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NRC (0) NR*R™, oA —AMT i gl BUAR , JF HLB R A

[0331]  fE-—dbsuji )y &b, 3R 4t T AR IBRIICH 454, Hdm=0,RUAH, ROAF, RO Nk
Rz, RV H, R¥ R, R¥ € (0) NR*'RY . —C (0) NR**R* . —C (0) NR'R*" . —C (0) NR*'S02R** . —-NR"C (0)
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OR'®,-NR?C (0) OR*.-NR?C (0) R**.-NR”C (0) NR’R'®, -NR?C (0) NR'*R*B} -NR”C (0) NR**R**, H: f—
AMEI R HUR, 3 BB AR .

[0332]  fF—ubszjfi fy b, 424 T AR IBAICHIZE M, Horfm=0, R"FIR* B & 13 7T
LR WL, RV NH, RY R, R32 M C (0) NRPIR®T . =C (0) NR**R?° . =C (0) NR'R®*".=C (0)
NR?'S02R** ,-NR?C (0) OR'*,-NRC (0) OR**,-NR”C (0) R*' . -NR?C (0) NR*R'°,-NR?C (0) NR'"R** B}~
NRC (0) NR*'R*, HAf— MR Mg B, I HLB 2R3

[0333]  7F-—uesgffiy b 4206 T AR IBRICH M, Horpm=1,RUAH, RZAF, RO Ak
B, RYZAR?, RP2HC (0) NRPIR®T, —C (0) NR*R*®, —C (0) NRR*".—C (0) NR*'S02R** . -NR?C (0)
OR'®,=NR?C (0) OR**,-NRYC (0) R**.-NR”C (0) NR’R'® . -NR’C (0) NR'"R*B} -NR’C (0) NR**R**, H. f—
AMEE MU B RN, I HB A2 753,

[0334]  7F—uesEjfi )y b, 20t T AR IBAITCHI S M, Hobm= 1, RVAIR* B4 1K 3 7T
R, RO BERERL , R"RY, R¥* € (0) NR*R*',—C (0) NR**R™ ., —C (0) NR'R*" . =C (0) NR*' S02R** | -
NRC (0) OR'®,-NRC (0) OR™ . -NR?C (0) R .-NR”C (0) NR"R'*.-NR”C (0) NR'*R**BL-NR?C (0) NR**R*,
HAR—AMEIR M B, R NH, I HB A2 F5 3,

[0335]  fF—uesuffiyy & 420t T AR IBRICHZ ), Hrfm=1, RV AH, R*AF, RO A BE
fiz , R™ AR, R* A€ (0) NR*'R*" . —C (0) NR*R*®, -C (0) NR'R*". —C (0) NR*'S02R** ,-NRC (0) OR'?. -
NRYC (0) OR™ . -NRC (0) R*' .-NR’C (0) NR°R'®,-NRYC (0) NR'R™B{-NRC (0) NR**R? , Ho 4 —MEik
HoA B RN, 3F BB A 255 3

[0336]  fF—usZjfi fy &b, SR AL T AR IBMICHI S M, Horpm= 1, RFIR* B & 13 7T
R, RO B, RV R R HC (0) NRPIR? . —C (0) NR*R*®,—C (0) NR'R*".—C (0) NR*'S02R** \-NR”C
(0) OR'®,-NRC (0) OR*,-NRYC (0) R*',-NR’C (0) NR"R'®, -NRC (0) NR'°R**B{—NR’C (0) NR**R*, H
R MELE R B, R GH, I HB AN 495 3k .

[0337]  fE—sesgfiy b, 4206 T AR IBRICH M, Horpm= 1, RUAH, RZAF, RO A ke
B3, R SNH, R® AR RP2HC (0) NRMRY . -C (0) NR*R* . ~C (0) NR'R*' . ~C (0) NR*'S02R**,-NR"C
(0) OR'®,-NR®C (0) OR%,-NRYC (0) R**.-NR’C (0) NR'R'®, -NRC (0) NR'*R?*E{~NRYC (0) NR*'R?, L
MBI B, FE HB A4 55 2

[0338]  7F—usEjfiy b, 24t T AR IBAITCHI S M, Hohm= 1, RVFIR* B4 1K 3 7T
R, RO B EE AL, RV NH, R HRY, R HC (0) NR*MR®T, =€ (0) NR*R? . =C (0) NRR*".-C (0)
NR*S02R** ,-NR?C (0) OR'®,-NRC (0) OR*,-NR”C (0) R*' \-NR?C (0) NR’R'®.-NR?C (0) NR'*R**m}; -
NRC (0) NR*R™, HoAf—AMT e Hu g AR, 3+ AL B A 2553

[0339]  fF—uesuffiyy Zrh 420t T AR IBRICHZ M, Hrfm=1,RUAH, R*AF, RO A BE
%, RY2NH, R¥ R, R¥ K€ (0) NRP'RY . —C (0) NR*R? ., —C (0) NR'R¥",—C (0) NR*'S02R** . -NR"C (0)
OR'®.-NR?C (0) OR*.-NRC (0) R** .-NR”C (0) NR'R'® . -NR?C (0) NR'*R*B} -NR”C (0) NR**R**, H. f—
M e H A AR, IF HB AR 05 5

[0340] 7Sy b, SRt T RS IBAITCHI A M, Hobm= 1, RAIR* B4 1 3 7T
R, RO AEE i, RV NH, RYNR??, R C (0) NRPIR?T, -C (0) NR**R**.-C (0) NR'R*".-C (0)
NR*'S02R** ,~NR?C (0) OR'®,-NRC (0) OR**,-NR’C (0) R** \-NR?C (0) NR’R'®.-NR?C (0) NR'*R**&; -
NRC (0) NR™R™, HoAf— AT oo g AR, JF LB A 255 3

[0341]  fE—sesujfiy Zrp 424t T aRE R IBRIICH Z5 ), Horfm=1,RUAH, RZAF, RO A e
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B, RYZ AR, RP2HC (0) NR*TR®T, —C (0) NR**R*®, —C (0) NRR*"., —C (0) NR*'S02R** . -NR?C (0)
OR'®,~NRC (0) OR*,-NR?C (0) R** .-NR”C (0) NR'R'®, -NR?C (0) NR'°R*B} -NR”C (0) NR**R**, H: 55—
AT b 1 B, RV NH, 3 HB A 2R3,

[0342]  ZF—seszjy b AL T AR R IBRICHZ M, Hdhm=1,R'FIR* B & 37T
B, RO SEBE L , R™ AR, R*9C (0) NR*R* . —C (0) NR**R*,—C (0) NR'R*" . —C (0) NR*'S02R* . -
NRYC (0) OR™ . -NR?C (0) OR*.-NR’C (0) R** \-NR”C (0) NR’R'", -NR?C (0) NR**R** B} ~NRC (0) NR**R**,
HAF— MR M B, RV NH, IE HB AR

[0343]  fE-—sesgffiy rp 420t T AR IBRICHZ M, Horfm= 1, RUAH, RZAF, RO A Bk
fiz , R™ R, R¥* A€ (0) NR*'R* . —C (0) NR*R*®, -C (0) NR'R*".—C (0) NR*'S02R** ,-NRC (0) OR'®. -
NRYC (0) OR®,-NRC (0) R?'.-NR’C (0) NR°R'®,-NRYC (0) NR¥R¥’&{-NRC (0) NR**R? , Ho4p—/MTik
i BUAR L RY A, F HLB A 2R

[0344]  7F—uesEjfiJy b, $2 4t T ARE R IBAITCHI S M, Hobm= 1, RVAIR* B4 K 3 7T
R LRI , RV R R HC (0) NR*IR? . —C (0) NR*R*®,—C (0) NR'R*".—C (0) NR*'S02R** ,-NR"C
(0) OR'®,-NRC (0) OR?*,-NRYC (0) R**.-NR’C (0) NR"R'®, -NRC (0) NR'*R**B{—NRC (0) NR**R?, }
Fp— ML AU, RN, 3F A BAZEH .

[0345]  fF—uesuffijy & 424t T AR IBRICHZ5 1, Hrfm=1, RV AH, R*AF, RO Ak
B, RY9H, R™ AR, R¥*AC (0) NR*R* . -C (0) NR*R* . —C (0) NR'R*",—C (0) NR*'S02R** , -NR"C
(0) OR'® . -NRC (0) OR*,-NRYC (0) R*'.-NR’C (0) NR"R'®, -NRC (0) NR'*R**B{—NRYC (0) NR**R*, }
B MEIE A EUR, I BB AR

[0346]  fF—ubszjfi fy R, SR AL T AR IBMICHI S M, Horpm= 1, R'FIR* B & i3 7T
R, RO BEEE AL, RVNH, R AR, RPHC (0) NR*R?T,—C (0) NR*R? . =C (0) NRR*".-C (0)
NR?'S02R** ,-NR?C (0) OR'*,-NRC (0) OR?*,-NR”C (0) R*' . -NRC (0) NR*R'° . -NR?C (0) NR'"R** B}~
NRC (0) NR*R™, HoAf—AMT i gl B, 3 HLB R 3

[0347]  #E—bsgjfijy e, 324t T FERIBIITCI 45 #), Horhm=1,R"JyH, R*NF , R® Jy ik
%, R12H, R AR, R¥ K€ (0) NRMRY . —C (0) NR*'R% ., —C (0) NR'R*", —C (0) NR*S02R?2,-NR°C (0)
OR'®,=NRC (0) OR**,-NRYC (0) R** .-NR”C (0) NR’R'®,-NR’C (0) NR'"R*B} -NR’C (0) NR**R** , H. f—
AME e A AR, FF HB 2RI

[0348]  7F—esijfiy b, 20t T AR IBAITCHI S M, Hobm= 1, RVAIR* B4 K 3 7T
R, RO AEE i, R 9H, RY¥AR®?,R*2 25 C (0) NR*'R?T . -C (0) NR**R*®.-C (0) NR'R*".-C (0)
NR*S02R** . -NR?C (0) OR'®,-NRC (0) OR*,-NR”C (0) R*' \-NR?C (0) NR’R'®.-NR?C (0) NR'*R**m}; -
NRC (0) NR*R™, HAF—AME MR B , 3F ELB AR

[0349]  AVITI¥)SLiti Ty %

[0350] Myt DUl BHA R B, RAE T VI T 2 RlshE 77 & 78— N7 I, A A FF A
VIITR LA AR
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[03521  R'.R*.R? FIR*MST Mk 1 & 159 2 Ci—Cali JiE L C1—Caki 83 L —Co—Cali FENRR' ., ~Co—
Cali 2t (Ca—CrFffie dt) —0-Co—Cakit 2t (Ca—CrIRKTIE)  CrCopi AT AL  FCI—Cop AT A I 5
[0353]  RSFNR® il o7 Hb e [ 4« i 2 R 3

[0354]  RANAL I HUIE . —COOH . Ci—Cokse ik . C1—Co it L 3  Co—Col5e B  —Co—Calii 3 (C—Cr
IIE2E) —C (0) Co—Cafiid (Ca—CrIR i)  Cr—Copl AUGEIE T C1—Copil AT A 2L 5

[0355]  R°Jy—C (0) CHs.—C (0) NH2.—C (0) CF3.—C (0) (PRTA L) Bi-2. 3% (BUL W) 3 H.
[0356]  RMAIRM A7 TG A LG R LRI VR IE AL VB L Ci—Celi gk L Co—Celfi i L Ca—Cs
FEB AL L C1—Ce it 8 Ak  C1—Coli A U J5e 2 . —Co—Calm I (BRI ——-Ci—Cofiu ik 2 H) —Co—Calin ik (Cs—
CoIRE2E) \—0Co—Cafiidi (Ca—CrPR it ) | Ci—Colx ARIGEIEFNC1—Capi AT AL

[0357] s IM A2 AR AR B VE FE Y o

[0358]  TII.ZG%p%1

[0359]  ARSCAFIAL A VIR R alifh 2z 5 i B n] YRR 254 & Wi F Bk 25 9)
HA ST/ ZRIT I E 1A AR B WA ST (3% 2 R T A 1 o AHRLHE , A 3
it T AMHEY , HAS A REM I AW EZ) A 252 1 #h VDA R 2 /b — P 2]
FESZ 0 BAE 29 A AT B s A A MR AR 9 M — I PR 570 B AE— AN B A S e
J7 e, UM E D — P 5 4TG0 SR EL S 7 v, 29 A B IX R IR, HAE
PR B R A 20 . Img 2 £72000mg « 27 10mg £ 27 1000mg « £]100mg % £)800mg 5L 2] 200mg 4 £
600mg 13 14b S M FT 1 HE 290 . 1mg B £92000mg « £710mg & £11000mg « £J100mg 3= £1800mg By,
£3200mg % £)600mg ¥ 53 43 P 771 o SE4 2 B 42 /25.50.100.,200,250,300,400, 500
600 7005% 750mg % VEAL Ak R 1 7B . 9 S B & — E BE R R4k &4
A HMRTE T G0, 5 ST 2905 1. 4010 1 292 1L A3 1B AL .5 1 B 4541
1) BE IR EL I S — B 6 771 o

[0360]  ASCAFRIAA AT DA LA, 755 M 24 27 m] 82 52 1 8 A 1) B o7 7)o At e ok 1 R
JRER g A B ANBUE 5 R VA HEAY) (EREIREAY) (&R O RS E
W25 245 AWM VAV i 5 CELFEHR B350 Bk N Bk P i i B o e o =i A
292 A R T A AT AR 2525 ] I 2, 9 e il oS0 55 700 LB 7R B ) AL e
ST R TR 32 R W 77 BRHIR FH AV o — S8 50 8 4 e 7900 R s 8 7 4 o o 5 3 RS 1) o
b e, HEE mERE A 5, BRI B B A = .

[0361] 38k A AT FE R 2 551 R0 R 7 5 EL DA 2002 2 4% v 2 1 L2 AR I B 1tk DA A AT 1
Tl FH TR R ok a AR M R B T R H A S A S H SR 5k
A — LR AR 384 I & S22 DA Ay it FH sk B A7 75 2 R A & W e L SEBR I M R &
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[0362]  F AR S A AFEAEHA PR TRE 25 77 22 iof) & € R B R0 B AR S LAk 7] S DR
FRS B T 79 B 8 700 g ) 3R Vi R 7 R SRR 77 o — SE BAK R B4 A 788
b — AN B R A e A — i ) T R A T 7R AR R AR RRRE R o s 481 PR 1)
2y N BAR OFERE e VAR IO R I VI TR A A T AE 2 )
AL AR B PR, AN SR BT PRI TP A R B B A A D R

[0363] 2424/ 40 & AT R AT 1R 45 25 e 1] o 3% L6 2H A 40 ] A0, 25 38 21 HH 28 25 B (1 A4
=1 TVE AL AP, 51400 . 1 FI99 & % wt %) < MR b &4, W5 2 /02158 5 %
IR B — s T REAG L2 EHE % R AS0H & B A5HEE % £AT5HE & %A
MeaEY.

[0364] AN BH 1) %M DR DTt 751 ] 4] 1 4 By kb B J) 30 b e FH 4 B e FB 4 461 11
W& VER N BN R T VA B TNEE B TR S 2517 J 5 A 45 : Rl
PeFRAR N IR A R DU IR RS VIR 5% L Wi (tenon) T BREZS FHIR P 2% & . B 1 771 m] 22
FH 3 B 4 P B TRUBSAEL N () R s i 5 265 L B o L6 2 R 1) 0 SRS S0 aat ik il e i 025
[0365]  IV.y&¥7 ik

[0366]  ASCAFII GV A Hn] FITI6 97 BURBT HH R MA 342 450l =2 FH A M A
FDITT RN IR ALK T S, Bk B 9 32 H0 B9 A8 R0 S5 5
H B % 5 o BCRIMAS DR~ DAH B 9 o £E — N SETl T S, TR B IR B0 o Al FH AR K
B A A PRI 2 S P06 97 BRIRBT R A MA N 5 T E G AE AN IR T R B () 8 PR 4 By 1
RN EEAAE (SIRS) SR/ FREEE B R (T/RHA) R S - EIENLTE 77 KRG A BER
I (SLE) B P B IR 17 1 20 8 (3 JRRE (PNH) 38 A% PR I P A S 22 R PEREALSE S 4% 48
15 B E B IR SR G AR  IEHERE AR FR 99 « AT B g B G SE AF J ARiE v XU RS Bl 7 Z0E i
RE RS AH 20 P B BE A M T R W R s A ) g B Wiy o EOE L SUPENT IR B 4R
fiE (ARDS) A BV VR JR BRRE SR B AE @HUS) VA ML PR BRIE SR G AE (HUS) S FEVEA-4E4L O
JUURE 28 IR MR B 28 v B TR SRR PR DG Y 28 L B BRI AR Bl AL L BB AR e L TR i LI
7RI B RE (9, AE MLBGE BT R ) C3'E /NER'E 2 18 3K LR i
28 (\MO)  HIL7EF % BREE RGU TR0 S MR- R SRS  AM% PRI 4549 1A 4 2R IR0 AN I 24 BR
AFs BB B RMATE AL IR 2908 « TLVROE AT FF AORE 8 S VEF A AR A HE e e MR AR HE R
IL-27 VR0 B A R 208 S RO EEME R IR0 B B S 0 ) JORE L B PP IR B i
CRAE AR (BFERAABER ) OIS IS BE PR R IS BB A Ol I
RELE 55 8 R fa 48 B IUBREE AT B S £ a3 ik B 2 5 i RIS R B 5 5
AT E B e P SLE'E 28 I AR PR 98 B AF 44k A I PR BT L A 2B AR R FEAE L )
A, H e T RN R MA A 2 0 955 8 i T3 AN 9 TR R X iz O A 1R EL 2 4 i s (COPD) . fifi
A A ZE R ZE | i 2 L AR 4R AR HE MR AR AT M s (e R R A VB AR
8 AR 4EAL AU R A 4005 (T s =R A 2, B, &0 <L AUk
IR A E AR B ERIR) IR B I es (B, B, RAh) S SCARE IR A 1
PR ¢ A7 A U i IS R SR AR WA 4 S S PRI A 4R L e B A M AH OC R E
A A8 (RLAE DIV PO A H B A & I R 1 2828 (BRI SR- A AR X W % B B & 1k
O I ~ 28 PE 7 B — VR #5145 < Barraquer—SimonsZEAAE S MLVBGEMT - KRG R BER
I AL BRI B A  HROX P 22 2R 40 0 AL HL R 2 A PR E B /INBR'E K (BB T 3G AR 1k
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ANER'EE SO EIETE BRI (B R MESR R R R PER SR AR IR SRR T
FRIGHE MPGN 1T ] %l JE 58 « SN B BEARVE 8 P TP AT IR J 0 £ 2R AL I i 28 B BREK
ity DT B 26 i 9% 22 kL PR 45 FE 98 W Vog t—Koyangi-HaradaZy A1  Ho 1) A 47 I 2% |
AR [0 58 Ak 246 i A2 S TP HIR 26 S MR R M SRR IR R e AR Sl bk 2 PR I PEAR
PPZEIFAE A ST 28 RE AL A 5 bk P 22

[0367]  FE—MeSZHETs S, AMAS T T RO B O AR IR BREOR (G5 5L EOHT A U PR i
FHITE B BEAR VAT B R 22 48) B B S B (B4 OG5 R SRR ER 7 20 IR R4
PRI O LR P o FE ISR S8, AR W AL S 03E T FIAE -5 R i R A AE DR R 20
AZEELEIGR T o A4 AL ERE A e AR I 2

[0368]  FE—/>sRitJr G, 3R AL 1 VR YT IR R VEREIR IR 1 21 85 (1 BRAE (PNH) F9 52, LA 4%
Jith A 326 1L AE 285 27 n] 32 IR 3804 o (AT R I s T S B 25 52l 52 1 #h o A2 55—
ST R R TIRITAERS HH S AR P (AMD) FR 5 2% , MDA it A0 M £ 24 2 AT 4
SR P A RN S S B 25 a2 (R o AR NSRS S R I TR
FERIRNEI TS Z T, AL I AR e £ 2 2 T 12 52 A 38U T A A E R R T AL B Bk
H2G 2 [ 1) o 45 55— SR T 0, 3240 TR IT 2 R PEREALRE I 5 vk, HL R i A A
Ve B AE 2 27 A] 52 B B AR P B0 A 2B B R B W B 25 2 AT 2 I E  AE  — N SR T
Srp, RO VIR EENUE A TR, R AR 2 A R A2 AR TP T R
HIR AL S B 2527 al A2 (R B o £ 53— N SRETT S b, 3R A6 1 16877 A S R A I P R e
ERAAE (@HUS) [ 757% , AL it FAT 148 1A 28 2 m] 42 52 0 380 b 17 2 B i s A S Bk
H 2 A 1) o £ 5 — SR BT R, S0 TIRITC3E /NERE RN 5 vk, A i AT
Me B AE 24 27 m] 352 (B AR o 1A OB B R B W B 25 22 AT R 2 I Eh o A2 5 — N SR Ty
Frb, AL T IRT IE RS U7k A SR A e A 2 S AT RS2 A T A R
QLA ML 2 2 AT B2 1) o £ 53— SRt S8 v, =406 TR T LA A 28 (NMO)
K752 e ADF55 it P £ 285 2 R 45 32 K s i b B AT e K s T AL S L 2 22 ] 2
HOE

(03691 fE—sBsits s S b, AR IR 1 I I 1] 75 B H 10 i e A AR I A R BT
WA YA ST BIRE 2 VE I BAMA A IS B I () JE o AL BB SEHE T S, AR B3R A 1
M ) B PR DA 3 I PRI K R AR AT R I U A S W B2 27 m] 1532 X ok iR
J7BCIIRT R ARSI A H A2 S DR B S B BUAMA R - DAR S 0 ) i - ST
WAL AR e — 3 PRI R LB n] 5 — PhE 2 B 53 0 A3 PEFR— e s 1t

[0370]  fE— ALty &b, S AL TR TT S AMA G IBC B RERE A AH DRI O 1 T, H
Fite A A 25 22 m] 52 (AR TP A AR M M S B 25 22 Al RS2 1 o A2 —
SEHE DT b, SRAE T AR T s AAMA IR AR AL I T i, R AR AR A 2522 m]
B2 AR TP AT AR SN S L 2525 A B2 (1 i o AL — ST Srb, 4R 406 TR Y
B R T DIE PR 5 ¥, S ARG A 25 27 m] 4 2 M s8R T A e AL S )
B H 2 A2 [ Bk

(03711 AR A HF BT A, “FIBIS™ FiE AHEE T At A AR S K e A Hh etk IR AT RE TR, T
77 P P AL 5 0 o A R REIR BRI A B PRI , B B SRR B0 AE (ELR it AL 5 )
3 9ps N 22 3 PR RE IR A 7™ S PR AR L , BT T 3t A 5 0 0 958 A rPOE IR K7™ B PR s o £ —
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MEARBISETE T S, 8 A &R T Sk b7 EBH 5 #MA R DA IS B

[0372] AR ZIMAEY)/ A G A RER L () M FMAE 42 3 1) 2 4G
RGBS B B %) PR BCMA DR DI BRI R B s () SRR TES N S
(045 B B %095 P9 BCAMA R FDAH G A W38 s BR (o) S EUAR PRI S (B E &4
P55) P B MAR IR DAH Q2 9 (1) ¥R T & o

[0373] Yt FH T A LARRAIL I R AT 2 BRI, A A= W A ST iR S W M 24 & Wik
W p R 1) B S PR R o X A ) B T E I S0 A, 491 e o ) KR PR I R R B
R R .

[0374] V. BKARIT

[0375]  FE—ANSEiti )y S, I AL SV EER FT 5 222D — Bl 55 A0 1) M 40 401 55 Bl R
HAFER A LGRS 0GP A A S B B R Mk  AE — A SEqt Ty 2, I AL
AV EER T 5 A MA CH I il B Co % A Bl 41 61l 71 2L 5 b e (it o AE 5 — AN SETt 7 2, IR AL
GV T SRR A S R it AR — N SEE Uy S, IR S s AT 5 A1)
FDIH G2 A H i

[0376]  FE—ANSEti )y S, ST A S PSR 7T -5 A 2 1 a0 61 500 G e 1 AL 5 4
—ER L AR T B, RIS WEC L AT SRR — i e it

(03771 FESEFR PR SLit T = rh , ST A A MBS PT -5 81 1 I A 7] S AT v P kM 1 7
FIBIT DA (R roRE B2 va k) AMAL 73 FIH 77 32 A4 38BN 7 Bs iIRNA— i fe 1t .

[0378] AT L] rhr , VP 7)) =1 B ) 2 S 4611

[0379] 2 (1 B0 7« MK RIEHICL-INHIK 4540 , ) W1 Cetor® (Sanquin) .
Berinert-P® (CSL Behring,Lev Pharma) flCinryze®:; i & 40 A CT-41( 7] , 4]t
Rhucin®;

[0380] ] VA VERMA YT PI VA MERMASZ 441 (TP10) (Avant Immunotherapeutics) ;
sCR1-sLe*/TP-20 (Avant Immunotherapeutics) ;MLN-2222/CAB-2 (Millenium
Pharmaceuticals) ;Mirococept (Inflazyme Pharmaceuticals) ;

[0381] V& 7 PR AR ERR B /Soliris (Alexion Pharmaceuticals) ;3% 5o Bk T
(Alexion Pharmaceuticals) s BEVEARBH (Genmab A/S) 3 TNX-234 (Tanox) ; TNX-558
(Tanox) ; TA106 (Taligen Therapeutics) ;Neutrazumab (G2Therapies) ;Anti—properdin
(Novelmed Therapeutics) ;HuMax—CD38 (Genmab A/S) ;

[0382]  #MAZH 4> 41415 : Compstatin/POT-4 (Potentia Pharmaceuticals) ;ARC 1905
(Archemix) ;

[0383]  SZ{A¥i A5 : PMX-53 (Peptech Ltd.) ; JPE-137 (Jerini) ; JSM-7717 (Jerini) ;
[0384] ‘¢ . #EZH AMBL (rhMBL;Enzon Pharmaceuticals) o

[0385]  7E— MLty S, AR W A 1 de ek a7 B I AR e P AR AL B AR K
& PRI & Pk iR I 7 BUCTIR A e AH S MR B B AR M (AMD) B 5 o AE— DRI b, AR K
AR 205905 30 -VEGE 72 & i i FH o 50— VEGE 77 11 A BR il 14 S 461) A0, 16 AEL AN IR T+ Baf A1 7 3 (
Eylea® ;Regeneron Pharmaceuticals) ;= B H I (Lucentis® :Genentech fll

Novartis) ; MR fnft J& (Macugen®;0S1 PharmaceuticalsFIPfizer) ; NIfk 4
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(Avastin;Genentech/Roche) s T B RA] 2% W] Ath | LI A e A 12 Jo 28 [T B, A0 K5 AHANFR T it
THRE,

[0386]  7£ 5y — ALty 2, G I S5 58 iR A RIE T IR g

[0387] A Jc FH T+ HIL 38 152 FH AT 6 977 7510 28 28 1y 5 491 60, 4B e 8 24 DU A P 7] 0 L A A ol
FS G RN oA S B L BRI 25 DL S E AT A o R T R SE IR R OK < & T
PR 2% ] A T B RO AR 3R VIS PR EE B DUARER B0 =R Sk AR 32 4L &
B E RN G A & PR TR S s B e oo B M L F B 25 0 2 TR R  H KA
FFEM (desamethazone) | 7 FEME  SLAURNE L 3R LT B 2R - SRR L F MM g | 30 IR 1B 02 |, 3G
W A ERSS LINEVD B R JTR SIS Ik e i et el L U o TR 2 R R | A S RS B R
P BESS OK R IHER DK e PRV B Ih B R B R HEER VA ARDE KA TH
FEXUR IR JEFA T8 B BR UK JE AR T8 R Nt JE 8 BS54 2 RG T 2B IR b IR 2T R £
WEBERZ T 22 JE B AR A e e IS L = R P il e R =R T B R UL A
B A K Rl (VEGE) 571 VEGFHUAR \ VEGFHLAR I BL ACE AL A VBl RN 1 IR L A & /R L il AR
I Z 2R R AT B 2R L ST AR VIR e 8 200G S B % B RZEEBT ARV £ F]
WHERRKER L EZR SRk R 7 Fende | 58 5% =5 70 2 48+ B R A5
P8 23 IH 55 T BV TR AT e 25 Wl 38 37 L oK T L Bl SR A T Bl 4% A ik PR AO TR 2% e R g
M At e 55 =) DL BN A G o ATAR 4B AR SCA TR -G WA T 1536 77 10 IR 993 117 SE 461 A0, R Ba]
KEL AR 28 BT T AR 28 L AN TR MR A TS 8 L B T AR 2% L BIR MR 28 (onchorcercal
keratitis) AHBATE A& IR R B ME MG AR  AIRE F2 A R T2 Fuchs N 8 37 A
K .SjogrenZi &1k Stevens—JohnsonZi &1k« B B e % P TR 95 5 4 11 955 A T 1
BT B R Ja R SOBLE TR VG ST B G5 1 ] 2 M 28 A G 2 ] 2 R ¢
A A0 M 98 L Jim 7 2 I % (B0 75 T AR 0R) 2 0 6 IR 4% IR TR AR BRI IR 1 28 1 2 o R P
RITART G IT BB K | 5 B AR P AR W A OC VR B B AR M L 3G AR 4 R0 R 18 A= PR PR e 1
PR JEE 9 A8 v I H P AR IO S 7 AT DX B 1 B 0% 2 0  Ji R i AR 2 2 1 AR Py R 2R
HUE IR R PR e T A LTS IR P A IR e W R E IR DL A S .

[0388] W] £ FH A 3 3 A4 s A IO JEE TS 2 () ik 2 IS S ) DL A J2 L &5 L TR /I 55 BA
M ARRAH AR E (B, ER RN A ) RSk R R X = i T E
15 B iE RN A A .

[0389] 7 AN AR SLE T 2, T8 IR 45 BIRG FBE 7 335 SOk Sk e HI X == Hh e FH =0T
AT S 55— 3G A A A LAVR ST A7 T 383 A4 I L F 0 T 2 T Jhke 28 8 T 2 1) L L
JEEAN 2 S5 M DB ERHT 5 A A B b (g R = (il , B B2 R VBB R IR E
il FEL 28 1 SR R AR AU ORI, IR /EH W12 TKala PharmaceuticalsfPCTAFFHI¥E
WO 20131664364, iZAFF B 25| FHIEAAR .

[0390]  FEH- By et TiE T /e H TR a5 S Me G A &Y . ik 2
WA GBS 2 A ERATRURE , BT b AT S0 AL S A% ROk AR 2, Fr i Az ks B & R T &
Wy, Horp T Az ORI 22 /02080 H & %6 , T IR IR 2 A & — PhE 2 Pl R i e 22 77) , Horb By
IR — PR 22 PR AR L S IS VD A IR (LR EE) BRI AL EE B R i 2 D — Bl BT —
FhER 2 PR 2 R BA 22200 . 014N 43/ nmiP) 25 BEAZAE T AZURLIV AR 18 | o Brid — FhER
Z PRI FILL 210,001 H & % 2258 85 % 2 WM EFAAE T AWAEYT . ik 28R
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A AL AT /N T2 VROK I 1 35 s /N 8 1 RST o T iR 29 W A1 5 0 A0, 25 — Fh e 22 Al
EE AT HESZ BAR S R ISR /B R R

[0391] AR I AN SR FRAR & T FHAR ST B 5 A8 IS0k A B 25 R AR A7
7, BAEAEAS IR T HOR A e B L AHEAR L S o7 B L 4R K B e 45 1) L oK B3 L 4K
IR SHRIRITURL 87 SRR  TE DR AURE « DY A HEAAIRIGURE B DRAURE DA % 22 HL e L AT A
AE U TR o AE—BESL i 7 S, AR SCA FF RN R A BRIE IR .

[0392]  fE— NSy e, AR B ER AL Tt ) 7 B L 0 B i A S E R S AR K
WA ARG 7 BCTIRH B A PR B P4 1 21 85 (SR RE (PNH) 1 5 7k o fE— N SEHE T &
W, AR R AL T IR A E A S AR LA IR A A S T AR M R g T B
BA AR AEDE FANLGIR 5 —TE PR A 4] & B A2 & o s A T 75 220 B 3 RiR 9T
B TR 2 R R A P I 20 B 1 R AE (PNH) B 775 o A B — AL 7 b, AR B4Rt 1 iE it
A BERAE AR K ANA VA S50 PEZR B HU 2 & B as B it T 75 2O &
F AR TT BT R e PR R AR PR M 21 85 A JRRE (PNH) [ 777

[0393]  fE-— ALy R, AR BHFRAL T 1) 7 2L B B i A S E A S AR K
AV A YD RAIG ST BUIRB 28 R M ICT R I 71 AR — N SETt 7 S, AR iRt T
A AERN OSSR ANEYHENS 5 HMAME RGN HHH A H B s 5 i
F T 75 S 28 35 ORI YT BUIB 28 R M IR R T AR Sy — DB 7 B, AR W42
7 IR A S E A S A KA SR A AP E T R A B as B e A TR
L B RGBT S R IS T R I T

[0394]  FERELLsyijy b, sUIMAL AW 518 B LIS 22— P R RUB M7 R 254
A B AT B b iE s KA R £, B FERT W] IR AR (Anacin.Ascriptin.Bayer Aspirin.
Ecotrin) FIXUKAZRES Mono—-Gesic.Salgesic) ;s 3F B 25H1 28 25 (NSATD) 3 TA A (COX-1
MICOX-2) Ffg i) E 16 BEPE A7), HE DA 5 IR (Cataflam.Voltaren) \Afi¥g % (Advil,
Motrin) EiJ& 2% (Orudis) 254 (AleveNaprosyn) L 2 E FE (Feldene) K IE 5 R
(Lodine) (W38 37 BAyb {52 (Daypro) %5 T £ HH (Relafen) MISE g Mobic) s EFEIE
IR -2 (COX—2) $Hi57, F0 45 ZE K 5 AT (Celebrex) s R BT XL 25 (DMARD) , 045 1%
WEIEE A (Tmuran) PR 5 2 (Sandimmune \Neoral) 4525 (Ridaura.Solganal .Aurolate.
Myochrysine) . ¥4 & (Plaquenil) RFCKEF (Arava) .2 S Rheumatrex) 5 & 1%
(Cuprimine) A L E (Azul fidine) s EWZGH) , BFERTE PE (Orencia) KR
(Enbrel) K& H 5T Remicade) BT IEAHHT Humira) MBI TR Kineret) s Hi K
R, AR KA (Celestone Soluspan) <A HFA (Cortone) ML ZEKFA (Decadron) R
HIRITIATE (SoluMedrol .DepoMedrol) BRIAATE (Del ta—Cortef) ik JEFA (Deltasone.
Orasone) FIfl % Z38 (Aristocort) s &2k, MFE & B % (Ridaura) s BRACH 25 &
(Solganal) s EBRANSE AR 577 BRACSE R RN BUE AT IR 5

[0395]  FE-— SRy B, AR BRI 1 1) 7 2 L ) B i A S E AR S AR R B
WA G PRI T BUR 2 R PEREALRE R 775 o AE— NS 7 b, AR B3t 108
HRABEROT AR KR EMRAEA -GS 537 ME F 90 40 i 71 26 &t B sS 25 Hh i H
T B B RIG T BT 2 R BEAIER 775 AR 7 — A SEE T &P, AR R T
WA ER S AR KNSV A S5 R ot 2 [ B 2 5 s 2 it T 75 22
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(1) 838 RGBT 22 R T B AR 1) 77 325 o 52 J01 288 o] s 1) S 8 KR AELAS PR TR Je s s 28
KA F 3 8 IR S5 I FA T o

[0396]  FE—AsEhti )y B, BRI &Y 5% B UL B9 22D — B 22 &k PR RE 25 BE
H :Aubagio (L& JE) Avonex (F3L & B-1a) \Betaseron (F#LZ&B-1b) . Copaxone (B B %
HiEE) JExtavia (T2 B-1b) \Gilenya (GF X, Z4H) | Lemtrada (B &k H41) Novantrone
CKFLHEEE) Plegridy CGERZ —EETH0 2 B-1a) .Rebif (T-#i &B-1a) .Tecfidera (F L%
FES) Tysabri G ERH#.37) .Solu-Medrol (FA LRI #ATE) JHigh—dose oral Deltasone
(& JEFs) JH.P.Acthar Gel (ACTH) LA S BAINKILL A

[0397]  fE—AJ7 1, SRIKIA S W) EER P 5 G g% i R B 28 55140 &t Blss 5 g it
[0398]  FEA KRB —ANSLh 7 R, AR SCHER AL SV 5 22D — P G g 400 55140 - Hb
BYAZ 5 b it FH o A S = PR i P S 48], % 400 )70 T S 5 R e 2 Tl e WAL o1 ), 4970 B, B TR
A FREER, WIHAHRERA NEORAL® ) FK506 (fitt 5% 5% 7)) (k3 55w s mTORH] il
A, i, EWHERIEATED, Wl %P XA ( RAPAMUNE® ) . ik 4k 5 7
( Certican® ) JEZ LR Fefh 3L w] 7 WL H] (biolimus) —7. F B3 H] -9 5 114,
filfiridaforol imus  BRMEEER (R0 B4 LH s STPAZ AR VAT 71, 140, 25 X S sl A4 5
FUIL-8FUR My R AL &k, 1, He A b BRI 265, B My RS ( CELLCEPT® ) (OKT3
(ORTHOCLONEQK T3®) 5512 . ATGAM® . THYMOGLOBULIN® A A4
OKT4.T10B9.A-3A.33B3. 1. 15—/l RSB 2 « it 15 35 =) Ok oK ARAVA® LCTLAT- g,
i-CD25 . Fi-1L2R. B A E 4 ( SIMULECT® ) Mz Ein( ZENAPAX® )
IK e N7 | R MEE RS | b ZEK KA L TSAtx—247.SDZ ASM 981 (3£ 5 5], Elidel®) CTLA4lg
(BT EL P ) DL P \LFA31g A R 7E 3% (FH Immunex P Enbrel® ) Bk A B
( Humira® ) . 9€ K Al # % 51 ( Remicade® ) . 5l -LFA- 1504k L0 i Zk 5 41
( Antegren® ) J8USE e 4 | gk 50 0 50 B0 1 SR 40 0 4 28 BR AR 1 G RV B4 ) e 2
WV ER B AR BT 22 LBV R R YD T] (asacol) BSR4 DA DLVA TS 35 A0 25 (28 4 |
UGS BE AT FEE TR NG| D 3 37 L BT ) DT AR AT U 55 o

[0399] 51 28 771 Ay S 491 £, i FR a0 M4 |l 8 KAy L i ZE DKW B2 s 8 K P Tl R A0 T PR R K
T T T EE  EUR IR U RS BRI JE s T8 iR A R R AN Il T e FISE R TR .
SALTTHIRA B RS AT I FA U VDRG] =5 B H) TR AR U 25 RPIs 25 i B e L 32
W R 2 R AR RS S B A R AR IR AN L E D IR B 2 A S RN L A
A 25 IR TR LV 55 7 U 25 ZEOR B B R ARV BRI OB BUBR A R
FEAIATEATE A AE— A SEE T 9, BT &Y 5% B DR —FhE 2 ek bt
275 (NSAID) B A : 25385424 (Anaprox)  2E3R 4 (Celebrex) \EVARER (Clinoril) By
Z (Daypro) MUK R Disalcid) « 5/ JEM (Dolobid) (ML Z £ FR (Feldene) Wbk 35 37
(Indocin) \iKFLJEMR (Lodine) W& & Mobic) \ZE A (Naprosyn) <& T £
(Relafen) & IR T —E% (Toradol) \ZEEA /W FEHi M (Vimovo) XN SR (Vol taren)
DL EATA S .

[0400]  VI. & RIE IR 572
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[0402]  (Boc) 20
[0403]  ACN

[0404]  AcOEt,EtOAc
[0405]  CH30OH,MeOH
[0406]  CsF

[0407]  Cul

[0408]  DCM, CHaClo
[0409]  DIEA,DIPEA
[0410] DMA

[0411]  DMF

[0412]  DMSO

[0413]  DPPA
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[0415]  EtOAc
[0416]  EtOH

[0417]  HATU
[0418]
[0419]  HCI

[0420]  'ProNet
[0421]  KoCO3

[0422]  LiOH

[0423]  MTBE

[0424]  Na2SO4

[0425]  NaCl

[0426]  NaH

[0427]  NaHCO3

[0428]  NEts

[0429]1  Pd (0Ac) 2
[0430]  Pd (dppf) Cl2
[0431]  Pd (PPhs) 2Cl2
[0432]  Pd (PPhs) 4
[0433]  Pds(dba) 3
[0434]  PPhs

[0435] RT
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[0439]  TFA
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[0440]
[0441]
[0442]
[0443]
[0444]
[0445]

THF IV

TMSBr AR A RE
tr 5 B I (1]

Zn (CN) 2 e

— Ik

PITAT AR KSR 38 LTI R B R I P TS AP FRUBEAT o S LK) 2 AT H o

A R 20 S A T 1D B0 R PR RO 3 (LC) T i rp 58 o IR e v TR A4 R o
) 5 AR A AL RENMR 15 AN TV AE N (R RSt 2 TR R A

[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]
[0462]
[0463]

LCH A

I #& :Waters Acquity Ultra Performance LC

FEF:ACQUITY UPLC BEH C18 2.1 X50mm,1.7um

FER :40°C

WENAE : VEFIA : H20+0 . 05 % FA ; T& 7B : CHsCN+0 . 05 % FA

iZ:0.8mL/min
FEJE:0.24min@15%B, 3. 26minfh & (15-85%B) , ¥R )J50.5min@85%B

K9 : UV (PDA) \ELSHIMS (SQEEETHEE )

LCH1%B

1% 2% Shimadzu LC-2010A HT

FEF:Athena,C18-WP,50 X 4. 6mm, 5um

FEVR :40°C

VBN VA FRIA : H20/CH30H/FA=90/10/0. 1 ; % 75B : H20,/CHs0H/FA=10,/90/0. 1
Vi : 3ml/min
BEAE:0.4min@30%B, 3. 4minfh S (30-100%B) , #4)J50.8min@100%B

6300 - UV (220/254nm)

SEHERI : — A g 2

1 oA il & AR R AL W)  AE— A SETE T =P, RO A S R LR N AR

YRR P XU R BLPC = (R4 AE— AT R, O AR B e A AR A A
21 B L L-BELHEC (0) NER 73 o S5 A 298 ml AR L AR LA AR RS A 3 o S5 H 31 R B 45 794
(A=COOH) LAAE e 55 — M figcsee , AN i X TIIAL S b A 52 LR 2R 1 7R

66



CN 106413707 A iﬁ' EH :Fg 51/124 7T
COH :
ii?{* R Q. o ramBR
*TE/ OH A Ol S -
;:3{3 T&?Hﬁc 2o
“hik 1 4hH 2
[0464]
51 3 e
ot Q : B &»@@Qﬁ o Q . B
1 i 3 :L i A e
==
4514 3 &}:
31

[0465]  BEZ:1
[0466]  fE— B ARISLE T B, PO LS55 5 JR IR B IR 55 AL B W I SE DL AR R &5 146

ML S A — SR T R, S 6 4 5 IR B AR R IR (G5 HT) o AE— D SRHETT S, 45
P THAR R B LA A T S Bb A 5 DL 2R 278 T

eyl
Q?ﬁxs opg __ B ‘?*g{} LOPG PGIN
{} {) ; b YR
&
LG
L5 5 i 6
[0467]
53
al .3”‘-: AOH I T XA B
x4 S QY
Q—rﬁ; ’ }: o
£ A
SERT T
#EM 7 1

[0468] 22
[0469] £ EARKISKHETT S, 58RI LUAE iR , HON S5 19 S5 998 i 1 Ay

KA ZE BRBLRY » LN EEHE6 o S5 A6 IR Ja 15 25 AR 7 DL AE IR IR , HON SR AT o 5 F TR T AR A8 R
PATE RO i, P& 7E T A 22 DA BE 2R3N

67



iﬁ' EH :F; 52/124 7T

CN 106413707 A

[0470]
1 | a0 A-COOH (#5149 4)
QN ope PG Q R OPS ek
Q“X* g mes X ]
"G, ik 9
4K 8
i %
Q'R ore Q'@ 1Q
Q’Lxx}(T PG al ,5{?‘\5"{3” (LIS ,;, X3,-B
o~ ° HEm oA °© ——= Oy
RSB { )
&5 ﬁ:/jé 27 AT

[0471] E%szB
[0472] FE— DA SE TS S, S5 101 28 55 FAL S BB IR B AL A B (51 D) A

LR 2 AL ER K AR LA BIR 5 1 13 o 25 A0 LSRR B K 1 A e 1 (14 *ﬁSLjiﬁE =)
,nﬂ"]14ﬁﬁ7ﬂ')ﬁWJﬁMETl3E? SAACHAL R DA A A T 15, BEAL S DL B AT

[0473]
R%Q HO

ﬁ&,\kz{} Ra:\e:{}
Rgg ___xg;
- ' bt
R4 I R‘ﬁ'@ R
x” amea’*‘ XU G O0oR?

R(%
&k M 12 Hik 13
1 i
Q‘i Q_ ’ 'TQQ
aL, a
R Qi &
Q‘? Qf . Ra o R &
5 'Xg B 44 o :
Q~x b x 2% e R X2
- - 13 - _%I ‘3’[13
x“ COOR? FX T CooH
R&iﬁ
?féiffzj 14 458 15

[0474] 454
[0475] £ 55— ANSEHETT S, S5 K915 F IR SLRIE Ak B AL (DPPA) AbEE DAAE Rl JUR

B5 (454 16) o Z5 791658 i FH Fe sl B A TR D A6 o 2 TR B R 22 0 FR IR BB AL &5 , HLrh RYZ A I
SANRYC (0) NRRY NRYC (0) NRYR% .NRYC (0) R**R% .NRYC (0) ORYBINRYC (0) OR® , 7 —HL S i 5 2=

i, RO . 45 46 15 7] A I ) e DA 2R X T 1 9 i , L RMZ B 2 € (0) NR*R%.,.C (0)
NRPR*ER C (0) NR*'S02R* . 76— B8 52 i J7 = oh , RN AL HAk 22 DA IR 25 7R B o

68



CN 106413707 A iﬁ, EH :I:S 53/124 T

[0476]
i
o<
« X5 B
va%{ L
ﬁg\f@
F{g x‘ﬁ#

s L X ,,
Rﬁﬁx’*gge{}ﬁ o o
R e ot

Z5Hy 15 . RR:_ =0
\ Rsm X4
\ RS@ ?im
& X" NRUC(OJOR™
Q, e |
géx%{?i:’g

X
56§ s

X NRECONRIR

RS
A1

31
[0477]  BR%:5
[0478]  fE—AEARII LI 77 R rp , 5T 1710 255 FA0 A VDA AR IR 15 A0 00 T DA AR i &5 )
180 I TR A K BT IR 45 FE 19 o 85 A6 L OB ARV IR 110k 151 I8 4 LI 25 A 3 DA AR 5 #4920 - 454420
Bk, 49 AR TS A B AL 2 DL AR A 21 Ak 22 DA R 226 7R

69



CN 106413707 A iﬁ, EH :I:S 54/124 T

[0479]

R HO
Rg%\m‘ﬁ' Rg"«%&g Rs’\’?:‘ Q

; . g 18 g
i x¥ _coort RY g ROOR™ KpBOOR
i 5 '\‘T;_ R%{%I ?{u
x‘ﬂx
17 é%?m 19
3 1
Q:Qx’i 8 ‘?@xﬁ B
ng‘ﬁ 3-" me‘i
Ly X UB ﬁ\( 14 o
Dy L R N XL COORS cmi«{
A =5 il \T; R °
2 V %}( x —x’ xiz
g8
4541 20 9{“4"3 21

[0480] Eﬁiﬁ(ﬁ

[0481]  FE—AMSLHE Ty 22, ok B B 26 1) 45 A 21 A9 G — R R Tl e B & S Ak ) (DPPA) &b
UL R R F IR ER (F51422) o 25 102288 Ja H G Bl b 38 DA AR Rl X T RO 22 28 FR IR BR AL &
¥, A RPELACIE ANRPC (0) NRPRYLNRYC (0) NR'R*® \NRPC (0) R**R** \NR”C (0) OR'*FINRC (0)
OR™ o 75 77 G2 , R A o 45 M 21 AT Ao AR BB 380 frde A AR il e T AR B e, 6 P RV AIC
(0) NR*R?.C (0) NR'R*"BE.C (0) NR*'SO0aR™ . £ — 6 S 7 2 v, ROA Ao Bh AL 27 A BS 2R TR

awt R

RS *N* oy
an e ® gt ®
gz\k O R, }m{:’a
& )( . {«_\}{:}?ﬂ ...... X% Q&h
s\.ﬁ"" \.A & \% ,,,\- o
R RS &
S A x’* |
t{*‘ &Y

[0482]

R XL CONRYS0, B »
&{\N’i\\*}-“‘\x X*" §§ \ 4
S

N

[0483]  PRET

70



CN 106413707 A i P 55/124 T
[0484]  FE— AN SEIETT - T 5 2% 75 B BT 3 73 A A IBC 21 o o A DA ZE B8 -2 o B fR 37
[FIER8-24 fiftf (deblock) BATE AR RS -3 o 1 AR IR AR A IBC AR BB i B (L-B) A18—4 ., J% 75 5k
B AN ATER S AT AR L AEX X X RIX A A A I B R i AR R T 1
WA BEALE2 LA 2R8I R

[0485]
} 1 \ el
Q] L Q% ope O Q' Va2 OH
: MR e ALyl QL Y
Qi . {18 A
: 0= o=
§-1 A A
82 83
CQQH 1@“3 < Q?
e v R : o ‘ w}{
HEAB Ik A
o={ o={
A A
&4 1

[0486] {28

[0487] £ SEHE T S, G HO- 1A IR BI IR (45 449-2) BAAE &R 193 o iR IR
(H199-3) PR LUERORIZ (B5149-4) o FRIR A5 90— 4 AR IR 2 i AR B R 8 (L-B) ANk
TIAL G B 2 DL 2R 97N B

[0488]
. 1 | ot @ .
@ Ac000 @_:Q\. . opg PG AL 3(2“]{{3“
R o TR ool ¥ S re—— x 1
Q! Eg (}w—{ O O {3“{
G54 9-1 A A
B4 93 G 9-4
CO:H Q' Q}{% B
e BB gm@
Al

[0489] E%é%g

[0490]  HE— A EARHISLHE T &b, 45 M) L0—1f 2% 75 Ak, & FH R 1% b 38 DA A R 45 19 10—
20 4 75 HE A5 10-27] FHBEAL AL 32 DA AR A 10-3  /E— N BB SE T R, 45 1910-2
FAB BB 24 A1 AL HE DA 79RO = CN. % i T IS Ab 28 DA AERONT B A AE R B I - £5 #10-3 FI &6 Ak
(R B AL 38 DL A A A 10—4 o 7SS STt 7 22, 8 5 B LG i A o 5 14 10—4 A B Ak 38 DA

71



CN 106413707 A iﬁ, EH :I:S 56/124 7T

PRI (A5H010-5) o250 10-5 7T AIBEBISK B2 LI 26 193 B2k R L AL 75 B A 22 L)

07N .
[0491]
H 14 :
Ra{fi ‘?gs Ho R
x1 4 ?‘iH s o
101
14 RSY RE
X‘*f‘" Yol \ )
; Moo N2 13
XU NRICORH W%% RY \ | ?l(\ S—
10-3 I X TNRECORY
| R
104
QY R
X Yy XA Qe
’ %i‘)(‘i\. Q“_xt N s
~ {\ SO S—, RS, _
X 'NQZ‘}Q{{}}R& e 3, R ! st
HHE s il G
10-5 RS- L
A s T XMTNRICORY
R.
1

[0492] 210

[0493]  7E—ANEACHISIE ST R, G591 1- 10 255 B0 A9 TR IR b F DL A= Jl 45 4 11 -
20 k77 LR 11 -27] P AL 1) AL 28 DA A A5 A 1 1-3 o E — D BRI SR 0 S, S5/ 11-2
FEAB AR A b 38 DA A3 RO = ONo i 1T FH 5 4 B8 DL AEROA A A e e - 544 11 -3 FH T 1k
PRI AL 2R LA A R A 114 o FE— B ST 7 G, 1 25 B LGy pd A 1) o S5 1 11 -4 TR AL 22 LA
HRSIR (S5AE11-5) S5 A L1 -DHAR IR Bk B B 22 LI S5 K 3 LA A il R TR AL 54« AL 27 DA%

LR1IRE .

72



CN 106413707 A iﬁ. HH ':Fg 57/124 11
[0494]
M & % '
3 W § B 1§ 8 O
- XY N H{}}\Rﬂ, R XN oroR!
S : 4 Qﬁ i e T ey iy
%},\.&\\x??{} ' ’&f‘ i -ﬂxw -
X
B R
RS RPQ
H XY NREC(O)R w\jﬁw §§g{4 =0
. 1 N Y
RE-4 § K2 S x% NREC(OIR?!
¥ _— _\j@\ - ——
RS % X X’x
113 & '
T B
i

RVRKZ}
R§
X“ %‘%R\Q {}‘R*

g«s,\w

Re FE
. R
118 \,,,s\ \(ﬁx R
RS
il

[0495]  P{Zk11
[0496]  FE— ARSI T RrP, S50 12— 11 2 55 340 &) AR BR Ab 38 DL AR Rl &5 14 12—

20 2 77 HE LR 1 2-27] FTBE AL 770 A0 2R DA AR 5 A 1 2-3 o 72— AR Skt S8, S5 f 122
FIAB S5 A A 3 DA A RO = ON 24 7T i A B DL ZEROA B A A IS e » 25440 1 2-3 FH 2T Ak
RIBR AL P LA AR Sl 5 1 1 240 #E— S8 SLt 7 S v, B 5 S LGy A ) o 45 1 1 24 AR 22 LA
AR (S5H012-5) o G5 H 1 2-5 ] AR IR RO B 2R 1A &5 /3 LA AR i TR AL &4 . e AL 22 A

ARy =

73



iﬁ, EH :F; 58/124 1T

CN 106413707 A

[0497]
o
Ho e - "
}Q G - XQ ?SS H(}”j{ Rﬁ‘k }\; Mw“' x\ '3{ 13
XM, Sy NRECIORY
1241 12:2
E’wa}
f\éw R:‘;m .
;\ Tr—
3""\ T NRIGIOIRE!
T
HO
Ry =0
S
Mw x‘;ax ¥
T
12-5 9«%&*“{%}“&

[0498]  jt£k12
(04991 FE—ABARKI SEHETT 58, 5 A 13— 1) 255 Ak 5 W AR R AR 38 DA A2 J 5 4 13-

20 2 77 HELE AL 1 3-2 0] FIBE AL 770 A0 2R DA AE 5 A 1 3-8 o 72— AR SR Tt 7 S8 o, S5 49132
FIAB S5 A A 3 DA AR = ON i 7T 7 A B2 DL ZEROA B A A I e » 25440 13-3 FH 2T Ak
R B AL P LA AR Sl 25 1 1340 #E S8t 7 S8 v, B 25 S LGy A ) o 45 10 13-4 i Ak 22 LA
AR (S50 13-5) o G5 H4 1 3-5 ] AR IR R oK B £ 1A &5 /3 LA AL il TR AL &4 . e AL 22 A

ARy =

74



CN 106413707 A iﬁ, EH :I:S 59/124 T

[0500]
#H 14 9 H
N Wifx\gx& o }Lgﬁ Y fxi% NRICIOR?
%”\ﬁg — S ng e
134 132
ne 8% )
N&%{};sz » \é\Tx}w =0
% | {} Xif; CNRICIOIRY
S 4 ‘ v s
§§3 > xe ‘?{i;&
13-3 )
13-4
HO »
. ‘ 1Y B
§3 {3 < _vg‘: g ' X&;j’

XS ANRICORE
\,{ J

}{{?{zz
"

[0501]  [g#:13
[0502]  7E—AEARHISLHE 7 S, 450 14— LR AR IDE 3 e LA AR R e B (L-B) &b fg14-2.
L5 R0 L4245 AR R B i LA AR R T AL B 0 o BAL S DL 2R 1 R

; yg @Mkwgg

RN N
: N ;
& R R ¥ &
e ) ’
COOM el

e
[0503]
182 §
EE R A1

[0504]  jR#:14
[0505]  SEJEA2: OB R TFE) SE )

75



CN 106413707 A iﬁ, EH :I:S 60/124 5T

[0506]

o

N

8 oM N oM &
ey . R o ke DO

[0507] 7AMmiE.
[0508]  FE—sEhE =Y, AF T AL L-IE MR & T . mAb & A FEE AR T4 i
DL LAY

76



CN 106413707 A iﬁ, EH :I:S 61/124 5T

[0509] F l

[0510] &5 AR FAE AL AL HE DL A i 45 B . 2 LBarraclough,P.et al.Tetrahedron
Lett.2005,46,4653-4655;Barraclough,P.et al.Org.Biomol.Chem.2006,4,1483-1491 40
WO 2014/037480 (p.103) o &5 #IBA] 4 ik il LL A 4579 C. 2 IlBarraclough,P.et
al.Tetrahedron Lett.2005,46,4653-4655;Barraclough,P.et
al.Org.Biomol.Chem.2006,4,1483-1491,£5#JCA] FIMi tsunobuf B2 2% 4 AbHE DA AR Al 45 14
D. 45 #JBT] FDASTAR I8 DL 4 45 #IE . 22 WO 2014,/037480 ., 5 MJATT FHAIATLAL 4 4h 38 DL A= i
LEMF .2 Whormoy, J.-R. ;Castro,B.Synthesis 1986,81-82. 4L &HIFT] UL F T4 i 45 14
K.Z WDormoy,J.-R.;Castro,B.Synthesis 1986,81-82. £5#IBA] FH Ak i J5 771451 21 B 77,
1040y Ak B DL AR i 45 #4G o 5 ARG T FIDAS T AL B A A= 1 &5 R H ., &5 AL F ] FH R A2 i 45 MK - 2 L
Dormoy,J.-R.;Castro,B.Synthesis 1986,81-82. 45 #4GH] sk 4= i 45 AT . 45 74 T Al HE4
Hruby,V.J.et al.J.Am.Chem.Soc.1979,101,202-21 2145 . &5 fJA-T ] Sk il % R I AL &
Mo

[0511]  SEjfafs3: tpCo-L-BAr 1 il 4%

77



CN 106413707 A iﬁ, EH :I:S 62/124 BT

[0512]
PR 3 o _~‘” {} Eﬁ /K . fy‘
e Ko E K Ko
NoOOH g TN oW fa N pms N
PG i B3 Sl
{1h}
. 8 " 3 fi ¢ - o
G 5 N 82 % y % 8B § q g
A W L S WL S e W
NoOOH gy N bl fEE N o pms N
B3 ~ PG : :
Eagh X ig{}ﬁ 2
{1e}
il o N S & Eéi & ,ﬁm
Ot A, S Ao
8 ﬁ;g % 5 B

[0513] P& Zla.lbfllc

[0514]  FEfgZlar, (45) -5-ZRIR [2.4] Bebi-4,5- R 56— (1, I- R L H) fi5 (CAS
209269-08-9) 7] #iTandon ,M.et al.Bioorg.Med.Chem.Lett.1998,8,1139-1144" ik il
# AL IR B ORY R IR E (2. 4] BEGTAEA HLIE 7 BT AR I A7 78 T AR B i
PAAE R frig B < L-BHS 9 o A5 — D SETl 7 S, iy (32— R ) i o £ — > SETili /7 %6
L A LV TR NDME o 75— AN SE T 7 ST, BN — e 2 O o AE — D8 it 7 28 A G
NHATU AE BRI, ARG I B B o AE— AN SEt 5 S v, AT A 2R 5 BR A6 A LA 7RI 47
PE T R o AE—ANSE i T7 S, BE ANER R o £E— A SEHE 7 S, A LA RN 53

[0515]  fERRZR1br, (4S) 4-WEMELT R IR 55 W2 #h A OR ik R Ah B8 o 7E — > S B@?ﬁ;’i‘éﬂlﬂ,ﬂﬁ
PRGN BRI BT BR o AE N — N SEHE T R, (4S) -3, 4-TEM b R IR 3 (1, 1-
H 2,5 BEn] H JPM2Pharmaceutical sfi 3R £ — ST B, RN AEH VLA 7 'JEP?
B ATAE T BT o fE— N SEHE 7 b, AHLIE RN I AE— N SEHE T b, B 4-—
AFEMEIE (DMAP) o 7625 BR2H , AR 377 ) A-TEEAe 52 2 1 /A5 WL 571 R A8 BBk 5 'JEI’J???“F
B AR 2 fiig LA AR P g B - LB 7 o £E — SR 7 Zorh, ey (3-SR —2- R L) H fig o AE—
AL TT Z2 R A HLIE FINDNE o 7 — AN SETf 7 20, BN — R N O AE— AN BT &
H, ARGV HATU £ 20 B3, IR P L AR RE B o 72— AN K T7 b, (AL 264 Bl 5 IR A
ANIEFIAEAE T Lo AE— AL TT B, BRNANSE IR o A — DL B, AALEFIN
N

[0516]  FEEEZ1cH, (S) —H— GRUT S BRAL) —5- % 018 [2. 4] Pl -6 2R (CAS 1129634~
44-1) F[ HArk Pharmp W3R . £ 0 FR2H , JR IR A5G HLVA 1) BRI Gl R I 47 7 T 4
T2 e A A Rl e < L-B 9 o 72— SE T 7 S, B h (3-SR —2- 9ok ) H i o 72— 5K
Jiti 77 G A LA ADME o 78— AN S 77 B9, o — R RS O g AR — D SEE T B, 18
B FINHATU  AE B BR3 , AR L B bR o AE— AN SETE T 22, [ R 26 A B SR AE A LA
FIRIAFAE N IR o AE— AN LI R, BRNANER IR  /E— AN SEHETT R, A HLIA TN EoS
7

78



CN 106413707 A iﬁ, EH :I:S 63/124 BT

[0517]
phee3
-y a3 Ji#& (
(O — E IMw
N oo B 2 ~N
Boo R 1
Sb
D H-*&
Rese w 55% 1 3&4
e
s H:"EZ ?"‘ N ; M
% S ——, 2 \>>nif \‘““ifﬁ
N O3 I ?\f g ﬁ
o B | Bou |

0 )
s S {3t L:IX% x

¥ O

Bae IR
[0518]  #{#k2a.2b.2cH2d
[0519]  ZERgZk2at, 117 Boc—L—JI 2l B AL AT ATLIA 7] Bl A A I5C T2 75 ) 47 £E TN B AR R 31 i
DA R It e < LB 40 o FE— N SEHE 7 B P, oy (B3-S -2-F R IE) G AL — N SEti 7 R
W, NS T NDME o 7E— AN SE T B, N R A3 LG AE— A2 T R, AR B 5
NHATUAE A B2, Boc IR 3P B B AB B o 72— > SE il 5 28, AT SG 44 L5 18 A2 HLVA 77
IAFAE T RRL o 7E— AN S 7 S, B ANER R o AE— AN SEHE 7 S8, A HLIE RN S .
[0520]  7E#gZ:2bH, ok H Enamine (I 1T (IR, 3S,56R) —2— [ LT 0% Fredk] 2B AR
[3.1.0] Beke—3— R BRAEA AL 75 BRI AR DG 1 A7 76 T B AR B e LA AR il Bt e < L-BHS
G AE—ANLETT B, B (3R -2-TRR L) B i o AE— NSt 77 R, A LA FINDME o £E
—ANSERE T Z L O RN O AE AN SRy S ARG R YHATU . 2P R 21, Boc
R IEFABEAERR AE— DK T Zrp AR IS BRAEA A R ATAE T SO o fE— 5K
T 7 2, BRONANSR IR o £E — SR T T b, LA I N .
[0521] FEEEZk2cH , K EAManchester OrganicsHITiEE (2S,4R) —1- FUT & FEHIL) —4-F
ML 52 —2— R TR A2 AT ATLI 1) S B AT AR BB 12X 79 ) A7 76 T B AR 3 g DA A= e ot g B = LB 40 o £
— AN, N G-F 2RI B G A — AN ST R, B LA T NDME o £E — A
SEWE T S BN R AR LG AR AR T R AR Y HATU  AE P 3R 2R, Boc (R
TR B o AE— ST SR [ I M B 5 IR AL HLVE IR AL T SRS o £E— A SK T 7
FH IR YANER IR o AE— D SEHE T ZH, A HLVE N N

79




CN 106413707 A iﬁ, EH :I:S 64/124 BT

[0522]  FE#g Zk2dH , ok H Chem—TImpex i 1T 8 (S) —1- GBUT U Bk B:) WDk —2— R BR AE AT
PV 77 BCRH AR DG T A7 76 D B3 AR I 3 Jl DA A2 R e i < LB 9 o 72— SR 7 R h L i
N (3= —2-FAEE) L AE— DS T =, A HLIE I DME o £E— AN SE i 77 S, Bl —
SR AR — ST R P, AR B AHATU . £E B BR2H , Boc AR I 3L A M RS I o fE— A
SR 77 R, AT AR5 B A A WA IR AT AE N Lo AE— AN TT B, BRNANTREZ .
FE—ANSEHETT B, A HUARIRN E S Ik 25 DL 2R &

[0523] W] 5 T A O -L-B—& B e i et BHEFEEA R T : iT 48 H Ark Pharm
[ (S) —1— GRUT AL FRIL) -2, 3— &~ 1H-MLIE —2-FR R (CAS 90104-21-5) ;[ Ark Pharm
PR -1-47-1,2- 2R (CAS 3128-15-2) ; A] HFCH Groupf MERAF A WKL : TH-BKIE-1
2-THRMR- (1, 1-—H I 2 3E) 2- 2,88 (CAS 553650-00-3) ;Boc—L—/\ & Mg|Wk—2— R & 7] I
Chem Impex.,

O
™~ ._s\»sg-«-,,,.. &R
A4 S ;t;r

‘ §{3Hﬂ$ETEWO 2004/111041 A FFHIFL 6% 5 (S) —Boc—5-4,

\{?
Mg SE-2— R R [ f3 HAldrich Chemical Co.; (1S,2S,5R) —=3- GRUT S AL R L) —3-%( &
RER[3.3.0] Pike-2-FR MR AI 43 H Ark Pharm; (S) -3-Boc—MEMESi-2— R P 1F HAlfa
Aesar; (2S,4R) —1- GRUT & 3L —4-SUL IS f2-2-FRER 7] 43 H Arch Bioscience; (1S,
3aR, 6aS) —2- GRUT Bk AL) NS [c] Eg-1-RIE A 15 H Ark Pharm; 1, 2-HERG L — 3R
MR, 3- ([ R0 B3] | —1- (1, 1- 3 2 3E) B, (2S,3R) AT@IWO 2004/007501
H I 2 11l 2% o Chz 25 [ AT 4 # ok 9 HL S0 L A W] e B A DA AR B AR R BH B O Az &40
I O e
[0525] 4t&W z\gf g@ﬁﬁfﬁDBraun,J.V.;Heymons,Albrecht Berichte der
&
Deutschen Chemischen Gesellschaft [Abteilung]B:Abhandlungen (1930)63B,502-7 2
VAR IE-
[0526]  fb&4) (2S,3S,4S) —4-3R—3-H S LML bE -1, 2- R B 1-4UT Bl (2R, 3R, 4R) -
3-TR—A-F AR g b -1, 2- R R 1T B rI iR 4ENovartisfIW0 2012/093101 ]+ AR
B3 B IX 3 SR v AEAR B A A Bl P O -L-BE R F e A7 B AL A (S) —Boc—H—%,
ARt —2- R R 5 HAldrich Chemical Co..
[0527]  SLjiadh4 : A—C (0) —B4 1 il 2%
[0528]  A—C (0) —&f 53+ (1) il £ <& 4 m] WL TS e 437 1 v AR S
[0529] £ AN AR SEETT R, G50 LI 2= 5 FE A A 0w ek LA AE S A 240 5
A6 2R AR TR 1) &85 A 31 2 AT I DA AR i 25 WA 4 o A R A K A T R BR 485 FA5 o A 2 AT 38

— =
da7nE o

[0524]

80



CN 106413707 A iﬁ, EH :I:S 65/124 BT

[0530]
X3 COOR®

[
Rl \I: 5
m{r\\,' x\:?(»

Y|

REC
R o
l Rﬁf’”} O R% 0

\11 ﬁxﬁﬁﬁﬁg

B s

N X COoR® R® \g

R X
» ST : ;
W@X}a whys “\‘_‘fixw"{“

T — e RE

4ty 2

[0531]  J5%da
[0532]  fE—DEARHISEHIE T S, 2857 B AL A1 (FEk2-1) JHpd 2R AL 3R LA RS #2-2.
S ST S 1 F A 5 22 PR 89 A B4 0 D A P8 123 % e PRI
AL LA AR U (5 H2-4) o (S5 492-4) PRI AL SR AR RIS B 45 1025 o TG PR b 8 DAL A
M (£5H2-6) B AT RADR R

Hith) 4 it 5

[0533]
H A ORY RG R
B T TS NI A AN Lbﬁg R A S;w\
Nap¥gtt e N QRS e o V\N W g O XE
¢,¢X1g}{3Rss;ﬁr Pty DME TR N}:g T o
X Ll P oR xR
< 85 { 8 XC G
B AL 2a v{\i 4

;:&3\ MO
& ‘ ?4“3 A R N HOEN {)‘3 X X i

— N Koy NN Y
\‘g‘,.v«'":i % vy \\Ra ‘l‘g Ki’krlgpg
HaN e & HaN o) o
BE oon /R v

[0534] 7 Z4b

[0535]  sEfiE 55 HH O —L-B—A AT HIA-C (0) —35 43 A A G

[0536]  Ha—L-B—5 HF1A1A—C (0) 73 B AR IR SE 46 mT WL T S8 6] 1 o

[0537]  fE— AR SLETT 9, ok B L1477 R 4a i) 25 ISR IR Bk A B 4 11 45
PRI 3L AR R A5 146 o 45 146 T EAS IR T A AL B AL T DL AR B 5 M4 T o AL 22 B T BRbarn B

81



CN 106413707 A iﬁ, EH :I:S 66/124 BT

&&*\?:o at, KB
RI\ XE cooR? @, aﬁ\(‘:ﬁ
5.4 1 o X2 B X

K ———— s

[0538]

[0539]  J7Z%5a
[0540] SRt 7 R L SR 1 SR A I 45 1 2- 6 WA I e L —L B LA A 6 2
7 K27 FITRAL TR L) A SRR (45 H92-8) o fE— N SEMETT S b B A AL Lk DLy

Z — =
E VY=

82



CN 106413707 A

67/124 7T

[0541]

[0542]
[0543]
[0544]
[0545]

w Bg B
H
\ 14 s 3
NerFoyets Q« ®2 B
&x:g \ Qlget L7
T7KICO0RE st
O
Ny
M 8
® %% n
Qkx‘i’ i
| 14
B N Foynn
SO
KN CooH
Q&&Nﬂ
4938
77 Z5b

SEHE 116 - TCTIK B 2k P IR R AR 14 5 Bl

2T BB 2 Y R T AR I 5 Rl S 461 T LT Sl 3] 1 H R S

FE— AN T S, 25 74 L A R I S 251 ) (DPPA) AL 3 DA 1l 3
BRI (Z5402) o 5 K0 280 i I R b 38 DA AR Bl T H R R 22 B R B AL &0, P RV EAR
JINRYC (0) NRPRY \NRPC (0) NR'R* \NRC (0) R**R*® \NRC (0) OR'®FINR?C (0) OR™ . 7 —BL 5L i /5 %8
o, RY A o 45 K AT A A BB 8 LA A e s T A BB A , L PR ERAC3E A C (0) NRMR™..C (0) NR*RY
BEC (0) NR*'SO2R™ . 7F — L6 52t J7 b , RONAL BLAL 22 DA FR6arn i o

83



CN 106413707 A 68/124 1T

S ] Q$
«Xf"’" {»} ',\ ¥
al .}z;{,\.ifﬁ

R o XL NRICEOIORD
S : i -
& “4}\:}3 " x®
;:Et‘i

EN

[0546]

W Qi N W3
Y\*J\*i CRONRTR

R Nx??\p

[0547] 77 %6a
[0548] St 57 - v (R AA T B ik
0549] A (25, 4R) ~HU T HE2- (342 ) EAL ) 4RV - LA

W“\k ¥
£ S8 Qvf . \ N
LI O 4 L - .
? t} : " i\.ﬁ* ; G 3? \\\\\ §> o
D3N 2 T _§ 3 § h{ 3 3 I k ¥ .\“ 'v.\\\\-_
Qo HATU, [NES, ONF - \WJ

[0551] K (2S,4R) —1— GRUT S B L) —4-FUE I be—2— R 2 (2. 33gm, 10mmo 1) V& f# /£ DMF
(50m1) H I AN ProNEt (8.6m1,5248) , SR JG7ESC R A (3-&—2-FKFL) H % (3. 18gm,
20mmo 1) o R 5 T AH [F] AR R 2218 I ANHATU (8gm, 2. 1349 8) . R MIBR SR G T =i F ik
FE18/NI o 30 I HPLC M I 2] S B2 58 e > F IMAT AR BRI VR (200m 1 +NaC 1 [#] 44 20 gm) 78 i B
JRA Y3 FIDCM (150mL X 2) AEL, 4R 5 FINaHCOs 7K VAR (100m1) BE¥ A HLE , 3F K
(100m1) +#h7K (100m1) Bk , FINa2SOa 15 , F-980 s W 4 o Fel 4% 1) e Wi i A o i 24k (H
DCM/EtOACHER) 45 H (2S,4R) —FUT 22— ((3-F-2- 7 2) 2L FF BE) —4- g b -1-%
PRI .

[0552]  7B: (2S,4R) -N- (3-&—2-F FEHL) — 4L v fs—2—FF R RG £h R £ (A)

\

84



CN 106413707 A iﬁ, EH :I:S 69/124 BT

f‘*’ E HN-— F’ﬁ}*f-g**’ My F

. ,3“*‘"% SR AN HOY 2855 N\‘*/\
[0553] N0 {Jf Ol i ~y 0 ¢ Vea

Bos RT3 N e
A

(05541 “Rf (28, 4R) ~AUT Hb2- (-3 -2-FUR BE) ZUHL FIE) —4- Fau i e — 1 - 72 1R i
(500mg) JNAN HC1 57538 (30m1) v 4% s e RL VR B4 T = 35 F B4k 3/ o Bk HPLC
W IR 2 B 5E B8  IREAB BR VAT SR R AR T F — o
[0555]  7C:2- (3-Z, WhIL-1H-I5|WE—1-3E) 2.8 (B)

{} ‘ ks {:} .
L0556] | i} Sy IRAREAPI Yy J«\z
SN . e I | a
H ol “"'*Z\i \»\\ \?s
- { 4
A .

[0557]  f§3-ZBEMIPE (10.09g) FIVR ZBRAUT BE (13.71g) MR A WAL LG T Ik IR 2
(9.7g) WIAFAE R B 24/ N K S NTR S8 HI B =30, 1L, R KR ET AR EL ¢
T FRERS A I 2R R AE A R e P VR A DU, 45 HH 2— (32 e A - T H- | W —1 -
) LPRAUT B

[0558]  H%2- (3-Z, k- 1H-M|k—1-J5) Z BB T BRAE =R SR/ S R iR &9+ il
P, R BRI AR BT SRR R IME S AL A AL 28 1 ) S be 2 X 7K )2 FH6M
HCLIAL, , I JEAR AR » KB T8, 45 12— (3- LB -1 H-W| Wk —1- %) 2% (B) »

[0559]  7D:1- (3~ - 1H-M|W—1-3&) Z B #h iR sk (O

N X
(f,\\]ﬂ‘\\\m Baiaaid ‘;}.}«\“ Sy g}‘w P e R
ol o &Y R o 3 31 3 EEOOSRUUUIELUOUEELUUEEUUUEER eSO
N N O CN \\Em“"‘%\,\\;&~ k*wfﬁ
3 e ¥ S . R A NN
W H Q&-{“ IRV
%

[0560] L
Mg Ml

CANHG g Aa % '
“j ) ww}'\\ :\“\\uuuuuuu««%:;m éf}}\?‘gf'ﬁ
{}\ L ;! N
QQ}.‘-“ ’ > &»{
y &

[0561]  T-0°C F[AgN03 (9.3g,1.074 %) 7E L E T I -5 1 1A W 225 IR B B &L
(7.47g,1.0498) JRAMBH100 B, R 5 T0°C T IMAIH-WW: (6g, 19 8) FELIET I
ST ZE TN O R SHE AP RINTK 13 BIRER AUTE W) 1 3EUTiE s , K
ek, HE T AR A Y i s A 53 (1SCO, T k8 /Et0Ac) 44k, , 45 HH 3— Rl -1 H-5| Wk

[0562] K 3-HHHE-1H-M|k (1g, 124 5) 7E /K THE Fh R VAR H1 22 5°C AR 5 4218
I tBuOK (830mg, 1.2 %) , HH IR IR A MIHFE 1080 INA ZBE A (525mg, 1.2 5) JF
W IR ST A VDI E 3043 B o Sk HPLC A WU 31 s B2 56 B Yk 1 # 54 ¥ 771) , DM %, 3
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NaHCO3 [ 7K I WL BE 3¢ « 3 B A B » FHER KBk R MR 4 o T8 A2 1) i 4 e o s A
% (ISCO, FHDCM/EtOAcHE /i) 4i4k , 45 i1 - (3—fH k- 1H-Wg|We—1-45) 2.

[0563] A 1— (3-fiHAE—1H-M|WE—-1-J%) Z B (600mg,2.942mmo 1) AT = Hx IR —HL T B
(1.925g,8.826mmol) 7 FF i (50mL) H (VR A4 IS % P /C (20mg) o BT 15 S NV &
YT AT 247N, OB 5 A Celite® I3 EPd/C, I He AR JE TR o Fo AR B R AR
Wi xk Pes A a3 (1SCO, FHDCM/EtOACHE i) 2hi4k , 45 th (1- 2 B 38— 1 H- | Wk -3 %) (S
BT B

[0564] 4% (1-Z, kAL - 1H-M5| P —3-3) S04 FF BTl (300mg, 1. Immo1) LA 4N HC1 %4
NER (10mD) 34 AR AW T 10 IR /NN o SR 58 A% » S RS R VA 77 o e J5i < 1-
(3 - 1H-W| W1 —J%) Z.EER R 2 (O BT N — &b B+

[0565]  7E:2- (3-Z BiZk-6— - 1H-MWk-1-5) Z 1K (D)

[0566]
o3
{."}\'% L ik
o By :
NG, F PRI
e ik B \“f o \*““'§ 1.0
FUYTY, PothbMA ey 5 i
& }{t_}«‘f\"\\’}'\.‘wmg e R\v\e’ \\‘,.««"Ng\g’ Bl <318 e i\i\m “{:}
| a0 <
{}-»%* ‘Q\ W\%‘:
. N
R s ;
W& e o :
R 3 - R
Q‘R\‘A \\v‘\v s & < ﬁg"‘%‘”ﬁ\ﬁ
V™ Y g
= Mo

~{ ¢
&N{T«” B o
[0567]  fd FIRIEMIFE? (Bur.J.Med Chem., (2011) ,46,756) Z B L6~ A LMW IF: #2 4t
R B AR (KR P e A o R R [ e 3o P 2 A OR AB Bk » T AT R S ]t o et
WA VIBPTR T A B -
[0568]  7F:2- (3-Z BiA:-5-Fa k-1 H-MWk—1-3E) Z 1R ()

[0569]
. | ] o i
| \3\3-1{*\, BaCh ELAKCH BDOM Bfﬁ\g: ”Ti 8& v
R e L . N NP —— ngﬁ'z )
K;;m:g\. AQCN, Wﬂ { N {} e
C}ﬁz\ N v‘“
3
; "Sd:* HG
MR, THF N .‘\ 1, 4= RS HHTI SN Moy
i H ¢ OH
o= L
&

[0570]1  F-0°CF[a15— (R4 2E) —1H-M5|Ik (11.08g, 124 5&) ££200mL DCMH (4575 1
BT I LR (ECBE P R IMFE W 74 6mL, 1.5 5) KRG YIHEFE30 081, 28
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JETFOCTRIMAZEIE (5.3ml,1.5245) £E150mL DM VAR, 3595 S 82 F-0 °C R it 1 /)N
I o T-0°C T NG % AT AR B KV VR 1 I R T 2 38 S SR 1593 % o ok S DTiE ¥ 9 Ak Bk
B TERAHLDEI, IR R4 o Sl Wi o PRos AT €% (ReE JiE , FHDCM/ CHsOHE i) 264k, , 45
H - (5— (AR L) —1H-T5| Wk —3-32) 2,1

[0571]  F=E FF1- (G- CREML) —1H-M|WE-3-3%) LB 6. 5gm, 124 5) FIK2C03 (3.72gm,
1.1398) 7E50mL Z JiE o (B i TPz i NN 2R Z BB T G (3.92mL, 1. 124 8) ARGl
PR AP IMINE [FR 18/ VA E 2 Z R 5, DM (100mL) # BETR A4, S8 I i i fek i - 24
T8 5 Rl AR A8 BE VR o T AR TR T AR e PR A i (RERR , FHDCM/EtOACHe i) 24k, 45t 2-
(3-7, Bt -5- (A L) —1H-M k-1 -3%) Z. BT S

[0572] A2 (3-ZL Bkt —5— (RAAE) —1H-M|Wk—1-3%) Z BT BE (6g) /THF (80mL) H N A
Pd/C(0.059 &) NG R BIRAW)T 2 il T 7EH: (atm) FHEHES /M A8 5 i ik e i #ad
P8 LR B ) FF FH CH2C1 2 FIMe OHBE 14 o U801 M 47 D8I 1 T 4 10 i AR ) il PR A i (e
Fse » FHDCM/EtOACTE i) 2hidk , 25t 2— (3-ZL It S -5 F2 A -1 H-Ig e —1-%) Z BRI T B

[0573] 42— (3-Z B -5 -1 H-M| M- 1-3) Z. B80T B8 (814mg, 2. 8mmo1) JALAAN HC1
TSN (10mL) IS AT A R BRI T IR N PR A8/ AR SRR RS BRIE A, 45 H 2
(3~ B2 -5-FR M- 1H-W|Wk-1-0%) 2% (B) , Hon] B HE T — A b .

[0574]  sZjifaf8: (2S,4R) -N2— (1-Z B2 - 1H- M| e —3-J) -N1- (3-& —2-F/ "~ L) ~4-Flt
g ke-1, 2- R B fie (AP 16 %

[0575]
W
H n
&y gy, G ExARCL DOM 5. ?%
R ;3 %l O, _— 142 B HON
W\“ KGO, AGN, 96%C \,;lw ,\k{tpﬁ
o ., . , .
H3 & ! F».,&,\ HM ¥ T HNM» F
! e Ml F : ”‘}_1
/0 {0 i “”g,‘ 4
R S e o Lm0 won, vhe, \.j“ 3
» HOA e CHIOH, FuO
% l { w2 Pﬁ} .
b OCH, - f SRR \
o, & HATL, CHER, FE . \;Ew««m%*a T2 o

G"’\ Q

[0576]  T-0°C " (] 1H-M5| W —5— R Rl (10g, 1 24 &) 7/E200mL. DCMA (1) Fi 6 1 VA IR
WA LRSS AME (EC e B IME R 85. 71mL, 1. 529 8) IR G FE3075 8, SR 5 T°0
CTRIMANZEE 6mL,1.545) ££150mL DO (RVE W, 37 T-0°C R a1/ . T0°C A
5% AT R B K IR S SLVR A 0 T 2 T e 1640 B o i R U Ui ve 1, KB, IF
TH R A e i B A £ 3 (RS, FHDOM/ CHsOHG i) 24k, , 45 HH 3— 7 B - 1 H-W5| Wk —5— 3%
[lGyiER

[0577] T 181 3- 2 Bk - TH-M5| -5 FR R Y B (6, 124 5) ATK2COs (4.197¢, 1. 14 &)
FES0mL 2 H () B BT N 2R U T B (4.42mL, 1. 149 8) SR G BTRIRA Y
TNHAE [H97R 18/ o YA H & 218 5, FHDCM (100mL) Fs B TR &), 1 ik 3+ #4598, 38
WRAT I o FE) AR e AR e it PR (23 (REAR , HIDCM/EtOAC Bt i) 24k , 25 Hi3- 2 i k-1
2= (BT ) 28 L5 — 1 H-W5|WE -5 R R FF G (12) .
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[0578] W3- BhF-1-(2- GRUT &) —2-% M2 ) -1 H-B| k-5 R % H fis (3¢,
9.06mmo1) JAA4AN HC1 2753 (50mL) IR P49 S ST 540 T 28 T Hi bk 48/ ik S8 J5
VB RS BR VA 75 1 ) A i 2— (3- 2L B 3k —5— (FR AR 3k k) — 1115 e— 1 —3) 2R L 22 FIIAE
TN—ERPERE

[0579]  ¥2- (3-Z BEE—5- (F AR L B L) —1H-M|wk—1-35) 2,18 (2g, 1298 VA fi# /EDMF
(50mL) HIE AN ProNEt (3.95mL, 524 &) , ARG T-5°C N HK KN (2S,4R) N- (3-5-
2-FRAE) ~A-FIMEE b2 BERZ Eh R 2hA (2. 254g, 129 &) FIHATU (5.8g,2. 14 8) AR5
R AT 2N HEFE 18/, FIMAT AR BR VW (100mL, % 10g NaCl) %, 3¢ FIDCM
(50mL X 2) ZHL . A ALZ FINaHCOs /KA (40mL) Heidk » 7K (40mL) Peidk , FER/K (40mL) ¥k,
FiNazSOa 48 , F 98 IR 48 o 6l 43 IO TR A P i o B A € 3 (i, FHIDCM/CH3OHE i) 24k
53— - 1- (2- ((2S,4R) —2- (B-F-2-F -~ A 20 BE) —4-Fut g b —1-J) -2
) ~1H-W| -5 R EE P I .

[0580]  #£3-Z Bidt-1-(2- ((2S,4R) —2- ((3-&-2-FF2) Z AT BE) —4-FMkrg k-1
By -2 AR L) — 1 H-W| Wk —5— 3R FE FR G (3. 86¢g, 124 &) N THE (20mL) A1 F B (20mL) [ 78
G ARG MNLIOH (1.832g,6 4 5) /7K (20mL) BT {8 R BLRA W T ZEiR T Hidkas/h
I o R JE IR B I8 VA R FE N (30mL) « FHAN HCL1E&AL , 7248 (A B iie W), 1ot SIS IE W »
I E A T YR 3- 2 B -1 (2- ((2S,4R) —2- (B-& 2-F % &) KA FED) -4-F g
Fi-1-3%) 22— AR 2. 3E) -1 H-W|We-5-FR R (F) B3 HI7E N — &b B

[0581]  SEJEf9: (3-Z BidE-1- (2- ((2S,4R) —2— ((B3-F—2-F T 48 T BE) —4-Fkng
fe—1—4k) —2—4 X £ 2) —1H-W| W —5—4%) S i R IR A PRI ) 5 ok

[0582]
P, MM F B MM F F: &
TN TN S o M, F
S N F ‘ R
OB Ny g ¢ g“‘ﬁi B L’?" YWod S
- {;::::}—‘ B ORRS, TEA, THE - {;«‘}’"“’{) {:.»:} | {3 N ,L-QQ N i
Y DPR-THE Wik NSy THEACN, TEA  Ruemy g
\.l}f \N‘:&.\\{QH ‘ '?r“"\\,\—;!‘-'ﬂ ‘N\‘E .\}"A\%N’&\Q {3
o 0 EEaN i o=, N
. G

[0583]  [a]3-Z B -1-(2- ((2S,4R) —2- ((3-&-2-F % 2) Z AL F BE) —4-Fukrg k-1
5 -2 AL HE) —1H-W5| W -5 2 (155mg , 0. 3mmol , 124 &) 7ETHF (20mL) H K] & ¥ 1 N
AEGN (B8uL, 14 &) H R 3 Em T =il T AR T 155 80 I ADPPA (641L, 14
=) 8 M T =l T AER T BERE LS/ o D8R IR 4 I B VR A I IS R AR B B A
A b () A4 B 7T FF 2K (20mL) FNTHE (5mL) (TR A4 B bR A9 T 53 Bl A/N I
R AR BT FIR I T EELEE (2S,4R) —1- (2- G- B -5 F IR 2 - 1 H-| bk —1-55)
L) -N- QS -2-F R A5 —4- L g be-2-F BEik ) B AT — 2.

[0584] Ak & WIGIAfEAETHE (TmL) JACN (3mL) FIFRTAEE (35me, 224 %) (IR &M+, R 5T
0°C FANANEts (T61L, 29 58) SR SR AT 20 BeRE 247N o DR R 48 = SR A
Y34 ) A 0 SR P ok RS AT i (R, FHDCM/ CHs ORI i) 4liAk, , 25 7= (3—-Z Wk
H-1- (2~ ((2S,4R) —2- (-5 —2-F KT 5L) 2L F Bh) —4-FmL g br—1-38) 25842 50) —1H-
NIk —5— 35 G2 3 R ER TR S (187) o 'H NMR (400MHz , DMSO—ds, 300K) « (I ZL ks F k) 6
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0.68-0.72 (m,4H) ,2.00-2.17 (m,1H) ,2.40 (s,3H) ,2.49-2.56 (m, 1H) ,3.89 (ddd,J=22.8,
9.6,2.8Hz,1H) ,4.05-4.14 (m,1H) ,4.32(dd,]=20.8,6.0Hz,1H) ,4.42-4.49 (m,2H) ,5.12
(d,J=17.2Hz,1H) ,5.33(d,J=17.2Hz,1H) ,5.50 (d,J=52.8Hz,1H) ,6.97-7.01 (m, LH) ,
7.15-7.45 (m,4H) ,8.18 (s, 1H) ,8.31 (s, 1H) ,8.59 (t,J=5.6Hz,1H) ,9.49 (s, 1H) .'°F NMR
(376MHz , DMSO—ds , 300K) = (3= % jig#6 F k) 44) 6-121.8,-176.1,LC (J7¥%1) : tr=1.78min.LC/
MS (ET) m/z : %F CasHa7C1FaNaOs ) [MHH] oH 54 : 573 3 SEIWMHE : 573,

[0585]  SEjifif5 10 :N- (3-Z. B~ 1- (2- ((2S,4R) —2- (35 —2-F " 5b) 2L F ) —4-Fnt
W& 5t —1—J) —2— 484X £ ) —1H-Pg| W —5— ﬁ) =3, 3= IR IE — 1 - HF BE R A

8. . £ _
e By F COHEes F
}‘Q‘{:} i f}%{} e
3 - g
[0586] Moy THEAUN, TEA L
A b % § 0¥
%\\*Nﬁfmﬁa . ‘}“‘“‘N\:ﬁ;\ .,.‘“\ N w\{ ‘i‘:
oA o, @

[0587] ¥k & W S B FO AL & VDG I f# AE THF (TmL) JACN (3mL) F13, 3— - FUUR B £h 2 2
(51.81mg,1.1495) KRAWH, 85 T0°C N IIANEs (T6uL, 29 &) R85 R BRI A
T B T R 247N o e MR A S S TR B ) IR R AR ) e R ad i PR A R Ak (AR
FIDCM/CHsOHEE M) > 25 HHN- (3-Z Bk —1- (2— ((2S,4R) —2— (B3-S —2-9R "~ 4k) 2 AL 1 ) —4-
TN fi—1-3E) —2- AR 2 3E) — 1 H-Wg|Wk—5—35) -3, 3~ IR I — L - Bk fi% . 'H NVR (400MHz
DMSO-ds , 300K) + (3= ek FMy44&) 51.69-1.76 (m, 2H) ,2.01-2.17 (m 3H) ,2.41 (s, 3H) ,
3.52(t,J=5.2Hz,1H) ,3.78-3.95 (m,3H) ,4.13(dd,J=9.2,12.4Hz,1H) ,4.32(dd,J=
20.4,6.0Hz,1H) ,4.42-4.49 (m,2H) ,5.12(d,J=17.2Hz,1H) ,5.33(d,J=17.2Hz,1H) ,5.50
(d,J=52.8Hz,1H) ,6.99-7.03 (m,1H) ,7.22-7.25 (m, 1H) ,7.29-7.48 (m,3H) ,8.16 (s, 1H) ,
8.19(d,J=2Hz,1H) ,8.59 (t,J=6Hz,1H) ,8.62 (s, 1H) .'°F NMR (376MHz ,DMSO—ds, 300K) :
(B ek FHIE) 6-101.06,-121.25,-176.1.LC (J7iED) 1 tr=1.82min. LC/MS EI) m/z : %f
C30H30C1FaNsOf¥) [M+H] T B 4H : 636 s SR : 636

[0588]  Sjifafs11: 33—, B dk—1- (2 ((2S,4R) —2— (B3-S -2 T 4&) 2 H BE) —4- Rt g
Fe—1-3) -2~ AR 2 L) -N-FR T FEIEE) — 1 H-W5| W —6— B B 1) A ol
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[0589]
¥
i @ ~ ) e ¢ %’i
?%\“«‘\T"“\w sokast N {»\w’%a»* a ! oS
& Y PR _ SRR e Rl ol
Rk - Yl 800 e
hy «mi B 3 e S
¥ % o, ACHISE R % g .
¢ Segy
¥ Nen IR : &
S (oo o B0 %
By W e MR \;\ e
S§OohoHm A S A
- Y S Yo e M
Gt W R {-*""*tlﬁ & LOHTHRMG {{3\5@."3\}-&" e
§ R el
ERAK HATUSHE AN B ety P
Rk ot D9,
¢
;3’:::22\
..... "
{5" \}{3
:::::;;‘\
¥
HATUAIMEIRS {ka R 8
e N *fwv'\ ,,.A"":?\-Na B
B i T "
& e
Daegoning ol
2 \*\;) R @\.\

[0590]  FR#EMacKayZE A (MacKay,J.A.;Bishop,R.;Rawal,V.H.Org.Lett.2005,7,3421-
3424.) A FFRIFE P il 24 3— 2L e 3 — 1 H-F5| W —6 — R 1R FF I

[0591]  %150mg (0.68mmol) 3—7, B 3 —1 H-W5| k-6 -2 FE FF i 0. 12mL (0. 76mmo 1) ¥ 7,8 L
T HEEF1249mg (0. 76mmo 1) BRERHA/E TS /K 2 (15mL) VR A 90 (19 187N o 4R e 0 s I VR
A Z ZIRIFIREFEBR A R R NE tOACFIK (92 LVR A4 (30mL: 15mL) o 4y
B Z I SRR @ X 15mL) B ANLE 55, T8 Na2S0s) A HLZE FF Y , 15 3 2 5 f#
P21 3-Z B 11— Q- T &) 22— 250 1 H-MWE-6— R PR R ES (1) .

[0592]  #%100mg 3-Z BEFE-1- (2-FUT &) -2-A M2 H) —1H-W| Bk -6 -7 & F I
(0. 3mmo1) 7/EAN HC1 47N FF (15mL) HP T2 T 3 HE 18/ o 98 B BR HE R TRV T F TR R
Wy (H [AAET) ¥ fEAESmL DMEH o [ i3 VR II 140mg (0. 36mmo1) AR TFAZL , 2R J5 &
0.26mL N, N-" 2% (1.5mmol) «#8 TN 137mg (0. 36mmol) HATUFH- K R RVR A ¥ T
FIR T HRE A . FHEt0AC (20mL) FI7K (15mL) #fE R B GH) . 7 B A HLE , FER K (3 X
15mL) BE&%, T8 (Na2S0a) , B WAT , FF 4G R AR Wi i A% i 240 (e, 0-10 %6 MeOH/
CHaCl2) , 25 Hi128mg 2 B8 T [E 4R 1) 3- 2. B JE - 1- (2- ((2S,4R) —2- (- -2-F ) /A HF
) —4- A ft -1 —J) —2— 2 A £ - L H-W5| R -6 R TR P R

[0593]  #5128mg (0.24mmo1) 3-Z Bk H—1- (2- ((2S,4R) —2—- ((3-&—2-F T &) ZAF B -
A=FIEIE fe—1-38) —2— 48 A 42 -1 H- M|k —6— 42 B2 FF iR /E THE (5mL) FIN LiOH (10mL) H 7R
HET ZIR T HREL8/IN o 8 BE R A 71 (THE) J FHEt0AC (BmL) ¥Eis TR 7K 2, F2N HC1
B4k, 3F FHE tOAC (20mL) FEEL . A HLJZ FZK B3, T8, JF 46 , 19 21 1 26mg 2 55 (0[] 44 [ 7=
W2 3= B -1 (2= ((25,4R) 2 ((B-5-2- 5 HL) GURE Y BE) —4- Ui Jo- 1) —2- %A
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- TH-W| -6 — R

[0594]  [5]177mg (0.34mmol) 3-Z Bk HE-1- (2- ((2S,4R) —2—- ((3-&—2-F T &) ZALFBE) -
A—FRE G BE - 1 —J%) —2— %X & JE - LH-W5[ Wk -6 —FR R 7EDMF (8mL) HH I i+ 55 BV M I
207mg (1.7 Immo1) PR A B RE % . 390mg (1. 03mmo1) HATUFIO . 4mL (2. 4mmo1) DIEA ¥ [ MRS
PN 2260 CLRFF36 /NN o IR 5 45 S BLVR A W) ¥% A0 48 2 T I 980 s BB 5 v 711) o B AR ) Je ik
#HPLCZEAL, , 45 tH63mg 2 [ ELE R K BT /5 729 : 3- 2. B2k -1- (2- ((25,4R) —2- ((3-F—2-7
R A ) —4- L a1 -3 -2 AR ) -N-BR T SR I ) — 1 H- | W6 - FR Bt ik
(129) o"H NMR (400MHz ,DMSO—ds, 300K) : (£ fe#6 A 44) 1.12 (m,4H) ,2.11 (m, 1H) ,2.48
(s,3H),3.15 (m, 1H) ,3.92 (m, 1H) ,4.16 (m,2H) ,4.32 (m,2H) ,4.49 (m,2H) ,5.48 (m,2H) ,6.92
(t,1H) ,7.21 (t,1H) ,7.43 (t,1H) ,7.81 (d,1H) ,8.30 (d,1H) ,8.44 (s,1H) ,8.65 (t,1H) ,*F
NMR (376MHz , DMSO—ds , 300K) : (F2 £ He s FAa44) -121.6,-176.0.LC (J77%1) : tr=1.52min.
LC/MS (ET) m/z : X CogHorC1FaNaOsSH [M+H] "5 AH :621. 055 SZMI{E :621.00,

[0595]  sEjifafsi1 2« X T A A R il P S i Hoe &

[0596]  2- (3-Z, Wi dk—5— (A AR AL) — 1 H-W|Wk—-1-3%) 2,18 (D)

[0597]  Jy221

[0598]
&
ASTLELARY, nm E»r"\’ T( a}’
M»&f -«mﬁ:; sttt s 4 A o SRR R
5 i mxa—*
QT AEN, B07C
Lok G
3
HOQ
&
O
N
: OCHy
ﬁ,
B

[0599]  T-0°C I [a] LH-W5|WR—5—FR R lig (A, 10g, 1 24 5) 7E200mL DCMH 1 it Hi- & (7 ¥
BN S FEC e P I IV 585 TimL, 1.5 &) JREMHHE30 80, A 5
TFOCTFIMAZERS (6mL, 1.5245) £E150mL DOMH VA, £ T-0°C 4k a4 bk 1/t . T-0
C RIS % [T B KV W0 S BETR S T =38 N Bedk 154 % 1 9E Ui 7, A K3
B TR R AR P i s (3l AR 24k (e M%) : DOM/CHsOH) , 45 tH AL & ¥B.

[0600] T2 T (] 3— 2, Bt H - 1H-M5| Bk —5— 2 iR FR 6B (62, 124 &) HIK2C0s (4.19g,1. 1249 8)
FE50mL 2 H B BT MR R BUT e (4.42mL, 1. 129 8) BRI A YR8
/N o Ve EN B Z R S, FIDCM (100mL) 5 R VR A 40 , 200 3l e 8 b 3o 8 00 IR 4 08 - R R
Vi POd A 4 18 AR 24k (BE i 71 : DCM/EtOAC) » 45 tHAL-AHC.

[0601] 43— Wi - 1- (2- GBUT A 4E) 28 AR & &) - 1H-W|W-5- R F I (C, 3¢,
9.06mmol) JAAAN HC1/ 2753 (50mL) o I i3 I BEVR A 0T 28 T R4S/ N o i B
SERUG R BRIE R, R AR G EYD) B T —A PR .

[0602]  2- (32, Wi dt—6- (FR AR LA HL) — 1 H-W|Wk—1-3%) 2,18 (B)

[0603] 522

91



CN 106413707 A iﬁ, EH :I:S 76/124 7T

}'xf
4 @ i
N & N R \Q Sa (xr Ca
&ﬁ Oy xenv s \@ QQW *’ﬁ' 831 Ao ROV EE B R
800, HCN, %’ 8
AD TN s |
[0604] AF
f“i} sg
\{W QCRQ
%w‘\:’*
ok
B

[0605] T MBS (22.3mL,1. 129 5) A& fbis (83.7¢,2.22 %) /£ & F ke BL)
H R NI -5 R R R I (AD,50g, 1 &) G R BRA T ZE N2/, 24
Je BB UK IR ek B 1 [ A o FH 7K 9 945 122 (6] A 3 108 o BRI 4 ] 4 i R A, b
IR EE T, 4 AL A AR,

[0606]  T-Z 6 T A1 3- 2 B - 1H-W| W -6 - FR I FF I (AR, 32g, 1 45 FIRKERH (24.2g,1.2
&) fEZHE (320mL) IR AV IE T IR 2R T S (26mL,1.22498) R MIB A
T-85°C M 127N, W 48 , FR AR AR WIS MR AEDCMA o HLZE FHZK S IM HCL KA VR v A
NaHCOs 7K ¥ VAN £ 7K Be ik o Yok R IR 46 A WLZ o B B3I 44 FIMTBE R AL, 1 8 IF T4, 45
HAAYIAF.

[0607]  JF3-ZBEHE-1- (2- (BT ) —2-F A L) - 1H-W| -6 R B F s (AF, 3g,
9.06mmol) JAAN HCL/ %75 (50mL) H 54 Fr 43 I SETR A4 T 2 T 9 HE48/ NI o S BE
SERUE  RERERIE R, FPR R R MEE AT — &b R,

[0608]  2- (3—Z FEH B —5— (AL B AL —1H-M| W —1-28) 418 (F)

[0609] TiE3

[0610]
{;} BOR 5 r’g{}su \:;“0
N‘*"’K\’:k((}(«ﬁ THF )l&\{(\("i hDMF
o O AH
A
AN &""\ FA SN AR AN 2y
BHOWS I PR, R i
& AWOCHS % (3{3}'!3
» E

[0611]  T-0°CF [l IH-W|We—5— R IR F lig (AG, 10g, 1 24 &) AETHF (100mL) H [ ¥ ¥ in A\ i
(21.6g,1.52 &) AR BEHH (16g,2.59 %) RSB AV T iR N2/ FH10% 1)
B ARERIR BN/ KA BT & W) 7 FHEtOACRE BN IR o & 3T A ALZE B , FH oK Bl , T8, IR 2%
KA N B8 A FIMTBESR AL , 1t €108, 45 HAL A 90AH (13g)

[0612]  T-= 3 T [A) 3-M— 1 H-Pg| e —5— 2 ik FF 5 (AH, 30g, 1 9 &) MR (34.3g,2.524
&) {EDMF (300mL) H VR &) B IR A BRAUT g (17.6mL,1.2298) TR G
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50 °C R i HE 3N o SR 5K S BLVR A P RINK HR FE FIEt0AC (2 X 100mL) ZE L, & A LA
UMD B 23 WA A A3 BRI B LA AD) FIAE S — DR AN — b 4lifk .

[0613]  #51-(2— (BT %8 3E) -2 AR 2 3E) —3—fifi— 1 H-15| e -5 ¥R 85 F G (AT, 40g, 1248 .
Zn (CN) 2 (13.5g,1.224 &) .Pd (dppf) Cl2(7.9g,0. 14 &) .Pd2 (dba) 3 (8.8g,0.14&) . /K
(80mL) FIDMF (400mL) (1R 54 T-80°C T 7E 2T T HES /NS o FIECOACH B SR &4, 8
Je A4 F K L FINaHCOs 7K VRN R 7K e 35k « B IR A A HLIZ o FR AR W8k it i AR B 40
b (BB 77 : T /Et0AC) » 45 AL S WIAT .

[0614] 51— (2- GRUT L) —2- AR L) —3-F - 1H- M| -5 R TR F liE (A, 208,14 ) -
NS (7.5g,2298) \Pd (0Ac) 2(0.7g,0.054 &) FIPPhs (1.7g,0. 134 58) /£ 2 BE K VAW
(500mL ,H20/EtOH (100mL/400mL) ) H VR G40 T 50U T I3/ NN o e B VR & 4 d act Tk v
T yE I B AR RR VA R AR R M i A Al AR 24k (BER R : CLE/Et0Ae) AL G
YIAK

[0615] 51— (2- (BUT & HR) -2 AR 4 AE) -3 -2 2 FF -1 H-Wg| e —5 2 I8 F I (AK, 3g,
9.06mmo1) JANAN HC1/ 5 75H (50mL) H 44 i3 I NTR &0 T = 3 T I HEA8/ING o S B
SERLSG TR BRIEFIFE =Y (AP B N —5 PR,

[0616]  (2S,4R) -N- (2 S —2-9R— [1, 1" —IoR] —3—4%) —4-Fmbng e—2-F Bz sh i (L)
[0617] 24

g O
‘ : Lot RN b
L e W
OO PRI B 8
G
[0618] ~
£ il NN
. {
F%_ - 3:}*{ ¥ 53\\’&‘;5 Ot ) K ) - ( oy
i‘ M e X i P
Bae ,\.-?4,_\?\;&%_ § :

&
DifS BCR BT
[0619]  {E /& 7375 2% FAR AR 4-1R -5 A& (G,30g)  2-& R HNER (H, 60g) \K2C03
(91g) APd (dppf) 2C12 (19.25g) /£ N FKIER (5 7S FH400mL, H20 100mL) TR G4
54 B FF T 100°C N i HE 157N o 98 s B8 53 V45 70) -4 e A ) ik RO A €2 93 R R 44K o 948
S P 8 AL I W) TR Y A AEMe OH AR 3 FHHCT /MeOHAL ¥R . #5477 3 I TPA-B b (1/1) Bevg [
W, BRI EDT.
[0620]  $i$F T RIN-Boc—4— B & (J,530mg) 7E20mL DCMH ) 4K VA VA MR B NN 1 -
NN 2-=F B - A% (0.333mL, 1. 129 8) SRR LI 2 R 4k 823/, AR T I
EWT (640mg, 1. 1°95) , A5 &1.12mL DIEA 34 F) JSEH A BB RGN T =
BN S BL5E R > 45 R REIR A PN E 7K (20mL) H 3 FIDCM (2 X 25mL) ZEEL A HLE
FH4% FINaHCOs 7K ¥V (20mL) 7K (20mL) F1EE7K (20mL) Hedsk , 28 fiz FiNao S04 H - ok 5 W 4
R A i B A i R Al Ak (1SCO¥E 77 : © 4% /Et0Ac) , 45 AL & WK .

3
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[0621] 4 (25, 4R) ~H T 2 (2 ~5-2-9- [1, 1 ~FEK] -3-55) U P ) ~4- UL s -
LA (K, 700mg) MUNAN HOL/ =4S 5F (25mL) i 46 e I8 A4 T 208 F pka
I o S5 0 VP RS RV TR A (R AL L A T — 21 Bt

[0622] (28, 4R) ~N- (3429 K IE) - FRUH WS b2~ Bk ek ok (O)

[0623]  F725

. },...{
" &“\“ o 8 & e Ei $38 &
[0624] A *) 'S g AN HG 2 R & M ‘\3»{;
See SRTH, DR, e A& RTG% K0 o £

S
H\A{}

[0625] & (2S,4R) —1- GRUT AR AL) —4- ‘ﬁ\ﬂtl:“%km 2-F2 IR J (2.33g,10mmo 1) ¥4 fift /EDMF
(50mL) H I AMADIEA (8.6mL,5%4 &) , S8 5 T5°C A B-F-2-F kL) H ik (M, 3. 18g,
20mmo1) o#R 5 T AHE IR R 218 I NHATU (8g,2. 1 4 8) JR G BN NIE ST =R Nt
FEL8/INIF o B8 i > FIMAT BR BRI VR (200mL+NaCl B 4420 g) B I VR &4 FF FIDCM
(150mL X 2) #HY . %4 J5 FINaHCO3 7K A ¥ (100mL) 7K (100mL) « $h7K (100mL) ¥EiAHLE, A
NazSOa I8 Ik MR 48 o 7 43 Wil 1o A 2 3 AR B 24k (B R 7] : DCM/E t0AC) , 45 AL &N
(2S,4R) —BUT FE2- ((B-E—2- 5T AL Z L F ) - e -1 R RS -

[0626]  H% (2S,4R) — AT H2- (B3-S -2-F K 5) 2l 2 FBE) —4 -k & be— 1 -2 R B
(500mg) JANAN HCL/ 475 ¥F (30mL) H JF1 AT S SR A4 T 2 T A FE 37N o [ B 58
T S IR RS BRIE ], R AR A E10) AT T — R BLmA R — P4k,

[0627] (IR, 3S,5R) -N- (3-S—2-9 "~ L) 2% FWFA [3.1.0] D he-3-FF Btz ik R)

[0628] 75226
[0629]
Hat *‘ 5 i’* & i“‘“}
o e %:J }xx{; % Bk }\\\{ o
¢ & N A TR I e, RS 3
>:;‘>»«(\Q \“M LW b Ny é}wﬁ Rd
B \«sﬁ"\ Woo a6
5 & .
TR, DOR, 870 e Y

[0630]  fit: R 1Al (IR, 3S,5R) —2— (T AL R L) —2- 0 = 0UFF [3.1.0] & e -3- R 1. (P,
516mg) 7£20mL DM Y DK A FE R P IZ T NN -F-N, N, 2- = FE -1 -4 2L % (0.333mL,
11 E) SRR S R RS2 3/N, ARG AL AT (640mg, 1. 129 8) , R J5 2 1. 12mL
DIEA (3 &) FEFFVA EVE IR N IR AT 2R B IRkt 4 o [N SE 5 > IR MLV A4
27K (20mL) H 3 FIDCM (2 X 25mL) £ HX . A H1JZE AH 4k FINaHCOs 7K ¥ (20mL) 7K (20mL) A1
K (20mL) Pk, FINa SO I I8 s R A4f o 5 A i i T €00 PR A e 44K (TSCOE i
. U E/EtOAC) , 45 L A Q.

[0631] % (2S,4R) —FUT H2- (27 -F-2-9— [1, 1 —IPAR] -3-58) 2 2 H ) —4-F ki be -
1R (Q,700mg) FIAAN HC1/ 47580 (26mL) W44 Fr {3 MR AW T =il F HeHk3/h
I o OB SE R > R BB BRIE 7 FR R W) UL & HIR) B4 A T — A HUD Bt .

[0632] (IR, 3S,5R) N- (3-F—2-F "~ H) —2-ZHAHF [3.1.0] o fe-3-F Bz sh e h (1)
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[0633] 7227

v':’“w\»
o634]

b

e B RN ~N® & o

S:Q L. i
[0635]  #% (1R, 3S,5R) —2— (BT A I HkAL) —2- % X0F [3.1.0] T -3 (P,2.27g,
10mmo1) ¥ f#AEDME (50mL) 1 3N ADIEA (8.6mL,548) , %85 T5°C FIMA G-F-2-F A&
HE) e M,3.18g,20mmo ) o #AJ5 T AHIF R AL N 2218 INAHATU (8g, 2. 1°48) R J5H I MY
IREYT ZE N HFE L8/ o N 5E B » B IMFF AR BRVE T (200mL+NaCl il 4420g) i # f BL
TR W3 FIDCM (150mL X 2) ZEEL, 48 Ji7 FINaHCOs 7K Y& ¥ (100mL) 7K (100mL)  £h7K (100mL) ¥
LA NLZ , FNa2SOs 1 I 98 IR 48 o R R Pk A 0 3 A R 4tk (WE iR 751 : DOM/E t0AC)
AL EY)S: (IR, 3S,56R) —FUT H3- (27 - —2-9—[1, 1" -BeoR] -3-58) A AEFBL) —2-% %
XA [3.1.0] & fe—2-FRIRER .
[0636] % (2S,4R) —HUT 2 (1R, 3S,5R) =T 33— (2 -&-2-F-[1, I -R] -3-4%) &t
H ) -2~ 008 [3.1.0] ©h—2—FRERES (S,500mg) AAAN HC1/ 4753 (30mL)  I:-4%
Frig R MARA T =il T HEHE3 /N o OB SE R  JUE RS B VA 7 = (e mm) T
N B AR — DAk
[0637]  (2S,4R) -N- (3— (3-FU ML IE ~2—2%) -2~ R L) —4-FRILE e —2—FF Wi e b R 2k (X0
[0638] 58

[0639]
m\g,m; -
. NS
3 TN 3 o
Habt A e ’E\:F u nats ,Ef*ﬁi
Lo T\ I
RS0, Paidnefily = §% 58
& ¥
oA a
& A “"*Ep- 2iy : }«asi " . w0
] e, BEE WaRaE e S e 3
0 N S O A
Y P R D Q
3 k2
3 e

HEA DR BT W RY

[0640]  7£ & /37548 A AR H3- IR -2- A % (G, 10g)  (3—SUMEIE —2—3%) Bz (U,
20g) K2C03 (30g) AIIPd (dppf) 2Cl2 (6.42g) 7EVA ] (2 NE130mL , Ho0 33mL) F VR S405%
BRIET100°C N HHEL5/INEF o 98 H B8 BV 71 5 W i o PRt (438 RS A4k SR Ja i
S AL W) A B AEMeOHH I FHHCT/MeOHAL 2 o #2552 711 91 A TPA-BRKE (1/1) Bkl 44, 153
BEAYIV : 3- (B-FMLE —2-F5) —2-FORIZ Eh IR & .

[0641]  $idE T ] (2S,4R) —1- GBUT AL Bk L) —4-F ML be—2— 21K (J,530mg) 7£20mL. DCM
W UK PR B N 150NN, 2- = -1 - 2 i (0.333mL, 1. 129 5)  HiFR7E ik
B JE T4k 823/, SR JE NN 3— (B-FME g —2—55) 22— AL Eh e #h (V) (642mg,1.1%4%) , 9%
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JEAE1.12mL DIEA (34 &) . BHR HVE I IR B 59T iR N B A OB 5E R 4
SR AP INE] 7K (20mL) v 3 FIDOM (2 X 25mL) 2 HL . 45 AL 2 A0 4k FINaHCOs 7K ¥ W (20mL)
7K (20mL) F1ER 7K (20mL) BE% S8 5 FINaaSOs T4 Dk A 45 o B A2 e 1ok PRl A 02 % P R
alifk, (1SCO, T e /EtOACHE i) » 25 HALAHW: (2S,4R) —fUT HE2- ((3— (B-Fnkme -2—3%) -
2- A IE) ZHE ) —4- TR a1 R IR -

[0642] 4% (2S,4R) —BUT 22— ((3- (3-&Mb e —2-3) 29 K ) 2 2 FF ) — 4Rt s e -
|—FRERER (W, 700mg) JAAAN HC1/ 48753 (25mL) Hh IR BT 3 R MR A T =R F B3/
I o SN SE R > R FEBRIE R R W) (b 5 9X) B A T — A b B .

[0643]  (2S,4R) -N- (6—JRALIE -2-F5) —4-FIEIG e —2-F Bhig b iR £ (AA)

[0644] 7‘7;3‘,!‘;9

[0645]
“’N\g‘*{m B B
. ) ' R Ko
F}'\‘) Qﬁ '(3» b 4 s;\ y $ . T e g > o ‘M\
= R N e R 4N w-;_l, N §;|\ gz’«s. £ 3
\,,Q . > s‘ § s R; \& \\ﬁé
Boo g Bor i
A 3

Ot
T, RIR, SR RY
[0646] it T IH] (2S,4R) —1— GBUT 28 FE R AL —4-FUEIS S5t -2-FR 2 (J,530mg) 7E20mL DCM
W UK VAR B NN T-5-N, N, 2- = H -1 -TR A % (0.333mL, 1. 129 8) eIk
T RSN 4R 43/, SR JE I 6—IR ML BE-2-iz (Y,427mg) , S8 fa+&1.12mL DIEA (34 &) B
B HE I R NIR ST ZI8 N B N FE G > 5 R MR AP B 7K (20mL) H 5t
FIDCM (2 X 25mL) A5 H o A HLJZAH 4K FINaHCOs 7K AR (20mL) 7K (20mL) A1k 7K (20mL) Pk S8
Ji7 FINa2 S04 4 980 e A 4 o 5% AR Wi PRod AT il PR B ali A GOe i 71 : CL e /EtO0AC) , 45
HALEWZ: (2S,4R) =BT He2— ((6-¥RMENE —2-55) 25 B ) —4- UL i be— 1 R R TS
[0647]  H% (2S,4R) =BT H:2- ((6-JRMLBE —2-J%) 205 FF ) —4- UL g e— 1 - R IR EE (Z,
700mg) JANAN HC1 47N FF (25mL) 1 544 Fr 3 S REVR A0 T = 0 N Sk 37N o OB 58 B
Ji s R RS BRVE SRR LA AN) B3 R T — A BUP IR
[0648]  3-7, BiHE-1-(2- ((2S,4R) —2— (B3-S -2 R L) 2 H ) —4- b g fe—1-2%) -
2-E A2 3E) —1H-M5| -5 2 (AC)
[0649] 7‘7;3‘,!‘;10

<3

[0650]
&
ﬁ{% 3 e 7N HN F R f
O ﬁw}—{ iwg}({} (E\%m o e
& RN 4 P 3 ’ i w3 aasa
“‘“\ L By o Nt {*{3 s L0, THE, CUOH R {h Q
N, SXCH, WA S
= X Vi N ] XD {%
%%, £ TRV DS R }A\&_ ey St on
5] L9 & 0%, L&
AB &5

[0651] ¥k H A H [ ML A HID (2g, 1 29 &) VAARZEDME (50mL) A I ADIEA (3.95mL, 5
ME) IRIGESC R (2S,4R) -N- (3-& —2- % & 35) —4-FL g ki —2- FF B e 2h B2 46 (0,
2.254g,14&) SR T HFEREE T M AHATU 5.87,2. 1 49 8) . R MBS ET
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FIR T PR L8N o SR 5E i 5 F IMAT AR B (100m1+NaCl [ 442 10 78) # B e LV A4
JF FIDCM (50mL X 2) ZHY, 28 5 FINaHCOs7K ¥ (40m1) Peis A AL, F7K (40ml) | #57K (40ml)
Beigk , FNasSOa T8 , 3 Pl MR AR o ol A% (1) 55 A2 e et PR b 23 R I 240 Gt 77) - DCM/
CHs0H) , 25 th AL & 4)AB.

[0652]  K3-Z B AE-1- (2- ((25,4R) —2— (3G -2— 5 &) 2 2 H ) —4-F kg e 1-
) -2 AR HE) —1H-M|WE—5—FR 2 B S (AB, 3.86g, 1248 A THF (20mL) 1, 3F in A\ P
(20mL) FILiOH (1.8325%¢,6 4 5&) /E7K (20mL) H HIVRAY), i3 R MR A T =i T HiFk48
IINEF o 2R SE RS VR BB VA A N IK (30mL) F AN HC1ER AL o Xk S8 YT 3 (14 [ 42 3 -0
W (G EWIAC) B FITE N — &P B

[0653]  3-Z.WiFE-1-(2- ((IR,3S,5R) —3- ((3-& —2-FF L) &I F B —2- & = XF
[3.1.0] ChbE—2-3%) 2R ) —1H-W| -5 R (AM)

[0654] J72211

[0655]
e BNy B “\'v«zzw\ 3
N . _ €4 \w{ oo \i\ Ea é«x .
\he{; e s f N§§e h S Q\ \\e‘ss 8 ¥ 2 ““_1-‘,»-‘&;.3
\\-‘f g);'LJ'“M@ {\ >\ & ;&\‘ & ozased” {J}‘g—,ﬂ
™ e ® et F N AN TR DM R N
R e L < } N a KB 3 "
1§ * L W R
AR 3 BT SHR SR N k ] k3 B
SN & HSTY, R asd 3 i, &
AN
® .

[0656] %77 10 R L /7 H 2- (3-Z BEE-5- (A LR AL —1H-W|We-1-55) 2. (O,
275mg) A1 (1R, 3S,5R) -N— (3-G-2-F "~ IL) —2- XA [3.1.0] © 4 -3-H B i sh iR £k (T,
305mg) 45 AL A VIALIF IR I 7K R il 8- Ak S P AM

[0657]  3-Z.WFE-1-(2- ((2S,4R) —2- (2 -&-2-F- [1, 1" -] -3-48) 2L BE) —4-5
MERg e 1-28) -2~/ 2 2E) —1H-M5| W —5—FR iR (AO)

[0658] 72212

[0659]
&y oy
- R
e e B « B X%
p A e, MR &
g‘\:&.t\;}{ &\‘g? Q Ry
\& ‘.i ‘.3 S “\ S
% *“""\;;b'&'\ = \CS} A % -
e & HATH, DIRS, DWE
2 an

[0660] #2757 Z2 10 AR KR 77 H 2— (3- L WE A —5— (F Al B A Bh) — LH-Wg|We—1-55) 4% (D,
275mg) M1 (2S,4R) -N- (2" = —-2-— [1, I -] —3—4%) —4-m Mt ng be—2- P Bl sh e £6 (L,
373mg) 45 AL A MIANTFE IR I 7K R il &AL S 4 A0

(0661 3-Z,FiH-1-(2- ((2S,4R) —2- (2~ 2%~ [1, 1" ~EIE] -3-5L) G P B —4-91
Mg fe—1—55) —2—% AR & 48) -1 H-W5| -6 2 1 (AQ)

[0662] 7513
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[0663]
.\'m»:»:::\"‘ R
5}“’\% ~E R 33&,...-“; \fz \Q\} %‘wﬁt

e \\\\\ i R & 5 “\m\ !
RQ_ ) *"\ Y W ¥ \“355"“ ) B :\\‘» WWX\ S?}»‘ ¥
P L™ S Ly T
X § i g i &3\ <
R . : o
S I ‘ sa\, \\ *i , HON T ONHEO O 2

N HATIL DNRR, B8 & *\ ;

& 5

[0664]  $77 10 FEA R FE 7 A 2- Q- Bt -6— (FF A 2L B ) —1H-Mg| k-1 ﬁ)Z&(E
275mg) 1 (2S,4R) -N- (35 —2-F K 55) —4- ML g br—2-F Bl SR 2 2k (0, 311mg) 45 LA
YIAPFH IR Ja /K fif ke il &AL A P0AQ.

[0665]  3—GJEFEE-1- (2— ((2S,4R) —2- (2 -&—2-F - [1,1" -BK] -3-J%) I ) —4-
FRL S BE—1 ) 24 AR 4 3E) —1H-W5| -5 12 (AS)

[0666]  F72214

[0667]
SR
4 O
& A B g
S i ‘}\ &
. SRR R N S ~
i e, i X
"5 o=, o P 4
SR % e
3 %R ,\_\3?,\"‘\._\',\\‘ €‘§§Q & X\ W
\}M\\@‘\M&\-i&\ &Vﬁ\\ LGN, THE OO 0 \w .
SN & T T WY
RATRY, CRA, ‘&‘ R \\» \\:Q\\\ RS
& e §
PR
N s \Wz x&
R &%

[0668] 477 10 HEARFIFE T H 2— (3% JE FF Bt -5 (4 L e ) — 1 H-Mg | —1—J%) 2. 1%
(F,277mg) 1 (2S,4R) -N- (2 —&-2-%— [1, I —~JKIK] -3-2) ~4-FL & S5t —2 - BE g #h iR #h
(L, 373mg) 45 AL B WIARFF SR I 7K fift ke il &AL 5 AS

[0669]  3-ZFEFEE-1-(2- ((IR,3S,5R) —3—- ((2° -G —2-—[1,1” —BER] -3—%) AL H
M) -2 FO0F [3.1.0] L Je—2-28%) —2—28 A 4 FE) —1H-W5| -5 R 2 (AU)

[0670]  J7215

[0671]
- Nl FIE Y
Sy B e £
NS RO - - A &
K . \.}v{‘?‘-‘-\ & § (‘,w{ ?\\\\\\\79 4'-““‘\\ M }@
SHE T LN, THE, BRGHHE O
) 3o B
R i s j\v N O 8 ‘*%
P, B, W ¢ o b 0
H = %
s . i T
- A au

[0672]  #77 10 IR R B 2— (324 B Bt —5— (A 2R FAk) —1H-g|ie—1—3E) 2,
(F,27Tmg) M1 (IR, 3S,5R) N- (2" -5 —2-9—[1, 1" —HKIR] -3-3&) —2- %R WA [3.1.0] T -
3-FBLhL bR £ (R, 36Tmg) 45 AL G MIATIF IR IR 7K Al K il 46 AL S AU
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[0673]  3-ZFAEHEE-1- (2- ((2S,4R) —2— ((3— (3-F ML g —2-3L) —2-Fp R IE) 2L FF B —4-
TS BE—1—F8) —2— 28 AR L FE) — 1 H-Pg| -5 R iR (AW)
[0674] %16

[0675]
‘\vv\h‘ Q0% g
W b - % SR
S 8 & 7
O el S % e
P R‘@w‘ S B \§ i\‘a:‘-w“" WN\\ R & &.\ w
& \ ; 3 xS Y A N e 9B **{» 3
BNy s\&?""‘% s\‘“f""ﬂ%‘ """ TN
R % S CoM TR SHIRES N B
B S R o =
B AT HES. O Bt e
L ey
LR R L 88 3
‘g{ e *;g \}.“ﬁ\\’.z:!-\\{.&
, el & ; 3
¥ S = ¥
LN s}*ﬂmﬁ s
& &

[0676] 77 e 10T TR KR 21 2 (3~ FP B —5— (PP L e ) — L -1 — 1) 2,
(F,277mg) Al (28, 4R) N~ (3~ (3~FURLIE ~2-4) ~2~ AR E) —4~ UL 475 -2 PP 9k i ok i
(X, 374mg) 45 AL S WIATHAR I 7K Sk il &AL B WDAW

[0677]  1-(2- ((2S,4R) —2- ((6—¥RMLIE-2-JE) 22 H ) —4- /AL e —1-3%) —2- %R &
H) —3—ZU B 1 1P| -5 FR R (AY)

[0678]  J7Z&17

[0679]
8 e
g Bk . o R
sy B SN S
Y " N 'ﬁ;::r)s R o &\
o }; . k“;«-"‘"' }E&lw’\\‘%«j}é ‘}m O
RSN { N > ! X
N B ] Nnid ‘ 55 %
%,‘.3\,@3 S oy ¥ 8 Ea LA TR DN <™
Y\‘*{ ) A\g : : ¥ %ﬁ' X o '\va“ My Es "1-\\,,.»\:"\1\,(:3:22\ S
PN § ¥ ¥ 23
Wy HATIL NER, DR e, S o &
R N§y
¥ A% ]

[0680]  1-(2-((2S,4R) —2— ((6—VRMELIE -2—FE) ZFE FF BE) —4-FULIE f -1 -35) —2-E 4L
) -3k F - 1 -G W -5 R IR (AY)

[0681] #2757 10 IR IR H 2— (325 B Wt —5— (AU R k) —1H-Mglie—1 —3) 2,
(F,27Tmg) 1 (2S, 4R) -N— (6L IE -2 —Jk) —4-FHELIE Kt -2 F B Hh B £ (AA, 325mg) 45 H
WAEAXTIFIR IR KA R Bl AL S HAY

[0682]  (2S,4R) ~1- (2- 3~ Bt Hk—5— B-FRTAZEIREL) —1H-M5|W—1-2) ZBEAE) -N- (3-%(-
2-F N AE) —A- TG fi-2-F B (1)

[0683] 718
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[0684]
S BN ¥ » £ - "
M*- P ’ {‘\{N o iy 4
&i& G {:’i £ {"W——} Mkmm o L™ (}-k) e
§ ROPPA, TEA THE E }ea S
(R'V' Y SR ey TRy -
;,‘ § " Ym B SRCTHE R ﬁ THEAOK, YRR ﬁ}\]\j;\ ﬁ
o, & K}MM‘ Mg o <
w W E]

[0685]  [A]3-Z Bk -1- (2— ((2S,4R) —2— ((3-S—-2-F % &) 2L FF M) —4 -k ng b —1-
) —2-FH AR HL) —1H-W|We—5—FR R (W,517mg, lmmo1 , 1 *45) 7ETHF (60mL) H [ & 780+ i
AEtsN (127ul, 149 8) JER PSS T 2l AR T Wb 15580 N ADPPA (21301 ,1%4
=) R RS T = N AR T HRCEE 18/ B 5E L S 78 K THE H R B W = A1
7K (60mL) AITHF (15mL) H o VR A WAE BT R4/ NN B 5 e B 58 Rk, 25 oML S FUER ERY ,
HIEHAET P&,

[0686] &>k [ B 1] S B 1 7 BUER R Y& fif /£ THE (20mL) ACN (10mL) FIERTA % (17mg, 224
) MRE 2R 5 T-0°C N AIAEN (253ul, 229 8) AR EH R BVRA YT 508 T hikl24
NI o S5 58 RS 5 9 HS TR A IONETR A5 ) o SRR P o BRSO £ 1 FH A R AL (Bl 5 - DCM/
CHs0H) , 45 A& 1 . "H-NMR (400MHz , DMSO—ds, 300K) : (3= jfg &% R A4 44) §0.40-0.66 (m,
4H) 2.00-2.17 (m,1H) ,2.40 (s,3H) ,2.46-2.58 (m, 1H) ,3.85-3.95 (m, 1H) ,4.09-4.18 (m,
1H) ,4.15(dd,J=21.2,12.4Hz,1H) ,4.25-4.49 (m,2H) ,5.06 (d,J=17.2Hz,1H) ,5.32(d,]
=17.2Hz,1H) ,5.50 (d,J=53.2Hz,1H) ,6.21 (s, 1H) ,6.99-7.07 (m,1H) ,7.15-7.45 (m,4H) ,
8.15 (s, 2H) ,8.27 (s, 1H) ,8.59 (t,J=5.6Hz, 1H) ,10.05 (s, 1H) .LC (J7¥%1) : tR=1.24min.
LC/MS (APCTI) m/z: [M+H] *,572,

[0687]  (IR,3S,5R) -2 (2- 3~ BEHE -5 B-IATHIEIRIL) —1H-W|We—1-3L) 2B 3E) -N- (3-
-2 2~ R XNOR [3.1.0] S ke-3-F BLh% (3)

[0688] 7419

& {3103 F
R

N OPSA, TER, THE P
[0689] o i
NEER ST TR Sy THEREH, YA
%_*&W%N \Q
o
™ 2

[0690] %77 18 FEIA TR T 13- L Bt At -1 (2 ((IR,3S,5R) -3 (- -2-F &) &
B —2-F 00 [3.1. 0] b-2-5) —2- AR & 8 —1H-W5|Wk -5 % (AM, 512mg) 544k,
NrEIRER (LA YAX) I 5 A (114mg) S LA % AL 5413

[0691]  'H NMR (400MHz ,DMSO-ds, 300K) : (3= g4 S A444) 80.42-1.07 (m,6H) 1.88 (m,
1H) ,2.18-2.63 (m,2H) ,2.40 (s,3H) ,2.49-2.56 (m, 1H) ,3.7 (m,1H) ,4.27-4.40 (m,3H) ,5.23
(d,J=17.2Hz,1H) ,5.40(d,J=17.2Hz,1H) ,6.21 (d,J=2Hz,1H) ,7.08 (m,1H) ,7.20 (m,
1H) ,7.32-7.44 (m,3H) ,8.14 (s,1H) ,8.21 (s, 1H) ,8.43 (s, 1H) ,8.45 (m, 1H) .LC (5D : tR
=1.52min.LC/MS (APCT) m/z: [M+H] 566
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[0692] N-(3-Z.BtHE-1- (2- ((2S,4R) —2—- (2 S —2-F B e -3 E AL E) —4-FUL g b -
1-38) 250 2. 38) — 1 H-Wg| e —5—FL) -3, 3— — FWR I - FF Ik i (18)
[0693] 7‘37?;!‘;20

[0694]
&%
f—‘%‘ s 4
T j £
P % L e e
{‘\ MR NG § “‘"’{»
2 T b ;W
(kg DEPPA TEA T "
SR RCTHE [ S THEAGH,TRA “"”%; g
T ?’“’W‘* 3 ”“‘n“‘\?¥
"‘M* o, % o=l .

. 43
p Y

[0695] ¥ 7 RI1STHHIRIIFR T 3- 2 W -1- (- ((2S,4R) —2- ((2 -&-2-&F.-[1,1” -B¢
o] =3-0) G E) —4- AL e 1) 2R ) - LH-W| 52 R (A0, 580mg) ¥4 1k,
NRRREE (LA IAY) IF53, 3-FIRIE (242mg) [ B2 PA 25 HIfL 5418,

[0696]  'H NMR (400MHz ,DMSO-ds, 300K) : (3= g A 44) 81.71 (m, 2H) 2.01-2.09 (m,
2H) ,2.36 (s,3H) ,2.49-2.65 (m, LH) ,3.27 (m, 1H) ,3.51 (m,2H) ,3.79 (m, 2H) ,3.80-4.25 (m,
2H) ,4.77 (m,1H) ,5.17(d,J=17.2Hz,1H) ,5.33(d,J=17.2Hz,1H) ,5.50 (d,J=52.8Hz,
1H) ,7.04-7.59 (m,8H) ,8.01 (m, 1H) ,8.17 (s,2H) ,8.61 (s, 1H) ,10.02 (s, 1H) .LC (573D : tR
=2.25min.LC/MS (APCI) m/z: [M+H] 698,

[0697]  1-(2-((2S,4R) —2— (2" —S—2-F PR -3 2 Ak FF I9E) —4 gt i e — 1 %) —2—2 A%
Z.3) -5 (3, 3- HIRIE —1 - Bz L) — 1 H-Ps| -3 FR B iz (24)

[0698] 52221

[0699]
X
&‘:Q“ ) \"y:::{f ‘ §
§ £ H\::N% hﬁ 5 }_\m
* " Ll ﬂ'
o \....é‘ ¥ R Higw
}:{i @ R »}"'"'(\Q g {:ﬁ §
BRPEA TRANE {&ﬁ" il . Sf% -
h.‘  WECTHE R i THEAGH, TES el
" :@ S I A g
b2 ke s o3 '
14
AR

AB

[0700]  #%77 RIS IR TR 3- 2 i —1- (2- ((2S,4R) —2- (2 & —2-/—[1,1" -
o] —3-2) S A F ) —4-RUML g a—1-3) -2 AR HL) —1H- W52 2 (AS,582mg) %
1 R EIRES (&AL 353, 3- —F/IRNE (242mg) & S LA AL &424.

[07011  'H NMR (400MHz ,DMSO~ds , 300K) : (3= B e i JA944) 81.71 (m, 2H) 2.01-2.3 (m,3H) ,
2.60 (n,1H) ,3.52 (m,2H) ,3.79-4.40 (m,5H) ,4.77 (m, 1H) ,5.39-5.75 (m,4H) ,7.04-7.70 (m,
8H) ,8.01 (m,1H) ,8.18 (s, 1H) ,8.77 (s, 1H) ,10.00 (s, 1H) .LC (531 : tR=2.09min.LC/MS
(APCD) m/z: [M+H] 700,

[0702] 1-(2-((1R,3S,5R) -3 (2 -&—2-F -3 AL AL ) -2-& WA [3.1.0]1 &

101



CN 106413707 A iﬁ, EH :I:S 86/124 1T

FE-2-3k) 24 LAE) —5- (3, 3- L FRUIRIE — 1 - FF B 2E) — L H-W5 -3 ik (28)
[0703]  JyZ22

%

o
ai:;\{:;}-.%
R

W RPRR; TRA, THE
REE S THE 6t

[0704]

L My i3

B&

A
[0705] 477 18T HEA I FE PG 3- 2 A M -1- 2- ((IR, 3S,5R) —=3- (2" -&—2-# - [1,
1 =JoR] —3-45) 2 B ) —2- %02 0U3F [3.1. 0] ©hbi—2-) —2— %A & 58) —1H-Wg e 5%
% (AU, 576mg) F A N R & R ER (b & BA) 3153, 3- ZIREE (242mg) RN PL45 HAL G
28,
[0706]  'H NMR (400MHz ,DMSO—ds, 300K) : (ZEEhE L HEMIA) 60.74-1.30 (m,3H) 1.72-2.35
(m,7H) ,3.30 (s, 1H) ,3.55 (m, 2H) ,3.80 (m,3H) ,4.55 (m, 1H) ,5.45(d,J=17.2Hz,1H) ,5.74
(d,J=17.2Hz ,1H) ,7.15-7.70 (m,8H) ,7.92 (m, 1H) ,8.19 (s, 1H) ,8.75(s,1H) ,9.75 (s, 1H) .
LC (J7¥1) : tR=2.17min.LC/MS (APCD) m/z : [M+H] 694,
[0707]  1-(2-((2S,4R) —2— (3~ (3-GMEme —2—-2) —2-F R FL 2 AL FE ) —4 -k be—1-
H) 25 AR L FE) -5 (3, 3- IR ME 1 - FF B IE) — 1 H-Hg -3 - F B % (29)
[0708] /7Z23

[0709]
S O
&y Nl
) ’. L \SIS " g“"{*"x H}ﬁ“\g
et a? of QR
i & 3 5
6! n‘} ROEPA TEA, THE ; - (\&o
¢ ., WA THE [ i THRAGR, TR R"N“ %Jd%‘ o
T sol seB IV
}}_.x\\ A TN el Q:;-Q ast. I
; \g‘ Wy N N
YRS %
v 5

88
&®

[0710] 477 18 REIA K FE TR 32 L H Bt —1- (2- ((2S,4R) —2—- ((3— (3t g —2—2%) -
2-FARIE) 2 ) —4- AL e 1 —AE) 2R ) — LH-W| -5 SR 1R (AW, 583mg) 41k,
NAREIRES (LA YIBB) 353, 3- FIRNE (242mg) SN LA %A AL 54029

[0711]  'H NMR (400MHz ,DMSO-ds, 300K) : (35 Efig i FAi4) 61.72 (m,2H) 2.01-2.3 (m,3H) ,
2.60 (n,1H) ,3.52 (m,2H) ,3.79-4.40 (m,5H) ,4.77 (m, 1H) ,5.39-5.75 (m,4H) ,7.18-7.65 (m,
5H) ,8.00 (m, 1H) ,8.07 (m,1H) ,8.19 (s, 1H) ,8.64 (m,1H) ,8.75 (s, 1H) ,10.05 (s, 1H) -LC (J7
1) : tR=1.65min.LC/MS (APCT) m/z: [M+H] *701.,

[0712]  1-(2-((2S,4R) —2— (6L g -2k 2 i F BE) —4-gsumb i e —1-4%) 2R 3) -
5— (3, 3- ANRIE —1 - FF B 28 %) —1 H-Pig e —3—FA e (33)
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[0713] 5 Z&24
[0714]
B
" e } | }Q«({\
‘N:::\{ 13 t\'?"\ % %8‘\& “:)e}
8 ES TSRO N E\ S
ey TR 3V N % %
Lode N i\\ e R
N g 3 SRy
R ¥ uoma e - F
é“» Y N R, e }93“ s*}('\
¥ SN N S NN
¥ 3 o o {1
3\.«\@\\?9& {)‘&gﬁg " Yt
: BE »
/Y

[0715]  $%77 R18H A FIFE 745 1- (2 ((2S,4R) —2— ((6—IR ML BE -2—F) 2 H: B —4-3
ML e — 1 —J) —2— %X 2L ) —3 -2k F Bt — L H-W| e —5— 3R 1% (AY, 533mg) Fe Ak N R AR s (fk
AHIBO) 353, 3- HIKNE (242mg) LA 245 HAL 5433,

[0716]  'H NMR (400MHz ,DMSO-ds, 300K) : (352 fig s FAi4) 61.72 (m,2H) 2.01-2.3 (m,3H) ,
2.60 (m, 1H) ,3.52 (m,2H) ,3.79-4.40 (m,5H) ,4.77 (m, 1H) ,5.39-5.75 (m,4H) ,7.30-7.75 (m,
4H) ,8.02(d,J=8.0Hz,1H) ,8.28(s,1H) ,8.74 (s, 1H) ,1 1.00 (s, 1H) .LC (L) : tR=
1.59min.LC/MS (APCI)m/z: [M+H] 651,

[0717]  (2S,4R) —1- (2- (3-Z,BhHa—5— (3, 3— R AR M & 0) — 1 H-Wg |k —1- %) 2, Bk
H) N- (27— 2P OR -3 08 —4-FUL g br—2-F B ik (35)

[0718]  Jj7Z25
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[0719]
§ o £ N e - 8
W [N R T " 0 e - | *\ R bR :
\\ N}*‘ix m“{‘ BER, m‘ I § N\‘{JX‘:’ UNAARAAAAAAAAARARAAS: e }’ \\ § \v" \\F
RO sae gl RO F
N s S
B B8
X
Nl
« X i
o By % £t
o ANRe o }m BN I <\
" g {}KQ _aWuG - < bnd
= 3 5 3 W 3@\
e g\_\»w,‘.‘\:\__ ...... oy \,\,«"\\ Q ﬂﬁia‘ %
KO0, OH:08 § i \: 2 CERER K \ LN g §
fal \W\&w\{“’\y e § 1 w\:\:
ﬁ::k%\ # ',{,\\\‘;.\* ¥ Q“ \ g Snans® ?
B B

3%
[0720] 5 1H-M5|WE-5-f% (220mg) 3, 3— IR ke B 2 (250mg) JHATU (1.224 &) .DIEA
(5.045) /EDMF (20mL) H VR AT 2 i N S bt 4% B2 B va ) F 16 5k p it iy
RERZ 2L, 15313, 3— i -N— (LH-M|WE—5—3%) B I 58 9 Bk iz (BD) .
[0721]  TOC T =&AL E (.59 %) FINA3, 3- 5/ -N- (1H-M|Wg—5—2E) B bt F
M (BD, 287mg) ~ B (1.595) 7/EDCMH VR G40 - IR BT & M09 H 3 /N, 18N UK 7K H
I FIDCMAE BY . #2 [ v 771 3 B i A i 3 (0 1k PRk R 44k , 19 3IIN- (3- 2 B 3 — 1 H-M5| W —5—
) -3, 3- IS F B % (BE) .
[0722]  H4N- (3-Z, B -1 H-M8| Wk —5-3L) -3 | 3— — 55 FF 1 7 9 ¢ (BE, 8mg) 2R 2 TR T
B& (5.6mg) MK2COs (4. Img) FEACN (10mL) H[KJTR &) T-60°C T 4kk5/ Nt . %Bﬂaﬁu}’wﬁﬁ%
Vi ik ki R 24k, 15 31 2- (3~ W24 -5- (3, 3- UM ke AR B & ) — 1 H-Fi| ik
) LERBUT e (BF) .
[0723]  [AITFA (3mL) H I A2~ 3~ BE -5~ (3, 3 ~H IR R It FF B2 L) — 1 H-Hg| b —1-3)
W lE BF, Tmg) /DCM (3mL) J T2 I8 N HHE /IS BB BRIE AL - WIBCEE HAE T — 2
B
[0724]  fn7J5 ZE 14 Firadk A8 FHHATU/E ARG 2— (3-Z B 25— (3, 3—- s e FF Bt 24
HE) —1H-Mg| W -1-3%) £ (BG,5mg) A (2S,4R) -N- (27 -G —2-9— [1, 1" -BKIK] -3—3%) —4-3xnit
g fe—2—-F B g sh iR #h (L, 6. 3mg) N, 25 AL 54135,
[0725]  'H NMR (400MHz ,DMSO-ds, 300K) : (3= B e i M 4A) 81.92-2.70 (m, 10H) 3. 19 (m,
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1H) ,3.88-4.18 (m,2H) ,4.77 (m,1H) ,5.19(d,J=17.2Hz,1H) ,5.35(d, J=17.2Hz,1H) ,5.48
(m,1H) ,5.61 (m, 1H) ,7.04-7.59 (m,8H) ,8.01 (m, 1H) ,8.17 (s,2H) ,8.61 (s, 1H) ,10.02 (s,
1H) oLC (73D : tR=2.61min.LC/MS (APCI)m/z: [M+H] 683,

[0726]  (2S,4R) -1- (2—- (3-Z. Bt H:—5- (3,3, 3-=F A BEE L) — 1 H-W5| Wk —1-JE) Z,BE L) —N-
(2 S —2- IR IR -3—E) —4- UL Je—2—FF Bt Ml (36)

[0727]  J572226

&N 3 x\}{
& \;:::::: ¢ >M" &3
& » R ff{,} “ 4 ‘%"‘ 4
[0728] b _
NHOIQ L

38
[0729] 77 ZE 14 pir i fd FTHATUSE AR 2- (3- 2. B F—5- (3,3, 3-= g Bt & ) -
1H-P5| W& —1-2&) .18 (BH, 10mg) A1 (2S,4R) -N- (2" ~&—2-9— [1, 17 —JEIR] -3-38) —4- L g
fi—2-F B e Eh iR £ (L, 10mg) N, 13 211 54436
[0730]  'H NMR (400MHz ,DMSO—ds, 300K) : (3= ELhE 4 A4 44) 82.16-2.70 (m, 4H) 3. 28 (m,
1H) ,3.49(ddd,J=22.4,1 1.2,Hz,2H) ,3.89-4.01 (m,1H) ,4.13-4.22 (m,1H) ,4.75 (m, 1H) ,
5.16 (d,J=17.2Hz,1H) ,5.32(d,J=17.2Hz,1H) ,5.43(d,J=35.6Hz,1H) ,7.04-7.59 (m,
8H) ,8.01 (m,1H) ,8.17 (s,2H) ,8.61 (s, 1H) ,10.27 (s, 1H) .LC (J5¥£1) : tR=2.70min.LC/MS
(APCT)m/z: [M+H] 661,
[0731]  3-Z BEHE-1- (2- ((2S,4R) —2— (3-F—2-F R A= 2 5L FF M) —4- Ak le—1-J%) —2-
AR ) — 1 H-1| W —6— L L R AL T B (37)
[0732] 7‘7;‘,5;27

¢ Nt
N i) DRPA, TEA, DOM W
[0733] ~§ b - - ( &
{,EQ 8 ?4 s ﬁ & N
£ » r s/ﬁ, T \i,.a
"y >(G’* » AT
O

o=, s a7
[0734]  [a] Y& fiEAEDCM (20mL) H1 A 3-Z WAk —1- (2— ((2S,4R) —2— ((3-F—2-% N &) & & H
B —4- LIS bE—1-5) -2 SN2 —1H-M5| -5 1 (AQ, 56me) FE R INATEA (0. 02mL,
1&) , HEFE 1528, SR 5 IADPPA (0. 02mL, 1 345) o K5 S RIR AT =il M 16/M
FEBRDCM, R A MAE R 26 (15mL) A" BuOH (L8 v [F13L 16 /NI o 28 A3 7R R ik A i ol
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T R RS 44k MeOH/DOMAE BE) , 13 33— 2 B dE-1- (2- ((2S,4R) —2- 3-F—2-F R AL & At
F ) —4— SRl s e — 1 - %) —2— %A 2 F%) —TH-W| k-6 - JL 2 2L AR U T I (37) (46mg,
0.08mmol) .

[0735]  LC(J73%1) : tR=1.90min.LC/MS (APCI) m/z : [M+H] 589,

[0736]  (2S,4R) —1- (2— (3~ Wi HE—5- (- Z 0 [2. 2. 1] -2k ) — 1 H-Wg|We—1-55)
L) -N- (3-8 -2- TR AE) —4-FRUL S ke —2-FF Bl (39)

[0737] 52228

[0738]

B o W P o Ml
TN .§ . N
W 2 \%ma; BT {“& ‘ @.m
{DEDA, TEA, THE . i L Rt
¢

e
s s e q}”“a G W - 5*:@
‘. 8 R-THE &3 @e{% THEACH, TER . za
a-*} {}“ SN i "‘N‘Eﬁ'

[0739] 275 18 R AR P 3- 2B -1- (2- ((2S,4R) —2- (- 2-F F &) A A F
) —A-FIE g e 1-5%) 25 R 438 —1H-M| k-5 2 R (AC,518mg) F4 b - H R BRI 52—
BIRXIA [2.2. 1] BEbe (194mg) M BAZ5 AL A 439

[0740]  'H NMR (400MHz ,DMSO-ds, 300K) : (3£ B hie % A 44) 61.38-1.77 (m,6H) ,2.00-2.17
(m,1H) ,2.45(s,3H) ,2.62(s,1H) ,3.10(d,]=10.8Hz,1H) ,3.46-3.48 (m, LH) ,3.80-4.00
(m, 1H) ,4.05-4.55 (m,5H) ,5.21(d,J=17.2Hz,1H) ,5.42(d,J=53.2Hz,1H) ,5.58 (s, 1H) ,
6.99-7.07 (m,1H) ,7.15-7.45 (m,4H) ,8.15 (s, 2H) ,8.27 (s, 1H) ,8.59 (t,J=5.6Hz, LH) .LC
(J71£1) :tR=1.76min.LC/MS (APCT) m/z: [M+H] 597,

[0741]  3-Z.BEH-1- (2— ((2S,4R) —2—- B3-S —2-FF R IL P BE) —4-FHL g bE-1-3E) —2-
AR L) -N- R TR R A 9 ) — 1 H-M| -6 - FF Bt iz (48)

[0742]  J572229

SR
& \{3

&

HARBURFORA

LR
o

[0743]

. 48

[0744]  [13-Z B FE-1- (2—- ((2S,4R) —2— (3 —2-9 ) 2 M) —4 -k ng fe—1-
) -2 23 - 1H-M5| k-6 - 728 (AQ, 177mg, 0. 34mmo 1) ZEDMF (8mL) tF [ i £E 2 1) 75 W
IONFR A BE e % (207mg, 1. 71mmol) HATU (390mg, 1 .03mmo1) AIDIEA (0.4mL,2. 4mmol) ¥4
R A PN 60 CIRHEF36 /NN o 58 Ja 4 I TR B 7% A 28 2 0 U BB BRI 7 B
Wi it i & HPLCAL AL , 45 HH63mg 2 I E [EA I BT 35 774 « 3- 4 B -1- (2- ((2S,4R) —2- (3-
F2-FR ) U R —4 - e -1 - ) —2-4%AR 2 AR) —N— (PR P i I ) — L - -
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6—H Wi i (48) o

[0745]  'H NMR (400MHz,CD30D, 300K) = (3= E2h #4 7 M14) 61.12 (m,4H) ,2.11 (m, 1H) ,2.48
(s,3H) ,3.15 (m, 1H) ,3.92 (m, 1H) ,4.16 (m,2H) ,4.32 (m,2H) ,4.49 (m,2H) ,5.48 (m, 2H) ,6.92
(t,1H) ,7.21(t,1H) ,7.43(t,1H) ,7.81(d,1H) ,8.30(d,1H) ,8.44 (s,1H) ,8.65 (t,1H) .LC
(J51£1) : tR=1.52min.LC/MS (ED) m/z: [M+H] '621.00,

[0746]  3-Z BEHE-1- (2- ((2S,4R) —2- ((3-&-2-FF5L) %L B 4Tt e -1-58) -
2~ L) -N- CRAETHEEE L) —1 H-M5 -6 -FF B fi% (53)

[0747] 57230

[0748] S

[0749] %575 S 29 v 183 (A 7 Py FTHATUAE A I 1 3- 2 Btk - 1 - (2- (28, 4R) —2- (3~
H2- N ) BB —A- U b1 -2 —2- 4 2E) —1H-M5IR—-6-FR 1R (AQ,518mg)
I E (786me) il & K4y AL G453,

[0750] s f13 : ;R Ik S A0 AR IR il P 2 491

[0751] R/t 1 TR R B PR A DA R AE B o SR TS I 1) 1 4 RS I A 72 Ak A G
TCs0.0 A M A H AR ) R DA a3 o 8 I = AN B 5 () SRR TCoof & T LR IR 1K)
WA, BT (o) RIRTCsof T LB R MILOTHUEE /R Z AL &4, — > B9 () RoR
[Cso KT 10T BE R INAL B o

[0752] 1
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[0753]

165 H
@

W

Ak

ICS[)

Rt min( &
HASB)

MS
(M+1

(28.4R)-1-(2-3- L Ak
-5-(3-3F R Wk AR -1 H-
ol 12k ) LB
FEPN-(3-R2-85F
g\)_4_:§wt%%-2- B
-

e

1.24 (A)

572

(28,4R)-1-(24(5-(3-((2
H-v9o4-5-) F LBk
B3 0B R L H- R
~1-3R )T B AR ) N-(3-5L
2R ) -A- Rtk dz,
3-8 B

HEE

101 (A)

614

(IR,38,5R)2-(2-(3-Z.
Bk -54(3- 5 7 A M
A)-1H-%-1-4) T
B )N-(G-5-2-8F
Fye2- R MR 1.0]
Tl 3= Bh e

sk

1.52 CA)

566

(28.4R)-1-(2-(3- LB &
SS-(3-(1-F AT R k)
M - TH-3 v - L)
Liif 3 )-N-(3-5-2- AL
F B -4-Aonkogdg 2-F
i

ek

1,66 (A Y

586
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[0754]

< § AAAAAA \

S

Ao

~~~~~~~~

:\‘N{N

(1R,38,5R)-2-(2-(3-C

Fhe-5-(3- IR R Mk
A)-TH=-"%-1- ) &
Ak A )-N-((R)-1-(3-3R,
2R ) LR)-2-H
HRI[3.1.0] T -3-
i

1.74 (A)

580

(2S,4R)-1-(2-(3- L BL A
-5+(3-7 9 A Bk A )-1H-
wlk-1-2) L
B)-N-(3-R-2-RF

A )-4-Eebeb b -2- W B
s

ARE

165 (A)

574

pocccoady

(2S4R)-1-(2-(3- T BE A&
-5-(3-(FF o3 8 F
A K )-1H-7] k-1
)L )-N-(3-R-2-
B4 Bk -2+

Aok

1.49 (A)

613

(2S.4R)-1-(2-(3- LBL A
SS-(3-(F I 208 T )
B )= TH =73 - 1- 48 )
LR )N-(3-H-2- R
A )4 b -2
B e

Kk

1.35 CA)

624

N-A3-Zilt ok
S1424((2S,4R)-2-(3- A
2AF AR T B)-4-
Pk - - )2 B,
TR )-1H-% -5 )
sk iz 1-F B

ek

L6l (A)

586
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[0755]
; & 28 AR)-1-(2-(3- L. Bh &
1 s X:«w ; (5(337%;&#1(5«;%)1}1 w4 | 180 (A) | 608
R N ol ) T k)4
§ }N Rananans < : ) e
SN RN R AT
'{‘.« W ‘}ry%ﬂ:%
d i \"§f& = 8 2
Pt j\\w"““:\'
| NS (IR,38,5R)-2-(2-(3-C T
N S A TH-A - 18 T
»aEH BEH)-N-(2-A-3-( = A&
N o FRE)VRA )24
A, RIR[3.1.0] dw-3-F
£ H
e 7 i (IR,38,5R)-2-(2(3-Z. ) v
W g .
12 A D e B S (ahbeoga | T 172 (A S8l
R i o A TH-% 9 1-4)
%C, LB )-N-(3-50-2- 5
{ F - 2-R P AR
Y . [3.1.0] 2,083 9 B e
NAA
+
AN Q
., ‘ bR ¢ N(3-LBh 2k B o
13 EH LS ARG, | | LT (A | 622
DR AT B4
e, Fotkrls - 1302 8K,
L3y 1H-5] % -5-
LN B33 A K g -
Wl e
.
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[0756]

3-LBEE
~1-(2-((2S,4R)-2-(3- 5.

2-RF A BT B)-4-
Bt o - L )2 K,
L) 1H-% k-5 A L
AP IR IR B

14 kkx L 178 (A) | 573

3-LB R
1-(2-((28,4R)-2-(3- 4,
D-BF R ALY B)A4-
Sk - 1-0)-2- 20K
L) TH-"3] -5-3L 5,
RPRIA AL T B

15 wak | 106 (A) | 587

S1-(2-((28,4R)-2-(3- 2,
2- L AR AR T BL)-4-
Fothesbe - A28 K
LR -TH- 5 -5
&)-3,3- 2 AR -1-F
B e

N ¥ F M3t &
16 - 2 ....... / ( - sex | 182 (A) | 636

" N-(3- LBk & | _
17 e, " %{“‘W -1-(2-((23,41{)-4-%&“ wxE ) 206 (A) | 672
EH A 2-2-R3-(Z AT R

SN OB ER T Bk

L B0 B 2
{ " By 1 Ho%] 52033

AR - B
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[0757]
y 5 " s
N ot D RIAK A AL T
\( m—i\ 5,/5’ B )4 BLAL AR <1+
(e s )-8 LR)-1H-
L s
( R 1-F B

, o, =\ ; (S AR)-1-(2-(3-LBA || CaS |ss
19 Y a S-(3- R 3 A R 1.60 CA) | 599

A)-1TH-"R-1-2) 8

. B R )-N-(3-F-2-85F
Hy-d- Bkl dm - 2-F B
3

e BeLmE
1-(2-((28,4R)-4- £,
2-(6-( 2 BT A mber
DR B B e
-1-)2-84K T
A)-1H-% 9 -5-)-3,3-
LR -1 BRI

56 #e% | 190 (AY | 639

(284R)-1-(2+(3- L &

& .
Fll;;, s HN
21 M 5-(3-(2,2,2-2 AT A)
N (s}

)~ TH- - 1-8)
o oBE R )-N-(3-F-2- A
F A4 R R 0 W

B

#er | 172 CA) | 614
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[0758]

N-(3-7. 85k
1-(2-((2S,4R)-2-(3- 5.
D-RF R BT B4
Bt g I - 1302 K,
)= TH-| % -5-
SY-5H-w % FF[3,4-d]
oo -6(7TH)- T B

22 kx| 138 (A) | 636

(28,4R)-1-(2-(3- T B
~5- (320 50 ik
Ay-1H-m k1) T

B )N-(3-F-2- 8%
SRy-4- kb -2 B

23 e 140 (A) | 610

1-(2-((28,4R)-2-(2"-5.
2-ABEARIE A AT
B -4 B A S -1 -
E)-2-EBRL

AR )-5-(3,3- 2 Bk - L -
W B A )- 1H-7 v -3~
b8

24 ek 1 2.09 (A) | 700

1-{(2-((28 AR)-4- £,
2-(2-M-3-(E AT R
AR AL BOK T Byt
B-1- 322 8K.G
)53 e 3k
Pl B TH o5 o <3 W i,
B

55 sk | 171 (A) | 637

NHz
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[0759]
; o 53,3~ R -1 .
26 B w190 (A) | 674
t o L .
M ) 1-(2-(2S AR)-4-
Sy \ Q2R3 E R TR
AYRILEUR T )b
e Bel-E)2- 8K
\ ) 1H- 37 Bk
(I
: )\ J
‘ ) 2 ﬁ : Ol{‘.p
0“4\,“ ; -
o §(3 3 IR T T
27 S 55 #6197 (A) | 668
M:H W H)-1-(2-((1R,38,5R)-3
"y 3 “(2-FB(E AT ALY
,}% FARR T2 R
( ' HIR[3.1.0] Ek -2+
jss., -’Q% . Fy2-2R 8 ?ik)-l H-
"\ ] i J}\ 3 RO
i“"’;& /../
N3 "“““Q\
l’l (13 b a3 9,
| &N L-Q2-((IR385R)-3-2- | oy e
2 A Roo-mmEspas |7 2ITA) 60
-2—-< \cs ‘f’ lﬁ?‘b) D5 7}3‘["‘ KB
i 10]EH%-2-5)-2- 4,
. X\ p. [3-1.0] & 4-2-4)-2-5
*I/\H\ G HE)-5-(3,3-= ok
N -1 B AR )-1H-"
- o3 B
PG N -
SOy P
&,:f!\ A
i Bt \/\m/‘\
7N 1-(2-((28 4R )-2-(3-(3- .
29 ) \ﬁ{ Gttty has | 165 (A) 700
_____ — ke ﬁ;‘uﬁi EIE’ &)'4‘ ;91‘ th%};{;
C’% : i \\ '1-»2";5)‘2'3%‘\4% T
i 3 ' (”I{‘ %)g(ﬂ'),‘f’fufw%'l
L\ A== 39, "-'—-'ﬁ;[q K/*c\' =
e S B AR TH-" -3
/k 7 A
N
il.\i \\§ ; }
N Jf'ﬁ;\\‘ s " /’\\rr
o= L
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[0760]

30

1-(2~((28 AR)-2-(2"- &,
2-RBEE- A AR
W y-4- A o - -
A28k
FKY-5-(3,3- 2 Rk A aT
1= B R AR -TH- e
-3- BB

2.03 (A)

686

31

1-(2-((28,4R)-2-(2°- 5
2RBERS-E R LT
B )-d- B A -
&)-2-8AK T
H)-5-(4,4-Z R 1=
W EL R AL )-1H-% -3
W

K

211 CA)

700

1-(2-((2 S:,4R)-2-(2’-%€L
DR RA T
B )4 F A b -1
E)2-2AR T
H)5-(3-(FH 2R
BB - T H-r3] o3
o e

Foek

1.69 (A)

688

33

1-(2-((28 4R )-2-(6- 12
b2 -2- R R W BE)-4-
AL -2 AR
TR )-5-(3.3-= ko
- R A)- 1 H e
3.9 B

R

1.59 {A)

651
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[0761]

34

1-(2-((1R,38,5R)-3-(6-
ek 2- A BRI
#)-2-F 4 IR[3.1.0]
THE2-R)2- AR T
HR)5-(3,3- 2 BRI -1~
WA AR )- T3] -3
o i

x| 175 (A) | 645

35

(28 ,4R)-1-(2-(3- L Bh 3k
S54(3,3-Z A RIR T
B R A TH- -1
LB )N -5
2= R -3-)-4- 8
o ng 17 -2 B M

261 EAY | 683

36

(28, 4R)-1-(2-((3- LB
H-54(3,3,3-Z A A
KA 1H- - 1-50)
LoBE R -N-(27- A2
BE R 3-3K )4 BUnk B 4R
2 e ))

ok 1270 (A) | 661

37

3-Lif Ak
A1-(2-((25,4R)-2-(3-4
Q-BFRRAL T B4
A - LR )2 B,
L) TH-% 96 &,
BT R TR

wx% | 190 (A) | 589
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[0762]

38

1-(3-Z. Bk
~1-(2-((28,4R)-2-(3-
DR R R T B4
LT - -5 ) 2B K
TR TH-4| 53
#)-1,2,3,6-19 Qskeg
4K A R

0.93 (A)

627

39

(284R)-1(2-(3- LBk
S BIR[22.1]
B2 ) TH-
-3 LB )-NA(3-5,
<2- 8 F A )4kt
2= B

1.76 (A

597

40

(2S4R)-1-(2-(3- LB &
53,3 IR S LR
& )-1TH-7 k-1 ) T
BRA-N-(3-A-2-AF
Feyed- Fonbed 0 2 F B

FHek

1.83 CA)D

621

41

3-ZiBe
-1-(2-((28,4R)-2-(3-
DA R RL T Bh)-4-
Al kI -1 )-2- 8K,
A5 )-N-2R % 8 -1 H-"3|
5 B R

Aok

1.54 (A)

557
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[0763]

42

(28,4R¥-1+(2-(3- . B k.
-6-(3- AN A ubeA
“l-B AR )- 1 H-H] -1 -
A LEL)N-(3--2-
A )4 Rk A -2
s

L

102 CA)

600

43

3L A
1-(2-((2S.4R)-2-(3- &
2-AF A RA T B)-4-
RS IR - 1-20)-2- 8K,
ToB)-N-(F s
Be)- 1 H-%1 % -6-F Bl

A

L60 (A)

595

44

(S)-F T A 3-(3-Zi
FR-1-(2-((28,4R)-2-(3-
ARFRARAT

B )-4- AR -1
H)-2- 8 T A)-1H-
w3l k-6 BE AR b ik
W 1-F B8 1S

skesfak

1.92 CA)

686

45

3-LEEA
“1=(2-((28,4R)-2-(3- 4L
2-RF A RA Y BL)-4-
ARz - LA )2 8K
LR )N-((8)-wkod %,
-3-2)-1H-%l%k-6-F B
fis

110 CA)

586
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[0764]

46

3- T BE A -NA((S)-1- &
BE ARt eg -3

A 1-(2-((28.4R)-2-(3-
By B -
£)-2- 8K LA TH-
"] -6-F B

kx| 130 (A) | 628

48

3Lk
1-(2-((25,4R)-2-(3- 3,
2- 8T R B T ab)-4-
Aol -1- ))-2- 8K
LN F A7
B)-1H-" 2k -6- T B

wax | 152 (A) | 621

49

R
«1-(2-((285,4R)-2-(3- 4,
2B AR F BE)-4-
Bobrd k150808
L3R )-N-(bd e -3- 54
T g )- TH-78] e6- T ik
e

600

50

3-((3- LB
1-(2-((28,4R)-2-(3- 4,
DR R R T B)-4-
At b 1202 80%
LA )-1H-%"4-6-F 8t
RANVT Kbk k-1~
B AR T B

w6t | 177 CAY | 700
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[0765]

am 1-(-Z85 e | 18 (&)
51 v}%{ s Ay s 128 (A) | 629
“, B 3

DRF R BT B4~
LT - -5 ) 2B K
K- TH-7] ok -6- 3

SRk BT 3K B P B

1-(3-L Bk
1-(2-((28,4R)-2-(3-4L
2-RF R BT B4
Aot 1-20)-2- 81K
L#)-1H-3 % -6-3
Ry

52 wk | 114 (A) | 615

3-ZiBk Ak
1-(2-((28,4R)-2-(3- 5,
2-ATF AR T BL)-4-
FrlrE I - 13- 2- 8K
LA )-N-(R Jhosg

B ) L H- 55 6= F B e

53 wer | 171 CAY | 657

1-(2-((2SAR)-2-(2°- A
2-RIR RS- AL T
B )-d- BRI - 1=
A)-2-8RK L
H)-N6-(5h 3L 5%
By 1H-%| w3 62§

54 sk | 200 (A) | 685

[0766]  sjE14: AR FDikEE
[0767]  W480nME 2k FE I AR +D (H AL 464k, Complement Technology,Inc.) HA
[FR T R ST B FAE50mM Tris IM NaCl9TpH 7.5 RIS & 64 8. In A& 1%
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JE)Z-1~Lys—SBz 1 AIDTNB (E1 Imanid 7)) Z %% 100uMI¥) f &K 5 o £F 536 98 Y 7 v BA 30 FP A
) S 7E 3073 B Y ZE SRR Hh DL 3 B K 30 3 ODaosnm R B3 010 o T Coof B AR #IMAS X F-Diil P
I 43 B A Ak B P B 1 AR A I R S 1 IR VA B

[0768] S5 15 : ¥ I 56

[0769] V& IMLRE6 2 BT EG. Ruiz—Gomez,et al,].Med.Chem. (2009) 52:6042-60521 4534 .
AR TS o8 FHGVBZE P77 (0. 1% B i 5mM Veconal , 145mM NaCl.0.025%NaNs, pH 7.3) /il
10mM & Mg —EGTABL IS 21 L 44 fite (RBC) : e 21 2 il (M) Complement Technologies) . 4 iy
FE1 X 10PN B /mL ) 34 P A8 T o 76 5 TR 360 w7, 3080 70 5 V0 52 3RS G 40 41 1K 100 %
VAR P 7R I IR A LG (NHS) B B FE VK L o #ENHS (Complement Technologies) FIIIHI5IT
3TCRE B 15480, IS ) i S 40 4 f I T 37°C N H 85 & 309 B o BH M5 18
(100 % ¥ A#) FH LI/ MIRBCLELRK , 1 [ PR HE (0% W5 A7) 1V FHMg—EGTAZE hs| MIRBCZH i« BE
T-2000g T & 05538, U LIS AT HUV/vis a6 E 1 T-405nm T I LB 62
B AT FHPEXT RE (100 %6 ¥ AE) T BB —E il P VB B B 70 20

[0770]  F4B: PLACHBECAFH IESCH A

(07711 T #IRFE A 58 FIPR Fe B FR B I A R e AR = 1 B (1 2014EE9H5EH‘E'”EI’J
Il i 3% [ FRiE62/046 , 783(1) 1E 3L LA 51 77 X A I BAHIRIH 348 T S0t HARIEE
Hﬂ‘,Bf%ﬂlE%?ﬁ%‘é’tHE‘zU\ﬂﬂﬁz‘émEWEEﬁE'z,EU'W?FIJ;Q%EPﬁﬁﬁﬁﬂﬁﬂ%%&i}dﬁ‘éﬁuﬁ
[ F 4 AR B BE R AR TR, SR, tH T BT A FF M B I, i & BB AR R 1) —
il

[0772]  ARAFRRME T XIMALED

[0773]

[0774] R HZGEAT A2 2L AT TN, BB B WA B LX L X.Q QFIQ° A B R E.

[0775] QAN RY) BkC R'R") ,

[0776]  Q*HC (R’R”) .C R’R”) —C (R*RY) BKC (R°RY) 0.

[0777]  Q* AN R®) .SELC (R'RY) .

[0778]  (a) X' AIX*J 374 ANERCH, 5L (b) X FIX? 2 N C=C.

[0779]  R'.R" \R*.R” \R¥MIRY £E4F— K BRI 37 % 1 () A1 (d)

[0780]  (c) % 145\ Ak | AL fUIE L B0 L Cu—Col B, ComColi B Cr—Col B . Co—Cihht
B Co-CokeBh 3L . Cr-ColR AR I  FRHEC1—Colii 3k - R I C1—Colii 2 . —Co—Caie ZENR'R™. ~C (0)
0R?.-0C (0) R?.-NR?C (0) R**.—C (0) NR'R'®,-0C (0) NR'R'.-NR?C (0) OR™. C1—Copxi fX 4 H F1C1—C2
R , P ROMIR OZEEE— Yk AN 7 HE 5 4 Co—Co e BE AN (Ca—CrFR B 8) Co—Cait
5

[0781]  (d) —Co—Caliti: (Cs—CrERfedk) FH-0—Co—Caki ik (Co—CrFRLTRE) o

[0782] 34k, AIAFAELA TR (o) « ()« () « (h) « (1) B (§) I AEA 2 —

[0783] (&) RMFIRY BRRPFIRY T — L I A 3-8 6T B BB FRBY 2 1 B 24N M7 1 2 N L OBES
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(1) 2% JE 1K) 3- E 6-TC AN IRIR

[0784] () REFIR 7] — i JF K 32 6—TT IR FTIZFF 5

[0785]  (g) R*MIR® A] — LK R 3- 4267 ZL FRUEHT

[0786]  WEIR (e) . (F) F (g) HH B — o2 RHUHI BURE — DN ELZ AN 1 R BUR B AL B
B

[0787]  (h) R"FIR*A] — {2 L3 - To iR IR 5

[0788] (i) R'RIR* A L JF e 4— % 6 - ek BB & 1302 Sk Sz b (NS OIS 24 R 1) 4-
BO6-TCH

[0789]  (j) R*MIR®, tn & B A ARHI B3 SR 1, AT — R K 3- 2 6 TLi A B 3- 26— TE 443K 5
B (g) ~ (h) A (i) W R —3 1T LA AR BRI B 14N B2 AN B SE BT AR, BT i Bk
SR G ER RS L BUEE . —COOH . Ci—Calie i  Co—Caldi gt . C1—Calie B8 3 L Co—Calie B 3 L B Co -
Calidt . (BRI ——Cr—Calii FE EIE) Co—Cafie i . —Co—Calie i (Ca—CoFifie L) —0-Co—Cabii & (Ca-
CoIRIGEIE)  Cr—Copq A H5E AL FNC1—Copd £ e 28 3 5

[0790]  AMiEE (k) A1 (1) B3R, o (k) M

[0791]
RL_\:_. R i
) R\‘ N 'X;Qx‘°
&% . i » i R*w’{\ \} "i*';(“
N7 v N

(07921 H M N
[0793]
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[0795]  X*JyB (OH) T Y NCHR® ; BRX* JYCHRITY JyB (OH) .

[0796]  R*K (m) B (n) ;

[0797] () —CHO.—CONHaBX Co—Ce 5l 3 5

[0798]  (n) & .~SO02NH2.~C (CH2) F—CH (CF3) NH2. C1-Cok & . ~Co—Cali 3 (Ca—CrER ke dE) .—C
(0) Co—Calit it (Ca-CrRJE2E)

0799]  Ld  FNTY PO e N L UNH
§§i~% el gf J}} a;m“‘\%\i by
= Ho ey PR 0
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