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[0072]

R
(28)
[0073] HA .

[0074] @%Eiﬁtﬂﬁ%&ﬁxﬁ U 2k BT S AR A B 5 1) 07 FEA M 4

[0075] R & —-CO,R" ;
[oo76]  HiA .
[0077] X 29 Wb Enld i EEAL K 29a B Gl 2%

[0078]

R
(29a)

[0079] @%ﬁiﬁi@%&zﬂxﬁ (I 2 AT 1 AR AR B 45 1K) 07 R 4

[0080]  R'* & —CHO.-COR".-C = N 5 -CONR"’R" ; H.

[0081]  R" WA AT 2 Lo

[0082]  RE J) A&, A< AR I A R N 3 R R G0 TE, W 1) B K AR R AT DL A0 TE o

Bayer-Villiger NV 56 8o JiE AR ] B R % ARGt R ] DAAG il i oKk g 48 I 2 — 20 (R R4k

SRS, T [ PR 1) B A ] 0 ok P A AL AR IS IR AL R 58

[0083]  Gj— 7, AR WM 1 1AW, HA BURIEEE B R AR g AR IE i s A

IR SE T TT SRIMA S

[0084] 55— 7, AR BH$EME T 20 24-29 4L &4, HA BUARIEIE B EA ST+ 2 LI

B AR STt T ZI A S .

[0085]  Gj—J7 I, ARRWIEEME T 25U -G, B & —Fhall 2 Fi HOV 22 28 1 i 1 B 47 il

FILAGE, A — ek 2 ML R s Be 815 5 A2 BBt HOV WG ME LR Kk &9 /

B —FP B 2 Bl BA BT HCV WM AL G4, B0 G S % R AL A P 2R HOV PO B TR S
14
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2% RS A B IR 5, ] 24 FH 2k

[0086] 5 — 7 IHl, A BHERAL T ¥R T B 0 RE Y AR A b TR HOV B 1K 7 v AL )
BETA R PFA SR — R s 2 Bl HOV 22 240 FR 25 (1 BRI s —Fh sl 2 M TP = 8k B
515 T A WoR Pt HOV S TR AL &4 s A/ B— ek 2 R R 5t HOV FE AL &
W, AL S 2 A AL A AN s HCV 0 B3 ME 1) G0 35 R i M 40 i BRL - o

[0087] AR EHALIL K —Fhak £ Fh HOV 22 2 12 2k A g7 5 —Fhek 2 PP 2 Bt
7S A Bon Pt HOV ISR IS A/ s— ek 2 B B Bt HCV 362 ML &4,
AR G2 A A a0 S 7 HOV 0 B33 T4 1 O 98 SRS 1 40 i 1R - 1R 406 TR il 28 A
I7 B TR A 1 T A BB 1 HOV S 25 b i 3%

[0088] A/ AL K —Fi ] TR 97 BB A3 vh HOV B i 2 R sligh A, o, rik 24
BEBAGUEE 20 IFNES, Hh 20— DR A IS — R 2 A HOV 2 7R 5 A
FHIF RIS A HEABmERA S ), 205 — PR B AT —FaE 2 T4k
FREBEW 5 T A BoR Pt HOV G TR = Ak &4 (ERplEl 5 ] 25 F 280 R sl B 7 41
A ), LRARE L, 2 /0 5 — R IrR s 80 & — R el 2 M A B HOV iG-S (phiek
5l 25 R SRR FIA G ) , LG % P61 40 & a0 8o HOV HU9s 3535 T 10 S 9 sl B ik
MR 7.

[0089] 7 Fif & Ff A H rf HOV 22 24 a1 Wi 40 Wil 571) P 3= st HOV (L&) i 225 w]
DL 25 24 20 W R BT HOV A R sl LA A, W2 HOV 22 2[R & B350, 4 =k
REfS 15 3 AL o Pt HOV G MM TR L&, F1 / BT HOV AL &M S 4 A & 8L
25 AR I R A S R T BT SR T HOV BB S

[0090] i &l ik

[0091]  IE i AT 1R BH VR JF &5 & Bt B mT 58 dr AR AS i BH 1) R %A T T FI L s
[ REAE S AN a5 A IR eSO T AT U BH , T AEXS 4% % BH ) B i), 2o

[0092] 1 2R T MBS R AL G CU RT3 — « 2B X5 & =il 7 140 feih 7 48
/NI S R HCV 24 RNA AR EZR 4] o

[0093] &2 EI7R R T #Z B LLR SCHR AT (1) B [RIH 55007325, VR A e B A R R4
AAE H AL G 27 I isobol MTH1£R, Greco, Park il Rustom ((1990) i T 5l — 2 &
TR 1 B D~ Bl A R A B e E 2 A 1 25 P R e R ST N A (Application

of a NewApproach for the Quantitation of Drug Synergism to thecombination

of cis-Diamminedichloroplatinum and 1-B -D-Arabinofuranosylcytosine), Cancer
Research,50,5318-5327) .

[0004] &3 B/R T {E a 5 isobol WIFEiE M JLAT K R KA T UK B2
isobol EI/RTE E = 50 % R I % isobol. M 24k vy = x 5% isobol HIAZ X
Mo Nag#ky = x HHEZ isobol AN . 025 AL (0,0) . SZ5HAE isobol H il &)
e, 2 S = ON/OM. ON J2& 0 % N[ S, OM A2 0 &= MBS . 340 « BRETHE o« =
4(S%-8) 5 S Kk,

[0095] P& 4 o8 TAESEE 1 H R BLE Greco ZE 7 VERT 43 9 6 f5 R B ik &4 CU
T2 a —2B(Schering—Plough) ZH& 1) isobol +HH{H .

[0096] P& 5 R TAESEE 2 H R BLE Greco ZE M5 VERT 43 9 6 f5Fi B 4k &4 CU &

15
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THFE a 20 HAEH isobol THEAE.

[0097] &l 6 SR T AESE M 3 SR BAL Greco S50 HAXT 4 8 FERRBRIOAL 44 QU 5
F4h%E a —2B(Schering-Plough) 4041 isobol & (k.

[0098] [ 7 SR T AESE M 4 R LA L Greco 17 HAXE 4 8 FERR ML A CU 5
FHE a 20 HEH isobol THEAH.

[0099] &I 8 75T AESIH 5 FRHIBAL Greco 45 [T VEN 5 B 8 MR IAL &4 CU 5
ETIE 1 HEH isobol THEAE.

[0100] ¥ O W7 T AESEH 6 FRHILA b Greco SRIITIERT 4 B 8 AR AL A4 EC 5
THE a -2B(Schering—Plough) ZH-& ] isobol t1HA{H.

01011 &1 10 SR T 7ESEH 7 rhRAILL b Greco 250177084 B 8 A5 HR B AL 404 EC 15
THE a -2A HEH isobol tHHAE.

[0102] & 11 7R T 265 8 R LA b Greco S MY ITEXS 45 8 FFBE ML A1 CU 5
THE B HER isobol T

[0103] &I 12 s T AESE S 9 FhSR AT BA L Greco SR 77 40 3 8 R REREIAL A EP 5
FHE a -2B(Schering—Plough) ZH&H] isobol 15 A{H.

[0104] & 13 &R T 7ESEH 10 *RATEAL Greco SR IA17 V4t 43 51 8 R ORI L5 4
FHE a -2B(Schering—Plough) ZH &/ isobol 15 A{H.

[0105] el 14 R AR (A) FIEFARER (B) THRFE a —2B 7 S 140 a5 L2 By HOY
T RNA BRI AEPLLR, SR T 0 4 A i 40 M S
CES

[0106] R HIifik

[0107] 51 FH T A% S0 iy A ST HL 2 SCHR I P 2535 LR 4 ) 23 LA AR SO
VESS

[0108] 41 b A58 1 B A A SR TR T, Rl 5 A B, DA R4 S AR A LR
P

[0109] %4 TR F R

[0110]  ACN L

[0111]  AIBN 2,2 -BER_FTHE

[0112]  BOC 5l Boc 22k EEAUT ME

[0113]  BOP ZRIF = —1- R - A S (ZHREER) SRR R
[0114] n-Bu,SnH =IF ] ZESE N

[0115]  t-Bu BT %

[0116]  Cbz REPE TS

[0117]  FMEPTC  FHAHER ML
[0118]

16
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[0119]  DAST ( ZCHFZE ) = HAmE (Et,NSFy)
[0120]  DCC M RAL %
[0121]  DCM TEFRE (CHCLY)
[0122] DIBAL-H 5T RES4LEE
[0123]  DIC 1, 3- Z A FEmAL — TP fi%
[0124]  DIPEA “RNELHENE
[0125]  DMAP 4= (N, N- ZHIZEZ L) mbmg
[0126] DMP i3] Dess—Martin Periodinane i3]
[0127]

( 91{—%%)

07 "0 0Ac

[0128]  DMF PR
[0120]  DMSO A
[0130]  EA TCER AT
[0131]  EDCI 1= & -3-(3— ARz AN AL ) Akt — )% HCl
[0132]  eq =)y
[0133] Et L5
[0134]  Et,0 s
[0135] EtOH LI
[0136] EtOAc M 1
[0137]  Et,Si = CHEE R
[0138]  FMOC 9- Jj A IR

[0139] H-Chg-OH $

BN OH

[0140]  HOAt 1- }23E -7- %&?%#Eﬂ%
[0141]  HOBT 1= FRR R =

[0142]  HOSu N- fé%ﬂﬁiﬁﬁf‘ﬁﬂéz

[0143]  HPLC RSB AH a1

[0144]  LAH EARAA: s

[0145]  Me SiE

[0146]  Mel PR Al

17
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[0147]  MeOH i

[0148]  MeOC(0)Cl & FF IR FF lig

[0149]  MOMCI AR L

[0150]  MOM R4 AR

[0151]  MS Jigss

[0152]  NaBH, AL

[0153]  Na,C,H,0, 09 %)

[0154]  NMP N— B L bk s 4o il

[0155]  NMR AT

[0156]  P- EEW

[0157]  PyBOP FRIF =W -1 FE - RS - R R - BN RR R
[0158]  TBD 1,5, 7- ZH AN [4. 4. 01— %% 5= I
[0159]  RP-HPLC  JAH i HeyiAH €63

[0160]  TBSCI AT B AL PR R R

[0161]  TCA LR

[0162]  TFA R OTR

[0163]  Tf,0 =5 PR R T

[0164]  THF IWESIURE

[0165]  THP VY Ut g

[0166]  TLC TS N

[0167]  4n b Jv st FH S AEBEAN A B AR o, BRAE D3 A Ul B, DUR RE NI BALUT &
X

[0168]  “PFRAEMZEHER” ¥5 B L% A B AR LI ([, Hop= 28 HRIET 12 284
AP (20 Lipinski, B 2540 2240 FE R 2, “ A e it AR S HEPE” 21, 283 (1986) 5
Yun, Hwahak Sekye, “3#r 254t W2 HEM I N H 7 33,576-579, (1993) ;Zhao, Huaxue
Tongbao, “ 25 4) ¥ vF 4 &5 46 & ¥ 16 A2 ) 55 HE B e f R 27 34-38, (1995) ;Graham,
Theochem, “ 2 4) V¢ vF BEAE W 5% « 76 A 9 % HE Ak A Sk IR 46 19 HE T 23 A 7 343, 105-109,
(1995)) o FRLEM S HE R 1 52454355 —C (0) ~NHOH. —C (0) —CH,0H. —C (0) ~CH,SH. —C (0) ~NH-CN,
T | RIS | ot ST R R 2 i P RS | DU M | 55 FETRA I I e i P IR - P AR R U P
S R S AL 3 B2 3 I T -1, 2- L3, 6 AR -1, 2, 4- BE T
PEIE SR IE AT I U 3 RO TS ML | 3- ROk —1- IR ML A,

[0169]  “FRMEE Rl fati A BRMEE TR . B0 ER B R 5% 3E (-C(0)oH) . —C
(0) -NHOH. —C (0) =CH,0H. —C (0) —CH,SH. —C (0) -NH-CN . fisf J5& | [ Pk | Jo o sk ik ik G 5 PP 5L
DU M | 5 TR TR S 2 2 PR . N- AR AL 4 5 R R R A e . 3- 2
B3 T -1, 2- L3, 5 AR -1, 2, 4- BE M BBl A 7 B A 3- FR A R g
53— FRdk -1 R SRR BRI, RIS Y RS A Oy R R R R R

[0170]  “PERORIIE” F5 ARSI A 23 Fn LRI R JE B R 1tk S AE & s it 2 v G BEL B BUOR P IR
RE AN UEAT ANAR B S N, [RI IS0 & 4 1) H 8 5 B A B EAT S N, HL AT 36 49t b o 25 11
Gy TRR LA o IXMIR OR AP 55 B AU AR N A FI, 332 H T ORI R EE, 19 i

18
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BT R R SRR AR LS (US LA 3, 840, 556 1 3, 719, 667, iZ LHRGI AR IEN S % . EH
HIER IR FEZ I T. W. Green FlI P. G. M. Wuts, “HHAL2E P HI{RPIE” John Wiley and Sons,
1991, REORIPFEARBFE WA T € SR E IR TR 1 5k o 2809 VE I IR P 4 i A1 A0 4%
B, WA AR BRI Cg IRGbEE, a0 A2k | L 55 BT 46 A2 AR AR 2k R 2k 2,
2,2- = LHEE, VYSNE G JE , BRI AR A QPR 2R ke ik -9 A0 U AT A4 e
SRR IR BN LN IS, RS, ek s SR A i P AR O £ F A, = P PRSI,
AR PRI RH A A B i R I ik 2 N, N PR R fie L 7— RS Mg (W L IR o N— 2 5 PR 5 P T e AR
I I A o ot 5k T G I AR PP 5 B PR IR RS A TP R 5%, D IR AR 2 o 25k A o TR R S A 0
LHEEE e A P T ot Ik T TP AR S R IR IR AR Bt PR R 5%, e S e R SR e SR I BT B
P AE I IR A, P R S SR e SR WU T SR SR S 2 P IR 5%, fe SR s S AR 2 SR e A
PRI 2 S L 2 i PO, BRI 2 I be Jh I S IR 2 I T R 5%, Ze I e e ke ik 4
FEWRMRIE — PRAeUE LSS, etk sl e b i dh i — AR B et — LS, (56— (fIR4ut
B ) —-2- AN -1, 3- AESRIR A —4- 3 ) edkin (B- BUT 3k —2- AR -1 3- AR
I —4- 55 ) ML, FI (5 3% —2- SR -1, 3- AU A —4- 58 ekt (5- ZRFE -2- %
-1, 3- R UG —4- 28 ) TSR

[0171]  “PRAEEE MR 5L Fa A ST IR N R4 25, 2 ) T30 I B Ak 38 2%, [ It
XTH BRI E o RIL R AN E R 3 26 2 BOC.

[0172]  “HRHEEE” FRUNA ST E SR IBEdE  BEd FE Bl gt .

[0173]  “HREAEHUARIE” FiR i B 2 A SO e W Jle e 5k B AR EE , oA 4% 05 26 405
R IE BT VIR AU L O U L 205 AUk L IR U A R ) B e ik B AR
LA 55 Wk B LA A ZRALI ) L 2% 5 Wt ik e U A B W A 5 L PR R T AL 2 L O IR A
HR T B AR S « 2% S B R EE (R ) < —C (0) -NHOH. —C (0) ~CH,0H.—C (0) ~CH,SH.~C (0) -NH
—CONTRA I | IR o R Tod P O 2 ik PR WD 5 | DY M | 0 Lo 266 2 2 PR IR 0 N R AR R 3
LS | % 77 FE T I AE 2 3 R AL L 3- 58 —3- 30 T4 —1, 2— Wi, 3,5- %A% -1,2,4- g
MRS s R S A T LN 3- R I R EMR L 3- FR AL —1- AR ML R R IR SR A
Pk O IS AR O S B AR I PRI R | Oy AR LA | A 05 BERAIEIL | e Bk Y
TR P I PR TR I 2 7 2 W T IR 266 2 5 228 U Tl It 256 L et 28 PR SER 2  D  25 1% 5t
TR SR ERIE A EERE AR (L, =) 8 0 =) .5 S =).
Y'YN-. Y'YPNC (0) -, Y'Y*NC (0) 0—. Y'Y*NC (0) NY°—, Y'Y*NSO,— B} Y°SONY'—, Hrp R® WA e pr e
S, YR Y BN R A R DT R A 0T A, B Y R IR T S ek 4 0 3, B AR
LR Y'YOIN= B, )Y R Y g — AN AT DU AN A ST BRI IR IR ERIE T R L 4T
TR ot SRS PR R AR R RS L R R R B O AR R AR I Y R Y 2 rh S — A b S B
T EUACEE S YIYPNC (0) -, Y'YNC(0) 0—. Y'Y°NC (0) NY*— B, Y'Y*NSO,— Isf, Y' Fil Y° toa] &R
FPHIERIN JG ek 4 2 7 BRIl B AL . TRV / Wl e AR B IR 12 R A
(2 )« —C (0) -NHOH. —C (0) —CH,0H. —C (0) —CH,SH. —C (0) -NH-CN F# %k | B b 5L | o SE R ok R 2
S IR | DY M | O SR IE R U A L N- AR AR A R AL | 4%y SE I I A A TP
3R SE 3T M -1, 2 L3, 5 AR -1, 2, 4- BE Mk Rk B g D7 A 3- 5%
B G EL - PR AL —1- PR EEA ML Y'YNCO-, AERR AR 2 IR e SR A B R R R VAR
(0 =) A (S =) ERFE s IHAR ARSI  FF 2L PR AL sl HAm AR A 05 BE 2k el HL i 428
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LA 2% 57 B SO AR ACSR LA Bt St IR BL SRR AL L 07 IR L 2% 7 B B AR
IS AL | 7 BEAREE R 07 BRAREE e AR A LA IR FE R AL O SRR LA 2% 07 FERA AL |
e e MV il I s B P R A | O R P I L | A 05 W TR I L SR L YTYPN-L Y'YANC(0) -
Y'Y*NC(0) 0=+ Y'YNC (0) NY*= B Y'Y'NSO,—o 2851 15 1y s A IR Tk ik BB A R P IR T ik 0 36 P4
BRI PRI LA LR A LR, (TR - R - R - LR ) TR
(FPEEBRLIL ) RAEIRIE L WE 5L AL — Jedi Ak | ARk O SR AE T IE T R
B VH I AR L R IR A IR AR T R L R R PR T — PP B R
RE (PRI E ) 2- KR R - 5 2- R PRI A- ekt - FAREFE
B L 3 NI N EE (A MENE S TP - Sk L A mEmE R T — SRR L R
2- K OFE R PR R OIRHE A~ KHE -1, 3- R IE IRAE - Tk 3- 2RI T —2- %
BEIHERE —3— Fk CIRFEFIWER —3— Jk L HRIk (4- MEREFE — LBk 4- mbng 5L 2 4a 5k | ey ik
LRk SIEWE K LM A SR WL — 20t  NEE R 200t | IR 5 A L M 2 ARy BTt
W ke PR ke Wy 5 — PR | A g S PP DR A Y SBE | e PR D b e 2 PG L DU
PLL A 5 PP 28 0 TP R A

[0174]  “PEEL” 48 H-CO- B¢ (IRMREEBRIAAL ) —CO- FL[A], Horh IR cAE in A S0 g o ik
B SR b dt . 250V R BESE A0 18 B . L BE2E N EESE 2- AR BLE T B
ERARIELEL AR BLAE L INBRBEEE A AL TS

[0175]  “BEMSIEIE” FRBEMM I —CO- FE 11, Hh IR SE WA SO e o

[0176]  “HENAAL” fir Rt ], AL SRR mOW B, ] oy ERESCCRERL A, b R4 2 &2
2916 NIRRT o IR BEEEEAERE D HAT 2 240 12 RTINS 2 24 4 Mk
To SCHERE A B AMIRGUGE S W T3 L L BN L T R AE ELBE B AL BE L AR AR 2
BT A2 2 A AR T, ] LU EBESCCRERT « 2861V I BER L G L0655 UG 2
B TEE S TRk 8- EETT —2- SRk L IR AL PO AL R O T 28R
o “HURIIBEMEE” F81k - D aE A “IRBRE IS (IBLE | 22 3 4>) BRI B X
Y » B W] LUAH [R) A ), JF AR ST 5 SCo 2881 P PR B A 5 I e R OB R 4
[0177]  “HEJGSAIL” FaBEiiAt —0- BH], Horp MR S WA S BT 7 SCo 280 PR IR I SR
RN EIE 3 T AR S

[0178]  “Refa kiR etk ~0- FEl, P pe s nA SO IE . 25 MR bR A B T 48 &
I IENEIE RS IE TR PRI

[0170]  “Refa AL "Hiale kit —0-C0— S [, Horp e ur 1 5 3o 28 PR IR e R A 456 P 4R
SN R 2 N RS

[o180]  “bedk R ARG keI A1, Hon] LUR FLAE GO BER, £ B HATZ) 1 240 20 MR 1.
PUIERIFERAESLBE P BAT 1 220 12 M7, SERR InA SO e MRStk . SCRER T
AN B MRS P LR BN IR E A B AR L

[0181]  “fRZSeE "R T ARG L 1 24 4 M 1, v LLE BB SCCRER . “BUY
BEAE” SR EE A CIRIRIERUEE " (A 1 2 3 4> ) BUCHI I B pest, B
AR R AN [, FF WA ST e 3o

[o182]  “rdb WV fi itk "fi fedk —S0- k[, Hrhbedkn fog o DLk i2k F2 e pedt 2
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IRt BT

[0183]  “HedkhaMtIt ” FRbe kit —S0,— FE[A, Horpbedkin boE o Rk rZE & Hrh ek 2
IRt BT

[0184]  “Ue LRI Ak 2l ik AL ” g b 2k —S0,-NH-C ( = 0) - BE[], Hh Be L i A SC ATk
DI () e BE R P T 2 ik PP IR S 66 [ L v e T AR R e Tk () TR A

[0185]  “Wehiidt " kidk —S— LM, Hoh e d WA SCHTIR o 2849 PR I pehm 2 AL HE A 2 . &
T3 7 T BET PEi 2

[o186]  “HRdL” fRMRIRIEE M, S TRk S EE, v DUE HRE SO, B B4 2 24
16 NIRRT IERIREERE D B 2 B4 12 MR T s FILELA 2 B A AR T, %
FEats — e MOt I L LI BN JEE B AE BRI RE b ARSI ” Fr et
HHRAY 2 B4 MR T, AT LR BRSSO, PRI DA — A A R, 254
PERIBRFEAFE T BRI L IE T e 2- T hRFE 3 FISE TR L IE I | PRI o
PRI BERELE o CHURIRAE” fa i — B A R R AR (L 1 2 3) BRI
b U EE B T LIAH R BN ], HAn A e Lo

[0187]  “JEfRYIE” Fa ARG A 2 F RS 2 S5 B [ I 80T 70 A6 6 GO B h AN EAT
AR s N L nT e et bR 2 5 TR L2 o X Pl / B R4 2525 T A A e A4
AR N AR, I TAE G O FE P R A A AT ARBE R RN, 2 %8R 5
132 23 FNET, 140, T. W. Green HTP. G. M. Wuts, “HHULFZ TR IE”, 55 2 7L, John Wiley
and Sons, M%) 1991, ZCHRGIARNEN S5 . Nz / Willa Ry 68 “ TR AT e ik /
W Jie fRAP 58 7 R0 “ S ATROE K% / WElE R4 587 280 Ml / WRla O ok e BRI, 0 d&
RS . S RIS R S BEEE . = S SRS L QAN I 2R Tk SR QI AH 2 R AU — SEIE L =0
CEHE . OBk O HE  A- ST BEES T I AR AN I AR IR EE | B B IS (picolinoyl) .
P i b SRR TG\ 2 i R SE L 2% PG 45 L RN S i A, 16 AP 48U — ik L 9— 0 ik PR A Rt
2,2,2- =5 LA 2 = I PREGEIE RS - IRIE . ORI AL G TN S A R R
FEBUT A (BOC) (1, 1- — AR - PRI AR IR IR IE R SE (CBZ) ARSI AL
2,4- R - FEBES

[0188]  “WhficfRAr 3L Fig Al b A S AR 37 Wk e 55 A ) 608 o 7 & G 2 Fh AN IEAT AN AR
B SN I HAE AL i fr e PR HB IR 2 1 5 T I L R A o S PR e R4 225 T 4
FEAATIRE RN 2 A HE, TG G FE R B A AN BT AR B s 8, £ 1%
PRI AR, 1, T. W. Green F P. G. M. Wuts, “HHULZEF IR, 55 2 WL, John
Wiley & Sons, 2%y (1991) , % LRI AR INEAN S . BRI AL AR “ B A 1Bk
R4 355 ” F“ ST 2 B IZ AR5 7. 2849 M K IR e O 3 2 T 2 AR A 2 AR S L 2
FIRELAE (picolinoyl) (&AL CUBEAL K ML AL & IR AR B E0 46 AR 4008 — ek L9 i &R
FIRIL2,2,2- TR OEIREE 2 PR PR LR - IR LRI E SR AT R
AR BUT A A (BOC) V1, 1- AL - IWBRAR S RIE R IR (CBZ) JAHHZE TR
FURIE 2,4 & - RIS

[0189]  “HZAIEMR” ¥Rik H AL LI RIRFHE IR IR MR IR . HIER B Te OFRE
a - kb BA L 8D AR AA IR . LIRS I B o - JENAEKR. =
FERR T DA A P ), B (R BB 1T, S B e T R A . “rp MR R RS A
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7 HLA B IR ) 2 S5 R o 2509 1 1) PR S D B 0. 6 TR 2 IR B IR L S R - e e 2 PR T
AR RNRIR AR R HE2 R 22 R AR IR . “ FH 2 R 7 fe 5L
P AR TE AR B2 pH 27 1E FELAT IR 2S5 IR o 28400 P 1) O P e S R L M 2 IR A 2 TR
MR . “ IR IERR” fa b M BE IR AE A FH 2 pH 2l FOAT I 2 55 1R« 2849 PRI
P R AR R AR AR . LML o - 2R 280 I RN A LR 2
S AR VAR AN AR (AR IR H R 228 2R - D R B 2R
KA AR AR S E R AR R R EARNB AR “HERRAER” 15417
TEMR D TR . 250 M AR RAR GBS i s an BTl o« - JEER K D- =
AT (RIEETIR) . BAIb(B- 22 - 7T ) Nva(IESZR ) « B -Ala. Aad (2- &
TR )\ BAad (3- FIEEC R ) Abu(2- FIL TR ) . Gaba(y - &ILT R ) Acp (6- HFE D
2 ) \Dbu(2,4- —FIFE TR )+ a — RILPE R IMSA ( = FFE Ak fidk -Ala) alle (5] - 57
LR ) Nle (IFZ I )« tert—Leu. Cit (JRZM. )« Orn. Dpm(2,2' - "2 FEHE 1% ).
Dpr(2,3- R FEAM ). a- 8¢ B-Nal. Cha( 3R % -Ala) AR E S . Sar (LR )
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(I BRA AN A T B P REA T e A S N, e MAEZ =3 N REAT
[0491] 3K 24 WAL G, L AR B WA SCATIA , W] LA FH % H 2 B R A x5 29
¥ Michael 5244 (HAPAZE WAL TR ) BE47 Michael 0y S il 4

[0492]

R
(29)

\LMichael ..y %

(24)

[0493]  Michael i i WA 3 3 B () J5 i MR A MRS 301, k<6 S PR 2k S SR AL A R i
KU . Michael ik x B 7] 2% :Corey, E. J. ;Noe, M. C. ;Xu, F. Tetrahedron Letter
1998, 39,5347, FHAHERBBEAFIIAKSE Corey, E. J. ;Noe, M. C. ;Xu, F. J. Am. Chem.
Soc. 1997, 119, 12414, 1& B K056 DOMLACN 85, THF, X X o T RN 444t 3 B I .
CsOH\NaOH.KOH F LiOH, & B[R EZEL -78°C R 0°C, M HARN &2 -60°C. HT
A B A B H R B R WA ST IR o NI P fi B Ji e N ( 2R AR )
HZBAUT BR. th4h, Michael NS AT FHEAS FHARE AR (PTC) (FPHERAETF14 )
R o

[0494]  fLIEMT PTC & 0-[9] A2 -N-9- B FE ] e g iy .

[0495] X 25 4L &4, Hoh AR B A A SO, v L@k X 24 1930 i 73 4RI ERL 145 o
[0496]
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H H
H H T R
' ’ H

12 e R"

2 ST e 2
[0497]1 4y 2L 1 38 4k i 2 & & Javidan, A. ;Schfer, K. ;Pyne, S. Synlett1996, 100 ;
Tatsukawa, A. ;Dan, M. ;Ohbatake, M. ;Kawatake, K. ;Fukata, T. ;Wada, E. ;Kanemase, S. ;
Kakei,S. J. Org. Chem. 1993, 58,4221, 73 ZFIFMAL A& A A58 FH AR P 70 BRI RN 249 %0
L 150°CHITRLEE . AL E A5 A8 ] EtOH. AcONa 1 NH,0H « HC1, FZ4 FT FH A1 O o5
(RIS o
[o408] =\ 26 HIMLGY), Horh AR B WA AR, W] DA & B i Wiz Or 4P 55 4 BOC fr4r =X 25
ARG (PR A S TR ) Hileg . Hu il B RS Bz -0, Fidk. HE
HIH R E[FHESE (Greene, T.W. ;P. G. M. HHLE A FRIEE, Wiley, New York, 1991,
TRIP F A ELFR R BT 18 PR M ), A DB E A4 77, R 29 0°C —100°C . IRRE R S5
ALFEAE A ACN, — AL FEnth g IR A &3
[0499]

! b
o Ry £H -
-
[0500] i 27 WAL &4, Jrp AR R AnACSCRT IR, T OB e Je X 26 i p Ry AL &4, 3L
AR BUNASC TR %
[0501]
° Tv " 'I‘ "
(:0) @7
&R FH
-

[0502] s ERATPILIEIR . B DIk E & R DIBALH sl A4k [LiBELH] BEAT Y
Witz 2 24 % (hemiaminal) WIIE IR . 55 010 )5 & 48 B ik 2 iZ 3E R, K Et,SiH
M1 BF, * OEt,. i&J5 412 F Collado, I ;Ezquerra, J. ;Mateo, A. I. ;Rubio, A., J.Org.
Chem. 1998,631995-2001 F Ezqueera, J. ;Pedregal, C. ;Yruretagoyena, B. ;Rubio, A. ;
Carreno, M. C. ;Escribano, A. ;Garcia Ruano, J. L. J. Org. Chem. 1995, 60,2925, H&H H
F A AL B A 2 R T 22 M e 2R ) 25 A2 K H BH, » SMe, o

[0503] i 28 WAL G, Horh AR B AnA SO IR, ml LUK 27 i &4, Horh AR s A e i
TR AR 1 2 o
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"

[0504]

" /"% T R
.'.. !
en — Bk &8 @8)

[0505]  ERUT MEAFAE R ik FErEHBR 22 N-BOC R FE 5F 5 Gibson,F. G. ;Bermeier,
S. C. ;Rapoport, H., J.Org Chem. 1994,59,3216-3218, AX4FIK K4 AN R A01E , Bifidr 4
PR Ee TR SR B e . B0, 40 5% FH CBz, ] 3R S AL BRARE 45t (036, 40 52 5% A
BOC, MWK A IN HCl () LR LBEH W . 27 Greene, T.W. ;PG M. AHLE A IR,
Wiley, New York, 1991,

[0506]  AAU AR LA LAFEAE, X 3 b Gl i 4 X 5 b 65K 28 itk &
WIAEA ST EaR 4 AF T AT AR IR S Y il 45

[05071  FHFll 4% R*\R® B R™ A A ATk M B V) 2ot — B6350 20 18 5 2 BB A AT R
R FNR AR L, X LT IR T B - WEIZA AL " 31, 6. Georg 4i%E, VCH Publishers,
Inc. (1993), #41%5 240-241 T A 303-305 7,

[0508]  DATRHZSH] MW B4 1-11 532K T i & AT A B ) 2 IR R T . 1B
DL S 8 855 2 Hp 18 7 vt ] 8 A 1 2L e AT bl B 1) 22 PR R R , A0 405 AH 28 1 SR ALLER
k.

[0509] [ MVKZE 1

[0510]
OC(S)SMe
NaBH, NaH/CS,
\ Mel
CbzN " CbZN CbzN e
O«
(0]
BuySnH/
AIBN

C%? om0 %&;¥D

[0511]  JxJW&Ek 2
[0512]
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NaBH
Csz: i il

[0513] R MVKEk 3
[0514]
j7 LDA, PhSel PhSeBr
Csz: %m
oL
o)
’ Bu,SnH/AlBN
Cszi %'
o
o]
Hz
Pd(OH),/C
'HN{ %
o
0
[0515] [ Wik 4
[0516]
0
& DAST
CbzN )
%(0\/
0
[0517] RV IEk 5
[0518]

o

ChaN, %‘7
o™~
0

DAST

— CDZN :m"

2
Pd(OH)zlc

SePh o
H,O,/ R
! = ChzN i
O\/
o
NaBH,

QC(S)SMe

Q(’? NaH/CSMel

F F

o Pd(OH)z/C \3
— oo, % :% Y
o
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[0519]
[0520]

[0521]
[0522]

[0523]
[0524]

[0525]
[0526]

% OH
\ ' Pd(ou),/c \7
CbhzN oy _M_QL_W__C_'; CbzN HN o
. o}
[ ik 2 6
lO OH
\) *“\\
NeBH, S Pd(OH),/C 3
CbZN ol ——— ChzN na HN e
0 0 o)
SN ER S T
CbzN V? Pd(OH)e/C BOCN .7 NaBHg, BOCN %
o BOCZO
0]
: Ton/DMAP
N AN
') “'——" BOCN "D
o
o)
V% 2 8

CH,),/Zn / MCFBA 1 RN, ﬁ.Nﬂ\x

g o O

e R %2 9
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Ixxxiii

©”°iﬁﬁ$ﬂ*© B

Dess-Martin
DCM
33%
232
[0527]  JRJWIZE 10
[0528]
[0529] [ WV EKEk 11
[0530]

PyBOP
DIEA
DCM

g § .
I N\ N N\HLN gy
N/ "’ ° A

THTN

SVey

CXXY H’N/kG
ZN

DIEA
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N /‘\\
Xiil °

= g% o

DIEA
7%

. .
PA(OH),/C \’i ; \')?\ \Ll
—_— NN N ! Dess-Martin
H, &N /’v QN/QNA —-5203’?-—.
98% o
F
F\’\\I
0 o) N
O)L 3“*% P
N o /!V el I N

[0531] AFESH - NHENERRTHEADETIZ (= N-) 191 Bt &9m] LUtk
N R ) A SR T ) — A B2 A BB T B A A i N- AL, LI E i 5 iR,
WIHE LR I I £ TR BAE i P v 301 — G P e o g ) Ui o AR R, 0 K 2 25 08 22 [
T ARIETE RR R R .

[0532]  7E N SCHTR I & N, BT RE R AR AE Wb I T B R N MR RE ML, R
VRV RE B (thio) BURE, LB A EEM S5 RN, 7] LRI br Uk
S A E B0 AR 4P, ) 122 L T. W, Green FHP.G. M. Wuts in” Protective Group in
OrganicChemistry (AN 2ETHI{R473E ) " John Wiley Fl Sons (1991) ;J. F. W. McOmie

in” Protective Group in Organic Chemistry” PlenumPress, 1973,

[0533]  m] DU H MG VR O BIR G  h CsR d AR SCRT IR il # IAL S . B, BT igAe

AT LGE T DUR A - I NETR 0 Hh 208 H R B3 R 0, AR BT

BTN )5 R AR, SR 5 AR AN TRV A HLA R A 100, JF AU

HZRTR T o BB, AR FE BT, T LB 2 B RN B, A 46 5 DT B Bl i
110



CN 1869061 B OB B 103/243 T

BOR, R AT vk B 28 9 2 kit — P Al = 4.
[0534]  HR 4 A BH (19 55— ANRFAE, W LU b AH B3 A AR BH 1 L e Ak A 4 T 1) 2% A% % B
AL E) o
[0535] A kg AH L5 46 77 V210 — A~ S8, A 2 ARV B ) =X 1 A4 T LI b A A AR R 1
& -S- Bk EWmE . Bin, v DGR SR, n 3- LIS TR, MLk A TR T,
WA P pErh, IR TE Bl &3 N N, BE T IE I S R R S B 22 b 22 K4 pH
5 FIA N B K R, 45 K20 0°C RN S35 2 TR IRRLRE T Jse ke T A b 1R A T 480 S W o X6
TAGRAREE AN EYIE S —M Tk,
[0536]  {F A B I AH FL#% ¥ 5 1L 00 73— SEA), w] DL ok S A0 AR R 2 —S— BRE AR Bk 40 &
Pyl S 2 L A Y. Bln, v DUR S S AR, 4 3- U A TR, MLk AR
B, a0 S R, R BRI IR RNk T (AT BT IR AR A R
[0537] W] LABEAA, J¢ T A SCI 5 FE RN A% 05 55 10 05 B e Fe s B RS T AT v o 4t %MX@ﬂ%
GER . MIEFEHL, G0 R Fe B TE, DU A7 B AR AT AL S I — PR BRI £5 44, (HAT
CLFRfR T @%%ﬁ%é%%ﬁ%%%&%M&ﬁ%%ﬂm%MWKTUWﬂTE¢%—
Pl
[0538] W] LITAREN AR B AL A ] A& AR L o 3K BEANSTRR A0 m] LU ST
N RECS MR, ARME AN BT UL T, A B S L Ah S i m] LLRIR H LA S A IR
%o W DAERAR, A BHALHE AR BHAL A 40 ) SRR JLART S AL A4 R S AR S A PR L R e AT TR TR
EW, BFESNEERA Y . X e SR AR DUE o 8 A B R LI U7 T, an e B R R
SR N E AR A 2 8, B e ATV I e AT T (R 4 )08 B R R AR
o
[0539] Ay A B B IR, N PR A i ik AT 1) ) 28 TP A4S AR S A T X aniai AR/ 2 2k R
AR R
[0540] A L FP A7 TR R T AN 2 2 | e S 2 L B — e S 2 JE IR AR R BH AL & )T iR
It o ik 22 EnT Bz 19, B JCEE RO BRI sk o e 1 36 B 0 55 LI 25 ) W T 71 A 2%
HE T DRSS E A 25, TT AR Bl R E 50 5 v, T8 Ik U 8 e 3 R S A 1
AR AR M ER o 40, Ak AL A ) BB I e B mT DUIR I AR 7 Vil K
B T 5 A T8 B IR 1 /K BROK B T B L S 8 B N Rl 2R R R A 1 A, B
A8 B 5 PR AT A ML T s B, ZEIX B 1 5 3k B2 20 8 B0nT DL I VR 448 VL 1T 3R A
FH T i) 53 6 35 P L0 10 B R R A 3R TR IR TR BT i PR 2 P WLR TR AR R L LR,
FrAE IR T R BRI IR 2K IR T A IR & fﬂ&ﬁﬂ&%¢ﬂﬁ&¢%&Eﬁﬂ&$mﬁ
B2 IR R« O IR 2R BRIR Eh  DUIR MR 2k R A 2R h R IR 26 2% AR 268 2R UbE T R

i“~%%ﬁ@&ﬁ*ﬁ%&ﬁﬁ“ﬁ“ﬁ&f@§ CILERER D EERRER L AR #h
$%&ﬁ*ﬂm“ 2- Bk - SRR HIMBER L R IR £ B R s IR R IR B R
IR & IR £ 3 RN IR L i WU R L 2 5&@%&+*%%Jﬁ%ﬁ#ﬁ@ﬁ

)ﬂ%ﬁakﬂiﬂﬂﬁhﬁﬁﬁﬁ EEN

[0541] AU BHALA WD IR I sk mT LI o o A Bk R N v i e R iR AR 9 s Ak
BH (1) BEAAAL S AAT DL It PR sk R S 7 Y B B 2 A s VB A B A PR IR s 2 T 4 o
[0542] %% B AL A4 nT CLIE i A B30 R 0 00 ) 5 VAT e AT B AR e B P A . 16
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W, AR R BH R BEARAL G AnT DU Ik FH I 20 5 T A S R A1) B e 56 7 24

[05431 AT LA i) £ B i &k 2L P AR R B (K0 A0 & 4 A0 5 YR 2k Bl 7 2 IR R TR AR 4 1 S
Ao AT LLAH A B0 sk PR el 0 56 0 B IR IR BRL, < 2 5 B R 4 i e AR 22 BT
P2 10 B, B2 2 500 8 90 3R X BH B8 1 0 B 08, DA T A6 0K S i el 1) [ A A A
VR F AN B 1K SE B 7m0 AR BTSN 2525 En 4 2 0 2, 048 ik 4 s
Fgl A 4 a8 ERAT A A SR ARG LR AT AR 2R AU A A A AR AL A R A VA
FAGEE EENE A SRR B S TR N- T - A R RS AR B
B2 JHBR N, N — SRR L R E RN AR R N- TR O 2
fig WRIE = (FRIEFSE ) - S pE DY P A AL A

[05441  FEAR B (1) 732 FRnT L5 (b il 2% sl A s e (Cnk&4) A4k BT
WA o A5 WAL A 7K A4 mT LA (60 1 T b A58 T A L 7 2o — e DO St e PP R
MIK /A HUE TR G4 =45 ot 75 (i 2%

[05451  mT LAIE o A FH sl B 00 9 7 v o % JRURL R 18] 7= 40 , 481 G 6 23 2% St 5 Hh i ik
W EBCE AT B AL 2 2 [

[0546]  JE kA 2 LA T (1 52 Ha LT S35 2 MU HE AR B IR &4, " AT 7 skl 4%
DL E AT AR A3 T, 3 e sl ] A AR Ay 25461 H T e AN A A Sy 2 5o AR & B L) PR 2 o
[0547]  i@id TLC NMR. RP-HPLC 8% EA V43 HTHE T o

[0548]  JE ik A 40 LA T (1 S LT S V5 28 MU HE AR B IR &9 e AT 7 v sk 4
FE AT LIS T, 1 L8 ST AR Ay 25081) H B0 7 A R A8 S A Xof A A BH 3 Bl D B
[0549]  iE i TLC. NMR. RP-HPLC 8% EA VE43HTHE T o

BIALHEARN

[0550]  sEjifs] 1- 454 A-E -

[0551] ¥ TFA (4mL) 034644 xi (310mg, 0. 39mmol) f¥] DCM %5y (10mL) 1. 78 K42
TR RN 5 /N o I, FUA R BR R i OAH HPLC 40T AR ik R LIAS
3| 195mg (68% ) &4 A

[0552]

[0553] M4l bak 5 vk A & B BRRE, i 45 R A4 54 B-E -
[0554]
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E:%n):t%%h;ig " |

©
[0555]  SEjfe] 2— A5 F-M
[0556] K¢ DMP i 511l (307mg,0. 73mmol) Hi 2 4t & #) xii (350mg, 0. 56mmol) f¥] DCM ¥5 &
(10mL) o FERLYEM N R IVYIBEFE 2 /N, ARG 10% NapS0; H ik OV 30 7380 AR5
F EtOAC (75mL) AEEU R MR AP Ek itk . TEAVUE IR YG. R Gtk
LTS I3 (80-90% EtOAc/ Tkt ) 133 248mg (T1% ) L& Fo

[0557]
ﬂ&%@%nﬂ

[0558] AR Lk 77 vEFEAE A& B A Ik, H145 LR A &4 GM -
[0559]
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E"%rnfﬁrg“%%ignv

c:%nxﬁ”)(f 32*’ .

[0560]  SCjfd] 3— b 54 N-R

[0561] % DMP i3 (146mg, 0. 34mmol) ANRILA xix (£ 0. 22mmol) ¥ DCM ¥ (4mL) .
FER A 200 T RN 2 /M, 285 T 10 % Nay S0, 5 ik S Vo FH DOM R S NTR S 4 o
S EANUZFFH 10% Na,S0, VeI IR A Sk bk . K TS a M2 T8It B a5 ik 4ife
FNFR A, B R a4k (5% EtOH/EtOAc) 153 78mg (56 % ) Fistb-a4 No

[0562]
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N
[\NI%H NIIrN 0>
H o ttgjﬁwrn\,,\\
0 o °
[0563] AR b i 7 v A% FH O B Rk, &A1) 0-R

[0564]
N N
CN%NIEQI({N%%/EYN\;L on

©
E:%NIE”IO'(N?;%“ \/@

[0565]  SEJtEfs] 4- tA4) S-W -

[0566] ¥ DMP ik 51 (272mg, 0. 65mmol) fn 2 4k & 4 xxv (320mg, 0. 5mmol) [¥] DM %5
(10mL) o 7ERZYEMR ¥R NDBEFRE 2 /N, IR 10%  Na,S0, Hib R MY 20 438, 28 J5 H
EtOAc ZHUIT 1 IE-GY) . HERKIEBRANUE, TEIF R WY . Wik ik 4l g
7R (80% EtOAc/ Tkt ) 133 170mg (53% ) L& S,

[0567]
Mty

[o568] A4k ik 75 VA A A& B JEURE, 2 LA AL &4 T-W
[0569]
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Y Rip

[0570]  SEJEH] 5- &4 X-AD .
[05711 % DMP iR 5] (329mg, 0. 78mmo1) 1N F] 4L & ¥ xxvi (400mg, 0. 6mmo1) 1] DCM 3% W

(20mL) o FERLAVEMR MR SVAHERE 1.5 /N, AT 10%  NayS0, Frab e 20 73 %f. AR5
M EtOAc ZERUFT SRR . FHEKIEEaIUZ, TRIF RS W ki tisiiaift
PSR (70-100% EtOAc/ Tkt ) 153 210mg (53% ) HLEW X,

[0572]
E: ﬂf \L/g \7 0
%f M N%%“V
F

[0573] MR _Ladk 7y v A FH I B A SRk, il LR AL 54 Y-AD -
[0574]
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o
AR
WG
i

(:%nfﬁig%%}ﬁ\gn\v

[0575]  SEJafs] 6- 54 AR-AT -

[0576] EALE W) xxxiii (150mg ;0. 076mmol) ¥ T 5ml. TFA, 34tk — K. A RP-HPLC ¥
ik P42 3 40mg (33% P22 ) 4L AR,

[0577]

R

[0578] MR _Ladk 77 2 A FH I B J5URL, 4 L R4 AF-AT -
[0579]
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?“ﬁ%%%nﬁm .
ﬁxuﬂiuifg%“v
e

e

[0580]  SEJtEfs] 7- AW AT -
[0581]  #Ak&4 xxxviii (180mg, 0. 21mmol) ¥ T 474 ) TFA (bmL) JF4E KA =0 FIE

3 K. WOHY, LAWY M NIR G S BIR AR, Wik ) AH HPLC v:46i4k 153 3 50mg (32% ) 41L&

YAT,
[0582]

TR

[0583]  SCHEN 8- (L) AK-AM
[0584] /H’f»k,/\&r@ XxXxxiii (150mg ;0. 16mmo1) ﬁﬂ: 4. bml. TFA JfFilﬁfj# 3K, i RP-HPLC

R 2] T0mg (54% 7= ) L EH AK,

i”m;
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[0586] MRk _Eidk 75 V2 A FH I B SO, 4 L R4 AL-AM
[0587]

[0588]  SLjitafs] 9— &4 AN -
[0580] HALAW Lii (80mg) %1 3mL TFA F1 3ml. DCM. fE KA =G R EWHRE 5 /)

o ZRRBREWH . @il HPLC AL TR I RT3 62mg (83% ) &4 AN,

[0590]
o>
\ .rﬁ 0
Nj:'or OH
o Ny
[0591]  SEZjtafs] 10— 4654 AO -

[0592]  B4bA4 1iii (160mg ;0. 2mmol) ¥ 5mL DCM FE 0 DMP iR 5 (170mg ;0. 4mmol) »
1B RAEWE N IRV =/ ZBRBEZEFNIHFBIREMEG T 50% O / AKFFiEd
RP-HPLC y£4i4b 1531 51mg (32% ) L&) AO,

[0593]
R
ST L
0" H
[0594]  SCJfH] 11— fL54) AP -

[0595]  #4b-&4 1ix (162mg ;0. 22mmol) ¥ T 8mL DCM 1511 DMP i35 (189mg ;0. 44mmol) .
TERA W T IREG WP 3 /o 28 & B £ ¥ 57 35 18 i RP-HPLC V4 4l 46 7= #1521
41mg (25% ) L& AP,

[0596]

\
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[0597]  SEJEfH] 12— ALE4) AQ -
[0598]  #4bAH) 1x (T0mg ;0. 09mmol) ¥ T 5ml TFA Fll 5mL DCM. 7E KA ZEE NEIREY)
PERE 3 /NI, BEAREEFIPER AT 50% 4G / K, IHETERLEY AQ, —Fh

[0599]

CN 1869061 B

H

g
o A\ % g

[o600]  SEjiifhl] 13— 4b54) AR-BG -

[0601]  7F TFA (5mL) F1 DCM (5mL) ¥V 4k 44 1xvi (223mg, 0. 326mmol) Fii ke 4 /)
I . TLC (RERE :2% MeOH/EtOAc) K B 5E AL B S BAS =) o Y& T B 23351
P E] 198mg (97% ) LA AR,

[0602]

0

0
TR D
¥X Oy%u
(¢] 0 =
0

[0603]  AR¥E bik 7 VR IHAE AL B A IR, 4% L AL A4 AS-BG -

[0604] ‘
G

[0605]
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[0606]

121



CN 1869061 B OB B 114/243 T

/\11&%%@
- YYR%Q
»J%@%&%@
/\oiNIKNQ:?;(%“;:Q

[0607]
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Y’“@;\ 0
ISQRISY,
/]\ 0 0

[o608]  SEjiifs] 14— 454 BH-BS -
[0609]  ¥4b-& 4 1xxiii (150mg, 0. 15mmol) B T DOM(3mL) » 4% TFA (1. 5mL) HnEIH R »
YA RISV R A o BRI, ZUAR R4 R N LIS BN R AR W) o i AH HPLC 44k iR R4
H%5T153)] 60mg (50% ) 4b&4) BH,

vy
g o¥e

[o611]  AR¥E LIk ik I A8 AL B ok, il 9% LA ML 549 BI-BS -

[0612] %’f
"‘fﬁéﬁ%’f

[0613]
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[0615]  SKEifs 15— 4b54 BT-BU -
[0616] ARSI 5] 12 (7592 A FH 3 B iy S Rk, 46 A R A5 BT-BU -

[0617]

[o618]  SZjtafs] 16— 54 BY -
[0619] ¥ DMP i # (165mg, 0. 39mmol) INEML-E4) 1xxvii (143mg, 0. 21mmol) [ & 4%

W (4. 2mL) o FE RV IR T RN 2 /N3 10% Na,S0, (/K ) ik B 20
1% H EtOAC B FTIF IR &Y. H /KRB VLE, H MgS0, T FF Ik 4515 21— Fh 3%
. WG (5% EtOH/Et0Ac) 153 124mg (79% ) 4LE4) BV,

i

[0621]  Sjtifs] 17— A54) BW-CA -
[0622] ¥ DMP ik # (342mg, 0. 81mmol) MENL-EY) 1xxxix (420mg, 0. 62mmol) ) — 5 F k%

[0620]
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VB (20mL) o FERLVEIR R SRNABERE 1 /NI, IR 1096 NayS0, ik s 20 23 %h. 48
Ja H EtOAc ZEUBT R IR 0. A EUKBEEANUZ, TIPS @k tikiiat
W RY (80% EtOAc/ ke ) 732 208mg (50% ) AL54) BW,

[0623]
SYR R &0
o
: 0

[0624] MRk LI (75 AL A B A JsURE, 146 L K54 BX—CA -

[0625]
E:%“gnj%@%um
[0626]

() Qg
%ygutg %?JY &
c:%%ﬁ%g@%v

[0627]  SEjiifs) 18- 4k&4 CB—CC -

[0628] 5 DMP ik (227mg, 0. 54mmol) JNEML-EY) 1xxxvii (200mg, 0. 3mmol) H 5 Akt
W (6. 5mL) o 7ERLYZEIR T RIVBEFE 2 /N FFH 10% Na,S0, (KR ) Fak MV 20
3. H EtOAC ZHUFTF IR G . FHE/KUERANLE, F MgSo, Ik 4if3 21— Fia .
i (i aiifk, (5% EtOH/EtOAc) 153 138mg (70% ) 4b-54) CB,

[0629]
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(N i{ OH
Y o“%‘?ﬁnv
(o)
[0630]  HI4H LA b J7 vAEAR & B A B k), il AR A& CC

[0631]
C:&“fmfg@? {an e

[0632]  SEZjtafs] 19- &4 CD -
[0633] HAL-EW) 1xxxxviii (40mg,0. 05mmol) B T TFA (3mL) 7. ¥ b AN L 3
Wi, FHAH HPLC alifb ik 153 25mg (74% ) 4L&4) CD,

SIS s

[0635]  SEjififs] 20— AW CE -
[0636]  MRPESLHMB 17 11977 v 48 H & B 1 J5URk, 4% L N AL &4 CE -

v Hﬁ@%ﬁ?x

[0638]  SEJEfH] 21— 444 CF—CG -
[0639] AR SZHEH] 14 H v AE I B A SRR, 24 L L &4 CF—CG -

[0640]
0 o N
F 0 }"'\
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[0641]  SZJEMH] 22— &4 CH .
[0642]  HRPESLHEB 16 11977 v 48 H & B 15Uk, 4% L 4L &4 CH -

[0643]
, Lo
S

[o644]  SLiifs) 23— 1b&4 CI-CM

[0645]  4k-& W exi (490mg, 0. 75mmol) ¥ T DCM (6mL) o ¥4 DMP iR 7 (380mg, 0. 9mmol) JI
BN EIF R 1/ o 109 Na,SO, W 1 11 ) NR-A 1), 2R Ja P MR NaHCO, Fl #h 7K
VEVEAENIAT . WAEAE WIAE, SRJ5 FH 70% EtOAc/ CLleds iR Bk W (it et 2 4L S
CI(325mg,66.4% ) .

[0646]

[0647] R4k il 2 L EAL SR L _EJ7 RO T )26 6 rp R) 7= 0 3 2 (B4 A8 R 10 Jim
Kl il s UM S8 CT-CM -

[0648]
Sanee
NN A 0{\/
s :
N 0
HN
[0649]
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[0650] S 24— tb &4 CN
[0651] ¥ DMP X% (300mg, 0. 69mmol) MENLEH) cxviii (335mg, 0. 46mmol) [¥) DCM/THF

W (3mL/3mL) o ZIE R R NIR A B 2 /AN 10% Na,S0, (K ) Hik MV 20
5380 H EtOAC ZEE TS IR G . HH /K VA MLAE, H MgSO, T8 JF ik 4515 21— Fh 3%
. EIERER R4tk (80% EtOAc/ TVE ) 1234644 CN (220mg, 67% ) »

e
/j N B "

[0653]  SEZjitafs] 25— tb54) CO-CR
[0654] % DMP iR (159mg, 0. 38mmo1) MFELE4 cxix (164mg,0. 25mmo1) |1 DCM/THF %5

VR (1.5mL/1.5mL) o =98 ¥ I MR S EE 2 /AN FER] 10% Na,S0, (/K ) ik v
20 43%h. H EtOAC 2 BT B HIIR S . FH /K BEEA HIAE, F MgSo, T IFik4s &2 & .
T feE R R4k (T0% EtOAc/ Tkt ) 15 34b-&4) CO(100mg,61% ) o

[0655]
Ny
[N’j*“?iuff'@ A
0] /ﬁ 0] o El 0 H
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[0656]  MRF il 4% LA Ak & i BA b 5 VAR T 46 Horb (0] P= 4 4 v, {84 P 3 B A R
B, #i8 PL L &4 CP—CR

R Feipesnd
AT Y s

[o658]  SLjiiifd] 26— 4b&4 CS—CT

[0659] BALEY) cxx BT DCM(3mL) » 4 DMP iR57) (180mg, 0. 41mmol) JNEN AW, SR )G 1K
P 1/ H 10% Na,SO, ik e NIR G4, 2R J5 A R NaHCO, FH#h /K SR ALAR . (R4
AWAHZ G, H 100% EtOAc 8 Ak aifb i RS R E4) CS (95mg, 43. 7% ) .

[0660]

0 0 "
[NYL.,;QN\E)LN
N7 0 A o AN
Y )

[o661]  HR¥E il & LL_EALS M E LA T7 VA0 50 T4 FE b 8] = ) 775 32 ABLAE P 0 R iR
KL LML &) CT -
[0662]

N

ML A

[0663]  SiZjifd] 27— 4k44 CU. E1. EK-EM. EO-EZ FI FA-FG
[0664] ¥4 4k & W) cxxviii(356mg,0.52mmol) % T DCM(GmL) » #5 DMP iR 7 (270mg,
0. 63mmol) AN EI MR HPERE 1 /DI H 10% Na,S0, il [ NVRE W, SR 5 43 B HLAH I+
FHHAT NaHCO, A #h KB . EWRATA ML HZ Ja, H 100% EtOAc ik aifbik RS2
144 CU(200mg, 56. 3% ) o mp 225-235C.
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[0665]

' 0 0
H W
[Nj/“\u N\/U\NJ/?'
P 0O _A
N 0% N N’A
H § H

[0666] ARl 4% LA BAL-S R LL b 7 vERI O Tl 8¢ L rp a) p= 4 i) 5 v, BAE FH @& B R
Bl LN A& E1. EK-EM., EO-EZ 1 FA-FH :
[0667]
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[0668]

St
| 0
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[0669]
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o%(%gi{”%’;ﬁﬁw

ES,

N N\/EI(N/%: 2
%NYE( ” ) o; onV

[0670]

134



CN 1869061 B w BB B

127/243 BT

\O,?LN\?< ﬂ\_)o'\ N jﬁﬁk

GRS
° /0

[0671]
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[0672]

< S eY
DAL
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o

Nafﬁ\iﬁrfggzjﬁ(ﬁw
O 0 ( 0

FE,

X g 2 X 5y
Ay ékﬁig %\(ﬂw
?‘%}rﬁv&% Q@fwg\v

O R
. R

[0673]
I
o Joo

[0674]  SEjfs] 28— 4k-54) CV-DC

[0675] ALEW) exxx (330mg, 0. 46mmol) ¥ T DCM(5mL) » # DMP iR 7] (240mg, 0. 56mmo1)
IR A IEBRE 1/ F 10% Na,SO, 3 1k S W IR A4, FH A NaHCO, Ak K ¥EV A HL
Ao

[0676]  7F WK 4i A HLAH 2 J5, FH 100 % EtOAc £ {0 i 4l 4k, T 15 18 W% 42 W 15 B4k & W)
cxxx (280mg, 85. 9% ).

[0677]
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' 0
N §
E;ﬁﬁ o‘?ﬁﬁ?m
: 0% N
H

[0678] R4 45 LA EALE I LL b T 05 T o) 4% 3 A 1) 7= 40 16 g v, 4B FH 3 B A R
B4 LU L& CW-DC -

[0679]
0
n o
U“u?r ﬂfﬂ
RO

[0680]
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.
1

(”]T“Si ”fg XH 0 ”)\

WAL 151
M & ( o |

[o681]  SKtifh 29— 1b&4) DD-DE

[0682] ¥4 DMP X5 (362mg, 0. 85mmol) JNEMLE4) cxxxviii (400mg, 0. 57mmol) HJ DCM ¥
R (6mL) o ZUE TR SNV IR-SWRE 2 /NI IF R 1096 Na,S0, (K ) ik by 20 738
Hl EtOAC ZEEUIT AR IR G . H 3R /KBRS ZE BRI A HLAH, H MgS0, T8 k4t 3zt o
IR (70% EtOAc/ Tkt ) 4ief3 3k &4 DD (201mg,51% ) .

[0683]

%
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E);%NV&”IJNQR%HV
| b o ( o

[0684]  HR4ka il & LL_EAL AW LA _ET7 VR 9% T )46 G mp ) 7= 6 77 32 ELARE o L 6 D
FH& LU 54 DE -

N o
JoRRaS

[o686]  sLjfsl] 30— 1b54) DF

[0687] ¥ 4k & 4 cxxxxiii (1656mg,0. 24mmol) ¥ T DCM(5mL) » ¥ DMP iRk 71 (125mg,
0. 29mmol) JNENMIEBIFBEFE | /NS A 10% Na,SO, A1 1k & BIRAY, 3 F ML) NaHCo,
FE K EEGA NI . ARG H A2 )G, H 70% Et0Ac/ e ik 4tk AT i3 sk S 15 3
k&%) DF (108mg, 65. 6% ) o

[0688]
0 w @ .
’;j)'\”i ,N\g)L?““
0 — o :
/vo H

[o689]  SiZiis] 31— 4b&4 DG-DJ

[0690] K DMP i ) (0. 281g,0.671mmol) i B ¥K iy ¥4 #1 1 7€ DCM(15mL) 1 (¥ 4k & W
cil (0. 350g,0.516mmol) VM. Zif NEHREWHFE 2 /T, SR 5 H 10 % Na,S0, % 1
1R, FEAEHE 20 438 F DCM (3x20mL) ZEEX AT S RGP T (MgS0,) 1Z A HLALE) .
FEIT P8R 2 MgS0, 2 ) » IRZRIEH I F B I AR L (T0% LR OER / Okt ) 4ifufF BIm &1L
AW DG (0. 265g,76% ), —Fh A LA,

[0691]

u/l-\

[0692] R4k il % LL_EAL S L _E TR O% Tl 26 e rp ) 7= 0 75 32 (B4 A8 R 1 )i
K% LM LS4 DH-DJ -
[0693]
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- muﬁ?i»
nvm »
A AR Q\

P U 7Q

[0695]  SLjfs] 32— 4b&4%) DK-DN

[0696] A DMPP 71| (78mg, 0. 185mmo1) AbFEAL A4 c1x (108mg, 0. 123mmo1) [1) DM » =

‘Tﬁ%l&ﬁFﬁwwm@muﬁ%&@@%%ﬁﬁﬂﬂw%ww%¢¢&@oﬁ%
0 73 %75, 53 BSA HIAHIT H NaHCO, FER K PER . TEAAUH I B2 K 4515 3] — Rk R ),

F&ém&«%VEwm/EF)%%%%%%ﬁ%é%DMMmﬂwmo

[0697]
SUEN Lo
grsarSvER

[0698]  MRPE A& LA AL & i LA b 7 AN S T 4% Horb () P= 4 16 2k, AEARE P 3 R A R
B 24 BL L4547 DL-DN.

[0694]

[0699]
Q
Ef“I ; in“’ “x>§h<::j;:::>hﬁe
N:ljg' :E:ﬁlﬂ I hiZi?H\E;jiEE;ﬁ\ull\I:::][::j
[0700]
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[0701]  SEjfsl] 33— 4644 DO-DS

[0702]  f# A Pd/C(30% eq. ,60mg, 10 % L& & ) H4L 5 H clxii (174mg, 0. 189mmol) [1]
EtOH ¥ (10mL) Z4k 2. 5 /o JE AR B Wi B 15 KUV 2 — Pk R ), 18
il 28 AR AR RV R T3 24654 DO, 70 %6 7 3R

[0703]
YOS Y\r S
N ) N I N/gn\/ﬁ?':j\u/\com

[0704] R4k & LL_EAL SR LA _ET7 VRO T )46 G mp ) 7= i 77 32 B4R A L 0 )i

B4 LU R 46 &4 DP-DS.
[0705]
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[0706]  SIjfdl] 34— A4 CW

[0707] % 4k & W clxiii (175mg,0. 24mmol) B T DCM(3mL) . ## DMP iX #] (120mg,
0. 28mmol) HNE| A BIFHEFE 1 /Mo I 10% Na,SO, o ik e W I HI A8 AT NaHCO, FHEE 7K
e, H 70% EtOAc 4i4Lf3 21454 CW (134mg, 75% ) .

[0708]  sEjitifs] 35— AL& 4 CY Al DT-DX -

[0709] % DMP X (239mg, 0. 56mmo1) ANE] clxxii (290mg, 0. 43mmol) ¥ DCM¥ I (15mL) .
M N S SR 1N, FFHT 1096 NayS0, Ak S 20 73 8. SR )5 HT EtOAC ZEBUIT 15 Y
TREW . FlEKBEEANLE, TE I B A4 o i ik e (o i 4l Ak T A3 (3% 42 (8-100%
EtOAc/ Tt ) 132I4LE4 CY (151mg,52% ) »

[0710]  #iR¥E il & UL _EAL S DL b 07 R0 56 -3 2% e A 8] 7= 16 O v, (B 3 B 1 R
K25 LU N A4 DT-DX.

[0711]
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e Mq_

'H o\~ o

E l(nvii Ir Qn\*’rn

[0712]

[0713]  SLjifs 36— L5 DY -

(07141  B4bE5W 1xxxv (1. 17mmol) B T DCM (5mL) » ¥ DMP iR 57 (545mg, 1. 3mmol) Hi £
SCESBOITHERE 1 /I e F P-Na,S0, (1. bmmol/g #HR ) ik S N FF it 1 /hisko inA P-TBD
HAUHAR (2. 5mmol/g BT ) FFHHE 45 738, ik EFTI3 IREGIEH 50% EtOAc 4tk iT 2
1654 DY (440mg, 50. 2%, ik WA ) .

[0715] % T P-TBD & 4tk ® g ) & % X Rk :J. Parlow %%, Tetrahedron,55,
6785-6796 (1999) .

[0716]
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[0717]  SEjtds] 37— 454 DZ -

[0718] K R EML-E5Y) clxxxxi (94mg, 0. 14mmole) ¥ T THF (10mL) F1 DCM (20mL) FJ7R &
Y. RJE 0N DMP 37 (118mg, 0. 28mmol) o 7E = FHEH: 2 /N i, 5 S N AN AL Dri
Solv THF (120mL) 43 B3t F 10% Nay,SO, (50mL) $E¥ R N4, 4R 5 FH 2h 7K (75mL) ¥t
o BEJG 0 BEANUZ, H MgS0, T4, FFAEmUE TR R (i ab s (e PEMH 50 %
Dri Solv THF/EtOAc,%RJ5 4% MeOH/THF) J&, it MS K 2248 7 o 1l B IR 0 R T3 24
44 DZ (38. 8mg, 41% )

[0719]
§
o q \i“ N/}w o
.’1‘5/ O P:Or ) %n\v

[0720]  SEjfifsl] 38— A4 EA-EB :

[07211 4 JR k4L &4 clxxxxv (185mg, 0. 26mmol) ¥ T THF (20mL) » 4R J&5 i N\ DMP ik 571)
(219mg, 0. 52mmo1) o = FHEHE 1 DI JE, TLC K 5EA&HAL AT (5% MeOH/THF) o ¥4 J
NN EL S Dri Solv THF (120mL) ()43 & -3F. FH 10% Na,S0,(50mL) $E¥ KN4, 2R )G
FHER/K (75mL) ¥ . BEJS 2 B A HUZE B MgS0, T4 3 F s [ 2 ¥ 115 31— Fiik 4, i i
At vkai bk ) (RERS ¥EBLH) 50% Dri SolvTHF/EtOAc, 48R J5 4% MeOH/THF) , 3f:F UV
MIMS KAy o B4 B o RT3 2140 G4 EA (159mg, 88% ) o

[0722]
0%0( O ﬂfg ) %HV

[0723] MRk % L EAL S PRI LB TR DG T4 e mp ) 7= i 5 2 ABARE T 0 )i
KL% LML S0 BB -

[0724]
\j\uz\nﬁvﬁﬁt«? QLNH
(e llans:
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[0725]  SEjfifsl] 39— fLA4 EC-ED :

[0726] % DMP X (0. 277g,0. 654mmol) JNEILE UK A HIIAE DOM (156mL) H I4LEY)
clxxxxviii(0.341g,0.503mmol) [F¥ER. =il FREIREGWHEE 2 /T, SR IEH 10% Na,SOo,
T b RN, FEBEEE 20 3%, I DCM(3x20mL) ZEEU AR VRS IET1E (MgS0,) A LA
H. Rt ugkRZ: MeSO, Jio, W4kl T AL (0132 (T0% EtOAc/ Cpt ) 43R EY)
EC(0. 183g,54% ), J3—Fh A €Al 1K

[0727]

SEUSs et
*nf“@ %3“2&5“‘7

[0728] R4kl % LL_EAL SR LL_E TR OG- 26 e rp ) 7= 4 7 32 (B4R T8 L )i

Bl LU L&Y BD -
LAAB AT 5
N Y N NH
(0] [:::] 0] o u s 2>>

[0729]

[0730]  sgjififs] 40— 4X &4 EE-EG -

[0731]  BALAY) ccii (290mg, 0. 37mmol) ‘& F DCM(5mL) o #F DMP &5 (175mg, 0. 41mmol)
B I P RE 1 /NIt PNa,S0, (1. 5mmol /g # JIg ) &b N 3t dE 1 /ANet.
P-TBD (2. 5mmol/g #JIF ) ¥4k b 1E s S fy DMP SRFUFERERE 1 /. L 38T 18 R &4 3+ H
DCM %, 4R Ji i 4 % 420 - FH 50 % EtOAc/ B4tk AT 13 7 R 015 2116 54 BE (440mg,
28% ) o

[0732]

[0733]  MRPE IS LA AL & BA b 7 v S T 4% Horb (0] P= M 4 s, AEAE P 3 B TR
R 24 PL L &4 EF-EG -
[0734]
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[0735]  sEjifs] 41— fb-547) EH

[0736] % DMP i& 5] (133mg, 0. 3mmol) I 2 4t & #) cciii (140mg, 0. 2mmol) [¥] DCM %5 ¥
(3mL) o ZUE TR SN FE 2 /I3 10 %6 Na, SO, (KR ) ik O 20 4389 FH EtOAC
IR FR G . HERKIEEANUE, FH MgS0, 115, 4513 B —Ph e i, FRERE (70%
EtOAc/ Tt ) 2tk FFEAT E13 2454 EH(50mg, 38% ) o

[0737]
< -
EN%%QE’('SNQ} ”A

[0738]  sEjtifsl 42— (LAY EJ

[0739]  4k-& 4 ixxxiii (520mg, lnmol) & T DCM(5mL) » 4% PyBOP (624mg, 1. 2mmol) N
BILL B BERE 5 20 Bh. HEAE THE (BmL) LA cdviii (300mg, 1. 2mmol) i N2 It
HEW SR JG N DIPEA 0. 22ml, 1. 2mmol) o Z R AE R N RN Bt &, sy,
THE (5mL) B¢ SN2, LA NaHCO, ik Bk FH MgSO, T WUAH, i 8 ) vk i 1
B S AEBC R~ cdixo

[0740]
[o]
SRR Pess
Z o i
" /vo N N x
(o] I/N

cdix

07411 ¥ M  [E 7 # cdix( ~ 1lmmol) B T DCM(10mL). ¥
Dess—MartinPeriodinane (466mg, 1. Immol) INEIMIE . S0 FIEEE 1 /DN S, HI G &84
VI Na,S0, (740mg, 1. bmmol DMP/g #/Ig ) il N IEHEFE 45 708 RIS G RGN
TBD # fii (440mg, 2. bmmol DMP/g B fiig ) 1F4L K NVRGH) o 4 AT IR S B FF 45 5380, 4R
Jaidyg. H 5% EtOH/EtOAc 58413 24 54 EJ (245mg, 32% , ik W28 ) o« K TAb3E 7
R SCRS 25 1] W, Tetrahedron ( PUTHI A ) 55 (1999) 6785-6796

[0742]
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c:wétuigg%w

[0743]  Sjfs] 43— AL EN

[0744] KA =4k &4 cdvii (415mg, 0. 59mmol) B T DCM(10mL) A THF (10mL) » Il
A t-BuOH (300 1 L) , R J5 Il A\ Dess—-MartinPeriodinane (750mg, 1. 77mmol) - ¥ 2 N4 4k
# 50 73 %P, S8 J5 H P-Na,S0, (1. 5mmol DMP/g B fig ) A1 ik e he 23R T 4 20 7399 )5,
P-TBD (2. 5mmol DMP/g ¥/l ) #+b K NIRG M. Hikk 1 /NG, B A5 IR & i g Ik
i, BITEEREIEE (0% 2 70% Et0Ac/ Tkt ) 4itbr=13 2L 54 BN (220mg,53% ) .

[0745]
ﬁ%gﬁggﬁﬁnv
EN

[0746] WL 1 Biow, SRAFLL ML SRt (M.

[0747] % 1

[0748] LY# SZpif] RIERE
[0749] A 733. 3
[0750] B 747. 2
[0751] C 657. 2
[0752] D 769. 4
[0753] E 733.4
[0754] F 625. 4
[0755] G 639. 3
[0756] H 661. 4
[0757] I 643. 4
[0758] J 707. 3
[0759] K 641. 3
[0760] L 689. 3
[0761] M 639. 3
[0762] N 639. 4
[0763] 0 731.4
[0764] p 687. 4
[0765] Q 653. 4
[0766] R 701. 4
[0767] S 639. 3
[0768] T 747. 1
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[0769] U 655. 4
[0770] v 653. 4
[0771] W 703. 4
[0772] X 661. 3
[0773] Y 647. 3
[0774] Z 663. 3
[0775] AA 667. 4
[0776] AB 711. 4
[0777] AC 725.4
[0778] AD 647. 3
[0779] AE 779. 4
[0780] AF 689. 3

[0781] AG 0671.
[0782] AK 806.
[0783] AH 687.
[0784] Al 735.
[0785] AJ 736.
[0786] AM 870.
[0787] AN 813.
[0788] AP 724.
[0789] AQ 653.
[0790] AR 628.
[0791] AW 642.
[0792] AX 614.
[0793] AY 628.
[0794] BD 570.
[0795] BE 520.
[0796] BF 534.
[0797] BG 584.
[0798] BU 890.
[0799] BV 685.
[0800] BW 679.
[0801] BX 695.
[0802] BY 697.
[0803] BZ 787.
[0804] CA 701.
[0805] CB 669.
[0806] CC 733.
[0807] CD 643.

W O = W kb W W Wk W W WwWw N W W NN bW bk O O
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[0808] CE 653.
[0809] CH 749.
[0810] CI 653.
[0811] CJ 717.
[0812] CK 683.
[0813] CL 669.
[0814] (M 675.
[0815] CN 717.
[0816] CO 653.
[0817] CP 683.
[0818] CQ 669.
[0819] CR 675.
[0820] CT 661.
[0821] CS 639.
[0822] CU 679.
[0823] CV 709.
[0824] CW 743.
[0825] CX 695.
[0826] CY 665.
[0827] CZ 681.
[0828] DA 695.
[0829] DB 701.
[0830] DC 673.
[0831] DD 693.
[0832] DE 757.
[0833] DF 682.
[0834] DG 676.
[0835] DH 676.
[0836] DI 692.
[0837] DJ 605.
[0838] DK 874.
[0839] DL 924.
[0840] DM 924.
[0841] DN 952.
[0842] DO 830
[0843] DP 842.
[0844] DT 667.
[0845] DU 639.
[0846] DV 740.

=~ DN T RN O N W W W WNWWN W WWN W ooNWWWw NN W RO Wk O

W N &~ O
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[0847]
[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]
[0857]
[0858]
[0859]
[0860]
[0861]
[0862]
[0863]
[0864]
[0865]
[0866]
[0867]
[0868]
[0869]
[0870]
[0871]
[0872]
[0873]
[0874]
[0875]
[0876]
[0877]
[0878]
[0879]
[0880]
[0881]
[0882]
[0883]
[0884]
[0885]

DW 684
DX  678.
DY  749.
DZ  685.
EA  649.
EB  700.
EC 702
ED  730.
EE  775.
EF  749.
EG 722
EH  665.
EIl  796.
E] 744
EK  730.
EL  730.
EM  757.
EN  703.
EO  715.
EP  679.
FQ  651.
ER  715.
ES  668.
ET  732.
EU  743.
EV  683.
EW  750.
EX  786.
EY 744
EZ  1780.
FB  693.
FC  655.
FD  655.
FE 774
FF  68l.
FG  667.
Wk 2
£2

Ol = W W b O W W O O W W N O O W O O W kN Ww Ww Ww w w w w w w oo
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S 5] 73 MS THEAH MS SE{E
(M+1) (M+1) (M+1)
L C3TH52NT06 690. 3979 690. 3986
M C33H50N706 640. 3822 640. 3822
7 C32HASF2NT06 664. 3634 664. 3627
AB C36HASF2NT06 712. 3634 712. 3649
CE C34H52N706 654. 3979 654. 3967
EN C35H52NT06F2 704. 3947 704. 3945
FK C37H63N608S 751. 4428 750. 4350 (W)
EC C36H59N608 703. 4395 703. 4382
CA C35H50N706F2 702. 3790 702. 3801
£z C40H55N806F2 781. 4213 781. 4196
EU C36H52N706F2 716. 3947 716. 3929
CY C35H52N706 666. 3979 666. 3966
BX C3TH58N706 696. 4448 696. 4432
S C33H50N706 640. 3823 640. 3831
BW C36H54N706 680. 4136 680. 4126
U C36H54N706 680. 4136 680. 4128
EJ C40H57N806 745. 4401 745. 4417
EM C35H54N706 663. 4136 668. 4139
T C41H58N706 744. 4448 744, 4691

[0886]
[0887]

(40mL) .,
[0888]

Hr R = SE e - LA i
~10°C "I ¥ NaBH, (924mg, 24. 4mmo1) JHEN{L A4 i (8. 1g, 24. 4mmol) ) & BEH
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o0

0" N

0

]
[0889] =V W NV APFE 30 438, R 5 A AcOH (3mL) ik e . H EtOAC (250mL) #i
B NIR A, FEH] NaHCO, FlEh/K¥Eik . T1A VUZE FF IR G5 15 3 — Pk &, FRERE
i (50% EtOAc/ Tkt ) 2itb15 3 7.85g(97% ) th&4 ii,

[0890]
‘&%
CbzN_ o
o

o
, i

[o8o1] i [E] 4Lt 2- A& i

[0892] ¥ 0°CI¥ NaH (699mg,60% , 17. 42mmo1) INFENMLE4) i1 (4. 48g, 13. 4mmol) f¥] THF %5

W (TOmL) o 7EBEIRFE R HERE 40 28, NS5 #) MeT (1. 25mL, 20. Immo1) » 7E KA T

BRI o BEE S 76 0°C R /N BB AT NH,C 8 1 e o F Et,0 FITEtOAc 25

R VARG . F/K R KBREENLZE I Na,S0, T4 B IR4E tn k43 B a HLE 153

WIEIREIALAY) 11,
%;jsm.
CDZNE--"M
0 0N
"

[0893]

[0894]  H[E] =4S iilidsl] 3— fLEH) iv

[0895] ¥ 2 R ER Eh Ak &4 iii( ~ 13.4mmol) ¥ T F 25 (100mL) . ¥ AIBN(216mg,
1. 34mmol) HNFBN L. T 500 I 13 B I <, 4R )5 A n—Bu,SnH (5. 4mL, 20. 1mmol)
AR, {E 90°C K R NR AN 3 /N BRI, B S A B FE IR S A IR GG . HRE
IS (15-20% EtOAc/ Tt ) 2k ifs sk RS E] 2. 8g (66 % , MALAY) i1 FFaH
S ) G v,

[0896]

ME,D
07 N

v

o)

[0897]  FRIAIF=Y)SEitf] 4- tb &9 v
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[0898]  7FE &S Vi I ¥4 Pd(OH),/C(655mg, 20 % ,0. 95mmol) M E4k& 4 iv(lg, 3. 15mmol)
(K SR (21mL) o BT 0 VIR G P RAThRAEZE AL (1. batm) o 5 /NS, B SR
HILIE RN . A IR AR DR B S AL &) v,

[0899]
si‘»\
HN %n::;7
0 o™

[0900] A [R) =W SLitEts) 5- L EW) vi

[0901]
Z
\I Nf\ on
N

vil

[0902]  7F KL =R % HOAt (265mg, 1. 95mmol) MIFIL A4 vii (629mg, 1. 95mmol) ) DCM
FE (10mL) , 2R J5 I NAE DCM (1. 95mL, 1. 95mmo1) HH#) 1M DCC #§#. Hitk 30 738ha, Fik
A4 v (1. 5mmol) [ DCM ¥V (3mL) JnZE LIk HOAt- AL IR » #E KL Sl T s A i
PEd . i, B R R V. B EtOAC (75mL) R SEOIT K A K e s .
AHIVET R wkds . @R AL et I3 R R (T0-80% EtOAc/ Tkt ) 153!

620mg (85% ) L&) vi,
7 "
QU
i (o]
/} ™

[0903]

[0904] R SL ] 6- LA viii

[0905] ¥4 2N NaOH /K¥Ay (1. 26mL, 2. 52mmol) INEALAH vi (615mg, 1. 26mmol) (] Z
W (10mL) o 75 R TR R NBEFEE R, 285 H Dowex BRMEM T IR1L 22 pH 3. JEH
[l A 72 L N IR JEAT B — PR R, B LR RS T 1 0 1 CHON/H,00 i IRV
F15 3] 495mg (85% ) 4b-&W) viii,

[0906]
e
rennt

viii
[0907] i m) =4S itts] 7- AW ix
[0908] ¥ PyBop (417mg, 0. 8mmol) HMIFEN4LE4) viii (230mg, 0. 5mmol) [ DCM %3 (10mL) »
ERAZER T HIBEYBFE 30 70 8. AR5 LG4 x (263mg, 0. 7ommol) [ THF ¥ ¥
(5. 25mL) BN, SR 5 BI DIPEA (0. 174mL, Immol) o

154



CN 1869061 B OB B 147/243 T

w I
aRee

[0910]  7F KA = T % & N 6 8 ok #2, 2% j5 A 7K (30mL) + 1k e [ 30 43 b H
EtOAC (100mL) ZEHL s NYVRAH . KBRS A N FI T8 s iR ga 15 2 — Pk &, 18
A EER A (5% EtOH/Et0Ac) Zifb Itk RIS 3~ 400mg (100% ) 454 ix,

o @T%§>/LH%X

[0912] R4Skl 8- A& xi

[0913] 4 DMP ik 3| (278mg,0.65mmol) S 2| 4k & 4 ix(396mg, 0. 5mmol) [¥) DCM %5
W(10mL) o 7E K2y ZE ¥ NP HE 1/, 28 J5 A 10 % Na,S0, £ 11 30 73 8.
FtOAC (75mL) AL MRS I H Bk Ve . A VLE T SR Y. H I (i vk
(70% EtOAc/ Tibt ) Ak ISRV 2] 320meg (81% ) of A5 xi,

[0914]

[0909]

(09151 Ff R4S Hifs] 9- LA xii

[0916] Kt PyBop (417mg, 0. 8mmol) MNEMLEH) viii (230mg, 0. 5mmol) F¥] DCM ¥ (10mL)
VTR FE KLY BT SN BEE 30 238, LG xiii (140mg, 0. T5mmo1) ) THE %Y
(3. 5mL) fnE A,

[0917]

o
AV
xiil

[0918]  #XJ5 AN\ DIPEA (0. 174mL, Immol) o 7E K2y E3M T 1 R NP+ 42, 48 f5 K
(30mL) #1130 438h . FH EtOAC (75mL) AU MNIRG Y. HEKEGRANE, I TEMmESS
WAL B — Pk A, 18 i 3% (5% EtOH/EtOAc) Zifb k4, LLE B R85
’“ﬁ/ﬁ\% xii,
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[0919]

[0920] ()= siifs] 10- L5 i

[09211 % (BOC),0(3. 3g, 15. lmmol) FI H,/Pd (OH),/C (1. 6g,10 % Pd & &) L4 W
i (5g, 15. Immol) ¥ FEEVETE (30mL) o 7E KLV T4 R NABEFE 2 /NI, 4R J5 i ok ek 8 4
RTPEPIIR . F DOM bt BE PR . B IR A A JF SRR AT B — il Rk 44, I RE I (8
7% (40% EtOAc/ Tkt ) Atk Itk 133 3.8¢(85% ) (L& i’ »

[0922]
o

BOCNi %b
o o

)
[09023] AR SEEG] 11- A i)

[0924]  0°C T ¥ NaBH, (0. 805g,21mmol) AN ENfL-E&H 1" (3. 7g,12. bmmol) (K] F B 5
(111mL) o O°C R HEFE 2. 5 /AN, A5 N A8 28 I SN AR 3 — Bk R4, HI EtOAc #ike it
R o IRIE FKBEGRE M IR ] EtOAc ZZBUK)E . H MgS0, T-5 IF A HLZE IFid Ik
MUECWAR, 193] —FIR R, R4 /33 3. 768 (99% ) &9 i1’

[0925]
‘\Mg
BOCNE .&»mm
0 o™
it

[0926]  H[E] =4y sLitdsl] 12— ALEH xiv

[0927]  0°C T ¥ DMAP (5g,40. Immol) fN 24 A4 i1’ (3. 76g, 12. 3mmol) f¥] DCM %5 ¥
(180mL) , R S5 M T£,0 (4mL, 23. Tmmol) o 7E 0°C TRt R VDB L /NI, HAE KA W T
BikE 1.5 /. SRJEH 5% NaHCO, Peigk S WVR -G 4 IR I FH MgS0, T . E 25k 4 i A5
FIREVZF B =R CER W B TSI = R 3k (2. Tg, 6mmol) %5 T DCM (120mL)
¥ DMAP (2. 5g, 20. bmmol) INEIMLEH . 4 P13 RNIR G W INFAZR FIFUER . SR, 1 &
NV EN 2 2, FFH 5% NaHCO, PR IR . FH MgS0, 18 R NIR G4, it i8I S5 ik 4 153
Bl — B (PRI A, o 4k, (1% MeOH/DCM) 133 500mg (30% ) 454 xiv,

[0928]
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0 o
Xiv
[0029]  HR[E]F=HSEHE ] 13- AW xv

[0930] BAbE4) xiv (500mg, 1. 8Smmol) ¥ T-14F —M&4E (6. 75mL) H ) AN HCl ., 7& KA = E
¥ I FELT A N R, B TR BR R, H OB TS RIER AR 2 IR L

UL B RS A xv 1 HCL

[0931]

[0932]  rhfa]=) s itifs] 14— AW xvi

[0933] 4% HOAt (245mg, 1. 8mmo1) 1 DCC (1. 8ml, IM DCM %53 ) M &4k &4 vii (579mg,
1. 8mmol) M) THF ¥ (TmL) . 15 2 BVF W £ KA EW M 16 28 G, ik &9
xv (1. 8mmol) F1 DIPEA (0. 63ml, 3. 6mmol) [ THF ¥ (6mL) MNFILL ERIFW. HEHE A
DIPEA (0. 8mL) o 7E KL T R NIREVIPFEE A SLI, U8 an % i B 6 ] 14
FTHE iz S [ . B0 W 4 & FF I S8R PR VR4S 2R 40, PR i (il (100 %
EtOAc) ZiAkiZH =155 665mg (76% ) 4b&4) xvi,

OTW

[0935]  HR[E]F=H St 15— LA xvii

[0936]  O°C ¥ IN NaOH (2. 4mmol) /K¥AVENE 7 (665mg, 1. 37Tmmol) K] LEEE W . 15 K2
FIR N RN A, 2805 FH Dowex BRI IRIRIL A pH 3. i yE[EIfA . HASWRATP1T
[FIPERAT RN — PRI R R, MR R T 1 0 1 CH,ON/H0, HE T35 467Tmg (74% )

A xvid,
(]
N CRH

[0937]

[0938]  HH[R)=W)sLitifs] 16— AW xix

[0939]  {F K%)= N H PyBop (207mg, 0. 4mmo1) X444 xvii (100mg, 0. 22mmo1) ) DCM
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VW (AmL) AbFE 20 438, BRI, FHALAY xviii (65mg, 0. 32mmol) [ THF ¥ (2. 6mL) Ab

LA B, S8 )5 I DIPEA
[0940]

[0941] (0. 076mL) 43 . 7E KA FHid: 7 /NS5, A7k ks . B DCM (60mL) ke
NNAREW . 5 BEENE, KRS 0T MgS0, T . oL uk)a , ik4s I TRE i (i
b3 (5% EtOH/EtOAC) , 153 148mg ( ~ 100% ) AL&4) xix.

[0942]
A
@H’I‘”%v
XX

[0943]  Hr[E] =4S iifsl] 17— A4 xx

[0944] ¥ HOBT (7. 72g,57. 2mmo1) F1 EDCI (10. 98g,57. 2mmol) fll | N-Cbz—L- 4 & &
(14. 4g,57. 2mmo1) [ THF ¥§¥ (100mL) » 7E KL FHiH: 20 73805, &AM -L- 22
M s - ThR 2k (10. 4g,57. 2mmol) F1 DIPEA (11. 9ml, 68. 7mmol) F¥) THF ¥ (50mL) fii )
PL BB . (B RA I TR RN . EBHAT AR 5 AL BRI (i Ab 2 (30 %
EtOAc/ Tkt ) J5, 133 14g(64% ) LA xxo

[0945]

[0946] B SL ] 18- AW xxi

[0947] ¥ (#EN,’<¥i F )Pd/C(1.88g,10% Pd & 3= ) MnF xx (6. 7T1g, 17. Tmmol) i) A%
W (80mL) » fE KSR M RN EREN (atmt,) . SEB, 8k i s - #ad g
NAREY), I A WGIF RN H T F — 2 i S L Bt (~ 17. Tmmol) [
THE SN B4 3 2- ks — R (2. 85g, 23mmo1) Hobbit (3. 12g, 23mmol) F1 EDC1 (4. 41g,
23mmo1) [¥] THF (46mL) F1 DMF (5mL) %3 1. % DIPEA (3. 08g, 17. Tmmol) NN Fri3KVR 4
Yo TERAEW T RNV SR G KPR Y. H EtOAc ZZHUR MIBEY). T
ERARGFANZ LB WAG1F B — P R, W IR i (40-50% EtOAc/ Tkt ) 4tk
1535 3.92(63% ) L&Y xxi,

[0948]
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[0940] i [E] =S 19— AW xxii

[0950] ¥ 2N NaOH(10ml,20mmol) fn | b & ¥ xxi (4. 67g,13. 34mmol) ) FF BE %5
(40mL) o 7E KLV WS HEFE 2 /N8 o BERT, 5 B & 11 2N NaOH (3. 3m1, 6. 67mmo1)
RN s NAREW o 18 KA ZW T BRI A5, A8 FH B A4 EFs S N R Ak 22 pH3. AR Ja i
JER N, TR IR TR AT B — PR R, BB T 1 0 1 CHON/HL,0 5. 3R1S

4.15g(93% ) tEY) xxiio
vy

[0951]
ol

[0952]  Hh{E] =4S Ef] 20— LA xxiii

[0953]  F HOAt (371mg, 2. 73mmol) F1DCC (2. 73ml, IM, 2. 73mmol) ALFHAL 54 xxii (917mg,
2. 73mmol) K DOM ¥R (10mL) o FiFE 30 208hia, FHALE4 v (500mg, 2. 73mmol) f¥) THF Y5V
(10mL) AbPE R NAIREW » /£ KA MR F IR )G, A alE g (JRE) « 28 WRLG I8
B3Pk 4, W R A (60-70% EtOAc/ Tt ) ik IR AM33 1. 06 (77% )

EY) xxiii,
. .
. )\ o\

[0954]
X

[0955] RS 21— LAY xxiv

[0956] A 2N NaOH (2. 11ml,4. 23mmo1) AbFAL AW xxiii (1. 06g, 2. 11mmol) 1] LFEHFE
(20mL) » TERLYEMR N oSG, IR IEM IR VRGP 2 pH 3. JEHFE A, &
A IS B PERAT B — MR R, KR ARG T3 2]~ 12 (100% ) L& xxiv,
[0957]

so8v
[0958] B SE ] 22— A xxv
[0959]  H PyBop (417mg, 0. 8mmol) 4k # & & ¥ xxiv(236. Tmg, 0. 5mmol) ¥ DCM % ¥
(10mL) » 7ERZYZE W T HiHE 20 43805, HALA W xiii (139. 5mg, 0. 75mmol) [ DMF %5 ¥
(5. 6mL) AbFE S NVIRA W, A )5 A DIPEA (0. 174m1, Immo1) AbFE. fERLEIR FHiHE 8 /M
Ja» KA SOV FE FH ECOAe 2. /K BRI TS A HLZ , TR I B IR AR 13 31— F ik
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SN, B R (5% EtOH/EtOAc) 4tk ik 153~ 320mg (100% ) &4 xxv,

[0960]
/' ,
[\“\,J\
iﬂ
N .
XXV

[0961]  Hh[E] =4 sL it 23— AW xxvi

[0962] | PyBop (622mg, 1. 2mmol) 4b PE fk & ¥ xxiv(355mg,0. 75mmol) ) DCM ¥ ¥
(15mL) » 7EKAEWR FHiF: 20 73805, LAY xxvii’  (156mg, 0. 75mmol) ] THF ¥l
(10mL)

[0963]

\
[0964]  AbFE 2 NYRA M, 8% )5 F DIPEA (0. 26ml, 1. 5mmol) 4bFE. 7F K = FHip itk
Jai, Kb s N I EtOAc 25 H. HH Eh/KBER TR A NS, T8It B 53k 4153 21—
BRAW), R (2% EtOH/EtOAc) 44k b3k 15 3]~ 400mg (80% ) MItL-&4

SN

[0965]
[0966] v [E] 4 St ] 24-5— TR T IR
[0967] & ALET (4g,61. 44mmol) ¥ T 70mL 7K F1 200mL FIEE, A 10g(51. 2mmol) 5- J&
IR S IR SRR A B R NTR G PIRAE R T ¥ 100m]l EtOAc InEthrk 4
WIVLZER 1) o K VEEANUZE =R, TR 13 2 5. 37 (74% ) 5 FIE IR R, A—
Tl o
[0968] v [E] ™4t ] 25-5— VUMK —5— FE PR T I
[0969] ¥4 5- FEELIRFBE (4. 8g, 3dmmol) ¥ T 2K, IO A = &34 (14g, 102mmol)
FESEAH (6.63,102mmol) o MFAVEEW RIS . 1 NVIRG WA E1 2 2030, I A K
LA HLZ T AE (3x100mL) 5— PYMe —5- FL e IR . 3k HCL K AH LAY pH 22 2,
F EtOAC (3 X 50mL) MK T 2B G IHANE, TEIFKRSi132) 4. 25 (68% ) 5- Y
M —5— JL IR FR IS
[0970]  AP[E) =4 SE M) 26-5-[N-(1, 1- —FIFLEEL ) JUme —5- 3L 1 /AR FF 5
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[0971] ¥ 5- DY M —5— JE R R T (4. 23g, 23mmol) il =% Z R (8. 69g,53mmol) ¥ T
B0mLCHCL;o #f a — FIEEZR 206 (2. 72, 23mmol) i MBI ML, FFAE R SR MR R SR &
PIBEREIL A . P BtOAC 4 SRS R B 45 200m1, T 10% KOH A VAR B K VR A HLE o
TEAVZ, s, WL NPRAEEREELE - 153 6. 68 (95% )5-[N-(1, 1 ~HILRAEE )
Py —5- 5 1 R G

[0972]  Hh RS ) 27-5—-[N-(1, 1- " FIEEFEHEL ) pyme —5— 55 ] g

[0973]  # 5-[N-(1, 1- —FFEEHE ) UM -5- K6 ] [RIR TG (6. 6g,21. 8mmol) ¥ T
(100mL) FFHON 23mL IN NaOH 7KV . KHiR & YR B IR AR 25 . MR R
F7K (100mL) , H3E ik BN A& IN HCL K PRI . ) EtOAC (3x50mL) AEHL ™
Yo BHHUZTIRIERGEIFE] 4. T5g (75% )5 IN-(1, 1- “HFENIL) PUME —5- 3% ] R,
[0974]  FR{E]=HSEHE] 28— LG xxviii

[0975] A 5-[N-(1,1- = A1 2% % &) P4 mg —5- % ] & B (4. 75g, 16. bmmol) #F T
DCM (100mL) , A1 4. 8g (24. 8mmo1) EDCL il 6mL DIPEA .44 N ¥ FE B FAME T iz (3. 8¢, 33mmol)
MBIIEAD . KA W SR R NI S 3 /Mo A DOMCRHR & Y Fi R 22 200mL,
JEHIACRYE VR =R BANETEINRGFE] 4. 79¢ (75% ) LAY xxviii,

[0976]

[0977] )= s i) 29— A xxix

[0978]  # —Jik H-Val-Val-OH (3. 22¢, 14. 9mmol) J&VZ7E 50mL N,N- — i3k FIER: (DMF)
FEM 4. T5g (12. 42mmol) 4k A4 xxviii, AR5 M 3. 4AmL (18. 63mmol) — 5 A% 2 FE %
(DIPEA) . R A PIINAGE 40°CIHEBHHTRE. HHEEE FARA. AW T Btoke,
- IN HCI I EE KPS 3 5. 52 (91% ) L&Y xxix,

[0979]
N
L/é[r
o N\ .

[0980]  HhlAIF=H sl 30— LA xxx
[0981] 4 1. 6g (3. 29mmol) A& xxix ¥ T 20mL DCM, I AAE THE 71 3. 3mL 1M fJ DCC
V. ¥ 500mg (2. T3mmol) G v INBIIR AP . 1ERA I N RREG YRR H
EtOAc H4R A YR 42 100mL JF A IN HC1\NaHCO, il Bk /K $edk o iA=L i (50% EtOAc/
okt ) 4ifkfa 3l 1. 02g(58% ) &M xxx,
[0982]
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52%

[0983]  rh[a]= WSkt 31— A xxxi
[0984] BKAL-E4) xxx (1. 02g, 1. 57mmol) T 10mL MeOH, I 2mLIN NaOH /KW .

RGP 28R 552 I, ARy 1K, JFH 2ml HC1 FRAIT, £EH BEtOAc B,
23] 1.00g( ~ 100% ) L&) xxxi.

[0985]
A\
_
52%"2?
PR D
xxxl

[oo86] i [E] ) sL ] 32— AW xxxid

(090871 BAb-&4) xxxi (300mg, 0. 48mmo1) 1 PyBop (300mg, 0. 58mmol) ¥ T 10mL. DCM. 4
A4 x (201mg, 0. 58mmo 1) HNEN LM, 2R )5 I DIPEA (104 1 1) o 7 RA S T RHIREY
PEREE I . AR JE ] EtOAc #4 [ MR A WIF RS 100mL, A IN HCL ¥R IK, F NaHCo, $Eik
PRI KRR =k . TERANZE IR s, @A AR (100% EtOAe) Aifb kR
F| 450mg (98% ) &4 xxxii,

[0988]
e
5(%'@1}@ .,
PO )Y

(Y

CN 1869061 B 154/243 51

i

[0989]  H[E] AL 33— AW xxxiii

[0990] BALE4) xxxii 360mg (0. 38mmol) ¥ T SmL DCM I 240mg (0. 57mmo1) DMP iz,
o TERAZM NIGREGWHEFE 3 /DIt H EtOAc ¥R G WM 2 50mL, FH Eh/K ¥l =
o BN (25% CBE /EtOAC) 2k #1733 300mg (83% ) AW xxxiii,

[0991]
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il

[0992]  Hr[a]=W st 34— LB xxxiv

[0993]
A

[0994] ¥4 PyBop (1. 7g,3. 36mmol) FlI Hobbit (450mg, 3. 36mmol) 1 %] xxxv (790mg,
2.80mmo1) M) DCM ¥ (10mL) o #4 PR FIHA IR 0°CHH (s)—a -(A-mkme ) LM«
(410mg, 3. 36mmo1) ¥ DCM ¥ (3mL) AbFH . A5 h0 A DIPEA (0. 5ml, 3. 36mmol) » 7E KZE
B RN A BRI, ] EtOAc PR RNVIR G . F MR NaHCO, TR K Pk 4=
BEY. BB RRANE TEIFE SRS . Bl ik at ris ey 6%
EtOH/EtOAc) 753 630mg (58% ) K54 xxxiv,

[0995]
JL
OH 2N

[0096] V3 :(s)—a —(4— NLEREE ) Zﬁéﬂgﬂa,ﬁi D— 4 B Ehm ke (AN NaOH) Fi b Ji5 1)
EtOAc ZHUM3RAF. [FIEE A 89% o

[0997]  rh[a]=W)sKkiitifh) 35— A xxxvi

[0998]  N,Pd/C(150mg, 10 % & &= ) A EY xxxiv (630mg, 1. 64mmol) H]FF B
(16mL) o 7F H, F¥RNYHFEER . Wil Celite® 521 Hdif R MIR G, B AL IE
AR F] 420mg ( ~ 100% ) ALEW) xxxvi,

[0999]

OH N

[1000]  Fhfa]=4) skt 36— G4 xxxvii
[1001] ¥ PyBop (270mg, 0. 52mmol) J1 3| 1k & ¥ xxxi (270mg, 0. 43mmol) ] DCM %
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(3mL) » ARG IMAAED) xxxvi (160mg, 0. 64mmo1) F1 DIPEA (0. 09ml,0. 52mmol) » 1F K4 %
BT R N . IS, B EtOAc BB IE FH 0. IN HCL PR%%, SR I AR [ NaHCO, Fil

K. KPR NUR TERAKRAGS IS xxxvii (430mg SFE ) H T F—2.
[1002]

[1003] A E] =)Ll 37— AW xxxviii

[1004] % DMP &5 (280mg, 0. 65mmol) MEMLA4 xxxvii (370mg, 0. 43mmol) F1 DOM ¥
(3mL) o 75 R EW ¥ SN 2 /N, SR J5 H 10% Na,SO, H ik N $iidE 30 73805,
F EtOAc ZEHU R N A . TN NaHCO, MK YESANLZ . A VLE T I 225K
i1 32— Pk AW, Wit R ik (5% EtOH/EtOAc) 4iibik 2153 180mg (49% , i)
AW xxxviii,

[1005]

[~ \
’ A o u ﬂ I N

N

[1006] A [a]P=H st 38— L&) xxxx

[1007]  BAb-&4 xxix (2. 5g,bmmol) ¥ T 40mL DCM, ¥ 5. ImL 7€ THF P 1M DCC %3N
P, FHZRSY TN 1. 08g (3. 53mmol) fb-& 4 xxxix. {6 KA B N EHIREYH
PR

[1008]

o

O
HN
/
o

XXXiX
[1009]  H EtOAc ¥R EWMFER 100ml, LA IN HCI . NaHCO, FlEh /K ¥hvss, SR G id i
Fefaagyk (80% EtOAc/ Ot ) 4itk15 3] 2.59g(95% ) L&) xxxx,
[1010]

164



Ww P P 157/243 7
/N/
oY
o X
0
h'\/lkj:g,%i
- ﬂ /
A 'l

XXXX

(10111 FR )= s 39— &4 xxxxi
[1012]  ¥ALA4) xxxx (2. 59¢, 3. 35mmo1) Y& T 20mL MeOH FE M 4mLIN NaOH 7K %59 - ¥4 IR

PR, IR IG TERE 25 R B PR Bk AR WvE T /K 3R 2mL HC1 HAT. 4R )5 EtOAc
P RS E] 2. 49 (~ 100% ) HAEY) xxxxi,

[1013]
~
/
N
O
0
n\},’;gu'i E
AN 0 s on

XXXXi
[1014]1  Fh{E]=4 s HEf) 40— LG xxxxii
[1015]  ¥4b-5 4 xxxxi (847mg, 1. 16mmol) Fl 724mg (1. 39mmo1) PyBop % T- 10mL DCM. 4
&) xiii (260mg, 1. 39mmol) JNE ML, A5 A DIPEA (209 1 1) o 7ERZ MR HH IR
GO . A5 EtOAc ¥ S NIR-S W 22 100mL, H IN HC1 $E% I, A NaHCO,
PRV IR IF H Bk R =R TERANUE k48 . At Gk (5% Ll /EtO0Ac) 4ifbhk
ISF) 930mg (86 % ) AL &4 xxxxii,
[1016]

CN 1869061 B

aa

)

00K
[1017] A=) seilifs] 41- EW xxxxiii
[1018] BAL-&4 xxxxii (350mg, 0. 38mmol) ¥ T- 10mL. DCM, JF 0 242mg (0. 57mmo1) DMP
Rl ERAFER FEREYHFE =/ H EtOAc BHRAWWE 2 50mL, I H 2K PEsk
=R WA (100% EtOAc) 2itk =733 180mg (51% ) AW xxxxiii,
[1019]
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p
N
”IE ?W
WX

[1020] A [a) =4 sLitts) 42— A9 xxxxv
[1021] ¥ H-Val-Val-OH(5g, 23mmol) &F{E 100mL DMF H, FE AL G4 xxxxiv (8. 3g,

27. 6mmol) ,
Do

[1022]
o ©

XXXXIv

[1023] SRS 6. 2mL (35. 5mmo1) DIPEA. 40°C TR S PiH 2 R, ZFESEAST T
B LR, B AR & W% T 100mL EtOAc, F IN HCL $E¥%k = R I+ H Eh K EE k. 153

9.14g(99% ) L&) xxxxv.
[1024]

XXXXV

[1025] A [a) =4 sLitfs) 43— A A9 xxxxvi
[1026] ¥4b-&4) xxxxv (2. 8g, 7Tmmol) F1 954mg (7mmo1) HOAt ¥ T- 100mL. DCM. O\ 7mL

IM DCC/DCM. KALA4 xxxix (2. 15g) MBI NIR-EW), FFAE KA %00 T % [ N IRS YT
P BHR BWIRGE 2T I 5 R WYE T BtOAc, H ARG YL (100% EtOAc) 4ith15 3
4.57g(95% ) L&MW xxxxvi,

[1027]
0 4{ :
o )
“\/U\Ifn °
Y R P
e 0 0

[1028]  Hr[E); =4y sLifh] 44— A xxxxvii
[1029] BAb-&4) xxxxvi (4. 57g,6. 66mmol) ¥ T 10mL TFA F1 10mLDCM., 7 KA=EE K
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B N, R AT 50 & 50 & / K, FHETER R

B 4 /N T
j{/ﬂs{j\% XXXXVI 1 P
”

(o] < ;
n\)LnIrJi

[1030]
oxvil

[10311  HrfE] =4 s iifsl] 45— A xxxxviii
[1032] BG4 xxxxvii (1g, 1. 59mmo1) F 990mg (2. 28mmo1) PyBop ¥& T 20mL. DCM, Jf i1

ATE THF ) 1. 6ml IM L. 7ERA =R T RIREWHHE: 4 /M. H EtOAc ¥ R VIR A
YRR S 100mL, FfH INHC1\NaHCO, A1 /K PE o T8 N RAE (il (10% EtOH/EtOAc) é@

HR R R 1g(98% ) AL xxxxviii,
[1033]

CN 1869061 B

xxxxviic; °

[1034] I‘Eﬂf*%@fzﬁﬁfﬁﬂ 46— L5 xxxxix
[1035]  #4k&W) xxxxviii(1g, 1. 55mmol) ¥ T 10mL MeOH, JE 0N 2mL IN NaOH. 7Ek

AN RR G YRR ZER R R KR AR T, FRRDE AT EtOAc ZEHAS 2

960mg (98% ) &M xxxxix,
[1036]

H j

i ];r
Ju

xxxxlx

[1037]  AH[R) =W sLitats] 47- 59 11
[1038] B4b-&4) xxxxix (315mg, 0. 5mmol) Fil 312mg (0. 6mmo1) PyBop ¥ T 10mL. DCM. JIA

&4 1 (56mg, 0. 6mmol) F1 1081 1 DIPEA,
[1039]
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[1040]  F KA NEIRAWHFEE 7, B BtOAc #i%¢ 22 100mL, I A INHC1 \NaHCO, 1k
IKPEG . kA ik (15% EtOH/EtOAc) 4li4ki33) 400mg (92% ) 4549 11,

[1041]
O
0..(
PCarEew
/.\ﬂ : o g OOY

[1042]  rhia]=)sicitifs] 48— A 11

[1043] ¥4 1k & 9 1i (400mg, 0. 46mmol) ¥ T 10mL DCM, 3F 1 A 292mg (0. 69mmo1) DMP
R ERAZEE FHIRAGWH R 3 /NN, 28K VR I @ RP-HPLC yA 461015 2
130mg (32% ) tL&M) 1ii,

[1044]

CN 1869061 B 160/243 71

L]
0

0 Hm
K ey

[1045]  Hp[E) =) sL ] 49— AW 1iid

[1046] BALE&4) xxxxix (210mg, 0. 33mmol) F1 208mg (0. 4mmo1) PyBop % T 10mL. DCM. ¥
WA xiii (154mg, 0. 83mmol) JN R ILVEW, 4R )5 I DIPEA (721 1,0. 4mmol) » fFE KAE
T RREYHFEIIR . H EtOAc ¥ R NVIR-EGWHRE 2 100mL, A IN HC1NaHCO, 1 7K ¥k
G, SN N PRAT (% (10% EtOH/EtOAc) 4ifk 33 250mg (95% ) &4 1iii,
[1047]

H

o Hm
S Sas AP

lili
[1048]  AH[R]=W)sLitifs) 50— 59 1iv
[1049] AL &) xxxxv (755mg, 1. 88mmo1) F1 255mg (1. 88mmo1) HOAt ¥ T 20mL. DCM. %
1. 88mL 1M DCC/DCMBIE s S VRS, INAAL G40 v (288mg) , FHAE KA S N R NIR A
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e 2 /. HIRAE VIR 2T, R ARG T EtOAc, Hld AL E g (80% EtOAc/ T
%t ) 24153 800mg (90% ) L&) Liv,

[1050]
+

0

/\iv S o o

[10511  Hh{a]=4 st 51- L&) 1v

[1052]  ¥4k-54 1iv(800mg, 1. 41mmol) ¥ T- 10mL MeOH F A0 2mLNaOH, 78 K22 T
BIREGWI IR . BB EER, B R TK, IFH 2ml IN HCL AT, H EtOAc 25
W=y, 25 RAMEEFITF3E] 760mg ( ~ 100% ) 1v,

[1053]
L

0

h
u,,r@
: H
VAN 0 o OH

[1054] )= s iifsl] 52— A4 1vii
[1055]1 BAL-&4) 1v(760mg, 1. 41mmol) F1 880mg (1. 69mmol) PyBop ¥ T bmL DCM. K&

Yy 1vi (530mg, 2. 12mmol) BN EN L, 2R 5 I 0. 31IDIPEA,
[1056]

H, .
H

Ivi

[1057] 1 KRAEERTEHRA %bﬁzﬁmﬁi H BtOAc ¥ Jx N YR & W)# B 42 100mL, A IN
HC1 . NaHCO, Fl1Eh 7K ¥k, SR 5 1@ o N SR AR (6357 (100% EtOAc) #fifb 753 870mg (80% ) 1k
EW)1vii,

[1058]
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ORI

[1059]  Hr[a]=H st 53— LEH 1viii

[1060]  AL&W) 1vii (350mg, 0. 45mmol) YT 5ml. TFA Al 5ml DCM, J-7E K4 = 1 TR S
WiPeEE 3 /NI . 2R Vs ot RP-HPLC 44k =4, 1531 7 220mg (69% ) L&) 1viii,
[1061]

IViii
[1062]  Hr[E] ™4y sLiids) 54— A4 1ix
[1063] 4L-&4) 1viii (200mg,0. 28mmol) Fl 218mg (0. 42mmo1) PyBop % T 5ml. DCM. Il
ANFRE (0. 28mL, 2M THF %5 ) » fE RAZER PRSI . H Et0Ac KR A& Witk
FE 2 100mL, A INHCI . NaHCO, 1 #h /K Pk, FFal i A (13 (15% EtOH/EtOAc) 4ifbfs 2
168mg (79% ) 1ix,
[1064]

lix
[1065]  Hr[E] =4 s iifsl] 55— A4 1x
[1066] FiAb&4 Lviii (200mg, 0. 26mmol) ¥ T 4mL DCM, 3 M 165mg (0. 39mmo1) DMP i
o FERAZEE THIREGWIR: 3 /M ZBRBRZHH . BMERKWET 50% LE /K, i
JEIF L RP-HPLC 2433 140mg (70% ) LA 1x,
[1067]
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/\lx 0 .

[1068]  H R4 sL ] 56— AW i

[1069]  7E N, K40 F 416 44 1 (4g, 12. Immol) [¥J DCM(30mL) 1 EtOH (30mL) %5 3 ¥4 %/
#|-10°C . I NaBH, (458mg, 12. Immo1) FF-7E —10°C PR HEFE 50 434 TLC(50% EtOAc/
Ot ) R USE UL B B8 I BE S B UKD T 11 S N, 4R S5 YA BB AT NH,CL %5
W (10mL) Zk . KRS DCM(300mL) » H NH,C1 (60mL) ¥-H HLZVER—X, FHH K
(60mL) PEFPH K. ARG 0 B A HLE , FH MgSO, T JF T3k, 1331 3. g (b & 11 (87% ) -
[1070] AR sL ] 57— AW 1xi

[1071]  FEFCAS H, UMY 250mL ARG, 72 R A E M T &4 i1 (3. 5g, 10. 5mmol)
() LBV (50mL) SEEbRAEZE AL S0 [20% Pd (OH) ,/C(1. 47g,2. 1mmol) ] $74% 5 /M. 18
A R A AR IR DOM ek . ARG TEIRE R BR 22 5RIT5 2 28 (96 % ) 4L&4 1xd,
[1072]

[1073] i E) =4S i) 58— AW 1xii

[1074]  {E4E <40 K, ¥ 48 6 /K DME (6mL) 7 (19 4k & 9 1xi (200mg, lmmo1) 4k & )
Ixiii(233mg, 1. lmmol) .

[1075]

i,

PN
bl

[1076] HOAt (1- & -7- HA¥ 2K IF =M ) (156mg, 1. 16mmol) WIS BiHE 20 70 %h. R
WL EREZ 0°C, Bl G NN DIC(0. 18ml, 1. 15mmol) « 78 K2 W N RN WIS . T
EtOAc MBSV, SR J5 1IN HCT PR ik, M NaHCO, 7K ESVBUR B K BRI IR . 73 5 1
AHLE F MgS0, T4, HAERE TR 285l Bty (AR :70% EtOAc/DCV) 14b5%
RWAFE] 45 % =KL EY 1xii.

[1077]
H
Tk
0 N
] j o)

[1078]  H[a] = st 59— L& 1xiv
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[1079]  7F K2y N4 48 @ gz (6mL) A1 0.5M NaOH(6mL) [tk &4 1xii (777mg,
2mmo 1) [V BEHE 5 /Mo TLC (100% EtOAc) 6 3% BH 58 4= He A I AE RS G 07 B 1) A FHUK
WV HIUR N, AR5 I IN HCL (4mL) o 2R J5 I 44 NaCl, 3 F EOAC (2 X 150mL) A& HUHEA
REVIMIR . & IFA VLAY, F MgS0, T I 7EMUE T BR 5 2L &4 Ixiv, 734
92% .
[1080]

' H
P
RS Tpe
° //\\HO
Ixiv
[10811  Ho[E] ™4y sLiiifs] 60— ALE4 1xv
[1082] 7E45 TSR T, # 4E I 7K DMF (6mL) " () 4L & 4 x (203mg, 0. 58mmol) « 1k & ¥
1xiv (276mg, 0. 775mmol) JHOAt (1- ¥%: —7— E 24 H I =M ) (126mg, 0. 93mmol) (KR I
20 73R, SRIGEHEEREE 0°C, BEJS A DIC(0. 14ml1, 0. 93mmol) » 7F KA ¥ N4
PitEd . H EtOAC MBS, AR JG T IN HCL SRR, HIHSAT NaHCO, 7K ¥ RN 25 /K P
PR 53 BANLE, H MgS0, T HAE s R R L. did s (AR :50% EtOAc/
DCM 22 80 : 19 : 1 EtOAC/DCM/MeOH) Zifb5% RM1EBILAY 1xv, =N 62%
[1083]

0

[1084] R sL ] 61— AW 1xvi

[1085]  FEFEMESSUT , # DMP 1455 (605mg, 1. 43mmol) HNETEJL/K DOM (16mL) HIALAY)
1xv (287mg, 0. 42mmo1) ¥ . 7ERLAEWR FB RN 2 M. (R . - REUE=
(1) DMP 5510 s W I TR A e 22 ] 58 A SR A A SV IR S 1] ) o TLC (AERR 2% MeOH/EtOAc)
By 25 6 B 52 A AL B SR G 774 . B DOM (150mL) #7598 & 42, 4R i L 10 % P A Tl
JKESH (2 X50mL) VP X, F T NaHCO, K VRPEE N X, JF KB . 7 EAETLZ,
FH MgSO, T FEEIRE TR 205 i syl (FERE :50% EtOAC/DCM 2280 @ 19 @ 1
EtOAC/DCM/MeOH) ZEAbARARMILL T7% = FRAG 2N &) 1xvis

[1086]

ok
D

0
bevi

H
(e g,
)& N)/ﬁ\g

[1087]  Hr[a] = st 62— (L&) 1xvii
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[1088] 4 PyBOP (7. 5g, 14. 4mmol) MF| L-3- ZEHEEFLEE (2g, 12mmol) ) DCM ¥ (60ml) o
P L- A % S HCL (2. 4g, 14. 4mmo1) A1 DIPEA (2. 6mL, 14. 4mmol) f DCM ¥%§¥& (20mL)
IR . 1B KL 0 N TS I R NI G FE . s, A EtOAC (30mL) %
N4, H NaHCO, (30mL) FH#h7K (16mL) Jek. H Na,SO, TEANLZ, I W 45. H 50%
EtOAc/ e e b og aifb 33 2. 97¢ (89% ) AW 1xvii,

[1089]
o}
%Yn%/

[1090] B4 sL ] 63— AW Lxviii

[1091] ¥ 4L & ¥ 1xvii (2.97g,10. 6mmol) B T DCM(50mL) , FF 7F vK ¥ & & . %
TBSC1 (2. 1g, 13. 8mmo1) HNEILEE, 2855 INABKME (0. 94g, 13. 8mmol) o K¢ T 15 I TR i+
. SR )5 H EtOAC (50mL) 4% S A, HH NaHCO, FH#h K Btk . I Na,SO, TEEHLE, it
JEHHAAE. M 20% EtOAc/ CREfErEiR Eoeaifut3al 3. 79g (90% ) HLA4 1xviii,
[1092]

&si«o 0“}:10/
bevli )

[1093]  Hr[E] ™ WL iifh] 64— LA 1xix

[1094]  # IN NaOH /K¥& W (14. 4ml, 14. 4mmol) JNFIMLAW) 1xviii (3. 78g,9. 6mmol) ] FH
g (50ml) WV PR . T NI R 25N AR A IN HCL 7K
WA pH KR 3. F EtOAc FER/KHG R S . F EtOAC (3x50m1) AEHY H b=
Yo GIFANZ, H Na,S0, T4, ik ik 4515 31 3. 58 (96% ) LAY 1xix,

[1095]

i,

|
H-or'y
Ixix N

[1096]  Hr[E] ;™4 sLiifs] 65— ALA4 1xx

[1097] ¥4 HOAt (0. 44g, 3. 2mmo1) FHEIEL FAL A 1xix (1. 1g,2. 9mmol) [ DCM (15mL) #5
A AR IMATE DCM A 1M DCC (3. 2ml, 3. 2mmol) ¥ 7E KA FHEHE 20 20805, N
A E ) xxxix (970mg, 3. 2mmol) ¥ DCM (15mL) ¥ N, T N Hite . R JEH
EtOAC (30mL) #i% [ Nv. 47, e b ik e # i 8 A 0. IN HC1 . NaHCO, FH#h /K ¥E¥¢ . H Na,SO, T
BEANUZ, TIEFF RS . FH 50% EtOAc/ ChifErENE Log aitb 198 1. 5 (77% ) LA
M 1xx,

[1098]
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oF

R
0

N

[1099]  Hh[E] =4Skt 66— AW 1xxi

[1100] ¥ IN NaOH /K¥ (3. 6ml, 3. 6mmol) MIFILE Y xx (1. 5g, 2. 4mmo1) ) FF ¥ W
(30mL) o P IF AR HE I A IS, 053 B 25850, FHAE T IN HCL 7KW R VIR G
Yot pH 52 3. 2RJ5 A BtOAC (50mL) FlEh/K (20mL) #kE e N4 . F EtOAC (50mL) FlEh
/K (20mL) #RE N4 F EOAC (3x50ml) HEKIE. & IFFANLZE, H Na,S0, T4, it Jk

T 4a183) 1. 3g(92% ) &) 1xxi,
E :N~(°

[1101]
P
| o N
ﬁhs‘ hod A o

Y
OH

[1102] AR sL il 67— 5 1xxid

[1103]  # PyBOP (175mg, 0. 34mmol) F1 DIPEA (0. 06ml,0. 34mmol) fil 3| £ & 1k & ¥
Ixxi (180mg, 0. 28mmo1) ) DCM (2mL) ¥, 28 J5 I AL & 4 x (150mg, 0. 41mmol) [ DCM #5
W (3mL) o 7E N, TR TS B RE I . AR )5 AT EtOAC (30mL) % B¢ & .47, I NaHCo,
FHERAKBEE . H Na,SO, TRA NS, iy 4q. H 100% EtOAc FERERR b 5¢ lealitb 15 3
270mg (98% ) tb&W) 1xxii,

[1104]

[1105]  Fh[E)=4SEEfe) 68— L&) 1xxiii

[1106]  # DMP i3] (140mg,0. 33mmol) MEKAY) 1xxii (270mg,0. 27mmol) ] DCM (3mL)
W AERAEMR MHEHE 1.5 /M S, H 10% Na,SO, (10mL) 711k e H EtOAC (30mL) #;
RSN IERERE 10 230 Bh e F NaHCO, Al #h/KPEGRANIE . H Na,S0, A NLE, I 38IFK
4. M EtOAc/ T8 a3 2l 150mg (56% ) AW 1xxiii,

[1107]
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[1108]  Hr[E] =4y sL s 69— (LA 1xi

[1109]  FEZT UL B ¥ PAd(OH),/C(1.47g,20 % Pd % &, 2. Immol) MBI AY) i1 (3. 5g,
10. 5mmol) [ LEEHHE (50mL) o 7E latm FiJ) TR R NHATEA SO 58 BORT, 38 1ok Ak 8
T pE AT, FEH AR RS . A IRGA SIS B 2 (96% ) LA 1xi.

[1110] AR sL ] 70- A 1xxiv

[1111] R HOAt (4g,29. 4mmol) F1 1,3- — A LMk b — W g (3. 7g,29. 4mmol) Jin £ 4k
G4 vii (9. 1g,28. 2mmol) (1) DMF % ¥ (60mL) « 7E K2y =3 N i Hk 30 o0 80 ), Btk &
Y 1xi (5. 1g,25. 6mmol) [ DMF %53 (10mL) JnE B 76 KA ER ¥ RN HiH:
A B, PR A AR B SRR AT B — R R AR W, e e B (1 A A 1T 2
9.5g(67% ) HLEW) Ixxiv,

[1112]
N H
)
N Iiu Y /?(0’\
v 0

(11131 HE] =4 s ilesl] 71- A4 1xxv

[1114] 75 K4S % EtiPro,N(0. 78ml, 4. bmmol) A1 % 7 J& /K THF (25mL) 1 (11464 4
Ixxiv (1. 5g, 3mmol) VA . FHR-AWVAHEIZ 0°C I3 hn MOMC1 (1. 5ml, 19. Tmmol) o 4 X MV
Ve = IF R A . AR5 SBEROREIES I, KPS (3 k)« dE— H CBEAEEL
TIKIE, I MgSO, TE A ANE, ARG IR 4a 153 2] — Mo . @i (i (EtOAe/ &
1% 5/2) Ay BEALE Y 1xxv [ T4 3B 1 Ak,

[1115]
OMOM

/N K
I; | >
N N H N 4] ’\
0 0 ©
Lxxy O
[1116] =3 40 % FiE 28 #7355 HE X B S A4 4
[1117]  Hp(a] = s 72- AL54) 1xxvi

[1118]  0°C T 2N NaOH /K %59 (0.9ml, 1. 8mmol) ¥ fn 2 7€ EtOH (5mlL) P ¥ 1k & 4y
1xxv (502mg, 0. 9mmo 1) FIVEWR - S N INFARN =30 B B i o £E 58 B4, ] Dowex
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HOWSX—200 FRMEA Ha i v M IR AL 22 pH 3o 8 HE B A I B 259 4 BT 45 D DI VLA 1) — b i IR ik
R, K HIETA3 3] 370mg (80% ) HLAW) 1xxvi,
[1119]

QMOM

E%fﬁa

[1120] AR sL ] 73— AW 1xxvii

[1121]  F PyBOP (200mg, 0. 38mmo1) ALFEALE4 1xxvi (110mg, 0. 21mmol) ) — 5 el
(4mL) o fE KLV IR FHikE 30 805, FE R NIR G I G xiii (60mg, 0. 32mmol) ¥
THF %59 (3. 2mL) , 2R 5 I EtiPrNe 7E R N bt & fm, AR ik W 3 A EtOAc
FE KPR IA U IEH MegS0, T8, SR Wk 4i1e 21— P o I fek i (i vk
(5% EtOH/EtOAc) 4tk 53] 143mg (100% ) L&) 1xxvii,

[1122]
OMOM

C %nljiu %5

[1123]  AE] =4 sciifs] 74— AP 1xxviii

[1124]1 ¥ HOBt (2. 63g, 19. 4mmol) HI EDCI (3. 72g, 19. 4mmol) i %] H-Chg-OH 2(5g,
19. 4mmo1) ) THF ¥ (50mL) o 75 KA N HEHE 20 73805, B0 5 A -L- S22 S - 6
fR L (19. 4mmol) F1 DIPEA (6. 75m1, 38. 8mmo1) f#*) THF (19mL) F1 DMF (10mL) 0 2 LA _E¥%
Wo TERLEWR TR NPt 4. AT FRAEAR AL BRI AR s i b 22 (15-20% EtOAc/

Ot ) 13431 2. 27¢(30% ) L EW) 1xxviii,
[1125]

ZI

Ixxviii
[1126]  Fh{E] =4S HEf) 75— LG 1xxix
[1127]  BEAE —FE%E (7. 38mL, 29. 5mmol) A1) AN HCL ¥ W N 2454 1xxviii (2. 27g,
5.91mmol) 1] THF ¥ (12mL) » 78 KA ZEWE TR N HE L . SERY, 2R T IR L%

AR EY Ixxix, LS EREM T F— R,
[1128]
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HCI-H,N Nj;ro’-
H o
dx

[1129]  HR[E]F=H L] 76— LA 1xxx

[1130]  ¥Ab-A4 1xxix (5. 9mmol) [¥) THF ¥ N3N F 2 2— kP& A (878mg, 7. 08mmol)
HOBt (957mg, 7. 08mmo1) F1 EDCI (1. 36g,7.08mmol) ) THF(20mL) % W. R 5 ¥
DIPEA (2. 05ml, 11. 8mmol) JNEIFTIFHIIR A Y. 7E KL EIR N R NABREE R, 28 5 FK
kRN . H EtOAc ZEEUR VIR EY). HEh/KIEEAVUE H S IRGS 2 — Mk &), 18
R A1 (40-50% EtOAc/ Tt ) 4ifkiF2) 1g(36% ) LAY 1xxx,

[1131]
) tﬁ
SN OMe
)5:“5% ;
Ixxx '

[1132] AR sL el 77- A Lxxxi

[1133] £ 2N NaOH(3. 2ml,6. 4mmol) JNEIL A4 1xxx (1g, 2. 56mmo1) [ FF AR (20mL) .
TE R EW TR RS . iy, A 5N HCL F e A4 % pH 3. FH EXOAC (75mL)
Wi N, F KR KBk« T an b A3 B A HLZ FF LB IR 4613 21— PR R, # ik
BRIV T 1 0 1 CHON/ILO I T T R EIE~ 1g(100% ) L&Y 1xxxi.

[1134]
N
e
Ixxxi

[1135]  rh[al =) skitif) 78— 54 1xxxii

[1136] H HOAt (348mg, 2. 56mmol) FI DCC(2.56ml, 1M, 2. 56mmol) 4t ¥ 4tk & W
1xxxi (2. 56mmol) B — & ey (10mL) » $iFE 30 2%8hia, HAL-&4) v (2. 56mmol) ) THF
W (5mL) AR NVIREY) . fERAEE S, ZiEkEaERE (JKE). &
JEW L IR YT B — PR R ), 18 I R B G L AL iR R A B 1. 42 (100% ) 4t AW
Ixxxii,

[1137]
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%gmazt

Ixxxii
[1138] v E) =)L) 79— AW 1xxxiii
[1139]  FH 2N NaOH (2. 58ml,5. 17mmol) ALFH4L-&4) 1xxxii (1. 4g,2. 58mmol) (1] Z LRSI
(15mL) o 2R T HFE A , RV a4 s MR G IR AL 2 pH3 . JEH [ 1R
WA T3 D8RS B — PP R, ¥ R R WIHET1F 2 1. 32g(~ 100% ) LAY Ixxxiii,

11401 C %%& j;gﬁ

[1141]  Hpfa) =4 s jifs] 80— L&) 1xxxiv

[1142] ] PyBOP (582mg, 1. 12mmol) 4bFRALE4) 1xxxiii (360mg, 0. Tmmol) FY 5 ki
W (15mL) o 7ERZY IR S HidE 20 23805, FHALEY) xiii (195. 6mg, 1. 05mmol) ) THF %5
(10mL) Ab#E fz SR AW, 28 )5 F DIPEA (0. 25ml, 1. 40mmol) 4bFE. 7B K= Nk id i
Ja s KAk OV, FEH EtOAe 26 BT, F /KSR IS A NLZ , T8 s ik 4ifg 21— F
Ve, RIRERS (i (3% EtOH/EtOAc) 4kt 1533 420mg (88% ) &4 1xxxiv,

[1143]
AR

[1144]  Hp[E) =)L) 81- (a9 11"

[1145]  7EN,(g) AU MH /K & FEAmE (20mL @ 20mL) WIVRAPAHIE -78C. ¥

TiCl, (IM, — 5 FE B, 10m1, 10mmo 1) I3 b ¥, 48 f5 i\ MeLi (1. AM BEAS ¥, 7. 1ml,

10mmol) , [A]IN7E -78°C R FEdidt: 30 7380 EAHFHFINLAE T 7E 15 B WIS AE 10mL — U e

FILEY) 1 (2g,6mmol) FIEHI MBI G W o ¥ w22 12 Az -40°C, £/ EF 10

ﬁj\%tlﬂ,?éﬁ\)ﬁﬁ 0°C FHiHE 2 /hi. BIDKRAWIAK / BREESY (1 0 1) Mk &, 2R
ESE. M 5%%%@%}5‘%?/\ FHK R ARBEGR BT A VLZ , 3 H MgS0, 158, 48

Fﬁ‘zéﬁﬁiu P . IR EIEE (BtoAc/ Cft 2/1) B EMLEY 11”7 1 7%

k1 83% ,

[1146]
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‘\‘§H
CbzN "
O~
Q
i
(11471 Hp{E] =4 sEiEfe) 82— (L&) 1xi'
[1148] 4 #T C E 10wt % Pd (0. 53g,0. 5mmol) MEMLEY ii” ' (1. 7g,5mmol) , 4R

JE A MeOH (17mL) o AR T pEiE i e MR-, HR 2 TAE Latm R ORGP RJE1LIE
R NREY), R AE1F 3 929mg (87% ) &) 1xi’ , A—Fi L.

[1149]
©OH
o\/
0
I
[1150] o [E]) 4 sL il 83— A4 1xxxv
[1151]  7E K%y %R T % HOAt (0. 41g, 3mmol) HN 24k A& 4 xxii (1g,3mmol) [ THF %5 ¥
(16mL) , 2R S5 I IM DCC [ — S FHEHEH (3ml, 3mmol) o 7E KL R T HiHE 30 7345, ¥
AW Ixi’ B AR (6mL) NEI L HOAt ¥SAL IR . 18 KL =10 T 5 S W 4 ik
Pt . SR, B R e R N . ] EtOAC(120mL) F B8R, FH/K BRI, 4R )5 H
K. TEANZEIFRYE 2 — P, Wil R E vk (100% Et0Ac) afifb i 2]
1g(65% ) &) 1xxxv,
[1152]

c:%nfutg@i
Doxxy _

[1153]  Hr[E) =)L il 84— AW 1xxxvi

[1154] % 2N NaOH 7K % ¥ (1. 7ml, 3. 4mmol) M1 B4k &4 1xxxv (920mg, 1. Tmmol) ] Z
FEWS (8mL) o 7E R EM ¥ RN, 285 8 itk Dowes BRI IRIR 1L 2 pH 3.
T8 H ] R K SRR IR A 45 B — RS BRI, K R S T 1 0 LCH,ON/H,0, FH R T 15 2
800mg (93% ) &M Lxxxvi. HPLC FB—F s —priié,

[1155]
N \ OH
CN%“IR”Y()(NQR
(o]

Dxxvi
[1156] AR IR Y)SEiEf) 85— AA 1) 1xxxvii
[1157]1 ¥4 PyBOP (250mg, 0. 47Tmmo1) JHELE4) 1xxxvi (150mg, 0. 3mmol) H 5 LR
(4mL) o FERLYEI TR 30 7080 ¥4k 54 xiii (84mg, 0. 45mmol) f) THF (4. 5mL)
FEWO B S SR 5 NN EtiPrN(0. 1ml, 0. 6mmol) o K e N 476 K2 253 fi bt il 4
ARJE RIZK (25mL) Ak R 30 43 Bl J H EtOAc ZEBUR-EG4) . I Eh/K SR T 13 A L
JZ2, 3 H MgS0, 4, SR J5 W4 22— PP Ayl R (i3 (5% EtOH/EtOAc) 4i{b1F 3
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200mg (100% ) L&) 1xxxvii,

[1158]
N \ OH
CN%(NIQNY(N’%_\"N} Wy
L ;i, <
Ixxxvii

[1159]  HR{E] =4St 86— HLAH) 1xxxix
[1160] BALE4) 1xxxviii, N-Cbz-L- @iz & (2. 5g,9.9mmol) & T+ THF (30mL) .

[1161]
oy

bocxviii
[1162]  Jji A EDCI (2. 29g, 11. 9mmo1) 1l HOBT (1. 62g, 11. 9mmol) , ¥ ¥4 V& & ¥ Pt # 5 &
BRo INAE THE (23. 9mL) A L- B - 52 2 B 1 R s IR 46 (2. 17, 11, 9mmo1) , SR = A
DIPEA (2. ImL) o fEZ NG RNAR G BEF L. T LR LB SONR 54, AT IN HCL
A RS A K Ve sk . HIR AN TR WU, I JEFHIR S T 25% LIR OB / Cibedlift
AR ARDATEN 1. 18 (29% ) ALEY 1xxxix,

[1163] |
o
Ixxxix X

[1164]  Hr[a) =) sLitfs) 87— A4 1xxxx
[1165]  LEARUESAE N, 4 FFEE (0. 3M) 1IN NaOH(L. 5eq) #4L&4) Lxxxix /K #1533

1.03g(95% ) L&Y 1xxxx,
iI(n
sasave
. Ixxxx .

[1166]

[1167]  Hr(a] =4 st 88— L&) 1xxxxi

[1168] B 4b &) 1xxxx (385mg, 1. 06mmol) ‘& T & F % (3mL) LA DCC (1. 4mmol) , 4R 5
BN HOAt (190mg, 1. 4mmol) o B J5 IOAALE S T4 (3mL) LS v (260mg, 1. 4mmol) .
IR AR A TS . LR SIEMRE I A, 18 I ke i e I k4 .
50% LR LG / Chtaifb ik R %1321 440mg (80% ) LAY 1xxxxi,

[1169]
)
J’Lj;n <]
©/\0 b Y n‘
xxxxi O )
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[1170]  A[a) ==L iitifs] 89— A H) 1xxxxii
[1171]  ZEARVESAT A H 41 (0. 3M) F1IN NaOH (1. 5eq) b &M 1xxxxi 7K fE 15 3

390mg AL &) 1xxxxii,
nj;rm

[1172]
Ixxxxii

[11738] AR sL ] 90— A Ixxxxiii

[1174] ¥ AbL& 9 1xxxxii (350mg, 0. Tmmol) & T & %% (3mL). i A PyBOP (480mg,
0.91mmol) , 2R JG I A4k &4 xiii (170mg, 0. 91mmol) » B A DIPEA (0. 16ml,0. 9lmmol) Ff
PR AP . R4S IR A I 100 % 418 2B 4415 3] 420mg (90% ) (L&)

Ixxxxiii,
L
CbzHN
{ A
gH LM

[1175]
bocexiis
[1176]  Ho(a] =4 s 91- AL 54) 1xxxxiv
[1177] SR TFAFHEFRE SR 10% Pd/C(1% mol) M4b& 1xxxxiii E4b15 3

335mg (100% ) tLE4) 1xxxxiv,
Y&§uf([ A

[1178]
Ixxxxiv

[1179] a4 sciifsl] 92— ALA4 1xxxxv

[1180]  #f 1H- VUM —5— Z % £ (5g, 32mmol) & T-545 (80mL) . A =G 2R (12. 03¢,
73.65mmol) , ARG I @ — FIEEZE 247 (3. 78g, 32mmol) o ¥f [ MIR S H . 56 K,

H &% T RE M, FH 10 % KOH FER K ek . FORER B8 T A AR, i i ik 46 15 31
8g(96% ) AHMLI N- fR4 VU Mk —5— LR £ B8 £ H LB (0. 3M) A1 IN NaOH (3eq) &5t
FUE R K AR ST 2] 78 (99% ) LAY 1xxxxy,

[1181]

Ixxxxv

[1182]  Hrfa) =4y st 93— &4 1xxxxvi
181



CN 1869061 B OB B 174/243 T

[1183] B 4k& W) 1xxxxv (3. 62g, 14. Tmmol) B T — & 4% (50mL) » i A EDCI (4. 32g,
22. Immo1) A1 DIPEA (5. 1ml,29. 4mmol) , JFHEHE 5 2040, oA N- R EEBEFAEE W i (3. 38¢,
29. 4mmo1) FFHiH: 3 /NIt o H R P BEARE S N, I K R =k HBRER BT 1A L
J2, IR 4a15 3 3. 662 (73% ) ALEW) 1xxxxvi,

[1184]

[}

AL

Ixxxxvi

[1185] A [R] =W sLitats] 94— b 5W) 1xxxxvii
[1186] B4k 1xxxxiv (335mg, 0. 62mmol) F4L-E4) 1xxxxvi (343mg, Immol) B T 44

e (6mL) o I DIPEA (0. 17ml, Immol) FFRs S SR SUIHEFEE R T LR L BRHRE S S
Yy, FBAER R U BRI ki . FH 5% Ol / LR SRRAALTR R W15 2 80mg (16 % )

LAY 1xxxxvii,
” Q
boooodt 0 O

[1187]

[1188] A=A 95 1AM Txxxxviii

[1189]  #4b-&4 1xxxxvii (80mg, 0. 11mmol) B T =5 F 4t (3mL) » I DMP iX#| (55mg,
0. 13mmol) FEHIFE 1 /NI F PR ZWEFGRE I N TR A4 FF H 10 %6 AR FREN S W 1 R Y
VAR BR SV BN AN 2R K VER B MR o B HIARR LA 3 100% LR LEss Fr i3 i vk x4t

14331 40mg (48% ) th-&W) Ixxxxviii,

fuﬁﬁf‘@ﬁﬁ

boxxxviii

[1191]  Hp(a] = st 96— 54 xxxix
[1192]  BAL&4) ic, N-Chz—4— ¥3E Pro FFE,

[1193]
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OH

Csz?
o OMe

ic

[1194] (2. 1g,7.9mmoL, LLE &= F AW ¢, N-Cbz—4- F£3E Pro 4% )
[1195]
OH

Cbz@
OH

0
¢

[1196] % T DCM(25mL) . 4 CDI (1. 54g,9. 5mmol) A1 DI PEA(L. 7ml,9. 5mmol) Jn ¥ vk
W FEBEFE 10 7380 FF 1,2, 3, 4= DUSSRIEME (T1Q) (1. 2m1, 9. 5mmol) i B2 S IR A 4 9
BEFE 5 3. HZKVIN HCL R /K Pe AN AR fEIRAs — P HUAHJE, Al 40% EtOAc/ Cift
Wt TR KB A S AL R Bk 54 i, N-Chz—4-T1Q B4 % —Pro K, (2.58,75% ),

[1197]
N:

o

S
2 0
ChzN
o OMe

¢l

[1198] K4k &4 ci(2.5g,5.9mmol) ¥ T MeOH(75mL) » FH N, #f ¥k b % W& 3 in A\ Pd/
C(10%,300mg) o F H, iyt e MRS W) Hide it A o i i Ak 9 ok 6 s VR A ) T ik 4 49
BMLEY) xxxix, 4= (T1Q- 4 IE ) —Pro, FlE, (1.49¢,83% ).

[1199]  Hh R =W sL it 97— AW vii

[1200] BALEY) cii, N-NERE —2— JERIE —Val-Val FIEE, (10.9g,32. 4mmol)

[1201]
[ jYH\/lLHj:’(OMe

[1202] %5 THF (80mL) , 28 J5 M NaOH 7K (48. 6ml, 48. 6mmol) o 4 FT 15 FIVR &G04
FE 48 /NI, SRS FE NN NaOH (16. 3ml, 16. 3mmol) , ¥ VRS9 N2 40°C, 4k 3 /Mt Bl
Ja B VARGV pH P22 3, 31 H EtOAc ZEHUKAH, R R IR GifF 24654 vii M4, N- it
1% —2- FEPRIE —Val-Val B (10. 6g,100% ) .

[1203] B4k 98— AW ciid

[1204] ¥4 b & W) cii (4. 1g, 12. Tmmol) % T DCM(20mL) » ¥4 HOAt (1. 73g, 12. Tmmo1)
AIDCC (12, Tmmol) i 21 1M ¥ V80, J K s W e 48 1 /b i o O AE DM (10mL) = 146 & P
xxxix (3. 22g,10. 6mmol) NI NIREW) . 76N, U MR RE S FEE . AT RN
TRE W) o e R g 4 o Gl I R (1% (50% 22 80% EtOAc/ Tt Bh &) 4l ki 15 1K)
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ARSI EY) ciii, N- BhE —2- FePRFL —Val-Val-4-(TIQ ¥4 L ) Pro FIRE, (5. 27g,

81.7% ) o
[1205]

N:::
¢ o't
AR
A HI&
0 A o OMe

cii ©
[1206] o[BSl 99— A civ
[1207] KAk &%) ciii (650mg, 1. 29mmol) ¥ T THF (5mL) . J0 A NaOH /K ¥ ¥ (1. 42ml,
1. 42mmol) , SR JG F L FE i Ao H IV ) pH B 22 3, 43 BS A WL, IRk 419 21— Fi
e, WHAECRE / K I A HPLC 2 4L 5% R W15 B4 54 civ, N- e -2 JE 3k
%k —Val-Val—-4-(T1Q %4 ) Pro &, (600mg,95% ) .

[1208]
oY
o
xS
Sy N\a)LN N |
0 N O 7~0oH

[1200] v [E] =4St fe] 100- 454 cv

[1210] % N-Boc—L- - =& R (2. 3g, 10mmo 1) Fl L- N — 522 R 7 G #h R £ (2g, 1 lmmo1)
43145 DMF (30mL) » 4R 5 HOAt (1. 6g, 11. 5mmol) HIE M - 76N, F A4 T8RS ik
20 38, SR G IR A 0°C, LN DIC (1. 8ml, 11. 5mmol) 11 2,4,6- = ILALRE (1. 45ml,
1immol) o 5 AT A3 IR P BT AR =36 . FH BtOAc #ilé e SR &4, 31 F IN HCI .
YA ) NaHCO, FH #h /K BE A HIAR . {EMRAE A WIAHZ J5, FH 20% —30% EtOAc/ CUpthh &
AL AT R RS BB cv (3. 3g,92% ) »

[1211]

Oi” i
o A

cv

[1212]  Hp(a) =4 s 101- L&) cvi
[1213] g — B84 (40mL) F10. 5N NaOH (37ml, 18. 4mmol) 7K AL Z ) cv (3. 3g,9. 2mmo1)

BRAY cvi (2.9g,92% ) .
0 0
)VOJLuf(n\é)LOH
ovi ° ,/Y\

[1214]
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[1215] AR F=4) L it 102- 4654 cvii

[1216] K4k &%) cvi (2g,5. 8mmol) Fl4L &4 v (1g,5. bmmol) ¥%§ T DMF (20mL) o 2K J& s
HOAt (832mg, 6. 6mmol) F1 DIC(L. Iml,6. 6mmol) HNFIMIEH . £ N, NE TS B FE L
W o FH EtOAc FBé e YR A4, I IN HCL i1 NaHCO, 3y K pEVs B WA EWRAEA HIAZ
Jiis H 20% —30% EtOAc/ TG FE Bl aitb Fr i3 Ik RS B G cvii (2. 4g,81% )

[1217]

_ cvil
[1218] A [EIF=M)SLHEm] 103- 454 cviii
[1219] A& evii (2. 4g, 4. T2mmol) T DM (10mL) o K TFA (10mL) BN .
FITAFIESAEE 4 /Do Wi OVIRG Y, # HHS T EtOAc, 2R S5 H IN NaOH FER K PEGA
MUAH. A NAHKGEF 2 G cviii (1. 084g,56.1% ) .
[1220]

[1221] ()= itifs] 104- 459 cix

[1222] ¥ 2- Wtk 15 A9 % (181mg, 1. 46mmol) FI1 4K & 4 cviii (541mg, 1. 325mmol) % T
DMF (15mL) » # HOAt (207mg, 1. 52mmo1) F1DIC(0. 24ml, 1. 52mmol) ISR . 7F N, R
TSRS . ] EtOAC R ONVIREW), T IN HCL MR ) NaHCO, 1k 7K Ik
VAN, fERGENAEZ )G, H 20% —30% —35% EtOAc/ el & (it aifb B 5 vk 42
WAFRNUAY cix (430mg, 63% ) .

[1223]

oix
[1224] A [R]P=) Lt 5] 105 45 W) cx
[1225]  {# H] EtOH(7mL) F1 IN NaOH (4. 7mL, 4. Tmmol) ¥ 4L & ) cix K fE 18 3 1L & W)

cx(700mg,91.6% ) .
L~
[Njiu 0 \/Lk?>
N 2N
ex 0™ "oH

[1226]

[1227]1  H(a) =) sLitifs] 106 659 cxi

[1228]  #4L-54) cx (690mg, 1. 42mmol) ¥ T DCM (9mL) » 4R 544 PyBOP (890mg, 1. 7Tmmo1) Jifl
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BV B R IS xiii' (320mg, L. Tmmol) .
[1229]

AL A
i OHH

I
[1230] K DIPEA(0. 3ml, 1. Tmmol) NBIFTRIRAY . 18N, R ML NIR S P8R
W AR5 FH EtOAC B [ AR 4470, PV NaHCO, FH B /KW« FERAE A HIAHZ )5
A1 100% EtOAc iE2iAL BT 3 IR B &4 cxi (490mg, 52. 7% ) .
[1231]

cxi
[1232]  H(a]= st 107- L5 cxiv
[1233]  4L-EW) exii (1. 2g, 3. 06mmol) ¥ T MeOH (12mL) .
[1234]

oxii
[1235]  ZEFIN, 584 ye2 Ja, N 10wt %4887 % _E K Pd (OH), (0. 6g) , BHIR &M E it
P, BLBS TLC R 564 I NIR G4 o 18 1 1o 8 M A o b 4 B8 s v, i 4 75 21 AH
N RRP LA exiii, H—Fi AR (100% )

[1236]
H,N\j\ jfn,o/
A !
cxhi

[1237] WALt DU TP,

[1238] ¥4 2- kM€ A1 R (400mg, 3. 2mmol, 1. leq) ¥ T* DCM/THF (4mL/4mL) , 4R J& M A
HOAt (440mg, 3. 2mmo1) F1 DCC (343ml, IM [¥] DCM) o Z I8 FHEEE 20 23405, B AL AT 3151111k
EW) exiii(0.96g,3. 2mmol) ¥ T DCM (6. 4mL) , FEMBEAL IR GY). 1EEE T Bk i
Jei» B R v R R IR A, B A RS (30% EtOAc/ Ot ) it AbEW) exiv

. C; JYUU%

oxiv
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[1240] 193]—FrEEFE K (0.8g,80% ).

[1241] Rt 108- 4654 cxv

[1242]  ¥4L 54 cxiv (0. 8g,2. 2mmol) % T MeOH (10mL) , 2R J& I\ 2N NaOH ( 7K %5 ¥ )
(3. 3ml,6. 6mmol) o ZEiH ™AL AR BEFE IS AL, SIS H TLC(50% EtOAc/ Cft ) REHZRSE
AR PNREY . BN HCT B4k 22 pH 3, 7 BtOAc ke, ARG AECANLZE . F #h/k Pk
WA NLZ, H MgS0, 48, W45 153 254 cxv (0. 74,95% ) o

[1243]

OH
H o)

N

[1244] A [E])= ) SL ] 109- 4654 cxvi

[1245] 238 K% HOAt (290mg, 2. 1mmol) J R4k & 4 cxv (0. T4g, 2. lmmo1) [¥] DCM ¥ ¥
(6mL) , 2R 5 IIANFE DCM (2. 2m1, 2. 2mmol) (¥ IM DCC ¥ =i M HiH: 30 70805, L&
Y) v (2. Immo1) ¥ THE %% (10. 5ml, 0. 2M) N _Fif HOAt- iEAL IR . iR T RNV IR A
VIWEFE A PR, A pE R NVR A . F EtOAc (120mL) #8838 i I K F k7K
Ve o M A MBI 40 15 2 —Fh i iy, K ol i A Bt i (50% EtOAc/ Cft )
AT 2L A D) cxvi (0. T14g,66% ) o

[1246]
N\ -~
A

[1247]  Fp(E]F=Y) st 110- LG exvii

[1248] 4 2N NaOH /K¥&EW (2ml,4mmol) INEML-E4 cxvi (0. 7g, 1. 4mmol) [ EtOH Y& o
FiR TR IGRA YRS A 285 H BN HCL Fg4k 2 pH 3, A EtOAc ke, SR 5 2 HUA HLAH .
F R /K SRS ZE B A ALAH, F MgSO, T4, 4G5 2L &) cxvii (95% ).

[1249]
(At

cxvil

[1250]  Aa) =gt 111- 4b54) exviii

[1251] ¥4 PyBOP (416mg, 0. 8mmol) Jll 2| f£ & 9 cvii (300mg, 0. 6mmol) [¥] DCM/THF %5 &
(10mL/2mL) » =3 TR ISR 30 7380, BALEY) xxxvi’  (200mg, 0.8mmol) HHZE|lk
AN

[1252]
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o
Tod.

vl

[1253] 4R )5 0\ DIPEA (0. 22ml, 1. 2mmol) o 2 N ¥ [ M VR & W Hi $F i 8, R 5 K
(25mL) H ik 30 3 8h. BJE EtOAc ZEBUR G . 3 KVES BT i3 09 HUAH, A Mgso,
T4, R JE IR G A3 B — PR o (. FE R (A3 (3-5 % EtOH/EtOAc) Ziifk 3 B4k &4
cxviii(335mg,76% ).

[1254]
N
, /W So" N ou

exviil
[1255]  HrfE] =4 sciiifsl] 12— 454 exix
[1256] ¥4 PyBOP (470mg,0. 9mmol) Jil & 4t & 4 cxvii (340mg,0. 6mmol) F] DCM ¥& W&
(10mL) o 238 ¥ B IERE 30 73%P. ARG Y) xiii’  (170mg,0. 9mmol) HNE A
Y, BE S BN DIPEA (0. 24m1, 1. 2mmol) o Z53E F 44 e MRS W4 F ik 5, 28 Ja K (25mL) 1
1Y 30 43 8he PR )5 FH EtOAc ZZHUR G . H E/K PRSI 3 K- ALAH, H MgS0, T4, 48
SR AEE B — R . RIS (3-5% EtOH/EtOAc) 4itbiGEI1k &4 cxix (164mg,

36% ).
Ny ‘7
[an\i’*)j(g A
° /ﬁ o N bn "

[1257]
0

exix
[1258]  Hh B =4St 113- A5 xx
[1259] ¥4 N-Cbz-L- 4% (6. 28g, 25mmol) ¥ T DCOM(30mL) » ¥ HOBT (3. 38g, 25mmo1) F1
DCC (25m1, IM ¥ ) INBISLES W IFDEFE 5 7080 A L- B - AR PR EhIR 2 (25ml, IM
B FFLE N, AUR R iR . I EtOAc Wk i NIR-G4), A INHCL | 811 NaHCO, 1 57K
ek FH Na,SO, THRA M, i s8I ukai. it 20% —30% EtOAc/ CEEH R A Y ik 4k,
FEMELED) xx (2. 96g,31% ) .
[1260] AR sL it 114- 459 xxi
[1261]1  {E H, < 4% 1 & F 76 MeOH (40mL) 71 ) 10 % Pd/C(800mg) #f 4k & 4 xx (2. 95¢,
7.8mmol) S ALAF RN LU AHM I E L (1. 9g,100% ) o
[1262]
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HaN\/gorn/\é\\io’

[1263] 44 2— 0t — TR (970mg, 7. Smmol) % T- DCM(20mL) » 44 PyBOP (4. 06g, 7. 8mmol)
T2 s . FF 7E DOM(16mL) 1 Ui B9 i (1. 9g, 7. 8mmol) i F Ik ¥ ¥, AR S5 A
DIPEA (1. 36ml, 7. 8mmol) o 7E N, A A R FNR G FEE A . H EtOAc MikE R VIR A
W), VRN NaHCO, 3R K PEBA WA TERAGA NI 5, H 30% —40% EtOAc/ Chekhk
S S B AY) xxi (2. 072,75.8% ) »

[1264]
0 0

[1265]  H[a]=# sl 115- 54 xxii
[1266] 1§ FH MeOH(20mL) 1 IN NaOH(3eq) ¥ 4k-& W) xxi /K#E1E BI4L-4 W) xxii (1. 82g,

93.9% ).
[ ))i N\/U\OH

[1267]

[1268] R~ L] 116- 4 &4 xxiii

[1269] B4L-E4) xxii (895mg, 2. 66mmol) ¥ T DCM (10mL) » # DCC (3. 2mmo1) Jn 3 MR

SR N HOAt (435mg, 3. 2mmo1) o Fifi 5 I AE THF (16mL) AL &4 v (3. 2mmol) o 7E N,

G T BT RR SRS . ] EtOAc Wikt i NR-S ), i e e it 8, k4. 1

50% EtOAc/ Cheks TS sk AR et aith 15 2L &4 xxiii (730mg,54.8% ) o

[1270]  Hp[E) =)L) 117- 4659 xxiv

[1271]  {#F] EtOH (5mL) 1IN NaOH (1. 5eq) BHb&4) xxiii /KR EIMLEY) xxiv (690mg,
100% ) o

[1272] (R sL i) 18- A5 cxx

[1273] BG4 xxiv (245mg, 0. 52mmo1) ¥ T DCM (3mL) » %4 PyBOP (330mg, 0. 62mmo1) Ji
B RIE M-S xiii’  (120mg, 0. 62mmol) o 4 DIPEA (0. 11mL, 0. 62mmol) %

RS 15N, U N R NIR G . H EtOAc #oks e NIR-E4, LRI

NaHCO, FELAKPEGRANAH . fEHRGEAHAHZ G, FH 5% EtOH/EtOAc ik R (i 4tk 13 2

WA cxx (220mg,60% ) .

[1274]
SRAP e
N AN o
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[1275]  Fple)=)scifs] 119- b &4 xiii’
[1276] 4 Boc-NVA-OH(24. 96g, 114. 9mmo1) ¥ T THF (200mL) .

[1277]
X

[1278] % CDI (22. 35, 137. 8mmol) ¥ IH BN BLHS I, HA4 S ES B FE 30 7380 4 N, 0- —H
FEFR LR S Eh (12, 33g, 126. 4mmol) % T DMF (50mL) , 4R J5 4 DIPEA (22m1, 126. 4mmol) Jfi
B 2R TR DME B HE 20 438D, SR & THE ¥ 75 N, U NS
FHEADPEFE— AR . B8 Wi ROVIRG Y 2 100mL S AAF . A IN HCL . H8H1 NaHCO, i1
EHKVEBANAE . A VAR LF R AEY exxi F79) (25, 3g) »

[1279]

[1280] N, 4R FAAE IM Et,0 ¥ 1K) LAH(107. 3mmol) A THEMN 1-L B Ee . K
WFEEZ 0°C, ARG INAE Et,0 (100mL) LA cxxi (97. bmmol) o 5E LMY, Kt Fr {5
RS HERE 30 23 8h. 0°C Nl it 2848 i A\ EtOAC (50mL) , 4R J 2218 i\ 5% KHSO, (50mL)
VPR . B RTRAIPEEE 30 238k, F IN HCL MM NalCo, Atk /K pEis A HIAH. #
AHARRGF R AED) cxxii MY (22. 28g) .

[1281]
JOL/QI(
H
XN

exxii
[1282] WAbEW) exxii ¥ T MeOH (100mL) . 4 Na,S,0, (16. 82g, 96. 6mmol) ¥ T7K (100mL) ,
RIGAE OC R INEML A exxil MWW EHRIKFETHIBEEWIRT 6C) IR ¥
7K (100mL) =¥ KCN (7. 53g, 115. 9mmol) fn 2 e MIR &M fE = M Hidt 1.5 /hige
EtOAC (3x100mL) LA, HEh7K (3X50mL) e HIAH, H MgS0, T4, ity ik 413
FMEEY) exxiii M=) (15. 86g) o
[1283]

[1284] BAb-&4) cxxiii (15.86g) ¥ T M8 JE (100mL) » ¥ HC1 (37%, 100mL) HnF %
W ARG I A BE (1omL) FESHTIEIE (110°C ) » B R NIPEEE 1.5 /o 290 e N IR S
WA HI R RN, B TR RIS B — MR . R B TR R TR
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FMEEY) exxiv Y.
[1285]

0

H,N OH

OH
Cxxiv

[1286]  B4b&4) cxxiv (69. 6mmol) YT DMF (60mL) F1 THF (60mL) » ## N-( F%E - S HE
;@Q) PRIIWEY R (17. 33g,69. 6mmol) MNEEEY, 85 M DIPEA (12. 1ml,69. 6mmol) » 7E
RN IR SR . KR AR YE 200 AR (50mL) H A EtOAc Fike. H

0. IN HC1 (2x100mL) F1EE/KYEEANAIFEAL G cxxv (17. 5g,54. 2%, 4855 ) .
[1287]

0 0
O’ﬂ\u OH
OH
CXxv

[1288] BALE4) cxxv (5. 66g, 20. 14mmol) ¥ T DCM (60mL) » # PyBOP (12. 57¢g, 24. 2mmo1)
F1HOBT (3. 27g, 24. 2mmo 1) INENMH R IHBiFE 5 7350 B IR INREGWFEZR 0°C, AR5
NEREERE (1.67ml, 24. 2mmol) A1 DIPEA (4. 2m1, 24. 2mmol) o ¥ NV IR SVt HEE 1, FHE
HAEEWR . H 0. IN HCL.#LFT NaHCO, Fl R /K PE: VIR G ARG 45 A HUAHITFH 70%
EtOAc/ Tt thit it 1524 &4 cxxvi (3. 18g,49.3% ) .

[1289]
0 0]
JLNQNA
H oM

[1290] 15 H4F MeOH (70mL) 1] 10% Pd/C (600mg) S ALALE4) cxxvi (3. 18g,9. 94mmol) »
76 H, ™% R VIR-E PR A B a4 v, Rk 4a3 2k &9 xiii’ M (2. 1g,
100% ) »

[1291]

LA
N

xlii*
[1202]  ApE] =Skl 120 4654 cxxvii
[1293] 4% N-Cbz-L- 3 C & H & B (3g,10. 3mmol) % T DCM(36mL) » ¥4 HOAt (1. 5g,
11. 28mmo1) F1 DCC(11. 28m1, 11. 28mmo1) HNEI M, FHPiHE 5 4380 «HL ,ﬁz—;%@&ﬁﬂ
BEEREZEE (103ml, IM ¥V, 10. 3mmol) MBI IR GWIFAE N, T HiHr i # FeE g 4 i
IRE ), H EtOAc Mk JF e me— Pk x4, 4 FH 20% -30% EtOAc/ E‘F’H%ﬁ%é

WA RIS exxvii (2. 2g,52% ) .
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[1294]

i%mﬂ

cxxvll

[1205]  th a4 iifi] 121- &4 1xxix’

[1296]  #F H, F1# F #F MeOH (15mL) (] 20 % Pd (OH),/C(1g) EAbtb &4 cxxvii (2. 2g,
5. 2mmol) HEMLEW 1xxix' (1.4g,98% ).

[1297]

[1208]  rh[a];= skt 122- 4654 Txxx

[1299] 4 2- MLEE RIS (360mg, 2. 9mmol) ¥ T DCM(10mL) o ¥ PyBOP (1. 81g, 3. 5mmol) I
AW - SR JEHAE THE (10mL) LG 1xxix"  (825mg, 2. 9mmol) N2 A, Fifi f5
A DIPEA (0. 5ml, 2. 9mmo1) » 7E N, 5 M 1S RGP FEt 0. F EtOAc ik [ MR
E 4, FH R NaHCO, FER /K PEFAHLE . H 30% EtOAc/ Cets il W4 A HLIZ 15 21 i1
R E s A 15 240 54 1xxx (780mg, 69% ) o

[1300]  Hp[R]=4) st 123- 454 1xxxi

[1301] i F MeOH (10mL) F1 IN NaOH(3eq) Kb &4 1xxx /KRG FML A 1xxxi (615mg,
81.8% ).

[1302]  HhlA]=4 sz iifs] 124— A5 1xxxii

[1303]  4k-&4 1xxxi (610mg, 1. 6mmol) ¥ T DCM (10mL) « 4R 5 DCC (1. 94m1, 1. 94mmo1)
IO A, B S I HOAt (270mg, 1. 94mmo 1) o #47E THF (19. 4mL) *H IF4LA4 v (1. 94mmol)
OB . 76N, “UR MR RREIDFE N . H EtOAc Mokl VIR A4, 18 I fek e
o UE, Mk 4E. FH 40% EtOAc/ Chels i3 vk R4 Bk 4l 15 24 44 1xxxii (450mg,
83.4% ),

[1304]  HrfE] =4 sciiifsl] 125—- 454 1xxxiii

[1305] ¥ A EtOH(10mL) A1 IN NaOH(3eq) 4 tb & ¥ 1xxxi /K i 18 2| 1L & W
1xxxiii(650mg,99% ).

[1306] (A4 sLiifsl] 126— 454 exxviii

[1307]  BAb-&4 1xxxiii (400mg,0. 78mmol) ¥ T DCM (5mL) » ¥ PyBOP (610mg, 1. 2mmo1)
MBS, ARG I EY) xiii! (230mg, 1. 2mmol) o 4 DIPEA (0. 2ml, 1. 2mmo1) JZ T
RENRED . 15N, SR TR RSB . H EtO0Ac #%E [ N VR0, FHAIT NaHCO, Al
HAKVEE AN . ARG ENAZ )G, L 100% EtOAc £ 5% EtOH/EtOAc #f & (G ik 4tk
W AWAS R A exxviii (365mg,68.7% ).

[1308]
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cxxviii

[1309] A (A= st 127- L5 cxxx
[1310] Bib&4) 1xxxiii (365mg,0. 7Tmmol) ¥ T DCM (BmL) » 4 PyBOP (440mg, 0. 84mmo1)
N2 HCE W AR J5 I NAE THE (8. 4mL) HH AL A4 cxxix (0. 84mmol) o

[1311]
0O
HN ”’Lr

OH

[1312]  # DIPEA (0. 1m1,0. 84mmo1) bniﬂﬁ)ﬂﬁﬁ@ . 1EN, R M B RNRS %i’ﬁﬁﬁ:
. H EtOAc #akE S NG9, £ H NaHCO, Fl /K Vi A VIAH. ERGEENAH )5, 8

it 100% EtOAc R4tk BT 15 IR RS ZIML G cxxx (350mg, 70% ) »
[1313]

[1314] TR sL ) 128 454 cxxxi

[1315]  BALEY) cxxv (2. 54g,9. 05mmo1) T DCM (30mL) » #4 PyBOP (5. 65g, 10. 9mmo1) FH
HOBT (1. 47g, 10. 9mmo1) HNEHAHE HHHE 5 7380 KPS HIRAE MRS 0°C, b A
(S)—(+)=3- %L —2- T Hf% (1. 27ml, 10. 9mmo1) F1DIPEA (1. 9ml, 10. 9mmol) » Kf [x NV iR &
WA FEAE SR H 0. IN HCL LRI NaHCO, FEh K VES A HIAH. ER4E A HUAH
ZJ5, it 30% EtOAc/ Tt il 2i b i ik RAFEML G cxxxi (1. 44g,45.5% ) .

[1316]
(o]
@m‘ku%*r

cxxi
[1317]  FRIE)=P)SEiEfs] 129- L&) cxxix
[1318] i FHAF MeOH (40mL) A1) 10% Pd/C(500mg) E AL &) cxxxi (1. 3g, 3. Tmmol) o £F
Hy S0 R IR S I A o 8 I A I I VR SV IR A MU IR 4a 15 2L &
Y cxxix (800mg, 100% ) .
[1319]
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oty

OH
exxix

[1320]  HpR[E]=4 S 130- (LA cxxxiv
[1321]1  BALE4) cxxxii (1. 6g,3. Tmmol) ¥ T MeOH (12mL) .

[1322]
0
cozin X o~
TR

cxxxdi
[1323]1  FEAIN, 582t S, IIANFHELAE 5k B 1) 10wt % Pd (OH) , (0. 74g) , FFEHRE G WIEAL,
IEIN TLC (30% EtOAc/ Tt ) REHIF R R NIR G o 8 1 ik 8 M A4 5 rh 73 B
IFRAEE ML &Y exxxiii, A—FEEM (100% ),

[1324]
H,N\ijf(o/
SR

cxxxiil
[1325] Kb AL T F— P8, K 2- it R (400mg, 3. 2mmol, 1. leq) ¥ T
DCM/THF (4mL/4mL) , #R & I\ HOAt (440mg, 3. 2mmo1) F1 DCC (3. 3ml, IM, DCM &5 ) » & F
PERE 20 435105, ¥ e RTR 13 AL S exxxiii (0. 96g, 3. 2mmol) ¥§ T DCM (6. 4mL) , 34 3L
RSB EY) . SR T HiEE 2 RO, d i i 38 s YR &), TR 4615 21— Pk
R, WA AR (50% EtOAc/ Tt ) 4tk RIS R A exxxiv, A —Fq €4l {4k

(1. 06g,83% ) »
N
| P
(AL o
0 < ::: O

[1326]
CXXXiV

[1327]1  wP{a)=4 S i) 131- ALA4 cxxxv

[1328] BALEW cxxxiv (1. 06g, 2. 6mmol) ¥ T MeOH (10mL) , 2R 5 0N 2N NaOH ( /K% )
(4ml,8mmol) o =R N A MBS A, BUIN T LC(50% EtOAc/ Tkt ) R K4, M
5N HCL S5 3R % pi 3, H ELOAC FoRé, SRR BEHATALAEL, P Eh KUV BT LA, F
MgSO0, Tk 4613 2L 54 cxxxv (100% ) .

[1329]
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O

CXXXV
[1330]  H[E) =)Lt 132- 454 cxxxvi
[1331] =35 ¥ HOAt (500mg, 3. Tmmol) NN ENMLEY) cxxxv (1. 44g, 3. Tmmo1) ] DCM Y& W&
(8mL) , 28 5 I NAE DCM (3. 7m1, 3. Tmmol) MH¥) IM DCC ¥ . = T HiH: 30 805, ik
AW v (3. Tmmol) [¥) THF ¥§¥ (18. 5ml, 0. 2M) fnE| bk HOAt— ¥GAL IR . Z iR N R NIR
YR . W R A g S VRS Y. ECOAC (120mL) H R SE I I KR Bk ok
o THRANUAHIFWRAE1T 25 (o, B i (il (70% EtOAc/ bt ) AibiF 2t 59

cxxxvi(1g,71% ).
Ng
EN;YMQ;QU
S iR o

[1332]
oxxxvi

[1333]  Hufa] =4 s jifh] 133- L&) cxxxvii

[1334] ¥ 2N NaOH /K (2. Tml, 5. 4mmol) MNFEML S cxxxvi (1g, 1. Smmol) [ EtOH %
W (8mL) o FIR N RIS VRIS A, 285 FH BN HCL fRAE % pH 3, H EtOAc ik, 285
A NAH. SRR AU HUAH, I MgS0, Tk 4a3 RIS exxxvii (88% ) .

[1335]
Ny ~7
\O o7 “OH

cxxxvii
[1336]  H[R]= W) s i) 133- &) cxxxviii
[1337]1 ¥4 PyBOP (450mg, 0. 86mmo1) i B 4t & 4 cxxxvii (350mg, 0. 6mmol) FJ DCM ¥ &
(10mL) o ZE3E TR BAHE 30 2080, AP xiii’  (160mg, 0. 86mmol) MM, 285
BN DIPEA (0. 23m1, 1. 3mmol) o S N4 S NVR S B HEL A, 2R JE HIZK (25m1) ik fe jv
30 73%h. BEJEH EtOAc ZHUR G . HE/KBEGRARURANAH, H MgS0, T4, AR 5K 4ifs
BT, BRI EEE (5% EtOH/Et0Ac) iS5 EIML A4 exxxviii (407mg, 88% ) .

[1338]
Ng o ‘7
[N,j\'orn\{léi)\/ﬁgii; Q H }

oxxxviil
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[1339]  HhR) =4St o] 134~ L5 exxxix

[1340] 5- A L S5 & M —3- 1 Ji® (200mg, 2. 05mmol) ¥ T DCM (5mL) » ## PyBOP (1. 07g,
2.05mmol) INENHEW . #AE DCM(GmL) FHMLEY 1xxix’  (582mg, 2. 05mmol) HIIE I #
¥, #RJ A DIPEA (0. 36m1, 2. 05mmol) o 75 N, “U FA BT 4 IR A4 Bt 8. EtONc
TR S REIRS 0, AN NalCO, 1 3h K PRV HUAR 57 HUARIRYR, JFH 30% Et0Ac/ T

Kb T A R R Y s A A3 2L 54 cxxxix (495mg, 61. 4% ) .
[1341]

[1342] (A= 4 S E ) 135 ALA4 cxxxx

[1343]  F MeOH(10mL) A IN NaOH(3eq) k&4 cxxxix /KRS EML S cxxxx (430mg,
90% ).

[1344]

o;jig(n\.iou
= H 3 /V

[1345]  HR[E] =4 SEitE ) 136 ALAH) cxxxxi

[1346] BAbE cxxxx (380mg, lmmol) Y& T DCM (5mL) » 4R 5 DCC (1. 2mmol) N2 %
8, B 5 in N\ HOAt (165mg, 1. 2mmol) o #5245 IIAAE THF (12mL) HFH4LAE9) v (1. 2mmol) o 7E
N, SR N TR RS WPk . EtOAc Wl i N TR-S, a8 it ik et e 3F vk 4 .
35% EtOAc/ TRk ITis s SR a4 I3 3L 54 cxxxxi (320mg,58% ) o

[1347]
0 o}
n oW
./vo o
CXXXX|

[1348]  Hr(a]=# s jifs] 137- L&) cxxxxii
[1349] f§ FH EtOH(10mL) F1 IN NaOH(3eq) 4 4tk & W cxxxxi 7K f& 18 F| 1k & Wy
cxxxxii(730mg,94.3% ).

[1350]
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[1351]  A[E] =Ll 138- 4B exxxxiii

[1352] & 1k & ¥ cxxxxii (240mg, 0. 46mmol) ¥ T DCM(5mL) » 4R J5 ¥ PyBOP (295mg,
0. 56mmol) HI & MWW, 5 I AL &4 xiii’  (110mg,0. 56mmol) . #% DIPEA(0. Iml,
0. 56mmo 1) MHEIFTIFHIREY . 16N, SR N RSB S WHHEPI . H EtOAc ke & MR
A, F D NaHCO, FH 3R /K BRI A AU . 7ERAAE WA )5, H 90% EtOAc/ Cht b alifl
JRAF R R EML A exxxxiii (168mg,53% ) o

[1353]
0 o
o';j)k N H\)L'?

exoxiil
[1354]  H[a] =) sLitifs] 139- tE W) cxxxxiv
[1355]  5°C K L- W& (5. 00g,56. Immol) ) NaOH ¥ (2N, 42. 1mL, 84. 2mmol) 77,
PEEE 10 23%h, [FHHE g R IS (6. 5ml, 84. 2mmol) A1 NaOH (2N, 42. 1m1,84. 2mmol) o #F
UK ERE B DERE 2 /NI, SRS A SR N HERE 1 /iy ] Et,0(2X50mL) PEEREY, H
SNHC1 ¥ 5 /K2 R4 pH ~ 2, FFH ELOAC (3 X 50mL) AEHL, FH AR /KB A BU A HLAH, A
MgSO, TR IFFIRAATF LAY cxxxxiv

[1356]
o M,

0 H
exxxxiv
[1357]  N- FEEEE —1- IR, (4.54¢,54% ), A—Fi o,
[1358]  rh[al =4 skiitifh] 140- 454 cxxxxvi
[1359] 5°C FH HOAt (1. 28g,9. 44mmo1) AT AE THE H HI4L-& 4 cxxxxv (3. 57g, 9. 44mmo1)

HI
Oon b
() OH
Yy

[1360]
[1361]  #RJ5 IO DCC (9. 50m1, 9. 50mmol) » LEUKH _EFikE 45 43805, I NZE THE F {4k &

N’A
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W v W (104m1, 10. 4mmol) o ZiR NEHR GBI 8. BIR-G YA HI A 5°C I H LA
NaHCO, "1k e o ik B RR 25 UTTE I DCU 22 J5 , BB & 9% T EtOAC(100mL) , F A1 NaHCO,
HhAKPEVR, SR 5 H MgS0, T Ik 4 22— Fiik R W), il i ik At (3l (25% EtOAc/ Cft )
TR RUIF B A exxxxvi (2. 91g,57% ), A BRILIK

[1362]
SOVUEN e
O/i\u °

exxvi
[1363]  H[A) =4S jilifs] 141- A &) cviii
[1364]1 ¥ Pd/C ZA2MATE N, UL B VKA A E I TE MeOH H BIAL G4 exxxxvi IV
(25mL) o {E latm NEARGWEAIIRH . T iEER B, K I8 S 5ml. DMF 5 JF, JF A
TR EY) cviii
[1365]  mR] =4St o] 142— A4 exxxxvii
[1366] ] DCC(2.05ml,2. 05mmol) A& B £ DK ¥ w1 ¥ &1 {9 /£ THE H 1) 1L & 9
cxxxxiv (0. 298g, 2. 03mmol) 1 HOAt (0. 276g, 2. 03mmo1) HI¥EIE. EUKIE EEHE 0.5 /Nt
J&» IANAE THE LG eviii BRI 28 5 N DIPEA 0. 39ml, 2. 2mmol) o &3 F 4%
TR B RL A, AR5 A UK VA #1, B LA NalCO, 21k 1k 3B UTHE K DCU, JE45 8T T
EtOAC(100mL) » HIHAT NaHCO, « #h/K BB HLAH, 285 FH MgS0, T4 fERR LA NIERZ )G,
WAL (60% EtOAc/ Tkt ) i3RI EW) cxxxxvii (0. 47g,48% ) , AP

k.
\Oiu%njﬁgﬂ
: /]\ ° 0 “

[1367]

ooVl
[1368]  H R4 sL ] 143— 4654 cxxxxviii
[1369] 5 ‘C F # NaOH(2N, 1. 31ml, 2. 62mmol) i F 7€ EtOH(mL) 1 [ & & 4
cxxxxvii (0.47g,0.847Tmmol) IR =il TRIESWIHFE 4 /. F HCL (IN) RS R
A2 pH ~ 2, i i BEFE 7% & % 2 BEtOH. i EtOAC (3x30mL) AEHUR A, sk Vel &2
B, SR ) R MgS0, T BRI, IFRIR RV E S TSR S cxxxxviii (0. 366,
82% ), MR
[1370]

0
\OJLNJ\{E:&I;‘;{QOH
0

oxxxxviii

[1371] A (a) =Wy s 144- L&) cil
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[1372]  FH UK ¥ HI 48 DOM P [ 4k & 9 cxxxxviii (0. 366g,0. 718mmol) [K) ¥ ¥, 3 H
PyBop (0. 599g, 1. 15mmo1) AbFH. =y N HEFE 0. 5 /NN 5, FHUKIRA EEA Y, 3 AE THE 1
DIPEA (0. 250m1, 1. 44mmol) T 4L-EH xiii’ (0. 200g, 1. 08mmol) WIVARALFE ., =6 F#
RAEDHFE LB, AR S5 NH,CL ¥ A 1k O o IR Ea ¥ 7 I 1 TR A W% T EOAC (100mL) o
FH MO NaHCO, « /K S A AIAH, 28 J5 H MgS0, T4, BrEANEH G, B A tih: 6%
EtOH/EtOAc) 4tk RWAT RN A ci1(0. 358,72% ) .

[1373]
0 o ﬁ
\okuﬁr“ﬁig@w‘\“wn
™ o YTV
oll

[1374] a4 s iiifsl] 145- 4654 exxi

[1375]1 % CDI (7. 79g,48mmol) il % N-Boc—Nva—OH ( {54 1) (8. 68g,40mmol) [¥] THF %
W (85mL) o ZIE T HLEE 30 4rB0 S, S AN, 0- ZF - AR LR (4. 25g, 44mmol) A
DIPEA (7. 66m1, 44mmo1) [ DMF %5 (25mL) AbFE iR . =90 N4 I N IR S5 P 7
SR JE LA IRYAR I IR G . FH EtOAc (300mL) #BE FT AR, #¢X 0. IN HCL (50mL)
PN NaHCO, (3x50mL) FlER K PEIK LI« E A5 IR YA HIARM B — Pk R, FRERR Gtk
(40% EtOAc/ Tbt ) Ak R RWIF RN AW exxi (9. 38g,94% ) .

[1376] AR F=4) L HEM] 146 454 cxxii

[1377] ¥4 LAH(34. Tml, IM, 34. Tmmo1) ( 2218 ) 2| ¥4 1 2 0°C W4k & 9 cxxi (9. 38g,
31.9mmol) [¥] Et,0 % (50mL) o« £ LAH 0N MBI (R4 SN RS AE 5°CRA R o A SERK
Jei s T SO A BN EtOAc (20mL) BAHP b T &) LAH. 4R J5 3% 0 KHSO, K ¥ (5% ,20mL) LA
RERR AR T 5°Co BEANAE, ARG IN HCL (3 X 30mL) 191 NaHCO, (3x30mL) Fi1Eh
IKVEG o IRAFA NI LT R EW exxii K9 (5. 18g,69% ) .

[1378] A [A)F=M Lt 147- LS cl

[1379]1 [~ 0. 2mL EtOC(0) CF,Br % Zn (2. 75g,42mmol) [ THF (25mL) BiFH. 2R
S5 B I A exxii (3. 05g, 15. Ommol) F1 ELOC (0) CF,Br (4. 84m1, 37. 5mmol) ] THF %5
W (25mL) o 7E5E AR TN, K s YRS R — D IR 30 3 8h. IR VIR AUV
2=, DM (200mL) k. H] IN KHSO, BEVRA AU . WATE VAR TG L —
Fiik 4y, Bl hER sk (20% BtOAc/ it ) Atk 54 c1 (2. 78g,57% ) »

[1380]

H
BocHN

Y.

[1381] HHIEEAR LY Thaisrivoﬁgs & ., J. Med. Chem. , 29, 20802087 (1986) 7~ K
HAHA
[1382]  rh[a]= W) siitifsl] 148— 4G54 cli
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[1383] HJ IN NaOH(12.8ml,12.8mmol) 4k FH 4k & 4 c1(2. 78g,8. 53mmol) ¥ THF % W
(40mL) o FiH NP )G, BT E R EEH . HAK (50mL) FkE R R 11 NV IR S Y5
HTFERMEY) cli F=Y (2.82g, > 100% ), H'E AL,

[1384]

cli
[1385] il 3EA 5 Thaisrivongs %5 . , J. Med. Chem. , 29, 2080—-2087 (1986) A 117
AR .
[1386] A B P=4)SCHEm] 149- 454 clii
[1387]  H HOBT (436mg, 3. 23mmol) FI DIC(0. 328m1, 2. 09mmol) 4b FE AL & 4 cli H /™ W
(56mg, 1. 61mmo1) ¥ DOM ¥ (10mL) o« =3 FHEFE 30 20805, H & H & RF 25 Mg ~TsOH
#h (815mg, 2. 42mmo1) F1 DIPEA (0. 422ml, 2. 42mmol) [¥) DOM ¥ (5mL) 4bFE R N IREY). =
W BERE 12 NG, AR R R STRE ), 3 EtOAc ZEEL . A HUART I LWk 4a,
FER L (40% EtOAc/ bt ) 2tk B3I &4 c1ii (495mg,69% ) .
[1388] 4k & # clii 9 'H NMR(400MHz, CDCl,) : & 7. 29-7. 21 (m, 5H) , 5. 16 (bs, 2H) ,
4. 89 (bs, 1H) , 4. 20-3. 90 (m, 4H) , 3. 80 (bs, LH) , 1. 75-1. 42 (m, 4H) , 1. 38 (s, 9H) , 0. 87 (m,

3H) .
\'M
BocHN P
I FF ” CO,Bn

[1389]
clii

[1390]  MALEY) cli MW U, LS X TALE Y clii Prik (W AH [F 7 VLl &L &)
cliii(83% ) M cliv(50% ).

[13911 4 & W) cliii A 'H NMR(400MHz, CDC1,) : 6 7. 49 (bs, IH),7. 34-7. 24 (m, 5H) ,
5.13(AB q, J = 12.2Hz, J ' = 23.9Hz,2H),4.88(bd, ] = 8.8Hz, 1H),4.53 (m, 1H),
3.98-3. 91 (m, 2H) , 3. 82 (m, 1H) , 1. 65-1. 20 [m, 16H, f£5 1. 37 (9H) ALAHIE 1,0.86(t, J =

7. 3Hz,3H) .
Me
o T
ocH Y u/LCOQBn

[1392]
FF

clil
[1393] AL& 4 cliv 9 'H NMR (400MHz, CDC1,) : & 7. 60-7. 0 (m, 10H) , 5. 30-5. 00 (m, 2H) ,
5. 00-4. 75 (m, 2H) , 4. 15-3. 70 (m, 3H) , 3. 30-3. 00 (m, 2H) , 1. 75—1. 20 [m, 13H, £ & 1. 36 (9H)
AL B T,0. 86 (bs, 3H) .

[1394]
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H CO,Bn

cliv

[1395]  Hh[E) =4Skl 150- 454 clv

[1396]  # HOBT (634mg, 4. 69mmol) F1 EDCI (781mg, 4. 07mmo1) Ji1 3] DCM (10mL) F1 4k & 4
cli ¥4 (1g,3. 13mmol) ¥ THF (5mL) ¥5 ¥, RGN (s)—a - AR EfZ (0. 604ml,
4.69mmol) o Z IR T R NIRG W LHE B 28 5 K ik ) . F EtOAc 6 B WY R
G M ERKBEEA VUAEFF H Na,SO, T8 . B IRGEA NARE B —Fiak 44, HEER G
Ty (20% EtOAc/ bt ) 4ifb ik RIS 259 c1v (459mg, 37 % ) o L& clv 1)
"HNMR (400MHz, CDCL,) : & 7. 32-7. 21 (m, 6H) , 5. 00 (m, 1H) , 4. 75 (m, 1H) , 3. 94 (m, 2H) , 3. 70 (m,
1H), 1. 65-1. 15[m, 16H, £145 1. 51 &) %& (J = 6. 8Hz, 3H) , 1. 39 &b ¢ &0 (9H) 1, 0. 82 (m,

3H)
H e
)

[1397]
clv

[1398]  HrfE] ™4 siifs) 151- 459 clvi
[1399]  B4L-EW) clv (220mg, 0. 55mmo 1) Y& T-7E —MEfE (10mL) i 4N HCl., =iE ¥ x
NAREDIBEE 2 /AN, ARG B IRGAIS R A clvi =) (~ 100% ), H'E 1 HCL £,

[1400]
HCI-H,N
\ clvi .

[1401] M LL EXF RIS EY clvi Fridif 7k, un%%iﬁﬁﬁ%mwé% cli fHr=
WIS T ALY clviisclviii F clixo
[1402]

201



CN 1869061 B OB B 194/243 T

H
HCI-HzN\/L’i N
- u CO,Bn
clvii

H Me
HCl-HQNMN /Lco,Bn

FF

w clvill

Hc.wf@

” CO,Bn

clix

[1403]  Hr[E]™= 4L iiifsl] 152— A5 clx

[1404]  H PyBOP (120mg, 0. 23mmo1) A DIPEA (0. 1ml,0. 576mmol) 4t AL &4 vii (96mg,
0. 144mmo1) [ HCT Fh ¥ DOMESE (4mL) o 235 R HiHE 30 73805, FHEAAE 4 c1v (0. 288mmol)
F1 DIPEA (0. 2m1, 1. 152mmo1) ) THF ¥ (4mL) AbFEILSTR . =06 FH RN IRS WP
o #RJ5 H EOAC (50mL) Faoke [ NVRA 4, Bl fa F NatCO, FHER /K BEGANIAH . 8 WAGH
BUAH, I R (32 (8096 EtOAc/ Tt ) 4k RV RILED c1x (113mg,89% )

[1405]
SUSROL o5
3

clix
[1406] AR sL ] 153- 454 clxi
[1407]  HH PyBOP (196mg, 0. 376mmol) #4k-&4 vii (140mg, 0. 235mmol) ] DCM ¥ (6mL)
REFE 30 4y %h. ARG ALE Y clvii ( ~ 0.47mmol) F1 DIPEA(0. 327ml, 1. 88mmol) ¢ THF
W (6mL) B EREEHE . EE B R NRG PSR IR AR R R Y (30 4380 ) . H
EtOAC (50mL) ZEHU R NVIREY) . F NaHCO, FEL K PEGRAHIAH. FH EtOAC (50mL) ZEHY || 5 I
PIZKAH . A FH AU TSI BBk ds . AR Gk (80-100Et0Ac/ Tkt ) 2ifb i

PR RIS EY) c1xi (104mg,48% ) »
[1408]
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(jﬁr\iLQQMA

cixi

[1400]  Hr[E) =)Lt 154 454 clxii

[1410]1 4 DMP &7 (193mg, 0. 456mmol) MEMLEY c1xi (280mg, 0. 304mmol) ) DCM BV
(10mL) o 23 T ¥ RMVIREWHEFE 3 /NN, FEH 10% Na,S0, Hhik R M. NaHCO, F1EE7K
BERANAH. ¥ 15 1A MU T8 sk g 153 21— Pk 4, AR iy (80-100%
EtOAc/ Tkt ) 2B 2MLEY) cl1xii (271mg,97% ) .

O

cixii
[1412]  HofE] =4 seiifsl] 155— 454 clxiii
[1413]  HALAY) 1xxxiii(220mg, 0. 43mmol) & T DCM(5mL) . ¥ PyBOP (270mg, 0. 51mmo1)
2L DM ¥ FFHiHE 5 Z8h. BAE THE (5. 1mL) HPIALAEH) xxxvi’ (0. 51mmol) i fin 2|
U . B DIPEA (0. 09m1, 0. 51mmol) HNE| s ARG, HAE N, R T M. 26—
F, F EtOAc Fike S NIR A4, FIHLRT NaHCO, WEds, Bl #h/k ki . F 70% % 90% EtOAc/ a
Yo Ao B A A RIS clxiii (180mg,56% ) o

Ej*u UEEMK@

cixill

[1415]  HrfE] =4 sciifsl] 156— 4654 clxiv

[1416] BEALE54) cxxv (2. 09g,7. dmmol) B T DCM(20mL) » 4 PyBOP (4. 64g,8. 9mmo1) Fl
HOBt (1. 2g, 8. 9mmo1) N EN by i I B4k 5 438 BT E IR S WFESR 0°C, HPmA
S(-)—a - FFLAEHEN (1. 15ml, 8. 9mmol) F1 DIPEA (1. 55ml, 8. 9mmol) o ¥z NV A diE i 17,
o= . A 0. IN HCL. MRl NaHCO, FER K WEVE RNV IR-E 9. H 30% EtOAc/ Tl

WEEMLEY) cl1xiv(l. 6g,56.3% ).
[1417]

CO,Bn
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c>j)L ONL©\
@A NN

clxiv

[1418]  H[A) =) siiilifs] 157 A5 xxxvi’

[1419]  FH 7F MeOH(50mL) ' [ 10 % Pd/C(300mg) 4 4k & ¥ clxiv (1. 48g, 3. Smmol) &
o 7EH, FUR N RNIRE IS . 1@ R 1 9 R MVRA Y, R 4a13 2 &)
xxxvi’ (895mg,94.2% ).

[1420]  rh{a) =4 SEiifhi] 158- L&) clxvi

[1421] ¥4 HOAt (1. 34g,9. 84mmo1) F1 DCC (9. 84ml, 1M, 9. 84mmol) I & 4t & ¥ clxv (2g,

8. 2mmol) [ DCM YW (15mL) .
BocHNE 3(0"‘

[1422]
O

clxv

[1423] =& T 8 HE 20 20 B0 s, B A & B -L- S22 BR T s - #h R 2 (9. 84mmol)
DIPEA (1. 72m1,9. 84mmo1) ) THF ¥¥& (9. 84mL) MHEI LR W . 285 %15 T N DMAP (1g,
8. 2mmol) o FIR TR N BEFEE o AEFRAEAK AL BEAEE S €88 AL 2 (20% EtOAc/ Tkt )
25 R G clxvi (1. 75,58% ) o

[1424]
eocHNE?n/n\_,/ﬁ\o/
AN

0
clxvi

[1425] A (B)F=4)SCHER] 159 459 clxvii

[1426] B 4F " WBE4E (11.8ml,47. 3mmol) ) 4N HC1 ¥ ¥ I B4k & 4 clxvi (1. 75g,
4. 73mmol) [ THF ¥y (35mL) o Z3E T ¥ R NN BEHE i 4 b 759806 T B 259557149 2
clxvii M/=#) (~ 100% ), KA T DMF FFEEH T — KM

[1427]
Pl
HCI-H,NN g
o =

clxvii
[1428] R[]~ s itifh] 160- 4G4 clxviii -
[1429]  FAbE4) clxvii (811mg, 3mmol) HDMF %% (15mL) InE 5 2-ntkis R (447mg,
3. 6mmol) « PyBOP (1. 87g, 3. 6mmol) HJ DCM % & (15mL) o #§ DIPEA (0. 63ml, 3. 6mmol) Ji 3
PG G o 230 N SO 8, AR5 KAk S o H EtOAe ZEEUR NI 4) o
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KBRS AVLUE H BB TS B — PR R W), B RER (i (40% EtOAc/ Cft ) FtL
A5 2S5 clxviii (0.93g,82% ) .

[1430]
H
ﬂ:N:I,ﬁ\;Eii;’N\E/ﬁ\o/’
N @

clxvili
[1431] A [EIF=4)S2HER] 161- 454 clxix
[1432] % 2N NaOH (3. 71ml, 7. 41mmol) MNENLAY clxviii (0. 93g,2. 47mmol) K] MeOH %
W (10mL) o 23R T RV FE A A8 5 L IN HCL K R AR A 22 pH 3. H EtOAC (75mL)
Wi N A, KRR ER K e o B an i3 B A HLE T IF R B IR G B R E) clxix (~
100% ) o
[1433]

m%%%w

clxix
[1434]  rpE] =)L) 162- AEY) clxx
[1435] i HOAt (436mg,3.21mmol) F1 DCC(3.2ml, 1M, 3. 2mmol) 4 ¥ 4 & W
clxix (2. 47mmol) ¥ DOM ¥ (10mL) o TEHEFE 30 73805, LAY v (499mg, 2. 72mmol) 1)
THE %59 (13. 6mL) AbBE R NIREY) . =il M s, duEa s (JKE) . Bk
GRS B — PR R, R LAk SR RS B G c1xx (0. 998,76% ) .

[1436]
[Nj&%@gﬁ)
" clxx /\\O 0™

[1437] AR F=4)SCHER] 163- 4LEH) clxxi -

[1438]  F 2N NaOH (2. 81mL,5. 63mmol) AbFEAL G c1xx (0. 99g, 1. 88mmol) 1) EtOH %5
(20mL) o =Y HIFEE S, AN HCL ¥ RWIR-EG PR 2 pH3. H] EtOAC(75mL) ZH{ %
MR EY. BAEIZETEF BT REGEE 2L A c1xxi (T72mg,82% ) .

® EE(“\)OL9>

“clxxi 0~ "OH

[1440]  H(a]P=H s 164- L5 clxxi :
[1441]1 ] PyBOP (484mg, 0. 93mmol) 4k ¥ 4L & ¥ cl1xxi (290mg, 0. 58mmol) ] DCM %5 ¥
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(10mL) » =i FHedE 20 08 )fa, L&Y xiii’  (140mg, 0. 75mmol) 1) THF ¥V (7. 5mL)
AR PR NVRA W, S8 J5 FH DIPEA (0. 13mL, 0. 75mmol) AbFH ., #iR T Hikd & a, HAKH k&
NI EtOAc 228, H ER/K BRI I AR, T IR a5 lkdn . i eI (i aiAb iy
B4 (5% EtOH/EtOAc) 15 24L-E&4) clxxii 290mg (75% ) »

[1442]
g 0 A
N

clxxii

HA

[1443] A [a] =) sLitfs] 165- AW clxxiv -
[1444] % 4L & ¥ Ixxxiii (600mg, 1. 17Tmmol) ‘& T- DCM(4mL) . I A PyBOP (670mg,
1.3mmol), i FE 5 2F 8h, I H FE 0°C. ¥ 78 THF(13mL) H 4L & M) clxxiii (333mg,

1. 3mmo1) %0 2 -
0
H,N
OH

[1445]

clxxiii
[1446] K¢ DIPEA(0. 23m1, 1. 3mmol) JN I Sz B V& 4 - FLIL 0 22 =5, RIS P I A
R, W NI 2% EtOH/EtOAc 04k 24L& clxxiv =4 (900mg, 100 % [
e ).
[1447]

Iz

[1448]  Hh{A]=4 S HEH] 166— ALAH) clxxxv

[1449] 4L & W) cxxv (3. 01g,10. Tmmol) ‘& F DCM(30mL) , JF ¥ i & fF £ -78°C. ¥
PyBOP (6. 1g, 11. 7Tmmol) F1 HOBT (1. 58g, L 1. Tmmol) JNENHWEH, RGN (S)-(+H)-1- 2
BB ALE Y elxxv (L. T4ml, 11. Tmmol) A1 DIPEA (2. ImL, 11. Tmmol) « i3 HIVR S
W IR . 5 K, H EtOAc Tk s NVIR-E4, FH 0. IN HCL #2410 NaHCO, F1 £k 7K ¥k
o F40% EtOAc/ CEEH = Maitbis 2 2¢ (47. 8% ) LEH clxxvio

[1450]
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@“fkuﬁfuj\g

Clxxvi

[1451]  Hfa) =) s jifs] 167- A &) clxxiii -

[1452] 1 H 75 MeOH (40mL) ' 1) 10 % Pd/C (500mg) 4k &%) clxxvi (2g,5. 13mmol) &
o FEH, A RNIRGW BRI A R v R VIR G W IR R 41 B S
clxxiii(l.31g,99.8% ).

[1453]  rh[a]= skt 168- 454 clxxix :

[1454]  FERREHE A, EEME R T B EY clxxvii [ (S)— () —2— FAR 1, 5— BRIk

TR - RARAE 1 (290mg, 1. lmmol)
H
OQ(N
O#N%—OH

[1455]
0 0

chxxvii

[1456] % T 57K DMF (6mL) « B A HOAt (151mg, 1. 2mmol) JF7F %8 F ¥ & Nk #E 25
A3, TEVKIB TR HI R N . 4R N DIC(0. 2ml, 0. 16g, 1. 2mmol) , Bifi 5 N A\ 75 TG 7K
DMF (4mL) H 4L A4 clxxviii (Immol,435mg. ) o i S N4 EN% T 2 50, HPidk 2 Ko
RGNS NS B 120mL EtOAc 1943 B 2, A IN HCL (50mL) PRV R I F Ehok ki
—. TEAENE, H MgS0, T, W T2 R, i i taiiyk ($234E DOV 1=, H
30% EtOAc/DCM B, 4R 5 FH 50 % EtOAc/DCM B i, 4R Ji5 I 2% MeOH/EtOAc $EE ) 4tk %
SEIME R PY) cl1xxix (434mg,64% ) »

et
b O o7 okt

[1458]  rhialF=4 et 169~ %é.‘% CIXXX-

[1459] 44 J5Uk} clxxix (434mg, 0. 64mmol) % T — &Lt (6mL) F1 0. 5MNaOH /K %5 ¥ (4ml,
3eq.) o« BEAT RV, HI 100% ELOAC ) TLC (M8 ] PMA B8 ) R BRR T 7L R 46 0 B I T3]
[CIRRF=M) 2 Ab, JEH BAF IR0 A IN HCL 45 S VR A PR AL & pH2, SR 5 H EtOAc
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ZEEL IR o B AR NaCl 2N AUTIE 2B« A A HLZEEA), B MgS0, T8 ik

R o MS RUNER KRR E T CBZ ZEH. IR EY chox GERETR) T F—2

%,
§
O o

[1460]
clxxx

[1461] B LHEE] 170- AEH) clxxxi -

[1462] 7E A KK A, B HEAA T, B AW clxxx (279mg, 0. 54mmo1) ¥ T LK
DMF (6mL) » /il A HOAt (82mg, 0. 65mmol) , FF7E 23 T4 R N B+ 25 3 8. RIS TEUKIG
EAH R M. BEJE N DIC(O. 11ml, 0. 65mmol) , 4% 25 N A £E T 7K DMF (4mL) (54L& 4
xiii’ (0. 7mmol) o ¥f R NN THE 2 =, R 21 . AR K R N N AL
120mL ¥ EtOAc 1943 ik}, FFFH IN HC1 (50mL) $EE IR, FH Ehk ek — Ik mBHNLE, H
MgSO, T4 o 98 25 R VA7) 8 it i Gy AL =4 (REREHRERAE DCM L, i 50 % EtOAc/
OB, 85 FH 3% MeOH/EtOAc JEfli, 28 J5 FH 20 % EtOH/EtOAc YEML ) » BRZLHEHIGE, ¥
W R T Dri Solv THE, JFik JEBR RAEMEEAS . BREWHIEEMLEY) cl1xxxi (434mg,

64% 775 ) .
) N
A g
o i
r) 0

[1463]
clxxxi

[1464] A [a) =) sLitfd) 171- AW clxxxiii -
[1465]  {EIRJELH A, AR T, % 6- IRk F iR (153mg, 1. lmmol)

[1466]
7
L
O

N
N COOH

[1467] ¥+ JC/K DMF (6mL) » B HOAt (151mg, 1. 2mmol) , $R G AEE MR K S N HEFE 25
Seh. BEJGAEVKIE A H N . BEJG I DIC(0. 2ml, 0. 16g, 1. 2mmol) , B M AAETEK
DMF (4mL) 4L &4 clxxxii (1. Ommol, 435mg. ) »

[1468]
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clxxxil
[1469] 4 RNV ZAZFHE 2 2, FFPidE 2 Ko B RNV 120ml EtOAc 145325
J2t, FIN HCL (50mL) BRI IR, I KSR —IR. o EANE, FH MgSo, T, k7%
R, HE TR v (RERHRE T DCM, FH 30% EtOAc/DOM ¥R, 4R J5 F 50 % Et0Ac/DCM
PEME, R )5 H 2% MeOH/EtOAc $EMR ) 2itb AR B G clxxxiii (314mg,56% ) o

[1470]
omYn\ljfﬂ/Qﬁ
H 0 (Eju oo

OEt

(14711 (A P= P s 172- 54 clxxxiv

[1472] % J& B} clxxxiii (314mg,0. 56mmol) ¥%§ T+ — W& 4% (5mL) F11 0. 5M NaOH (3. 4ml,
3eq) o AT RNVIIR . ] 100% EtOAC i) TLC (fFH] UV) R 58 AT IR UG 1 B 5218
MR ). AN HCL ¥ | N4 22 pH2, S8 J5 FH EtOAc ZEHUM IR . K[ 4 NaCl i
B K E I R T2 AR 56 I IR GG 2 U, F MgS0, T8, 2R Ja i Hs 28 R A5 21k &)
clxxxiv (0. 5mmol,89% ), ¥ tb &AW T~ —2.

[1473]
7z H ’7.
| N N
o™ TN
(0] [:j:) 0 ) OH

clxxxiv
[1474]  HP{E)F=4SEHER] 173~ LA clxxxv
[1475]  {EREBH A, IR T, B IR &) clxxxiv (265mg, 0. 5umol) ¥ T+
7K DMF (6mL) » I\ HOAT (75. 6mg, 0. 6mmo 1) FF7E %= iR ¥ s N B H: 25 7 b SRS 1E
VKB TP HI R N Y. BEJE I DIC(0. 1ml, 0. 6mmol) , $:35 bl A 75 JC7K DMF (4mL) 9404
Y xiii’ (0.65mmol) o ¥ [ NAENS THR 2 =, H B 21 /AN B R NN AL
EtOAC (120mL) 173 B3, A IN HCL (50mL) PRIEPE IR, HH KR —k. T EHIE,
FH MgSO, 5. Bk s 28 A w5, -l ik et vl (RERCHE 3 T DM, ] 50% BtOAc/
OB Ve i, 48 J5 FH 46 BtOAc YEMR, 4R 5 FH 4 % MeOH/EtOAc Y& i ) 44k =13 34k &4
clxxxv (185mg,52% ) .
[1476]

209



CN 1869061 B OB B 202/243 T

clxxxv
[1477]1  HR(E] =4 SEER) 174- A cxxxxiv'
[1478] 0 °C F ¥ 4 & BF (30mL) 7 i MeOC (0) C1 (6. 5bml, 84. 2mmol) % V& fn 3| 76 IN
NaOH (152m1, 152mmo1) 1) D- N &2 (5g,56. lmmol) ¥ 7EK HAIRG D BiH: 3 /)
i, 28 J5 H AN NaOH 715 22 pH9. 7E =38 FHiH: 1 /b JE, A L BF (3x50mL) ¥ESIREY,
FH 5N HC1 B2k pH ~ 2, F EtOAC (5X50mL) AEHL. F/K. EhKEegaMIAE, R )5 T18
(MgS0,) » BrREHFFEMLEY) cxxxiv,
[1479]  N- FEURIE -D- INZER, I — M tadm (6. 48g,79% ) .

[1480]
H
o i d,
Y

CXXXiv
[1481]  Hrfa] = sl 175- 54 clxxxvi
[1482] A DCC(1.31ml, 1. 31mmol) 4b ¥ 7F ¥K I ¥4 0 [ £F DCM (10mL) = () N- FF 48 J
B -D- E R (0. 193g, 1. 31mmol) FTHOAt (0. 177g, 1. 3lmmol) VAW . KB Hidk 0.5 /)
I 5, IINAE THE (8. 8mL) HH I & 4L &4 c1xxxii (0. 88mmol) [V . FHRADIRAR
IR IERERE R, 2R VKA T AT, I AN NaHCO, YA TPk R N o i BTN, IS e E T
EtOAC(100mL) o« FHHEFN NaHCO, ¥V« #h /K VESANLZ, R 5T (MgS0,) o BRZEHI )G, #
IR (60% EtOAc/ Tt ) ZiIRRUIMF R G clxxxvi, HIRFUAA (0. 321g,

68% ) o
0 O
\OJL ;ﬁfn\i"I(N ]
” o : H 0 o)
O -

[1483]
clxxxvi

[1484]  ia) =Pyt 176- (LA clxxxvii -

[1485] 5 C [ ¥ 2N NaOH(1.05ml,2. lmmol) i F| #F EtOH(5mL) * 1) b & 4
clxxxvi (0. 321g,0. 597mmol) HI¥H . =i MRHR GBI 4 MF. I IN HCL R R AL
% pH ~ 2, FFIB L e s 25 K Fr 2% EtOH. ] BEtOAC (3x30mL) 2GR &4, FH Hh/Kub i & F
R, RIA TR (MgS0,) o BREWHI, I A2 TR MR AW clxxxvid, H TR
¥ (0.235g,77% )

[1486]
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LA f( J
) N
N/Ir Ao OH
[ ] 0

choxvii
[1487]  Hp[E)=)LHEH] 177- AEW) clxxxviii
[1488]  TEUK¥EH VA EIZE DM (10mL) H AL A4 clxxxvii (0. 363g,0. 712mmol) ¥,
FH PyBOP (0. 594g, 1. 14mmol) Ab¥H, =i THiH: 0. 5 NN G, TEUKE hA HNRE W, FITE
THE (11mL) 1 DIPEA (0. 249ml, 1. 42mmol) "HMLAY) xiii" (1. lmmol) FIVAVEALIE. =il
R AR, A NHCL 2L IR, ARG E T EtOAC(100mL)
FHHAT NaHCO, ¥ « E/KVESANLZ, SR 5 1 (MgS0,) o BrEWHGE, Bidifi: (6%
EtOH/Et0Ac) 4tk RMYI1FH] clxxxviii (0. 341g,71% ),
[1489]  FR[E]P =4 SEiEH] 178~ L&) clxxxix
[1490] ¥ 2R (3g,28. Tmmol) B T 1M NaOH (86. 2ml, 86. 2mmol) , IV %1% 0°C, 4R
JE IINAE Et,0 (25mL) A [#)MeOC (0) C1 (5. 54m1, 71. 75mmol) o ¥ BT 3 IR S4B £k 1%, FHil
AR HRNIREWI) pH B2 2, 1 H EtOAc ZHUKE 3 k. & IFAEW, I H Na,SOo,
T, LI FHIRGEIF R A c1xxxix (3. 09g,48.9% ) »

[1491]
y

Mol

chxxxix
[1492] R[] =45 it 179- AhEH) cc
[1493] ¥4 1k & ¥ clxxxix (340mg, 1. 55mmol) ‘B T> DCM(4mL) . i A DCC (1. 7Tmmol) FI
HOAt (235mg, 1. Tmmol) , 4R J& IIALE DCM (3. 4mL) P AL S clxxxii (1. Tmmol) o H VIR
GRS . B R, W A A B I R IR A IR A . H T5% EtOAc/ Tt 5 Al
WAR B G clxxxx (715mg, 72. 4% ) .

[1494]
\oj\“

choxxx
[1495] ()= st 180~ LG4 clxxxxi
[1496]  7F b ¥ 4 14 F 48 A EtOH(4mL) A1 IN NaOH(3eq) 7K fift tt & ¥ clxxxx (715mg,
1. 12mmol) 5 24L-EY) clxxxxi (600mg,88.0% ) .
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[1497]

\oj\'ﬂ

o "
AP SARE
O o

ehxxxxi
[1498] R[]kt 181- Ab-5H) clxxxxii :
[1499] BALEY) clxxxxi (550mg, 0. 9mmol) B T DCM (8mL) » Ji A PyBOP (675mg, 1. 3mmol) ,
SR 5 BN AE THE (1. 3mL) P AL &4 xiii’ (1. 3mmol) . jii A DIPEA(0. 23ml, 1. 3mmol)
HR TS SR . 55 R, H EtOAc #aoRE e A7), FH A AT NaHCO, BE%:, 28 f5 H 2k
IKVEV, B G IR 4G 15 3] — Pk 4. F 5% EtOH/EtOAc ¥ Fr i3 sk S 4l b 5 214k &4
clxxxxii(290mg,41.5% ).

[1500]
~ :ﬁxn &
0’y \J
*lg“\ir?fggﬁi/a
O O H 4, H

elxxxxii
[1501]  HrE] =4 sc sl 182- A5 clxxxxiii s
[1502]  #F bR 45 8 N {# F MeOH (60mL) A1 IN NaOH(52. 8ml, 3eq) # Cbz- ¥ 3t H &
B — B - 2R R TP IE (7. 36g, 17. 6mmol) ZKAAAE B8] 724 clxxxxiii (92% ).
[1503]

0 0

oA AN,
SARRS
4

chxxxxii
[1504]  HP{E]F=4SEEH) 183- ALAH clxxxxiv :
[1505] ¥4k &9 clxxxxiii (3.82g,9. 46mmol) & T DCM(30mL) o i A 7E DCM(11. 35mL)
HE DCC (11. 35mmol) , 2R J5 I\ HOAt (1. 54g, 11. 35mmo1) o ¥ 13 IR &+ 5 738, IF
HIIAAE THE (40mL) A AL-EY) v (9. 46mmol) o K iR IKIR S8 HE . 28 =K, F EtOAc
W RONVRA ), FH AN HCL 35, FHHI NatCo, Y5, 4R 5 H 3h K ks, Bl G W 4i 15 31—
PR AERERE B H 20 % 22 30 % 0 FE 240 FT 15 IR RS B G clxxxxiv (3. 03g,
56.3% ).
[1506]
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chxxxxiv
[1507] AR =4) L e 183~ 4B clxxxii :
[1508] 7 H, < 40 F f# A 7E MeOH(30mL) ' [ 10 % Pd/C(500mg) 4 1t & W
clxxxxiv (3. 03g,5. 33mmol) E 4t 4 /MERIMLEY) clxxxii(2.32,99% ),
[1509] A [a]P= 4 sl 184— L5540 clxxxxv
[1510]  0°C F#4 SOCL, (3mL) %N EI7E MeOH (40mL) ) 1- 285& —1- R CL IR (2. 86g,
20mmol) ¥V KHREWSNE ARG, 8GRI 5 /N B S B0 BTG EW, 7
GrEUTEY) . BB AT TR BRI R G clxxxxv (95% ), A E G K.

[1511]
0

CUH N
° Ejl ~

choxxy
[1512]  Hp(a) =4 s 185 &4 clxxxxvi :
[1513]  BIAZE DCM ) HOAt (1. 1g, 8mmol) F1 DCC(8ml, IM) TfiHf 2— ittEE B (1g, Smmol,
leq) ¥ T DOM(15mL) » =35 N HEHE 20 085, ¥4 G54 clxxxxv (1. 3g, 8mmol) N EVE 4L
FHRA . 2 Ja N DIPEA (2ml, 12mmol) , 48 J5 AN DMAP (1. 5g, 12mmol) » 253 T #i+E: 3
KJa B8 0k RN AIRG ), A7 I AL 5% (50% Et0Ac/ Tbt ) 4EL 59
clxxxxvi, MErtaym (2. 1g,100% ),

[1514]
N
() g 8
" é*o\
(0]

chxxxxvi
[1515] a4y sL s 186— ALAH) clxxxxvii :
[1516]  JIA 2N NaOH ( /K¥¥& ) (12ml, 24mmol) T4k &) clxxxxvi (1. 06g, 2. 6mmol) %5
T MeOH (30mL) o =5V P Bt #, Bl 5 TLC (50 % EtOAc/ T ) 564K i# . 5N
HC1 ¥R R A 22 pH3, H EtOAc Mk, ARG R EUHNE . AR5 F Bk A HLZ » A Mgso,
TEER IR EY) clxxxxvii (84% ).

[1517]
N
B!
N OH
0
choooxvii
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[1518]  Hu[a] =4 s jifs] 187— AL 54 clxxxxviii :

[1519] ¥4 4k & ¥ clxxxvii (1. 6g,6. 4mmol) % T- DOM(18mL), 4R J5 7 &= & F A
HOAt (0. 96g, Tmmo1) F1 DCC(7ml, IM, £F DCM ) o IR FHiHkE 20 708h G, 5 L- U - & %
ARG ERER L (Tml, IM, THF ¥98) InBIbisAbrfvR&4. B A DI PEA(L. 2ml, 7Tmmol) ,
SRJ5 B0\ DMAP (1. 2g,9. 8mmo1) o =98 N HiHk 3 K Ja , Mk fek 8 - od g e VYR &4, il # 6,
TEVEAAL TR 4G15 2L &) clxxxxviii (60% EtOAc/ % ), MEEFEA (1. 74g,72% ) »

[1520]
C f ﬁi
| H
N/)w,N pPi(o/
0 (o]
clxxxxix

[1521] [R>St 188- a9 cic

[1522] AN 2N NaOH( /KW ) (Tml, 14mmol) T#i4b &4 clxxxxviii (1. 74g, 4. 6mmol)
BT MeOH (22mL) o =3 NI FE A, B S 1) TLC (50 % Et0Ac/ Tkt ) KRB 5E 2K # .
F BN HC1 Wi IR AL 22 pH3, H EtOAc #k, SR G A BUANLZE « HELKIEGANUZE, FH MgSO,
T, AR E A3 2 B W) cic (100% ) .

[1523]
N\
(s o
N N
o H 9
cic

[1524]  HE) =)Lt 189 4G4 cc -

[1525] % & T F HOAt (610mg, 4. 5mmol) hi 4L & ¥ cic (1. 5g,4. Immol) ¥ DCM %5 ¥
(15mL) , 2R J5 IMANFE DCM (4. 5ml, 4. 5mmol) H1[#) IM DCC ¥ . =i N HiH: 30 8hE, A
A v (4mmol) ) THE W (20m1, 0. 2M) o =9 N¥ R NP aE i . ARG, il v+
RLUE R N IRAE TSR] AP, B R TS (50% EtOAc/ Bt ) ik 2L

) cei (660mg,32% ) .
N &
G d );QW
(o]
(0] 0 o
0
cc \\

[1526]

[1527]1 A [a] =)Lt fs] 190- tEW) cci -

[1528] P 2N NaOH (1. 7ml, 3. 4mmol) J1 2| 4L & ¥ cc (600mg, 1. 13mmo1) FJ EtOH % Vi
(6mL) » Zi F¥ R NBEFE 2 /N, 5N HCL BR{L 2 pH 3. 2R )5 H EtOAc FiR iR &4, bl
JEREBCENVZ . £ HE/KIERAVUE, 15 H MgS0, TR 43 2L G cci (92% ) .
[1529]
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N &
(IR b
o 0
o OH
cci

[1530]  HhE) =4S itafs] 191- HhEH) ceii -

[1531]1 ¥4 PyBOP (420mg, 0. Smmol) JIE| ccii (310mg, 0. 62mmol) 1] DCM ¥ (SmL) » ik
TR R 30 B AR THE tP A& 4 xiii’  (8ml, 0. IM) INENHES L, A5 A
DIPEA (0. 23m1, 1. 3mmol) » 7EZL T ¥ R N #E A, SR 5 /K (25mL) #1130 73 B
Ji H EtOAc ZHUREGY . HERKEERIRIIAVLZ, 285 H MgS0, T4, SR G i 4 15 21— F
M. RIS (3% EtOH/EtOAc) 4k 1334k 54 ccii (140mg,33% ) .

[1532]
N o
© ° 0 N OHa
ccif

[1533]  Hofa] =4 s jifh] 192- 54 cexiv

[1534]  7EN2 S5 F, 7E —60°C T, ¥ CsOH «H,0 (6. 9g, 0. 0412mmo1) HnFI#E 7K DCM (48mL)
TS Y ceiiiy V- Z R B 3L ) - H 2 B8 AT B (6g,0.0206mmol) 1 T
PTC (1. 08g,0.00206mmol) MW . #E4E 10mL DCM i) 1- FRIL —1- FR 45 s (5. 2ml,
0. 0412mmo1) MBI NVIREM . £E —60°C NEHREDHH: 4 K, 285 H 200mLE,0 # %, I
O\ 15mL YT NH,CL 7KW 48 B5AH, 3R 15mL ZKFN 15mL #h/K ¥E A HIAH. A 100mL Et,0
K AR o 5 FHA WIAHFEH Na,SO, T4 o 4 18 i B 255001 45 2 WO 7~ 40%5 T 100mL. EtOH,
SR 5 N NH,0H *HC1 (1. 43g,0. 0206mmo1) F1 NaOAC (1. 68g,0. 0206mmol) » KIS A7 48
NI o SR JE B ZHEER), FRIE I N SR G BT AT R M B AL, T 30% 50 % EtOAc/
CEEER SR A ceiv(65% ), —Fh €0 44

[1535]  C,,H,NO, (MW = 225. 29) ;MS :m/z (M'+1) = 226.5. Kf#e & :18% ee, MidF

PE HPLC I 5 o
[1536]
OX;)\COJ-BU
H
colv

[1537] o [E4)sL ] 193- A5 cev

[1538] ¥4 {8 1k & [ DMAP (0. 216g,0. 0017mmo1) FI 7E 30mL. ACN 1 [ — F% 1% — U T Hig
(2.49g,0.011mmol) ¥ N EILE 60mL. ACN H [I4LAH) cciv(2g,0. 0088mmol) HI¥EHK. =
BN ERS YR 14 /N, 285 H 100mL DM #:%¢ , - F Ha 1 NaHCO, (10mL) H1EE7K (10mL)
Ve FH Na,SO, THEAHIAH. 28R HIAG 2] —Fiof =4, (e RAE ikl =, H 15%
EtOAc/ CREBEMiATF ML G cev (86% ), A E A K . €\ H,NO; MW = 325, 40MS :m/z (M'+1)
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= 326. 2
[1539]
BOC

cev

[1540]  Hr[E) =)L) 194- 454 cevi

[1541]1  -78°C R4 DIBAL-H(7. 8ml,0. 0078mmol) i1 | 7F 50mL THE (0. 14M) 1 {1k &
cev (1. 7g,0. 0052mmo 1) ¥R . KRG HH: | ZNEE, 2R J5 0N 10mL MeOH. H 25ml. EtOAc
AT 25mL LR KT A R AN K S VAR R VR A1), SR G 70 23 PR LB RE 1 /NN 3 A, JFH
50mL. EtOAc ZHUKAH—IR. & IHANAHIFH Na,S0, T4 28 REHIF RN — Rt 1), 4 H
AT A H. R T 25mLDCM, I Et,Si (0. 84m1,0. 0052mmo1) , 2N J5 KR A
WIvsE1F| —78°C, B J5 3 N BF,0Et, (0. 71m1,0. 006 1mmol) » 30 43475, M Et,Si (0. 84mL)
1 BF,0Et, (0. 71mL) , JF4E —78°C N IR G WHFE 2 /NN, %Fﬁﬁ Y1 NaHCO, 7K %W (10mL)
Hik S, JFH DOM(2x20mL) ZEHL. & JFAHIAHITFH Na,SO, Tk 25 R I3 21—
W, @I N R BRI T A4, B 13% EtOAc/ CREBENIS 214 54 cevi (87% ) o C;HeNOMW
= 311,42MS :m/z M'+1) = 312.6,

[1542]
N
Crilj “COA-Bu

BOC
covi

[1543]  HR[E] =4S e 195- AW cevii

[1544]  H4L-59) cevi (0. 5g,0. 0016mmol) ¥ T SmL 7F EtOAc F (1) IN HC1 ( 3 i 115
[¥) HC1 @ A JG7K EtOAc, 2R )5 FFH EtOAc FBE 22 IN MIf5 ) ) o« ZIE FRIREYHiH: 6 /)
o B R RRZ s, IS B UEs T Et,0. BIRESWIPRE 16 20405, 76 00E T 2
B H Et,0 Pk s i) B e il 44, i iy B A cevii (0. 27g,80% 773 ) o C,,H,,NO,
MW 211, 15MS :m/z (M'+1) = 212.6

[1545]

N
QCO t-Bu

HeHCI
cevii

[1546]  Hp[a] =4S ] 196- ALEH) v

[1547]1 ¥ TFA (2. 85mL) il 3 £F DCM (3. TmL) A7 [ 4k & ¥ cexvi (0. 230g,0. T4mmo1) [K] ¥
o BHREGWPREE G, B2 N R R T8, B R Y T EtOH(7. 5mL) » 7E 0°C
YA EINRE A Y IR N SOCL, (0. 22m1, 2. 96mmol) , #RJi5 [P 2 /N o P 425 EtOH FE6 5%
RPE T DAM(10mL) o FH UL F NaHCO, /K ¥ (5mL) K Fr 43 IS VR VE R PN IR o 73 B AH 3
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Na,SO, THEANUAH, B2 TR EEAERNAY) v(80% ), Al CoHNO, M. W. :183. 25MS :
m/z (M+1) = 184. 2,

[1548]  HR[E] =4 sEitE ] 197- tLEH cd

[1540] 4 1- “RAEEWKME (6g,37. 9mmol) E T Et,0(180mL) o H4Frf3 (¥ P 31 —60°C JF
FH n-BuLi (1. 6M, 24mL) 4038, K s NAHEEE 30 438h, SR 5 48 Co, BVRIEES Y 15 734h.
REPEUTIEY, F B0 vk, FF PR E T H,0. F 5N HCl $ My R4k 22 pH3 . 5T 5 2 B B
T, ed, —Fh A,

[1550]
L %\(O
N) OH

cd

[1551]  wp{a)F= st 198- AL G4 cdi

[1552] 0 °C "N HJ DAST (9. 2m1,69. 8mmo1) 4t 2 4L 5 4 1 (9. 25, 27. 9mmo1) f¥] DCM ¥ ¥
(100mL) o fEESR P HEARE B, FUKE RO, 3 A DOM(200mL) #EHL. A B /KB HLZ
JRRAWRYE. RGNS (30% Bt0Ac/ Tkt ) LMLk MG 8. 5g(86% ) HirmiLT
W74 a3 43 kP R4 (4. 5g, 14, 2mmol) ¥ T+ ELOH(75mL) o {#H Pd (OH) ,/C (2. 98g,
20% Pd 55, 4. 26mmo 1) {# AWM bR AL A5 1 o SR P BP0, 0 I ik - i
AR B IR IERAR BI G W) cdi (2. 58,96% )

[1553]
F
F\\_\
N

F Yo
d \—
cdi

[1554]  HIRIF=P)Seitifhl 199- AL A cdii
[1555] KL &) cd (890mg, 4. 4mmol) ¥V E T DCM(15mL) o I HOBT (595mg, 4. 4mmo1)
I DCC (4. 4mmo, IM DCM ¥ ) JFHiFE 20 43k ¥ 1xxix'  (990mg, 3. 5mmol) ) DOM %5k
(15mL) MELIREY . AR TR TR ITRREG YRS T EtOAc ke S NIR AW,
FHHIRI NaHCO, FIEE/K e . FURIRATAHUZ 1B — Rk A, H 30% BtOAc/ e Hat
WIS R A4 cdii (666mg,41% ) o
[1556]
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gg?mf

cdii
[1557] AR =#) Lt 200~ 454 cdiii
[1558]  FERRUEAKMESAF R, A H A EE (10mL) 1IN NaOH (3eq) HALAY) ciii Hil& L&)
cdiiio [AUZ 565mg {bE4) cdiiii(88% ).
[1559]

CN 1869061 B 210/243 71

cdiii
[1560]  HR[E] =4S 201- AL &4 cdiv
[1561] ¥ 1k & W cdiii (1. 24mmol) ‘& F DCM(5mL) . il A DCC (1. 6mmol, IM DCM), 4K
J& I\ HOAT (1. 6mmol) o ¥4 T 13 VR & ) Bl $F 20 438, Jf3 N AE THE 8mL) ™ K465
cdi (1. 6mmol) o ¥ R N FE I o ¥ [ N AL € IF F EtOAc . FH MR NaHCO, . #h
KPS G FFRIAE N, B MgSo, T4, JFik4s. H 30% BtOAc/ Chese gL 13 214 &4
cdiv (565mg,70% ) .
[1562]

eF
T n g H

cdiv
[1563]  H[a] =W st 202-cdv
[1564]  FEFRAEKBESAT R, T 1 (10mL) F1 IN NaOH (3eq) HALAY) cdiv Hil#& L&)
cdv (565mg, 0. 86mmo1) » [A|f 490mg (91% ) &4 cdv.,
[1565]
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edv
[1566]  H[a] =4 s jtifh] 203-cdvi
[15671 54L& cdv (490mg, 0. 78mmol) & T DCM(10mL) o ¥ PyBOP (520mg, lmmol) il %)
DCM 59, SR JG NN xiii (186mg, Immol) 1) THF ¥ W& (10mL) o ## DI EA (0. 18ml, Immol) JiII
B R NAR G IR TR 3 =K, H EtOAc ke ) N4, F M AT NaHCO, F 7K
ek H 100% EtOAc S84 RIS cdvi (478mg, T7% ) o

[1568]
b TN
&-N O/V . ” T NA ‘

cdvi

[1569]  HR[E] =4 SEitE 5] 204-cdvii
[1570]  {# H #F MeOH(40mL) P [¥] Pd (OH),/C( % 20 % J& /K if, 100mg) & 4k 4k & W)
cdvi (478mg, 0. 6mmol) o FEE/TIR NE VIR G WHE R A o i, G o Ak v 4 i 9 e R

G, RS2 A cdvii (417mg,98% ) o

[1571]
.
o o ¢
0ty
S H 04.0 y OHu/A

cdvij
[1572]  HE) ™))=L 205—-cdx
[15731 K 4L & W cxxv( ) B Albany Molecular Research Inc.,l.5g,5.2mmol) &
T DOM(15mL) » ¥ PyBOP (2. 7g,5. 2mmol) F1 HOBT (700mg, 5. 2mmol) i % 1 % W. %
() —a—-(4-MErEdE ) LHEN% (640mg, 5. 2mmol) [ THE ¥R (15mL) A0 2 FR i, 28 5
A DIEA(0.93ml,5. 2mmol) o [(m)—a—-(4-Mtre 3 ) LR E () -a-(4-mrE k) &%
& (Aldrich) HIWA R #hil 1 LR 7794 3R1% 5 IN NaOH (2eq) —@HiHE 1 /NN, 2R 5 H
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EtOAC (3x) ZEHL, [P K 70% 1. S5 FHPE N Y. AT NaHCO, FilEh K B3 S N4 o
1 5% EtOH/EtOAc Zifb =153 2g (99% ) HIE=¥ML-EY) cdx.

[1574]
0 0
©/\JL/<)L ~

0 2N

cdx
[1575] A [a) =4 st 206—cdviii
[1576] 3% F 7F MEOH (50mL) 1 f¢] 10 % Pd/C(500mg) &AL Ab &4 cdx (2g,5. 2mmol) » #4
RPREMEA SR T hidt. By e o g, w4, B2 &) cdviii (1.3, g

98% ) .
Qu &

[1577]
OH N

cdviii
[1578]  Zy3f2#
[1579]  f% MR AN A SCATIA [ RE % FH T P00 HOV 25 AN 19 A & B B4k &4 » BRI G, 38 A T
P HCV &2 4l o
[1580] [, A% BH P Ko i) HCV & B 75 v, 46 LB HOV 25 1 Bl il =1 X 1 14k
S E HCV 8 F B2 S P #efi .
(15811 ARSCIY S — T B9 i) HOV Sl 7732, Ads LA R E A X L &4
55 HCV ik o
[1582]  BhAh, AR B o) — Iwd M A 85y T 30T HOV B3y 1) 8 VR T 7%, fda 4
TREERAZEAMENX L WEY . ARSCHTFRIIGTT HOV B3y N 1% 25 fif pld 55 7
BN GL PR IR TT , DAARYT OV B SR B P HOV IR sy HOV B SR i) A= 2
SRR, DABEAS B @RI R R R (&) BB NGE 5 A S A B AT
Wo " AME" BEERRAE S IER AEY) 7 WG A R0, 1 T 5 AR e S 4
W e Tt B P R IR s N S, I HLAEVR T HOV G oA B AR A/ AU LE T
FC AT = A=A BRI ST AR FH B A R AL S 0
[1583]  ASCIT IR I AR BE AR IRAL 6 — 28, (H A2 A3, #Uifidt HOV 1697 AT 58 11 IR 1
o ASUHIIA LK N GO #5 E50 HOV ¥697 IR TEA R a -
[1584]  AJ B ()77 T4 fik 4 B R WK &9 L A & T A 45 2, VAR X Rk
YT 2S . T AMAHEY " REE A L e Rk B R S AL5r 4l
G A TR (AR R R R L AT B I TR B AR, 46 B ) 3B TR )
fit 00 D R LA TR S LIRS E ) AR T S8 T AR SRR A R R O R) pian
PRI R P T 7 R AR 700 T 5 IR SCE 2 AR 1 SR A 23 B 771, B 25 2 B A7)
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A, AAEPNT DR LTI Fr 3l AT ORI Ry 30 7K 5 VR B V7 VR 3 S VAR Tt )
o T RTE AL HE LA FEAL Tl IR I 5 48, &0 L B AT 5 7K L BT 5 L Tk o AT 4
. A EME (aluminummetahydroxide) A +  BEARFI VY 558 B, B X L84 B RV &
Yo TSR R s A9 P ) 4 v AN T B R B A6 Je v 4 SUARCT I R L LR 5%
TN RSB R B RERE AN S o 71 9] 1 S A A S ) WO A % 50, A — il T 7R e A
F6E o A8 P R i R A P W BT 2 A 5 — R SRR SRR o 718 M8 P ) 28 1 A TR 51
FEF T G0 FLAL TR ZL AR e ARG K S R L O RN VIR BR &R &
MR S lE R EE PUSURRE I R IR NS . 2 JolE VN . 1, 3- T R H RO =l =
J= R R ® 60 i ® 80 T/SEE+ )\ BB G4 N 5 58 B L SR hii I 1% H yi e A+ — e
TR PR W 7K (L B TR 0 BR B S LA (A 9 6 A T T R ek RO Y < B RR T Y
FUZ PRI ) S A ALEE, anim PR SRR5SE, B X L) BUE & RGP R TE 57
FLFEFLHE LA A RN Ik BR G IR Y . a9 MR I i AR B FE R M R R AN A
AREMR R o N PR BE T R L AR R TR IR L+ M IR I A, U R FRE L

%’éo

[1585] LB Rl 5 A A BT AL & I 5 A6 AR ¥ 7 500 AL 45 L I T HCV 5o — Lo 48
PR CLANHT HOV MBS iR 500, an a -, B- 80 v - T E R S BT A T
27— o ALE Y, T BP0 R R A MO AN B FLE BT L R R 1 R R
HCV 2 i Jo 0 A A S AR AR I8 2R G <8 B2 1 W N DA B AR 0 N 1O L e Fg 9 ol 57
BT W DURERAL S, W VX497, — PR A ML — BEER i ZU8E . TMPDH, (157, 26 B &
A No. 5,807, 876 i s B EANIIH G o MAK B S I AL (03677 770 m] S []
Iy A% NP2 25 o

[1586]  ZiWala bR 7oK 1 AL G2 A1 4 o i e 968 AR U v PEAL S AL 27
T CH AL ) R AR iR 4 245775 3l e A 2SI B P I T B R 75 B2 0 » 9 4, G sLpl A
R IRAN BRBREY « W IR — 4% (R AT 0 Ay e R IR R 28 A2 5 ek 1R s 1K) At 51 5 et
BRE 1 e R R AN R A PRIV 7 R VR 5 m] 8

(15871 HBLI 25 G W0 a] LA 23 28, 40 B 500 SFLF) JORE 50 771 2K Vi VR e o R
S V8L Tt 7 ESOR 7)o

[1588] " VRMARFIRL " R LR KO B 45 25 s MEAL S YRR S, B, 255 b
AR A2 LI R BT BRI ) o B T s PEAL S DA, WA 2 n] A 35 AT
I H AL B P RRRE R, 451 i ) B R A LA 5 o

(15801  E H slefifl i 2 mh SR M 1Y [ A 265 0 11 DA S50 PG 461 L L LS v 2
=% 0] i B

[1500] A& HIZK BTN, ‘EATH] A 5 FLAL R BB A 251 o

[1591] LI A -G WRIMAR R A eI BLe ko7 ARG AL SE R (3
FRAFLALH (emulgent))) B, & A B AL AE A2 /D — Bl LA AN i iy S8 s 5 R 17 AR i )
REW. L, 3R PEFL RS 78 AR fR R iRt fL R — RS Ed s . B
R SR AG AR U IR LI o RIS, BAT SO B e i i LA T4 e L AR s » 5 EL il
ARG s R 7 R AL LA S5 T3, e T B 3 s 2 TR o

[1502] QR4 52, FEFRI2E B AR AL, B, 52/ 30% w/w (92 Joli, RERAT A Bl
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2N RIEFE I, B —EE 1, 3- T S H R EE L ALEE L H AR £ (B PEG
400) FEA TG o JrH8 il 371 Ay 250 46 1 5 % 1 4 70 42 B sl HL & 52 s i IX WS e Bl B 2 1)
e .

(15931 g T il ) ()3 2 PRyt 8 0 PR B T RS A SR e e . DRI, FE 7RI i A
PR AR IR ARGt BT BRI i, B AT S N B B A AR T IB IR O A AR o ]
DLR ] BB B — JC B T bE S e, 49 i R 2 52 IR — S PRI T PR 23 T S A 1R e TAT 5
HEWE T Hg KRR 2- LFECREEEFR AN Crodamol CAP WISCBENE VR &4 ARTE T 21 M
REIXLEH] DL B R A A o ettty m] LIS A s s iR, 0 B 3o SR/ B AR A
I B S AT i

[1594]  SZgkr, KRG Y) / A -GY T LLLE S EIFE S R s 5445 T
NBE, A ORI B S8 B 5T HE S FEE e (AR ILA
JUK P L BZ P P RIBE JEE A0 ) Tt A RIS 1N o DI PR s A B R T LR 52 AR IR 15 L A
1t

[1595] " 2% ERIREZHIFIAL " e A WAL G PR B, I HAS 5G] G Fy 50 BEAC AL
3 3500 T 00 R ) VA TR, A BT VR W 5 ) RN ) BE T LR R RO 7
R, LA R S P A 0500, A4 i s A dil5m) o BARRH 55038 % 7] L T Remington 25418}
2%, Mack Publishing Co. , Easton, PA, fiT—i -

[15961 " i T~ s 285 B0 7 P 27 R B U B oG, RS 2E | et 270 B 7, RSB
e & B T2 23 5 Aok 700 BRCRURE R 5 402 7K VAR B3 E A VAR TR 9 v BB VR R 5 B Tk
AL IR FLA B B AR LA o TG PEZ 20 o n] VR S K ALT S 298 SO A A o

(15971 5l m] e ik o 24 BlASE il il 4%, ATk R — Fh ek 2 Al B4 70 . 4 /o ml il i 7
BRI 48 B Rz B CUry REURURL ) RS 1t 20 43, A 18 S5 oRk 5 70 I T 79
s TR 300 < 877 5 751 2 T ¥ R R B 43 BEGRINR 5 o AR P Tl i 736 24 R P A LS MV 4
TR P AR A D H o AR A B ZIE, I HoaT LAk e i s e 6 4 Ik e 22 5l 4%
il e Ay PR 2 A B TR K

[1598]  EJmes 251 B R &9 56 DL AT BB HI I 58 A% B 20 —Fi i S ke
5o

[1599]  4nRAEE, 3F HoN T SEE R 0 BE, AL G W) BEM M IR a4k, B8 IR AE 22 12 B
BALER R G, B AW AR Y A BRI R SR (Bn, B (d, 1- INAglsdt - &
ACHE ) R B FIAEER b, I HAE PR R BT BUVL A A7 I AR B2 T sUUL P T T, DA A
A PAE 2 B A I B Y PSR AR R I8 P0G 4 KRR, 451 A, 0 I 0 40 e ek B B s
98, B T A R AR I TS T E K sl — S R A B B A S B
KB

[1600] " j&i TSl AZE 2 HIF] " BHRE T AR 4 S s A2 25T 0] . %l
FRT S A R, M ARTE 2 REEBTUTE 1 2 500 TOK 2 18] (CELRE 20 22 500 FoK 2 1R IR R,
R 5 ACK, 40 30 TR 35 3K, 55 ) o AR B A R A LS A A DAy S 25 5 AR A i
S50 25 24 )3 G R IR, RS PR AL 43 BRSO . 3 T O IR 25 24 B TR AT 2
7RSS, H T SRR —EENE . AR AT ERIE R AR e 2,
[1601] " i&EF ORGZ5RIHIF" il T2 OO g 4 25 T AR IR o X Ah 70 ] 76 g 125
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R O AR, R et 250 5801 50 RS AT T S TR AL O3 5 Aok R SRR 51 5
TR AR AR AT A I P v 5 B A /A A gk AR LR S Bk A L5 o 3
273t AT LA D R AL 24855 SO A H

[1602] " AR E iEe 25 Rl " Faid 0 B AR B a4 2 A5 o 2050 o e
) 9 LA FLA) B W AR AR S e AT AT P I A S B R A8 A 77 2 o)
Al BT R RS FR RN U 52 1 I o S8 R 5, I HLRAT 38 4 19 19 pHe

[1603] " & T B ek BIES 25IHIR " $5aE xS B el a4 251 im0 i
DL AR A, & Re 8 Rl IR A A B AL A P AE =24 A RO R s ik (il
TR L R R TR, AR R R A (R AE PRI R, TR, AE L B TE I
FEACIFREBGE TR 7 ) il

[1604] " i@ A5 2525l " Faid TR a5 4 8 ARl . sl v
ST oe 2, AR LA HERK A BB RS2 TS o DA TS, AR IR AL A I T R R T
W, UL LA AR I 2 051, A1 Hank FR¥UFIREK Ringer R, BEAM, A0 540w i il ik
7 A AT BAR A 2 AT A ECR TR . Wl E SR T IR 25 45 25t Tl il B Rl iR
B SRR, B GG R O 45 2. O T BRI BOE B4 25, AE TR AL ATE T8
FEBERBIER . RMBIEFIEE e AU O R, IF AR, B, 3& 1iE Je 4 25 T2
A IRATED . JOh, nAE YR LM 805 . IBRGR ST 29l 1L, i, A5 H Smg 55511,
SR T FIREE 2, A S BC R R R IR 25 2K, AR P nRT g A 2 5
[1605] " d& TR alen 25 il " Fadd xR R g 29 sUR R o i ailin) ml LR R AT
BB B A TR W S SRR N TR A (AR Bl D 65 ) R 77, A QU 2 D B
$eip NI 2R 8 RV S D 2032 B 5 e iR S = Pl R e i PR o3 ]
8 A SOK R G BB R AT . B0, AT R KRS T RE T TR I 1 28 23 1 )
JRRR T o T TR A R S 24 PR A B R R AR, JHG P s R I T R T A A
FETE TR PRI IR o 3 T 115 Jmy B 28 245 (1 1500 A BB B » e S WROR R 7 30 A TR
AR iz A1 s e 8 M s W JR AT T el (i IR ATz A1 2 ) RS PR ke B i PR
T3 BET) 538 P A A R T 2 20 Rk 5

[1606] " [ MAGRIZ " Fa A B IRIAL G P KR B [ A4 A 5, ) G e i) Rl
BEAHLBRURE ] o AEIK A0 [ (AR B b, AR B AL 50 55 22 /b — Bl P U] (B
) W R IR B B IR — B B (a) SRS TR BCg 50), B anndebn  SUBE S TRERE e s H e
BEANRERR, (b) K50, 5 B R L 2 4 30 L R R 2« WK 2R A ML ot i TR BRIl iz A
2, () JAE T, B an, Hh, (d) BRI, B4, BlE B IER S | % B BUR B e i R
Lo B REMRER AR B, (e) W¥URBELH ), B g i, () WROe e b 5m), 4 4, AL 540,
(g) VG 7], 18], o P A PG R % H b, (h) WRBE 510, o, el AR =, (3) W
T, 90 R A AR RS S R IR R L [ R SR 4 L e R R, (5) B (k) 82
PR R (58— 8 73 DASEIR 5 SUREIUCA 5 WAL S ) 245501

[1607] W] AZZARA S W2 40 3 R 2 00 B S B Rl A, I BB X TS A AL A
VIR E A [R 4 25 75718, FRASA AT 2 A HINVATT SOV R T2 7r e RIRIE Ay Ry ] 2
A WL R B KT B TVF 2 I 58, A A NG T AE AL 45 25 @45 A IR T Ok
T3 PR3 DRURT ™ EEE S B8 ) B AR A% 3 31 X R R 6% L Bk Al 1 28 0 1R SR AR R 2
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3 W R AR A SR DL R e R R

[1608] ARGV UL IRE Sy 0 2 UGRI R4 T /3 10 H S mT DU, i an, R4
0.001 2%y 100mg/kg (AT IE HALIE 0. 01 & 10mg/kg/ Ko fltn, SAENH, & R R
WL NZ)0.01 2245 100, 113%£47 0. 01 24 10, mg/kg R, 55K LR 2529 0. 01 247 100, 1
0.1 %270, BRE 0.5 £ 10, mg/keg A HE, IF Hif ik N 452529 0. 01 245 50, ik 0. 01 £
10, mg/kg PR, ZH-AW0 BTG 4L 20 B0 43 LU AT RLARAL , RV Y 2 21 e DASRASE 2477
L. R A AL AP S W B RIS, TR ARG & . B B,
JUAS AT AR KA R — W ZI W] RIS 25 20 TR B ] 4800 45 T & UUE S A 2R IT7
VER . — 88 R0 3 2 XA v B AR B TR S Y, FF LR I B 5 I I8 2 i e Rl . 0L
EEE, RIS B EH AT AT, R 12 4B R IT KIRIT 20 T
AF AW X FHEEE, AT AEE R — IR R E LT

[16091  JE ik (] 24555 25 AT 2 TR 77 32 R i 5 BR300 28 () o035 o X 8 Ty v B R A v 1
oy AR — N ERE ATV M RIR A E—RDER. — 8%, S5 35 S5 H
ASE Vi P 2L AR A B B o e T [ A R B B IR A R T IR i 45, B, R 2,
i I o

[1610] il 55 m] LLERA 1) 2 B 22 771 e A 4 HH B, 461) 2 8% DA 1) 22 00 R0 B A 3 1k 2 1K1 /N, I
HATUAAEAR 4 - T8 (T ) 40 RICT, A8 H 2 B AR5 2 NS BV A B4k, 491 fn v
A 315 i L P B S I B S IRENE iR S U = v o NI 113 LD 1 i o

(16111 4% JESCHRAT DU F50R (R0, A% R BTG N AL ) B 0 25 2 B 25 5 1, 1X 46
I 45 R 15 5 AL E T FLB ) ) 25 3 2508 PR AH OC

[1612]  [RAHMERS BT D IR

[1613] | HCV NS3 224 1% (M

[1614] W12 AT 3G IR 1 (0 28 32 44k, HOV NS3 2% [ B, (Vertex, PCT 23 FF W098/17679 ;
B GINAKXAE RS 7). American Peptide Com(Ca) W ¥ & i NS3 & [ Mg H 1
& 1K i . EDVVAbuC—p— il 2 Bt 2K % (nitroanilide) DA % NS4A %k Bh (Al 1} Bk
(-KKGSVVIVGRIVLSGK-) o RH 73 HOCEETH 787, LL EDVVAbuC—p— 25 B2 i AR 4 Sl 73 #r
AR AL G0 HI HOV NS3 S ARV M EE )y . R HAA 31861 SpectraMax 250
415245 (Molecular Devices, Sunnyvale, CA) £F 96 fLAHCE & MR _EIEATiZ BT HCV NS3
HHE (0.5 1 M) 4G4 AT EDVVAbuC—p— AHEEBEA L (500 w M) RN BI VTR B S A At
SIS T, T30°CAE S 30 u M NS4A Bt 46mM Hepes.pH 8.0.92mM NaCl.18% Hi.
5mM DTT 1 7. 5% DMSO FRIZE MR T S5« 75 405nm I 5N 71 pNA (p— L 250 ) IR T
[1615]  FL48 Vmax K, Al V,.o/K, 130 SE I B E W bR 44 N kT« 7EI 2
MR LT, R AR S thime D — R TT & 2 H T B8 456 52 - M 6K Morrison
IR b, B vs, [ 157 ] #1414 Ki[J. F. Morrison, Biochim. Biophvs. Acta. , 185,
269-286 (1969) 1. Prism F£J% (GraphPad Software, Inc.) H T PEE,

[1616]  ASC /A JFI HOV 2224 1R &5 H B iR e % & How 70 TG AT, X487 1 B 7
SR HOV B XU 1% £ 25 vh TBs Pk b 4 B n B2 5 | AR it HOV & 1, B 1E DI G 1
BE IR BE . RIE” PLHCVIGME" $5 5 HCV R EER FAEL %0 T FERAMLEL, %
Gy FAFAE I 58 A0 Bk > HOV i ki 1 F FRIKRE 7, A1/ B4 TR B 5 HOY [
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BB RO RIEAR BRER G R RE T o HAT 1 HOV 35 14 10 70+ B 46 i HOV J sl &2
HIE — A2 A B BRI RS, DL K5 A2 3= 40 i rb S0 2 1 = AP G A4 I IR ee . Byt
HCV 3 11 ) 73 5~ BEMS I ) HOV R e 11 52 i) 28 2R, 48] A AELAN BT HOV—JE [) X R B BT 6 o
HATHT HOV ¥GME 73 1 RIAE ) HOV S kI Br B 3G 40 fwsi A (i, B 538 N ) SHOV 2k
ERTZH PR 58 5 FIURE T8 s HOV PRI () S ) (B A, 3 85 RNA J PRI 2L PR A B 1S 52061 5 0 21 A
RNA %63 ) SHCV 85 [ IR SHOV 88 B B S &0 (B, s By ) 340 ) i s
HEAMMHNE IS JEFR A R BRI IR (ol , 28 ) o BeAHUmE s T
Iy F MR AR AR TR B 285 B A2 AR BT 5 8 18 38 PH w77 5 448 2 51
F G S IR 508 55 28 A I 00 B SRl AR IR T I L 5 | I B B PR AR R 5 e B
AT TR ARZ G s S 10 A G e RGN R A8 Al MO DRl an T30 3=, DAAIRIE ) S 1T
G A Jig K e 1 i 28 254y 387 B AR50 5 S R TR e R A ) s MU ER DT
RFIAN M FE R A M. RIE BLHCV AR 807 %A 8E " TRAST AT &Y
S AA I E IO H &, s NGE 5 HCOV B X a5 B BRI E RRER sk si A
ik, B LR gl D RS Bl A N 7K A 80 RSN LA FE LR BTi& i) Replicon 7347 5
2, 1K LXK BE 5 20> HOV i)+ RNA EARA / sl P A B i B R g bs K s I E R
[1617]  AICAFFHIEA BT HCY WG R T4 -5 MABE IR T AR S aEHA
PR T G B 70 43 1, B4 e 5 S 4 i R - R e L B HCOY B R AL &4,
FRPUR L LR .

[1618] A IR A T4 & HOV 22 28 I 81 11 i 00 1l 770 19 B0 2 9 0 7 L FEH AN
[+ T # 2 —a 2B(Intron A, Schering Plough) ;Rebatron (Schering Plough, T #£
Z-a2B+ M EFMN) KL AT I ZE o (Reddy, K.R. 25 .Efficacy and safety
of pegylated(40-kd) interferon alpha-2a compared with interferon alpha—2a in
noncirrhotic patients with chronic hepatitis C.Hepatology 33,433-438(2001)) ;
i+ FH F % T # % (Kao, J.H., Chen, P. J., Lai, M. Y. & Chen, D.S.Efficacy of
consensusinterferon in the treatment of chronic hepatitis C. ]J.Gastroenterol.
Hepatol. 15, 1418-1423(2000)) ; T £ & —a 2A (Roferon A ;Roche) ; Wk = 0 P AF
B KRR TIZE ;T ZE 1 (Clayette, P. 25 . IFN-tau, a new interferon type I
withantiretroviral activity.Pathol.Biol. (Paris)47,553-559(1999)) ; 4 4 jifd [a] 4\
2 2(Davis, G. L., Nelson, D. R. & Reyes, G. R. Future options for the management of
hepatitis C.Seminarsin Liver Disease 19,103-112(1999)) ;A4 fLla] /% 6 (Davis,
G.L., Nelson, D.R. & Reyes, G.R. Future options for themanagement of hepatitis
C.Seminars in Liver Diseasel9,103-112(1999)) ; [ 48 M 8] 4 & 12(Davis, G. L.,
Nelson, D. R. & Reyes, G. R. Future options for the management of hepatitisC.
Seminars in Liver Disease 19,103-112(1999)) ;#) L3 M ; F iG5| BY4H DH T 40 fw
N KR ERIEY) (Davis, G. L., Nelson, D. R. & Reyes, G. R. Future options for the
management of hepatitisC. Seminars in Liver Disease 19,103-112(1999)), Tt Zi#
APAT DU FE AR AT/ sl I 18 T R B S e O B R i i s . TR R DI B
AR FH A T 5542 A BB 5 I EE RNA 5 1 0 5 2 1 RO/ Bl 3 2 O URE TUI)
I
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[1619] MW 40N T3 2 & ik &4 (Tazulakhova, E. B. , Parshina, 0. V., Gusev,
T.S. & Ershov, F.1.Russian Experience inScreening, Analysis, and Clinical
Application of Novellnterferon Induces.]. T 8 % Cytokine Res.21,65-73))
AL 55 B AN BR T 50 Bl by 2 A % 5% 0 & IO XUEE RNA, RTK nés 5Ky (3M i) 285 ) (Sauder,
D. N. Immunomodulatory and pharmacologicproperties of imiquimod. J.Am. Acad.
Dermatol. 43, S6-11(2000)) .

[1620]  ARAEAEAZ LI, U HA, BT RE RA, HOV HumEd e e a6 M e
FERAEABR TH A (TONHIZ)) U 5" - — BRI A B 57 (VX-497, Vertex HilZiH)f
&) s ENIGERE R NI 8% (Younossi, A. M. and Perillo, R. P. The roles of amantadine,

rimantadine, ursodeoxycholic acid, NSAIDs, alone or incombination with alpha

interferons, in the treatment ofchronic hepatitis C.Seminars in Liver Disease
19,95-102(1999)) ;LY217896 ( £ [E & # 4, 835, 168) (Colacino, J.M. %% .Evaluation of
the anti—influenza virus activities ofl,3,4-thiadiazol—-2-ylcyanamide (LY217896
Jand its sodium salt.Antimicrobial Agents & Chemotherapy 34,2156-2163(1990)) ;
19— I &I —6- AL -1, 4a- —FI3E -1,2,3,4,4a,9, 10, 10a- J\& - JF -1- FE
Mg 6 AL —1,4a —FIHE -0 (4- FIE - DRME —1- WA K ) -1,2,3,4,44a,9, 10, 10a— )\
A -FE-1- PR - R s 1- (- - A ) -3-(2,2- RS - 3R ) - IR (RE LA
6, 127,422) .

[1621] & THId 7> F I 25050 F E AR FH £ UL T oI H 2 HE h 84T, sl 24K
I FNHT, ), an R A JTHY :F. G. Hayden, Goodman& Gilman’ s The Pharmacological
Basis of Therapeutics, 58 JUh, Hardman 25 ., Eds. , McGraw-Hill, New York (1996),50
., pp. 1191-1223, LR ILR G I 2% . £k, — B O %) BoR HOV ST 5E i
PRI G4, K A SR AR N 70 O A0 B BOR AT 2 A S W) I 25 2 A Re . 2 W9,
Benet 2. ,Goodman & Gilman' s ThePhannacological Basis of Therapeutics, 2 JLIR,
Hardman %5 . , Eds. , McGraw-Hill, New York(1996),1 %, pp. 3-27, LA I F 5| H =%,
PRI I, ] 8 a0 7 925 L e S AL A O 05 R e R S 25 7 &R

[1622] A% WIHKI 259 20 & ml $R Ak 4 0 o sl 4 S R85, sl DA Sl iy [ IF s g o 25
2Ny BRI I, S 2 T P a0 50 B i R — 2550 R 2 e 25 5
5o SRMIZE 2, IXEE A& T bt HOV A R 153

[1623] A J W IR J7 V25 BE A A FH AR R 8 1 L e 2 809 70 R 5 SRS i A2 T 45 31 1
I HAHE AA-2G AN BEEE D K IR I 2 NS, Enzon ;42 7), Alliance ;#4:71) Ribi 4/
|, Vaxcel ;Adjuvax ;agelasphin—11 ;AIDS ¥837 5, Chiron ;%% 28 ¥, SRI ;algammulin,
Anutech ;Anginlyc ; $L 40 ML [8l T~, Yeda ;Anticort ; PLH W& —17 I )8, Ap ; Pi Jo i 1%
2R 4, Vac ; PL s ] 57, IDBC ; BT GnRH 4 & I, Aphton ;Antiherpin ;Arbidol ;azarole ;
Bay—q—8939 ;Bay—r—-1005 ;BCH-1393 ;Betafectin ;Biostim ;BL-001 ;BL-009 ;Broncostat ;
Cantastim ;CDRI—84-246 ; 3k i b 1% ; 4k 2% (€ 35 F0 &) 1, 1COS ;CMV Ik, City of Hope ;
CN-5888 ; 41 Hu K] 7 BE i35, St ;DHEAS, Paradigm ;DISC TA-HSV ;JO7B ;101A ;1017 ; —#iF
9 ;ECA-10-142 ;ELS-1 ; W # 2%, Novartis ;FCE-20696 ;CE-24089 ;FCE-24578 ;FLT-3 Mt
&, Immunex ;FR-900483 ;FR-900494 ;FR-901235 ;FTS—Zn ;G- 2% [, Cadus ;gludapcin ;
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glutaurine ;7 25 B BZ Ik (glycophosphopeptical) ;GM—2 ;GM—53 ;GMDP ;A= K [Kl 9% 1 »
EntreM ;H-BIG, NABI ;H-CIG, NABI ;HAB-439 ; W | J R T 1 2% 11 s /2 — e 5 ME s IR 1
HIV 477, United Biomed ;HyperGAM+CF ; ImmuMax ; Immun BCG ;%77 V4, Connective ;%
Y57, Evans ; 2 8 35 F, Novacell jimreg—1 ;imreg—2 ;Indomune ; /L  pranobex ;
TPt %, Dong-A(a 2) ; T &K, Genentech(v) ; T # 5, Novartis(a) ; [ 40 Jf2 [A] /¢
% 12, Genetics Ins ; (40 M[R] /25 15, Immunex ; [ 40 i [A] /) 2% —16, Research Cor ;
ISCAR-1 ;J005X ;L-644257 ;1icomarasminic acid ;LipoTher ;LK-409 ;LK-410 ;LP-2307 ;
LT (R1926) ;LW-50020 ;MAF, Shionogi sMDP i1 424, Merck ;B — Jixi Ml JJK TNT ;5 FF 22 ke fpg
TS SMIMP 52K 57 7] 5 IR A 4N 2 14, Tem sMM-1 smoniliastat ;MPLA, Ribi ;MS-705 ;
sihr T EE P T NE, Vacsyn s MU BEERESE — IRATAEYD ; M BEWE L IKAT A2 myelopid 5-563 ;
NACOS—6 ;NH-765 ;NISV, Proteus ;NPT-16416 ;NT-002 ;PA-485 ;PEFA-814 ; Jik, Scios ; Ik %
2 ¥, Pliva ;Perthon, Advanced Plant ;PGM fiT 4= 4, Pliva ;Pharmaprojects No. 1099 ;
No. 1426 ;No. 1549 ;No. 1585 ;No. 1607 ;No. 1710 ;No. 1779 ;No. 2002 ;No. 2060 ;No. 2795 ;
No. 3088 ;No. 3111 ;No. 3345 ;No. 3467 ;No. 3668 ;No. 3998 ;No. 3999 ;No. 4089 ;No. 4188 ;
No. 4451 ;No. 4500 ;No. 4689 ;No. 4833 ;No. 494 ;No. 5217 ;No. 530 ; JL £ BL ff . L Z£ 5%
K it 28 4E %r PMD-589 ; B I & 2%, Conpharm ;POL-509 ; 28 —-ICLC ; 28 -ICLC, Yamasa
Shoyu; B A- B U; £ ¥ A; 88 A A, Berlox Bioscience ;PS34W0 ; /i 5 g B J& MAbs,
Teijin ;Psomaglobin ;PTL-78419 ;Pyrexol ;pyriferone ;Retrogen ;Retropep ;RG-003 ;
Rhinostat ; Fl| 4§ 58 & rifamaxil ;RM-06 ;Rollin ; % % ik ;RU-40555 ;RU-41821 ;Rubella
Bl &, ResCo ;S-27609 ;SB-73 ;SDZ-280-636 ;SDZ-MRL-953 ;SK & F-107647 ;SL04 ;SL05 ;
SM-4333 ;Solutein ;SRI-62-834 ;SRL-172 ;ST-570 ;ST-789 ;staphage % i 7= ¥ ; i i 55
2% ;suppressin ;T-150R1 ;T-LCEF ; 1t bt 55 Ik 5 % Ik ;Theradigm-HBV ;Theradigm—HPV ;
Theradigm-HSV ;THF, Pharm & Upjohn ;THF, Yeda ;thymalfasin ;i Rk 2 oy s IR 1T 5
thymolymphotropin ;i IRIG A 35 ;MR IS A= 22K s IR MG A=, Peptech s Jli i 52 iy
5, a sJMRRIEER IR TR sTMD-232 ;T0-115 3% R (K-, Viragen sfth4@#7, Selavo ; 52K
2 7 ;Ulsastat ;ANGG— ;CD—4+ ;Collag+ ;COLSF+ ;COM+ ;DA-A+ ;GAST— ;GF-TH+ ;GP-120- ;
IF+ ;IF-A+ ;1F-A-2+ ; IF-B+ ; IF-G+ ; IF-G-1B+ ;IL-2+ ; IL-12+ ; IL-15+ ; IM+ ; LHRH- ;
LIPCOR+L LYM-B+ ;LYM-NK+ ;LYM—T+ ;0PI+ ;PEP+ ;PHG-MA+ ;RNA-SYN— ;SY-CW— ;TH-A-1+;
TH-5+ ;TNF+ ;UN,

[1624] M T ARHMREHEMZENZTRALGDETEMHEAR T (H- N
Kb -1-[2-(FRE-FE)-[L3-FAM A b 5-& ] fwwng ;-2" -
A3 WA -5 - =R ER (3TC) s () - Mk —5- 9 —1-[2- (2% - &) -[1,
3— R AER e —5— B ] fumErg (FTC) ; ()2 ,3" , W& 3" - Wity [ (-)—SddC] ;
=27 - A -2 — 5 —B-D— [l 4l e Ry 2% ) —5— WL AC f mE g (FIAC) 51-(2 - Ml
-2 — 90— B -D— [l B R Rk ) -5 BICAR M mE mE = B R 2 (FIACTP) ;1-(27 - it
2" - B -D- PRI 5L ) —5— FRMERE (FMAU) 51- B -D- MR RZBE 2L -1, 2,4- =

W -3- B 520 3" - AR -3 - -5 I - AEMEF (Fdd MeCyt) 52" ,3" - =
B -3" -3 -5- F 3k - AR A (ClddMeCyt) 527 3" - M4 -3 - &% 5-
3 - MR (Add MeCyt) 52" 53" — MRS -3" - 98l —5— F12k - JHF (FddMeCyt) 52'
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3" - TE -3 - & 5 B - M (ClddMeCyt) 527,37 - Wi 3" - &k 5 F
FE - fufF (AddMeCyt) 527 ,3" - & -3 - WAV e (FddThd) ;27,3 - —
Wi4 - B -L-5— WACH TR (B -L-FddC) ;2' ,3' - —Wi% - B -L-5- BEMITF ;2" ,3' - —

Wi 48 - B -L-5- L # (B -1-ddC) ;9-(1,3- — ¥ 2- NEEF ) Zus .2 - i
-3 -k 5 ROMMERE ;37 - Ak -5 AR - M M AF (AddMeCyt) 52— 2 % -1,
O-[(2-FERE-1-CREFRE) L] FE ]-6H- M -6 (B &%) s2-[2-2-%
FE -9H- MEnA —9- 3L ) £33 -1, 3-propandil —ESEL #h (famciclovir) ;2- & FE -1,9- —
A -9-[Q- 7tk - £ ) P2 J6H- MR —6- ] (B &%) ;9-(4- 22k -3- A& H
-7 -1-25) SEES (BEEET) 9-(U- B -3-RAERE - T -1-2 ) -6- s - &
W TRERREh (AR 530 -BR -3 - AR ARE LT (AZT) 3 - 5 A -
AN (ClddMeCyt) ;9-(2- JmEHRE - FEIE L) -2 ,6' - —FHEEW -2 ,3" -
I S8R 1T 59— (2- ROt AL 0k ) IRNGENS (PMEA) Pl v 45 — B &k (ACVTP) ;D- fik
=20 - WA (CG) s WA - M s 4 — JRMERE (ddC) ;s 4 — SIERS (ddG) ;
TR - L (ddD) sR-5-(2- IR LMEIE ) 27 - WA R T =R £h 5 30 — BrOBEmR IR 255 —
PRWERE ;1-(2" - Wi —2" - 9 —1- B —D— PRk 55 ) —5— fUAC — JRmERE (F1AU) gk
SE 39— B —D— FalHER A I —9H- MRS —6- fZ—I K54 (Ara—A) ;9- B -D— FalBE G I —9H- I

W -6-f% 5" - WK KEY (Ara-AMP) ;2- 4 -3 —Fizk -5 &Mt ;2" 3" - =
Jise, — SN A 27,30 - TS - S

[1625] AT T+ il 2% A< BH B9 A% 1 AL 1 B2 I & B 7 VR 2 A LI S B, BLE i
T HJ :Acta Biochim. Pol.,43,25-36(1996) ;Swed. Nucleosides Nucleotides 15,
361-378(1996) ;Synthesisl2,1465-1479(1995) ;Carbohyd. Chem. 27, 242-276 (1995) ;
Chem. Nucleosides Nucleotides 3,421-535(1994) ;Ann. Reports in Med. Chem. , Academic
Press ;and Exp. Opin. Invest. Drugs 4,95-115(1995) ,

[1626] LA b5 K228 SCHERA AL 27 SN — R I T B ATIHE A R W AR & ) 1 il %
R 2 N o A, R S N AN BB TR ISR TRLFER A SO A TR AL A YT
WIIEE ML G . ARG 02 5 T e KIS TR AL G . ITAEMIEE T, 8
T T 8 AR AR N D3 L B A T R By M S 2 S N, 49 2, A e 3 2 PR A T
L, 2 S AT kP R, I S N AT B B IE, 5, B A SO A TR E )
IS R T SR N T A R BAR AL SR 2% o LRI A 2 075, BT A IRk B
FTER S T H O A0 5B 2%

[1627]  HiZ H R B E R BUwR 0 — FEAE AN, AN E R (XK ) D2
A% DB AR BE S AT 2 0 MR () 3638 . R A% 1F N 40 M AL 2 oM R 2 R 91 1 2
S—1-3- B2 5k —2— B AE PSP ZENUMENE (HPMPC, Gilead Sciences). AERHIA K UK
H AL T RS W RETE ih o 1 B0 550 & R sl 1 s 3, il B 45 sl Bk, s A bl
B e =R B

[1628]  F T+ A& B R IBC-5 ¥ 7 73125 BRD G 5 1 71 7100 £t 22 s3] fig AR T AR S50 30
IR B, TR o EH LI 1X10° 4L / ANBEE =R B4 10X 10° AL / N
JE =R B S T B3 TR HOV Y (Simon 2% ., Hepatology 25 :445-448 (1997)) .
TEA R I TEF A, R VS R 2 0. 1X10° By / N =R B4 7. 5 X 10°
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AT/ NBER =R s BARIEZ) 0. 5X 10° BAy / NBEFE =R B L) 5 X 10° 47 / NRER =K 5
MIEZ) 1X10° AT / NBEJE = IR B L 3X10° 847/ NBEF =R HTEA AR BT HCV 22
AR TR D I T, 22 18 715 7000 G 352 500 500 1 5 160 T8 BRI 8 B DU R8T
TEARSC AT TR A ] SR FH D R S8 G e 15 5/ S B R S Abi i,
TAEA G5 75 500 RN S e RIEGR S T T, H A HOV 22 28 R 2 1 B i 550 1 5 P B H %
TREEDUIEE T > TEA S TG TR AL A4 n] SR FH sk /D 2 13X 28 HOV 22 2 1% £ 1 g 1)
T o FERHY 2852 10T B A8 2 P T8 A 00 AT 2R 4 0 v B8 I o 1 ek D H
XA L PA R 5 S B, B, Pk 2 EGZE L B 5 BN Rk RT-PCR oA, 5 iy HCV 2 ji sl
BB IR I E T HCV RNA. 76K FH AR SC A IR HOV 22 2 1% £ 1 Big 3 sl 551 Fn e
HAHHCV FRERiE A &9 (BIUZTef / SO HFmRpim s ) MBS IR 7 R, [FIFE
A M) DL 5 e A FH I A R B A B3GR

[1620] AL AFMIKEIRIT TET, R HBZ T RIUEELEY, SULREY, el
0. Img/ N / RAEZ 500mg/ N / RIJEI N LEL 10mg/ N/ RAEL) 300mg/ N/ K ;
FALEL) 25mg/ N/ REZ 200mg/ N/ K s HRFILIEL 50mg/ N / KAEZ) 150mg/ A /
K FFHEIEL Img/ N/ REZ 50mg/ N/ KEEH .

[1630]  4b& W) HIFI AL AT LA LA B R B BRSO E R A G 2. fEa &, &
BALH GV LV S HOE 2 A & LA s R R & . 5K 2502 78R8 58 I &R 558
&, XN AL TT A I .

[16311  DIAREHIRAAYA / 8 GWiG 7 A HOV RS B 7 BB 2 MR =ik
P&, IR LG R R ARG AR AR P AR, AR G SR R T E A A R R, 2
H2E 5 18, WO TR DAk 253 2 FUR ) BARAL G4 a3 2 i 2, DL AR 5 SR FH 25 Wit
RG o RILNTFHIIA S W25 251085 NAZFFEE LR 2 LH 8O B, B 300 550 FE
B AL 2 K, 1R 3R B 8 S H SR R Iy . 22 AR SC A TFIN B A IR TT IR ]
TR I e £ B3 L B s B R B, RT-PCR A 52 28 995 5 RNA EAT 55 R0 I, B33 bl i 37
PR R R EEPUR (WIER PR ) R 9T B8O R AT H IR X2 77743 201
R L4 B VPR T RS IEVRYT 7 %8, XA DL T IR A& T A Ao AR &
F H AT 2 167 RSN 7] o BRI, ZEVRYT I FE rh BE A BEHVE R TT 7 5 / 4R 25 TR 3K,
TR LS R A A A ] S 7 0 A e TR B 4 3 7 2800 IRV B S48 T I B T4 B 0 )
BAKE, JF H DT X e A P B S AN S gh 25, HUEEN T DG 7 iy 2
WA

[1632] Ak B AL HEAE A SC A FF 9 HOV 22 20 1R B A B 50 S5 iR AR DR A iy By
Pt HOV 35 R AL S & AP 25, LAIR YT BRI 28 2 () HOV By i, — Rl 2 F HOV 22

IR E AR T 5 R AMRA S A AT AR SR A SOV SRR TR
AT s — P B RATHT HCV G TERAE - T 69 s Bl M e AT m SR AT 3L

HCV 36 M B0 = AT AE A — Bl el 2 B A 5T HOV IS TR - TR G . Bea TR
I BT R HOV S IN , AT H AT 23 %) HOV 22 20 8 2 11 g 00 1) 390 A Tk LA Bt HOV 3%
PERIAL G R LAZy2E Bt HOV A RCE A7 AE. 1 e oA A sl R4 A, ZE 0 1 1
A, BEASIRT] A G PR 2525 20T HOV A BB A7 AR, BT Bl A i, S5 e b) 24
SEAT R AT AT I HOV 2222 18 B 11 B AR5R) A R AT Bt HCY 3 P A4 S AR BL , £ 5 42 3] 5
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9% /D HOV o B AL~ B AR/ B B 3E 5 HOV IEYYA ¢ HRE R BRER AR B A 1) R0
P D 2 & o Ak, AR IAFE 0 BT IR I HOV 22 28 1% 85 3 g il 50 A B A it HeY
YR ST, LLYR T BT HOV By, iX B — > B A 13 e J 157 84k &4
DA2H 25 B AT AR, T HALE B BT e AT B AR s R 4R A A DA I IR 24 2540 3Pt Hev
AMEAFAE . WASAT I, RTE" MAER" 8P4 (B2 A ) 25935 150055 T4
R 25 I 2R E 2 RS AE o B RE 2 AN (BREAS) i MRS 1E
KT R s 25 1 25700 2 A

[1633]  SLjjafy] 42

[1634] 477 PN AL K5 5 (HCV) SRS 1 v 97 Fn it 2 DL e A 5 o - TR G IT
(Chronic Hepatitis C:Current Disease Management, U.S.Department of Health and
Human Services, National Institutesof Health,1999) ., iXFPI7y7E KEZ 4 HCV & h
TR AT B N, sRE R KR TIMRBIT /R R B4 XA 5T IREIT
AR EREIEH

[1635] & pEFIX; B AL, 8 2K Va7 HOV B B E PR R i B0 FHE, A KA
CLAM R T — RA ] HCV 22 2% &5 R 14654 (HCV k5 85 [ NS3 FlI NS4A (B &
) o IXEAL S AT DL AT A, AR L R, DA & B RS ), LR sips
HCOV Jigy . ASL g 4R T —Fh L R HOV 22 2 BR 8 I B0 50 1 52 5, R4 54 CUL &
) EP MIAL5 ) EC, £ HCV IRZERIZH RNA B ifil1 73 #1 (RepliconAssay) 1 B AURIZ & —4H
TE (THZE a -2B(Schering Plough), T#£% o —2A (PBL Biomedical Laboratories,
New Brunswick,NJ), T4t2 B (Research Diagnostics Inc,Flanders,NJ), fl=E - T4 5
T (Research Diagnostics Inc,Flanders,NJ)) B4 LLIE & 5 L& V) 3L RIVE A LA
/> HCV RNA AR AHXS TR G YT 40 M S RNA BOSGE, fE25 0 7 IR Z e B
4 WO R B RS2 T 0 A Y HOV IREE TR 41 RNA ( 237~ RNA) )2 & (Lohmann 55 A,
Science, 285 :110-113(1999)) o Ut HrH, A VE N HOV P F: 259 1780 B % 5 2 )
T RNA AR HIHI K i L 4] o

[1636]  FEARINE il 0 RAW A G 5 HrX A 259 LU 2 — AN eI 5 2R
DT R HT HOV WM o SR FH S 23 B AR R A A1 HOV IR R AR AL AVE Y S e 7o
), TP —a 2B((Intron A) ;Schering Plough) , Fl HCV 22 % [ & [ B 771, 491
&Y CU, FIBRETER o W F Fros, g5 SRR B, SR 43 8 e AT HE & il 23 1 sk HCV. RNA
JKFRE D7 B R P 0 8 0 e W 2 1), X 2R () 250 B B KBt HEY P [RIAE

[1637] EHl o

[1638] Lohmann 25T Science 285 :110-113(1999) i T X H&H B B | HCV IRIEH
A RNA (1) 40 R BBl 1 o0 e AEA SO AR S 3% H R 52 i) 2 210 ) Genbank
NFE AL TIEM S 51 4 AJ242654, i CHRA T RNA BRI cDNA (R AN % B
il RNA G L2 FLEE SN Huh T 4A 1, R BT AE 38 G418 B4 & Bl 5~ RNA 1) 40 L 114
Tk . Huh7 402153 B Fox Chase JEIEMTFTH s (Philadelphia)William Mason 1# 4
FFAM AR 4l A I S84l B LA A 44 X A3 H Fox Chase, JF H OV 72 {76 BH SCiik b
(Nakabayashi %, Cancer Res. 42 :3858-3863(1982)) . EASCHEIRMIZM T, BT (IAAR
DNA 7E3XFh RNA HLZF AL Huh7 4 o2 /7, J8id DNase (92 0403 ( = IRIESALEE ) H 4
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5 % 27 RNA I5R R 25

[1639] W1 N VRS R SEE 0150 B TR B Hh, 520 48 e LAE L 10000 41 i i 25
JEE T 96 FLA HAE 37°CRi R . XUBANMU/EAb 78 10 %6 6 248 L3 A 2 Bk G Al 0 7 FE R A
P42 6418 (0. 25mg/ml) F¥ DMEM (Dulbecco’ s PR FFEEFERL ) vhis . R IEFHEZ G,
B IR B LB 2% 6 25 I0TE R0 25 oAk B2 1) 22 20 1% £ 1 B k0500, ndk &4 CU, f1 /B
Z, W Tt E —a 2B(Intron A,Schering Plough) ) DMEM G . 7E 6 2 8 AR IR,
AMMEEY o X T2 PG ) — DR, EEEAEIRTT R G 2 FEUE 7 RNA ERRLTF
SEAEINEIR AR A S . XSS T, )28 R AR, XA LAECT &1 0 A
(R P2 0 LA L A S AR SRR B, DL A e e W R IR . R I AT AT 30
2, LI 6 2 8 DA TILE R, WA HOV 222098 2 B I AL . [RIFE -,
RINANARAT HOV 22 2 12 2 1 B il 50, TP s . DLXR LG Y85 9% 48 /NN 2 J5 , R
Br2s5gedEk, R Qiagen 41 (Valencia, CA) ili& ] RNeasy—96 245 H 41 e - & HUE 41 i
RNA. #4518 L % & RT-PCR, 2k TaqMan® (Applied Biosystems, Foster City CA) 73X
Ff RNA. TaqMan® RT-PCR #0252 1 RNA oo 3R 2525 K. B EAR, IXAE LA R4~ 24
MBI AR 5 ASTATINGE, RIGITHERA 16 DPEEIE . X8 2 & RT-PCR 3 Atk ok
Mgt =BG

[1640] il 73 A &4 16 23 A 7 AE A FH T VR A A 280 HOV S 2R DA B . 7R 437
I A WD BE AT T ARG 77 40 M 9 B2 5~ RNA IR 88, IIE v 97 MR B AL & 45 | ke
(K152 il 7 RNA AR BN IR o X HRAE A HET S 7 be o A 3RAF0 I 7k B2 VG T P 4l e o
PR — R INVEHE R, AR TC, 8, BRI, HOV & i RNA E R 1 59982 50 % ik &
WAk T HOV 22 20 1R B R 48 B 7 0 A b B 0 i, 08 1C,, R 20%
AR S BT 73 b (1Cs,/ P34 1C, H % CV Bk 100% x [IbRHEIR 2 ) o 1Cs, 2 H TIEI
TS A IR T EAME N HOV HUWRER A R R . T 518 1C,, W& XS T V7
RIS AT AL A IR SR AN 7850 1) o SR 35 P40 32 R0 22 20 IR i I I SR I o A
Y7 A ) 23 BT B ) e AT R 43 B 75 R FH BA TR 3 I 28057 D7 PRI W3R 7 i s ) 4
i 73 L 27 A T R B VAT AR 15 A T G IR B R (R

[1641] Sl Hrid~ v an s .

[1642]  7E HCV 17407 eh % FiTaqMan®g RT-PCR s i 43 57 HCV 52 7 RNA [y )5
[1643] SR & il 4 il 54 20 1) HOV i B AL G- 4 P10 HCV IR PRI 41 RNA 2 il 43
TAE Huh7 A ERREES) (Lohmann Z% . Replication of Subgenomic Hepatitis C
Virus RNAs in a HepatomaCell Line.Science 285,110-113(1999)) . M/ 45 = ¢
EA 5y - (1) STHITANMIRTE, AT RS, A SN H 5 (2) BB 74 Mo B S o i e
RNA ;1 (3) SZBY RT-PCR (TaqMan®) AT & A5 HE 5 Py &2 07 RNA (OISR 520 T M il
B /D 4 K AR, PR (R ] Pz A B R DU R B A 447
[1644] 1. 5l 40 MR %, s AT ARCke B, Fi4k & i H

[1645] 1.1 S 740fl & IrTR

[1646] 41 Lohmann Z£fiTiR (Replication of Subgenomic Hepatitis CVirus RNAs in a
Hepatoma Cell Line.Science 285,110-113(1999)) A=H T EH F o4 AR. 5
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ﬁﬁ%?%%%B%m%%i%ﬁ%wmﬂf?WCﬂ%/a)m%EﬂAZFQM@J
10, v/v, MORENHTEE 150em” ARSI . BEIREE SR 10% R4 IyE (FBS) L 1X 4E

M%‘%’ﬁﬁé@& (NEAA) | IX 2 WEi% (GLu) F10. 25mg/ml G418 [¥] DMEM. HFAT = NIESALAL, &

AN TE) SR VPN R > 2 S5 40 B R B N B EEE 1K) 150em” 40 s . IX L6 4 fle, FR R 7 JRL4f

A, " B IR IR AR T R T T . 51T Ta qMan®IE 20 M LU 52 R 41 i

HCV 52 ) FE N 48 &, & BN 40 A ~ 160 N2 UK B )1 3% 3T 5 17 RNA %

TS PRERI N apoB JE R ( BfE R ZHEH ) (85 DU LA .

[1647] 1. 1. 1 JRAR4NARICIE THAS Nyo X T H TR HF 0T 4 i, 20 IE S5 , i35

YN, VA N, I 2 Ao it .

[1648] 1.2 ZHfAE &6+ M H 96 FLEL ERHRh

[1649]  1.2.1. & T Hil# 96 FLAR, FEER IBEAL 75em” B 75 %6 Bl& 11 2 &2 )+ (1 40 e, 7

7 10ml $57505 A h AR ETF . B FREREFRES, M 1m0, 25% w/v JEEE ARG —EDTA, 5 %

FIRE ARG -EDTA HEAT R (IBEAL . 5-10 23 8P 2 J5 , 4 BB BRI R B AE B R h F BT
[1650]  1.2.2. RHMERVIEES vH 504 i, 7 B4k A1 2 10° 40 /ml.

[1651] 1. 2.3. BALRHA Tmpact 2 Z2IHEB B Matrix) A0 100 1 1 40877, H

A4 BV TR AR I 4 AN 96 FLAR

[1652] 1. 2.4.96- fLIRAE 37T CHFRLL R .

[1653] 1. 3. Ab&WHa ke I 22 2 i+ 4t o 2

[1654]  1.3. 1. HCV 2224 IR & B 910 il 5504k & 9 i T — H &5 Ak (DMSO) , %ﬂiﬂﬁ%ﬂ?ﬁ*‘

20mMe FHEFEBIZ T HA 0. 1% w/v 21035 1 85 1 AR 26 2% o 1) A8 38 R 7K %

[1655] 1. 3. 2. 20mM AL & 4¥% 78 LA DMSO FBE 22 1mM.

[1656]  1.3.3.50 1 1% T DMSO [IALA40 N4 10m] 559235 B (AL A ik B 2% 5mM, JF H. DMSO

WREIAESE 0.5% ), 5 20 1 ) ImM ALA4)F0 30w 1 DMSO Ji#E 10ml ¥53R5E B (LAWK

B 200,

[1657]  1.3.4. WLEAILAEY / 5925 B WA 7258 C(5 0. 5% DMSO) et &

%%ﬁﬁm%ﬁﬁ 7E 2ml FETA% 96 FLIX LLRGFR3E C BHTAL G IIELL | &2 5 IRW ke, 3k

A B R AR &

[1658]  1.3.5. 4liffuti i1 37 CREFRASHE AL, 76 fa A A AT A AR IC . B IR MNZ

96 fLIR L.

[1659]  1.3.6. J5 H 96 FLARE X I FLAT 100 1 1 4b B4 / K5 7RI R A Tmpact2 B

T INAE 96 FLAN AR .

[1660] 1.3.7. &M 3,100 | H5 =% C INETH RABILUAMEAEDE 1.3, 8E 6

ANFEREZE S HrAb &9, " Untx” FRBCRUAC BRI (DMSO LA AL 31 40 i rh —FE i3 B I

AN) s " Con. " FRWAWIIRA .

[1661] £ 3

[1662] 2 PMEEH, 6 PRI, 5 AFATIIE

[1663] a1 a2

[1664] 1 2 3 4 5 6 7 8 9 10 11 12
[1665] A untx untx untx untx untx untx untx untx untx untx
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[1666] B con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1
[1667] C con. 2 con. 2 con.2 con. 2 con.2 con.2 con.2 con.2 con.2 con. 2
[1668] D con. 3 con.3 con.3 con.3 con.3 con.3 con.3 con.3 con.3 con.3
[1669] E con.4 con.4 con.4 con.4 con.4 con.4 con.4 con.4 con.4 con.4
[1670] F con.b con.b con.5 con.b con.H con.bH con.hb con.H con.H con.H
[1671] G con. 6 con.6 con.6 con.6 con.6 con.6 con.6 con.6 con.6 con.6
[1672] H untx untx untx untx untx untx untx untx untx untx
[1673] 4 ™MEEW, 3 FKEZ, 5 A PAT I E

[1674] a1 &Y 2

[1675] 1 2 3 4 5 6 7 8 9 10 11 12
[1676] A untx untx wuntx untx untx untx wuntx untx untx untx
[1677] B con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1 con. 1
[1678] C con. 2 con. 2 con.2 con.2 con.2 con.2 con.2 con.2 con.2 con. 2
[1679] D con. 3 con. 3 con.3 con.3 con.3 con.3 con.3 con.3 con.3 con.3
[1680] E con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1 con.1
[1681] F con. 2 con.2 con.2 con. 2 con.2 con.2 con.2 con.2 con.2 con. 2
[1682] G con. 3 con.3 con.3 con.3 con.3 con.3 con.3 con.3d con.3 con.3
[1683] H untx untx untx untx untx untx untx untx untx untx
[1684] a3 a4

[1685] 16 MMLEW, 1 B AL, 4 AT E

[1686] 1 2 3 4 5 6 7 8 9 10 11 12
[1687] A untx cpdl cpd2 cpd3 cpd4d cpdd cpd6 cpd7?7 cpd8 untx
[1688] B untx cpdl c¢pd2 cpd3 cpdd cpdb cpd6 cpd7 cpd8 untx
[1689] C untx cpdl c¢pd2 cpd3 cpdd cpdd cpdb6 cpd7 cpd8 untx
[1690] D untx cpdl cpd2 cpd3 cpd4d cpdd cpd6 cpd?7 cpd8 untx
[1691] E untx cpd9 cpdl0 cpdll cpdl2 cpdl3 cpdl4 cpdlb cpdl6 untx
[1692] F untx cpd9 cpdl0 cpdll cpdl2 cpdl3 cpdl4 cpdlb cpdl6 untx
[1693] G untx c¢cpd9 cpdl0 cpdll ¢cpdl2 cpdl3 cpdl4d cpdl5 cpdl6 untx

[1694] H untx c¢cpd9 cpdl0 cpdll cpdl2 cpdl3 cpdld cpdl5 cpdl6 untx
[1695] 12 ™MLEY, 1 FHREE, 5 AFATI &

[1696] 1 2 3 4 5 6 7 8 9 10 11 12
[1697] A untx untx wuntx untx untx untx wuntx untx untx untx
[1698] B cpdl c¢pdl c¢pdl cpdl cpdl cpd7 cpd?7 cpd? cpd7 cpd7
[1699] C cpd2 cpd2 cpd2 cpd2 cpd2 cpd8 cpd8 cpd8 cpd8 cpd8
[1700] D cpd3 c¢cpd3 cpd3 cpd3 cpd3 cpd9 cpd9 cpd9 cpd9 cpd9
[1701] E cpdd cpd4d cpdd cpdd cpdd cpdlO cpdlO cpdlO cpdlO cpdlO
[1702] F cpdb cpdb cpdb cpdb cpdb cpdll cpdll cpdll cpdll cpdll
[1703] G cpd6 cpd6 cpd6 cpd6 cpd6 cpdl2 cpdl2 cpdl2 cpdl2 cpdl?2
[1704] H untx untx untx untx untx untx untx untx untx untx
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[1705] 1.4, T 37°CHE9% 48 /NI, BE58E4T RNA 281,

[1706] X4

A F R Ao M R i & A RAH9 K £
8ifliff Impact245 34, 12501 cat no 2004  [Matrix
2ulRAHRILE, 967, LM lcat no 4222 [Matsix

25mlX M Ak, AE cat no. 8096 [Matrix
12501 X-tra KAFK cat no. 8255 [Matrix
963K cat no. 3595 fiCostar
ot B ' o A § Reichert

cubauer 0.1 mm x
{ 1l 1L -
r7077  |PMEM cat no. 51444-79P  [IRH |

L-2 £ B (Glu) cat no. 12403-010 IBCO-BRL
3k 5 F A B (NEAA) cat no. 11140-050  [GIBCO-BRL
J6 % 4o 5 (FBS) cat no. 16250-078 GIBCO-BRL
G418 [cat no. 55-0273 vitrogen
DMSO [eat no. D-2650 [Sigma |
%44 [DMEM, 10% FBS, 1X NEAA, 1X Gly, 0.25 mg/ml G418
A AB  |DMEM, 2% FBS, 1X NEAA, 1X Glu
w#AC  [DMEM, 2% FBS, 1X NEAA, 1X Glu, 0.5% DMSO

#Ea 8- |GIBCO-BRL

EDTA 0.25%

[1708] 2. 55 il 140 Mo () S 40 Hfd RNA ({1 HE Y

[1709] 2.1 /4

[1710] X5 ER H A2 H AR SN 2385 78 i A2 RNA, X8 DLECT 05 2 5040 i RNA € &
e, F L0 AL % 52 & HCV RT-PCR 52 0 #7 o

[1711] 5 T 76 RNA $2 U285 b e v A48 = R, b v 2 1 2 s B RS i 8 (BVDV) &
55 HCV L 26 A5 B RNA 5 55, 76 RNA $2 U2 700 22 B A 40 Mo i o DRI, TE s A 1 2 4%
RT-PCR S W H RSN () BVDV RNA 7K F7E FT A FLZ 8] 8 24 7 2l - 53 B AH DG R 28 e PR FE N —
o 7ELAFITaqMan® =55 N ishie 73Xl RNA SIS i 15 76 «

[1712] 4% 1 RNA $2 U7 2 Qiagen 4 F) (Valencia, CA) . %% [f] RNeasy—96 J5 V4.
A TERH 96 A AL /ANAE, DL S 96 FLAZARG R B A PRS2 E B A1, RNA
FREUE ASE Boom VA ME IE, Hodh A I SR I RVZ IR, BLFEAZ IR N, B SC DASE BR v 2h (Wi s IR
W) A8, FEREIREE T, A it (AN IR R ) B SR se et 2R, &
HAH B i5 f A GG AR, FRRIE A . LB/ SRR AL S, FE R
T, R HE DL TR /K FHAZ AR

[1713] 24 T AE[EI HCV RNA Arsk/b 72 5, BOGOAE PR AR 7 T4 k. i L ADE S
BEAFAE S5 Yo 5 24 1K) RNA JF 90 RT-PCR A R Se o (EM VAT A W B i 20, T
AL R YGRS IR, BV R A R T i, JF HAE A — P SR B, Wik R SR IS
Fefl, & Re B R F AL TR

[1714] X5

234



CN 1869061 B AT

227/243 7L

HCY RNA R MR |
RNeasy 9635 £ (24) flcat no. 74183 [Qiagen
QIAvac 964 % lpat no. 19504 |Qiagen
B A4-15C, 2x96348, 6000 x g [eet no. 81010 [Qiagen
2x9 64 H b T [cat no. 81031 [Qiagen
(18] Ok 418 oM 8@ h lupact ZBRE, 2504 1 Catn0 2002  [Matrix
Bif i Impact2 BWE, 12501 catno2004  [Matrix
7T al X AMRILE, 961, LB Catnod222  (Matrix
25 mlikM AL, &N atno, 8096  |Matrix
1250 1 X-tra KAF R [cat no. 8255 [Matrix
200 1R X leatno. 7275 |Matrix
T4 do ik 6OMEMSE S & Tloat no.11095-80 |IGIBCOBRL
[1716] 2.2 Jjif: -
[1717] 2. 2.1 40 jwAR
[1718]  2.2. 1. 1. VAR - 10— 96— FLEG AN 1500 1 B - $iZELEE (B -ME)

A 1wl BVDV AR (A RIIRBhAET ) & 15ml RLT ZEM (RNeasy 258 [ —Fh iy,
Qiagen) o IXMift I It LA BVDV /&K 4% MDBK 40 il (4" 4l Jid, #CCL-22, 15 H 26 [H M A5 724
Wk o0y (AmericanType Culture Collection),Manassas VA) H.7EE4H i 22 %4 (CPE)
W AP AT 3R 720 o IRV AT 2 1 X 10 pfu/m] RIS GL o 78 Ta qMan® 2 #7 HiX 45 BVDV

25 22 [FEEER (C,) - BVDV &AL —80°CYAVENL LI .
2.2.1.2. BL150 1 1 A4 IfiL 37 MEM B2 22 5L v i 40 B (8 S 18 FE TR W P1250 [ FE
J¥ 4 A7 1250, Disp 150x8) o [WEENLIA 150 u 1 S22l (FIFEFERE ) o

[1719]

[1720] 2. 2.1.3. SZRIFEEL RNA, R 7F -80°C VA% 40 i

[17211  2.2. 2. 4% RNA LB R AR E R

[1722]  2.2.2.1. ¥ RPE il RNeasy 96 25141 #(1oth)

[1723]  2.2.2.2.RPE :720ml ff] 100 % LB I RPE (Qiagen) , J H R4FIR A sRPE i

FEAL F 2 1T B 2 AR50

[1724]  2.2.2.3.70% L% :150m] £EBKIR — £ 85 (DEPC) ZK A 350m1100% Z i H R AFIR
A

[1725]  2.2.3. DL RNea sy 96 Z5£ri]4¢ RNA

[1726]  2.2.3. 1. Vo URHEam =0 FARUR 40 3B [RII, FH T REAR (K — 1) B O JELAm gt 2

(PN FE L :RNeasy FEHUM I SO IR LAHE R 8 B4 B . BE WA 170 0 1 K40 Mg
W, UL R — & LI Iy HCV BHPEFNBH PE40 M o B 0028 i3 2 AN B 23 AR A R AR
XTHOE (ZELR T RE 2,375 ) .
2.2.3. 2. MIEBE 1001 1, 575 IR, IR A FE . BEAMFEMEEN 2ml Matrix 4L
X 51 1-10 (P250 F2J7 1 :¥@& G 100x5, 3H7E 170, 14k ) -

[1727]

[1728]  2.2.3.3.150 u 1 IR HIFHriE b AS) 11 (A 12 TokEd ) -
[1729]  2.2.3.4. 1500 1 ] 70% & EE (EtOH) MNP FEM (P1250 HIFEFF 4 3H 78 1250,
Disp 150) .
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[1730]  2.2.3.5. FRICIE 4R 5 [ RNeasy 96 HE T ELZF I . VRG FHHEBAIEY) /) L1
% RNeasy 96 # (P1250 F2/7 1 784 200,5 ¥, 378 330, 34k ) o ATFIRAE A FLLLIE
HIZE (Qiagen $&1L ) HI1A, 1l HE &5 12,

[1731]  2.2.3.6. #EZ (UL 800mbar) LUK FE S HE 4 /N A I

[1732]  2.2.3.7.RNeasy—96 #z L 1000w 1 RW1 2213 (Qiagen) / FLYEW (P1250 [FE/F
2 18 1000, Disp 1000).

[1733]  2.2.3.8. &1t RW1 Se i v it gl s 20, it HH O T HE

[1734] 2. 2.3.9.RNeasy—96 # LA 1000 u 1 RPE ZZ1& / L (P1250 FL/F 2) ¥k

[1735]  2.2.3.10. yEit RPE 2%y i it 6 2 i 2L 2%

[1736] 2.2.3.11. EE L 2.2.3.9

[1737]  2.2.3.12. yEit RPE S22, REF T 3 738

[1738] 2. 2.3.13. T4 RNeasy 96 4% :RNeasy—96 W E T W42 (Qiagen#2fit) |, %
FREEH AirPore JE, 3T HIH BB ICLE 6000xg B0 10 70480 (Qiagen Sigma B0 ;4-15°C)
[1739] 2. 2.3.15. 1 RNeasy 96 fLARYENE RNA :RNeasy—96 t #5522 3 ik & e B2 42 () Til
. 701 1 B Rnase KM EEAFLI AR (P1250 F2FF 3 3HFE 850, Disp 70) .

[1740]  2.2.3.16. Zif FHFE 1 5080, B LR FICEHT AirPore ZE.

[1741]  2.2.3.17. MR CHELE Sigma 4-15C BOALI LL 6000xg B0 4 43 8h . el AR
MEAE 280 1 F1 501 1 2 [0,

[1742]  2.2.3.18. 5% RNeasy—96 &, B IS L. Qiagen P2 LRI 55 T35 1 (BFH7 8 1) o
[1743]  2.2.3.19. YEMEH ¥ RNA € -80 °C I, 5# B LA TaqNan® 27

[1744] 2.3 RO HE) il 2%

[1745] 5 1K

[1746]  2.3. 1. 1. 7F 150cm’ Z1ZUEF N (T-150) #4502, 5x107 1 — A= 4.
[17471  2.3.1.2. {E 75cm’ LRGN (T-75) b 2. 0x10°Huh7 40 i,

[1748]  2.3. 1. 337 CHFEI -

[1749] 2K

[1750] 2. 3. 1. 4. CAVSRARZEM AN .

[1751]  2.3.1.5. W Huh7 PR - A e Bl 25 IS, BL 10m] e iE s 7R3t (MEM)
SRz Y=

[1752]  2.3.1.6. [ Huh7 40 o\ 30ml AEZE M ( B4 1u 1 BVDV 83K /15ml ¥ HELE
MR I R ERIR G, I HA M) E T 50ml HETE A S IR B0

[1753]  2.3.1.7. [ HI T - g in A 10. 5ml ¥R MR, B S R4, IF H
AR E T 15ml HEERHRERELE,

[1754]  2.3.2. S HUPRAE 170 0 1 250 i A B+ — T8 40 o 4 i v iy e N A
Matrix0. 75ml & 22f) 5 F1 6 4T

[1755]  2.3.3. WS4 HUbRE <0 1. Oml il — JE R 40 v i) 22 9ml Huh7 %51
V), REFRG . 170 0 1 S50 R RIS 2 Matrix0. 75ml 42K 3 Fl 4 4T

[1756] 2. 3. 4. fREZHCPRHE <0 50 v L i — T2 54t M4 Huds i) & 10mIHuh7 %5#3Y)
RIFREG. 1700 1 F0 R RG22 WA Matrix0. 75ml B4 1 #1247

236



CN 1869061 B

i

R B

229/243 71

[1757]

ZRH T M8 AT

2.3.5. FEHLBOHR 170 1 1 250 3XKE Huh7 g0 B 2 A Matrix 0. 75ml %

[1758]  2.3.6. £F —80°CI Xt I i o
[1759] 3. TaqMan® RT-PCR FI%df 43 b7
[1760] 3.1 5| A KA S} 2 & RT-PCR P& NS N HCV Bl RNV [f & . ZFARIR

PRl PCR- %5 57 4IRHES T, A1TaqMan® /> B 2% /2 Applied Biosystems 7700 Prism
Sequence Detection System(Applied Biosystems, Foster City, CA) . IXFP{¥#s5C i
s SAPE RS I R] - 2 B0 6E R IKZO0GEA BRI 96 FLAE AL I AL
PCR 434 7-7F 1% PCR i FE N I E R .

[1761] 3. 2. {iFH BYDV PN B - WSE AT = PTIR, B B N BRI T R . X H
f RNA $R R I &, 3 H B/ FES W2 65 1HITaqMan® PCR (05 444 . BVDV 5
VLN AR R A T IR P R R PR R A R RTVR o RV R E S P BE X R
BVDV P 30 BH 14 %5 B 23 BT XA AE HCV 523117~ RNA 23 B4l 76 FUHA FR 2 /Ay S, 3 3 B A
at PR BEAF AR IR o T8 SR A BLP MAS [R] R 2 DR 18 GBHbR i R INERET, 7700 Be b [F]INt
IE—RE AN DAFR PCRYEFRER (7 Z2E" ). FERSIY (3.6) fiih T3]
HRE AR BVDV P30 5H 56 9T 2 qMan ® 2387 9 B bt

[1762] 3. 3HCV 52 ) RNA TaqMan®%REH 1514, H T UM A 38 AL AR e e R ST 07 P 4
05 R R i 2525 R (neo) THHZ RNA R E5H, RAIAEIZIX IS & 5 | AEREr. =B
il RNA 87 BEA 8001 B Ff 52 i)+ (SEQ ID NO :1) [AgE 342-1193 LA -

[1763] 301 gtgcttgega gtgecceggg aggtctegta gaccgtgeac catgagecacg aatcctaaac
[1764] 361 ctcaaagaaa aaccaaacgt aacaccaacg ggcgegecat gattgaacaa gatggattge
[1765] 421 acgcaggttc tccggeeget tgggtggaga ggetattegg ctatgactgg geacaacaga
[1766] 481 caatcggetg ctctgatgee geegtgttee ggetgtecage geaggggege ceggttettt
[1767] 541 ttgtcaagac cgacctgtce ggtgecctga atgaactgea ggacgaggea gegeggetat
[1768] 601 cgtggetgge cacgacggge gttecettgeg cagetgtget cgacgttgte actgaagegg
[1769] 661 gaagggactg gctgectattg ggecgaagtge cggggeagga tctectgteca tctcaccttg
[1770] 721 ctcctgecga gaaagtatce atcatggetg atgecaatgeg geggetgeat acgettgate
[1771] 781 cggctacctg cccattcgac caccaagega aacatcgecat cgagegagea cgtactcgga
[1772] 841 tggaagccgg tcttgtcgat caggatgatc tggacgaaga geatcagggg ctegegecag
[1773] 901 ccgaactgtt cgccaggetc aaggegegea tgeccegacgg cgaggatcte gtegtgacce
[1774] 961 atggcgatge ctgettgeeg aatatcatgg tggaaaatgg CCGCTTTTCT GGATTCATCG
[1775] NREEEY)
[1776] 1021 aCTGTGGCCG GCTGGGTGTG Geggaccget atcaggacat agegttgget acccgtgata
[1777] TagMan #R4}

[1778] 1081 ttgctgaaga gcTTGGCGGC GAATGGGetg accgettect cgtgetttac ggtatcgeeg
[1779] SBEIE

[1780] 1141 ctcccgattc gecagegeate gecttetate gecttettga cgagttette tgagtttaaa

[1781]

3. 4. i
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[1782]
[1783]

[1784]

3. 4. 1. NEO F1 BVDV RT-PCR A 1x LIRS WHIHI# J51:

*£6
#]&RT-PCR_10-15. % 44 ﬁm R ) e %
B4 Ao S F i A B %)
0.5-10 wl BRE 22 47 005-1 2000 #% ) Eppendorf
220 Ul BAF 22 47 015-9 2000 % 3| ppendorf
10-100 Wl %% 2 47 020-5 2000 # 5) ppendorf
50-200 pl # %% 22 47 025-6 2000 % #) Eppendorf
100-1000 pl 7 3% & 2 47 030-2 2000 % 5] ppendort
1250ul Matrix <% 3 cat no, 8255 atrix
200 ul Matrix & cat no. 7275 atrix
10 ul ART R & cat n0.2140 'Molecular Bioproducts
20 ul ART & cat n0.2149P olecular Bioproducts
100 pl ART & % cat no.2065E olecular Bioproducts
200 pl ART & % cat n0.2069 olecular Bioproducts
1000 pl ART & % at n0.2079E Molecular Bioproducts
& F#HREF, Impact? cat no. 2001 Matrix
1.5 mlARNase microfuge® icat no. 12450 Ambion
14 mBEASFE cat no. 352059 [Falcon
25 mliX A4 cat no. 8096 trix
96 LR S cat no. N801-0560 |Applied Biosystems
A %VE% (optical cap strips) [cat no. N801-0935 Applied Biosystems
FAEBHEB KR cat no. 9515-E Baxter
AR b .8 4]
B 0.1N HC] [Fisher
RNAseZap cat no. 9780 Ambion
RNAse away cat no. 70035 Molecular Bioproducts
10-pak, BZ RT-PCRiZ~S# £, cat no. 403028 Applied Biosystems
SxE B A&, 25aMBAR4E,
WL ENTPs
VIC NEO4E4F, 2 uM (=10x), cat no. 450003, s 41, S5- |Applied Biosystems
A% 5 EMES50 0 1 VIC-CTG TGG CCG GCT
GGG TGT GG-TAMRA -3'
(SEQ ID NO:2)
. - cat no. 450003, x4y, 5- |Applied Biosystems
gi‘g‘gﬁﬁ;i;‘:l( 100, \VIc.CCCTCG TCC ACG
TGG CAT CTC GA-TAMRA
(Vertex) -3' (SEQ ID NO:3)
NEOEE®) 5149, 3puM(=10x) cat no. 4304972, &£ #|, 5'- lApplicd Biosystems
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[1785]

[1786]
[1787]
[1788]
[1789]
[1790]

[1791]

EH/RE3HRESMW,
HANF R0 1

CCG CTT TTC TGG ATT
ICAT CG-3' (SEQ ID NO:4)

NEOK #3140, 3 uM(=10x) cat no. 4304972, & #, S5'- |Applied Biosystems
E® /B G HhiRbsH, CCC ATT CGC CGC CAA-
BN FHERMSS0p ] 3'(SEQ ID NO:5)
BYDVE# 314, 3 uM(=10x) Z£#, 5-CAGGGTAGT [Oligosetc
e CGT CAG TGG TTC G-3'
: . (SEQ ID NO:6), 1.0 yM
EAFARMSO0L kv / RIS 1
BVDVE 1 5]4h, 3 uM(=10x) Z#, S5-GGCCTCTGC [Oligos etc
h AL T s ) AGC ACC CTA TC-3' (SEQ ,
s D NO:7), 1.0 uM
EAFHAH0L AR R A
NEO RNAZFA B A HHCVALH FRNAST B B 34 KA TT RNA

RO BRIP4 TRNA, FARS KORNAK F
R4 Cog-FE Mt TIERGUVRIK
&, HAERNA, FHATF-80CEH,

BAF XA B0 R FEA TagMan® 447,

MICVE #-F Mo G5 %
2R 4 BOAKE
RNA#E S, 10 1/963L#%

K45 88 8 K (4EDEPCAE 2 49)

3.4.2. FIR
3.4.2. 1. %M

cat no. 9930

) AR ) &
(LR PSR TAE S, 7 HEL RNAse away ¥R IE

RNAse Zap (Ambion, Austin, TX)

RNAse Away Molecular Bioproducts, San Diego, CA)
3.4. 2. 2. FTFFHZEZ RT-PCRIRXF (Applied Biosystems) I H K 5x Sl T
UK b ZR B VRGN ZY 15 70 b, B EATMAEIK o AT RMEH —# EZ RT-PCR 254
SIS 96 FL RNA $2HU o

3.4.2.3. HH-20CH{—

UE

[1792] 3.4.2.4. fH-20CH(—
FFETUK L,

[1793] 3.4.2.5. {1 -80°CHY

to

[1794]  3.4.2.6. Bl— =5 Ambion /K.
[1795]  3.4.3. T4 96 fLER ) IR A
[1796]

[1797]

[1798]

Ambion

ouM VICHEET (NEO X BVDV, /45 550 u 1) 3B Fuk .
B3uMIER / & IF5|¥EEY) (NEO 5 BVDV, -4 550 1 1)

—& (301 1) FRiE RNA B34 (10° #01 /10 1) FHE TIK

3.4.3. 1. H Iml B ELLEER 5x 2P (Applied Biosystems) & 14ml & ;N
AN AAR R 1100 1 1,
3.4.3.2. H Iml B LN 25mM Mn (OAc), (Applied Biosystems) % 14ml & ;b0
NI AAR I 660 1 1,
3.4.3.3. FH200u 1 BBy LAn 165 1 10mM dATP % 14ml 4. 10mMdCTP, 20mM
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dUTP, 1 10mM dGTP [FJFEALFE,

[1799]  3.4.3.4. f Iml B LN 550 1 1 10x3 u M E[R] / S H 514 &) .

[1800]  3.4.3.5. HI Iml B3UE LA N 550 1 1 10x2 u M #RE} .

[1801]  3.4.3.6. H Iml BWE LIESIN 2201 1 rTth DNA 5 (AppliedBiosystems) o
[1802] 3.4.3.7. H 100w 1 W& AN 551 1 AmpErase UNG (AppliedBiosystems) o
[1803]  3.4.3.8. Fl Iml B LA 60510 1 Ambion H,0 £ 14ml & ;&AL T2
44001 1,

[1804]  3.4.3.9. ¥RixFh 4400 1 | HIREYZE 25ml RFEHE.

[1805]  3.4.3.10. X FHrAM 96 FLRAH 8 MER RS FFLr L 400 1,

[1806]  3.4.3.11. SR S WMIEB WS 10w 1 FEEUHI A AIFE 5 3 & ML, 510851,
mA) 1 25 11, HBZ A5G .

[1807]  3.4.3.12. AN 2701 1 Ambion H,0 & 30w 1 10°#%U1 /10 1 RNA #3:4, L& A
ThRUE e FTR S . DA 107 $ DU HCV B H)F20 (1ARvE RNA/10 1 1.,

[1808]  3.4.4. BRRIZATIHE ABI 7700

[1809]  3.4.4. 1 BFKISATZHT, EHE5) ABI 7700 HtHENIFEE 1

[1810] 3. 4. 4. 2 MEEELERZN 445 ¢ A BRATAT 2 R IOFE T 5 77 Hol HIsAT 2R .

[1811] 3. 4. 4.3 T JF Sequence Detector vl.7 F£/F (SDS software) .

[1812]  3.4.4.54TH" &Hl+oirigir " XK.

[1813] 3. 4. 4.6 4TH" o8t " BB B XA ANZBERTFAE R o 2 1R B
TR

[1814]  BYEX 1 :50°C 2 43%h,

[1815]  [frB% 2 :60°C 30 J3%h.,

[1816]  [rB% 3:95°C 5 43%h.

[1817]  MYE% 4 :95°C 15 #,

[1818] [T B¢ 5 :60°C 60 F5,

[1819]  [irBt 4-5 fiHA T2 IR <40,

[1820]  AEEMRANES i Wr Ry -

[1821]1  #EFEE [ :mse BN,

[1822]  iEFE 1 HAEERL ER.

[1823]  IEFEARIN : 2 YAl ROX,

[1824]1  3.4.4.7 LL" EHIFirisdT” SXk” 126" (R 474" ) SO

[1825]  3.4.4.8 H 23 .ol RUN,

[1826] 3.5 {#fH SDS B M-ia4T 2 Jathl4% AB17700 ¥ .

[1827]  3.5.1. H ABI7700 &£ I AT I 57 25 o IXARK IR /> T PCR A8 X35 %11
S )

[1828]  3.5.2. %H Sequence Detector R WM V1. 7 i .

[1820]  3.5.3. JFAG KA ER A& BCE B4

[1830]  3.5.4. & 2obrte v DL 2280l B A R VIR . R 7 RAFAE R E R
RN E A EZ =, (3 ABL 7700 BT RN AT LA B4l . h T HH B IERIBIT &%
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TEFTEE &, DI A S hriE ) — A E A

(18311  3.5.4. 1. B VHA . T8 KA SDS A H I BRIAME . WA K 2 H0RAAFE 1) Ct
ANTF 15, T T R A A A PR A SR AR SR DAET B R R AR S 1 Ct KT FRAE
BT AL 2 5 R

[1832]  3.5.3.2. WIHHHT RNA FRUE 5 #77 AR R R y A e 1~ 58 1) i 22 BT FR 7
[¥], % e e B I TaqMan®ia 4T FR Lol ml 252 113 2

[1833]  ZLRAHMNLE 3.0 F1 3.6 2|

[1834]  y— #FEIEIANAE 36 A1 41 MEFRZ (7]

[1835]  3.5.4.3. UIA%{E Rn/ A Rn FTH87R I 55 /94 5 Ta qMan®FLnT LLZE S 23 M7 2 Al
W22, X FE LB E I A S B SDS AR5

[1836]  3.5.4. 4. KA ML — BB IR Ct fE IFAIAEAT> 7. 0Ct (> 100X) , & T/T
LA YIRITFES T Cto

[1837]  3.5.5.HCV RNA bR Ct {8 5 50H7 45 2 K.

[1838]  3.5.6.HCV RNA bRk i<k 5 56 AT 45 R HL .

[1839]  3.5.7. AISRAEA LA SO B 21, P I il R IR LE 1L,

[1840]  3.5.8. " &5i5" S 7700 vHEA LS H FF LR 22K A MicrosoftExcel 230 A 5
—IHE L.

[18411  3.5.9. i 7ER A AR il 2% SRR o AT AT LT 224k

[1842]  SZU7BEREN 8T 1WA B

[1843]  HiHRER k5 | RE T 55400

[1844]  HFRUE RNA #5304

[1845]  SHrbrvE RNA B R R I 2540 .

[1846] 7 BVDV S5l 4% .

(18471 41 11 FRAERIHIAS o

[1848] 3.6 TaqMan®%UE 47,

[1849]  3.6.1. S HIFK;NiTagMan® HCV Ct {8, 7 H.fHTaqMan®%; B30 S EAN S
il 773 B s 43 1 Microsoft Excel Z2RHUIE X4/M X, 184714 % o

[1850]  3.6.2. HEXEHITagMan®4 1 EE Y — % F MALEWF SIS,

[1851]  3.6.3 Hilk excel 3, VI 5 AFATIN 2 FOICAL G- 4% FE A 1) P 4 8 5 T340
Bt 22 FAL S AN IS PR ) CV 1 43 b, BLK HOV il JHCV Ct i BVDYV Ct (4
HHD

[1852]  3.6.4.BVDV X/ TaqMan® % & = M AT kv, B piaits. &L80Ea
BRI R . R 7 RAFAE B R AR B =22 2, 803 ABL 7700 134T M, W LA
EREAR. T R IERIBIT & FAEAEEE AL LT G SR AER — N EE AN TE T
A I 4 FEIRIFRHE R ZE R /N T 30% .« HOV I % OV /N T 30% . BT FE
[} HCV Ct FRUEIMZER /N T 0. 5 5 K ZE0FE i Pl i 229 0. 1 22 0. 3. WIER HCV Ct FRifid
ZRT 0.5, TRk [ JRIEEHR R, IR 2 5 APATINE R Ct fH. R AEF— LI Ct
SEAFET 5 ASFATINE K34 Ct {5 2Ct, TR MFLNY M Z 0 Hr b 20 . Skt 3 AL
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(ANEF—F) L) BAEARFHEE Ctfl, T/&MNiZ5TBYDY TaqMan®W #x A #r. Wi
BVDV 4 @R A KU, T2 i iz 59

[1853] 3. 6.5. 1Cs, tH&L « 52 il MUK, W1 25 i 0t A bs A i 22 2E N BT K ARk [B] )
TR R ARV AR S TEFA B S o SR A R, A PR 5 ik B TCy, [ 28 T RUAN AT
100 %6 F il , B33 [ 2 T i AE 100 %6 #0 ), JIKAE 0% . g i b &4 L sl 42
G BAIE 1Cy K B BA SARFRHERZ M THE . Wi SR B AN i 2R L5 1 T v 1)
ICs R KT 5, BUE WIR 1C,, SD KT 1Cs,, 70 B IV FE N F R B 1A 54 o
[1854]  HCV 22 %% &5 (B0 & TP E - b 5

[1855] 7552 il 1 43 Hr i ik A & B AP B9 F0 F I A HSPT )& Je b i 45, Bl i
A0 8 A A A HSPT ZK P I 0 38 500 B s N th S, wT AVE Al HOV 22 280 B2 2 3 18 1) il 77
(HSPT) AT EMAAGTER . B brA2 VPl a0 SR IX P A 254 7= 25 6T RNA 1A 4E A, 215
A LE U ¥ 2 B /D 1905 RNA B RPN, 5 EL Rk, {5 A Lowe I INyEME 2 S ((1928)
DieQuantitation Probleme der Pharmakologic, Ergebn. Physiol. ,27,47-187) ., iXUIF
E X o & Do, e AP HEAMEH E BRI IRRIKEE, I B2 Dy yser A7 AAEH E 18 B B A0 15719
i

D D
[1856] 1=———+——* "
DE.INF DE.”SPI

[1857] il LR 5% FR o SCICAH B AR F sl bn 2 1tk 3% L D, < B2 1) INF A D, K AL
HSPT W&~ AAEH E.

[1858] PRl slidh HiAE E LLAE R Zi 8 Tsobol . A& (D1,D2) J2fll& T4 A HSPI
WRERET R A CE 2) o ra R ROKE E KR FAES TR E /EA Tsobole (D, e 0)
(0, Dy ser) A2 Lsobol LALLM . S INFIER (1) B Isobol f& B Lki%
PR (Dg, 1> 0) AT (0, Dy, gsp) o

[1850] | [M][¥] Isobol 3 7x #p [F], "~ M) Isobol 3 75 4 $t. 4% M Berenbaum 5 7,
M. C. ((1985) The expected effect of acombination of agents :the general solution.
J. Theor. Biol. , 114,413-431), L A& Greco, Park F1 Rustom((1990)Applicationof a

New Approach for the Quantitation of Drug Synergism tothe Combination of

cis—Diamminedichloroplatinumand 1-B -D-Arabinofuranosylcytosine, Cancer
Research,50,5318-5327) , I—Hi % (1) LI FRISEEHT. &7 12 K EITA R4
I8 T H 73 EO HEAE R SO o Y B S G ) SV [T )58 3R 22 el 7 Tsobole

[1860] [ WIS AU E 1 TR ML ST S TEFRIE v an (2) & Mo

[1861] Ez_%?”
1861 rug ;
1+(—-—I =50 ) @)
[1862] M= AR E /K i E E IREH (3) 4H
Umpy 3 my
E-B E-B
[1 863] DB.INF = ICSOW( Em _ E+B) D, usn = ICSOHSPI (m) (3)

[1864] 4 THHiAL Greco 5. (1990) HUBAL, X+ 74 ) MK B 25 B — 416, 25
A E I EE L FHW L TR (4.
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e [INF) [HSPI)
- ™ 1y
[1865] E-B E-B
ICSOM(—_—E“ o B) ICSOmx(———————Ew “F+ B)
G[INF)[HSPl)

[1866]

™ 1/ 2mi0
E-B E-B
ICSOINFICSORSN[EW _E+B) (me ~E+B) (4)

[1867] 24§ o« WEMHEEHKE. o KEETRHEERBUIMENE, B T BE=
0 IR (1) o g5t 1C, Hill #E8 (m) e RAH (Emax) Flig/ME B) , #7712, £ H 4
4 [INF] Fi [HSPT] WA v 7 P AR PR o BRI, I B e SO RN T . 5 HY [INF]
A1 [HSPT] 22 IR Ee, SR AR LM Bl i /> SRRk 25, 24 o« S [FIE S 47
7 (Hewlett, P.S. (1969)Measurement of potencies of drugmixtures.Biometrics,25,
ATT-487) , & HEHLH 50 % E I Tsobolo S 2Ji fi% Tsobol 5& X HEME MRS, Ik}
G Tsobol MIEEE, YFi%Zk T SRk 45 FEIFILL (S = ON/OM Z LK 3) . X &R 2
a = 4(S-S),

[1868]  fEVTAli— ZRFI LK I HSPT A& JLATAS [F] B TP 3R B[R] B2 2 J5 & BL_E Greco
o (1990) Wi B TG SOV R A 2 BA B2 AP FZE o 1777 R, &
B HA AR ER ORI R T BA A v g IR A XM E R S O FRARSR
X AEVEH Eo KA Carrol 1, R. J. FlRupert,D. ((1988) HhiA K /77 ((1988) (Transformation
and Weighting in Regression, Chapmanand Hall, New York) , W2¢fL & FLHIAS S, DL
I0~P250°6 43 BORE RS 7 o BRI, IR LI AEF0L & 43 Eu BE (B) P72 b [ T47
M IX 856 1R 77 22 DA S5 B 58 20 B T R B A 20 B FH 7 9 BR8N 72 U000 4] 3 S P
%—% (Finney, D. J., (1976), Radioligandassay, Biometrics, 32,721-740, and Dudley,
R. A. Edwards, P., Ekins, R. P., McKinzie, 1. G. M., Raab, G.M. , Rodbard, D. andRodgers,
R.P.C. (1985), Guidelines for Immunoassay DataProcessing, Clinical Chemistry,
31/8,1264-1271) ,

[1869] 4iH

[1870]  HJMARSLEe rh, A 30 M & 0. 0123 u MR VS [, B 244 535 Fl ¥ HOV 2R IR R
R EIF S CU. TH0E — o 2B IR AEAERE MRS 30 B4 2 R 0. 0096 HA7 47
5, B 3125 f57u .

[1871] 4k 7 Jrow, A E N B2y i, AL &4 CU 7R 0. 48 u M IC,, THUER 1C,,
& 2. 19U, fERHITF MRS N, KRAN 20%, THE —a 2B RIS EEHI T RNA &
AR LA A 7 =X

[1872]1 4, LA 0. 333 u MALEH CU AT HI4R M 3 2L 28 % i i 1 RNA Z5 AR . 4 g
LL 0. 333 u MALEH) CU(E 2 1C, (0. 469 u M) FIEM 71% ) F1 0. 240 T —a 2B( B2
THE —a 2B 1C, (2. 050 M) FIER] 11% ) LGV I, FEC49% B2 61 RNA R
RIS, 7196 —A4> 1C, ARG 11 % IS 249 96 il =il RNA ZBL. KH BB
TIERAE BREIRTT 2A5 A2 Vh Rl SO A s 4550, AR AT, W SR &3 7R AR
BFAYER, WAATTA] LA R4S 3] 49 %6 (1 S il -7 RNA & R AT 75 B I A 1C,, FIE 456
AL 98% . FRATIKISLH 45 FESER A 71% 0 1%, Bl 82 % [¥) 1C,, F B MIA A2 98 %, 1A
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B 17 RNA BRI EIACT, IE WA 1R 7 B IFE P s 1 BRI, ZEALA ) X 2
WS, VR FHALST S 05 (R 1, BT 3543 49 % 19 HOV 53 %7 RNA $sk B 48 i (0 ML & 1 1C,,
) LU AT — B AL S T (O T8 98 % I 1C,, FIE ) B/ b B . % EE
SIS Rk 8 a1 R

[1873] X7
[1874]  DML&H) CUMITFH0E — a 2B MAIEA G THE —a 2B AL ) Y097 48 /MM Z 5
S5 RNA Z R 305
24 30U 6U 12U 024U 0.048U 0.0096U OU
CU (RA) ‘
M 99% 99% 99% 99% 98% 98% 98%
1uM 99% 98% 96% 95% 92% 93% 88%
[1875] 0.333 uM 94% 8% 6%  49%  33%  21%  28%
0.1111 pM 93% 79% 46% 29% 12% 15% 11%
0.0370 uM 92% 78% 44% 21% 2% 7% 8%
0.0123 M 92% 8% 44% 20% 19% 19% 5%
ouM 89% 73% 38% 16% 8% 12% 0%

[1876]  JXLEJARES AL, LB 7= W IR 22 thoR) ] A4 A1 52 )3 20 M A e 2 23 B 2R 50 10
fia] EA AP 53 A 45 2 A, UE B 52 15 40 i L HCV 22201 £ A g R F R R SR T 2
A=A R UE R E R, OF HA R th R R s .

(18771 RAI LI HE A H TR A M it (250l » 852 HCV 222215 i 13 B il 571 CU T
THE o« 2B ZIAIRIR AR S A PR IR EEE 5T, & 8 LAY K 4 LLEIZR S T 20 #r
I .

[1878] 3R 8HE— PR T LA AlAS e B ) HOV 22 2 R H 13 Bl 0 i ) A0 LA AN [R] B T4 2=
SR AR YT & T4 48 /NN S, BT MR TS I A A JAT TR HAE R T
3 B Hb DN HCV S5~ RNA (R (R b i 22 2 ~ 20 % o B 2 IR BV [ WA AN 5|
A2 HCV B3~ RNA 3R B 22 3 (M B RAL SR it 5. 1 T M i bn v 22 2 ~
209, — 2R R T AU SAMHIACR BIE A AR, A S IR T RE IR 2
HCV 5~ RNA 73 52 T BT i

[1879] x8
[1880]  LAHCV £2 % 2 55 1 B I 55 AN &5 Fh 0 A ) B A 3677 48 /NI 2 )5 B 7 RNA
E Y ALK

[1881] =261
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IFN alpha-2B ( #4:)
3000  6.00 1.20 0.24 0.048 0009  0.000
0000 [ 89%  73% 38% 16% 8% 12% 0%
o 0012 | 92%  78% 4%  20% 19% 19% 5%
[1882] U 0.037 92% 78% 4% 21% 2% 1% 8%
o11 | 9%  79% 46%  29% 12% 15% 11%
(M) 0333 | %%  871% 6%  49% 33% 27% 28%
1000 | 99%  98% 96% 95% 2% 93% 88%
3000 | 9% 9% 9% 99% 98% 98% 98%
[1883]  SLHG 2
IFN alpba-2A (#4)
30 6 12 0.24 0.048  0.0096 0
0 86%  61%  21% 4% 1% 5% 0%
e 00123 87% 66% 17% 23% 8% 8% 10%
[1884] CU 037 | 8% 6% 13% 2% 0% -1% 1%
(M) 01111 | 87%  68%  37%  20% -6% 12% 10%
0333 | 2% 1%  58%  41% 26% 25% 4%
1 9%%  96% 0% 8% . 84% 83% 85%
3 9%  99%  98%  98% 98% 98% 98%
[1885]  SE4% 3
*4%  CUUM)
3 15 075 0375 01875 00938 00469 00234 0
0 [98% 9% 6% 2% 129 2% -4% 2%
0049 | 98% 95% 70% 39% 12% 2% % 9% 3% -
FHE 0123 | 8% 95% 0% 43% 15% 1% 2% 5% 2%
[1886] alpha-2B 0307 | 98% 95% 3% 46% 16% 4% 1% 19% 3%
(%4) 0768 | 98% 95%. 82% S6% 43% 34%  28% N%  28%
1920 | 98% 98% 87% 1% S51% S4%  49%  52%  45%
48 | 9% 98% 92% 82% 4% T1%  69% % 59%
120 | 9% 98% 96% 89% 87% 8% 85% 85%  80%
300 | 9% 99% 98% 95% 93% 92%  92% 93%  89%
[1887]  SKEG 4
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a4 CUuM)
3 LS 075 0375 01875 0.0938 00469 00234 0
o [98% 9a%  7a% 8% 1% 3% 1% 6% 0%
0049 | 98% 93% 60% 2% 29% 21% 9% 6% 6%
FHhe 023 | 98% 9% &% 29% 2% 124 3% 2% 8%
[1888] alpba-2A 0307 | 98% 93% 66% 29% 2% 4% 3% 4% 10%
($42) 0768 | 98% 95% 7% 46% 24% 2%  20% 9%  15%
1920 | 98% 96% % 48% 43% 4% 2% 1% 20%
48 | 8% 9% 2% 6% 61% 9% 2% 5% 43%
120 | 9% 9% 91% 5% 6% 2% 7% 4% 3%
300 | 9% 98% 9% 89% 86%  85%  84%  84%  83%
[1889]  SLEG 5
Ko CU QM)
3 15 075 0375 01875 00938 00469 00234 0
00 [58% 5% 6% 4% % -14%  -14%  -12% 0
09375 | 9% 9% T2% A% 1% 1% 12% 6%  17%
1875 | 97% 95% T1%  40% % 18% 18% 11% 4%
[1890] B 375 | 98% o6% 5% 44% 8%  25% 4% 18% 17%
ou (i) 75 | BB 9B mB 6m a% 3w 5% 6% 3%
15 |osw 9% 8% 6% 9% 61% 6% 5% 53%
30 |9s% 98% 0% 9% 2% 8% 6% 8%  68%
60 |os% o8% 93% 8% 0% 8% 4% TI%  82%
120 98% 98% 95% 92% 86% 87% 86% 86% 87%
[1891]  SCEG 6
w44 EC (uM)
3 15 075 0375 01875 00938 00469 00234 0
%% 93% 81% 6% 2% 2%  19% 1%
00492 96% 2% 80% 60% 1% 15%  19%  29% 6%
g O] 96K 9% RSB }% 1% 0% WK 4%
[1892] alpha 03072 97% 9% % 60% 8% 0% u% 2% 2%
2B (ki) 0768 9% 95% 8% 66% 4% A% 6% 4% 25%
192l 8% 9% 9% T 2% S51%  54%  S58%m  47%
a8l 8% 9% 4% 8% 6% % 8% 6% 69%
120] 98% 98% 96% 2% 6% 86%  86%  85%  84%
300| 98% 98% 9% 96% 93% 92% 92%  95% 9%
[1893]  =sCE6 7
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o4 EC uM)
30 15 075 0375 01875 0.0938 00469 002344 0
o [96% %% 8% 4% 8% 1% 1% 8% 0
00492 | 9% 93% 78% 58% 21% 8%  -12% 10% -17%
Fe 0129 | 5% 3% 9% 64% 1% 5% 1% 1% -22%
[1894] alpha.2A 03072 | 9% 91%  80% 6% 2% 1S% Sk 2% 5%
gy 76 | 96% 9% % 6% % 2% 9% 0% 4%
192 | 96% o5% 88% 8% 44% 41%  19% 3% 2%
48 | 9% 9% 9%  85% 60% S8%  60%  53%  49%
120 | 97% 1% os% 1% TH % 6% 0% 1%
300 | 98% 98% 9% 9% O91% 8%  85%  85%  84%
[1895]  SE4G S
&4 CU M)
30 15 075 0375 01875 00938 00469 002344
o [97% % 71% 3% 16% 6% 7% 0%
02344 | 98% 7% 83% 49% 31% 19% 2% % 1%
T4 04688 | 98% 96% 8% 56% 9% 27%  10% 3% 2%
[1896] beta ($4z) 09375 | 8%  91% 1% 3% S4% 0% 3% 1% 30%
1875 | 98% 98% 95% B0O% 65% 58%  65% 60%  60%
375 | 8% 8% 1% 2% 86% 81%  TI%  TI%  79%
75 | 9% 98% 98% 96% 3% 93% 93H  9%0%  92%
150 | 9% 9% 9% 9% 9% 9% 9% 9%  96%
300 | 9% 9% 9% 99% 08% 99%  O8%  98%  97%
[1897]  5CEG 9
A% EP (M)
8 4 2 1 05 025 0125 00625 0
0 [54% 9% 96% 92% 6%  36%  23% 8% 0
FHAE 00492 | 05% 9%6% 9% 9% 6% 25% 28% 8% 3%
alpha2B 01229 | 95% 97% 9% 91% 6% 4% 4% 1% 4%
(g, 03| 9% g% 96w o Ti% 46w 0% 8% 20%
07630 | 96% 1% 9% 93% 5%  49%  36%  24%  24%
[1898] 192 | 96% 97% 1% 4% 8% 6% 4% 2% 54%
a8 | 96% 9% 9% 96% 0% 9% 5% 1% 0%
12 | 97% o8% 98% 9% 4% 8% % 1% 83%
3 | o7% o98% o8% 9%% 96% 4% %% 5%  92%

[1899] SIS 10
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Ak QM)

200 80 32 12.8 512 2.048 08192 03277 0

0 85% 62% 43% 3% -$% -17% -22% 6%
FixE 0.0492 | 87% 66% 48% 44% 11% 4% -10% 11% 7%
alpha-2B 01229 | 84% 64% 53% 40% 26% -12% -5% 11% -9%
[1900] ($43) 03072 86% 70% 62% 4% 28% 1% 6% 14% 1%
0,7680 | 90% 80% 72% 65% 38% 0% 28% 44% 29%
192 3% 8% 7% 76% 61% 571% 58% 50% 46%
4.8 9%6% 92% 87% 83% B2% 74% 1% 77% 2%
12 97% 9% 93% 91% 90% 89% 90% 89% 85%
30 98% ' 97% 9%6% 95% 94% 94% 93% 95% 94%

[1901] 41l 4-13 FioR, & LA BoR R 36 8 A R 1k 0 8 g [R) #5002 7 922 42 Wi i 4
i, BRI HOV 2220 2 i B B A R A0 T SR i I 41L& 1 Tsobol 42 EMK, £ E
H M T PURERE AR AR . 36 9 I T IR sea IR, & SRR B AR A S
[F] KA AE F BUR FRAL S 1C, . R 9 FIRBEN 2 2N e K o (R p-{H. «
ARERBNIEIRITH Isobol ME NEAHIE . o {HAFERIINA, SUERRFEDT,
I HAELLLL B P 7s i) HOV 22 220 2 o A B i 0 A0 T30 2= Bk A v 7 IS T I K TR s oy
R o ZEECR, PrREIEGE. @158 9 WoR HOV 22 2 R 8 B B A iR A TR 3= 4 25
71> R 2 A () 22 K, R T 9 P o {E 20 0 CRAREAERT) HIREHT t 4
i p fHA 0.00014, KGRI R E .

[1902] 3 + H T 1 4 #7 B Greco Rustom £ ((1990)Application of aNew
Approach for the Quantitation of Drug Synergism % theCombination of

cisDiamminedchloroplatinum and 1-B -D-Arabinofuranosylcytosine, Cancer
Research, 50,5318-5327) ¥k [A] (v 5502 PP 0 7T R HCV 52 1 3 23 A 7 A2 & b 2K 7Y
LI AT R e e H T HUR RS WA 9T 75, 4140 Pritchard
Shipman (Prichard, M. N. , and Shipman, C. Jr., (1990)” Athree—dimensional model to
analyze drug—-drug interactions (review), ” Antiviral Res 14 :181-206). M HEA]
P [R]85V 22 3% 8 T O I 36 B A2 )4 i B HOV 22 280 1% £ A Mg 4 kil m) A T4 3R
WEVRIT 237 4 HOV Z il RNA BRI [P0 (R BR%dE ) .

[1903] x9
[1904]  BAGYATT I R RIAR T ACEFIA BT P st 590 1C,, 18
[1905] HCV #4/E % IC,INF IC,HSPT o  P—{&

[1906] HHAME TH= ($£462) (oM (SB)! a >0
[1907]  #PsHIF
[1908] (HSPT)
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73] 44 CU IFN alpha-2B 2.05 0469  0.477(0.09) <0.0001
£ B2 {24  CU IFNalpha2A 372 0446  0.770(0.12) <0.0001
£E3 %24 CU IFN alpha-2B 236 0.587 0.730(0.08)  <0.0001
%54 b4 CU IFNalpha-2A 5.67 0.633 0.438 (0.08)  <0.0001
xS &%  CU IFNte 13.22 0.60S  0.328(0.07) <0.0001
[1909] K6 ] EC IFN alpha-2B 253 0384  0516(0.10) <0.0001
ey &%  EC IFNalpha-2A 550 0312 1.24(020) <0.0001
88 €64  CU IFNbeta 182 0466~ 0.551(0.09) <0.000}
F59 129 EP IFN alpha-2B 3.06 0426  0.490(0.12) <0.0001
FE10 T TFN alpha-2B 1.22 145 -0.24(0.067) 0.0004

[1910]  (SE) hrifEiRZE

[1911]  PPHr R A H ATH HCV 22 20 e 1 B 7 R0 T4 3% B0 HOV 254003697 1O B3 [R) A 5t
() 5 — Fie T2 A8 FH DAk A [R) 7 VA VP4 B A HCV ARvERES R 9T, B, fE =2 1 7
TR « -BAHAGHEFEN. £IKEEATRRTMERE o 2B A CHEHRESWE o
SR NHL RVAEIX W L2452 [0 D B 5P IXBE— 0 i AN S IF HSR A AT HCY
22 R e AR R 205 T 0 2 RGBT 1 22 MR AR T ey I S AL P ), g T
HCV (T3 a 2B 2R 6K ) BIARHERC & V67 £ 2 120 Hrh e )

[1912]  SERUfE R Hl7 0 KA B T HOV 22 2R 8 1 B0 570 n 44 28 % 1) =5 4
TR ERA 0T B LGS R AT 2 W, J5#F A 2. RS H 770 i 15 2 i s
5o 2 AR B i AR A TSR 4L A HOV 22 2R dr 1 B ) 77, EE2H AR 25 AR A T T H0 3R
a —2B I SEARTE TR S A . B HT 0 M2 — B RO 5 A 2 T HOY 4k
EWRIEIY R S8, HATE A 25T HOV i MR AL & W B0 2 ) 32 s R, =, il
Blight 2%, (2000)Efficient Initiation of HCVRNA Replication in Cell Culture.
Science 83290 :1972-1974, F1 Chung %. (2001)Hepatitis C virus replication is
directlyinhibited by IFN-a in a full-length binary expression system. Proc. Nat.
Acad. Sci. U.S. A. 98 (17) :9847-52. FM A A5 MR T2 B il 73 B i HCV 5 )1~ RNA
MER B2 B D AR (K 8, SEE 10 FIER 9 G —1T )« XA R B SIRNITR T
JE 5 3 L b A F I, R B2 55 AR T (23 RS T HCV 697 RITR T 8. AR, ZE oM,
WL RIS IR IE 40 a2, I H AR A 145 0 M 1) 1C,, X A5 Rl @ i =R B & &
O3 FT RVEVROY A AR T R R T 0k ) 403 X AE NIRRT h 2 R AN AT RER ) MR
(ChutaputtiA. (2000)Adverse effects and other safety aspects of thehepatitis C
antivirals. Journal of Gastroenterology andHepatology. 15 Suppl :E156-63) .

[1913]  XAPVEA) A0 T 5 A A5 K40 M 2 ME VP Al o XD B 1 e AR A AR R0 40 i 7 i
W (Shiffman M. L., Verbeke S.B., Kimball P.M. (2000) a interferon combined with
ribavirin potentiatesproliferative suppression but not cytokine production
inmitogenically stimulated human lymphocytes.AntiviralResearch. 48(2) :91-9) . {F
A TT BRI, PR 7 RSN i 2 1 2 A b R AR AR A M R . AR E B
T-ARAEAE S XTT AR08 (Roehm N. W. ,Rodgers G. H. ,Hatfield S.M.,GlasebrookA.

L. (1991)An improved colorimetric assay for cellproliferation and viability
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utilizing the tetrazolium saltXTT. Journal of Immunol.Methods. 142(2) :257-65)
I B 53T - 43 A A VR T AR U6 T 40 L A il -3 W IR I SIS (GAPDH) mRNA 7K ~F- 1Y
TaqMan"%E RT-PCR 73#7 W (BrinkN. ,Szamel M. ,Young A.R.,Wittern K.P.,Bergemann
J. (2000) Comparative quantificationof IL-1B, IL-10, IL-10r, TNF a and IL-7mRNA
levels in UV-irradiated humanskin in vivo. Inflamation Research. 49 (6) :290-6),
W8 3] 5 25 IR B 5 AR I 40 I 53 1k, (R AE W MR IE . BUE GAPDH mRNA 7K, & 2
RIS R R LR, R A G — . i DU SRR 4 1/ % D 1677 140 L
GAPDH mRNA 7K P[0 &, £ %1 GAPDH mRNA (1) 2= 3= HAAUA S JLAS I (BB R EoR ) .
I, 1R I T a qMa n®H AR I 52 A 40 45 52 mRNA 7K BT 75 38— ke, BB AEAT AT 48 2R
#h PY, GAPDH mRNA 7K 595 4H i (VON) JebLfd], DGR 2 VON = 2" (40—Cloupy ) o 1
B HTF 2 HRE S LI VON, 355 BATTBLZ L% VON 22 B 2 FL IR HOV S0+ RNA 52
Tl — Bt A Z AR HOV S IE AT 8] (7 Avg. Inh using ratio”
Fig 14.A) o WA K IEIX M M 754 1) 52 ) 5 70 A 50di 3 b 40 BB PR 4 4 /F HCV RNA &2 1)
TERBE BRI 22828, BOE W& 1) HCV. RNA B il 7 F R P02 HCV RNA
52 )7 AR SE R IR A R 40 Rk 4 HCV. RNA &6 7~ B BRE T 0kl D . 32— 5
58, BT 40 E M XTT F1TaqMan® GAPDH mRNA I & () B35 A%, i 1720 i B 10
AP GAPDH mRNA 8 BRI A PR 140 B35 R i HOV. RNA 537 SR 2 i 9 1)
YR FERE R o PRI, AR I A0 i 7 1 1 5= 120 M N AL & ) B SE R T HOY i M mT Jd
VON 22 B B AN i P =2 1) HOV &2 RNA 23 25Ufiti v, AT AR HE AL B A i PR3 40 i 2
H o KAEM T, B 14 Bor B 720 Hrb A BB AR E LRI PTHCV 3G Al oF (7 Ave. Inh
using ratio” ). METFI IC, KL THRA XM LRI HH . Kl 14. A%, " Avg. Inh
original” BRF|EFMREKIER 1Cy, B RAESOuM, M " Avg. Inh using ratio”
TSI IR TCs (R A 145 Mo 2T B HI7 73 M)~ 20% CV, AE  TH 3 a -2B
BT (B 14.B) (453, B IEATNE 1 IOV RNA 52 18 B 2 A 2 AN & o =) T
PF a —2B, FEASL ] T30 () HOV 2220 R 25 1 Il 410 1) 5] S 7 70 SR R0 B I (8 25 A
MaEEME . IXRA XTT 3 il 5E , Horh 5 R &) TCs fH 2 :CU = 64. Tu M, EP > 10 1 M,
tEC > 50 b Mo 3XLE TC,, H LT 9 PR 1C,, {8 K 20-140 fif. B, ZHlF 8w, 7210 1T
FRIRG 25 5 P, X Ak S ) R 40 OB 1 6T HOV. RNA 88 RO S35 5, T3 il w3 R 1AW
11 HCV 2228 1R £ 1 B R0 B 62 a1 2 11 20 P a8 R IR 28 i e A
[1914]  XTASHIFNZH A1 HOV 22 SR 8 [ I il 0 A0 T4 2= Th U 25 i
[1915] A W] HCV 22 22 R e 3 Bl 400 il 551 M1 25 APt 2= sophAsr A ISF ()3T HOV 3 ME A HCY 52
153 B A A ] S 5 2H RS ANCR B — M R R 2R 8 IIZIAIAT BT . 36 9 471 Hh o s
FH I & R DR AL S TCs 18 Soii I R, M X R ARSN 2 )5 73 45 2, I8
HIE S LA 7 B 1) HOV 22 24 1% 2 1 B 970 il 00 R0 25 M- L &= e & ¥R 7 B2 0 48 e A= P Rl Bt
WEEEH . 5 am B EER SN S .
[1916]  RAIA K BIH HCV 22 Z 1R o (A By 40 ) 71 BR 5 v 7 KA 0T 52— 2537 iy J LA
FEP R B, AT AT RE B T S H B R BE SR R e 2969, AT
SR> 56T A REEEAENER o AT INRIGIT I T 2R EE R, X K
RIE R 2™ B, IF Bk O o 55 8 45 25500 s B ] SE AT EE R B, HOV 2231k iR
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BRI R 201 CU A 1C, /KT BT AT HC A — 2 51 & (140 1C,, /K1) B THE o, JF HEs
o3 AR HOV 22 2 1t 13 IS 1l 00 JIT 8 38 381 1R SEAT 2R T 1A AN M) ) v )
TR o SHERRIEWEM . BCEIRYT 2 — R8RS e T B T X PR 2 Sr e A, it
T B FRAZAR HOV TR FEBINL AR 2D o T 2 M A 5 S 2 HOV ) RNA S B3 1) 1225 18
HI T E AT AR S 32, XM B R X M A S 52 M o B TR YT SR =0 A2 A D,
I BRI 5 S B B A 80R T T KR 9T 71 o
[1917]  ARSCAFFI 7 REAE SR IR 55 A0 0 S e 15 70 A48, il dn, o 403 24354
TIME, v TIE.TIME +FEFM (Rebatron) , B Z AT IR TR IR R XL
WA o AT LASEA TN, 3K LEAY A5 W) ()50 HOV 3 P9 G 0 20 5 A ST IR A6 ) HOV 2224 1% 2
E RN RN S GE . BT AT IR RN TG E 770 B WA TS, vk Ak B HOV 22
TR E B IR A N IREVE T, OF BT E M, 5 S TR A R G RGN s e
LR T HCV 222 2t A Bl 40 ) 2 AMHLERAE H ) BAT HOV HTim 350 MR & & 18 AT I
REWS 5 U RIS E
[1918]  H AT & 4F B HCV IG7 R TR o FIUZ B A EEMK. X672 5L
Z B HH 2 I B EUR 2 B REER, BB K B2 I Bd& M (Chronic Hepatitis C:
Current Disease Management, U.S. Department of Health and Human Services,
National TInstitutesof Health,1999). L4k, ZEMEEEH, MEFEK - TR SR
ST AN, JF S Bt FTHi5 % (Chronic HepatitisC :Current Disease
Management, U. S. Department of Health andHuman Services, National InstituteS of
Health, 1999) .
[1919] DA EPrsi & AR TH0E 5 —Blof 280 B HOV HimiEe) (AR I 22 IR H
BEIFR) ) A I IR RIS A o FRAT S8 A AR SO A TR AR A 85 s HE H B A n] AT
) BBRASE A3 IR T SR A0 HOV S 16T . TR AT ) B 2 2 B i e R
g8 AT Lo Es, JF Ho 22 20 dr A Mg R o BB i 1, 22 AN R RO VR T BLEE AL B
TWEF N7 XYt o BRI, B T 280 HOV Ui F: 69T I /5 I P R 25 /) » B8 BRAE 345
18D AR IR HOV G YR YT 5 & A2 Fik T80/ 1) i ' R R B 2 FRy a0 575 245 751 5K 0
[1920] AU B AT LLEHANE B R T HORS Al sl S o i) e e s T XSt

251



CN 1869061 B

in M B M

1/12 71

AR FHA o -2BF{LEHCUBRLE T

8000%100.0% |

100.0% .80.0%-90.0%
s00% - & 70.0%-80.0%
oo .60.0%70.0%
& 50.0%-60.0%
il £140.0%-50.0% #
00.0% o IR VREE s @ 30.0%-40.0%
WEHE o SR T 108, 90.0%
0% - i 100%-20.0%
0% : woo%.100% |
" R o e i
’::‘ QAR 0338
B 2 2 W oU (M)
Y g ) o
g2 %
F A (42) B

252



CN 1869061 B 'I«flll AR :I:g Bﬁ 2/12 11

Isoboles 50% 8. T
t Al
50 .
50 / #H#
- [#492) 50
R M
50
__’
0 50
[#5491)
%] 2
[HSPIVIC50gsp
A
gy=
1
Isobole 50% #t LT
50 /N
M
.
0 1
[INF)/IC50pg,

253



CN 1869061 B W BB M 3/12 7

| 1
1.% ’

i [ 1. h—L )
2 4 8 8 10 12 14 168 18 2

F#h A& o -2B (34x)

K 4

254



CN 1869061 B 'I«flll AR :I:g Bﬁ 4/12 11

CU wM)

s,
0.
% ;
° % %05, 589\
N . - o 1500 — |
5 10 15 20 25 30
FIHF o -24 (42)
K 5
14} KB
3
1.2 .

CU wM)

s
0.4kn® Gg -
=2
"
02 -
<9 ‘:’6‘
3 \ 4 Y L 'S'Qi
2 4 6 8 10 12 14

FH#E a-2B ($4%)

Kl 6

255



CN 1869061 B 'I«flll AR :I:g Bﬁ 5/12 W

1.6 e o
14} ' .

12F b

S 0.8 \ .
\ 6 .
‘%“\ 1\16.234

—T-«vc,i- o -2A (¥4%)

Kl 7

256



CN 1869061 B 'I«flll AR :I:g Bﬁ 6/12 71

1.4} @ -

%703 '\
1

A 1 - L 1 6.70% L
50 60 70 80 80 100 110

HEFHA T (R4D)

K 8

257



CN 1869061 B 'I«flll AR :I:g Bﬁ 7/12 T

EC wM)
/

03 <% .
b2 %
oA\ % y
74 '2614

FH4 a-2B ($41)

K9

258



CN 1869061 B

i B H M 8/12 7

09

0.8

007 I~

EC wM)

*E

17.3’0\'
7.310 |

o\ vy o —

S 10 16 20 25 30

FIKFE o -2A (34)

Kl 10

259



CN 1869061 B 'I«flll AR :I:g Bﬁ 9/12 11

1 | M ] | 1 ] ) T of
0.8} o9

8
0.8F .
0.7 7
E 06 .
S 0.5 - .
8 0.4 .
0.3 ’%} b, a)) -
02 ® R % -
N \ \ \ | -
2 s o 7 8

-T-#ci' b (43

K11

260



10/12 7T
T 1 g
CN 1869061 B

1L3653

EP (uM)

27.3703 19.367g 11.3653

\4\1.0"1

20
- 1a 18 16

& 12

261



CN 1869061 B 'I«flll AR :I:g Bﬁ 11/12 0

N T s
8 ® 10
\
s
3
=
5 : :
&

FHF a-2B (343)

Kl 13

262



CN 1869061 B 'I«flll AR :I:g Bﬁ 12/12 1L
A ¥ A ek
100
80 A
60 iy
£ 40 —f ——=Avg. Inh £
& 2 P -7”_/ «Ow Avg. Inh 744
o.__-dr/' .| y
o004 n.“i.‘: o0 10 1003000
40
RA
(M)
100
80
€0
€ 404 ~ s —e— Avg. Inh 2032
B r
o . A
0.7
-40
RA
(%43)
K 14

263



