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BEMR . ORRAIR. KHIR. MNRAIR . MERIR. LRR. W OMR. MR, BER. IR, R
HIR . 2-F2dk O8I . AR SoRIR. FRIR. N R, mkiR. FEAR. FpkiR. 2-2500R . W,
KGR BRI AR X HORRAIRE = 2k 4R .

W T PR E R ST RERAT D TR 1, DT RO B AR B A Al
SRR, plansi o R Rk, BEE SNIRERR, BE TR A SRR T CUE AU 0 B 5 AR RS
Au R — SR, TP YE R, BRI R A B AR R

ALRIFTER N & B2 b BT AL, SRR, BT, AL R R, B fRy A,
TR EEBIOFERU T E I (Boc). BB J5 AT LAY AN AEA SC R AR K20 B2 AT B e )20
B, TLAARINEER B A IER R, DR RIEEEY . SAh, R E el BT DA B UK )
(ERESEE =2 SIDREE ATascy/ P

ARG T — R e, REE W EFNAR A T s ne F e R ey, s EAR
AR NN NN 7 NN A8 2 A NN [ 1 8 & VAR N e e et/ B e W s B 2T S B0
M, MDA (I ar 25 R . MR AR e RO AD . FrRpin 1 T
AN E R S B EAR SRR R SMEREVR . IR AR AR ORI AR B
HR YA 2 % LT S2 B ONIR T RO

AR IR T —FHFTR QI T s s ng R ) SR EAR SRR AR A1
TR MR, AR R, BB A Y B 2554 BT B2 i) # AR A %% Vanin-1 #0477
TR . FERTIRRIR T, &) Vanin-1 308750 A] W ALsh Y Bk i tar B R 40,
T EARNSEIR TR, . AEOUARAERE SO IR SR AL Lo, Bl da AR S L VA il ek &,
Vanin-1 B0 8CR AR BEBRE AR o AR S8 T B AR vanin-1 () B30 7716 45 & vanin-1(8) (IS
FERBREVE LS.

AR IR T —FHFTR QI T s s ng R ) SR EAR SRR AR A1
e XWRRR L AR A BHIR S Y AN 255 BT B2 (SRR ) 25 25 b 1 LA s

12



WO 2022/063197 PCT/CN2021/120070

BT 258 m] 9 T B /86897 5 Vanin-1 A OCRN, B0, ATk 259 m] -+ Bk A/ sia i
H SRR RV R RN AR 25 TR . LFRA il . O IR
W~ WA BB BRIASBOR . BTRRBR . B B RG I 500 F ) — el
LR X B R . R LB I R 254 . Bt Vanin-1 4 5 700 7T 245 5
BB RIED « AR SSIPEBO « AR « 28T G . R 4ERePEom L O L P50
WP SR GERIR B BRI A5 PR « B i« 1 JE s et LB v B0y — A el 22 A
MR E . BoEtE R . R S EENE % .

A2 BRI 5 — 5 T Je— RIS RI/BR 9T Vanin-1 G Xm0, HaRREHRARITE
HoH R R AR N T R e B A G, BUL AR R AR, A BRI AN AR X
TR AR R AR L SR S B 2577 BT sz i s & M 25 4L BIUR YT vanin-
1 B4 AT 8 3 S vanin-1 BERIIIHIAR DS HIBIR BORIE B0 H S S5 . RN . A2
SRMVEB . AEBOE . ZETIRGIRN . P4 VERR . O MUV W RGN B
BRI F 0 IR . B i TR A e oh ) — Rl 2 Fh s Bl RVl . B0
MaR . RN, SinERME .

A KRR 53— 7 T S —Fa T IR RI/80ETT B S R KRB RV G
I SET IR . APEERTE . DIE R WIRRGER . BRI RO AR . FTIE
BRI B PUEEORANIE M50 P — e Al (BRI . SO TR R . Tl B
il E RS 2D 1055, HOE A B AT RO B PR A a3 T B i e v SR AL
EY. BHEAFRR AWIER. SMETEAR. BRI JERB R R, BURR A S
T ER B S A AL A

AR 53— I7 T K — R T304 Vanin-1 F125%), JHEFE TR B 1T B s e AP i i 2%
WEY . B EAR R, P HErR. SMETEIR. AR, RO R . BOLR G B
#y BTz e e A K A Y.

ARAR YT L R s S en 2y, B, MTNegss, HERsS Rz, ST
B 2 B LAY CCHHR O . AR EYBT e B e 2s, flan, B A, 5 e
W wndE i E kA Sk B LA RIS R Ah, TR A MR . BN AR, N
PR RN R R R T N

AR AFTIRAL B ZA B ER G A RO RO T LEh D R L AR L SRS L MR
MEZHEIT I A B Rrif )T BRI 45 2577 3

AR AFTIREY . B S e YA R T SR A B I, e T B 4
2 IRAR LU B T 4 A ) R I S B
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FITIR IR 25 I ADRL R A 254 A2 = s b T2 SR A IR AR e bt o o) 1 2 TR — AN 224 L R E RN
ThREMER 2 &, BT LSRR, S B2 4 40 IR M oy AT B e i e, i 2
B G4 RIS YRS 308 ORI TR i 2 F iRk iT DU MR IR TR ), B SR A I A
Ak, Bl A A YRR pH B LA PiE VRS I BEAR . FTIR 4 24 PG R T LLELES 514
By —MERZ Fi G 7R BiEF. FUA AR . ORI R BT TR
PORE B BIEA TR BBt RISCEIR A MR WS TR b BEA T
Bl E . Rk RnER A

AP VES S AT e R A, EORARIR T, BraciR, fH, BEIRRER, DPEBENR, M5
EA, WAMEEA, Frhwmasiiesh, HERR, LA, (LA, RN IR o H
MG, K, HRElHMR, WRMERED, BRA TN, BIRE, SbB, B, iR, =
RERREE, R MG bEE, ROTERRAE, W, ROG-REAG-BEBR G, FEME, W, W7,
TETRRRERE : VO W R ORVE R R e N AP RS AT AE AR P B AF 2, R4
CERA R MBSk 2228 B Mok ARbre) i SRR IR Y At Az uh, AR,
grieih, R, MR, FORMANEM: CEEREY, WA BRI L TR B 2 B R A
CHE R : TR PRI AR R A AR 1B CRVERIK, S8 MOE ()W
CIE, BERRGEPVAWL, AN AR TE T G R T 7 T R R B R RE IR R, B (U, BRRGH), B
AR, BRI, WERFIRIERL, B S AR

AR R 25 AR AR A FF 1 N A8 AR ST B AR N B2 CU RN AR (o] T kel 4% o 9,
BE. B, Gk, A, Bl A3, AEET IS,

KRR A EE 257 R T DAL R . Bl . SRR B2 R R G AR . B, 7
TIAFER BRI . (WO FUL B8 BRI v JRBUAR. 7f)s B 2R BOGTaliil se e ge
el BEER. B, JERTEEEE AR SRR TR TS 2R, AT RE TS R
TRBE BRI B T, BIUTAEST B RIEL L TN SR B IRAAREE M (Specialflask).
R R A TRIEFI RIS A R AP REE MR CURRON AR MR
INEN AR B &Y ok B SR 25 dlid . RE k. g Ak, JF A ARG AT R 4
BT 2R 1 75 o BRI, R 80 40 v 4 SR T RS R R A A5 R 3T, 0 A 24 K M BN A "R
S URAR NG D PR TR U b AT 2 TR 700 B AL SR 2 i e PR AR 2 . (2 035 1 24 i
(U.S. Pharmacopeia, USP). [ 4<%j#(Japanese Pharmacopoeia, JP). KX % (European Pharmacopoeia,
EP) F1 3% [&] 24 H (British pharmacopoeia, BP); 3% [E & & 5 2 & % # )5 (the U.S. Food and Drug
Administration, www.fda.gov)Zi ¥4 5 W1 5T H 1L (Centerfor Drug Evaluation and Research, CEDR)H! i
Y, Bl (eSS Fa R ) (Inactive Ingredient Guide, 1996); Ash F1 Ash 45 ) {Z904 i 1)
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(Hand book of Pharmaceutical Additives, 2002, %1 /& % i /A 7(Synapse Information Resources, Inc.,
Endicott NY; etc.)

AR I P 270 A R S AR TR rh BN A — RO R e, A R A TR
VMR G, SR BHGRERZ R R B BEE IR TR, BTES . b (R/RCK g B
BHBHT L.

AR ZA & T U RS 452, i, HTRNEGY), BB nRHEE, 5
T BIMG A RHIEND, I B AR AR 6 & s 252 b T 2 1) B i
VERT RVEIT A R0, IERZ) S ERTESR O, ngiaE ERTHEZ M ER . TEME B VRS A R
wn bR SefTE S I BRI A SRS, IRE, il MR, MRS IS A
ST AN 2577 % T RN e 2, i Red, AR Bk &4rm) ARSI T IZ i 2 Fhom AL

it 25 L& AR B AT DL — R 2 Rl R IR A B B — P E 2 Pl 2 o b RT 2 I L
TERTEVEA Gy 2577 Ll s i B A mT LU E AR . BRI AR R R Rfls AU
BEF. RREEF. IR, KEFURIRT SBR[ ORER AT LUR R AR AR VAT
TR SIS RER BEA. A AT S B AR — M R . FERR T, Bud
RN O, R SRR A IR G . ER T, AR S B BB G AT
WAL, GE M BINR & I BB T R TR AT RS S I@E MBI SRR AN IR FIREREE . A IR R EE
VA BEL FURE. SRR, BERE, VAR, WHAR. FRIRLT4ER. RWIRLF4EREN. RIS EE, WIAARSE.
TEYEAL A DI R AT LS BRI B bR, SRR EE, P S B IR VE A A S
Frit e .

EF A RA AN e RN, G BRI B KR KPR
Y P E A0 P AR 28 A BB AR T b 7 oy LA T 2500 LR T RATE VR b i, 90 T — /K
W, ST LAE A AL, WnoReEe . K L AR ol B R SR R A . KA T LA I A
MK I I GE A (R ARk, RRE FUANIE AR 7Rk & o KM TR EB mT LA I 4 /1Nt
RLFIE LR R G R ORAR B G U . PR FRJRAT A 3R L R PR SR 4 32 0 e o e 77 20
FEK . ARSI SFRERR . RESFMIA, & TEEAS s, LS EEOR. &
R RUEFL ST NERRAREARTT) . A HoR . BB, B TRAE.

H T B 4t n I & R, Horl DU S 3l aniE & e R 7, Blinal il g, &
RCH M BREE  —lE, HAETIR TR E R, (HR AL B b R R/l A LURR L -

YT GRS AR U B P RO R A . P T St A K 7 T T A
BEFRIE BT S O EE o T8 T N AR 758 38 B vy 5 A S W H 0 4 5 7 0 5 3R
BRI E . ERL Sy =, W LUK AR R B & P & 9 T IR 2 7.

g
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27 () G A B A ) )7 808 IR T R R R R i A AN PACRE IR O AR T K Y
BB B o FTIR T (R B PEANVATT D CRT 76 40 B R e s 4 2 4y b S Ao [ 24 5 oA
€, WIAE I LDso(fEBER SO%EFE M)A EDso(RHBERRT S0%IA )T 2 7). SFEEH 5%
FTE AR L RIR T e 5L, FR/RN LDso/EDso. 3% SR w7 S5 257

AMEBEIT AR RIS R RN B, EASHTEKREEFHRRNAL. R4, 3)
VIR R S A A s E A G R IR E GFE /N SCE# ) EDso
FROTE PR I FEE PO SEL FEL P o 79088 ) 2 39 BB P R A, AT P 7R R R/ BT Y P 4 24 TR AR T 5 o AR AR
AU SRR T, B REAMACIR I R ER MR IR B BRI SR RAE . FURANGS 2RI R (A

50 B3 A T I ) 4 S0 o DA 7 288 DA £ A4 R DL SRAS BT 75 ORI PR 2 (R ML K AKF s BN 2K
& (minimal effective concentration, MEC). &4 4 MEC K- A ], {H AT LLG a0 A% S (invitro)
BREZ PSR fh S . 3R MEC T %5 M55 B AMACRFIE R4S 203840 T 8 « 75 R PB4 2 Bl PRI
BIAER T, ZiVH07E R IR AT R 5 MR TE K

FiTits T 1 24357 B A A i B T AS PR SR, B FTRIT MR R L AEESRRE L PR
P 420 AR T R

TERR M, AR A& YmT LU & — A BN PR B B (5 A TR PR R I B2 B3 il e
B BRI, TR L Bl R ] G BRI (R ) BRI B RS R B, e /N
iR 60,25 5043 T 2 1 T B 247 00 5 o A0 T L 6 0,5 7 A 0 e s 2 0 s P R 1 4 A R R A & Y
e, BHETESRSES, JFEm TR e mR .

BRAE A RE, A SCHE BT A SRR TEFIRE A ARE FAT 2R ORGP 3 U Stk iy e 25 3o i
FX T HEARBLIEZAE L, WUAARSCE SO .

FEHE L

WrRAE 53 A B, B B A SCRT A G T A5 S P AR BRI B 1, A5 0 R 5n R IR CAS
Fi, R AR ), 5B 75 AR, 1994 — B BhAh, BRI —ME EE I] 2% " Organic Chemistry”,
Thomas Sorrell, University Science Books, Sausalito:1999, #1"March's Advanced Organic Chemistry by
Michael B. Smith and Jerry March, John Wiley & Sons, New York: 2007 H{{itiid, H4 A z@id 5] A
FNAEILC.

FEARVEA b, A] AU AR A D% PREE ] R U B R IR e 45 M3 o AL & 4. 2408
I INAE 1A 155 B A 2 R R AR R I, I AR A ) R G048 I A 10 7 135 5 =X T3 31 78
P57 155 (6] (Y AR EE

FEAR S 7 S 6 14, 2 58 P 1 @ 1 R -5 R s 18 B v AR EE I B 8. o, Cl-
Co JiE e A ML 1. 20 3. 4. 5 506 MRIETF A SCiE ke LA Bk IR
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BN CLHE T REAZAE T BiR 58 [ iy HUACEE P k.

FEASCH, BURE A E SCRBEYEEIQT 0 & 4. 14, 1 & 3 SR ZEHE NS, Wi-6 4 1.
2. 3. 4. 5. 6.

BRECELASL, T AR RS 3 B ZE R T, BRARSIAMEAIRE], R FARERS
R prR i e

RIEOFF N RAFRE, BEFEREHFHERMANE, BRI TR A A.

ARIEHR R I8RE R T LN ER - B EANEEFRERIER, B EEMA R,
R E RTINS ERKIE EBUUS &R EER .

— R, AREBU SRR I A G T — A B AN E R TR IE TR . 3E— 2P,
LS BB 1A UL EFTR BRI, BTREURIE 2 [ RAR TN, B, Rkl 1 ANBL R B
LA AR, AT LU AR . BRAE A T, —NHUCEE BT AT LR 4 A [ ) 4% 7T
B AL B AT U o 24 e tH I i b AN X — A6 B A i B R A3 ] 1y — A B0 AN B R BT
P&, 8 BRI R LAAH R B[R] 3 7 5B B HUAR

FEAVABM ST, AR AT AV BUAIE R R B R R SEH AT . Fealfa i, &KW
B35 0k 1 R B R L P 25 R B — N MGL IR R A o BT, ARABCo~Co BEdE 8l C - St 257
FEAFE ML AP AL, 22K, Codndh. Colidk. Cs BN CobtdE; “Ci-g LB RIS ATF
B 2B, Cabukt (EIAEE, GG ERBMFAHE. Cobist (RITHE, AfFETHE, BTHE T
FERBT D,

ARBEHEIEATF, ClL, Brokl, JuHH FokCl.

FEARE D, (ENFEAER HERE B —E5, Rt Rmmnisiigeikd, s 1
Z 12 MRE T BERESSCRERER], RS 12 6 MRE TRk B RESECEEN . BR ClHoners A
BC1-Ce StAERAB AT AIEE 1, 2, 3, 4, 586 MrIET. R, Frikp b
8 Cr-Co ki dt. FER—SEE B, BRI pedk 24k Ci-Ca bidt.

AR 6 MRIETF IR, AERBIMEI G EERIE, 25, W, Rk, BT,
ST ORUT R, AT ESREE L, L-THUERNEE, 1, 2-THUENEE, 2, 2-THIENEE, 1-4
PRI, 2-FRART AR, 3-FFART A, [EC R, 1-208-2- FEREA. 1, 1, 2-=HERE, 1, I-SHET
FL1, 2- W TR 2, 2-THIEE T 1, 3- TR TR, 2-Z R TAR. 2- HEERRER. 3RO,
A-FEREE, 2, 3-THET A, A 1 E 12 MREFRAERGIME S 635 LR SH 1 & 6 MKIE
THMR GRS, DA% 2, 4-—FERIE, 2, 2- LR, 3, 3-SR, 2.2 R, 3-
CFEREE, IEEE, 2, 3-THIRCIE, 2, 4-THIRECIE, 2, S-THIZECIE, 2, 2-T RO, 3,
J-THEECSE, 4, 4T HE O, -2 8O, 3-2 O, 42 2-F R - L B L 0B

ti
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B-L AR EE, TERAk 2-HER-2- 2R O 2-HIEE3- 2Bk O, 2, - 2k IR, 3, 3-Z
LHECHE, 2, 2-T RO, RILE R SR

FEARRE D, (ARSI, BRIAESEIE, RE bR B0 d kIR
SUR TR RIA . 2 MR R, H L TT 28 AT I e P g S o e 5 001
MR ER:: MNZIR, ARSI ER: (A0, BRIET LR R e A
(R B SRR IR 2R o PR 5 B QI T AR AR AT I B R AR R AR h o1 Lo 7B — B E
HAT 3-10 Mg T PR AT LR RN Cs-Cro PR dt o 78— L8 St ffi] o , C3~Co PR B8 LR FR L CCs)
T (Co I (Cs) BIFCHE (Codo E—SESLHEI T, Ci~Coo PR SEHEMR S0 645 3R C~C
WhE I HE IR BERE (Co). MRS (Codv T (Co) BIRZEEE (Ciods

(EAHIE T, (RN EEFSOR BB —& 5, RIERH =480 2-6 MRIE 7L 14 A
AR ARBI AR T AR E 1) 3 6 R 7 SRR . R0 37043 2 B A AR H AR R
T BRI, MR LB LU R AT DTk, i HOL R R 1A R 4- o R R R
AT, BT e, AP, SR T beds, s B SRSk sk m ek 5-0
M B MO T EARR T, AR, POy AL, mhigedt, BEMbeRL, Rusmpli i, TEmtlet,
SETEMLLTL, WKL, wEPReRk, TARIAGE, FURGRIRMERE, TakmEE, B0 R SR
SIS IR ARBITE 6- UM R B RN IR T, URUEE, DUSMLMEE, BRAGER AT EE, MOuRE,
BRARHD RS, —MELeE, TRELTEE, ORMREE, =webukk, sl RS R ARISLR SR Rl 7-
TORMEEIE A OFRE AR T, BRIPE L, AR B, MR B, LR RURIBESE, B
HH ) o A ARSI SRR . FERE— T Ry, <RIy CnCs AP pedE, Ky EH N,
Ol S i —FE M, JREFHN 1. 283 4.

(EACHIE VR BE BRI e B M — 3By, ARAEA 07 B R4E BB R T DA R IR E %05 &
BRI 13 MEF LA MO e B A BLEED 1 4-16 JLRIRHE IR
Ant2 JFEIEM RS (B, EIRIRFES R BAT 6 3 10 ML p T IR (“4-16 oA TTIED.
AT —ANREANRE T AT R D, R T DU REGEE -, REWEN T,

T — LSt p, P2 05 oA R Tk H N O F S A —FhEk 22 Fi, 245750 1~3 MK
4-6 ToARITHE, BUEHA 5-6 JuAk T A

ANBIE 5 eI BB E AR T BRI Rk, mEDy L. DRPRIL. mEmRE BERRIL . R
MEMRIL | BEMREE. SREEMRIL. ZS(MREE. WETMRIL . mETPREE. BRIEE, PR MRILER DML, TR
6 U T EE IR AR R AR IR mEngdt, mEvREE, MAVRIE. mEngd. —WRREEPUMERE.

ASCRTRARTE R GRS o, <IEBI, R R80T RS e B
el AR BOA R IR S I 2 51 R 2 54k
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4 FT A 5 1 BT vh 7 i B S R — AN S T B B 4 E 2 AR R B SR K1k
EIRT, O AT OB I HAT A 7 Al e o BURER A/ AR IR & LB fEIX R A & 27
FaE LBV BIL T A Rk FuVF I .

TEARIIR SRy, WA TR . IR LM E M T B B BN, e 2 5E BT 4145 1Y
T g A e S B AN IR o I, AR T B AR A O H A A B ) AT R e XA
B[ fr B T A, MBI IR, bR O HE A BRI B ) W e SR [ W 5 R

FE— S HARP R b, 2 lor 5 I A 3R R e R TN, o R (AR e ) W e
A, B, FBxAR-Ci~Co b E i) C- Co iR B C1~Co Wt HE

AR b VRN ) B R el S R e B b 4 A SR A3 B AR — iR 2R .
e 5 5L 4] ) 52 ) L HE W B (-CHy-), W 2 JE { B 45 -CHoCH,- B -CH(CHa)-} W 5 7 5 { 045 -
CH(CH;)CH,-3¢-C(CHs),- 2555

BRAE A RE, A SCHE BT A SRR TEFIRE A ARE FAT 2R ORGP 3 U Stk iy e 25 3o i
FX T HEARBLIEZAE L, WUAARSCE SO .

RLZIME, EARWDEHRREIE, ar—F, GEEHEEN, BRIESEIE. A, RiE
T RIFBERE I R, BIEFREAR BRI 2, (BT ASHERR FoAt 7 TH () A 28

BrRAE S H W, ARIRAFG. GRITIEG L, 550 BRI AT 2 B8 AR S B B 1
HBERIAAE.

FrRaAE S FR ], AR IR U B LA BRI AR iy 8 BARHE S50 2P AR AR
FERLEML T, SRR AR TR E R 00T RGBT .

SiAh, HEVEIE, BRARDUHA D OER B, 7EASR I TR AR IRy e S R
i SCERR, SR FR AT HEA I 8N TR A BT R, BT AR S AR R SO R ) LR R ] . B
Adh, FERTT L S BE T LR AR E AN B b, A )R TR ik iy AR T ) AR AR
SR s AT AR TEAH [ E B b, A [R5 2 T BTk i) LA T2 ) HAT R 00

ﬁ%ﬁﬁﬁkﬁﬂuﬁ%,ﬁﬁﬁ%ﬁ*ﬁ%%ﬁw,ﬁ$%ﬁﬁ%@%%wﬁ¢%ﬁ%%5%’

feth, MNEZERET 2 s S EYTh e B BRI ER.

“H T BTSRRI TR AL S, 8RR R e AERN, HAREY LU
CI AT AR, JF H AR B A T AR A R R AT 2 M .

ARIE R IR 255 LT ESZ A2, B a0 25 STk p B B SR N 5% 2 i 13 B 7
ARG eRTT UM THlEAWAS e, BE2ZeN. TEN, HREMFEFLe)
T AT A TR Y, B 1 B A AN 25T 32 IR 7 o T8 U7 ELFE RS a0 R 1
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A B B AR AT T .

AU REA B R AR %5 T2 FH R RIS N 2 BLSE DLW IR KX Flaa B B AL
EYIRE. “AROAEECHIRGE L S Y. Frigd TR it r BRI R L S RS
AR 45 2g ey a0, BTSSR M 4 i A2 4L

ARIEWALEIVRTE NBUEMT ALY, WMRKKZY . K3z, BV Hinat. XL
VIS B B S L L . R ADRATKREE. WALt TN

FEAETAGIE RMZER F, ERE A, TEEA S, MR RRAE AT

AR E i PR AN SR T S P A

A B RIAR R 0 RORAE T2 SR T — R H BN A 59, FTELAIE Vanin B8, 5§52 Vanin-
1 JERIFR; Hr] AT 5 TR A/ BRI T e B R . USRS i L R

EAR ST R
T THIE I S )y 2 B BB AR R, B AN R st A A B R i SR 1 52 e 0513 L 2 e
TS R AR B BARSAER SE B0 i, AR R IR RIS, S R T O D TR
TR 1 EW 1 BERR

0 o NH,
N™ ™~ —_— N / B —— N™ ™~
I & | P ' =
1a 1b 1c

0
o] HClI (o] Nﬁ))(
oy OO — oy ol — v 06

AN
CI/]\N/ Cl)\N/ "Oj
~
4 1e 1

1 1

Paral

B

[E4LAP0 1a (250 mg) B ZBE/K (viv=d:1, 5mL) IRBE R RO BSR4 (129 mg)
MERRRFE (322 mg). WGP BRI E 904 CHFHERE 2 he RN, ¥, MAK (50mL), &
MR OBEAERL (100 mL x 30, &I FANUE, KBBR8, d3E, IEBIRAELEY 1b BA (257
mg).

B

4590 1b (257 mg) HIEATR (5 mL) ¥ P LN EERY (339 mg) . TS S B m#H# 2 70°C
FEERE 2 AN B IR . VAED, REEELILDE, JEMRIRYE, FH NaOH /KWK (10%) 115 pH £ 9, Z
M OEERH (20mL x4, &IFANAE, KBBR8, KREHLEY 1ML (100 mg).
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=

TE-I0CRE SR THIAME T, L&Y 1d (25408, th&¥ 1e (31.00g) R =2 (61.00g)
B2 (250 mL) RSN TsP (ZEBERRET) (254.00). WNTEER S, HERMARRIE-5C RN
3 he RMEEHR. FRBIETIA 300 mL K KRB, IRAERREAHIAR, BREYTE 5°C B4k 1 h,
AEARNTH, 98, EHBAK Q00mLx D #d, T 5% 1f (42.00 g, W& 93%.

'H NMR (400 MHz, CDCls) & 8.80 (s, 2H), 3.81-3.57 (m, 7H), 3.36 (s, 1H), 1.93 (td, ] = 14.58, 7.25 Hz,
2H), 1.66 (t, J=5.35 Hz, 2H), 1.58 (dd, J = 11.10, 4.64 Hz, 2H).

EALpE

BUED 1 (168mg), HEY 1c(100 mg)FBKERHH (99mg) FIRAE/K (v/v=99:1, 2mL) &
GVEFVEBINAZE 85 CIFARBEHE 4 he [NER. A4, I8, JEDHHRPIEE (10 mL x 20 #ik,
WAG, TREMAERA CFE/ & H 5t=0-100%) it EG30E% 1 (26 mg).

'"H NMR (400 MHz, MeOH-d4) 88.60 (s, 2H), 8.4 (s, 1H), 8.36 (d, ] = 3.89 Hz, 1H), 7.37 (d, J = 4.86
Hz, 1H), 5.75 (t, ] = 6.75 Hz, 1H), 3.66 (ddd, J = 19.18, 16.47, 5.76 Hz, 6H), 3.54 (d, J = 22.28 Hz, 2H), 3.16-
3.09 (m, 1H), 2.98 (dd, J = 16.74, 8.39 Hz, 1H), 2.71-2.57 (m, 1H), 2.05 (dd, J = 12.89, 8.02 Hz, 1H),1.93 (dd,
J=15.51,735 Hz, 2H), 1.73-1.51 (m, 4H).

LCMS (ESI), [M+H]*=380.2

SRR 2 a2 b E 2-1 L& 2-2 A AL

o HO_IN NH, /k)/‘(
D ooYyyS —— CD L QC
P | P
N N/ N
2a 2b 2c

2

S)

2-152-2 213422

HN/A\;)){QC HN/Q\?/(QC

B

FLEY) 2a (500me) [HZEK (viv=4:1, 10mL) IREEFIE R PRI EEEREN (740 mg)
MERMRFLNZ(630 mg), FrAF S SIBIMIAZE 94 CIHFRELHE 2 he [ NG . A4, RN K
(50mL), AMRZFEFEI (30mLx3), HIFANME, TR, S, R4S 2L 2b H
(500 mg).

B
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459 2b (320 mg) HIBETR (6 mL) AP LISl (421 mg), TS SBIBIM#H#E 70°C
HARGEBHE 2 /NS . B R . AN, I, WR4E. FREWIA NaOH /KIEWR (10%) 1877 pH (HF] 9,
LR ZFEHERL (20 mL x 4>, &IFANUAE, JOKMBE T, SiE, k4, B30E% 2¢ (100 mg)
i

H=

FRWRSER ) 1 TR E Y 1f (168 mg) AILEY) 2¢ (100 mg) R B EHI 2 (66 mg).

'H NMR (400 MHz, McOH-d4)88.58 (s, 2H), 8.35 (d, J=4.69 Hz, 1H), 7.78-7.70 (m, 1H),7.27-7.18 (m,
1H), 5.71 (t, J = 7.15 Hz, 1H), 3.80-3.59 (m, 6H), 3.54 (d, J = 20.77 Hz, 2H),3.13 (ddd, ] = 16.55, 9.14, 3.68
Hz, 1H),3.00 (td, J = 16.84, 8.51 Hz, 1H), 2.67 (ddd, J = 16.06, 8.24, 3.91 Hz, 1H), 2.14-1.99 (m, 1H), 1.93
(dd, J=16.94, 7.33 Hz, 2H),1.72-1.51 (m, 4H).

LCMS (ESD), [M+H]"=380.3

a2 22 FIESr 345 BP0 e R A4 2-1 (£ B I 1) 29 8.483min) Al 2-2 LR B I 1] 2 13.58 0min)D

SRS SER I

@i CHIRALPAK AD-H(5um, 4.6*250mm)

Jii#: 0.4mL/min

FA: 254nm

FEiR: 35°C

WalAH: AlECkE, B:RAREE, A:B=1:4

1847 W 1E]: 50min

SEHE 3 a7 B

ol e
N7 N/\

B

BEY 7Ta (200 mg, 1.27 mmol), 1h&4%) 1e (187 mg, 1.33 mmol), ZfE (3mL) IMAZF] 25 mL
=S FRMREYIFERZ-10C, B TP (350 mg,0.4 mol). A5 =2N% (260 mg,
5.54 mmoD) AT ZLME (5 mL) MMANJRBOET, ARGEEE-5C, P 3he RMEEW)SE, FRNIREY)
FIAKGOmL)AFE K . W4, BERZE 5°C, sk The 138, EUFA/KSE 100mL, 13356 %
200 mg, ALED Te, YR 56%.

e

F b
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BAEY e (200mg, 0.71 mmol), 1b&%) 7d (100 mg, 0.75 mol)F1F FiEE//K (V/V=99:1, 5mL)
RGINANE] 10mL =i, A5 MABIRE (489mg, 3.55mmol. M BIREYIIIRZE 85C,
Pl PE 4he RMNAHGE, BARMERZE 45°C, M 5 mL AEAEE 1h. 38, DA 20 mL A
Yoo VEVUIRYEE 3mL, FIIA 4ml RAEIRAE 2mL, RGMHEZE 0°C, #HifF 1h. 38, 53284
A 100 mg, AW 7, WCE 38%.

LCMS m/z(ESI): 379 [M+1].

'H NMR (400 MHz, DMSO-D6): 811.36 (s, 1H), 10.02 (s, 1H), 8.68 (d, J=1.6Hz, 2H), 8.22 (m, 2H),7.85
(s, 1H), 7.02-7.05 (m, 1H), 3.54-3.70 (m, 7H), 3.33-3.38 (m, 1H), 1.81 (s, 2H),1.46-1.56 (m, 4H).

SEHEE 4 B 8 BIE AL

N 0 0
HCI N
o) NH N
@] @] (o) N™ ™~ 2 2 \
HN | N
OH N Z N )=
1e \
/ 2 8d N
= B =N 5 '
cl N bt i cl g =
8a 8c 8
B0

BiEYr 8a (200 mg, 1.27 mmol) , &% 1e (187 mg, 1.33mmol) , ZfF (3 mL) IMAZF] 25
mL =R, FRIRZE-10°C, Z21BHI M TP (350 mg, 0.4 mol) . #H=2J% (260 mg, 5.54mmol) ¥
T2 Gmb) IIARNMES, BRERF-5°C, S 3he RMEHRE, HRMESYTIAKGOImL)
VERI S W4, BRI 5°C, fidE The g, JEPAKB(100mL), FEAEME 200mg, AE
Yy 8¢, WFE 56%.

B

L&Y 8¢ (90 mg, 0.32mmol) , &% 8d (50 mg, 0.34mo)FFHEE/K (vv=99:1, 5
mL) RIKIIAE] 10 mL =3+, RS HEINABRIZH (220 mg, 1.6 mmol) . RS MIREPIN#AE
85°C, [HIVRHHE 4he RNEHIE, KRMNBEGYFEZE 45°C, MAWE (SmL) #Hi#E 1h. d3E,
JEVFFH A (20 mL) ¥e. FUEWIRAEE 3mL, FAMASAE 4mD K% 2mL. RS 0°C, #i
P 1he. Wik, HREEAAMEL40mg, NEEWS, B 32%.

LCMS m/z(ESI): 393 [M+1].

1H NMR (400 MHz, DMSO-D6): & 10.11 (s, 1H), 8.68 (d, J=1.6Hz, 2H), 8.22 (m, 2H), 7.94(m, 1H),
7.02-7.05 (m, 1H), 5.75(s, 1H), 3.61(s, 3H), 3.54-3.70 (m, 6H), 3.33-3.38 (m, 2H), 1.81 (s, 2H), 1.46-1.56 (m,
5H).

SEHB S AW 13 AR
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NH, 0
o HN NQ(/ ENI> N//\\f\\
o "N S
oW u)\ N
13a e

N)\N
D
— Z

BihE¥r 13a (200 mg, 1.27 mmol), 1h&%7 13b (168 mg, 1.33mmol), ZfE (3 mL) MMAZF] 25

13c 13

Pax

B

mL =TS, FFEZE-10C, BRI TP (350mg,0.4mol). ¥ =2 (260 mg,5.54mmol) AT
O Gmb) IMARMEF, RERFE-5C, SidE3h. RNERE, RIRMESYHINAK (30mL)
BHTEEK RN W48, BRIRZ 5°C, 4k 1he €, sEDFA/KSE (100 mLD>, 53 AEAE A 70 mg,
FEY 13¢, W 20%.

B

&4 13¢ (70 mg, 026 mmol) , 1bE54 13d (41 mg, 0.28 mol)F1 7 AEE/K (V/V=99:1, 5
mLDARTIIAF] 10 mL = A, 285 I ANBRER # (180 mg, 1.3 mmoD) o 4 R MR & in#A % 85°C,
B FE 4he RNEEH G, G RPR SRR ZE 45°C, IMAREIG mL)BEE 1he 1398, JEUHHHER

(SmL) Pe. WGIEMIKRAE 2 3mL, FHIMAFAEE 4mD K442 3mL, BFIEE 0°C, Hifk 1h. ik,
FER A EE A 30 mg, AW 13, 1 30%.

LCMS m/z(ESI): 366 [M+1].

'H NMR (400 MHz, DMSO-D6) & 8.56(s, 2H), 8.37-8.38(d, J=2.8 Hz, 1H), 8.11-8.13 (d, J=2.8 Hz, 1H),
7.58-7.59 (m, 1H), 7.13-7.14(m, 1H), 5.56-5.62 (m, 1H), 3.54-3.65(m, 2H), 3.49(s, 1H), 3.27-3.31 (m, 1H),
2.85-3.04 (m, 2H), 2.53-2.55(s, 1H), 1.98-2.46(m, 1H), 1.68-1.70 (m, 2H), 1.33-1.42 (m, 4H), 0.76-0.85(m,
6H).

SEHER) 6 e 16 HIE R

N NH,
0 Q \ 9
o) N | N/ N/ﬁ)‘\N
N N

)Nl\\ oH 16b PP 16d N NJ'\N/ \%\
_ - —_—

? clI” N o) [ H 0

16¢ 16

cI” °N ® W o

16a
B
BihE¥ 16a (150 mg, 0.42 mmol), 1L&4%5 16b (114 mg, 0.46 mmol), Zf% (2mL) IMAF] 25
mL =T, FER-10°C, 22BN TsP (350mg, 0.4mol). #=2Z% (181 mg, 1.8 mmol) AT 4
fiE (5 mL) MMARMIEA, HAERERE-5C, Bk 3he RMERE, FRMIEEYHIIMAK (30 mL)
FERS WA, FEIRZE 5°C, HHF 1he 198, JEURAIKEE (100mL), HE/HGREIK 160mg, Nt
E16¢, WUHE 63%.
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B

Bt &9 16¢ (160 mg, 0.62 mmol) , &4 16d (85 mg, 0.64 mol)FIF HEE//K (vAv=99:1, 10
mLD) RKEIIANE] 10mL =R, SREIMAIRERET (0.41¢g, 3.2mmol). ¥4 MIB &N ZE 85C,
FIGRHEPE 4he RNEEHE, KRB EVIFMES 45°C, MAFB (SmL) #HiPE 1h. ik, HEUIHNA
B (2mL) . AL 3mL, FEMAFARE dmD K462 3mL. FFRE 0°C, #Hid:1h. iE,
REE A AN 155 mg, A 16, 1% 71%.

LCMS m/z(ESI): 352.1 [M+1].

'H NMR (400 MHz, DMSO-D6) & 8.59 (s, 2H), 8.37 (d, J = 7.54 Hz, 1H), 8.15 (d, J = 7.54 Hz, 1H),
7.64-7.56 (m, 1H), 7.17-7.14 (m, 1H), 5.69-5.53 (m, 1H), 3.76-3.63 (m, 4H), 3.55-3.46 (m, 5H), 2.94-2.79 (m,
4H), 2.03-1.97 (m, 1H).

SEHER] 7 AhEY 17 ISR

o}
NZ N7
)Nl\/j)‘\OH 17b /j)LQ— N \ /j)‘\o'
Cl N
17a

A #//

B

BihE¥ 17a (150 mg, 0.42 mmol), &4 17b (134 mg, 0.46 mmol), Zf% (2mL) IMAF] 25
mL =T, FEE-10°C, 22185 TP (350 mg,0.4 moD. K =2J% (181 mg,1.8 mmol) & T Z
5 (5 mL) MRS, RRERF-SC, #iPk 3he RNEHE, FRMEBESYFMAK (30 mL)
VERI S WR4YE, PR 5°C, B 1 h. I8, JEDUFAKSE (100 mL), 93] H b {& 40 mg, Mk
EW 17, W 33%.

B

Bib &9 17¢ (40 mg, 0.14 mmol) , 1b&4) 17d (16 mg, 0.145 mo)FIF P EE//K (v/v=99:1, 3.9
mL) I 10mL =, 25 MABRERET (96.6 mg, 0.7 mmol) . K s BIR- &I IN#AZE 85°C,
IR 4 he MEHRS, RNBH R (10 mLX3), &iFANAE, HIKERRET1E.
g, IRAF RS, ZFAREENT, BRIRAENE 25 mg, ALEW 17, 1E 25%.

LCMS m/z(ESID): 381.1 [M+1].

'H NMR (400 MHz, DMSO-d6): & 8.59 (s, 2H), 8.37 (d, J = 7.54 Hz, 1H), 8.15 (d, J =7.54 Hz, 1H),
7.64-7.56 (m, 1H), 7.17-7.14 (m, 1H), 5.69-5.53 (m, 1H), 4.25 (s, 1H), 3.67-3.51 (m, 4H), 3.04-2.91 (m, 4H),
2.86(s, 1H), 2.58-2.56 (m, 1H), 2.08-1.94 (m, 6H).

SLHB 8 LAY 19 K& R
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B

BEY 19a (150 mg, 0.42 mmol), &%) 1e (154 mg, 0.46 mmol), Z 5 (2mL) MIAF] 25mL
=R, FRIEE-10°C, 22180 TP (350 mg, 0.4mol). B =20% (181 mg,1.8 mmol) & T Z A%
(GmL) IIARPIES, RRERIF-5°C, #i4:3he RMEAHG, MRMEBEWHIAK G0mL) ¥#
KIS Wi, BERZE 5°C, fiikE 1he U8, MUK (100 mL), BEIAGEAE 60 mg, AHE
P 19¢, W& 33%-.

B

BEY 19¢ (60 mg, 0.21 mmol) , L&% 19d (24 mg, 0.22 mol)FIFHEL//K (viv=99:1, 3.9
mLD) RAMAZ] 10mL = F A, SRS ISR (152 mg, 1.1 mmoD). ¥4 S PLIREWIIMFAZE 85°C,
PR PE 4he RBLESHR)G, ¥R OB LBEREL (10mL X 3), A IFGHAE, HIGKmERE T,
IR, JERRAF I, 2SR ETE R A AE K 16 mg, AUEW 19, BF 15%.

LCMS m/z(ESD): 394.1 [M+1].

'H NMR (400 MHz, DMSO-d6): & 8.57 (s, 2H), 8.09 (d, J=7.54 Hz, 1H), 7.49(d, J= 8.0 Hz, 1H), 7.02-
7.00 (d, J=8.0 Hz, 1H), 5.60-5.53 (m, 1H), 3.86-3.53 (m, 8H), 2.96-2.85 (m, 2H), 2.43 (s, 3H), 2.00-1.95 (m,
1H), 1.82-1.79 (m, 2H), 1.56-1.47 (m, 5H).

EHEB 9 AW 23 AR

HCl
NH,

9 QCO o Brm /&lﬁ/(o
Cl)Nl\/Nj)‘\OH = CI/ELD/U\DCO %Nit Br\(ﬁ " NQCO
238 e 25¢ v N 2

B

&Y 23a (150 mg, 0.42 mmol), &%) 1e (154 mg, 0.46 mmol), Z 5 (2mL) MIAF] 25mL
=R, FBRIRE-10C, BRI TP (350 mg, 0.4 mol). H=2J% (181 mg, 1.8 mmol) ¥&T 2
5 (5 mL) MRS, RRERF-SC, #iPk 3he RNEHE, FRMEBESYFMAK (30 mL)
VERI S WR4E, BERE SC, BHiFE 1 h. U8, JEDFAKSE (100 mL), 93] A& 60 mg, Mk
E 23¢, WUHE 33%.

B

Bl &4 23¢ (60mg, 021 mmol) , &Y 23d (26 mg, 0.22 mo)FIFHEE//K (v/v=99:1, 3.9
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mL) fKAIIAZF] 10 mL =T, 285 IABKERE (152 mg, 1.1 mmol). H4 S PLIREWIIMFAZE 85°C,
FIFEFE 4he RMEEH)E, WRMIBEVIFES 45C, IMAANR (SmL), #Hi#F 1h. 3, #EDH
P (2 mL) . HFIEMIRATE 3mL, FIARNEE (4mL) KA L3 mL. FHEE 0C, #HiF 1h.
Lk, FRRAGEAE 12mg, NELET 23, WK 12%.

LCMS m/z(ESI): 458.1 [M+1].

'H NMR (400 MHz, CD;0D):  §8.59 (s, 2H), 8.45 (d, J=2.1 Hz, 1H), 7.86-7.84 (m, 1H), 5.70 (1, J =
7.9 Hz, 1H),3.75 (s, 1H), 3.54 (d, J = 19.3 Hz, 4H), 3.12-2.88 (m, 4H), 2.73-2.53 (m, 2H), 2.11 (dd, J=13.1,
8.5 Hz, 2H), 1.98-1.90 (m, 4H), 1.66 (d, J = 8.4 Hz, 3H).

EHB 10 1LEW 21 BER

O

NN )\/j)\QC OH __ OHZa N H)NI:Nj)\'DCo

!

—

Br
23
21

FUEY 23 (50 mg, 0.10 mmol), HIEEER (12 mg, 0.22 mmol), FERZHH
(60 mg, 0.3 mmol), Pd(dppf)>Cl>(16 mg, 0.02 mmol)JIAF] 2ml 1,4- 4531 0.5ml K+, 100

BCE AR, 3he MSERE, BRMIBEYH & FEAER (10mlX3. SIHEHH, T8, WK%
JEAF R 70 mg, 2KZHT (DCM: CH30H=20:1) f8F11b&4 21( 30 mg, W 65%).

LCMS m/z(ESI): 394.2 [M+1].

1H NMR (400 MHz, DMSO-d6) & 8.57 (s, 2H), 8.22 (s, 1H), 8.10 (d, ] = 8.4 Hz, 1H), 7.40 (s, 1H), 5.58
(q, J = 8.3 Hz, 1H), 3.69- 3.45 (m, 7H), 2.89 (dd, J =31.4, 8.2 Hz, 2H), 2.24 (s, 3H), 1.98 (dd, J = 12.2, 8.4
Hz, 2H), 1.80 (d, I = 7.4 Hz, 2H), 1.51 (d, ] =33.8 Hz, 4H).

SEHE] 10 LS 24 K& R

NH2

HCI

@* X ﬁ*o— T dl i*&
B
Bih&Yy 24a (150 mg, 0.42 mmol), &4 24b (134 mg, 0.46 mmol), Zf5 (2mL) IMAZF] 25
mL =R, FREZE-10C, BRI TsP (350mg, 0.4 mol). H=2J% (181 mg, 1.8 mmol) AT
ZBE (SmL) IMANRPES, RERAR-5C, Bk 3h. KNERE, MBS IIAK (30mLD
VERI S WR4YE, PR SC, B 1 h. I8, JEDFAAKSE (100 mL), 93] A& 20 mg, Mk
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E 24¢, WUE 16%.

B

BEYy 24c (20 mg, 0.14 mmol) , L&Y 24d (8 mg, 0.145 mo)FIFHEL//K (V/V=99:1, 1.9
mL) fKAIIAZE] 10 mL =, SR IMABREREN (0.14 g, 0.98 mmol). H4 S PIRAWIIMFAZE 85°C,
PR PE 4he RBESHG, ¥R OB LBEREL (10mL X 3), A IFGHAE, KRR T,
LhEE, EIEHORAI E S, S RAIEENTE R A A 8 mg, AAEY 24, YUE 35%.

LCMS m/z(ESI): 353.1 [M+1].

'H NMR (400 MHz, DMSO-D6) : & 8.56 (s, 1H), 8.38 (d, J = 4.8 Hz, 1H), 8.33-8.28 (m, 1H), 7.68 (s,
1H), 7.19-7.14 (m, 1H), 5.60 (d, J= 8.1 Hz, 1H), 4.23 (d, J=7.6 Hz, 1H), 3.60 (s, 2H), 2.83 (d, J = 26.4 Hz,
4H), 2.36 (ddd, J=15.3,7.7, 3.6 Hz, 2H), 2.21-2.09 (m, 6H), 2.04-1.97 (m, 2H).

RG] 11 L&Y 26 AR

Q* i ﬁ*o— dl ﬁ*&

26a

NH2

T

B

Bih&¥r 26a (150 mg, 0.41 mmol), &4 26b (134 mg, 0.45 mmol), Zf% (2mL) IMAZF] 25
mL =R, FFEZE-10C, BRI T3P (350mge,0.4 mol). ¥ =2J% (181 mg,1.8 mmol) AT
O Gmb) IMARMEF, RERFE-5C, SidE3h. RNERE, RIRMESYHINAK (30mL)
VERI S WR4YE, PR SC, BHiFE 1 h. U8, JEDFAAKSE (100 mL), 93] Ak & 40 mg, Mk
H 26¢, WU 33%.

B

&Y 26¢ (40mg, 0.14 mmol) , &Y 26d (16 mg, 0.145 mol)F5FPAEE/K (V/V=99:1,
3.9 mL) ARKAKIAE] 10 mL =1EH, SREMABKELH (99.6 mg, 0.7 mmob. KR MNMIEEMIIAE
85°C, EIiHiH:4 ho RNAWRE, HRMBEWIERE 45°C, MAWE (5 mL), #i# 1 h. S,
JEVFH A (2mL) ¥e. FHUERIRAEE 3mL, FIMARAR (4mD K42 3mL, FEHRE 0CHIHE 1

IR, BEIKEFE 36 mg, AW 26, WE 57%.

LCMS:[M+1]=395.1, RT=0.62 min

1H NMR (400 MHz, DMSO-D6) & ppm 8.55-8.65 (m, 2H), 8.38 (d, J = 7.54 Hz, 1H)8.17 (d, J = 7.54
Hz, 1H), 7.71-7.69 (m, 1H), 7.58-7.56 (m, 1H) 5.69-5.53 (m, 1H), 4.25 (s, 1H), 3.76-3.53 (m, 4H), 2.94-2.79
(m, 6H), 2.34-2.24 (m, 2H), 2.03-1.97 (m, 2H), 1.34 (d, J = 6.13 Hz, 2H),1.24 (d, J = 5.82 Hz, 3H)
AR PP
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1. Vanin-1 EHEEMHEHIGILL

FERAPRI— R LEY, FH DMSO BLA S B 220 (50 mM Tris base, 50mMKCI, 1.6 mM
FWeHZ, 0.005% Brij 35, pH 8.0, BUECHIAD BCEALGY, MASYIREEIREDN 10000 nM, % 4 £
PREERIRE, BUHIBG 10 ANANTER EE A6 & TAE R

ST EAA Vanin-1 CH B3, IN0618) W& MG, 5645 2.5 pL AL &GP TAERR 5 ul &
A Vanin-1 E RS, IR E 15min 5, M 2.5 uL ) Pantetheine 7-amino-4-trifluoromethylcoumarin
WY, 10 uL JeMAfE RS, FAHA Vanin-1 PEREN 62.5 pM, JEY) Pantetheine 7-amino-4-
trifluoromethylcoumarin 1K B A 45 uM, [ N7E 384 FLHR (PerkinElmer, 6007280 #3417, DMSO
(IR 1% EEERR Y B RN 405nm. KHHEH 505 nm, 25 CH/2#EE 1 /. Jiidk
30 3 eP R AR ER B TR AL B 04, B GraphPad Prism 8 #AFIA W LA 2R, Fih &
WAYIREZH 1Cs0. KRN FR-1 Fim.

-1
S Jit 151 ICso (nM)
wE 2 8.9
e 2-1 2.4
W13 4.2
e 17 0.6
HaE 19 2.9
e 23 1.7
et 21 6.9
& 26 2.0
HEw A 11.25

[0}

N
1 R
%%%A%ﬁg/} ;. B CN109476645A TPl 142 17 vk & 15 2.

2. DRAENEB TV

S F Y -
Rl B A IE CSTBL6 /N RAR N MR8l 152351
DR oYIE S

L FEEEN: DMSO: Solutol: PBS=3%: 23%: 70% (v/viv) o Pl Jrik: HERGRRE T 7L
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“W, LI —E AR DMSO, el 58 ii)E, 1% LR EHIRIKIMA Solutol 11 PBS,
TREJRIAT . S Pk Giv) 45 254N TR (pod 25 25 4 B I A O AR TRIVA - 3 BKTRU N 1 mpk,

FIRFEA 2 mpk. 256 LI A] 5.

IV #4: 0.083, 025, 0.5, 1, 2, 4, 7, 24h. POAH: 025,

05, 1, 2, 4, 7, 24h &HE] S 2EKCRE A 200ul, EDTA-K2 ik, S7EIE 4000rpm*Smin,
4CEME TR, RS, FERGAT-80°CUKE. MR 25 N ACN/MeOH (1:1,

vV DUERNTIENS, 14000rpm 2.0 5min, H & LC-MS/MS (AB Triple Quard 55000 7347, k4%
MZ5HE, FFifid Winnolin 8.1 WA FAE 5 EARM BT S RO . FR N 2.

#®-2
Wt g kR | CEEE] | M kT AR | or AN R | iERRE Gy pE
WEY ;Q Cnax Tin AUCom vd CL I3
. (ng/mL) (hr) (hr*ng/mL) (L/kg) (mL/hr/kg) | F%
WEY 2-1 | # k| 7225 2.46 406.64 8.6 2415.50 -
e v
WEH ] 5574 1.56 618.38 7.5 3278.10 76.4%
2524 po
&M 17 | & Bk iE | 742.33 0.93 557.60 2.60 2031.42 -
el iv
W H 4| 53937 1.05 68431 4.55 2919.73 61.4%
24 po
a9 | B 2 | 766.60 1.52 1459.29 2.91 1316.71 -
254 po

E: -NEIEE T

G

FEFTER TR T AL S 2-1 A0 17 FE/N RAA IR BU N B R E VIR L, 235008 76 4%0 61.4%,
W AR S R A L R 2 A TR
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BURIZE SR
| B W W NSl e S 7 S A /N N R 2 A N D NN T NN | 7 K N
FEX e R E‘cﬁ‘?ﬁé‘%ﬁﬁﬁiﬁﬂ%iT%%E@ﬂ-

He, nho. 1. 28K3;

R'MSI MK # . Cr-Co ket i —AELZE A R R C1-Co bkt
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