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12 ARFEER SR I FTR E= 254 59, HA pirak CIRGIZRN ol sl i .

13 ARPEAR B R 8RR = 25240 59, Hadk— 2D A5 58 — 9677 7.

14 FRAEAR) 225Kk 1 2 7 AR —AUR) ZSR AT iR F A G WA i 285 a7 S TR ks~
PRIERBBA ™S P TR o e ml i (19— sl 22 PR 25 ) s

15 AR PEAUR) K 14 Fr R (14 T s, i fir R ERBBA ™S 100 LR S i Bl 284 A4 g
I3 o

16 FRAEAR) 225k 1 2 7ip AR —AUR) SR AT iR B G WA i 88 a9 T S TR ik s
RE ) — ok 2 IR I 2o 0 g, AT Jes i 25 49 ERBBAZ 544k

17 ARPEAUR SR 16 Frak 1 FH s , o Fh BT e ie A 29 o

18 ARFEAUH SR 16 Frak (19 FH i , L FH BT ERBBAZ WA ) EGFRAL S 44K«

19 AR PEACH SR 18 Fr R 1 FH38s , Horb TR EGFRAS SR AE DL N S e o i &g — ik &
A N EU :689.700.709.715.719.720.746-759.761-765.767-775.783.784.
790.796.826.839.846.858.861 1863

20 . ARIEAUR ER 18T R 19 18 , ELrh AT IREGFRAR AR AE DA N e f 8 & — ik &
AN TN : 719.746-751. 79041858

21 ARYEACH R ASFT IR A 8 , Horh IR EGFRAR AR S A — /> AN e B AN DA L fik
A FENH/ SR B, % 3R #2E F1G719C.G719S.G7T19A. AE746-A750, AE746-T751. A
E746-A750 (ins RP) . AD761-E762 (ins EAFQ) . A S768-D770 (dup SVD) . AV769-D770 (ins
ASV) . AD770-N771 (ins SVQ) . AP772-H773 (ins PR) . AH773-V774 (ins NPH) . AH773-
V774 (ins H) - AH773-V774 (ins PH) f1AH773-V774 (ins GNPH) .T790MAIL858R.

22 ARIEACR ER I8P 1 a8, HA TR EGFRAL A & AT TT90M L858R ik H 4 75

23 AREACR ER 16T 1) 138, HA TR ERBBAL S 4 W HER2AZ 4

24 AREACR ER 23 Fr R 1) a8, H A R iRHER2 AR i ik

25 ARPEAUR) ER 16 FraRk i FHak , Horb pird s AE X EGFRI I L A Foik

26 AR FEAUH) E R 25 Tk (1 i, Horb i i iE 6 Bl 7 5 Je (afatinib) R JE
(canertinib) viA P& JE (dacomitinib) JVRZ FFJE (erlotinib) T IFFJE (gefitinib) (&
PR E (icotinib) SFUMFEJE (lapatinib) EHBFRJE (neratinib) JE2A)#5JE (pelitinib) .
AP (varlitinib) sk H A& A0

27 ARIEAUR SR L6 FT iR (1) ks , FE b Frad e 0 10 I o e« L7 - 1 AT 1)
RN AN 7y [ b ran s L R N RS AN = P A R =

28 ARIEACRI ER 2T Rk (1) i, Forb i dessie i o

29 ARIEACR ER 28Tk 1) i, Forh Fraidessie Ak N o it o

30 . ARIEACR ER 16 Fr i (1 i, Horh it geshe b & R Mo ra e .

31 ARSEAUR S 5K 1 2 7T RUR SR ATk (A S 7 il 25 T T4 5 A ERBBAL 544k
(R AR 25 i i

32 ARIEACR ER 1A 1) i, A AT iR ERBBAL W4 W EGFRAZ 44

33 AR IEAUFI LR 32T R (1 F i, FLh FrREGFRAS SFAALE DL PR B i B o — k%
A AN EU :689.700.709.715.719.720.746-759.761-765.767-775.783.784.
790.796.826.839.846.858.861F1863
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A FH KT 191 9 ERBBER SRUES A BRI 5T A TiaTr i

[0001]  ACHiiEE i H 2015423 H19H , 5201580023803 . 1, #4450k “TR Ik
T AEWE I ERBBIS 2 R 770 vy e (R HR A 2 R FR S 1R 43 S H i

[0002]  HCHIERNIR NS

[0003]  JKHITE K 20144F-3 F20 H HRiFSEEIR g ZEEE61/968, 225 5 L e AT
FUR, s N A5 | I 7 O F AR

B G
[0004] AR PEIRHRMEAT A ANHLBS 25 20 5 o AR SR I HL IR T TR
PG E VR DR — B2 FAEIR AT 12 o

BEEEA

[0005] 1 A\ 257 PR ER SRR S I, ERBBSR Je 5 7 U b1 : ERBB1 GR R AR 1
% 1A&BKEGFR) \ERBB2 (HER2) .ERBB3 (HER3) FERBB4 (HER4) - ERBBSZ (A AT BRSO 454
H LA BT AREE A o AN B — s IR b Myt R4 i PR kil 45+ 4, HL/FERBB1 \HER2FIERBB4
e L, (HAEERBB3 H HL AT B - £ % JIJERBB 1 ERBB3FIERBB4{H 4 EHER2 1 fity SN 1 fic
DLRIIASFIREA o B AR 2 & rT 5 332 AR A TE AR (L DB R 34— S A2 — 58 A ez
REEG G 0L T HER2II A AN 4% 5 Ho s Be A AT AL ERBBAY DA 2R (AR A T [ 5 , (L A
M T R e B AR EE S ERBBIOAIL e — SIS W) « — RS2 MAG AL NIRRT M, 51 4n i
JRUEIX AL Z R ISR 1Y - ERBBAZ AR TR RURE IR AL S RN 2 TR e AN ] o BETR L s
GRS F 0 A DASESE Tl N FIE AL A A5 5 18 SRR O 2 TG, U FEdu i
T/ 4EI5PI3K/AKT A 40145 Z4RAS /RAF /MEK /ERK }% 7% o 75 1F 4o b , ERBBSZ A i Mk 57
PR DL AN AR R , A B L & B AL ARG AR R T AR TR AR
L OIS AR . % (Yarden) 25 A, 24 F 40 0 4 W %% ¢
(Nat.Rev.Mol.Cell.Biol.)2001,2,127-137;#FA (Hynes) 2 A, [ S8E S
(Nat.Rev.Cancer)2005,5,341-354,

[0006]  E 4N 3= BB A7 % 59 ERBBSZ 44, JUIHERBB1FNHER 2 i 147 4 R 2
St H R AR AN AN S B Fh i iR A AR I smBX B ER 25 o b AN, 6 A0 A2 A o (i 2 i
Jo8 0L/ A BRI 2 1 DS S e A JE o RS RV AU PT FR A2 AR I B ek i i e A AR i A
oS AR B NS A S A rR TR A A R A T S 1 « HEE SR, F ARy T4l A= 42
TEi£2001,2,127-137 AE AR AEREB S oeded i 3L 510 i A0 e e Sk
U B U B - E AU B BB ) W R L IERBBEE R ATH &
5 AT ERBBAZ A 1) 285 fBA i (1) 5L DRI ) R DRI SO o ERBBASZ AR (1) S5 5 178 Al ol s A e R A
FOAA TR R AR PR 4R R JE W /- A% (Nicholson) & A, BRI iE 27 24 76
(Eur.J.Cancer)2001,37,9-15; Hfhi5# (Slamon) ZE A\, B# (Science) 1997,235,177-182.
[0007] M FERBBSZARMIIGAL 5 A\ ZS I 1Y 1235 <156, ERBB LFIHER2 5 Ay 25 Wt & 5kt
Hbr, BEEH TR TG S S8 T 3 R M ERBBAZ (R = 1 M , AT
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B ERBB URIHER 2K 40 [ SN A5 AL S5k 1) 5 5 P AR AT S PN SR 4 A/ N oy - 17

23k

[ooo8]  FpClEHTIA LY UA i e ME MG ERBBAZ MR FLad i A I T RERBB T SR 5
L5 BRI RN AR ES A AN S AR — 28 22 PN IR E FH A G 22 1 T 2 4 410l 4 g N HE
HAME s R 70 T (Hudis) , B oeds 2P 524 (N.Engl . J .Med.) 2007,357,39-51.
PUZ 5 AT (Cetuximab) FIMAJE BT (pani tumumab) (FFTERBBLEUA) 1E M B 2557 7k 5
AT R A O AR S I I6 T Hh R R IO G ARG TR o IEA, PE 2
BRUR G HE T 0677 KA RIS F Foise 1 A T EIBa Ve Bl A 1 s R4 s o A 2R e S
7% (Ciardiello) 28 A, B iidk 24 s~ 2452008, 358, 1160- 1174 . FTHER2 P 1 Z BR HA T
(trastuzumab) {EUT A7 E 455 THER2SZ AR 5 AL TV o I PRI ACH , 22 2R R oA 2 AT
Ji& 7R THC3+HER2:: i 3 iR sk FISHAL PRI B L %y 2 /02 . O JHRR 1) LT AN R I B P L g A
F A B R G 0 B AT R Al FAHTR] I B e B I, i AR i 2 BR PR U 2 PG fh 3R
(docetaxel) 7 REUS INVE N T R iiee B  F 07U ;R B R B BYa T, AR A 2 2Rt
(pertuzumab) (FL&5G THER2AZAK I AT LA AR HU R E L) ATt 2P 42 m e e
W% MR PP /R (Gradishar) | #7As 2P 44452012, 366, 176- 178,

[0009]  /]\o3—f-ERBBLIBA I I 741 (ERBBLI) [ A 2% oA (o P i 22k PR 21 -5 S 4 1) 254 it
RANETT I IEH . AR JE (Gefinitib) FIIRZ EEJE (erlotinib) (R FAUF FIERBB1T
251) S Al I ATPASEALLIN R 771, FL 55 18 A ERBB 1A A0 35k DA A T 2l R BT M o A2 R
S PEAE/ NN T (NSCLC) sl s b, (MR 2P B Je il il o Y 42 e B AR A5 %01
TR A AG 7RI HB IS5 N, BT oA 22 Pe 2252008, 358, 1160- 1174 /- HLATERBB 1%
SR B S5 A I N 5 (L SSE INSCLC R 1126 b, 5 AR e AR 2 e iq Ty &
ORI HLAE N 5 257 T P SRS )38 o 1X B8 2 N S8R K43 o A 2k, LR B At
ERBBIANGE 197 7 B 747 B 75040 fLeu-Arg-Glu-Ala i [, sk A F-21F {37 5 858
(L858R) AL I 2 FR 2 2 FR AR T

[oo10] AT, WP e sk i AR JE WD 46 S B i i A1 g Hh A R puiE o848 i /E10- 14
A HWE L L LB 50 % M f KPR R v L ILERBBL [ 4M . 1-20 HA ¥ T790MSF ]
5 (gate-keeper point) Z84% , NG ah & A3 A T4 - T wallick FHTT90MZEAL [T
PERFR PR EEERBB LA, EL A& 55 —ARERBB1T, Horf—28 2 AN i) 13 M ERBB1AHER 2 W H 411
T o AN T A A it B I 1 W S84 55 A AN 5 i [ U R IR RSP il e 1 v i
KA TTIOMIEA P55 2R o b A, 5 T s R eI AR , A~ AT i ERBB T TEL T~ 5 R 45
M HATT IS R 70 /R (Sharma) 55 A, HARIEELEAR (Nat . Rev. Cancer) 2007,
7.169-181.

(00111 FFIGERPTMER A, Bl JE (afatinib) (B8 —4XERBB1I) #IfHINSCLC HCC827 41 Jiy
LA BRI INE T198000) 2B K-, HAFHINSCLC H197540 0 4= K- T A 3k tL i 2
e GLHEA TR L858RZEEAL N TTIOMEEAR) =506% o SR1f , Bl ik B Je it il A431 40 GLAE
B2 WERBBLEK D) , HoG B EEH19755 1004 2 e 2 S R e ImE b Firid b &4
AR AR ERBB LK 21 51X T7T90MZEAR ERBBL {14 25 PR -A'E IR R W M &5 it 2 T 564
I A ERBB L o PR R L i S5 2B ERBB LI AT 1 ) LF-Fir 5 Jc ITERBBL T 259 5 L 7]
PRI 2, ST 2SR UAREE C e P A= RUERBB 1A Bl 124 e 5B FH - T790MEAR (A A1
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PR 2 A0 v 77 o g B e PRI « S PR AT A — 25, e ARATF 9T A BT 2k 25 Je A F A U
R AP OUR R SIRP B ek S RS e T30 D, (H B i K 32 51 MR BE
TR BRP B EME AR e inT B TE RYETT90MB U 5848 B T TN et w2
RE 22 H% (Langer) | IR YR 2254 (J.Clin. Oncol.) 2013, 31, 3303-3330. Ktk , /A4E R
K6 B A0, JC P2 e A 0y EE I B HAR K.
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[0012] AR &
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V-:-',X-..N
[0013] " Tl
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R]

@
[0014] i FHLEA — R A A R AN TETR P < AR S AR AR PR TR 15 Pk [l o7 222 ek 5 ke
HER 277 B R T S ek 25;

0 ng ]|11a 0 -
[0015] Rlygc(o)CRleZCR“Cng\WRW NlaC(O)CRIGZCleCng\/N\n/eﬂ{lf -
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S(0) CR'"=CRUCR", _ I A—pur  -5(0,) CR“=CRCR'™, —§A_ Smir - -\R'"S (0) CR'*=
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\ B B i \ Yo O g
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N O

[0016]  R*NC, bidk.C, JHIE.C, L C, | IABTIE.Cy T EE C | Ty bt ey B
R

[0017] L'y -0-1-S--NR"™) -m-CR"R™) -, Forpg AR IR Py A KL L C
BEHEC, JBHEC, (BEE C, BILTHE C | J7HEC, | I BEhE AT R A, 5

(00181 L*HC, | EIMGEEECy T HEC, ST HEIE 2T Bl 24 RS

[0019]  TJy#.-0-.-S-.-N=1-NR") -.-CR") =-CR") ,-;

[0020] U4, -0-+-S--N=,-NR) -.-C(R") =5k-CR’) ,-;

[0021] V4. -0-.-S-.-N=,-NR") -.-C(R®) =ak-C(R") ,-;

[0022]  WJy#E.-0-.-S-.-N=1-NR) -.-CR") =-CR") ,-;

[0023] ORIV % [ A7 3ty CERN;

(00241 Z NR*sRCR*R™® , Ho AR HIR Sy b S 5 56 C ) Bi B C, MR C, B
He €y BT Cy | J7HEC, T BEE AT R IS 5

(00251 AEANRY R’ \RUFIR ST BN (o) %0 TS BIEEAE s (b) €, (Bidh.C, JAdE.C, b
Fe C,  FABEEEC, | T EEC, IR S B R 2 () -C(0)R™.-C(0) OR™.-C(0)

v
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NRPR',-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'*&;-S (0) ,NR'"R';

[0026]  4FAR"™R R AR BTN AL C) BidE C, JBIE.C, PEC, IRBEIECy Y
FE.C, b Ay B 2RI s R IR H T B CRING T 2L I e AL ; kR
FIR' 55 H T (NI F LRI B PRI s A

(00271 AR RUHR T HN AL RKIEEC) BB C, L C, BT C, BRBEEE G,
iE N 8 S E S e e

[0028]  FLPRAHIAAE T U VAW ASE S —AN s s F1l

(00291 HLRRAI Sy, ML A R R ROFIR P2 D — Ayt -OR ™ sl -NR R, Horf
R™HC, BEIEC, JAEEC, HEC, IRBEEE Co | J53E.C, | JThidt Jy FemahaE
(00301 HFREAMGEAE 3 UL ERBTAE I BRGEE 05 5 I 3 5 e ik I e L 2
05 5L 05 B IR BRI R AR 22— A A — A S, S S =
e PUABAREEQEUAR, FE AR ik [ (a) SUAREE (oxo) IS X FEANANEE ; (b) C) (b
Fe.C, JEECy BRI Cy PRBEEECy | J7HECp T BERE IRITEERIZR AL, Horhdg— ot —
PARGILE k2 A I, — A A AN B EEQ U 11 () -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®-OP (0) (OR?) ,+-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°F/I-S (0) NR'R®, FerfH4E R \R" R
FIRHOT M (1) %05 (11)C,_(bid C, JAEEC, SR C, PRIk C, J55E.C,  Jyhidt 2
y REB R IAEE g — M — A A — SO, — A = kAN
RILQHUR s 5 (111) RVFIR 5 H AT 4 (NI F AR R s A3 AR e b 46— A 17—
SRR, — A S AN A B EQTHAR

(00317 FLrh g NQ iy e B LA ML : (a) SRS L O FERII R s (0) €, ¢
BEEEC, Mtk Cy JHRELCy  PABEIE Cy | T HEC. Itk FITHANALEAIE ; Hl (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)NRER" -0P (0) (OR") ,+-0S (0)R"+-0S (0) ,R"+-0S (0)NR¥R", -0S (0) ,NR*R" -NR*R". -NR"C (0)
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NRER", -NR'S (0) NR®R" -SR'. -S () R".-S (0) ,R"+-S (0) NR*R"F1-S (0) NR°R"; H.rf145PR" \RE R
FIR ST A (1) 405 (11) C) b C, JAHEC, MLy IRKERECo | J5HELC JThedk S
05 BB B (111) REFTIR™ 5 HL A BeMONIF PRI 2 A2

[0032]  ASCHAR AT 51
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Uf-T::Y*N\ y_Rz
\lX(‘ ;)|{ >—Z

[0033]

)
[0034] sl P — XSRS TR 75 10 TR R A (AR 0 TR 15 Wl ] i 2R A ek 5
HPR 2577 J:T%ELEI’J NNESHINEE Y AIESE
[0035] Ry (a) 0 UL BRIREASSE; (b) €, obidh C, ML C, UL C, | IRBEEECy 05
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C, JHEAT2RI6/ I 1 ELEEA AN R L B3 26 B 511003 SCHE A LRI 1 A2
He A LS I AR 2 8120 €, ) 281154 (C, ) 281104 (C,, ) Bh2F164> (€, )
BRI I BB IR IS, 535204 (C, ) <3EI154N (C,_ ) 3EI104 (C, ) 5k3FI6/ (C, )
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B S0 03 S AN I B I S AR (HAPRT) O3 I -1 -2 0 -2- 3 A
PNEE L TR RNA - L T L.

[0104] R “MME" S8 E Rk 0 S 5k i3, S — sk 24— A, —
A A AN FE 5 — S RE B, — ANl - TORUE o A 3 T AR 26—
Bk 2 A QAR B EEQERUAR, o LT B ATk (I AR BT T8, ARG 2L Ik o
A M 5 I A" Mk HOR A, BB R, <77 B BT A A R A B L 243k
P, C, SRR 2516/ M1 (1 ELEE AR R Rk 3 216 MR 11943 S B AT A —
Wi sE AR St B, AR 25204 (C, ) 281154 (C,. ) 2F]104~ (C,. ) 5k2F6
AN(C, ) BRI B R, i3 EI204 (C, ) ~3EI154N (C, ) 3EI104 (C,_ ) Bk3 56
A (Cy_g) BRI 32 B AR SE AR L0 S 18 (RSP I A7 3 A P 2L I
PR I TR AN4- TR T k.

[0105] RGBSR L e ) S e i B8 — sk 2 A AN, —
A A AN FE S — SR B, — ANl - fostig, 1A IR s b 54—
Bk 2 2R BT — B 2N 2 R R — A Mk 0L SARIN G I 2k B Pl A e 42
— kR AN WA AR U RIEQIAR - anfT AT BRI T il , R NI 245 3E” T
F A M kS A R s R A, O, 77 Bk BT A B e R A I R ¢
BRI, C,_ W 24 BEFE2 BN 6 AR IR 1) B BEAE RN AN ke S 3 86 B 51090 S BEAS
TR A e 3 o 7E R S 5 vp, I 20 B 2 20 (€, ) 28115 (C, ) <25 104
(C,.,) Hk2F64 (C, ) BRIF T ELHE 3t ok3 520 (C, ) ~ 3515/ (C, ) ~3FI104
(C, o) BR3FN6AN (Cy_p) BRI 11000 32 ik AN IR I o WA 1 59 4 ((HRBRT) -CH=
CHO- . -CH=CHOCH, - -CH=CHCH,0- . -CH=CHS - . -CH=CHSCH, - -CHZCHCHZS-EJZ-CH=
CHCH,NH-

[0106]  ARE WAL FREBES ) THEAANIRIE , S — sk 2 A A2 hd, —A
PR A AN B A FE 3 — SR, — Ak AN - e =g UL AT e i 42— i 2
AN YIRS R R ZEQEUR 2R, C, HRILFR2 6 NI T 1 ELAE AR TN B 45
FEpk3BI6 AR 119 SHEA R AP I3 o E e s il Jdt h2 81204 C,,) 2%
154~ (C,y o) ~281104~ (C,_ ) Bi2E164 (C, ) BRIF- I LB IR 3L, 238204 (C, ) ~3%]
154~ (Cy_ o) ~3HI10 (C,_ ) BR3F64 (C, ) BiIi 190 Sk PR SR L  BRIL ) S4B 04 (fH
BT LB (-C=CH) I ML (4B R AT, 1401 - PO (-C=CCH,) FIkepy 5
(-CH,C=CH)) « T B3t (HFEFTH A 2, a1 - T b -1- 352 T h-1-35) bt (|
AT SRR, BNt - kb - 1-FER01 - 3L 2- T He-1-50) A bt (uilArg ek,
B -cp-1-5) .

[0107] R “NEBRIE” SR E Rk 0 S 5 i3, S — sk 24, A, —
A A IS FE 5 — S RE B, — ANl - ik = PO AT e 25—
1k 2 NSRBI ZEQEUR A BIKAN, C, IR 2 216N BT 1 11 LA AT
AR IR 3B 6N BT 11943 ST RN TR TR o A SR SR R, I P S 2 F 204
(Cy_y0) ~2EI154~ (Cy ) ~2EI10 (C,_ ) B2BI64 (C,_ o) BRI HU BLAE — M 3L, 35204
(Cy_pg) ~3EIIEAN (Cy_ ) ~3FNL0AN (Cy ) BBEN6 (Cy) BRI 11953 SHE M IR L o AREL T
SR AR (HASPRT) L BRI P (FERT A A I 3, 00 L - P SR B
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) T I (BT A SR TE A, BNt - T - - EERN2 - T - 1- 30350 IR (fufE
BT SR 2, AL - e - 1A - R -2 T - 1S AIE OB (B R A
JER BN - o 1-30) «

[0108]  Rif “DREEIE” FEEAIR FRAN SR 3L, AR et 28— Bk 22 WA ST s O B 2EQ
WU o AE— A 5, FRSEE RN AR AT sl A A FIMEAE S 7 0, A1/ sl Rk, A1/ sl EAR G,
A/ SRR S AL A o A1 R STt h rh IR L A 35204 () <3154 (Cy_ ) ~3EI104
(C,. o) BBRNTAS (C,_p) Bk BRGTIL W S s (EASPR ) IR EE ER T3 PRRE IR K
WAL AR AR A O e IR AL R PUG R BER[2. 1. 1] 23 AR [2.2. 1] 7
S AW .

[0109]  Rif “WIAKEIE” FEIRIR AR AL, O 22—k 2 AT R B A
QIR o 7E— S FI Fp , BRGEE PR AN S AN E AR A e, A1/ sloMrik , A/ sl RIS,
A/ SRR S OB A o A7 R S p v, IR HAT 35201 (C, ) 38154 (C,y ) <310
M (Cy ) BENTAS (C,y ) B I ERGE R S B B 4E ((HASPR ) EEAPIES (B0t , 1- 3R
PNEERNT, 2-EEAPNEE) PR T B (BIan1, 1-3EER T 361, 2- 3038 T 3k, 3-30EA T 38
RS (N1, 1- PR R A 1, 2- B R AL L, 3- AR AL IR (ldnt, 1- A
R, 2- IR A1, 3- AT Ak, 4- AT AL ERABREE (B 41, - AL (1, 2-31
RS 1, 3-MEFRPEEE k1, 4-EIRBESE) 2 253 ERNa NIt

[0110]  Rif R 1550 2D — D HIEIEIA BN RIS B R B B 285
JRIZIE AT KL ST, J5 FE FLAT 651201 (C, ) 621154 (C,_,.) Bi6F]107 (C,_, ) IR
+ R SRS (EANPR ) ZREE 2538 AL BRL R FERE R VB ORI =R
D5 BRI, = IR ER , AR PR [ — A 5 A e HL B PR A AN 8 AN Ak 5
PG, Plan — A 25 B A e U A 25 A GRIAD) oA R, Oy S AT i
SR WA AR QIR

01111 RE W57 155 A 20— D E BN AN IR A R R o N2 005
PRI EL AT REEL IR, 5 R A6 2204 (Cy_,,) 621154 (Cy_ ) Bk6F]104 (C_ ) IR
JE - o 75 BE R S E0HE (HRPR ) 2R 25 T gk I B R R I FERE T
e O 2RI =28 o U5 BB FE RO = AR ER , H A ERrR (—AN Ry 05 & i H I B IR
A AR BB ARSI A e , 1Al — S 25 28 e 2 0 e R ol P S 25 (WA e
EZEFE) oA FEES e, Y 3L AR 48—k 22/ Ui AR SR s O AR SEQENAR
[0112] Rk Ty L™ ol W B B 184 — ok 205 FE U B Be 2k o A 28 S 51
W SRR R THIB04 (C, ) NTHI204 (C, ) BRTRI164 (C, ) Bkl o I HE M S i
((EORPRT) SRHAE 2 - IR L G FL N3 - RIS AL  FE LR S g, 5 b s Tk b &8 — ik A
QARSI AR R BAREEQEA o

[0113]  Rif “Q i 180 20— NN R RIS A R o PN 2 A0 Ay It H
D AN IFIMEI R S — 22 BTk — sk 2 2 - A — o sk B
0 SHING 2 0 FL 28 T PRBE S, 21 00 1 I AR 5 o 20 R — A S — ek S0
SN SI AN/ B — 2PN T, PR S5 R — AN AR 2 1 B ok Y
AU LN B IAE A 2D — A 1 AR B S, 205 3 HAA 52204 .55
155 210N IR 1o FREAZLTT FE 10 ST A48 (EANFIL ) PRI SE SR 2L | S B | S
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I T S RS TG DB B D e e e
S RIS S DU B BB OR AR S B (ERRT) SEF kSt
DRI S e R S I HE SRR e B S AL
B KR 5 R G e S ) RS S W] s 5
EICIRIEE | IS S5 5] | RV . S 20 RS 0 5 R 3
MBI B B IS IV S T 5 5 P TR | b e — e e
SRS I S . = BRI SIS (ERRT) I 3 R IFI U e I, — 3
PRI JURIGE B | E G 5 IS T B IS 3, e LTI B, 7 S
S , 2RSSR AT 28— 2 MR SO R AT QERA o

[0114]  RiETEZFIE Ha 0 7 DA IER M RIS B o M BRI,
Hrh 5D — AR O — R AR Tk — sk 2 AR T rh i — AV
(10 SHING W 235 B LA 28/ b— AN B EL S B B )0 1L AR M VT 23 S
AR AN AN T MBI TR s BIPO AN T, FOPR 4 s
— AR TR ECHIIANRPIADA T HAS— AN S 5 D — AN 1o 2 R 520
i, T4 3L AT 55120/ 5 515/ k5 511 0ANERI T« BUERIE 45 BL IS BI04 (R
) VeI o RS S U S R S B S B IS
IHE 5 I 3 S R 5 IR S 3 3 e S
I T P = B ST = B SOCERAE 435 1 S (LRI T) W30k
S N ORI VT A T 7 FURINIE VI S 0 B G 3 me IE  V3
PEMEIS S e VI I S R I e
S I T WIS S T 5 FIRIE 75 s S 5 s
W 7 P 2 SIS O S R S MM B VM S I
TR 5 TR R T PO BV U I I — S e SR 5
IHe o BT 23 S SRS (IELARIRT) VIO e G 2 I Ve B I — 3
IS VRIS VI MEDPRIES s 355 ORI 5 7R B Y M 3 S e S
T 7 B, 25 S T M — oA A SRR AU S QU
(01151 ARIE “ZUFRIE” s “ZuBR H5 8 3 50— AN B ERI M B IR R 2 Gk 2
WA FRER RS, OIS BRERIE T — sk A s 3% 140 STINIIZ 0 75 FLICA
ERJG T MR T o ARSI | 2R BRI 4 PR E LA 351204 3515/ 3510/, 3518
A ABITARE RGN T o 2SR P TR B 45 T (O AR5 o A HELE S )
1, ZRERHE y BUER LR BR e PUBRER 245 , FL AT soltt , ELHr bR ot 7 T e
L, BT AT AL, FL—BEBRAT 34 sk 52 A0, s 715 R R A AT 4 3]
TR AR L A 2 5T TSR AL B 454 X AR 2 S (IR
SR R TR T e I 2B R VR VR IR IR
SE HEFH DU AR A B BRIRIEL 3 FHEE L B HEWIE , (% (i
S ek SIS N M ST S (DU
IV R U U R B U U S — UG
S SUREREE 1, A- TR R BRI S DRI TG | BRI U
S RAEFEDU AT HE (0 L A T 2L GV L S S L I
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B\ GBI L)\ S 5 R B RS i IR B ERS CBE B R EE (WRIE 2 L 4 - IR
W T 55  EE AR I S ML A L IR e B P IR RE | e DAL | DU ek i D S S I
VU SRS DU Sy 5L I T IR | I b | DU S L AL, 3, 5- = be it o £E REAE ST
BIrh, ZRIASREE ATt 28— sl 2 N QAR A IRUREE QIR

[o116] AR “MZRIAEE" 155 A 2 D — MR E RN A IR TR AR Gl A 221
ARG, LA B BRI T —sk 2 Ayl sk 5 0 SAINZR B -5 HIHRIAIR T
OIRRIG S o MEAFARE A AR RN S 2193 HOHL AR B0 o AE SR S, V2 AR R
A3 35201 3215 3EI104 3B A BT ELS B0 NIRRT AR STl I, P AL
DERER OBA = IRk PUIRIA A Gt , e TR 5 lehfeafk , HEL P Uttt A s S, U
MR, H—BSER R R s SE A MR, 5 A R o AR EATE P AT 5 [ 7 A
R A MR ZR 5T Bl i1 AL e 1 21 T A  IX AP R S A0 (HAPRT) M4
2R L R T IEBERE IR TR] S BRI BE IR IR A5 MR IR P I
R PRI 5 IR SRR 5 NI DU S e i IV R 2 R L B - I
PFRIREE I €2 T NI f0 R T I 7 T R I - e e R I SR e e
HE T AR P IR I SRR B I S s I SR T S e
I 2R R NI 2 e A S i T S IR I SRR L1, 43 T
e PRI B I DK PRSI e IR WAL | I W I S5 R SR R 5 I S 7Y
AUBERY B IS (I 5 I S5 7y S Rk I e M DR 5L I S e e T e R e 56 I
MR I/ \ S5 R I \ S S 5| DR IR g T AR G B NI RS e 2 R PR
e IWRIE BE 4 - I WIRIGE 6 L MV PHE PASIGE S T M B | T PEE I 2 I IR T 2 2 R
O S I S S A TIPS IR R NI P Sy 6 NI R T IBEPAL i
B DU EEEANL, 3, 5- 1 =W be A o AR RSl B, 2 PR SEE WAT et 22— s 2
ARSCHHA IR IEQIA.

[017] RGE PR ™ sl PR F e S IR/ sl

[o118] Rl YTt 22 AT WOROHRE AT IR (Apbe e NGERE D2 ik A 5
F U A L R PRBT L PRGBS 5 56 I B 5 e Bk 2 B 5 ik e
MBSO IAIE) P —ak A AE— DS, — > B =AU A IREEQIUAR, BT
Bl 2N IREL QAT 2k F AN (2) SR (=0) VAR (-CN) B BEATANEE (-NO,) 5 (b)
C, Bt Cy JEEC, JRIL.Cy FAFEIE Cy | J7 L C, | Bk I HERZRIASE  Hrh g —
NPT — R A A D IHEBIT, — A P A B A ISR Q I A1
() -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®.-OP (0) (OR?) ,~-0S (0)R*-0S (0) ,R*-0S (0) NR’R°,-0S (0) ,NR"R®\ -NRR®\ -
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°F1-S (0) ,NR'R®, Hrh5/R" |
R®\RFIRr L (1) %05 (11) €, Jbidk C, JBEEC, JIE C, FRbESE C,  J55E.C, ke
By SRR R EAIE  Hoh B — MBS — 2 A, — A A A
PO BUARIEQ IR 5 Bk (i) ROFIR® 55 H T4 NI L FE A b A 2, HAT e 2 — i 2
A AE—ADIBEBI AP A EPIANIAELQ IR A B B AR S A3,
IR TR A ) e 22 R
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[0119]  FE—AaE i, AEANQ" A gk [ DA T 4RO : () SRARSE i\ i 3
FEE; (0) €, HKidEC, ML C, ML C, IAGTIE . C, | I C LTI e FAZIR
EE5 1 (c) -C(0)R".-C(0) OR".-C (0) NR*R". -C (NR) NR®R". -OR" , -0C (0) R" . -0C (0) OR" . -0C (0)
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NRER"., -NR'C (0) R*. -NR"C (0) OR*. -NR'C (0) NR®R". -NR"C (=NR") NRER"., -NR'S (0) R*. -NR'S (0)
RS -NR'S (0) NR¥R", -NR'S (0) ,NR®R" -SR-S (0) R".-S (0) ,R"+ -S (0) NR*R"F{I- S (0) NR?R"; Horf
FARTRERRIRS 3N (1) %5 (1) C, bl C, Ji3E.C, JIL.C, Fridt.c,  J5ak.
C, B F IS R BRI B (111) REFIR" 5 HL iy e BN L Rl 2R B

[0120]  JRAE “YEIGHE” RN ISR AL TR Fr A AT 2950 % AT 2970 % MR T2
80 % AMET£990% AMET 2991 % AL T 2992 % AL T 2993 % KT 2994 % AT
2395 % AT 2996 % AT 2197 % AT 2998 % AT 2999 % AT £J99. 5% sk A
2199 8 % FOXT L A 13 T IO T AOBE & o AR F RSB BIrh , DARI R AN BE ARy B
T A5 995% 5095 % DA _E I — R e A R RN 245 9% 515 % DL R 1 55— Fiok e 5544
Ao

[0121]  fEREARSCIEVEL S, A FIRTZRRAIS T s 43 T FIZ L F Mt O 4 4145 . (1)
) TR RE SR, BlMm e s e Y s A S e i g 1l . () BT8R
&Yl Zeetd  BIE A& i 2o sk i B KT . (1) BTSs R~ b S o A et , B
A AAT SN S HHERE 6V 10 SR 1T, BECEIITRTS (5 K1 (5) 5 FRI4ax] 18R AIS
T

[0122]  RAE “[FIf R AR AR FRAE AL 5 S P I T — ek 2 b S RSk EE
BIRITEA RIS« AE RS SR I AL A “TR v RAD AR S AR TIREE I — 2k
SRR, dE ERBRT) 0 CH) 7 CH) S CH)Y GB- 11 CRO) - 12 (P k- 13(13(:)
Be-14 M0) VA-13 N - 14 KN VA& -15 (PN V- 14 (M) V- 15 (F0) V- 16 (FF0) WA
("0) A -18 (P0) VIR 17 (TF) VIR - 18 (°F) - 31<31P) NS 32<32P> - 33(33P> - 32<325>
Ti- 33(335) J7E-34 (C1S) W-35 (°79) Wi -36 (P9S) WA-35 (P°CL) JE-36 (°C) JE-37 ¢el)
=79 (Br) JiR-81 ('Br) JAf-123 (1) Jat-125 (F°1) G- 127 (PTT) - 129 (P2OT) A
131 (') AEFEES I, A S n “Tl o AR AR SR E T, B R P o A R i
S A S I “FA 22 R S AT A ERSREE B — ek 2 FhIEI A7 2%, 045 (EARBRT) A
CH) CH) BR-12 (PO - 13 (P0) VAL-14 (N VE-15 (PN) V- 16 (P0) - 17 (T0) VA

18 (**0) - 17 (TF) \#-31 C'P) B -32 (°S) B -33 (7'9) K- 34 (*'S) - 36(365) V735
*°c1) 5-37 1) J-79 (PBr) JR-81 C'Br) All- 127 (1) oAE RSB AL S
TN R AR AT TER, BUBUHE AE R ST U AL S i TR R K™ &
JER IR LA — sk 22 FhIF 7 2, A4 (HARIRT) 4 C) B - 11 (o) Wii-14 (o) VAT 13
(N V14 (F0) VE-15 (P0) V- 18 (PF) G- 32 CPP) W33 (°P) Wi -35 (7S) (- 36
*°C1) - 123(1231) - 125 (PT) - 129 (1) Fm- 131 (U)W SIERAR , £F A R gt
LA W AR AT R AU IO BOR A ARSI R vl 4TI AT AT A an, AT el m]
IR C BATAT R T AR N FITAT S ] 00 o A SRR SRR A A i R fs 222
SR S HIERIRLL BRI

[0123]  RiE “VEAGW” 8 — s A B0 1 (BIASCHR R &) Fl—ski 24
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oy CRRAM R e R R R AR TR 2 Sk R o i A T 7 (o ds
(AT KR OB IE RS S BRI TR o A R R ST B, 570 s 242 b nl
S A — D IHEBIR , B EWe R M E AT A — b, B Sk R 2
G RIEA IR KN IS YR K G Y KRS P 5L dd (EAIR ) K E9.
FUKEY ZOKREW = /KEW WK G TR G,

[0124] S i B — I AL 4 N TR 51 AERTI  A (R TR S ek R 2 7
s R B= 2577 b AT R I R S ek i 257 e (1) Bt 225 10 S B — ik
SRR INETER Y AN A A TR S Ek A A R AR Tk () R 251 &5 Wm
PR 255 b ATREsZ [ AR S ki 25 5k (11) B EP?*‘%EI’JPK‘%E@% I AL A S
THIER S AN U A R TR S P ek R 62 2R A8 A B 2577 b T2 3k R 7T S ek
A2y HAARRE 3

[0125] QAT ], BRAE SN, 3 AT PR32 SR AN L e S WI4E 'S S
LR A WG S — 5, Al ] TR A28 (0. Org. Chem.) 2007, 72, 23A-24A
145 5 Bk B TUPAC - TUBAE WAL 2 %4 2% 2= (TUPAC-TUB Commission on Biochemical
Nomenclature) NP4 S CEWY ¥ (Biochem.) 1972,11,942-944) .
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O . o R R
1 1f ~pl 0 AR 1 1f ~pl ﬁ/&(ng 1 1
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Al O -
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[0134]  TJy#.-0-.-S-.-N=1-NR") -.-CR") =-CR") ,-;

[0135] U4, -0--S-.-N=,-NR) -.-C(R") =k-C(R’) ,-;

[0136]  VJy#.-0-.-S-.-N=1-NR") -.-C(R®) =-C([R®) ,-;

[0137]  Wly#E.-0-.-S-.-N=1-NR) -.-CR") =-CR") ,-;

[0138] XNV H s O CEkN;
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F.C, B Ay B 2RI s R IR H T B CRING TR I e AL ; kR
FIR' 55 H T NI F LRI B PRI s A

(01421 AR RRR PN AL K EE L C) BB C, L C, BIEC, BRBEEE G,
JrHEC, bR 5 BRI

[0143]  HBRHISSH T U VAW —AN Ay s

(01441 HLRRAI Sy, ML B R R ROFIR P2 D — Ayt -OR sl -NR R, Horf
R'HC, BiIEC, JAEEC, HIEC, IRBEEE Co | J53E.C, | JThidk J0y FemhaE
(01451 FLrPg AL 3 DL IRBE L PR E \95 5E N 35 95 e I S A L 2
7 B 2 0 5L PR EERNE 2 A AR S M 22— B A A — A SR, — AN S A
kPO HUREEQEUAR, , Hrh A A QI bk 1 (a) Sl AR FUEE BRI SE s (D)€, (KidE C,
Ji3EC, JHEECy FIBTEECy ( J7EEC, | JThidk R SEREREASE , o rp g — AN — A
Mk A A AR, — A I A SN ILQ EUR ; T (e) -C ()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®.~0P (0) (OR") ,~-0S (0)R*.~0S (0) ,R".-0S (0)NR°R®,-0S (0) ,NR'R®\ -NR’R°\ -NR*C (0) R’ -
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TSPk A AL A sl R 2577 b T2 [k RS sk i 25 ; A ER 25 1 T4
R RS PIE T 2y .

[0500] 15— filrh , = 25 ST T B e 2o A 4R i, LB O A R 2 1y
A, BN TEXX T S, SR B — 0 e A A SN ETE 51 AR R e A Ak () 7
EE I AT T A B ER 25 TS 1 R S ki 25 s AR 25 LT
RGPk 25

[0501]  ASCHER BB 294151 mT DA B A 7 28 Bk 22 B R AR b o QA SR 0 P B8 511
AUFE SR b B ElGE T T35 A SSah P AR BT, AR e &usih ) FnH A B .
AR TIUE S TS PRk oY, S AR bR 2 BRI s e A S5 & 2 DA A P i 7
PE T o BT 7 2R R A B4 2 T S e A R B 2 7RI 4 o 2845 Ke i, 100mg B4 511]
A E ek R ) 29 100mg i 43 o BRI AT DLLER A Bl B R 4% 15 - 22
NI F BT B SR AR B S5 15— 2 ds R AR TR 57 7728 2 J R AR
SRR/ NI TSR AR, sl s i

[0502]  ASCH R DL 2941 A W AT — R s AR TR] TRIBE 22 2R 3% 15 o 7 B, KA 77 S AT
TRTT RSN TR AT BERTVRST 1Y R IR AR EE NS R AR 18, HLaT (o FH 0 o e sl
1 AT AR PN S AR NI B2 W B R SNHE SR R G M E o L AN BRAR , 0 TATART RS E AR,
AR R AT ZAN 5 ARl e B BC P 25 1A A L b ) W RIS [ HE R 1 10 7
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EAE T &

[0503]  A. [1JIRF% 25

[0504]  ASC ARG T T IRFE 251065 2 4L AT DA T RRA% 25 Tl A S 2] R ml i
PRFLERA QAR T, RS 2518 A48 I « 25 AT P32 il A I T IR LA 4E
((ERBRT) R0 3 P JEE R U HPIR Y AR EE « 1S58 2558 2855 25340
245 T VEE R 71 YRS o A TR s A R sl kT T IRMBE S, VAT LI BT R oK AR
7 (wafer) FHGA Bt AIREE 75 o BRI 1 il 20 PASD , DR 2o S vl S — sk 2 Mils 252 1 m]
e G A, 38 (AR T K7 750 I8 700 AR S e s« T 790 S Tl v 50 0
A T ARSI FHART JRAT LA BT AN BT Bl e 77 7 7 7K
PERAR RN AR .

[0505] Rt 7k PRI T A 770 PR SR M DA R I e s 2 i DR 52 3 o il R 5 711
ol HIRL A B 48 (EASBR T) JER , 20 R OKTERY « 8 BHE R MU Bt IE k3 (191 4 STARCH
1500) 3 B ;4 , QOmiob « #8020 A ek W S AR s SR AN M, QnBrT AP 15l
TRBERRER A1 XK (Irish moss) EEEW RIRIK (panwar gum) EFHBES (ghatti gum) i
TR T RIS R I A AE 25 AL AR4E 25 IR SRS e (PVP) \HEAK R (Veegum)
VEIHRABTRA - FLE M (larch arabogalactan) Ky ACIRBEE TR DR 47462, Ind 5t
e R CFRATAE R R LT 4k 2055 R LA 4 200 LA 4 2 R O RE4F4E 5 (HEC)
AN ILAT4E 2 (HPC) AT S FHIL AT 4 2 (HPMC) ; 5 474 2%, 4nAVICEL-PH- 101 AVICEL-
PH-103.AVICEL RC-581.AVICEL-PH-105 (5= 4/ 3 eI PN S 5 7a FMC 2 7] (FMC Corp. ,
Marcus Hook,PA)) ;s ARG« 1 & IE 78 71 G0 Fl (HASPRT) 340 VIR PRAS i 21 44E 22
Wy AAREFHER AT AREE 5 ) e 1 H B VRERR L BYRE e by PR BT iy A LR
Yo ARSCHRFR ALY LR 25 20 S VRS & 7 sl E 5 7R S e 26 B Az 1, AT H T I
FUBRIIHARN UE Gy PR AR SR PR 2541 S W AT AFAE 2950 5 1t % B 2999 H it %
IR E A E FE 51

[0506]  J& A5 FOARREFA AU RE ((HANPR T°) fH2 4% BR S5  FUWH « LLI LA L RER L JULAS 214k
S HEREE N T KTER AR AN - 2 DUR S A AR, FRECRoRE, dnH
BE LB LIRS S RERIRNIURS , AT — 28 e 24 A 7710 P e ot WELE 17 8 v AR AR R o X 28
FE4i 77 ] A ENE S £ « A SC B2 BRI B 2520 S 9 b R R 79 1) B LR FC o) 2 R A2
H AT T RS BN U S

[0507] 3 &1 A B (IEANBRT) 3l s Bt 1 24k 22, A FRRR A4 Z R FH AL 2144
2 M T 5 RIRVEE AR 5 BRI 122 b T 5 TR s J, TN R R RN AEAS SRV 5 AHAS A 5 %2
IREFAEZR , IR AT R IR W, WA ISR AR ; AT s IR ES s U 2T 4E =%
WL CRRUERY BN TV (polacrilin potassium) ; JEHY, AT KIEHS - DE ZHEH) -
AREERS T BETER 5 B 1 5 M HEFA s AR A1« AR 2 B B 2520 S Wb 1) i i1
(SRR AR, BT TR AU EOR A AR R A SRR R s 2541
Hrh i AR B ARG A AR b, ELRT EFT R AU BR DUA 5 B A1) A
PR RS 254 S ] A 290 . 55 291 5T 1k % 5291 B 295 5 % [ iR .

[0508]  i& & AW ARG ((HANFR ) W TRRRES s B NRRREE ; & Wi B2 S ith s N =%
LA s H s s — 2, an— -+ TR AR AN £ % (PEG) ; BENERR ; HHESEmUIREN; #5415

72



CN 114940673 B " BB B 67/139 T
U, B RE AR 25 T RIS T Z R B T « RGO S s IR ER B 5 I
TR O s IR CBE s Bl s TEwy s A s S sk — S e e ke, 41 AEROSIL® 200 (B
BRI EERIRS R A W] (W.R.Grace Co.,Baltimore,MD)) FICAB-O-SIL® (&[5 14 %€
PN B0 K145 2 5] (Cabot Co. ,Boston,MA)) ; FIELE & H) « AR L= 2540 59
FIE A 290 1BIZ05 54 % 1 711

[0509] &SI BDF ARG (HAPRT) IS A b fik . CAB-O-SIL® (B[ i ZE JH i 1
M-RIRFATD AN E AR AT 18 S G (7T Qs (AR T AT Ee it 2 0 ]
VAT 7KIIFD&CHRE , BT T /K & B AN YA T /K FD&CH R}, FIE (e M
Yot 38l FR 7K A S GO B 21 FE < B i S /K A e e 4L, P2 AR AR AN R TE
T A TR S (EAFRT) AAEY) (WSR2 SEIR R SR R, A1 A T Tk
IS CArsARGE A AR FHR) 15 R3S G 18 S B B34 ((EANBI ) R UM
H B B AN BT BT, Ak AT S R (aspartame) o i SR FLA CUdE
((EANPRT) BHIR BRI < B8 B - AN s PR, anZR S S DKL bR iR
fif (TWEEN®20) RSN SIA K L AHEL A IERES0 (TWEEN™ 80) AR — LR o 1
B IR A SO A (EAFRT) R AL 4E 29 (sodium carboxymethylcellulose) «
RIS VI AR BT R A RS S R FR L AF4E 240 (sodium carbomethylcellulose) RN &
FHEL 24k AN ZR SRS S o 18 5 1 B3 JE5 77 B0 4 (RSB T) PR = R 2K FH G F S
A P2 B IR FHTR AR 2R FR R % D51 R FRRR BN AN o 1 15 PO ) A0 4s ((HANFR ) Bt
NEFR N R SRR /K L L AU AR 0 A H AN A O AR Rk . 1G5 O
FEFE (HABRT) =R L3RS SRR o FLIR A i I8 & I /KR AR B 3 (1R
AN T) A IR o 18 A A HURR B 5E ((EANBR ) AP ARBR A A TR o 18 A 1) S ik
SRIFELRE ((HANPRT) SR S A A R E o

(05101 N HEiR , BEAEAHRIERCIN , VR 2 2800 A A ] S 21 2 Fh b ag .

[0511]  ASCHR R T D IR B 2510 B 25415 T A4 750 o) 70 S IELAES 12
PR iy 77 2088 e 1 771 sl B0 78 Wi B0 AP 711 PR WA ke G P A 791 o 0 7 i
A A4 B, A AU E B TE THEAE I b v i ok AR BT, E e DR 470 e Bk
AN B IR E A2 A E A is (AR 1) HEIIER I 15 DR XSS i HRURE
LM RN ARG LR 214 22  WH A R 71 0 FRRAR G BRI e 77, L AT A R bt 54
NANTRE PR AR ELOR 3P 751 90 128 « BB B R A8 e 77, /K RTEsARH
Z e IR O RR RS (EART) B R A 425 R LA RN R & #4000
AR HR R AT AE 2% o AT L S5 Wl B AR IR — RFAIE - 22 8 P 4 o Rl —
VA R AEEEA IS I a4 77, B34 43 2 i AR s 4 B Al T A 7

[0512] 57528 ] phy BB SR oK i sl BTk B RS MRl oy sl 5 — sk 2 A S
I R 280 sl U 711 CELRERG 5 77 AR T 42 DRSO S 1T 770 S FORE SRR/ 20 €2
F) FRIZH )28 o VAATFIATEHIR G B i TR B R e A 1 &5

[0513] ARt rg F T R4 251 = 25416 W vl LA kit e 4 JE 2 CUE 3, HEvT Fig A
JB2 FR L A4 2R T by kT e PR B 1l 25 o AR W I I , a8 PR T I S e (DFC) |, F a4y
R, — IR S — N LB, It Se e S PR B » MR I 4% (SEC) SR K
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Woe, I e, Fom L I NN =% L B RZ 2l 28020 o s i R4 « X R 7 T 545 B Jig 711
DABS 1E S A= A K o 185 IR B0 68 71 20K S8 QA S RS P B 3 7], B A7 2 2 R S R
2K RN , LI ZYIR o AR R TR A S 24 [ AART [ AT A8 P 3 7 R b o 18 5 T
A= ] 4 77U R B0 955 T R T PR TR AL T = H TR R T RO v R A T 2 X IR
(IR ] AN e LR 554, 328, 245%5 ; 654,409, 2395 ; M55 4,410, 5455 T HEA HIl 45 - 41
FIT TR HAR N STV, 18 PP A LA sl BRSBTS iR o
[0514] AR AR BERY T I IRFE 250 B= 24 20 45 W vl LA R [ A 7 A 1, fu R 7L
T VAR 2 VI Bt U R DREEE 51 LB T AR 2 G, Hrh— gk DL/ INER IR TE i M S —
WA, H AT KB ek b K FLIRT S R 2527 b RT R  AE /KRR R 7 FLIE
FURIBT JES 751 o A IR P] B A 5 252 b A] 52 A 1 AU RN B B3 791 o /K VA I MR i ] A e =
22 1 AT RS OARRE , AR SEIERE I — (AR B0 4l , BN e — O 4 Cg s R
— ik ALK PR IAVE A, Ant — FE RN BT o il 770 080 « DI RT K B PR VAR R
FUE (BIATFERE 13 4 KA HAE v A B B 75 X T A, il anT-58 & R Fh i)
VIR, TS R T B 2500 R 5 (It P BR 25271 T S2 FOTR AAR 3) (1 n7K) ke
[0515] g 3% IR AR 7510 0 56 ((EASPRT7) & A S R B RO 3E M 20 R LT
PRI s e B B e Rl SR e R, R L, 2- AR I L R
Bk — & i — IRk PO 2 — R — FlE VR & - 350- Ik VSR I -550- —HIEE VR 2
TE-750- —HIEE, H 1350550175058 5 £ T RE IR B i X SRR ] k2P
A8 — ek SRR, W0 T BRI (BHT) T 3 b EE K Rk (BHA) I8 TR A
B AEAE RE NIRRT TR OTEIE INEENS RIS DU IR 2 SR 1 ) LR
B BRI AR R R R N i IR AL B RN i TR
[0516]  ASCH BRI T T IRA% 2510 B= 25 415 Wik v] AR IR R S fokT k492K 2R 4
JEATR AL R AG I A] 4nSEE £ F 556, 350, 458 5 HAT iR il 25 o
[0517] RS A FH T 1 AR 25 = 245 20 W ] DA 52 I i Ak I L g AR % k&
R AR ATE At . TR 1R By AR I s 2525 b R 852 1 sl A 751 v
TR EHRFAURERE A o T T A TR By AR I s 2525 b P 852 1 sl AU 751 v
AN AR .
[0518]  Zu g A ] FT-Fir 3 DA _E sl
[05191 AR FH T DIRIR 2510 85 2520 A T DAy B sl e RORE BRI RIRC , £o 476 4iE
AV 9SG SN S5 511 iAW 1] RLath 913 1175 W LAt 1l b 1914 1175 W R IEID = 95 G s W N e ) G125 W
[0520]  B.E&M7H 2y
[0521] A AR OER 25 S T AT I s N ARSI S LR T Rk
2 SRy ARSI, AR N 20 A R PN < ShITk Y IR PN VB PN = R Y
BN N LN RN B IDE N AN R R 32
[0522] AR H T-AE S % 2510 B 2541 51 v] DAEAT IS H T IR 1A% 2010 57
(EUFEIATR ~ BT FLIR KSR B TR MR K R ) RIS A0 T3 5 2 i A el B 7
TR A AT SRR o X IS AT AR M LS 2R B R A LRI S R & (B0
T : 255 Rk B A, I SO .
[0523] ARSI 5B 29 G v B — sk 2 FhEs 252 1 AT B2 I AR E A1

74



CN 114940673 B W OB P 69/139 T

FHE (EARBR ) A MRS K TR A G5 A /K PR 50 oA A K i A= P 7l ek
B3 J68 751 R ) VA 3 77 S35 55 R rp ) BT R A A S BRI 71 o 77 77 40 B
VI A5 B FLA ) 2855 710 B R ) ml B 15 791 AT R 37 750 < R T OR 7751 B 741« pHAEL YA 7 711
FEPES

[0524] 3 A /KM AR (EASPR ) 7K« EhoK AR R /K sl Biie £52% 1k /K (PBS) W5
(T B MRS ES T 41K (Ringers injection) SB A HEMHT BHR OB /K SHR A TE
BN FLIR A B3 SR o 18 A IR MR B L RE (RASR T PRI A & R B
)82 N @ I3 813 N £ 6 2 N £ NEA I 6202 Il NS R 12 I | Y (E L D3N
AR AR R BE = H IR , AR o 18 S /K TR VA R ) f i (1B
AT OB, 3- T R GRARER O R (BN ER & ZiE300 /158 £ —[i2400) N B H
TN F 3R - 2 - N e i N N - FR 3L 2 B e AT — FEAIE A

[0525]  J&i &5 BB TR A Ml sl 5 168 790 Ao 4 (IERBRT) 25 FR B 7R 77 R FR R L S0 T 4
P2 EL IR R F R AN LR R ER I T WA R 4L S8 (BT ) 3R R
B ARSI IR IR DA R BYIR - 18 S 1 SR 20 e A (BB T S8 P = B A T
Wi o 185 HI2R M B 38 ((HARBR T BERR SR AT ARIR EL o 16 5 BT AL A N WA SR i 1
AT, FOFE R R S kA U B R U8 o 125 5 1) S Sl bR ) Fu B ((HARPR ) Rk i 4
+M (procaine hydrochloride) o i & M I AIAN S EOH D WA ST 1 5 A 40
7, AUFEFR FH LT 24 200 2 P 5k FHEL AT 4k RN I AR R e o 385 5 M LA A il
FARIFLCH, RER A CARBK L BORERS B A IR 2R S M K L B
FRTHSOMIHIR — LR o 18 & I SR BRI ol 28 5 77 B4 ((BASBRT) EDTA o 18 & 1 pHAE 1 15 711
A (AR T) 288 EhR AT TR FNFLRR o i 1255 7 A 4E ((HASFR 1) BRRIHS ,
Fho- TRRIDHRG « B - PRRIDRS B2 PN 3 - B - BRRIDRS i3k Tk - B - PRRIDRS IR L KT - B - BRRIDRS (
CAPTISOL®™, = N e =11 ph i ve 23 7] (CyDex, Lenexa, KS) ) .

[0526] AR EOEL 254 S AR T 2 R 20, Frid 2 R AR AR )
AL AT 0 BT B AT R R R B BT 1 T AR L R B 0 00 JC IR 1Y , QiR SR &
EL RS

[0527]  fE—Aahefilvh , T ARSI 2500 5= 254059 DA BN FBUJC B i i SR it 1
eI, BR 25 A P AR T 2 i GO &2 R i e B T v B ie i,
TR ARFEE B R AE 55— 3w, B 2520 AL B AL T B 2o PR B 7E
— SR, R 25 S AR 2 05 A 2 IR O JC TR T AS AL = e S\ e it o A
P , BR 2545 AR R C B LR At

[0528] AL H THEL B LB 25415 m] A B sl e RSO L ARG , B0 4%
FERFEHROE 2 RSB OE 38 Ik RO 2 8 B O 28 S MR OE SRR I B O
e

[0529]  ASCH R H T-AE S i H% 2510 B= 25405 W AT DA 100 AR S - [T AR sl 422 v 1k
TATE SRS, AT DU NE AP 3% 25 A I D AR S 2541 59
Gy BT TR NSRS I PN S 5 PR A AR HR AN R se v s 25 S RS 1 ke oy
JrEuE s NI R S IR .

[0530] i &5 FO NS BT B 48 ((HABRT) S8 LDV TR R L NG TR R T iR ¥R (b ik
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AR R AL Ve e B BB R RN TG RIS R e I R R T
BT TG B O - CFR ORI IR Y R S I 58— PR i S« SR e S R R T
FLERW) SRR R S QP A TR A FREE PR TIR I BRI /KR IRD IR EE 1 2 KR M AT
RSy 7K RS IR AT o

[0531] @GNSR S EIE (EART) B OIE TN 6/ IR O/
FR ORI I/ LR OB AL I TR Sl IR AR R AU VS T I R 3R
LG RALK AW H CROIGER I A LM CIEMNIE L RY) E R IR
HHTRL TG | AR R ABEGIE O/ CIGBE LR s/ LR TR/ s — ootk
RN/ BB O R Y.

[0532]  C.faiB 2y

[0533] AR (1B 2520 S ] JRsss 5 B2k « AL 1 slORK S o GnAR STl 11T, JRiiioa 24
FAE (NP B A a5 5 RN RN VRIR A H B A R R HIE VAR E VIR IE
MEAH %25

[0534] AR B 2520 S T LATAT 3 T J s 25 i 70 B B DA SR AR JR) s sl 4
SAER, A FEFLIR AT B T FUEY S BEIRE /KRR T 0Ky SOk it 791) e 57« e VIR
V) BB PR S TR L U5 R S e AR I S A AR T T R By o AR SRR B R 2
HE W B A RC A P B2 RS AR ok AR R TR A0 -

[0535] i F T A SCHR BRI J B A RC A A B 2525 b T2 IR BRI A 7 e s ((HASBR
T IKPEIE T IR AR VA MEIR) AR KR LRG e A 2B K s A= 7 sk B S 77 F e
PR Eas aice Till Ne 3 51l IS5l RE7Ie=R 5l N = 1977 NS0l IS S A I A 1ol I RN s R
U Sl 5l 0 S| Nezvioa 5 I T 1 7 IOV B I 1 A o R NS
[0536] R 244 A ik Ml FL AL 2 - SN T P I 29 Wids Ny Tk R R I RS T
Bl e B TG A R S R R 5, 4nPOWDER JECT ™ CHIM] i1 0] 31 1 22 520 1) 44 2% ) 28 28 )
(Chiron Corp.,Emeryville,CA)) FIBIOJECT™ (ffkih I P | i E IR AL 7 HAR A 1]
(Bioject Medical Technologies Inc.,Tualatin,OR)) .

[0537]  ASCH B IER 2541 5 T AR ~ FLa AR s\ Bt o 18 5 OO 1) 0 4
MRS AR I, ERESE I 2 B KR I AR AN & il s B LR T EL A sl
SR, Qg KR i R BB AR SR AN IS /KE BN s /K PR BR AL, Qs /KPR 5 KA]
CH ), B AR AN A - R 2 G 0 FLIREE, e /K (W/0) Lk sk /K (i (0/W) 3L
VR, A B SRS | PR ISR H IS  F B AR IERR (S 005 B : 255k 5 5, W
130 X BB AP, E T BN I A A R 5 o

[0538] i & AL LT AT /K Ak 7K o i S R R G AT K AT, A A T
A FUFIRIZIAH o JHARE RS “PRES” AR, Ll i B 2t T AR TR , anfe s ol i e /K
AHAR T ((HARA) AE AR 1k Al , L S R FLE RS i LA T AR
S BHE A FHES sl B I R S 1R 51

[05391  JEIK A Y- [l A BT A AR e o FROAHIRE I 25 A akit M IR 38 55 ot 59509 R A
MR- 1 A R B E 5 ((HANPRT) SR IG R 58 54, ARt (carbomers) & 5L
R FE S CARBOPOL®Y s SRR R &, IR A O R A s - SRS I L 2R W
RO T EZREY), LN I 4 R R O LA 2 22 RN SR B4R R AR —
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PR R PN 3 TR AR 4 R PR P4 38 I, AN IR — e s e R B s RIS o Ay T il 2%
PSRRI , PTUN DN An C % sk PN =B R 088, sk ATk B W BTURRES 75 R0/ el o P o8 M e 7
SrER.

[0540] A bR EE 2540 ST DA B FT T TR e AR s A ) RS R K
OB FUE A P2 ROET TR FLIR G B AR ZE S BRI TR S S5 A A
SN APRIE VA BHIE sl AE P P B 5 o X S FIR mT e P an A N SCik A R 1 > Ry
Al « R IHE : 252 R 5, LS.

[0541] 2 E i &R A FHE A5 T 5N SR FL 1 R 2, HoAe s B [
P ARAE AR T A BRI A PATE L O NSRS UE YR Bk 43 « 2 EL A AN R A i A4 A il FH R =
22 b AT R (RGN A0 R B T 50, ana e 7, A S A b R L S 2 A A A LI
FEPRIR BT P2 AR AR P s R AN ASC TR O BT A, GO FE A R Sl SR ATV R e o 1 1
5 A FE ((HORPR T AT ] S (RTRh) A =R VR i CREA O D) i
U VEEGTRS RN i, IR IR H R  — HhER AN = HhER 018 MRS, Ak
IS, ANZR TS AR UM TR 5L CE RN ER PRI o 38 AT AN R IR A o ATt e
U e IR 1) £ 2 B AN AR 7« 48 B AN A AR AR M B 5 A 2028129 3g
[0542]  ASCHRAEAIER 254151 AT DAVATR ~ B 500 R ~ LI BRI FH T iR gy
RS IR N RN XA S

[0543]  ASCHRBERIER 254115 AT B PN il RN A% S & R 254 51 T DA 55 7
SRR (el SIS S HEdE R (a1, 1, 2- DU S ke, 1,1,2,3,3, 3-- Lo k) 48)
TERPRAE, DU T DA #5 I B 1 Sy (Ul T ksl J 12 DA = A RS 4 25
ML 7%) BTG B o D= 252 5 Wik P] DLF TN RO TH CRoplisk 5 1 MR 385 (ansUps
IR 415 5 AN TR S SR B 5 T S N AE D, BORI T B 5 B ok 2 7, G R
SRk BRI o

[0544] I HIFE2 fi 28 W 25 v« S AL e it s v v ek B v i T R LS &
B\ S /KR IR 38 5 1 FH T AR S P AR O M B 20 0 0 P el T R S AR
s VRPN 7 A0/ sl 2 s YR, Ak ZORHAS = JhERRR TR ok R FLIE -
[0545] AR BEMIR 254 A O A il T T e RN AL 8 11 )RST, an24) 5073
KEKBOROKPA T, BRAI 10K B LOHOK AT o X I8 RS ok 1 A] i AT B AT B R
EVRNATR R 5 ki £, ARt ST IS s AL PRI B « F T IR B AR oI S
[ IMBNERS | iz (Ui e

[0546]  FFMR N FRERIRON #5102 I 5e M 1 AT 2 AR LA S DL RO RIE &
Y RSO B OER 252051 5 18 o R ACSE L, AnFLBH el e Hy s FIskae s =551, 4nl - F 24
PR H = s el A R B o LR AT b TRk 2 K S IE X e il & ORI A1 sl o) (U 45
(ERBRT) SRR AR A A B 22 2P 1 B9 AR SRR L R T s o AR 3 )
TN/ B N5 210 R 29 S ml 0 0 5d B ARk, Q0 A s RN A3 g i 5 1/ 8K
R, QRRERS ARG 4 o

[0547]  ASC AR ALK T T T BB 8E 25110 1= 2540 & ] 8B DA~ BBtk e R RR e, (03
RERTEI SRR PR I 478 TR R A S e R SRR s TS

[0548]  D.pR&RBEIK
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[05491 AR AR = 2520 S AT JRIC e ORISR o QARSI 1, R “BO R R
JC FEF PR e AR AR I, TS R Ao TR B3R alORE AU 15 55 S BRSO AN TR 1 511
L 2R RBGRI A FE ((HANPRT) ZERREH 28R e KR Far SR Ik IR 8« 428 hiDRE
T IR ORI R SHOREJAC B DRI R I8, A1 5 i B R o 1% 25 S s RORE IR Y
AL AT R I B G3E RN 22 s OB IRCR B AN T 1A HI18S , B4 ((HANPR ) BEmids
HIPRE AU 1 B s R IBCRE B 2ok s TR RO 12 S A3 I i A 22 )= Ak
UKL IR U AN LA 5 o 38 P 2 e AR T M 1 0 RO RN 22 TE B G R PR R T Pl 23 R R
[0550]  PAC R S0 Cud IEANPRT) LA B SCiskrb i  SE[E LR 553,845, 7705 £
3,916,8995 ;£53,536,8095 ;553,598,123 5 ; 564,008, 7195; 5£5,674,5335; 555,059,
59553 455,591,7675 ;555,120,548 5 ;555,073,543 5 ;565,639,476 53 255, 354,556 5
755,639,4805;585,733,5665 ;5£5,739,1085 ;555,891,474 5 ;555,922,356 5 ; 455,
958,4585 ;55,972,891 5 ;555,980,9455 ; 55,993,855 5 ; ££6, 045, 8305 ; 556, 087, 324
53866,113,9435;556,197,3505; 556, 248,3635; 556,264 ,9705 ; 56,267,981 53 256,
270,7985;%56,375,9875 ;566,376,461 5 ;556,419,961 5; 556,589, 5485 ; 56,613, 358
53566,623,7565 ;556,699 ,5005 ;556,793 ,936%5 3 56,827 ,9475 3 556,902, 7425 3 £E6,
958,1615;557,255,8765;587,416,7385 ;557,427 ,414%5 ;557,485,3225 ; (D {5
(Bussemer) Z¢ N, 25l 2 e E I 1F A (Crit.Rev.Ther.Drug Carrier Syst.)
2001, 18,433-458; % R B RZGWME B EOR , S5 20 s TR B 55 A g s SHIE/R T30 /RAG
(Marcel Dekker AG) :2005;EZJE (Maroni) &5 A\, 25 L 5 ¢ (Expert .Opin.Drug
Deliv.)2005,2,855-871; 7 (Shi) & A\, 256 & 5 6852005, 2,1039-1058 ; 2516 h
MEE G (Polymers in Drug Delivery) ; AN (Ijeoma) 55 A4 ; CRCH R AR DAL
R MR, 2006 ; 2k 4E (Badawy) 25, 258245 (7. Pharm. Sci .)
2007,9,948-959; IR BRI 25 EB BOR, W3 FE (Conway) |, Bt 25901518 RO AR
(Recent Pat.Drug Deliv.Formul.)2008,2,1-8; 528l (Gazzaniga) 2 A, WRIME= 2454E
Wy 225 (Bur. J.Pharm. Biopharm.) 2008,68, 11-18; 4417k /K (Nagarwal) 55 A, 24424
WifE 3 (Curr.Drug Deliv.) 2008,5,282-289; #4172 (Gallardo) % A , B2 2L B R
(Pharm.Dev.Technol.) 2008,13,413-423;ffLiE I Ak (Chrzanowski) , AAPSPE 2581 7L
K (AAPS PharmSciTech.)2008,9,635-638;fifidL it Kk, AAPSE= 258 274K 2008,9,639-
645; K 42% (Kalantzi) %N, s 2958 ARLEI2009, 3,49-63; ZENI/R (Saigal) A,
il 25t s AR B 2009, 3,64- 70 F1Z 1 (Roy) 55 A, # iR A5 (J . Control
Release) 2009, 134,74-80,

[0551] 1. FLfpidzshilRemehe i

[0552]  RSCH R R PR 2540 A PR s BRSO AT A5 AT SR A T RN D3 2 R 23
Jrr s IR ke v il - & Wi H (Takada) 58 A, #8 209015386 3 B4 15 (Encyclopedia of
Controlled Drug Delivery) ; FEEE4EZL (Mathiowitz) g J& A H iR 2y E] (Wiley) :1999; 552
5o

[0553] 1 HEE STt fhlrh , ASCFR R B 2520 SIS ROBEIRORI R A (o T4 i 25 o e
EVARC, ATl AR TR A K AT B K PR AR R S, AR (BT SR &
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Y, FIRSRATAE I SR S RIT A8, anZ MRIAE (1 5
[0554] 37 FH - Al AT AR b B TR A RO iR (EARBRT) JL T J5T - SR A5 5200 SR A 3 A
2% (pul lulan) ; BRI BTHAAIE IR (gum karaya) R SR 85 % i SCFE
JRE S BF RIS JIVIR SR = AR AR SR s Sy, QO RPRS A0 32 2 RHS 5 S /KPR MR, i R e
WENR , AR ; TREERR £ 5 1B R PN R s AR e B s R R =ML, inC RR A 4k 3R
(EC) \HHEE L FEAF4E 2 (MEC) RS AL A4k 2K (CMC) WOMEC A £ L 414k 2% (HEC) V3
St 4R (HPC) « LFR4F 4% (CA) INFREZF4E 2R (CP) « T TREF4EZ (CB) \OR | TR 4ER
(CAB) ~CAPCAT . ¥2APN 3L HHELZF 4 22 (HPMC) HPMCPHPMCAS « £ Ji 5 i — IR 2 P ik FR L 4T 44
2 (HPMCAT) IR L L4744 2K (BHEC) 3 R OIS B 5 28 A s 58 (IR LA s H I
NEWATRER ; ZE IR s TR N MGIR ; CEEPNIATIR 5 H AR VALY (EUDRAGIT® , #
PO R 3 -REE T 105 [ 2 4320 v (Rohm America, Inc. ,Piscataway,NJ)) ; 28 (FHIEPYIGTIR
2-FILOTR) s B IR L- R SL- 2R CRR IR Y s AT AR LR - SRR s 5% -
D- (-) -3-FE TR s AN NIRRT AL, an PN IAIR T 1R R SE PN U8 FR R  FH L T A6
FR TR INIEIR CRE - (2- —HISIE O30 HELNIGTRER AN (= L a3t O30 L NG PR IR
FI BRI R .
[0555] Y EeL S hE g, G 1 R AR TR B R A SO R R B 25 A S T T
O TRAR R EC TR MR D AR S I Bl S0l P S ORI 1 P EE TR
PRI U B IO RHEL S ((FORBRT) AP, sk O RN R M R 7 T
BT BHENEGRR AR R RIELNIGIE T iR SR O R A M IR IR F R - H
FEWNIGTR BRI O - R CIETRICR Y I/ WG LR Y O /NG TR R AL SR
YA OIES LR OIGHR R RO CIG R IGE ERY) R ZE 2R — IR L
TR R ARG O ORI IR/ LR CIgTR/ LIt = e R W O/
CIFAIE O T I A A PR8I TN 2K — R T iR RARAGIR B koAb
[ 28 A AN R A SR L SR W s SR KRR S, N B AR L IR HE R K
I TR AT RN AS I 43 7K R 2R LR M 5 FIUIE AL 5 , A B2 PR A AR gy Rt 8 AN = H ik
filfto
[0556]  ZEILIFE I A G, AT FIAnEE th T IO R S 0288 VR SIS W &)
A/ BIE VR B3 ORLEE T 1 0 5 SR A I LG S AL A 9 i 0 0 e IO 7 sk 3 R 4 61
AT R 112
[0557] AR R ER 25 41 A I es OB ORI AT i 1 Bl R SO HOR N R EL R
P I GV LN T3 8 e = WIE) L = W Y = B S B 22 Y =i B e
[0558] 2 2R
[0559] AP B 2541 S PO B R R IGHI L AT i FVS 025 7 s R Ohe v i , (o b
(HRBRT) B R G0 B % R G0 A FRIERAR (AMT) FIE AL R 46 (BCS) o5, iX
B AAE DA () S ATEMER A TZ0 5 81 (b) B 2D — ML LI 558
JEE, FLAD SR o BB MR Rl K [ 7K A TR NAZCy , DA 55 P 18 A i ALK 5 |
YRR -
[0560]  BRIEMER S LASR, 1595 2 B A O de i 859 71, Ho= A= T /K A FHER
ik B BE A O IIR B ] —FBE 7 /K T BE IR AL SR KR &9, b B o “ BB R
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W M IKERIS” A3 NI A IR K T KA K R R S s (EART) SEokPEL
W ANPGRS W)« 20 (W IR ES) IR E M M (PEO) VIR & % (PEG) VIR 7
(PPG) 2 - FHEL NI IE AIR) 58 () 1R B8 (FHEE PN B2 3R S J@ s Bl (PVP)
ZHEPVP . BE £ A (PVA) JPVA/PVPELERY) . PVA/PVP 5 /K e B (40 B N 445188 FR R AN
R LM TR TR AL S W 2 A R PEOR B 1) o7 7K1 B8 el HHTR i A2 ICFR HH AR AE 38 A0 S
KR FHELFAE R (HEC) RN FELF4E R (HPC) RN 3R LT 4E 2 (HPMC) JRFL LA 4E 2R
(CMC) FIRIL £ L4425 (CEC) iR N 3 RIAE (polycarbophil) WS A AIEE S
CERTENY M o

[0561] U — 2 a3 71 isads It , L RE IR B DA S i 175 7RI ] [l 6 4 1) s B (14758375 e o
FE G A B ER S (EART) LR, iR se . S se S ES SN S EE iR
B TR R B L IR AR U PR R 5 W , WA e RN 4 2 L UL
FURE 2 20 H BT AR S LU B R TR R AR s B ALER , anPud AU ig ok
BT M5 TR TR T T I R VS IR L AUR O R MR (edetic acid) AL
PR W FHORTIR | A AR s FR 2 AR G

[0562]  AJ A FAS [R1 AR 2 232 (175925 791 LA S M 2 ol 53 e R0 M) 2R 168 1 oo 232 o 454110k
i, AR TENH (WIMANNOGEM ™ EZ (75 35 ZE ST IR X 23 Wl SPT I 258 ] (SPT Pharma, Lewes,
DE))) W] FH - AE i WIS INI ST TR e At B D % 18 DAV it i = AR i 7596 7 A, ELZ A
FEOOREIRU £ B DAAE AN B N AR sl T PR E I BT s K HE o AR BE S 00 B, 15 MRk
o3 DA s B A e e AR AT T R T MR B A0 (e i

[0563]  AZ.0oid A EUFE) 12 2 M AT R [ e B A RNZR A, DA s 7 R R 2 s k
AEITRE ST .

[0564]  i& T A2 B R G AR AR B 5 AR e pH/K A2 HANE 1K, sladi
AL (A0 A LR TIKINE PRI WNIGIR R 58 (acrylics) RO
(vinyls) ok SREWENE  REE A2 RZATAEY) i H B B RIS & R SR 9L E 175
L AEEBE AR E I CFR A 4E 25 (CA) . OTRAFHE 2 = LIRAF4E 25 INFRCA MR AT 4E 2
O T T4 2 (CAB) & B L TIFRCA L CAP UL S L IR CA . T FRCA LR K i — 112
(trimellitate) ZF4EZR (CAT) « — FIILEAIL LFRCA . CEEBRIRCA S LFRCA L EEHRCA L HH
FERAFRCA T JEMAFRCA N R THRFRCA TR B S — LR FLUBEE W) « CFRBHT T b . = L FRB
MR R AR O RIS IR = G FRIR A O - R MR WECLPEG .\ PPG .
PEG/PPGI: 22 . PVP \HEC .HPC . CMC . CMEC .HPMC \HPMCP .HPMCAS . HPMCAT . 58 (PN #%5) & FIIEE D,
NI (FREE DA BRANBE ALY e Hy  FE A A Wi RIRS 2R ) 7 O i 1 VIR W 2R
15~ ZRIRE IR IA SRR SR IR O VSR SR I B AT ATERE R IR AN s o

[0565] 2 BEin i B K PERALIR , FCrp AL ST IR S8 AR B AS /KPR B E
RS KZS, InSE B LR 565, 798, 1195 HR BT ik o X G /KEAHUK 2 S 2 2 R A T
FE KPR A (N2 M IR O I VR M IR VUGR I SR AR AT A SR Ik L SR AL SR ik
W SRIR G IR O U T 5 L0 ~ TR SRR AT R SREFE AT ) A4 o

[0566] 2@ L b LB AL AT AE B0 R e il M U O C R F LB % AR FLIE P 21
T K AR ZERAR P Bl s A2 U M AL E B e 5 o0 (R 2 B« b AN, A% 138 £ L AT A
B B FEIITRITE B, @A SE LR 555,612, 0695 MIZE5 , 698, 22075 Hd ik A [ ASKS
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PRIBELARIE O T

[0567]  REIAUITE PR A o IS B ARSI 3 ] S ot _E 22 F 2 B IR 2 FE AN LR S AZo 0
(AR A B AR B AL EUE RSN R

[0568]  [< 2520 S W2 2 da R RO B A F— 20 0 5 H 8 A SR 19 > R 741
s A B AR sk ae o T

[05691 27 s il RIS B AT AR Him P SR Bk ) B AR B3 2 M S R IR AR 28 o 23
FEHAAI . 2522 R 5 52, WS S E (Santus) AL 5T (Baker) |, 45 B IAZL 451995,
35,1-21:;4/8RY (Verma) 25 N, 25 &5 T #1252 (Drug Development and
Industrial Pharmacy)Z2000,26,695-708; FI4E/R 55 A, # il RE B £2002,79,7-27.
[0570]  fp HBe STt filrh , ASCFR R L 254 S BL D AT RO 2, RS a8
T UIASK B L, AT i Az D ST PR o AR B Bs 2527 B T2 BB sk« &
WL FIZES, 612,059 SAIEPR L H HIE AT W0 2002/17918%5  AMTH5 IR IAGHI Y
BN ES 72 R b e - N NS Ly ol | S S S E v NVl O O R e £ M B = W AL 5= B
RIANRIRTT

[0571] e s il ASCrh e B 2541 S P BL W ESCHE RO Y, Hu S
K UDHNBE IR, T2 U S5 00 R S FR A4 2 AN B IR 2577 1 A e 2 R 7 ek
=il

[0572] 3. Zidekras B RO

[0573] AR AL E= 254 S B ROBSIBGRI AL T DA 2ok s PR ieke e X il ,
085 KR B AE 291 0pum B 2] 3mm « 2)50pm 2 252 . 5mmisk 2] 100um ) 2 LmmyG FE P R~ ks
SAUKE o 1% 28 200K R 3 o BT SR s I BOR A DA R 5 ik 25, B i AT
B /TR IR TR 1 Fe 4 o R ot S5 AT o W8 2 B A 142 Dt T o 2 WA an 2 ok I 259
f&35 (Multiparticulate Oral Drug Delivery) ;iififh B - 3847 74 (Ghebre-Sellassie) 4i;
LLIEJR o {718 :1994 5 A 25 kidy R (Pharmaceutical Pelletization Technology) ;
T L - FERT PO s LHFEIR » #7g /K 11989,

[0574] QA Ptk (X H e T 71 sk 230570 PT 5 = 25 240 045 5 LA B T AR A% 22 1
KIWD o FITAERE -7 B P A B 2 ufoRr 3R B ke T FR AN [R] S 6k (Al 58 & < /K AT B ik Aok R ]
IRREW)) E45 2Ryl gt — 20 N e el 71

[0575] 4§ fLek

[0576]  ASCHEREEIIEL 294 G Al YR RC DASE )RR 4121 SR AT IR T AR &
PRI e DX, 4GS IR DU BT O B 2L M BR AN TR IS 38 R G » SEBI U iE (HAFRT)
FEEELF55,709,8745 ;555,759 ,5425 ;555,840,674 5 ; 555,900, 2525 ; 585,972, 366
53565,985,3075 ;556,004 ,5345 ;556 ,039,9755; 56,048, 7365 ; 56,060, 0825 3 256,
071,4955;%56,120,7515;566,131,5705;266,139,8655 ; 556,253, 8725; 556,271, 359
+53586,274,5525 ;556,316,652 ; FIZE7, 169,410+ .

[0577] {51k

[0578]  f—ANSLHEEIER  ASCFR SR I TIRST TR s sGE AR ERBBA A9 IR o
S — 5 FEIR T 1, S8 S AT i sk A &9, Bl T sk XX T
F1, R B A A A SN ETE 1 AR R A A R TR S Mk [ 67 R A A 5 sl
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D= 22 B2 I A S e T 25

[0579] (R EsLsjirh , ERBB Y A= ERBB. /1 2L 56 5], ERBBERBBAL J-44¢ .

[0580] 71 HEub s, ERBBYEGER o /1 KR S 5], ERBBA BT A= RUEGER o 75 K 2L 5t
5Ivh , ERBB N EGFRAL S 44¢ o £+ HEEE ST JEFI T , EGFRAZ AR B A B dc S F N BB o 78 R 28 5T
B EGFRAZ S AARLE DL N R B AL & AT — k2 e i N 2l : 689,700,709, 715
719.720.746-759.761-765.767-775.783.784.790.796.826.839.846.858.861 1863 . 7F -
BE S I, EGFRAS AR — A AN AN AT S 2 HR R/ B U, 2% F 27 gk F
V689M.N700D.E709K.E709Q.E709V.E709A E709G.1715S.G719C.G719S.G719A.S720P. A
E746-A750. AE746-T751. AE746-A750 (ins RP) . AE746-T751 (ins A/I) . AET46-T751
(ins VA) . AE746-S752(ins A/V) \L747S. AL747-E749 (AT50P) . AL747-A750 (ins P) . A
L747-T751. AL747-T751 (ins P/S) . AL747-S752. AL747-752 (E746V) . ALT47-752
(P753S) « AL747-S752 (ins Q) - AL747-P753, AL747-P753 (ins S) . AS752-1759.D761Y.
AD761-E762 (ins EAFQ) . AA763-Y764 (ins FQEA) .V765A. AM766-A767 (ins AI) . AAT67-
S768(ins TLA) - AA767-S768 (ins SVA) .S7681. A S768-D770 (dup SVD) .V769L. A V769-
D770 (ins ASV) . AD770-N771 (ins NPG) « AD770-N771 (ins SVQ) . AD770-N771 (ins SVD) .
AD770-N771(ins G) « AD770-P772(ins ASV) \N771T. AP772-H773(ins PR) . AP772-H773
(ins YNP) . AH773-V774(ins NPH) . AH773-V774 (ins NP) . AH773-V774 (ins H) . AH773-
V774 (ins PH) « AH773-V774 (ins GNPH) . AV774-C775 (ins HV) \H775Y.P782R.T783A.
T784A.T790M.G796A N826S.A839T K846R . L858R . L86 1QFIG863D , FLIR il 541 HEGFRAL
R B 2 S LR I B AN AT AE — N BRAAN/ sl ddi N, sl U o ZE 3 BE S 51 EGFRAR S
B A AL SR RN/ SR, & 3 3R %k FIGT19C.G719S.GT19A. A
E746-A750. AE746-T751. AE746-A750 (ins RP) .T790MANIL858R . 71 Hi L5t {flrh , EGFRAR
S TTIOMA/ B LE58R « A AL St EGFRAL AR S — > N DA ik
R ONFN/ BB, %% [ SR #3255 ] AD761-E762 (ins EAFQ) « A S768-D770 (dup SVD) < A
V769-D770 (ins ASV) » AD770-N771 (ins SVQ) - AP772-H773 (ins PR) . AH773-V774 (ins
NPH) . AH773-V774 (ins H) - AH773-V774 (ins PH) fl1AH773-V774 (ins GNPH) . /f H-LE850 )
B, EGFRAZ SAARLEANE - 197 S AT IR A AR N S IR o 72 R S 5], EGFRAZ S 4AfE 4h
T2 S A TR

[0581] {1 H-ob s rh , ERBBYHERZ o /1 KR8 S 5] h , ERBB A BT A= AUHER2 o 71 KL 2L 5t
5Irh, ERBBHER2AR S 4A¢ o £+ HEEE ST E(FI T, HER2AZ AR & A e Fe Nl B o 7 28 5T
B HER2AZ SAARLE DL N AL &7 — k2 AN i N2l : 309,310,630, 717
719.726.733.755-759.767.769.775-778.780.781.783.785.798.803.812.821.835.839.
8428961915 71 H-LE S5 , HER2AZ S A4 25 A7 — A S P oA PA_E gt 2 VA AR/ 5 EY
R, % ks 2%k F16G309A .G309E . S310F .C630Y E717K E719G.E719K . L726F .T7331.L755S
L755W. AL755-T759.1767M.D769H.D769Y. AA775-G776 (ins YVMA) .G776VC.G776LC. A
V777-G778 (ins CG) \V777L.P780L. AP780-Y781 (ins GSP) .S783P.L785F.T7981.Y803N.
E812K.D821N.Y835F V839G V8421 \R8IGCHILI15M, FLFR 1 544 HER2 AR S Ak Hh 1 I 7 S ik
R B AN AE— DRI/ N, sl B  AE R L S 5 HER2AR S A &7 — A A
B ANPA F 2 R/ B, & 3T HB3%E F1G309A, L7555 AL755-T759 AATT75-
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G776 (ins YVMA) \V777L. AP780-Y781 (ins GSP) .V842IHIR896C.

[0582] {1 HEubsjE i, ERBBYHERS o /1 KR S 5], ERBBA BT A= AUHER3 o 71 HE 2L 5t
{5l ERBBOHER3AL 47k o A1 3-8 St (A1) i, HER3AR S 4 25 A A Fel N UG

[0583] {1 Kot s, ERBBHER4 o /1 KR 2 S 5], ERBB A BT A= AUHER4 o 71 HE2E 5t
fflr, ERBBOHERAAE S 47k o A1 -0 St (51 i, HERAAE S 4 2 A R A Fe N UG

[0584] {1 HEub ST rh , ERBBOA SR A o £E HEEE S b ERBB O 32) — JR 4k o 71 KL 2L 571t
5 ERBB Ry 2 — B4k . 78 -2t 5644, ERBB Y EGFR W HER2 \HER3 HERAFN LA S 4k 1y 2 —
TR,

[0585] - KLUt e filrh , AR B S o S A RUERBBIF e B PR A I 1] o £ SE2E 5
Ffilrh | A AR A S o 582 U ERBB 1% B4 MR 3 T A R ERBBAE 29 2% L ) 445 . 2
8% . 212015 . 41501 . 411001 . 212001 . 2150015 5% £ 1000575 N «

[0586] {1 KLUt filrh , AR BRI S A A RIEGFR I e B PR A I 1 o £ SE2E 5
I A S A S R EGFR I 1 B M i oot B 2 T EGFRAE Z) 2% 444 .4
8% 212015 . 41501 . 411001 . 212001 . 2150015 5% £ 1000575 N «

[0587]  fr HEub il rh , AR B S O A RIHER 2 (1) e B PR A I 7] o £ SR 2L 5
Fafilr , A A S o 5 AR FUHER 2 20 B MR Y A HER2 AR 29 2% L 29445 . 2
8% 212015 . 41501 . 411001 . 212001 . 2150015 5% £ 1000575 N «

[0588] {1 KLUt fflrh , ASCH R BRI S A A RIHER 31 e B PR A I 1] o £ SE2E 5
T A A S S AR AIHER 31 158 B M o B AL HERSAE 20 242 L 29443 .2
8% 212015 . 41501 . 411001 . 212001 . 2150015 5% £ 1000575 N «

[0589]  fr KLUt filrh , AR B S A S A RIHER AT e B PRI o £ SE2E 5
Fafilh , A A S o 5 AR FHERA 25 B MR T A HERAAE 29 2% L 29445 . 2
8% 212015 . 41501 . 411001 . 212001 . 2150015 5% £ 1000575 N «

[0590]  F 75—l , ASC B ] T-1adT BB s s A AR I B AE MR 1 — 2 %
FEIRI T i, RSB S MR A = AT E A &9, B an X Tk XX T b &
Py, Bk HS IS A A S IS A ARV G« PR P A DA B AT S A AR 7R 5 sk [T 62
A B DS 20 b AT SR R A K E kT 2 .

[0591]  fr HBe S ffl v, AN FL B o A8 RELE STt B , AN AR A 2 o AE 28 St 51
HH AN AZRPIANE R K50 K 7 () KB shslcs i (an s Hassidi) o

[0592]  fp HEEE e {5, ERBBA Y515 IR o i ol 5 o B A= VRGN o A1 Fo e ST g v
ERBBA™ S I IR ~ P FE BN e o 7 SR8 S b, ERBBS TS -AK e B bt
ZGMEREAE o AE R EC ST A ERBBA S HOWRIR I AE B o 2 SR P ZGVEIRAAE o £ R AL ST
BiH, ERBBA TSP IR S o w2 A Ve 2 B 2 MR o A e i b ERBBA T
TR IR RE BN A RN o A1 L ST, ERBBA ™S5 H95 TR I AE B0 S5 I
[0593] AR BC ST, HG A VR IR AE o A1 R e ST, e o 2 A MR o A
BESTt B SRR P 2RI o £ R S IR e R A BT A PRI o 75 R EE ST
B e N 2 PTG A RSB i o B R 2 A AT .

[0594] (R REEEsThE B, s fE P ERBBINFIME T o« £ SRS ST hB 51 rh , e o Al i g
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ERBBA I IV IEAE o /5 L LE ST BI R , S A P 2 B EUERBBATI A AU PR i o AF 28 S e 151
i R 2 R M DERBBAIN AP IREE o 71 RE ST B , S b 2 A AT 1 T ERBBA i
FUPEIRAE o £E R BC ST A1 | 358 D0 2 A AN AT 3 AR e ERBBAT il FAAE o o 78 328 STt 151
H L JERE N B ER JE (afatinib) K438 )E (canertinib) <iAF[FFJE (dacomitinib) JIRZFF
JE (erlotinib) \&HAFEJE (gefitinib) IRTEFEJE (icotinib) Ful#EJE (1apatinib) AL
B (neratinib) JEZAZFJE (pelitinib) « LA E (varlitinib) sk FH4H 5.

[0595] 7 FLee st fil vt S i EGFRIPAA FE i o £ FE 8 S b, el by i A
EGFRAMTIFIVEIEAE o 75 L I BIrR , Josfie A T 2 B EUEGERITA FU PR i o AF 28 S e 151]
R 52 R DB GRRAIN F M IREE o 71 R2E ST B S o0 &2 A M AT 1 U TEGFRA i
FUVEIERIE o A8 FLE ST U, Jeshie o0 2 A AN AT BB eBGRRAP IS o

[0596] {1 HEE STt oI rh , s peHER2 A VR i o A5 HEEE ST, S o Al i
HER24W I IV IEAE o £E SR ST BI R , S A P 2 B EeHER 2T SRR S o AE 28 S e 151
i R 2 R M HER A F M RE o 71 2B ST BIrh , Jeshis o0 &2 A M AT 1 U THER 2400 i)
FIMEIREAE o 75 O SEBIrR  6ad o0 52 R AN AT 1 R 4T HER 2 A A A S i

[0597]  fr HBC STy olrh , s s peHER A VR i o A5 FEE ST, S o Al i
HER3APHHI IV IEAE o /£ L S BI R , S A R 2 B EeHER 3T AU AR i o AE 28 S e 151
i R 2 R M DHERSHIR R FA M IRE o 71 2B ST BIrh , Jeshis o0 &2 A P AT 1 U THER 340 i)
FIEIRRAE o 75 L0 SEBIrR 6 o0 52 R AN AT 1 R 4T HER AR A S i

[0598] {1 HEE ST oI, s peHERAAD I FIVE i o A5 FEE ST, S o Al i A
HERAAD I FIVEIEAE o 75 L S BI R , Josfie A T 2 B EeHERAJII A SRR i o AF 28 S e 151
R 2 R M DHERAFI R FA M IREE o 71 RE2E ST MR, S o0 &2 A AT 1 U THER A4 i)
FIMEIRRAE o 75 L0 SEBIrR 6 o 52 R AN AT 1 R 4T HER AT A A S i

(05991 {ERELCSa i , 34 AR MR b & RPN o A1 HELE ST, B4 A= Py T
[0600] W] FHASCFRHR LA S HT6TT ORI hE 5o (dd (AR 1) (1) & R sk
B, RG4S e SO N A SO S B 6 S IS 2o B8 1 T gk
50 W i (B FLBE TS I RACTIE) FIIE R4 2 4E 5 (2) & RVENGH , BIE O ER
Jpi (Crohn’s disease) \JitmEgia %8 IR ANS 4 5 (3) KT R FER L5 A AE (Behcet’
s syndrome) ; (4) = RZEAIA S NE R , COFE B2 IR A I8« e MR B TR 8 ik sk e e
Bz 76 A2 IR B B Wi A2 (R4 e A 2R FLISIRIE s 25 JHIVERRLVIESL 5 R I B 22)
R PE LR PR B 27 AR VE R AL, AN BRI BRI 5 (5) MR AT L e , B4
B RER 12 B A TRy i 5O S 98 R 58 e B S A e SR s A S g
PRI 5 (6) FIAAR TR , BAE T 28 (A 2R NG PR AT ROBEPE) 4 S PR 21 B ARIGE
THUME PRI « EERENLIC T 2 A PR A R RITEGH (Graves’ disease) FIZZER{K'ES 45 (7)
FEMEHE SN (RLFE )M s AR HE e SN AR AE M Do As £ 5509) |, I an B2 IR A A HE = I
R SRR B AAEHE R SO B BE RS AEHE e SO 5 (8) AR (9) CMIE A i , B4 St Ok
TEUE RIS S I OB O AUBEZE OMILRE « e L O RS SRk AR etk 5
kR ~ B R 2 R S A 5 (10) M IR i , 4 GG MR 53455  Fh DX Jr st oy 1A o
FUBAEDIIE s (11) FL55 B AT AR -2 8 -5 S OB S0 B D il S 11 s 2%
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WA il (I EalE 1 TR R FEIR R IR AR S R el s (12) £F4EqL 5545
HPI MR IR 5 (13) ZEFE aR MIAESE IR, AR DA DO REREAS 5 (14) B IEisiE , (s
B2t D IE R A 5 (15) #HEWAE , 4GB 2278 2RICAE (Alzheimer s
disease) ; (16) BEARICU , AE IR A& VEIE IR « B ARIPIR 7 452 25 55 AEANVC v Ja e 25 e
(Pickwick Syndrome) ; (17) s (18) B MEAE s (19) HREBHAE , CUFE T AR s A1 (20) Jkize
VEBS , (URHIV

[0601] R se il rh, v AR AL S 07697 I RiE (U FE ((HANPR ) (1) Ef
I, EUAE (BB T SR B s - S P ERELBRIE 05 S PR B SR 4RI B s , s iE bk
I S TG AN B B FRAZ AN | SRz AR 20 s I R A B A A R 2
B B HE IR (A3 L« /N D g PR M 1 4B D R 2R I 40 i k2D k4 8 L BR
D) HERPEDLIL (RA) HEAINEERRIAIZL A0 IRA (RARS) A 1o it BE4HJIIRA (RAEB) (A%
AZHRYJRAEB (RAEB-T)  F I BT SXHE AT I 15 46 PR A 4 i 1 19 1t s (CMML) , (2) 184 i
i, BAE (HNPR ) @M BE 4u i CRURIERTE) 1 IS A bR B BR M i s AN E 40 1
M9 5 (3) FLPELL M ER Y 255 5 (4) WRELE , 0 dE (HAPRT) a4 Ik (Hodgkin’s
disease) MAEFEAT SN ; (6) Z L MEHBER, (Ul (BAIRT) Mgt 2 R a8 IR
WA B IR A M B GRS 2R A 1 195 N7 1 4 M ATE SR 4m s s (6) BL/REsHT
Fre G B BRKEE 1 M AE (Waldenstrém's macroglobulinemia) 5 (7) A o & PR A B v [ BR
EAAE; (8) RIER Fa IR (AE 5 (9) EHEES; (10) g M4 AR, il (AR
1) B IR B R O RS A G RS (Ewing s sarcoma) PR AR HOIR S By B& R 41
HEPRE A R TR AR S A R PR L T PR (LA N BZRR) AR AR PR R AR ER IR
(Kaposi’s sarcoma) V- LIRS BT RS R E T PRRE WG RS AR A &2 M98 W DL
PR AT I RE 5 (L1) Joideg , Eu s ((EASPRT) 2o 2 e 4nideg i T b 22 os = A i
A DI RN SR AR ST 4 IR ST AR IR PR AT IR e 28 R AT R I R A SR A
S 10IRR « A A4 IR AN A P Ik 297 5 (12) FLes , 0l ((HNFR ) JBRges - /N (N
) SIS N B T FL R RO FU R U S LSRR P R MRS I
[ (Paget’s disease) MUK RYEFUIRE; (13) B _FAMEAE , (R (ENFR 1) W R84 i A
T REE TR s (14) HRRE , B4E (EANPR ) LR sl HHAR e 6 o AR e i 22
JEMERUR IR 5 (15) I lises , (g (EABRT) JBS 2008 S B I 308 i 20 L I B TE MR AR
A A A ZR I IR AN e sl e S A g 5 (16) FEpAeE , B4 ((HASPR ) FEIRECPR
Jpi (Cushing’s disease) & FL 2273 WA R i IESE AR ARAE 5 (17) AR ESEAE , 45 (15
AR T R SR 2098, QN I 3R Ik o SR SR ATIRE IR A4 R 208, AL i B e 5 (18)
PR, 40 (EABR ) SRR gniedis PR AR 208 5 (19) AN, s (EASBRT) @ik 4m
e TR 2R B S B R e PR AR S R B 5 (20) -5 95U , B0 4E ((ERFRT) BE1R
AR s (21) B, s (EABRT) 5 NSRRI 5 R s (22) DR, (s
((EANPRT) BPE1- B e A2 g A 4 i Jrhiea A S I bvRg 5 (23) Bl , gl (AR
T BRI R A VR R RRCR R AR IR RE AR R R R AN R e R
e 2 AniE CNNRR) S s (24) B, UG (AR Bdes AR K CRIIR) (it 3%
T B RIS Y R S IR TR TR T RS 2T 4R PR R ARG 5 (25) 45 1% (26) B ;
(27) e, B FE (HASBR 1) FH4m i ea AnH-RE40 MR 5 (28) AR 4k, (3 (AR ) B ;

85



CN 114940673 B W OB P 80/139 T

(29) IS, A0 dh (HASPRT) FUSRR S APIRABRIEE 5 (30) Jilisd , (o4 ((HABRT) AE/NmfiE
e SR AR GRS e« A ea e A N e s (31D S2AUds , fudd (A
PR AR LR RS I An it « 2P 2t GIARY) ORSARoE ARRS IR AR R g
BT NG (TR SN IR SR 5 (32) BT IRes , A0t (HANERT) i s I UL AR FISREL
JIUAIES 5 (33) B89 5 (34) sk, (0l ((HANBIRT) R AmIfs 5 (35) FE Rt ; (36) M/
JhdeE , G0 ((ERBRT) e« R AR BO AR AR M i s (37) WAER , G 3% (HANER ) BiIR A

FERNPEIR s (38) BePee , Cudilh (IEANPRT) BLiednfifasss Bk 4 iasss A28 F0R AR YRR 3=
B TRAREOR BBV R (SR RO rE PR 3O 5 (39) B, A (EANERT) ' 4 it

SRR B BRI A A PR AR AT A e (B A AN/ sk ) 5 (40) J800R BT R R
(Wilms’ tumor) ; (41) B5btie , C03h (EANRT) R TNz STk An o fes « e FIes PR 5
M B , 0 Ah (EANPR ) KGR PR « BRI PRRE PN RS2 RS TP XL/ PR B2 AIJRE - TR B2 R
TR TSR I BRI b B R S AR SRV T BRI BB RE S AL IR R A
FLIGHR IR (3 028758 (Fishman) 25 A, 1985, 5% (Medicine) , 2520, K E RS2 7]
(J.B.Lippincott Co.) ;FEHif#E/RiE (Philadelphia) FIFIE (Murphy) %5 A, 1997, % sk
E SCEE e, 18T A S 5 (Informed Decisions:The Complete Book of Cancer
Diagnosis,Treatment,and Recovery) , 4% 4E (Viking Penguin) , FE[EAREIE 452\ 7]
(Penguin Books U.S.A.,Inc.,United States of America)) .

[0602] £ KLEe sty fsl v, S5 A Vs B DT I g L Jes - 1 JEsRMAIRGR P Jeeie « 45 1 B
Wdee i s el RS i 71 des B ek~ B e

[0603] 1 KEEL Syt Ag b, B8 AR PR il o 78 SR EE STTE R R, 38 AR PR B 2o R i
It o AE HEEE ST R, B8 A= MR 2 B P 2R il o A2 SRR ST A rh , BE ARV i A
VIS o 78 FEEE IS Brh , B A= Vs o8 2 A e 2 e o 7 SR e S b, MG A R
NI RN 2 BTG e o A8 RS S5 R, B AR PR DA N e o AF RS2 S )
i ARV P 2o N R o A RS SEHE B, G AP EIOR Oh 2 BTG 1R E N
e o £ SEEE S B , MG A= s R 2 R R/ NG e o £ SREE Sk, B A e
i 2 R T2 MR/ N s o AE RS S R b, B AR MR D R R M 2 BTG RN
21 i g o

[0604]  HWFTIEST (PITAE I sl IR DA K AR ARG T AE , AP R B A S k= 25
APl 2210 AR NS LA IEIEPY <Rl PN S IOV it PN R S sl v R N o
AN RN RS R VR B D RS (Blang Bz sl R # 25k i S Hon ik
H sl 3 [ DA A 57 B T 5 1l R N 20 AR MBS 251 AT s2 [IE 71 389 A
FUANGEF) — PR « I FEAEASOH R AL Sk B 2520 S A A RBLIE 4% 25,
RS PR RS0 7 THUE I BRI

[0605]  fF iRy PP slSCE AN S AT AR 5 AT L 1 — sl 22 BE AR R, 382 771
BRI R R AT e MR T 290 001 B 1002250 (Z£5¢/ T3¢/ K) 20,01 52752
5/ T o/ K20 1829502 v/ T va/ 20, 5 R ZJ25% 50/ T 5o/ Kk 211 B 2120 = 78 /T
v/ RIS B 2 AR X —JEEIN, S /£ £)0.0055]2)0. 05,2
0.05%]£90.5.£J0.521295. 0. 291 812915, 21 212920291 821502 v /T e/ RTEHE M
[0606]  SifJ- FI A% 25, ASCH R B 2941 ST DL A 291 . 081291, 000mg it A ik 47
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FE—DEEBIA, 2124952510, 2915. 24920, 425 . 4150, 275, 2100, 21150, 2200, £)250
#1300 27400 2750027600 2)750 £J800 279005121, 000mg P4 1k 73 1 B 7AE RS, DA
TRy 1 B 5 AR R T o R 25 S vl AR R L B4R P AR 3 S, s
R—IR IR =R AR

[0607] SR, N R , TR BB 1 5 R A KA A4S 2903 i A2 18 FURHIOR
T EFHA 2, A FEAT R I SR S P0TE M B e AP AR AR PERNE R 2 7] §
AR VPR S R RE PR B B PR 2GRN ] HEJ 3 2R L 25 Al 45 Btk ™
PEMZE DT R AR

[0608]  FE— A BIH , ASCH AL H AN AL KT Tk, L S gl S A R R
APk, I an=C s XX T S, sl B — I S AL A SN e TR S 1~ AR T A4
RITR APk R 24 S sl D 22 b ez [k R S ki 25

[0609] 71 b — e il rh , AR PRI SR A AR i, LB S B S AR AR
BT s A &, BT XX T G0, alcFC R — P e A A AN e TR 0 AR 5
FPRITR APk I 328 S sl DS 252 1 ez [ Eh R A S ki 25

[0610]  fF FEELsitaf i, 4Rf Ay 400 o A8 FEEe S h , 40545 ERBBAS ek .

[0611]  AE—ANShE B A S FRER T 1 T S BRI , £F— S8, ERBBIGHRT)
VR T, FA 5 (HERBBII 5 A ST 5 A S e ok, A= Tl XX T b &1, sl
B A A SN IETE A AR T e A AR O TR A Wl IRl 37 2238 s il FL IR 252 1 m)
Bz s AT AT 2y .

[0612] {1 5 —SH ol , ASCFRER A -1 A AR T 2 R B , 72— SX it fsilrh , ERBB
BERIE TR 4 A S8 S MASC T i e e &9, ATl XX T &1, sl AR
— A R SN TETR A AR A AR TR A ek R 3232 ek sl LR 2575 B T
SR RGP 2

[0613]  fp H-eesfE b, ERBB A Y A= U ERBB . /1 K-8 5t 5, ERBB A ERBBAZ W4k o 1
BESTiE I, ERBBOMEGFR o /1 H- Lt S5 Hh |, ERBB O B A= UEGFR o /1 KR 28 S 51 Fh , ERBB
EGFRAZ Fp Ak o /1 KL 5 5, ERBBOMHER2 o /1 W6 S5 e {5, ERBBOM B A= RUHER2 o 1 B L8 51
JEfor  ERBBOIHER2AR S 4¢ o 71 st 56 5] rh , ERBB YHER3 o 1 H- 6 S0 {5, ERBB Ry A= 7Y
HER3 o /1 2L 55 5, ERBB Y HER3AR 44 o 71 K8 S e f51] i, ERBBOHER4 o £ H- 28 S5 51
F, ERBB B A= UHER4 o /7 5H 26 55 rh , ERBB HER4AE 5

[0614]  ACSCHRREEI A8, BN T E XX TR &40 , ik FONT I S A (R ST S A (AR 11 R
G TR E BTRR AT X A R TR S ek Rz 2 48 Sk s sl LR 227 BTz gk |
AW KGR 2 5 18 /] 5 5 el 69T I sk s A SRR B e A i T
R RIE BRI — B 2 MR I 298 sl T A A S el Al A

[0615]  E G EIGTT A TR (AR ) (D) o- B FRRZF; @ Puiddeit il 3)
PUEhKBFEREA ], QHACATHPF; (4) Pk 2, WP & (anthracyclines) (TR R
(bleomycins) 225455 K (mitomycin) UZREH ZDAIE K45 &K (plicamycin) 5 (5) HUfa I
A EE 2, BIANEE IR, AU TR e LTS A BE IR 0 0 e A =50k 5 (6) Bkt
A, an s i A SRE BT i PE (argatroban) (Ebf A E (bivalirudin) RPC fHE
(lepirudin) «J7iAH144 (fondaparinux) «JHF2 RNET i AEEERR (warfarin) FIAs 32 D07
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(ximelagatran) ; (7) HUREFRIF A, QAR (5140 = FEOBUI) A A ) 551 (0 b e
(acarbose)) Ji i 2 A M (meglitinides) (Bl AHmtE A 2% (repaglinide) ) LR
(B ank& AR (glimepiride) FEAIANR (glyburide) A AN (glipizide)) WEMALE —
i () an it A% S0 (troglitazone) « F A (rosiglitazone) FINLHS 41l
(pioglitazone)) FIPPAR- y {i£dEF; (8) JrIT i, L% (amorolfine) PAPEE 2B
Bl JE 25 (anidulafungin) EEIK M. (bifonazole) A FEZEY (butenafine) A FEMR
(butoconazole) - EJ1254 (caspofungin) JERILER (ciclopirox) « 7o (clotrimazole) .
15 EEME (econazole) ANFFEEME (fenticonazole) AEE K (Filipin) - o5 FEME
(fluconazole) . ML (isoconazole) (I HEM: (itraconazole) il ML
(ketoconazole) «AFE25# (micafungin) PEEEME (miconazole) 2534528 (naftifine) Jiay
% (natamycin) Jiif 22T (nystatin) B FEM (oxyconazole) Fii I FEme
(ravuconazole) JHVV M (posaconazole) S X TR 2 (rimocidin) & fth FEmk
(sertaconazole) i EML (sulconazole) VEFEZEX (terbinafine) | FpEEWE
(terconazole) JWEREME (tioconazole) FR 7 FEME (voriconazole) 3 (9) W48 25, BlandEk
FEIEEE 27, il 50258 (aceclofenac) PP 3ESE (acemetacin) P B2 PEAK (amoxiprin) «
Bl 5]VCAK (aspirin) ~PIFLA R (azapropazone) - DIiATE (benorilate) /R ZNER
(bromfenac)  F¥%4% (carprofen) FENE A (celecoxib) JHARMNERES SR « S0 JE
AP (diflunisal) RFEEER (etodolac) M E 7 (etoricoxib) JAEMZ (faislamine) (2%
% (Fenbufen) AFIETZS (fenoprofen) i ELIEZY (flurbiprofen) fi& 2~ (ibuprofen) .
I FE52 (indometacin) A 1K 2K (ketoprofen) (JiI&ER (ketorolac) 5iG H
(lornoxicam) JEZE &2 (loxoprofen) « AKX Z A (lumiracoxib) « HE X ANER
(meclofenamic acid) « FHZXHBER (mefenamic acid) 31K E B (meloxicam) 22 )5
(metamizole) FHILANER ZE (methyl salicylate) JHIEREE 25 | Z5fi (nabumetone) 2514
(naproxen) . JEFEETH| (nimesulide) 7271 5% (oxyphenbutazone) ki E 5 (parecoxib) .
REE T % (phenylbutazone) ML 2 5 B (piroxicam) BUKAZIRES  &7AKL (sulindac) (K
AT L &7 7% 2% (suprofen) B4 B BE (tenoxicam) JWEVE YR (tiaprofenic acid) AHEIE
1 (tolmetin) 5 (10) PrACEHYn, QI ERTE DU WERS AU A S 5 (11) el /M,
UNGPTTb/ TTTaBH T ] (BIAnBiE ¥4t (abeiximab) JREAELUIL (eptifibatide) AR 2 HEPE
(tirofiban)) P2Y (AC) 5175 (P anve 2 VC % (clopidogrel) JWESIVTE (ticlopidine) Fll
CS-747) \PhiEAthM: (cilostazol) BUEIASE (dipyridamole) AIBEIVEAR; (12) HrA:51, 4n
FHESERS \FK506 (fh ve 5] (tacrolimus) ) FIESH RIS LR ; (13) JUINFHUAREk Al 74 1 TNF
AR, WY (etanercept) EHIAES 25 (rapamycin) FIRFECKEF (leflunimide) 5 (14)
aP24iil 55 (15) B-'5 AR 257, AR 4EHE (carvedilol) FISEFEIE/R (metoprolol) 5 (16)
JHPR 245 57, Nl IEEY (questran) 5 (17) 45 &5 18 i FH Wr 751, a0 2K Al R 2, St ~F
(amlodipine besylate) ; (18) fLFIGFT ;5 (19) BRI -2 (COX-2) il 7, anZEN H 1R
(celecoxib) P HEE & (rofecoxib) ; (20) AU 25 (21) U5 E 251, Wi me ins
(azathioprine) FIEABERENZ 5 (22) R PR, (0UERR | S EUVERE i FHIE R | Z00mUUERR 1 om0
FRIGE S | FH L GUBE VR | — eI | e  ORTTER IR JERR (ethacrynic acid) B JElR
(ticrynafen) S{BEMH L FEK (furosenide) « M I (muzolimine) 1 EfLJE
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(bumetanide) ZAKMENRE (triamterene) 2 F MKk (amiloride) FIHE A 5
(spironolactone) ; (23) PN ZFAVAE (ECE) #1741, 4Bk —JIK (phosphoramidon) ; (24)
M, QL - R AT ; (25) PR VITadip il AR - Xadhifil 7 (26) W a1 U 4
55 (27) ZFAERRER 5 (28) A=K A4l 55, 4nPDGRIE A 171 5 (29) A Kk =5 w4 ; (30)
HMG CoAiR i Fig 4 551, Wi £ thyT (pravastatin) 3§ fhiT (lovastatin) FAFL LT
(atorvastatin) «2Z=f%h7T (simvastatin) NK-104 GAFR AHRAETT (itavastatin) JEAR
7T (nisvastatin) Bk JE DIfRAELIT (nisbastatin)) F1ZD-4522 GAR N & Z AT
(rosuvastatin) JFifkfthi] (atavastatin) sR4E/DALITT (visastatin)) 5 VRN IR (NEP) 41
HlFA 5 (31) BRE, ARz Bz (BRI AR (cortisone) ) MERES /Dol s /DU
HEBER 2B AR /R SRR /R S A DT, MR BLIHIK (octreotide acetate) ;
(32) oA T 5 (33) £h B BTl AL A B, AR FE A K (eplerenone) ; (34) Tl
T ELARS, iy 2% (ecteinascidins) 5 (35) (U ARUE I, WIEEAZET (pacitaxel) \Z PG fhe%
(docetaxel) FlIR1#HEE ZA-F (epothilones A-F) ; (36) MTPIIIF]; (37) MAFE ; (38) fkfe — iR
FRFIAI 5, 40PDE  TT TSI (B 2npa ik (cilostazol)) FIPDE VAU (31 anpa Hu HRHE
(sildenafil) iEH7AE (tadalafil) FIfRHIIRIE (vardenafil) ) ; (39) #HAHT A1), Wi
FAEEWIRR, (vinca alkaloids) 3 B F155 2 (epipodophyllotoxins) FIIESAZ k¢ (taxanes) ;
(40) If/INRIE LR F- (PAF) F5907) 5 (41) FRE A2 2559, i (cisplatin) WFRHFEA
(satraplatin) FI-K% (carboplatin) ; (42) #ESF- B TG 5 (43) it - 25 1 s 24
75 (44) 25 A D SR AT 7 5 (45) B AR5 (46) fh ek 5 BRI 5 (47) 28
[E|FE, AnfEE R (aldosterone) RESKAA (beclometasone) kAN (betamethasone)
BR =5 7 5 (deoxycorticosterone acetate) JR A Pl HUFA (fludrocortisone) VA L R]
IAA (hydrocortisone) (ZJGfE) Ik JE N (prednisolone) JHR[KIFA (prednisone)  FHELIE JE
o HBZE KA (dexamethasone) FIFH 2P I (triamcinolone) ; (48) TNF-adiifhil 7, ik e ik
H (tenidap) 5 (49) eI ERAIHIF, 47K 2R ; (50) FAR A, 1B JE s (anistreplase) I
LR (reteplase) 2S5 (tenecteplase) 2 2R LR 4R AT S L IA 1~ (tPA) R4
FUCPA FHEIE PRI PR U R 5T I A 2144 25 1 PR T A e DR 1L 77 &2 5 (APSAC)
(51) I ZS2ARFE S, WP HEIPE (i fetroban) 5 (52) $H3h ARG INEIF; (53) 145 kG
79 CBUEENEP - ACEIHIF51) , Wi i h7 (omapatrilat) FIE5 i (gemopatrilat) ; Fll
(54) Hop Zmi 2y, A LR 2 VI REIE (procarbazine) KFEIH (mitotane) /5 HHEEL
(hexamethylmelamine) A4V &V,

[0616] e st , ] AR B S S B iR a4 (HART)
TR ST i AP SR 50 (BT 4R 2 R 4n iRl AR A AL R - (TNF)) i
T AR T 7, AN T AT A I/ T 257 (Bl an 1k 25) .

[0617] R Ee S filrh , v A RS B A AL A T I e i 7 79 B 4E ((EASBR
T) itk 25 OUR LI K T BRI AL « 56755 (mel phalan) IS EABEIENZ)
TR (BT (cytarabine) , i FRODUMESE BT H AP+ (cytosine arabinoside) Bk
Ara-C) JHDAC (=77 Bt et 1) TR EEnsy) RIS FE oI AImsne #5057 (6 - i mnig \5- 51
PRUEE BRI (cytarbine) I PUfthi (gemcitabine)) 7 FR AN G5 (K Ak
(vinblastine) v KZ&HR (vincristine) K- FHEqEE (vinorelbine)) « JEHHE: 2 (IRFEIA
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1 (etoposide) 32 (irinotecan) FIFHAMEEE (topotecan)) HiA: % (HIAR X
(daunorubicin) 2 Zkt B (doxorubicin) «fH3ER: 25 (bleomycin) Fl122 2455 2) AN IEAR
(% alJT (carmustine) FII& S A]Y] (lomustine) ) filF R NER) Al 2= (fth 5= E 2%
(tamoxifen) 4o PA v (leuprolide) gEfthad (flutamide) F1HHZ2FH (megestrol)) fHE
JE (imatinib) JJr[#E 115 2 (adriamycin) «HIZE KA (dexamethasone) FIFARERLIE - T
SO E Y R e AR s 2 Whttp: //www.nci.nih.gov/,http://www.fda.gov/cder/
cancer/druglistframe.htm [ FDAREHE ARG~ 2511075 22, FNER Ve 1277 T (The Merck
Manual) , 551+-ER1999, R4 A LS R T 20 AASCH .

[0618]  fF 53— Sj il , A SRR 5 A S B ASOh R S8, Bl an T 5k
XXTFE S, Bl S I S A G R IR S AR R TR 540 ~ PR Rl R A ) A S A 4 P
Sk R, sl B 2527 TRt AR IR S K S kT 25, A K — ik
Z Ik A DA N a7 AN/ a7 1 G 3 ) (B =50 s BuAasty (i H amsé
W F15-FU) s HUE LA 2 (BB 25 2 (adriamymycin) FIHSER 22) 5 SR i AE Yoln
(BT EAZBE AT s UMY R Z (BIA I ZERAAM S 25 s Bl fadis 2577 (Ban
TRy ) s BT AR AT REEE S BIrh , A3 AR B S 2 i 30
)k 2 a3 5 A — B Z B 36T RN 5T 7

[0619] XIS H & 255 uk 25 n] il ok H TR e S5 A SRR b G0 (1 an =0Tk
XXTIAE W), s I A A A NI S AL AR TR 5 PR Rl PR R AT X I S A A g
Sk A R A A BORBR 255 T AT 2 R VIR RIS K S W s 25 AT IR sl 4 7 4
5o MASCRIRIE M S S — sk Z PR B 25 RN TN, T ] (RS S AR
R SN X e 9 551 - R, AR SRR OB 204 S
FEERASCHR R G IVAINE S A — sk 2 B TE R siad T I &9 -

[0620] AR EEML G S 58 iE MR Rl W EE R LE AT AR, EURAWAREA BY o3 AR R0
T o R A B 1A SO R, 2SR, Y A SR R S S
NSAIDZL 5N, (50 SINSATDI EE HR b R A 291,000 15]£91:1,000, 525200 : 15251 : 200
VBN « ASCH SR L S 5 BB im0 B A 5 10 1R A BT Y Y (B & A
BN R AN P 20 A G

[0621] AR S Hak vl TR JE ST B AR BT B BEp L A T 2
fefit 2 WAPIANZRIE LR 255,323, 90755 555,052, 5585 ; 1455, 033, 2525 o [ 25 B e K}
FI S 4E (HABR ) 1705 VB IR IR R /NI B T S as A & 1P
BRI 25 AR 7 AT A e )

[0622]  RSGASR A 2102 S Y 2050 IR R T A ) A 15 1 b P i o0 TR EE 4 o A e
S, AP R AR E A AR AP R S AR A, BT sk XX T
G, s OSSR ST AG PRI TR A« TR AR DAL X S A R TR S ek ]
(R A R R 2557 1 AT I RS K S ek T 25 .

[0623]  fp Huese i, B f i Ay, A S AR IR S P 28, 1 an =0T sk
XXTFE S, Bl S I S A R IR S ARG R TR 50 ~ PR Rl R A s A S A 4 P
FEk AN, R A A B B 2527 ez ik A A S K ST 2 s R asTh L E —
s Z AR IR R e TR T .
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[0624]  ASCHER B EA I — DR T RS TENE R 0 A2 B o X S B 1 S B A
(AT JEE A S JCEHE SR U 0 B AR N 7 o A SRR B 418 v (s TR
SIEER T RS .

[0625]  ASCHRE I EL At — D AR TS — s 2 FE PR Aoy 1R B 255 b Rl B¢
ST AT, T VR R oy A& 2 I LA AR B 5 [EHATE B4t =4
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{RERRSIVE , SCBIANFEAS AU A5 Al i DA M 46 S g (50) smg (Z250) sml (2P spul (%
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hrikhrs CNEP) smin (G381 sMS (BT3) s NMR (B2 H4R) s EST (FRME 55 FL i) s HPLC (R RS0fcA
ol sl = IR (%) 5 ACN () 5 CDC, Gk sl (7) 5 DOM (= H %) s DMA (N, N- ZHI3EZ,
) s DME (- HISA AL 2 50) 5 DMF (N, N- - FHEEFFE ) s DMSO (- AL FHAZ) s DMSO-d,, (Giifk
T HEEHIEERD) sEt0Ac (LR 5Et,0 (LHF) ;EOH (L) sMeOH (HHE) 5 PE (f1Hil5E) 5 THF
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] IR MEEWaters 2487UVI & fWaters HPLC 2790F  THPLC-MS43#r « B2 ZhAH iR B9
FIA UK, 0.05% TFA) Fl17%5 25 7B (CH,0H, 0. 05 % TFA) ;HPLCLA 1mL/miniii i 10 % BE190 % B2k
PERREEIEA T84 B, B a PA90 % BEE b1 1243 1, HdHATIN R Dy 1043 8
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NR'C (0) NR'"R'®, -NR'*C (=NR'®) NR'"R'", -NR'*S (0) R'*, -NR'*S (0) ,R'*\ -NR'*S (0) NR"*R"* -
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3
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NRPR'-NR'S (0) NR'*R™, -SR-S ()R, -S (0) ,R"*.-S (0)NR'*R"“=k -S (0) NR"’R'“; PR 5%
PR R ROFIR R 2D AN S Al
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(06711 AR RRFIR P HIN A C, Bide C, JHFEC, JEEC, Fhbedt Cy 5
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JiEC, JEEC, FIBTEECy (I EEC, | I btk 2y SEM BRI N — it 48—
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(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)
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BEER A D'
B8 e A' D' D' D'

CO-1686 A A'

[0946] 5511
[0947] k4~ (-9 -3-fiHAE
[0948]  4- (2-%-3-AHELZEA
[0949] 51

IRAEEL) WRIE - 1- IR A HHiES
F) WRIE - 1- IR RS S oo T €1

NO;
HO\O 1\‘1 . Q[ F NO,
[0950] N\fo e O\o > @F
L Et3N N-che K,CO; O\O
o7 , N bz

a3l

[0951] PRI . Jo/K4 - FRAENRNE - 1- R 2K FHE (50mmol, 11.8g) £E0°C N ¥ATi# T~ JL/KDCM
(100mL) H o ZR T AER T (50mmol , 8. 74g) , FE A NN =% (62 . 5mmol,8.70mL) o 71 %=k [
Pt BN 3043 Bl o BRDOM. BT 7k e m JE LS N 18558, 13- 804 - ((FRETED) A
F0) WRIE - 1 - RN RS, HoR At — DA BBV B T T 208 .

[0952] BRI [A)2- i - 3- A FEHS (25mmol , 4. 33g) HIK,CO, (100mmol, 13.8g) FDMF
(50mL) FR BT A D4 - PRI 4350 WRIE - 1- FHERK R ({7 7125mmo 1) [FJDMF
(25mL) o 7E80°C N IIFFNSEHE SN W4/ N, B G s N o5 — M i 24 - (R 3E) 5435) -
WRIE - 1 - RS2 FE (ff1125mmo1) fRIDMF (25mL) « £E70°C N iR S 1% « A0 2504
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DMF . FFF 1545 451 FT1250mL BtOACH7RE . Bt OAc 7 FHI I FIINaHCO, (40mL) 7K (40mL) F1dh /K
(40mL) Pt , £2Na, SO, T Hifker . TG A I i 4L (0-40% Et0AC) , #3212 1%
HEIRARAA- -9 -3- AHEER D) WRIE - 1- AR RS (40 % 74, 3. 8g)

(09531 Sfif2

(09541 Frpc (R) -3~ (7 ((1- CORFISEE) BREE) WRIE -4 - 35) A2E) -2+ (2- IR NI I
3 - TH-ZTF [d] ke - 1-58) SRER Pk - 1 - IR R ] Tis4

(09561  (R) -3~ (7~ ((1- CORFINAL) Jidh) WRIE -4 -3) SA5E) -2- (2- AR HAIBL L 5E) -
TH-2RF LA bR - 1-56) HUZRPABEE - 1- R T B4R s T 562

[0956]  JDEET . [\ 4- (2- i - 3- A LR AL IR - 1 - FIR 2K RS (10 1mmo1, 3. 80g)
DMF (20mL) H1#Z8 JIDIPEA (11. Immol, 1.94mL) A1 (R) - 3- Sl B & BB - 1 - TG AL T g
(10. lmmo1,2. 16g) o KN H{E100°C [ 4/ NN, 25 75§~ 150mL. EtOAcHT, 17K (20mL)
0. INFRFR/KIAR (20mL) £k 7K (20mL) HIFINAHCO, (30mL) FI/K ek, H£Na,S0, T 4275,
PRI N BRI i R S R k% (5725 % 2140 % Et0ACI Vb0 Zi T3k 13 51
TR R) -3- ((2- ((1- (CRAAEEL) BrIk) WRIE - 4-35) S -6- A FORIL) 2400
RAIRBEbE - - FER AT FET (57.9% 173, 3. 3g)

[0957]  J5Z2

H,N

Q:No2 CN‘BW NO, Z/AcOH NHz
F Q: - NH
& NH L s
0 ;.l/' Ij% | 0 ’L 5 w1l 0
\Clq O/ N—Boc O/ N—Boc
8 “Cbz bz 7 bz 6

N
N Q: >—NH =
}—NH2 HO)_d N NN
/
BICN ; :N g LN 0

O

0
_— . N—Boc
S BRI O/ s CN'B“ L““TU Cbz’U4
Cbz” IRV

[0959]  APERIT.4F0°C FAERU NI (R) -3- ((2- ((1- (CGEHFIAED) BRI -IRIE -4-38) A
HL) -6- M A IRIL) S BD) RUIABEE - 1- R T iR (3.30g,5.80mmol) TR (20mL) Hift)
BEYIH S AL INEE R K (5.57g,87mmol) o £E25°C N HtHE s NWn204 Bl B2 5 15 e s N W)
HIEDE FHDOMPE T « MG T A MLIA TR R vA 1 - T2 W0 4E16mL 0. 2N NaOH/KIA iR
(130mL) Ffe 3454l , H 35 TIEt0Ac (200mL X 3) 25 B o & 1A H UM TIPS A TR 34 7
(1g T-30mLKH) FIER KPP , 4Na, SO, T HIk 4 - i35k A &dt— b alifb BV B T
N BRI S R) -3- ((2-23E-6- ((1- (CRHIEAEL) FRIL) WRIE -4-55)
SRS RID) 230 RUUMER P - 1 - R AT TiH6 -

[0960]  SLERTIT. AEZEEHAG Y, (R) -3- ((2-555-6- ((1- (CGEHEED -HED) R -4 -55)
AL R 23E) EZMERPEE - 1- R T TiE6 (3.12g,5. 8mmol) AR (9. Tmmol, 3. 2mL
SMDCMIARR) T AT MeOH (30mL) FI17K (10mL) HH VR G 04E52°C M idhk2 . 5/ o KERA I H.
FITA3 5% 9 VB AR R BV TR AL, 275 SN ¥ HIEt0Ac (80mL X 3) 25 B . S I ALE ]

[0958]
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ERIKRIK %, B T 2% 4 20T Fir 3 7% A Wil i i i 233 (Et ,N/EtOAc, 5%
20%) 4lifk,, 1558 L LR MR (tanish powder) IR R) -3- (2-53E-7- ((1- (CGEHAEIL)
PREL) WRIE -4-35) S8 3E) - TH-ZE 9 [d1bkms - 1-38) B IR e - 1- ER B T HiES (76 % P73,
2.50g) »

[0961]  SLEETIV. 2- FAEE ML (0.392g,2.858mmol) FIHATU (1.09g,2.858mmol) #fi I
DCM/DMEJ A7 (Gh10mL, 1: 1) Ho o S DIDIPEA (0.671mL, 4. 083mmol) HLAMFE R N 104540, [
JEASINE] R) -3- 2-285E-7- ((1- (CEFAID) FRIL) WRIE -4-50) 5150 - 1H- 283 [dI bk - 1-
B RAYER B - 1 - HERRC TR (1.15g,2.04mmol) T-DOM/DMF (10mL, 1: 1) Hrfl A o 76 3
PE— /NI 2 S5 s WSO )25 B33 1R 551 o B A A i T E L 0Ac (200mL) H o A5 BV T TINaOH/K VAT
(IN,40mL X 3) ERIK (40mL) Pk, £8Na, S0, T3 H k4 o il iR A+ (550-2 % HEZIDCM)
AV ATk A, 15501, 2¢ (86 %) (R) -3- (7- ((1- (CEFIAEIL) BRED) WRng -4- 55) A 3L -2-
(2- FRIL S AR e 5E) - TH- 255 [Tk - 1-38) R ERPEkE -1 - R AT T4 .

[0962] 524513

[0963] &k (R) -3~ (7- ((1- LFEWRIE -4-F8) 850 -2- (2- FHSE S AR ME A 50) - 1H- 289
[dIbKkm:-1-50) RAFAPESE-1- HERAUT B2 A (R) -3- (7- ((1- OB AIRIE -4-55) A1) -2-
(2- FRIL S BRI e L) - TH- 285 [Tk - 1-38) ZUZRERPekE -1 - R AT g2’

[0964]  (R) -3- (7- ((1- LAEWRNE -4-35) 1AL -2- 2- IS AR L) - 1H-2R 9 [k
M - 1-38) R IABEbE - 1- FHEGRL T R2FT (R) -3~ (7- ((1- SBERENRIE -4- 35) 4 3E) -2- (2-H
FL MR L) - TH- 2R [ R - 1-38) BUZRIABEE - 1- IR T iR NS R s T &
3,

[0965]  2PERT: (R) -3- (7- ((1- (CRHAEIL) ) WRIE -4 - 25) %6 AE) -2- (2- HHIE e
L) - 1H-2R T [d]BRme - 1-3) RUZRPRPRLT - 1- R | g4 (1.2¢,1.757mmol) F1Pd/C
(0.1g,10% %2/ fFEtOAc/ LR & (1:1, 20mL) F TS50 FRERES /NI o SN 4%
AL e 2 e FLke 4 e A3 2 (R) -3- (2- (2- FHEL IR HL) -7~ (WRIE -4 - 3L5A35) - 1H-
IR [dTkme - 1-35) BZIRPEhT - 1- FHER AL T FiR3 (78 % 7722, 0.96g)

[0966]  SPERIT: LML) (30.66uL) %/ T~ 1mL DMAFR K0 . ImLaxX—A s 2] (R) -
3- (2- (2- R BRI L) - 7- (TRIE -4 - FL5A3E) - TH-RTF [k - 1-38) ZZIppebe - 1-
HHER AL T B3 (20mg, 0.0365mmol) FHNa,,C0, (6.8mg,0.064mmol) - 1mL DMAFR I E R .
RNIFE = T HEPE2 R, e tifdme o e, B Gk - 5 B IR IRAPRIAR 15 2] (R) -3-
(7- ((1- LHEWRIE -4 - 3) 56 3E) -2- (2- FHE S i L) - TH-2R0F [dI R - 1- 35) S 440R
ekt -1-HERAU T TiE2 (21mg) o LC/MSJEZR0. 4343 it BA I [A] (HPLCEAE : 2. 1 X 30mm, 1. 7um
c18; 7 B 71 : HAbmM HC1I¥) 75 1-99 9% ACNIZK 5 143 BsA T [H] 5 3 shidi %« 12mL /min)
FIRIE TR (2 3C,, H, NGO, M+ LT SE 2577 . 34, EAE 577 6) AR 24l Rl
BT N NP

[0967] 737%7@3
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@j \>_NH @[ >—<:f
H,, Pd/C & 2
O/ N- Al C

AcOH
Etl HATU
[0968] o % @%R
N
S—NH =
N ko
A 0 4 \ P
o il d
~N 2

[0969]  2PURIII: R (0.185mmol, 11. 1mg) FIHATU (0. 185mmol, 70 . 3mg) £+DMA (1mL) HH7E
&, BB UNINDIPEA (47 . Tmg, 0. 37Tmmol) o AEFEFE FLoy ¥ 2 I, N RS 2 (R) -3- (2- (2-H
L SRR ES) - 7- (URWE -4 - BL5EI0) - TH- 201 [d]BRME - 1-35) RUERBAPERT - 1 - FHEAL T@a
3(94.2mg,0.1718mmol) J-DMA (ImL) FH IRV R o FHAHE SN 1/ NI, B E ol i, HLam
HPLC ($FE75 X 30mm, 5pm 18, ELA5mM HC1[K251-99 % ACNIZK , J5T & i 4 s £) 4lifd,, ?%‘J
51mg R) -3~ (7- ((1- CWEIEIRNE -4-38) 56I0) -2- (2- FHEE S AR L) - 1H- 2R [d] blcm -
1-38) HIABET-1- IR T B2 .

[0970] =514

[0971] &k (R) -N- (1- (EZPAPERE-3-5E) -7~ (WRIE - 4- FL52E) - TH-2R 9 [d] ke - 2-
50 -2- AL Rt i 1

[0972]  (R) -N- (1- CEZIAPELE-3-38) -7- (URIE - 4- JE520) - 1H-R T [d] kg -2- %) -2-
Eﬁ%ﬁilﬁﬂi@ﬁ*ﬁﬂ‘ﬁl” &R R T 77 4.

[0973]

N
N HﬁHCWL
[0974] C%C 8 o»_gl
—Boc o C
NH
HU

[0975]  (R) -3- (2- (2- FHAL S MR i AL) - 7- (URNE -4 - BEAAUAD) - TH- 280 F [dI bk - 1-25)
HAIAPEE-1- HE U] iR (50mg, 0.091mmol) IA AR T-1mL MeOHFH o 7% JI4M HCLIH —WE AT
(3L, 12mmo1) o SN 2 I iPE6/ NN H A L ERHCIAA A T ikt (R) -N- (1-
(RERFABELE-3-58) -7- ((1- CHEEIRIE -4-50) SAEE) - IH-2RTF [d] ke -2- %) -2- FHER SR Ak
Wl Eh R ER AL — DAL B R T N — O NP R

[0976] 5445

[0977] &k R) -N- (7- ((1- S EENRIE -4-35) SA20) -1- RASAPEE-3-50) - IH-FTF [d]
DKM -2- 1) - 2- FREL AR e 1

[0978]  (R) -N- (7- ((1- CFREEWRIE -4-55) S50 -1- (BRI PEkT-3-25) - TH-ATF [d1pk
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W -2~ F8) -2 - FRRL S MHARIE e 1 15 i i s+ &5,

(09791  J5Z5
N\
(rych mem, G
\ / o \ /
[0980] O C
-~Boc O/ NH
C \I_rN 1

O
[0981] <R) 3- (7- ((1- OWEAENRIE -4-35) 563E) -2- (- FIEE S AImE L) - 1H-259F [d]
Ik - 1-28) (e IR - 1- IR A T g2 (51mg, 0. 086mmol) YA T-DOMA IR I =S L1
(0.5mL) H S RNWIE == N LN o KBRIAF FTAR5R s i il 1 150mL 741 (1: 24FA L
I TPA:DCM) H HTINaHCO, /K77 (15mL) «#h7K (20mL) ik, £6Na, SO, T4, 1o 38 H k4 , 15
F152mg R) -N- (7- ((1- LPBEIENRIE -4-55) S6A8) - 1- CRUALPAPEE-3-25) - 1H- 2R [d] ke -
2-55) -2- AL R L
[0982] =46
[0983] &k (R) -N- (1- CRUALIABEE-3-28) -7- ((1- CEEIRIE -4-35) 56 2E) - 1H- AT [k
M -2-358) - 2- FHOEE S AR g 1
[0984]  (R) -N- (1- CRUZIABELE-3-30) -7- ((1- LIEWRIE -4-F5) 5835) - TH-ZR G [dTmkm: -
2-50) -2- WL SRR 15 B e s 175 566 M .
[0985]  J5Z6

@E \ N BHCIZ —mEfy Q: \>—N§1'_<:/(
[0986] C
O/ —Boc NH
N \/IQ/

[0987]  ARIZA AT IS AR , it S 2diles R) -N- (1- GRASABEE-3-55) -7- ((1-
CIENRIE -4-35) %6 20) - TH-2ATT [d]1kme -2-35) -2- FH L S mRe e 1 (23me) B EE R ER . LC/
MSJE =0 . 4553 B 7 BAIN ] (HPLOAAE : 2.1 X 30mm, 1. 7Tum 18374 BS54 : HAT5mM HC1[ 2
1-99 9% ACNIF 7K 5 143 Pz T 1A 5 15 7 sh el 22 12mL/min) ARSIE Jo it (M+1 T304 -
477.29, MELHATT . 6) .

[0988] =47

[0989] &k (R) -N- (7- ((1- ZRBEEEWREE -4-F5) S50 - 1- (- WG AL R0 BR Pk - 3-38) -

TH- T [d] bk -2-35) -2- FHEL S AR e A2

[0990]  (R) -N- (7- ((1- CWeIEIRAE -4-35) %6 20) - 1- (- B EE AR A Pkt -3 - 25) - 1H-

FI [ BRI -2- 1) - 2- R SR I A1) 15 U s T T 56 THR
[0991] 57
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N
\>—NH
HOOC™ X

et
- \ O \ /N
[0992] C HATU 0 W
Uss = O CH
\"/ /
O A2

[0993] ﬁﬁi%@& (0.127mmo1,9. 1mg) FIHATU (48.4mg,0.127mmo1) ZEDMA (1mL) R &, 55
PN JINDIPEA (0.212mmol, 27 . 4mg) « fEHiHES Bl 2 Jm , IR G A5 2] R) -N- (7- ((1- £t -
WRIE -4- ) S50 -1- GRUEZIAPEkE-3-38) - TH-2R 9 [d]kme - 2- 55) -2- L S e e 1
(52mg,0.106mmo1) J-DMA (1mL) HERPATRH o PRI TR SR 10 1/ INI HLA 35 X BRDMA, B3 T4
BB REREAE I, HHE1-10%MeOHIFIDOMIA ES « 43125 HH 33mg TIUUI =42 . LC/MS JE /RS 1
M 1=545.5 (C, Hy N0, 5B 545 . 28) HRt=0.4243 % (HPLC 2.1 X 30mm, 1.7
um 185V 7(ﬁBmM HCIHIE1-99 % ACNFIK 5 143 Bz T ] 5 A 77 254 < 12mL/
min) o 'H NMR(4OOMHZ,§LTB-d)812.59 (s,1H) ,8.68(dd,J=15.1,4.7Hz,1H) ,7.96 (d,J=
13.2Hz,1H) ,7.88(dd,J=12.1,5.3Hz,1H) ,7.27-7.11 (m, 1H) ,6.99(dd,J=19.6,8.1Hz,
1H) ,6.93-6.74 (m,1H) ,6.65 (dt,J=16.5,11.4Hz,1H) ,6.53-6.21 (m, 1H) ,5.83-5.64 (m,
1H) ,5.55(q,J=10.6,8.5Hz,1H) ,4.81(d,J=7.4Hz,2H) ,4.63-4.33 (m,2H) ,4.04 (t,]=
15.4Hz,1H) ,3.91(h,J=8.6,7.8Hz,2H) ,3.85-3.59 (m,3H) ,3.59-3.10 (m,5H) ,2.69(d,J=
3.7Hz,5H) ,2.35-1.68 (m, 13H) ,1.37(t,J=13.0Hz, 1H) .
[0994] 54518
[0995] &k (R) -N- (1- (1- NI IESE WAL A B SE - 3-50) - 7- (1 - N EENRIE - 4 - 55)
FL) - 1H-Z5F [dIkmg -2- 38) - 2- LSRR e A3
[0996]  (R) -N- (1- (1- UGB A AR Db -3-38) -7 ((1- UG AR -4 - 55) AL -
1H-ZRFF [dIkme - 2-358) -2- AL S AA I e AT & i e s 177 568
(09971 N4%HER (0.2mmol, 14 .4mg) AIHATU (76. 1mg, 0. 20mmol) FEDMA (1mL) WA, BB s
JNDIPEA (0.575mmol, 74 .2mg) - FEAFES 8 2 I, IR AR 2] R) -N- (1- (RLAIR Bk -3~
F) -7- (KA -4-FAFD) - 1H-2KFH- [d]mkmp -2-38) -2-HEL = klmz@%ﬂzz (0.091mmol) F-DMA
(ImL) WP PSR o FERERE SN P /NN HLE 25 BRDMA,, B e TR aR B R A AT L, L
41-10%MeOH[IDOMIA 55 o 43 BS H 1 Tmg WU 72 o LC/MS J R K 1F B B AM+1=557.5
(C, HyoNO, I A 2557 . 28) HRt=0.45%) %EP(HPLC RE:2.1X30mm, 1. 7Tum c18; B :
FLA5mM HC1f71-99 % ACNIK /K 5 143 a4 TN Th] 5 757037 203 % . 12mL /min) o 'H NMR
(400MHZ,§MB-d)812.57(s,lH),8.70(t,J=4.9Hz,1H),8.66(dd,J=4.4,1.4Hz,1H),8.31
(dd,J=8.4,1.4Hz,1H) ,8.10-7.91 (m,1H) ,7.33(dd,J=8.4,4.4Hz,1H) ,7.27-7.15 (m,
1H) ,7.03 (m,0.3H) ,6.99(d,J=8.0Hz,0.7H) ,6.88-6.82 (m,03H) ,6.78 (d,J=8.4Hz,
0.7H) ,6.69-6.58 (m, 1H) ,6.47-6.19 (m, 1H) ,5.84-5.63 (m,2H) ,5.62-5.45 (m, 1H) ,4.80 (br
s,1H) ,4.60-4.33 (m, 1H) ,4.29-3.29 (m,7H) ,3.18(q,J=7.4Hz,1H) ,2.75(s,2.1H) ,2.73(,
0.9H) ,1.57-1.09 (m, 7H) .
[0998] 75737@8
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@E \%N;_d HOOC X
[0999]

Y

HATU
DIPEA
HN /

]"

10001 524519

[d] bk -2- 5L -2- FHEL S MR e Ad

S

(10011 Fak (R) -N- (1- (1- PO AR RO PR B -3 - 38) -7-50-5- (= FAL) - 1H-289F

NII

[1002]  (R) -N- (1- (1 - NI MERE B AR Pebe -3-F) -7- (-5 (gl D) - 1H-2R9F [d] bk

W -2-38) -2- LSRRI e A4 15 s T 529

[1003]  2-AY3E-4- =5 AL - 2K %21 (40.0g,0.180mol) FIN-S( T kI ik (30.0g,
0.225mo1) F-ACN (300mL) HHIVAIMAETOC N INEA/ NI o B 5 TR A7 H1 81 =0 HL AN
NH,C17%5 (600mL) 1R LT (600mL) FFE . 7’% FLUZ 7K (200mL) 3% H.26Na, S0, T o 71

He AR TA, f B Ak, 5 O e — W 2 2

RGO ACIR2 - S - 6 - AR L -4

(Z5 S ED) - 251722 (50 % 722,23 . 0g) » 'H NMR (400MHz , 5175 -d) §8.03 (dq, J=2.7,

0.9Hz,1H) ,7.52-7.46 (m, 1H) ,6.60 (s,2H) .
[1004] 5259

F+CO. NO, F+CO. NO,
— =

NH, 2 \Q[NHz

21 N-Cl c

22

O
H-N
C“ e Q
DIPEA éancUH
N-Boc

24

[1005]

Cl
N-Boc

25

—_—
CuCl,
1Bu-ONO

F5CO

NH,

NH

NO,

Cl
Cl

23

F5CO. — F5CO
\)—NH, HOOC—\ N \)—NH
—— -
BrCN \ A

- HATU
DIPEA

26

O T hatu
NH DIPEA

28
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[1006]  7E61°C T, A @44 (11) (12.6g,93.5mmol) FINEASERAEL T fig (13.9mL, 117mmol) F-
JG7KACN (100mL) H ) 77 IR FP BT AN N2 - G- 6 - AiF 0k - 4 - (=3l e 0h) 2R 222 (20 0g,
78.0mmol) T~ (100mL) HFIEIR - fEEN N2, T 0 E6 1 °C e RE L/ NI BRI 71, HL
FRAXW) FHAN HCT (350mL) AL H FHEOAC (150mL X 3) A o A FH AU , £2Na, S0, T-H, H.iE
SRR (S5 Et0Ac 20 12110 1) 2k, 15 2 A8 R L 5123 (67 % 773
14.5g) .'H NMR (400MHz , {/5-d) 7.61 (dq, J=1.7,0.8Hz, 1H) ,7.60 (dq,J=2.7,0.9Hz,
1H) »

[1007]  ARYE S22 BRI ORL Rl ek 224 'H NMR (400MHz , 515 -d) 87.98-7.77
(m,1H) ,7.46(d,J=21.0Hz,1H) ,7.11(d,J=9.6Hz,0.5H) ,6.61(d,J=10.3Hz,0.5H) ,4.28
(m,0.5H) ,4.08 (br s,0.5H),3.85-3.42 (m,2.7H) ,3.26-3.00 (m,1.3H) ,2.01-1.76 (m,
1.7H) ,1.78-1.59(m,2.8H) ,1.54-1.30(m,1.54H) ,1.45(s,5.3H) ,1.39(s,3.7H) »

[1008]  ARYESLAI2 L TR T IR R 7 il £t 925

(10091 ARAE G20 20 BRI T T HR R e i 28 (L B 026 AR S5 P HIMS T LB (M+1) Oy
449 .15 ; LU H449 .4, HHPLCHE BAIN T M0 . 59530

[1010]  ARPESLBI2 LRIV R e il £t 27

[1011]  ARJE SIS HH AR 25 1 128

[1012]  ARPFLAI7T 8RR il 25 R) -N- (1- (1- PUIAIEIE SR B - 3-55) -7- -5+
(S HISAED) - 1H- KT [d] Rk - 2-35) -2- LR RIS e A4 o C ) H,, C TR N0, (D) [RIMS Y
21 :522. 3;HPLCHF BAIN 17 : 0. 5548 'H NMR (400MHz, £ Jf5-d,) 812.65 (s, 1H) ,8.62(t,J=
5.8Hz,1H) ,8.49-8.42 (m, 1H) ,8.40-8.33 (m, 1H) ,7.60-7.49 (m, 1H) ,7.38-7.28 (m, 1H) ,
6.78(ddd,J=16.7,13.2,10.4Hz,1H) ,6.27(ddd,J=16.7,10.0,2.3Hz, 1H) ,5.78-5.47 (m,
2H) ,4.65(ddd,J=19.1,14.0,10.4Hz, 1H) ,4.29-3.89 (m,2H) ,3.84-3.67 (m, 1H) ,2.95 (W
g 3E3H) ,2.73-2.60 (m,2H) ,2.19-2.00 (m,2H) ,1.55-1.46 (m,2H) .

[1013] 5245110

[1014] &S ALEHALFIAS

(10151 ARYE AN SLBITAISh TR (AR 1l 88 AL S WAL AIAG

[1016]  (R) -N- (1- (1- I B IR RUAIA PN -3-25) -7- ((1- CHEURIE -4-25) S0 - 1H-K
JF LIk -2-35) -2- AL R AR ICAL : o HygN (O, (MHH') [FIMSYREE(E : 531 . 4; HPLCHF RN
[A]:0.33453 %%,

[1017]1  (R,E) -N- (7-5{-1- (1- (4- (CHEELID) | -2-JdEdL) ZERA Pk -3-38) -5- (=
G AEE) - LH-2R 01 [T Dk - 2- ) - 2- FUEE SRR AS « C, Ho CLF N0, (MHH) [RIMSH£%
{:579. 3 HPLCH BN [A] : 0. 443 5. 'H NMR (400Mz, A% -d,) 88.85 (dd, J=6.1,2. 01z,
1H) ,8.56-8.43 (m,2H) ,7.60-7.51 (m, 1H) ,7.43-7.35(m, 1H) ,7.12-6.99 (m, 1H) ,6.80 (dtd,
J=14.8,7.2,3.2Hz,1H) ,5.78-5.51 (m, 1H) ,4.79-4.68 (m, 1H) ,4.38-4.15 (m,2H) ,4.02(d,
J=7.2Hz,2H) ,3.97-3.77 (m,2H) ,2.96F12.91 CBUFI4, $L9H) ,2.28-1.94 (m,5H) ,1.59-
1.46 (m, 1H) .

[1018] 5511

[1019] G N- (1- (R) -1- NI BEIE AR Befe - 3-50) - 7- (-6 ((2- Sl ARIL LIS £ - 3
50 D) - IH-ZTF [dIDkm - 2- 35) -2- B e IR % C1
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[1020]  N- (1- ((R) -1- NGB BB R Bk -3-38) -7-50-6- ((2-%AR3Em s e - 3- ) A

50 - 1H-2R [k - 2- 55) -2- L SR e C LI & il s 15 26 10M .
(10211 J5%2510

OMs

; : ©
A\ V HN
Bn. e H,, Pd/C = e 33
O H N N _~ . HO N \Y "
0 g ® / )
Cl Cl Cs,CO4
N-Boc N-Boc

31 32

N N
\>_N;—<i( 1. TFA S—NH =
O N \ N - O N \ N
0 Y, 0 4
0 a ' 2. HOOC™X 0 Cl -9
o HATU N
HN HN p
34 C1

DIPEA
[1023]  2PEET: (R) -3- (6- ORHIAEIL) -7-50-2- - LR IRIBE L) - 1H- 28 [d] bRme -
1-35) B Ze PR gki- - HER AU T TiE31 (1. 1g) F110%Pd/C(0.194g) T-MeOH (5ml) o [7E &l
o P e DA I 5ok FACRIN A OV TR SR 2 MEER N FE4/ N o A 157
Pd/C4 Fh ek v+ B I8 HL A 4R FIMe OH P ¥ o IR 45 5 - MO TA IR, 75321 8 o P R Ik A 32
(932mg) »
[1024]  PERIT:AF0°C A3~ FdL - MR- 2- i (200mg, 1.97mmol) T-DCM (5ml) HH R
HHEZN s, 0 (539mg, 3. Immo1) AIMENE (2mL) o SN IRAE0C N Hi 205 Bl H 6 11 ==
IR AR AN R4 SOV TR S SR A AT R IR/ CHCL, (1:3540mL) H, 1A
NaHCO, Bt , 22 J07KNa, SO, T, HAE IR 7% BT 15 21 TR 2 - S AR R b - 3 -
HERE33 (38% 7722, 137mg) -
[1025]  7EN, N AL E#32 (200mg, 0. 4mmol) J-DMF (2mL) HH [P H A8 IICs ,CO, (98mg,
0.6mmol) FI¥. 5433 (108mg,0.6mmol) o 7£55°C N HES NI G Wt 4  AE TR G HI 2] =
lik 2 Je , NN AN, CT (10mL) o SN VRS54 - AIEE /CHC L, (12353 X 30mL) o 25 A ATLAH
KPRV, 22 J07KNa, S0, T , 71 JuHs k&, HHIDCM: MeOH (100: 0190 10) 11 i AT
tekalift 1528 (BR) -3- (7T-5(-2- (- FHEL BRI I IL) -6- ((2- S ARIEMERS T - 3- 50) %
BL) - TH- R [dTbkme - 1 - 38) IR BEST- 1 - IR | 1340 C,oH, CIN,O [FIMSH 42 {H : 583. 2
(M+H") ;HPLCH BEIN TR : 7. 7245 5.
[1026] PBETII. ENZ_FE- 20°C M N KR (20.4mg,0.28mmol) T-DMA (1mL) FR AR HP
IS JIHATU (107mg , 0. 28mmo1) FHIDIPEA (61mg,0.47mmol) o F0°C FiH:2000 012 )5, BHE &)
TN H34 (120mg, 0. 25mmol) T-DMA (ImL) W PATR R « £E7E 20 RReEE2/ NN 2 5, I
R A S /CHC L, (1: 3560mL) FBE, FHIN NaOH (2 X 20mL) e, £ )5 /KNa, S0, T4,
FEJHE T e H AIDCM: MeOH (100 : 03190 : 10) 1l ik Al R A (i adifl , A3 2IN- (1- (R) -1-
PR IR e - 3- 50) - 7-5(-6- (2SRRI - 3-J8) S 80) - IH- 2R [d] Rk - 2-
3 -2- FIRL SRR ZCL (15.5% 23R, 20mg , e 2298 o 'H NMR (400MHz, CDC1,) :812.7

[1022]
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(bs,1H) ,8.64 (m,1H) ,7.90-7.93 (m,1H) ,7.81-7.84 (m,1H) ,7.34-7.40 (m,1H) ,7.17-7.23
(m,1H) ,6.64 (m,1H) ,6.37-6.43 (m,1H) ,5.96 (s,1H) ,5.67-5.75(m, 1H) ,4.74-4.88 (m, 2H) ,
4.41-4.58(m,1H) ,3.83-4.23 (m,2H) ,3.40-3.64 (m,4H) ,1.45-2.79 (m, 10H) ;C,,H,,CIN,0,]
MSHNZA : 537 .7 (M+H) ; HPLC# BRI TR] - 4. 9245401,

[1027]  AR¥ETT SRS T &L 531 .

[1028] J5Z11

H,N
N~-Boc NO;
NO, PhCH,ONa
> F NH .
B 5 Cl
Cl N-Boc
NH-

NO, 2
Zn/AcOH BrCN
[1029] BnO/E;:NTI e BnO NH .
B .
Cl Cl
N-Boc N-Boc

30a

! N
A\
>—NH, HOOC \ N >_NH
BnO N \ B
Cl
N-Boc HATU N~-Boc
DIPEA

30c 31
[1030] 54512
[1031] A AN- (1- (R) -1- MR A IR Bt - 3-3) -7-5(-6- (((PUZA PRI -3-28) %
50 -1H-Z8IF LAk - 2-358) - 2- HH L S Ak e flie C2
[1032]  N- (1- ((R) -1- UM IERE SRR Bt - 3-3) - 7- G- 6 - (C(PU SN - 3-35) %1 2E) -
TH-T [d]bkme - 2-35) - 2- FHEL IR i 2y & s T & 120 .
[1033]  2PURT. 4 -10°C N[Aj3-FIEPU SRR (200mg, 1. 55mmol) F-DCM (5m1) H [ 7A TR T
JiMs,0 (539mg, 3. 10mmo1) FMLHE (367mg, 4. 65mmol) o 7E =il Mt & 2 Ja, KNI EGY)
JHIDCM (10mL) FAE , HIMUFINAHCO, ik , 22 JC7KNa, SO, T FLAEISE B 254 B T4, 13 281 H e
i PO 2R - 3- SB35 (89 % 72, 285mg) o
[1034] 5212
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>—NH
@E‘”ﬁd s
C \ 7 Csz( 0 CN-—BOC
N-Boc 0
36

[1035] 32
N

1. TFA

Ly
- (0] N \ N
Y
2. HOOC"X: cl .
HATU . N
DIPEA H //
C2

[1036] Ayl sl L AR (R e A T S 32 B IE B 3611 LA o (3R) -3~ (7-34(-
2- (2 LS AR BE) -6 - (PO Sy -3 - 56) S 5E) - 1H-ZR5F [ DRk - 1 - 35) RO IAPE
Jot - 1- FHIRABU T 1636 : C,gH, CIN O AIMS THE(E : 570.6 (M+H') s HPLCHHF FAIS 7] : 8. 39535
[10371 SBRIL AR s S BIL L P Frd R R P A T B P36 BE AP C2 LA o N- (1
((R) - 1- MR e R RN BEE -3 - 5) - 7-5-6- (C(PUZAKIR - 3- 55) S ) - 1H- 551 [d] ke -
2-38) -2- ISP ARRRIEZC2 : 'H NMR (400MHz,CDCL,) :812.7 (m, 1H) ,8.64 (m, 1H) ,7.90-7.93
(n, 1H) ,7.81-7.83(m, 1H) ,7.14-7.21 (m, 1H) ,6.60-6.66 (m, 1H) ,6.36-6.43 (m, 1H) ,5.60-
5.88(m,2H) ,4.96-4.99 (m, 1H) ,4.41-4.58 (m,1H) ,3.84-4.08 (m,6H) ,3.42-3.68 (m, 1H)
1.49-2.79 (m, (m, 13H) ;C, H, CIN,0, IMSIHZAH : 524 . 1 (M+H') s HPLCH; B[R] : 7. 1453l
[1038] 55113
(10391 Fjk (R) -N- (1~ (1-PUMIEAE RN BEE - 3-35E) -7-%(-6- ((PUZL-2H-WKA -4-2)
) -1H-25F [d] ﬂ)léﬂé%-Z-ﬁ) -2~ L AR C3

; \ /N
[1040] C

[1041] AR 05451 IZEPJWE SRR B A S IC3 o C gl CINLO, IMS 424 : 538 . 6 (M+H
") sHPLCHE BN TR : 2. 0943 B

(10421  52f5114

[1043] &l (R) -N- (1- (1- NI IR R IA B - 3-2) - 7-5(-6- ((PUS, - 2H- AR - 4 - 55)
AL - TH-ZRTF [d]mkme -2-58) -2- (o D) SRR Cca
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NII
[1044] (Jj C

[1045] ﬁE}EﬁnM@uqﬂﬁﬁm SRRl 504 C H, C1F, N0, [EIMS W22 : 592. 1 (M
+H") s HPLCHfE BAINFR] : 2. 14450,
[1046] 5245115
[1047] &k R) -N- (1- (- WG BEEE RUZEA Pkt -3-55) -7-%(-6- (1, 1- 5 BV & -
2H- TRt AWK IR - 4 - 355) S8l 5E) - 1H-z”‘r§9‘%° [d] KM -2-5E) -2- FHEL AR CD

N

[1048] C

//\\

C5
(10491 HRAEARSLBIL 2 P i Fa O RE 7 ) 25 HE R HC5 o C gy, CINS O, SHIMS LS {EL : 586 . 0 (M+
H) s HPLCH BAISFIR] : 1. 9443 5,
[1050] 525116
[1051] &k R) -N- (1- (1- IR BEEE RS Pekt -3~ 55) -7- (-6~ (W0 -4 - FL5E 5D - 1H-
T [d1kme -2-5L) -2- L AR C6
[10521  (R) -N- (1- (1- NGB RO Pk -3 - 55) - 7- G- 6 - (Mg - 4- FR% D) - 1H-3%
[d]BKme -2-5) -2- L MBI CO I A mic s T3 5€ 13 HA .
[1053] 73;%13

P

=

[1054] 32

2. HOOC X Ay ©
N
HATU )'
DIPEA SN /)
C6

[1055] S BET. Ak &%32 (200mg,0.4mmol) §-DMF (2mL) EPE[’J/%?MEFP/%QBDCSZCOB (99mg,
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0.6mmo1) F12-%UEE (90mg, 0. 6mmol) o ££55°C MHEIE A& 2 JF , SN IR G0+ 218 == i H.
YR DN AING, C1 (10mL) o JR AP ISP /CHC, (12333 X 30mL) AEE . A MU bk ek, 42
Je7KNa, S0, T4, 7T R e EL i FIDCM : MeOH (100 : 0290 : 10) il s bR A ¢t alif b, 153
B EP37 (30% 773, T0mg) HPLCT AN [1]: 8. 15551

[1056] LD BRTT : M4k an s 1 1 v iy iR IO R e JEAT AL 5 W 3T BIME S Ce I e 1E .
C, H, CIN. O, FIMS IR ZAR : 532. 27 (M+H') sHPLCI FAI 7] : 7. 0153

[1057] 52517

[1058] &k (R) -3- (2-%Udk-7-50-6- (((R) - PSR -3-25) S50 - 1H- AT [d] ke - 1-
50 BRI P - 1- FHREL T ig45

[1059]  (R) -3- (2-%FE-7-%(-6- (((R) -PUZRA-3-55) S25) - TH-FTF [d] bRk - 1-25) &
ZRERPERT - 1- IR T ARAGIN & s T 5 14H

[1060] J5%14

& OH
C ~Boc NO, é NO,
NO, o
= F NH — - O NH
F F Cl Cl
Cl N-Boc N-Boc
(0]
41 42

43

[1061]

NH,
BrCN N
7n/AcOH ()/©:NH \>—NH2
’ O N
~Boc Cl
O N-Boc
0

45
[1062]  LBET.2-%(-1,3- 9 -4-A43ETR41 (3.29g,16.99mmol) 11 (R) -3- 24 LA L EL PR
Fi-1- AT T (4.0g,18.69mmol) T-DME (80mL) HH A RAESS C N it hi4/ NI o SR 9
7K (100mL) 2K, HHEt0Ac (3 X 100mL) 25X 5 HATHUZ H.42J7KNa, S0, T4 AT T
B vA 79 LA o Ak i 2 B (a3 (A S FIPE/EtOAc=10:1-5:1) 4li{b ik s, B b 542
(85%7"%,5.6g) . TLC R,=0.5(PE/EtOAc=5:1,UV 254nm) .
[1063]1  PERIT.AE0°C T (R) -3-FEEPUSILIE (1.82g,20.63mmol) J-DME (100mL) FEVA R
FHZR s IIINaHMDS (10 83mL , 2M J-THFHT, 21 .66mmol) - £E0°C NitE1558h > i, Be 5 400°C
RSB INR R) -3- ((2-%(-3- 7 -6- AR IR IL) 20350 R BrPeke- 1- AL T fig
42(4.0g,10.31mmo1) F-DME (50mL) HHPA IR H « £E50°C N IHFAS N TR A2/ N o fE T 54
AHIEI0C 2 5, ANk (100mL) HLFHEtOAC (3 X 200m1) ZEHL . 5 A HUZ L4 J7KNa, S0,
T AT N REER A Hal o i 28R 0% (A 5 FIPE/EtOAc=10:1-2: 1) &fift 7,
735 (R) -3- ((2-5(-6-fiHFE-3- (((R) -PUSWRIE -3-28) S Ah) AL D) BAIAPekc-1-H
FRA T 543 (61 %775, 2.88g) . TLC R,=0.35 (PE/EtOAc=2:1,UV 254nm) .
[1064]  SPERITTARPRASAFI2AN )5 ZE2rb Btk AR 7 2E T S 443 2 S4B A
[1065] iﬁljw

Cl
44
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[1066] & HN- (1- ((R) -1- WG BREE B A PR -3-38) -7-5(0-6- (((R) - PUZEAH -3 - 55)
SASD) - 1H-Z5FF [dIkme -2- 38) -2- AL AR ez C7

[1067]  N- (1- ((R) - 1-PAAEBEIE R ERBE T -3-38) -7-5-6- (((R) - PUSUMRE -3-355)
50 -1H-Z8TF [k - 2-358) - 2- B S A e C TR & il e s 1 7 %€ 16+ .

[1068] J5Z15

0, —
N N \ /N
H—NH, S—NH
0 N 0 N
Cl = Cl
N-Boc N-Boc
0 0

45
[1069] 46

N
o Oy
- O N \ N
/
2. HOOC™XX Cl O o
HATU N
DIPEA O /
Cc7

[1070]  ARFAnSLBI2AT ZE 2 AT R IR Fr 2 - T B 45 B S W46 IO FEAL - AR IR AN sk
BILLTR FrR R A T 46 B S ICTINEAL N- (1- ((R) -1- NI EE AU PA PR
Fi-3-50) -7-50-6- (((R) -PUZINKIR - 3-25) SaAE) - TH-Z5 [d )bk -2- 5) -2- FREL R AR
JiCT o C Hy CINLO, FEMS WA : 524.. 6 (M+H') s HPLCH BRI 1] : 2. 144380

(10711 5245119

[1072]  FpN- (- ((R) - 1- MR R PR DS - 3-28) -7-50-6- (((R) - PUZU kAR - 3-28)
D) - 1H-Z1 [d1kme -2-50) -2- (Lo HER) S AR C8

[1073] é = CNJg
= /

C8
(10741 HRAISLBILS P FAR AOFE A N - (1- ((R) - 1- PO RS A BTk -3-58) -7~
-6 (((R) -PUZRI - 3-38) SHAE) - TH-ZR5F [d] Bk -2-58) -2- (I ED) S ARmmiecs .
CyoH,,C1FNO, [FIMSZEAH : 576 .4 (M+H ) ,578.2 (M+H) s HPLCT BART 1] : 1855341,
[1075] 5245120
[1076] RN~ (1- ((R) - 1- I AP BEE - 3-5) -7-50-6- (((S) - PUZAKIH -3 - 5)
SASE) - TH-2RTF [dIBRmE -2- 58 - 2- B ARG CO
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NII

[1077] O Cl

[1078] A 41545 18EIJJEETEIJ_E’J$£E%EEN - (1 (R) - 1- AR R AP - 3-38) -7+
-6 (((S) - PUZAMENE -3-3) S 5E) - LH-ZRJF [d kg -2-3) -2 - FH L 3 AR /i C 9«
Cy Hyo CIN.O, FEIMS I ZEAR : 522. 5 (M-H ) s HPLCYH; BAR 1] : 2. 0553

[1079] 524521

[1080] 5 pkN- (1- ((R) - 1- RIS AP -3 - ) -7-50-6- (((S) - PUSIKIR -3 - 24)
SASD) - TH-ZRTF [dIRmE -2 - 3) -2- (:;E&Eﬁ%) SABRIIECLO

Qr

[1081] O cl

C10
[1082]  HRAPEANSLBILS AT FAR AIFE A BN - (1- ((R) - 1- PO R I BT -3-55) -7~
-6~ (((S) -PHZME -3-25) S 2L) - TH-ZRIF [dIRmE -2-3) -2~ (=0 2E) A ARAR
C10,C, H, CIF,N.0, [FMSIIZE{E : 576 . 5 (M-H ) s HPLCTHFBAH 1] : 1. 85534,
[1083] =222
[1084]  Fjk (R) -N- (1- (1- G- AMIL) HERFAPAE-3-28) -7~ ((1- FRIRIRIE (1- FHEER
W -4-355) L) - IH-ZTF [dIBKIE -2-55) -2- RIS ARARIUIED LA (R) -N- (1~ (1- AR IAE A
ZRIAPEE-3-2E) -7~ ((1-FIBEWRIE -4-38) S5 2L) - 1TH-ZR5F [d]RME -2-5E) - 2- FEE S AR e
JD2
(10851 (R) -N- (1- (1~ (3~ S MAL) SR IAPTE -3 -28) -7 ((L-FALNRIE (1-FA2LIRIE -4
) S - TH-ZRF [d )Mk -2-3) -2 - I ARARIFC D LR (R) -N- (1~ (1- OB BESE AU
Peki-3-55) -7 ((1- FIENRIE -4-55) 555 - TH-2R5 [d] DKM -2-5) -2 - LS R D2
MF R T %16
[1086] J52516
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H—NH
1. TFA
\ N HCO H \ N _
- NaBH[OAc)3 ~Boc 2. CICH,CH,C,0H
HN HATU

DIPEA
[1087]

“*C/ o (;[:%:;_@(
Cﬁ fsgoy

[1088] PYRT.fr0°C ML EH3 (510mg 0.929mmol) J-1.2- :%Z (3mL) HR P
ZRJMHCOOH (120mg , 1. 39mmo1) FINaBH (0Ac) , (256mg) « £ == N Bt SN R G103/ N 2
ZRBvK (1omL) HIR AP HICHCL,/ SR (311, 30mL X 3) ZEH o A HUAHER A /KNa, SO, T4 HLAE
M N UGS TR FR AR P A BN B T 23R .

[1089]  SPYRITARIE S L AR IORR P2t T G051 B S D LI AL . 1 5, T
TRALCIRAY S P51 VAJE B F H i - 42N, B T--30°C N Ir) [ Hi % (400mg , 0. 865mm01>?7@7J<THF
FE VAR R N3 - SN TR (113mg) WDIPEA (223mg) FHATU (390mg) « 5 N R & ¥2E 18 T £
it o 7 Z I MR LN 2 5, LC-MSZRBHJCT g 4 ot » ¥ N 7 PR T2 /CHC L, (123 60mL)
FIH,0 (30mL) o AT ALAH TINaHCO, BE¥, , 22 J07KNa, SO, T4, AR B e H 48 Combi-Flash
(£1-10%MeOHF{IDCM) 4ifL , 7532 AL A HID1 o C oo, CIN,O IMS I ZLET : 553 . 1 (M+H') s HPLCHF
BRI AL 6. 8145 %

[1090]  SPERITT: ML 5901 (514mg) T ke (5ml) qﬂEﬁ?E?ﬁﬁlﬂ?ﬁbD”\NaOH (104mg) 11
H,0 (2mL) « 7E50°C R HE NV IR G 1/INN 2 J5 , LC-MSAHJCRIR AR 16 ot « N T 59
SHNEEAICHCT, (1:3) (60mL) AEH o i 47 H U H.22 F1 Combi -Flash (£51-10 % MeOH[{JDCM) £
L AT B APID2 (31 % 728, 149mg , 57 — AP HR) o C oo, N0, IOMSUIZE A : 5176 (W+H) 5
HPLCY AN [H] : 6. 9243l

(10911 524523

[1092]  &pk (R) -N- (1- (1- UL AR BERE - 3-F0) -7~ ((1-PRANIEIRIE - 4- 35) 2 2E) -
1H-Z5F [d] kg -2-30) -2- (5 30 AR eRD3

CF;

@f S—NH =
[1093] © NC{_(CN
AT

D3
(10941 ARAEANSLBI22H PR RORR 7Sk (R) -N- (1- (1- PRI AR RS ek -3-38) -7-
((1- PR FENRIE - 4 - 25) S FE) - TH-ZRFF [d IR - 2- 55) -2 - (=3I 358) S ARG I D3
Ca HaoF N O [FIMSRIELAE - 597 . 5 (W+H) s HPLCH BAIN 1A : 2. 1053 4
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[1095] =524
[1096] &k (R) -N- (1- (1- AATBEIE BURIA R ST -3-38) -7~ ((L-PANIENREE -4-35) A 50) -
TH-ZRIF [dI ki - 2- ) - 2- HH 3L S5 Ak P Jiie D4

E;[ NH
[1097] C

D4
[1098]  AR#E@ISLEI22 TR R Ak (R) -N- (1- (1- NS IERE R IR e - 3-3E) - 7-
((1-PRPFEIRIE - 4 - 35) 5D - TH- 2R [d] ke - 2- L) - 2- FHEL e AL D4 - Cy o N0, 1Y
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