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LA Je (varlitinib) BREHAH G EA Hilk.

120 FRAB BRI SR L08R 1 19 AT — BRI EE SR Firak (1) 77 2%, e v i ol Jig ey 1B e i
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123 MR HE BRI ZL R 1082 1 227 — BB R BT IR 1 77 1%, Ho b Bk Jed iy 52 % 1 BxE
TEPER .

124 MR HRBCREE R 1053 1 23 AT — BRI R Bk 1 77375, o Bk a9 A3
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LA IR NBEUE :689.700.709.715.719.720.746-759.761-765.767-775.783.784 .
790.796.826.839.846.858.861 1863,
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[0004]  7E N 52 AR A BRI HE 5 R, ERBBA R AL & WU AN B - ERBBL (R B2 AE KR+
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HBA AL A M AN B — 5 25 MR 240 i P e &5 #4350, JL/EERBB 1 HER2FIERBBA4
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T2 /4235 P 3K/ AK T R 41 g 43 Z4RAS /RAF /MEK /ERK % 1% o 7E 1E i ZH e v , ERBBAZ A& [ 5 7tk 57
TR A il DA 5 AS R A el R, S A K I L R R A7 R T AT L A AR PR R R
E. B ML EE K. HE (Yarden) Z AN, BR 9 T4 WAEY ¥R
(Nat.Rev.Mol.Cell.Biol.)2001,2,127-137 ;¥ M (Hynes) £ A, B SR IEEVE 18
(Nat.Rev.Cancer) 2005,5, 341-354,

[0005]  fE 4N B i == BLHGHE FIA7E 5125, ERBBAZ 44 , JUIHLERBB I FHER2 ) 25 Bl PR 4k A 350
Jeg M B R A% 3% 0 M R0 B AR R v g B A TR SR BK BT DR 2R o A, VA A2 A 3ok A2 a3
988 L5 A2 Rl R 2 R T S e e K R o RR S PRV AL T A2 AR I i R 1A i B AT AR 7 A
B2 A (1) M A RN 25 M A SR AR R PR AR T SR R N B AR Al )
it 2001,2,127-137AE N K, £ K o J Je Can i« L9 45 Wi B U R e =k
U BE R NS B IUE BEIUE | B R B A ) i R ILERBB I R e
5| EEERBBAZ A (19 2515k 18 11 3 IR 1) 22 DR 028 o ERBBAZ A2 [ S35 Vi A 38 i e v B R SR e
FAFTER AR G AR Jé v /IR A& (Nicholson) 58 A, BRI AF 5 0 &
(Eur.J.Cancer) 2001,37,9-15; BiFi3% (Slamon) 2 A, Bl (Science) 1997,235,177-182.,
[0006] T ERBBAZARRIVE AL 5 NI AE [ 15 2 JC Bk , ERBB1FNHER 2 5 Z 40k K 1) ity
E br, B 7R3 6 T BRI TIN5 5 55 SRR O T 10054 og] tP ERBBAZ A4 11 53 8 VG 1% , L
R 1A ERBB1ATHER2 ) 40 B4/ 85 A4 I 4D B2 v 28 e A4 AR 17 | 200 A S8 45 A 310 /N 3 A 2
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[0007] PR VEREFUARZIY LA B 5 M B ERBBAZ 4 FLI 3 LA R F BR EAEERBB A R[5 5
&3 PR AL FC A AR S5 G A2 AR — 38 L 20 FH R AE B DA 200 6 38 T S B 52 A 47 7 248 i &7 Py
AL G2 R G0 . B (Hudis) , B 94 2215 22 2% 35 (N.Engl. J . Med..) 2007, 357,39-51.
P42 & B 51 (Cetuximab) AHJE #1451 (pani tumumab) (PAFHIERBBLATUAA) 1E N 25974
W ERIT IR A CAE G R 1 45 W (R VR TT P e s IO 38 AT A VR I L R o e 4h, P 22
BB REE T 3657 Sk ORS00 ) 5 0N AN AT R T B B M IR 41 e o 1 /R H
1% (Ciardiello) 2 A, Froifg 22 2 4272008, 358, 1160-1174 . FLHER2HUAA i Z B . 51
(trastuzumab) 7EUT JEAL B 245 4 T HER2AZ A S5 MR TV o AE WG PRI & 5 pl 22k i fE A A
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B ST T BN S AT S A A [ A R e AR T, 38 o A il 2 Rk B PR £ i A
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(pertuzumab) (F:45 A THER2SZARM L5 M T 1AL AS R P i v e 228) ik — PR R e A2 R
RLZE FEH il YD IR (Gradishar) | B ess 22 R 22 4452012, 366, 176178,
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ZEEFEM AN i (NSCLC) BRI i 2 vp , 1303 1 il 1o o 14 4 vy AR A7 0 26 1
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UM HLAE N e 2597 v T SEBLRR 62 T AR - IX ML 25 1) S I8 578 KR o M RIME B 2R, LR AR A
ERBB14} 519 (47 B 747275040 Leu—Arg—Glu—Ala JE [H , BLA & F21 7 fi7 B 858
(L858R) &b (1) 1 2 R 2 G R B R A [
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il 1) o AS P I AL A A0 Tk B G b B SREAR 5 A SRR 5 B 1 R R R L T RS A i i v R
K H TTOOMIE AR ¥ i B &5 A A7 P o 41, 5 08 Y 400 550 AH EL , AS P I R ERBB TR 51 A %
B HAIT I G RS ME . 7P /RFS (Sharma) 55 N, H 8B AELR R (Nat. Rev. Cancer) 2007,
7.169-181,
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IR % 51 77 S0 B AE P o 5 PR R B — B8, i R 70 A IR V2 3 Jé A8 AT ok 1t
RAFI 38 RN 518 B8 Je B AR 8 )8 S 2830 Dhak, A5 BT 78 s oK 52 77 & T 75 K R
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FE . 22K (Langer) , PR IRI %% 2% & (J.Clin. Oncol .) 2013, 31,3303-3330. [ it , 7 7E
AT A A PR TS TG MERBAE 7 07T 00 9) 0 EL R 2.0 76

ZARE
[0011] A SCh it A :
0
B4 Y, ¢ »—R?
Wy ‘>—¢Z>_
A {K;_X\;N
[0012] ' xLl‘*If
R
(I

[0013] ﬁﬁ$¥xﬁﬂﬂiﬁ$@12!i\&H‘%ﬁ;’f?ﬁ%é\%\ﬁEXﬂ‘@%ﬁﬂ‘@ﬁSE‘Jﬁé\%ﬁIﬁl&%@Eﬁﬁi:ﬁ
HER 2552 B3R I Eh VAT S ERT 24

0 Rls If‘la 0 Rls
[0014] R“A-C(0) CRle:CRIfCRIg\ﬁRH ~N'aC (0) CR™°=CRYCR' ., N ATzt -S
0 . 0
O 0 ng (I? 0 Rle
(0) CR'*=CR'CR'®, _g/@<le =5 (02) CR'*=CR"CR"®, —8~ lee(RIf -NR'S (0) CR'*=
R 5 0 .
1a
R® o Yo 2 re
1eplg 4 © R'8 la le_ cplfeplemt NI <
CR CRg\,N\g/ﬁRH ~NR'S (05) CR'®=CR"CR'¥} 'ﬁAkle RIE
> 0

»
»

[0015]  R*J9C1-ehmdi  Co-elis L Co-ebi I . Ca-10BR b J | Co- 1475 85 Cro15 75 i i . 2 75 i Bl 24
AL

[0016]  L'Jg%g.—0-.—-S—.-N R™ -B{-C RMR'®) —, H - PARUFIRESh 7 Hb A L 1% 5L Cis
YE L o6 Fi \ Co s L Co IR 5 JE L o145 H  Cro15 75 e i Zo 5 AL B R IR A

[0017]  L*NCs 10N GE 3 o143V 55 3 . Cro15 0 75 4w e L I 55 B B 7 Z B 0

[0018] T l%E.-0-.—S—.-N=.-NRH-.-CR") =8-CRY o—;

[00191  UM%E.-0-.-S—.-N=.-NR) -.—C R°) =H-CR") »-;

[0020]  VA&E.-0-.-S—.-N=.-NR" -.—C R%) =H-CR") »-;

[0021]  WHhEE.-0-.-S-.-N=.-NR") -.—CR") =8-CR) o—;

[0022] XY [H 357 3 A CERN;

[0023]  ZANR™BECR™R?®, Hirh S AR¥AIR™ M ST A A 5 FE L Cros i dt L Co el JE L oot
o Co IR BEAL  Co1aT5 38 Cro15 75 e 3 L 20 75 JL ol e ER 2L

[0024]  AFARYROROFIRNATHE A (a) S U X HE B 5 (b) Cioslit ik Co-effii i L Co-skR
Fe . Ca103R e dt L Com1a 753 L Crors 75 e gk L 24 75 L B 28 313, ; B (c) —C (0) R'™*.—C (0) OR™.—C (0)
NR'™R'®,—C (NR'™) NR™"R'®,—OR'*,-0C (0) R'*.-0C (0) OR'*,—0C (0) NR'"R'*,-0C (=NR'®) NR'"R'® -
0S (0) R'™.-0S (0) 2R'*.-0S (0) NR'R*,-0S (0) sNR'PR'®,-NR'"R'®,-NR'*C (0) R**,-NR'*C (0) OR™ .-

37



CN 106536506 A iﬁ, EH :FS 4/105 BT

NR'C (0) NR'PR'®,-NR'*C (=NR'%) NR'"R'®,-NR'®S (0) R*,-NR'®S (0) 2R',-NR'*S (0) NR'*R'°. -
NR'®S (0) 2NR™ R, —SR'*,=S (0) R'*. =S (0) 2R'*. =S (0) NR'R'“HL-S (0) 2NR'*R'®;

[0025]  £EANR' R RYHIR M7 M A CroshE 3 Co-6 i 2 L Co6 ) I L Ca- PR e L L Co-14 75
HCrasF5 edk  Z4 75 LB Z PR s BRRRIR'C 5 1L T 2 12 ) CRIIN G 3 [ T R 2 31 32 5 BRR™
FIR' 5 H AT 2 N IR S L (R E B 4 3 32 5

[0026] AR RYFIR' P 7 H NG b L Croefim i Co sl Co e At L Ca 7 BR KR 4L L Co-14
P Cras 5 ek 4 55 FE B R AL

[0027]  HCRR 46 AE 9T UL VAW AN — AN Ty,

[0028]  HLER HI4&AF N, ML A EER , R RO ROFIR i) & /b — A i —OR™BR-NR"R'®,
RN Caebt I\ Co el J \ Co-6 )i i . Ca r BN IR L L Co 1475 JE L Cro1s 5 B ik L 8 75 L Bl e I 4L

[0029]  Hrp g AMbedt S R dE R L T R BRI D5 R WS IS R WS e L 4%
F5FE W F 5 FE  FRIRFE AN e R S AT M 8 — B A, AL, — A TN A
B VYA BAR FEQERAR, i Qa7 ik B (a) SAR3E (oxo) VHIE 1 FERIASEL 5 (b) Crebt
Fe  Coeffii i Coelli i . Car PP t5e 3 L Co- 1475 B Cro15 75 oo 4  Jo 5 AL AN 3R 4, Hop g — gk —
AT — B2 A, FE— D SERE B, — A A = AN B AN B EEQHAR s Fl (e) —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?) NRPR®,—OP (0) (OR®) 2.-0S (0) R*.-0S (0) 2R*.—0S (0) NR"R®,~0S (0) sNR’R®,~NR’R®,~NR*C (0)

RY,—-NR?C (0) OR?, -NR*C (0) NR"R®, -NR*C (=NR?) NR"R®., -NR?S (0) R*. —NR*S (0) sR%. —NR*S (0)

NR"R®,-NR?S (0) sNR’R®,—SR*.—S (0) R*. =S (0) 2R*.~S (0) NR"R°F1-S (0) 2NR°R®, H: hi 44 R\ R”\R°
FIRVMSTH Y () &5 (1) Croeb it s Co-lAid  Coeoh I . Car bR I L Coo1a P53 Crors b i | 2%
FiAEBURM AL, Hop R — MBI A — B A AR A, — A AN AN B AN EX
ARIEQ HUAR s B (111) RVRIR 5 e I B2 (N 1 JL [RI T B 4 IR 3 AT 48 — B AN, 7 —
ASSEREF T, — AP AN B AN R EEQUEAR

[0030] LA AR Q PR AT ML F FH DA T A A s (a) A USRI AL 5 (b) Cioe
YL | Co-elii i\ Co-s b\ Co v PR e 3 L Co-1475 3 Cro15 75 e 3« 4 5 JE M4 BR 3L s Al () —C (0)

RF.—C (0) OR".—C (0) NR®R", —C (NRF) NR®R", —OR,-0C (0) Rf.-0C (0) OR!.-0C (0) NRER",-0C (=
NRY) NRER",—OP (0) (ORY) 2.-0S (0) R0 (0) 2R".-0S (0) NRER",-0S (0) sNRER",~NRER" ,~NR'C (0)

RE,=NREC (0) OR¥, -NRC (0) NR®R", -NRFC (=NR¥) NRER", -NRFS (0) R, -NR'S (0) 2R, —-NR'S (0)

NRER" . -NR'S (0) sNRER",—SR*. =S (0) R".—S (0) 2R".~S (0) NRER"F1-S (0) sNRER"; H: 14 ANRT \RE,RP
FIR ST HE g () & (1) Croebdit s CooelFidh . Cosh I . Car PR L L Coo1a P53 . Crors e i L 2%
PRI B (111) RENIR" 5 HL I B N S L (R T i R PR

[0031]  ASCHisHRILR LAY

(6}
urny-N, sz
i ‘E}—Z
[0032] N
LL;ITZ
R!
(M

[0033] Bl HL A — e it S R L A1V R T8 4500 =1 o R S 42 14 R D B [ o7 2K A2 A 5 B

38



CN 106536506 A iﬁ, EH :FS 5/105 17T

HEE A2 D Es2 13 AR A BT 25 s

[0034] Ry (a) & &I b JEERUIG AL s (b) Croshim i | Co-ef d L Co- )t L Ca-10FR e | Co 1475
B Crors B L 24 95 HE B ZR PR L B (¢) —C (0) R™.=C (0) OR'™®.—C (0) NR'®R®,—C (NR'?)
NR'R'®-0R'*,-0C (0) R"™.-0C (0) OR™.~0C (0) NR'*R'*.-0C (=NR'®) NR'"R'*.-0S (0) R**.-0S (0)
oR1®.-0S (0) NR'™R'®, =08 (0) 2NR'P R, -NR'* R, -NR'*C (0) R'*,-NR**C (0) OR'®,-NR'*C (0)
NR'PR™, -NR'™C (=NR'?) NR™ R, -NR'S (0) R',-NR'®S (0) 2R'*, -NR'S (0) NR' R',-NR'?S (0)
NRIPRI®—SR'®, =S (0) R'®.—S (0) 2R™.-S (0) NR'R'°EL-S (0) 2NR™R™;

[0035]  RZACi-ekmdi . Co-alfi 3 Coeb It L Ca-10 PRk 3L | Co14 75 L Cro1s P i i L 2 7% St B 21
708

[0036]  L*ACs 10 W IR  Co-143F F5 3 Cro15 0 25 4t i L I 55 B B 7 & B 0

[0037]  THy%E.-0-.—S—.-N=.-NRH-.-CR") =8-CRY o—;

[0038]  UM4E.-0-.—S—.-N=.-NR) -.—C ®°) =H-CR®) »-;

[0039]  VA&E.-0-.-S—.-N=.-NR" -.—C R%) =H-CR") »-;

[0040]  WHEE.-0-.-S—.-N=.-NR")-.—CR") =8-CR) o—;

[0041]  XANY H 30573 A CERN;

[00421  ZANR™BECR™R?®, Hih S AR¥HIR™P M ST A A 5 FE L Cros i dt L Co el JE L Coelht
e Co IR BEAL  Co1a75 38 Cro1s 75 e 3 L 20 75 JL ol 0 ER 2L

[0043]  R*.R°.R°.R'FIL' Ny .

[0044] (1) FEAR ROAIRM A (2) B L o LTRSS 5 (b) Croobidd  Coeffi it Coafh
e Ca 10 E i\ Co- 1 T5 3 L Crors 5 bRt L Ze 95 FE B J4 PR 3L, B8 (e) —C (0) R'™.—C (0) OR™.—C (0)
NR'™R',—C (NR') NR'"R'®,-OR'*,-0C (0) R'*.-0C (0) OR'*,~0C (0) NR'"R'*,-0C (=NR'®) NR'"R'® -
0S (0) R"™.-0S (0) 2R'*.-0S (0) NR'™R*,-0S (0) sNR'"R'“ . -NR'R'®,-NR'*C (0) R**, -NR'*C (0) OR™ .-
NR'™C (0) NR'PR™®,-NR'*C (=NR'%) NR'PR'®,-NR'®S (0) R'*,-NR'®S (0) sR'® . -NR'®S (0) NR'"R'®, -
NR'S (0) sNR™R™®,—SR™. =S (0) R'*. =S (0) sR™®,~S (0) NR™ R8-S (0) 2NR'"R'°

[0045] 4R MhS7HE AP ~OR™ B -NR™"R™®,

[0046]  R'KCsekm It . Co-efidt  Co-eli I s Car PR A 3L L Co14 75 32 Crors i dit L Ze L B
A

[0047]  R™FAR T H R Croehim i L Co-s i JE \ Co- bt 32 | Ca—rBR A 3 L Comna 5 3 L Croas 5 1
B 5 DR Z R BRRTVRIR G H T B N LR B 2 R s

[o048] 1! Ay ok

[0049]  (ii) BAR.RROFIR ST A (a) &L L B LB L 5 (b) Crosfidh | Coolii 2 |
Co sBLdh  Ca 10FF Bt L Co 1475 55 . Cro1s 5 58 4K L 4 75 AL B Z4 R L 5 5] () —C (0) R™.—C (0) OR™®. -
C (0) NR'™ R, —C (NR'®) NR' R'®,-0R'®,-0C (0) R'*,-0C (0) OR'*.-0C (0) NR'®R'®.-0C (=NR'?)
NR™R'™,-0S (0) R'*.-0S (0) 2R'*,-0S (0) NR'"R'“,-0S (0) 2NR'"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) 2R'*,-NR'?S (0)
NR'™R'®,-NR'®S (0) 2NR'R', -SR'*. =S (0) R'*.-S (0) sR'*.-S (0) NR*™ R'*B~S (0) sNR'"R™®; FJH il
ZAE AR R RORIR () 2 b — A A M

[0050]  L'Jy-0-.-S—.-NR"™) -8f-C R'"™R'®) -, Hh FFARMFIR™ M ST 1 95 55 F2 L Cr-e5t
I | Co-efii i\ Co-e R I L Ca- 7R be A  Co-1475 3  Cro15 75 e ik 2% 75 JR B Z4 A 3L 5 AT

i

39



CN 106536506 A iﬁ, EH :FS 6/105 BT

[0051] 4 RYRWLRCFIRI M ST H A L Croekin e Co-eldi I  Coe B I L Co—r BRI | Co14 75
B CroisF5 BEdik L 4495 SR Z BRI BERAIR'C 55 He BT J (0 CRIN R 1 36 A 2 il 4 PR 2 s BRR™
FIR' 5 H B 2 AONJE P L R T B 2 PR 4

[0052] LR 4% A4 9T UL VAW ANl — AN ot s

[0053]  H:rpfpAiNbrdt R I IR e I R B S (55 R WV 5 R T B S e L A
757 3 W H T L HR IR A Je IR ST IR 2 — B 2 A, R — A SE ), — AN N A
B YA BUARIEQEAR , H A SN I () FARTE F I p FEAAEIE 5 (b) Ciosfit i Co-s
I\ Co-eR I L Ca-r A BE e\ Co-1475 FE L Cro1s 75 Bie ik 4 05 S RN 2 38 0, Horp g — A — DTk
M — 2, FE—ALHEE h, — A A AT A B IEQ ERAR s Fl (¢) —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?)
NRPR®, 0P (0) (OR?) 2,—0S (0) R*.—0S (0) 2R*.—0S (0) NR’R®,-0S (0) 2NR’R®,~NR"R®, -NR*C (0) R?. -
NRC (0) OR?,-NR?C (0) NR*R®,-NR*C (=NR") NR"R°, -NR*S (0) R, -NR?S (0) 2R*,-NR?S (0) NR"R®. -
NR®S (0) sNR"R®.—SR*.—S (0) R*.=S (0) 2R*. =S (0) NR°RHII-S (0) sNR°R®, H: 1 AR\ R° . REFIR Sk
SR (G) &l (1) Crele it Co el FE \Co b FE L Co r PR be 38 . Co 1475 JE W Cr 1575 G L Z% 75 JE B
FRINE:, Hop e —AME i & — B2 A, 7 — A SERE A, — AN A = A B A B AEQ
EUAR s Bk (11) RORIR S LT e N 7 L [ T A R 22 AT i th e — sk 2 A, 78— AN 2
B, — S AN AN B A B L QT EAR

[0054]  JL AR ARANQ PRAT M F B DA N AR AL s () SRS LU g AN 2 5 (b) Cioe
WEFE | Co-efii i Co-s BRI L Ca— v PR e 3\ Co- 1475 3  Cr-15 75 e 3« 4 75 JE M4 IR 3L, AT () —C (0)
RT.—C (0) OR".—C (0) NR®R", —C (NRF) NR®R"., —OR",-0C (0) Rf.-0C (0) OR'.-0C (0) NR#R",-0C (=
NRY) NRER",~0P (0) (OR®) 2.-0S (0) R, -0S (0) 2R",—0S (0) NRER",-0S (0) sNRER" ,~NRER" ,~NR'C (0)
Rk, =NREC (0) OR®, -NRFC (0) NR®R", -NRFC (=NR¥) NR®R", -NR'S (0) R*.-NR'S (0) 2R, -NR'S (0)
NRER",-NR'S (0) aNRER" \=SR". =S (0) R* . =S (0) 2RF =S (0) NRER"H1-S (0) 2NR®R"; H:rh4:ANRE \RE R
FIRM ST g (1) &5 (1) Croekm i Co-efi B\ Co-ebe I L Cor BRI L L Co-a 5 3 L Crons o hm it L 2
PRI B (11 1) RENIR™ 5 H IR 4 (M NJE AL (R T i 2R PR

[0055]  jbAk, AR SR R XX AL &4«

[0056]

(XX
[0057] Bl RGBSt Wl S A A L A0 R TR 5 0 AR XS I S A A R VR S M B R 7 2 AR A 5 B
HEZ e BTS2 13 ARSI 2

0‘ ng 1]{15. (
[0058] RYN-C(0) CRle:CleCng\ﬁ(RIf ~N'aC (0) CR'*=CRY R, ~Nx -~

0

N

40



CN 106536506 A iﬁ, EH :FS 7/105 7T

Q

o 2 i 0 _R1E
0 R's O
(0) CR™®=CRY"CR'®, _ 5/@<le =S (02) CR™*=CRCR"*, —§" 1 SR -NR'*S (0) CR'*=
Rl¢ 3 o .
la
1£pl 1'{180 2 1 1 1 pl 9 A LR
CR CRg\/N\gAle -NR'S (0;) CR'*=CR'CR'*5}-N SR
Rle T 3 :
[0059]  R*AC1ehEdiCo 6l Fk . Co b Ik . Co 10PRKE L L Co 1475 JE L Cro1s 5 E ik L 24 55 L Bl 4%

AL

[0060]  L'Jy#.-0-.-S—.-NR™) -8-C RMR'®) —, Hrp A RWFIR M 37 A L e . Cr
YE L\ Co s Fi \ Co s L Co IR J5E JE L o145 A  Cro15 75 ot 3tk Zo 5 AL B R R A

[0061]  L*ACs 10T GE 8  Co 143V F5 3 . Cro15 0 25 e i L I 55 FE B 7 Z BR 0

[0062] 7 YNR™BELCR* R, b & A RAMFIR B M ST M g & g 3 L CrosE 52 Co oM 25 L Co 6
F Cor PR BE B L Co 1475 3 Cro1s 5 i di L 2 75 FE Bl R A 0

[0063]  RUFIR®#: [ Shor Ay (a) S B3 i FEER AL 5 (b) CioebEdk  Co-eJii 3t L Co-s bl
Co10FRBEdE \Co 1475 38 . Cro1s T a3 L 4 55 FL B Z R 228 5 B (¢) —C (0) R**.—C (0) OR'™.—C (0)
NR'™R'®,—C (NR'™) NR™R™®,-0R'*,-0C (0) R**.-0C (0) OR'*,-0C (0) NR'"R™®,-0C (=NR'® NR'"R'® . -
0S (0) R'™.-0S (0) 2R'*,-0S (0) NR™"R™,-0S (0) sNR'PR'®, -NR™R'®,-NR'*C (0) R*,-NR'*C (0) OR™ .-
NR'C (0) NR'PR'®,-NR'*C (=NR'%) NR'PR'®,-NR'®S (0) R*,-NR'®S (0) »R',-NR'*S (0) NR'*R'°, -
NR'®S (0) 2NR™R'®,—SR'*,=S (0) R'*. =S (0) 2R'*.~S (0) NR'R'“BL-S (0) 2NR™*R'®;

[0064] R AC1-ehm i . Co-efidt « Coa i di . Cor PR A 35 | Co14 75 J L Cro1s 5 i ik L 2 75 St B 44
B2\E

[0065]  FEANR'™R'™RYHIR M 7 M A CroshE 3 Co-6 i 2 L Co-6 ) I L Ca- PR e L L Co-14 75
Fe Cro1575 e dE L Z4 95 FEBU LI IE s BRR AR 55 HL e B2 1) CRON SR 1 L [ T Jl Z PR 2 5 BRRP
IR 5 B P2 AON JiR 4 [ R Rl 3 32 5 A

[0066]  FFANRYERYEFIRES 7 Hb A | 5 F s Croelie 3« Co-a i 3 Coa B I L Ca-rBR i 3 L Co14
F5 3 Cr-1575 ST HE L AR 5 FE B IR PRI,

[0067]  HrpdEAMbedt M It R L TR BRI D5 R S IS bR L WS e L A%
75 3 2% 75 R IR AN PR AT 4 — B 2 A A — DR 2 — AN A A
S VYA BRI QEUAR, , o rp AN QA S e (a) AR IE L L 1 ZE ARSI 5 (b) Croefit i Co6
S L Coe Bt Co IRt L Co a5 38 Crois 5 o di 0 5 S AR 3L, Horh B — A3 — B ik
W& —m 2 A AE— DL P L — A A AT ERIEQ ERAL ; AT () —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?)
NRPR®,—=0P (0) (OR®) 2.—0S (0) R*.—0S (0) 2R*.—0S (0) NR’R®,-0S (0) 2NR’R®,~NR"R®, -NR*C (0) R -
NRC (0) OR?,-NR?C (0) NR*R®,-NR*C (=NR") NR"R°,-NR*S (0) R*.-NR?S (0) 2R*,-NR?S (0) NR"R®. -
NR®S (0) saNR"R®.—SR*. =S (0) R*.=S (0) 2R*.—S (0) NR°R°HII-S (0) sNR°R®, H: 1 4R\ R° . ROFIR Sk
SR () &l (G1) Crele it CoeffiFt \ CoebliFE | Cor B bie 38  Co 1475 FE \ Cro 1575 o 2« Z% 75 JE B
HRINE:, o — MRk & — B2 A A — DL h 22— A A AN EY AN B
QUHUAR s Bk (i1 1) RURIR S L BT i B2 N R 16 [ R A3 T &2 — Bk 2 AN L — ANk
T 22— SRS AN AN HUAR QAR5

(o]

D

41



CN 106536506 A iﬁ, EH :FS 8/105 BT

[0068] .t pANQ L % FY B DA R AR B A : () AR L AU i ZEAIAE A 5 (b) Cios
KEFE | Co-efii 3\ Co-e BRI L Ca—r PR e 3 L Co-1475 3  Cr-15 75 e 3 « 2 75 JE M IR 3L T () —C (0)
R".—C (0) OR".—C (0) NR®*R",—C (NRF) NR®R", —OR" . -0C (0) Rf.-0C (0) OR'.-0C (0) NR#R",-0C (=
NRY) NRER",—0P (0) (OR®) 2.-0S (0) R*.—0S (0) 2R, —0S (0) NR*R".-0S (0) 2NR*R" . -NRER" ,-NR'C (0)
R¥,=NRFC (0) OR*, -NRFC (0) NR®R", -NRFC (=NR¥) NR®R", -NR'S (0) R*.-NR'S (0) 2R, -NR'S (0)
NRER",-NR'S (0) sNRER" \=SR™. S (0) R* . =S (0) 2RF .S (0) NRER"H1-S (0) 2NR®R"; Herh4:ANRE (R R
FIR ST HE N () A (1) Croebie gt Co-elfidh  Cogh I . Car P BE I L Coo1a 25 3L Crors e J L 24
PRI B (11 1) RENIR" 5 H e 2 (N AL (R T i AR PR
[0069]  ASCHRAEERZIH AN, HAS A ST B fAL & ) X XX TR A4 , B
LB — XTI SRR A AT TR A S R X B SRR B VR A BRI, R AR ek B R 2
AR 3 VAR A BT 24 s AVTIE B 252 1 m] 8257 [ 13 357
[0070] ASCHHRAE TR T S T BOCE AR 3 AR PR R 1 — B 2 PR 7 v,
P GAME A Sk 2 Ak S, B TECKX T 4k S, Bl B — bl SR L AR 9 e

HA % AER R 2 A AR ) TR B DB R 7 3 AR S s B BR 24 52 T 52 (0 8 ST 77 S M B
7%,

[0071]  ASCrp At TR YT - TP B M A ERBB A 5 I3 IR L o i BB i I — B 2
FIREAR I 77 v, FoA & 3 5B ST R 1AL A4, B s T BRXX T AL A4, B L B —
e S P L A Y T TR 5 0 ot Pl S A AR P VR B M B R Ao 3R A S A s BROHL R 252 L T A2 1)
ARSI 2

[0072]  ASCrp Rt H TR YT TP B A A BT (0 — B 2 PR (0 50, LA
AR S B 8 (AL A, B a0 R TERXX T 4k A4, B B — ok e S ARG 44 L /0 BE TR &
Wy AR Xt e S R A (K VR A D B R Ao 3 AR S s B ER 22 T 252 10 3 VA I A VBRI 24
FE—ASEREF T, i AP Z TR .

[0073] AR SCrp pR AL 40 M A K 1 5 vk, FLAS A AR i 5 AR SR SR AR Ak B e, 451
W TBXX T AL AP B B — o S A 44 L AT B TR A5 0 A o e S A A (1) VR A i ik I 67
T A BB 292 LRI K 3 A A BT 2

[0074]  ZRSCrp H L4 ) A 1) 40 A 1 D s, LA B i S AR AR ST B R (AL A
ol 3 TEXX T A A B B — X e S b A L Y B TR 5 420 Al ot Tl S A 44k 1) VR 5 0 [
P A A B R 202 LT 2 (1 3k VAT ST IR 2

[0075]  ASCHr A AT R T S 2 BRI , 75— ST 5 o , ERBBIER VS MR i, HoA
& fEERBBIG -5 AL SC T H 88 1AL A 1 He A, s TEROXX T RIAL A4, B B — b S5 A 4
AN BEIR A A AR A PR TR A R R A7 R A A B BE 22 BRI A A
YIBRTZ

[0076] AT Hp AL TR AN A (1) TR BRI , 7 — N S it 491 HH ERBB I (14 35 PRIV 7 7%, 3L
A BEG MEAR ST A&, 1 R TERXXT (AL A4, B B — bk S A 4 L A i i

A AR XS R S A A ) T 5 W B 7 2R AR S B PR 24 2 B m] 32 1 2 ST 7RI S W BT
%,

BARSEEN

42



CN 106536506 A iﬁ, EH :FS 9/105 BT

(00771 AT A3 B T EMREA SRR A, T 308 X2 ARG

[0078]  JEH; , A SCHTAE F ) dm A4V ANAS SCrh B ik 1) A2 AR AL S R Al A AL
M N2 FE 2 v () S 06 SR e Pl J A3 b R I « B AR 3 A e, 75 WA SC T
(K BT AT BOARRIRE 22 ARG — ICRAT 5 AR I P @ U 1R e A N 5238 i B AR A 5% 3
[00791 A “Pivad” - “BR” AN B AL VRS AE BB A A SCrp ] Tl A HL SR 2 iR
P AEFRATT P AR LR — B2 A 40 A A 40 065 A=, I SRS 2 4 AR A 1 4 B (R
ANIE B AT A ) o LIS B ey, Rl D R PR AR SRR BOBTE (RZRTE)

[0080]  ARTE “JEAE” S ARG TETOR , H A S SR AN I AL RAIE , L b i i gt O FL AR R Y
5 P 8] 2 R DA R B T AR A A A e R K S U 14 B 40 e T 7 G B B
T HAERR N ek i R P RN I AL

[0081]  ARiE “ME” fazh M, BAE (EART) RSN BIIAZ) B R =
Ly )i G R BRI ZNBR, o AT AN MR AR A SO R LT A, AR 6 an L 5h )
E IASEAME, A SE B, A K.

[0082] A3 “VayT ROE ELAE G AR BOH BRRR IR E BUZOR B IR 9 E BT I AH OC 1
— B POER s BREE AR BURERIRIR R AE B A B BRI

[0083]  ATE “FPs” MAR A FESEILA T BRI JTIE - SE G/ BHRRR IR o iE BOp IR A/
B LR BEAE IR A 5 By LR A i B0 IR S JRE BRI 5 BRI A R F8 O IR I E BB I
RS o

[0084] ARt “PEfih” AR AR ST S AR ERAL LA , FEAS ARy R R 0 &5 SRy 7 A=
AR SRR/ B S A o S A AT AR S R AR BRI AR N HEAT o £E A SEREBI h, WR TR S AN i
B FRM G A A1) v B A -4 o LA 00 5 ¥ 7 7900 20 B 8 A o £ 3 — SE T B, ¥ 77 570 5 4
B 23 (10 12 e B 5 1) AT R P ) A B B A MR B 5 1R 77

[0085]  ARiE “VAITARCE” AN GBS I LA LE TR 7 I RIR S JE SO (1 B
2 RAEIRIN A Fe BAE — B R Ll i — B 22 AR IR AL S M0 & AR YRy T A AR
AR RA SR LN 5 B B L B A B PR IR BT 35K K £ 4 0 (B 32 11 5 il - RNABR
DNA) A ALZ3 RGeS BRI AR A B R 2 S S AL S IR & .

[0086]  ATE “TCs0” BY “ECso” i £ I 5 S5 LK) 73 B v25 Hh SE LA K 2 (147 5.0 96 11 Ffr 75 [0 46
BV E KGR .

[0087]  RE “GCso” #8 - 5 R LA A VAL TR AN AH L , A5 22 4k & 4 A0 TR 1 40 0 P 35 3 R AR
1550% P AL EYI&E R EEGTH &

[0088]  ARiE “CCso” 45 T LT T HIVE /7150 %6 FEARHI AL & W) & IR BRI & o £ R 2L 5L i
Bl AL EWIIICCaoy 5 R A S VAL R K AU NI AH EL , f 22 A & W0 A P2 1) 240 0 PO 3 77 B AIRTA
50% P AL S WI & R L EGT &

[0089]  ARIE “BK” FRE A Ja SR RE ARG AR I A4 Tt B M ) KR I 15K
[0090]  ARIE “MEVA MEBGRIUIE” FR MARMEA TS 6T 2 5, H S i 5 B AT e e 40 i
HITRE o

[0091] ARG “PLATE” e IR A XS BRI 76 SR (1% Dl o L 25 PE R N I CHL R0
PRI MRS I SR » B T S R CRL R0 15 L I 0 5 il S 2 1) 245 43
LSRR o AERLEE S B, JU2G PR IR P o AL B LS9, S 2 PN R R 1

43



CN 106536506 A iﬁ, EH :I:S 10/105 7L

[0092]  RiE “BR 2% BRI 2 B0R)” L B2 5 BRI RS2 IR )7 A B A b R] R [)
B B e Rl IR 48 R 2 5 BRI RS2 1A i S B R A B
ARIE 78 70 FRRE R VA R B A B} o AE— A SR T AN AR I R B RS B
AT 5 IR 2GR0 S e A HE T 5 AN sh) ) 41 23 2% B £ M i o
Tob BRI R Aok BSOS | B D MR B ) BRI ROIE 5 A A A/ KRS B AHTT BC . 2
LB BT (Remington) : 2% R} 22 552 (The Science and Practice of Pharmacy) , 521
R s R PR R W B g R 4 8 (Lippincott Williams&Wilkins) : 52 4732 JE Y M 3% 3
(Philadelphia,PA) , 2005 ;%5 H%# B F I (Handbook of Pharmaceutical Excipients) ,8
6/ : &' (Rowe) 55 N\ 9 5 35 [ 1 24 kL A1 S8 [ 125 Bp 45 (The Pharmaceutical Press
and the American Pharmaceutical Association) :2012:Z5¥s N7 F M (Handbook of
Pharmaceutical Additives) , 583 A (Ash) FIFA A4 s AR H i & &) (Gower
Publishing Company) :2007 ; Z555)4b 75 5 flAb 77 HF X (Pharmaceutical Preformulation
and Formulation) , §52h ;s i A #% (Gibson) & CRCH p 4t G TR 37 /E A &) (CRC Press LLC) :
% B IA NIRRT (Boca Raton,FL) 2009,

[0093]  RiE “27 BL RE B AE W I J8 AU B AN 52T 5E 1 8 (L ) AT 2R 22
LS A Bk T e 0 & 30 5 B a AL o A8 FEEE S 5], AR 407 BCREC BB AELL 2, 38)
AMNPRUEZE W o 755 STt A5, AR “407 BUR B =R S BE 50 % .20 %
15%.10% 9% 8% 7% 6% 5% 4% 3% 2% 1% .0.5%5%0.05% N »

[0094]  RiE “VEPERL 7 A1 VETEY) B e SRR Bl S — B 2 PPk 2455 bRz (1 IR 540
ARG AR TG IT TP B 7 IR 99 BB Y — B2 FREIR I AL &4 - AR SCHr
R, TR A YE VRN BT A] AR SR Br IR A S D6 E TR A AR B R A 3R A8
s

[0095] R “Z547 \ VRIT AN AU AR ST A FR R S AME L TR ST T B IR
T e B T ) — B 2 FE IR AL A B LR 25 H 5 4)

[0096]  RiE “RIMAFAE” BT A" FE 5 =MW I (LR 7 2 K 1e E 4IRS 45510
R FR A5 3 SR 5t R I HASSZ NSRBI Y L AU, “HE R IRAFAE” BRI A7 F8 R
7E AR R B ) B A AE S5 e MRS R o

[0097] R “ERBB” B “ERBBIEAG” 5 ERBB 2 Ik (1) i 2 R W iily B HL A8 4, B0 48 (AR T9)
ERBB1 (EGFRE{HER1) \ERBB2 (HER2/c—neu) \ERBB3 (HER3) FIERBB4 (HER4) .ERBBZAZ FAAk 40 Fh 5L
i 5 JE AR ERBBIEE [R5 1) & 1 5T, B 5 JEAEERBBIW E LR 7 F A b A — B 2 AN K AR EL
AERIRAFAE R R R B VR N BRI 8 A BT (B AERBBAT A | [F] R4 A B ERBBAR
SRR R P 5 JFAEERBB A AT & /02180 % — B L & A #190 % — FMEELE A 2995 % —
G

[0098]  RiE “ERBBS SR i iE B i A “FHERBB S J (1) 995 K S i IE BB 46 HH
BRI (40 R i 1) ERBBIE PR R AE I IR o hE BUZ 8 o S ERBBIAG D 5e 7% VE 7] HH
PLF 51 - 41 i H ERBBIS AR ik i 2R 14 | 38 5 AN 2 IS ERBBIH 4 Jd -H ERBB Il 1) 2 18 B FH 24 1%
PESE AL (9] 1R ERBBHP (1) RAZ 5152) 51 2% 1 «ERBBA T (154K 9 RE BB i 1] 56 A= B
43 FHAS JERBBYE PR A1 3 o HARSK UL, ERBBS - H 7 TR - 7 1 B2 993 e HH ERBBYE P4 1) i 79 4
FERIR I E BT 7 A — LA 03 R S 99 0 B » 481 GERBBA il 551 7F 22 /D — L B iy

44



CN 106536506 A iﬁ, EH :I:S 11/105 7L

[ R — R

[0099]  RiE “bedk” 418 B HEEL 70 SCREME AT B J i, Jrp B Rl AT ade 22— B2 A AR 3L
FIT 3 ) BUA R FE QEXAR o 28 B 5K 01 5 Cr-s e 3 15 1 264N B J5 A BLBE 1 AN B f FL B 3 3 6
Tk Do (%) 49 S i R SRy e i o AE R BB S ) L S N B A 13204 (Cie20) 1 EN 15
(C1-15) ~1Z 104 (Ci-10) BLLBI6A (Cro6) Tk ik 1) ELEE VR AN ERAR 2 3 , B3 3204 (C3-20) 3]
1564~ (C3-15) +3F 10 (Cs-10) BL3F64 (Ca-6) B S5 43 S RE VAN BN e o o A SC R A
BLBECI 6 M SCHECs s e FIB FRON “MBR B 87 o B L i S2 B 55 (EARIR T Bk 2 R TR &
(BFEITA BRI B R T2 ORI ERWER) ET . TR E T
HBUT 3 R (BRI e a0 o At (BRI R .

[0100]  ORiE “VEkeht” 48 ELRE B4 SCREER O 2, o b s nl Rk th 22— B 2 A4
ARSI HEAR I B FEQEUAR o« BB U 5 Cr-6 0 J5 3 46 1 21 64N Bi S 1 ELRE A AN 53
BS54 STREVRRN AN R I o AR SR s A, P d5e S A B 131200 (Cio20) (18]
15 (Ci-15) ~ 1210 (Ci-10) BL1RN64 (Cios) B8 SR -1 ELEE AT — A28, B3 21201 (C3-20) -
3EN15A (C3-15) ~3EI104™ (Ca-10) BL3EN6 (Ca-6) B JHL T 2 SCREVRL RN AR 483 . AR SCRT A
F s L5 C1-6 1193 ST Ca-6 YV HE IR BN “IRA P BE AL o S 58 2 1 S (9 B 6 ((EASPR T) 7 R
BW R A (BRETA SRR TR SR T 3 (A SR
A P IET R A E ST A R (BT A0 A O (BT E
I o

[0101]  RiE “WIRbe A" 1R e BEh & — B 2 A 0 R 7 1 ERE B SCREML AN e
B iR —BR AN 24 - (R 4 — D I ST 3% 15 0 STING 28451 3k i, Cro6 IV 24 e L5 1 31615 5
) ELRE AN A e B B3 B 6B S5 1) 3 SRR AN AR Ak o 7R IR e S 4 v, S 2R b
FABA 12201 (Cro20) 12115 (Ci-15) 110 (Cr-10) BLL BN (Ci-6) Fik Sl - 1 ELBE v AN
TR, BRI 20 (Cs-20) 3FN15 (C3-15) 3F 10 (Ca-10) B3 RN6A™ (Ca-6) Bk JR T 1K) 433
AN A R AR SCRTATE F  ELECr-6 193 SCHE Ca-6 1 2 BT S IE TR A (I e 37 o W
Je d5e FE B sz A 4 ((HA PR T) —CH20— . —CH20CHa— —CH2CH20— —CH2NH-, —~CH2NHCH2— . —
CH2CH2NH- ~CH2S— ~CHaSCHa~F1—CH2CHa S~ 7E FE EL SR P , P R bE S n AT 1A i 48 — B %
AN AR SRR B HUAR IR QEAR -

[0102]  RiE “Wi 2L ¥R L BEE o SCRE SR IR, LA —E A, fE— N sLia i, — A
P EA VA BCAS , 7B 5 — SER ] o, — B AN - B M A e e — B 2
AN AR SR AR B B QAR - Wi B JE U B R N R T, ARE I 2L i ss B i
R EL A AR HOR A, BUB S, <727 BB M R B VR A I R T L 25 ke 1
Co-6di 22 45 2 216 M itk Jirl 5~ 1) L BE AN VL AN A 48 SR B 3 21 6 S5t 1 49 SCREAS LA B A 42
B AR FEBLSE R T 47 L 23204 (Coo90) 25 154 (Co-15) 23104 (Co-10) BE2F6 (Co-6)
i SR 1) BELBE B AN R L , B3 3 201 (C3-20) < 33154 (C3-15) 3104 (C3-10) B3 F6 (C3-6)
TR SR 1) 73 SR B IR 2 o I B SE B8 ((EAIR T) 20 25 TR -1 TR -2 U
R T

[0103] A& “WJhA" fa H s L8 ekt , K —B A fE— AL, —
A EA YA BCRAS, 7R S5 SRR, — DB A k- 0 o I B ] AR g —
B2 QAR ST I () AR QIR o 21 P J ST AR N S B 17 i, AR A 2™ o 5 L

45



CN 106536506 A iﬁ, EH :I:S 12/105 7L

A M= 8 B R AW, BB, 77 BCE M B LR A R ] 25 ok
Wi » Co-6 P 45 3 46 236 5k JFL 1) ELBEAS LR AN R FE B3 36 ANk JEL 110 20 SCREAS T AN —
Wi o AERL L S A5 v, AR L 23 209 (Co-20) ~2E154™ (Co-15) <2310 (Co-10) B 2316
A (Co-6) B JRF I ELBE M5, B3 3204 (Ca-20) 3E 154 (C3-15) ~3E 104 (C3-10) BL3E6
AN (Ca-6) B iR 11 73 SCBE AN AR o MV Jfs 2 1) S8 A0 4% (IEANFR T7) I M 5 L U J TR 22 L I
PO E T M S ANA-FR L T 3

[0104]  OR3E “Vp 24 27 F8 ELRE B 7 it A e, o — B A, fE— s ol , —
AP EA YA B TAS, £E J3— SEH ], — DB - o0sE , B AR B & —
B EZ DR T TR — B2 A 2R B RSO 5 O SHRIN S 28475 2L m AR e Hh 22
— BN WA SO TR A () AR QEAR o 2T J& MU R AR BRI 1 i, AR N R A R 0
g HA M B R AT R ECHR G 4), BOB AR, 77 BECE” A Y BUHR A Y B 2
K 5 Coe MV 2% S 2 415 2 21 6 ™ Bl J %) ELBE AN VA1 0 2 JE B3 316 ik S+~ 1 43 SCREAS
LA A da i o A R e SR A o, I R R 92 3120 (Co-20) 2B 154 (C2-15) L 2F 101
(C-10) B2E6/™ (Co-6) T Jil 11 ELBE A4 2, B3 320 (C3-20) 3FN154 (Ca-15) 3F 104>
(C3-10) BL3H6 (Cs-6) Bk S5 T 1) 43 S BE W e 2k o I 2% 0 22 1) <6 9] A0 9% ((HANFR T) —CH=
CHO-.—-CH=CHOCH2—,-CH=CHCH20—-,-CH=CHS-.-CH=CHSCH2—, -CH=CHCH2S-8%-CH=
CHCH2NH—,

[0105]  RiE “fREL” 48 HBEEL 0 SCRE AN I L, o — B2 A fE— D sEit i, — A
PR EA VU B AS , B 53— SERE ] b, — AN B AN -k =8 B TRk e — B %
AN SC T IR B B FEQERAR, o 28 B SR 151 5 Co-e R I 45 251 61N Bik S5 1) BLBEAS VAN B 42
SR 3B 6N i SR 1 20 SREAS VLA ATy s o 78 LS ST 7], R 28120 (Co-20) < 2]
164 (Co-15) 210/ (Co-10) BL2EI6A™ (Co-6) i S+ 1Y ELEE SRAN R L , B3 320 (Ca-20) 32
164~ (C3-15) +3F 10 (Cs-10) BL3F64 (Ca-6) T S5 11) 43 S HE FRAN e J o BRI () S 4540 4% (12
AT R (-C=CH) TRk (BLEE A7 A9 T2, 1 1 - AT B (-C=CCHs) IR P 2
(=CH2C=CH) ) . T Ik (55 T A A 20, B an 1 =T b1 —FEAn2—T k-1 -38) | fapdt (g
FEFTA ST, B a0 - B 1B AL -FR B -2-TT -1 - 5R) IO b (R BT A R TE R,
Bl - pR-1-358) o

[0106]  RiE “WpRIL” 5 E BB S8 e ik, KA — B2 A A — sl , —
AP EA YA B TAS, £E 53— SERE ], — DA k-t =58 o WA AT fRa it 22—
B2 AR SC T A ) BRI QERAR o 28 4911DR UL 5 Co-6 VR JE 415 2 3] 6 4 B S5 1 1) ELBE AN TR AT
T IR EE B3 64 Tk SR 1) 3 STRE AN LA AN R R o AR SR S A v, P RS Ty 231 204
(Co-20) 22154 (Ca-15) 22104 (Ca-10) BL2RN64™ (Co-6) B IR T H ELBE 183, B3 320
(C3-20) ~3FN154™ (Cs-15) ~3FN104™ (Ca-10) BL3FN6™ (Ca-6) BRI FH 3 SCHE I3 . W R FEH
SEBIAFE ((HASPR T M £ e O P R (B3 B A e A T 2K, 4910 4 1 — I 7R ok B I B 7
) T B CEE T ST I =T e 1SRN 2T -1 ) R R (B
B AR 2, W — e — 137 R0 1 — R -2 T -1 -7 %) A e d (B 4B BT Ay 44
T2, B - -1 ) o

[0107] ARG “FRbe A" R PR BB da 2k , FL ] ARt 22 — BW 20 A A SC P 38 1) BUAR R Q
HUAR o 7E—ANSE A 5 3R 08 225 P O W A BN M R 3R 55 25 0 , N/ BV BG , A/ B AR B,

46



CN 106536506 A iﬁ, EH :I:S 13/105 7L

N/ B A RORFE ] o 7 T L S2 it 451, PR e 38 B A 33 20 (Ca-20) <33 154 (Ca-15) < 3F104
(C3-10) B3R TAS (Ca-7) T S5 5~ o PRGEIE I S AL (AR T) BRTA2E BN T 26 IR 30 3R K
A RO IR U2 R O A 2 IR BRI IR B S OO [2. 1. L] B2 VR [2.2.1] P
S EEREEN

[0108]  AiE “WEABEEL” FE PR ek, AT et 28— B 2 AN AR SCHT AR ) BUA R
QEUAR o 7E— N SR A v, PR e J5E AT Ay W R0 B8 AS P R E 55 5 I, R/ BRI, i/ AR AF TG
/BN XU L A o AF R STt 451, PR e 2 2T 33201 (Ca-20) <33 154 (Cs-15) L3310
A (Cs-10) BL3ENTAN (Cs-7) BRJF A o IR BT LI SE A0 ((HAPR T) S ER TR (B 1, 12 BR
PRI, 2- PR E) VIR T 3 (a1, 1P 3R T 3.1, 20 3R T 381, 3P 3R T 3%) L
RIRFE (Bt , 1 - RFE 1, 2- WA R FE B 1, 3- W IR R 3E) L WA 3 (B i, 1 -3
F 1, 2- e 13- B L, 4R L) IR PEIE (a1, 1R PEFE L1, 2-TF
WPEHE 1, 3 IR PRIEEE 1 AW IR PESE) S 253 A 4 M e 3

[0109] ARiE“HE IS AR LN AERER BN LR S HIREEB AN A E
g 3  AE H e sE i 5], 5 3L H A 63204 (Co-20) 6215 (Cs-15) BL6 RN 10D (Co-10) FF R
Fo 77 SR SIS (EAPR T JR2E 280k AL B (JEURE  JR 0 CEB R L ORI =R
75 HEIEAE DR EL = FAER FL , o BR e [ — AN Sy 55 5 Ik 5O BB AT A B84 AN ER O
B, a0 A ER A e AV A ER I BRI AD) AR S R, T B R A
28— 2 M NARSC B aR 1 U R QEAR

[0110] R “WHHE 1R EH 20— D FE RN 4 B 5 F IR W 2355
BIRIERE AR s )b, 5 FE B A 6320 (Co-20) <6315 (Co-15) BL6E 10 (Co-10) FF
JE o M 75 25 () SE 5140, 45 ((HASPR ) V836 L IV 25 35 L IV o 35 L IV B 0 L IV RO I SRS L IV EE
FE DR IR AR = 2K o Y 75 FE A 8 ROR B = IR I , S rp B () — AN R 5 B iR H e 3R
AT RV R A AN NS S B i a0 0 S AR | e | e i L O P S AR O (P A Ak
TE2EFE) o AE RSt vh , S 75 T M 48— B 2 AN WA SCHT AR G B FEQEAR
01111 RAE “FFhedt” B R fe ik FR 8 — B 2 AN 25 R BRI BB A e 2t o 78 5t 2 iz i )
W, BE AR B A TRI30 (Cr-30) TRN20 (Cr-20) BT RN 16 (Cr-16) R ST o 75 b HE ) SE A5 A0, K
(EASR F) 2R B 3 L 2 3k 2, FE RN 32 L TR O o 1 LSSl o) v, 5 B AT ae fh 28— B 2 A
QAR SC P A 1 B R QER AR .

[0112]  ARiE W E R & 20— FHH AN BRI 05 B R BURAN 205 B R, H
2 /DA FIAER T EH RN REF, T — B2 AN RE RN B
0 SHIN, 28 75 FL 28 H 5 TN EE B 70 I R 93 o Z0 05 B2 B — R 5 — DN BRSO
DN ER ST /B B PN A, HR S R B R 2R R 1 S B Y
MEWYA LT BN EA 20— M5 AR R L STt , 5 AR B A 52|20 .53
16ANEE RN 10N 55 o B BR 44 75 L 1) SEAG AL 48 ((ELASRIR T7) Wk g it L g e | S e L | S
WA L W e A B R G | D A ek W R | b s | M S | e | MR e | g
e IRy | DU PR L | =g R = B OB A O B I SR A ((EAS PR T R ke S L R
IR R I | 2 I SR B | 2R R G i R IR AR S | DR IR Ak B | R IR Wy B L R R L
DRI R T | VR M P A | PDR Al S DG I e | IR e 1 s 5t | g P g | WP s | | e | S O
FFIJ R 2 | 57 DR J MR oy | S | S | S R I | S At | R | WA b e | AR

47



CN 106536506 A iﬁ, EH :I:S 14/105 7L

A e o LA R LY e - b e 2 L b g S e e | R W s v A R L D A e
SR FUVEE Wy I ML g 2 o = B 55 1) SE A KRG ((EASBR ) 1Y g S5 8 M| W I L R e i | — O
FRIR g i | A e | PR s | Pl e G e e g e | W L | P R N L | TR RN L AR L | 7 R
S5 5 J 75 B A AT 28— B AN AR SCHTHEA B B QEAR .

[0113]  AiE W IR H” 185 A 20— D5 W Y IR 5 TR B A 2 3 5 TR,
Hp & b AN BRSPS H AR, TR —B 2 A R P (A — N 7 vk
0. SHING M 24 75 3 A & /b — ANl H 5 8 2 27 10 HAR 3 15 o 1 2% 5 2L 1) &
—ANIRAEH AN F  — AN EFA SR F A/ B — B P AN R F, H PR 6 &1 A
— A 2= RS BC U B AN LR B AN E A 20— AR 1 78 e s
i, P 35 38 BLAT 5320 53 L5 B 104N FR 1 o BAER V. 24 55 JE 1) <2451 40 55 (HASTR
F) VIR IV PO A L | T SR Nk L | VI S ST e | TP e L P IE L Y
L W8 5 | STV I A e | ST Pk P e | NI EL W i | NI s g | NP LY g 2 | NP HE B L | NIV I e | NIV B
Wy 2 S O W | ST = W R T = I i XA I 4 55 35 0 s A 6 (B BR ) I 2 5 1K e
e P2 G IR AR R | NI D S R e R L NIV A IR Mg NI DA DR A R T R IR A R IR
FEIE Wy J (P 2R I = | P 2 s S | TP IR IR WL e S ST IR DA - L i 3R | NI IBK P - D e
S VP W o T P P ST M e 7 5 DR PR g 5 | I S DR B e | NI S5 Mg e 2 L T 5
I RS NIV S A | NI i | NI WS - i e | IV PR | IV g | MV PEE R S | STt i -
MbE g 5 | STV M P 1 W s ST I R ek | T M s | T e s T W — e e e B RTEE )y
Mg 2 o = B NIP % 5 22 11 S 8140 5 (1ELANBIR -T) S Y g 5 | I 2 I Wk 5 | ST e e 56 L T — %
R MRg S5 SV R I SV PR S STV e s S5 | STV Pl g 5 | T I ok | NIV PR R R | ST PRI A
P  AF FE S 451 o, STV 2% 55 F I T e M 28— B 2 AN AR SC TR G BRAR L QEAR
[0114] ARG “JRINIAL” BRI 55 20— AR BRI LAY LI HE I R B
M2 R G, Horp AR5 BRI R TR i — B2 A R il B O SHINE 28 i+ H AR
R R S o AE RS g vh , Z PR LB R A A B A 33204 33 154 33 10> 3318
AVABNTANESBI6 IR 55 o R IR L2 B AR 55 B IR I B 45 B 7 (1) FL AR 40 o 75 JE L8 S it 491
SRS 78 SN 7 N7 Nt 7 =i AT 7 2 N S W g 1 QO S S M el =1 @ G e B
AL, BRFrTE AL, B— S 3R] 55 B 58 A RN, B 5 IR » 24 3R 3 ] 7EATA] 5
JE = A R B A AT & TR 1 BB SR b B2 1) 3 45 W o 1 2 IR L (1) SE AL 48 ((HASFR )
SRR L ORI G R L ORI ) A A I s DR IR g I D IR PR R L DR IR
B IR IE Y Sk g s DR VO Ry L L DR I ARIR A | DR IR L | BRI | £ L | £
SRS R AR | SR R R S L AR R A A R 2
T IR | AR AR S A B AL MR A L A e S A e | A
Fe L TR 1, 4 R S UG TR R IR I e S | IBR NIRRT I T AU
F IR IR ISR S I R R AL N Rk | SR e e S | SR AR e S | M R
Fe NG MIWEIE |\ S S R R L | i R L | e B PR 2 e A (R BR L DR A | 4R
W P 2 M e e 5t | P bR | g% 5 5 L g bR R | e PR | U SR L | DU S SR A R
VU SR M s D70 S )y i | P I I D e e i | D S MR JE R 1, 3, 5~ e It o 7 T e S e
i, Z R JGE P AR 1 M 28— B 22 N WA ST R AR ) B R QERAR

[0115] AR “WHRHE 1B A B L —NAEFEEARN M BEREF R RAEB M 20

48



CN 106536506 A iﬁ, EH :I:S 15/105 7L

W&, 3R 5 &R JE i — B 2 A STk 5 0 SHINK) 8 J7 7 s H R+
N IR o WA PRI 22 AR 75 B IR NS B 4 I H AR 3 o AR LS v, S 2 BR 0 2
A 3H201 3154 3B 104> 3RISAS VAR T ES B 6D i 1 o £E FELLSL it 451 v, I e BF 2
IR OWIR  ZIREY IR IR R G, HoRT AR A B I, HLH A SO i T ARkt A A, R
F AT AL, H— SRR R4 B AR, B B IR o W 2 R ] AEATA] 5 = A
T B A B 2% i~ B S5~ Ab 2 422 31 32 25 ) o IX S0 8 PR 1) SE A0 48 (AR T) 240
e B VORI T T P R I ) A 2R A S i SR S R R R s | R IR g L L
IR IR 7 2R I U AUk g 22 | ST 2 DU My et | IV 2R B R e 22 | 7 2 - g 2k L B3I
PR R 2 SV €70 3 5 L VI €0 A L P S bR RS P A R I R MR | ORI R R
oSN = 53 o 111 =8 S = ) 73 2 S = W 31 78 = S = /2 = S = N L -2 2
1 1L | e W = S A= 11 S A L | A= 58 2 5 S I S| 3
S VG gl ] 5 STV PR Pt i 5 | NI IR A R S 7P| O I 3 | NI S R DU A ke el 22 I 2 % - 1Y
SRy B Y S AR A L E A | S M R I | T S R R A T S R 5 R L I
1771087 S YA WL 178 = S AN R = {7 S 4 414 B S 74 1417 S 7 N i oo S 140
F VIR IE F 4V WR I B3 | STV R e 2 | STV b e bk 3 | I b P e B | I I P IR | IV B
S 7 VU S e 25 STV DU 1 S ek 2 TV D K g 5 NI D) S0 Wy NI GG P I s | I W e e
P VUSEMRIE AL, 3, 5-YF = ME S AR S L S 45 vp , RIS AT IR S — B 2 N
AT HEIA B HU R QEAR

[0116]  ARAE“RIER” .\ “Bi AW B i 27 Fa - S IR/ UL

[0117]  RIE “fEik 28 HUART SR 15 8 A BRI (e 2 L W e 7 2 be i 0 s I S
B B £ B N xS A 91 7 8 A B 7 B O - S - N L i NP o S S B S
IRHEEO IR ) W — B AN, 7E— A S, — A A AN B A B QEAR, BT
AR — B 2 AN BURE QM 7 1% 1 B30 (2) A A3E (=0) VS (FON) 1= 2 AR 5 (-NO2) 5 (b)
Ci-6J5E 38 \ Co6Jfi I  Co-s )R I L Ca 7 PP e 3 L Co- 1475 L L Cro1575 e ik 2% 55 i P B 3, Horp i —
Mg AR AE — B 2 A, BN LHES R, A A AN B AN BEQ AR s A
(¢) —=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.—-0P (0) (OR®) 2.-0S (0) R*.-0S (0) 2R*.-0S (0) NR°R®.—0S (0) sNR"R®,-NR"R®. -
NR*C (0) RY.-NRC (0) OR?.—NR?C (0) NR°R®,-NR?C (=NR%) NR’R®,—-NR?S (0) R*.—-NR*S (0) sR*, -NR"S
(0) NR°R®, -NR?S (0) 2NRPR®,—SR*,~S (0) R*.=S (0) 2R*, =S (0) NR°R°FI-S (0) 2NR°R®, H &R,
RECREAIRG ST Hg (1) &5 (11) Croehmdi \ Co-olfs 32\ Co-a I  Cor PRI L Co-1a 75 5. Cro1s 5 4
e o 32 37 B S S W SR e O B V2 Rl =10 I S N 7 B A e A =11
PUANBARFEQ BAC; B (111) ROFIRS 5 H I B N FIL R TR Bl 23R 3, HAT ik i 22 — B &
A A AEFEG R, — P A B A BAREQ B A ST S L BRAE 540 50
T M A n] 2 BRI S 358 “ITii Hh & B .

[0118]  FE— sl , BN Q RS % DA T AR B s () AR U i 2
FIREHE 5 (b) Cr-e5E 3k  Co-eMiidi  Co-s B L Ca-r I e 3 L Co-1475 3\ Cr-15 75 Fe 3k « 4% 75 2 FI L R
e A1 () —C (0) RF.—C (0) ORT.—C (0) NR®R",-C (NRF) NRER", —OR" ., -0C (0) Rf.—0C (0) OR".-0C (0)
NRERM,—0C (=NRP) NRER", 0P (0) (OR®) 2.-0S (0) RF.-0S (0) sR".—0S (0) NRER",-0S (0) sNR*R", -
NRER", -NRFC (0) R*.-NR"C (0) OR*,-NR"C (0) NR®R",-NRC (=NR¥) NR*R", -NR’S (0) R*.-NR’S (0)

49



CN 106536506 A iﬁ, EH :I:S 16/105 7L

oR¥ . -NRS (0) NRER", -NR'S (0) 2NR®R", -SR*.—S (0) R*.—S (0) 2R*.—S (0) NRER"FII-S (0) 2NR®R"; H:
FFARERERVFIRS ST N (1) &5 (1) Croelidk Coelfi i L Coelt I L Ca FRAEHE L Co 1475 4
Cr1575 ek  J 5 B 4 PR3 B (34 1) REFIR™ S H: e 42 AN B 36 (R 2 1l 2R L

(01191 ARG “HGi 147 A0 W e AvE PR 48 B AT 2950 % AT 2970 % AMK T4
80% AME T 2990 % AMIK T 2991 % AT £992% KT 2993 % AT 494 % AKT
2195% AL T 2196 %6 AME T 2197 % AME T 2198 % AT 2199 % AL T £199. 5% BLAS
IR T£999. 8% [0 B T M ik & 11 73 FIIEE A o 7RSS S 4 vh , DLRTIR A W AR 1 S T &
T AL BV 2195 %6 595 % LA b [ —Ffo el e S A4 44 R 245 %6 8505 %6 LA T 19 55— Flot i 44
14

[0120]  FEHEAREIEEL A PR, AF BT ERAISE IR o F H G L F P ORI XS (5
() HT et 5 rI e B, BRSSP sk e vs tib 5 i i 7 1al (&) Bi e 7w
AR et BRAL A4 1a) 22 SO0 I e 3 w6 P 1l o (1) BT R FE A1 o et , B
A Al A BN & B w61 - A8, B EI TS () () 54 F R 480 HAERHIS
oK,

[0121]  RiE “[F A 2 48 e Af” fa AEH UK AL G R I — B 2 M & A HER AR
W[ B 28 A & W o AE SR Le STt 5, A B VG “[F A7 3R A8 ™ & A JE R AR EL A4 1) — B
ZAFE A Z A (EARRT) & () i CH) i CH (=11 (O W12 (70 JB-13 (P0)
e-14 (M0 VE-13 (PN VE-14 (N VB -15 (PN) V14 o) JE-15 (P0) V16 (FP0) VA 1T
M0) JE-18 (%0) F-17 (F) V18 (PF) #E-31 C'P) L BE-32 (P) (B33 (°P) L BR-32 (%) |
Bi-33 (S) JBi-34 *S) JBR-35 (°S) L Hi-36 (*°S) \&(-35 (*°C1) L& 36 (*°Cl) \&-37 (*'Cl) .
1R-79 (“Br) JIR-81 ('Br) Mi-123 (*#°1) (f-125 (**°1) J—-127 (**71) f—129 (**7T) A
131 (U0) S AE RS ST ), AL A TR A F AR AR B AR IR, BT AR BU M o 7 e
T A A P TR 2R A AT S A HE AR B ) — B 2 MRl A 2, B4 (HASIR T) &
(H) T CH) JR-12 (20) JiR-13 (BP0) E-14 (N) V15 (PN) V16 (°0) L 17 (o) V-
18 (*%0) R-17 ('F) V=31 C'P) JBR-32 (°7S) JBR-33 (°PS) JHfii-34 (*S) Hi-36 (*°S) LA -35
(*°C1) V& -37 CTC1) ViR-79 (PBr) LiR-81 'Br) FIf-127 (1) S FERL sG] b L AL AP
‘[ A R AR” AT E T, BIECRE o AE R Le ST, A A PR “TF A 22748 4™
FERAIREL I — B & P E A7 2, A (EAR T) /i C) #1101 (0) J-14 (M*0) W 5&-13
NV -14 M0) VE-15 (P0) JaR-18 (BF) LBE-32 (C7P) L HE-33 (P) LBR-35 () L& -36
°C) J-123 (1) Jit-125 (POT) Jf-129 (POT) ANf-131 (U)o SRR , A8 S A S R 3t
Rtk A9 h  FERR I BT B AT AR S W A m AT, AT AT ST A 1, SRAT AT B vl
BIRITC, BATAT SR R B 3 ON, FTART 48 AT R 'B0 . 77 B8 St ] v, Ak A I TR fr 32 28
FAR” B A AE R SREL A T

[0122]  RiE“ENEW 16H B2 MBS+ WA e R4S l—E 24
5+ LM EBEE T BRI EE D) R E S EUR S & A I E AR
{EASPR T 7K BB L 2% I TR I S TR R 2 TR o A Bl S i 4 o, VA 7R N BE 25 2 |-l 42
Z AL AL, B A WBUEREY R4 RV A Rl B A MBEREY 2
A& a2 BB FIKES, B RS Y NKE Y K EPI L BIFE (EATRT) KEW.
BIKEV ZKEW KA VK EMRTAKEY

50



CN 106536506 A iﬁ, EH :I:S 17/105 7L

[0123] %515 “H B —XJu A A& AN E e VR G 4 S AR5 B SR A AR TR A M B A7 2R AR
s BUHER 255 B R R2 (EE AR S BRI 257 55015 © (1) Hh 23 100G VI 5 — ik
SRR AN IR A AR A AR VR A BRI A 3R e s (1) Hh 2 A I
PR 25% L rl B2 (M EE AR A BT 29 88 (i) Hrh S 100 A P10 55— il 55 4 44 L Ak
T BETR B AR X e e A AR 1R VR B P B I 7 31 A8 e AR A 15 2 2 B AT 3252 1) 38 I R S 1) B
B 25" BA A2 X

[0124]  fnA ST S L BRAE AN, 75 WAE AT AR 40 28 V2R R A - e A A 46 5 5 3
W LA A G S — B0 AR WL T E R A AL 28 & (J.Org. Chem.) 2007,72, 23A-24A
1 [ 45 5 B TUPAC-TUBAE M4k 24 i 2228 i <> (TUPAC-TUB Commission on Biochemical
Nomenclature) AT 465 (WL Biochem.) 1972,11,942-944) .

[0125] {54

[0126]  fE—AsEitatil , A SO iR I G :

[0127] ‘ ‘g

(I
[0128]  BIGH: B — XMl S RS L 1 RV 4500 ~ =1 o I S ) 42 14 R B [ o7 2K A2 A 5 B
HER 2557 Bl 352 i 3k VAT S VI ERT 24 5

[01291 R“N-C(0) CRle:CRIfCng\ﬁR” -N'2C (0) CR19=CR1fCR1g\/N\”/ﬁ<Rxf -S
0 . 0 5

O 1 o P. R
9] R v é \¢

(0) CR®=CRYCR'™, _IA—< i —S(02) CRI®=CR'CR"™, —§4 Skt -NR'S (0) CR"* =

0

1e

3 N

1
RE g "o O R

I O s\ _Rls a o = NI A
CleCng\/N\g,/ﬁﬁklf MRS (02) CRY*=CRYCR BT84 Swit

~

[0130]  RZMCi-ekmdi . Co-alfi 3 Co-e b I L Ca-1o PR L | Co14 75 L Cro1s 5 4 3 L 2 7% it B 24
A

[0131]  L'Jy%g.—0-.—-S—.-N ®R™) -B5{-C RMR'®) —, H R PARUFIR™Sh 7 b A 1% 55 Cis
YrE s | Coelfi 2\ Coe It L Co 1R b3  Co- 1475 38  Cro15 75 S dit « B 5 F Bl e A AL

[0132]  LZNCs 10N GE S Co 14V 5 3, Cro15 0 F5 e ik L I 55 FL Bl 7 Z BR 0L

[0133] T H%E.-0-.-S—.-N=.-NRH-.-CR") =8-CRY +—;

[0134]  UNEE.-0-.-S—.-N=.-NQR") -.—C R") =8-C R®") o—;

[0135]  VJg%t.-0-.-S—.-N=.-NR® -.-C R®) =8-C R®) o—;

[0136]  WAH%E.-0-.-S—.N=.-NR) -.—C R") =8-CR") 2-;

[0137]  XANY % H M7 A CERN;

S

o1



CN 106536506 A iﬁ, EH :I:S 18/105 7L

[0138]  ZANR™BECR™R?®, Hirh 4 AN R¥HIR M ST A A L 5 HE L Cros ik L Co ol JE L Co-e
B CorFRBEdE  Co1aT5 3 Cr1s 75 Bi gk  J8 F5 LB Z PR 3

[0139]  AFANRY.RROFIR M A (a) & EIE 7 FEBURIE s (b) Crebidt ool d L Cosflt
B Ca10FRBESE | Co-1475 i\ Cro1s 5 IT dk L % 5 SE B AR IR0 s B () —C (0) R™.~C (0) OR'*.~C (0)
NR™R®,-C (NR'™) NR'PR'®, -OR'*,-0C (0) R'®,-0C (0) OR'*,-0C (0) NR'"R*®.-0C (=NR'®) NR'’R'®, -
0S (0) R'™®,-0S (0) 2R™,-0S (0) NR'R'®,-0S (0) sNR'™R'®,-NR'PR®,-NR'*C (0) R',-NR'C (0) OR', -
NR'C (0) NR'°R'®,-NR'2C (=NR'?) NR'PR'®,-NR'®S (0) R*,-NR'®S (0) 2R, -NR'S (0) NR'*R'®. -
NRS (0) 2NR™R'®,—SR'®, =S (0) R'®.-S (0) 2R'®.—S (0) NR'R'*EL-S (0) 2NR™*R'®;

[0140] 4 ARY R RICFIR M ST H F S L Croekin i Co-alAi I  Coa b 3L L Car PRI | Co1a T
FE L Croas PS5 BR L 4495 B Z BRI BER IR 5 H: BT J i CROIN R 1 35 A 2 i e PR s BR™
FIR' 5 H FrE 2 (INJR 1 JL [ T B 43R 3 5 A

[0141]  FFARYERYEFIR S ST R A | 3 i  Cros i 3« Co-a 5 3 Coa B I L Ca—rBR S 3 L Co-14
F5H (Cr1s 5 Bk S5 FE TR AL IR

[0142]  HCRR 45 AE 9T UL VAW AN — AN Ty, A

[0143]1  HLERHIZAF N, ML 8RS, R R CRORIR o 1) 28 /b — AN i —-OR™B-NR'R', T
RN Co bt I\ Co el \ Co )i . Co r BN KR L L Co 1475 5 L Cras 5 B ik L 8 75 JL Bl Je I AL

[0144]  HrpfE AN bt M HdE R I R B I 5 R W 5 R IS R W e L A
F5 LW F 5 FE  FRIRFE A e R S AT M 2 — B2 A, AL, — A N A
B VYA U RIEQEAR , Ho AN QA ST IR () EAREE (I i SEAIAE 3L 5 (b) Croef5t 3\ Co-s
$ii 31 L Co-ebe ik | Car PR e L Co14 75 2\ Cro15 75 e bk A O B AN I, Horp B — N — 20 ke
M —B 2, fE— A, — A A EAEY A HRZEQ EAL s F1 (¢) —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?
NRR®.=0P (0) (OR?) 2.-0S (0) R*.~0S (0) 2R*.—0S (0) NR"R°, =08 (0) sNR"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) sR*.~NR?S (0) NR*R®,~
NR?S (0) sNR®R®.—SR*.—S (0) R*.—S (0) 2R*.—S (0) NR°R°H11-S (0) sNR°R®, H: 1 4R\ R° . REFIR Sk
SR () &l (1) Creledit \ Coelfi JE \ Coebl JE L Cor B ke 3 Co 1475 JE \ Cro 1575 e ik « Z% 75 JE B
FRINEL, Hop e —AME i &2 — B 2 A 7R — AN SERE A, — A A AN EIY A B Q
BUAR s Bk (11) RORIRC S JL T e (N 7 JE (R B 2 R 2L AT i th s — Bk 2 A, 4F — AN 2
B, — N AN = ANERIY A B R QT EAR

[0145]  JL AR ARANQ MRST M F B DA N AR T s () SRS LU g AN 2L 5 (b) Cioe
YEFE L Co-elii i Co-s bR\ Ca v IR e 3  Co 1475 3  Cr15 75 e 3 - 2 75 FE A IR 3L, 1 () —C (0)
RT.—C (0) OR".—C (0) NR®*R", —C (NRF) NR*R". —OR" ., -0C (0) Rf.-0C (0) OR'.-0C (0) NR#R",-0C (=
NRP) NRER",~OP (0) (OR) 2.-0S (0) R, -0S (0) 2R".-0S (0) NRER",—-0S (0) sNRER" ,~NRER" ,~NR'C (0)
RE,=NREC (0) OR¥, -NRC (0) NR®R", -NRFC (=NR¥) NRER", -NRS (0) R, -NR'S (0) 2R, -NR'S (0)
NRER" . -NR'S (0) sNRER",—SR* . —S (0) R". =S (0) 2R".~S (0) NRER"F1-S (0) sNRER"; Hif14:ANRT \RE.RP
FIRMASTH Y () & (1) Croebdit . Co-elfidh . Costh I . Car PR I L Coo1a 5 3 Crors b i | 2%
PRI B (111) REOMIR" S5 HL e e NG S L (R T i 2 PR

[0146]  7£ 5 —skhald , A sChhe it Tk 54 -

52



n B

CN 106536506 A 19/105 1T
O
5 b 2
3 i’~ |j§>—2>_R
[0147] L2
Rl
(O
[0148] Bl B — X ik SR AA A L AT B VR A AR X R S A A TR VR A B[] 7 2 AR A s B
HER25% ] 52 10 & VA A BRI 24 5
[0149] R (o) & &L i JEEURGSHL 5 (b) Croshim i | Co-el 2 L Co-s it L Ca-r0 PRI | Co14 7%
B Crors dm L 28 5 B ZR R AL L B (¢) —C (0) R'™.—C (0) OR'™®,—C (0) NR'®R'®,-C (NR'?)
NR™R®,-0R™,-0C (0) R*.-0C (0) OR'®,—0C (0) NR™R'®,-0C (=NR'®) NR™R'*, -0S (0) R'*.-0S (0)
osR1.-0S (0) NR'® R, -0S (0) 2NR'®R'®, -NR'PR!®,-NR'*C (0) R'*,=NR'?C (0) OR'®,-NR'*C (0)
NR'™PR™,-NR'™C (=NR'%) NR'™R',-NR'S (0) R'*,-NR'®S (0) 2R'*, -NR'S (0) NR'"R'®,-NR'?S (0)
NR'R',-SR'.-S (0) R'*.-S (0) 2R™. =S (0) NR'"R'“H-S (0) 2NR'*R'®;
[0150]  RZACi-ekmdi . Co-alfi 3\ Coe b3 L Ca-1o PRk L | Co1a 75 L Cro1s P i i L 2 7% St B 21
B2\8
[0151]  L¥ACs 10T GE L Co 14V 5 3, Cro15 0 5 e ik L I % 55 FL Bl 7 Z PR 0L
[01521  TH%E.-0-.-S—.-N=.-NRH -.-C RY =H-CR" »-;
[0153]  UA%E.-0-.—S—.-N=.-NR") -.—C ®°) =H-CR") 2—;
[0154]  VA%#.-0-.-S—.-N=.-NR" -.—C R%) =H-CR") o-;
[0155]  WHEE.-0-.-S—.—N=.-NR)-.-CR") =8-CR") o—;
[0156]  XFNYS [ Pl 37 b A CEEN;
[0157]  Z ANR™BECR™R?®, H b B AMR¥HIRP M ST 4 A & L 1 B L Croe it L Co ol JE L Co et
F  Ca 7 BE AL \Co- 1475 8  Cro15 75 B ik L 2 5 AL B Z A 3
[0158]  R*.R°.R°.R'FIL'Jy:
[0159] (1) FEAR ROAIRH LA (2) S FIHE L 1 LB 5 (b) Crosbidt  Coeffi it Cosfh
B Ca 10 BEdE \Co 1 F5 2L L Crors 5 Be ik L Ze 95 FE B J R L, B (c) —C (0) R'™.—C (0) OR™.—C (0)
NR'™R'®,—C (NR™) NR™R®,—0R'*,-0C (0) R*.-0C (0) OR'*,—0C (0) NR*R™®,-0C (=NR'®) NR'"R'® . -
0S (0) R™.-0S (0) 2R'*.-0S (0) NR*"R™,-0S (0) sNR'PR'®,-NR™R'®,-NR'*C (0) R*, -NR'*C (0) OR™ .-
NR'C (0) NR'PR'®,-NR'*C (=NR'%) NR'PR'®,-NR'®S (0) R*,-NR'®S (0) »R',-NR'S (0) NR'*R'®. -
NR'®S (0) 2NR™R'®,—SR'*,=S (0) R'*. =S (0) 2R'*.—S (0) NR'R'*EL-S (0) 2NR™R'®;
[0160]  AEAR M7 I AP ~OR™ B -NR™"R™®;
[0161]  R™ACaekm It . Co-effi st Coelhid . Cor PR A L | Co1a 75 L Cro1s P i L 2 7% St B 21
718
[01621  R™FIR T Hb R Croehim i L Co-s M I \ Cop B I | Ca—rBR KR 3 L Comra T3 32 L Croas 5 10
BRI IR R IR S I ITE B N R L I R S A3 s A
[0163]  LlW4E,
[0164]  (ii) FEARY RO ROFIR AL I A (2) Z UL o FEBR A FE 5 (b) Croeke 3t L Co-e i 3

Co-ehfedi . Ca10FRBEIE L Co- 145 0\ Cro1s 5 BE 3 L 2 55 LB 2 I 4 5 B (c) —C (0) R™.

—-C(0) OR'®. -

53



CN 106536506 A iﬁ, EH :I:S 20/105 BT

C (0) NR'™R',—C (NR'®) NR' R'®, -0R'®,-0C (0) R'*,-0C (0) OR'®,-0C (0) NR'"R'“,-0C (=NR'?)
NR™R.-0S (0) R'*.-0S (0) 2R'*,-0S (0) NR'"R'“,-0S (0) s2NR'"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) 2R'?,-NR'?S (0)
NR'™R'®,-NR'®S (0) 2NR'R', -SR'*. =S (0) R'*. =S (0) 2R'*. =S (0) NR* R'“B~S (0) sNR'"R*® ; H:JH il
ZAF AR R RORIR () 2 b — A A M

[0168]  LUA-0-.-S—.-N R™) -B{-C R*R'®) —, Ho e & ARVAIR™ M 37 R 4 5 i L Cr-e 5t
F  Coeffiidi ool I . Co 7 PR e AL  Co 1475 38 Cro15 75 oEdi 2 75 JE Bl e B0 3t s

[0166] 4 ARY R RCFIR ST F9E L Croskim i Co-elAi I  Co-a B 3L L Ca—r PRI L Co14 %
FE L CroasF5 BR L 495 LB Z BRI  BER IR 55 H: BT 4 i CROIN R 1 5 A 2 o e PRt s BR™
FIR' 5 H B2 N R 1 JL [ T B 3R 3

[0167]  H:FR 4% AF 9T UL VAW AR — AN Ty s

[0168]  Hrp iR AMbrdh Mgk e dh R L I PR BRI 5 R WS IS R S e L 4%
F5FE W F 5 FE IR A e R S AT M 2 — B A, A — AL, — A N A
B YA B RIEQERAR , H AN QAT IR 5 () EAREE FIE i FEAIAE 3L 5 (b) Crosf5t 3 Co-s
I 3 L Co-ebe e L Co 7 PR e L Co 1475 2\ Cro1575 e\ e 0 R AT I B, Horp B — N — 20T
M — 2, FE— AN b, — A A AT A EREQ ERAR s A (¢) —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?)
NRPR®, 0P (0) (OR®) 2,—0S (0) R*.—0S (0) 2R*.—0S (0) NR’R°,-0S (0) 2NR’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) 2R*,-NR?S (0) NR"R®. -
NR?S (0) sNR"R®.—SR*.=S (0) R*.=S (0) 2R*. =S (0) NR°R°HI1-S (0) sNR"R, H: 1 4R \R° . ROFIR Sk
SR (1) &l (11) Crelse it CoeffiFit \ Coebl JE L Cor P bie 38 L Co 1475 FE \ Cr 1575 o A2 « 2% 75 JE B
FIREL, Hp g — AMTIR & — B 2 A, 7R — N SERa ), — AN A AN E YA B EQ?
EUAR s B (11) RORIRC S L s e (KN 7 L [ B A IR 3L AT ae h 8 — B 2 A, 78— AN 52
B, — A AN AN B A B Q ERAR

[0169] LR AR/ NQ Pk ST % FY B DA N I T s () SEARAE USSR 2L 5 (b) Cioe
YL L Co-eli i L Co-s b\ Co v PR e 3 L Co-1475 38 L Cro15 75 oe 3« 4 5 JE M4 R 3L s Al () —C (0)
RT.—C (0) OR".—C (0) NR®R", —C (NRF) NR®R", —OR . -0C (0) Rf.-0C (0) OR'.-0C (0) NR#R",-0C (=
NRP) NRER",~OP (0) (OR) 2.-0S (0) R, -0S (0) 2R, -0S (0) NRER",—-0S (0) sNRER" ,~NRER" ,~NR'C (0)
RE,=NREC (0) OR¥, -NRC (0) NR®R", -NRFC (=NR¥) NRER", -NR¥S (0) R, -NR'S (0) 2R, —-NR'S (0)
NRER" . -NR'S (0) aNRER",—SR*. =S (0) R". =S (0) 2R".~S (0) NRER"F1-S (0) sNRER"; H 14 ANRT \RE.RP
FIR ST HE Y () & (1) Croebidit s Cooalidh . Coslh I . Car PR L L Coo1a P53 . Crors b i L 2%
F5HB IR B (111) RENIR" S HL I B N S L R T il R B

[0170] 7 3 —SEHtfrh , A0 it T Tk 54 -

(&)
Ay N R
Uy~
\',\CWD)'(Q—Z

[0171]

54



CN 106536506 A iﬁ, EH :I:S 21/105 BT

[0172]  BCH: B — X MR S A A L S e VR 15 420 AR R S A A P V8 5 A i [ o 2 A 5 A 5 B

HEEZG2: EaT a2 i 3 A A AT 25 ; bRV RLLA TV UV W XY RIZ 4 B SO
%)‘(D
[0173] &% —sgilh , AScp iR T T 54
R* o
R, N y—RZ
Oy
Rﬁ“‘ N N
[0174] LI
R!
(-"I'H)

[0175]  ml HL B — o e S RS L AT VR A0 B X e SR A A 1) VR A D ) A7 2 AR Sk 5 B
HEZ Y A2 0 h AR EETZS s HobRY R RYRYGRORTLLE LPAIZ 4% A SO o8
.

[0176]

[0177]

(Iv)
[0178] Bl B — X e S A A L 1V e VR 54« ARG I S A AR 1 VR S B R A, 2 AR SRk s B
HEEZG bl 2 (0 5 B ARG 25 s HorPRYRA R R ROGRTLL LA RN Z 4% E A SOl e

o
[0179]  7E S —SiE 4, A SCh RO VAL 54
R* o
R
67NN
[o180] R LA
gl
V)

[0181]  BCHL B — X MR S A A L A e VR 15 420 AR R S A AP V8 15 D B [ o 2 4 e A 5 B
HEER 252 BRI 2 Eh A A AT 25 HoR PR R RO R L LPRIZ 4 B A SO o8

X,aﬁ%ﬁ%@fu%ﬁﬁmmaﬁﬁwﬁﬁ
01821 7 55— SR I A SRRV L A

55



CN 106536506 A iﬁ, EH :I:S 22/105 BT

(VD)
[0184] ol HL B — X W S ALK L AV R VR A4 AN i S A AR 1 VR B W B IR) A7 25 A8 S Ak 5 B
HEZ: Fr 20 h AR EETZG  Hob R R®RYRYRORT LA LAAIZ & [ WA ST o2

(VID)
[0187] Bl H: B — X WL S AL L AV e VR A ) A I S AR 1 VR B D B R AN, 21 AR S A 5 B
HEZG 22 Frl 208 B F S WERT2g bRV R RN R RV LA FIZ & B WA SO o2

o
[0188] 71 55— s rh , AL R AERVIT L A1)
R o
R? N >—R2
0
[0189] R® "
o Le2
r7e” Rl
(VIID)

[0190] B I o — X B S A4 4 L A1 T BETR B9~ AR 0T B SR AR IR VR A P B Ao 22 78 S A 5 B
HER25% Frl 852 10 & AR A B R 24 s Horp

[0191] RN (i) Crosfmdi  Coeli 3 L Co-s i I L Ca-10BP i di L Cora 75 22 L Crors 25 5 i L 5 LR
AL, Hop g — AT 4 — B2 B IEQENAR ; B (1) —C (0) R'®.—C (0) OR'*.~C (0)
NR™R'®,-C (NR'™®) NR'"R™®,-NR'"R'®, -NR'*C (0) R",-NR'C (0) OR™®,-NR'*C (0) NR'"R'“,-NR'*C (=
NR') NR'PR'®,-NR'®S (0) R", -NR'®S (0) 2R™ . -NR'®S (0) NR'"R™®,-NR'®S (0) sNR'"R*,-S (0) R"*.-S
(0) 2R'™. =S (0) NR'PR™8E —S (0) 2NR'PR'®; I

[01921  R'.R*:.RLR°.RO.R™.R™.RY.RM.LL LA QRIZE H A S E Yo

[0193] 7 Jy—sEht b, A S0 it X X 54 -

56



CN 106536506 A iﬁ, EH :I:S 23/105 5T

(IX)

[0195] Bl H: B — o ik SR A A L A0V B VR A0 AR X B e A AR PR VR 5 P B () o 2 AR A s B
HERZ2: L2 3 BRI A BRI 2 s o

[0196]  mA0.1.2.3.4.5.6.7.8.95% 10/ B %L ;

[0197]  n NAY0.1.2.3.4.5EL6M)HH

[0198]  AEARYIESTHEA (1) & B (11) Crosfii i« Co6lfi E \ Cos ) L Ca 10FR 58 4L L Cs 1475 322
Cr-1575 BEdi « 4 5 FE BN Z A 3, o g — M Hh 28— B 2 A B EQERAR s Bk (1) —C (0)
R'™.~C (0) OR'™®,~C (0) NR' R, ~C (NR'®) NR'*R'*,—OR"*,~-0C (0) R"*,~0C (0) OR'*,~0C (0) NR'"R'*, -
0C (=NR'™) NR'™R'®,-0S (0) R'™.-0S (0) 2R'*.—0S (0) NR™"R™®.,-0S (0) sNR'"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) 2R -
NR'S (0) NR™R®,-NR'®S (0) s2NR'PR', -SR™, =S (0) R**. =S (0) 2R™.-S (0) NR'PR'°BL-S (0) 2NR™R'®;
5

[0199]  MAFELEFE AT A LI BRI A — A FRIRE , FIARNE A L& (1) -
0—-NRV-B-S—; B (1) Cr-6 3V e 3 . C1-63F Z e 3  Co-6 P H5 FE BR Co-6 1V Z M5 3 , Hoh B —AME
17 b 22 — B 22 A B QEUAR s

[0200] RV (@) & ; (b) Cr-sfdi . Co-eMis 3\ Co-s it L Cor PR b 3 | Co-14 75 35 L Cr15 75 B0 L 24
PR RN o i ATt 4 — B 2 AN B EQEAR 5 (0) —C (0) OR™.~C (0) NR'R'®.~C
(NR™) NR' R, —0R',-0C (0) R*,-0C (0) OR'*,-0C (0) NR'*R'®,-0C (=NR'® NR'’R'®,-0S (0) R'*. -
0S (0) 2R™.-0S (0) NR'"R™,-0S (0) s2NR'PR'®, -NR'PR**, -NR'*C (0) R*,-NR'*C (0) OR™,-NR'C (0)
NR'PR, -NR'®C (=NR') NR'™R',-NR'S (0) R',-NR'®S (0) 2R'*, -NR'S (0) NR' R',-NR'?S (0)
NRM™R. =S (0) R*.-S (0) 2R'®. =S (0) NR™R™H5—S (0) 2NR'°R'®; I

[02011  R'.R*.R*.R°.R°.R™.R™.R'.R'.RFIQ%& [ WA ST E Lo

[0202] 7 ) —SEHtfH , A S0 it XX 54«

[0203]

(X)
[0204] B HL B8 — XoF R S KA L A TE VR A BT I SR A A 1) VR A D B R AT R AR A B
HEZG2: A2 0 h ARSI RT 2 Hoh R RARYRROFIR™ % 8 B4 SCHTE X o
[0205] 7% 5 —s2i il , A SC SRR XTI A4 -

57



CN 106536506 A iﬁ, EH :I:S 24/105 BT

—~ N
i
) N 0  Wa

[0206]  gp7a—© CN,RI

(XD
[0207]  ER A (37 32 48 s s BOHBR 252 LT s (¥ 30 A R A T 25 s L RUFIR™ % 1

ARSI E o
[0208] £ Jy—sEiafblrh , A SO R A X Tatb 54

N R™
s -

(XIa)
[0210] B K S e SR A A L S HEVR 50 AR Ko L S AR A () VR A5 D B R Ao 35 A S A 5 B
HEEZ 2 T2 10 38 AR S EAT 24 s PR N Tk b 4 — B2 A UL QBRI Croe
FEHET-OR', AR R R™FIQE [ 1A= SCHT & S5 75— A SEHt ] b, R Ay B S L B gl FR 0L —
B = R0 L —OHE -OCHs 6
[0211]  fERLELsEiE B, fERVITTL IX X XTEX Tarf , R4 :

58



iﬁ, EH :F; 25/105 T

w < T -
Z_>§o 0429 §~{:¢6 <;(> ! %ﬂ?)r
q Rle

CN 106536506 A

R]a N Rla N N " N N
oo vl
. . . 0 4
O™ 'N 07 "N 07 N 07 "N s
Rla " élﬁ N élﬂ Y R"a N éla N

l‘.‘a

o

o
<I~J

/.
S Y e
T4 g 8y 1y

[0213] ﬁtij

[0214]  ARANRYHFIR™ WIAR SCHT & S, 76— ALl , RO E 3L 208 P s =
FR AR S RN E VR VR 2 R SRR - RE LR
Hi A

[0215]  pHlg#s E ARSI A0 . 1331 5, HRR Hl4& A Ap Mol @ FA /N1

[0216]  FEA iz H0.1.2.3.4.5E6/HH .

[0217] RSz, ZE30VITTL IX X XTEX Tarp , R™ A :

59



CN 106536506 A iﬁ' EH :FS

26/105 Bl

N J

N
| P FC”

[0218] ..
A F’O' FJEOII\\O

[0219]  #E— /\%EFWJEP ZIKIEPTﬂﬁJCXIb%/\%:

:\>_NH \ A
o CW

(XIb)

[0220] O

-

(02211 BCHL B — X MR S A A L A e VR 15 20 AR R S A A P V8 5 A B [ o 2 A A 5 B
MR 22 LT HZ 10 3 VA RIS BRI 2 5 Horbrafliv 8 B A7 90 1 2831 B2 45 HLRVRN

R*" % B QA SCHTE Lo
[0222] 8 55—SEHE | H , AP R HEAXT b 54

(XIc)
[0224] B HL A4 2R AR Ak B O R 242 BRl 2 i 2
ARICHTE Lo

[0225] £ 5y—sEiatlrh , A SO R AXTdIL 54

R2n

(XId)
[0227]  BICH: B—eFMi S A S L APV R T8 450 ~ =1 o R S R 42 14 R D B [P 67 2K A2 A 5 B
H 252 LATHZ I 8L A MBI 25 s Hp R R Cufilv & B A SCRTSE X
[0228]  f£ 5 —sEiblrh , A SO R A X Te /b 54

60

VS BT 24 Herhru v -



CN 106536506 A iﬁ, EH :I:S 27/105 BT

S
[0229] Q/
(Xle)

[0230]  BCH:[F) A7 22 A8 e A s BOHC IR 242 B RIS (0 88 ST 7R S D BORT 245 5 e rhru v % B
AT E o
[0231]  #E5— %EFWJEP AR REAXTEAL 5

L
[0232] ‘/ CN,RI

(XIDH)
(02331 BCHL B — PR S A A L A e VR 15 20 AR R S A AP V8 5 A0 B [ o 2 4 e A 5 B
H 252 DRI HZ I 8 AT MEan 25 s Hop R R Cu v & B A SCRTSE X
[0234] £ 5 —sEhablrh , A SO R A X Tg i 54

-

(XIg)
[0236] B H:[FEIN AR FeAhk B L R 292 BT A2 i 3 LA R A ECHT 24 ; Herhuflv & 3
ARICHTE Lo
[0237]  7& %—sEhEfh , A SO 3R X ThiL &4«

(XIh)

[0239] Bl H: B — o b S A 4 L A0V VR 50 AR X B e ) AR PR VR 5 P B[] o 2 AR A s B
HEEZ % El B2 2k VAR AR T 25 ; PR R BV & 5 A ST E X

[0240]  7F Jy—SEHt g, A SO iR E XTI & -

61



CN 106536506 A iﬁ, EH :I:S 28/105 BT

‘*“;d

(X1i)
[0242] B[R 254 ek B L IR 222 BT 52 10 3 VA RIS BT 24 s Horbufliv e 3

ARICHTE Lo
[0243] 7% — %EFEWEP AR FREAXT I AW«

(XID)

[0245] Yﬁ%ﬂﬁ“ﬂﬂﬁﬁﬁi AN BETR A B XS M SRR I VR A BRI A 2 A8 4 5 B
HER25% sz i 3 AR A e AT 25 s Horp

[0246] R™% (i) C1—6}im%\Cz—eﬁﬁ%\(:z—e‘ﬁ%%\C3—10%¢%%\C6—14%%\C7—157+7‘hf1]iﬁ%\ 7k 75 LT
BRI, o g — AT 4 — B2 A BURBEQEAR  BX (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'®, -
0S (0) R'™.-0S (0) 2R'*.-0S (0) NR'™R',-0S (0) sNR'"R'®,-NR'"R'®,-NR'*C (0) R**, -NR'*C (0) OR™ .-
NR'C (0) NR'PR'®,-NR'*C (=NR'%) NR'"R'®,-NR'*S (0) R*,-NR'S (0) 2R',-NR'*S (0) NR'*R'®. -
NR'®S (0) 2NR'PR™®, =S (0) R'*,=S (0) 2sR™*. =S (0) NR"™R™EE-S (0) sNR'R°;

[0247] Ry (i) & ;8L (1) Croskidi Co-alAidt L Co-ebe I . Cor0FF St L Co-14 75 3 L Cr15 5 455
B H B IR, o M T R A — B AN BRI QAR B (111) —C (0) R"™.~C (0)
OR'™.—C (0) NR'®R*,—C (NR'®) NR'"R'®,-0R'®,-0C (0) R*.-0C (0) OR'*.-0C (0) NR'®R'®,-0C (=
NR'™®) NR™R®, =08 (0) R'.-0S (0) 2R'*,~0S (0) NR*"R™®,-0S (0) 2NR™R'® ,-NR™R'® . -NR'*C (0) R™. -
NR'®C (0) OR™,-NR™C (0) NR'™ R, -NR'*C (=NR'?) NR'PR'®, -NR'?S (0) R'*,-NR'*S (0) »R™,-NR'®S
(0) NR™R'®,-NR'?S (0) saNR'PR'®, =S (0) R'™®.~S (0) 2R'®.~S (0) NR'"R'“EE-S (0) 2NR™ R B

[0248]  R™AIRL5H FridE B2 AN -F 3L R TR R 24 PR32 AT e dth 22 — B 2 AN B R QAR s A
[02491  R'.R*.R*.R°.RO.R™.R™.R'“.R™. L' LA QRIZE H A S E Yo

[0250]  7F by —SERt i, A SO iR E XTI IS4«

4

[0251]

(XIII)

62



CN 106536506 A 1% HH :FS 29/105 L
[0252] i H: B — X W S A L AV VR A A I S AR 1 VR B D B AN 2R AR A 5 B
HEZ S Erl 208 VAR YERTZ s bR R R R RO R™HIR™ & | A S i s X
[0253] 7% 5 —s2iE il , A SC SR X IVAL &4 -

%G5
N
[0254] | g

o CN,RI

(X1V)
[0255] oL [ fr 3 A S s BRHL R 24 2% 1m0 32 (0 3 I R S Bk A 25 s Borh R RV AR
H B WA E Lo
[0256] A 5 —SEHE B , A e R BEAXTVatb 54 -

CF,
»C
S N
(o
" TN
[0257] ,
'R’Zc- N
(xiva)

[0258] By H: [ A7 A8 Fedd B LR 24 2% bl 452 1 8 I A BT 25 5 Hodh R R™FIR™
- EH WA S E Lo
[0259]  7FHLse s el , ZE X T T XTI T XIVELX [ Var ,R"™ Ay

63



CN 106536506 A iﬁ, EH :I:S 30/105 17T

e s R N R

N N )
]]{la . ]_I{la‘ﬁ q . Rla’»/&,o . Rla .
oo oo D =
’ : ; SO
o~ "N 07 N 0" "N 07 °N 0?50
R. N ﬁla < . a

[0261]  Hr.

[0262] £ ARVHIR™ QA SCHT & S0, AE—ANSEiE ], RSV 2388 R e =
FR I AR S L RN E VR R 23 R =R R -2 R
I A

[0263]  pHlgs EASLHA0 1, 285 31K BEEL , FLPR 2% 1 p Flg @ AIAS /N T 15 A

[0264]  FEA Az H0.1.2.3.4.5EL6HHEH .

[0265]  #EHEEesefE e, AEIRXT T XTI XIVERXIVarf , RS I 208 mP e =

AL,
[0266]  7E3EASH ARz, 7 XTI XTI T XTIVERX IVar , 3543 -NRT*R™ K

64



CN 106536506 A iﬁ, EH :I:S 31/105 7T

T
N

ik T HN._.O

l HN_ O g

N,
x ji 9 -

N
0] <, Ao, h
X

&
| Z
. Q
o<><:2—§

R

N, M
)24 ) ) ?%
N N |
. |

Ilzia\ Rlﬁ < Rla&o = /O O\:
[0268] LT R S it 1 ok
AL,
[0269]
[0270]

(XV)
[0271] B HL B — X R S RS L A TE VR A B I SR A A 1) VR A D B R AT 2R AR A 5 B
HEZ 2 Eal 2 008 VAR GYERTZ bR R RERP ROV L LA AN Z 4% [ TS SC T 5
.
[02721 78 % —szitslrh , A Sch iR ptRXV I &4 -

[0273]

[0274] (XVI)
[0275] By HL B — S W SR AR L A YE TR A D « A I S AR R VR A B R AL 2R A A B
HPEZ 2 FAT RS20 3 AR AR AT 2 JohR' RP R RPFIR 4% [ 1A ST 38 Lo

[0276] £ 5y —sEhahlrh , AT R AXVITE 54 .

65



CN 106536506 A iﬁ, EH :I:S 32/105 7T

'\>—NH N\
R N
Br e’

N-R!

(XVID
[0278] By L B — S W SR AR L Z1 Y TR A ) < AR I SRR 1) VR A i B R AT 2R AR A B
HEZ 2 2 (& JEF S EATZS bR R RPFIRS & | A ST 2 o
[0279] A& Sz , A e R AERXVI Tafb 59 -

[0280]

(XVIla)
[0281] Bl H: B — S ik S AL A L A0V B VR A AR X B S A A PR VR S P B[] o 2 AR A s B
HEE 255 sz 10 3 A A e ar 24 ;s Hork
[0282]  R¥™AMfTHh 2 — B2 AN EUACIEQELACHT Croshi JE B -0R™, HR'.R*\R*.R°.R"*HIQ%%
9 WA SCT 8 S 75— ANSERE B, R™ A B 3 | B g A i L R 3L L = R R 2k . -OHBR-0CHs
[0283] 7 by —skhafsl , A0 e X VIT L 54 -

R* o
R N -R?
R® | >z
[0284] 6] N 1,
R7 Lf-.-.L2
L
(XVIII)

[0285] Bl L B — o H SR AL Ak L A1 BEVR A AR X B S A AR PR VR S P B[] o 2 AR A s B
HEZ2: B B2 i h SRS s aT 2 Horp .

[0286]  R%*H (i) Crosfidi  Coeli 3 s Co-s i I \ Co-1oBP i J L Co1a 75 32 L Crons 25 i i L 25 LR,
RIS, Hop g — AT 4 — B2 A EURBEQEAR s BX (11) —C (0) R, ~C (0) OR™.—C (0)
NR'™R'®,-C (NR'™®) NR™R'®, -NR'PR', -NR'*C (0) R'*,-NR'*C (0) OR™,-NR'*C (0) NR'"R'°,-NR'*C (=
NR') NR'PR'®,-NR'®S (0) R', -NR'®S (0) 2R™ . -NR'®S (0) NR'"R™®,-NR'®S (0) sNR'"R*,-S (0) R'*.-S
(0) 2R'™. =S (0) NR'PR™8E —S (0) 2NR'PR®; FlI

[0287]  R'.R*.R*.R°.R*.R™.R™.R'.R". L' LA QRIZE H A S E Yo

[0288]  7F Jy—SEHt g, A SO R ERX XA -

66



CN 106536506 A iﬁ, EH :I:S 33/105 7T

[0289] )7
N-R!

(XIX)
[0290] ol L B — X B S AL AV B VR A4 AT I S A AR 1 YR B W BRI A6 25 AR S A 5 B
HEZ: Fr 2 0 3h ARSI 2 Hoh R RERYRROFIRT & 1 1A SCHT 2 X o
[0291] 7 S —szitsl i, A Se R XX &4 -

-N
s
LA

, N-R!

(xx)
(0293) SR L[ R 4% 5« B2 2% 1T B0 48 WU A BRI 24 5 B R RVATR®:
B IR ST S AE— NSRBI R 3, SRR 2, = LB OR™, SR 1A X
s X
(02941 5 55— SIS, AR R 1Kk 1

N ‘ RZn
RGa \>—NI_I SN\
0 N WA
\ O /
R7
[0295] CN’RI

(XXa)
[0296] il H: B — Stof e S AL 4 L A0 T BE VRS 500 « A Xof e S ) A P VR 5 A B ) o 3 A8 S 5 B
HE 22 EAT 2 1 2k A A B AT 20 b RNk 4 — Bk 2 D BRI QEUAR K Cros
BEHET-OR'™, FIR' S RT\R™ ROFIQ: I WIAS ST & S5 7 AN SEREH R B L g
e TR SR SEE-0RY, R R A ST S AE S SE R, RPN ER L B
SRR = HUF 5 -OHB-0CH: .
[0297]  fEFtdesmjEf s, ZERXVITT X IX XXBXXaH ,R%Hy

67



CON 106536506 A 34/105 T
- 5 J
~ G
NSO 0PNy §~{§o N N )
ﬁla . 1]1]3 " Vg RI#¥ =0 Rl
IO OO L wil w
0PN o N 0PN 07 ;.’0 S
Rl2 . }lzla . éla . Ria < rl{la .
- S I B
R i o N_,.N\th S o N g O
é]a . Rla N él'ﬁ N ﬁla 5 O 5
s o oy
Oﬁ O o\/< (o) , [ Nj(
[0298] . X i * ~Rla\ Rla A . \"J O‘
i H\ H\ oy
N-5=0 HN___NH E%CGQH 0.0
‘Rl 5% 7N
Vg Ri . g’ "o . q 7< < O)\ 5
O 8 @k @k $°
Y . $— N 8l >N 8
| Jd % . ; : , :
7< < /. g b . q N y 9 \
;&Nlﬂal{lh § ire @—Nﬂlmlb 2 o |NR1&R"’ g—@ g_{i{%klaklb
" g N : 1 5 9 N vv}'q\ ‘:q
e
B e
[02991  H:AR™ R'™.p.qFirs B WA S E Yo
[0300] ¢ HEe s 5, ZERXVITT X IX XXEXXa T, R Hy »
S & e SE SR &
A‘.\Z g ~N 0 N 0 N O N
[0301] . E“‘%
ﬁj @ N 6J|N
07, d Yo, /l o N7,
[0302]  FE—ANsEi ol , AP R AKX 54

68



CN 106536506 A iﬁ, EH :I:S 35/105 11T

(XXb)
(03041 mg KL B — o W S A A L A/ e VR 15 420 AR R R S A A P 8 5 A B [ o7 2 A e A 5 B
HEE 252 EAZ 10 8 T Msan 25 s Je PR R cu v & B QA SCRT e X
[0305] £ Jy—sEha b, A SO R AL XX AL 54

(XXc)
[0307] B [A) o7 3 AR S A s BB 2452 Bl #5288 VA R S WD B T 24 s Fehufiv e B 2
A SCHTE X
[0308] 7 % ifi@ﬁ'ﬁfﬂ AP PR XX AL A1

2n

@
,Rl
[0309]

(XXd)

[0310] By 5 —XF it S A A L Z Y VR A4~ AR AT S A AR 1 VR A M Bk RIS, 2R AR A B
HPE 22 BRI S22 VARSI RG2S ; Hh R R uMiv & 8 A SO E Yo

[0311]  fE S —sLjE i , A XX Xe b A4 «

N OCH,
7 \}—NH =
N

:
1 a s " o
0312 (Y R Y,NJ>
/f'flx\fo

(XXe)

69



CN 106536506 A iﬁ, EH :I:S 36/105 17T

[0313] B [FJ A7 22 A8 A s BOCHL R 242 B mIi A2 (1 88 ST 7 O BRT 245 5 e rhru v 2% F A
A SCHTE 3o
(03141 AE 5 —SEHEBI , A SO R AL XX AL A4

.2n

\>—NH
\ N
[0315] @ CN/Rl

(XXD)

[0316] BB — e A . S HETE A 0 0 R A 9 2 MR 2 57 s %
SLPE 22 1 AT PR I 48 A ST IER 26 SEPRY RP Wil 4 £ 1 S L

0317 535K A RO

OCH,

me

(XXg)

[0319] B SLIFr HAS S s« BRILEE 225 AT 0 £ YA 6 N 26« Jehu M 24 14
EST T

[0320] 7 53—, A rHR XX L A4

Zn
\>—NH

\ A
[0321] @ e CN,RI

(XXh)
[0322] By L —XF il A AR L AV VR A4~ AR AT AR I VR A M ER RIS 2R AR A B
HPEZ 2 F AT RS20 3 AR SRR 2 Ho R R u v 3% [ A ST RE o
[0323] 7% — %E@@JEP AR XX AY)

OCH,8

\%g

(XXi)
[0325] B [FI A7 22 A0 S dd s BRL R 5% Rl 3232 B9 3h R R A W EaT 2 s Herp s Mt & B
ARSI E o

70



CN 106536506 A iﬁ, EH :I:S 37/105 7T

£ 55— SR, A S0 R IEAXX AL 540 -

RZn

[0326]

(XXj)
[0328]  mig L B — SXof e S5 KA AR L A1 T E VR A5 20 AF X A S R AR T VR 5 A G () o 2 7 Sk s B
HEE 2% E ARz (88 AR AR RT 28 s Hoh R R uBiv e B A SCRT E o
[0329] E%*iﬁ@%#ﬂ AL R XKL A «
OCH,

ey
e

(XXK)
[0331] B[4 248 S s B R 242 L mT 32 (19 38 S TE I AT 26 s Herpru ity 35 2
ARICFTE Lo
[0332]  7F 55 —SEia i , A SC AR HE XX Tk A
R* 0
(6} 2
RSa/ * N;>—Z>—R
[0333] R¢ "
Lo I S
Rl
(XXI)
[0334] B B — X W S AR L AT BETR S AR XTI AR IR VR S R A 3 A A 5 B
HPEZG 2 ERl s i A A A IR AT 24 s
8] ng l}la‘ o _
[0335]  R'H-C(0) CR™=CR"CR"®.™ R N'C (0) CR™=CRYCR'™, N A <gae -5
W . 0 .
o o 2 _RE
(0) CR'™®=CR'CR"®, gA;i -5 (02) CR'*=CR'CR®, —::/fR <RI —NRI%S (0) CRI° =
Rle . o} .
RI0 QR

Rle O e
CRICR', N‘g’A;f NRS (02) CR'* =RV CR* 5t -NgA - g
0 .

le
R s
]
=]

RZNC1-65E3E  Co-eMii 3  Co-6JRFL « Ca- 10 I « Co- 1475 3 Cr-15 75 G Ik 2% 75 FL Y

é*

AN

N

[0336]

7T
71



CN 106536506 A iﬁ, EH :I:S 38/105 11T

[0337]  L'Jy%g.-0-.—-S—.-NR"™ -85{-C R™R'®) -, H o B AARUFIR™Sh 7 1 A 1% 52 C1o6
YE i\ Co-6Jfi Fit \ Co-s I L Co I I L Co- 1475 A2  Cro15 75 Bt 3 « Jo 5 AL B R IR

[0338] L% MC3 10V FRBEE o1V 75 5\ Cro15 V. F5 BRIV 8 55 LBV Z4 PR3

[0339]  ZJNR*™ERCR™R?, H:rh 4 ANREPAFIR M ST Ay 4 L o FE L Cro6 8 3 | o675 3 L Co-6 R
F Ca 7 BE AL \Co- 1475 8 Cro15 75 B ik L 2 5 AL B ZR A 3

[0340]  RUFIR®# I Jhor A (a) G U3k i FEER AL 5 (b) CroehE i  Co-e)i 3 L Co-s I
Ca- 10N BEHE  Co-1475 FE L Cro15 75 BEE L 4 75 FE B Z8 IR 4L 5 B () —C (0) R'*.—C (0) OR"*.—C (0)
NR'™R'®,—C (NR™) NR™R'®,—0R'®,-0C (0) R*.-0C (0) OR'*,-0C (0) NR*"R'®,-0C (=NR'®) NR'"R'® . -
0S (0) R™.-0S (0) 2R'*.-0S (0) NR*R™,-0S (0) sNR'PR'®,-NR™R'®,-NR'*C (0) R*, -NR'*C (0) OR™, -
NR'C (0) NR'PR'®,-NR'*C (=NR'%) NR'PR'®,-NR'®S (0) R*,-NR'®S (0) »R',-NR'S (0) NR'*R'®, -
NR'S (0) 2NR™R™®,—SR'?, =S (0) R'*. =S (0) 2R'*.~S (0) NR'PR'EL-S (0) 2NR™*R'®;

[0341] R KCr-ekm It . Co-efi gt Co-alhid . Cor PR A L | Co14 75 3 L Crons P i i L 2 7% St B 41
B7\8

[0342] 4 ARYRILRICFIRI AT H R L Croekin | Co-e i I  Coe B 3L L Cor BRI L Co1a 5
B CrorsF5 BR L 4495 LR Z BRI BER IR 55 H: BT J i CRIN R 1 6 A 2 i e PR 4 s BR™
FIR' 5 H FrE 2 IN R SL [ B 2430 3 5 A

[0343]  FFARYERYEFIR S ST Hb A | s Croslin 3« Co-a s 3 Cos B I L Co—rBR S d L Co-14
F5 3\ Cr15 75 BE sk  J 5 BE BN L A

[0344]  Hrpfp AN bt S L PR e IV PR bR I T R WV TS R IS e W e L A
F5 A 5 3 JR IR SR R BT S — B 2 A, R — DL E B R & — A A A
B P AN U RS QEAR , Hoh AR ANQ ST I 1 (a) AL VS i S AIAE 3 5 (b) Crosfit 2 Co-s
I 3 Co-efR It L Ca- 7PN IGT ik | Co-14 75 8  Cr-15 75 e ik L 2% 75 S RN R IR AL , T it — AT Hh 22—
B A R A A S AN B A B ERQ HLAR s 1 () —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® ., -
0P (0) (OR?) 2.—0S (0) R*.—0S (0) 2R*.—0S (0) NR°R,—0S (0) 2NR"R®, ~NR°R®, -NR*C (0) R.-NR*C (0)
ORY.—NRC (0) NR°R®, -NR*C (=NR?) NR’R®, -NR*S (0) R*, -NR?S (0) 2R*. -NR?S (0) NR*R®,—-NR?S (0)
2NR"R®,=SR*. =S (0) R*.—S (0) 2R*.~S (0) NR"R°H1-S (0) oNR°R®, Herh AR \RP \ROAIRA A7 Hb Ny
(i) &; (i) CrslidL Coelfidt . Coe b I . Ca- 7P fie 3 L Co 1475 FE L Cro15 75 e 3 « 2% 75 FE B 24 R
52, BT A — B 2 A, 7R — DS & — A A AN B A B R Q LAY 5 3R
(111) RUFIR® 55 M i B2 (N R 736 A T B 3R 3 A 2 — B 2 A, A — DL 42—
A EA B B EQ ELAR s

[0345] LA ARANQ ST M F B DA N I AL s () SRS LU g AN 2 5 (b) Cioe
SEJE L Co-eMii i Co-s b\ Ca v IR e 3  Co 1475 3  Cro15 75 e 3« 2 75 3L MR IR 3L, 1T () —C (0)
RT.—C (0) OR".—C (0) NR®*R", —C (NRF) NR®R". —OR" . -0C (0) Rf.-0C (0) OR'.-0C (0) NR#R",-0C (=
NRY) NRER",~OP (0) (ORY) 2.-0S (0) R, -0S (0) 2R".-0S (0) NRER",-0S (0) sNRER" ,~-NRER" ,~NR'C (0)
RE,=NREC (0) OR®, -NRC (0) NR®R", -NRFC (=NR¥) NRER", -NRFS (0) R, -NR'S (0) 2R, —NR'S (0)
NRER" ,-NR'S (0) sNRER",—SR* . —S (0) R".—S (0) 2R".~S (0) NRER"F1-S (0) sNRER"; Hif14:ANRE (RE.RP
FIRMASTH R () & (1) Croeb it Co-lAidh  Coeoh I . Car bR I L Coo1a 5 3 Crors b i L 2%
PRI B (111) RONIR S HL T e NG S L (R i 2 PR

72



CN 106536506 A iﬁ, EH :I:S 39/105 7T

[0346] £ by—sEjflrh , A SO R BE XX T AL 54 «
R* o

O N R2
P
N
R6 N
[0347] Cl
N-R!

(XXIT)
[0348] Bl H: B — o ik SR AL A L A0V B VR A AR X B S A AR PR VR A P B[] 57 2 AR A s B
HEEZG% Bl B2 i 2k VAR A ek AT 25 s PR R R ROAIR & | A LT 5 o

[0349] 7 3 —SEHt g, AR SO iRt XX T T T 54 -

[0350]

(XXIIT)

[0351] B HL B — X W S A AR L Y1V e TR A A0~ A I S AR R VR A D B R A 21 AR A s B
HPE 22 BRI 3 AR ARG 24 ; Hh R R ROFIR™ % 1 WA SO iE Yo

[0352] 7 S —szia sl b, A e R R XX T T TR 54 -

4
R o =
O \
RSa/ N\>—NH \ /N
6 N
[0353] K
Cl Y
{  N-R!

(XXIV)
(03541 1 85— 0 S A s SRS VR A0 A e S ) VR R R 4 S G
HCPE 252 AT 00 £ A A BT 2 5 ERY R R RRIRS 4 ] f12s SO L

[0355] E%ﬁbiﬁ@fﬁmﬂ LA RXXTBIXK IV e AT — 3R R

G

[0357]  HdpHligsH ﬁuzlszﬁﬁmx
[0358]  FE—ANSERE I, A SCHH R HERXX T Vatk 54 -

[0356]

73



CN 106536506 A iﬁ, EH :I:S 40/105 BT

R2n
ey 3
| | N N
20, T
[0359] If ¥ A
a

Rl

(XXIVa)
[0360] B B8 — 0 R S AL 4 0V VRS 20 A I e A AR ) VR 45 D B [ 7 3R A8 S 5 B
HEE 252 BRI 8L AT Msan 25 s Je PR R cuRiiv & B AR SCRT e X
[0361] £ Jy—sEhablrh , A SO R AL XX TV AL 54 -

et

0 =4

Na N4 3

: 0O
oL

[0362]

(XXIVb)
[0363]  BRIL[FIf7 2548 e dd s B IL IR 2522 L mT 352 10 36 VA RIS BRI 24 s Hodpufv e 3
ASCHTE o
[0364] £ Jy—SERt g, A SO iR XX Ve Ak 54 -
R_Zn
(@/ N LA
O )v N>_NH
[0365] .
Cl
.
(XXIVe)

[0366]  BIGHL B — X it S A A L T R TR 450 ~ 1 T I Jr ) 42 14 R D B [ o 2K A2 A 5 B
HEE 252 EAIZ I 8L T Msan 25 s Je PR R cu v & B A SCRTSE X

(XXIVd)
[0369] B [F) A7 22 A8 A s BCHC R 242 B R A2 (1 88 ST 7 O BR 245 5 e rhru v 2% F 2

74



CN 106536506 A iﬁ, EH :I:S 41/105 BT

AT 5E X
[0370] £ 53 —SEHa sl , A SO R XX T Ve b 54 -
R2n
Q p
IReeS:
[0371] -
cl
N-R!
(XXIVe)

[0372]  BIGHL B — o i S A A L T TR TR 45 ~ 1 T I Jr R 42 14 R B D B [ o 2K A2 A 5 B
HEE 252 BAIBsZ I 8L TS Msan 25 s Fe PR R cu v & B QA SCRTSE X
[0373] £ 5y —sEhablrh , A SO R ALKV 54 -

[0374]

(@OZ\»iﬁj
al CN &

(XXIVD)
[0375] B H:[AIA7 2 AR ek, B L R 22 b T s2 i 3 A R A I BRT 28 s HothufTv S E T
AR E Lo
[0376]  7E 5 —sEEBH , A SRR AXX Ve b 54 -
R>

(A0 N >—CN
OESCr) §>_NH ’

(XX1Ve)
[0378]  BIGHL B — X i S A L 1V R TR 45 ~ A Ao I S A 42 14 R D B [ o 2K A2 A 5 B
HER 252 DA Z I 8L RS M san 25 s Fep R R cu v & B A SCRTSE X
(03791 £ 5y —sEhalrh , A SO R ALXXIVh L 54 -

[0377]

75



CN 106536506 A iﬁ, EH :I:S 42/105 BT

[0380]

(0] —
oﬁ@? N\>_NH N
* (O

(XXIVh)
[0381] BRI [FIf7 2548 e dd s B L IR 2522 BT 252 10 36 VA RIS ) BRT 26 s Hobuflv e 3
AICHTE Lo
[0382] Az pritiaR 1 2 (R AE SR T BIXXIV. X TaBX 11XV Ia XXa B XXk AIXX I Va B XX IVh)
H AR R RV R RO R RP R R RO R R L R7. LN LA T ULV WL X Yo Zamanapagars
WHIVAEAR SCH BE— 20 58 S o AR SR R AL 3 S 2 [ 1) Sl 461 ) B B 26 J& T AR IR ) Y
o
[0383]  ZERESLsEifE il , RUAG . AE S EL S i v, RN o 78 F-Se L 9 oh , R A 3
FE RSt b, RS AL IR B £E B S, RN SRR . AE B ST L R A
T3 o 7F FE e SE it 51 o RN CL e d , ARk 22— B 22 A BRI QERA, o 7F JE 6 S it 5] o, R
HCo el ATV 22— B 2 A B FEQERAR o 7F FE e szt 5 b , RUNCo el Ji AR 22— 8K,
LA BARIEQEUA, o 7E F- b s i 151, RUA Cor PR Be i AR Ve 28— B 22 DB IEQEAL . 72 5
Se S 51 o, RN Co1a 95 3 AT M 22 — BR 2 N BRAR FEQER AR . £ L e St 51 , RV N Cor15 75
Bk AR 2 — o 2 DN BRI QEUAC o 78 FE BeSE 9] vp , RUA 295 3 AT i 22 — Bk 2 N B
ARILQEUAC . AE T LE St 5] op , R M 2R, AR i 48 — B 22 N B Q3L QEUAR
[0384]  7ERELLszifflh , RV A-C (0) R™, A R WA SCHT 52 X o 78RR 2 sz 1) v, R A -C
(0) OR'™, He PR IAR SCHT 58 X o AERELE St A7) p , RYA-C (0) NR™R'®, He PR IR %% | S A
SR S o 7E e S 5], R R-C (NR'Y) NRIPRS, Hirp R R FIRY & [ WIAS SCHT 58 o 7E 5
St 45 p, R A-OR', JLHR™ ™ AR SC I 58 3L 78 R8s it il o , R —-0C (0) R™®, HerpR 24
AR SCAITSE S AER S it op , R M-0C (0) OR'™, Hevp RY A STHT 58 o FEHE LU S it 45 o, R
N=0C (0) NR'PR'®, H A RYFIR 5 [ 178 SC T 52 3 o A8 3 2 451 v, R'A-0C (=NR'™)
NR'™R'®, H R (R HIR' %% [ W0 ST E Mo #8 FE STt 51, R A-0S (0) R, HLopR™ fiAs
SCHTSE SLo AERELE SR B, R M08 (0) 2R™, ForP R WIAR SCAIT 52 S 7F S LU St ) , R M-
0S (0) NR™R'®, H rpR™ IR %% [ f01AR SCHIT 58 3L 75 FE LU SL 51 , R' -0 (0) 2NR'PR'®,
RYHIR' K [ A0 A SCHTRE X o AERELE ST 1], RUA-NR'R', Heep R IR % |5 A SCT 2
S AE RSl L R ON-NRYC (0) RM, e rpRYFIR 4% [ S0 LI 58 SC o 7 -2 S it o o
R'A-NR'™C (0) OR', H A R™ FIR - [ A 3L 58 X o 76 B 28 S2 il 451 b, R' W -NR'“C (0)
NR'™R'®, H R R'HIR' 24 [ f01AS SCHIT 52 o AE RSt p , RTA-NR™C (=NR') NR™R'®,
HerpR' R RHAIRMS [ A0 ST RE o AE R BE S ], R A-NR™S (0) R', He R AR %
WA ST RE o A2 BB S 5] o, RV -NR'S (0) oR™, H e RT IR 4% 1 f1AK S 5 o £E
B i, RUA-NR'S (0) NR'PR'®, PR RMRIR 5% [ AR ST 52 SC o 7 5 2 S e 451
H1, RUN-NR'S (0) aNR'PR'E, R (R™HIR 4 19 A0 AS SCHITSE Lo 7E 3 BE STt 51 o, R A -SR',
HA R A ST 52 S o AE R S 1), R =S (0) R™, R A SCHT 52 X o 1F K- 652

76



CN 106536506 A iﬁ, EH :I:S 43/105 BT

i, RUA=S (0) oR™, Hidh R AR 52 i 58 o B FE L8 52 451 b , R - (0) NR™PR', Hi R AN
R H AN A SCI 8 o A8 HE B SR of , R =S (0) oNRYPR', R AR K- B A Sl 52
.

[0385]  7FHLuuszjdsh, lej -C (0) CR**=CR'CR", H:rpR'® R FIR'E % [ 1A ST o2 X

R'e
7 SELE AN R ﬁ\(@ﬂw SEHR' RYHIRY 3515 4014 ST 52 Lo 76 KL S o

RUH-N'C (0) CR™* = RIfCng,ﬁthRla\Rle\leﬁang%Qﬁuzkiﬁﬁ%ﬁ(ﬂ%%%@%tlﬂ RYA
Rla 0 i
| R*&
AN A SR R R RIR 1 A SO S AE S HE I RS (0) O =
0 R

b §
O pig

9] R
CRYFCR'®, F AR \RYFIR 5 [ 4148 SCHT 5 S o 7E L 5L it 4] ,R%_“/RRH HoHR',

¥

RYFIR'E K [ WA SC T 58 Mo 7F HE e s 46 v, RY9-NR'S (0) CR'°=CRYCR'®, Hi R R . RY

S . fo A
RIRY 85 1A ST 52 S AR B RN AN A Spie JEHRY RIS RUAR' 5 £ 40
0 :

A E X AT LS 5 v, RUA-NR™S (02) CR'®=CR™CR'®, HidrR'™ \R' .RM AR 5 G4
Iao ng

SCPISE S o AE RS it o le::/N ”AR gt HPR™ R REFIRER [ A SOFT 5E L AE

0

2

RS ] o, R R R IR S A
[0386]  7EHLubszyfifrh, R'EH -

77



CN 106536506 A iﬁ, EH :I:S 44/105 BT

0
UXE)J\’/\/N\/&()

-

[0388] E%%ifi@ﬁﬂtfﬂ NISASE

0O
f\gﬂ\/

[0389]

78



CN 106536506 A iﬁ, EH :I:S 45/105 BT

o N 0 0
t‘;\NJJ\///\/N\ (‘g\NJJ\/\CF ("\S\NJJ\//\/CPB
H .

H . H .
o OY\NII 0 OVN/ o o N
oo ¢ \ﬁ’u\’/VN\) | f"\EJl\%\/N\) gf;NJ\/\j«/\.

O

O NH

[0391]  fE BLEe szl b, RPN Creke it , R EHB L — BR 2 A BUACHE QERAR o 78 5 86 52 i 451
H1, RENCo sl , AR 22 — B2 N B IR QU o £E S Sl , RENC, o3t R
— B Z AN B L QEUAR o A SRS S B T, REA G o PR e 3 , AR 22— B 22 DU R QERAR
FE B S RN Co 1475 3 , AR B — DR 2 AN ERACIEQERAC o 7 B 52 it 451, RE 6 3
107G S IR BRI 75 3 , (T i 28— ok 2 A B SE QAU o 7 HE LU S ) v , RN 3E (T 3% b
26— BN BRI QERAR o 5 T B S 5] o, Ry 2 S B R - 0, A BE e s it 451l oy, RN
He 3-SR B4 ((2- (FF 2 B 28) b —4-368) 40 38) 3 fF BB s it 51l o , R% A
Crus Bt , (F Ve 2 — B 22 DU L QEUAR o 78 FEL St 19 o, REA ZR 35 32, (Ve M 22— B
ZABURFEQERAR o 75 F L s it 5 rp , RENS T B 1078 24 75 3, AT 3k 22 — Bk 2 D EUAR R QER
A o 7B FE L S i 451 b, RS 1 R4 1 AN ORI SHY 24 P50 B 10T e 75 3, HofT ik
LR 2 DU TR QU o 7 BL St (5 v, RA B3R 44 55 3 AT 3% Hhs — B 22 D B 2R QL
o AEHEBE ST o, R2 Y5 70 44 95 48 AT M b 48— B 22 DN U JEQER AR o 78 526 S i 451 , R
N6TC IR TS HL Tk — B AN BUAR S QAR o 78 J7 26 S it 4] v , R Ay e S ek i 3, AT
e 28— B 2 N BUARSEQEUAR o 75 F 8 ST 9] o , R A8 Sk e 3 | AR A3 e 3 | AP 3L~
WPk W e | — 9 P SR o i | == 4 Y R e | PP R e | S PR AR R 7 B
SEE B, RPN 22 FE - g — 4k | 2 FR R T e —4 - L 2 Sk e -4 L 2 BB 3 -
IE g —4 -3 L 2— g FR R e 42 | 2 = g R e -4 g | 2 PR R AL I e -4 - B
3 FF Ik kR 53  7E LS S it 51 b, RPN XUR 6 35 22 , AT 3 i 42— BR 2 AN BRI QAR o 72
BEEe SR RS, 6-F A Fe 95 5L AT 4 — B 22 M HUARFEQEAR o 78 - e S i 451 v, R
FRF el [1,2,5] BE LB R IF [c] [1,2,5] ME ML, % BTk & — B 2 N HUARERQ
BAR o AE FE s s i) b, REA A IE [e] [1,2,5) B e —5-JL o oK F [c] [1,2,5] e 53,
B AT — B 2 AN BRI QEUAR o 78 5 e S 1) v, RT A 8 PR3 AT 1E 22— B 22 A
ARILQEUAR o 75 FE B St il b , R A 1 403k I NS OIS 24 SR 19 4 B 1 270 SR IR BOXUA
IR, HAT e — Bk 2 AN BRI QEUAR

[0392]  fERLsbszifE il b, RUNE . AE L SEHE B, R o 70 T Le ST ), RM AT 22
FE RS  RONFR S S R BRI, 76 R e St rh , RN o 76 SR St b L R NIC 6
BEdE AR — Bk 22 AN BRI QHRAR o £ T B8 S 191 ofy , REA Co ol 3 A B — Bk 2 4
EUARIEQEUA o 75 Fo Lo St i) v , R A Co-s it I , AT M8 — B2 AN HAR L QEUAR - 7 LU S ife
ol ef, RU A Ca-r R e 3, AT e M 22— B3 22 AN AR L QB o 78 28 S it 1] 1, RN Coo1a 75 3, AT

3

79



CN 106536506 A iﬁ, EH :I:S 46/105 BT

et 25— B2 BRI QERAR o 78 HE LE SR v , RUNCrons 75 e 3k , (T M 28— B 22 N EUAR 3
QHRAR, o 7E FE Be Sz it ) ohy , RN 8 75 3 , AT 1 b 28— Bl 22 A B L QERAR, o 78 B 6 s it 451 o , R
AR AT 2 — B 2 A BRI QEUA .

[0393]  fE LS 5] o, R N-C (0) R'™, Hdh R 1A e 58 S 7E B e St 45 of , RN —C
(0) OR™, FeH R f1 AR SCHT 2 o #E L L St 4 , RUA-C (0) NR'PR'®, JLHRR'HRIR' 4% 1 A
SCHTRE o AE R S 4 R, R K—C (NRY) NRIPRYS, J R  RIFIR % [ 14 SCHT 58 X o 7E 5
St 5] p, RA-OR', JLHR™™ AR SC I 58 3L 78 R8s it 1l o , R*-0C (0) '™, HerpR 24
AR SCAITSE S AE RS it o, R M-0C (0) OR'™, Hevp R™ A SCHT 58 o fE ML L st 4] o, R
N=0C (0) NR'PR'®, H A RYFIR 5 [ 1 SC T 52 3 o 78 3 SE e 451 o, R*A-0C (=NR'™)
NR'™R'®, H R (R HIR %% [ W0 A ST E Mo £F FE STt 51l o, R A -0S (0) R, HL AR fiAs
SCHITSE SLo AERELE SR B , RTM-0S (0) 2R™, FoHPR™ WIAR SCAIT 52 S AE L LU St ) , R M-
0S (0) NR™R'®, H: rpR™ IR 4% [ 1A SCHIF 58 S 78 FE LU SL 51 , R* -0 (0) 2NR'PR'®,
RIPFIR 4% [ f1 A ST 58 o AE FE LS 491 rp , RT A -NR'R'S, He AR FIR' % 9 d0 A SOl 2
S AE RSl o, RTON-NRYC (0) RM, e rpRYFIR 4% [ S0 SCIIT 58 SC o 7 e S it s o
R*A-NR'™C (0) OR', H A R™FIR - [ A 3L 58 X o £E FE 28 S2 it 451 b , R -NR'C (0)
NR'™R'®, H R RYHIR' 24 [ 1A SCHIT 52 o AERE LSt p , REA-NR™C (=NR') NR'R'®,
HerpR' R RHAIRM 5 A0 A ST 5E o AEFEBE S ], RTA-NR™S (0) R', He R AR 5%
WA ST RE o A2 BB SR 5] oF , R -NR'S (0) oR™ , Hep RT IR 4% 1 f1AK L 5 o £E
FLEL S, REA-NR'S (0) NR'PR'®, PR R'RIR %% [ AR ST 52 SC o 7F - 26 S e 451
H1, REN-NR'S (0) aNR'PR'E, R (R™HIR 4 19 A SCHITSE Lo £E 3 LU STt 51 o, R A -SR',
HA R A ST 52 S o AE F- L S 1), R =S (0) R™, H R A SCHT 52 Mo £F K- 2652t
flH , RA-S (0) 2R™, He AR WA SCHT 52 S o 72 F 22 52 49+ , RTA-S (0) NR'PR'®, e iR™ A1l
RYH 1 A SCPT RE o AE RS 1, RN =S (0) oNRMPR'®, LR IR 5% [ f1 A LT =2
X AEFLEE S, I RYEREAE— B LUIE =0,

[0394]  ZEFESLSZifE b , RO A o AE SR BL S v, RO UL o £ FE B8 S 19 oh , RO 3
FE RS S ] o L RO B TR BRI £F B S 9] v, RO A L o £ FE B8 S 451 vh L RPN C e
B3k AT 28— B A BRI QB AR o 7E S BL S 451 o, RO A Co- e 3 AR — B 24
HUACFEQHRAR o 75 FEBL SE 1] o , RO A Co-aloh 3 , AT M8 — B 22 4N AR FEQERAR o 78 8 52
Bl RO CarFR e 3 , AR M — IR 2 N UL QELAC o 78 FE L S v L RPN Co- 1475 3, 1
e — 2 N BRI QERAR o 78 FE L S5 v , RN Crois P e 3k, (T b 28 — B 2 N EUA R 3
QHAR o £E FEBe Sz it 5 oh , RPN 28 55 3 ATk b 28— Bl 22 A B L QERAR, o 8 B s it 51 o, R
NHIREL iR 2 — B 2 AN EUCIE QAU C o £E 3 BE S ] v, ROWIR R I T3 bt — Bk &2
ANEARFEQERAR o £E L BE L il i , RO Ay d- 2L BE L IR E 3

[0395] 77 KLl St 5, RPN —C (0) R'™, F b R™ 1A ST 58 S o AE SR LSS 51 o, R>A—C
(0) OR™, H AR 1A SCHIF & S o AE FEEE SE i 1 , R° 4 —C (0) NR'PR'®, He P R'RIR 4 1 fn As
ST 5E S o AE RS 51 F , R7 N -C (NR™) NRPR'®, JLHR™ RYFIR % 9 S A SCHT /8 X o AE K
LS 45 v, R2A-OR™, Fe e R AR SCBT 5 S o AE SR L S ], R A-0C1-s ot 5 , (T3 HL 22
— R Z AN B IEQEAR o 78 BB St 4 v, R —O0CHs , AT e 28 — Bk 2 AN EUA QIR QER AR, . 7E -
Se s it 5, RO A = 9 B AR 3 o AE RSt ) v, RO -0 BRI (T i M 22 — B 2 N EAR JEQ

80



CN 106536506 A iﬁ, EH :I:S 47/105 BT

B o AE S s 451 b, RP -0 WRIE 32t , AF Vet 28— B 22 N BRACFE QR AR o 78 JE e s it 451 o
RO WRIE —4-FL 58 3, AT it 22 — B 2 DN EUARIEQEUAR o 7E B LL L 5] , RN 1 -2 FE IR I -
A-FL I, AR RS, R7A-0C (0) R™, HAp R WA ST Al 8 X o 78 FE L S2 it 4 v, R Ky -
0C (0) OR'™®, P R" JIAS SCHIF 52 S o 7F 3R LU STt 51, R7H-0C (0) NR'R'®, e R™ AR %% 15 1
KSCHTE Mo AE S 4 o, RPSA-0C (=NR'Y™) NRIPRYC, HAhR!™™  R1PHIR & [ 4L ST 58
Mo FE RS 5], R2-0S (0) R, He R s SCT 58 X o 7 3 2 S 451 7, Ry -0S (0)
2R, o R A ST E X o AR SE 7], R 908 (0) NR™R', H b RIFIR' & | 14 3 i
5E X o AE RS 5] 1, RP -0 (0) 2NR'PR™, Hidh RIHIR 8 [ A S I 5 X o 7 52 16 S e 41
1, R7A-NR'R', AR AR 84 [ 41 AR ST 58 S o 7 e 52 1) 7, R A-NR'C (0) R', e
RYFIR4% [ J1A Sl 5 S o A8 B L SL i 45 L R7A-NHC (0) —Crosfyi i, AR 42— B2 N L
ARIELQEUAR, o 7E FL BB S 451 , R -NHC (0) —HF 3, R Hh 8 — Bk 2 A BUACFEQERAR » 7 J
LG RN 2 BRI o 71 BB ST 51, RPN -NR'C (0) OR™, FL iR HIR %% 1t A SCHIr
5E o AE RS A, RPN-NRC (0) NR'PR', H AR \RYHIR' % [ 1A SCHT 8 X o £ HE 88
SEHE] L R2A-NR'C (=NR') NRPR'®, H AR R™ R HIR' 5% [ 1A SCHISE o £F B 52 i
il rh, R7N-NR'™S (0) R', H A RY IR [ 20 A SCFISE S o 6 B8 S 451 P, RPN -NR'S (0)
oRY, HARAIRYE [ F AL rfE o A8 BB S5 o, RO 9-NR'™®S (0) NR'PR', iR [ R™ 11
RS [ AR SCHTRE X o AERELESEE ] p , RO A-NR™S (0) oNR'R'S, HrpR™ (R HIR' % | S A
SCAITSE X o AE BB SR it i) , RO A SR, L R A ST AT 58 S o 78 SR 52 51 o , RS (0)
RY™, HA R WIAR SCHT 5 S o AERELE S ], R4S (0) oR™, e ep RY™ N AR SR 5 S 7F i
SEJtE] L R N-S (0) NR'™R'®, JLHR™ IR 4 15 A0 A ST T 52 S 78 B e s it 51 v, R =S (0)
oNR'R'®, He PR IR % [ 1A ST 58 X o A6 L SE ) , P ROEEAE—HE LB R =0,
[0396]  fEREELSEfE ] b, RONE o A6 S B SEHE ] v, ROA U o 7 B8 S 51 v, ROy
5SSt o L RO AR G TR BRI, £E R B S 49 L RO 3 o 7 F 8 St 51 v , RO N Cae
BEdk AR b 8 — B 2 A BUACHE QER AR o 76 L S 451 o, RO Co- e 3, (RIS — Bk 2 A4
HAC FEQHAR o 75 FEBL S 151 o1 , RO A Co-elh 3 , AT M8 — B 22 /N BIAR ZEQERAR o 72 28 52 i
il RONCa-rFR e 3 , AE e 28— IR 2 MU IEQELAC o 78 T8 St 1) v, RO N Co-1475 3, 1T
et £ — 2 N EUARIEQERAR o 78 FE L S 1) v , RO Crmis P e 3k, AT b 28— R 2 N AR I
QHRAY, o £E - Lo Sz it 5 rpr , RO 2% 55 3 AT Ve b 22— Bl 22 A B JLQER AL o 78 JE 6 52 it 457 o, R
RIHRIREL AT IR 28 — B 2 A B QAU

[0397] 77 KL St 5, RO —C (0) R'™, FLrh R™ 1A ST 58 S o AE SR L85 51 o , RO A —C
(0) OR™, H AR 1A SCHIF5E S o AE FEBE SE i 1 , ROy —C (0) NR'PR'®, HefpR'AIR 4% 1 dn A<
ST RE S o AE LS L, RO-C (NR™) NR'PR'®, LR RIPFIR 4% [ S A SCHT 58 X o A2
St 5] p L ROA-OR', He PR A SC BT 58 Lo 7E B s it 5 op , RO -0-Croshe 3, T3 HE 22
— R Z AN B IEQHUAR o 78 FE LS 51 o, RON-0- 23 AT L 22— B 22 AN B L QEULAR - 7
RS S 5] v, RO 2 - AR - 2 U o AE R S ) L ROA -0 FR 3 (R i 2 — B 2 A
BUARFLQEUAR o 75 F- L8 L 5 b , RO A -0-WRIE 3 , AT M b 48 — Bk 2 AN ERAR L QER AR o 76 2 5
it B, ROAWR E -4 5 3 AT 42 — B2 N B L QEUAR o 78 I B S 491 1, RO 1 -2
BE-WR -4 I AR RS ], ROA-0C (0) R™, LR AR SCAT 52 SL o 77 B2 L8 512 e 51
1, ROH-0C (0) OR'®, R R A ST 52 X o AE HE L STt 51 , R®—-0C (0) NR'PR'®, LR Al

81



CN 106536506 A iﬁ, EH :I:S 48/105 BT

RY%% [ WA ST E X o AE RS2t il rh , ROA-0C (=NR'™) NR'R', e rhR™ (R FIR" - |5 fuiAc
SCHTRE S o AE LS 5] h L ROA-0S (0) R, e rp RY A ST Al 58 o 78 FE L8 52t 51 v, RO My -
0S (0) 2R™, H: FPR"™ J1AS ST 52 S o 7F FE L8 52 61 , RO -0S (0) NR'PR', LR FIR' %% 15 11
AL E X o AEHE B SE T P, RO-0S (0) o2NRYR™, Hip R AR - [ A< SOl 52 S o AE 28
SEJtE A, ROA-NRIR', H R R IR [ WA SCHIT 2 X o AE L8 52 it 451 o, RS -NR™C (0)
R, HepRY IR % [ f1AS S 58 o AE SRS o, ROA-NR™C (0) OR™, PR AR 1
WA ST 52 S o AE e S 7] ot , RO -NR™C (0) NR'PR'®, Hidh R (R™AIR % (5 214 SC T o2
S ARS8, ROA-NRYC (=NR™) NR'PR'®, H R R SRR % [ S1AS ST 58 X o A
B S5 , RON-NR'S (0) R™, LA RYFIR 5% [ M0 A ST 52 X o 7 F- e s2 i 45 v , RO K-
NR'™S (0) 2R, H PR IR [ 52 T A S o £E HE B ST 51, RSN -NR'™S (0) NR™R', He e
R R'"HIR' % (5 WA ST SE SL o AE F LSt 51 f , RO -NR'S (0) 2NR™R', HL PR (R'PHIR %
WA SRS S o A8 S e S i 45 o, ROy —SRY®, Hirh R A S P 58 o AE Ll sz i 451 o, RO
=S (0) R™, Heip R InA U 58 Yo £E B8 SE 51 b , RO A =S (0) oR™, R A ST BT 52 X o
5 FL e St 1, RO =S (0) NRYPR'®, L AR R FIR' 4 19 A A SCHIT 58 o #5528 52 it 451 , RO
NS (0) 2NR™R'®, H AR R'RIR' % [ 1A SCHITSE S o A FLBe L it 45 b, RO A —HE LAIE
=0,

[0398]  ZERESLsEiE il , RUAG . AE S EL S i v, RN, o 78 F-Se L 9 h , RT A 3
P RSB ST ] b, RO R B IR B F BE e SE i 6, RN o £E S SE i 5 b, RTNIR 7
JE e S ) o, RT3 o AF HE B S 45 v, RTAICr el L, AT 1 42— B AN B L QELAR .
PR S i) RO Co-e i d , (LI M 28 — B %2 N BUACFLQERAR o 78 FE B S it 51 v, RN Cos
Bt AT 28— 2 N B IEQERAR o 7E T B8 S 1) b, RN Ca-r PR B 2 AR 2 — Bk &
ANERACIEQEAR o 7E L S 491, RTACo14 75 3 AR S — BR 2 AN BRACIEQEUAR - 78 s
T, RUACr1s 75 e 32 AT 3 ML 48— B 22 N B FEQEUAR o 77 LU St 1) o, RA Z 55 56, 4T
Hedth 28— 8% AN B IEQEUAR o 78 T Be S i 4 v, RT My Z 3R 3 AR 1k b 28— B 22 > B G JE QR
e

[0399]  7F KL St 5 b, RN —C (0) R'™, FLrh R™ A ST 58 S o AE SR L 52t 51l o , R A —C
(0) OR™, H AR J1 A SCFIF SE S o AE FEEE S 1)1 , RT—C (0) NR'PR'®, He P R'AIR 8- 1 A As
SCPIE Mo AE RS T, RTA-C (NR'®) NR'PRY®, bR (RIHIR™ & [ W14 ST SE X o AEHE
St 5] p L RO -OR', Herp R A S BT 58 o 7E B s it op , RO -0-Croshi 3, T3 HE 22
— B Z AN B IEQHUA o 78 FEEE S 451 o, RUN-0- 23 AT 22— B 22 AN B FE QEUAR o 7
RS S ] rh RO 2-F R - 2 U A R S L RO -0 3R 3 (R 2 — B 2 A4
HUARFEQHAR o 75 F- L8 L 91 b , RTA-0-WRIE 3 , A e b 48 — Bk 22 N ERAR L QERAR o 7E 25
Jit B RUONWR BE -4 50 3 A i 22 — B2 N BRI QEUAR o 78 B2 S 451 1 L RO 1 -2
FE-MRIE —4-FE 5 JE 1 - 2 B L R e —4 -2 S JR B TR M 9 IRk g — 4 - S L o A0 HE ML SR
il , RTA-0C (0) R™, Frp R 1AL SCHT S8 S 7E R85 49, RTM-0C (0) OR™, ForhR™ i
ST RE S AE BBl p L R A-0C (0) NR'PR'®, LR IR %4 [ A SCHT 58 X o £F B 2852
T, RN-0C (=NR'™ NR'R'®, H i R™ (R FIR' %% [ 1A SCHIT 58 X o AE SR L S i 5] o, R
N-0S (0) R'™, HL R A LAl 58 S 78 F- 8 SEiti il , R4 =08 (0) 2R™, e sp R A SC BT 58
S0 FE LB S , R N-0S (0) NRYPR'®, H R RHRIR' 4% [ $1AR SCHIF 52 3L 78 S8 St 51l

82



CN 106536506 A iﬁ, EH :I:S 49/105 BT

R™H-0S (0) 2NR™R', F PR FIR' 4% [ WA ST 2 o AE RSt 1], RTM-NRR', L epR™
FIR™$ 15 A A SCHIT 58 o AERELE S, RTN-NR'C (0) R, H PR IR 5 fn A LI e
X AEHE B ST v, RTA-NR™C (0) OR™ , Hirh R IR & [ 1A LT i X o A8 HEBe SE it ) v
RTA-NR™C (0) NR'R', H AR R FIR"# 1 WA SCHT 58 X o AE st op , RUA-NRYC (=
NR') NR'™R'®, LR R™ R HIRM - 5 40 A ST 8 o 7F FELL 52t 451, R A-NR'S (0) R,
HrpRAIRME (5 1A ST 2 X o £E LS i 451 o, RTA-NR'™S (0) 2R, Hi P R™AIRMK 5 52 X
FA b AR B S 4 rh L RON-NR'S (0) NR'PR'®, HerbR™ (RYFIR 4% [ 1A SCFIFSE o £E
BLEESL A rh L RON-NR™S (0) aNR™R'Y®, H R (RMFIR 4% [ W12 SCHIT E X o £E L6 S e 451
F1, RON-SR™, HerpRY A ST E X o £E S S fi 51, R A -S (0) ™, e rp R A i 2
Mo FE RSt L RTA-S (0) 2R, H R WA ST AT 58 o 78 382 SE 451 o, RT =S (0)
NR'PR'®, H AR HIR' % [ 1A SCHIT RE S o £E T B8 251, RN =S (0) aNR'PR'®, PRI AIR'
- WA ST RE S o 78 R SE i 5, IR ERAE— I AE =0,

[0400]  fF FsL sz oh , RN CrL-ehE 3 , AR 1R 28— Bk 22 A B I QR A o 7 I 1 52 it 451
RO FR DR 2,3, % FT IR 4 — Bk 2 BRI QERAR o 71 LS s it i) o, RPN HR L B
T L R LB T R 2 AR R S 4] op L RPA-OR, HLh R A ST B s S AR B
SEEA T, R™ A —0H . £F 35 86 sz jifi g5 v, R™ Ry —-0-Crs i 5%, (R 2 — Bl 2 AN B R L QEULAR .
75 RSB ST ] b, RPN F AR 3

[0401]  fEF-RLSEiE I h , RPN CL-ehE 3 , AR 28— Bk 2 A B 3 QER A o 78 I 1 52 it 451
RO F B 2,3, % FT IR 4 — B N BRI QERAR o 71 FE s s it i) oh , RPN HR L |
SR L U BB = R A L AR R S ) op L RO -OR, S R A ST BT 5 S AR L
SEJEAR R, RP A —O0H o A8 55 86 sz jifi g5 v, Ry —-0-Cre e, (R i 2 — Bl 2 AN BUAC L QEULAR .
FE RS ] o, RPN FR AR L

[0402]  fEBLEESEiE ] b, RONCr-eke 3t , AT it 28— B 2 AN BUAC I QEUAR o 78 7 26 52 it 451
o, RPN R ER 2,3, %% AT 4 — Bk 2 S BUACIE QEAR o 78 5L e St 5] v, R™ A = F
FEBRo-F AR L 7 5 L 7B BERL SR T, RPN Co ) S, AT HE 2 — B AN B L QEUAR o £E 5
BB S 15 o, RPN Co-slie I , AT L 22— B 22 > BAR FEQHER AR o £E L B8 S 451 1 , R™* N Ca—7 3R
B A2 — B AN BUACTEQERAR o 7 T BL S i 5] b, RPN Co-14 75 425, AR BB — B 2 A
BUARIEQEUAR o 75 BB St i) , RPN Crors F5 Be e, AT b 48 — Bk 2 N BRI QEAR . 70 HE 8
SR, R A5 F AT b — B AN B QB o 78 TR B S 4] b, RPN 4383 AT
e 2 — B N BRI QERAR o 78 HE LU S 1) v , RO M WR e 8 , AT 35 i 22 — Bk 2 AN AR FE QB
Ao AE e S it 5] o, RO WR g —4—JE AT 1 Hb 28— B 22 S B L QERAR o 76 b s it 451 o
R7 N 1-2. F-IRIE-4-3E,

[0403]  fF F-RL Szt of , RN CrL-ehE 3 , AR 28— B 22 A B 3 QR A o 78 I 1 52 i 451
i, RO R LB 2,3, £ AR b 4 — DR 2 AN B CIE QERAR, o 78 B S 451 o, RO = 4 FF
FEBR - R FE 2 AR R S ] T, RO N Co 6l S AT M HE 2 — B AN B L QEUAR  AE S
Be S 151 o, RO N Co-alie 3 , AT ML 22 — B 2 > BRAR FEQER AR o £E L e St 51 , RO M Ca—r 3R
Bk AR — B A BUACIEQERAR, o 76 BE S 5] b, RO N Co-1475 425, AR MB L — B 24
BUARIEQEUAR o 7E L L S 1] , RO A Crons 75 e it , AT b 8 — Bk 2 N BRI QEUAR . 70 2
SEHEBIH , RO A 455 2, ATt — B2 AN B QB o 78 SE LU S 4] v, RO 4 303, AT

83



CN 106536506 A iﬁ, EH :I:S 50/105 17T

et 25— B2 BRI QERAR o 78 R LU S 1) v , RO N WR e L , AT 35 i 28 — Bk 22 AN AR JE QB
R o AE JE e Szt 1] b, RO MR g —4 -3 AT e b 28— B 22 N BUAR FE QER AR o 76 e s it 451 o
ROy 1-2, IR g -4 -3

[0404]  fE LS, RO A -C (0) R™, H R 1Ak SCHT 58 S o 78 5 B8 St 5] v, RO —C
(0) OR'™, FL PR A SCHT 52 S o £E RSS2 51 1, RO —C (0) NRPR'®, FL PR RIR' 5% [ A
SCFTRE o AR S i 51, RO A-C (NR™) NR™R'®, e fR™™ RHIR' 45 9 a0 SCHT 52 o #E 4
ez it 4] e, RO -NRIPR'®, H AR PRIR 4% [ B1AR SCHIT E X o £E 3R B8 S2 i 491 oy, RS -NR'™C
(0) RM, HrfRYFIR & [ 1A SCHT E X o AE SR RE S i 45 o1, R5* -NR'2C (0) OR™ , HrprRM AR
B AR SO SE S o £E RS ST e, R% N -NRIC (0) NR™R', R (RYPHIR' 4% [ f14 32 e
5E Mo AE LS, ROOA-NR'C (=NR') NR'PR', e R R \RFIR' % [ fu1 A SC T 5
S0 AE B LS 5], RO -NR'S (0) R™, L R™™ IR 4% [ 1A SC T 58 S o £E HE L St 51 o
RO -NR'™S (0) 2R™, H R IR %% [ 58 LT A 30 o 78 5528 S it 1), R®* A -NR'S (0)
NRIR'S, FEAR' RMAIR' 4 1A ST 5 S0 AELE S 1], RON-NR™™S (0) oNRUR'™, L
R RIHIR™ % 5 WAL 52 S AEREE LRI, RS (0) R, AR 1A SCHTE L 7E
HERESLEG] T, R M-S (0) oR™, FErh R AR ST R 3L A5 AL S ), R™* =S (0) NRTPR',
FRRIRIR' 8 5 1AL 5 S AEREEESEHEI T, RS (0) aNRUR™, JEARM IR % 15 11
AICHE Lo

[0405]  fF FERL szt oh , R™ N Ca-sht 3 , AR 1R 28— Bk 2 A B 3 QER A o 78 I 1 52 it 451
H L RN Co-lfi F , HAT M M 22 — B 2 AN BRI QEUAR o 78 TR BL St 1 v, R™ N Co-e i J , HAT
et 25— B2 BRI QEAR o 78 HE LE S ) v , R™ N Ca- R e 3k , HT e b 28— B 2 N B
FEQHUAR o 78 HE L St 4 v, R7 A Co-1475 325, HAT 3 HH A — BR 2 AN BRI QBN o 78 FE L8 52t
Bl b R™ N Cr15 75 et , HAT 3R 48 — B2 AN BUARIE QERAR o AF L8 St i) b , R™ M 4475 3
HAT S — B2 AN HURFEQEAR o 78 FLEe SEE i v, RN AL A3, , AT de i — B 2 AN
RIEQHUAY

[0406]  fER-duszffif R N Caeliid , HAT Vet 22— B 22 A BUAC I QERAR, o 76 Ji 52 e 451
i, R™ N Co-effi J , HATHE M — B AN BUARFLQEUAR, o 78 FE B8 S 51 v, R™ Ay Co-s e 3 , HAT:
Vet 2 — B2 AN BUARFEQEUR o £E T B8 SEH ] oy, RN Car PR e 5, AR 2 — B AN BUAR
FLQEUAR o AE SRR S 451 o, R™ A Co-1a 95 3 , HAT ML — B2 D BUAR IR QEUAR o 76 S 2L 52 e
Bl rb R™ N Cr1s 75 B , HAE IR 28— B AN BUAC IR QERAR o 5 S8 S 51 , R™ Ol 95 3
HAR M — B AN BUR IR QEUA o 78 FLBe SE ] o, RN A IR, HAT Mt — B 2 AN EL
AAEQEUAL

[0407]  ZERELLSZiE G , RN . AE B S B, RTONCaekie 3t AR ML — B 2N EL
ARIEQERAR, o 7E LS 51 o, R7N Co- e 3 , AT Ve 8 — B 22 A HUA QI QERAR o 7 B 28 52 it 491
1, R7N Co-hf 3, FREIRHBZE —BR 2 A BUAC SR QER AR o 76 e SE i 451 b, R7 N Ca- o R B 4, AR 30k
22—k 2 A BRI QER AR, o 7E BB SEJE 451 o, R7C N Co- 1475 3 , AT VeI 42 — B 2 A B I QER
R AEF RS b, R7NCr1675 Fe 3k, ARV 28— B 22 AN BUAR 3L QB AR, o 7E JE B s it ] o
RYCH TS H AT — K Z AN BUACIEQERAR o 78 L SEE 5] o, RTN Z IR 3, , (R M 5 —
8 2 N HUAREQHEAR

[0408] e St 5] vy, RO FIRTC b5 1L B 8 432 (ON B 1 JL [ B Jl 43R 38, AR h 22 — Bk &

84



CN 106536506 A iﬁ, EH :I:S 51/105 7T

AN EUARIE QAR

[0409]  fERLLLszifE o] b, L s 78 FE e SEE B , LA -0- fE RS s ) vp L LA -S- 7
FEROSEiE ) , LN RYY) =, He P RYMIA SCHI e S 7R R L st v, Lo -N R —, o
RYHE B 3 o 78 e st 1, L -C RYR'™) —, Fe A RMHIR'® 5% 15 AR SCHT 52 S 70 HE
SEfER, L Y-CHo—

[0410]  7FFLLLSZHE R , L* A Ca 100 IRk 3 , AT L 48— B 22 N B FEQEAR o 7 - e s it
Bl ep S L2 N Co-1a30 75 3 , AT 35 H 22— Bk 22 A AR FEQEA R o 78 R L8 S it 1) v , LA Ca15 1 55 52
Fe AT M2 — R 2 AN B CIEQEU o 76 T8 S 5] b, L2 A 2455 3 AT 3 i 22 — Bk 22 M B
ARILQERAR o 7E FE LU STt 1] pr , L2 AW Z4 I3 , (T i 22— B2 N B EEQEUAR

[0411]  AEREESEHEF T, L7H .

K( 1L 7 I s L
(R)r : Ry oy AR
/ ( s/
[0412] P }{ E:{)
: *

* 5

[0413] ;H\:EF‘:

[0414]  s40.1.2.3.4.5.6.7.8. 9810/ ¥ %, FlI
[0415]  R“Fllr %% 4 4nA LA E Lo

[0416] 2 %EB%BFWJ LR

0417 &
[0417] _ l\{ Q
* *

fo418] bt A SCH i L.
[0419]  7EKELSL I, L2y

. N ; (RL)r
o420 ¢ E 5

0421 RN il 6 AT SRR S
[0422] 7f %ﬁb%ﬁfﬁfﬂt}j LA

[0423] i )

[0424] ﬁtbsﬁnﬂsiﬁﬁtﬁi
[0425]  fEdbszififsld L2y .

)\N

[0426] (RL) e

[0427] Mo,

85



CN 106536506 A W BR B 52/105 Bt
[0428]  t50.1.2.3.4.58L 61 2H ; 1
[0429]  RUFlr# WA SCHTE Lo
[0430]  fEHEEeSE g, LA .

Fad

N
[0431] HN o«

Ny
[0432] At ST E Yo
[0433] ¢ HEEe s ], L2y -

-
[0434] N
SN
[0435]  HARM . rAIt8% H AA ST E Lo
[0436]  ZEHLELszffft, L7
[0437]
[0438]  HrArt A ST E Yo
[0439]  ZEHLueszjgfc, L-L* A .
M\N E
. ‘ =N

[0440] CN”* CN”* Q CN._.*

86



53/105 7T

B

i\

CN 106536506 A

-
<
<t
S
—_

87



CN 106536506 A

[0443]

MEAREA, o

[0444]  fERELsjfifalrp, L' -1«

[0445]

88

54/105 1T
{' N
* Y

N
H

_
/=N
N\‘&l\ ¥




CN 106536506 A iﬁ, EH :I:S 55/105 11T

[0446] N,* N o
QL Al U
5 * 4 * * %

xo L
N L_o E

[0447]  fEREECSL B, TAEE A8 R e ST EEIH , TR -0- o AEFL LS5, TR -S—o AEHE
e S T, T -N=  ZE e SE i ) o, T-N (RY) —, He R AR Se i 58 S o 8 S5 6 52 it 451
i, TRH-CRY =, H R A SO 5 L AERELESHEF P, TA-C RY o, Hh R IA SO 52
o

[0448]  fEREECSL ], U o 78 FE e ST, U —0— o AEFLES ST 45 o, U —S—o AEHE
B S 5 T, U -N= ZE FE e SE i 4] o, U -N (R®) —, PRI AR S i 5 S o 78 S 6 52 it 45
1, UR-CR®) =, H RO WA SO 58 S AERE LSS ] P, U —C (R®) o=, L RO IIAR 3L 5
o

[0449]  fEREECSL ] , Vg o 78 JL L ST 5], VI —0— o AE SRR B ST 45, Vo -S—o AEHE
e S 45 o, VO-N= ZE FE e SE i 5] o, VN (R®) —, He RO 1A S 5 S o 78 S 6 52 i 45
1,V -C R®) =, HthROIAR S 5 o 78 B LSt 5] 1, VA —C (R®) o=, L P RSB A S opr 5
o

[0450] 7R HEEE S ] b, WA o 7R BE e ST ], WA —0- o 7R SE LSS 45 v, WA -S— o AR S
G S A T, WO -N= o 76 FE e SE i 4] v, W -N RY) —, Horp RT 1A S 58 S o 78 255 26 52 i 451
i, WA-CRY) =, H R A e 5 AR LSS ] P, WA -C RY) o, Hh R IA SO 52
o

[0451]  FERELCSLE 5], X Co 7E L ST 451, XN

[0452]  FERELCSTEEH , Y HC FE L ST 6] , Y AN

[0453]  fEREELszif ch, 2 NR™, Hch RPMINAS S0 8 S o AE SRR S o, 7 ANH . 75 2
SEHEEIH , ZNCRMR™ , A RPRIR™ 4% [ A S 58 S o 7E FE L S 51 , 7 A CHe o

[0454]  fEFELLSEEHIH , moN0 o £E FELE SRS, mo 1o AR B ST R, moAy 2 o A7 S e ST
A mA 3 o AE L LSS G, moA 4 . FE R LS SR mO5 o AE FE L ST E A, mA6 o 7E S
B STt 51, moN T o AR S LS R T, moA8 o £ HE S S 51 T, mo 9 o £E HE LSS 5], m oY 106
[0455]  FERELLSEEHH N0 o A FELE SEREAS 0o 1o AR S ST, n 2 o AE S e ST
T 03 o AE RS A, oA 4 o AE RL LSS Y, n A5 o AE R LS noh6

[0456]  fERELLSTEHH , p o0 o AEFELESEREAS 1, p o 1o AR S L SEEA 1, p o2 o £E L e ST
i, p 3.

[0457]  fEFELLSEEHIH , o0 o AEFELESEREH 1, g oM 1o AR FELE ST 1, g 2 o £E L ST
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[0458] A BLELSL Bl , v N0 o AESE B SEHE B T, v O 1o FE R EE S o, r 2. AE S B SE
T 1A ARSI B, oA RIS B 5 w085 o AE SRS 1], N6

[0459]  7EHELLsZit (5] , ush0 o 78 FEBE SRR T, oAy 1o 7E FEEE ST, u2 o 7E s s
JiE 9 uh 3.

[0460]  AEZLLLSLGI L v o AL SEHEG] o, v Lo AERCEBSE RG] o, v 2o AE AL SE
T, v A3,

[0461]  AE—NsEiEBIrh, ARtk B B LN AR AL AL S

56/105 7T

[0462]
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[0463]

A9 Al0

N Br /=N
(?/\\‘ \/N i
All Al2

(04641 FNRLFIAL 2R AR S s AIHL B 2557 bl B2 1) b T 7RI S W ATRIZG
[0465] £ 5y —sEia b , A SO R fitik B B BN AR AL R AL S
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[0467] N>—
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Brn
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[0468]  FIH:[EIA7 248 el s AL R 2422 b rl 52 i 2 A R S FTET 2 .
[0469]  7E 5 —sZHE B , A SCH 4R H B DL AR AR AL S -

[0470]
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[0471]

C18
[0472]  FORLTRI A7 2 A S A s AIELER 2457 bl 52 1) #h 3 7R S AT 24
[0473] A 5y—sERaBlrh , ASCh Rt B B LN AR AL AL S

*N“%C L5
1S ‘

o O o C

[0474]
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[0475] D7 D8

D9
_N
\>—NH —
NN
O o\
ol
7[5[] I} /
D11

[0476]  FNRL[FI A7 2 AL S A s AIEL LR 2457 bl B2 1) 2 T 7RI S W ATRIT 24

[0477] [ ARR 2 45 5 SLARAL S, 75 WA ST rh 3R 40 (10 A 51 i Vel Tk s P AT ml RE LA S
A A SO SR BE R AL B & A IR B S S, A A ] L — R L/ X (BRZ/E)
SRR SR AFAE o 2 55 1 e A A m TLAR R AL, A S 4] DA B — T AR S A AR B
AR SRR IR 5 W0 AT AE o TLAS S WA 55 A7 B a0 28 2 B R BUS 2 (A S m] 2
Ji B AR S AR X B 5 55 B IR o AL S o R] 2 B R A TLAR Al . PR I
—AL G 23 FEL ERA R IR

[0478]  2Hok i, 247 9 -NH-I, sUTAL S PR BLAn S SCHoR i BL R BLAR s s i 4
—H AL,
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o i 0&— HO}_
I N R2 AN N . R2 /:_r_\. N R2
i 1 S—NH VY =N i }¥ S—N
S . LR . pATSH N
[0479] W W W ;
L"""I<2 L~p2 Lw]_{Z
R! R! R
(i) (i) (iii)

[0480]  ASCH SRR A A ] R XTI A AL, R — S B S A AR B — AR R R R A A
BN AR SRR A, WA R S AR [T 50 5 491 G 79 A X e S A A 1) 1 Y e VR 5 0 5 B
FRECPR PP LA b =E %) iR e A A VR A4 PRI, BT SR AU B AR SO TR B, 6 T s 4k
W 22 ] A R B AL S, (AP DAL (R) TR 25 546 A BLHL (S) TE & RS .
il £ /43 B A RS IR S AR I 2] B AR B HE & A G S 2EET IR A R HH AR T TR AS 169
AR TR B BB A B AR A, 9 - PR A0 | A5 AT R R A SR T R, B
AT AR AT B A I S S 4 S

[0481] AR LA SIS AR YL VLR o), IS ] AR 255 Bl sz b e
XA flhc S I Berge) A R ZiHF 24 & (J.Pharm. Sci.) 1977,66,1-19; FZ HI#h, J&
M F0E FH F 0 (Handbook of Pharmaceutical Salts,Properties,and Use) ; Hf&E /R
(Stahl) FI=HB%EF Wermuth) % ; B A|-VCHAIVHCA (Wi ley—VCH and VHCA) : ¥+ 7722 {H:
(Zurich,Switzerland) , 2002,

[0482] & F Tl &R 2% BRI 2 (R R AFE (EAR T) 4R .2, 2- S 41 Bt
LR AETR O R R PUIR LR LR A IR KT IR R R R 4— 2 Bt e o R 1R
R\ () — i B AR T R« (+) — (1) — MR —10- T iR\ Z2 1R LR « P IR ~ AR IR T IR IR I
COAM R At AR IR L T R SRR L L e —1, 2- Wl R L LSl IR\ 2 FR - 2L e T
B FR R ST I IR P FUBE IR e NEER iR PR D7 260 F R  D— i B I 1R L1 IR
a—SAMR R L LR L R IR AR IR R R VAR . () —L-FLER . (&) -DL-FLER LA R |
HEERR T 45 1R () ~L—3E R TN R () -DL-AZ R FF el iR L 25 -2- TR . 251,
5 IR 1 R AR -2 25 IR L MABR R  H R VR FLIG IR IR AR AR IR AU 251 1 IR
WEER L IR A &) R IR 4 - MR 28 IR VB IR IR . T 1R VIR R - R 1R
() —L—VE A PR IR BUER X FF 2RI IR Bl M TR R G PR o

[0483] & Tl & = 25 % L nl 852 1 Eh i B 45 ((EA R T) JehUae, i E AL B AR
A5 A S A B B s A LR, Al A U ZR TR U TR AN 5 B i i £
FEL-F AR KRR O R EA (benzathine) VAT “HALEE . ~OBEK. oK. H
fe. R RN 2- (O E ) -8 CBERE O f 40— 3 TR e N-FR -
fi& i 2 (hydrabamine)  TH-WK M L—Hi 22 M5 Ibk L 4— (252 £, F%) —G gk, FE i IR BE R
W TR G ST I 1= (252 2 %) — ML J5t  IEEIE 28 7 BA L Mgk, S bk L A e . = 2 i . = HR
i\ = L N-FR D Ml 2-F e -2- e R 28) -1, 3-TH EE MR IR % .

[0484]  ASCH it KA Wik T LRT 2578 20t , oy @l anaRT . TABRIBRI AL & W1 B Be
1Y, Hl 5 T RIS AR W AL BRI A S 1 o BT 25008 2 A T, DN E— 2B 00 T, H
Al Re b BHAL SR S - Hon] st Ol 4% 25 A AR m] i BHAL S AN RE
B 2530 A AE R 25 S W AR T B AL & W B AT 38 08 B0 VS A o Wl 24 P Tl & AL 4 1k

96



CN 106536506 A iﬁ, EH :I:S 63/105 BT

FCERZ , AFE B T VR A K fifE - 2 LRG3 (Harper) , Z5W8 5 K € (Progress in Drug
Research) 1962,4,221-294; BLig A 4EZF Morozowich) 28 A, il i /iy 25 AU HEAT IO AE W)
2520 v (Design of Biopharmaceutical Properties through Prodrugs and
Analogs) ; %4 (Roche) %, APHAZG W) Bl 22 81 FI| (APHA Acad.Pharm.Sci.) : 1977 ;NI ¥k
(Gangwar) Z AN, B MUY HATHEDZ EEMERI
(Des.Biopharm.Prop.Prodrugs Analogs) ,1977,409-421; BEfE%[ 153 (Bundgaard) ,[E%
b 228 3 (Arch . Pharm.Chem.) 1979,86,1-39;1%% /K (Farquhar) %5 A\, Z5M Rl 22 28 &
(J.Pharm.Sci.) 1983,72,324-325 iRV Wernuth) , 251t . F L2 L) 48 (Drug
Design:Fact or Fantasy) ; FR/REF (Jolles) 28 A% ;s 2 AR H 4t (Academic Press) 1453
(London) , 1984 ; AT-72 01 ;s §iZj 1% 1T Design of Prodrugs) ; BEEEAK 455 A 9 ; 22 FE M
/R (Elsevier) :1985; 3 fr (Fleisher) %8 A\, B2 777% (Methods Enzymol.) 1985,112,
360-381; B & i (Stella) N, 24 (Drugs) 1985,29,455-473; 2541 vh ER IS AL FH H 24
PR R AW n] i 304K Bioreversible Carriers in Drug in Drug Design,Theory and
Application) ; % %74 ; APHAZG WAL 24 HATI) - 1987 3 BEAEAE ] 45, 52 £ 259045 3% (Controlled
Drug Delivery) 1987,17,179-96;7k% (Waller)Z AN, EHEHIGKZEGY %}~ E
(Br.J.Clin.Pharmac.) 1989,28,497-507 ; E2. 2245 Balant) 25 A, RKINZG WA it 5 1124 2% ik
(Eur.J.Drug Metab.Pharmacokinet.) 1990,15,143-53; Jf B & (Freeman) 2 A, {347,
k238 (J . Chem. Soc. , Chem. Commun.) 1991 ,875-877 ; BEFE A& B[ 45 | 24 % 356 (1) 0F 9% 33 Ji&
(Adv.Drug Delivery Rev.)1992,8,1-38; N1 L J& (Nathwani) FI{RfE Wood) , 25471993,
45,866-94; tEF I Friis) MPLEAKFA1S, BRI 25817 2 & (Eur. J.Pharm. Sci.) 1996,4,
49-59; SN AWML BT 321996 ,19,115-130; I AT (Sinhababu) AR by
(Thakker) , 5L O TF A HERE 1996, 19,241-273 &) (Tay Lor) , 25 W4 36 (K F 93 34 J@
1996,19,131-148; 55 #% 55 5F Gaignault) S A, LR 242 (Pract . Med. Chem.) 1996,
671-696; A B (Browne) , i FRAZL 25 2% (Clin. Neuropharmacol .) 1997,20,1-12; L&
i (Valentino) FIfEASEF Borchardt) , 4 HZW &k I, Drug Discovery Today) 1997, 2,
148-155; R K% (Pauletti) TN, AWML IERI B 53R 1997, 27,235-256 s K £k Mizen) 55
N, EZ AR (Pharm. Biotech.) 1998, 11, 345-365 ; 4k I (Wiebe) A% (Knaus) , %4
WA A A 3E 2 1999, 39,6380 40 (Tan) 58 N, Z5W) & s B AL 22 1999,39,117-151
B HEH Balimane) F1EF} (Sinko) , ZgWpFL AT E 21999, 39,183-209; 1 (Wang) %5 A,
A 25 it (Curr . Pharm.Design) 1999 ,5,265-287 ; § (Han) 25 A , AAPSZ5 %} % (AAPS
Pharmsci.) 2000,2,1-11 ;B #rms A 5148 (Asgharne jad) , 25 2% R 4t v 1 4% B i 7%
(Transport Processes in Pharmaceutical Systems) ;[ >K#il (Amidon) Z& A4 ; S ZE/R »
55 /R (Marcell Dekker) :2000;25185-218 T ; 3£/ (Sinha) ZE A, Z5 22 1F 52 (Pharm.Res.)
2001,18,557-564; FiF§ 4% (Anand) 25 A\, EWV6TT % X % W, (Expert Opin.Biol.Ther.)
2002,2,607-620;5 (Rao) ,2LMY (Resonace) 2003,19-27 ; #f% (Sloan) ZE A, E #4218
(Med.Res.Rev.)2003,23,763-793;:; H45#Ak (Patterson) Z&E AN, {54V %1t
(Curr.Pharm.Des.) 2003,9,2131-2154; 84 (Hu) , IDrugs 2004,7,736-742; & V=i
(Robinson) Z¢ A, EEH B2 5 F] (Proc.Natl.Acad.Sci.U.S.A.) 2004,101,14527-14532;
VG Erion) 28 A, 2555 R Z & (J. Pharmacol .Exp. Ther.) 2005, 312,554-560; J7
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(Fang) ZE N, ¥R Z 3 AR (Curr.Drug Discov.Technol.) 2006,3,211-224 ; ji3H 7% 77
(Stanczak) 2 A\, 253 223K 45 (Pharmacol .Rep.) 2006 ,58,599-613; #if% 25 A, 25221 R
(Pharm.Res.) 2006,23,2729-2747; {r B Hi 55 N , ZyW) 4% 38 (I BIF AL 33 £ 2007 ,59,677-694; X
1 (Gomes) 28 N\, 2% Molecules) 2007,12,2484-2506; 7+ K24 Krafz) 28 N, f2#15E
4k %% (ChemMedChem) 2008, 3,20-53; 57t B (Rautio) ¢ A, AAPSZE & (AAPS J.) 2008, 10,
92-102; FF il & A | [ SRVFIR : 29K T (Nat . Rev. Drug.Discov.) 2008,7,255-270 ; i 4%
(Pavan) ZE A, 4> F2%,2008,13,1035-1065; 3518 B # (Sandros) ZE A , 4 F222008,13,
1156-1178; E4% (Singh) 28 A, 4 HTIE 22445 (Curr.Med. Chem.) 2008,15, 1802-1826 ; & i
(Onishi) ZE A, F5%,2008,13,2136-2155; BHIE 7* (Huttunen) 25 A, 24 BT = 2240522008,
15,2346-2365; MIZEFi %5 (Serafin) ¢ A, R 2222 A L5048 Mini Rev.Med. Chem.) 2009,
9,481-497,

[0485] &5k

[0486] AL L4k G4 mT I B 8 AU B AR N R AT i S R
22kt , T an 77 I s il & L &9

[0487] 73?,‘;1

H,N
LI~L2
Rl
U, xrl:?‘ v ,NO 5 12 ::’1:\\.‘ N02 /T}‘ NH»
{/{ __i.-_}lc y — {/&_’n S \iﬂ ,")'( )
X W Niil 7 W 1\{1_{
-2 2
i 5 | - L‘l
[0488] 13 R 1.4 R
" 0,
2 N R2COOH Ay N >-R2
—_— \>—ZH —_— o3 N7z
Var Xy it OO
W X N
L "L2 L1-L2
b Ly
s R [ R

[0489] b A W11 FISERZRET -2 B8 DL Ak & 0 T-3, Herp XU B 22 0, 048 (EASFR T)
T T IR A L R AR o O 550 (8 18 W FeC Lo NiCloBlNa2S203) ik AL A4 1-3
() E 2 DU il B0 T4 o 3 J5ads vl 3 A A1 0 F PR s B S AEPd/ CARAE T & AL ST
1AM T -5 LA Al A M0 T-5 (Rl I 22 56 2 [F] o X4 Z 9 NHI , 4255 48 S A 77 (11
HATU . HBTU.PyBroP.PyBOPEREDCI) f#i4k &4 1-55 8 (R*COOH) 154 LB AR 1L &1,

[0490]  ERZGH 5

[0491]  ASCH i ftER Z5H 5, HADS VR3S R o 1 A S i A R4 A4, i an = 1Bk
XXTHIAL G0, 46 5 — P e i 44 L ANV B VR &4 AR AT i e A i 1 VR & M Bl A fr 3R AR
SR s B R g2 BTS2 B 5 A A BT 2 s AR 245 bR s IR G R AR A R
BURIE S, BB G

[0492]  J& & HWRIE 77 9 Fir Jee ST AR AR N B i 8 5 HL 35 PO VRIS 791 6T =1 PR ] 2 SE 457 92
PET AR SCH Rr E RIE A2 7538 A 9 B 254 A iR A b B ke T By J& s b s B i) 22
2, AdE (AR T) #2575 - 28 Bk Ut , v R0 11 AR 8L mT 5 AN i TR 28 ) 2
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AR T 711) o 45 7 TS 70 )35 s AT 70 28 v 8 45 S V7 P o 20 T 7 o 28401 UL, — L35 PR A
73 0 i A DR RE IR 79 (UMD BRAE 2 e T 7K I T ek o B35 A1 i B Jig () 3 2 e 7 I
X IX S 43 A ABURK o DR, AR SO BRI R 2 2 S RIS LS A D (B A AE) FLREER
HE BB N AR ST A ARE TR ROE P A AE I FLRE CEA7AE) BB A B DA SE 5
R i TR A R B i 2R

[0493] At SV AR S BUS AR SRR — B MR A AH A .
AL AR SR A S (B an 2R TERXX T )4k 5 400) B 53— 0k e e i A4 L AT e VR 540
AR AT AR IR S VBRI A7 2278 s s BUOH R 255 Bl 352 10 #h LI R S W BURT 25 1 =
2 AT DLASFE AL R BA T4 0V FEL g A R 5 2 R 9 A 0ia ] i e el
FE B AL, 60,45 AL IR R T R B KRR TR o 8 R80T ik P 88 A0 92 I RE B0 T e e PR
TR T I8 ) R T PR F2 R T, AR 5 3 B 7R L 3k S R R ] AR i BT SR AT B AR N R N
FNITE MBS % (S W E I 52 B2 52 B (Remington:The Science and
Practice of Pharmacy) , WL I 3C; eq B B A ML HHE R Modified-Release Drug
Delivery Technology) , 22k ; 85 B/ & (Rathbone) 25 A% S JE /R » 75 /RN a] Marcel
Dekker, Inc.) : HLIMAL New York,NY) ,2008) .

[0494]  FE—ANSEHt ] b, PR 25 20 AW UA FE T DV IR 25 1 7R B e 41, oA, B AR S 4 i
&, B an =R TERXX TR AL G 40 BROHC B8 — P e Sme Al 4 L A0 T B VR 5420 0 e e A A ) VR
AR AL 3R AR A s B BR 245 AT RS2 Eh VR R S BRI 2 AR 25757 AT 3e3Z 1
VAR EYIBRTZ

[0495]  ££ 5y —sgia s, BR 25 S W LA T AR & M 3 25 i 70 AL 4R it , A 5 AR S rp g
IALA W, B =R T BOXX T A A ), BEL B — P S R A4 L AV e VR 5 40~ AR 0T e S A A4 )
TRA VB R A7 28 A8 e s B R 2425 ERT 2 1 38 VTR 7RI & DR 24 s AR 252 BT ez
[ & AR A VIECRTZ .

[0496]  7£ 55— tdl b, B= 25 20 -5 DA FL T R 4 24 1 70 AL AR 40, A 5 AR SO AR ALY
G, I an =R TERXX T A0 G 40, BROHC B — F e S Al 4 L 0T @ VR 540 0 i e A 44 (1) TR
AR AL R AR A s B BR 242 AT RESZ 10 #h VR RS B AT 2 s AU R 25257 B AT H3Z 1)
HIEREYIERTZ

[0497] AR SCrh R IR 25 40 G W mT DL RS R A B 22 o R RS B A3 o A AR ST A FH ) B 7]
RFRSEAR B HOE H T4 5 AR BT, Hanpr g Stdrh & A A ) B4 B
A BT I E 5 A TUE SR PR, 5 PR B 20 w30 SO A 455 2 A A I iR BT
A FH o BN 7L 1 S A0, 5 22 B0 T 5 28 DA S il 3266 7R RIS 2 o 28 45110 10t 5 1 00meg BRLA7 77
SO B BB TR T 29 100mg TG PR 43 o BT R A AT DA 3 B RS S . 2 L)Y
NEHA BT LA B A7 AL T 2R 55 0 B8 — 25 48 v B A [R] S 67 790 A 22 3R A )
SEBAAE /NI ARSI, B BRI .

[0498]  ZARSCHHR AL R 25 4 G T — R P DA B 1) 1) B 22 IR 4% 5 o IR FE i, X% 666 1) 2 A
VBT RR SN R AT BE BT i6 T B S A S A R SR A AR Ak, BRI A A A b e B
Tk AT AR A B A AR B2 W B R AN HESR R 22 5018 1 o B AP L FR A, X TAT AT AR B A
LR A A 7 A A T A R TIC 4% 24 B N KD ol S B B 1) 2 1 3 1

SERETT %
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[0499]  A. [ JR#Z

[0500] A e 3RAE AT D IR 25 1 B 29 41 A m] LT 1 IR Z4 F 1] 44 | 2 [l A s ik
AT FRAL o QARSI A A, 1V IRFE 29I B0 FE I 2835 R T #2024 o & & 1 1 o) AL Ao il
(EAPR ) Fr i) a7 S IELEE B LR IR S A BE 1 e W 2% . I BB 57 25 AL
24 FH W2 S BAChEN 791 Vo o B E VO I M PR B | 1 JIIBs 25 L VAV LR BV R K AR
) wafer) T Bl 77 RTRE 5 55 o BT R LA, IR 2GS m] S — B 2 PR 255 b m]
B2 B EIRTE )  FE (EAPR T R A 770 B 78 700 AR R 700 R e R VRV 70) V0 R
B30 A5 EL TR SRk AT 7] S B 7R YRR 7] S LA R A2 AT A GRS 7 R v ) AR K
PEVRAAR A HUR A AR IR

[0501] 4 FRIB LKL A T 1 751 P9 56 Pk LB AR 7 FRIAE R 48 2 I TR 52 2 L 38 A RS 5 57
B HIRL RV ERE (EAIRT) S8, R K Ve K « S8 2 ie kA Bt e A (19 W STARCH1500) 5
BFVREE s AR, 0 e A ) 26 A A A R R LR s R SR RS, ST oz A G S P A S P
£h XK (Irish moss) FIREUA) . FEIRAL (panwar gum) \EFHLAR (ghatti gum) \VFEZERTF
TG IS R IE R LA Yk 2 B S A4 R VR LIS e (PVP) (ZERE G (Veegum) (TR F2
IR fA - FLEBE (larch arabogalactan) A AR EZF AR GRS s A 4E &R, LA 4R
LIRAMR RFRAGRE RF A4 2. F R4 R LA 4R HEC) (AR
YR (HPC) JFRTA A 4 2 (HPMO) s T £F 4 2, WIAVICEL-PH-101AVICEL-PH-103,
AVICEL RC-581.AVICEL-PH-105 (%% 47 3% JE WU M 1 FE i 80 3 FMC~ &) (FMC Corp. ,Marcus
Hook,PA) ) s FIILIR A M o & & HIE 78 A (EAIR T) 180 VIR ES « fllim A 4E 2= f KqR
YRR HTE PSS A m I H R RERR 1L BB VR TR e R AR A - AR S
W (IR 25 20 G b ORGSR 78 770 5 SR R B A 28 B g AR Ak, 5T HH P e A 4
RN R Gy A SR AL B 2540 -5 W) A A7 AE 2950 3 & % B 2999 & %6 R A 77
B AR

[0502]  3&EA B ARE (EASPR T) Bl 45  BRER 45 JLIE L 1L LR | A L LR | 41 4k
e b H R EE SN TEAKTE R AR AR - 4 LA R S AR AERS , FLLeAR R, o H R
B LB S Ll B R R AT LR , P W 3> — 8 e 4 v 77 R 3 sk L g T A AR T e e o X S
JE 46 A 770 P] FAENEL VG BE o A SC R SR ALK B 24 28 51 b R R RE SR 1 A0 1R B A2 R 28 i AR A
H AT B B USRI E AR N 525 5 i) .

[0503]  J& &1 F Mg VB HE ((EANBR T Bl s B s SR 4 3%, R S A 4 2 Rk FR R 4 4
s ARM s RORUG 4R 5 FH S 2 W IR s o R 1R 5 B, T /R 2 IR AN ZEAS ARV s M A ¥ 5 58
IRA Y2, WIAC R R A4 SRR AW, WA ISR S 5 28 Ve b s TRER S s U AT 4E
WL O BRUER BN s PP e MR (polacrilin potassium) s JER, FKIER . SR ZTER
AR R RO TR B e by 5 A s W HE TR s RUHLVR 510 o A SO SR 4110 B2 25 24 5 W b 1Y) i 57
) =LA M AR AL, HLRT B J8 AR BER N 2R By il AR SR AL R 252
AR B R S AR EC 2 A AR AL, Ho] BT R S R R 5 B R AR S
SR AL S 2540 AT A 290 55 29155 B % Y £ 1 31 25 5 -8 % 1 B e

[0504] & & B JETE FARE (HASBE T) B G ERE5 il e R 85 s 7 Wyl s 8 o Wiy s TR =%
AL s R I ; B, a0 — 1 PR H MBS AT 2 1 (PEG) s BEAG R s A HE A BRER BN s 1 1
SACKE Y, G TE AR AR SR T 2 BRI RO Y T K YR AT OK vl s B R R R 5 Vil
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BR W6 AAEIR .16 s B0g s S M s A b s ARl B S AL REBERS , TN AEROSILY 200 (5 B
ZMEIREIERI A% a7 (W.R.Grace Co.,Baltimore,MD)) MICAB-O-SIL" (B %14 %
PR 05 ) K 18R 2 7] (Cabot Co. ,Boston,MA)) ; FIHIRGW) « A C PR AL E 25 4L &)
Al S 29018 245 5 & % KT 7

[0505] @A I BN EHE (EAKR T) BA A MR CAB-O-SIL® (B i 2E JN i 11
[ -R A & 7)) A S AR A & A A BFEHE (EABRT) (Tt 42 %5 Al
75T /K FIFD&CHL KL, FETF T E AL KA W) LA A T /K I FD&CHL R, FH 8 3¢ FVR A
Wi o E3E N FH 7K AT ¥ G L B 21 25 4 JR 1K 5 K AR T TR B 1A 77 AR BY R AN T VA T
& A B R EHE (EARRT) B QiR S0) 52 UK R SRR, F0 =42 G B 0 1
(146 B4 CanER BB fer AR R 7 BR) (1) 5 A8 5 0 o & & B SR RS 38 (HASPR T) B 5L
BEH SR B R ) TR =B TR 571, ooBoRs AT 3 E2 E R (aspartame) o3& A B 24K
FIEFE (EAPR T B BT Ri A1 2 « 5038 | il S R0 3 1% PR 570 0 3R A4k & 0 Mo 7KL B0
B B VR B (TWEEN® 20) SR 2 7K (L AL RE B 5 3 B2 580 (TWEEN® 80) I iR =
LT EEMBEMSHAGE (HART) RPEAF 4R (sodium
carboxymethylcellulose) e B L 4EAS U8 BT HrAH HE R R JE4F 48 KB (sodium
carbomethylcellulose)  F4 A B Y B 4 4t 2 AR MR e B o &5 BT T 7R 4% (A
PR T) P = L Aol 30 e s PP R Y AR 3 s R 8 AT 2 R PR VAR 0591 o R PR N B T 5
(R TEEE A HE (EASRR T S e PR T B R 5yl B I 7K LD BB R o R H R R A
REA O HFEHERE & & B A RIS (HAR T 78 =1 1L 234EE . S B IR 2R o L AT
R E A B HE K PR R (HASR T 7 M0 AU AT & S I A PR B FE (EARR T) A7
T B A A 1 o 0 1 A R U G ((HANFR ) ik 8 SV B Bk B BN

[0506]  NERfig, RAEAEAHIE P ECAI N , ¥ 22 B0 AT 77 mT A2 21 22 P I Re o

[0507] A AL R T 10 AR ZG 1 = 25 405 10T AR 4 750 A i) 7500 PEL DB 175
PRI VA Al R ) 22 T R 4 R B R v A ) AR A BB A R BT s
KRR 48 ), A A P B B AE AR AE R i A OB A i 40 o EH I AR 3 T
AN B IR RN BT 52 0 o B B AR (AR T HB 07 B2 S G 107 00 R s 15 s Ha e
AN ST BR IR 18 2 4 2= o B A v 770y OB A A0 2 16 e 4 v 7] JHE T A R 3 25 42
NI DR B Ak HARY Fr 79 T84k« 38 AR A 7o e 4 A 77, He EH 7K AT P A R
2 B T IR 2 A ((EARIR ) B A FE A e R R IR A 4 2080 T 2 2 EF4000
AR IR LR A e 3R o i A KR ML SR A AH R 1 — MR Ak 2 J5 R 4 A i v —
AL R A ER 4 5 R 48 R B4 43 )2 R SRR e AR B

[0508]  Jy 557 R AT p B 0 ) 20K R L 4 i BORORE T 2R 3G T il 7 B 5 — B2 MR S
Fir R 1 80T BB ) CELHR RS A 501 A0 01 328 DR T8O -6 TV 39 A B SR f /B B2
7 BT ZH 5 ] 5 o DRIA R AR AR 751 I HG i FH T T RSP g B 1 1 255

[0509] A Crp R AL AT 11 AR 2511 B 25 4 A ) ml DA B Esoii Fee e 1 s e ik, LT el
SRR B A Y 2 U R B R IR A A o B I IR ISR, I PR O T R 7R IR %, (DFC) , FH IR 43
HA, — e — D8 BIE3), HIL S AR TR - O I 3 (SEC) 3K K 3K
R W , Foas a8 I A =% (L BB B RN, 22 T i 2R A o B R 5 mT A B )

101



CN 106536506 A iﬁ, EH :I:S 68/105 BT

PABT LA A A o 38 R 17 3 703K 1 B S i 3 FR 7 T8 791 0,47 ol 3 o R 7 Y R 0
FER B R TAER , (AR o AR ST e SRR IR | 2 ] A4 A 44 1) 2 ] bk AE IR P o 0 A W
A AT ] A 751 28 0, Tk B I TR S R A2 e B8 = e I P VA TR B TR - B IR RV TR
(1) g ] 3k [ 5 R 554, 328, 2455 5 554,409, 2395 s M1 554,410,545 5 o BT A il % . 40
FIT JE AU e AR 523 L0 38 T R AT R 3 DA K R BRAYERFVE PR R 73 (VA g o

[0510] A e e SR AL AT 10 AR A% 24 1) 122 26 4 & 4 mT DA VRUAAS 0 = [ 44 7)Y 4210, A 45 L
TR VBV~ B - VAL~ I R ROREE 2591 o LV A 2 G, FLrp — Bl Ads DL/ N R T Xl 22 S —
TRAR 738, Fo AT AR AT B A K  FLIR T ARG R 245 5 b mT 252 () B K AR Bl 77 LAk
AN 575 o B TV ] A4 e 24 2 b ] 652 ) 2 SR RN 977 B 701 o 7K R B P v P B i
2yt BRI I A , anAh e BRI () — (IR e ) 4 , 19t 9% — B 4 S s IR
— B AN RN K AR VA PEIE R, G078 BN LB o Bt 70 P T IR R K B P Y o W
TR (1) T e AR T 9 A K VAR HL AR W] 3G B R R o o6 TR 7)Y, 1 T 58 & B R I
VW PT HR B H HT B2 P 7 (M & [ R 245 b ] 52 IR AR 300 (191 i AK) Ak
[0511]  Hedd PV A4 R0 ] A 7 20 A 8 ((HASBR T) 38 A SO S (I 7% PR A 7 A AR
VB AR s e A BE O e B R BRI, A L 2- R R O
Bk, = B R U2 R R I FE-350- KR 2 S EE-550- KR 2
TEE-T50- R, Hrp 350,550 175048 5 2 BRI K ECT- 14y 1R X S L ] 2B
A5 —BE P HUEAL T, T FEALRFE R 2R (BHT) T 3L R I K Is & ik (BHA) % B FIRTH
Be AEAEZRE N R Tl R R TR OEEN UPTEIE (I T UK LR L SRR | 1L BB R
R PR R Eh I PR FR VAN . TR R AL R R — R P 1R

[0512] RS R4 AT IR BEZG 0 = 25 40 & Wi m] DA B4R S B AR S SR BRAIK R4
TR o IR R Y AT a0 58 [ LR 556, 350,458 5 BT H AR il 4

[0513]  ASCHr AL T 0 R A B 25 40 A W mT DA A B2 sl A 70 28 (1) R R YR BUR
TR IURL A AT 2 (it o T B R MUK B0k R 19 15 245 27 1 ] 252 1) 3850 AU 77) ]
5 R ) R R AR ) o T R VIR B SR s 245 2 b ] 52 (1) 38R AR 5751 ] A9,
A LA ARk

[0514]  Zefm IR RIAT T B A BA Bsrldd e,

[0515] A e BRAER T 10 IR G 1 s 25 41 & ] DA S R B i BRSO R A TRE , 446 4iE
IRBE O 3 BRSO 20 Ik R O 20 L 3 R JROTE 20 B ) B U AR AR R B s X
[0516]  B.AE& Mm%

[0517] AL R 25 &Y ml S G E SR AR i 5, LAV T R 30Ek
B ARSI H L AE A W 2 B FEE KN Bk BRI VBRI N L PRIE N
B AT UL TR B N R R T 4% 24

[0518]  ASCH At H TAEE M B2 R 25 41 & 4 n] UATART & T HE & i B 251 77 2
(BB BTV FUR B IR A S Alokis « 402K R 40) Al F T 701 91 2 AT VA fR BB 7
T AR A T A4 T 2R B o 3% 28 57 B AT AR A R 20 B BOR N SRS ) 21Tl & (00
B 255 Rk SR, WL B3O .

[0519]  FHEEAEA IR AN EAHA GV AR B2 iR 255 Bl 52 ORI AR IE 7],
ALHE (EANBR T AP 5] 7K AT VR VA PR 8 711) =B 7K PR B8 ) o 0 A 4 A R 0 A 4 7 B
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B3 T3 7)Ao ) VA A 38 i 70 SR B A0 S B i ) A TR R BRI ) = R A 4 IR
TEVR B A TR 28 A 75 B B R BCES & 70 AR AR 37 70 S R OR3P 7] SRR 71 S pFAEL 1 5 741
RS TEAAA

[0520] & A K PRI RE (EABR T) 7K < #hK AR 2 $h K B IR £h 22 vh 2 7K (PBS) W&
PARTE SR ARG ECVESHA Ringers injection) ZEiB 45 BEMEE SR . T K SHE A4 g
W RN LR RS EQ Y 5V o 38 & I HE /K PR SR RS ((EAS PR T7) REL A R s i A4 R 1k vl BE
JERVH T A VR R e BN Vb A6 A i AT S 20 A T R K S 2 S A R AR T
22 A K T AR v 1 R B =l S ATARAEDRF I o 385 T K T YR VA MRS (B
ART) CBE1,3-T B AR 2 B (B 2 —BE300 15 2 —/400) (A —BE . H
THT N—FR 2R R e DN, N- PR 2 B e A R IR

[0521] 3@ AU A P AR BB J RIS ((EASER ) 288 B k7 AT I 4
0 35 % R R PRI R R S R R T S RN R L 2R AL U (B S R &) RS R R
Hig A R PR FR ER TR R DA A LD AL IR & A I S A B FE ((HAR T) SALEN . TR =B A4S e
B G A RIS RS (EASER T BEER Eh AUk A R &6 38 A 10 B AL A AR SCRTHEIR 1)
PUEALF) , AHE AR ER L U I PR U4 - 38 & 19 R S BRI S48 ((EATR T) #hiR i &
R (procaine hydrochloride) o & A B ETF A - B N Q1A SCH FA ) 2 770 F0 43
A, EFER LA 4E 20N R TR L T A 4 3 N5 A LR e B o 38 A 1 FLAL A AR S B
FEIAR I FLAL T, 45 TR A 0@ IR K (L AR I 5. H AR IR R 28 44k & 0 T 7K Ly A I 22 il
TR BRSO A IR — £ B % o 1 & I B B R B S 5 ) B4 ((HASFR T) EDTA & A1) pHAE 1 755 71
AFE (AR T) HE A SR TR A IR & A 1257 85 (EART) R,/
FEa-IRRIAG S B-FRAIRS SR TR B B2 M AS T T K - B RRS A 2 T Tk 7B K (
CAPTISOL®, JE5E Wi MR P 5 1% 1) 76 3tk 56 7 A ) (CyDex, Lenexa ,KS) )

[0522] MRS R A AW R H T 2 M E B ZR, frid 2 72464 Ry
WA A T A ) T R P T BT A I B P TR TRC A 6 AR TR TR 1 B AU
ORI AISE B

[0523]  fE—ANSLiEWF, T ARSI 210 5 252 A 4 AR A 2 T B v o =Rt o 78
- SZiE ), B 245 4 A W DA R AR A 2 R AR R I B T A e R,
TR T AR AL T F 7o AL 5 — Sl o, B2 25 4L AW A B0 AL B B i oe a0 it A2
— S, B 245 4 A W DA RRAE A A 2 A AR R I B TR A g R A
Sy SEHE ] , BE 2540 A DA ED 7R I T LR sl R A

[0524] ARt rg T IEL M 2 1 R 25 20 5 )] DA ST B Bk R RS R) 2 R EC , A0 4
TEIRBE O R BB OR 20 Bk B IO 2 4% RO 28 B 1) B JBOE s AR R T80
Ko

[0525]  ASCH R T AR A MR 201 R 25 G40 ] LAV [ A | e [ A4 B3CRE 3 1k
AT R, LT UGS I R 2 o fE— AL b, AP R L E A 5
A3 BT A P 3 B S BT P B3 R B AR AR P R T VA (E SRV EE Z5 A0 A R R T R
PacEE AR A AR

[0526] & & 1 P A B AL A ((HASPR T) JR AR B T e P I L AR R PR A IR 2R T I 28 4k B
AR A I BB AL Je T BE IR X R IR 2B RS IR I 0 R 7 T 4
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KT 6 RO CIfi- LR OIGTEEILRY) R EEAB R VR kA b R AR R S
LY RAKPEI S W) Can A 44 T AR PR AR PR 1) R 1) ZKBE IR R SR B 11 S R ER 2 B A
IR 73 KM 2R L PR LIl o

[0527] &AM G AR (EART) RO RN O/ R ILRY) . 05/ R i
MR BRI O/ R IR B AL TR R A e VR AR e ST RV E LR
IR RELI AL E CBR OIFBE R R M IR AR B LR B R IR 28—
IR BT B IRER R O/ SRR O/ LR L lis/ R BE = o3k
RS I HE CEE R

[0528] C. @& %

[0529]  ARSCH AL R H SR Rl 5 R LI BOR B AR SO, R 24
AFE (WHR) & Bl AN VIR AR A H &5 A8 EHE . & JRIE AN IE
EZN=N e &

[0530]  ASCH R R ER 25 A PT LLAEATIE FH T R A 5 24 10 50 2 TR G A SRS /i B 4
SAYEH, BRI TE BV FLE B KB S O O OBk < T 771 S e 77 R
P50 R YRR R ARSI 5 ) AR R B N R W o AR SO AR R R 2
HEWIE S AR e n] A 5 R A SR kL 4K R AR 51

[0531]  3d& A T4 ST b (R 4 Je 3 TR S A2 1) 1= 25 2 b P 52 ) 80 AU A4 (AN PR
T AR TR K AT VR VA PR AE K PR 7 T B AR 0 A K B P57 BB T 77 A
)V A P 3 R A SR IB ) B2 R BUSE A TR SR S BRI 751 AR TR R AT 43 R S VR R B AL AL
TR A7) R R TR ERCEE A 3R] 2 I I i ) AR DR TR R DR 551 S AR 7R R TR
[0532]  [RZGH &Yk n] i i Bl B R NITVR B A R IE N7 R S LB
BT B A VE SR B 5, POWDER JECT ™ Chn A 3 ¥ M 52 55 1) 4 /R () Bl 2 2 7
(Chiron Corp.,Emeryville,CA)) FIBTOJECT™ (&%) s B F7 T 1 B IR ZSE /7 5 A A A
(Bioject Medical Technologies Inc.,Tualatin,OR)) .

[0533]  ANSCHRGERI R 2G4 S n] LLECE LB AN SR 1 o 38 A 10 3B 57 AL HE
TP BCR B ALRERE T 2 B KR BN T AR AT R L e v B LR AR AT LA B
BESR), o K VR IE S P SR A IR AR R Eh A e /K 22 B IR s AK AT BB B AL 571, Aot K PR R 5 7K AT
BHCEER, BREAR S FER R O B LR, K W/0) ZLREUK A (0/W) L
TR, L FE i L T | B IR R H VR L =E B IR AR IR (2 W8 BRI : 2522 1 k2 52k, L
B30 XA ARIE R, AFE R 7 AN I A A R AT R R

[0534] &AL E 2L 5 A KA IHBMA K &S LB BRI KA gy, Ha A
FH FLATIAIAAH o JHAHIE R “PI 0 A, I8 B A0 S JIE AR oy 1, ity P B A IR 7 7K
FHIEH (ER D) AR Bl oA, B A R0 3L 8 RIS i A R AT v R
BB BH S B MR 0 R

[0535] R AVl A BV AL R G R AH R S e SRR BRI SE R R A A A
MR 7o & & BB &R A FE (EAR T) S IR &40, R (carbomers) FRAE
Wi MICARBOPOL® KR AW, MR AN LI REN L IG-R ARG L R A
ROIGEE AR RZR AW, RN REA YR RO RA YR RN R A4 R AR
R 32 A e FR A A 2 AR R A A 20 s T, s O RN = IR s M S e s FHEH S o ol 1 ol %
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Py SRR, PR N AN 2, BE BT = B R 43 IR, B3R T ek Bt B  ATLBRVES G A/ B e £ e 4 7
oo 8

[0536] AR E 254 AT DT 5 36 AT 7 S VB 48 7 B G 771 7)o A
BB LB OB B2 VR TRV LR BT R ZE B VA 1 25 5 B B R G
22 HL Wy 48 R TE 22 108 BCAE B A PR S o J S R Y R A A A AR SCHR R TR G XD Ay
VAT B 255 Rk S e, WL B

[0537] 22 B lgy . 48 R E FNEE B 3 A2 7508 FH T4 N B AL D1 [ s 4k, AR 8 il
M ARAE AR R A BB PAAEFL 1 SRR T80E PR 23 - 28 W RN 22 B #4751 R A8 R R
227 b B2 I BN LRGBS E L ), anhsE AL ), AR S AR SO SR AR R 25 A R EC R
FEAAS IR BRI 7= A 4 i s AR A0 AR SRR PR B A7), A0 S A P A o R s S PR Y o
BRI EFE (EARRT) AT &yl (T AT T BRI 3R £ B (R AL 206 %) i
0 RE TR | (1 (R B el RTE o R 1) B Y L R R = R & R A, Ak
RS, IR O T R BT IR R 32 B CBR VR TR TR o I8 ] {3 FHAS RIS R 4H 5 o Pl i e
AHTRE 1ok ] 4% 20 B AN 22 1T A7) 42 B B RN 42 [T A 70U i TR B A 29 23 £ 3
[0538] A IRALEZG LAY T DLIER B O8I BRI B TV T R
BB IR BB R A AR I R LR 5

[0539] RSO HRAL R 2540 AP mT By BOE RN 5 S I IE o R 25 28 A T DA 5 )
BUVATR CRER HadE A HERE R (L, 1,1, 2- YR 2 ks, 1,1,2,3,3, 3—bRm A ) 44)
TR, DL T B N R 25 28 22 V1 55 2% W S5 A28 (il FH F I A 30 77 2% DA 7= AR b 40 8 55
(1) 25 Ak 2%) BT IF 28 4% 2 o IR 25 45 e m] LA T WRON B 8 (SR B8 5 TR 3R] (L vl
BT NE) 460 o R0 AR T U 0t o 6 T B 3 L B3PI A0 B AR DR 5 0, 0 SR
ANEB RN -

[0540]  F-T IR 2% 38 BT 55 4 « 55 10 25 BTG 28 HH K VA MR B R nT 2R BC L &5 2
B | LB 7K MR BT A 19 FH TR ST PP B A P 3 P ol 20 1T 0 B8 9 A B30 8 1) 5 A R Pk
F s AV R 50 () AR 7] 5 R/ B0 VS MR AR 0 A LD AU B = T R B L T PR Bl S R LR
[0541] A SCH 3R R 25 406 W ml oK RS Ak i T3l e RN A 388 1) RST S 24950
KEESOMEK BA R , BRI LOBCK B LOTCK AR o3 28 ]~ i ] 45 i T J Ak i B RN B2
O IR R T8 7 v 1 4, R e S 0T 225 DA RS S Y 8 . FH T e Kok 1408 e S
TN i R 38 AR B B 55 08

[0542]  F-FWR AN ZFERMRON 35 1 B 38 IR e A mT 2 A BC LA & B L N R R IR &
W RSO AEII ER 2 A 5 38 A 0O AR T, L B R s FIARRE B R 1, 1 -1 &
1% H 2 B B R PR B - FLARE AT A e K I B 2 5K & W 2R H e & A (W R AR Bk ) 4
(EANBR T S I 0E R AR 222008 LB AW L SRME  TRF R v 3 o A SO 4R 1Y)
TR/ BN EGHAGY T3 — DS E S0 E R, a7 B R0 A2 6 i 5 R /3
FHIR T, QOEAS AR B4 o

[0543] A< o3RG T 2 354524 1 I 24 41 &5 Wm0 R TC DA ST BB FRCER B4 R B, 40, 45
REIR T TR BRI Jik R L i R T 0 ) R FBO R R A R T

[0544]  D. R BN

[0545] 2% ST B AL (¥ IR 25 40 A mT R TC A o R R AR Y o A SC R L, RGE “B R R
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T i e A I A R IR AR AR S I T P A R B 2R BORE IR B -5 S RURE TG 2R AN [F] ) 771
T, o R RETBOR R AL RE ((EASER ) SEAR R T 23 B« B R T8 R 452 8 s Mk o 8 e i 1
TR I R TSR PR 86 TR B80S [ R T L R R T8, AN 5 7 B R R o I 245 A 5 M o R BT A
AT B JR AU B AR N 52 8 R0 ) 22 Pl R RE T80 BN VA 4%, A (EANPR T) 2t g
HIRE SR B B E IR B 2 ok R R BB S AR 2 R A
kL g AR AN L2 B o A8 AT 3 3 0 20 Vit P ol o TR R 22 T B 5 ke o5 R 3 M i 43 R R T
[0546] P4t R BRI S 9 0 48 (HANFR T BAR SCk o : 2 £ RI5E 3,845, 7705 s &8
3,916,8995 ;5£3,536,8095 ;553,598,1235 ;564 ,008,7195 ; 85,674,533 5 ; 555,059,
5955 ;885 ,591,7675 :885,120,548'5 ;565,073,5435 ; 555,639,476'5 ; 555,354,556 5 ;
5,639,480 5 ;555,733,566 5 ;555,739,1085 ; 885,891,474 5 ; 55,922,356 5 ; 55,
958,458'5 ;885,972,891 5 ;555,980,945 5 ; 555,993,855 5 ; 586,045, 8305 ; 856,087,324
53566,113,9435 ;386,197,350 5 ; 556,248, 3635 ; 556,264 ,970'5 ; 556,267,981 5 ; 386,
270,798'5 ;566,375,987 5 ;566,376,461 5 ; 56,419,961 5 ; 556 ,589,548'5 ; 586,613,358
53 566,623,756'5 ;586,699,500 ;556,793,936'5 ; 556 ,827,9475 ; 556,902, 7425 ; 386,
958,161%5 ;87,255,876 ;587,416,7385 ;587,427,414 5 ;587 ,485,3225 ; [0 H %
(Bussemer) 25 N, G350 24 E B L1ER (Crit.Rev.Ther.Drug Carrier Syst.)
2001,18,433-458; B R B TR AW AL BT , S5 200 ;s B A0 B S8 AN 9 s 55 287K » w0 /RAG
Marcel Dekker AG) :2005; 5% JE Maroni) Z5 A\, Z5W4% 18 & 5% F% (Expert.Opin.Drug
Deliv.)2005,2,855-871 4 (Shi) Z¢ N\, Z5W4L i 4 ik $62005, 2, 1039-1058 ;s Z544L i
IR AW Polymers in Drug Delivery) s SRS (T jeoma) 58 A 4 ; CRCH iR A PR T3 AE A
) B B A R BT, 2006 5 Lk 4E (Badawy) 25 A, 25 RL £ 4438 (. Pharm. Sci )
2007,9,948-959 ; It R BT WML B HA , W 13T = (Conway) |, Bt 245 4% i R e A 2
(Recent Pat.Drug Deliv.Formul.)2008,2,1-8;%& & &N (Gazzaniga) 25 A, KK PHEE 254
Y%=k % (Bur. ] .Pharm.Biopharm.) 2008,68,11-18; UMK /R (Nagarwal) 28 A, 4424
Y435 (Curr.Drug Deliv.)2008,5,282-289; % 7 % (Gallardo) % A, B Z54L i R
(Pharm.Dev.Technol.) 2008, 13,413-423 ; FL 15 K Bk (Chrzanowski) ,AAPSER Zj L2,
A (AAPS PharmSciTech.) 2008,9,635-638; ff+L 14 % i i , AAPSER 25812747 R 2008,9,639-
645; =224 Kalantzi) Z A, B 2% 3 A RCAE 2009, 3,49-63; ZEI/R (Saigal) A,
B 25 )% 3 B 02009, 3,64-70 s M F Roy) A GBI & (J. Control
Release) 2009,134,74-80.

[0547] 1. E:pud= iR &

[0548]  ASCH R ALK R 25 20 5 MR O R ORISR AL AT S F B S8 AU B RN B L )
A IR S B i . S 0L E H (Takada) 558 A, $8 6l 254045348 5 B4 15 (Encyclopedia of
Controlled Drug Delivery) ; FhEE4E24 Mathiowitz) 9 BRI A T Wiley) :1999; 552
[0549] 7L Ee s i) b , AR S R 122 28 2H A W 1) o B BRG] 42 o A 2
BRI, Prid vl i B ike B oK AT IZAK Al i B r A R A1), s (EART) SRR &
Y, FIRSRAFAERI A AT, tn 2 HE R A i
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[0550] 3@ FH T~ & i Pl 432 ok 28 Jo A A4 R4S (IECASPR T LT 5 50 8 460 200 5% R 46 A R
W (pullulan) ; B g B BT HEAAHE INPE S (gum karaya) IR & B B BR L 3 X3¢
FR B bR IR 528~ A R T Bt ] SRR 5 A » TR RS N 2 2 MR 5 S K PR A, SR
WG, G ORI s e IR 6 s VO R B T B IR P IR IR B s AR E =M R, N o R A 4R 5
(EC) R B AF 43R (MEC) REEF JEAF4E 3 (CMC) (CMEC. B L L 4R 4 3 (HEC) VR HE A
AR (HPC) \ LBRAF 4% (CA) THERA4E R (CP) VT RA4EHR (CB) 4R T IR 4=
(CAB) CAP.CAT ., ¥2 TR 3t 1 FE4F 45 25 (HPMC) HPMCP HPMCAS | 7,15 i = T 34 7R ik FR i 47 4
2 (HPMCAT) fll 2. 7§28 2. 3L AF 4 F (BHEC) 5 5 2GS 5 B s T 035 s R R 0% G s H
FE T BR IS ; B M BE R SR TR R s Z IR TR IR 5 W L T A IR 10 S R W EUDRAGIT® , Ji %
PO N BRI 3R [E B A 7] (Rohm America, Inc. ,Piscataway,NJ)) s 5 (FF 2L A4 2
2RI ZTR) s B L-BER EL- DAL IR Y R R R - L R IR Y -
D- () =3-HE TR ; M ERBRATAEY, R L IGIR T Be . FF AN AR B 2L 4%
BRI IR Ol Q- R E B 5 AT AR B A (R 2 L) AT I R T
S BRI RSLRY)

[0551] 7 K ke s 3] o, J ek = A A2 ek i o 266 L TR E A SR SR AR R 2 A - U T R
Sy VAR B BT R L S R BAE RS S 3 R b O I R PR R R & AR R TT R
T ke B A MR (AR T) APESEES, (R 0 R TG VR RIX R R T M.
BT G BRRPENGRPE REFENGR TR AMROE BEOG AGRFE-F
BENMIR P BRILRY) - R GIRBRIL IR 06 / RGO/ TRIR R L B AL 5
M ROIGE CRCIEEE R S LN ORGSR B R R R R R 208
TR R AT W) TSI W) QR WG IR EE = e 3B 0w/
CIFAIE OISR VR A LN AL e T8 BB T TR R BRI 2L B R ARG S RS
IR R IR A R R IR BRI R s KR AW, O B A Y 2 LR A Y3 L
PR SR A TR R AT BB B 43 K SR R R A T s AR WAk &0 5 4 B2 W A e e s R = ek
I

[0552]  7EB: Rz GI R RS b, vl Bl & H T R AR R EVRE  REY
/B VR RS2 R T TR 43 5 SR A I Bl 2R RN AL A v 1 L e R 7 B R e
B BB 712

[0553] A SCHrHR AL R 25 4 A 0 o R OREOR 2L m e ik BT SR U B R N L L
I AFE B RS T BUR G R B R 4E , RGBS b R4

[0554] 2. FEisHIRAE B

[0555] S R Y R 245 4 A P e R ORE TR AL T A S 02 4 URE 0 i, LR
(EABRT) = R W = RS ARFRIEECAR (AMT) FlHE HALE RS (BCS) @ %, 1X
FEBAAZRPLHANA S @ SAHEERSZO: M (b) AR L— ML LS
Ji, LA O BB E R GK B KV PR AAZ G, DU 8 55 ol i A s Lok 5
R A PRE T -

[0556] [y 1t Bl 2 LA Ab , 133E 25 B 1% AT IR MU F5 123 7, 207748 F T /K A F PR 85
LB BRZ ORI IREN 77— B E FAK AT IR B K MR G4, bR oR “BIER S
WY R0 TREBEIE” o AR T A & A 1 7K AT 8 K 2 S K 1 SR A B (AR T) 2K &
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I AR B IR ) 2 08 (e IR EY) B M (PEO) B & % (PEG) KT ¥
(PPG) 3R Q-FREWEIRILELER R (W) B2 5K (PR 1R 5K LR bl (PVPp) |
AEBEPVP VB 21 (PVA) PVA/PVPL SR \PVA/PVP L B 7K PR B A4 (01 B JE TR 47 e FR g AN 2,
TR 20 R) IO LR & K UPEOR B IF) SR K PR R & IR B W AC IR FR 4R 4k 24 . M3 3%
W RO IEA YR (HEC) (RN IR 4E 2% (HPC) JJR N B R 4R 4 3R (HPMO) R IR R4 4 R
(CMC) FIFRIE 2. FEAF 4 F (CEC) IR IREN - TR RV AE (polycarbophi 1) < BH B = Ailifise Al 5
LR VER RN -

[0557]  Fj— B E R N3 I, H AR W8 IR K DA 52 i) 5 b J] ] A0 A 1) 5 B 14 95 03 T s
& A IS E R AR (EART) LR, iR es . S8 S ALE, S8 UL IR IR
PR TR TR T RN S P T RN L TR PR L A A R B0 5 R, S R L SR L AT R LB
FURE 22 2R 00 CH R AR M L AL L RN R R AR A LR , IR IR L 2K R
BRI T M R TR ER I T M R 2 R I AR L O R VIKHLER (edetic acid) BE
PR 0 FR ORI T R AT A R s R 2 AR A

[0558] W] it FH AN [F] 375 i a5k 22 (1) 95 325 5751 LA 52 W 3% A ol 40 B 90 AR 2R A 386 X o 22 2 41 ok
Yo, A TERE (IMANNOGEM™ EZ (4R 75 2 5 I R X1 55 Wi (K SPT#i 25 22 &) (SPT Pharma, Lewes,
DE) ) ) BT F T 7 s AT £0 /N I S0 1) 2 A1k B PR ) 4% 3 DU 7™ A= B 5 9697 1B F , ELg i
FF SR TR B DA AE RE KN By N 4ERFIE 7 BT MR A R B 75 2K o 72 A 00 T 5 95 PR Ak
43 PAIX ST 22 R TR DA B A AR R 3 1 il 3 )

[0559]  AZ.Cvib PIAUFE |32 22 Pl AR ST R A 1) FL e U2 FRI RN 38057, DA 3G 5 770 2 1) 285 B B
AT R E PRI T .

[0560] & H T T B 12 B I M R 46 78 AR P 2% A SCpH/K 2% HANE TK, Bl il
22 AR A (N AE TR TS 25 R4S AT T K ) & M A K TR IR R &4 (acrylics) VIR O M
(vinyls) Bk SR BERE R ER AL 4E R AT & TR A IE A5 S Y0 se ) fFE 2
1AL FIBEAL I R AT 4E 2R (CA) « L IRA YR = L IR A4 3 TN FRCA IS IR 4T 4 %
OB T BRETYE 2 (CAB) R E HE I IRCA LCAP  FF B S JE FI RCA . T - RCA . 2. 1% e fm = I
(trimellitate) ZF4EZ (CAT) . ~HILE I L BRCA L IERFRCAV R L BRCA . L FEELFRCA
FEREFRCA T FEREFRCA W X R R FRCA L TR B R - = LR ELAEIE R L IRBHI R FE . = 2188
BRI LR T RS R = RS P M- 28R %l W EC\PEG PPG .
PEG/PPGHEEE 4 .PVP \HEC . HPC CMC CMEC HPMC . HPMCP . HPMCAS . HPMCAT . B8 (7R 47%) & TS LA
SR (AR RN ER AN ALY Ve SR A &) 0 RS SR A ) 28 IR I s B IV 3R
175 TR TR S ST SR TERI SRR M5 B LA s A S B A7 B RHTRE L R SR B 5 B o

[0561] 32 ML A g K AL, FerbfLSE i H3E 78 A A0 HAS KA Bl iE e
ABFE K&, WSEE LRSS, 798, 1195 T R  IX SR /K MEAH K A S B E R S
H KR AW QS IR IR R BRI R O R R R AT A L IR E L SN S Tk
WA TR IR M5 IR S i A ) B AR 9 0 ~ B8 M TR RHTRE R SR i R 5 B ) 740 1 o

[0562] iz FME b BAL i AL A] A28 A S I AU ECEO B LI . A2 18 fLIE R] 2437
T 7K AT L ZE (R AR i BT I A O 11 A b B S R 40 (R R T 1 G AE A 38 FL T 7E
A0 758 A AT R BH A TR i, T e SR B LR 555,612,059 5 A 55,698, 2205 H 4 s S Y (1) A Xof
PRIEALA IR O o
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[0563]  FETR VG TR Bl 20 1) S E MR JR0R 22 A S i 8 B B B ) I3 P AL RR B2 Vil
(R RSB At AL B E RS A R 5

[0564] [ 2520 A W) i5id 45 tRE RO B AT i3 — A0 e an AR SO Bir i ok (19 >3 R 57
BT LA B TR B 2 Re BN 1.

[0565] 27 il RE ISR 2L M R4 T 8 MU AR N SR 2 K >3 BT VE AR i1l 4% o 2 WL
A 252 R R S s, L B S SR (Santus) AU (Baker) |, 4% il B 2% 51995,
35,1-21;4E/R Y (Verma) Z N, ZGWH K E T #1Z52% (Drug Development and
Industrial Pharmacy) 2000,26,695-708; Fl4E /R B % A d& Bk £2002,79,7-27.
[0566] & REude sy b, A SO LR IR 25 20 A ) R TE AT fRE G, HE&aE
Z0 A XIS E N, BTk 2080 336 T R o R IR 252 B Rl 3252 ORI B ) - 2
SR L REE5,612,059 5 FIE FR LR 115 A Z W0 2002/17918°5  AMTH il B R 2
AIARAE A B AR R BR N R R I R EE AR 2%, RS B R 4 ok g i
KA ERTT 1

[0567]  FERLsEsEyEfh, AR SO R LR IR 25 2 A PR L A ESCES Rl R HGH A, HE&aE
LB ERL, Frid 2 OB ETE TR 38 O 4 2 A B e 255 BT 52 i U 718k
#5 o

[0568] 3. Zfok & R THCkE B

[0569] A H ik A R 24 2 A M ot R ORETRORI 2 ] DL 22 Alokar 4 DR T80he BB Ui it ,
A5 K& EAIEZ10umE] Z)3mm . 250um$ 22 . 5mmBL 2 100um 3 2 1mmyE [ P )R Tk
BYALKE o XX 28 22 ki My ml d i B SR AU B R 52 RN 5 i 4 B RE IR R T O
B /TR (B R 11 1 4 4k Bt 45 0 3 153 35 B0 K P 4% o 30 AT 2 WL T 22 TORE 11 iR 25 9)
f£i# Multiparticulate Oral Drug Delivery) ; #fifi BE—2E$i /G (Ghebre—Sellassie) %
L FEJR o fH IR 1994 s FE 25 # R F7 AR (Pharmaceutical Pelletization Technology) ;
AT B -FEhr PH 4 s EH ZER © FEFI/R 11989,

[0570]  fiAR SR AR 1 FL B R A BREBR T S e 25 4 54045 6 LA S Bl in AR jl 2 550
KL o FI AR A B ] 4 1l 22 SOk 26 B BT EH AN IA] IR AR (i 5864 K AT B JIK A 7K AT
BRAY B8 . 2 R n] 3t — 00 T p e 228y 5 71l

[0571] 4. #E [tk i

[0572]  ARSCH LR B 25 240 G438 T 42 1A C DA E R 4 i 21 SEAR BRI R T I MR R B
PRI X 3k, 345 26 TR U L 3 B 4 I BRI A5 8 R4 SEH B HE ((EATR T)
EEEHREES,709,8745 ;555,759,542 5 ;585 ,840,6745 ; 555,900, 2525 ; 555,972, 366
5 3%65,985,3075 ;56,004 ,5345 ; 5£6,039,9755 ; 556,048, 7365 ; 556,060 ,0825 ; 556,
071,495%5:%66,120,751 5 ;586,131 ,5705 ;56,139,865 5 ; 5£6,253,8725 ; 56,271,359
556,274,552 ; 556, 316,652°5 ; F1557,169,410%5 .

[0573] i H75i%

[0574]  FE—ANsLj g , A S iR TR 97 TR BEE A ERBBS 3 IR i iE
BB — B2 BRE R0 U702, oS #8 5ME A ST 388 46 &4, 49 an =R T B XX T AL
G, B P R AR SN BRIR S AR T S Al A 1 VR A W BRI AT 2R AR A s B
& 2527 ez ) 3 A A VB RT 25
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[0575]  ZE4Luesififif|rh , ERBB A BF 4 MU ERBB . 7 346 2 jiti 4 ot , ERBB AYERBBAZ 44

[0576]  fERHLLCSTE HH , ERBBINEGER o £F HELE STt 451 v , ERBB A B A BUEGFR . 75 2 L4 5K i
#rh , ERBBAYEGFRAR 544 o 78 JE LSt 4] o1, EGFRAR AR 45 B 2 37 AN BERAR o 75 3 26 52 il
il BGFRAL A AE LA R U B A B AL & — B AR A BN : 689,700,709, 715,
719.720.746-759.761-765.767-775.783.784.790.796.826.839.846 ,858 .86 1 F1863 , £F J-
B STt 9, EGFRAS AR 57 A — AN AN B B BB A AR/ BOIUAR, 25 B A7 b ik 5
V689M.N700DE709K E709Q.E709V.E709A . E709G.1715S.G719C.G719S.G719A.S720P. A
E746-A750. AE746-T751. AE746-A750 (ins RP) . AE746-T751 (ins A/I) . AE746-T751
(ins VA) . AE746-S752 (ins A/V) \L747S. A L747-E749 (A750P) . A L747-A750 (ins P) . A
L747-T751, AL747-T751 (ins P/S) « AL747-S752, AL747-752 (E746V) . A L747-752
(P753S) . AL747-S752 (ins Q) + A L747-P753. AL747-P753 (ins S) . A S752-1759.D761Y.
AD761-E762 (ins EAFQ) . A A763-Y764 (ins FQEA) \V765A, AM766-A767 (ins AI) . A AT67-
S768 (ins TLA) . AA7T67-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) -
ADT70-N771 (ins G) . AD770-P772 (ins ASV) \N771T. AP772-H773 (ins PR) . A P772-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) JH775Y.P782R.T783A.
T784A.T790M.G796A N826S.A839T . K846R.L858R . L86 1QFIG863D , P fhil & 1 HECFRAS Ak
W IR BE 8 S R IR A B AL AN AFAE — AR 2R A/ BN, BRI o 78 B B SL i 9] 1, EGFRAZ S
AN EA DL BB IR/ B, & B ST % 5 GT19C.GT19S.GT19A, A
E746-A750, AE746-T751. AE746-A750 (ins RP) . T7T9OMAILS5SR . £F K L6 52 jifi 451 v , EGFRAR
SRS A TTIOMAN/ BLL858R . FE R L SLfi 5], EGFRAL S dds & — AN AN B AN L Bk
A/ EELAC, & ST [ 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) F1 A H773-V774 (ins GNPH) . 7F H: 4852 i
Birh , EGFRAS SARAE AR B 19 & A B2k Al N BCHUAR o 78 5 L S 49 p , EGFRAS AR 7E A1
BA20 E A BR AR A B

[0577] 7 HELC S5 , ERBBOAHER2 o 75 HE L6 S 51 7 , ERBB Ay B A= M HER2 o £F K £4 5L i
firh , ERBBAYHER27AR A4 o 7F H L8 S it 4] 1, HER2AZ A& 4 B 2 388 N B ERAR o 78 - e S it
i, HER2AZ A AE LA T 2 Bl b B AL & — B2 AN R V3l A B : 309.310.630.717
719.726.733.755-759.767.769.775-778.780.781.783.785.798.803.812.821.835.839,
842,896 F1915 o FE F-LL 5Lt 451, HER2AZ S A &7 — A PN B AN A B8R 4 A A/ B
£, % ST % 1 G309A.G309E. S310F . C630Y \E71 7K E719G E719K . L726F . T7331.L755S.
L755W. A L755-T759. 176 7M. D769H.D769Y. A A7T75-G776 (ins YVMA) .G776VC.GTT6LC A
V777-G778 (ins CG) \V777L.P780L. A P780-Y781 (ins GSP) .S783P.L785F,T7981.Y803N,
E812K.D821N.Y835F V839G, V8421 .R8IGCHFILI15M, H: R il & {1 HHER2AS Ffk v [ B 78 22 ik
PR Aor B AL XA AE— AN ER AN/ BB N, BORUAR o 78 L SE it 491, HER2AR S 5 — AN AN
g AN BL B e 3N R/ BCRAR, % E A % 5 G309A, L7555 ALT55-T759. A AT75~
G776 (ins YVMA) \V777L. AP780-Y781 (ins GSP) .V8421FIR896C.
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[0578]  fEFLECSTE HH , ERBBIAVHERS o £F HELL STt 451 v , ERBB A HF A BUHERS o 75 - LL 5L i
|+, ERBBAHER3AR Ak o £F FELE SE i 461 , HER3AR A4 75 A3 kO L 4 A BICHRAR

[0579]  fEFHLLCSTE | o, ERBBINHERS o £F HELE STt 451 v, ERBB AN HF A BUHERA o 75 - L4 5K i
i/, ERBBYHERAAE 544k o 75 HELL S 451 o, HERA AR S A4 5 A7 i ok L4 AN BRCIUAR

[0580] 7KL LLs i fgi o , ERBBA 5 A4 o 75 HE £L STt 51 H , ERBB A 35) — SR A o £ HE 2L S it
b, ERBB A 2% — 5 Ak o 7E e s it 451 b, ERBBYEGFR JHER2 JHER 3\ HER4 AN H: A4S S A4 [y Z& —
FAk.

[0581] 71 Ll S 451 v , A SCH SR A (R4 A 400 o 93 738 BUERBBIRY 326 8 1A 01 1] 571 o £F FE e 5
T A5 T, A ST T SRR A A P ok 9 A8 U ERBB ) 176 B PR B i B A BUERBBAE £ 24% L 29445 . 2
8%\ £1204% . 415015 . 411001 . £12004% . £1500 45 5. 41 100045 785 [ 4 .

[0582] 7 4Ll STt 5] v , A SO SRR A A 400 o IR AR BUEGFR IR 326 98 P 00 1] 571« £F e 5
T A5 T, A ST T SRR A A L ok 2 A8 FUEGFR KT 16 e E B i B 4 RUEGFRAE £ 24% 29445 &)
8%\ £1204% . 415015 . £1 1001 . 4120045 . 4150045 5141 100045 75 [ 4 .

[0583] 7 Ll ST 451 v, A SO SR AL KA A 400 SR O AR RUHER 214 326 38 P 00 1] 571 o £E 8 5
TG T, A ST T SRR A A P o 2 A8 T HER 2100 178 P b ok 1 A RUHER24E £ 24% L 29445 L &)
818 £1204% . 415015 . £1 1001 . 4120045 . 4150045 5841 100045 75 [ 4 .

[0584] 7 KLl ST 451 v, A SO FRAIL R A A 400 S IR AR RUHER 31 326 38 P 00 1] 571« £E 8 5
T A5 L A ST T BRI A A Pt o 2 A8 U HER 3 10 376 6 bt B A RUHERSAE £ 24% L 29 44% (&)
8% 21205 . 215018 . 2110018 . 2920018 . 21500 £ BL £ 1000 £ VG [H A

[0585] 7 L4l ST 51 v, A SO SR A (R A A 400 S IR AR RUHERA P 326 33 A 400 1] 771 o £E 8 52
T A5 o, A ST T SRR A A Pt o 98 A8 T HERA () 16 B PR b o B A RUHERAAE £ 24% L 29 448% &)
8% . £1201% . 415015 . 4110015 £ 2001 . Z1500 5 8L 29100045 V5 H 4

[0586]  7F by — St 9 o , A SO SR AR T VR 9T TS B AN A ) 3 AR e I — B 2
FRIEARI 7732, A S # 5ME BT A SE R AR ST R B46 &4, i =R T sXX T AL &
W, BT S R A S 0T B S AR AR TR VR S 0 PR BB e DA {5k ke S A A (4 VR A5 P B ) £
R AR B R 255 B AT () R AR KB VIERT 2

[0587]  fEHLLb szt o v , AN FLEI YD o 76 FL LSRR, AN A A2 A8 5 B S it 1)
W, ME N NSRS R KRB X B (4R A E el #4) (s R Bs0)

[0588] 7 4l st 451 v , ERBBAY 5 K19 IR 99 0 BRI 38 A PR e o 70 e s 45 o
ERBBS S 1 9 IR 99 i B I B E o 75 L LSS 5] o, ERBBA S (1) 993 1K o iE B o 9 3L
2 MEIEE o A5 R S SLHE B P, ERBBAS T 09I IR IE BB N 2 B U2 TR I iE o 78 - BE SL i
B, ERBBA SRR S E B N B R T 2 I PRI IE o 78 FE L St 51, ERBB A 3
(Y99 R S 9 BB 93 9 R 8 P o E = L S 461 v, ERBBS Tt R 9 IR 9 i BIOR I O . 9% T
PiE o

[0589] 7 & b St 51 v, 388 A= 1 e T DA E o 7 LU ST A5 L e R R PR E o AE S
S S 5] TR e S B 24 PR REE o A S S A5, i N B R PR P TR JEAE o 7 R LL SR i
b REE N 22 B2 A E o AE FE LS ST 1 R e N R R M 2 2 R

[0590] /£ LG St 451 1, e A 9 HUERBB A il 751 P AR i o £E 8 St 451 v, iR Dy ] 38 R 4
ERBBA i 551 P Je i o A7 F 8 SR A5 H 5 i Ay AN P 305 24 FrLERBBA! il 771 P i o £ i 26 ST 451
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SR E N R R PMEBTERBBHI I 71 R RE o 78 R L8 S5 P, JehE Rk PR ] 38 A S ERBB A
FUVERBIE o 76 52 L8 S 4] v, SR S 52 R PEAS ] 305 7R 50 ERBBAI it 551) 12 9o 7 o 7 25 1 S i 451
o S REXTRA VAR JB (afatinib) < 4% JE (canertinib) iAA[ & JE (dacomitinib) IR #
JE (erlotinib) \FAEE JE (gefitinib) (IR 7 8 (icotinib) FulHE JE (lapatinib) RIR
#Je (neratinib) B FE JE (pelitinib) JELAIE JE (varlitinib) BREAH S

[0591]  7EHEEC St 451, e hE 9 HTEGE R il 1) P e i o £ i L8 St 451 o, e R Ay ] 3 28 g
EGERA ] 551 P Jo i o A o 8 St 91 o, i AN P 305 R U EGERA! ) 771 P i o £ 5 2 S i 491
S E N R R MEBTEGFRIN A7) M E o 78 F L SE 5 P, JeiE A R R PR ] 30 A U EGFR 4 1
FRVPHERERE o 7F S LS5, JeghE 9 B R P AN P38 R L EGERA 3 551 P A

[0592]  7EHEEC St 451 o , e RE 9 HUHER 241 1| 551 PR A i o £F S 8 St 491 o, iR Dy ] 3 28 g
HER2 1] 551 P Je i o A 8 St 51 o, i A AN P 300 2R U HER 2400 1) 570 P i o £ 5 8 S 491
S e R PR BUHER 2 1 77 P Je i o A B 8 S 91, i A 52 R Pk ] 3 AR e HER2 00 o
FRVPHERERE o 75 LS A5 o, Je e 9 B R P AS P38 AR e HER 24101 5t 551 PR

[0593]  7EHEEC St 451, e AE 9 HUHER L1l 751 PR A i o £F 28 St 451, iR Dy ] 3 2R g
HER3H i 551 P Jo i o AF o 8 SR 51 o, i A AN P 305 2R U HER 3400 1) 770 P i o £ 5 6 S 491
H JeiE R PEBUHER 3H i 77 P Je i o £ S L8 S 91 L i A 52 R Pk ] 3 2R e HER3 01 |
FRVHERERE o 7E LS A5, Je e 9 5 R PR AS P38 AR e HER 34113 551 PR A

[0594]  7EHEEG St 451 1, e AE D9 HUHERA 1| 75 PR AR o £F JFE 8 St 451 v, iR Dy ] 38 2R 4
HERAF ] 551 P Jo i o A7 o 8 SR 51 o 5 i Sy AN AT 305 204 FrUHERA 300 1) 770 PR i o £ 5 6 ST 491
R E N R R PEBTHERAN 1l 70 PR RE o 78 R L S 9 P, JegiE 2 K PR ] 38 AR S HERA 41 1
TRV RERE o 75 LESL A5, Jed hE 9 5 PR AN P8 AL e HER A4 551 PR R

[0595]  fE RG] v, G A PR R A o AE S S S 91, AR T 0 A e T
HiE o

[0596]  A] FHA SCH SR AL AL S 0360 97 B e B A (AR T (1) & 28 1Bk
I B R, RG4S N A BEORIE S T B R 28 RS L Z Mt . R R e
i Bk B (5 L BEYS RIS E) AR K4 o3t 25 s (2) K 2 MW , AL 35 v [
J3 (Crohn’s disease) itz 45 1 %% - [9] i 2 Al 28 5 (3) K 28 R ZE IR 4R AE (Behcet”
s syndrome) 5 (4) 4= R8¢ RN 98 T 57 ko » 468 B Bk 28 VIR 5 S or P Rk 98 3ok e P el 2k
B 9%V RGE J EE PR R RO A (LR B N LSRR 9 B W HI VERLVIZ 2 5| T 1 J2 BRI %)
SRR T 5B TR A A R B R AR, AR R BRI 5 (5) W Wit AU ik B Pk e s » B0
Tt MR B W 3 B R g e T R A L e B AR L 6 T 8 B i e A 1 L 2
PR s (6) B S s, F0 46 070 % (B FESR R RN 4= 28 1) 4 5 P03 PER B EE
TRURE PRI BERENLE 77 2 KA A8 B KT R (Graves’ disease) FIZZBRAKE 4 5 (7)
FEAEHE 7 I B (45 7] b AR FE AR HE 5 I N RN RS AE 04 1 £ ) » 9 0 52 B R ALk /¢ I
N7 SEARES B B HE R R N B B A HE R RO 5 (8) A #s (9) VIR ML 8o iE , L FE S e O i
T AL « 7 00 O 8085 (O JUUARE ZE L0 JULIS 70 I P o U 2 8 B ik B A R4 el R B0
Jik e 993 ~ P A8 R e 2 5 (10) T L9 e , /B, Q4% 1k P 492 4% PR Jog S e L 2 v
FUBFIBNKIE s (LD 55 AR BT FIIR P E 5 OIS S0 B B 0B L O s L 45
W A i (B 3E L B TR R FOIR IR M A e R Se R JiE s (12) R 44k 45 45
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HLTIR M s (13) A TEZR AT RIR , A S DI Re 05 s (14) B WiE iwaE , s
B A %0 RN 28 AT ik 5 (15) PPER e , A 45 22 g 2R IRUE (Alzheimer s
disease) ; (16) HENR 5 1, ALHE IR o KA 1 I 975 Gl PR R 8 452 57 i RN DTG 50 J3 v 47 5 i
(Pickwick Syndrome) ; (17) %Y (18) B IESAE s (19) MR FHOMIRE , £ 45T LR s F1 (20) Jik e
PP , FLHEHIV

[0597]  fE L dL sy 45 v, W] AR SO AR BE RS AL S 6 TT RS RE LR (HABR T (1) B i
T, AAE ((HANR T @M s SRtk E2 3k 1 1 T « = P e B A M 1 (3 s, i B B
I ff P R A P A A P L RO I B L 0 A R T A IR R R R B AN R 4
ARE B (I L /N B 2D 9 o P 2 Y e 2 T AR L 0 i 2 B 4 R L B ik
) YR TETT L RA) A IR BB 4N ZL A M URA (RARS) 1 1k S BF41 M URA (RAEB) 5%
A [FIRAEB (RAEB=T) [ L J75 BT SRR 102 1 i i EPAZ 4 M [ s (CMML) , (2) 127 A if
T A0S ((HANFR T 18 M w8 20 B 1 CRUREIR ) 1 15 02 PR b O B3RP 1 1t A0 B 40 i
M s (3) E PR sk 3% 208 ; (4) LR, B+ (EAR T) EA £ IR (Hodgkin's
disease) MEHEEA LW (5) 2R VEETH , BF (EART) MM 2 Kk i 5o
AT BB IR R T R A B T IR L PI ST A e RN D A R 5 (6) PR B M
G B BRE A IfLE (Waldenstrom'smacroglobulinemia) ;5 (7) AR HE i 2 VE K B8 73 BR
EIERE; 8) R PR wifE BRI FIAE s (9) THEZ s (10) B B8 M 45 47 298 , 4 ((HAR
T) B A& E B RS HCE RUE L JCSCIRRE (Ewing’s sarcoma) M B4R LB HEI 2F
YRR B R TR R B R DR R I PR (UL PN R 9 A o PR | R K PR 9B
(Kaposi’s sarcoma) - F-¥5 LRI G 15 A1 JRG « vk E20 5 TRV JRd B R P s i P 28 B g W A S L
PR RS ATV PR s (L) el , 04 (EASPR T e Jiooed 2 TR A g i e Jed e == 48 ik
TR /D SRS R TR S HR T 4 B I R R PR R AR IR R i R b SR A
T R IR RS SR 20 e 0 D O P T AR 2 R s (12) A, G (AR T I ik VN
J) e IR S PN TR R B T L RV LR IR FU R S LSRR AL L SR R PR E I 7 R
[l (Paget’s disease) FIR RYEFLIE s (13) 5 L IREE , K (HAPR T w856 40 M A1
R R R s (14) ORISR (HASBR T FLSIRBCIE v F IR e B o1 B R A 22
TP R B s (1) R , A48 (HANBR T) J i) 208 B I 2 R 2008 I Vs e ik
P A A ZR 4 A g AR A e e R 5 4 B e 5 (16) AR nE , R ((HANBR T FERR IR %2
J (Cushing’s disease) A FLER 7 e IR o AE KORE AR R BE s (17) AR S5 E , B H8 (15
ANBET) HIR R 22, G or 5 R 20 Mk % 15 B 2R R RHERE IR Ak B 208, RO o) i Rk g s (18)
FHIE R , A5 (IEANPR T) W0k 20 e « B Jes A B2 2008 ; (19) #1BH & , A998 ((EASER T) Wik 2
M R R L R L L TR A R RV RO, 5 R X 5 (20) 8 30 , B FE ((HA R T SR
SRR A s (21 F B, G5 (EART) 75 W s -5 R (22) ShELE, FE
(EASPR T) GP S 1 Bz Jem e S 2 i A6 D 200 e iy R S B e 5 (23) B , B4 (EANER
T BN R R AE R I JahE KRG VR B A IR R T L R L R 2R R A e L TR
FIHEZ 41 CNAHAR) Fd8 s (24) B @, A5 (AR T) g EE A K (BRI it R
T B PR I8 PR S MR BR 2L 98 | G U PRV RS T 48 PRI R DAL IR (25) &5 e (26) EL I
(27) BHoE , HE (HASIR ) JiF 40 At e A0 BE 40 Mo 8 5 (28) HE 25 , A5 ((HANER ) i s
(29) B9 , AFE (HAIRT) FLSR IR ATREME 5 (30) e, 55 (EAR T JE/N i
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St IR 40 e GRBZ REImRD) e R 4N e J R /N i g 5 (31) =B AL , 046 (1A
BET) AR R Toed A IR 20 R 22 T PR S e (BILTRY) K 400 B P R Do 200 P e VS I e g R
NGye AN (UM S P9 2 S2980) 5 (32) A AR , 048 ((EANBRT) s P30 UL R e AR 4
LRI 5 (33) B2 (34) e, 4G ((EAER ) SRtk 4w ; (35) JL )4l s ; (36) MEVR
e, A4S ((EASRR T s kG 6 R Jm AT R A B Vi« (37) PR, 0468 (HAN PR T) itk 4 i
JERPEIR 5 (38) J2 I , ARG (EASPR T+ J5 Joc 2 i IR 200 B e A B2 2008 VR 0 P BB &R
TR TR BE R A B P R SR RN R i AR B PR 2 s (39) B, LR (EANIR T B 4 i
AR B R RREIR A R R AR AT 4 MR (B SR/ BLF ) 5 (40) BL/R 48 7 0 iR
(Wilms’ tumor) 5 (41) BEMEAE , BL48 ((BAIR T) B AT 4H e 8 o0k 40 Mo e - it fee R iee R RS
BB RE , ARG ((HANPR T RGP T i 14 RIS« PR e PRI I E2 /8 P 52 PR R T 2 0
TG R LA REAN R L b B R BRI SRS T R R R R MR R LSRR e R A
FUICIR BRI (B WA F 5 (Fishman) %5 A, 1985, 5 2 (Medicine) , 552/, AV BHF A 7
(J.B.Lippincott Co.) ;3EHifi /K% (Philadelphia) MIFEIE Murphy) Z5 A, 1997, &1 v
E: BRI K E A (Informed Decisions:The Complete Book of Cancer
Diagnosis,Treatment,and Recovery) ,ZE5{{iA%4E (Viking Penguin) , 3 [E 8K 1A A
(Penguin Books U.S.A.,Inc.,United States of America)).

[0598] £ RG] v, 344 PR A I I A e LR 10 s RTIR R PR R 465 M L
W iE i es SR BT B e« B B S

[0599] 7 JE L St 451 o , 38 AR M o3 A I i o £ 55 8 S A9 v, 189 AR 5 0 R 0 2 P i
T o A0 S ST, 3 A PR R O 22 B2 PRI o AR R S s v, AR VR R O R K
PRI o 78 L8 S p , 309 A PR 0 R TR PO 2 PR e o A i S A5 R, B4 AR 1 P e
NER M 2 EAHUZ VRN o A8 58 S b, 3 A PR 9 DR Sl N A BRI o £ TR G S it 41
w3 A P P 2 PR /N I o E e S A v, AR PR R 2 EE A2 MR /N A
JH it o A L S A 1, 389 AR PR e D R AR /NG B e o £E RS e S 4 v, 8 A PR R
I3 R R PRS2 PEAE /NN B e o AE L8 ST A0 b, 3 AR PR N R R M 2 E BT A AR
11t f o

[0600]  HLFT VAT (F90AE « 2% 973 B IR DA B AR BRR B 1T 5 5 A8 SC R R AR (1) 4k B 0 B ER 24
eyl s &0 A 2l L IERE A F KT  TCV 0t P v 5 B v L 5 3
BUEN) RN VER ERNE A E S T BUR g 85 B @A S el
A B F DUE A A E T 58 A T ARG AN R 25 bl 8252 R 2800 ik
FUFNGE T — A T o I HR PEA SO IR LA BB 25 A A At A7 R L I U 25, 1
H Y M R A3 5 T I B A BRI

[0601]  7EV6RY7T TP B AR ST H BT R IR 08 92 2 993 AR 490 (1) — B2 PR IR Hp 62 57
SR AR T AMAR E 0. 0013100227 (5% / T35/ K) ~£10. 0184752
T/ T/ R0 LRI L5025/ T35/ R V490 . 5 RN L1252 58 /T 58 / R B Z) 1 3| 29202 58 /T
v/ RGN, AT LR R &k 2 &85 X R W, FII &R 7E£10.0052]£50. 05, 4
0.05%£70.5.250. 521415 0. £ 1 B Z)15. )1 B £ 208 291 B Z1502 70 /T 5d. / K IEH N
[0602] T 0 AR#E 2, AR SR SR AL R 2541 A7 L&A 201, 02251 ,000mg 5 PE 4,
TE—ASEHEBIH , 291,405, 4110. 4115, 2120, 2125, 2150 £175. 21100 27150 21200 £1250 .
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£1300 21400+ 27500 21600 . Z1750 27800, 21900 F1 £ 1, 000mg & P a3 19 7 I RS, PA
TG 7 /0 B3 B RS R IR PR R A AW m VR B AR T RS, B R
R IR FBIR = IR FY IR

[0603] SR, BLERfifE , A-TAEAT A 8 JE T S 15 08 I E K AE A 25 250322 m] A8 Ak FLRE Bk
T RFR 2, G B A B AR S35 T BrR Ak & A i A s M RO RS2t 1)
FEWY AR E L Bl B R R 2 R RN ) v R 2 A BRI G
VERIZE T Ak

[0604]  {E—ANSZHE 5, A9 SCHP SR AR R 0 e AR K 0 v, oA B A i 5 AR S P R A
[I4k A e ik, 9 =R T BXX T AL A 4 B B — P e S R A L AT e VR A5 0 A T I 5744
WRHIVR BB A 7 248 AR B S 242 52 10 3 AT S BRI 4

[0605]  7E 57— S g v, A SCH SR AN A 0 Al e AR K O, A SRS AME AR S
B 2 (140 A4 » 1 an =R DB XX T AL A 4, B0 B — S0P e S A 4 L A0 T e VR 5420 Al R e 5
PR IR A B R AL 2 A8 A s B LR 224 LT 52 (1) £ A R S IR 26

[0606]  fF R St 451 o , 2 0 Ay e 2B . o F -6 SE 451 , 2010 5 45 ERBBAS 544 .

[0607]  YE—ANSEHGE ] , A SC A BRI T 18 1 T U BR Sl , 76— AN S 91 , ERBBILR )
PR 7, HA B T ERBBIEA 5 AN SCHT B i B AL S 4 Ak, 9 an = TBRXK T AL &4 B
BT R S R A T B VR G A  AE X i SR A (VR A BRI 2 AR A s B R 2454 BT
B2 ERIA BRI .

[0608] 7 55— St ]+ , AR SCH BRI FH T U8 3 AN 00 TR S Bl , 76— N SE i 451 , ERBB
BRI T7, A B S MR AR SCRT B AL A4 91 X TBXX T AL A4, B R
— X L SR A L AT TR AR I S A A TR VR A B R A R AR S BRL R 22 T
T ERIAYERTE .

[0609] 7 b s g o, ERBB A B 4 BUERBB . 78 3 46 52 it 451 1 , ERBB N ERBBAS 44k o 75 -
b 512 i 451 v, ERBBAEGER o £F 3 26 52 i 451 v , ERBB A B 42 BUEGER., £F - 26 52 jifa 451 v , ERBB Ay
EGFRAS 544 o 76 3 e S it 4 v , ERBBAYHER2 o £F - 26 52 i 451 v, ERBB Ay B A2 FUHER2  7F L s 51
Ji 5 o, ERBB A HER2AE S A4 o 71 B e S it 451 v , ERBBSAHERS o 71 KL S 5] o, ERBB Ay B A 7Y
HER3 . 7F 346 5L it 451 , ERBB A HER3 AR 54k o £ JE 26 S it 451 , ERBBAHERA o 71 Jt 6 S it 41
t, ERBB g ¥ 4 U HER4 o /5 - L6 S e 451, ERBBAYHERAAS 544

[06101 A SCr 3R AL &9, BN TBEXX T AL S B Ao e SR 4 L el e S5 A AR ) VR
E A AR A LA b RS i S AR TR A BRI 7 2 AR S s BRIL R 22 B nlEZ [ 2
TEAE D KA YIBRT 24 5 70 ] 5w iE B TR YT TR B AR S R IR AL A iE R T
IR PPRE B P I — B 2 PR I 2 RIB VA4 S B &8 .

[0611]  &ARHE¥RITRIE AR (AR T) 1) B EIREA; ) JroRHE ] 3)
BB KR AL REAL 7, GHACATHIRIFR s (4) A2, B E K (anthracyclines) JfHREZR
(bleomycins) «22&E K (mitomycin) L H Z DAL REFZ (plicamycin) 5 (5) Fiuds Al
YL E 2= A, B WsE S A A, T R ER e B AR R L 2 R = U 5 (6) Bkt
A, WIS E A S B i BE (argatroban) (AR A (bivalirudin) R IL 5 €
(lepirudin) « J7IA¥E (fondaparinux) 2 R el -l B3R (warfarin) A4y 3 N
(ximelagatran) 5 (7) FURE SR A, 20 OBUNE (8] 0n — B BUMIG) 40 058 1 g 00 ot 77 (480 2 i
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(acarbose)) \JH I 3R EARE MY (meglitinides) (| WIFGHE F 5% (repaglinide)) Tt ik
(15 2% F R K (glimepiride) HEFAHR (glyburide) FIEEFINLEE (glipizide)) HEMENE —
B (19 4 il 4% U B (troglitazone) FMEFIEH (rosiglitazone) AL 4% 51 Fi
(pioglitazone)) MPPAR-y {RE#EF]; (8) HLE W, Wk 5 F' %5 (amorolfine) W TEFE KB,
i Je 25 3F (anidulafungin) IR S (bifonazole) A #2545 (butenafine) . Aji FEME
(butoconazole) s KI5 F (caspofungin) EFRALER (ciclopirox) « Fa M (clotrimazole) «
7S (econazole) 2B FEME (fenticonazole) AEHFE (filipin) i FE M
(fluconazole) - HEM: (isoconazole) A BEM (i traconazole) . [ 5 M
(ketoconazole) KR35 1F (micafungin) JWKEEME (miconazole) \Z5 &35 (haftifine) (JFHE
% (natamycin) Mt Z /7T (nystatin) . B E FEM (oxyconazole) | fi K FE M
(ravuconazole) VAV FEM (posaconazole) R XK (rimocidin) . €5 fih FEME
(sertaconazole) R FEME (sulconazole) VHErFEL ZE2F (terbinafine) . HF 5 Mt
(terconazole) JEFEIE (tioconazole) FMIARILEEME (voriconazole) ; (9) VH R Z, HilandE2R
[l 2 7 ¢ 771, I 545 R (aceclofenac) (] FE3E 3% (acemetacin) Fi B PG AK (amoxiprin) «
B H]JC Ak (aspirin) BT4L A B (azapropazone) . VL% EE (benorilate) IR %R
(bromfenac) « K& 35 (carprofen) - ZE W A (celecoxib) EBMIERE: . XN ZF R . e
W (diflunisal) KILEEE (etodolac) KM E AR (etoricoxib) FEHE (faislamine) %%
425 (fenbufen) JE# 155 (fenoprofen) gL 1% %5 (Flurbiprofen) i35 (ibuprofen) «
5k 3 3% (indometacin) HAZE AT 4: (ketoprofen) HiMG L (ketorolac) & i B B¢
(lornoxicam) V&R %: (loxoprofen) A KA (lumiracoxib)  F & % I3 g
(meclofenamic acid) . 35 MG (mefenamic acid) FE¥WE FE (meloxicam) | %2 Jhik
(metamizole) « A LML £ (methyl salicylate) HIFREE .25 T LM (nabumetone) 25

(naproxen) . JEFEETF| (himesulide) FAfi 5% (oxyphenbutazone) ARG E A (parecoxib) «
HIET R (phenylbutazone) (At Z' B (piroxicam) \XUKIILES . &7 MKER (sulindac) 2K
Tl B £7 78 25 (suprofen) « B B (tenoxicam) MEVEZFER (tiaprofenic acid) < FIHEE
T (tolmetin) 5 (10) HUACEHYD, anmt BRAE U WEMS ALY A g A4 s (11) LI/ MR 57D 5
WIGPTTh/ 1T TalH W77 (151 @Ik & H41 (abeiximab) R AEEL (eptifibatide) FIE B 4EBE
(tirofiban)) P2Y (AC) #3157 (I ve BILZ£ (clopidogrel) JESJLSE (ticlopidine) Al
CS-747) \Pa¥sAth I (cilostazol) - XUMEIA T (dipyridamole) FIRAI &) FLAK s (12) HTIGAEF, a0
WS JFK506 (fl 58 55 7] (tacrolimus) ) ANEEM) RS MR 2 BE s (13) FUTNFHUR BT & PETNE
SAK, IR IR TS (etanercept) VEIHE R (rapamycin) FRFOKEF (Leflunimide) 5 (14)
aP241155) s (15) B EARZER), tnR 4% (carvedilol) FIZEFLHE /R (metoprolol) ; (16)
NE PR 2 4 ), BE AL (questran) 5 (17) #5518 78 FE B 77, 200 o8 ik 1R 2 S H
(amlodipine besylate) ; (18) 4b5=iBY7 7; (19) FRMIZBE-2 (COX-2) #1771, anZ& N & A1
(celecoxib) MIFHEHEE (rofecoxib) 5 (20) FIE 2 ; (21) HHMLTEMEZG Y, Gnim i g ve
(azathioprine) FMIFREELIZ ; (22) FIJRFA, WA HER S FUEE (o B  E UERE R
FRIgENG | FRORR MR R | — SRR | 22 IR IR R JF B LR A JE R (ethacrynic acid) & JEIR
(ticrynafen) S\ MEMEA .k 32K (furosenide) - % (muzolimine) A FEAh JE
(bumetanide) A RMENE (triamterene) A ALK (amiloride) FIHR P B

116



CN 106536506 A iﬁ, EH :I:S 83/105 BT

(spironolactone) ; (23) N Bz 2R &6 ALHF (ECE) #1577 , an it —JIk (phosphoramidon) ; (24)
A, - R A& Bt IZ R s (25) PR VI Taiiil 55 A0 R - Xa$i il 771 s (26) v2:We 28 85 1 Joa 4 #% 4 i)
s Q7) ALERRNE ; (28) A KA 5] , WIPDGETE P 447 77 (29) A KB E W45 (30)
HMG  CoA3 Ji7 Bl 411 i 771 , a0 AR A YT (pravastatin JJ&RAhIT (lovastatin) (FFEARARTT
(atorvastatin) « FEARARYT (simvastatin) JNK—104 GEFRNFARARYT (itavastatin) < Jefk
fthvT (nisvastatin) B¢ Je DI{kfth 7T (nisbastatin) ) f1ZD-4522 GEFR AN P E4th 7T
(rosuvastatin) Pf%fthy] (atavastatin) BE4Eythy] (visastatin)) ;s HP A iKES (NEP) $111
Hil7 s (31) WA, W Rz FugR (I A (cortisone)) MERER /DUMEREER  HEBIZ /U
HERER 22 B AR AR AT /R BB TR /R BRAE TUR, MR B IR (octreotide acetate)
(32) Gy HNHIFR s (33) #h e BB R S2 AR FE TUM] , Qi Py BE AN % R (eplerenone) 5 (34) 13k
B LA, A ENER (ecteinascidins) 5 (35) FUE AR E I, WIELAZEE (paci taxel) 25 PUfl 3§
(docetaxel) MIIRIFH ZA-T (epothilones A-F) ; (36) MTPHIH s (37) MHER 5 (38) WML A
IR, aOPDE T T T35 (91 G Fa 9 A ik (cilostazol) ) FAPDE VATl (151 201 78 Hb HSHE
(sildenafil) JftisHidE (tadalafil) Mfk#RAR (vardenafil)) ; (39) EMIRTAEW), 0l
EFEWED (vinca alkaloids) R B FIEZ (epipodophyllotoxins) FIEA24E (taxanes) ;
(40) /MR FE AR+ (PAF) #3054 (41) HECAI 2559, i (cisplatin)  FE4KF4H
(satraplatin) M-K4 (carboplatin) 5 (42) #& FHIE TG (43) Bl —E E FUE A1
Hil7) s (44) B PIBE A BRBIEGHIHIR] s (45) B R INHH]: (46) %G BB IHIH s 47) &
[, AL [E B (aldosterone) EECKFA (beclometasone) fiffth K #s (betamethasone) . Z.
i 3248 7 5l (deoxycorticosterone acetate) HE A A (fludrocortisone) VEALT]
HI¥4 (hydrocortisone) (JZ i) Ik JE % (prednisolone) 5[] #4 (prednisone) « 3R JE
I 1 ZE K HS (dexamethasone) M 22 P8 (triamcinolone) 5 (48) TNF—afiIf| 5], % ik
W (tenidap) 5 (49) HEMLEFHN G, WIAKIEZR 5 (50) ¥ FR 57, QIR Jé & (anistreplase) \Hi
Bl (reteplase) B 4510 (tenecteplase) A4k B A M BTG AL R (tPA) (B4
RUCPAEE G PRI PRS0 1] 9 0 2 4 B O A I8 5 IS AL TR A4 (APSAC)
(51) LA R 2 ARFEHUH], W AE M BE (ifetroban) 5 (52) $h 4 MBI 5 (53) ML IRER
151 RUENEP-ACEHI i 771) , 1 B8 5 i 7 (omapatrilat) M1 52l 47 (gemopatrilat) ; Al
(54) Ho BRI, i JR 3R N REJJ (procarbazine) KFEIE (mitotane) 7NH & X
(hexamethylmelamine) Fl&Eib-&4 -

[0612]  FEREEesL s b , o] 5 A SO SR (AL G M A8 R H By in e s (EART)
FAR A WAL EW) SR (BT H0E 3 40 alE) S = Ao SRR R (INF) ) &
EABAGIRI TV, M T S AT B4E I 2570 (a0 1kt 24) o

[0613]  FEHELL STyt , A] 5 A4 SO 3 (L A0 & M A A I H e v 7 R AaRE HAR
T) B 259 A LR e 2K T BRI AW %« 32752 (melphalan) A1 R A BERERG) -
TR FTHE ML H (cytarabine) , IHR g MLWENE B H7 AFBE H (cytosine arabinoside) BY
Ara—C) VHDAC (/=551 == B i ) A0 R N4y EERA F5 370 751 R g F5 5057 (6- AL NERS 53
PRUEWE | BB L (cytarbine) AT Pl (gemcitabine)) &7 HE A4 11 il 71 (K F B
(vinblastine) \KFEHM (vincristine) IEFIE (vinorelbine)) « EMHEHFHZE (IKILHA
1 (etoposide) V&R (irinotecan) f#fikh & (topotecan) ) FiAE R (AHEHE R
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(daunorubicin) «Z L £ (doxorubicin) fH3EE & (bleomycin) FIZZZEFE ZK) | IV AEFE R
(REEA)YT (carmustine) FEEEA)7] (lomustine) ) B OR A B fl) AR (f 5 £ 55
(tamoxifen) «#=H 7.4 (leuprolide) «FAMZ (flutamide) AR H Z2Ef (megestrol)) A E
%2 (imatinib) (P 7 7% 2 (adriamycin) HiZEKHa (dexamethasone) FIFRBEEERZ . ¢ T
BRI EN A WA s = Whttp: //www.nci.nih.gov/,http://www.fda.gov/cder/
cancer/druglistframe.htm FFDARLAERT IR 22 250100 i 5., FIBR 1297 F I (The Merck
Manual) , 55 +-tfR1999, HAaHM A 25 0L 51 I 77 XoF A4S0 .

[0614]  fE F—sZi@lrh , A SO AR 7 A S B S AR SOP RIS S8, 61 R TR
XXTHI AL A » BRI G B S FA) A A Bk S AR D VR 5 40 TP Pl 79 P DA o) ke S ) A 140 VR
AR 2R AR A, B R 252 BT (3R R R K G VIERET 25, DA et 5 — 8K
Z PPk H DA AL SR YT AN BT s e AR R (B | R AR s AR (o] B
W HI5-FU) s FLIM R HLAE 2= (B f 8 2 (adriamymycin) FIESEREZ) s Iuied gk =2 A 0
(B TR AZBEARFEIAEY) 5 DUMRTBCER (9]t th 28 Kb At B 55 5 B e 4 9% 24 771 (491 2
TR BRI y) s TR R AR AR LS o , FER S A SO SR AL AW 2 BT A
(B a5 M8 2 P 28 7 R BT

[0615] XS B2y 55IE 2 n] J itk How Al e a5 Ao s L4 &4 (19 an =X 18k
XXTHIA A W) 5 B il e b 4 0T i S A AR VR S0 PRI PRERC Bl LA = oy e e A 4 14 VR
A YERIF AT 2 A8 el B R 2455 BT 8252 1 3 A KA W BUET 24 1R IR BRUK 4
H oA H RN ST S — 8 2 P e YR R, BT (B0 RR) S HBRA
LRSI LA SN IR R B R A AW - A ik, A SCh R R AH SR
FERR A S BRI A SN E & A — B Z P BT PR BUB ST RIS

[0616] AL iR AL L G5 5 —iE PR R 0 E S L AT ARk, FUIE AR 543 10 A 807
1T 5E o, A R B B0 G DR B 28 kUl , AR S R AL B
NSATDAL &), 54 SNSATDR B B EE AT AE 291,000 13291 :1,000, BLZ1200: 13291 : 200
G o AR SCH SRR A B -5 S s TR R 3 B 2 G 8 IS AR RO Y B Y L ELAE R
BT 5 BEATE FH AR T 43 (A 0T

[0617] AR K A0 G438 T AT BT Ja ST R B AR N 53 30 () 5 28 ) DA ] it R 28
$RAE .2 WA nZE E R 555,323,907 5 s 555,052,558 5 FI455,033, 2525 [ 25 5 4 1 )
[ SE G (EAR T) a2 i 8 RS R VIS NE VAR S RS A T
TRPEIR) IR EC A AN TR 25 Ava T AR S AT A B 254 R

[0618]  ASCILHRAL I 7 MK 3857 FH IS 7] fai At im) MR8 5 1 &35 PR 4 7
SEH A A R A A AR AR SO SR SR AL S A 2 AR AR A, 51 an =R T B XX TG AL
A BT S RS 0 R S A A VR A PR PR R A DA B A i e AR TR S A R
PrE 78 i s SR 25 % Bl Hsz 1 3 SR A K G BT 2

[0619]  FEHELL STy folh , EHAFE A S, HA S A SCh S 16 & Wi 7 AL, 1) an =X 18k
XXTHIAL AW » B G B S A A A ik S A A XD VE B 420 T Pl O P DA R o) ke S ) A 14 VR
GBI 2R AR A B R 252 BRI (N ER R A K G BT 25 s m AR S —
B 2 PR ST Bl A 1 BRI

[0620] At vl — P AHE T3 S0 R o 1 26 B X 2k B S 49 0, 4
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(EASPR T) 73 5 8  TOET V3 S 28 W 48 L W AR N 28 o AR SO 3 A B e n] B 48 A T4
iGN AR E .

[0621] Aty A v 3 — B aFEn] HT 5 — 802 Mis A 1 = 25 5 ] 2
SRR o 28 R U, TR TR R A DA Z 2 55 D DA T AR W B 25 i T A4 T g 1, 220
AL B T A R ) 2 B S 2% Fe v PR A ATV R LR O T AR 2 I B 25 I AS S kL I
TCRE W - R 252 b ] 252 BRI B Se ) G ((EASBR T« AK PR BER), B4 (SRR T) v 5
FH 7K USP SN S MR D3 S8 5 W S8 0 e B AR S A B 9 S, N 7L R AR
& IR VE ST AK ATVR A PR, AFE (EANPR T) 41 R 4 AN T I s AR 7K PR B 5]
A4E (EAPR T K AR AR I 22 R YR 20 B VU e R S TAT B RN O FR R
B

[0622] ¥ HH AT AR PR il PRS2 ol — D B AR AR R BH

[0623] =244

[0624]  GAR TS o iR 15 HAR I E SR B 40 S , IR $8 77325 7 2 AISE 4l e £ FH )
FE5 A1 B 5 ARk Sk (Bl 32 B AL 52 22 & (Journal of the American Chemical
Society) BRAEMM 274 & (Journal of Biological Chemistry)) H1 i HH—&. Bi& M=
ELSERR i 14 , SE AT EEA AR YL B Rl ML T 485 : g () smg (Z30) smL (ZF1) sul (#
) L GF) smM (ZEER) suM UEE /R) sHz (55 2%) sMHz CR#EZE) smmol (ZZEE/R) seq. CYE) ;
hrEthrs M) smin (5381 sMS (BiE) s NMR (4L HR) s EST (R 55 L 1) s HPLC (i R AH
38 B R AH 4 1) s ACN (1) sCDCLs GrALE 7)) s DOM (& %52) s DMA (N, N-=H Bt 7,
BERZ) s DME (- FR 48 2 2. 450) s DME (N, N= - JE R i i) s DMSO (- & R B i) s DMSO—-ds (Ui Ak
TR RBEL) sEt0Ac (LR ZBR) sEt20 (L) sELOH (1) sMeOH (R E) 5 PE (f7 JHK) 5 THF
(PYERIE) s DIPEA (N,N- SR Z %) s TEA (Z 210 5 TRFA (R ZR) sBOP S A i 25 IF
TS - (R -8 S HATU OSRBEER 2 (T- 2 22— 1H-2R = - 1-3) 1,
1,3, 3-VUE %) ;s TBTU (VU AN ERO— G =M —1-45) -N,N,N” N’ - B fI§) ; DIPC (1,3- 5%
R L) Ms20 (FFREFRET) sMe (FF3E) Bt (Z3E) 5 iPr (RA) ; tBu (BT ) ;Boc
GRUT S LR IE) ;Bn CREFIE) ;Ph CRIE) ;Ms (AL 5 FlACO (L1 »

[0625]  ffi FHKINETEX™i% AHA k1 (5uM XB-C18-100 A,50 X 4.6mm; IE %' |] (Phenomenex) ,
00B-4605-E0) , H 5 1E N 5T &4 M| 22 () Waters micromass ZQ 4000 (MAAO50%!) FlI{E JyUV-
A WK T 2s fWaters 2487TUVAE & iWaters HPLC 27903 ATHPLC-MSA 4T « B BhAH VA &
FA (7K ,0.05% TFA) FI¥E 5 7B (CHsOH, 0. 05 % TFA) oHPLCPA ImL/minifid 10 % BHI90 % B £
PERE FE AT 873 B, 25 LL90 %6 BAE S AT 27 B, IS HEAT INFIA] 9 1053

[0626]  xofT Fir A5 LA T 5481, A A% FH v & AU AR N 52 2 S I A v A 2 RN 4040 T V2 o B
AR, BT RS PLC GRIK D RonBRIAE S/ B, &5 M S S AE 2530 T 3
AT « AR SCH Y B BT 14 5 B 48 FR RS 5 S A 9 7 T o I A0 22 07 2 AN FE 7R 49 R B I
[06271 sl

[0628] 41 IE5E 7 Hr i

[0629] g FH 4 B 365 5 o A v U 5 AL A 01 AR s M o 43 FHAA 31 N 23R B2 R e 4 i
(ATCC) AN 3R B A Joa 2 e 3 A= BRCHEKn 48 Jfid (ATCC) 58 X B A= T ERBB 1 3 M o A HH
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HCC827 A ZENSCLCHR IS A1 (ATCC) (LA A 19 BLAFET46-ATH9(K) B2k Il 58 o 5838
RIERBBL 7% M o ¥ FHH1975 N FENSCLCRR J 40 g (ATCC) (L B A M B2 L858RIE AL ¥ T7TIOME
AF) P R0 24 T S AR RUERBB 35 M

[0630]  A4314HIJfafE#P 784510 % FBS (v A W) (Lonza) ) 1% T %5 2 — 4 5 2 Al 2mM 7S 2 Bt
& (G~ 7 (Invitrogen) ) IDMEM (&g A ) o A2 K o HEKn 21 ffd 75 %I 78 A HKGS (A 7))
(I EPILIFE® (L@ @) 4k K JHCC827T FIH19757E FM A 10 % FBS (Vb A 7)) 1% H 55 2 -
e 5 2 R omMAS LB e (SRR A 1) [EIRPMT 1640 Fh 1% 35 . 20 i 76 WE 40 e 1 = 46 vh T-37 C A1
5% CO2 N AR FF R HH o AR TR B — A 40 1) 25 2 30 LTV A8 A7 - A ¥4 TR /N
FEAE3T CARUE T FIR o A5 20 M BE 5% DA B v R % 97 225 o 33 B3 194 VR A I 7 35 32 Hh 3@ s
LOK, il J F T A A IR o FH T3 i 00 G AN B8 3 20 /R kAR B R BAE £ 32 b AN it 3
MNHe

[0631] WAL AW vA T — 7P 3 B ke (DMSO) v HLZE IR 2 BT 2620 °C S A8 47 A T4
L BETE 5 BTi , AN AE96 FLAR (b k5 7] (Costar) ,3917) H LAASIRI L B £ 5h: A431 21 g A
2,000~ g /FLEz Rl , HEKn W HCC827 FIH1975LA 1, 0004~ 41 i /FL = Pl o 41 M Bl T 55 7746
TR 85—, 1) 0 MR 5 A A 0 K DMSO HL 3 37 B 0T 3 32 48 TP R BR T2/ ik [R
T ENERCOUNT® (Codex BioSolutions) Sl &4k &AL FE S (8]0 (TO) B (1K) 40 05T H .
TEAA )AL 25 HT , il 3L EnerCoun tFR- R I S 40 Hu i B /EATT21H . HHO. 1 % DMSOALEE >k 10
SRR Y (CerD) B0 E it (- (T72-T0) / (Ctr1-T0)) X 10075k
1A A KA B 5L o AF FHGraphPad Prism, {8 FIFE 2R ML STE it 28 004 FH 10 45 57 & R B2
A KA I 5 G Tso , BP 4171 4 AR KR 50 %6 AL A Pk 5

[0632] 25 BIMEIA TR 1A2H , Hd AR IR AN 8 1 500n M {EL , B 7~ B8 50 0nM{EAN i it 1M
(1A , CRIN A RE L uM{E A L SuM {E , HLDERIR Ik 5uMf (8 s HH A RoR@d 101 b 2,
B’ RN LOEA/NTM L2, O RARA IS SEA/NT 219 2, HD’ FoRA I 24
b,

[0633] &1 . 4H Mo 2% i) 004l

A Glso
e HCCS27 | H1975 | HEKn | A431
Al A A C A
A2 A A D B
A3 A A C D
[0634] Ad A A C C
A5 A A C C
BREER 7.0 4381 2200
R gk# B 1.0 120 21 1.4
CO-1686 32 109 2500

[0635] 2. Ik
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o KR (EF 4T ERBB1/2E3EA! ERBBI)
| HEKn/HCCS27 | A431/HCC827 | HEKn/H1975 | A431/H1975
Al A Al A A
A2 A A A B’
A3 Al A A' B
1063¢] Ad A A c C
A5 A A' Al C
REBR A D'
PrEgR A D’ D' D
CO-1686 A A

[0637]  sZfi1

[0638] & pid— (-8 —3— i kR4 L) WIRWE —1 - FF 2 oK R iR 84— (2— -3 — A B R A k) Wk W —
1= R R EESI & A R T T &1

[0639]  J7z1

HO.

| P .
. Ms . j}ﬁ § S g
[0640] ' \{f M0 L L e
H E .

4 EoN | hr | K00 O™
«:f»‘ E o L j L ﬁ&“{l‘h
- 28R aagll %

[0641]  DERT . Fo/KA-F2FENR e -1 —FF 2K F G (50mmol, 11 . 8g) 7E0°C A fif T o /KDCM
(100mL) H o A IR T FR T (50mmo 1, 8. 74g) , HEE IS N =% (62.5mmo1,8.70mL) « /E = T
PHE R A 309381 o 5 BRDCM. PIT 435X R MAE 51 223 T T 15 758, 43 2114 (PR BE L) 41
HE) WRWE -1 - IROK RS, HoR &t — DA R HEH T~ — 2R,

[0642]  SBERTIT . [H) 2- 9 —3—-A53E ZE M) (25mmol , 4. 33g) F1K2C03 (100mmo1,13.8g) T DMF
(50mL) H =T R AN N 4 COR Tl 28) 480 280) WRIE — 1 —FF IR K FF IS (i 71 25mmo 1) ¥ DMF
(25mL) o fE80°C I NN H: e BEA A/, B2 G NN o — &1 &4 (R s RS 40 08) -
W g — 1 —FF 58 2K FR S (ff 1 25mmo 1) [{IDME (25mL) o £E70°C R HE IR &M 1 fE IR T £ 1%
DMF . BT 13 5% R ¥ FH250mL. EtOAcH B . EtOAcTE Wi Y FINaHCOs (40mL) 7K (40mL) A £k 7K
(40mL) Pk » ZNaoS0s T8 H ik 4a . FT 135k R & itk R ta i alifh (0-40%Et0Ac) , 3 B 2%
o VAR I 4- Q- -3 o U ) WRIE -1 - FF B2 2R FR RS (40%6 77 %2, 3.8g) &

[0643] j“?fﬁﬂz

[0644] Al R) —3— (7— ((1- (OR AR # k) WRIE —4-38) 280 AE) —2— (2—FF ik S AR el i fi
H5) —1TH-2R I [d] Wk —1-J5) B3R Pefe—1-H BT Bisd

[0645]  (R) —3— (7 ((1—- (CRAEIL) Bib) WRIE-4-J%) 5L —2— (2 FF 2 e MR le e %) —
TH-Z5FF [d] R e—1—3%) S8 22 PR B e~ 1 —FF R AL T BRAR & s T 7 2

[0646]  JDERT . [a] 54— (- —3—fHFE R A HL) WRIE - 1-FF RO T EES (10. 1mmo1, 3. 80g) [¥)
DMF (20mL) H#Z8AIDIPEA (11. Immo1, 1.94mL) Al (R) —3- 2 JE 4 2« IR B e — 1 - R LT i
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(10. 1mmo1,2. 16g) o 52 NIAE100°C T Ht k4 w532 v T 150mL Et0AcH, 7K (20mL) «
0. INERER /KA (20mL)  £h7K (20mL) Mg AINaHCOs (30mL) FI7K Haigs » H 4 NaoS0s 15 . 255 ,
TEVRE T LA A Bt R S a1 (525 % 31140 % ELOACH T k) 4l AL T8k 44, 153
S AR R) -3- (- (A= (CER L) AL NRIE-4-3) L) -6-fig 3R &)
BRI 1-F BT BR7 (57.9% 7= %,3.3g) »

[0647] 522

N

-

r"‘\j/i\(}:: '\\ 1;?@"‘300 i..»-"‘\T),{,\z Zaf Ol f{ PoRESO £ Y
3. AT . 2%
Kff F ey &/ gt IR S
N N o - o
{ 7 { Ne-Bes i N-Boe
N\, NE } z : W f
b3 {53 ‘(sz"}\\“"wj 7 S Cha™ &
[0648] :
R, P
N (\ PNH s
5 b 3 ; N\ &
BON \‘T” N OmN P }Mg Ny
e t— "\Y”’B (_}"‘*\ et §~J 1\\4 NBoe
AR BDERY HATY ch e g e

[0649]  JBIRIT.AE0°C AR FH R) -3- ((2- ((1- (CRH & FL) BrIb) —IRng -4-%5) &
HE) —6-RH AR L) 2L BRI Pk 1 - R AT EET (3.30g,5.80mmol) T £ B2 (20mL) H K]
REYH M IMER K (5.57¢,8Tmmol) o 725 °C N HH: S RVI20 73 B o 5 1 98 S B2 )
H 8B FHDOMPE i o & IF A ALIE W L BRIE ) TR iR R ) AE16mL 0. 2N NaOHZK V4 ¥
(130mL) Hr 4k 34- 8t , 47 HIEt0AC (200mL X 3) ZEEL . & 1 19 A3 B A FH I A B8 A v
(1gT-30mL7K o) FIER KBS , eNao SO T4 HLIR G o TS R AR L — DAl R B4 T
TN BE,FTAR R EE R -3- (Q-FFH-6- ((1- (CEF AL HIt) NRg-4-F5)
L) R L) EER) BRI BEbE -1 ERALUT G .

[0650]  JDERTIL: AEZEEE T, R -3- (-FH-6- ((1- (CEHHEL) AL RIE-4-3L)
S L) JIE) BRI b1 - AT BE6 (3.12g,5. 8mmo 1) FYRALE (9. 7Tmmo1 , 3. 2mL
3M DCMIEYR) V& fift-T-MeOH (30mL) F17K (10mL) H VRS /ES2°C R i Hk2. 5/ o L BRiE I H.
FI A5 5% 4% 40 P i ROk R BN s VRUIA . » F22 55 I B A) FHE tOA e (80mL X 3) FHL o & FH- A HLZ H
IR B, LB AN T H 7 & B 1188 Fr 8 ik R W did i e 3 (EtsN/EtOAc, 5
20%) ik, 5 B 2B JeA#r K (tanish powder) R (R) —3- Q& H-7- ((1- (CREHEE)
BRFL) WRIE —4—3E) S FE) —1H-2KFF [d] R —1-3%) B AR B de—1 - F R AL T Bis5 (76 % 7=,
2.508) o

[0651]  ZERTV. 2—-FF 2 SR (0.392g,2.858mmo1) ATHATU (1.09¢g,2.858mmo ) & fi# T
DCM/DMFYVR-&4) (F:10mL, 1:1) 1. s INDIPEA (0.671mL,4.083mmo 1) H¥iHk: & Si104-4%f , i
JE A E] ®R) -3- Q-2 H-7- (- (CRF AL BHL) RE-4-45) 5L - 1H-I8FF [d] mkmk-1-
) WA 1-F AT B (1.15g,2.04mmo1) T-DCM/DMF (10mL, 1: 1) HH V& H o 7E3iK
FE— /N2 S5 RO 25 BV TR SR AR W R T-Et0AC (200mL) o A HLIE VR HINaOH K VA W)
(IN,40mL X 3) R 7K (40mL) ¥k , ZeNa2S04 15 HIK S o i i ik A A (7570-2 % F EE ¥ DCM)
L TSR AR, 1331, 2g 86%) (R) -3 (7— ((1- (CEHEIL) PirIt) MRie —4-3L) S FL) -2-
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(2~ FP 2 S MR P 228) — L H=2R 91 [d] ke —1—3) (78 3R Pide—1 - FR R AL T B4
[0652]  sSE44)3
[0653] Ak (R) —3— (7— (1 MR g —4-2E) 28 2L) —2- (2 FF 2k S ORIk Fiie 228) — L H-R 9
[d] ke —1-3) B2 FF Pide—1-H Be AU T Ba 21 (R) —3— (7— ((1-Z B FENR g -4 -3) 4 FE) —2-
(2—FP 2 S MR Frde 28) — L H=2R 5 [d] ke —1 —2%) S 3R Bidoe—1 - B T iR 2
[0654]  (R) —3— (7T— ((1-Z. FENRIE —4—J8) 28 HE) —2— (2—FF 22k S MMMl fle J25) — 1H-2R 3 [d] K
Me—1-3%) IR FR P e 1 -FF IR AL T B2 (R) —3- (7- ((1-Z B FEmR g -4-38) 4 3E) —2- (2-H
S JRR Il L) — LH-2R 5 [d] Rk —1-J68) IR Pebe -1 - AT BR2 & s R T 7
3,
[0655]  JDERT: (R) —3— (7- ((1- (R L) Fdh) R e —4-2L) R —2— (2-H 2 e R ek 5
i 55) —TH-2R FF [d] mkme—1-J%) SR B fn—1-F R HUT B4 (1.2g,1.757mmol) F1Pd/C
(0.1g,10% 48 /Hx) FEELOAc/F EEIR A (1:1,20mL) H T2 SR T A3/ o R R 22
FH 8 o 8 HIR G DE A3 2] (R) —3— (2 (2—H 2 S MR e i %) —7— (WIR g —4— 4 L) — L H-
IR [d] WK —1—J) SR IR Pk -1 -F ER AU T B3 (78% 7 2,0, 96g) -
[0656]  JDIRIT: L HEMALY) (30. 661L) IE# T ImL DMAH HORFO. ImLIX — & A N2 (R) -
3— (2 (2—H B e St e %) —7— (WRWE -4t 5 0t) —1H-2% 9 [d] ke —1-%) U R e —1 -
FA 5 AU T ES3 (20mg, 0. 0365mmo1) FINa2C0s (6. 8mg,0.064mmo1) T 1mL DMAH ¥ B9k o
NIRRT HiFE2R , S i Tl yE, H H B B B IR R FRTE R, 23] (R) -3-
(T- (- FENRIE -4-J) S0 —2— (2—-FF 2k e Bl e 25 —1H-2R 9 [d] ke —1-0%) 283
Bfse—1-F R AU T BE2 (21mg) o LC/MSREZRO . 43538 i i B8 i T8) (HPLCEF A2 2. 1 X 30mm, 1. 7um
c18; ¥ &) HAA5mM HCLH 7 1-99 % ACNII 7K 5 143 B I AT I 1] s V& A B 28 < 12mL/min)
RS IE B & (1h 2 R CaoHaaNeOafIM+ 1 1 BB N5 77 34, MELAE NBTT.6) AW RE Al AL HD
HEHT AP ES.
[0657] 5223

| ¢ N
L =~ e =
7N N H, PAIC NN el N
B 2O Nd O D e
Y »&/}wm SRR Y (K B
Cbz»\ 3 g HML o 3 \,_,»j
N AcUH
(0658] Eﬁ/ NHATU
/;}gm R
P
t/f‘\\\I'N : "' \5\
De-NH
\ij w)“ }“{F—{:N T\ }uzm =
Y B S\ =
t L Q N #
A TN
E//\‘/ :L Y (RO \j
&

33
[0659]  DERITII: .8 (0.185mmol,11.1mg) FIHATU (0.185mmol,70. 3mg) ZEDMA (1mL) V&
B, BBV IMDIPEA (47 . Tmg , 0. 37Tmmo 1) o 7EFiHE FL- 8P 2 Ja , RN YL 3] (R) -3- (2- (2-FF
F AR e ) —7— (WRIE —4—-FE 4 FE) —1H-2K JF [d] WK —1-3%) S0 3R Bk -1 - FF B R T B
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3(94.2mg,0.1718mmo1) T-DMA (ImL) 1 (VAR o Bk S S L /NI, 2255 31 08, Hoadad

HPLC (& #E75 X 30mm, 5um 18, B A5mM HCTI1) £ 1-99 % ACNIKI 7K , it & it i £E) 2lift , 15 3

51mg (R) —3— (7— (1~ L B AR e —4—35) S %) —2— (2—FF 25 S JOR Rk e 22%) —1H-2R 3F: [d] R~

1-38) B P11 -H ER AU T g2 .

[0660] 5454

[0661] A A (R) -N— (1— (G A4+ PR B 5t —3-2k) —7— (WRWE -4 -5 28) — 1 H- 2K I [d] mk e -2

HE) —2— F L S MR e e 1

[0662]  (R) -N-(1— (I Peke—3—28) —7— (WRWE —4—JE 5 2E) —1H-2R%FF [d] k-2 JE) -2
HE AT E 1” B A RN T T R4

[0663] J5Z4

*‘d\‘ AHTHCIRG I8 *fo“g
[0664] O N7

HNO,:; ” N~Boe l/\/l( NH

[0665]  (R) -3~ (2— (2—FR 2 S RIS i 2%) —7— (WR Wt —4— 22 480 J8) —1H-Ji59F [d] ke —1-5%)
BARI Pk —1-H B AT B (50mg,0.091mmol) A f# T 1mL MeOHHH o % N4M HC1 ) —RELE A
T (3mL, 12mmo) o [ MLAAE S5 T Bl /NS H 55 22 BRHCT AV 7 BT i35k 2 (R) -N- (1-
(B AR P —-3—38) —7— ((1- L FENRWE —4—28) 2 2E) —1H-2RFF [d] wkmse—2—J) —2— FR 2 S R g
B ) Sh IR b R Bk — A TR B T R — R B

[0666]  SE4l5

[0667] Al (R) -N= (7 ((1-Z B FEWR W —4-28) 4 2) —1- (RRMR P e—3-28) —1H-2K9F: [d]
Ik M —2— k) —2— F 8k S MR I e 1

[0668]  (R) -N- (7— (1 -, B FEWR WE —4-J%) 28 Jk) —1— (R0 Pedie—3—0%) —1H-2%9F [d] mk
M —2— L) —2—FP R SR B I e L 1K) B B R T 7 S5

[0669] 7525
TFA, DCM
%@/
[0670] c
~Boc

[0671] (R) =3= (7= (1 -2 B AR e —4 -3 B8 AE) —2— (2 FR A2k S AR I8 e ) — 1 H-2K 9 [d]
IR e —1 —J58) S 24 IR - 1 - R AU T 52 (51mg,0.086mmol) YAfET-DCMA o ?’%Jm—‘ﬁfm@z
(0.5mL) H I MYIAE 2R T 3R LN o B BRIE ] BT AR R WS AET 150mLIE 77 (1: 248 FRE

ZZ [ TPA:DCM) H H FINaHCOs 7K & (15mL) « #h 7K (20mL) ¥k , ZeNaoS0a -8 , i 38 H ik 4d , 153
F52mg R) ~N- (7 (1~ BE HEWR e —4—5) SA28) —1- (A FF PEfie—3—5) —1H-2RIFF [d] R psk—
2-3) —2-F I R R B e 1

[0672] i{ﬁlj(ﬁ

[0673] & R (R) N- (1- B RIFPefie—3-%) —7— (1 - FEWRIE -4-4%) 2058 —1H-29F [d] wk
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M —2— ) —2—FR o S A i 1

[0674]  (R) -N-(1- (R IR Pebe-3—38) —7- ((1- L FEWRIE —4—4%) 28 %) —1H-2FF [d] WKk
2-3) —2-F I S MBS i L) & e R T U 226 .

[0675]  J7%6

[0677] R B A BFEST , HAL S P21 % R) -N- (1- GRRM Bibi-3-38) -7- ((1-
L IENRIE ~4-38) S 2E) —1H-2K3F [d] ke —2-J) -2 FF 2k S JOR A i 1 (23mg) MR R £k . LC/
MSJE TR0 . 4543 B i i B8 If [A] (HPLCA A : 2.1 X 30mm, 1. 7um ¢ 18 V4 55 71 : H A7 5mM HC1[ 4
1-99 % ACNIF) 7K 5 143 B iz AT I 8] 5 ¥ SRV 3 2« 12mL/min) FIRZ IE Bi & (M+ 10 A 1A
A77.29, WMEHATT .6) »

[0678] ;fﬁﬂ?

[0679] A A (R) -N—- (7— ((1-Z B SENR e —4-28) S8 28) —1— (1 - M B 2 2L R PR e -3 2) -
TH-2R 3 [d] kR —2—J8) —2— B I S5 R 19 fréz A 2

[0680]  (R) -N-(7— ((1-Z BEAEWRIE -4-3) 08 —1- (- M R R S8 2 38 Bedie—3— %) —1H-
7% JF [d] ﬂz‘Kﬂﬁé—Z—ﬁ) —2—FF L S SR e A2 ) B B R T T BT

[0681]
@‘”‘ﬁd oz
\_4 - \_4
[0682] HATU C
ﬁrN DIPEA

O

[0683] TR (0.127mmol,9. Img) FATHATU (48.4mg,0. 127mmol) EDMA (ImL) HiRA,$25E
ANINDIPEA (0.212mmo1, 27 . 4mg) « fEFREFEG 780 2 J5 , IR A2 2] (R) -N- (7- (-2 B 5 -
WRWE —4—3) S 2E) —1- (GZRI Pikn—3—2%) —1H-2R 9 [d] ke —2-JE) —2—FF ik e Mo e e 1
(52mg,0.106mmo1) T-DMA (ImL) H (VAR o FFHHE S R 1 /NI HL 325 2 BRDMA , B4 %
BEWEBERE L, H A 1-10 % MeOHFDCMIA 55 . 43 25 H 3 3mg T 7= 4 LC/MS FE /n AR 1E i
B M+1 =545 .5 (C30H3sNs0a )+ 5 {H H545 . 28) HRt=0.42% % (HPLCE 4F:2.1 X 30mm, 1.7
um cl18; VB : B AA5mM HCIH 5 1-99% ACNH 7K 5 143 Bz 4TI IR) s & 7 sl 2 ¢ 12mL/
min) o'H NMR (400MHz , & {/j—d) §12.59 (s, 1H) ,8.68(dd,J=15.1,4.7Hz,1H) ,7.96 (d,]=
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,]J=
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) .

[0684]  SE48

125



CN 106536506 A iﬁ, EH :I:S 92/105 BT

[0685] &5 R (R) —N— (1= (1— A7 Jef P 2 U A B e —3—42%) —7— (1L TR Jis I IR g —4 —2%) A
5 —1H-ZFF [d] ke —2—JL) —2— B B S R Bl ok e A 3

[0686]  (R) -N— (1— (1A M Bt A2k U AR B0 P e —3— %) —7— ((1—- TR M I Wk gt —4 - J5%) 4 AE) -
LH-23F [d] Wk me—2—5%) —2—F Ji e BRIt g A3 1K) & il g 7n T 7 42816

[0687] PR (0. 2mmol, 14 .4mg) FIHATU (76. 1mg,0.20mmo1) ZEDMA (ImL) FR &, FEE R
JNDIPEA (0.575mmol ,74. 2mg) o fEFRFES 340 2 I IR A 2 B (R) -N- (1- (IR Pidi-3-
5) —T— (RWE —4-FE 4 5E) —1H-2K I [d] WK i —2-J) —2—FF 5 SRk i (0. 09 1mmo 1) -T-DMA
(ImL) H B o B R S S LN HA2E L BRDMA, BLEE T s B IR A |, H A
F1-10%MeOHDCMIE 5 o 735 H L Tmg FHUHA 7= 4 - LC/MS JE 7R AR IE JiT & WM+1=557.5
(C31H3sNsO4[¥1 71 B4 SA557 . 28) HRt=0.45% 8 (HPLCA&F FE: 2.1 X 30mm, 1. 7um 1835 B 71
HA5mM HC1HI A 1-99 % ACNI 7K 5 1 3-8z 4T A IF) 5 7 IR 33 % 2 12mL/min) . 'H NMR
(400MHz , & 4j—d) 612.57 (s, 1H) ,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 (g, J=7.4Hz,1H) ,2.75 (s,2.1H) ,2.73(,
0.9H) ,1.57-1.09 (m, 7H) .

[0688] &8

AN
QN} @ HOOC %
[0689] d N\ »
0o H HATU
HNO/ } DIPEA

1'(

[0690]  sL459

[0691]1 &k R) -N— (1— (L-TA M It 8 0 2R B e e — 3 ) —7— -5 (=R 4 D) —1H-2R 9
[d] W i —2—J) —2-FR it SR SR I Frig A4

[0692]  (R) -N- (1- (1-TAI A B 22 U 4 3 B e —3 %) —7-S-5— (o R 48 0E) —1H-2 5 [d] ik
M —2— ) —2— R o S MR BRIt Fc AT & R R T 7 R0

[0693]  2-FgH-4- = H A L -FERE21 (40.0g,0.180mol) FIN-& T B W fi% (30.0g,
0.225mo1) T-ACN (300mL) H FJIAFRAETOC R In#A/ N 3518 & 7% A 21 = 0 3 R v A0
NHiC1IE ¥R (600mL) 12,18 2. B (600mL) #BE . A HLJZE FHZK (200mL) 5 H.£8Nas S04 T4 - 7598
JE N 7R, 45 20 A [l 4, H 5 O ke — it S5 21 288 G AR 1 2- -6 - fiF -4
(CRPE) K222 (50% 77 2,23.0g) . 'H NMR (400MHz , & 1j—d) 68.03 (dq,]=2.7,
0.9Hz,1H) ,7.52-7.46 (m,1H) ,6.60 (s, 2H) »

[0694] 7;77?,‘;9
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NO,

FLCO._~ O, FCO._ N0, RO~
NH 0 NH CuCl, Cl

2 . i ' #Bu-ONO al
21 ~ N=Cl
i\ 2 23
H,N

CN ~Boc¢ F3CO N02 F3CO
DIPEA. = Zn/AcOH
N~Beoc N,-Bjoc

24 25
[0695]
F4C0 N — F;CO
O S—NH, HOOC— N O
.—». ” / _
BrCN i a
HATU
~B

N-oc DIPEA

26 27

: v N F3CO
i ) X \
O \>'—NH =\ HOOC/\ >_NH
“TN \ N
TEA Cl HATU
NH DIPEA

5 A4 /
[0696]  7E61°CR, &AL (IT) (12.6g,93.5mmol) FIFASERHL T EE (13.9mL, 117mmol) T
FE/KACN (100mL) H [ BV W R IR S 2 - & -6 -h 34— (Z /B AL 75422 (20.0g,
78.0mmo1) T ZJE (100mL) IV  FEAR INZ 5 » IR A WIAE6 1 °C R HEdE L/INKE  BERR AR, HL
K42 BIAN HC1 (350mL) AbFE H FIEt0Ac (150mL X 3) #EHL . A H: 2 HUY) , Z5Nao S04 -1 , HLiE
Ib i 04 (E B8 :EtOAC N 20: 1EI10: 1) 2k, 13 3 2R iR L5923 (67 % 722,
14.5g) «'H NMR (400MHz , & f/i-d) 7.61 (dq,J=1.7,0.8Hz,1H) ,7.60 (dg,]=2.7,0.9Hz,
1H) »
[0697] AR BI20% 25 B T rp (1 R PP i 284k & 924 . 'H NMR (400MHz , &4/ —d) 67.98-7.77
(m,1H) ,7.46 (d,J=21.0Hz,1H) ,7.11 (d,]J=9.6Hz,0.5H) ,6.61 (d,]=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 (mn,2.8H) ,1.54-1.30 (m,1.54H) ,1.45(s,5.3H) ,1.39(s,3.7H) .
[0698] RS9 20 AP BRI TR 27 il &AL 54025
[0699]1  ARFELM 209 D BRITTH BFIFR 7 1 & A B4 26 o R AL A D IMS T A (M+17) A
449 .15 ; MEL{H 449 .4, BHPLCHE BE I ] M0 . 59453 8.
[0700] AR HESLHI20K) 5 BRIV I FE 1] 5 AL 5427 .
[0701] ARk SE 55 K F2 7 il %8 L & 4028
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[0702] 4R 4 L5 78 B FE il £ (R) —N— (1— (1-TA M B 2k R BA B e —3— %) -7 -5
(R 28 AR) —1H-2R 5 [d] WK me—2—J) —2—FF L e ARl lc A4 o CoaHsC1FaNs03 (M+HT) (IMSH
$2{H :522. 3 ;HPLCHE BA I H] : 0. 554 %h o 'H NMR (400MHz , Z, fiE—d3) §12.65 (s, 1H) ,8.62 (t,J=
5.8Hz,1H) ,8.49-8.42 (m, 11) ,8.40-8.33 (m, 11) ,7.60-7.49 (m, 11) ,7.38-7.28 (m, 111) ,
6.78(ddd,J=16.7,13.2,10.4Hz,1H) ,6.27 (ddd,]=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 (K
g 4E3H) ,2.73-2.60 (m, 2H) ,2.19-2.00 (m,2H) ,1.55-1.46 (m,2H) .

[0703] %fﬁjlo

[0704] &AL &AL FIAS

[0705] AR P& WIS 7 RIS+ BT fEAR I FE 7 il AL B 4DALFIAG

[0706]  (R) -N— (1— (1 —TAI M I 2 LR B B e —3—0k) —7— (1- L EWR g -4 4%) 28 8 —1H-7R
I [d] kg —2—J5) —2—FFF 5 S M B e A L« CaoHasNeOs (M+H) [EIMS LB {E : 531 . 4 HPLCHE BE I
[]:0.33% %8,

[0707]  (R,E) N-(7T-&-1-(1- (4- (CH R T -2-/M ) ZRM Bk -3-4%) -5- (=
TP AL - LH-OR I [d] KRR -2-J) —2— F1 B S JRBRIBE I AD : CorH30C1F3NsOs (M+H") [KIMSHH %%
{5 :579.3; HPLCHE BE W [E] : 0. 444 % . "H NMR (400MHz , B i —d4) 68.85 (dd, J=6.1,2.0Hz,
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) ,2.96H12.91 (L EI&,JLOH) ,2.28-1.94 (m,5H) ,1.59-
1.46 (m,1H) .

[0708]  =zf11

[0709] & BN= (1 ((R) —1— A1 Jefs I 22k R0 R B0 e e —3— ) —7— -6 — ( QS AR R ML g e—3-
5 L) —1H-2R9F [d] wRmk—2—J) —2—FR B S SRkt fie C 1

[0710]  N—(1— ((R) —1— TR M 0k 5 2L 2R PR e e — 3 —J) —7 -5 —6— ( (22 ARE ML I e —3 k) %A,
HE) —1TH-2R I [d] ks —2—J) —2—FF 8 S SRt e C L) & il s T 7 R 10

[0711] 7‘5;}‘,5;10

[0712]

1. TFA

5. HOOC ™S
HATU
DIPEA

[0713]  ZBIRT: (R) —3- (6- CRFH L) —-7T-F -2 Q- I J MARRNE e 5%) —1H-28 3F: [d] ke~
1-38) S 2230 Bk —1-F ER AU T EE31 (1. 1) F10%Pd/C(0.194g) T-MeOH (5ml) T [V -4 WiE
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I E s e R Aok B AR AR R MR SR E S N EE R N4/ A7
Pd/CEZ: HH ik 8 1 #4038 HoAeh 28 FIMe OHPE 5% o MR 4 A FE IO 7, 19 3158 & 77 Rk 5132
(932mg) -

[0714]  BIRIT:4E0°C T A 3-8 H ML e—2—ff (200mg, 1.97mmol) T-DCM (5m1) H ()&
H8 MMs20 (539mg » 3. 1mmo 1) FUMLHE (2mL) o X BLVE A 7E0 °C T4 HE4 204 H 45 /5 = il
TR AR T WA SR A SR R VA AR T A BE/CHC s (1: 35;40mL) H, A A
NaHCOs ¥ , 2T 7K NaoS0s T4 , HAEIR & T 28 K 2158 , 45 21 B Befis i 24 A R IR ML g e -3
HHE33 (38% 72, 137mg) »

[0715]  £EN2 F[al 4k 44132 (200mg, 0. 4mmo 1) T-DMF (2mL) H (1 VAW Hh ¥ I1Cs2C03 (98mg ,
0.6mmol) k5433 (108mg,0.6mmol) - £E55°C itk S STR A it 4 - 2R IR S s 1 31 2=
B2 5, AN AINHCT (10mL) o 2 SETR 5470 F R RS /CHCLs (12353 X 30mL) o 22 BUA ALAH H
KPR, LT /KNaz SO T8, 7E 98 T ¢4 » H FIDCM: MeOH (100: 02190 : 10) 3 i ik J 5 +E:
g aifl, 132 (3R) —3— (T--2— (2—FF 2 S MBS g B2) —6— (22l AR IR AL % e —3— ) 2
F) —1H-2RJFF [d] BRI -1 —5E) BP0 PEte—1 - BR BT 634 o CoolasC1NsOs FIMS WL 224 : 583. 2
(M+H") sHPLCHE B IA] . 7. 7290 % o

[0716]  JPIRITI: #EN2 FAE-20°C T [A] A R (20.4mg, 0. 28mmo1) T-DMA (1mL) {38 ¥ 1
S IOHATU (107mg , 0. 28mmo1) AIDIPEA (61mg,0.47mmol) - fE0°C FIFE200 40 2 J& , 1R &)
WS INEA )34 (120mg, 0. 25mmo 1) T-DMA (ImL) HH VAR o FEAE 230 R A FE2/ N 2 5, R
NEVR AW AR /CHCLs (1: 3560mL) %, FIN NaOH (2 X 20mL) ¥E#% , 22 oK NaaSOa -4,
FERE T 4 H HDCM :MeOH (100 : 03190 : 10) T8 A e & A il Al , 73 2IN- (1- (R) -1
PR I U R BA Pt —3—2) —7-5—-6— (%A AEMENG Be—3—4%) % JE) —1H-2-JF [d] wRkmE-2-
F) -2 L S ARBRBE % CL (15.5% 72 2., 20mg , B¢ Jri 245 38) o 'H NMR (400MHz ,CDC13) :812.7
(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, LOH) ; C27HogC1Ns0af¥]
MSHR 24 : 537. 7 M+H) s HPLCYE BRINF 1] 1 4. 9243t o

[0717]  MRPETT R LU 7 & A A 431 .

[0718] 711
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H;N

‘ N~Boc NO, ‘
» F “NH R,

F F Cl ==

Cl { N~-Boc

42

41

A N0
Zn/AcOH O BICN
[0719] BnONH ¢ BnO NH .

m——
Cl e Cl P
: N~-Boc N+Boc

30a ' 30b

[0720] SEHI12

[0721] & RN- (1— ((R) —1— P e B 22k U 2R B0 B e -3 368) —7—-(-6— (((PY AR I —3—358) &
H) —1TH-2R T [d] bk —2—J) —2—FF 8 S SR e C 2

[0722]  N-(1- ((R) —1-TAI M Ik R S 2 3R P e—3—-2) —7-5—-6— (((PY kg —3—2) 5L -
LH-2R3F [d] wkie—2-J) —2—FF 2 e RIS C210 & il e s T & 12

[0723] DRI E-10°CF [ 3-¥ FL VUSRI (200mg, 1.55mmo 1) -F-DCM (5m1) HH [ V&V HH s
JMMs20 (539mg , 3. 10mmo 1) FIMLHE (367mg,4.65mmol) «EZ I TP II W Z fa, RBE A
FIDCM (10mL) #B , FE FINaHCOs B4 » 48 Fo 7K Naa S04 T4 HAE YK T 28 K 218t , 15 21 FF Je
ik R DY SR 3L i 35 (89 % 7= 2K, 285mg) »

[0724]  J52R12
OMs

[0725] 32
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[0726]  HR4fE A= 1 1 p B iR AR P AT A P 32 B A P36 1 4tk o (3R) —3— (T-%& -
2— (2—FP 35 S IR Ik e ) —6— (VU SR Wkl —3—-3) 40 38) —1H-28 31 [d] ke —1-328) S0 230 B
Fe—1 - ER AT BE36 : CogHasCINsOs FRIMSTH5AH : 570. 6 (M+H') s HPLCY BE IS (7] : 8. 3943 Bt
[0727]  JDERTT AR Hm ans2 4 1 L BT AR I R2 7 AT L S 9 36 BIAL S M C2 /) B4 4k N- (1-
(R —1-TA M B 2 S R A P die—3-28) —7-& -6 (VU SR —3-3) 425 —1H-2K 9 [d] Ik mek—
2-3) —2—F J S MHBRE 2 C2 . 'H NMR (400MHz , CDC1s) :812.7 (m, 1H) ,8.64 (m, 1H) ,7.90-7.93
(m,1H) ,7.81-7.83 (m,1H) ,7.14-7.21 (m, 1H) ,6.60-6.66 (m, 1H) ,6.36-6.43 (m, LH) ,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) ; CorHaoCINsO4FIMS IR 5241 : 524 . 1 M+H') s HPLCYi BE IS [ : 7. 1443 B o
[0728]  sEfi|13

[0729] & Al (R) -N= (1— (1— A M Bk 6 2L B B e —3 - 4k) -7 -6 — (PU & —2H-WR I —4— )
) —1H-ZE 3F [d] mme—2—3E) —2- Eﬁﬁaﬁﬁwﬁw

- GTF

[0731] *E%Eﬁn%ﬂlZEPF)??”JM’J%}F?%U%%/\%% CasH32CINsOIMS ML 5215 : 538. 6 (M+H
") sHPLCH B IR 1F] - 2. 097 B

[0732]  szf14

[0733] & plt (R) —N— (1— (1AM Bk 22 2L 2R A e e —3— %) —7—&—6— (VY S —2H-WR I —4—J%)
) -1H-283F [d] '17|<|]J§ 2-38) —2— (= L) S MBI e c4

[0735] *ETEQH%@MZEPFE?” SRR P ] £ A B0 C4 - CosHagClFaNs O4fIMS ML 224/ : 592.1 (M
+H") sHPLCY A I 1] - 2. 14438

[0736]  szf15

[0737] & Ak R) -N- (1— (1-PA B 2 SRR B B e —3— %) —7-—6- (1, I- S B F A A -
2H-TRARIR MR —4-3) 4 5%) — 1 H-25 3% [d] R —2-3%) —2—FF Rt SR AR Bk e Co
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cl 6 2

/f\\o

O
Cs

[0739]  Hi 4k s 45 1 27h By IR (1K) 2 17 1] 25 AL A 0 C5 o CosHaaCINsOs SIRIMS WL 52 4H : 586 . 0 (M+
HY) sHPLCHE BE A : 1. 944 .
[0740]  szf4)16
[0741] & Ak R) -N- (1— (LA s B 2 R0 2R B B e —3— ) —7— -6 — (W g —4— R4 ) —1H-OR
I [d] R ise—2—J) —2— B Ik S5 R i 19 fr C6
[0742]  (R) -N— (1— (1—-TAIH#5 B 22k SR o BF P e —3— ) —7—-50—6— (W g —4— L4 ) —1H-2R I
[d] ke —2—J) —2—F 5 e MBS i CO 1Y) 5 B g 7 T 77 %8131
[0743] 7‘37?,‘;13

Cl
e N N
Y—NH — @
HO v N\ _— e
) v
Cl 8 CSZCO3
N~Boc

[0744] 32
1. TFA O D—NH =
2. HOOC X lL.a >0 o
"N N
HATU ] ‘
DIPEA N /
Cs

[0745] BRI [A4k-54132 (200mg, 0. 4mmo1) T-DMF (2mL) H (95 3 H 8 INCs2C03 (99mg,
0.6mmo1) F2-&MEHE (90mg,0.6mmol) « 7E55°C TR Z fi, R BIR A4 H B =E A
ISV FINHACL (10mL) o V&5 FH F RS /CHCLs (1: 353X 30mL) ZEL . 4 HLAH FH b Ak pEeigs . &
e K Nao S04 T4 , ZE U R R Wi HLAF FIDOM: MeOH (100 : 090 : 10) 10 3o 7ok Je 88 4 (0 3 4l A, , 15
BMEY37 (30% 722, T0mg) HPLCH BE I ] : 8. 15934

[0746]  JDIRTT : MHmwisc 1 1 T A KR )P AT W37 R & C6 /) #4k .
CorH26CIN7O3[IMS A 2248 : 532. 27 (M+H') sHPLCTH B I} 7] : 7. 0143

[0747] 2517

[0748] Ak (R) —3- - F:-7-5-6- ((R) VUSRI -3-J%) S 5E) —1H-28 5 [d] w1
) B PEbE -1 -H BT BG45

[0749]  (R) -3— (2-2 H-7T-5-6— (((R) VU SR -3—55) S J%) —1H-2RJF [d] wKkmE-1-J) &
FIR P -1 -FF R AU T BR45IM A BN T I 14
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[0750] T Z&14
H,N

’ N ~Bo¢ ] NOz é NOZ

o, ® L4
, - F7 TNH 07" NH

F F Cl (i:j\ <:f\7 Cl (i::)

Cl ‘N~Bogo ' N-Boc

= 42 S o

43
. NH;
o NH — H—NH,
—_—
el o N
N~Bog ) Cl i
O ! N-Bog
O >

44

45
[0752] DEET.2-5-1,3- & —4-H5FETE41 (3.29g,16.99mmol) Al (R) —3—Z & IR IR
Fe-1-F BT B (4.0g,18.69mmo 1) T-DME (80mL) H VAW /85 °C T it dt4/ Nt o e B4 F
7K (100mL) ¥ K, H HEt0Ac (3 X 100mL) 2 HX . & 3 A AL Z H & Te KNao SO T4 fEIRUE R #2
B v 7 HLE R A e S B A0 A S FIPE/EtOAc=10:1-5:1) 44k 3R W), 15 2k & 42
(85% "2 ,5.68) . TLC Re=0.5 (PE/EtOAc=5:1,UV 254nm) .
[0753]  JBERIT:AE0°C Al R) —3—-F AP kg (1.82¢g,20.63mmol) T-DME (100mL) f¥)¥4 #
R S INaHMDS (10.83mL, 2M T THFH , 21 . 66mmo) - 260°C FHHE 164402 5 , BB E0°C
TR EYZETRINE] R) -3- (-5 -3-F-6-THFE R L) &I B AR Pibi-1-F BT Bg
42 (4.0g,10.31mmo1) T-DME (50mL)  FVAVR H o 7E50 °C N INFA S S TR S W 2/ N o FEVR 5 )
BHIBN0CZ Ja, dinvkK (100mL) H FHEt0AC (3 X 200m1) AXHL . & I A HLJZE H4 T 7K Na2S04
Ty FEDRE T FERR A A ELm ik e s S R A = RIPE/EtOACc=10:1-2: 1) A5 R,
33 (R) -3- (- -6-HHE-3- (((R) —PYE eI -3—J8) ) IRk L) JIRM peke-1-H
AT 1643 (61 % 7%, 2.88g) o TLC Re=0.35 (PE/EtOAc=2:1,UV 254nm) .
[0754]  JDURTTT: AR AN 2807 S 27 Fr IR I FE 7 AT AL B 433k S 4510 #54k.
[0755] =418
[0756] & N— (1— ((R) —1— A M 9k 2 2L BF P e —3—0k) — 76— (((R) —PY S kI —3— )
L) —TH-2R T [d] ki —2-38) —2—F 8 SR IR A e e C 7
[0757]  N-(1- ((R) —1-TA Jis B B R0 2R B P e —3— %) —7-&0-6— (((R) —PU A ki -3—58) %A
B —1H-2K3F [d] wkime—2—) —2—FF B R JIRIBE TG & e s T 7 %2156
[0758]  J72215

[0751]
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[0759]

1. TFA

v

2. HOOC™X
HATU
DIPEA

[0760]  ARHEAIL B 2H077 S 290 Fr R I FE T AT G145 2L G P46 K F A AR F5 TSk
11 9 B 3 B2 7 AT A 046 2L A MICTI B4k N- (- ((R) —1 - TR M BB 22 R 2R 3R Bt
fi—3—34%) —T-2-6- ((R) —PYE R -3—55) A8 —1H-2RFF [d] wkme—2—J) —2— FF 5 S R 15k
JiECT o CorHsoCINsOafIMS ML E2 41 : 524 . 6 (M+H") ;HPLCH BE I IR] - 2. 149 %

[0761]  sz419

[0762] & AN— (1- ((R) —1— PR M B 2 2L BF B e —3—4%) -7 -6 - (((R) —PY S kI —3— )
) —1H-2RF [d] ke -2—08) —2- (9 2 S R Bt e C8

CF3

N
Sty
O N : \ /N
O o
[0763] C\ i CN;S
0 /

C8
[0764] AR5 S5 18t JT R (K L 4 BN— (1—- (R) — 1 -TA s B 0 SR ZR 3 P —3—3k) —7-
F-6- ((® -VUEIKIE-3-%) L) —1H-2RIF [d] mRkm—2—-JE) —2- (3 B 28) S MR Bkt e C8
CorHorC1FsNsO4fKIMS ML E : 576 .4 M+H) ,578. 2 (M+H") s HPLCHH B[R] : 1. 8543 4f,
[0765] 5‘?%20
[0766] & AN— (1— ((R) —1— A M B9k 2L PR B e —3—4k) —7-3—-6— (((S) —PY S kI —3— )
) —1H-253F [d] mkme—2—3) —2—Fp 35 S5 I Bl ik i C9

°§>_N;‘_©
O h =8
c9

[0768]  HI4E fnsz 46 1 8+ Fr iR R 4 N- (1— ((R) —1-TH 17 e L B Z BF e de—3—3) —7-

[0767]
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FA-6-(((S) —VY A W —3-4%) 2 FL) —1H-28 I [d] ke —2-J8) —2— 1 It S M 9% /2 C9 .
CorHaoCINsO4f{IMS I £ 48 : 522.5 M-H) ;HPLCHEEE I A : 2,055 8t

[0769]  sz4i|21

[0770] & pN— (1— ((R) —1— TR M 9k 22 L ZR B B e —3— ) —7—&—6— (((S) —PY SR —3—J%)
SASE) —1TH-2R9F [d] mrme—2—J) —2- (R 28 S it fiec1o

C10
[0772] ¥ S5 18 rh B Rl A f R & BN— (1 ((R) —1—TA 78 BB 3k SR 4% R B e —3—3) —7—
A -6- (((S) -VY A WRIR -3-38) L) —1H-2KFF [d] KMk -2 L) —2— (= 40 FF L) S MR el 9 e
C10.CorHarCI1FsNsOafIMS WL EE{1 - 576 .5 M-H) ;HPLCYEF BEINFIA] - 1. 850 %t
[0773]  S2i22
[0774] & Ak R) -N- (1 (1- G-FABL L) B REF Pk -3-48) —7- ((1-FF BWRIE (1-H 20k
WE —4-) S HE) —1H-2RFF [d] Wik —2—J88) —2— 6 S ARt e D1 AT (R) -N- (1 (1-TPA A B AR 4
FIRPREBE-3-8) —7— ((1-FF JENRIE ~4-J28) 58 2E) — 1 H-2R JF: [d] DKM -2 —J) —2—FF it S JIR ek 9%
fiZD2
[0775]  (R) -N- (1- (1- (3-S P M &) IR PEfe—3—48) —7— ((1-FF BEWRIE (1-FF LWk IE -4
5 ) —TH-2R I [d] WK —-2—45) —2- 1 o S R Bl fie D 1 AT (R) —N— (1— (1 TR A I 2 25U R B0
PEgE—3-3) —7— ((1-FF BEWRIE —4—58) 408 —LH-2R I [d] ke —2— k) —2— FR L e ARt It fie D 2

G R T 7 %16
[0776] 7416
>—NH
HCO;H @E >_<\://( 1. TFA
NaBH(OAG), CNrBoc 2. CICH,CH,C,0H
HATU

" 51 DIPEA

[0777]

[0778] IR . 450 CFr‘wc/\%:s(Smmg 0.929mmo1) T1. 2—:;@% (3mL) H [
¥ JITHCOOH (120mg , 1 . 39mmo1) FINaBH (0Ac) 3 (256mg) « 7%= T Hi K BV G 3/ 2 )
sk (LomL) HIR-S¥FICHCLs/ B A EE (3: 1, 30mL X 3) ZEEL « A AL £ T 7K NasS0s -1 H.7E
WS T W4s . Ir3 R R R EH# — DAk BT T — DY,

[0779]  JDURTT KR4 Qs L L b BT A AR PP AT 4 B 105 1 2L A WD K B4k o & 2, H
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TFARL R AL G W5 1 AT I H HH IZ o EN2 T T=30°C R ] 5 HH i% (400mg, 0. 865mmo1) T Jo 7K THF
H R R N3-S R (113mg) WDIPEA (223mg) FIHATU (390mg) « [ SLVR A Y9 2% 18 R 2
FR AL FIR T PR LN 5, LC-MSER I Jo el A2 AR 4R o o 5 I 7 AT /CHC 15 (1235 60mL)
HTH20 (30mL) o A HLAH FINaHCOsE 5% » 4 T 7K Nao S04 -1 , 76 Ja & N e 4s H 4 FH Combi-Flash
(£ 1-10 %MeOHI¥IDCM) LAY, , 13214k A 9D 1 o C29H37C1NsOa [FIMS I £2 41 - 553 . 1 (M+H") ; HPLCH##
BRI IR 6. 81404,

[0780]  JBERIIL:mALAHIDL (514me) T —BELE (Gml) H 1V 5 NS NaOH (104mg) ¥
HeO (2mL) o 7E50 C F i FE S SR A0 L/INES 2 )5 , LC-MSZR B TE ) R 44 o S B2V A )
SR BEAICHCT 3 (1:3) (60mL) #H . 3 46A HLAH H. 42 HH Combi~Flash (+51-10 % MeOH[JDCM) 2§
b, 13 BIAYID2 (31 % 77 38, 149mg , ¢ i = A BR) o CoollasNsOs IMS WLEE{E : 517 .6 (M+H) 5
HPLCY# B4 I 8] : 6. 9243 %

[0781]  sz45)23

[0782] & Ak (R) -N- (1— (1-PA Je B 2 RU R B B e —3— %) —7— (1 -FR R R IE —4—J) Al K) —
TH-23F [d] Wk ie—2—Ji) —2— (=380 R 28 S SR D3

CF;

[0783]

[0784]  HR 4k s 227k BT IR O FE A B (R) —N= (1 (- TR A B 3 26 2 A P dse —3—3L) —7-
(IR LR g -4 —-58) 558 —1TH-2R 9 [d] ke —2-J8) —2— (= FF L) S MR Bl e i D3
C31HssFaNsOs[IMS ML EE A1 : 597 .5 (M+H") s HPLCHE BAINF 8] : 2. 10404k

[0785] ;1%24

[0786] &l (R) -N— (1— (1—PA Je B o SRU AR BA B doe—3— %) —7— (1 -BR R R IE —4—J) A JE) —
TH-2R 9 [d] kR —2-388) —2-FR Jit S5 SR 9 e D4

[0787]

[0788] ¥4k s 227 BT fEIR (O FE A B (R) -N— (1 (1-TR i B3 25 2% 3R Pidse —3—3E) —7-
((L-FRTA FENRBE —4-JE) L) —1H-ZK IF [d] K —2 L) 2~ F It S5 R B fi&e D4  C31H3sNs O3 1)
MSHR 228 : 543.6 M+H) s HPLCYE BE I : 1,995 Bk

[0789] =425

[0790] & hl (R) -N- (1— (L-TA Mt B s 2 PR e e —3—2) —7— (1 TR R R g —4—J) 4 ) —
TH-2R 3 [d] kR —2—J8) —2— (=R AR 8) S MR e D5
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,iN Ry
O é’»_g\:(/}q
[0791] g NJ$
il
D5

[0792]  #R4E anse 22 BT #EIR I FE A i (R) -N=- (1= (1~ A BE 28 S 2R IR B e -3 32E) 7
(- A IR E-4-3E) FHL) —1H-Z8 9 [d] mkme-2-3%) —2- (Z a0 3L) S Rk i D5
C31H37F3NsOsFIMS ML BLE : 599.5 M+H") s HPLCHE BE I IH) - 2. 1144
[0793]  s/4126
[0794] & R (R) -N- (1- (L-TA M B AL 2 AR B e —3—2) —7— (1 TR BRIk e —4—0) A 5) -
TH-2KJF [d] Wke—2-3) -2~ 5 R MR B D6

-

el
N P o\ N
[0795] \r O/ © CN‘§

D6
[0796]  HR 4 s 227k BT IR O FE A B (R) —N= (1 (1 -TR s B 3 2 2 A P dse —3—3L) —7-
(- FENRIE -4-FE) & FE) —1H-ZK FF [d] BR—-2-3k) —2—FF 35 S5 JO B B 142 D6 - C31HaoNs O3 ]
MSHH %241 : 545. 5 (M+H) sHPLCTH BF 7] < 1. 9843 #h o
[0797]  skf5i|27
[0798] & plk (R) —N— (1— (1AM B9t U R A e e —3—8) —7— (1- (2,2, 2- =9 & 58) WIR g —
A=) A FE) —1H-2K 51 [d] ke —2—3) —2—F 5 S MR A e frie D7
[0799]  (R) -N- (1- (A-TA MBI AR P b-3-28) —7- ((1- (2,2, 2- = F L AL) WR e —4-3E)
L) —TH-2R 5T [d] kM —2—J88) —2— F 8 SR R A D 7 (1) A5 Bl s T 17
[0800] 7‘7;9}!‘;17

\>—NH

NvBoc
HN

[0801]
1. TFA

CF;CH,S04CF,

2. CICH,CH,C,OH
HATU FiC
DIPEA

3. NMaOH
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[0802] LIRI:7E0°C T M AL &3 (120mg, 0. 2mmo1) T-DME (2mL) H ¥4 ¥ ¥ s Jn
CF3CH20S02CF3 (95mg) FIDIPEA (103mg) o 7E 2 i T i H e BLIR & Wik % 2 &, i in &5 —#t
CF3CH20S02CF3 (95mg) F1K2CO03 (30mg) o S NV S WI7E =i T i3k HAE%E & 0-30%Et0Ac
() et S R A Ak, 3 B A 52 (53 % 77 2, 66mg) JMS:531.7 (M+H) .

[0803]  DERTIL . M4 sk pl22n BT #5318 K 72 )7 AT AL S W62 R4 S HIDTRY #4k .
C3oHasF3NeOa[KIMS W22 E : 585 .7 (M+H") s HPLCY BE I 7] : 7. 01 434

[0804]  sz/5)28

[0805] &gl (R) -N= (7 ((1-Z BE AR e —4-2) L) —1- (1- B-& A B BRI Pike-3-
5 —1H-2R3F [d] wrme—2-J) —2— (9 8 S MEBRIE L D8 AT (R) —N- (7- ((1- L B HE MR g -4 -
) L) —1- A-TAA ISR R IR B b -3 —2) —1H-2R 3F [d] Wk —2—J) —2— (= F 2 7+
L ZD9

[0806]  (R) -N- (7- ((1-Z B FHENRIE-4-3E) ) —1- (1- G-SABLE) HIRMPebi-3-3%) -
TH-2RFF [d] R —-2-J) —2— (= R 28) S SR BRE e DS AN (R) —N— (7— (1 -2, B AR e —4—2)
) —1- (- R B L AR BE Befie—3—2%) —1H-2 9 [d] ke —2—J) —2— (3R R AR S R e 15t
Hﬁmﬂ%‘ﬂi%ﬁ??‘i Z18, H R RIEwise g 22+ Frff iR R 75 1

[0807] J5&=
’: DN, )_C ,: \>_N§_CN 1. TFA

' N-Beo /Boc 2 ClCH—,CH2C20H
Osx N . HATU
ﬁ( k 54 DIPEA
53

= Cs
Nes C§ Neg CJs

[0809]  (R) -N—(7—( (1—&@%%%%—4—%) ) -1- (- (3—5—@\?@%%) BIRINPEbE-3-45) -
TH-2R9F [d] kRt —2-3) —2- (3 R 28) 53 R BR Bt % D8 » CaoHa7C INsOaFIMS W 22 : 635. 1 (M+H
) sHPLCHE BE ] : 2. 034 4

[0810]  (R) -N-(7- ((1-Z B FEWR e —4-5) 55 28) —1— (1-TR M 22 2 2 R e e —3—2%) —1H-
IR [d] WK —2—J) —2— (=5 FF 2) e MR % i2 D9 o CaoHaeNs OaFRIMS L 5241 : 599 . 1 (M+H')
HPLCY# B4 ) 8] < 2. 0943 %

[0811]  SE4|29

[0812] &R (R) -N-(1- (L-TA A B AL A R IR Bt -3 3) —7— (VU A -2H-WR g —4 ) 4 5) -
TH-2KJF: [d] wkme—2-3) -2~ 5 SR B %D 10

[0808]
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Eedes

D10
[0814]  AR¥E Q=2 3ASF Fr iR I FE 7 A Bl (R) —N= (1= (1~ A R 2 2 2+ B8 P e -3 -
52) =7 (P& -2H-WR I —4-28) 28 28) — IH-Z% I [d] K k-2 %) —2 - FF 2t S SR A B i D 10
CosHasNsO4fRIMS ML 8248 : 504. 10 (M+H") s HPLCHE BEINH ] : 2. 21 3%k o
[0815] =230
[0816] ARk (R) -N- (1- (L-TA M B L S MR B e —3—8) —7— (1, 1- A I 7 AL DU & -2H-Ti
AWK g —4 ) ﬁﬁ) ~1H- ﬁ# [d] IR i -2 k) —2—FR B S SRR B D 1 1

D11
[0818] R i =452 3N 18 Frf iR M FE )7 & B (R) —N= (1— (1 - TR M BBE 22 S50 2 BF P e -3 -
) -7- (1, 1 - E VYA -2H-TR AR i -4 4008 —1H-2R 3 [d] w2 J) —2-F &k
SEARBEIGE D11 o CosHaaNs0sSHIMS ML 2248 : 552. 5 M+H') s HPLCHF BF 18] < 2. 11434 o
[0819]  skskskskesk
[0820] Ak |- LI IR [ S48 LA 1) BT AU R B AN 5 B A fe] o) 8 A FH it 3 5k Y S
it 48] ) 4 1 5 P 5 AU B, ELAS 5 PR PR A1) SCrb B 3 s A L B R AT B R N AT
T 25 DL AR AL R JE T BA R BRI SR A Y B A o A U B R B S T AR &
R AR G R DL gl 77 AR SO, iR X B AR ERE L RRiEE A
A B AN HLFR R B 51 I 7 20O0F A — %
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