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22. 49MAEY), HESHEW(S)-(3-¥R-8,8- " HFH-7,8-"H-20-1,6,9- =5 %~
9a—fl AR IF[ cd 1 BE-2-38) F iz, prid b & A =X

e &2 /b — R % BT B2 IR .

23. L5, ik H -

(3-1R~-7,8- "5 ~2H-1,6,9- =4 Z&-9a- T FF5 3 [ cd JBE—2- 3 ) FH % ;
(S)-(3—1R-7,8- & -2H-1,6,9- =48 7 9a- W &R IF [cd JBE-2-24) F ik ;
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(S)-(3-%-7,8- & -2H-1,6,9- =4 3 9a- M &R IF [cd JBE-2-J4) F ik ;
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(S)-(3-f-7,8- "5 -2H-1,6,9- =4 J-9a- W & K IF[cd JBE-2-0) F i,
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24 RAEAUR ZER 1 8B 23T — T AL A1), b Brid 2527 b nl 8252 10 R 1% 1 2R 1R
EhVEURBR EL VAR L B IR B L — SR B (R £ — SRR R L SRR R IR
BREh AR E: . SRR L BB IR S
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27 ARYPEBCRZL R 24140 &4 , Horh Firik 2457 B ] He2 19 36 9 Eh R Sh B — AR IR
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HIBMS-626529.5-Helix \E5 #¢k% 5 IR B 45 5 \GSK1349572..GSK 1265744 4E 7. 545 B (Sch-C)
Sch-DTAK779. Ehhi k47 TAK449 , B IR B i#AE 5 IS TL IR BUA I .

33. IR, AL B ¥R IT R, IR 5 — W8 IT IR T A A E R R AR RO E R 1-27
AT — T T 1B Talf A A B L 2455 T 8252 10 £ s BORR PR AR 225K 28-32 T — T
[P B, A2y 2 b mT a2 R R 771 By s e 57

34 AR BRI ZL R 33 2 il 771, ek — DA A 5 R

35 . 3% R A AT T A/ BT 51 RS 34 R IR 0 ) 3 B BRI R O, R AT 4
AT B BUR G 2 BT B ) sh W) 530978 8= BRI RN R 1-25 4 £ — T 40 & Pk
HZ% B2 (0 Eh B, TSR R BT I 43 s A B AN/ BCREL LB ik 43 A A B () 5 A

36 . HR Hu BN 2R 351 U5 1%, Hovp v adk 3 BT T8 9 45 % 73 BOFF 1 (My cobacterium
tuberculosis).

37 HRYRBURNEE R 351 J5v2: , Fo b Frid e s N 45 1%

38 ARIEAURIEL R 35 T, Horp Frik N o

39 VRIT BN R I A BT RS R T R m s UL R AR GOVRITA L
SRR AR E R 127 T — T R 1B L Tafg b S e H 2527 Erl sz ik (Lidvg
ST A E AR PR DR R 32-35 - — T A & s B (11 D)0 7 A A E I AR HE BUR) £k 333
34— TR 25 55, AN TG ST B4 () 43 A A T I

40 R BRI ELR 3911 J7 2%, Forb i 3 SOMF T I g 9 it B BA T I 20 SOME T K s G < 45
¥ R AP (Mycobacterium tuberculosis) . &9 FF1H (Mycobacterium avium) , @55
FhCsubsp. ) SO H M EH S W Fr(Mycobacterium avium subsp. avium). % F A H
hominissuisiVfli(Mycobacterium avium subsp. hominissuis). %A & AR 18 ¥
Fh(Mycobacterium avium subsp. silvaticum) 155 4T B8 Bl 45 7% W Ff (My cobacterium
avium subsp.paratuberculosis) ;3= 9 H A E (Mycobacterium kansasii)FI IR EES:
AT (Mycobacterium malmoense) JE 7 ##F 1 (Mycobacterium simiae) . 2T
(Mycobacterium szulgai) 3 E (Mycobacterium xenopi)JE 59 M AT EH
(Mycobacterium scrofulaceum) .4 ##F5 (Mycobacterium abscessus) 9 A 5
(Mycobacterium chelonae) W& Il 73 #% 4  (Mycobacterium haemophi lum) - JFk X B AT
(Mycobacterium leprae) J#F D F A B (Mycobacterium marinum) 8% 9 H A H
(Mycobacterium fortuitum). E % 28 A (Mycobacterium parafortuitum). X [K4
K #F B (Mycobacterium gordonae) 4L4F 4 B A B (Mycobacterium vaccae) 473 A B
(Mycobacterium bovis) .24 FAFEBCG . FEPN 73 H A B (Mycobacterium africanum) .
Q5 AT B (Mycobacterium canetti) l1ZE A1 (Mycobacterium caprae) . H 4%
M B (Mycobacterium microti) 39 A FF 1 (Mycobacterium pinnipedi) bk 245 4T
B (Mycobacterium leprae) iRz #F H (Mycobacterium ulcerans). i 4+ 41 B
(Mycobacterium intracellulare) & B EEAIEMIC) . SoBAFEE 514K MAC) .
9 M N 3 B T 2 A AR (MATC) K PR3 S B 3E A ASE 5 L% 3 0 S B A A 5 £ 9 A T
AT s A8 R 0 B T 3 A s B A 70 e AF T HE AR AT s AL AR 3 BT T A S
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A1 R BUOR ER 39 Jrizk , Hoh pirid 7 BOFF 18 09 45 % 0 B B (Mycobacterium

tuberculosis),

42 ARPERURE SR 3910 7575 , Ho b Brid s N 45 1% 9 o

43 ARPEACFNZE R 1 27T — T I TBR T Ta A B2 2 B H252 10 3, H A
TARIT B I B A ST B B B R

44 ARPEBURNE R ASRIAA Y, Forb B o BT B B G 9 45 1% o BT B 2

45 MR HE BRI ZLR AL A1, Hovb BIr i s 146 15 454200 » R XUIRG » 240 P9 975 , A i 2. 35¢ 9%
SR BRI » oo 0 TR LK, i 08 7 i T M 0 e e, Mk 26, o7 T80 V0 2 0 e B )
i, AR EEL 5 9, i R A 20 SRR R K IR & SR A  MACH B , BUR I S0 B E E &
A (DMAC) , #1119 W P 40 5 T T8 55 & 4K (DMATC) , Y8 730 i  MACEL R 28, MACRE PEIUL A, 1943
A AT T ) 465 A2 9 B A 28 e e

46 ARERRNERASIAL AW, o i s N 5% o

AT ARPERRNE R ASMAAE Y, S TR S AN

48 AR PERURN B R 127 AT — T T T B T Talf A A ak H 24 2% 1 ] £z 52 1) $h 75 il
#& FTIRTT 3 0 2 B B G 254 R | Az

49 ARPEBURNEE R A8 Ak , Ho o Frik o AT B I e N 45 1% o BT B I

50 . ARFEBURNEE R A9 F& , Ho R BTk 20 A o

51 YR FLANY - B 3 BT B B e B RS I 16 7 V25, Bk O v Bt i) 75 2 0 2KR
I7 W B i A R AR BRI E SR 1279 T — TR R 1T EGR T Talf b A L 2525 o)
Bz,

52 ARIEBURNE RS LRI T IRIm K 732, o B ik i L3 AN

53 AR BCRN L RE LI 77325, Ho o il o3 A B UG N 45 0% e RS TR U

54 AR AR EERA95 1 (1) T35, Horh Bk B 1 B 45 4% 93 , JBR AU » 24 N » AT % B2 354 2
B B R B 5 B R, il 08 9o S 00 e g, I 48, 7 T 0 v 0 3 T R R ) Pk
i, AR EEL 45 9, B JR R A 2 SRR IR K IR - SR A  MACH B , BUR I S0 B E E &
A (DMAC) , BB 14 12 i Py 3 B FF B 5 A A (DMATC) L V8 730 i , MACL IR %8  MACRRTEIL A, 154)
T AT T ) 465 A2 9 B A 28 e s

55 MRIEBURNE RS LI J732% , Horh B iom N 1%

56 . ARIEBRNEL RS LI T732:, R Bk 209 N

57 IRIT BN, TR FLENW () 43 AT BRI 7325, BT ik 7 A0 4 1a) 75 EE SRR
T ISP A 8 R BUR B R 1 - 279 T — TR A A S e L 25 2 F a2 (1 2
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[0001] L4 AL

AHIEESR 24 T201348 HIH #2421 35 H s I % 561/864,496 FIT-20134-12 H
20 H A2 1 2 E Im A HiE61/918, 976 AL S A , FLT0 3 1) 58 3 Py 28 4 I DA HL 844G 1 5| H
FEANA L o

% R 4
[0002]  AK W FAL &) & KA G ARV TR i A , 4 HAE i o B |
IR 3 , B anAER T S5 A% i Al , DL SR T il & I 2R A S i iz
[0003] ‘KEHTYE

DR B 2PN TR 11 (Actinobacteria) FIEHE 4 (A T A1 4 R H RBHK
FoB SRR RD T — & o o BOFF B s A & 2 MR L R B0 B S AT E0R 1 e
ATLMERE R N TF 5N P B2 , DR R A R BN B BARTE A7 B 510 LT 4E,
SN 3 BT (Mycobacterium avium—intracellulare) & &8 (MATC) I 1% A A AR
T P SR A HH B, AR LB TP IR LR 5 9%, i 5 R A 0 R A R AR 11 J e ( 32 AR S 5 32
NH IR, JCH SR ATDS 38 v ) R, B 220 S5 FH A 20 1 R S AE B ) T 5
&L B, BERRMR AW R B &R o MATCAH £5 0N 7 BOAF T (M.
intracellulare) I 543 &7 FF B (0 IY AN Fl, B, 55 40 AT 18 9 0 B L 12 40 BOAF B
hominissuis VA 57 SOA T ARAR L3V RPN 73 B T RIS 2L M o 48 T 45 % 0 BOM T
A AR R S BT A ek T A 4R MAT O 2 1 B M PR SR VR 3R 15, 0 3 K 2k
AR
[0004]  Z54% 73 BT T (MTB) & /N AF A ARz B M s GO T, HoAT i JE I “ERER™ LI
I & & BB BRI AN TIB IR OB AT 15 2 BT B TR YT - W N A
(1) =4 —# Gyl CELEE IS AR BIMTBD , (HZ E 7 AEVF 2 W AR I 238 A\ i
80% LA Lo WIR AR YT i PEMTBIR G L 12 2 1L 50 %6 o LAk, HIVAIMTBIR 2 5 2 B (1 L
B A IMTBER 28 B IEAE AR X e 9 B 25 W 2 Bl s B4R RIE 1 K Z9300, 0005138 () 2
2y 25 (MDR) 45 4% 53 AT B 91 - 22 2431 245 (MDR) 45 4% 4 5 A 18 %o T S MR PR AT R4 1 A2 4 vk
(7, BT 1S 24 11 (XDR) 45 4% 70 BT T 00 T 28 /b — ot i I A — b 2zl B A 0 e A Bk
(o P P A] L, XDREE % 73 AT 1 A2 4 BRVE 22 1 k3B .
[0005] KRR 6] JU N b 2 T A% 4  ani& 2vh o, JRAT #4340 RO SN 1 B VR 22 3890 1E
TER AT B 3 AT AT , B B (SR MTBIEAE S A A Bk fE L
[0006]  H-TVRITEZm (TR G R 3R 1 I 2D AR PR I KR R 84
THF S A 350 B 2042 B R4S % 0 BOFT T RS , K 2 HOE I 61, I BLAG T+ 5
AL T R B RRE R A, SRR L7073 B 200 JTHIFE TS AN AE20044E , SR iT A
TR K #9124, 5000 F G RIS, 50061581 . 2 WL Zignol, M%, M. Surveillance of
anti-tuberculosis drug resistance in the world: an updated analysis, 2007-
2010.Bull.World Health Organ 2012, 90 (2), 111-119D) SHIVH)H:EGeAd K9\ KA
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HIM(Williams, B. G.; Dye, C. Science, 2003, 301, 1535)3F HAEMAIDSHEZHI31%
MIFET: R AT VAR T TB. 2 WCorbett, B. L&, .Arch.Intl. Med., 2003, 163, 1009,
Septkowitz, AZF, Clin.Microbiol.Rev. 1995, 8, 180).

(00071 S5 4% I YT FI Ty A B il P& AR T J& 0 )« B B0 AT FH 0 % P BCGAE 19 214F 51 3 I
H IR KA a0 T ) LE IR A AR PE20064E4k 18 —“International Standards for
Tuberculosis Care” ——F Tuberculosis Coalition for Technical Assistance
(TBCTA) i e (H & 5 EF B fiCenters for Disease Control.American Thoracic
Society.Tuberculosis Foundation.KNCV.World Health OrganizationflInternational
Union Against Tuberculosis and Lung Disease), R BHE LG G S IEGwm I 23 H i
B AL A7 AT HI50-604F 1 51 BERI 259 — S0 (1952) (R4 (1963) (AL g
Bihz (1954) M2 & T BE (1961)) — [l J v S Ml AR -1 Rk o 738 F (rifampicin) D
FANAA AIRIT - ATl , A VAN 3 M (adherence D), RS2 AT DL RE S AR A 2, %
TEEENA H AR ZHOE , ER RIS S RO K LA, U R R
HIVIEGL ) B b o BLAL , Nz AR B h PEIR R L it F I B0 45 20w 25 W0 1) 70 & L A [ B HE 7
FEEL AR Cr AU = CRef R4 1 R R 15 i) ANPGRS R 1
W% Pt i A 2 T B D 25 0 ) 78 RV B 2L A v BEAERE R L D0 Hea S AN AT R 45 R DU R
TANIBITHS

[0008]  7rixeyiyy 75 24k H 45 24 31 HLZ A T A 22 241 24 Bkt RN % 5 30t
TRIT P AP o VPR ) 24 R BE AT R CRLRT DL DA SE AR R R U 0 T ot I 2
I B, B, A F X TBIK 22 241 24 T Ak (MDR-TB) A5 2 i 25 771 2 38 Y 75 ELK . 20 134F:3 HI
18 (http://www.aidsmap.com/Once-weekly—continuation—phase-TB—treatment—equals—
standard-of-care/page/2589498/) L BUFIAEMT YT CRIAE -1 KA AT Y 53T £ (TB
TRTT H B AR R R i) Rns v R 210 B P R 2 M4 5 T DA SR VRS RZOW (TR YR YT AE Y A
R S op i i — R L 9 BS54 L S 0 AR 11697 I AR Ge R 42 7 A
[ [ 47 R AR o VR IT A AT AR 7 R AR BN R AR Y R B R R 4 SR T, B PR
EATSARMAE I TI6IT B, IF HAE A — IR IR TT 7 28 0 R A A A B AE/E 4 3BT I 3 —
T A —— [ o AT 5K J2 IR ) 4 T 2L 75 B0 A R R I R4 DA € 22 15 1% I3 — R 420
777 BRI HER IR o JLAL , MIARETT A A% En 53 5 I HORIAE T VT RIS EAZ 1005 Sk il 4111 77
CNNRT T 12 [ i 400 1] 771 2 1) R 470300 28 s 75 2 WD O A B AR AT BB R AL 1 AR I S HIVEH
P HR R Ui i s 3 2900 TB A8 2 vh (3 FH G DRt S BRI, R FH AR R B0 R A T AR B T4
H MR BRI T AR 5] /52 38 0 B T e AT S vPAil

[0009]  ZHixiZg#ySirturo ™ (DIIAMEMK) 7E20 12412 H Ja #A/E SC [ SR HEHETT H. 55—
2y AR 22 it S AEEUSRAT AR SR 0, P 200 & T 245 &5 200 » o B im 491 44X
5% .20074Ef{JEditorial and News Focus in Nature Medicineld it 7 # % H #i A TBHI ¥
Z 7, W ARIRILE] IRAT RS2 W R FE A K (Nature Medicine, 2007, Focus
on Tuberculosis, Vol 13(3), #5263-3120), Hidsk T /E R ML 2 5 A A 5125
S Bl = — N DG S 0 BT L OF HH 104 A — A N1
HAE A b KA S IR R CRTRE MBS ) o

[0010] =41 45 1% 70 SO 121 1K 22 245 T 24 T ik (MDR—TBD [ HA T, [ R P RAASE AR TBOK & %

11



CON 105492388 A W OB B 3/76 T

TP A = AR50 SR ) A0 A AR R A ER P I AR T B
T 2604 ) K & 1 Ui A2 ) 750 AN i ik N AR 285 B8 6 48 6 Jro f A 2 79 e 2 s i A 1) L1 UL R
FEGIN T BRI LR 77 BRI, 47 AE R IR T R IR 7 TR AL 27 SEAR IR 75 5K (I S 3 Jg
2R T :Grosset JH, Singer TG, Bishai WR.New Drugs for the Treatment of
Tuberculosis:Hope and Reality.Int J Tuberc Lung Dis.20124E8 H:16(8):1005-14),
[0011] AR ERW S =R I R R IR R A A ), LR T AHEE T e 28 IR U el 2
IR &AL A PP o8 T 001 485 2 43 S B 1 52 ) CREDRE T N 4 B 1 4 G PR D ) 1)t N B0k
[PIRFENE , 5 H R REE A 3 BT B Fh, JC R S5 BT B A4S = B B 2 AR QITO)
59 3 A T A 5 4 AT R 2 A (MAC) 0 5 J P 43 s A B 52 4 CMA T OO 16 I ol B ZRMI Cf
— UK, RIS R IR I SR A DA T S MU 2 5 R4

i
[0012] L AE 747 4k BAR ) A% I S 2B 2% BF 0 0 T2 B = 0 2R FE S I 2R B8 @Ak 50
T AR =IO I ZR I R IR 0 Ty A AE ATt b 2R BRI U LA 3457 A = 2 Y SR AR
FEEUARHS , BB A N B A oo T BT B, B35 45 1% 0 AT B e B MR A HA 280
5 e IR I AR S d A S AHEE 0 %% 31 1R 1 5 1 e 1 B Bt 2R A S M BIMT OB CH
XTI LAk AW N A I 40 ] CRE D) SR VP
[0013] A FHAESUAAE I & A B 318 W oR FF A I R 30 L 2 j A ik ,
W31 “Benzoxaboroles — 01ld compounds with new applications” Adamczyk—Woz
niak, A. %, Journal of Organometallic Chemistry #6944, #2241, 2009410 H
15H, 563533-354171, FIZEEEH]AHUS20060234981.US20070155699.US20090227541 .
W02012033858F1US2013165411 .
[0014]  US20090227541 A FF TV 24L&, 4GP PhEE 0 —2H 4 2% [ 91 P 40 1 2 A AN ]
I HTAN B S TR 1 = PR 2R I Z M R I AL & 0 (S W R VRN 2) AR A FFE R IR
IR 2RI R A AT 5 3R BARIE (1 = PR 2R I S 2 B 2R P 0 AL 540 . W020 12033858 2
TR S i A SO B A VTR B 2R RN R M A, T R I A R R B K
I E (S WIS E 1. AZ V) AR HRE AFF LR A R R 3R G B0 - B A =
KECI 28I A 3R R AL & W0 . US201316541 L AFF T Bomxd T8 A ShAT 1 « 44k
R K W B A 28 e R A0 B 03 PR = IR RIS R R R R ms & (S Wk D),
HR R VR B i 7 1 o 22 BRI = B0 54 (SET 1 17 L 18 A 19D B = - 4 B[R A BT B
PIvETE, HAMICE > 16 ng/pLitdlEE (S ILE1B).
[0015] & HHAkiA

ARANC A N AL R I AR SCHEIA I = IR R I S 2R 230 a4 & 1) 2 7~ AH B
T H B ORI A IR R BRI A A 4, ok T ) 465 4% o A5 A 1 1 5 A1) ORE ST A 4 e ) 400 7
CEEMED DI N R IR FE I o X 28 = B0 ORI AU I A B S0 Ak S 1) 7 R BT X 45 4% 0
12T 0 VA BE JRMICAHL , 2o 5 ] T 400l 45 4% 7 B B 8 B BT A RIMIC{E AH 24 Bk FL B
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4 BE AN, AR SEHE T S P R WA SO I = S IR E R s R s A 5 B T 5
H AR A & WL & 5125 S AE 6T IS 45 % 0 BOFF T I 204 CELEE A o BUS 38
R

[0016]  JFPRAR LS IR YT 45 40 (TB) i) — A ] U H— Rl RS S b T 5 e TB %
oy SR G AR AL S AL B P R BRI T Tafg AL S 5 0 1 3k
R EIAL 2 DA R iy 7 T A ot RS 7™ B vl e, 15 40 22 24T 24 ) R 2 L 22 29 L A iR T
20 1) 8 s S PR/ BASAAE FLAE RTAIG Y7 BE » B AR I FE R R /R oK

(00171 ZEA I B S BE S 5 S8 o, A7 AE DU AR I 51 45 G = B 2R I Sl R B A A SO 1)
FRAETEA & H TR T s (48 N I 452 0 SO T ke o AEC RS SE T 5 S8 o, i A
REIAIF AR I I 5B NS 2R A G, lTiR)7 G &% 0 Bkt
R KIS R, JCH AL T3 AME AT NI 5L S99 53 9l 2 A G & S B 2 CHI VD (1 5
U LR

[oo18]  FE R PESEHE T S, A W Fe WA SCRE R AL B, B 2557 Bl 332 i .
[oo19]  fE HARRGSLHETs S b , =P A IF S R B2 P M 8 — AL S B L £, AR 2
7 BRI i AR T TR 2544 .

XTI,

HorpXadk 1 &SRR RY IR 13 Sh o7 b 3% [ H. —CHs . ~CH2CHs . —CH2CH2CHs F1-CH
(CHs)2.o
[0020]  fF HAKM)SZiE g b, 3R AR T T AL A e 3L Eh , o XA S E0R R FIR? &% Sl
A7 3% H H. —CHs . —CHaCHs \—CHoCH2CH3 F1-CH(CHs ) 2.0
[0021]  fE EAKRRYSEiE g b, JRAE T TRk B s L2, A XA R RVRIR A ST A
[0022]  {F HAKRSLiE g b, JRAE T TRk B s L2, Hih XA &L RVRIR A STk
[0023]  {F ELAKRY Sy b, SR AT TRk B s 3L 2k, i OB, RVRIR A ST Ik
[0024] ¥ HAKRRY Sy b, 3R AT TR b B s 3L 28, b XA, RVRIR A ST Ik
[0025]  7F EL{ARsRitiy b, 4RI TR AL At 2k, b CH SR R AR 5 4k
7% F H . —CHs F1—-CH2CHs
[0026]  7F HAAMsRit s =, 4RI TR AL A st 2k, P XCA SR R AR 5 4k
A7 H HAT-CH:.
[0027]  fF HARR)SLHE Ty b, 24RO AL A s 3L 8, o XA, R FIR? % H Bl
A7 H HAT-CHs.
[0028]  7EHL 4K SLiE )y S, IRAEN I Tal L&
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R, w2
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X HH

Alla

Hod O F A BB, FLRVRIR? & [ Jh 57 # 3% H H. —CHs . —CH2CHs . —CH2CH2CHs A1 —CH
(CHz) B #h , 4G 2527 ERl 4213
[0020]  7F ELfAsgiiy &b, IR Taf b &4, Hodh XOR R & IR Bk, FLRVFIR? %% 1 il
S HZE E HL ~CHa Rl -CHoCHa B 8 , L FE HL 2522 L] 52 (1) £ .
[0030] 7 AEsbspfi gy b IRME R Taf b &4, Hoh XOh R & IR Bk, FLRVFIR? %% 1 il
S HLIE A HAI-CHaER L #h , AU 46 252 Er 2 3.
[0031]  #E BAARMSLiE T Erp , 24T Taf AL AW BH &L , HoAh XON 3R, FLRVRIR® AR SCRr

[0032]  7E HAAISEfE Ty b, it sl Taft A B 2h , Horh XCA S, BRVRIR® A S
[0033]  7E H AR SEfE Ty G b, St aT Tafb A B 2h , Horp ORI, HRVRIR® A S
[0034]  7E H AR SEfETr S b, it sl Tafi b A B 2k, Fe b X, HRVRIR Ak SCif

[0035]  7F HAAMsRt )y b, #2401 Tafi4b &4, Joh XOM &R AR IR 5 Al i
1% [ H.—CHs \—CH2CHs \—CHaCH2CHs F1-CH(CHs )2, B HL 8 , 045 e 2422 bl 4521 46 .

[0036]  7F HAAMSLiE T & rh , IR Talf L &4, HrpxCAS R , HR' AR5 Sho7 i
e H H.-CHsF-CHoCHs, B H 3k , WA HL 2525 Frl 21 8.

[0037]  7F BAASLiE 7 b 3R AR T Tal b &4, Horp XCOR S BR , BLRY AR k7 b i
FHA-CHs, B 3t , ARG 24522 F 2 1 2.

[0038]  {E LRI SEHE T b, = FR R I A JR N R D2 1 R BRI s T AL A4 «

e N —
. R ; G 0
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~ ik, P
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ﬂ%““ B, R B,

& MM & e
o F H A BT £ .
[0040] 7RI EISEHETT Erp , IR AR 2 R s SR LT &4 «

AR

Hp XUARSCE X, B 228 B2 (8,
[o041]  fEHESEREy S, =H ORI AR BN IA o 4 T B s Tali AL 54 -

£
o
: o
E‘e-‘, ’a.g\ %}g%‘
3 H A
N B
X et T a
N “hHy

Ho XA 3O S, B M2y Bl 52 [k
[o042]  FEPHESLHETT S, =R IR I AR BN IR M a0 R P KT T AL 540 -

15



7/76 7L

CN 105492388 A
R o { 3 5:)

N H 2520 Al ez £k .
[0043]  7EAFHUESEft 7 &, =R I A 2N 230 IR 2 10 R s B I a4k &4 «
& 3 / :
Y F i v
¢ b YD
Ewsﬁﬁgxf} ﬁmwﬁf “%f:
Br  en G UNM
= Z¢—9a—Hil 2~

=R

a2 F AT 3
e — st g =rh  RAML & (S) - (3-8 -7,8-—&-2H-1,6,9-

[0044]
I [ed]BE—2-J) F e, H B 2

FE B — St 7 = R AL A (S) - (3-&-7,8- & —2H-1,6,9- =4 4% —9a—Hl &

[0045]
I [ed ] BE—2-J) FF g, H HL A 2K

gy
o H2g% B al sz k.

[0046]  5j—SEjiti /7 B ALA M (S)-(3-F-7,8- & -2H-1,6,9- =5 F-9a-Hl 22 o JF

[ed]B8-2-08) e 252 L] B2 ) £, frid b 5 B A -
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HIR—9a— 8 IR I [ cd 1 BE—2-8) g, fridb &M BB
S

g b

R
i

& TNy
R D P2 Rl 2 R IE ).
[0048]  FEAS H—SEHE T B, IRAML5 Y (S)-(3-JR-8,8- ~HF-7,8- "4 -2H-1,6,9-
= 9a- R IR I [ed ] BE—2-H) IR, LB R

Br TN

[0049] 74 5 — 5L 7 R A (S) - (3-1R-8,8- ~H J:-7 ,8- ~ & -2H-1,6,9- =4
Fe—9a—HZ 2R IF [ ed JBE—2—J8) A i, LB A 5

B HZ Eal ezt £ .
[0050] 7 —5Ljifi 5 RIRBAL AP (S) - (3-JR-8,8- ~H F-7,8- & -2H-1,6,9- =4 /&
a-H AR I [ cd 1B 24k ) FF R () 25 2% Erl 2 1 &, Frid b & B A =

[0051] 53—ty R BZGMAEY), HEZHEW(S)-(3--8,8- - HH-7,8- A -
2H-1,6,9- =S —9a- % I8 IF [ed JBE-2-38) e, Firid b S R AT 5K

e
g o

$
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e[ 2 b — Fh 2 2 B AT A2 (K R

[0052]  — sty AR T TE R T Tal fb S etk , Hohy
(3-1R-7,8- "5 ~2H-1,6,9- =44 7 —9a—Wl Z 2K I [ cd J B2 ) FA i ;
(S)-(3—1R-7,8- & -2H-1,6,9- =4 = 9a- W38 [ed J B —2- L) FH i ;
(3-8-7,8- & -20-1,6,9- =% Z&9a-H Z< 2K 3 [ cd 1 BE -2k ) i ;
(S)-(3-%-7,8- & -2H-1,6,9- =S a4 oK [ cd ] B2 ) i
(3-F-8-FF #:-7,8- " &H-20-1,6,9- =41 7 —9a- W 2 F8 I [ cd 1 BE—2- 3 ) I iz ;
(3—IR-8-FF JE-7,8- " &H 20-1,6,9- =44 7 —9a- W 24 I8 - [cd 1 BE 23 ) I i ;
(3-JR-8,8- “HJ-7,8- & -20H-1,6,9- =1 9a- M 2K I [cd JBE-2- 3L ) FF i ;
(S)-(3-¥1-8,8- _HH-7,8- "4 -2H-1,6,9- = J9a- M 3R IF [ cd ] BE-2-FL) HH

fié
(3-3-8,8- " HH-7,8- "5 -20-1,6,9- =4 2 9a-W & K[ cd ] B —2—L ) H i ;
(S)-(3-8-8,8- ~H}-7,8- "5 -2H-1,6,9- = & 9a- M LK I [cd ] BE-2-JE)
fi#

(3-9-7,8- ~5—-2H-1,6,9-="A 7 —9a-W 2 FE I [cd ] B -2 I i ; Bk

(S)-(3-M-7,8-—&-2H-1,6,9- =4 F9a- W3 [cd J B -2 58 ) F Jiz .
[0053]  FEAHICMSLHE Ty 28, 252 b a2 i $h1E 1 Eh e EUUR I8 L I IR I8 . — Sk 1R
(monohydrogencarbonic) T EL . — & 8 (monohydrogenphosphoric) . ~E MR (
dihydrogenphosphoric) Fil& . — &M (monohydrogensul furic) & Ml iR Bl IV ik B 25 . 7F
MRSy R, 2% Eal 2 M ATE B AR, B 4R AR 7 T 8. 5k
B2 A R R IR IR . F R E DR R PR ER - FURRE R LR L kR (ERER R
FE TR 6 B R T PR AT A5 R VG 0 PR S FR R R 25 o 1 HL B M SR IO St 8, 242 B B2 i
ALFE A BRI 5h 1 RS 2 R 3k =R Eh %
[0054]  fE7 % B () BAR 7 1 , 20T TR T Taf Ak A4 A Al X AR (1) VR B4 o 75 2 % B ) 3
‘B RARTT I, R ITEERT Talf) A S B X AR o 78 A B H e HAR D7 i, ST T &4
SR A 1) A T4 TR B 0 o AE AR R B R AT e AR T T, 2T TG A 0 e 5 TR G A o 7
AR B B T LR RURIR® AHELCH » s T TEL R T Taf AL & 9040 F M b 0 B A (S ikAk
2 AN T R T A A, A E BT R b R IR RN AR SCTIA I
A WE 252 B AT s 3k ARkl , 55 BTN AT e, SE =R AR, S DY VA
ST AT H , 55 FIRIT R s T EHD , 58 75V 97 71
[0055]  AHS Lt /7 AR AL TR A A, T 58— B = 5B B LRSS TR
7 70 ST R S AR R R L 2 BT S b AR YT VARSI L DLk
Wk (TMC207)  AiF JE DK Pk - —TREIR PA-824 | Hi {52 it (OPC—-67683 ) | WA 52 i S 1 41 ) A5 e
fii 2= M iz | B R iz . sutezolid  (PNU-100480) . B 1 Ph e FI|45 (AZD-5847 ) \EMBZEALA)
SQ109 R - MER RS g 2L 2K R BR e i ak e 52 70, G Bl 4 M E ).
[0056]  AHICHY Sty RIRME AR A &, Hh BUidi i oM s 57 2 R s BRI
PR R ST LG AR BT ES e S5 L ) At TR s BT AR S L BT AR AR S TTARER A8 5 R A2
todoxil BHABTE BT7% K E R/ 2 R F CRMIE R FH-F Hhh 0 KAEF e g F
fil AP RE BB My RS AR Sl T AR LGSK 2248761 TMC-278 . TMC—125 . 4 Bl B Ak L vb 242
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HB=H HIFE IR e = L 23 4E B iR I 5 ARV IR A ER I8 55 VI8 27 BT 4L R
Behr IBH AR I e IR L B RS L T-20.T-1249 .PRO-542,PRO-140, TNX-355 . BMS—
806 .BMS—-663068 HIBMS-626529 . 5-Helix . E4#t%k 45 R 4% .GSK1349572.GSK1265744 . 4k
323 % (Sch—C) . Sch-D TAK779. Ly fir 475 . TAKA49 . 2 WLEF B U 48 35 V& T 3 A 75 11
Fo

[0057] AR BHI J5—SEiE 7 R TR R A G, Hoh 8 = V5 = VI VS SN
J7 3% B AR ECHESE F TR T S R om RTa T

[0058] Ak BH I — /N SEiE 7 RARALZG M ), HAS E-—30I7 R, ik 8 —¥097 AlNG
ST A ER R AR SRR — L7 R TTBE T Taf b GBI 25 2% F AT 52 1)
Eh AR St 7 RER P SCATIR 2 A N2 22 Rl ez (MR 7 Bl Bl B 57 o 72 55
—SEJ T L 23R T BAgE— B 5 R T

[0059]  JF—sijiti /7 AR KA AT B A/ Bl o3 A AT B (L 3R s R D IR
HlR 77, ARSI S BAE S A SE N AR T TEGER T Tal b S EH 252
A2 1 Rk, AT 53 K 3 B AT B R/ BB L 43 S B R R

[0060] AU BH I oy — Lt U7 R4 tHva I 7 sh A v 1 40 M T I AL 19 T V2 A4 « 1m) Bh A it
UL Fh: (ORI A AE N WA SRR NI TEG T Talf 4 & WL 255 a5z
R GIDWBITAMENAS, KA WAk R T Taf b 5B 255 ]
SR B TDWRITASENZAME, LA S AR SR T TE T Taf )i A P
2y BRI SR WG ST SR I 2 A B st

[0061]  FEE— B[ 75 i, A8 i B ARt 3% K20 IS T R/ B34t ] o B A B 52 i KD 7 VB
BITEN, IR B MY, OFEA 48 L= R, BN CELRE S F 1] 1) O i 43
BT B G J7 1, IR O iE A4S 4 BT B S5 A R E M AR SR i T TE T Ta i 4k
A A, AT 3% K43 Ao A T AR/ B i 4 A A 1 1) 52, B3 B Ok D7 v A ) B 4 AT
B S 1 sh i Ve T A A E R LT A BT Tal) f A Bl H 24 25 T H252 1
Eh AR SEE T e, T T AL A B T Talfy A & W A2 A SCRTIR 1) 25 1 il 550 — 6
Gy AL T NBIVE ST R, B IR AAE SOV b A A i N AP B I 246 TR AE .
[0062] Ak BHIY) oy — SR 7 R4 ML T AR SR ) 773, b Birid o B AF T i B3 454
B AP (Mycobacterium tuberculosis) & #FH (Mycobacterium avium) , 45V ff
(subsp. ) S E S WA (Mycobacterium avium subsp. avium). S5 8HMEH
hominissuisY¥f(Mycobacterium avium subsp. hominissuis). S+ A & Lk L1 W
Fhi(Mycobacterium avium subsp. silvaticum)fl55 84 845 #Z I Ff (Mycobacterium
avium subsp.paratuberculosis) ;3= 9B AT (Mycobacterium kansasii) Fh/RESD
AT (Mycobacterium malmoense) JE 7 ##T 5 (Mycobacterium simiae) . i AT B
(Mycobacterium szulgai) 3 E (Mycobacterium xenopi) JEJG 0 M AT H
(Mycobacterium scrofulaceum) .43 #F 5 (Mycobacterium abscessus) 71 A 5
(Mycobacterium chelonae) W& Il 73 #7415 (Mycobacterium haemophi lum) « JFk XU B AT
(Mycobacterium leprae) B9 H A H (Mycobacterium marinum) &K 2 & A H
(Mycobacterium fortuitum).BEK 5 HAFE (Mycobacterium parafortuitum). XK %
i #F & (Mycobacterium gordonae) 4L AT B (Mycobacterium vaccae) 473 A B
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(Mycobacterium bovis) .22 B A EBCG . FEPN 73 H A B (Mycobacterium africanum) .
[ AT B (Mycobacterium canetti) 1l ZE AT (Mycobacterium caprae) . H 5 7%
M (Mycobacterium microti) 39 # A (Mycobacterium pinnipedi) bk R 7457 4T
B (Mycobacterium leprae). 5tz # T H (Mycobacterium ulcerans) oW 784
(Mycobacterium intracellulare) %5z FiAFH B S5 MTC) 9 BT E S48 (MAC)
5 M N B B R AR (MATC) K PR 43 A3 B 3k A A 5 3L 307 49 S B A A s £ 9 B T
B AR R 53 B AL s BB R 43 AT B IR AT s FHAL AR 9 B B A A

[0063] %Sk /7 R4 UG T B B 0 B B G 1 J7 i A < 1\l sh i LA TR I
fE—Fh: COVET AR ER WA TR RIS I Taf b S a5 22 Frl 32 1) 2
GiNRTABEMNAS, A5 ASCr A I T8 Talf b AP H 2522 F T2 1)
B G DWRITH BER W7, HAS A SRR T8 Taff) 4 & Py ek H 252
ERTHERZ I TR ST BN T B BT TR S, b TR RO TR R S N S5 R BT T
[0064] 5 —sjfs 7 PR UL AA ST TR 2T T8GR Talf b e H 2522 Bl 232 1 £
HHTHI7 s CBRE O H 5 BT B G SRERBR L7 et 17 AR S ik
A E 4 Hod BTl i it 9 45 4% 00 » R RUIRE » 20 P9 » AT % B2 3500 B U AR Bt 57 , v %7
PR » i BB s B BRI Y, it 7%, A7 T F5 VR 22 B (synovial) BEERI Hkib, WR LD 45 %
F W RN A BRI K IR L 47 A AE  MACHTT 99 » BB 1 5 23 B 1 5 A 4 (DMAC) , B)
PRI S M P A B B B A A (DMATC) , ¥ 7 i Cho t—tub  Tung) ,MACHLIR 5% , MACRE L2 , &
A3 T TR B 45 1% T B ER) 2 2 0

[0065]  —/sijifs 7 AR UL IA SCHTIA R I T8 T Talfb A4 L 24 27 b r] $2 52 1R R 7E
il 24 TR I A 4 B BB 250+ 1) &

(00661  Jy—SEjta Jy S ARG T B (A AR FLE A, B BAd S A o B 4 B B 4 5
S99 B 77 V2% BTk 7 2 s 1) 75 2 V0 T 7 I B e FH A R & ) AR SO i =R T L)
WEMBLZy 2 Rl 1 3 o 5 — SE T SRR T QAR SCHTIR 1 J7 %, i Bk B g
45 1% 90 » R R » 20 P9 » A7 it S5 5 B B BT AUR 027 » v B SRR, i 10 2 o B ek
Gy, Wi g8, A7 T RE M HE I Csynovial) BSR4 48, R SR 4 2H 2 e il 7oK
IR L3 AR  MACHTZR o8 , B ) & 20 BT 18T B 544 (DMAC) , BB I S N A AT 2 &
A (DMATC) , W Zfifi Chot—tub Tung) ,MACFLHR %, MACHE PEIL 2 , & 73 BOFT T8 R 45 12 0 BUA) 2
I 57 o

[0067]  5j—SEjia )y R4 a7 B CRAR YR FLEN)) v 43 AT B I AL IR 71, Fividk 77 12
A5 ] 75 2L SRR T I B i VG T A A E I AR SO A B L 2527 B AT 4252 1
#h o S 7 AR TT B (CRAR A L) o AT BRI T, Hor BT A
W G N % o AT B

[0068]  7E— ML Jy S, SR W], A& 38—V dT ), Iridk 58—V T AR IT A
BB ARSI R A PIB L 255 E R 4252 10 £, A2 2 B ] 352 (R IR 551 L B 77 B B
o

[0069] B HAKIN & , & (25 Whil ], A& 5 —Iay7 A, Ik 55—y A I T8I Ta
PIALA D), Bk 56— Y097 R A 8= B WO E AR SCRT IR 1 7 22 SE it 7 289 B9 AR ST A
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AL BV Zg 2% bl 252 1 #h s 255 b nT 2 IR 711) B 7 BSORas R 711) s RN 88 — YR TT A
P 58 3697 FIAS R R TBGR T Tafib &40 FEA IS 7 T, 254 15708 S V8 N AR ST (1)
WNITE I Taf I AW BILZ 2 bl 52 B Eh 38— ¥R T R A R A 5 A 2 KT TEGR
[Taff 4k GV S 3097 1), 3F BARG A S 55 =367 ), BAFRE a5 50 va 7 7], BAE
T H A & 58 FVR YT ), HAT G M & 58 7S Va7 A AEAH ST T, 38 VB = VB DY SR LA ER
PRI IR 7 R ITEG TTARIAL A RL AR 30 53 B 1 ) AEAH DG I T T P, 38— VB =
UYL LSS SIRTT e SR RS ST R R L 2B T B L BT VD R RAERT T VA
VLT DIIAFERR  (TMC207) i JE bk i 31 IR PA-824 | HiL 4k 2 1t (OPC-67683 ) | M ik 5 i 24
T W A3 g 2 b e g L B e % . sutezolid  (PNU-100480)  FHyH Fh e F1) #5 (AZD-5847)
EMBARAISQ1 09 2R - MEIGS B IS . — Al 2 % BRI fe R Ao 35 77, B 8 ool 4 S i B 771« 7
FHORTTTH » 85— 58 = BB VU BB AL R EE 7SR T A D Rl A/ BUHE 22 TYR 97 45 10m R T
7o

[0070]  AHICHYSLiE 77 R ARALZG W], A & T Taf A B £, AT
B E T I B REE NI, e S — B BN B A BUENIRTT
AN EH LT IS SR E R 5F 2 R g BRI Rk R LR T E R L A
2R 5E BB AR = BT B A T T ILARER AR R E  todoxi 1 BLHHRE TS K E V2 2 R T
SRABTR A FPT o b e AR FAS I T R RE B R R AR R E S
GSK2248761.TMC-278.TMC—125 MK il FH AR VD =H VRIFE IS H it 5 - SR 8 3 . ik
H=F ARV BT A Ea A= A7 B BT LRSS R IR AR S SR R L R K R
T-20.T-1249.PRO-542.PRO-140. TNX-355 . BMS—806 . BMS—66 306 8 FIBMS—626529 .5-He 1 i x . &
FERGH IR B RS T LGSK1349572.GSK 1265744 . 437, F5 %' (Sch—C) . Sch-D TAK779 . Ty i 4E 45
TAK449. WU & th T ISR HBUA = 45 .

[0071]  GNASCRTIA , A B () S it 7 S8 045 17 B i T BUR A 2 A I Pl (R4 1% 4
TV b B 56 52 3 it FH (S VR RIS I B AL 50 58— 897 7 CAITI 55— VR 7 R A SC
A ) B AR 2 I 28 2R B 28 B S B &, Pt AR S iR 19 s T TR T Ta iy B 2R 41
TN FA IR L 252 T2 (30 AT S5 R A A AT 58 =T Rd s,
ik 58 IGRIT A A AT S 5 T/ BUE 7S 1R T A G AR SR L SEi 7 2, 55— 1R 9T
FIA A Frk () T TEG T Talt) = BR800 I 2R 3R A 1 & Bl H 24 2 b mT 252 19
£, I BB AN/ B =R/ B VYR YT N IS A0 ) o AR S 7 R, S BT TR R A2
i 2272844 s 7E HE S SETt 77 R oh , 43 AT B Pl 2 24T 24704

[0072]  7F H'& BAR K SL it 77 v, 3R A% K4 B i 1 7 i, o4 BT Bl i
TEURA 3 B E NS CEREE O SE AR SR T T8 Taf b &8 25 %
ERTEERZ B ER I B IR T R ik, A e A 4E ML BN R B TR T R A, A 30 5 A e BT
R =0T R AT T A BN R S DY VR T R Al AR AR B BN R S A TR/
BB SVR YT R, AT AR A R K A BT B A0 o AE AR SETE T 2, BRI T RN AE
RANA SRR ST TECET Ta 4k A 0 B 28 S R B 2R B S B 25 2 B T 452 1)
£, I BARE 5 = V5B = V50 5 TN/ B 7SR T R N A o B £ o AE e BR
(RIS 7 S, W G s i T BUBR G A S5 1% 5 B 1

[0073] {75 He e AR ) St g S 4 (AL 400 ] 4o S A T 400 ML P 52 7 69 Vs, ik D7 vk g A 4
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AT B A0 M B8 2 B T BB G A 40 ST T 40 B 9 34 CRLRE O SR S A ST iR A& 4
B ER 1) 38— VR T AR A, AR5 S o AT B A M B B0 5 B8 R T R A, AT A AT
B A B BN Y 5 5 =R T R ik, A e A 0 SR TR A0 I B Bh Y 5 S DU IR o T R e e, A A A
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(01391 ZH 54y m] LA e i) FH T3 o A 4] 75 {2 A a4 e o o T S5 O RO VR YT 25 ] A
R R0 P2 7R o 75 RURE ) B 70 R 5 AR B A 7 0 IR BT TR B AR TR =
.
(01401 AT 10 M HHIFKD v 70 AT 2 57 ] DA DA B2 700 & 2 LR 3, F n] LR & 5 MU B
FRITE QAL 5 77 Wﬂtlu#ﬁéﬁ\lﬂﬂﬂélﬁx\%ﬁx\LLI*”E?\E%J&*Z R LR e B s SR8 711, 491 4
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FURE K K VERD R | BB BOH R s R A TR R, B B I PR 8 I A VR L
SRR 5 A SR A9 G0 B S K 5 BRI VR 7R - e SRR R 7R T DA AR AR
RN S e R BN ) T 2R AR o 1 IR 1 R AT DA S48 60 5 7K B A Y R T VR L
T B B R T 2K, B T DL 2 B A RT K B S A & ) BEN- P A 7 i o Ut
VB 1) 700 AT DA B A AR N R0, v B ) 49 L U PR O AR 4 R AT 2K L9
B P2 L FE AT YR VPR P LA 4 R VR R R AT R B S A £ TR L LR T 8 B e
7K L R T S e L TR SR R AT RS 5 AR PR EEN 0 CHERT DA, 25 £ D S 490 G 8542 3kt e PR T
VG QI TR B BB 5 B T A sk e R R R R R O R A O R R T IR L A
R, I ELAN S 22, U YRR FRIBE A7)

(01411 MG & FIURE 770 3 o 9 ] ] g e I e Vil o

[0142]  Xb-T-Hg B A1t A, F FHAG A W0 R0 T8 T G A4 (I3 7RO e il 28 i A SR A 77 B oAk &
VIR BT F B A A0 B m] DUVR B BV R T BN Wb A3 Vi (A mT DLV fR
TS K DRSS KB, BE G 7R 2 A& /N E e S 2 4

[0143]  fEA R BT —ANT7 1D, k55 G =5 38 SRR IR 551 7 o ) AN 2% o ) m] LAVA R T2 4
WA T ISR REE TR H AT DATESR TS B /MR AE B R R K G Ve R B JE A T IR
TFHr AR BN I BT ASRAIE— AN B 7 5 K 09 /N DA 7245 FH Al S AL VA 1
HME B A LA E AR B 77 U4, Bl AME T RAAE IR E T BN YA 2 i fE , 55 B
KRG I I8 SR AL A AT LU 5 5 T IR Ak K M SR & T R EN
o A R 5 2R T PR SR BOR T R & AR S R DR T A 38 2043 i

[0144]  HRuheTiits 5 2, dL ST LB N0 L 1 & % L ARI%E N 10-60 B = % [R5 TR 420 I
LA S AL, R B AR L A 20-1000 mg VS MR R A o B Tt FH &
FRIIRZE , T AR NG IT B 7 & 8 Y 4E50-300 mg/ K, 4l 71150-200 mg/ K ot
FIEXS NTF0.5-5 mg/kg/ K ALEH, FIE H0.5-2 mg/kg/ K HEMEFENT1 mg/keg/
Ko

[0145] R ITE T Taffb S PnEk H 24 2% [ n] 45252 1 24 % b nl 52 1) sh BUA I & T UL 2
AR A AW P E— Va7 R, B0 Hn] DUAZAE T A — R 2 Mraish i a7 710
HlFA) o AR B R I AE — AN — P 7 e (A B ST T A S B L 252 B R4 1 3
VA W3 R — FPEL 2 PRI R T I A A

[0146]  —FiiEk 2 FhA AN G T B A& v] T Y67 AL 3 b S5 - 29 7). e yR T
FIY S HE  FIAE T R BERZ 2 B T B B vb B CRIAEmT T EIE SR I L DR ik
(TMC207 ) B FE K 1 I —NEBR PA-824 . Hit 4 22 3l COPC—67683 ) | WM 4 i 24 2 | 43 e i L 25 b
W i L B I i L sutezolid (PNU—-100480)  AITYH P I F) 4 (AZD-5847) .EMBZEALI41SQ109 . 7%
IR R R 2% L A R R IR RS RN B 2 ), AL RE I 5 S0 E R B AR R B TR YT TB
[FI7E T TalHEBA GRS H B A BH VR N ZF 1 TBZ 7], BUE AT HHGlobal Alliance lEAEF KR AT
LERIRI TBZG 7)o

[0147] 450111 laf L AW 252 Erl sz () Sh s M A T B A —Fhai e fh
BANEIRTT R A G R, A A IECZ IR IR ] LA S S BT iR A & P sl 2 711 BR s AR (1)
I AR o Ar3d G 2 AR S AN AR 5 MO FR A o S FR A F T30 97 B i I A ST Bl
R A AP AT — Bk 22 FhAA M IR 97 7 I SR MR AR YR T 0 99 O IR P SO R A () A 1 LR
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SLAE , H A A2 R A BRI AE T .
[0148]  ZH -5 A] LA LLHH T 25 il 7RI T X7 (1l R 30, o AE AR i B ) 33— A2 1) U7 1, 1Rk 24
MAE, KSR AW B 255 B R 52 1 ShBUE &, % [ — PhE 2 Pt s i
WBIT R, R — B a2 P2 2 b RIS R A IR SR BIB9S 2 H 5 () %5 AN 2H 43 7T DL
T AEART 5 A R IR AR AE 43 FF (R B A 0 24540 1) 0] m oy e 5 ) Ik 3 e A
[0149] it f it IS , A & WK Ak B W Bl — Bl Es 22 Pha 21 (1) ¥ 97 700 AT LA et F - 24 1A
I it P, 205 AT DAAEAH R BAS R ) 25 90 20 A4 b it o 276 AH TR i 770 R 2 A B, S22 fig
AP RNZG T A0 A e 1) I ELAN I TR A 5 0 70 H e 2 o R A 1 o 24 20 e il B
"EATTAT LA DUATAR] 7 A ) il R AL, 7 {8 b A AR S b ot T b Ak & 2 i 77 20
[0150] 1| 40 B A K B K AR B ) 7 v

A B 2EL A TR R 7 B 0 43 AT BT 1) 30 70 3 DR b LA 3% R 43 A B R/ B il 4 A
T 52 B 77 AR IR W I 205 TR R 7 B R 4 SR o X 040 e A B R A PR ) 43
T B 2% 73 9% DR B A 53 SR 20 AT T8 R/ B i b 288 B ik 40 s A 81 B2 D 70 o FEAR K
BT T AR ST IR A A P B A 5 i ade (1) 24 P g 1 40 AT 18 9 B ik (LG MDR-
TB (Z M 245 TB) MIXDR-TB () TEiiN 24 TB) It PR 73 SO 1) &0 1, s tH<0. 32 uMIMIC
B H R ZHAE96 M F AL 73 B Ak HA50.04 — 0.08 uMAIMICIH
[0151]  AEs— BRI 5 E b, A A I FR A % K 43 ST T M/ B4 1) o AT T8 5 1A 7 VR B
WBITANE K & B EFEA 4= =2 RA BN CELEE 3 FI0 19 A (9 931
FFEE AL 732 Bk 35BS 0 SO T 5 R 0 A ST ik i 28 5B, AT 4% 2K
a3 RS TR A/ BT ] 3 BT B R B A B o U VA 1) B A B TR G R B P it
BITHRENARHKAS, Kb rd A 505 NI S e Ta b e K2
5 B AR B Eh AN I VR SE i T S, A AR SCITIR B 25 RN B — 43 o AE R
BIVESE Ty S, Bl B AE Fo Vi B 206 W0k N 43 e A TR ) 251 R R AR
[0152]  FEIRI VR SL Ty S b, 42 11 IRt FH S0 A SC Pk (RS 2EL 6, 2% K 93 BT 1T B 4100l
H A, BB VR IT 40 BT TR B G o A5 7~ W PR I STt 7 8 vp , 22 9 Kk P9 it P 40 A SC ik 1) 40
B o A KRG O B BCE I ], BB VR IT 0 A B o AR PR ) SR T S, 2 R
Nt AN AR SCHTIR B G 5 % K o T TR B A L A2 A B VR T A RO R e, Herb
R AL AB T Talf b A a0 255 E 52 .
[0153]  FEIRIVEI SE i Ty 22, 2873 BT 1 AR o, 43 70 e AT B 5 AR SOk O 205
fih B AR ST iR KA A0 97 o BT B GE , Irid A 58 5 A TIN5 Ta
PIAA B R ) S —YR 7, HAT IR S 88 58 = B VRS 7SIRIT A, Bk 1%
FrERHARES HAA R T AL S 58 = BBV 5B LA 7SR I AT — R 2 R 4t
PRI R AR B 7 BT T o FEAH DRI SR T T 2 AT 38 — V5 = 3B DY L BB S 7SRy T
FRECH: 6 A3 SO B R BAR O C R ST B B R SEAL G B AR AR R 0 B B R
[0154]  £E 53— Rl PESETtE 7 22, 3R A% K B E Sh W Hh 5 B 5 AH 5 1 73 B TR
A/ B R 7, BURIT A - BOM BRI 5 Pk T AdE S o B E S
A RE R AR ITEE T Ta i A A P ECH: SRR, M 23 K20 I A 1 A/ B3P L HE 5316, B0 1]
P e T A R E R AT TECR TTaf A S B &, b ik 7 B B I8 B 45 70 BT
B (Mycobacterium tuberculosis). S E (Mycobacterium avium) , 45 ¥ ff
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(subsp.) S HEH 2 W (Mycobacterium avium subsp. avium). 598 H
hominissuisYVff(Mycobacterium avium subsp. hominissuis). S5+ A & Ak L1 W
Fh(Mycobacterium avium subsp. silvaticum)fl55 84 845 7% I (Mycobacterium
avium subsp. paratuberculosis);E KM H (Mycobacterium balnei).
Mycobacterium sherrisii JEIM#HF T (Mycobacterium africanum) . H & 2 B AT 5
(Mycobacterium microti).Mycobacterium silvaticum.Mycobacterium colombiense,
Mycobacterium indicus pranii. g FFF5 (Mycobacterium gastri) X7 H AT HE
(Mycobacterium gordonae) %% /K2 # B (Mycobacterium hiberniae) .t 4
(Mycobacterium nonchromagenicum) .7 #7 A1 B (Mycobacterium terrae) KB F AT
H (Mycobacterium trivial).3EREEr 441 5 (Mycobacterium kansasii). ¥ /REESFAT
B (Mycobacterium malmoense) JZ 3 ##TH (Mycobacterium simiae). Mycobacterium
triplex. H W LB AFE (Mycobacterium genavense) Mycobacterium florentinum.
Mycobacterium lentiflavum.Mycobacterium palustre.Mycobacterium kubicae.
Mycobacterium parascrofulaceum.Mycobacterium heidelbergense.Mycobacterium
interjectum. K Fi AT E (Mycobacterium szulgai);Mycobacterium branderi. JFEEK
A H B (Mycobacterium cookie) BE 2 M B (Mycobacterium celatum).
Mycobacterium bohemicum. & Ifll 73 & AT B (Mycobacterium haemophilum) . & FRIK DB AT
B (Mycobacterium lepraemurium).Mycobacterium lepromatosis.Mycobacterium
botniense.Mycobacterium chimaera.Mycobacterium conspicuum.Mycobacterium
doricum.Mycobacterium forcinogenes.Mycobacterium heckeshornense.Mycobacterium
lacus.Mycobacterium monacenseMycobacterium montefiorense.Mycobacterium
murale Mycobacterium nebraskense.Mycobacterium saskatchewanenese JZJ5 7 FiAT E
(Mycobacterium scrofulaceum). Mycobacterium shimoidel.Mycobacterium tusciae. i
D FAFHE (Mycobacterium xenopi) . H A4 F#F B (Mycobacterium intermedium) .
Mycobacterium bolletii H K3 A H Mycobacterium fortuitum) {8 & 9 AT E fiEE 2.
Bk W Ff (Mycobacterium foruitum subsp. acetamidolyticum).Mycobacterium
boenickei. Mycobacterium perigrinum.Mycobacterium porcinum.ZE PN IN/R7 F AT B
(Mycobacterium senegalense).Mycobacterium septicum.-Mycobacterium
neworleansense.Mycobacterium houstonense.Mycobacterium mucogenicum-
Mycobacterium mageritense.Mycobacterium brisbanense.Mycobacterium cosmeticum.
BB R i E (Mycobacterium parafortuitum). g IEFiAFE (Mycobacterium
austroafricanum). i /R % 3 0 B AT (Mycobacterium diernhoferi) Mycobacterium
hodieri.#&9FHFFHE Mycobacterium neoaurum) Mycobacterium prederkisbergense.
Mycobacterium aurum. 4t B (Mycobacterium vaccae) . T H & &
(Mycobacterium chitae) R B A H (Mycobacterium fallax) . JL& 7D T H
(Mycobacterium confluentis) ¥R 2 F T (Mycobacterium flavenscens) . ik
N B AT (Mycobacterium madagascariense) . 7 #% A B (Mycobacterium phlei). Hit
Yo B AP (Mycobacterium smegmatis). & #2385 (Mycobacterium goodie).
Mycobacterium colinskui.Mycobacterium thermoresistbile &7 & FT H
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(Mycobacterium gadium) . Mycobacterium kormossense A5 E (Mycobacterium
obuense) g K &£ AT B (Mycobacterium sphagni) . H ¥ 98 AF & (Mycobacterium
agri)E MO E (Mycobacterium aichiense) W& E 2 F FTF B (Mycobacterium
alvei).Mycobacterium arupense % K B (Mycobacterium brumae) .
Mycobacterium canariasense. A M B (Mycobacterium chubuense).
Mycobacterium conceptionense ¥ [K A H (Mycobacterium duvalii).
Mycobacterium elephantis {8 7 F #F B (Mycobacterium gilvum).Mycobacterium
hassiacum.Mycobacterium holsaticum-Mycobacterium immunogenum.Mycobacterium
massiliense. % B B -EKSF A E (Mycobacterium moriokaense) Mycobacterium
psychrotoleranse.Mycobacterium pyrenivorans.Mycobacterium vanbaalenii.K’24%r
B AFE (Mycobacterium pulveris) Mycobacterium arosiense.Mycobacterium
aubagnense- LI 22 F A B (Mycobacterium caprae) G M4 9 Fi#FE (Mycobacterium
chlorophenolicum) . . Mycobacterium fluoroanthenivorans.Mycobacterium
kumamotonense.Mycobacterium novocastrense.Mycobacterium parmense.
Mycobacterium phocaicum.ZfL 7 XA (Mycobacterium poriferae) . %150 W2 4T
& (Mycobacterium rhodesiae) Mycobacterium seolense.Mycobacterium tokalense.ff
DA (Mycobacterium xenopi) ; B AT B (Mycobacterium scrofulaceum) ; i fif
AEFFE (Mycobacterium abscessus) ; 13 F## (Mycobacterium chelonae) ;W& I 73 4%
B (Mycobacterium haemophilum) ; Bk U755 41 B (Mycobacterium leprae) ; W43 #5741 B
(Mycobacterium marinum) ;{5 & 28 A HE Mycobacterium fortuitum) ;244 F A H
(Mycobacterium bovis) ;i 7 # A B (Mycobacterium ulcerans);Mycobacterium
pseudoshottsii. Mycobacterium shottsii W 28 H (Mycobacterium
intracellulare) ; &% AT E E SR MTC) s BN 9 F AT B S48 (MALC) % 52 1 5 4y
B E AR (MAC) Bl 7

[0155]  FEAHICTT I » 43 A A TR A2 465 1% 40 AT 1T o A6 L & 5 1 43 A B A2 5 o BT B L 38
B 107 40 M T P IR R Ay A B B 40 ST 1T 0 U 43 BT B W o A B R 4 AT T
JY 43 AT T B0 S A B W I B A B RR U401 U 0 BT R AR R S B B L AR
SR R BT EBCG AR PN BT 1 RIS BT Ll =E 2 B AT B SR BT B L i
BV AT B R A3 A B B 0 9 A B o AEAE SR I St 77 S P 0 B B2 S A AT 1A
HIE Rl (subsp. ), BHE 29 A A 1 AP (Mycobacterium avium subsp. avium) .54
FFEhominissuisIVFfi(Mycobacterium avium subsp. hominissuis). 9 F A E HFAK T
P Fr(Mycobacterium avium subsp. silvaticum)fl 5284 B B 45 % W
(Mycobacterium avium subsp. paratuberculosis).fE A —FMHIcHILiE T L, AT E
Je LA 7 BT 18 o A3 — P A ISR SR 7 28, 0 BT TR A2 45 1% 0 BOMF B 2 5 AR (MTO) 1543
AT 2 B AR (MAC) BY 52 i P 43 B B B A AR (MAT OO 1 B8 2 o AEAH ORI ST 7 R v, 7 AT
E AR A R B S B BFE B o B E E A8 IR B B AR S
BT B A A s B8 0 B B BEAGASE s AR 0 B B A A5 s A & 7 s A T AR 5 At 4
A E A

[0156]  AE7R I VR SLE Ty S8 b, A STk J5 vk b i o O TR A A% e 1 20 s MF T o AE 75 151
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PERISE T S, BT 20 O B A AR STk 1K 2 AT BT 1R SR AR
[0157]  y&7 A1/ BRI P B 1) 77 V2

AR A R EER  BAFBE 2T, I BRI AT SEIR B0 (48 A VR IT 387
(98 77 o
[0158]  £E 53—y il , A8 R BH AR AL e T 7 AN/ BRIRBI o 1K 5 1% o 1% 07 V465 19l B0 e R VR 97
HREM AR AR A A, LR TT A/ BUTRET 2o o 767 B I S8 7 2, AR R B 40
AR T ANBCE R 20T, JUH AR TT B 20 A B8 A 2% 1 5 90 o 75 7 191 7 (1) S it
TR AR T AL
[0159] 7 55—/~ Pk B9 SE it 77 22, B A AR ST 8 S o 78 55— B PR S 5 S8 h , Ik
oA B YRGB 0 o 75 5 — B P B SR T ST TR NI RS
[o160] 45

FERR AR R A e m iR Jo R AR 250 o AR SO I 4 5 MRF -5 5 4k 27 4 i
FHARN TG IR 40 S ARF S s A — S VNS T A

AcOH LR

Ac20 L IRET

ATBN -2 MHE R T

BOC N=BUT S 2 e A

BOC F&EF TR BT T

Boping KRR &) W0 — 8, ik v4,4,4,47,5,5,57 67— )\ -2,
27X (1,3, 2- A IR IR I e

Celite® FH 22 198 B V4% TR ek 9 A R B )

(Manville Corp., Denver, ColoradoffJFi+n)

CTAB 7S bE ek = R R A

DCM CEF b

DIAD AR R A

DIBAL-H TR T REEMS

DME CHRERE Ok

DCE W

DMF R

DMS0-d6 STALI L PN,

DMSO TR ) A0

ESI FAL MBS 555 B 1k

ES MS FAL MBS 55 o i V5

Et20 2Tk

EtOH N

EtOAc, EA LR

h LN

HPLC 1 RO A i

KOAc IR
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LCMS VRAH T BT V2
mCPBA [) S R R
MeNO2 iH b
MeOH A
NBS N—A R B W frc
NCS N-SUAHE E B P i
NIS N=TAC % T 5 P i
NXS N= AR 9 P i
NaBH(0Ac )3 =LA AL
NMR RO G %
PE i JHITE
PPhs N
rt ¢ r.t. =i
RT 5 B4 s} ]
SFC el R N RS
t—-BuOMe FRLRUT ARl
TFA RO
THF V=R
uv E VAR

3K e 51

(01611 DL T St 8] it H A % BH o 3 8 S it 49 AN B 7 PR il A% i B (19 Y i A A RN i
PO A& 8 AR B AL S SRR T RS R T AR B B AR S i Ty
ZEERAN GO IR R T DA AT 85 P AE i 4 DA e i A A AU O R B i e
1l 2 T 3% VR TEAT 1 i 4 1) B B PT DA 5 IS B0 ) Te) SR S AL ER AR AR AR Ak
B E RN AR
[0162] O FFAZREILIR ('H NMR) 3 , I HLDASK 19 A FR DU AR R REBE CTMS) I T 543 23R.(8)
IKHi3m (downfiel DOIEM AL NREFEM AT ST :s = Bl = Xt = =HE,
q = PUHEE . = ZEE . dd = SERRE . dt = =FEIEFINE app = ZWHE br = %
U o A FH LR 5 (ES) B F AR IR Bv o BT T 38 AR PG R
[0163] ¥ k& JEREMNY), BREAE S EHE . S0 7T 34A S8 IE e i =
BTN AL S AR RS N BT BRAE S A UL
[0164] /E,\ﬁjz

SEER] 1 3-YR-T7,8- & -2H-1,6,9- =S R-9a- WK I [cd 1 BE-2- 3% ) F ig Eh R
#h (G1-Br)
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(a)2-IR-3-F I A H %

TR
B3 FZFIREFRE (5 g, 40 mmol) B (172 mg, 3 mmol)FIZEH(6.72 g, 80

mmo 1 ) 7 Z, 1% (40 mL) H (VR =2 BUINE B 2 RGBS W, JERE 5 e A 2 =R . m IR &)

B IMANE(7.2 g, 45 mmol )ZFUKEERR (10 mL) T KIvA, I L5405t TR NG - 1 I M TR

A2/ N IR BE SR KIK TS R G P & K8 (3 X550 mL) ZEHL R4 3 1 AR HL

W) F FE 7K NaoSOa TR HF IR 40 TR R M — &R Bl 45 b LAR B4 (2.3 g, 28%).'H NMR

(300 MHz, DMSO-ds): & 10.75 (s, 1H), 10.26 (s, 1H), 7.38-7.24 (m, 3H),

[0165]  (b)2-1R-3—(2-( (VU —2H-M Mg —2—3 ) S k) 2. 800 ) 75 FR i

9 oHe {},\x\w@ﬁ‘ip

2) KOs K, |
TR 3000
FEOCH; LM (1.26 g, 15 mmol)IZFIMA2-R LB (1.875 g, 15 mmol) HHE A
WIZEOCHEEESO mindFRE 5 78 = I P bk 2 /N g 2—TH—3— 3R LS FRE (2 g, 10 mmol) 7N
FZR AW B 5 A IR A (1.518 ¢, 11 mmol) (AL HH (332 mg, 2 mmol)AIT-DMF
(dry DME) (20 mL) RS MAALETOC T LB R R A 2B R IF F ZBEC100 mL) 7
B LU 2 N A BT 2k (100 mL) FRE A AT HLE FIAK (50 mL X 3) i , I
it Jo AR T A 2 o B AR e A £ R AR LA P PR TR R TR A D IR R
A, U BIME S TR B RIL (3 g, 920).

(PEEARTL 'H NMR (300 MHz, DMSO-04) B 1028 s,
43128 %& %&S»Wé (v, 1ML 3E2S si_mm, 34730
)

[01 66] (C) 3_(2_( ( E%_ZH_H[:I:HF%_Z_%>/§E%)Zl/j:gi%>_2_(4 ’ 4 ’ 5 ’ S_E Eﬁ%_l ) 3 )2_:
SE BN I e -2 R R

T ST.AY (o
iss«? 343 {ry, ws 1731 ~s§m\

S ‘?N TRESK Ny T
Py, PoQkidepts 4
g X HOACSYE & “‘W"
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W 2—IR-3-(2- (VU —2H-ME I -2 500 ) 508 R EE (160 g, 0.49 mol).4,4,
4’,4°,5,5,5”,5 = J\H 3:-2,2 -3 (1,3, 2- AR R kE) (249 g, 0.98 mol).Pd
(dppf)Cls (20 g, 24.5 mmol)Fl KOAc (144 g, 1.47 mol)ZEDMF (2.0 L) I¥ERAE90
C T HFEIE B G4 NV AW 7K (40D A2 FERE J5 FIEt0Ac (3x1.5 L)AEHL. HiEhK
(250 mL)PEEEFHMANE , LT KNasSO T H 25T WRAH 2 T SR RV IE AT A
TERERE b CHjhEE : B8 . B5=10: 1-2: 1) 24k LA BIFE N B iR I B AL 5470 (88 g,
FEZRA8%) o

M
(ESH myz =317 [MeHl, Ri=04 (PEES=D. TH NMR (300 MHz, DMSO-ghy § 8.88 {s. 1H)
THOTST o, 2HL TA1728 {d, TH) 486483 (m tHL S08.4.48 {on, 2H), 400884 {m,
THL DAZETE {m SHL 247043 (o THY LT 180 (oy BHY 120t 18HY
[0167]  (d) 2-(HHZER 3)-7,8- & -2H-1,6,9- =44 7% 9a- W& K I [cd]BE

7£5-10 ‘CHNaOH (4.8 g, 0.12 mol)ZE7K (100 mL)H I ¥A VR s IS 52 AR b (18,3
g, 0.3 mol).7E5-10 CTF#FELS min)5, ¥ 7S Fudk = AR (CTAB) (2.2 g, 6
mmo 1) S N ZE S BV A vh JEBE G 7E5-10 “C R ns—(2- (T -2H-mk g -2-FL 4 3L ) 254
H)- 2-(4,4,5,5-PU R -1, 3, 2- A URINZR A b2 K E (45 g, 0.12 mol) 4%
SRSAR A DA 2R T R /NI o AT P AR 5 R S R TR A IR AL 2 pH=1 9 78 2 il T S ki
N IR B AWt pE LS BIE A A A AR B A 54 (14.5 g, 51%).

TH NME {00 MHz, DMBO-di) 8 7.50-7.45

D, 501085 (1, 1H), 5.91-5.88 {m, 1M}, B.37-5.91 (m, 1H), 4.65-4.81
3

L THL TR

(2L S 419018 dy

(01681 (e) (7,8-—(~2H-1,6,9-=/Ak—Oa-BIAR A I [ cd | H-2-2E) Bk h o

W2- (TR L) -7,8- 5 -2H-1,6,9- = F9a- M F K H [cd]BE (1.5 g, 6.4
mmol) . 2% JE45 (200 mg) 12 M NHs(ZEEtOH (5 mL)H)7EZE% (40 mL) F VAR AEH SR T
fEZRAEBN 2/ R A MEECe 11 te R PEFRE D8R FL 22 T W4 KL IG VA i TELOH (20
mL) FFHEHCT (FAER) 7EEL20 (30 mL) " B ATV BRI o L/NB 5 5 4 VR Bt 8 9%
FrAR I EA H E/ Sk (2:1, 2X20 mL)BEE S RIE A A GRS (700 mg,
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45%) MS (EST) m/z = 206/224 [M+H].
(01691 (£) ((7,8-41-2H-1,6,9- =8 4 9a- 2L HE I [ cd 1 8-25 ) B B ) S0 0L Y
T

e

£ \E‘;}

)’i ¥ R LR
f%ﬂa% Bons N TEADON A LB
\\ - ;é"‘f-r:'“i"h_—,e"“

Y MG
S

FEOC R (7,8- A -20-1,6,9- =8 2% 9a- Wl Z I [ cd 1 BE-2-3 ) FF B #h AR 2 (700
mg, 2.9 mmol) =7 f%(878.7 mg, 8.7 mmol)ZE ~E HHE(10 mL) FHIESYI DN %
BE U T EE(948 mg, 4.35 mmol) JFIGIR A AL IR B2/ N o 5 B F L FINaHCOs (15
mL)VER , A AR S FIEt0AC (3 X 20 mL)ZEEL 44 FE M ML L T 7K NaS0a T4
TF B ARG TR A ok PR A (S FH 2R 2L B R VTREAE S e Bk 2 AL LA A3 21 3 2R
FEH(500 mg, 56%).MS (ESI) m/z = 250 [M-56]",

[0170]  (g) ((3-1R-7,8- & -2H-1,6,9- =" 9a—WZ A3 [ cd ] BH—2—3) FI 3L ) & 3
BT B

N . v“.*%\.--'i
. -~ _
o \‘@ 0 \9
RN & RN s B b o g—&:
fwi\%gﬁ;%‘ NES AN ’ ‘\; ““
i i L300 R i ¢
R PR S X
e C e ¢ CHON, SN b
Mgt & TN

M ((7,8-—5-2H-1,6,9- =% 24 9a—Ml ¢ 3 [ cd B -2 ) FF 33k ) G it FH g LT i
(0.5 mg, 1.64 mmol)HINBS (354 mg, 2.0 mmol)7EZNE (15 mL) {7 &8 INATBN
(27 mg) FFAHR AT PILEIOC R BN o B B SR AW F VKA A5 SR AL
% TUHPLCZAL LA I 4 (300 mg, 50%)MS (EST) m/z = 328/330 [M 561",
[0171]  (h) #R@EfLEH

Yt

K"ﬂ"“‘«i&m

P (347 ,8- 5 -20-1,6,9- =4 -9a-HI 4 2 [ed 1 BE-2-5 ) 3% ) 0 R B
THE(0.2 g, 0.522 mmol ) FEVAATHCT (S4&) (FEEt20 (10 mL)HO) Hh R SMIEZE T 6l
FE LN A 2 T ORI ECS 30°C) A RARMI A G (2 X5 mL) W BE -4 1 8] 44 7E
EE A N HEDARIE A AE AR ) (140 mg, 83%).

HONMR (300 MHz,
DMSO-hy B BAE (8. JHL TRLT7AT (L 1ML S.83.5.80 {d, 1HL 551548 {d, TH) 488 (m,

THL 4.36-4.23 (m, IHL A2 (o TR, 305,01 {m, THL MS (BSH nvz = 2RUZER (M + M
[0172]  sEjifs] 2 (S)—-(3-¥R-7,8-"F-2H-1,6,9- =4k 9a-Hl R IK I [cd ] BE-2-J ) H
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CON 105492388 A W OB B 33,76 71

etk (G2-Br)

JiEA
(a) btk &9

Ko REA P ((3—R-7,8- "4 -2H-1,6,9- =5 %9a- M & R FF [cd JBE-2-J&) FH
B EERBRAT HE (LR 1, (g)) &S miAs il (SFC) 48 (FPEM: CHIRALCEL
0J-H, FiMeOH (15%)HM1C02 (85%) Wi 3f HIRTF P AP F AL &4 (S)-((3—-1R-7,8- & -2H-
1,6,9- =24 9a- T I [cd 1B —2- 3L ) FH O ) G BE R A T R (B8 Vet R Aik, RT=
3.8 min) M (R)— A4 ((3—1R-7,8- =& -2H-1,6,9- =% F9a-P A I [cd JBE-2-JE)
E)FEIEPRAUTEE (B—We Sk, RT=3.3 min) JEAEMAIHCT (SAK) fEEL20 (20
mL) FH AR B R A (1.2 g, 3.13 mmol ) fE I N HHE LN FF 948 2 1
BEOKIE < 30°C) R AM I ZIE (2 X5 mL) Bhisk 48 A i A 7E B B 2 N T LS BIfE
R A FEAR R (900 mg, 90%)MS (ESI) m/z = 284/286 [M + H]',
[0173]  (S)—(3-&-7,8- & -2H-1,6,9- =48 7% -9a-TZR I [ cd 1B -2 ) FF i R FR &% -
' NMIR (300 MHz, DMSO-g & B40 (s, 3M), 783781 (¢, 1H), 885688
(TR, 0548 {, TH), 4.08 (m, TH), 4.35-4.22 (. 3R), 380 (m, TH), 300 {m, TH) .

[0174]  (R)-(3—R-7,8- & -2H-1,6,9- =4 %-9a- =R IF [ cd JBE—2-0) FA flc sh iR £ -
1 ONMR (300 Mz, DMBO-h) § .30 {5, 3H) 7.64-7.51 (d, 1H), 6.93-6.90
{d 1HL S51-548 {d, 1H) .88 {my 1), 43684 28 {m. 38 381 g, THL 306801 fn, 1HY
[0175]  J5VkB
(a) (S)-((3-¥-7,8-"&F-2H-1,6,9- =4 % 9a- PR ox Hf [ cd ] BE-2- ) HH Ok ) 2 &
AT B

: AT
{ ¥y i :
T NHBo: Br  NHBoo

B (S)-((7,8-—F-2H-1,6,9- =4 % 9a- M4« K If [cd | B —2— 38 ) I R B AU T
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CON 105492388 A W OB B 34,76 T

liE (110.0 g, 360.50 mmol) (SZHEH] 4, JVEB, (h))FINBS (67.4 g, 378.53 mmol)7E
DCE (1.1 L)HH¥R A WAES0CINIAG /NG o By i A #oK (LU Peig =R IF R A VS AL B
IR AE L IRAFE N IR (qum) B AR R =40 (132.0 g, ST CRE2itb it HT
a2 O

4

TH NMR (400 MMz, DMSO-dol T87-7.55 (d J=8 Mz, 1H) 8:98 {5,

1ML 9.04-4.07 {m, 3H) 376

208, THY SOTFIBm, N

[0176] (b) ﬁ%ﬂ%’a\%
TN TN

' : L
; o o I >3
/’\\\q\f«i‘&\ HCH o7 '\&\s}fa«*i‘{' :
N1 7 \ 0 B N S sl i ‘:}
NE ol i 4 %
by 3 %\\\?;-_«;,M‘f G
¥ L R i e
B TTUNMBon B VNN

W (S)-((3-¥R-7,8- & -2H-1,6,9- =44 & 9a- M 2 K If [ cd JBE 23 ) B 2 ) L
BT S (130.0 g, HLHIM) FIIKHCL (100 mL)FEL,4-—WE%E (500 mL)H AR AL iR
NPEFES/ NI, £ 3K I ) R T T 4 G L R I 2 TR EE (200 mL) Bk o R[] 44
T2 H 22 50°C T F156 /N LR 15AE I €6 ] 4 1) JH SR = ) SR 1R £ (60.0 g, PP IR
51.9% HIE"Z) .

M NMR (200 MHz, DMSO-de) 8485 {5, 3H),
52 (o, 1M 460 fon TR, 4ORT- TS (I By
JTEAS0 (m HL 306285 On, 1HL YO NMR 400 MHz DMSO-dh 181,80 15128,
1A7.57, 11884, 10710, 3004, TO.86, 8918, 41.88, LO-MS: [M+11 =283.8

&

2 (0, J=8, TH), 6.92-8.90 (d, 428, 1H),

[0177]  sjff 3 3-5-7,8- ~&-2H-1,6,9-=%AZ—9a-H 2 25 I [cd ] BE—2-3% ) HH e 2k
fREh (G3-Cl)

TN 'y
¢ oon %: e
y : : : ; Lo
W N{:S DR gs\_“‘e’!'}'\{o,g.wﬁ‘e\g}_
L 5 N 3 £3
S Qw{;;;ﬁw__‘g

FESOCIH 2~ (R ZE R 3 ) -7 ,8- & -2H-1,6,9- =5 44 9a- Ml 28 K H [ cd 1B (29 g,
123.4 mmol) (S2iEfs] 1, (d))AEDME (250 mL)H VAR IS IINCS (16.5 g, 123.4 mmol)
FEDMF (100 mL) P BV - 15 IR A M0 AE80°C I i £ 3073 B o 5 s B2 V8 A W) B N KK 3 FH
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CON 105492388 A W OB B 35,76 71

EtOAc (200 mL X 3)FHL 455 I BT L= F b /K Yok » ZeNao SO T4, i E I AL I8 IS h IR
78 o R SRR D IE I S AT TR/ R B (10 DAL IR 224 g A1

Ma
(ESH) mz = 270 M +HT. 'H NMR (300 MMz, DMSO-: § 7.52.7.40 (4, TH), 6.99-8.08 {4,
AH), 5.96-5.93 G, 1H), 5.42-5.30 {m, 1H), 4.50-4.81 frn, SH), 4.43-4.17 {m, 3M),

[0178]  (b) trdifL &Y

W3- -2-(HHE L) -7,8- & -2H-1,6,9- =5 & -9a-Wl & K Ff [cd ] BE (24 g,
89.22 mmol). 22 B8 (4.0 g)FI7 M NHs/EMeOH (20 mL) (I VAVRAL R EE (300 mL) Fr )&
VRAEH SR R AE BB PRI 2/ N CBIR S A Cel i te IR IEIF B B B 4% N IR Y B H A
fifg TMeOH(20 mL) FFAIAMKHCL(5 mL) o K P IR A W78 2= 30 N Sk L/ I-Bf 5 7298 e
TG G PR R IS/ O (2:1, 2X200 mL) ek A 75 BI1E 1 6 6 44 ) 11 28 7
(12 g, 50%).

T ONMR (300 MHz, DMSO-dik & 839 {8, 3H), 781
{d. 1Y 8 &, THY, 5.SE-5.58 (L 1) 488 (, THY, 364,23 (m, 3M), 388 (m,
THE 305207 (m TH) WIS (BSH owk = 240 M R]

[0179]  szjiEf 4-1 (S)-(3-&-7,8- —&-2H-1,6,9- =% % 9a-HZ K 3 [cd ] BE—2-3E)
F e sl (64-Cl)

JIVEA
(a) ((3-&-7,8-—4&-2H-1,6,9- =482 9a-HN 2«3 [ cd 1B —2—J5 ) HA JL ) G FL Y /iR
NG

EOCTF A (3-F-7,8- & -2H-1,6,9- =4 2 9a— T 2 TR I [ cd 1 BE 2L ) FF e 2h IR 2k
(8.0 g, 33.7 mmol) (SZjtifs] 3,(b)) M= J%(10.2 g, 101.2 mmol)fE ~& F (250
mL) VR AN R ER BT ER(1L g, 50.6 mmol) KR A WA/E =i B Btk 2/,
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CON 105492388 A W OB B 36,76 71

SN AINaHCOs (150 mL) ¥ 2K, 44 i3 VR A ¥ FHEtOAc (2X 200 mL) ZHL K5
KA AL Z 0 K Na2S0a 15 FF 25 W AR o 45 7 138 1 il & BYHPLCAE FHiDaisogel 10w C18
FE(250 x 50 mm) Atk If FHBE K/ 2 (0.05% TFA) PR LA BIHAEE =41 (4.6 g, 47%).
MS (ESI) m/z = 284 [M-56] *,

[0180]  (b) #r@fLEH)

At
&

i

o
-8 8D HG

fin

N
BN

\

N

™ i
o e 0

HMERE AP ((3-5-7,8- =4 -2H-1,6,9- =4 J-9a- M Z: K I [cd ] BE-2- L ) F L)
TR BT B4 SFC (FMEACHIRALCEL 0J-H) 435, FHHEtOH (15%)F1C02 (85%) ¥l I
HIRE P F AW (S)-((3-8-7,8- & -2H-1,6,9- =4 J&—9a-Hl J: K Jf [ cd ] -2~
BRI AR RBTE (B AWE, RT = 2.9 min) M

(R)-((3-5-7,8- & -2H-1,6,9- =4 & 9a- W & K I [ cd JBE 238 2L ) F L T IR
BTl CE—UeB 554, RT = 2.6 min) R —FHALAY(4.6 g, 13.6 mmol )/EE
T AE80 mLYAHCT (U4 FEE L2090 (R H A e L/ I HR 4 22 8 ORI IR EC 30
C) BHRRMACIE(2X5 mL) BRI B R 7E & B2 TR R4 3 E N A G
[e] 4 B P AR =) (S) —(3-5-7,8- & -2H-1,6 ,9- =5 & -9a- W &R IH [ cd ] BE-2-58) I %
sHhigsh (1.2 g)M(R)-(3-F-7,8-=F-20-1,6,9- = 8- 9a- W Z= R Jf [cd ] BE-2-JE ) FF
feih sl (2.3 g).MS (ESI) m/z = 240 [M +H]'.

[o181]  (S)-(3-&-7,8- & -2H-1,6,9- =4 % -9a- MR IF [ cd JBE-2-2) F e dh g «
HNMR (300 MHz, DMSO-dek § 8.30 {s, 3H), 7.51-7.48 (d, 1H) 6.98.8.96

»

74, THY, 4,68 (m, TH), £.36-4.23 {m, 3H), 3.58 (s, 1H),.

in

L

303200 ¢, H)

Fled]BE-2-55)

[0182]  G4-CI1-(R) (R)-(3-%(-7,8- & -2H-1,6,9- =% Z&—9a-Hi &
LR IR -

P

TH NMR (300 MHz, DMSO-dhy: 5 8.28 {5, 34}, 7.51.7.48
(o, THY, B.OGS.O8 (0, 1H), 558558 (3, 1HL 4.89 {m, 1H), $.26.4.23 (o, 3HY 358 im, 1HL
[o183]  5i%B
(a) (Z)-1-(MEhE-2-2)-N-((1R)-1,7, 7-=H H IR [2. 2. 1 ] G2 5 ) iz

B ()RR (371 g, 2.44 mol) MEkBE—2-JEH % (277 g, 2.56 mol)FIBF3.Eto0 (17
g, 0.12 mol)ZEF IR (3.7 L)W IR A W03 NIC & A 22— i 78 3 7K 28 < [l R v e 2% IR
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CON 105492388 A W OB B 37/76 T

FETH RSB 195 LR FEI 1 VR A P A 3 (BT, TR By e b 25 B 7Kk 20 /N o VR A
WA HIZELS C H A5 %R EMNKIEW (2.5 LR, AN EIHFHK(.25 L X
)Wk B HR AME S FIRGE 22 LAY AT F— b m ALk,
THNMR 200 MHz, Q?‘&Suvw s:&ieé“‘” B4R (ol J v 44 He THL BTTAM A s

T8 Rz, 3H), TASTAY (D, J = 80 H, THY 725722 (o, J = 4.8 Hz, 1H) 448438 (dd, d =
ZH) 248242 {m TH) 1O7-LY (m 2R 1B4LTE (m THY 171184 (m, 1H),
{m, 2h), 0.98 {5, GH) 0.82 (s 3H) 5 735 3 LOMS: (MM = 243,
[0184]  (b) (IR)-1,7,7-=H FE-N-(ntme -2 F 3) XOR[ 2. 2. 1 I Pk 2%

-

' x

5% Pt/C (40 g)HANS LIk A, M 5 v (Z)—1-(Eg-2—4) -N-((1R)-1,7,7-=
HLOA[2. 2. 1P BE-2- 48 ) i iE (2,44 mo)AERZR(2 L) R K w4 HI100 psi
SRR RS 27N (I R R [ A 2 Ce 11 te I JEFFAF PEGF FTFHF 2R (1 L) BE% G I8 MIAE
FAS N R4 LR A i s IR R B 1 7 ) (2 P A P BRFR 15435 g, 77 3%
73% )

THNMR -é;;ié*

Mz, DMSO-duk BAG-E48 [, J = 4.8 He, 1H), ?.?‘5»?.?@ {td= 7.6 Hz 1KLL T %{5»'? 38,

=78 H2 1‘«%} FRET 2 dd d = SR He INL BF
THE LR (s M) 188142 {m, BHY Y 3

[0185]  (c) 3-(2-(FRHLEHIL) L H L) RKFIE

[ 3-F2 LR (2.90 kg, 23.75 mol)MI((2-¥R 5 ) )8 (4.26 kg, 19.79
mol)7EDMF (9.3 L) fIEWRARINK2C0s (3.83 kg, 27.70 mol) Hf S NLIR &AL T
24/ o B S BT SR (15 LR T 2 R (23 LD R A HLAE 22 B3 TN NaOH
(2X15 L)FIK (15 L)MUFPHGE , JF Bl R e i 2 f /b I LBE (23 L) IFRHE AL B2 T K
A AP AR TS BRI R SR B =0 (4.7 ke, 93%) .

FHNMR (400 MMz, DMEO-deh
(o, 2HY, TLEA (3, THYL TOOET.34 (m, AN VAR08 {m 2
22 (10 = 4.4 Hz, 2H), 3802 78 (1 d = 4.4 Hz, 2H), LOMS: [M+Na)

998 {x, 1My
4...: 1!-‘ ’é‘.-.-:zi.:

[0186]  (d) (S)-1-(3-(2-(FFILHEIL) 4 H I ) RKIL) -2-TH I 4. 1%



L

CON 105492388 A W OB B 38,76 T

Hald,

w |
W\»‘\}H
“nos
5 2 (11) (167 g, 0.92 mol)s(1R)-1,7,7—= I HE-N- (Il ~2- 3 B 3 ) XU5F

[2.2.1]P#E-2-F& (269 g, 1.10 mol)7EZLEE(19 L) P VRS W/E = | N HiHk 1/, B
JEIIAN3-(2- (RIS L) 28 ) KRR (4.70 kg, 18.34 mol ) fEZLEE(S L)H VA - 4
RSB GV 2 -30 CH-40 “CHYME G JFHE 5 ZE WM IMAEE R ££(9.9 L, 183.40
mol) , RFFEZACT-30 C,M/EIMA RN (285 g, 2.20 mol) K BLYIFE-30
CH 24/ 0, FFRE G -HH =R LM (314 g, 2.75 mol) ¥ K. [l i3 KVE M ImAL N
HC1 (24 L)AITBME (47 L) &9 SHIANAAHK (24 LIS G ES TIRY B3R R
/ﬂﬂﬁiﬁ/ﬁa%/aﬁz@% 5:1 (10 LYWTREY o B Jo¥s o oo [k i e , s A IR I =)
IR FFAE40°C R B 25 T8 6 /N D= AR AE 3 B [ A 1 HIEE 72 4) (5. 00 kg, 86%>
"N ONMR (400 MHz, DMSO-0el 7.36-7.25 (m, BH), 7.03 {5, 14},
TOLB.60 {d J = T8 Ha, 1) EO0-8.87 (dd, J = &0 He, TH) 600808 (d J '“ﬁ;,;;_I* L THL
SI85.22 (m, TH), 4 R8-4.92 (dd, J = 124 M, 1H) 457081 fm, 3H) 4715443 fm, 2MY
ATRITE L I = 4.8 Mz, 2L LOMS IMeNal = 340,
[0187]  (e) (S)-1-(3-(2-(FRIERSEIL) £ ) R EL) —2- (R AL B R R h

TR Kiing

H10% Pd/C (800 g)A10% Pt/C (200 g)ZENJE SR A, MG 2N (S)-1-(3-(2-(F
B 2R ) R 2- T 2B (5.00 kg, 15.76 mol)FEZEE(50 L)HIEW G
ZRAH100 psifIEARZER IR 12/ A E AL Celite " I PEIFHIEVFHIZBE (5 L)BEHR-
[F4] 35 VAL I INNK 203 (4.80 kg, 34.67 mol) FI7EFEIR(5.93 kg, 34.67 mol) o5
TR A AE Z B FE 24/ o [ A 8 ] B CLLD sk 08 7K (200) #BE JF- B J
WEB0°C RHERAES0C T B FE30 7 Bh B 5 28 /NN B3 INAVKHCL (1. 50) SRR A P75
HZBOCHALOCIREFASF304 Bh o =03 383 FH20 % 2B KM (LL Beis L= AR VBN T
o [ A4 O JH R P MR SR R 48 (2 AN P 88 ,5.00 ke ,63% )
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CON 105492388 A W OB B 39,76 T

HONMR {400 MMz
Hy D727 .88 fm, dHY TATT 4S8 Iy B, ARG R
i .

DMBC . Y087 i

& {m, BH), 7.25

TR J =78 Hy, tH), B06EBA B, 35 B0 Hy H'a AHL BTS84 = T2 He,
1Y, 536 {5, 1H), 504802 {d, J = B2 Mz, 1H}, 488 ¢ LE1-4.38 (n, 4H), 4.0890.07 {8,
SR A0 He BHLRTTITE (L J 2 3.2 He 2H), 30296  LO-MS: [MeH]' = 468,

[0188]  (f) (S)-7T—-(2-(FRFILAEIEL) L8 IE)-3-(( - RFEF) I R [l 1, 2154 Z& 1l
FBR IR -1 (3H) -

B By,
S
f\ s*ﬁuis BiOMag,, YR

S “ M

e
Nate
N,

FEN2 AU A6/ ] (S)—1-(3-(2- (R R4 AR ) LU ) R ) —2—- (R R 0t ) 1%
HiR#h (3.85 kg, 7.64 mol )ETFHEF (39 L) HI-30 CIHEMIZER M An-BuLli (15.3
L, 38.20 mol) iAINJG , IHRAWAE-30 CHAFEL/NN, HEE /5% A2 -70°C i I AW
B2 =HE5(3.97 kg, 38.20 mol ) FFRFFEEALT —60 C.ueinia, LY RISV S
R IFBEFEE R G S N A5 %6 NaHCOs KB TR (20 L) K I ZU4HE 155 %0, 48 Fr 1311
TR RGP B A VZ K (20 L X 3) B ITEE D R IRYE R R i@
HERR L FA T e/ 2R LT =5 2 L R 2l A DA = A AR g i £ [l A ) HHEE 7= 4) (1.80 kg,
48 %),

it &é&%ﬁ?géé:ﬁ‘m;%? DMSO-g 881 (s TH), 7.95-7.22 i,
1BH), BAZ-6.80 (6, J = TA Hx, 1H) 672870 (1, J = 78 He L 1H), 534551 (id. J = 7.8 He,

G J =34 Hz, 2H3, 380372 (i 6H), 2.85-2.84 (9, d = 138 He
Mp, THL LOMS: BeH) = 404,

[0189] (g> (S)- (7 8- & —2H-1,6,9- =% 2 —9a-H A2 3 [ cd 138 -2 ) 1 i h e £k
1. PUCIHMaON xﬁkwﬁg
ikg%&f 7 W
SNy

$e
TR

10 % Pd/C (180 g)IENJE IR A MG HE N (S)-T-(2-(FREE L) 28 -3-((=
R R ) BTl 2 A =M R A 4 -1 (3H) -1 (1.80 kg, 3.65 mol)fEF EE
(18 L) 2R (3.6 L)MIL N HC1 (4 L)W HIERIGHERAES0C T 100 psi & Mk HF4:
127N I S R AR 22 Ce L tedd IS DR U IR (1 L) Beuk R AE B 28 N IRAA T 4%
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CON 105492388 A W OB B 40/76 TT

AP 2-TAEE(3.6 LOAER, =I5 T HERE30 55 1 BT 45 10 [ 44 8 ol o s ie 8 9 I 2- TR i
(500 mL)PEk,50°C N E A N6 /NI LA AR AR Ak 2 0B R B HHEE 4 (680 g, T7%) .
ShENMR {400 MMz, DMSO-ghi .38 s, 3HL 7827 A8 {1 J = 8.0 Me, 141 17018
(4= 7.6 Ha, 1H), BOSGH0 {d,J = 7.8 Hz, 1H), 555 fn, THL 471488 {m, 1H), 438422

fn, AL 3BREED {my TH) 28R

[0190]  (h) (S)-((7,8- & -2H-1,6,9- =4 &—9a-P 7 I [ cd 18823 ) B 3L ) S P
BT IS

4] (S)—(7,8- & ~2H-1,6,9- =4 & —9a- M4 Pk 3 [ cd 1 BE—2-F%) B i b iR & (390 g,
1.62 mol)MEtsN (163.4 g, 4.85 mol)ZEDCM (4.6 L)H IR 210 T £ 2/INeF &3 i\
(Boc)20 (353.0 g 1.62 mol) A JG ¥ [ BV A4 2 i T B HE3 /N 1 S R4 A IN
HCL (4 L)PKIFEHE N KA LY, B2 R IRACAFAFE ik A 8 44 1 3
HE(460 g, 93%) .

(0 Mz, DMEO-chl 746742 (6 3 = 7.8 M, THY .07 {3, TH), 7.02-7.00

g R BRV-885 (0 4 = 80 He TR} BZY (m tH)L 4B-480 (m, THE 488418 oy
MY 34 e TN SOE308 gy T 128 {5 BH LE-MG MBS = 880,

[otot] (i) (S)- ((3-8-7,8- & -2H-1,6,9- =% 9a- M2 K I [cd | BE-2-J) L)
I IRAUT B

B (S)-((7,8-—&F-2H-1,6,9- =57 9a- & K [cd ] BE-2-38) L ) AL R AU T
fig (315.0 g, 1.03 mol) AINBS (144.5 g, 1.08 mol)fE S L Ke(3.5 L) IR EWAE
50°CHnFA24/ N AGFFER K (50°C, 4 L X 3)FFR I AN B N k4a LSRG E
A AR R P (400.0 g, AMAHIF) , HAREH DAt T T 2%,

THONMR 400 MHz, DMBO-d) T84T 42 [ J = B4 He

AHL S.01-5.08 {d, 4 = 5.4 Hy TH), 533t 1HL 4724989 (m, 1HY 435418 i, 3HY,
271 G B, SR80, THY L3 (s, B LO-MS: M8 = 23

[0192] () Fr@itb &4
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CON 105492388 A W OB B 41/76 T

W (S)—((3-8-7,8- & -2H-1,6,9- =4 F9a-W oK [cd 1B 2L ) A 3L ) L P
ERUT R (400.0 g, AHIR)FRACL (500 mL)fEL,4- —WEkE (2 L) P EmEE T
FE8/INI, FE N [R) ik 7 R PTE o Bl A 1 JLUSCER 3 FH2- T (200 mL) He i o (8] 44 MH20 A1
THELE (400 mL/2000 mL) o 4 DRI HREE R SRR S (B2 AN D IR, 110.0 g,
39%)

THONMR (400 Mz, DMSO-0h S48-8.35 the. 3H) 7507,
ML TO0REY {d J = R4 He, 1R S80 fm tH), 471 fon TH), 488421 ¢ % 3.84-3.55
{8, 1ML B.04-2.88 (i, THL O NMR (400 My, DMESO-g6Y 18132, 140018, 13481, 11838,

T3, 7844, 7 22, 4188 LO-ME: iR = 240,

[0193]  sEfffs] 4-11 (S)-(3-%-7,8- A -2H-1,6,9- =% 2 9a— Wl ZZEH [cd ] HH-2-
) g — SRR EL - H0 (G4-C1)

o Ej
{ I »
W (S)-((7,8- & ~2H-1,6,9- =2 9a- TN &I [cd JBE-2- 38 ) L) B F AT
BE(13.25 kg)MINCS (8.75 kg) T R L Hu(132.5 L) FHNEAMLETOC N Ik B 2 [
JEITHPLCH) 52 58 i o FEVRE N IRGETR AW, 2 H1%E 25 CHIMAHFEN(106 L) It 34k,
PR (26.5 L)¥EE GBI AEK (13.25 L) FIL,4- —IE4E(66.25 L) RCRAE, s
50 CHrE20-30% 8, AHIZE 15 C,itdEifF 1, 4-—VEEE (26.5 L) BeicIent 5@ iE i
filr THEE(68.9 L), I JEFFAEIRE N IR 4a I8 % B 2L 0T Tk (66.25 L) MMARRRY I
TR AR R ds . NN LU T (78,7 L) RNEE (8.7 L)FIFRIR (4.6 L), IFI RS
Yim#k 250 CHHtt B R MRS & N24.32-29 . T2% KR WL A 225 °C, 1/
INF, 308, FEuE gt AR RSB T BECLT .5 L) BEIRIET-HR LA A BRI M (42%) o
[0194]  SZjfEf] 5 (3-%.~7,8- A -2H-1,6,9- =42 9a-H 22 53t [ cd 1 B8 —2- 4% ) FF ek
fgEh) (G5-F)

i

d %
A B
i T b
F \QW'MH‘:&:

(a) 1-(2-(FFHAE ) 8 A ) -2-R-4-FOK
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CON 105492388 A W OB B 42/76 T

W2 E A5 (1.91 g, 10 mmol)~ (287, A3 B H) (2.6 ¢, 12 mmol)
K2C0s (2.76 g, 20 mmol)fE40 mLEIDMPRITERAE25C T HiEHE 16/ o fil JroKe VR 5 M RN
300 mLKH, FZ IR B8 (200 mLOAEEL, F7K (200 mL)ATER/K (100 mL) Pedk I LK iR
WP S EAEA0°C FAERUE T A I R VAL R 61 2 MO 2 BRI TBECL
SV R AL L= A AR BRI =40 (3.1 g, 95%) .

"H NMR (300
%m DMSO-k 3 755 {dd, 1H), 736715 {m, TH), 4.80 {8, 2H}, 422438 {m, 2H}, 380+
ATT fm, B

[0195]  (b) 3-(2-(FAE% ) &%) 2R -6 -/ H %

Bl

I

W 1-(2- (R ) —2--4-F 78 (1.6 g, 4.9 mmol)7E30 mLITHFH [
WA HIZE-70°C, B IALDA (2.0 MT-THEH VAR, 3.5 mL, 7 mmol) JGFT13HIIR S
YIAEARIR T AR FFBERE 2/, B S IINDME (1.1g, 15 mmol)ZETHF (3 mL) " FVA W 451
A WEFE /N I B S VIR 22 0°C o FLl i Y AINHLC LK VA VR K IR IR B H 218 2,
BE (100 mL)ZEE KA HLE KGO mL)FIEEK (50 mL) ek, I T KR BRENIEAT T8 .
AR T 5 BRI 5 R s i i (1 FH B8 < BB AT TR (1« 3D Wl R 24k DL 7= A=
TERTEMRMI =Y(1.2 g, 69%).

T NMR (300 Mz, DMSO-deh 8 10.22 {5, 1H), 7.48:7.27 {m, 7HL 4,601
4254 28 {m, 2H), 3.82-3.78 {m, 2H).

[0196] (c) 6-(2-(FIHA L) 28 ) -3 -2 FF B L Ll g

2Hy,

o1



CON 105492388 A W OB B 43/76 T

W3-(2- (R HA ) Q) 2-1R-6-F AR (1 g, 2.8 mmol).PinsB2 (1 g, 4
mmol) KOAc (0.56 g, 6 mmol)FIPd(dppf)Cls (0.05 g)7E30 mL THFH VAR FIN. i<
IR B SRR G IAE100°C (B FRES) T N4/ NG 1 s ST -G H0% H 2 =30, 138,
FEJRE T WG A 5R AR i i ek g €3 F 2 1R < R A STk (1 5) Btk 24k g 904 & 9t
FEAEIRE N IR YE B IR A T THE (20 mL)AI6N HC1(4 mL) -8 SR AW =iE T
PFE LN B H R B (20m] x 3) ZEHLS KA FF A WLZAEROE TR 4a LA™ A4 7~
(0.5 g, 56%) HHEEHT N2, AT H— D4k LC-MS:336.0 [M+H0]".
[0197]  (d) 7-(2-(FFIERL) 2 EFL) - 4-F-3-(hEFEF 3L ) I [c 101, 2T 240 230 1%,
$75-1 (3H) -

8*3{‘%\3 5&“3&3\%
~o om o oo
RaeeBany MeND, NaoH SR,
SN HO, THE e
& R o
FO B TR

IR TR 6-(2- (R RS 28 ) -3-F-2- F B AR R MR (0.5 g, 1.6 mmol) AN
CHsNO2 (0.2 g, 3.5 mmol)fE10 mL THFHEYHEFEAIEW P IMANaOH (0.028 g, 0.7
mmo 1) 7E3 mL7K " IRIVA VR o i 5 R R 3 M E UL T B 16/ I 7E0°C HIVRHC T BR fK ZEpH=1.,
FRE ML ZIE (20 mL)AEL I ATHUE FIA (10 mL) FIERAK (10 mL)BE¥k A0 FIE
TRBR BN HEAT T8 o AL VR TIAE BT T R I R 53 A 030 Ao Tk i £33 ) 2 R 2 B A A i
B (L TOO YL MR ZEAL L= A A N T (i IR B AL =41 (0.5 ¢, 88%) . LC-MS:379.0 [M+
Ha01"

[o198]  (e) HrRfL &

BT (2-(FREEHERL) 28 —4-F-3- (2 F ) B IF [ 01, 2 A ZTN 2= 0 M -1
(3H)-fE (0.5 g, 1.4 mmol)FIPd/C (10%, 0.1 g)7E20 mLFFEEHVEVRAEL atmfJH =
B NS48/ B8 JE g H 42 Ce 1 te RIS P FF G DR AL T Wi LA 7 A IR K FH
W it 1 4 BUHPLCAE fHDaisogel 10w C18K:(250 x 50 mm)R4fi{k 3t HAK/ 2 (0.05%
TFA) A6 BEBE M o 729K N IR AR o G R RIS T BE(S mL)FEINA2ZN HCL (0.2
mL) BRIV A VD E I T HHE LN R ] A4 ii ik g IR I FH 2 BE (10 mL) ek A= AR
E N B AR AR B G4 (0.035 g, 10%).
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CON 105492388 A W OB B 44/76 TT

LIS 2238 MR, TH NMR {400
MHz, DMSC-ohl D8R3 (bes, 3HL 723 {1 1HL B.57 {od, 1H), 588 {d, 1H), 4.88 {brs, 1H),
4 37-4.23 ¢ 3HL 245340 f, THYL 30340 1HY

[0199]  sjiEf] 6 (S)—(3-Mi-7,8- & -2H-1,6,9- =4 249a- 2 I [ cd ] B -2t ) FF
fi b mRER (G6-1)

X
£ R
il AR
_;;_‘;é_w; M
v

A 3
L

(a) (S)-((3-f-7,8- & -2H-1,6,9-="A & 9a-MIZ K[ cd 1 BE-—2-FL) 3L ) S ik
FF AT B

s S
o Yy o %
S NI HORS, B4R A B
§ s i g : Ry i TR
o Ve R
NHEs g ~NHBoS

W (S)~((7,8- & ~2H-1,6,9- =42 9a— W2 2 I [cd ] B 236 F 3 ) G L R R AL T
BE(300 mg, 0.98 mmol) (SLjEf 4, J5¥EB, (h))FINIS (265 mg, 1.18 mmol)fE6 mL
AcOHH (VA TRAE = 150 T B HE 247N KA IFE40 C 1 el T 28K o 4 o P i it ] % A
HPLC{# filDaisogel 10u CI8FE(250 x 50 mm)2lifb It 7K/ 25 (0.05% TFA) IR 5 e 5 LA
1FEIE B S PRI ) (200 mg, 47%) LC-MS:432 [M+H]",

[0200]  (b) FrELE)

TLTEA DURL AL 2 R

e 2p 3 HOL BLO

i *
§ TENRED

W (S)-((3-fil-7,8- & ~-2H-1,6,9- =44 & 9a- M L I [ cd JBE—2- 0 ) B 2 ) @ L
FRAUT BE (140 mg, 0.32 mmol)FITFA (0.5 ml)fES mL DCMH AR il T Bidk2/ N o1
EAMEA0 CRIE N RE SR RWERE TR mL)FEINASN HCI/EK (0.2 mL)H %
KGR ITR S S 5 T HERE 1558 1 [ A @ i ok S8 URCEE I FH 2 B (10 mL) ek A= AR
e B E AR AR AL AP (90 mg, 75%) .

LO-MSTI32.0 (MM 'H NMR (400 MMz, DMEO-g,): 8 847 {tes, 3H), 7.80
G, THY 878 (L THL 83 :

JOELTE {my, TR

[0201]  SEHtif] 7 (3-4-8-FHE-T,8- "4 -2H-1,6,9- = Ak -9a—HI K I [ cd ] B2~
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CON 105492388 A W OB B 45/76 T

B R b g (G7-C1)

y
&

ﬁ\mﬁﬁf

~Y

Pro-1-3-R KPR (6.0 g, 29.85 mmol). 1-SE ALi-2-1% (8.46 g, 89.55
mmo1) FK2C0s (8.24, 59.7 mmol)ZEDME (100 mL) 1 [KIVERAE 100°C R Hiblid 2% . B J5 4 &
REVRA P I K (AL ¥R FFE J5 FHEt0Ae (3x1.5 L) 2L, /K (250 ml) BEiH &
AN » T KNaaSO T BB 25 T IRAA 2 T4 AR AR W) iE ik A i A e b CF vl Tk -
LR EE=5:1-2: 1) AL LA 2] B A F B &4 (8.77 ) JMS (ESI) m/z =259/261 [M +
H1"

[0202] (b)) 3-(2-¥2JETA%EIE)-2-(4,4,5,5-PY B IE-1,3, 2- A Zo I 2 B TR e —2— 3 ) %
FH %

it

W 2-IR-3-(2-FR BTN L) K (8.77 g, 34 mmol) 4,4,4”,4°,5,5,57,5"—)\H
F-2,27-30(1,3,2- A ZHNZ 30 k%) (17.27 g, 68 mmol) Pd(dppf)Cla (2.49 g, 3.4
mmo 1) A1 KOAc (9.99 g, 102 mmol)7E —ME4= (200 mL)H FIVAWRAE100°C T Fit it 7% . b
Je 4 R RLTR A I NN 7K (200 mL) ¥ K 3B 5 FHEt0Ac (3x200 mL)ZEHL . A #E7K (250
mL) Pe iR H A BB NLZ , 8 T5 7K NagS0a T8 I H B 25 N iR 40 4 T TR AR W iE il A B 3 7 hE
B b C T« 28R . BE=5: 1-1: 1) 2l Ak AR B H AR HAL 54 (6 g) JMS (ESI) m/z =307
(M +H]",

[0203]  (c¢) 8-FAA:E-2-(RYJLFT L) -7,8- 4 -2H-1,6,9- =44 24 9a-Tl 24K I [ cd ] 3L

S5
3 ,_“,.,,-\-‘3.\ 3
A
e e Lt
A R,
Tk
£

o
Bt

&
&
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CON 105492388 A W OB B 46,76 TT

7£5-10 “ClaNaOH (261.4 mg, 6.54 mmol)ZE7K (8 mL ) HIVE R T A AL g (1. 2
g, 19.6 mmol).fE5-10°C M 4i#¥:15 min/5, ¥CTAB(0.19 g, 0.52 mmol)¥s N K SR &
Wi 5B 5 7E5-10°C R ds N3 - (2R AL N 4H 28 ) -2 (4,4 ,5,5- DU -1, 3, 2- 5 2l 2 3R
PkE-2-dE) KHEE (2.0 g, 6.54 mmol) ¥ R BLAAWIAE TN S /N] o A3 A 56 R
W [ SR A VIR AL 2 pH=1 78 230 T A I BV A Vi 38 LA 21 B AR A4 (541
mg, 33%).

[0204] (d) (8-HH3E-7,8- "4 -2H-1,6,9-=%AZ a4k IF[cd]BE—2-3L) L 2. I8
=

£ )
J%r% P OH HORe «’L\x««»*x
& ,ft’%. %’?; 3 »-\\ 2 B
Sos {; et Y HOR
RO By

Hg 8- M -2- (R AR L) -7, 8- & -2H-1,6, 9- =% F9a-Wl = 8 I [cd J2E (541 mg,
2.173 mmol) FIE AL (300 mg) FEL R (10 mL)H BVAETRAEH U N =il T 3 3t 4 4
RAEWEECel i te Rk PEFFIG VR H 2= T k4 UL A AL 59 (350 mg) MS (ESI) m/z =
220 [M +H]",

[0205]  (e) ((8-FFF-7,8- & -2H-1,6,9- = Z&-9a-MZ I [cd JBE—2-3L) F 3L ) &
ST B

rs
o _“‘f
s |
K ) £
TN <5 i R
N \“\ 3 TE S o
G B TEADUM

Bl 1

FEOC NI AL S (8- 37, 8- —&H-2H-1,6,9- =4 4+ 9a- PN Z 5 3 [cd ] BE—2-
FO)R LR (3.0 g, 10.75 mmol )= 1% (6.5 g, 64.5 mmol)7E & F %2(100 mL)
HRVR SN kIR —ACT BR(3.5 g, 16.13 mmol) JFRHE &W =I5 T HdE2/ N o4 %
L) R AINaHCOs (15 mL) ¥R A4 Fr iR &4 FHEt0Ac (3x80 mL)ZEHL, A IF A
MLIZ £ T K Naa S04 R 125 R 4 o 4 e R Wi 1k 1] 4% U HPLCAT HiDaisogel 10w C184F
(250 x 50 mm)ZEfk, FHBEFEK/ 25 (0.05% TFA) Bl AR R4 (700 mg) .

MS (ESD mue = 284 IMSBET, TH NMR 1300 MMz, DMSC-e 8
LB.58 (m, 2H), G8B885 Gn, THY 524 {m, 1H) 452444 {m, 2Hy,
418400 (m, TH), L.36-3.36 {m, TH), 215-3.08 (m, 1H). 1.42-1.09 {m, 15H), -

[0206]  (f)((3--8-F2L-7,8- " -2H-1,6,9- =% 2% 9a- MK If [cd JHE-2-JL) H
B ) @I B
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CON 105492388 A W OB B 47/76 T

¢
1 @ NORAIRN
\i»‘“*‘\‘;as@#“g,% ‘ e
B P cwenasie
SNHBes

6] ((8—FR -7 ,8- & —20-1,6,9- =" Z¢-9a— Pl Ze A I [ cd ] BE -2k ) 1 3k ) G JE R i
BWTHE (300 mg, 0.94 mmol)FIL-5UMEMSkE—-2,5- —F (151.4 mg, 1.13 mmol)7ECH:CN
(20 mL)HEIERIMANZ, 2 A (2-F AR (15.4 mg, 0.094 mmol) JF KR A HTE0
CFHEFE2/NET o BE J5 45 N TR A W) AR B 2SN IR G 1 vk R Wl ik i & B HPLCAE A
Gemini® 5u C18FE(150 x 21.2 mm)Zifk I FHBREK/ 25 (0.05% TFA) B i LA =4 AR 7=
¥)(150 mg, 45%).MS (ESI) m/z = 298 [M -56]",

[0207]  (g) HR@ALAEY)

& e

R ((3-FE-8-FHH-7,8- "4 -2H-1,6,9- =4 9a— W 42K I [ cd 1 BE—2-FL ) R
EO R EACTES (150 mg, 0.425mmol) TEt20/HCIFIEt20 (10 mL)HhditdE2 /Nt 3 4
(K< 30 C) JERAMHA 25 (2 X5 mL)Peig 5 A i A 7E & B2 N T LA
FE R A EREAAER = (120 mg, 97%).
HNMR (300 MHz, DMSO-t) 8§
828 (s, 3MY, TH1-TAT (0, 1H), V02650 (d, TH), BAR-5.58 (d, TH), 487 tm, 2H), 4.83.417
(TR 372358 {my T 305300 dm 1R L3012y AHDL MBI EB e = 28 I e
Y

[0208]  SZjfifi] 8 (3-¥i-8-FF 7,8~ S -2H-1,6,9-= A J-9a— A H I [cd ) BE-2-
It P h R (G8—Br)

(a) ((3-¥R-8-FH-7,8-"FH-20-1,6,9- =S k-9a- WA [cd JBE-2- ) L) &
FEF AT B
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CON 105492388 A W OB B 48/76 TT

BRE AN

S NHBae

4] ((8-FE-7,8- " -2H-1,6,9- =% J%-9a- M2 I [ cd T3 -2 ) A 2k ) UL FR R
BT B (180 mg, 0.564 mmol)(SEHEHI5, (e))MII-4MEMgLE-2,5-—Fd (120 mg, 0.677
mmo 1) ZECHsCN (20 mL) FAIAMINAN2, 2° ~ (8% — (2-F £ (9.2 mg, 0.056 mmol)FF
FE IR G AEQ0C N HE k2 /NI o B 5K S SLVR B DA v B S T IR AR IR SR AR e i ol 4 2R
HPLCfE FiGemini® 5u C18FE(150 x 21.2 mm)&ifk, FIBREK/ 0K (0.05% TRA) B LA™
A PH1(60 mg)MS (ESI) m/z = 342/344 [M -56] .

[0209]  (b) #rELEY)

¢ ¢
Wi § o
:P‘f%\'\é\‘”& &m A “r‘gﬁ;\& o g\‘
RO S N T : :
L ¥ h W
B TUHMB Bro TR

¥ ((3—R-8-F 2£-7,8- & -21-1,6,9- =4 4 —9a—H 24 45 3F [ cd B —2-356 ) P 2k ) &R
AT BE(60 mg, 0.15 mmol) THIFIHCL (M) FEEt20 (10 mL) AR HAEZR T
P b2/ IR 4 221 ORI IR JEC 30 °C) A Hop Wi fil % W HPLCE HGemini® 5u
CI8#E(150 x 21.2 mm)&lifk, AR/ 215 (0.05% TRA)BeM LATF BIE A A B AR 7= 4
(20 mg).

“HONMR (400 MMz, DMSO-): 5 €12 {br, 3H), 7.68 fm. 1H), 888 (m, 1H),
5,45 {m, TH] 488 {m, 3L 428018 fm, TH), 373,88 {m, THL 304 {m, 1 %;*E‘&‘iﬁf {d,
S MS (ES miz = 280G00 M+ H]s
[0210]  sZjfs] 9 (3-1R-8,8-HJE-7,8- 4 -2H-1,6,9- =4 7% 9a- Pl HIK I [cd] B~
2—3L) R i sh et (G9-Br)
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CON 105492388 A W OB B 49/76 T

oH |

a”l“‘“ﬁ«' B g}\i ' 53

; ' o B

ﬁ\fﬁi\ o W o ,w% =
O w\g
w3

B2 IR-3- IR (7.5 g, 37.3 mmol). 1-&-2-HEF E—2-F% (9.4 g, 85.6
mmol ) FNa2C0s (6.7 g, 63.2 mmol)fE70 mL DMSOHHRIIEWRAEL140 “C T HidkE3/ Nt o i 5 1
RAEWE AR ZIE,BIAN300 mLKH, HZ R Z 8600 mL)ZEHL, HIZK (300 mL) . 57K (50
mL) P g » S To KR BR AN T8 o W5 VA AL A0°C N AE IR N 28 R FF K 4 1038 3o ek o 2 33 4l
1, FHZ B2 2 BEANA A (L= 3D (TR BB I DA P2 AR AR A e e e R e AL 54 (9.2 g,
90.3%)

MR (300 MH2, CDOLE D 10:43 {5, THL 7.54 (od, 1H,
1230, J2=7.8), 740754 (m, fH), 7.54 (. TH, 1123, J2=7 51, .90 (s, 2H}, 1.42 (5. 8H).
[0211]  (b) 3-(2-#aME-2-HAEFHEE)-2-(4,4,5,5-VUR 31,3, 2- S J N 2 3R -

2-0%) IR H g
m;ﬁ“;ggjeﬁ e

R

%

' L FE o Lo R
Pl B i Lok
f&“’%f’gr Py, Buie - #f%\@iﬁw‘g
[ ok FlidpahiGly |

P 2-95-3- (2~ -2~ B AU SE ) JE IS (9.2 g, 33.7 mmol).PinsBs (17.1 g,
67.4 mmol).KOAc (9.9 g, 101.1 mmol)FIPd(dppf)Cls (2.5 g)7F240 mL 1,4- —MkEh
TN IR SN B R ONAE 99 °C R 28 B B 16 /NI o8 S S8 00 3k 6 L B
JEAEA0C R AEME T 28 R H ik i@ i ik g 2tk , F 28R BRI S0k (1:5) FITR
A AEE I B AR A IR IR (de-Br) B P M) AR AL A (10 g, HAHIR) (AT F—F
ARG — Do) .

[0212]  (c) 8,8- —FEE-o-(RYELH )7, 8-~ & -21-1,6,9- =4 2% 9a- Tl 2= I [ cd ]

A
ES
5]

1 7

FHE T RS- (2 E-2-F R AHE)-2-(4,4,5,5-TU F 31,3, 2- A 4B IR e -
2-F) 7 HEE (10 g, 31.3 mmol)HMICHNO2 (5.7 g, 93.8 mmol)fE100 ml THF A $EH:HY
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CON 105492388 A W OB B 50,76 71

VTR I ANaOH (1.25 g, 31.3 mmol)7E60 mL7K 1 RIVAVER o SR J5 15 S S 2508 T $ e
L6/NI) o B St S REIAE0 “C TR Il ik WRHCT i@k 22 pH=1 - 7E = 3 N ik 1/Ne) QIR A4 H
LR BE(100 mL)ZEEL, 7K (30 mL) AIEE/K (30 mL) ¥eisk , I 4 T KR EREN AT 108 A5 14
FIFEA0C N RN T 2R IFI ik A Wi ik ik i (i 254, F B Z BEAA Tk (1 10O VR
A GE IR L AR R T B PR bR B 59 (3 g, 36.5%) 6

[0213]  (d) (8,8-—FH-7,8- "5 -2H-1,6,9- =4 Z—9a-W 2 3 [ cd JBE—2-55 ) FA Jig
LR

POOWL KDALY A LB
T " 0 S§ 7§ ¥,

- § N\

N

. s Nt
epioy Sty

W48, 8- H HE-2- (Y L) -7,8- A -20-1,6,9- =4 Z—9a- T Z K [cd]BE (1
g, 3.8 mmol)AIPd(OH)2 (10%, 0.2 g)7E20 mLZ T HIEWRAEL atmfIH. FAEE R FEL
167N o i Ji R VR A Wik E A5 V8 FRIEA0C TR I8 T 28 R A= AR AR Rk (R ) [ b
A (0.9 g, MBI LC-MS:234.1 [MtH]".
[0214] (e) ((8,8-—HH-7,8- A -2H-1,6,9- =% F9a—HZIE I [cd]BEi—2-JL) FF
5 AR RABUT B

5
3

Pt ot
;g B

2 .
gf e b
Booroq
e

ST NN

A Z0CHI(8,8- —HFH-7,8- & -2H-1,6,9- =4 24 9a- Wl 2 2 Hf [ cd ] B —2- )
R (0.7 g, 2.39 mmol)ZE70 mL CHoClorP R N AEtsN (0.61 g,
6.0 mmol).ffi 5 Boc20 (0.98 g, 4.5 mmol) BA— N , JF¥ s REAAE 28 T it 1670
B IR AYIAH0.3 N HCL (30 mL) 7K (30 mL) eIt & ToKIRER AN T8 B FI7E40°C R
TEVRE N 28R I K ik A s i ik B e 24k, FH 2R 2L B AR Rk C 1= 4D VR S e i A
P R I BT A A0 (0.63 g, T9%) LC-MS:234.1 [M+H-100]",

[0215] () ((3-yR-8,8- —HJ-7,8-—5-2H-1,6,9- =48 24— 9a-Wl 22 H 3 [cd ] B -2-
B B &SR R AT B

o WE,@

WIS, AIBN

(8,8~ HR-7,8- "5 -2H-1,6,9- =& -9a- & K I [cd ] BE-2- 3L ) FF Ot ) (St
FREBTES (232 g, 0.70 mmol)NBS (143 mg, 0.80 mmol)FIAIBN (20 mg)7E30 mLZ,
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CON 105492388 A W OB B 51/76 70

I RAE R R B FE LN VA FRIAE40°C R R T 728 & FF048 W A 1 1 e g i3
ik, H 1 <8 ATAT Sl CL = 4D 1 TR 5 P Bk 0 A7 A2 A D A4 B A Ak 5 ) (260 mg,
88.6%) . LC-MS:312.0/314.0 [M+H-100]",

[0216]  (g) ArAlfLA4

W ((3-1R-8,8- B HE-7,8- "5 -2H-1,6,9- =48 4 9a— W I [cd B —2—JL ) A JE)
TR T (260 mg, 0.63 mmol )YEYIAHCIIEWR (FET,4- IELKE(20 mL)H) F A
TR N PEFE3 /N CRE FIAEA0°C T I T 78 R I R R i i il 4% BYHPLC A HGemini ®
5u C18 F:(150 X 21.2 mm)Zifk, HARREK/ 2K (0.05% TFA) B FHO. 1 mLIKHC] b 78
D= AR R 1 AR HAEE 7240 (20 mg, 9.1%) .

LO-MS: 3116 IMeHE. TH NMR (400 Mz, CD,008
B THI (0, 1M, JeR) 608 {d, 1M, J=8) 552848 (m, 1ML .41 @ 1, Js12) 447 (| 1,
J=18) 4.00~3.85 (m, THY 313~2.98 fm, 1HL L3130 im, 8HY
[0217]  szjiafs] 10 (S)-(3-¥-8,8- —H -7 ,8- "5 -2H-1,6,9- =4 2= —9a-H 2= 3F:
[cd]BE-2—J&) F g #h gk (G10-Br);

L L P we
bt
Br  TUNMy
(a) (S)-((3-¥-8,8- "HII-7,8- "5 -20-1,6,9-=%A 2 9a—M Z«H I [cd | BE-2-
B L) UL R AT I

k:
;
N R
& jﬁm “}\f“ .,.}ﬁ Yy
TN 3 = G
B 3 RE ISR O ,i\\ N B
e e < g po s e R ~
N X h’. 3 {:'l M“» { \\«“’ e
Ei 2 e Ei§ g § \E § a3
L YRR Sy N i S
- pEee B B Ao

(8,8~ E-7,8- & -2H-1,6,9- =4 & -9a- W 2RI [cd ] BE-2- 0L ) FF L ) 0k
FERAUT BE (5.5g, 16.5 mmol) (SEiEH] 9, (e))FINBS (3.2 g, 18.2 mmol)7E100 mL
AL HNERAES0CR I HE L8/ KA FIAEA0°C T IR T AR IS e m i ik
et it 2k , 2B 20 B AN e (1< 10) B9V -S43 Bt LA 7= AEAE N PR 9 i A AL 5 4
(5.9 g, 86.5%) JMHIEMLEWAESFC (F A CHIRALPAK AD-H, FHHEtOH (20%) F1CO:
(80%) Wi A B LA 42.2g (S)- Sk (CE— el FA4E, RT = 3.0 min)M12.2 g (R)-
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SRR (5 e MR, RT = 4.1 min)oLC-MS:312.0/314.0 [M+H-100]",
[0218]  (b) #RALEW)

¢ 9

RS e
. o
B

3 R 3 kS g
B ~ahBa 8 i

FIR T TERAHCLIBE (S)-((3-1R-8,8- —H J£-7 8- & —2H-1,6 ,9- =% 4+ —9a—Hli
ZRRIF[cd JBE-2-5) ) PR T R (2.2 ¢, 5.34 mmol )fEZ (150 mL) A
TRE 3 /NI I B JS 4 18N o K VA R Ik R IR R O S T DL AR AR D R [ A )
(S) -k (1.4 g, 76%).

LO-MIS: 3118 (MR, 'H NMR (400 MHz, DMSO-0:k B
£.23 {brs, 3RY, 754 (0, 1M, J=B8) 6.95 (0, 1H, JsB), B4B~5.45 (m, 1H), 4.43~4.4D (m, 1H),
S 214000 o, 1M 3TE-3.88 {m L J06-285 (my TR 136107 (ds BHE
B, BRALFE (R)—((3—R-8,8- ~HJE-7,8- & —2H-1,6,9- =" Z+—9a-Hl Z« 5 I
[cd JBE-2—48) 3 ) Uk R R U T R AR AR v B 8 AR B AR (R) — e A (1.4 g, T6%) .
LO-MS: 312.0 [MHH]". TH NMR (400 Mz, OMBO-d.y: § 8.29 {brs, 3H),
785 {d, 1H, J=8), .88 {d, 1H, JsB) 5.48~548 {m, TH) 4.42~438 (m, 1H} 4.22~4.10¢
MY BTER50 {my, THYL 032083 {m, 1ML L8~ L2T {de 8H),

7t

[0219]  SEjfify] 11 (3-%5-8,8- ~HIH-7,8- "4 -2H-1,6,9- =% Z9a— Bl 7&K I [cd]
B2 L) H b g £k (G11-Cl1)

(a) ((3-5-8,8-HH-7,8- & -2H-1,6,9- =" % 9a- M7 K I [cd JBE-2-JL) H
B ) @I IR B

4 NOS BN

e

W ((8,8- HR-7,8- "4 -20-1,6,9- =14 9a- & K I [cd ] B -2 3L ) FF 3L ) (St
FERMTES (519 mg, 1.56 mmol)(SLj@f9, (e)) NCS (250 mg, 1.87 mmol)FIATBN
(30 mg)7E50 mLZJEH HIVERAE RN T JEEE LN B8 FI7E40°C R R0 & T 28 R FH 5%
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YRR g LAk, B 2088 2 R AN A JTRE (L2 5) IR S e i UL = A A A [ 44 1 22
A9 (300 mg, 52.4%, 56-Cl5FMAE) LC-MS:268.1 [M+H-100]",

[0220]  (b) #RAELEW)

't » {\"{
B SR bRSSISEE IS

¥ ((3-50-8,8- HHE-7,8- 4 -2H-1,6,9- =% Z-9a- W 4 2 I [ cd ] BE—2-3% ) FF 3L )
FIFEAUTEE (300mg, 0.82 mmol) ZEMLRIHCTYATR (FE1,4-—FEHE (30 mL) ) FITE
SR TSN R AILE40 CF IR F 28R IR I 4 U HPLCAE FiGemini @
5u C18 FE(150 X 21.2 mm)Zifk, HIRRIEK/ 205 (0.05% TRA) PR, B 5 FHO . 1 mLy&KHC1
AEFRLA Ay A B AR R R ) (94 mg, 37.9%).
| LC-MS: 268.9 (MR, 'H NMR (400 MHz,
DMEC-chit 3 840 (brs, SHIL 7.52 f TH, J=B) 7.02 (& 1H, =8 58 {m, 1HL
442038 {m, THE 4.23~4.07 {my 1H) BB7=3.57 tmy, TH) 3.00~2.02 {m, 1H)
[0221]  sgififs] 12 (S)-(3-4-8,8- I 3-7,8- =45 -2H-1,6,9- =40 4 —9a-Hl 442K 3F
[cd1BE-2-0k) e Fh i Eh  (G12-Cl1)

(a) (S)-((3-#-8,8-HH-7,8-"F-2H-1,6,9- =& -9a- WA If [cd ] BE-2-
B ) B ) s TR R T B

A
e
2s 8§04 &3
N >3 \,-'
ke G TNHBae g eNBoo

(8,8~ E-7,8- & -2H-1,6,9- =4 K -9a- W2 ORI [cd JBE-2- 08 ) FF L) 0t
FESRTHES (4.1g, 12.3 mmol) (SEZjtfs] 9, (e))FINCS (1.73 g, 13 mmol)#F100 mL—
ALK VBT AES0C N i HE 5 /NI A FIAE40°C TR 7E Ik 5 F 28 K IF 1 i m M i 1k i
g aifl , H 2R R AT THTE CL: 10D F VR A P03 I LA = A AE e R i b AL 54 (2.6
g, 58%) AN AL SFC (F-PEMCHIRALPAK AD-H, FHEtOH (20%)F1C02 (80%)¥e/i)
DB EL.2 g (S)-FAE (B — ¥l Ak, RT = 2.6 min) 1.2 g (R)-FFA4k
(55 el S A44, RT = 3.5 min).LC-MS:268.0 [M+H-100]",
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[0222]  (b) #r@ifL &Y

%,
e
X 2 X : . o AR
< ‘%\N;;\::p. 7 oy “m,f,&u
L RESCRW 24 Ny

FIR T TERAHCLIB (S)-((3-5-8,8- —H J£-7,8- 4 -2H-1,6 ,9- =% 4+ —9a—Hli
ZoR I Led JBE-2- ) L) AR AT (1.2 g, 3.27 mmol )7EZME(150 mL) ¥
TR 3 /NI FEBE J5 PR 18 /N o K A R R IR B O s R DL AR N A B A
(S)-5FM1K (0.8 g, 80%).
LO-ME! 268 [MAHT. TH NMR 1400 MH2, DMSO-gl 3 8,34
{brs, 3H) 782 {4, W, Je8) T.02 (d tH, JsB) S80-8.88 {m, TH), 443~4.38 (m tHY
422407 {r, TH), 387383 fm 1M, 300-2.95 {m. 1ML 136127 (ds, BH)
Al Hh, BB R (R)-((3-&-8,8- —H -7 ,8-— 4 -2H-1,6,9- =% Z*—9a-Hl 2= 2% 3t
[cd]BE-2-58) F ) 2l B R AT BB ™ AR AR B €0 [T A4 1T AH B (R) — e A 44 (G25-C1 (R) )
(1.2 g, 80%).

LO-hES: 288 PeiT. '
NMR {400 MHz, OMSO-d) 3 833 (s, 3HL 7.52 () 1H, =8} 7.02 (1K, J=8). 558 (m
1) $42-438 {m. ML 421-407 {m THL 38T-084 (m 1H) 303285 {m M)

£

[0223]  szjfEf) 13 ((2S,8R)—2-(&IEH L) -39/ ~7,8- A -2H-1,6,9- =44 J&—9a—Ti 7~
RH[cd]BE-8-HL) FEEEL R EL (C15-F)

FoONH

i . : G
F e KGO DMBQ IO Nl
oo K ORE
¥ ¥

Fr2-m -5 RFEE (1.9 g, 13.6 mmol) . (R)—-4-FELAKRPR[ (2,2- —HFHE-1,3-
TEURRA-EO R ILEE (4.3 g, 15 mmol ) FIK2CO3 (2.37 g, 17.2 mmol)#F40 mL{JDMSO
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HHIERAETOC R i FE 16/ o B8 5 BHRE S EIA300 mLKH, FH R ZER (200 mL)ZEHY,
F7K (200 mL) F1EE/K (100 mL) ¥k I 4 To /K IR IR N T4 o MG VA FIAE40°C R FEMUE T & R I
N 5% A M e T e € P 2, 18 2 W6 R0 A TR C L« 5) e B Ste i Ak, DA 72 A 4 R T8 2y R A 1 7
Y1(2.9 g, 84%).

LG-VIS: 2551 IM+HE' 'H NMR (300 Mz, CD,00) § 10.30
5 1M }( LOMLTEE {ry, THE TOIRTAE (i @My 445445 {my, 1H), 4 585 {rv, ,,ﬁ}i 148
T80 x\%*;s;}.\:‘
[0224]  (h) ($)=1-(5-(((S)=2,2- = F -1, 3~ GURFF-4-35) I 42E) 2~ 5 3 )—2-
fiHd 2 T

t
! !
L
Q0
3 f
G& bi*?i* i) Ix)%
OIPER ReRG, BN \1\ DM
S B )
LG
F \NQQ

B BA(11)(0.2 g, 1.1 mmol) (1R)—1,7,7—=H JE-N-(u} g —2-J FF 3 ) QU R
[2.2.1]FEkE-2-f% (0.3 g, 1.23 mmol) (SLj@fs] 4, JiEB, (b))FELEE(30 mL)HE
AW IR LN SR I (S)-5-((2,2- A J—1, 3— AR FF 458 ) A ) —2-%
RHEE (2.9 g, 11.4 mmol)FEZEE (50 mL) H M G MR G W% 1 2-35 'C £-40
CIHBEFZEFMAEIERLE(7 g, 115 mmol) , fRFFHRJFLT-35 C,HEIMA ~RH I
%(0.32 g , 2.50 mmol).fE-35 CIH RN HE24/ N0, Bl 5 =/ 1R (0.29 g,
2.5 mmol ) ¥ K . HFEt0AC <2oo ml ) I BT AS RV o 40 5 () A LA 7K (200 mL) e i3t
B 5 B2 N IR GE B AR A i i B e 2 R R S A T (1:10) B kg AL b= A
VEN TR P2 (3.3 g, 92%) LC-MS:316.1 [M+H]',

[0225]  (c) (S)-2-FH-1-(5-(((S)-2,2- —F K1, 3-SR FF—4-5L) B L) —2-F K
)

B, Ha, MeOH e

wl\

A
Ll on & }L O

; =
¥ S MO« ; A P

B (S)-1-(5=(((S)-2,2- “H H-1,3- "I -4-F) R L) 2-FoR ) 2-HE 4
2 (3.2 g, 10.2 mmol)FIPd/C (10%, 0.5 g)fE70 mLA BEH IVERAE]L atmfJH =T
SAAS/INET il 51 HL 28 Ce 11 te RIS JE I N5 EVRAE TR T ¥ 46 DA = A AR R Jo e iR i+l
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(2.9 g, 100%) K HEREHAT 29, A THE—Paift . LC-MS:286.2 [M+H]",
[0226]  (d) (S)—2-( = FFREEIEL)-1-(6-(((S)-2,2- "HH-1,3-H /XA -4-3) FH
) -2-FRHL) L1

F " Thee

1] (S)—2-& H-1-(5-(((S)-2,2- —H -1, 3- R —-4-5) B ) 2-FxE k) 4
F%(2.9 g, 10.2 mmol)fF50 mL EtOHH 3tk A TER H s INK2C0s (2.8 g, 20.3 mmol)Fll
BnBr (3.6 g, 21 mmol) ¥k MVRAW) = N RIS A A AIFE DR T 258 IR R
TE I A s 1 FH 2R L B JHTE (L < 10O e i SR Al Ak DA™ A A v e iR 724 (3.8
g, 80%).LC-MS:466.2 [M+H]",

[0227]  (e) (S)-3-((ZARAERZEEE)FH)-7-(((S)-2,2- = k-1, 3- 5 P-4 )/
A -A-F AT LI, 2 15 R 2R B I M -1 (3H) i
}

O

‘E\(Q

Q

nBuli, BOMep, L

7E-30 C NS F &30 BhAl (S)-2- (AR E ) - 1-(5-(((S)-2,2- = F 3-1,3~
TR -4 ) AL ) 2R (3.3 g, 7.1 mmol )ZE THRIE (40 mL) VA
BRI AN-BuLi (2.5 MTT %+, 20 mL, 50 mmol) JINJG, FRAMTO0 CHAH:2
INBT S FFBE A AR -T0 CBEFEMAMIEE =R B8 (5.2 g, 50 mol) JHARFHE KT -50
C NG, RVF IR EYIINEE-40 CRFEE3/N IERE J5 IR 2 = I8 3 i F it 7 4
L) 5 % NaHCOs 7K A (20 mL) ¥ K FF i ZU 4 H 16930, 4 Bir 45 04 VR s Vet i K D8
AEEAEVUERIK(20 mL x 3) PRI E 2 T IR CL = AR N R F = (3 g,
86%) ,L.C-MS:492.2 [M+1] *s
[0228]  (f) Ar@ifb &4
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i
?w\y O
: : 8 ?
PN PacHpHCINEOR SRy
L & e
\\f@w ¥ e

F TN

B (S)-3-((ARFEIR) PR -7-(((S)-2,2- —HF-1, 3- AR —4-38) B4 0L ) -
A=A LI, 2V A N Z PR -1 (3H) - (3 g, 6.1 mmol)FIPd/C (10%, 0.7 g)7E
50 mLAFEE 52 mLIKHCTH VAMRAEL atmfH2 S 0 N A A8/ B J5 1 HL 48 Cel i tefRid
PEFT PRI ALV T IR 48 LA =R SR o Al 7= P 3 1] 2% M HPLC A FiDai sogel 10n C18
F£(250 x 50 mm)RAEL I HK/ ZHE(0.05% TEA) FIHR FEHE M o 7E 08 T Il 4a Il EE 1 9073
BIRRDEET TR0 mL) FIFLAIHCL (g) /E TR (30 mL AR IFBIREMEERT
BEFE LN o (6] A T b it ke B 01 FH 2 e 4 DA = AR A S 1 B [ AR T AR AL 541 (0.4 g,
23%) o
LO-ME: 2542
G718 fm, THL B.838.07 On, THL 555853 I 1H),

LG
3 IR IROURRIRN %
Q*Jid {;I‘?E( 3 HE

[MAHE. *H NMR (400 MMz, D20) 6 7.2
4.17-4.04 {m, BH}, 3.70-3.62 {m, 3H). 3
[0229]  sififs] 14 ((2S, SREW2R, 8S)-2-(ZJLH 3 )-3-4(-8-F J-7,8- 4 -2!1-1,6,
9- = /A Z9a- TN ZE 2 I [ cd ] B -8-3L ) FHEE (C16-C1)

S 15 ((2S, 8S, B2R, 8R)—2-(ZJEH JE)-3-S-8-F 2-7,8- & -2H-1,6,9-
SRR 9a- A [od 138825 FIEE (G17-C)

o

(a) ((2-FAGPAAE AL ) F 2L )oK

Bn8r NaH, THE

25 CHEATHKRAMAEEO g, 1.1 mol)FETHF (100 mL) H VA IZ 7 I ANaH
(66 g, 1.65 mol)ZETHF (800 mL) VR B T o L/ 5, 218 IR IR (207 g, 1.2
mol ) 7ETHF (100 mL) " KV VRIT 45 S BV A 4 S8 T BRE 1 2/N8 0 S B2 VR 4 470 i o A
NHsCTEWR (200 mL)VFRIFH LR AER(3 x 200 mL) ZREL AG& I A HLZE K (100 mL)
MIEREK (100 mL)Felk , ZeNaaSOaT-H o R T LBRIE ] R R P 2R UL A AR et
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RV HHEE (134 g, T4%) .
H NMR (400
Wbz, COCKE 3 740 < 7.29 fra, BHY 506 (s, THL 487 {3 1Hy, 4.54 {5 2H), ﬁ@ﬁ{« 2HY
182 s, 3}4@

[0230]  (2-(FFFEAEIEHR L) 2-F I A L bt

W ((2-FF B TR LA ) R ) 2R (41.5 g, 256 mmol)VAMETDCM (1200 mL)FEA#1%
0 ‘C.MAm—CPBA (69.7 g, 384 mmol)IFHFIRA MR T BiHtid ik 12/hf R L A
DUVED IS » T DR FH P FINa2COs9A R (200 mL) JHe0 (200 mL) FER /K BE ¥ o 700453 7R D
N LB S AR I B A e B € T P 2 TR L TR R A VR L2 20) 6 I R4l Ak DA 7= AR A
NTEHIRIR A=) (20 g, 44%).

T 1 NMR {«%i}i@ WMz, CRORR i% 7. fi&w
L E48 L d= "3? B Hz L

é‘

[0231]  3—(3-(FRHEA L) -2 e —o—FF LR 4 ) 2 TR K FR i

§' ' vw" Skl S

] (2 (R AR R ) —2-FR A 2 55 (26 g, 145.9 mmol)ZEDMF (700 mL)H ¥4
WBINAK2COs (42 g, 304.3 mmol), [l G NN 2-VR-3-F3L K HFEE (30 g, 149.3 mmol).,
WHRBIAEI0 CTRPLFE6/N AR A WA H 2 =i, F KR LR L B5(200 mL x
3)FEHL A A HUA I B 2SN 22 FRR R A e ok B €3 FH 2 18 2 R A Rl RE (1 - 200 3%
W R AEAL LA F= R M R 2 (TR 2672 (27 g, 49%) .

hNMR i@{}{? N, nmgf{‘}:e iR

47 & f~; “aﬁ,, HL 2?@ 34§
[0232]  3—(3-(FERER)-2-FIL-o0-FRFEIL)-2-(4,4,5,5-VU B I~1,3, 2 4 2l
FRIR IR -2 J ) K F S

Pin.Ey, PUCH{dppth
KORe, DME

W3- (3- (R A ) —2-FR B -2 RR P A B ) —2—IROK % (21.3 g, 56.2 mmol).
PinsB2 (28.6 g, 112.4 mmol).KOAc (6.1 g, 61.9 mmol), PdCla2(dppf) ‘DCM (1.23 g,
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1.7 mmol)fEDMF (150 mL ) [ 20U A3IR R A 7E90°C T T 16 /N o 724
R R B AN Eh K G AR ER I, 4 5R A e i ek o 23 FH 20 R 0 TR A A (12 200 38
W SR AL DL A A 9 2 IR B R ER = 4) (15.3 g, 64%) (LC-MS:367.1 [344+Na]’s
[0233]  (3-(RILAIL) 2 FE -2 BL Py 408 ) -3 (A ) R 9 [ I 01, 2 TS 2R Bl 28 30
JXJd—1 (3H) B

A1 3— (3 (FF H 4 ) 22 B2 - L T 46 2 ) -2-(4, 4,5, 5- DU R -1, 3, 2- A 2 il %
W20 RS (18.8 g, 44.1 mmol)7ETHFH B UK W H I ANaOH (1.76 g,
44.1 mmol)fEZK (100 mL) 9 VA i+ 1558 5, INNCHNO2 (3.3 g, 53 mmol) FH47R
G EIR T HEFE 15/ 1 5 MLV T FHACOHIR AL 22 pH 3-5 IR 2 2R 2.5 (50 mL x
3)FEEL A A NEAE B2 N BRI R AR i B (i H 218 2 R A A Yl e (1
10D e Bt R 24k L= AR E N TE B PRI 26724 (6.8 g, 40%) .LC-MS:386.0 [M-1] .
[0234]  (2-(GJEFPH)-8—FF-7,8- 5 —2H-1,6,9-= A Z&—9a— Bl a2 3 [cd ] BI-8—3E)
FE LR

B3

0909
Pl My HO&g 3
E ) {} P r,xf%?‘-mlx\
SN e

FEPA(OH)2/C (200 mg) ANINAT-(3- (R A IE ) —2—Fadk -2- R FL Y2 0k ) -3 - (AL
H) I L1, 2V R IR -1 (B -1 (1 g, AAHIAI)AEACOH (20 mL) (AR
R H B =0, FRAE SR T R 12/ o S REVR B 22 Cel i ted 38, IR B MR =
IRAECL Ay s L SRR (1 g, FBIRD .
[0235]  ((8-(F£HJL)-8-FIHL-T7,8- "5 -2H-1,6,9- =4 -9a— W28 A [cd | BE-2-E)
L ) L R IR T B

LAY W o
AR BosO), MaliT Lo
R Bo0, Ny R
i 3 . }‘ g
ks = s K = L % N
b"\?\-;‘;&‘ ‘W\—\ Sl \\}fp‘f)ﬁw{’

b Thkgon

F I FHENaHCOs (437 mg, 5.2 mmol)ERINE (2-(FH:H 3L )-8-F H-7,8- & -2H-
1,6,9- =42~ 9a- B A [cd ] BE-8—3%) FEE LR #: (650 mg, 2.1 mmol)fEt-BuOH (10
mL) MH0 (10 mL) s AR i 167081 5, A (Boc)20 (854 mg, 3.9 mmol ) FfF S5 i
RAM IR T2/ RR S ) FHACOHMR AL EpH 6-TFFHIDCM (30 mL x 3)ZEHR K&
HEIA R AR N AR IR S R Y i e v P 202 20 IR AN e (1= 3) el Sk 24k
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L= A1 Ay courses HRPI IR #) (400 mg, 55%).LC-MS:294.1 [M-55]",

[0236]  ((3-50-8— (¥ HJL)-8-F -7 8- & -2H-1,6,9- =% 9a— Wl Z I [cd ] Bi-
2-3%) L ) Sl IR T IR

x““%*’ O

NCS ACN l\f \
ﬁ’r"wf'
B & Senmpor

] (8- ) -8-F H-7,8- & -2H-1,6,9- =& 7 9a-W K I [cd ] BE-2- ) FF
HE)EIER AT E (200 mg, 0.57 mol)ZEACN (10 mL)H HIVEMUINANCS (77 mg, 0.57
mmol) , HRH AR AEI0C T it HE: 16 /NI o 46 e N4 FINHACTIE VR K, IR G BE (20 mL x
3) ZE B KA WLIE R /K ek, Z8Na2S0s T , B2 R 4 ML R AR il g e s (38 HH 2 PR <
B Soa TR (1:3) el ksl i L™ A AR ol syl R R = 4 (240 mg, AHHIHT) . LC-MS:
284.1 [283+H]",

[0237]  FRdfb &4

W (3-8 -8-(FAHF L) -8-F H-7,8- & -2H-1,6,9- =4 & -9a-—H L K I [cd ] BE-2-
B FAEFESUT B (240 mg, FMAHIFDIEMETTFA (1 mL)ZEDCM (10 mL)H ¥R
W B VRAE R R PR LN, IR S B S IR A R PR ) I ] 2% T HPLCASE HDaisogel
10u CI8FE(250 x 50 mm)R&AifbIF K/ ZE(0.05% TEA) FIAH e o« F s 8 1) 4 43 76 ek
JE T IRAGCA = AR AL A5 . ((2S, 8REX2R, 8S)-2-(ZJEH A )-3-&-8-FH-7,8- 5~
2H—1,6,9—3%%—9a—ﬁﬂﬂ%“<z+ﬁﬁ[cd]%—8—%>Eﬁﬁ% LC-MS:284.0 [M+H]",

’H mﬁ {400 MHz, DMSO-o): § 828 (3, 8H) 752 {d, J = 8.8 Mz, 1H), 703
85 2.3 §? m;, 455 {8, H; 415 (5, THL 3.58 (s .H% éd‘i

((2S, 8S, H2R, SR)-2-(FILHFH)-3-F-8-FH-7,8- & -2H-1,6,9-=4 7~ 9a-
A ORI [cd 1 BE-8-58) R .

LO-MS: zm

NAR {400 MMz, DMSO-dr S 812 (8 BHL 7.8 (5 ML TR (s 1ML 8

THY 4.24 - 392 {ov 1H) 378 < 328 (m, H 3.02 {8, 1ML 135 65, %}-a

[0238]  sLiEfs] 16 ((2S, 8R, BR2R, 8S)-2-(ZdkMIk)-3—IR-8-HH-7,8-—"H-20-1,
6,9- =28 7K —9a—HlZ K IF [ cd | BE-8—2L) FIEE (C18-Br).
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[0239]

61/76 7T
sehfl 17 ((2S, 8S, BU2R, 8R)—-2-(ALHIIL)-3—R-8-FL-7,8-"H-2H-1,
6,9- =288 —9a- WK IF [ cd | BE-8—2L ) FEE (G19-Br)

((3~PR-8— (B HIL)-8-F -7 ,8- "4 -21-1,6,9- =424 9a-F 2« H: [ cd 1B -2-3L)
L) &AL AT B

x"“\' e “:%”‘\*tm
g % oo
by 2 4
5 NBS. ACN o8
: ‘:‘%'S‘ ‘ﬁ.ﬁ.\ B S f’iﬁ‘sy h\\?
N e 1o
pinBon S enHEse

] (8- (2 A HL)-8-F 3L -7 8- &4 -2H-1,6,9- =% 4+ 9a- P Ze K f [ cd JBE—2-JL ) FH
) AEERRHT B (200 mg, 0.57 mmol)fEACN (10 mL)H FIVERIMANBS (102 mg,
0.57 mmol) , FFIFIAMAEIOC N it L/ NIF o 4 S N4 FINHaC LI WA K, PR B (20 mL
X 3)FEHNGANZ FH ER KBRS , ZeNaoSOs T8, B2 WRG  K e R il i ik R 6 18 1R

CBRE AR (1:3) PR R LA ARy B [ A4 () 740 (230 mg, ALY ) . LC-MS:
328.1 [M-Boct+H]"s

[0240]  FrAAL £

o ~e .
: :}‘, £ FOTRA, T, sw }\ o
& “v\xg‘ﬁ\ T—— ReR ,.
¥y 1 oo 2 Preps®ig g 3 R
Y sk # = X s . S
B NHBog S TR Be N,

W ((3-1R-8— (R L) -8-H -7, 8- =4 —2H-1,6,9- = 2~ 9a— Bl Z I [ cd ] BE—2-
B P AR BRACT B (230 mg, MG EMTTFA (1 mL)ZEDCM (10 mL) VAR
Hh K RE ZE IR T R LN, IR B 5 B2 R4 o R P e ik i) 2% U HPLCA FiDaisogel
10u C18#(250 x 50 mm)RAALIFHAK/ 20 (0.05% TFA) FRIHE WG Mt o FH5C 82 (1) 4% 43 A9
N RAG VA AR AL 5. ((2S, 8R, BR2R, 8S)-2-(H L HL)-3-1R-8-FF F-7,8-—
H-2H-1,6,9- =478 -9a- 7 R IF[cd JBE-8-J4 ) ¥ 1.C-MS:328.0 [M+H]".
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' MM (400 MHz, DO 8 890 (s, SHL, 7.85 {d, J = 83 Ha, tH), 707 i«w

e, Y 5,08 « 538 {m, THE Q38 BAY {m, THY .8 1-4.52 (my THL 44840 "Y’" i, ? e
(d, e TR Ry I 381338 {n, 3 3.0 {s 1ML 18 {5 BRY

((2S, 8S, BU2R, SR)—2—-(ZFHIL)-3-JR-8-F 3L-7,8- 5 -2H-1,6,9- =% 9a-
W& 2K 9 [ cd 1 BE-8—3& ) FH ¥ LC-MS:328.0 [M+H]",
HNMR (400 Mz, DMSO-da 8813
AHY 6‘3\‘3 ig ) 54 {&% THY, 526 - 5.08 {my, TH), 453 (s, THL 419~ 3.8
358 (o, TH) 351 - 336 (o 2HE 300293 fm, 1H), 1.25 88, 3H),

[0241]  {&4ME

St 18

BT 43 AT B M Cl

T A A A At 5o 465 4% 3 A FT T T e ) e /S 400 ) 9 P QMO [ T S 72 96 FL P IR

TR IR T AR T BLLO0uL ) AR R HEAT o BEAT LA SOmMFF 45 (1) 72 ZEDMSO 1 11— % i i

IR RE NG S VE TN INEMidd Lebrook THORE#23E (Difco) Ho¥g M0 (INH)  (Sigma
Aldrich) FIAERA X RE CR FLA160ug/mLA G5 1 INHEY) 2658088 ) G e br AL 22 K4
1x107 cfu/m13ELA1: 1007EMiddlebrook THIWRZ (Difco) Wi . %A (LOOuL) i A\
FEHEEABR A AHG-12MTH-1 240 FIFEZS 3 0 18 B A AR B T35 4 b DA 1k Jo TR L 2k 257K 4y
(drying out)IFFESTC R E (L6 R JHIDE— I AE (AT RN TR EH
F1: Ref 330884Y’ VWR International Ltd)VAfE{E30mLICEEPBS (Tl £k 22 b £k ) v ok
il & TV R BB W MAZIE R 1 250l NN B 8EFL . 487N J5 & 5% (Spec tramax M5
Molecular Devices, ¥/&530nm, & 5F590nm)LLIEMICIE.
[0242]  sEjifafs] 19

B Il AR AR IMIC

Fi WE 36 7 10 B K BACTEC MGIT 960 245 (Becton Dickinson) FH-T7E I PR 4 B bk
(Institute Carlos ITT)HEFATMICINE o I R 7 B AR I AR 2l 1 DL R 485 R oRH: 7
THIE R FIAEF, T LR MR S BE B 2 LB O T S, Z: MR I, K RIREE 2, A BHH?
EMCP: HHMBR MAWLIEH4 G4-CLIIL R ERTRIA B 2AF2BLL B 3F14p 52
a2 G2-Brif) & R s T 3R 2CHI2DEA f2 &4
[0243] &1 HRALE} X 45 4% 2 BoFF B BRURE CAD AN (B I PR 2 B MR IR (1 S2 i f51l4 G4—C1
[RIMICAH

¢ }\
ﬁ
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&

HR HRY
AR

H

A

gt |

[0244]  ISIRBLRIARIBHSLIER4 GA-C1AIMICEURE I R , Ho A B A BARMICE (y)
(19 R AR B AT ARM T 3R A3 09 BARMI C{E GO SRAE ] B 3 v ] DL, G4-C1 CSita 4514 5 T3]
TR 97 AN R 43 18 ok CREUBR B R 14 D H )R 85 e 7m /T2 1 uMIFIMI A, R B i Ak
AR 2 BB % B B I PR 2 B R AR 1 v VE B F 41 E (breakdown) iy
T IAEER < 0.2 oM ERIMIC; XT8N FRI0. 04 M I FIMIC 4T 764 B #E
[£70.08 uMFK) & FIMIC ; X T8N TEFEO. 16 uMATIEAMIC; AT 3B FRAY0. 31 uMpd Il
EMIC,

[0245] R 2AFI2BHR LT X 45 4% 20 15 AT TR BRI CAD BT PR (B I AR 93~ T3 Aok D 114 SEZ i 114
GA-C1IMICAH

A
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B.

[0246]  FK2CHI2DHEAIL
412 G2-BrigMICIE .

3

MO

p¥D] BEE 008 BaR

[0247]  [E[44R LR 2A %2 2D G2-Br (L 461 2 — ¥t A ) FIGA-C1 (S it 45114 — IR FE A M C
im0 B, HM A BARMICE Cy ) 1 B BR AR DA T A Mt 3R 43 1 HARMICfE (O 2k Ak
o a4 AT L, GA-C1 (SR 51 4) FNG2-Br (S 491 2) i 7 HA A T B TAN B AR 2 AT i 52 56
) T A 40 25 4% 73 B T R 7 SRR TE AR /D T 1 sMEIMICAE £ 40 B 9t T 14
AR < 0.2 uMAT I ERIMICCSEFEB4) s X T IR0, 04 uMA I E AIMTCCLHEH]2) |
XFT 40 BERRI0.08 M I FHIMI CCSE a2 A S 4514 « 5T 1A BE AR 0. 16 uMIR) I &
[RIMIC K Jita 4 2 NS Ja 45114 ) + HSE i 451] 28 SE it 4] 4 6 TR AT I AR 32 20 31 M) Il & [IMIC,
[0248]  sEiffs 20

— AU AE i T D

AU AEYNE TR IE I N 7 M E MR HIClinical and Laboratory
Standards Institute (CLST)HEFEWIET, XMHMT-AT, Methods for Dilution
Susceptibility Tests for Bacteria that Grow Aerobically”.
[0249]  F3FRAL T SLHE It A FF R A WD X AT B ARK1 2 KA BIK12 tolC/Tn10 %
IANBIFFEEATCC 17978 AR ZR M 5 M BT PAO LIMICAEL o A0 AT WL , SEFE AL A 40— AN L AT

73



CON 105492388 A W OB B 65/76 T

X2 500 T 25 P 9 Pk T DA R /D A HE SR 1 R AT B I S 25 0 PR AR R R4 R, 5K
T A5 > A A VD B B X 4502 0 BT 1 B AT S0 0 1 o I A, ] LIS, k24— R
IR B R IR AR Z B AR R 2 (B A C2—-H L CH-HANC L 2-HD & Wi e 40 B B bk LA 3 K
(RIS P 5 T 5 = IR R IR R 2 248 S I LN A7 2 8] f - e 2R HLAAN B A 4-16 48 367 B
A (S) SEAAY 2 1 3~ Jik R L B (9 201G 2-Br AIG4-C1) 1) = 3R 28 35 S8 24 2 3R AL &
B R IX L A B H AT AR ZE TG TR 1R 5 S AN 1N A% AT B B PR TR RO 2 R
Hor4—pq AAL B 5 R AR B I RIS TE  AH RN BT 41 R0 = 3R 2R SR 2 24 0 I 25
W 5 22 O TR AARIABH A [F) 41 (K AL A P L e 45 4% 20 AT BEMICAED o

[0250] R 3FRMLFNT 1B T Tal tb & W0 ET X HE 43 B AT B B AR IMICAE
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§~§ 2| 33 JE R s
tolCnTnio |
fugfmt] |

»66 | »84 | »64 | 64

84 84 B¢ | 84

>64 64 64 | >64

54 64 66 64

32 g4 | »84 | 4
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A

fawm MIC g :

NUCT L
Ay

k2
fug/mi] PADY
fug/mi]
s el
| BRKA3NEA0A - -
L ANISTILOL

Lo

LeuRSFK A F4tifl,

XTI 43 A, SR BN SR A AN 5T LA % 45 4% 40 A TR RN A i 75 A 2H U R b
10K LeuRSAE K W #F B il 334, Fivads K WA 18 8 K W+ 18 25 65 LAk i (GenScript,
Piscataway NJ, USA).#E#5Novagen (Madison, WI, USA){# HH KHZAFEBL21(DE3) T7
RNAZR A i it 2218 TR PR R P A AN o 7S N H 2 B R L I LeuRSEE [ o
[0252]  sEjitifs] 22

AL E

LIAE30 CT LM E R e R 4T, T HI80 L MIREH, H & A50 mM HEPES-
KOH (pH 8.0).30 mM MgCls 30 mM KC1.13 wM L-[*C]#% (306 mCi/mmol, Perkin-
Elmer).15 uM/ KA E tRNA (Roche, Switzerland).0.02% (w/v) BSA.1 mM DTT.0.2
pM LeuRSHI4 mM ATP. Sz BT A4 mM ATPHUE o 740 i, F5 S BEvE K, FEBIE A5G0 1
L 10% (w/v) TCAYtRNAPLVE , I HH 296 L IR 4F 4E R IE AR (Millipore
Multiscreen HTS, MSHAN4B50).BEFLEE 5 1100 nL 5% TCABEME =K - JEAR AR B fo 75 T
N, B FHWallac MicroBeta Trilux 14508 VEAR N 4kt #0 28 (PerkinE Imer,
Waltham, MA, USA)IIWBAAINKRTHEOK s S U0E I L-[MC 15 2B tRNALeu o ME— 22 5 A 4
B B E2 R (Brewer s Yeast) (Roche Diagnostics GmbH) [ tRNART A A Y i
LeuRS,

[0253]  sZjEf] 23

T Csoill =2

9 T 0 R CHEBE AR 0% BTG M (1Cs0) ), 13K FE I A6 5 (Anacor
Pharmaceuticals Inc., Palo Alto, CA, USA)5LeuRSHEE.tRNAFIL—= BRI & 2094,
RSEIEIIANA mM ATP 4R o SN AET 3-8 J 4 1L, B8 S i vE IR B L 8 S T80 PR 8 H
Graphpad Prism#{F45(Graphpad Software Inc. (La Jolla, CA, USA)Eill5E IC501H .
[0254]  sKitifs] 24
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HepG241 i 25 1L Il

FEMR EAEACEEFRHT— K, #HepG24H g (HB-8065) HIHT 1 75 5k (B AR L i Eagle ¥ 55
K, EMEM, WA S% MG MLiEM2 mM L-B 2 M%) 37597 (Fed) ARBEFN R, il & s o7
H1100, 000120 B /mL ) 40 B o 46 40 B (LOOuL ) I N HAT 3 BH G e JE i 7 11 B £1.96
LM ER; 2R (Becton Dickinson) &AL, BIANE 1151, HALAFL100 ulB 775 HiR
W5 & 247N o 3 I 100 % DMSOH ) fits 24 VA HP 1 45 1 < 2 R U BV il — R B 10 7 &=
(KR R I B — I B AR R R 3 T 34T 1 20000588, LLSET0. 5% DMSOM 2 . 2478
I s AR B 5 7R 28, IR0 150 uL AL A R BE VL — SN NN, FF K5 150uL7E 35 55
H1f70.5% DMSOMIAES L LA 2% (25 A X HED AR AESTC 5% CO2.95%HHXHIE B T 1Y & 48
b 5 22 B 55 R L IF NN 200uL B 8 15 37 55, 44 50uL JIR B VE UM BEAL IR & — A4 F /0
INf o AR IS 7258 o A2 tH DL Fo iR 56 AE 2 T I8 GAR 2 150 Bh o AT 4 M3 771 152288, JRAT
VIR T (BDHD o6 7R T FIVE A A3 SR 7 7], 7= A i 7 T A5 3 2k 1 b €8 A8 10
ROCE T H T AR, AT T B A AEZOLIE (AR b 238 5 5Ok A e X Pt
N T)R BRI IR 5 TIR TG RGN R L R I 2 35 35 R g b i 4l i 2 B 1948 7~ 7 - £ 5
BRI A 251420 Multilabel HTS counter, Victor 2, (Wallac)™PA515nmitE %
P K ANB90nm P K FHE AT F 5 .
[0255] LI 2 AR A I M A8 B T 25 T8 S (B CHE LL B~ 34D SR B2 IE  #i H 3Eb
FHXEF-DMSOXS B8 £L CE8 1230 P 2MED kit 5 3 TR — AW, 5 — U 0 BE L P 2
(B K il 2800 A ST 551 2 i 2 Cr AR ek 288 S 2 M A1 )3l 28 1% (GraphPad ) BATF & IC50
(Tox50) o
[0256]  sSEjiifsi 25

A SCHER I A e A S5 0 BT I AE H

DA K B B4k B W0t % 45 2% 40 e AT B DR R B 4 T 0 P 9 LA FH He pG 2.4 i 003
XN 2 M ) B3 1 o 4 AR R B I SR Ak 5 0 5 L B A B )C1-HAE C19-Brib ¢, Ak 4A
4B BT o
[0257]  RAAFEAELeuRSHIMHITCHOMH , &t XT 45 4% - B AT T AR HE B MRMtb  H3TRVIMICAE , &1 %
N HepG 22 Jfa () B PR B AN L Le L 35 ) = BRI S8 2 2 3R M A & ) I e PR AEL
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b
LeuR
510y
(uM)

Mth
HITRY

MiC

| {h)

LB}

1971 - . 5088 | »ab »50

[0258] k4B LeuRSi‘ﬂJ%[JICSOﬁ BEXTEE 2 BT B ARAE B ARMtb H3TRVIMICAEL , £ 5%
AHepGZQHEIH@E’Jaﬁ{EfFﬂJUUZJQIIaE’Wﬁ"%E’JJﬁh Tiﬁ

Mith Wb
LeuRS | AU Lo HITRy
o LeuRS LLheuRS | MG
{udd) sy o ip?ﬂ}
My Ny (8

0154 | DAS | »BD | =277
P15 | R 1 »300 | nor | moad | o4y
0.244 047 | =80 | 08
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Eaten  REREN e o Mt HepG2i

LeuRS | ABIBL b HITRv BR8N
e [ LeuRE (LeuR8 BT th  H{AE) :
{udh) ] NN {1083 | Toxhb

Ly M (B M)

A ‘ {4}
Q.58 - »300 s @y o =185
B8 | »300 G081 A 428

[0259] 4 4B A] WL, % T-SEHE 2.4, 10112 (G2-Br.G4-C1.GLO-BrAIGI2-CL) M & , &
A RFIFFERINZIR S 0 LT AL 2 [0 i -E e R 88 =30 BRI B A 4-= 8. 3067 B A (S)
SEARAL 21 32 J FE R AU = 3R 2R I 4 2R 2= 3R L A A BT A A0 T3 il 45 4%
T T T A A K GRS T 5% A HepG 240 o () 75 14 ) 1) 38 i ) 2 ke

[0260]  KAAFIABE N B A FAERA & 2 AR F L8 = IR I RN 40 a6 B
A RA B 2RI A JR I JR A 0 20 25 R TR A7 140 1 2% HUA Q) i 4 = R 2 3 S J A R 3R 1 O
1A AFE LS = A A PITEE 5 MMt H37Rv MIC{E (B) MIHepG24H/u48 h Toxsofti (A), 7]
DL 5 I Ak A W00t 542 43 SO T FE) 400 1) R A M ) 0 ot GRE PR D D O Bk (3 0
RAAABH) B A A=)

[0261] 'RINALEVISLiEf2 G2-Br MISLit4 G4-CL4r i B A B A 5% 5 BT B 4177
F>12, 500 EREMEFREL (S ILRAB) ( HhAbh, sRAB ] I, R ILIX Be 4k A W BT i &5 1% 3 1
FF V8 14 T Cao BN P ARUBE ZR1F) 435280 L L3FN0 . Lo m] WA HORE , SEE 512 G2-Br A5 jife 4514
GA-ClEF X &5 1% 4 AT B e BEVE SR B (SO AR T e 2R 9 S Jo Wl R B 3t & i 5
NE R o AH LG T B B /AT SRR AE o 11— L8 ) 2R 3 8 J- I = R 3 Ak & » S it 4612
G2-Br MISEJiti 4 G4-CLCH MBI FF S 2 W A 2R A IR 1K C—4 67 B AT 4 22 BUAREE HL7E R I
AT 2R IR 3 PR C3 AT B AT B B AR (FEZ A AR 0 A “(S)” AR AR 22D 1)
ZIRTRIFE SN AR IRAL A ) A N B H s T X6 45 2% 4 R 1 A v P A B HL e PR
() CRAEL T I8 e A0 A P 0k A 40 MG PR CREPE D) o 4N, 5 AR B0 Hp i B R I 58 Z B R 30
RIS YASE, L2 G2-Br AISE 54 GA-CLEF &5 4% 4 B B H3 TRV B MR KM CAE 35
H<O.1 UM,

[0262]  [A ik, iR 4B o] WL, R INAL A WSL a2 G2-BrAsLil4 G4-Clar B A4177
(SEHEBI2 G2-Br)A1>12,500 (SZHEHI4 G4—C1)FIE X 45 4% A AT B I ST o IR B ST{E A AR
AFHLLL 324 1k BT I AT AAT B B Ak & P SE

[0263] 7% FF 48 2 B 2 BF 0 PR 11) CARS I GBI AR 7 e B P P 20 N R
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N o C2-HCHMHHE 1) 5 8 FH 48 Z Bl 2 3R 130 e BR 1) C4 b To 1 2 BUAR S ) BA > 26 ik #eME 45
B, MSERERIL GL-Br (SN HEM 5 285 A 2T 24 3R 003 PR 1K C-4 4 A R ERAR S B> 27711
STo AU, SEHE53 G3—CLCAMH BRI s A IS A B 0 B DM BF () C- 440 A7 S B D AL T
HA>261STHIC2-H, A >106[ST.

[0264] 6 2 2K 58 2T 2 B0 L0 B 1 LA T A7 1) 38 = PR O IR, T e B PR P B0 AR
BH 3800 . CA-Br (I 348 22 2 B 1207 I CAAT L AT Bre (1) JE = BF 28 M4 2 2 B TR L 552
MIACA P (S) RFmetd) A 320/ ST, 1T SEHE B2 G2-Br(C-447 H A Brif) =PRI 48 2l 24
PR IRAT ) (S) R meAd) B AT 41 TTHIST o 28404, C6-C1 CHE FF 48 2B 2 3R TR M R [y c4hr B A €1
(R AE = I 2RI A J B 2 P X e LU B Ak & W01 (S) % A4 BAT 36319 ST, i sL 4 G4—Cl
(C-4f7 HA CLE) =FR o FF S I 2 R SO 1 (S) A ) A >12,500ST 6

[0265] i SR H AR SLiafh2 G2-Br IS4 G4-CLI¥ST 5 Co-HOAEZE 148 22 2 3R 07 B1
[RICAN: BA HI HE = 3R 2K S 20 258 300 LE B AL A T (S) 0TI 19 ST, m BA R BRLAE
CANEA X 2 BURIE I SL 2L S STAUA 3, 3R BH SE 2840 A B A 06T #1145 4% 4 i AF
B CHHEE T 230 AN 41 B (AR5 AR IR Rk

[0266] 770 = B[ e BUARIR T e B Ve 48 200 th N E R 3N . RABE IR o A R A > 167
> 185 STHREKI LB 9 GO-BrAIsLif] 11 G11-Cl, ML EMML 54C9-C1 (fEC4LL
HA GERE B 7 eI IR AR b B A —CHa ERAR [ = 3R 25 - S 24 B 2% 30 10 ) RIC10-H - (7
Cakt A A H7 eI IR FIR A A —CH B A = R 25 S 2 2 30 10 0% ) B 10/ STHR
B 1K A b 2 IR ZER IR () BUA X T3 8 Ak A et o 465 422 43 B A B CRHS T A 4 B 41
i GER PR D) B I FR 1 I AN 2 A M o 058 BH 2R 20 2 B 2 BRSO B 1) CADE 1 1 2R AR AE (S
JLCO-CIAS A BA 58 IRR®/RMO7 B AL 770 = IR (R FIR T 25 Ak 1 B AR ) S i 7

[0267]  FEIBT7MH, SEHEH] 2 G2-BrAnsLifs] 4 G4-ClidEL A b 7528 H 4 44 2 2R M
PRI CAA Bl 2D i 3R HUA I PR A G 1) FF B 248 I S 2 B 2 B LA 288 Che BCARO ) 2R 2 2R I 21
PO N BRI B & i STAEL . L 32 C5-H (B) ST S st 2 G2-BrAIsLjiEf] 4 G4-Cl
(RIS T o AE = IR 2R FH S M 2R B 00 288 5 AL 2R 4 2 B 28 B0 M A 1 CA 67 B AT i 2 1 2R I
AT IR M 8 o A T JE B 2 I GBI ST, B 7R HE S TR 2 25 I T SE it 2
G2-BrFISZiEfi 4 G4-ClST (HL#C5-H5C3-BrMICe—Cl s {HFE 5 b 8 iy =ANC5-H.C3-
BrIC6—-Cl 5Lt 2 G2-BrFIsgiffi] 4 G4-ClSI{E) .

[0268]  [A| itk , A BH 1) = 3R ORI 48 2 R B0 ek 2%, S st 2 G2-BrFIsLifs 4
G4=C1 , ¥ 7~ HAAHAE T AH G R 2R I Sl R 2 B0 ks SR B0 ST X T 45 7% 40 AT B (FHEE T A 4
L) 14 N1t AT 1 B = IS T

[0269] N3 fift A< i BH 78 26 B AT BT A7 o B 63 7 TS 1) 7 TR0 R/ BROAR SCHE AR 1) 7~ 481 2 5 e g
R HE A  NIRAEA K E 78 55 B B H e A& 7 1 ) 7 491 11 S e 77 22 A/ BUAR 5L
IR NS T R T H A A

[0270]  R73 fif AR SC i (1) S Ji ) A0 S e 7 S AN T Ul B PR B 5 BLAE 20 PRI &Rk
AR B AR A I KGR TR T AR U AR N B EL A 45 A8 A H 38 KRS b A5 B DA% P B AR 22
SREIVEHE 2 W o A SC 5| I BT A AR & RIRE R S G T e B 0 LS i i
5N
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