 % F £ /K ¥e 3% (A 19 NaCl, 2 X 5ml) , 28 MgS0, T8, I i 4i .
AL A A g AiAl, H 4R 0 / O (4: D) Belt, 3 21 kR L 59 (0. 047g,
77 ZE 58 % ). 'H NMR(CDCL,) 88.12(s, 2H), 7. 83 (bs, 1H), 7. 70 (s, 1H), 7. 68(d, 2H, ] =
0.017Hz),7.47(d, 2H, J = 0. 017Hz), 7. 03 (s, 1H) . ES-MS 11 Q1 (m/z) 501,

[0409] AL EW) 3 :5-(4- YRR ) -N-(3, 5= W= F FHLIRIE ) -2 — i FHERRNE -3 L
i3

[0410]

CFg

CF3
O

NH
/N
o” "CFy
B

[0411] % 5 (4 JRORHE ) —2— =R R L — kg —3- 2R (0. 100g) V& T /K & T (8ml)
i, HAEESR R, [ H I BLER S (0. 028mL) , 55 M\ — LR EiE (L) .. ke
L/NE 2 )5 Wz R BIR SRR T ik%a. 7R, I 3, 5- X - = 28 - %
(0. 065g) FIN,N- —F AL (0.052mL) FITEK S F e (8mL) AR fEZIR FHiH: 1
R AT R ML TR 7K (i HCL, 22X 15mL) A 7KW ( #% NaHCOs, 2 X 15mL) 4b
H, 5 KB (MBI NaCl, 2 X 15mL) , 28 MgSO, T8, Hik4a . R A i hk e A
aifh, HORR CGBR/ Okt (4:1) BE, B 2IFREL 54 (0. 052g, 772 32% ) « ES-MS 41 Q1 (m/
7)545,

[0412] AL &M 4 :2- AL -5 JRHE — RN -3 FRIE (3, 5- XN — — L - ORFL ) - B
[0413]

CF4

CF;
o

NH
/ \
o” ~CH,

[0414] ¥ 2- FJE —5- ZRAL — MR —3- IR (0. 025g) INAZR 3,5- X - =Fm &L - %
& (0. 024g) AN, N- PRI R (0.018mL) £ & F 4 (Gml) FHRIERT .. E£=E T
FE 1 RZ G, # s N2 PR /K P& W (F HCL, 2 X 5mL) AR 17K 75 ( #4 NaHCO,, 2X 5mL)
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AIER, 5 H Eh K ek (MaA NaCl, 2 X 5ml) , 8 MgSO, T4, Hik4a . AL & Wis i ik AL
FEAiAk, O / G CBs (2:1) Wl 15 Bbr AL 54 (0. 035g, 7732 82% ) . ES-MS 11t
QL (m/z) 412,

[0415] AL AW 5 :5-(4- G — I ) —2— = FFHL — BRI -3- FRIR (3— | —5- —F FHL - K

) - Bz
[0416]
CF4
QF
o)
NH
I\
o~ CFs

ct

[0417] 4§ 5-(4- & - 2RHE ) —2— = U — R -3 Bl &L (0. 200g) AR 3- 5 —5— =
O AL - R B (0. 105g) AN, N- = RN AL 4 % (0. 102ml) £ = & F b8 (Gml) KA
W, =T 1 RZ G, IR NEH R KGR (F HCL, 2X 15mL) FH ) 7K
FE VR (# NaHCO,, 2X 15mL) &b 2, 42 %5 A #h K 36 ¥ (¥ F1 NaCl, 2X 15mL) , £8 MgSO, T
e, IRk s, BRHLEM S Ok / OB (1:1) — 1B, 535 81k &4 (0.069g, 7=
# 24 % ). 'H NMR(CDCl,) 6 7.69(d, 1H,J] = 0.02Hz),7.68(s, 1H),7.67(d, 2H, ] =
0.017Hz), 7.53(s, 1H), 7. 47(d, 2H, ] = 0.017Hz), 7. 16(d, 1H. ] = 0. 02Hz), 7. 02 (s, 1H).
ES-MS 41 Q1 (m/z) 451,

[0418] Ak &H) 6 -5 aHk —2- — o AL — MR —3— PRI (3— J —5— — s PR AL ) - Bifi%
[0419]

CF3

[0420] FEZAF, BEBLA (0. 112mL) NN B 5- K -2 = 550 1 2 - BRIR —3- R R
(0. 153g) 7 & FLE (10mL) /1, BE AN — = 2L R B AL =8 I HiH: L/ 2 )5, 8
RNIBEVHEA WG MH A A &5 (Gnl) A 3- 5/ —5- =/ P - 2K (0. 102g)
MIN,N- RN H A (0. 103mL) 7£ ~FHEe (Gml) FHAR . EEE M 1 RZ 5,10
S RLEE TR KV (F HCL, 2 X 15mL) FIBR /KA (5 NaHCO,, 2X 15mL) b3, B2 H
hKEEE: (MR NaCl, 2X 15mL) , 22 MgSO, T4, Hilk4n . Kb & it i (e alidk, R H
Ot/ ZIR G (4:1) ek, BRI EULEY (0. 118g, P52 47% ) « ES-MS 171 Q1 (m/z) 416.
[0421] AL EW) T :5-(4— R — RHL ) -2 G AL — IR —3- R (3-F —5— —H P - K
3 ) - BER

[0422]
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CFs3

as

NH
/Q\ CF;
Br

[0423]  FEZSR, BEEEA (0. 112mL) NAE] 5- (4- JRZRHE ) —2- =F P L - BRI -3- &
i (0.200g) 7E & F 4t (10mL) o, EMAN—H —FEFBEZ. EFE TR LR
2 )G, BRI G E S IR . HE PN &R e (Gnl) 13- i -5- =& F & - K
(0. 102g) AN, N- =52 (0. 103mL) /£ & FHE (Gml) FHIER . LR R 1
R AT R MLEE TR 7K (i HCL, 2 X 15mL) AIHg I 7KW ( #% NaHCOs, 2 X 15mL) 4b
H, 5 ks (Al NaCl, 2 X 15mL) ) , £8 MgSO0, T8, FRik 4. Frlie A @it it
Eaifl, O / IR GER (4:1) Bl 15 20 Fr AL 54 (0. 083g, 72 28% ) » ES-MS 11
Q1 (m/z) 495.
[0424] AL &) 8 :5—(4- Mk — J8dE ) —2- — @ I — URIE —3— M (3.5- X - —FH
HE - Rt ) - BiR%
[0425]

CF3

CF4
o Q

NH
I\
o” ~CF3
CH,0

[0426]  FERA N, K EBES (0.005mL) AR 5-(4- HAH AL - R AL ) —2- = H 4L - ik
W —3— 2R (0. 010g) 7E &%t (BmL)) 1, HE AN AL R BEiG . 7820 Tt 1
INIF 2 A R SR A E A W G o TR & BE (2mL) 13, 5- W - =R - R
fi& (0.008g) FH 1y N, N- ~p A AE & P ke L) FRIER. fEEETHH 1 K2
Jii 5 f S LS T B R KPSV (s HC L, 2 X BmL) AR /K ¥A 3 (Ff NaHCOs, 2 X 5mL) 4b#E, £24
FHERZKBEE: (MM NaCl, 2X5ml) , 28 MgSO, -, JF k4. Roffb & piad i (i 2idk, ©
bt/ QBT (6:1) B, BEREL A (0. 008g, 772 49% ) . ES-MS £t Q1 (m/2) 496
[0427]  B. 7EAE T4 AREEF TC, M2

[0428]  AE—Fisijie 77 3, 78 52 T 40 1 56 o, 88 RS B & 0 2 AR SRR L AL &
1) 1C506 7E—Fhaihit 77 3, 785 T 40 M 19 056 A, 38 A = B PR 7L I8 40 &R MDA-MB-468
2 AR SCAR LRI BTG PR A5 —Fh st 77 20A , 76 28 T 20 Wi 0 38 5 FH PR RN B 41 i
A PLRIE B3R 1 B4R £ —Fh sl 77 20, P DL AR SCHR S A 3047 2 T 40 i 9 X8
[0429]  7E55 0 K,HEANMLLAAE 100 1 L ¥y 3558 20, 000 NIHE / FLEFD B 96— FLALZIES
FRAR B AL T o B8 R, WAk B R 22 R B R IR RS JE N B 100 v L #5397 4
A B AR 200 w Lo BL 1000x ¥R JE il & BEFAL A Y0 4E DMSO Hh PR ARSI . St miik N
30mMo 1:1 RFUFBERH 6- 8% 9— Uik (440 30mM. 16mM. 7. 5mM 55 ) fill1F . S8 )5, Kb &4
PL 1:500 FBEAEA F b, A AR AL T NN 100 w LS 3 TR S 2R/ 1:1000 0 90 5 4 b
WML EY), — =M. 78 37°CH 5% COZMF NEFFRAIM . 78 72 /N2 J& , [ BEfLHon
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A 20 L ¥ CellTiter 96Aqueous One Solution Cell Proliferation Assay(Promega) .
H 40 BRI 99 & AR P, JFAE 2-3 /NI 2 5 B BUAE 490nm MR G IE o IS PR AT A s 1k 4
(IR 50 % ML AR, FFIL RN 10, BT E I8 Sl (ST #iE “ 447
F1% 7, JEH H R R N 5 Bk DMSO 4L FE 41 B3RS I E Z .

[0430] 7oA B 40 g 21 20 i 2T 40 e R B0 2 I AR SCHRR A AL B9 o WG B MG AR 3R
1,

[0431] K 1 AL EYLEKT AN A i) 1C, (u M)

[0432]
v n bt b5
Wy | BEEAE | @RA
RERE | ®BE T3 73 T a4 [ 5 1 6 [ 7[5
Rt | Lk RT-4 10-20 | >20 | >20 >20 | >20 | >20
yix e AE? UB7-MG | <5 | 5-10| 5-10 10-20 | 10-20 | >20
ML
4 EMES | MDA-M . | <
FLBR g Bagg | | 5| <5 | 1020 <5 <5 <S5 g

LA ER + MCE-7 <5 5-10 | 5-10 >20 <5 5-10 | 5-10
ZLBR ER- SKBR-3 <5 <5 <5 >20 <5 <5 5-10

e

UM | Herdneut | "pae | <5 | <5 | <5 20 1020 | 1020 | >20
ER +

~ | MDAM

FUAR R BA15 <5

T : ‘

s | TR IMDAM 5 s | s gg | 500 | 500 | 5410 | 1020

e B-231

[0433]
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e WA Y5
Wy | BERA | WA
mERE 7 1 2 3 4 5 6 7 |8
. s | MDA-M
SUAR B R B-435 <5
AR | =FMM 1937 <5 <5 <5 >20 | 5-10 | 5-10 | 5-10
LE 0 .
i HT-29 <5 | 5-10 | 10-20 >0 | >20 | >20
AW
P 2 E
& SK-MEL | s 1510 5.10 510 | 5-10 | 10-20
5 -28
5 & HEI3§-29 -
AF 4m A
B 5 Caki-1 | >20 | 5-10| 5-10 5-10 | 5-10
idrE
| FrfmM | Hep-G2 | 5-10 | 5-10 | 5-10 1020 | =20 | 1020
i NSCLC A549 <5 | 510]| <5 5-10 | 5-10 | >20
i ksmiiE | H-460 | 10-20 | >20 | 10-20 =20 | >20 | >20
i ST OV_(;AR <5 |s510| <5 510 | 5-10 | 5-10
FRAR % ASPC-1 | <5 |5-10| 5-10 5-10 | 5-10 | 10-20
. Mia
-4 = PaCar <5
AR Bt BxPe¢-3 | 5-10
MAE | E B MS1 <5
Mg | EEE Panc-1 <5 [5-10| 5-10 | >20 | <5 | 5-10 | >20
MR XPA-1 | 5-10
G| Lk FaDu <5 <5 <5 5-10 | 5-10 | 5-10
Y 4]
F’;J%J e Dul45 | 5-10
AR | REHERE | A431 <5 <5 | 5-10 =20 | 5-10 | 10-20
[0434]  7E—Fhsjiti 77 2P, A6 5 T 40 i A9 36 o, 48 F B 4 il 52 AR SCR LRI &4

(K] 1Cs0 FE—FhSERETT 2T, AEHE T AN IRT0 P, A JeKo—1 40/ &R (4 bk 98 ) B
Pfeiffer 40/ & (TRIEMER B bk I8 ) W A SR LI SR TE T . 2E—FhsL it 7y
T, A5 T 40 ) B0 b A A A B A ] DLa F R 2 IOANE T . 5 R AR 40
R IR AL, A FRIZE T [ B FL T N 40, 000-60, 000 A4 AL, 70 40 il R 22 J& 5780 fn
MEEW.

[0435]
2 1,
[0436]
[0437]
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my | BEEE mBi | 1 | 2] 3 | 45 6 7 |8
& .97 ALL Molt-4 | <5
& fo5% CML K562 | <5
& .9k & R SEMK | <5
& f. % AML HL-60 | <5 | <5 | <5 |>20| <5 | 5-10 | 5-10
B-ALL | MHH-
Gifsm | (CRLE2 | CALL- | 5-10 | <5 | <5 | »20 | 5-10 | 10-20 | 10-20
Hi) 4
& f1.5% AML Kgla | <5 | <5| <5 |>20 | 5-10 | 10-20 | 10-20
g% | B-ALL | Nalm-6| <5 | <5 | 5-10 | >20 | <5 <5 5-10 | <5

B-ALL, %
g | AFARAT Ni{,n;{'(i <5 | <5 | <5 <5 <5 10-20
EoRe R
B-ALL
s | (FRFEE | SupBIS| <5 | <5 | <5 | >20| <5 | 5-10 | 5-10
t)
. = 7138,
o B <5 | <5 | <5 | =20 | <5 | 5-10 | 5-10
JeKo-1
. R K
h e o Pfeiffer | <5 <5 <5 >20 | 5-10 | 10-20 | 10-20
b-4m Jie.

[0438] £ T4 Jfa (¥ 1006 o, o ) = S B PR e 4 R MDA-MB-468 M %€ A SCER (I 14k
BN 1Cs00 FG4E RMEFEAELR 3 1

[0439] 3. A Y)AE MDA-MB-468 4 ] 1G5
[0440]

WEY |10 (1)

1 1.5

2 1.5

3 1.5

4 >30

5 4

6 4

7 5

8 2

(04411 C. FE/IN R FioRE A4 ) 7L ol A 28 v ot F 8 2 A 411
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(04421 7E—Fh s 77 2K, PRATAE /N SRS m A SCER (36 (0 Ak & 00t i 8 A2 1 ) 52
WA o AEAEE SLE 77 3, BTA /S SRR 2y MDA-MB-468 SRR AE A 1 LIRS 2 . JEAT
AL, LITAR AR SCHR AL A AP0t /8 B A MDA-MB-468 FLAR 8 A= K i ema o 8 k6 R

[0443]
Fb R/ A s R/SCID
AEMRE - R 9% F WY
[0444]
TRIFATAHOE | 5 2 6 mussram, kEn20g
FiH
NGB Charles River Laboratories
g EE MR 40/ 14
PRA: BT 200, B R F LIRA W AMIILZE,
ARIB TR TR ANE, 54, FREENRTHR
RSBk R
AL B HFZA, B B o R ey 1w,
4 e A MDA-MB-468 3L A% 20 JL 9%
WA A KRR ATCC (HTB-132)
MR Liebovitz’s L-15, 10% FBS, 1% pen/strep
T 8 4 FRARL N 5.0x10° 2 B, VA 50% Matrigel & FHLA

[0445]  H4ZhH) LA 10 R/NER / SEIFRAE /NS 25 P, HoAh B T T KSR K . i
/NBRIE R 3 K, B SR B A K o FER IR Z R0, A 2 8h 4, DABA IR 2 e (g e A
Ao BEIAN B BANE A RIS A ECHEAT I AT . 7R RCHA, LREF 12 /NG /12 /)
RS R o ARHF IR IR VE 20-23°C, AHXTIRIE N 30% & 70% . EMF 70 A 1R), Bl B AR it
LabDiet 5053— IESEM¥] PicolLab Rodent Diet FITLEE K.

[0446]  JRBIVERIREG T AR R/ANRBIATE s. c. #8505 X 10°MDA-MB-468 41 it . 24
J R A8 B AR AR 100 B 200mm’R, FF46 A A SCRALMALE WLz (0K 4) . @it
IP VESHE H— R TR B s, B2 21 K. BEM—. B =M E W TIE0 g, It
H P A S AT B AR

[0447] 4 . G A IR 2

[0448]
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M| AR E At RIEH o il 3 B ]

IR
3 109 M?ﬁ})l\fz;; 51 wam | 10 meke ff‘;ﬁ .
4 109 M?ﬁé?;;’;; 1 wesm | 20 meke jf;; .

[0449]  * MfiR A E] 100 BL 200mm’ I FFARIRIT 405 2457 SN2 24 & m] DURYE s b &
¥/ R (B, A SR EZ S ) .

[0450]  ZHffud% 5% 1% MDA-MB-468 FL w4 s 5275 5 A 10 % in 4 LG M1 1% pen/strep
[¥] Liebowitz’ s L-15 1. FE 4l Mofic i Mgt AT e B YR AL 38, JFaAT 14 A0, FERANSR
Z 5, G A MAE PBS Hiisk, &R AR AR, HF SR e et . B RA LIS
B SRRk 3x (B 1000rpm B0 5 73 8h ) o K40 R EE B 1X10°41 ) /mL, FfH
Matrigel k¢ 1:1. B ERAEFE 0. ImL /) 236 £ s. c. AU,

[0451]  fiieq I & - H MRS ARd o 0 A A H VPN BR TR, )4 i iR & Sk i i 1500mm”,
VO 00 PR 5ot B TR KT 1500mm’FH / BRUMYB IR AEAN / B2 3 3 Ak LA SR T
I SRR 2 DNYERE G ERORYERE (KJE, L) FZ4EEn B 4E e (TR, W) oKk
DS PR, BEJE IR o A A ARAE A ST IR & - (LXW?) /20 FERENI A 8, T AR
P25 iR A A AR AE R 22 o [ ANOVA DU il R IR AR FR I 22 5 o

[0452]  BWAREE AEEEATFFUIHIA, FREFTA B0, [ IR . 1S HE & TIERR N
P E S, BREGCT AT E 20% a4k LA 2 iR T .

[0453]  Z5/INERREGAL G 1 B & NG0B R 50mg/ ke, Ik# 22 R UL Eo R ie A K40
BB R 1 3R 5 1K 6 s

[0454]  Z5/NERIIRZGA YD 2 IR ENBIAEE 0 RS 7 RER 20mg/kg, SR WEE 8 R
ZJEBER 10mg/kg, k2 22 R UL Eo R o A KA B MERR R 1 3k 5 fik 6
[0455] 5K 5 %] REZ) ) R0 b 28 214 B R A A (o)

[0456]
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e 2
. fo bty 1 (%Oi£%7£’%
SRS % 20 mg/kg; $RJE M
(qd 50 mg/kg)
B8 25, HE 10
mg/kg)
F4a SD F-3444 SD 348 SD
%1% 111.26 32.76 112.66 25.90 119.09 30.09
%3 Kk 118.48 52.07 101.41 13.51 103.39 24.08
%5 K 129.65 62.49 91.44 29.52 119.30 21.64
% 8 £ 182.46 113.67 146.58 42.49 139.19 34.38
% 10 & 234.84 112.68 175.96 46.19 181.97 34.35
%12 & 267.65 108.35 226.90 88.80 234.51 68.10
%15 £ 318.11 109.22 276.23 113.56 27634 54.65
%17 % 346.61 108.42 336.22 128.82 311.15 85.38
[0457]
%19 & 406.69 119.50 366.60 92.34 318.18 105.41
%22 X 466.25 84.64 383.38 107.54 356.43 133.78

[0458] s U fifRq T8 LA, IF oF SR AR R (BRI (E AR E R )
[0459]  Z& 6 Xt RN ANAL IR A Y () B B AR ik 06 (%6 )

[0460]
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ot 2
: fo bty 1 (%Oi£%7£’g
AR X 20 mg/kg; RJE M
(qd 50 mg/kg)
%8 K2)E, #X10
mg/kg)
FHME SD T4 SD FHAE SD
#1X 0.00 0 0.00 0 0.00 0

%2 K 0.82 1.36 -0.44 1.50 -1.11 3.90
%3k 0.27 1.74 -1.43 2.47 2.65 3.81
%4 K -0.98 2.37 2.23 3.77 -3.35 3.10
%5 % -0.92 3.31 2.06 3.15 -3.84 3.40
%6 X -0.67 3.92 2.03 2.75 -1.98 3.94
% 7% -2.34 4.58 -3.50 2.63 3.25 345
% 8 £ -1.33 535 4,53 2.32 -5.29 3.69
%9 X -0.06 5.10 2.38 2.97 -3.91 3.36
%10 & 0.34 5.76 -3.42 2.95 -6.29 3.55
%11 & 0.36 6.53 -1.63 3.05 -3.98 2.87
%12 & 1.34 5.60 1.40 3.16 -1.48 2.66
%13 £ 1.63 5.50 1.13 3.41 -1.39 3.31
%14 £ 0.56 4.95 -0.56 3.84 275 3.08
%15 £ 1.82 4.61 2.28 3.40 -0.49 3.62
% 16 £ 2.50 4.94 2.07 2.81 -1.04 3.20
%17 % 2,78 5.43 2.03 2.61 -0.16 3.49
%18 £ 3.75 6.05 2.87 3.16 0.96 3.41
%19 £ 4.78 6.09 4.84 3.37 -0.20 3.81
%20 % 3.11 6.08 0.92 3.39 -1.98 4.44
%21 £ 2.99 5.30 1.87 3.09 -0.19 3.77
%22 & 4.19 5.54 0.07 3.24 -0.65 3.95

[0461] BRI F3R SC 6] FH T 17 AR U0 3 45 AR 53 $R A 78 0 4 R Y e e A 438
PR AR (RS2t 77 3 i A& AL BR AN B A BRVE T o AR U AR 5311 5 2 111
5y WU AL A P B AOR ZE R A5 AOVE BRI A o AR Ud A4S o 51 BT H D s e A AT R HR
HAEMIFAR A NS, gl AR R & A B A R 375 25 0 2 AR AT Bl I AR

XAENB
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SCID /)~ &, 65 MB468 57+ 545 4- I 98 PR A7- A AL 38 JFdd 69 K 3%

500

400 ~

—— Fitk
.
e S 2

300

-3 Jib 8 AR AR () (+/-SEM)

woo o=

5 10 15 20 25

SCID «)» &, MB468 F-#+# H4-1k T X%

10
S
7 s
x
c\‘é
= Qe XA
) o rlfpennnne AY Ly 1
@ ey sl )
ﬁ"
**’J“ & &, )
10
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