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A E DRSBTS A AR A2 REE A AR &0 (B, AT A i i -
BRI QAT o AN, RIEZR BRI B AR I8 5 2D — DA WHUEATIE S TR, iy
IR LSRG AL 5 Bl 05 B G 1 ANE 593 - H i B 1% L T « NS
FIT I, 2R3 B 258 20N IR 1 (B, €, A99A50) 2 12 BRI~ (B, C,_  Z43A3E) 2
F10NFAIRIE A (B, C,_ (ZIAED) L2 8B IE - (B, C, 0 BAEE) 3% 12 BB It £
(B, C,. |, ZBA3E) (3ZE 8B I 1 (B, C, (2 BAIL) (B3 ZE 6 BRI £ (B, C, (R BAIL) 5
HA1EN AR I AN I B3N AR LR 2D IAZE - B LA B2
SR p a7 N e LRy i Rvim s b s v 5 7 S 5 T S R R (RS 7 N B 78 SN S 7 NP
I AR AR RS RO [b] [T, 4] AR A AR L 1, 4- IR0 G AL RO
sl B SN SR U 57 7 N/ 5 2 L 14 18 SN S5 7 QU2 7 SN = 35 7 SN 1B SN s L 1B SN
WEWY L (1, 3] ZWELTEL L 1S PR IR L IR M T 356  IDR P b L DR i o 56 | e s | i PP
BL R | e e L | SRR e L IR CEL L\ SR 3 | \ S I DR | 2 - S AR
e S ER AW UTE SN A i L5 o8 SNLLY e S Nl 8 - SN S 7 N I - SN U S SN U3 1
R R IE R WRIVR L 4 - W FA 356 MR P b 2 RG2S PG 25
DY 2L \ e AL | DU S b L Ey 2L (thiophenyl) (HI,BEWY AL (thienyl)) (At
IRRE A 2 bR | 1 - S - BRI R R RN, 1 - SRR - B PR o A E AR R I 1 - A N
AR I, ARE TREAIL” iR QiR BRI IR AEL A 91 B 45 5 BRI B
AM=IARIIME R, A AONIR[2.2. 2] S b Bk 2- 220 - T- AR (3. 5] AL . 2- % k- 6- 4
IR (3. 4] BEAN6 - Sk - 1 - RIZIR [3. 3] Pedik . TS 2 AL A ) - B AR H AR 11,2, 3,
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4-PUS s I  4,5,6, 7-PUSBEMS - [2, 3- ¢TI e 5 | 15| I BRI R S 5 Wb L | o Z3p
AL HHER AT .

[0051]  “FfifedL” SR HEEEHT-S (0) R, HoHR &S oidk i B VoL IABE AL gt 5 AL
Febt Bl 5 5L s QAT E S, Ho g —A AT D Tde g U o AR (1) (011 FH L At
e = N e SR R O

[0052]  “UEdLffifpedl” S FRE M-S (0) R, O RAELTEE

[0053]  “Li I fiffpe i ;e 53 M-S ()R, HAhRZ S5

[0054] AT, “B52F b TRz M AUA” sk “255 b e B A AT AT A
VAT 43 B T B BTl B IR B 77 S MRS IR )5 e 2 SR 24555 125
WIS PR T ) P A AR ST BRI o BRI AT AR 3 A Bk 24741 55 35 PR il A AE S, 75 )
R HATRTT HEWh & o 8 AT DR A e TS P s N S

[0055]  “YAFfIkA” il i 75 S S I EAE RITE R « B 52 L T AR e S
SRR R E2 I T AR SRR E .

[0056] AT AR E “LPAMHICESN” B FE QAR H AR X R0 « B sl ,
T o LPASO /D —FHLPASZ ARGE B « Bt slgid i FOE (6 sl i o 3X B PR A oo
JiE AT LA s 15 BRI e S G IR =k IR/ s G138 PR R ) — vl 22 Fif
51D o PR, i — bk 2 B I e ISR (LPA) 5244 (51411, LPA \LPA, \LPA, \LPA, \LPA_EKLPA,
SN A5 5L T AT DASCRZ P i A5 25 R (1903 DR AT/ SlHE AR AT/ sl b g8 o A — B0 St T 5%
i, LPARHOCH 2 LPATAHOCHN , HH A TILPAL SRS S A% 5 7] DABSCRR s B sl i
R A/ B AR AN/ Btk Fee

[0057]  GUACSCIT T, ARGE “ERAEl” sk “LFAERRT” 245 55 Anirn/ sk 25 8 UM/ sl i
B AR R RN/ B A A S B A S HIE , AR E AR TAMARR B sl 21 (A
OB I 2T i RS2 2 RS2 21 | R G RIS R P EE  UL A P B R AL ) 1 £F44E
(e

[0058] QAT Y, R “2577 b T2 7 FE b S sk B3k sk H S WE s B/ 5k
BRI b SR R S A o3 AT B IR T I S AR A

[0059]  AR4E“WE ] (administration)” 5k “fi ] (administering) ” 25— EF R &
Wik 29 S 4s 5B HESI S ICEHESI Y (BFERTFLEY) 52 1 sl ISl 115 1 o it
71 AT DAARYE & PN 2R AL , I an 259 20 S i 2053 i IR LA S s iR EE AR
[0060]  GUACSCIT T, ARGE “F38” sk “BRGHR" ok 2o AR 5k TR A3 e iR
FIT it P R 8w (R AL 2 S (9an, R 1 sl R 2000 S sl - 24527 b AT 52 1 R sl s 5k
W), TR A — TR R AT IR 7 TP sl iE ) — sk 2 etk , O H AT A& E @
PRI o “TARD” TR ARTE SR I RE IR MR o 85 R BP0 I ARAE e IR S R R i 2D An/
SR kA W 3R e AT ) A BR RS o 2, B ENTR T T ) A 38”2 B ki R I
B PRIE R AT 75 I A0 2 WA SO A T I S I A S i i o AT S 0 R 1
1Y R0 FE M EAT S S BORIAE , Q5 B B o A5 — 2850 7 P, AT
PRSI ey A0 RN 2T e A ST A I e S i i

[0061] R “WRIEA ok “Zy b A2 UEH BHa 205 b n e id b A S Wl i
TV, A A ek A 7 751 RO R IR s B A ) o A — BB S T R, & 0 A
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525 he s A R AT HadE ST 5 ARSI 2H 2R skt e fl o oot B e )
T USROG I M Bl A T Rl R, 55 A BRI g b/ URS EE AR 2 Lo 257
ERTEEZIN” o2 DB A0, Remington: The Science and Practice of Pharmacy, 2821k
Lippincott Williams&Wilkins:Philadelphia,PA,2005;Handbook of Pharmaceutical
Excipients, 56k ;RoweZE A 4% ; The harmaceutical Press and the American
Pharmaceutical Association:2009;Handbook of Pharmaceutical Additives, B3k ;
AshH1Ash%#% ; Gower Publishing Company:2007;Pharmaceutical Preformulation and
Formulation, 282k ; GibsonZ# ; CRC Press LLC:Boca Raton,FL,2009,
[0062]  Rif: “LGWnZH &G0 e A S AT S 1, kAR SRR 2577 F AT R i #hak
A S Bt 2 oy (FEASCFR ey ‘MBS (nadidd e 770 MR 23 B B
B AR/ SR BRGS0 B TR S it T ARk AR AR 2
P SR ER, BIEEARR T B IR BRI 3350 B A0 JRES s A oh ]
i FH o
[0063]  FEyR7 P Rt sl e )b R SO ORGE “Y577 (treat treatingMtreatment)”
AT CORELE AR ORISR IR RS D BT AE Bk 55 T iR [R5 R sl A ) — bl 22 e AR 5
BN P B AE B —PPEl 2 e R G .
[0064] PRSI I, ARSE “Fld™ i 5 4 sl 53 P0 AnAR ST ik (R0 sl A s IR 1)
RN R
[0065] QARSI I, ARVE “S2ilE” B 5l MR R B DT B R s, fo g
LB, A/ NBR S RER S HABIE UG 2 9 R I8 A R SRR B A —
SO S ST, R AR A Bk iy B W TS sl A I AL R R R FRI L Bh M s
B AL —EE S )y ZE T, S RN AL T S, A E DA M/ s R B AR AT
AN/ TR I ST Sl iE I 2 D —BEK -
[0066] Rl “VRTY J5 57 M43 2577 587 AT B0 A AAE AU & R R AIa 7 771 1o 741
VAR
[0067] ARSI, R “Z9Wn2H &7 245 2 T — Pl e TR G el A A AR 1 25
1697, T H ARG VR R 1 B e 4 A RN R e 2H A 2
[0068]  PASCHT FH, R “HEI 7R SEda M A b M7 (B, 20 S 4H 40 sl S
0P) W45 2577 %€, Fohig r i AL BE 57\ BIRLE I3 R AR A SO SR E B
—e ki T .
[0069] YA AT, ARE “Ui75 (modulatemodulatingikmodulation)” & FE A4l i 4%
(anan, ¥ nekk ) , I BT LG AR anisiah (e o Bash e sl e/ i

EY
[0070] AR TE MLPARE HURI I 51 o £F— 2050067 S, 1t Tk B R 1S
Wk 2577 1 ARz R ER sl A -

#*1
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with 230
OH
MeO 0]
117 oM
Me' 'l S ©
OMe N
0]
OH

[0071] AR BRI SR IR S AR P 2 (B, B C At i, Aoshiges:
et AR AL ) K HLR G, B, XA (R / B RIS AL AR TR B , A5 Sh
THIETE AW AR BRSO S AR (AR / e A R SR A R R )55 TR A M sl A I SRR B ) « AR
S EL KRS T AT AR T BAE 4Rt R/ B A2 , B3 (HANBR T (i 725 el S XEp 2Rl
PN SORNE & T I e A 2 B AR  fiaow, NS AT R S A S5
%j&aﬂz_ﬁﬁfxﬁ:* TEAARME I LA — ST DI, Ny Lok e &
#@E’Jﬁﬁﬁﬂﬁ‘éjﬁij@rﬁ@ﬁi,ﬁﬂi@qﬂﬁﬁ%ﬁlﬁ’ﬂ%ﬁ%oﬁ~%§¥ﬁ’@ﬁ e AN i SR/t
By bR IER TR AR SR R AR A AR ITR S

72
4 84
OH ; OH ;
MeOQ. @] MeO 0]
S S
Me .I Me .. OH
N OEt OMe N
(0] o]
OH OH
OH ; OH ;
MeO O MeO 0
F S S
l. Me \ OMe
F N OMe OMe N
(@] (0]
OH OH
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E2 30 s
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OH s OEt
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S
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OMe N NMe, s ik
0
OH HO (0]
S OEt
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OHQ MeO N
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. 0” ~OH
oM
Me |l S © F
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(0] HO 0 OEt
OH SN
f } \
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i i)

OH T OH i

MeO (8] MeO. 0]
S Me S OMe

| |

OMe N OMe OMe N

(@] O

OH OH

[0072] AT B IR 2% b TR s (k- 390, ASCA L S it BRI
RICEWIRHALER, Fridsh A —E 2 255 TR iuEh, I+ B £ nT AR e R/ B4l
AT SR/ B3 B FT b AE ER) A PA BIORT R S 4 A P i R o ASSC AT
EMIR 255 BTS2 R ER A RRRBIVEGT B = O -
[0073]  t—2B NEEfR , ASCA TR B s EE PT AL i e 00 i, 5 HARRL
b AT RIS R A A AT SORRITEIRIN o 9140, ASCA T I B S AL R T VAL
ARRFIE AL K5 255 b TS O IRGT] (K SRS TE i E A A
RIS
[0074] SRR 15 T4 AT DA AR N IS AR T 20 o PN SR AR RSN, e
EIIRER RN o AR St SO TR T 125 AT AE SR 7 R ] R B d e
TSN BRG] - AR SN I B 7 M AN AE AR i (B NGRS Tt Ak ke
LR o AT VA S AR 5 ARG I SR o 7 IR AWt At B0 LAL YA o
PR PRIBCFIMEIR o A 5 Serp , AR I SRS W v] FH T 2 R B, iRy Al
S F o 140, AT VA B ARG FHASC TR I AL S P ANAL &4, AR E 1040 18 11 Bk 20
J2RZ AN AR ST S AR AT SCRI A S It FH R s R TR/ il i« X
g s R A5 L T VAT 558 T R, Bl R IR R I T80 PR IN TR T 5 AT ik
HO R B PRI B o] i FH ) At B A FH s Atk 1 1 SCEON AR A 53111 5 R A3
I o TAIE—P FAL I I S LM A A NS il B AR A S F e e Ve sk
7R o T VA AU RO SRR 5 A A L R
[0075] USRS (IO L 277 b TR S R Rh B e , st R e S 259
LA HIPE— Rk 22 PRLPASZ AR A7« A SO gt —20 AR 1), S5 HLPAS AR
Wye] AR T T35 A0/ 569 7 53 a0 LA I8 RSB - Bl an2r2E4t (Bdn, & 2124
TR AELE AR BT R - R e ERIIR) B IR 28 Gelichin ~ ss AR D B8 A
PRI~ ST/ TBE ARG ~ 53 WD REREAS 5 R DO AR S AME P -
[0076]  FE—85)ie ) S, AR A SCRIR B 1 TR 7 A BN S FS B AE 1 3 3%
(AR, N #7125 AEFT R A B RS BpAE HH — Rl 22 FILPASZ A (B, LPAAHOCH) A
WA 4 TIRTT Frd B B B AR A FEAN/ SRR IR AN/ Bk Je o A — 28 St 5 56
ARSI BT 125 T A AR Eedt— 2 AR 7 5 AR AT — Rk 22 P iE AR DG
— B 2 RIE IR i BHE
(00771 ASCERME 7 — R TRy LPAARSCHOR I T 125, FIrak U 1 B 17 A =5 B 32 3%

18
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Jite A SR A SO TR G (Blan, 1k 2 S el 2527 |l esz i Eh ek a7l
W) B WIASCRT AT T2 5 -

[0078] 1Ly 2, LPAMHSER B H AR 7R 7 an B (olan, B il S O
BZJR) 25 4l s CAMERF % I8 M 2 AR 4l S REAL 15 0k i s« AR 2 sl
(regenerative failure) AEPIRSVENRIIPEM 2 (NASH) JFFIhERIGR IR AT ) 4l
ST PEES (BN, e hE , CUFE SR SR RS I AP AP0 R 2 RS R
B VY YR (Kaposi’s sarcoma) « IR AIEMEMREL 41 2 M9 (CLL) Ass i f= 22k 4%
Fo) AR (BN, SRS B A 280 B s (91N, W 2ok (TBS) 5
Jo3 (IBD) FFHRAR /3 I 7 ) B IR MR R AE ARSI (9140, 1R P Ty A1 R G A sk pp e
B IR AEDCIERR) A BEIE EMER S 2S HAE (hernia of intervertebral disk) JHEF
PRAAE IR A BHRIR AR « N IAPRIESE (F1an, B IRESHERH) B b FRIE ) 2 MBS « HER
RIXE (dysuna) FUEREID RBREEI 75 1L AL BAHSCBSR (BN, ZhikkeZE) ARz i
T (BN, I RESE AR H L)~ fh VPR AN AP 2 A VIR (BN, AR AR e BT
Jp3 A% (AMD) A R o P A A S 2 1 A M T B (A B A2 (PVR) IR MR 28 K A
SR AR JFRHEAY (glaucoma filtration surgery scarring)) o

[0079]  fr L5 7 i ANSCRR L T iRy sl PB4y i Fnik Oy i B s 1A A
B2 RE T TG A R I ASCA TR &8 (B, FR1skF 20t Sk 255 1]
Bz I ER sk s ) s A SR AT 2 405 - AN, 5 ik vl LB RE TR T 1B Ak 2144
1A LEA AT AL BIIR AT 2 B AR G o £ — S8 56 7 S, ASCRR L TR
IR HEAL (140, 5 A PERfEF2EAL (TPF)) (573, BTk 5 ik i i) A 7 2 szl S e iR Ty
B RO AT S (lan, =1 s 3R S ek 2527 I nlHe2 £k slis fl e )
B ANASCAT R BE 204 5 -

[0080] 1 LBy e, ASCA TS (i, SR 1k SR 21 Sl L 2527 bl 4
SIER AT B A SRR 25 A S W a7 BB 2 1A i A 4Efe . B,
KRNI E ) (BN, 1 sk Rt S el 2527 T2 10 SR sk a7 ) sl A se
FI Rt 25 5 v U697 Sl 1 s B s L 2N AR A A — 285ty S R
SCAREE TR T TR S A A RE R 5 i, Bk Ty R s A R E Rk %
TN ITE 1932 15 T AT A R A AT &4 (B, 1 sk k2t &9 sk
H2G2 Pl e R sk ia A ) sk AT B 29 & - N, &2 ] e s T
LA I nss B ok 2 2R 2 AR AU (1) — Bl 2 BRI A o AE — 28 50 Ty &b, &2
Ttk T T HIE I DOT  JElE 2 AR XU 1) — Mok 2 BIORR SAF B o AE— 28500 )7 58P, &2
W BA A A we B o E A I S 2 ik o A — B0 St )y S vp  EASC A T e &
Y (BN, Fe1 skt S e i 255 T2 IR Sk slia ey sl i A S TR ki 254
ST s AR sl dne/ MY 05 T IO FRIRA. o 49140, 4505 T LA R R =R

[0081] U M AFAEAL I BIMEDSN Bt sl B H AR T S5 2R AR S s (131
n,FE A MERTARAEr) 5 BRIRME 2985 0 RNL IRER S S IAFHE L CIRERIT) 5 P 2R e
I3 (G579 L BRI 28) 5 R Bt i 5 s (R R s A K At 5 iyt 28 1 DO RFURE 5 BRI 41
JE DA 2 IR 5 bR E2 A ST LIRS 5 A% s (B0, 7 - & 255 1E (Hermansky -Pudlak
Syndrome) «Z5 I EIEAVAE R LR AERG I AR & AR BR AR S I M 1) BT MR le) 5 4k & T
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4 S AR M (AN AR 4 I B IR Bl M B A il 2 e G S i £
HEAL IR ZEPEfife (COPD) IR R « 1ok 25 2215 S IO A AL B YRR EET A
T SR B B A2 S VR SRR 18 255 10F (ARDS) RS ERTIR 518 (F R
b Pl A U500 B 15500 o 2 PR A 2 5 S 1180 S PR AT LS S5 10 A e B 5 A
IR SI0) ) IIREFLEAY o 5401405 / AR A AR DM@ YR B B 2R 4L CBSIEZT4EAL) 4k A
T T RV (WORIE AR5 B /NG (R BT AR AEAL B /NER B 28 B/ INERBEA S SRkt
BEVE B PRI B /NERE 28 SRk 1y BEVE B /NERATE AL L Tg AT « o I < [ A e AR AR AT B2
BORRERAIE (Alport syndrome) ) (R IV BRI B 48 ; Bz = i fig O £F At (B, i Bz 9o
MERSE FIBALE)  JHFALEL, FIAUFFREIL PR IR 4E A RS YE IR Ve
2 (NASH) ARG VENS G I (NAFLD) #5014/ 5% 75 S RO 2124k (B1an, 1t R 006
JRAF UG & P T S sl 2575 S I R 4L (1 an, 12 PEHCVIERY) 21/ e
PEBERTAN 1 B B VEI 4 5 SRR 2E b, 45140, FAERTR (19140, LASTK GHO'CHIBDIR A7 Sl
PEYIR (laser-assisted in situ keratomileusis)) « fABFLAEAN/ NEZYIFEA) 5 384 Mg
R AR 25 5E (Duputren disease) R4 4E4b . 2 A 7 %5 (cutaneous
scleroderma) JRIRIZHE (BN, a5 IR IS I s AL A AE S , 91 ansh 1o il
Bz 9oi A BE 4047 / £ AEAY Y BE L AR L 1A FPR S L SIS AEREAL,  ShFKAEAL L F5EC A2
S PR R 4R A s YRR FE RS A B AR HE R (Ban, HIZEVEANSC S R) BN
NORE ST A LN 518 £ S AE AN VRO ~ SR 4E LI ~ TR 51 45 4 4 4 AR 2 e A
(Peyronie’s disease) o

[0082]  ASCHRfE | — P s I ThRRIM /7 7, Wk 5 ik A m A 75 2 52l 5 it
FGTT AR ASCA T A (BN, 2 1ak 200 Sk 255 F T e i 4k kv
FIHD) S AAS R B 25 2H S o A5 — 2050 )5 S8, 2l B Cse W ;B Tl 24k
oA — B85 7 S, AT S (B, 1 sk et S el 1 2527 bl 3521y
R S ANASCRT R B 25 S 16T Sl B IR A £ 2EA o £ — 28
ST S A AT Y (AN, 1 sl 200 Sl 25 F sz i Eh s
Vi) BCANASCATER B 29 A S T Sl 1 =3 2 R) BTl 46

[0083]  fF B85 J7 S, ASCA TR A1 (B, SR s it S Pl 25 b ml 4%
XIER AT B A TR 29 A S 69T 32t i ok M S o 1Al Jo il
P, MBI 2575 500 RN/ PRI S RO R AL CIRIRNT) PR ZE P (457799 ik
RN 2) I A (0 R 95 DA R At it s (B URAE « BHAS DO AT I A 2 s Sk E2
BRI AR (BIan, 78 -5 255 AE 45 R AAE R 2R 4B  HOsT & AR R RS
GG TR BT T

[0084]  fF U5 /7 S, ASCA TS (B, SR s it S Pl 25 b ml 4%
XIER A Bk A TR 29 A S W a7 Sl & 1 S e e R A2
LG EFAEL, AOITRSAE IR 1R A ZE PRGNS R

[0085] U5 J7 S, ASCA TR A1 (B, SR s it S Pl 25 b ml 4%
W ER IR D) BANA SRR B 25 S T TR 7 S0l B W R R AEb , WEz ik
B B 955~ LB AR 4 e AR 2

[0086] U5 J7 S v, ASCA TR A1 (B, SR s 2t S Pl 25 b ml 4%

20
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SR BRI BAnA ST AR 25 A S W TR TT & Ot E B 1A L
(IR AEAC BN, SbE/ 2505 10 (ML ZTTE ) IPRS PRI o s T 6 (R 46
i N 4895 75 VHOV) FEIPRSPE5 (NAFLD JNASH) DL R AR PRI 1 2 S Be e ias .
[0087]  fr—LBsTjE s ZE i, ASCA TS (B, SR 1k SR 2 S el L 2527 bl 4
SR BRI ) B AT AR 5 A S TR T7 sl & 1 B R4k (lan, B
AN LT AEC RN/ INERBEA ) o

[0088]  UIASCRTHR B (150 SR hT o e [ dE— 25 - R FE S B AR AL AT B O
JESO I 8 VRIR ZH 2T 8 PR A ik 78 COPD (P FH ZEMEITcHi)  Iish ki s £
HEAL IS 2E IR B LT e AR 28 B 21 4 5 35 4 o h IR i A S0 &
FEAM A AN - S AR 4ELE

[0089]  f—LEsjitE )y Zrh B ASCA I &P (B, Z= sk L2t S el 2 2527 ]
B2 AR SR s AnA SR 29 A S5 R TIRTT SR 4 i —Fhek 2 i At
2l T R A B s A A A s FAA R A B s Al AL a1 A A
— BB T S, PR — Rl 2 27910 G4 Bz I 2S[O 5 4 751 B A s A
BREH .

[0090]  f1—LEsTjE )y ZE i, ASCA TS (B, AR 1k SR 2 S el L 2527 bl 4
ZHIER RSP BAnASCAT R R 5 S TR TY S B 1 R s 2 Biks o it 2
B JH o 2 B B A {EL AL, T B TR PR HRA B 1 ke 78 MR i, o I 2 12 98 KR Rt I P
P (collagenoses) EREH IR ER SR TR AZ (psoriatic lesion) < B¢ 48 Hefilih: K¢
RWIE SIS A S A5 A AR A VRO ROR 2 ) IR P9I b AR A8 -
PIFAZEAAIE (Sjogren-Larsso syndrome) ok ME o £—28 50 /7 5 HH , AT G )
(an, FK1s R S 2527 ol Bes s slds e ) 6T ARG v .
[0091] LBy ZErh , ASCA TS (B, AR 1k SR 21 S el L 2527 bl 4
ER IR 1657 B 2 1R 2OE A0, ASCATHI &8 (Flan, &1 sk
MM A 252 T s SR s e ) -0y by szl ) 2 Mk / o e bt
5.

[0092] e/ T BB AT IO )1 (U FEAR 9 « S PR PE DG %8 LIS 98« RN« B 48 i
I A R 2 VENL PRSI i B30 S A8 L BHIE % TR BT VR I 28 A B 995 J2 IR Ak
R PV R B S T-anfe DA S A AR AL 20 R HE s oI b UaE 320 28T
IR RN TR LR AEL B A8 £ 5 1E (Sjogren’s syndrome) HIAR
W2 (BN, B AE FHARR 2 A0 3 B o e Ve FRIR ) EEENLIC /13 B 5 S Re R s i e 2%
I~ 25 B VR FEPE LR P R G VR 98 IR PR R4 P B A A 7 A 25 58 R 1
PERZ % .

[0093]  fr—LEsTjE )y ZErh , ASCA TS (B, SR 1k SR 2 S el L 2527 bl 4
I ER B IA I H) B WA ST B 25 AL S T IRT T SR B P o A —LE S
e, P SRR @ M ETR A — SR S S, PO S MR -

[0094] LBy 28R, ASCA TS (BN, SR 1k SR 2 S el L 2527 bl 4
ZIER RS B ANASCRT R 25 A S TR 7 4L « ZF 4R oA ite
TR L (BE L) WP 2P 4EReR 4 2 TR B - 274 2 R AR 40 2R 5 Bl i, T 52585
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P o

[0095]  fF B85 /7 S8, ASCA TR S (B, SR s it S Pl 25 b ml 4%
SIER AT B A S TR 29 A S W IR T i « AE— B0 50 5 56 vh , AL
NP (BN, K1 sk ek B 2527 b TRz Sk slim i) s an A Schrse
PR 25 S TR 7 XSG A A R P R A 0 o A — LS Ty S, AN
TR S (BN, s R S ek B 2527 1 AT Hes2 SR sl i ) sl A e dt
(12584 &9 T 10U BT k2D g 4 i 1 B0 Je (R AR 22 A 2 L B i [R] B2 98 (Yamada,
Cancer Sci.,2008,99(8),1603-1610) mk HE R R 57 I PEPOR « By A2 ) (Boucharaba
A,J Clin.Invest.,2004,114(12) ,1714-1725;Boucharaba®s A\ ,Proc.Natl.Acad.Sci.,
2006, 103 (25) 9643-9648) o AR T —MGT 7 S I 12, Wk Iy ik (o Ak 1) 2
A TE TG AR IIASCA TR &Y (N, 1SR S ek K 255 F Al B i)
EREE D) B USRI BEI 25 AL S W) o AE— 28 S T 2 SRR T T — 20
BFETE 128 9097 77, Forp Bk 88 3Ry A boes

[00961 QAT T, ARGE “Seahe” s FE A T AASZ i 0y AR O HAT— 281500 e
1 (B0 Mg i 2B K E R R A RN R A0 T R 8o A A2 AT
BB SRS s I 1 s FLIR -5 PRI O UE B T DR EE 22 GRREE ) B L L AR
o HAth N o ibas B (FARER ST AIBR « B CR 8 200 sl AL JRCn i) 1 IREE) Bk 1 i JIheg
(A ) -

(00971 I i 1) 53 AN R PR 4B~ B0 38 2 M ok E 4 e 1 oo« 2V AR 1 s 1B
T BRBZ I LT s R R TR AR A R Sl R A /RSO U BRI e L IR
Jet B IS PR OB PR MM 21 A A 2R A fde) T IR JBRg I e < s s e 7L
JURIEE SR IR AP SRR LR e 02 PR R A L 0 P S AN L B
Wadia ~ &5 B s < FOUR A RE R IR T 4R bk B2 988 BRI P2 JF9RE (embryonal tumor) - PN
Ti == AR == RO L i U SCER R K I MR (ewing sarcoma family of
tumor) HRIEE A0 AR LR AT H0IRE  IH )0 iE « 5 i (gastric/stomach cancer) 5 151 2858 il
Ji5 (gastrointestinal carcinoid tumor) - F 7[R EUEE (GIST) & iz (8] 5t 4R I deg A 5
YNNI AR BUR B AU 1 195~ SK 800 A OFF) e EE A bRk« NP IR PN
R B AN IR (PN 43 WA IDR) TR P8 PRI B e B ST 4T i £ 240 i 4 A e
S~ IS S VE BRPRE e 095 , SV VR 28 1 T P bR E i 1 s P2 Pk i A i
H 1155 ~ B 400 A 05 e B/ NT i i des « /N i il des « AR SRR bk B 988 12 SR T4 bk 2
B VETEMER IEE AT SR E R R R VRIRE BRE A MAE (Waldenstrom
macroglobulinemia) HELFAHIEEE BE I R B0 20088 | ] 7984 L 195 (mouth cancer) &
VEBEANE 005 B8 A 08 « 20 AP B 69 B R P 2 B i dRE L A AT bk EL IR
A/ Nam e FESE (oral cancer) « IR VB RURE B MR IR 2FAE AL 24N 10988 O Bges I
Bz P BN B g | O S A B 4 R O SRR VS BE TR (ovarian low malignant
potential tumor) IR FLITREIA  FHUAR S5 da « BH 25T IR oo (A SRAAR S TBURE A
SARBE AN IR RIS L B G ph 22 MR JE IRE  TEAART IR A IRE / 25 A 1 B R TRl A
R i A 2 R Gk R S BT A DR Ve B A () 9 A0 Dox B e
PASUYL AR W IR  PRR G SCE PR S I IR RIS R K2 P PR (kaposi) ZEFLHLZR A

22



CN 118339149 A W OB P 21/73

{iF (Sezary syndrome) ¢ i /NN filida « /N des R A 20 PR9RS DR A e 1 i
(stomach/gastric cancer) i I JUIGANEZESNIRZITEE  TAHOIPREL I8 « S AUses e )R
SRR e« FRAR e  PRAED 1 B8 15 PR B s  SNBFRA ARG E R R AT
BN
[0098]  FE—RESjit /s S ASCERBE T —FhiG T S A 10 R B 1 5 7%, BTk 75 2
FFEE AT A SO WA SR AT A T & (Bildn, sk it S e i
252 PR RN B M) o AE— LBt Sy S, ASCA TS 1 (ildn, R 1k 3211
AL 252 F TR ik sk ) v] 06T Sl HOWF IR R Zeai « R hs ko
SiE o IR, ASCATF I A (Bilan, 31 s et S Mel H 2427 E T Bz it dh sk i v ik i)
R DATRTT 52 E I (1A, W R
[00991 QUSSR , ARIE WP ARG A RIS SR i A et MEAINEE Dt A 57
VA A I ARSAILE (BN, BRANRD IR FAHER) (150 « PR 2R Zeedi 1 ERR Al
VAT (o B g A\ RPN 500 £ S AR SeE (ORI s (Al St (PP s
M EEAE BN M PR I RIBEN 7 (IR 13 A7 S R s BT ] D R e I i
BB R G A A R RS (isocapnic hyperventilation) JLEE & /EIG B
N R AE W My P2 A S e 2 iy R PR P M 288 [ B AR R e Ry (steroid-resistant
asthma) \Z=5PERERG 2 PR B S 28 I AR I ot SR S 56 B MR RH FE R s (U dE g
W S S R el AU i 3 ok v s TRD BT T 4 4 A R/ B <3 98 SE RN I 41 41 L ik
) .
[0100] QAT FHIIARIE “Bh” & BT T SRS (PRI L AN I sl P e AT
TR R el A B 1) PRSI A A SR P P A= AR A A A Tt S B i o AT R ey 71T LA 5
— kMR A AR A .
[0101] ALt — B4R, 17 T 9087 sk Tib 52 1 2 N P B SE M Ml 1 7 ik, ik 7 7
FFEE AT A SO WA SR AT A TR & (Bildn, sk 2m e S e i
25 LT B i Eh s ) o A8 RH TR s A B R (AN PR T S S AR
A T Zh ik 26 F TR I 2T AR/ B S A DA S AT A1
[0102]  FE—2E5jE Jy ZErp , ASCA I A (ln, #e1 sk 2tk S ek H 25 bl 8
Z I ER BRI TR TY B 32 iR 4 AR et A A SR, RIE “MA R4
B RS S FRISCAR M 758 SN R AR e G5 A B DR AR AE , EORE (L ANPR T B R IR
Jod SRR st afn s X 22 R R R AR S A A s TR O 5 5 LI
i (CEUFE ARSI D) AR B A A G o T 451 075) 5 DA S A 482 5 T R B i (Al A TR A ) 45
P AIAL B AHETR) -
[0103]  FE—B5jt /7 S ACSCERBE T F TR sl B 32350 I CNSE 5 119 75 725 - NS
B3 ERR PR~ B 46 25 & PR I <8 R0 B 2R SR v DXL PR R L oA s
ARG INFIIHBEBERT S « SN 225 AL / P2 PR « B BE I IR I AN s 4545 o
[0104]  ASGAFRAE TR ST s S 11 LA B 1 5 725 o« A0 SCAIT ARG “0uf
B e AR R U B I P R , BAEHAER T DA R (arrhy thmia) G0
PEEl O = sk B ) 5 BhKOBRRRE AL S HL S0 5 DB 5 OE 15 5+ (cardiac rhythm
disturbance) s CMJLERIM 5 UMV SE 3 UMM BRI BhITICRE 5 I/ 98« P G TR AR 2 B el 41 2

23



CN 118339149 A W OB P 22/73 T

AN SEZEVE DR 5 I3 oI s At 2 By sl 4 G i R 505 5 PN 5 E AT TR
SR QMG PER T 5 i L RIS CoJER U T30 « IS S5 5 IR 5 I P Wied (u g 5 sk
A SRR 5 N5 75 SE RPR T i B s AL I REA 4 a0, A SR A
TR ST Sk I I A s SRS A M I e OV L CAJULBESE « 2 2D kg « 1.
AR 51 Brdk 7 RE e IR 7 A S0 I ASCA T & (Blan, 1k k211
ek H 25 E AT i sk im e )

[0105]  fE—Bbsijit /s 2 v, ASCHEBE T T3 D OBk LRI/ B Py 5 R AR ST S 11 O
R 5 1 Fndk 7 EE B REA A T 2 s S e IR T A S0 I ASCA I &9
(flan, F 1k F2i b Sk 2527 AT B2 R BE A ) -

[0106] At — P44 T H TR0 20 B I W e 110 1k, Bk 7 s e G T
R IASCA T A (BN, FR1skZR2 b G Wek 2 255 F e ik skim sl ) .
B, ASCEEBE 1T BEAR 32 1l s sk TiRT 324 I A im0 75 1k, Firadk 7 3 (0 4 e 1)
HEIT A B IASCA T S (Bl an, F 1 sk 322 ib S el 3L 202 b T2 i Eh sl v 771
) .

[0107] W] D3 e AR 4Hak 2 A0 A e Sk e B IR &5 P 7e Y LGASZ (A I I AE 11 - AL
SRR N LGASZ AT A5 PR S P 14 PT DAZE (AN A P sl 4 22 Hh e
[0108]  fslgn, T DAKE et ek ALPALFFh 6 Fi O S 4 AR e A F LA Hh AU DMEM/ F 1235 5%
Frid g (15,0000 400/ 4L) - R FRIG , AN NS fR R A1k, 4637 C R FF£2304)
B BRI A I TR0 -1 2 IR R AR 303 Bl R A AL DMS O IR AL S W R B 2
FLARSE G 3R I HATIE 22 vbi (B1n, BAT%5/%86 . 20mM HEPESANO . 1% JCIBfTERBSA
[IX HBSS) Mk A LR IEH0.5% DMSO AR AP LA0 . 08nM 2 SmMyE Bl i 243k
JEUSINEIZ0H , H HLAR G 7E 25300 NI 7 20min, (I DA LOnMAS i 20k FE U IILPARL I S5 4 it .
A PIIC, L SN HILPARR S S 1) 54 2 4150 %% PO A5 Wik B2 « 7T DASE I 3%
BARILS BAS BB T FERAAE IC, (H .

[0109] &5 — Al H , AELPABCA 2 0T 2/ NI FASC A T & (lan, F= 1k sk2mafe
Ak 255 1 AT ez i Eh s I M) 161CD - TEPE /ISR T1IRES 25« 2R 5 10 . 15mL IR
0.1%BSA/PBSHI{ILPA (2pg/pL) £e i ik (IV) 11/ INFRER 24 - i DU B AELPASE A e 200,
T W SKARAR /N 2 SR FE T LIS SR T I o 3K A i B 12 U LS B 7 S p LA it 7 -
20°C AR, E BT IE o« 13 LA P DLE AR HEETA (i i) 77 A T
WA A HAEPBS 0. 1% BSAFRPAL: 30FHRE  AnHT ATk 4L 0 M ETA Ty 56
AL ADE

[0110]  LPARH N LM /I ER, FE LR T IZ AR B T (A& I s
BRGNS LR BN |, DA K 22 FhAmBSON , AR 45O (o pE it A K 4z I |
PSRRI B R A R EFAEFE BRI RS o X e /R ] = B 2R S

(01111 FHLPAUHLPASE F (LPA, \LPA,.LPA, .LPA, .LPA. \LPA) /-G 241 Filfffa 515 54
5B o I EBR AR 91 - A 45T 22 S5 Y B 1 38 (MAPK) 3475 IR T BRI (AC) FI0¢R /BT s B
JIEREC (PLC) 18475 / Ca2+ 5} 1 A6 A= PUIS RS Ak t /PKBIEIG A1/ NG TP \Rho \ROCK \Rae FlIRas
MR « FHLPASZ (SO 52 M 1 S AN 12 B S B AN PRI — SR (cAMP) 4143 24 1 14
42/GTPES A EE 1 (Cded2) Ui 22 510 / T s TR 5 1 B Rat (e -RAF) | i s 2k [N s 2 TR
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& FSTe (c-sre) AMMIME S0 (BRK) RGP BEET (FAK) BRI FRR AL #1A]
- (GEF) JH it 5 B erA 3b (GSK3b) ¢ - junZa FE AR (INK) JMEK . JULEREE 25 1T (MLC
IT) A TkB (NF-kB) N-FHEE-D- KA (\MDA) 2 A i IE LI 378 (PBK)  #5 4
JEA (PKA) 85 FITC (PKC) msAHICC3 PN B2 1 55 22 iK1 (RACY) o J LT AW FLAh I 41
it AL R B R ] SRk JURRLPASZ (AT Y, i FRIHLPASZ AR DA SR 7 A T 5 515 7
LPAT \LPA2FNLPA3IL 52 5 S B IR Py SR E -
(01121 LPA, (AHTFICAVZG-1/EDG-2/mrecl . 3) 5 =G G, G G, ) 1K 1T 5
X EEGEE T, LPAIT S LPA V55— SR A ARG S, G0 5451 4040 i 85  ifn 375 S R T (SRE)
W 22 ZURUE AL R 80 (MAPK) (G R T EREME RS (AC) 4 BEASREC (PLC) B47% «Ca™ 5
ARt ARho I -
(01131 E/INRUI AL Ol /N B S JBIE S B B A L S Z2 BILPA, Tk
AU, LPA £ L0 O i G2 S5 1 /N TR S AL OISR JRRBR S MU B S E UL
FFIRRI N Rk,
[0114]  LPA, (EDG-4) it 5 =G 1T (G, G FG,, ) AN SLPAYE S AR5 5 1%
T AEBAE/INSRUIPISE AL B 5 BB S MU R B DA RN RS2 T T 470 e S < JR e A 47
JI I 1 A FR R B LP A ) 3k « LPA ) SRk A 25 P 2t 25 b 13, O HLE 4251 ) L
1037 -AERIE X B 58 ) ALPA L 5 A2
[0115]  LPA, DA SLAANELPAE S5 514 S, AEPLCIEIE  Ca® Bl 51 ACHI ] /5% A
MAPKIHOE - LPA3YE 125 BEANIIRE 401 Hh 193 Feak T B R 5K o A B/ NI SE AL B VAl
/NI O BRI Hh 2% B LPA, 3K o 75 NS, B R I T O SR i 1R =200
JIT < B9 AN (B Jr i v S AR
[0116]  5LPA, \LPA FILPAAHLL , LPA, (p2y,/GPR23) HATAEI 741, 5 i M s A4 R -
(PAF) SZ A (R BLIE BT o LPA A S LPAYE 11 Ca™ Bl BRI AMPRR 2, DL K 564 11 Gs I ThAE
TR ABIEAC, DA S5 HAD G (A A  LPA JE DR 7E B S RAR RO RR B AT B L 2k
[0117]  LPA, (GPRI2) J2GPCRIYIEISHE (purinocluster) R G H 454 T 5LPA SC R I
DI LPAAE NPV UMIE S B2 S Ji T AT iz h ik  LPASE B 178 (1 CD8+ib L 4 g 2
WoRHEER RRRIA
[0118]  LPA, (p2y5) JEGPCRIYMEMR 3 (purinocluster) (K 1T H.45H | 5LPA 5¢ R i
VI LPA & — P 55G612/13-RhofF 5% Sl # MK I LPASZ (AT HAE A\ S BRI RSN Hh &
%o
(01191l A AT ORI T A ARTE B T NATART B R S S A HE R Gk o

CERENARTA
[0120]  {E—ASE )T S0, ARSCA TSP AT LUS TN/ sl T & T T I69 7500 S BRhs
SRAE I — R 2 Bl 3 ANITE T AL S ], Foi— ok 22 FLPASZ AR I I 17697 Fir
P AT EORAE (B, LPARESCESR) MR BN/ SO RN/ Sl R A 2
[0121] AR R S el HL 2527 1 RISz ik sl e , sl 2R S 259
HE W n] A E— Pl 2 FILPASZ AR AR 1 o AR SR g — 2B AR 1, 5 HTLPASZ AR L &
Wy nl DR T0085 A0/ a7 3005 , AnEa s LN 1 85 i « 1 an2heeqb (B, 1B 0k 214k
PO HEFAELL AT O EFAEL - R GeMEREALR) WA TR 2R Geedi e AR B g 1
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P  RIE/ TRE R GHIA ~ FH 47 WA DD AERRAT 5 S 0 I AE S FMS P -

[0122]  /F—Be50jE 5 S, RN T SORER B T 8T FEE 0 Bt sl iE 1 32 10
(B, ) 175 AR R iR B alps i Ho — Fhik 22 AILPASZ 4 (B, LPARHISHERR) (1941
A 2 TS BT ens SR hs sl e AR AR EM/ o R AN/ sl it g o A5 — 2R 507 ) S
ARSCHT R 5 AT DLEAE sl — 20 s IR Y S AT R AT — Fhiok 22 Fhps fiE AHSC 1)
— Pk 22 AT R Bl e BT -

[0123]  ASCEEQE T — M-I LPARR SR I 7 7, Pirak 7 - B i 1A A 7R 2 32l
Jite A SR A SO T AL S (Blan, 1k 2y S el 2527 |l esz i Eh ek a7l
W) B WIASCRT AT T2 5

[0124] 8B )7 2, LPAMHSCESR (AR HABR TR 7 an B (olan, I8 il S O
BZJR) 25 4l e CAPERF % I8 M 28 AR 4l S REAL T 0k i s« AR 2 sl
(regenerative failure) AEPIRSVENRIIIEM 2 (NASH) JHFhERIGR IR FATSE) 4l
ARSI (BN, e hE , CUFE SR SR 6% I AP AP0 i R 2 RS R
P VY YR (Kaposi’s sarcoma) « IR ANIEPEMREL 410 2 M9 (CLL) Ass i f= 22k 4%
F) AR (BN, B850 B A 280 B s (91N, W 2 3ok (TBS) 5 M)
Jo3 (IBD) AR /3 I 5 ) B IR IR R AE ARSI (9140, 1R Ty A1 R BG A e sk pp e e
B IR A DCIERR) A HE IR EMERI S 2S HAE (hernia of intervertebral disk) JHEF
PRAAE IR A BEPRIE AR « N IAPRIESE (F1an, N IRESHERH) B bR A I 2 VB « HER
RI3E (dysuna) FEREID HRBREEI 75 105 AL BAHSCBSR (BN, ZhikkeZE) Rz  iAH
B (Fan, I AESE AR H L) fh VPR AN AR 25 A VIR (BN, ARl AR e T Bt
Jp3 A% (AMD) A R o P A A S0 2 1 A M T B (A B A2 (PVR) IR MR 28 K A
SR AR JFRHEAY (glaucoma filtration surgery scarring)) .

[0125] {5 —BE57E 7 R ANSCRRHE 1 iRy sl B 4Ry i, Frik Oy i B s 1A A
2R E T TG A R I ASCA TR &8 (B, 1k R 2 Sk 255 1]
Bz I ER sk s ) B ARSI A T 25 45 - AN, 5 ik vl LB RE TR T 155 A 2144
1A HEA AT 2L  BIIR T2 B AR G o £ — SRS 77 2, ASCRR L TR
IR HEA (140, 5 A PERfEF2EAL (TPF)) (57, BTk 5 ik s i) A 7 22 szl S e iR Ty
B RO AT S (lan, =132 S ek 2527 I nl8e2 £k slis fl e )
B NS BE 29 4 5 -

[0126] LBy ZErh , ASCA TS (BN, SR 1k SR 21 S el L 2527 bl 4
SIER AT B A SRR 25 A S W R T BB 2 1A i A4 e B
ARSI E ) (BN, 1 sk Rt S el 252 T2 10 SR sk i ) sl A se
FIER i 25 G- vl U697 Sl 1 s B s 2N AR A  AE— 2850ty S, AR
SCARBE TR TR S A A RE R 5 i, Bk Ty R s A W E—Fhik %
TN LA RE 1932 1S T AT A R A AT &4 (B, 1 sk k2t &9k
H2G2 Pl e R skis ) sk AT B 29 & - N, &2 ] e s T
OV A I s B ok 20 2R 2R AR AU (1) — Bl 2 BRI A o AE — 28 50 Ty &6, &2
Tk T T DO Sl B 22 XU 1) — Mok 2 BRI S AF B o AE— 2850 )7 58P, &2
W FA A A we B o A E A I A 22 ik o A — B0 S )y S b FEASC A T e &
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Y (BN, 1 skt ek B 2527 AT s R Eh slia ) sl an A SR ik i 294
S TS, VAT sl M Je R A o 02 , #5405 AT LA ds R

[0127] 5 K A A DI PE50 Rt sl i AR AE AR T« 55 AR AE AR DC I i (191
R A MERTARAEt) 5 BRIRME 29805 0 RN IRER S S IAFHE L CIRERIT) 5 P 2F e
I3 (G595 L BRI 28D 5 J i i 57 (R B 9 A R FCAt) 5 i 28 R R EE 5 BIAS DU 4
16 PR I 5 b B S T LR 5 e A (A, 18 - & 255 1F (Hermansky -Pudlak
Syndrome) &5 I PEREMVIE FR R 2-AEIR 0 A & SRS AN S5 MR (R ST Bes) 5 4k & T
4= BVE RV (AN XA DT 28 I RZ 9 IR B e B A A e 28 R s S 4F
AL GRS ZEPE M (COPD) I K29 « 1R 45 22 15 S I IR Ak 10 AR MR I L B os - Ao
T SR B B A2 S VR SRR 18 255 10F (ARDS) RS ERTIR 518 (Fu
b Pl A 55000 B 15500 o 2 PR A 2 5 S 1180 S PR ATL S S5 10 A e B 5 A
RIS ) B AEAL « 5530405 / AR A AR D M@ MR B B AR il (B IR AT 4L 4k &
T4 BV RV (ARG AR B2 B /INE TR TR AL B/ NER B 28 VB /NERISEAL L Rk
EEVE B PRI B /NERYE 28 SRk 1y BEVE B /NERATE AL Tg AT « o I  [R) F me ARR AR AT B2
BRRERAIE (Alport syndrome) ) (RIS BRI B 48 5 B2 P~ i fig O £F A (B, B Bz 9o
MERSE S A4, I AR PR IR 4E A RPORS YR IR Ve
¢ (NASH) FAEEPRG VNS I3 (NAFLD) &1/ 255 S JH- 244k (il , 1 6 2205 )
R 5455 A PR R PR A S A lolos 25 U5 IR 22 (114, 2 PEHCVIEEEY) R PR/
FEFERTRN 5 o VEITE 28 5 SKBUES A4, Blan, R (1A, LASTK QRO #i 5
JEHIR (laser-assisted in situ keratomileusis)) « FAIRFSAEAN/ N UIFRA) 3 B4R
R EHEA 45 5E (Duputren disease) SRR 4E{l - Al K29 (cutaneous
sceroderma) JRIRIZHE (BN, 205 75 FRUEARSS 1) 5 FHABLFAE B , 1 an 45 o9 Al
B2 s A R0 / 2P AL B BE LT AEAL L I FEARZE  ShITK ol AERE AL, « S AEAY, 5 B P 2 i
I3 NS VEIRE AN 105 R FE 2w B RS AR HE R (40, PHEEMEAN S )  FE NI
NRE T A LI 18 £ S E AN VRO ~ SR 4E LI ~ TR 51 45 4 4 4R AR 2 e A
(Peyronie’s disease) o

[0128] ARt | — s so A I ThRRIM /7 1, Wk 5 ik A im A 75 2 52l 5 it
FGTT AR ASCA T A (BN, 2 1ak 20 Ak 255 F T e 1 4k ulova
FIHD) S AAS R LR 25 2H S o A5 — 2050 )5 S8, 2l Cse W ;B T2 4k
A — B85 7 S, ARSI I S 1 (B, 1 sk et S el 1 2527 Tl 3521y
R EAFI) S ANASCRT R BE R 25 S 16T Sl B IR A 2R o £ — 28
ST S ARSI S (10, AR 1 s R 2 i S el B 2527 1 RSz (i Eh sl il
V) B UNASC TR B 25 S 18Ty 32 TR - B TRl T MR T 42

[0129]  FF 2050 /7 &b, ASCA TR S (B, SR s it S Pl 255 b ml 4%
R SIE T S AT R 25 A S T 116 Ty 32U B sk 18 R 5 o [R) Joa M il
P , WBIEVE 29905 500 RN/ BAEE 5 SO ARt (R N ZE I (457159 i
RN 2) I A (B0 R 95 DA R At it s (B URRAE « BHAS DO AT Y 2 s Ik E2
B IR st (BN, 18-S 25 E S5 PERRAUAE  ph 2R 4EIR RO & AR A
GBS ) o
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[0130] LBy ZErh , ASCA TS (B, AR 1k SR 2 S el L 2527 bl 4
SR BRI B A SRR 5 A S Y TR Y & i S e HEHE A2
LIS EFAEL, AOITRSAE IR 1R A ZE VRGNS R

[0131] LBy ZErh , ASCA TS (B, AR 1k SR 2 S el L 2527 bl 4
ZIER RS B AN AT 25 S TR 7 SR B R IR AT e, anpe ik
B R 95~ S LB AR 4 e AR 2

[0132] LBy ZErh , ASCA TS (B, SR 1k SR 2 S el L 2527 bl 4
SR BRI BAA S TR 25 A S W TR TT & Ot E BN 1A L
(IR AEAC BN, SbE/ 2505 10 (ML ZRTTE ) IPRS VR o s T 6 (R 4%
i N 48995 75 VHOV) FAEIPRSPE5 (NAFLD JNASH) DL R AR PRI 1 2 S B .
[0133] LBy ZErh , ASCA TS (B, SR 1k SR 2 Sl L 2527 bl 4
SR BRI YD) B AT AR 25 A S TR T7 sl & i B IR 4Efe (ilan, B
AN LETAEC RN/ INERBEA L) o

[0134]  QUASCHTER B0 SR mT o fiE (W — 25 - R FE S OB AR AL AR TE B O
JESO I 8 VRIR ZH 2T B PR A ik 78 L COPD (P FH ZEVE )  Iish ik s £
HEAL IS 2AE IR B LT AL A 28 B 27 4 5 35 R o h IR A S0 &
FEAM A AEAN I SR 4ELE

[0135] LB )y ZE i, ASCA TS (B, SR 1k SR 21 S el L 2527 bl 4
S ER BIA ) s an A S TR 29 45 P v T I6 T COVID - 19/ — ik 25 FhoiE
N

[0136] LBy ZErh , ASCA TS (B, SR 1k SR 2 Sl L 2527 bl 4
IR BRI ) sk A AT R R 25 A S m] TR T A2 HERH ZE 14 il (COPD) .
[0137] LBy ZErh , ASCA TS (i, SR 1k SR 21 S el L 2527 bl 4
R SIA T D) S AT R 25 40 S v T T IR T AR R

[0138] 1Ly ZE i, ASCA TS (BN, SR 1k SR 2 S el L 2527 bl 4
SR SIAFIA) s AT R AL 25 A0 S ] 67T 2 AR .

[0139]  fE—LEsiji )y b B ASCA I &9 (B, Z= sk L2t S el 2 2527 ]
B2 AR SR s AnA S 29 A S5 R TIRTT AR 4 i —Fhek 2 i At
2l T A A B s A A A s FAA R A B s A AL a1 2 A A
—BE S Ty SR, iR — il 22 b 2790 G B2 Jo 2K [ L S5 4 751 B A BRI AN
BREH .

[0140] LBy ZErh , ASCA TS (i, SR 1k SR 2 Sl L 2527 bl 4
ZHIER RSP BANASCAT R R 5 A S TR TY S B 1 R s 2 Biks o it 2
B JHR o 2 B B A {E AL T B TR PR HR4 B 1 ke 78 MR R, AR I 2 2 98 KR Rt eI P
P (collagenoses) EREH IR ERER TR AZ (psoriatic lesion) B¢ 4¢ Hefilih: B¢
RWIE SIS T D A5 A VR A VRO ROIR 2 ) IR P9I b s AR A -
PIFAZEAAIE (Sjogren-Larsso syndrome) ok fE o 52850 /7 S HH , A AT IIE G )
(lan, FR1s R S 2527 ol Bes sk slds A ) 6T ARG v .
[0141] LBy ZErh , ASCA TS (B, AR 1k SR 2 S el L 2527 bl 4
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SR SIAFI ) TG 7 sk 52 8 B AE o BN, ASCATHI & (D, K1k
P B R 25 b AT s i R s A ) TR T sk R 2 1 AR R/ e e
5o

[0142] 584 /S Be B AT O EO FE AR « S R P DT 4 L I3 98 RAVERGI 2 4 B
I A W VR JUL PPN « 1o BSOS 28 (B 26 < TR DS IDE 28 A BZ 905 2 [R] Afe4Ac
MR (R VEEE T AN DA R I 4R AN AL 20 FEAE A HE e AP UE 0 2L BE
IR R TR LR AL BR8£S 1E (Sjogren’s syndrome) HHAR
W2 (BN, B AEG FHAR R 2 A0 B o e Ve FARIR %) EEENLC /13 B O S R R e 23
1ML~ 25 A MEREAY, S R A IR AT AT 2 S I A A IR 3 A TR AR A A8 I M S5 5 58 R
PR % .

[0143]  fF 20505 77 &b, ASCA TR S (B, SR s it S Pl 25 b 4%
I ERBIR D) B AR R  Z5 W A S TR Ty Sl B o £ — S 50T
S B S PRI BB Y EBIR A — LR S T S, PO e MR -

[0144]  FF 20505 77 &b, ASCA TSP (B, SR s it S Pl 25 b ml 4%
W ER IR D) B ANA SRR B 25 A G- TR 7 AR AU « ZF4ED LR s A i
IR AL Bl L) £ 4ERIR 2RI AL« SR 4R 2 R 2R 4 22 ELAM R I , T S5-3K
P o

[0145]  fF B0 77 S8, ASCA TR A1 (B, SR s it S Pl 25 b ml 4%
SIER AT B A S TR 29 A S W IR T e e « AE— B0 50 5 56 vh , AL
NP (BN, K1 skt S ek B 2527 b aTResz Sk slim i) s an A Schrse
PR 25 S TR 7 X H G A A R P R A 0 o A — SO S Ty S, AN
TR (BN, 1 sk R S ek B 2527 1 AT Hes2 SR sl s ) sl A e dt
(12584 & T 100 BT i 2D JF g 4 i (R B4 T (1 AR 22 AN 2 L B i [R] B2 9 (Yamada,
Cancer Sci.,2008,99(8),1603-1610) mk HE R R 587 I PEPOR « By A2 ) (Boucharaba
A,J Clin.Invest.,2004,114(12) ,1714-1725;Boucharaba®t A\ ,Proc.Natl.Acad.Sci.,
2006, 103 (25) 9643-9648) o AR 1 —MGTT S I 12, Bk )y ik (o Ak 1) 2
A TE TGS AR IIASCA TR &Y (N, 1SR S ek K 252 F Al B i)
ERETE D) B UIASC TR BEI 2 AL S W) o AE— 28 S T 2 SRR T T — 20
BT 128 9097 70, Forp Bk 88 3R 7 AL bl

[0146] QAT T, ARGE “Seshe” s FE A T AASZ 0 s AABERO HAT— 281500 e
2 (B0 M i A K E R R A RN R A0 T B 8 A AR50
BB SRS s e 1 o~ FLIBR -5 PRI O U B T OAREE 212 GRREE ) B L L AR
o HAth N o i B (PR ST AIBR « BE I CR 8 200 sl AL JRCan i des) 1 IREE) Bk 1 i JIheg
(A ) -

(01471 JesfiE ) 53 AN R PR A8~ B0 30 2 Ve ok ES 4 e 1 oo « 2 B AR 1 s 1B
T BRBZ IS LT s R R TP AR AR R iR A /RSO U BRI e L IR
Jet JBE IS PR OB PR MO 2 A 1 2R A fdeg) T IS JBRg I e < s s e 7L
JORIEE SR IR AR SRR LR e 2 PR L A L 0 P R AN L B
Wadia ~ 65 B s < FOUR A 9RE R IR T 4R bk B2 988 BRI P2 JF9RE (embryonal tumor) - PN
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Ti == A T AR == RO L B i O SCER R K IR (ewing sarcoma family of
tumor) HEIE LA RE LA iSRE A AR E B i (gastric/stomach cancer) « 1718 255 i
Ji8 (gastrointestinal carcinoid tumor) . '&5 A71E [F]J5T9g (GIST) & Rzt (7] B 40R0 08 « AE 5
YNNI AP DU « B4 1 95~ SK 00 A OFF) s B2 A7 bRk« NP IR PN
R B AN (PN 43 AR IDR) TR P8 PRI B e BRSSO T i £ 40 i 94 A e
S~ 09 S VE BRPRE A E F 095 , SV VR 28 1 T P R E i 1 s P2 P A e e
H 1155 ~ B 400 A 05 e B/ NGT i i des « /N il des « AR SRR bk B 088 12 JER T4 bk 2
B VETEMERE IEE AT SR E R R R VRIRE BRE A MAE (Waldenstrom
macroglobulinemia) HELFAHIGEE BE | R B0 20088 | ] B2 984 L 195 (mouth cancer) &
VEBEANME 05 B8 A& 06 « 22 AP B a9 SRS P 2 B dRE AR AT bk EL IR
e/ N fifisEs TSR (oral cancer) « IR VB RURE B MR 224 24N 10988 O s« I
Bz P BN B g | O S B 4 R L O SRR VS BE TR (ovarian low malignant
potential tumor) \FBRIE FLRIRANA  HHR 55 g « A0 W es oo (A SRR S TURE P
SRR NOIR AN L aa 2 SN 2 IHVRE T (A8 3 A g / 22 Mk e R R s i
NI U MR R A P2 AR Gk IR i A s BV B A it () S A0 S B4 e
IESUYLPATRE PRI  RIES U SCER RIRE 5 I RS  RIEE RO P PR (kaposi) WFEFLHLZE G
{IE (Sezary syndrome) ¢S /N0 il s « /N1 - 20 PRI L AR A i s 5
(stomach/gastric cancer) g I IR THEENIR IR TR IR « S2 AL Mg iR
A R R B 1B YR A e A3 ARG I BRER 1 IURE AT B
LR -

[0148]  /F—BU5TE 5 Srh , ASCER ML T — Gy 323 i R RS 1 5 1, Pirak 5 ik
B IR 7 A3 SR I WA TR AL AT A (a0, R Lk g2 b el i
25 b TR R BRI D) o AE— BRSNS ASCA T S (B, R 1k 32211
AWk 255 al ez i Eh sk va Ak ) AT -1 T S22l B IR AR e « B As ol
FE o BN, RS TR S (lan, Fel s aR 2ot S ek 2527 1 a2 1 £k slis sl e )
RIPAIETT 2l [y (U2, 12 PR ) .

(01491 QASCHT T, AR B WP R Gl se Fras s SPPI s B (A S MR e PR
VR SCUE I ARSSHIL (B, BRI R ) FRRER) [R50 o PFIR 28 Geedin 1 A PR Al
PEAG- - E FEEEN « Al NI 508 2 A AE A e (ONAIME) 1t R e (PYERTR) 1B
oV EEE S A P e W PRIty 1 [ g 2t B S DT IS e D AR A e 2 o
BB R G A A i RS (isocapnic hyperventilation) JLEE & /FEIG B
N R AW Ry R AR S VR gy S IO PR iy L R [H B AR s (steroid-resistant
asthma) Z= I PERERG 2= PR BeME 2 58 L AR PR B0 S AR B PERH ZEVE TSR (4518
PE S 9 sl AU I 2l bk v s  TR) TR il 40 A A0 / 5 Al 98 e AN ME 2R 241 L A
) o

[0150]  GrASCRT AR IS “BER” & FERFIEAE TSR I PR (PN PRI  SINERL PR B 5 e
BB I Bl A B SR R) TR B A A Bl R A AR AT Bl B A5« KB T LA
— kAl FHARIA R

[0151] A8tk 1 -0 7 sl s s2 i35 @ Ve BH ZE M ifeea 11 7 1, Finik 3 i
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I TR T A O A AT A AT RO 4 (4R, SR s e i e S el H
2577 PR R Rh B ) o 18 BHZEVE D (10 B A0 AR H AR T8 U8 R Bk
St Bt s s ~ TR STV 2T RN/ Bl RAE LA S LA
[0152] (857 S  ASCA TS Y (B0, AR T BRI Sl L 257 b n] 4%
S EREIATICY) FHTRT7 S s i A AR BT ARSI R TE “ph e R 4
BT 2 TR I AT BE BN A P2 R e S5 A B RERINE , AR ELANPR T Bl 7R i K
o TR BRI X 28 A VR AR A A B0 Bl O Bl TR 81 O fry A LA
JiE (AT ARITIRERE SR BE B 451077 5 LA S AP ee 205 T O BeehGs CApaR A T VEAETR] 4
IR L)
[0153] 85ty S rh , ASCHR Bt 1 HI TR 7 e P S ik 3 IO CNS R A ) T 125 - CNSPE
B ARBR A1~ E0 48 25 A AL 0B 00098 ~ ] 218 TR DXL it i, R0 PR e I
AJE KN RERERT « K Im I PR 2L / AR MR B A 05 T KA AT K A 461 405 o
[0154]  RSCIASREE 1R ST BRI, 36l 1Y L S PRIR AT 125 o« AR SCRT FH A “0 i
BN S TR U R AL B OB, AR AR T DR (arrhy thmia) (05
PEEOO = VEEPIE) 5 SIS HL R E 5 D8 5 DIIE T A (cardiac rhythm
disturbance) s CMJUBRIAL; CoJUREZE s CJIE IS SR 5 1A 28« PP X Bk st B 2L 01
SNEIBAFEVE BRI 5 i+ Ul Bt s ke 21 R PRy F PR 05 5 PR o R AR v L TR
S OO PR 5 s I S ARERSA COIRES U 3008 « IR S 5 AR 5 IR AL (B0t S5 Rk
T S WRCAR) 5 I S RAE S SRR T2 — e B s LU Thae A 4o 1, A ff
T TR S i s WA Sk P e FL TR BOE CJULBR I CJIURESE « = SR  if.
B FORIR AR5 1% BT 7 i A e HIE Y 7 A U A AT RO B (B, A1 a2y
AW 27 E TR R ER IR D) -
[0185] ¥ —BB5jin Jy S, ASCHR B 1 T 080D o IUBR R/ sl PN 2 3= AR e Je FR) U
AT 15, Bk 5 TR AR 1) 7 ) Sk & e VA 7 A R A AR &1
(Bilan, RS2 WL 2577 T2 R BRI LD) -
[0156] ARt 7T D S sl A A (1 5k k7 i gt PR T A
BURHIASCA TS (D1, R R S a2 T s i SR sl ml (e )
B ASCEME T TP AR Sz i e BP0 521 a5 8k, Firad 7 0% A 3 ite
BT A BOR I ASCATTIOE Y (a0, A1 sk 200 S sl H 24577 E TR sz (1 R slira 1)
(&7)e

A SR AR
[0157] AR Al VA WA S e
[o158] 4 HIfEZGMIN , ACSCA TR HIML B (B, SR B2 B 255 E T2 i
R (R H 27 F R AR 2 b sl A nT AL A & i Ui Hi o
IXEELH S RE LA 2 U BT AT 3 e, S LT DA 5 R pe e H , i R T- 2
A B R AIR T T I AT B4 BHRTT A SAHIR T DK it T AU ST (03803 ¢ 3R B IR
FIRIDRE ., E045 e PN S BB R B 10388 125) TS (48, ai i DR N BN SR ke U %541, A
WA s A N E ) R 8 Sh o HRE T AT LB FEBC I - f R — R i R
K (BID) Jite I 71 o iz 75 it FH A A Dk PN BRI B2 S RIS PN LN Bl S sl 5 2
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JTLPN , B PN 5 2 PN e T » 120 T8 AN P T DA B B A 7 v Xl 3 T DA i ek
PSS AN P 29 45 W A il b T DA A 47 R W 70 KRy S e 790 S P R
B 8 70 AR ) 5T S 1) S TR A MBS o B IR 25 AR PR R BT A R R Jo sl b P R o
BRI P DA T 2 koA B2 o

[0159]  ASGATRME T Z5W24L5W, B 2524 5 S A VR TE YE R AR SO TR &
Wak B 257 b AT R Eh sk e (B, 21 sl R 2t S el H 22 b T 32 i #h sk
) 55—k 2 R 2 b s IRIE A G B & 910, i FHASCA TR &
Wak B 257 b T2 I Eh sl e (B, 21 sl R 2t S ek H 22 b T iz i #h sk
W) 25 (R 25 51 o A — 205 7 26 vh L 20 5 W T T R it o AE & A SR
LRGP RS 1 iy STEFITE S, ISR ol B e XA AU P, iy
WEA P AE /NG (sachet) VARER AL A SR IOTE A U ERB AN, & 1]
DB A A SRR, Frd Rk 5e M i 1 a0 I 1 R sl A ot IR, 259
RIDAAE T 17 AU SR B9 /NG 70 P 791 FR8 A 791 L) R R VU35 (P
EMASAE AR B O A B PAE YR S PIE R T R 210 %) OB AR
P KT TC R SRR A ARG R AE — 2R 3007 &b, 2 S Bl il 1= 1
Rt FH o AE—28 50 5 ST, A5 W [T R E /) o o A6 —BE S0 5 S v, 25 e )
BT E

[0160]  ASCit— B2t T ESAASCATT I S W al L 25 1 a2 ik alas it i (1
W, T2 Sk L 252 T e 2 R Eh lds Al e ) 55 255 b a8z e 1 25
WG A ASCA T S ek 22 T e sk sl Al ey (i, SR 1k 3218
EPE 257 b AT R sl I A s M s T 25 2R &P vl DA AR o R 2
MR BLE AR A SCA T S sl H 22 1 T sz i sh sl sl (9 an, 1 sk by
AWk 2555 1 Al DAz I ER BRI e ) 5 2o Rk S TR 6 R il 2% o A AT AR ]
V2 B, B TRy BB RO &2 (9an, IR B AN oS85 75 & 508
ERENEYEERE Sy

[0161] Sl 2527 b2 N HAGE AU AN o 1IX BB 24527 | A a2 I Bl Rk 1) — 28
HEA AT DA i the American Pharmaceutical Association and the Pharmaceutical
Society of Great BritaintHJik[JThe Handbook of Pharmaceutical Excipientsiifk
EI

[0162] P 25 Al S i o L DR AR KB R, 4iPharmaceutical Dosage
Forms:Tablets, 28 Jik, #1Tk, 26 1- 345, HLieberman®E A 445 ; Pharmaceutical Dosage
Forms:Parenteral Medications, 281-24, HAvis®: A 4#E ; fllPharmaceutical Dosage
Forms:Disperse Systems,251-2%5%, HLieberman®s: A 4##4E ; fAMarcel Dekker, Inc. HHfik.
[0163] 245 I Al 32 BMEIE A B FAE AP T 251~ 337 s Se A0 B0 s A IR IR R ; R 5 A
FU 25tk A 9 (SEDDS) |, Uiid-a- 2L Al 58 £ K7 100035 FARRTE ; LA 25571 80l FH 2 1
WS, dnTween RIS VDU (poloxamer) Bl Fh SIS eb A FL 44 s V45 11, a0 A I
IR s SR, AR R« tris H SRR LI BYER LU 2SR B s Yo AAEL P B RS 1 iy H- b i
T K SR o AR T, AR FRS A 1 BETR S B TR S L UL B s RS A
PORE ; = RERREE ; IR SRS E i s 25 T 2FAE R M 3R O s s R IR A A R R
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PRI s I 5 58 O - AR IR IR B R W5 DA M- NIE  BIRIPRS (Wa- BRRIPRS < B - BRRIPRS A1
v - IRRIPRD) sk B R AT A R B LTINS (B 4% 2- M3 - R P 5L - B-IARITRY) Bk
FAth S g AT A= Wt v A 3G A A ST B2 A S Ptk o i LA 25 3 450005 %
100 % YO NI SO B BRI A S5 AT HLE SR80 G s 75 s ) 77 A sl 2 5
Wi P R A ST LS 0.001 % - 100 % AE— 507 5710 1% -95 % A1 73— 50t
J7 R T5% -85 % AE T — 9205 5 W20 % - 80 % [ A SCEE AL b 2 Sk o I 28 1 25512 1)
SR T ARSI BN G RN SR T RE 1R s #1470, 2 DlRemington: The Science and
Practice of Pharmacy,f522)k (Pharmaceutical Press,London,UK.2012) ,

[0164]  fF B850 /7 v ASCA T S sl B 2527 T alT iz i shalasw ik (olan,
Tl A2 A PE B 2527 1 AT Sk skid s ) sl AT SR Iy 294 5y ml DA
A AT T2 e s 2 e 1 A s SR A2 3 o AT e I i T 2 R AN IR 48
B R B BN S SN AU N S N RN L TR T TS AL S B PN S R S Y i
Pt P AR ZIIK N BN S AL T AN VBRI RN B N B N R
ENZINNNSE=EN N - NS NN e N NN R NSNS N <y S e
JEEPN SR ALY VBN VBTN BN B P S U P RPN S (I, B p) 5 L IR B E A
G R ERRIEL B R (RON) B2 B N RGBS VONT BB BRI B U R PR
PRAGANIHAE « £F —2E 5056 5 S8, Ui T2 0l B Ah (lan, & )

[0165]  fF—2L5005 )7 S, QAT IR AL A AT I 7 (ansR 1 sl R 2t &)
o H 2G5 b AT IO SR sl is ) sl 25 Al & v ARSI T T B AN T, 49 dnpte i
T 22 SR  BE P PN ik A W JULPN S R B sl IR PN s 7 5 o 81, e 2R EH S5
RTDAIES RIS 790 A D i A i o el TR A 79 o T DA B8 & T A7 S 2 RS A ey
il IR IR B B [ ATE 2 I BRI T AFLAL « S T AR TF SO, b 2L ) b ) o 25
B ARGURE AN B0 I o F — 2500507 S, 0 AT B AN T Bl , e 25 5E
H ATV R S RE R S R O R SR A BOR

[0166]  fF—2L500 )7 S, il 5 TS I 2o AR TC R /KA TR o0 Bl s (0 5 2 R
W AR AR P R A EC S 5 PAST T I I 88 0 B P SV sk o3 SR M TG Rk R o £
— BB T R, BT B A UE TC IR I I B AT By i3 S TR B L 2 Ak ) « £
— BB 7 e, Fr e A LG AL A5 B RO ARE 1T B A E DT AE Y (a4
PRANELIRD 75 A E RSO0 N ORAT -

[0167]  {F—285055 /5 2 b, ARt AT DU i 9 5l BOn ot , W i 770 koo #on e & 1
WK CBE 2ol (B, Hdh P AR R SR 25 A R S Y A KA -
AE—2L 57 e, A anai o o AR RO BEAR) | 25 s BRI IR O N i e Ay 22
R B, DA R b (58 2 i R, AT DAAEREE 2 i sl o £E— 2850 7y € vh, B 1R A=)
(E AT DA et £ BT am s A s i 711 (B0, 300 FHEREE 0 1 B 2R L0 2R i
MR 5F) Sk B o £F — 250007 S, WARSHEA, U ab ok Sl . A8 — 28500 )7 S,
WA E P Al TR W) 2575 (B4, S IR R sR AN ) |, AT DARER Al 5 40 511
Ao

[0168]  fF L85 /7 S H, JoIR AT AR il AT AT S (B, 1k k2
G Pk 255 1 AT sz (N Eh s A ) R IE T2 N AT DA EAIASTE &M A ke 4y
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I8 YA, SR A T SR BRI R A28 1 o A — SR S0 5 v, A B s A B 5 2
B BB FCH IR BN TR Y, B iR A W848 S5tk SO Bk A B34
AL Al o3 IR RS AR 43 o A5 — B8 S5 8, JCIRIRY AR T 85 e I P i S AR - A
— BB ST S e T R S TR R T REOR i e i e R o R AR A
TRy TN _EATAT 53 B2 o TR R o
[0169]  fr 205y S AE/E RIS FUET N ek B A A 1 B G A S vh ml il ]
258 b AT IR B AR EAN R T DA R AR — A A AT ] e H s & R
G U5 CAEMERE ) PEG (WIPEGHRRES) « HH & HACEE B R AU 1A b
W KB RINE O iR SR O REIEIRER R A AR K EE R A
WIORS B G0 L BB R FH R vanoxid  SBN & HURSIH &5 KA R L
BE P PR LR PR  FH 6 S8 352K FHRR B0 PR B S R R B . — ORI R
& (carbopol) ISR HHR R 58 £ I it Al s S 1k IR B 2L S IR 25 BRI (cocoyl
caprylocaprate) SN P 5 TRAARCAT I 2 TS RS - (i AR U8k A bR ) L R
PR e IV it s L6 A A - R O PR R AL R B (MSM) W FLIR « H 2R W AR 2% (I
AEA: ZAFIE) TR
[0170]  /r—205iE )y S b 445 Al DLB e KA SC A TR &4 (BN, 1k R 2iie &5
o 255 BT IR S sva ) sl A S TR 25 40 5 5 G I e R B U
FEk AR Rl AT g 2R R SR TR A RS BT T S O sk A (m mp
BB TR ) A RBRE N A A AR N ST LN B T R IR
S A A AE—20 50 7 2, T Bl I A5 23R .
[0171]  f—Le5 )y 2, AR BEASC AT S (B, 1 sk R 2 &4
ok H 2527 bRl Ee I Eh el A ) sl = 20 46 Wt e il e o 10 ikt PP 7 =X (431
an, EHAR SR ) frissis 2 M B ukGTiE »
[0172] - —E570E 5 6, T 0 Iote 1 [ A 77 28 G i s 4 = 791 L9 SRR Uk,
I o AE—LE ST Ty ZE R REASCA T S el 2527 e ISk skl (B, %1
B2 E Wk L 252 b T2 W Eh s A e 5 — Mk 2 22 1 nl 32 (R 7
UFTIGFR AN e R —A5A1/ 5 DL N TR G« a) SE 50 A sl 8 5 551, Ay  FURRE S FRERE A %
Wi H BB ANRERR 5 b) RS 7, AR FHEL AT 2 2 iR 26 DRI SR S M I el 3
BRI AR 5 ) PRI, Q0 H s &) JAAR, an3at g BRIRES « AR Bk REBER: TR |
SEUCTERG SR ANERIR AN ; €) TAVRFH 771, 2t s ©) WIS e 2t 7, i b &0 ©) TR 51, 191
QG s AT ISR H TR 5 h) PRBA 57D, anmnted = ANBZ I A 5 DA K D) T8 5750, ands A g
FRAS I ISIREE B & % « AR IRR B M TR S o B, AR e« 75 B AL 1S
U FURE AT LB B 2R ] o AE— B8 S5 S, S A TR S A T AR 5 7
FHF5 FH A UR sl 0k DA M i - e 2R C B S IR 79 P AR I 78 A A e e v
[0173] L5 /5 2, 294 S ke R T anohu s sl 70 s A 2R R e X, O LA
I, Brk AP ] DLE A 5 AT R ASC AT e &9 (B, 21 sk 2t Sk
F255 P Tz 0k sk s e ) — S ARSI, QU R R 5 55 5 TV 771, 4
NERRER S s DA KCKE 577, niehs ~ BT hr A e « 58 SO e s e i B IS 7 4 35 A e R AT AEW
T AL RS T SRR E N 5 — BRI AR O BOR]  BRIE ki (marume) 7 7 ok 7 &
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I FIA0 , e R PR AP0 PEG T8 b k1 24 88— H IR ) f 58 7E 4 (W ficak2f
R ELURAE) W o A — S0 7 P IR TS T WA AR —Fhak 2 it S 259
W NE A PR 15 B A28 s ildn, B & 25 ok i I 4 (Bl icderh
R FD ;s 2R ZE= P (gel caps) &5 o fF 2050 )7 5, I8 B 1 T i A AE
BB R

[0174]  FF 2050 7 S8 rh, At AR | A2 A S o] DA 2 il FLAK 7 20 ek
AR B AT T 903 Al A P A sl B 1 B 741 o A5G, 5 1973 6 710 AT HL R 45 431
WIRP P MR -

[0175]  fF 2050 7 &b B AR o T H— A S A BB B A0, X BB 2 &
YT DAl i R AR R R BRI B o AE— 28 58 5 S H 6 1 A IR A 2R 571
A7) MRt , ANTE SR B 0, S5 2580 /[ 5 /b T 2E (United States Pharmacopeia/
National Formulary,USP/NF) bRt R DL 0511

[0176]  fF 20505 /7 v, WA R AL AT AT F A S (B, 1 sl 2 54
sl HL 2527 bR i R AR ) sl 2 A e w H TR R o AF — 2B STy
Z  IRES A S AT A FE AR T LA N — Pk Z2 50 RiokS (viscogen) (40, 72 HH &
2P ZR H I R SIS BER 3R GRS 5 RRuE A (B, & Jeve (pluronic) (it
W) ERRIRS) B8 (Ban, R FL S5 (benzalkonium chloride) \ETDA.SofZia (HJIER N
g BB AN S L 5F s Alcon Laboratories,Inc.) JPurite Fa @A A E 5W;
Allergan,Inc.)) .

[0177]  fF 205005 7 &, WA R L AT AT & (B, 1 a2 549
sl H 25 b AT Rz i R sl A ) w2 2H S P e B A P 1 B R OR R Je ST T
(BN, 2B skaB B o A28 500 S, SN AL AW T DAL RE T DAL o A2 — SR 50T )
S BT S U BT IR sl A T AR P [ AR R o A — SR ST S, A T
Svir iy spad FE B AR = 8 BICh: (b v iR N o S TR NI | I e SR VR [ RN PR (N R = B
JoT AR PR PR, I L2 AR FLAC A KAH 5140, AR, A I AR LE “PER” 4,
A TR AT T 0 R el IR A B 5 R AR I TR, AEZKAH O PARR 0 o e o T
JFHA0 S R o A — 28 50 7 S8 b, FLA RS Fh A FLA A R AR R HE
BH S Bl PR R TS PR 7 o A — 28506 5 58P, (G A AR S BN BEAE , e BRI 2 1
PERSUE S ORI B BB .

[0178]  FEAT—ARTRSLHE S S, ARSI R AL 25 A0 ST LA & DA R rp)—Fek
Z I TR RZ ARSI S E A A T B2 28 (D, L-FLBR - - £ 7R [PLGAT Bk
ST RN ARKURT TR , DA EPR 2 FUBIR 53 8 TR PR

[0179]  FF 2050 /7 &b, ASCA TR S (B, SR s it Sl 25 b ml 4%
SR SIAFIC D) (F R R T 2 MR Z R AE Y, TR N 22 AR AR T 325 1 28
AU VRS AR VIR R R A , S RS RE (R AR, Tit T R LA S A S Pl
255 1 AT N B B M TS 1 o A — 28 56 5 S8 vp, R e I L i >4 77 v ] A
WAL BR AP AT BOR N BIAAE - AF—2 50067 Z€ b, 58 H A AT DA B2 HAE— 3
RNAZ Ay skt Bh iR e Sas ik 11 7 i H .

[0180]  fF—B5ji J7 S KEASSCA T A1 (B, SR 1 s it Sl 25 ]
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Fe R B ) LAZ)0. 0128 251000mg [ 771 it FH o 141, 290 1 5 2)30mg s £)10 % 4
80mg.ZJ0.5F 2)15mg . 2)50mg £ 2J200mg + 2] 100mg £ 2J300mg « 2200 2 2J400mg « 2)300mg &=
21500mg  2J400mg £ 2)600mg « 2)500mg = 2J800mg « 2)600mg & 2)900mg . 5k Z)700mg £ %]
1000mg . 7-—L 5 JiE 5 S, A e IR A 380 -
[0181]  fF 2050 /7 v K AT R L A ST A T A (B, R 12 &
Wk B 2577 b TS i b s A ) LAan B g - 290 0002mg /Kg %2 2)100mg/Kg (141
1, 290.0002mg/Kg & 250mg/Kg ; 20.0002mg/Kg &= 2)25mg/Kg ; 210 .0002mg/Kg &= 2)10mg /
Kg;#J0.0002mg/Kg % 215mg/Kg ; 2J0.0002mg/Kg = 2 1mg/Kg; 2J0.0002mg/Kg &= 2J0 . 5mg/Kg;
230.0002mg/Kg £ 20 . Img/Kg; 2J0.001mg/Kg £ 2J50mg/Kg; 2J0.001mg/Kg £ %)25mg/Kg ; 2
0.001mg/Kg £ #J10mg/Kg;2J0.001Img/Kg £ %)5mg/Kg;#J0.001mg/KgE 2 1mg/Kg; 2
0.001mg/Kg%E 290.5mg/Kg;2J0.001mg/Kg £ 2£J0.1mg/Kg;2J0.01mg/Kg EZ]50mg/Kg; %]
0.01mg/KgZE2J25mg/Kg;2J0.01mg/KgZE 2J10mg/Kg; 2J0.01mg/Kg & Z)5mg/Kg; 2J0.01mg/Kg
F2)1mg/Kg;290.01mg/Kg £ 2J0.5mg/Kg; 2J0.01mg/Kg £ 2J0. Img/Kg; 2J0. Img/Kg £ 4]
50mg/Kg;2J0. 1mg/Kg & 2)25mg/Kg; 2J0. Img/Kg £%J10mg/Kg; 270 . Img/Kg % 2)5mg/Kg ; 2
0.1mg/Kg##)1mg/Kg;£J0. Img/Kg ££)0. 5mg/Ke) o (£ —LE506 /5 &, K A2 AL
ARSI G (Ban, 1k R 2o S ak 255 1 mT 352 1 sh sl Al ) LA
100mg/Kel P77 e FH o
[0182]  fF B85 /7 S rh , ASCA TR A1 (B, SR s it S Wl 25 b ml 4%
SR SIE ) BT R AT DA SR H B E (an, 78 BRI R E A A sl B 24
oy ) BRAEAEEE H3ER I (B0, RERR— I RPN O VA = VA — IR B RS R R N
— IR H—) Tt
[0183]  fF 28505 /7 S8, WA R L AT AT S (B, 1 sk k2 5
o HL 257 AT Ee R Eh s A ) B I AL B TR V2R V3R VAR VB R V6 R VTRV 8RS
IR IR IIRVI2KVI3R 14T 3 4 5 6 5 7 8 FE 9 1O L 11 5 125 44>
A 64 HTA 84 A9 104 A 1A 124 Tl RN ] o £ — 28 506 )5
2 45 i I TR B 1R V2K 3R AR SR 6K TR B8R IRIOKR TR 12K 13
FALTAT 3T A 5 6 TR 89 Lo 11 L1255 4 A5 H6> A 74 H.8
A HV9N H10 H 1A AL 124 Hel BRI TR] o AE 285058 7 S A AT I &9
(B, AR 1k R 2 A el 25 1 AT RS2 R Sh sl i e ) T FH 33— B [A], [l
JE i A5 B ASCA T S Wl 22 1 AT Resz i Eh sl i (9lan, 1 sk k2 mife
EPEIL 2577 b ATREs B Eh sl A ) T BN AL B o £E — 28505 )7 S8 b RSO A T
e lan, F1 sk R m b Sk 257 b TRz 1 #h sl S e i) e TR 22 55— TR
B, DAMAE 55— TR B TR 58 NP TR, Fh o 58 I Tm] B4 1t Bt I A2 T e ]
ARSI S sl ] 2527 b TS i R alad A i (i, R 1 sk R 2 b il L 25
J:Tﬁrxﬁ/}i]\ji/%ﬂr?ﬁ”{%) 28 —IN TR Bz, I HL e e A8 58 —INF [R] B Je R S8 DU IR [R] B, 72 R
S VU TR B A5 1k Tt FH o B2, Tt A SCA TR &4 (40, R 1 s R 2t A ko 25
Lﬁ?%%iﬁ@%ﬁﬁ?%ﬂ T RIS TR) S I i 4 L Tt P PRI TR S A A sl oA A RIS TR S P
H A A ST S I T B LR V2R V3R VAR VB RV6R VTR V8RV9IK V10K 11
RAL2RAIBR VTR 3 VA JE 5 6 5] 7 < 85 9 Jil  TO R L1 JE L 12 ]85 <44 H W54~ H L 64>
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AT HG8 A9 H 10 H 114 H 12 Al K A] o A2 575675 56, 452 1 F it
HIH TR B A LR 2R V3RV AR DR T R8I0 1T 12K 13K 14K .3 .4
J 2565 < 7R 89 L 10 FE L 11 V1205 <4 H 54 .64 HL 74 .84 H.94 HL 10
A ATAS B 124 s K]
[0184]  fr—LLsTj )y ZErh REASCA T & (B, 1 sk R Sl 255 ]
Fe s R s ) DIt P 321058, R —ak 2k (B, B R— IR VR R IR VREK
ZIRVEERPUR B LR B H AR o
[0185] {1 —LLsTji )y ZErh R ASCA T & (B, 1 sk Rt Sl 1 255 ]
Fes2 IR SR ) 1 s B AN e 32 l5E, R — sk 2k (B, 184k, Bk
— IR ERERIR R =B R PH R S B R B H D
[0186] {1 —LLsTjE )y ZErh R ASCA T & (B, 1 sk R Sl 255 ]
Fe 2 R s M) B R sl B AN P o e 5245

EMIE K
[0187] AT SORBIE A AT DA PG AN A I 3l FH 5 TR AR Fr N2 20 3R AF RS ik
il KRR BRIAE AW, 5 WA R M T2 2% (B, SO BE IR SN ) B 2R
Lb AT 05 SO0 N, R m DA P T 245 o dne B SO 254 AT AR I TR SR 4
RN H R I 2S5 F] DL AT B R il A O A
[0188] AN, Qb T AR E AN G110 565 281, H AR B BE T AT R A S AR 1k
RECE BRI A IR T2 P BRI g Sl R A B P DA RO T RPN 25 PR
FVE BRI & 1E S5 e AN AT R a0, £ET . W. Greene G . M. Wuts (1999) Protecting
Groups in Organic Synthesis, 253}k, Wiley,New YorkVA M rh5| HE2% ik AR
TVFZ PRI
[01891 A, ARATF ORI AT LA S — Al 2T bt PRI, 2R A7 22, mT LA
KA S W28 ok o3 B RSB A AR A, BIAE R B3 T e S A A ke o e e S A Ak ik
FHE R RS S SRR AW PRIAE A TR, 15 WA 2R R Al R (R ST &
W) HSHE AR AT SRR N o 26 S A e A A (B ST &) AT A Bl
USRS M IR sl s BEPE R SR 1l B8 o PR, RTLAEE T anF AT o
Wk TR o SR B S S SN TR S -
[01901  JHI-LA I RO I A RE 5 2 C AL &4, sk v] DL & AR 7 sl -]
W IBHBCR S 510, Vi 2 IR R AR ) (WAldrich Chemical Co. (G2
YRR PN /R IR L) Bachem GEEINAIAEE N NFEE ) JEMKA Chemie Gmbh&Co.KG ([
W) tkiMillipore Sigma (GEE% 75 NI G 1) ) AbGRAS  HAE iAok AT LLB R /e bR
HEZ: 28 SOR WA A2 7 ol H B 2 B ORIl 25, T ARt 25 SR WiFieser and
Fieser’s Reagents for Organic Synthesis,f1-154 (John Wiley,and Sons,1991) .
Rodd’s Chemistry of Carbon Compounds,iE1-54%&M3 ] (Elsevier Science
Publishers,1989) .Organic Reactions,51-404% (John Wiley,and Sons,1991) \March’s
Advanced Organic Chemistry (John Wiley,and Sons, 25 ,2001) flilLarock’s

Comprehensive Organic Transformations (VCH Publishers Inc.,1989) .

— e
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[0191] AR S SR S 5 5 T LAE FH LA FIrad )1 BN T3 SR 15 7l o
TSRS R , R RS , ] LA R 2SS A s HGRS dab ok M
F5 58, VAP EARRLANR 74 o AR 5 Rt IR B 1 O T g R T A anfir 2 fe AR
TARRL = VR 2 5B« 2 108 SC T RSO P Ay B2 =, al o v] DAl i A A
WO L AR UR o SRS AP b oy RN R IERAT 50 B I AT RS IR B B 1 B e e
AT ORI RTIR ) S0t )5 SR B9 N e B I S DR S5 A R 2R PR (R N R
R S 473 o 25 T A St 9, a o R B R A R, e 280 ) B Al K LA AR S

AMTARH DA AR 2 1, AR R S04 ZE i RN s g T S A e R AT
B

St A

(01921 AugE LA I S B LA AR A A SO AR St 5 58 ARGURBR A AR, LA
S BIT A T RHORARGRAA AT SO SE FPAR A A FHOEOR, 5 HLIR I AT VAR
N L S AR SR, ARFA AT SOR, ARUSEAR N SIR R , A2
AT SORHIRSAAEFIRITE 0L, PTLAERT A9 BRI 5 5 R TV 2 2 AT
PRARIFAARI SAT AR -
[0193] 45 (WIS D -

AcOH N

AIBN 1B R=FT M

aq. Kk

Col, g F A

CH;CN CHr

CH,Cl, #DCM et WA

DBU 1,8- = R4 WA [5.4.0]+—-7-H
DIAD 1% K= F 8 =5+ 7 B8
DIBAL-H ZRF TR AN
DIEA $t DIPEA N-T Ak -N,N-=F 7 Jic
DMAP 4-(=F A Ry
DMF NN-Z=F 37 Bt i
DMSO 9k TR

EtOAc LB TS

EtOH [

Et;N ZURE

h N

HCI 2

H,O #*

HPLC &7 HOk AR ik ik
[I(COD)(OMe)], (1,5-3FF = H)(F £ K RO=R K
K>CO; BB 47
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K'_)OSO;;_ZHQO %Pﬁ@
LiBH,4 o A A
Mel AR b
MeOH VA
MsCl W & AL
N33C03 6&&&#‘]
NaHCO; A5 BR8N
NalOy o AR ER 4h
NaCN ERIX D
Na,SO4 HLER 4
NaH A1k 5h
N3H2P04 Iﬁﬁi o g.%!‘]
NaOH A LA
NBS BT _BE T
n-BuLi ET R
NH,CI At
NMP 1-F 2k -erkoi bz -2-5R
Pd(dba); Z(=RFAAR) L
Pd(dppf)Cl,.CH,Cl, [1,17-8 (=R A B - R Ak ) a2 (1D)-= 4L T i 544k
Pd(OAc), T 42 (1)
PE Ao it
PPh; ZRAB
Prep. s
PTSA xR AR ER
sat. taFahy
s-Phos SR E-(2,6-=F AAEEFE2-L)- B
t-BuOK T BE 47
t-BuXphos ZRTAQ4,6-ZFAA[LU-FER]-2-5) %
TBAF w9 TR AR
TBS BTRZPRAFPARA
TMSCI AP AR
TFA ZRTBR
THF w9 F.7%
TLC R ek
Xantphos 4,5-3 (=R K AK)-9,9- = F M vk ok,
Xphos ZHFC K2 4,6-ZFFA[1L1-BEER]-2- K%

— AR B A 2 R B A A B s e A R as A T A = i PAER 7S (1

5mmHg) MR AT AE A o AERERCAR A T3 = ik (TLO) , R ANE (214M1254nm) ATAALBE
S RER (100-200 H) i ol AR AT PR (e A T2l A AR R RS AR TR &
P NMR & 7FBruker 4005k Varian (400MHz) J3%1X Fic s o 'HAL A R DA eppm i1 8 1E
et , HA BRI E D N bR BUf an M (e A 2 I (s = B, d= Wl t =
— g, q=PY I, br="351% , m= 2 F1lE) G H L He) Fo3 AR S AU, 75 WILCMS
TS FESHIMADZU LC20-MS20205kAgilent 1260 & %516125B 1Y akAgilent 1200 &%) L
A HLE 5 FL S 16110k 6 120 BT FRTF1

SethIAL

2- ((2S,3R) -2- G RFILFHLL) -3-F25E-3- G-I -4- R ED) WD -6-&

pul
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FLEORFE[d] mgemp -4 -
IR (v &101)

(0]
Br Hs ™~
e — ,@:2 NBS, AcOH NH; ,\KV\
S —. OoMe ———» -
HO OEt " DiAD, PPhy, THF  EIO 259,240 g0 OMe  Pd;(dba)s, Xantphos

0 25°C, 72h o} Pl DIEA ¥ %
1-1 TRA 1-2 i3 110°C, 36 h
y®c

2 _ EONaEOH 7(@ NHz O
Y\/ T meun
2.3

1.5

on rRL# O\j\ou FER °\)Lc (4R)-4-F & R od 3-2- d \\r_,?_\o_O
O/ NaH, THF g DCM n-Bull, THF
20.65°C, 16 h 20°C.16h 78-25°C, 15h b
P ®E £ 2 13 £ 2 1]
16 1-7 18 19

¢ 57
MeO o
M:::@AOLN m“’l(o — e W o N’ui, P RCRA)RLR .

DeM TFA, DCM
TICl,, DIEA, NVIP. DCM 0°C.2h -10-20°C. 2 h
78--40°C,2.4h o —
Y ®H
1-1 112
Q OTBS OTBS
MeO. O o MeO o o LIBH, MeO. [s) MsCI
—_—
Me o N4 LSOT'-— - - NJ% T e o JEATE
O 2,6-=F &%t DCM 0-20°C. 2h 025°C.1h
020°C,1h
FmL E2 U
EZ. 1 115
113 114
OTBSQ
MeO o NICN oTB DIBAL-H
MeQ o e MeO
Cs,CO,, DMSO
Me 0 70°C,4h - R -?8°c£0'c
0"S|*0 F®N SN Y®o
1-16 117 118
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OE!l

NH, 0
EIG 55 OE! OTBQ )
9 O NHy
S OTBS MeO o] LIOH
2-F KT -2- MeO 3 1-5  OF! -
- " e s MeOH/THF/H,0
NaCIO;, NaH PO, - - Busp, 7 % V | = 25°C,2h
-BuOH, H0 80°C, 12h N—\ ,—OEt
15°C,1h o FER
Y ®a
¥ &P o]
OE!
1-19 1-20
OTEQ OH ;
MeO 9] MeO o]
TBAF
S —_——— - . S
Me 1 _ — Me Nl
N s OEt
\ /) —OEt 25°C,2h
o y&s o
OH OH
ft&-4101

[0195] A, 2- 50 3L -5- £ S B 2K R FH R

NH>
HOIQ;"/OME

O
[0196]  f£25°C Fj2-2a3k-5-F 5L - K HR S (10.0g,59.8mmol) JEtOH(5.51g,6.99mL)
HIPPh, (31.4g,120mmo1) £ETHF (150mL) H¥) AV FHZ R PR IIDTAD (24 . 2g,23. 3mL) o R {S
[NR G PIAE25C N i T2h RIS LRSI AT 21w - R Bk Wi o bR i
i1k (ISCO™:120g  SepaFlash™ i P FE , #E100mL/min FfRJ0-15% EtOAc/PERAE YL
) 4t IS5 2- 543 - 5- 25 A - R PR FE (10.9g,93.0% 723%) o 'H NMR (400MHz , DMSO-
dy)87.17(d,J=2.8Hz,1H) ,6.97 (dd,]=8.8,3.2Hz,1H) ,6.74 (d,]=8.8Hz, 1) ,6.29 (s,
2H) ,3.89(q,J=6.8Hz,2H) ,3.78(s,3H) ,1.27 (t,J=7.0Hz,3H) .
[0197]  JPIEB.2-453 3L -3-J-5- A LR R G

Br
NH»

EtO OMe

0
[0198]  |hj2-44 0L -5- 253k - 2K FHER FHTiE (10.9g,55.6mmol) ZEACOH (80mL) FP VAR HI s
JINBS (9.90g,55. 6mmol) o KFT{FEFHIEL5"C FAEFF24h o RSO NTE B 8] A JK (60mL) Hy
HAR A 10min K KA FHE0AC (30mL x 3) ZEIML o RE 5 FF A HLIE HIJC/KNa, S0, T4, it iETF
AR TRk 4 K P il Dt REIR (852 (1ISCO™ ; 120 g SepaFlash™ ik e P AL, 75
100mL/min FJ0-5% EtOAc/PEABRLYERD SE AL AT 212 20 5k - 310 - 5- LA BE - DR IR I
i (6.65g,43.7% %) .'H NMR (400MHz,CDC1,) §7.32(d,J=2.8Hz, 1) ,7.20(d,J=2.8}z,
1H) ,5.59 (brs,2H) ,3.87(q,J="7.0Hz,2H) ,3.80(s,3H) ,1.29 (t,J=7.0Hz,3H)

[0199]  SPERC:2-50E-5- LA -3- (3~ ((2- L) D) -3- AL B ZEHIR
H g
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\/\j\/ 1 X
Oj(\/s OMe

@)

OEt
[0200]  [f]2- £ B HE3- ke LN TRTS (5.30g, 24 . 3mmol) FN2- 55k -3- 1R -5- £ Ak -
MR 1T (6.65g, 24 . 3mmol) EFIZK (80mL) FrAYIA TR HH AN IHPd, (dba) 4 (1.11g,1.21mmol)
Xantphos (1.40g,2.43mmol) FIDIEA (7.84g,60.7mmol,10.6mL) IR EWIAEL10°C N e
36h o KR EIAIK (150mL) HFF ELEEHE 10min o K5 /KAH FIEL0AC (80mLx3) A< 4 & FF AT
BUZHIJG7KNa, S0, T4, 1 HLAF B0 s vl o R Bk s il il Dok e €2 757 (ISCO™;
120gSepaFlash™ K HesdiAt , /£ 100mL /min N {IPL0-5% EtOAc/PEBSEEFER) 2tk LI13 5]
2-53E-5-CH A3 [3- (2- £ EE D) - 3-SR - AR D ki 2k - IR FHRR TR (8.29¢,83.0%
FEE) .

[0201]  2PURD. 2- 50k -5- L5 -3- [ (3- LAk -5 - IS - R BD) b B 1 R R
TR

OEt

NH, O

Eid s~ OEt

OEt

[0202] A2~ 5 Bk-5- LAk -3- [2- (2- RO SID) -2- SR - CEE ) Bk B - R TR HH i
(8.29g,20.9mmo1) ZEEtOH (50mL) HI[FiE R HI s INEtONa (9. 22g,27 . Immol , ZEEtOHHI20 %) »
KRNI A IE25 C N ik 12h Kk K (100mL) #1137 9% HC1ERY %= pH=6, /1]
EtOAc (100mL x 3) ZHFE A LS FIC7KNa,SO, T, s e HAE TS ik i o R4 7%
St P AR R a0 1 (1ISCO™; 120g SepaFlash™ FE ke AT, 77 100mL /min FJ0-5%
EtOAc/PERBIEEPEBIRD 2k DATF 525 -5- 5B -3- [ (3- LA -5 - FRA L RAL -2 3L)
TRk R HER R (1.09g,12.0%77%) o 'H NMR (400MHz ,CDC1,) 87.46 (d,J=3.2Hz,
2H) ,6.84(d,J=3.2Hz,2H) ,6.37 (brs,4H) ,4.27(q,J=7.2Hz,4H) ,3.75(q,]=6.8Hz,4H) ,
1.32(t,J=7.0Hz,6M) ,1.24(t,J=7.0Hz,6l) .

[0203]  PEEE.2- ORI REAED 2

(@]
O’ O\/LLOH
[0204]  #-0°C [ A PA)KEE (3g,34. 83mmol) fETHF (50mL) FHFJ¥A i H % JiNaH (2. 79g,
69.66mmol,60 %) . £F60°C NtkE30minfm, SRJG4E25°C NB2- AL (3.29¢g,
34.83mmol) ZENGIN INEN S N TR S TR G PAE60°C Mt 16h. A1 , 3 SOV TR
F 9 FHH,0 (10mL) 722K, FHIH,0 (50mL) AR, K pH{E TN HCLI5 225 K4 7R 74 FHEt0Ac (40mL
x 3) W HGIFIENUZ K BomL x 3) Pk, &JKNa, S0, T4, i it B
s DTS 215 Rk sl A ta ik ik (PE/EtOAc=1/0%1/1) aift LA 2I12- OF
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TRELE D) 208 (3.7, 73% 177%) . 'H NMR (400MHz , DMSO-d6) §4.21-4.19 (m, 1H) ,3.94 (s,
oH) ,1.71-1.28(m,8H) .
[0205]  ZLUEF.2- GRREAEID) O

(@]
O/O\)Lm

[0206] |12~ BRRILAIL) Ok (3.7g,25.66mmol) ZEDCM (20mL) HH KV I8 H s e 1
(4.89g,38.50mmol) FIIDMF (0. ImL) « SRR 5107625 °C N B Pl Lh o B SN TR S Il T
WA, DA 212 ORI EID) OBl (4. 17 K00 R EHd— Lot B+ N —24
%,

[0207]  JPBEG: (R) -4-FHE-3- (2- GRREEAEIL) CTED) Wame g - 2- i

O

o I
shal

o

[0208] E-78°CT7£N2TFEJ (4R) -4- S ELmmp 52 - 2- il (6.82g, 38 . 47mmo1) £ETHF (30mL) Fp
(IR I R TP Dn-BuLi (14.36mL,35. 9mmol , £E VL HI Y2 . BMIA TR « SIS, 7E-78°C N
B2- BRRILAEED) O (4.17g,25.64mmol) ZETHF (8mL) H IR INBNE &9 - K5 Fi
FHEGWILE25°C M 2h SR 5 R SN TR S i T AINH, C1 /KA (50mL) #5K, JIEtOAc
(30mL x 3) AWK AFEIIEHUERIK (20mL x 3) ¥ek, £8Na, S0, T4, i i8I ELAE I
e DS 215 Kk s il ke At ta ik (PE/EtOAc=1/0%1/1) 2ift LTS 2] (4R) -
4-"K5E-3- [2- G RELASD OBEL IR B -2- 1 (2. 14,23 % ) LLC-MS:m/z 304.1 (M+
H) .

[0209]  EBEH: R) -4-%3L-3- ((2R,3S) -2- GRRIEAEILD) -3-FFL-3- (3-FA B -4- AL
ORFL) PR MM A5 - 2 - il

OH
Me ~

[0210]  /E-78C FAEAS R Al (R) -4-7F3E-3- (2- ORI WL mamk 45 - 2- i
(1.8g,5.93mmol) 7EDCM (45mL) FHPATRHIHAS IITICL, (683uL,6.23mmol) o K-S HIE-78°C
NREFEL5min. AR FAFE-T8°C N AP IIDIEA (2.58mL, 14 . 8mmol) B R &5 WFE-78C R
R4/ 1. RIS BT YR MINMP (577uL, 5. 93mmol) o [ S TR A W(E-78°C N AEA S N hidk
10min o SR 2R IIAETDCM (10mL) Hf1) 3 - FH A 2 - 4 - FHEK HHEE (980mg, 6. 53mmol) o K Ht
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FHEGWIAE-T8°C MERUT M EHE2h SR ISR SO TR S P RIN, C LKA MR (50mL) 77K,
JIDCM(60mL x 3) A=HY o KA HLE L2 I07KNa, SO, T4, i BT HIk & AP 2 Ty s
10 3o PR3 e e 3 7 (ISCO™;40g Sepa Flash® kR R A%, /E40mL /min F[X0-45%
EtOAc/PERSEEVEIR) 2L PAFF 2] (R) -4-7F4E-3- (2R, 3S) -2- R RILSAID) -3- 25 -3-
(3- FHAR L -4 - FR R D) N D) i oz - 2 (2. 27g, 84 4% F23%) JLC-MS:m/z 476.2 (M+Na) .
[0211]  2PERT: (R) -1- ((R) -4- "2 -2- S ABEM L - 3-50) -2- OA R -3- (3-HIA
F-4-HFLRID) A k-1, 3- i

(@]
Me' (@)

z O
>~ O

[0212]  Z0°C I, [ (R) -4-"F%-3- (2R, 3S) -2- G KESAEL) -3-F3L-3- (3-FI L -4-
FHEL R L) PR L) MR 42 - 2- i (2. 27g, 5. 01mmo1) 7EDCM (30mL) HAfR 7 & 45 HE s insk
Wr- 5 T ST (4.25g,10.0mmol) o FF NI EWIAE0C M i 2h AR5 KR &9 HIH,0
(50mL) FIDCM (50mL) ¥ K o K A il ik e e HAHDCM (B0mL. x 2) Z2HL KA HUE
£Na, S0, TH, h I FLAE TS N ik K Fe il ol PR i (438575 (ISCO™;40g Sepa
Flash® il a4, #F40mL/min RJ0-35% EtOAc/PERAE BB itk IS5 (R) -1-
((R) -4-"F5E-2- SRR BE - 3-50) -2- ORI RELAID) -3~ (B-FHA L -4- LR ID) ke - 1,
3- i (2.28,97.4%773) JLC-MS:m/z 474.1(M+Na) ',

[0213]  PBEJ. (R) -4-F3E-3- ((2R,3R) -3- (BT K AL RL AL -2- GREE
SR -3- (3-HH AR AR -4 - HHELORED) PATHAD) W £ - 2-

OH Q
Meomo
0
Me @] N

0

[0214]  £E-10°C N, 17 (R) -1- ((R) -4~ 55 -2- S ARBEMR A - 3-F5) -2- GRS ED) -3- (3~
FRAE R -4 - FRELORID) PN BE-1,3- il (2.2g,4.87mmol) £ZFTFA (21 . 7mL) FIDCM (22mL) H 7
SR A GRED) 1k (2.27mL, 14 . 6mmol) B N IR S W7E-10°C N i fE2h.
Fe BN M FTINAHCO, /K 757 (200mL) Hr, FADCM (30mL x 3) AR K55 I F 1A W22 JoK
Na, SO, T, [ BETF IR AR K Tk il PR b 235k (ISCO™ ;408 Sepa Flash™ il R
FE, 47 40nL/min [0-50% EtOAc/PERREEBEIEIRD 2L LATF 2] (R) -4-7F25-3- (2R, 3R) -2-
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GARE L) -3- 83 -3- (3- S Ak -4 - IR RD) PUpe L) Mk fe - 2- i (1.85g,83.7% "
%) LC-MS:m/z 476.1(M+Na) ',

[0215]  APERK. (R) -4-"F3&-3- ((2R,3R) -3- (R T F:— HIEE I D) S50 -2- BR kAL
SR -3- (3- S AL -4 - FHIERED) AT dL) mark A - 2 - i

e
MGOUIIO
o]
Me 0~ 'N

@)

[0216]  FFO°CF,[1 (R) -4-"FHE-3- ((2R,3R) -2- G RIELAEL) -3- 5L -3- (3- I JE-4-
FRELC D) PITIL) Mk b - 2- il (1. 85g,4.08mmol) 7EDCM (15mL) F12 ,6- — FHILIIE (950uL,
8.16mmol) PRSP s N URCT 36 (3L AR R ] =3 FH A R s (1. 88mL,
8.16mmol) o S NI AMIAE0C Mt 2h o SRR S 4 FHTHL0 (50mL) 722K, JTIDCM (50mL x
3) ZHL KA HUE 0 (B0mL x 2) Pk, £ J07KNa, S0, T8, IF HAE FLas N ik s - Kkt
I P i (a3t (ISCO™;20g Sepa Flash® e Rdi AL, £535mL/min FR0-10% EtOAc/
PERREESRIRD) Sl PAIFFE] (4R) -4-"F3E-3-[(2S,3R) -3- [F0 T 35k (D) FIgkledb] s k-
2- O RASASD) -3- (3- AL -4- L - IR0 AL I e - 2- T (2. 2, 723%95.0%) »
[0217]  2PEEL: (2S,3R) -3- (G ] 2 HHEFHRELTIE) A0 -2- O -3- B-HI%
Fe-4- R N-1-F2

OTBS ;

MeO (@)

Me OH

[0218]  {0°C N, 7EN, FAILiBH, (9.69mL,38. 76mmol , £ THF HEYJAMIA ) £+ THF (10mL) F[)
IR E YRR IINE,0 (15. 4mg , 852umol) KR EME0°C Mt H0. 5ho SR B I (R) -

4-7F35E-3- (2R, 3R) -3- (BT R FFRERRD) 550 -2- O RIEEIL) -3- (3-HsE 2L -

4- FRILEED) AL WEmh 2 - 2 (2. 2g, 3. 87Tmmo1) ZETHF (20mL) FP IV « 3 S N T 5710
I AFE 15 CIH HAEL5°C M igPEL16h 3 SN TR G HIM HCL/KPE /I AT, FHEt0AC
(30mL x 3) ZEHN K AHLEHIERK (50mL) Pk, 8 107K Na, SO, 145, i T HLIk4r o K5k
W PO RERL 7575 1ISCO™;40g Sepa Flash™ il , 7E40mL/min N1J0-10% EtOAc/
PERBEEBEDIR) 2l PATF 2] (2, 3R) -3- (G T 3R R ) 1A -2- R RESEAD -

3- (3- PRIk -4- FIEEZEID) - 1-17 (1.26g,82.4% *°3%) o 'H NMR (400MHz ,CDC1,) §7.04 (d, J
=7.2Hz,1H) ,6.85(s,1H) ,6.79(d,J=7.6Hz,1H) ,4.61(d,J=6.8Hz,1H) ,3.82(s,3H) ,
3.81-3.70(m,3H) ,3.36-3.35(m, 1H) ,2.20(s,3H) ,1.58-1.26(m,8H) ,0.89(s,9H) ,0.05 (s,
3H) ,-0.16(s,3H) .
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[0219]  ZPERM: (2S,3R) -3- (GR ] 2L FIEEFHEEREID) S0 -2- GREAID) -3- (3-HI%A
Bk -4-HIERTL) INIE FR R iR

OTBS ;

MeO 0]
Me C|)
o"?*‘o

[0220]  #£0°C F1A) (2S,3R) -3- (G T ZHIEE FHRERTE D) S -2- ORI AAD) -3- (3-
FHAR -4 - F3E SR 3E) P9 -1-1 (1.26g, 3. 19mmo1) £FDCM (20mL) FNTEA (667ulL,4 . 79mmol) FA[K)
RSP BT ZR IMsCl (439mg, 3. 83mmol , 297uL) o« N IR G40 C M HiHE0. 5ho R &
Py AU FINAHCO, (50mL) KA K, HIDCM (20mL x 3) ZEH . 454 HLZHI0. 5N HCL (20mL x
2) EhK (20mL x 2) Pk, 4Na, SO, T, O FLAE L AS R4 R R i PRI 23
(ISCO¥;20g SepaFlash®™ i HGEA:, 7E35mL/min FJ0-15% EtOAc/PERSFESENR) 4lift
PATF 2] (2S,3R) -3- (GRUT 2 R R D) 5630 -2- G RAE AL -3- 3-FS AL -4- 1
JLIRIL) YL FRRIRRS (1.42g,94.1%723) o 'H NMR (400MHz,CDC1,) 87.05 (d,J=7.6Hz,
1H) ,6.84 (s, 1H) ,6.79-6.76 (n,1H) ,4.65(d,J=5.6Hz,1H) ,4.41-4.27 (m,2H) ,3.82 (s,
4H) ,3.57-3.56 (m, 1H) ,2.99(s,3H) ,2.20(s,3H) ,1.61-1.30 (m,8H) ,0.89(s,9H) ,0.07 (s,
3H) ,-0.14(s,3H) .

[0221]  2PEEN: (3S,4R) -4- (G ] 2 HHEFHRELGEIL) SH0) -3- O -4- B-H%
Re-4-HEARR) TS

e
MeO

0]

Me
\:\N

[0222] [ (2S,3R) -3- [T 5 (CCHED) FHREREEE] S AL -2- O RIESE D) -3- (3-HHA St -
4-FR 3L - 2R 3L L] H R IS (6. 0g, 12.69mmol) £EDMSO (60mL) A 174 & H 8 JINaCN
(3.11g,63.46mmol) KR G785 C MuHE3ho 2 H5 KR &4 HIH,0 (60mL) 72K, [
EtOAc (60mL x 2) 25 AGAFH A NUZE FHER/K (50mL) Peik , L2 H07KNa, S0, 4, 1 I Hik
U o K TR RER A (PE/Et0Ac=10/1) 4lift.PATF 2] (3S,4R) -4- (GRUT & — I FHgdse
) AL -3- O RESEIL) -4- (3- HHA L -4-HHELRED) TG (4,78.1%773%) JLC-MS:m/z
426.2 (M+Na) ",

[0223]  3PHRO: (3S,4R) -4- (RT3 IR FRELEL) 580 -3- O REE AR -4- B-T%
Fo-4-HERRD) T
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e
MeO

@)

Me ]
O

[0224]  {E-T8°C T[] (38, 4R) -4~ BT 5 (- FISE) FIREREHE) 0L -3~ PRk 53D -4-
(3- AL 4- FRE-JE30) T (4.0, 9.9 1mmo1) 75 FK (50mL) YA INDTBAL - H
(19.82mL.,19.82mmo1) .45 [ SLIE AH7E0°C T 45K Lh o SR KA A4 I AR S0
(50mL) 7K, JHIE0AC (50nL. x 3) ZEHLAGEHEIOATHUE HIEE K (50nL) BEik , 267 KNa, 80, T
I S EH ELARARAEHEINL (35, 4R) ~4- LR T3 (10 FIRERE L] 06 -3 GRS -
4- (3- VAL 4- U BE-200) T (4.0g,99.206 7% L Bt — B Ab ki T F — 3.
[0225]  SHIEP: (35,4R) -4~ (BT~ FELPURERLED S50 -3- GRASEAID -4- G-I
-a4- RS TR

OTBSQ
MeO.

0]

Me OH

(0]

[0226]  [f1] (3S,4R) -4- [#U ] Kk (3L kb L) 1 -3 - GRRALAEID) -4- (3-FI5 3L -
4- B -J3E) TE (4.0g,9.84mmol) 75t -BuOH (40mL) F1H,0 (10mL) HAf-IFA IR HIINaH, PO,
(1.18g,9.84mmol) I S(FR%N (3.20g,35.41mmol) Fl12- HI3L T -2-4% (3.10g, 44 . 27mmol) 4
[NREYIAE25°C Mg Lho SRR S HIH,0 (60mL) 722K, FHEtO0Ac (60mL x 2) A<H{ .3
BIHIHEVUIE K (50mL) Peik , 2 07KNa, S0, T4, i e Hk 4 o s 7k st i ik et
(PE/Et0Ac=10/1) &fifb LAFF 2] (3S,4R) -4- [RUT & (CHI3L) HIRERE L] 51 3L -3 - O KA
H) -4- 3-HE A -4- - R TR (1.62,38.5%772) LC-MS:m/z 445.1 (+Na) "o
[0227]  2PRQ:2- ((2S,3R) -3- (G ARG ED) A5 -2- GAEGE AL -3- (3-
FHAA AL -4- LRI IN3D) -6- ST [d]meme -4 - TR £ iR

OTB;I’

MeO O

Me '|
OEt
O
OEt
[0228]  [f1] (3S,4R) -4- [40 ] Kk (3L kb L) 1 -3 - GRS -4- (3-FI5E 3L -
4-F3E- 283D TR (300mg,709. 84umol) F12- 555 -3- [ (2-443E-5- LA 3E -3- O AL L -
RIL) TRk L] -5- £ EE - R HIEG CUE (341mg, 709 . 84umol) 7F FZE (10mL) W iATR TP s
JI=T 2k (430mg , 2. 13mmol) o Kf NI 5 H37E80°C MY 12h o Kk 75 FiIH,0 (30mL) 7
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K, JHEtOAC (30mL x 3) 2B KA IHFRIANLZ /K (50mL) B , 48 /07KNa, S0, T4, 1 I
I Hik4s B 4 kERAE (PE/EtOAc=10/1) itk LSR5 02- [ (2S,3R) -3- [T
S (T L) RG] A3 -2- ORREEHEID) -3- (B3-HA AL -4- L - 2830 IREL] -6- A
-1, 3-FKFfmEms - 4- FHER £ 1R (110mg, 772824 .7%) ,LC-MS:m/z 628.3 (M+H) .

[0229]  PYER:2- ((2S,3R) -3- (G T R FFRESID) 515D -2- GRS A -3- (3-
FHAR AL -4 - FI3ERED) D) -6- SBR[ mems -4- R

OTB;I’

MeO O
Me '| S
N OEt
O

OH
[0230]  [f2-[(2S,3R) -3~ [RUT 3E (AL HIRESEAE] S dk -2 - GARILEAL) -3- (3-H1%,
BE-A-FRE-IL) NAE] -6- L5 AE -1, 3-Z WM -4-FRIER O i (110mg, 175. 19umol) #ETHF
(2mL) \EtOH (2mL) F1H,0 (2mL) FRRIARHAS INL1O0H » H,0 (37mg, 875.93umol) o 3 5 #1125
C IR Th R SORTR A FHIN HCTY 2 pH=4, FIEt0Ac (20mL x 3) AL KA FFHIA L
J= FER/K (50mL) Pek , £8757KNa, SO, T8k, 1 i Hofedfi AT 22 - [ (25, 3R) -3- [RUT 2k (-
FASED) FRRES R ] SRR - 2- (VAR SEED) -3 - (B- PR -4 - PR -ORED) IN3E] -6- £ - 1,3
RFFEME - 4- TR (100mg , ;23295 1%) , R HICHRE—D Al HI T N —2P 8. LC-MS:m/2
600.3 (+H) "
[0231] PRS2 ((2S,3R) -2- (MURIEFAIL) -3-F25E-3- (3-FAAE -4 - FHEEERAD) N3E) -
6- LA ASIRT [d]meme -4 - FHRG (k5 4101)

e

MeO O

Me '|
OEt
0
OH
[0232]  [7j2-[(2S,3R) -3- [A T Ak (CHIZE) FRESE AL A0k - 2- GARIESAID) -3- (3-HI%H
HE-4- UL -2 ED) N L] -6- A3 -1, 3- K9 Em: - 4- FFR (100mg , 166 71pumol) £ETHF (5mL)
FRPAR S IITBAF (1.67mL, 1.67mmol) o KRG IE25°C N i+ Lho ¥ S W TR 59 FHH,0
(30mL) #FE, FHEtOAc (30mL x 3) 2B K EFF A HLZ HERK (50mL) Pk , 4 /07KNa, S0, T
P o BETH HMR S R 7 imd ) 25 MHPLC (B : Welch Xtimate C18 150%30mm*5um;ifizl
HA: 7K (0. 1% HCOOH) ], 7t hAHB : CHCN; BB : A Tmin Y 55 % B% 2I85% B%) 4lift.lA
13212- [(2S,3R) -2- CRRELSEIL) -3-F2 5L -3- (3- HH S AL -4- AL - R AL ] -6- £ AL -
1, 3- A TFEEm: -4 - FER (30mg, 36.5% 77 3%) .LC-MS:m/2486.1 (M+Na) ".'H NMR (400MHz,
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CD,0D) 87.74(d,J=4.0,1H) ,7.71(d,J=4.0Hz, 1H) ,7.07 (d,]=8.0Hz, 1H) ,6.98 (s, 1H) ,
6.88(d,J=8.0Hz,1H) ,4.69(d,J=8.0Hz,1H) ,4.15(q,J=8.0Hz,2H) ,3.98-3.88 (m, 2H) ,
3.84(s,3H) ,3.43(d,J=4.0Hz,2H) ,2.15(s,3H) ,1.54-1.40 (m,8H) ,1.38-1.28 (m,3H) .

SEf5IA2

2- ((2S,3R) -2- G REFALL) -3- (4- (CHID) -3- A RERID) -3- RN -
6_Eﬁ/§\li7—1§3‘?[d]

IBEWE - 4- PR (fk 591102)

Mel HoN EtO .
S

Q - S oTB! Fe
oTBS NH MeO 0 B

MeO o OEL ™2 2.2 OMe F K

- 5 -
B OH Bu,P, P & Br 1 Pd(appi)Cy
80°C, 12h N OMe C52C05 =72 £ /H,0
o] 80°C.12h
A
E2 o Y ®e
OFt
241 2-3

é ) OTB
OTB

om
MeQ 0 K20s,0,, NalO, DAST m
\\ms CH,CN. H,0 DCM

T \\s: 25°C. 3h p e 25°C. 120 p,ome

OMe F®mc %D

OEt

25
2-4

MeO o
LIOH o o TBAF

-_—" S T = .

MeOH/THFH,0 i THF |

F N OMe J N OMe
¥ ®E Y ®F o
o
- OH
27 b 4102
oT Bs;
MeO O
Br OH

0]
[0233] RN TS B HIALI T 2 iR R (FE 7 S FR 2P BRHBPERP) |, il i 71 20 BRH
Fp s FH4 7R -3 - AR - ZR FRE 5 R (3S,4R) -4~ (4-97-3- FHAETRED) -4- (GRUT 3 F3E
FHAESEIL) S50 -3- GRS TR (2-1) .
OMe

NH, O

EtO S
s” OEt

O NH,

OMe
[0234]  FRHEXS TS HEFIA LI 2 R AR (FEJ7 SR 2P BRCE 2P IRD) |, il 71 2P BRC
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FRE FH2 -5 B - 3- PR -5 - AR LS R FFS G k2 - 2 g -3- [ (2- 2 AL -3- R A AL - 5- AR
BE- R ED) TR B AL -5 WAL - R IR TR (2-2) o 'H NMR (400MHz,CDC13) §7.53 (d, J=
3.2Hz,2H) ,6.88(d,J=3.2Hz,2H) ,4.35(q,J=7.2Hz,4H) ,3.63(s,6H) ,1.40(t,J=7.2Hz,
6H) .

[0235]  SPERA:2- ((2S,3R) -3- (4-P5-3- PR OR L) -3- (GRUT 2 R RERE D)
) -2- GRRILEED) D) -6- I BRI [dmemk -4 - FIR £ Fig

OTB;

MeO. O
Br 1 S
N OMe
(@]
OFEt

[0236]  [r] (3S,4R) -4- (4- P -3- A RIL) -4- (T R R FRERD A5 -3- OF
TRILAE D) TR (850mg, 1. 74mmol) FN2-583E-3- [ (2- G 3L -3- Z AL - D) — ik k]
KR g (789mg, 1. 74mmo]) ££ FHZK (10mL) Hf A rP s IN="1 £&# (1.06g,5.23mmol) .
BN TR A YIS0 C M FEL2h A A R A HIH,0 (30mL) 7K, HIEtOAc (30mL x 2)
AW EFHIIENUE K (50mL) Peik , £07KNa, S0, T4, 1 FLik 45 o K kst
il fAE (PE/Et0Ac=10/1) 2li{k LAFF 2] 2 B e ik Poi2- [ (2S,3R) -3- (4-J-3-HsE - K
) -3- [T 3 (L) Rkl L sE 3t -2- G R R AL -6- TS -1, 3- 2K I gemk -
4- R TR (500mg, 42.2% F=3) LLC-MS:m/z 680.1(M+H) ~

[0237]  2PEEB:2- ((2S,3R) -3- (GRUT 2 AL HIRELE D) S0 -2- ORI SAAD) -3- (3-
FRAE AL -4 - AR FORIE) TR ED) -6- ARG [d] wem: -4 - FHFR i

OTB;]’

MeO O
R S
h'i OMe
0]

OEt

[0238]  []2- [ (2S,3R) -3~ (4-7R-3- FHA I - DKL) -3- DR ] 4 (D) HIRERE R ] S k- 2-
OAREESAIE) N2E] -6- FHA AR -1, 3- A FEme -4 - R £ i (330mg, 486 . 19umol) ££H,0
(2mL) A1 Wk (8mL) HI AR HAS JIPd (dppf) C1, (36mg,48. 62umol) « 43 — Jal iR B
(130mg, 972. 38umol) HICs,CO, (475mg, 1.46mmol) EHRAMIFESOC FHEHEL2h A , KR
E W HIH,0 (30mL) A, JHIEtO0AC (30mL x 2) ZXHN K5 I HLE HIER/K (50mL) PR, 470
7KNa, S0, T , 1 BEIH H k4 g Fk Pl ekt (PE/Et0Ac=10/1) Zifb LAFF212- [ (28,
3R) -3~ BT 3 (T L) FIREE L i3 -2- O RFEEID) -3- (B3-S -4- L 0f k- OK3%)
PNEL] -6- HAE 3L - 1, 3-Z Jfmem - 4- R £ B (240mg, 78.8% 772%) JLC-MS:m/z 626.2 (M+H) ",
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[0239]  2PERC:2- ((2S,3R) -3- (OB 2 T HELHREE D) HED) -2- OFEEAE D) -3- (4-
PR -3 - AR BL R D) (N D) -6 - FIAE LRI [d ] e - 4- IR i

OTB;

MeO 0o

Ox S
"‘i OMe
@)

OEt
[0240]  |A]2- [(2S,3R) -3- [ ] 2 (A IR R S 2L -2- O R EED) -3- (3-H%A,
Fe-4- CIf R -OR30) AT -6- HsA AL -1, 3- AT T e - 4- PR £ (200mg, 319 55pumol) £+
THF (3mL) A1H,0 (3mL) HR AR H R JINa 10, (273mg, 1. 28mmol) F1K,0s0,. 2H,0 (1mg, 1.92u
mol) o FF SN TR G WIAE25C M HF3ho KR S JTIH,0 (30mL) 722K, )EHEtOAc (30mL. x 2) #%
U FA I ANUE FHER /K (50mL) Peik , 2 J07KNa, SO, T4, i 18T FLIR 4 o 45 2 il ek
e kE (PE/Et0Ac=10/1) 4lifk.DAF35I2- [ (2S,3R) -3- [F T 2 (T 3D R 3L A 3L -2- GF
JRAEAAIL) -3- (4- FH L - 3 - FH AR - L) N3] -6- A AL - 1, 3- R e md: - 4- IR £ 15
(150mg,74.7% 772 ,LC-MS:m/z 628.3 (\M+H) .
[0241]  PYED:2- ((2S,3R) -3- (G T R FFEESID) 518D -2- GRS A D) -3- (4-
THHED) -3- AR ML) -6- SRR T [d ] e - 4- IR £ FiF

OTB;

MeO o
F: S
|
F N OMe
(@]
OEt

[0242]  /F0°C FIAj2-[(2S,3R) -3- [T A (AL FERe L] S -2- O RAE A SD) -3-
(4- FpE 3L - 3- FHARL AL - DR IR ] -6- FR AL -1, 3- R mEm: -4 - IR £ (150mg, 238.91p
mol) ZEDCM (3mL) o3& i S IIIDAST (192 55mg , 1. 19mmo1) o A PI7E25°C F itk 12h.,
R G R FINaHCO, K (30mL) 2K, FIDCM (30mL. x 2) 22 HY 45 A HLE HEhK
(50mL) ek , 22 757KNa, SO, T4, 1o B8 FLike4i o R 7 il it AR AT (PE/EtOAc=10/1) &
fLLAF35)2- [(2S,3R) -3- DRUT 3t (T HISD) HRERE L) S5t -2- GRS -3-[4- (L
HL) -3- FHA L - R N3] -6 - HH AR AR - 1, 3- DR IBEmE - 4- IR £ (T0mg ,45. 1% 77 38) L LC-
MS:m/z 672.2(M+Na) .
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MeO o
F S
\
F N OMe
(@]

OH

[0243]  ARHENS TS HEFIAL A £ Tk ORE e (FE T LR P BRR P ERS) il fif 2 -
((2S,3R) -3~ (GRUT 3 —HIFHIRELIE) 55D -2- O RIEFAIL) -3- - (D) -3-H%A
FEAREL) WD) -6- AL ITT [dJmEme -4 - AR O G pk2 - (28, 3R) -2- G AARD) -3-
(4- (O IL) -3- AR 30) -3- 3N 3L -6- AL 0 [d e - 4- R (b &
102) .LC-MS:m/2508.0 (W+H) *o 'H NMR (400MHz,CD,0D) 87.75-7.72 (m, 1H) ,7.71-7.68 (m,
1H) ,7.46(d,J=8.0Hz,1H) ,7.16 (s,1H) ,7.09(d,J=7.8Hz,1H) ,7.06-6.76 (m, 1H) ,6.92
(t,J=55.6Hz,1H) ,4.74(d,J=4.0Hz,1H) ,3.99-3.93 (m,2H) ,3.91 (s, 3H) ,3.90 (s, 3H) ,
3.52-3.39(m,2H) ,1.58-1.45(m,3H) ,1.42-1.30 (m,5H)

I3
2- ((25,3R) -2- G REEIL) -3- (3, 5- A -4- AR -3- =2 5L N 3E) -6-
CRRE ) 289 [d]

WEME -4 - PR ((K 54103)
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51/73 Bl

O
- Br Hs/\)Lo’\I:\/\
/@;‘/ . NBS, AcOH NH,
OMe - =&
cl I —— ol OMe Pdj(dba)s, Xantphos
o) DIEA, T &
F®A 110 °C, 16 h
31 3-2 j_ *f
p B
Cl
\/\j\/ NH, O NH, O
o s EtONa, EtOH EtO s
\’(\/ OMe s~ OEt
» 110°C, 16 h O NH,
Cl y®C cl
3-3 3-4
cl
OEt NHj
- S.g o
Q NHz OFt TBSO Q Cr
TBSO 287 .
MeO o C a4 = - © -
OH BusP, ¥ & Me i - Pd,(dba)s, S-phos B
Mo 80°C, 12h OMe N ol Cs:COx P K
e R y %o Y ®e
o
35 36
_/S“ ‘0 Q _/SI O Q
MeO 0 K305504, NalOg MeQ - NaBH,
— - -
Me T S CH3CN, H0 Me l - 0 MeOH
OMe N / S EF OMe N
' Y %c
o o
OEt
a7 3-8
30 e o
MeO. o —_— Meo. o LIOH MeO o
s T MeOH/THF/H S
He / OH 25 Ing h . | ° 325°C- 2h - OMe N o
OMe N " OMe N
2. Ll 2 1
o o o
OEt DEL OH
39 -~ 44103
Cl
NH, O
EtO )
S OEt
O NH;

Cl
[0244]  FRAEXS T SEFIA LB 25 ATk AR 7 (FE 5 SR LR 2D BB 2 2D BRD) |, il 7E 20 3B
FRf2- S 3t -5- G- K HER HRE S 3, 3 - ik — W (2- St -5- WK HER — 2R (3-
4) ,LC-MS:m/z 460.9 (M+H) ",
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OTBS—(
MeO 0]
e OH
OMe (0]

(02451 AR S BIAL B & AT ORE - OF S PP BRI PIRP) | il A 2P i
{13, 5- ZHIS - 4- FHERDR - 1- IR A5 A (3S,4R) -4+ (GRU T 3 FHEEFRRRBT ) S50 -3-
R EILAATD -4- (3,5- UL -4- FIHLORED T (3-5) . 'H NMR (400MHz ,CDC1,) 86.51 (s,
2H) ,4.71-4.70 (m, 1H) ,3.98-3.95 (m, 1H) ,3.84-3.77 (m, 7H) ,2.60-2.57 (m, 2H) ,2.06 (s,
3H) ,1.67-1.26(m,8H) ,0.91(s,9H) ,0.07(s,3H) ,-0.11(s,3H) .

OTB;

MeO @]
Me 1 S
OMe N Cl
(@]

OEt

[0246]  HUHEDN TS BIA LI &8 Pk AR 7 (25 ZE LRI BRQ) |, 1B A 2 BRQH 6 1)
3,37 - ikt IO (2- Sk 5- UK IR — ) (3-4) A1 (3S,4R) -4- (GRU T 2 FHEL A
Bikh) D) -3- O RESED) -4- (3,5 SRR -4 - FEERED) TR (3-5) k2~ ((2S,3R) -
3- (G T ER L IR HD) S 3h) -2- RGBS -3- (3, 5- ISR -4- ISR TN
L) -6- I [d]meme -4- FIER LG (3-6) o 'H NMR (400MHz ,CDC1,) §7.96-7.99 (m, 2H) ,6.55
(s,2H) ,4.75-4.74 (m,1H) ,4.49-4.44 (m,2H) ,3.94-3.92 (m, 1H) ,3.83-3.82 (m, 7H) , 3. 46-
3.35(m,2H) ,2.05(s,3H) ,1.51-1.32(m, 11H) ,0.91(s,9H) ,0.07 (s,3H) ,-0.12(s,3H) .

OTB;

MeO O

S

OMe

@)
OEt

[0247] RIS T SEHIA209H & AT iR R T (FE 77 Ze2r P P BRBZ AP BRC) | il i 2 -
((2S,3R) -3~ (GRUT RE IR R D) S 38) -2- O R AD) -3- (3,5- “HISAL-4- L
IREL) NEL) -6- (AT [d]mEmk -4- IR 2 g (3-6) Aki2- ((2S,3R) -3- (GRU T R — 3L FgE:
Bedk) L) -2- ORGSR -3- (3, 5- HIAAE-4- FHERED) VD) -6- HIPR LA [d] e
W -4 - FHER 2 T (3-8) L LC-MS:m/z 642.2 (M+H) .

[0248]  PYEG:2- ((2S,3R) -3- (G T R HEFEESID) 18D -2- GRREAED) -3- (3,
5- T FAAEE-4- FILORE) N3E) -6- GRELFZE) 2R [d]geme - 4- FHFR £ i
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MeO 0
s
Me | OH
OMe N
0
OEt

[0249]  [F)2- ((2S,3R) -3- (BT 2 IR FRELTD) S0 -2- O RAARD) -3- (3,5-
PRI -4- TR D) NS -6- FRBESE DR [d ] e -4 - FHPR 2T (30mg, 46 . 78umol) {-MeOH
(1ImL) FR{ 7R IINaBH, (5. 30mg , 140 21pmol) o Ff I NIR A5 H1E25 °C R HiHE3h. SR K
R I RINE, C1/K A (10mL) 73K, FIDCM (10mL x 3) X5 1A HLUZE HIEh K
(10mL) P, 2875 7KNa, S0, T8, 1o B8 H k4 DA 212 ((2S,3R) -3- (GRU T AR HIRE
B L) -2- ORI ID) -3- (3, 5- IS -4- FHIEORIE) N3 -6- GRIE FHIE) 2R9T
[d]EME -4 - FHER 2 i (20mg , 66 % 2~22) JLC-MS:m/z 644.3 (M+H) .

e

MeO o
S
Mie \ OH
OMe N
0

OH

[0250]  ARffxtT-Se BIAL A e Tk RO REFF (RS ZE LR DBRS L BRR) |, i id A1 2P 3RS
it 12~ (28, 3R) -3~ (GRUT 2 FREE RS eAE) A 3E) -2- (MUIEESASE) -3- 3,5- I
Fe-4- FHELORED) PYEE) -6- Gt FIED) R0 [dJmemd - 4- FRER C i (3-9) 1 Aki2- ((2S,3R) -2-
(RREE AR -3- (3,5- I3 -4- IELORID) - 3-J2RL N IE) -6- ORREFPIID) ST [d] men: -
A-FIR (fb47#9103) <LC-MS:m/z 502.3 (M+D) "o 'H NMR (400MHz , CD,0D) 88.05 (s, 1H) ,7.94
(s,1H) ,6.64(s,2H) ,4.75(s,1H) ,4.61 (s, 2H) ,3.97-3.93 (m, 1H) ,3.86-3.79 (m, 1)) ,3.79
(s,6H) ,3.45-3.43 (m,2H) ,3.30-3.29 (m, 1H) ,1.99(s,3H) ,1.42-1.32 (m,8H) .

S thIA4
2- ((25,3R) -2- G REEIL) -3- (3, 5- AU -4- AR -3- 250N 3E) -6-
(A S D) 25

[d]mem -4- FAR (L 599104)
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MeO.__O NBS, AIBN Oy OMe co, MeOH O5OMe 4, pdic, MeOH
iy NO, T
CCl,, 80°C, 16 h 80°C, 2h 25°C, 16 h
Me P HA Br yms  MeO y®C

441 42 s
o]
O.__OMe O.__OMe Hs/\)LO,\I:\/\
NBS, AcOH
I ki Y NH, .
259 12 h Pd,(dba);, Xantphos

e ’ e Br DIEA, T %
PRD 100°C, 12 h

44 4-5 P IKE

MeONa MeOH
NH, O
Mee /\)J\ 25°c 12h
© T HF
4-6
4.7
MeO
NH,0

0 NH, @A
MeO (0]
OTB; 0 47 m LIOH
MeO 0 ~ s -
m —— i OMe  MeOH/THF/H;0

Me s 80°C, 12 h - . 25;‘;22 "
OMe 0 Py kG o il
OMe
35 4.8
e
OTB MeO 0
MeO 0 TBAF s
M S THF v oM rJ e
e e
OMe n} o 25°C,1h
5% 0
o OH
i 44104
[0251]  2PERA.5- GRHEL) -2- i IR iR
Os_OMe
NO,

Br
[0252]  [fi5- 3L -2- il - 2K HHR HY RS (23.5g,120. 4 1mmo1) £ECCL, (200mL) HA 1720 1 s
JNATIBN (1.98g,12.04mmol) FINBS (32.15g,180.61mmol) o ¥ M IR A ¥1E80°C Ntk 16h.
B BRI, 0(300mL) FRE, FIDCM (300mL x 3) 25BN K5 FH A WU E U N k4
DUR RIS it A (PE/EtO0Ac="17/1) 4i{t. LIS 55~ GRFFIL) -2- WYk g
fig (19.12g,38.6%77%) .
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[0253]  JPERB.5- (AL L) -2- A2 R R FH R
Os _OMe

NO,
MeO.

[0254]  [f]5- (BLEHIL) - 2- RYFLIE FHTR G (19.12g,69. 77mmol) ZEMeOH (180mL) HftIvA
HIISTK,CO, (9. 64g,69. 7Tmmol) o KR AHI1ES0C i 2h o 4 KM JTIH,0 (300mL) A, 1]
EtOAc (300mL x 3) MR EFH AN T/ KNa, S0, T4, o S BLAR R B ks AAS 2
T G FR Yl RER AT (PE/EtOAC=5/1) 4lift DS EI5- (AL FIED) - 2- WYLk iR
IR (10.52g, *23266.9%) - ' NMR (400MHz,CDC1,) 87.85 (d, J=8.4Hz, 1H) ,7.60 (d,J=
1.2Hz,1H) ,7.51(d,J=8.4Hz, 1H) ,4.48(s,2H) ,3.86(s,3H) ,3.38(s,3H) .

[0255]  EIEC.2- 5456 -5- (AL L) ZR R e

Os_OMe
NH»

MeO

[0256]  {EN, R A5~ (AL HE) -2 - A3k - 2K FHER F il (7.52g,33.39mmo1) 7FEtO0Ac
(100mL) HHRYATR IS IN10% Pd/C(2.6g) , I HRHE AP O HTIN 3K AR TR
B HAH A3 R G525 C R AEH, (45psi) FHidkE16ho B85 BRI
FE N4 VAT R e o R il i A (PE/EtOAc=6/1) 4lifk AF3 5 2- 24 5L -5- (H
SHIL L) SRR S (5.85g,79.6% 7°3) JLC-MS:m/z 195.8 (M+H) .

R

[0257]  FRIEAS T SZHEFIAL B 28 ik R e (FE 5 2 LR 2B BB 2 AP IRD) |, il ok AP B
FIE 2 - 543 -5 - (AL FSE) JRHIRR R , 5 k3,37 - —fmbe 3 (2-%4 5k -5- (FH5E L
FHED) IR — FIER) (4-7) JLC-MS:m/z 474.8 (M+Na) ',

OH ;
Meom
S
Me | OMe
OMe N

0
OH

[0258]  ARFEXS T SLHEHIAL I G 2 Ak R e (A5 R L 2P BRQZE D ERS) il A 2P JRQ
PR3, 3 - lmbe AW (2- 548 -5 (AL D) X HIER —HIR) (4-7) 1 (3S,4R) -4~
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(GRCT B R RERE L) 530 -3- ORGSR -4- (3,5 HIS L -4- HEORHD) TR
(3-5) A k2~ ((2S,3R) -2- GRRFLFARD) -3- (3,5- IS AL-4-FELRED) -3- B AL N D) -6-
(FAR L FRE) 2R [d]weme - 4- FHFR ((k54104) JLC-MS:m/z 516.1 (M+H) " 'H NMR (400MHz,
CD30D) 88.19(d,J=1.2Hz,1H) ,8.12(d,J=1.6Hz,1H) ,6.67 (s,2H) ,4.69(d,J=5.6Hz,
1H) ,4.65 (s,2H) ,4.04-3.99 (m,1H) ,3.97-3.90 (m, 1H) ,3.83 (s,6H) ,3.53-3.48 (m,2H) ,
3.46(s,3H) ,1.99(s,3H) ,1.55-1.34 (m,8H) »

SrE151AS

2- ((2S,3R) -2- GRJREESEIL) -3- (3,5- 1AL -4-FIEESREL) -3- LN 4E) -6-
(I3 289 [d]

IBEWE - 4- FHPR (b 591105)

OTB;]' OTB;
MeO (0]
e BocNH, MeO 0 Mel
- B
S -—
Me 1 Pd(dba),, S-phos, K;CO3,  Me 1 S K,CO3, DMF
OMe N cl PR, Eii,16h OMe N NHBoc 80°C.12h
& HA 3 5B
0 0]

OEt OFEt
3-6 5-1
OTB; (mg)
MeO 0 TFA MeO o] TBAF
S —_—
Me 1 DCM Me 'I . THF
OMe N NMe 0°C,05h OMe N NHMe ©C.1h
)—0Bu % C ¥ %D
o} 0 o
OFt OEL
5-2 5.3

MeO o} MeO o}
LiOH
Me ! ’ MeOH/THF/H,0 Me ! ’
OMe N eOH/THFH, OMe N
NHMe e NHMe
0 $‘}¥LE 0

54 .44 105
[0259]  SPUEA.6- (GRUT AL =20 -2- ((2S,3R) -3- (GRUT 2 = A FHAELE L)
B -2- GAREEID) -3- (3,5- S IE -4 - FHELATL) PYIE) 28T [dmeme - 4- IR £ TS
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MeQO. O
Me' 1 S
OMe N NHBoc
o)

OEt

[0260]  [A]2-[(2S,3R) -3- (AU ] A (AL bt s i -2- GRS ED) -3- (3,5-
FRAA AL -4 - AL -OR3E) N AR ] -6-S1- 1, 3- AT FHEME -4 - IR £ (500mg, 771 . 22umol) Ak
FFARBUT TS (271 04mg , 2. 31mmo1) £ FAZE (10mL) FRAGIATRIHER P (dba) , (4. 35mg, 77.12
umol) \K,C0, (319.76mg, 2. 31mmo1) F1S-Phos (63.32mg, 154. 24pmol) KR 5HIAE100°C N g
FE16h K N IR A i 40 C R IIH,0 (10mL) 75 K, FELOAc (10mL x 3) ZEHL 445 T
APVZIERK (10mL) Peik, £82707KNa, S0, T8 , i I FLAE IR MIR4RVAS 25k Kok
AW RECRE (PE/EtOAc=100/1%510/1) ifk AT 216 - (U T FIE AL -2- [ (28,
3R) -3~ DRUT 36 (CHIED) FRELE L] 0L -2- ORRBESAE D) -3- (3,5- AL -4- FIL-2K
30 L] -1, 3-SR e -4 - FER £ (500mg, 88.9% *°3%) o 'H NMR (400MHz,CDC1,) 88.46
(br s,1H),7.66(d,J=2.1Hz,1H) ,6.70 (s, 1H) ,6.56 (s,2H) ,4.73(d,J=4.6Hz, 1H) ,4.48-
4.42 (m,3H) ,3.95-3.90 (m, 1H) ,3.82 (s,6H) ,3.45-3.40 (m, 1H) ,3.31-3.25 (m, 1H) ,2.06 (s,
3H) ,1.53(s,9H) ,1.43-1.25 (m, 10H) ,1.43-1.24 (m, 1H) ,0.91 (s,9H) ,0.07 (s, 3H) ,-0.12
(s,3H) .

[0261]  SPEEB:6- ((RU T AL IE) (I3 438 -2- ((2S,3R) -3- (U T 2 A RN
30 D) -2- GRRIESEAD) -3- (3, 5- ZFISUAE-4- IELZRIE) P ED) ZE01 [d]mEms -4- TR £

fig
OTB;
MeO @]
Me 1 S
OMe N NMe
)—O‘Bu
O 0]
OEt

[0262]  [F]6- (B T AR LA 3E) -2- [ (25, 3R) -3- [HU T 3L (L) Wkt ) S0t - 2-
(RRIEAARD) -3- (3,5- 14 EE-4- I JE-2R30) PYIE] -1, 3- 2K Mgk -4- IR £ i (200mg
274 .35umo1) £+DMF (2mL) FﬁﬁﬁfﬁiﬁﬁpiﬁﬂﬂKzC% (189.58mg,1.37mmol) FiMeTI (194 .70mg,
85.40uL) KA PITES0C R HiHt 12h ¥ H15 , K SN & FIH,0 (5mL) #%% , FIEtOAc
(5l x 3) ZH KA AN LK Gl x 3) Peik, I /KNa, S0, T4, o 38 ELAER
He MRAE LA 21 A R s il i ) s U TLC (810, PE/EtOAe =10/1) 4L LAF5216 -
CRUT SRR AR (RS 54360 -2- [ (25, 3R) -3 [0 ] 3k (T FSD) HIRb e RE ] i -2 - BR K3t
AL -3- (3,5 AR AL -4- FIRL-TRHD) AL -1, 3-SR FEms -4- IR £ (40mg, 19.6% 7=
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) ,LC-MS:m/z 765.3 (M+Na) .
[0263]  2PERC:2- ((2S,3R) -3- ((RU T Z IR SD 530 -2- OO RESAESD -3- 3,
5- " HSEFE-4-ERED) D) -6- (FHELGSD) R [d]mem -4 - R £ i

OTB;I’

MeO O
Me 1 =
OMe N NHMe
o)
OFEt

[0264] |6~ (B ] AL () 2] -2- [(2S,3R) -3- DR T &L (CH L) kR k14|
Fe-2- ORIEASD) -3- (3,5 HIGE AL -4- L -IR30) N AL T -1, 3- A TFWEme - 4- PR £ i
(30mg, 40.37umol) £EDCM (1mL) HAFRATR H S IHTFA (29 89ulL, 400umol) o Ff 5 MR & ¥4E0
‘C M0 5ho B SN TR S FHIH,0 (10mL) A, JTIEtOAc (10mL x 3) 25N K-S I ANLE
FHER/K (10mL) P, 2 J07KNa, SO, T4, 1o 180 Hk4s AT 212- ((2S,3R) -3- (G ] H
FEHREE D) D) -2- GRRESAE D) -3- (3,5- AR -4- AR P93 -6- (L&D
IR [d]gEmE -4- PR R (22.5mg, 86.7 % 773%) KTt — P4t 1l T F—2P 8. LC-
MS:m/z 643.1(M+H) .

[0265]  2PEED:2- ((2S,3R) -2- G KFLFEIL) -3- (3,5- “HIAESL-4-HEIRED) -3- 28
FL) -6- (FILED) Z8TF [d]wEm: -4 - FHER £

e

MeO O
Me 1 .
OMe N NHMe
o)
OEt

[0266]  7F0°C FIA2-[(2S,3R) -3~ [T 3k (CHIEL) Fkbe L] S Ak -2- OR KL SEIL) -3-
(3,5- A AL -4- PR -ORE) (N AL -6- (PRS0 -1, 3- 2R mEme - 4- PR £ T (30mg,
46 .66umol) £ETHE (0. 5mL) HA K I L FH % I TBAF (466 .62uL,466 . 62umol , 75 THE ) 1Mi%
0 o BHEAYIAE0C R HEHE Lho 5 SN TR G910 (10mL) F78E, J HTEt0Ac (10mL x3) %%
AT HLZ SR /K (20mL) e, 870 7KNa, S0, T8, 1 S8 T Hak4r AT 212 [ (28,
3R) -2- GAAIE L) -3- (3,5- HISEIE -4- 3L -HD) -3- 30 - Py -6- (AR D) -1,
3- IR IBEME -4 - HHR £ (20mg, 81.1% 77 3%8) K HCFRdt— L aifv I b P8R . LC-MS:
m/z 528.7 (M+H) ',

[0267]  SPYRE:2- ((2S,3R) -2- R RIESEID) -3- (3,5- “FIF AL -4- IRRSD) -3-F2 4N
F0) -6- (FFHRAHD Z8Tf [d]memy -4- IR (v 549105)
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MeO 0]
Me 1 8
OMe N NHMe
0
OH

[0268]  [A]2-[ (2S,3R) -2- BRJRELSEIL) -3- (3,5- —FISIE-4- L - 28 3L) -3- 2L -1
FT-6- (2R -1, 3- K TFHEM: -4 - HHER £ i (20mg, 37 .83umol) £ETHF (0. 8mL) \MeOH
(0. 2mL) FIH,0 (0. 2mL) FHI7AIR AR L1 OH (4. 53mg , 189. 16umol) KR AWIE20°C R it Rk
Vho B SRR 570 FIH,0 (10mL) Rk, FIEtOAC (10mL x 3) ALK &5 B HLE FlEh K
(10mL) Pk , 81 7KNa, SO, T4, 1k B8 HLie4r o K ki il il £ HPLC (B :Kromasil
100-5-C18; i shAHA: 7K (0.1% HCOOH) , 7t ZlAHB : CH,CN; BBJE : /£ 10minPy50% BZ#90% B)
alifk A1 512- [ (2S,3R) -2- GRRIEAEID) -3- (3,5- —FIGIE-4- L -k gL -3- % - 1N
FeT-6- (PRSI0 -1, 3-ZFfmemh - 4- FIES (7.92mg, 772841 .8 %) LC-MS:m/z 501.3 (M+H
) "o 'H NMR (400MHz,CDC1,) 87.57 (d,J=2.3Hz,1H) ,7.09 (d,J=2.3Hz, 1H) ,6.57 (s,2H) ,
4.93(d,J=4.3Hz,1H) ,4.02-3.97 (m,2H) ,3.84 (s,6H) ,3.31-3.24 (m,1H) ,3.11 (dd,J=
3.5,15.2Hz,1H) ,2.92(s,3H) ,2.06 (s,3H) ,1.61-1.40 (m,8H) .

STEIAG

2- ((2S,3R) -2- GRJREAEIL) -3- (3,5- HAIE-4- LR ED) -3- LN 3E) -6-
(L) ATT

[d]mem:-4- IR (T 59106)

—Si.

e ooy po

MeO. o] MeO o] MeO lo]

TFA Mel
e —_—

S

Me 1 S, DCM Me i S, KoCO4, DMF Me 1

OMe N NHBoc 0°C.05h OMe N NH, 80°C 12h OMe N NMe,
A © F ks
(o] O (o]

OEL OE!t OEt
6-1 6-2

OH Q OH Q
TBAF MeO o
—p il LIOH
HF -]
] —_— -
25°C,05h Me i Me | S
MeOH/THF/H,0
b 1 OMe N NMe, OMe N NM
ylkc €2 25°C, 05 h 2
o ¥ #D o

OEt OH
63 445108

[0269]  JPERA.6-%43E-2- ((2S,3R) -3~ (GRU T L HHELHH ARG A3 -2- BRI A
FL) -3- (3,5~ FAEE-4- FIELIRID) PR EE) R0 [d] e -4- FHIR £ i
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OTB;

MeO (@]
Me ,‘ S
OMe N NH,
O

OEt
[0270]  [A]6- (R ] SRR BRI IE) -2- [ (2S,3R) -3- [RUT 3L (T H D) HipE e 3L ) s 2L -2-
GRREAIE) -3- (3,5- AL -4- L - IR0 N3] -1, 3- T - 4- AR £, i (100mg,
137.17umol) £FDCM (1mL) H R IATR R IITFA (101 .56pL, 1. 37mmol) o S MRS PI{E0C
P PE0. 5ho ¥ S B TR A i i U JIH,0 (10mL) ¥ 2K, FIDCM (10mL x 3) ZXIN KA HUZE L
Na,SO, T4, 1 B8 HAC I B ks AT 216 - 2055 -2- [(2S,3R) -3- DR T 2 (S H3E) HgERE
RV A-2- ORI SAED) -3- (3,5 “HISAE-4- L - 2R3 P 2E] -1, 3- IR e - 4 - HHTR
LT (80mg ,92. 74% 7 =3K) W H T — L alifb 1T F—P 8. LC-MS:m/z 629.2 (W) .
(02711 2PEEB:2- ((2S,3R) -3- (G T 2 AR HIRELT D) S Ah) -2- OR35S -3- (3,
5- VAR - 4- LR D) TN D) -6- (IR0 A [d]memk -4 - FIER 2 i

OTB;

MeO O
Me '. .
OMe N NMe,
0]

OEt
[0272]  |A16-%3E-2- ((2S,3R) -3- (BT R HEERIRELID) 30 -2- GRREAED -3-
(3,5- A BE-4- LR L) Y 3L) 5 9F [d] gEme -4 - TR 2 R (60mg, 95. 41pmol) fEDMF
(1mL) FPRTATR S KO, (39 . 56mg , 286 . 22umol ) FlMeT (23.76uL, 381.62umol) o452 W iR
/m\%f80 C MEHE12h, /\fﬂ}:,%“fiJ“—/tbm#@/EHH 0 (10mL) ##¢, HEtOAc (10mL x 3) 2<HY.
KA IEANUZEIERK (1omL x 3) Wik, 46Na, S0, T, i 8+ H.ik4r AT 212~ ((2S,3R) -

3- (GRUT R R D) D) -2- ORI -3- (3, 5- “HISA -4- HERED) !N
H) -6- (CHIELEED) R [d]mems -4 - IR LR (55mg, 87.75% 73%) ¥ HICFRE—F4lift
T 8. LC-MS:m/z 657.30+H) ",
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MeO. o]
Me 1 .
OMe N NMe,
0]

OH

[0273] RN TS hE AL il 25 Ik AR 7 (FE )5 S5 R 2P BRD 2 2D BRE) |, il 7120 BRD
HRtFH2- ((2S,3R) -3- (G T 2 AR RS ED) S -2- O RER D) -3- (3,5- ZHI%,
Fe-4-HEORED) WA -6- (CHIELSAED) R [d]mwems -4- IR 48 (6-2) 15 hak2- ((2S,3R) -
2- ONEAID) -3- (3,5 AL -4- FHILORED) -3- LN AD) -6- (R #9F [d]
WEE -4 - FER , SChEBIAG ((b & H9106) LC-MS:m/z 515.3 (M+H) " 'H NMR (400MHz,CDC1,) &
7.73(d,J=2.7Hz,1H) ,7.19(d,J=2.6Hz, 1H) ,6.58(s,2H) ,4.94(d, J=4.3Hz, 1H) ,4.03-
3.97 (m,2H) ,3.85(s,6H) ,3.31-3.24 (m, 1H) ,3.14-3.09 (m, 1H) ,3.08 (s, 6H) ,2.07 (s, 3H) ,
1.56-1.32 (m,8H) .

STHEIAT

2- ((2S,3R) -2- GRJRKEESEIL) -3- (3,5- 1AL -4-FIEESREL) -3- g 3h) -7-
PR ORTT [d] mem - 4- RS ((k A 9107)

L [
NHz O al - Bu NHp O
OJ\NH o NBS, Pd(OAC), O}\NH o H;SO4 MeOH g
OMe b - - - OMe
DMAP, =172 ACOH, 25°C, 16h  Br 70°C.4h
MeO DCM, 0°C, 2h e y e N Jke  MeO
THA  peo MeO
71 7-2 7-3 7-4

0
HS’\)LO'\(\/\ NH; O oMme o
o (o] EtONa, EtOH o

S
> \n/\/ OMe » E1O .S
S OEL
Pd;(dba)s K:ir_ltphos 0 ]ij)'L 25C. 16 h

DIEA, ¥ K MeO O  NH,
120°C, 16 h Pz 13 MeO
Y %o
7-5 7-6

(o]

OTB { }
MeO oTB OH

MeO. (o]
MeO. o
Me - TBAF
OMe O 35 Me n s Pve - = s  OMe
— »- THF 1
Bgap;g’ 1§n OMe N 40°C,1h OMe N
: v ®c
EL U o " o
e OE! -

7-8
LiOH MeO 0
—_—
oM
MeOHITHF/H,0 Me i s -
25°C,1h N
¥ %u

{44107
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[0274]  2PDURA.4-FAE B -2 - IR RIBE R R R IR FH S
By
OANH 0

OMe

MeO

[0275]  {F25°C NA)2-%d 3k -4- A oK R FIEE (25g, 137.98mmol) £FDCM (200mL) FRTIIA
RS DI RE (22.27mL,275.96mmol) FIDMAP (168.57mg, 1.38mmol) - SRS 7E0°C NF2,2- —
FRELPIMES (18.67mL, 151. 78mmol) RTINS IIENE S B TSR S AE0°C M Bt dk2h F
[NIRAE PN HCLIAR (50mL) 7K, I H_FHDCM (100mL) Bt BB HUES 55, N HCLIE
T (40mL) 1 FINaHCO, /KA TR (50mL) FIER7K (40mL) Peisk K A HLZ 22 J7KNa, SO, T4, 1L 31
JFH e 4q DAFF 2IAH 4 - FH AR 2 - 2 - 5 e e 2 2K G FHTRS (18g,60. 9% 77 38) | B L E TRtk —
LAV BT N — 8. LC-MS /2 266.3 (M+H) *.

[0276]  2PUEB: 3-J5-4- HHAUE - 2- Rp R e 0K FHR HH i

<
O” NH O

Br:
OMe

MeO

[0277]  [F)2- (2, 2- ZFIBEPA LA 2 3E) -4 - FH AL - SR R FHR (36g, 135.69mmol) £ FHEK
(400mL) HFAIR RN NP (0Ac) , (6.09g,27 . 14mmol) \NBS (53.13g,298. 53mmo1) A4 - H &
ORI (46.73g,271.39mmol) o3 SN R G H1E25°C Mg HEL16h o SR K SO TR &9 HH,0
(200mL) FAB Hask 38 B8 FHEt0A (150mL x 3) ZEHN K-S IFIEHUE 2R /K (100mL x
3) ek, I /KNa, SO, T8, 1 S8 T HATIE N e 4 o R 7k o W i b PR e Jie 80 72 (
ISCO®:80gSepaFlash™ FE LA, £565mL/min F0-15% EtOAc/PERSEEBEIR) 41t PIS
F3-R-2- (2, 2- ZHIEL IR ) -4- FH AL - DR FHIR R (4.8g,10.3% 77%) .LC-MS:m/
z 344.2 (\M+H) 7,

[0278]  2PURC. 2- 5 k- 3- I -4- AR KR HHER FHS

NH, O

R OMe

MeO

[0279]  F0°C F3-7R-4- 5 3L -2-H ke e EL ok FIER HH G (4.8g,13.95mmol) £-MeOH
(2mL) PV TRUT BRI, S0, (44.66g, 24 . 2TnL) 5 SRR A WIS HHIN V3
KNG FTAFREWIAETOC P AEN, S50 Pt RE4h 2 A1, F SO FHZK (50mL) A4k, HIEt0AC
(30mL x 3) AL KA A NUE FHER/K (30mL) PR , 675 7KNa, S0, T4 , 3k BE I AERE B
Wi o K F Wy 5 PE (10mL) — it B2, O FRF B iiam i 1850 25 K DF HIPE (20ml) e
P IR FERUE N TR B2 - 5438 - 3- 1R -4 - AR R FRiE (2. 4g,66.2% 723%) 4 H
ToFE— Al BB T 5B, LC-MS :m/z 262.1 (M+H) “.'H NMR (400MHz , DMSO-d6) &
7.82(d,J=9.0Hz,1H) ,6.45(d,J=9.0Hz, 1H) ,3.87(s,3H) ,3.79(s,3H) .
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Sl NH, O

E -
- S - OEt

O NH; MeO

[0280] AR T S BIAL I £ PR R 7 (e P 2P BB P BRD) |, 1l A AP RC
PR 2 -5 -3 - 7R -4 - AR R IR R (7-4) B3, 3 - hike — R (2- gk -4- H%
FORHIR — Z08) (7-6) JLC-MS:m/z 474.9 (M+Na) ',

e

MeO @]
OM
Me |l S ©
OMe N
@]
OH

[0281]  FRHEXS TS HEFIALIIE 25 Tk R 7 (575 ZE LR 2P BRQ SHIR) a1 20 BRDH
3,37 - ikt R (2- 2 B - 4- R IR — ) (7-6) Hhk2- ((2S,3R) -2- GRK
FAEIL) -3- (3,5- “HISEAL-4-HSLIRID) -3- 5N FL) -7- AR [d]mem: - 4- FHFR (fk
EW107) JLC-MS:m/z 502.3 (M+H) "o 'H NMR (400MHz,CDC1,) 813.36 (brs, 1H) ,8.32(d,J=
8.6Hz,1H) ,6.95(d,J=8.4Hz,1H) ,6.58(s,2H) ,4.95(d,J=4.3Hz,1H) ,4.07 (s, 3H) ,4.06-
3.98 (m,2H) ,3.85(s,6H) ,3.39(dd,J=8.3,15.1Hz,1H) ,3.21(dd,J=3.7,15.1Hz, 1H) ,
2.06(s,3H) ,1.59-1.34 (m,8H) .

SE151A8

2- ((2S,3R) -2- GRRELAED -3- (3,5- HISEIL-4-FIZLIRED) -3- AN D) -4-
(FRAZESIE) MM (1, 5-a ] Mg - 7- FIER (1L &54108)
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CN 118339149 A

MeQ ome
0=P
Me +
TBSO NN g2 TBSO
MeO (o] O MeO o]
———
K,CO3, MeOH
Me | 15°C, 16 h Me x>
OMe (0] #_’ A OMe
8-1 8-3
TBSO ;
MeO o]
0
0 Me .
I, NalOg y OMe
= | OMe — i OMe 8-3 -
Hn AN DMF HN” YN Pd(PPh3),Cly, Cul, DIEA
o 60°C, 48 h i CH4CN, 25°C, 3h
%8B Y ®C
84 8-5
TBSO :;
MeO 0O
MesSO;NH,, DCM Mel, K;COs -
-_— — = Me
25°C,15h DMF, 80°C, 12h

y %D Y RE

NaOH
—_—
MeOH/THF/H,0
60°C,12h

®F

OMe 0]
[0282] AR T I BIAL I 26 IR R e (FE 5 R LD SR D BRO) | il 71 20 BRH
FR 3, 5- — FIAE L -4 - FRELR - 1- IS A Rk (3S,4R) -4- (BT 3 L FIRE L) 15D -
3- ONRAESHID) -4- (3,5- “HISA-4-HERED) THE(8-1) .
[0283]  SPERA. BT 2 (((IR,29) -2- GARASAID) -1- (3,5- AL -4- HELRSED) Tk-4-
He-1-30) S ED —HEEREE
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TBSO ;
0]

e OMe ‘\\

[0284]  £FO°C N, Rl - M- 1- AU LR e - P - 2- T (3.8g, 19 8mmo 1) i AN I 2
(3S,4R) -4- DRCT 3 (D) FREGE L S8 -3- O RAEEEAD) -4- (3,5- 5L -4- AL -
SKHE) T (7.2g,16.5mmol) FIK,CO, (4.56g,33. 0mmol) 7EMeOH (70mL) Hr TR A o K B
RAPIELSC MRS FHEL6h TR AP IS N IREH R e Wi DR i (i
(ISCO™:220g SepaFlash® gk , 75150mL/min F[0-4% EtOAc/PEREELEBER) £l
LSBT B- [ (IR, 25) -2- GRRFLSEEL) -1- (3,5- IS -4- FIEL- 2R3 Th-4-Pug,
3] - T FIEERERT (3.28,44.9% 7% %) . 'H NMR (400MHz,CDC1,) §6.54 (s, 2H) ,4.59-4.58 (m,
1H) ,3.85 -3.81(m,7H) ,3.50-3.46 (m,1H) ,2.48-2.46 (m,2H) ,2.07 (s,3H) ,1.97 (s, 1H) ,
1.46-1.34(m,8H) ,0.90(s,9H) ,0.07 (s,3H) ,-0.15(s,3H)

[0285]  PEEB:5- 54 Kk -6 - itk mg FHR FHiS

0

MeO

Z | OMe
=

HoN .

|

[0286]  |r]5- S FE Mt FHER i (10g,65. 7Tmmo1) ZEDMF (80mL) EPE’\J?%”}‘@EP?%?\BDNaIOZl
(5.61g,26.2mmol) FT, (13.4g,52. Tmmol o ¥ S NI A HIAE60°C M iiHE48h ¥ A= , 1l KW
TRA YA IN10 9% LR ER B /K AR (100mL) o B FTSHR S R 103 B o 8 1 i e g
T RS S B R A T KB %, AU B TR DAAS 2105 - S 2k - 6 - fill - Nk g - 2- FHJER FH B (7. 84g,
42.9%752) ,'"H NMR (400MHz,CDC1,) 87.88 (d, J=8.2Hz, 1H) ,6.95(d, J=8.2Hz, 1H) ,4.68
(brs,2H) ,3.93(s,3H) »

[0287]  JPHEC:5-%45E-6- ((4S,5R) -5- (G T B FEEF LT IL) 20 -4- GRREESA
$L) -5- (3,5- " HAEIE -4 - ELORTD) The- 1-Be-1-30) ntbme FRPR F i

TBSO ]_’

MeO

Me

0~ OMe

[0288] AL T 2L~ [(IR,28) -2- UREESAIL) -1- (3, 5- “HISAEE-4-FIIL IR 1Ii-4- Bk
FASE] - R (1. 71g, 3. 96mmol) 15 -2 5 - 6 - AL -TE I - 2- FHFR FHTES (1g, 3. 60mmol) 11
MeCN (40mL) HFIA R 1 Z8 IPd (PPhy) ,C1, (252mg, 360pumol) \Cul (68.5mg, 360umol) FIDIEA
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(3.13mL,17.95mmol) FTFAHESWI1E25C M gh3h KRS 17K (200mL) 78, JTIEtOAC
(150mL x 3) AEE o KA H AT WU T /KNa, S0, T4, 1 31 ELik 4 DAFF BB s o K ik A
W3 5o e R I £ i 7 (ISCO™ ;4 0g SepaFlash™ ik e s A, 7E100mL/min FIJ0-20 %
EtOAc/PEASEE VLR £hifb LIS 25 243L-6- [ (4S,5R) -5- [RUT 3 (T H3D) kb L] A
H-4- ORGSR EL) -5- (3,5- ZHISAE-4- L -ORAE) - 1- R ER Tk g - 2 - HH G FH s
(1.77g,84.2%%3) .'H NMR (400MHz,CDC1,) 87.88(d,J=8.6Hz, 1) ,6.99(d,J=8.6liz,
1H) ,6.55(s,2H) ,4.75(s,2H) ,4.65(d,J=6.0Hz,1H) ,3.93(s,3H) ,3.87(d,J=2.8Hz,1H) ,
3.83(s,6H) ,3.66-3.57 (m, 1H) ,2.91-2.81 (m, 1H) ,2.80-2.70 (m, 1H) ,2.08(s,3H) ,1.73-
1.63(m,2H) ,1.52-1.30(m,6H) ,0.91(s,9H) ,0.08(s,3H) ,-0.13(s,3H) .

[0289]  JPEED:4-454(3E-2- ((2S,3R) -3~ (GRUT L LR RS ID) 500 -2- ORRAEA
) -3- (3,5- AL -4- FHEOREL) L) Mg (1, 5-al kg - 7- FHER HTS

TBSO ;

MeO

OMe

[0290] Ry (B4 = FHORLRE D) S 20) 2L FHIR A T i (946mg , 3mmol) FNTFA (5mL) [ &
PIEOC R h IR S BN 197K (150mL) H, FIDCM (20mL x 2) Z5HY . 7F25°C ¥
GHIANIELAIKNa,S0, T b 0 FURHIE IR R N 25 - 24 55 -6- [ (45,5R) -5- [ ]
B (CHED) PRk R - 4- GRS ED -5- (3,5- ISR -4- L3 T -1-dit]
e - 2 - FRR B (0. 96, 1. 65mmol) ZEDCM (20mL) iRk h BT IR S 425 °C F fit
15ho K¢ SRR A5 FHARTINAHCO, 7K (150mL) 735 K A A ML/ 12, S 07KNa, S0, T4, it
TEF Hk4i LIS B A5 5 2% Al it e ReE R €3 725 (1ISCO® :20gSepaFlash™ i i Pk
F, £E80mL/min N[0-20%-40% EtOAc/PERBEEBENIR) 2L LATT2]4- 22k -2- [ (2S,3R) -
3- DU T 2 (CCHH3E) PR R ] S Ak - 2- R REE S AD) -3- (3,5 HIS A -4- - KD !N
FEIE R IE[1, 5-al Mg - 7- R RS (168mg, 17. 1% 773%) JLC-MS:m/z 598.8 (M+H) .

[0291]  PYEE:2- ((2S,3R) -3- (G T R HEFEESD) 18D -2- GRRE A D) -3- (3,
5-  FHAA L -4- ORI PN 3E) -4- (FIEEED) Mk (1, 5-a] ML - 7- IR FH R

TBSO ;

MeO

Me
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[0292]  [f]4-533E-2- [(2S,3R) -3- [HUT 5E (T HED) kit A At -2- ORRIEHESD) -3-
(3,5- — FIAR L -4- FBL - 50) PRL M I [1, 5-a Mb g - 7- FIER F /S (84mg, 14 1umol) 7£
DMF (2mL) Hh (778 PR IK,CO, (58 3mg , 422umo 1) FMeT (70.0uL, 1. 12mmol) o Kf S MR A5
1E80°C FHEEE12h BN B A 7K (30mL) #EE, FEtOAC (30mL x 4) 28BS0
AVLZETC/KNa, SO, T8, 1k B8 Hk 4 DAF B e o s M P e i 572 (
ISCO®:4g SepaFlash™ fi iz bRigiE , 7E100mL/min FIKJ0-20% EtOAc/PEESELYL/BLR) 4tk L
F322- [(2S,3R) -3- DR T 28 (CCHIZD) AR AR ] A2t -2- O AAD) -3- (3,5- HIA 2L -
4-FREL-SRED) TN E] -4- (FRELEED) MM I (1, 5-a] Mkie - 7- IR FIR (20mg, 23.3 % 723%) .
LC-MS:m/z 634.0(M+Na) .

[0293]  SPYRF:2- ((2S,3R) -2- R RIESAID) -3- (3,5- “FIF AL -4- IR SD) -3- ¥4
5 -4- (FEEEED MM IF[1, 5-almbme -7- R

o &

MeO

OH

[0294]  ffy2-[(2S,3R) -3 LRUT 2 (3L FRRESEE ] S -2- RUREESAEL) -3- (3,5-—
FASE L - 4- FRE - SRR YR -4 (FPIRSED) MEMETF (1, 5-a  WbnE - 7- FHER 1T (20mg, 32. Tn
mol) {£THF (2mL) \MeOH (5mL) F/1H,0 (2mL) I T P R DINaOH (26 1mg , 6. 54mmol) o B 5 W i
FWIE60°C R P 2h AR N RERIET R AR (5nl) #E, 6N HC1ER {2 pH=
4-5 FHE A HIELOAc (30mL x 3) A KA ML= 28N, S0, T, i S8 HAETUAS k4 A
13 215 A o A5 2R A W T 1L 1 25 UHPLC (B :Kromasil100-5-C18; i shAHA: 7K (0.1 %
HCOOH) , i BhAHB : CH,CN; B : /E8minp50% BZES80% B) 4ifbPAfF3I2-[(2S,3R) -2- GH/K
FLAAL) -3~ (3, 5- RIS -4- FIL IR -3-J k- NS -4 - (HIBESAID) MEme (1, 5-a Mt
e -7-FIG (2.33mg, 14.52% 23%) JLC-MS:m/z 484.3 (W+H) ".'H NMR (400MHz ,CD,0D) 87.76
(d,J=8.2Hz,1H) ,6.71 (s, 1H) ,6.64 (s,2H) ,6.24 (d,]=8.2Hz,1H) ,4.61-4.58 (m,2H) ,
3.87-3.74(m,8H) ,3.22-3.14 (m,1H) ,3.07-3.01 (m, 1H) ,3.00(s,3H) ,1.99(s,3H) ,1.46 -
1.24(m,8H) .

[0295]  FR1rh iAW nT LAEk L 288 Lo S b r Pt 0 SRADURE P o P @ S b
R R HEE AL AW BA AT N R PR S S A S - an

[0296] X5 Wn1020/ 8l #4 HPLC A B 45« (ilhE s Welch Xtimate C18 150%30mm#5um;
FREDAHIA: 7K (0.1% HCOOH) , i ZhAHB: CH,CN; BB : /ETminP57 % BZEST%B.

[0297] (L5 W03 %) & BUHPLC Ay B 454 - (4154 . Kromasil 100-5-C18; i shAHA: 7K
(0.1% HCOOH) , i Zh4HB : CH,CN; BBJE : /£ 10minN50% BZE80% B.

[0298] (¥ 51040 HI 25 UHPLC )y B 45 ta % 4E :Welch Xtimate C18 150%30mm*5um;
T BhAHA: 7K (0.01% NH,H,0+10mM NH,HCO,) , Jit sHAHB : CH,ONs BEE : /1-9min N 20 % BZE50%
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B.

[0299] (L5 W06 %) 2 BUHPLC A B 464 - (4154 . Kromasil 100-5-C18; i shAHA: 7K
(0.1% HCOOH) , 77 ZhAHB: CH,ON; B : 4E10min50% BZ90% B.

[0300] (L5 W07 H S BUHPLC Y B 454 - (4354 . Kromasil 100-5-C18;mshAHA: 7K
(0.1% HCOOH) , 77 ZhAHB: CH,ON; BEJE : 4E10min50% B%85% B.

[0301] (L5 W09 H) 2 BUHPLC Ay B 464 - (4154 . Kromasil 100-5-C18;mshAHA: 7K
(0.1% CF3COOH) , A ZhAHB: CH,ON; B : £E 10min50% BZ90% B.

[0302] b &5 ¥ 100 2 BUHPLC /3 2 54 : f 4L : Kromasil 100-5-C18; A shAHA : 7K
(0.1% HCOOH) , 7t ZH4HB : CH,CNs BJEE : /1 9minN55% BZE95% B.

[0303] (V&1L LRI UHPLC ) B 454 : t 1% 4E : Boston Green ODS (150%30mm*5um) ;
TRBIAHA: 7K (0.225% HCOOH) , JBAHB : CH,CN; B4 : #E8min 60 % BE90% B,

[0304] (L&MW1 12M9HI 25 HPLCAY B 4544 . (0 1% 4T : Phenomenex Gemini-NX C18 75%
30mme3pm; FEAHA : 7K (0.225% HCOOH) , i ZhAHB : CH,ON; BB : /E8min 63 %BE93% B.
[0305] b5 #1131 2 UHPLC /3 B 55 : f 4L : Kromasil 100-5-C18; A shAHA : 7K
(0.1% HCOOH) , 77 ZhAHB: CH,ON; B : /£ 10min55% BZ100% B.

[0306] {5 W1 141 £ UHPLCAY B 4410 - €234 : DATCEL CHIRALPAK TF (250mms30mms
10um) 5 JEBIAHA: 7K (0.1% NH,H,0) , i SUAFB : ELOH; B6 1 : £1E8minf20% BE20% B.
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44 E22 0] LC-MS: m/z
OH
MeO )
101 Me \ S 486.1 (M+H)"
N OEt
0
OH
OH ;
MeO o)
102 F 1 S 508.0 (M+H)"
P N OMe
0
OH
OH ;
Meomo(
103 S 502.3 (M+H)"
OMe N
0
OH
OH ;
Meo:©/‘\(o(
104 S 538.1 (M+Na)"
Wig \ OMe ( )
OMe N
o)
OH
OH ;
MeO o)
105 Me ; S 501.3 (M+H)"
OMe N NHMe
o]
OH
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] 4 LC-MS: m/z
OH ;
MeO (@]
106 Me 1 S 515.3 (M+H)"
OMe N NMe,
107 502.3 (M+H)"
108 484.3 (M+H)"
109 516.4 (M+H)"
HO
0
HO O e
110 SR 498.4 (M+H)"
\Y
MeO N-N<#
Me  OMe 0~ “OH




CN 118339149 A W OB P 71/73

] EE2 0] LC-MS: m/z
HO O
11 S OEt 502.1 (M-+H)"
\Y
MeO N
OMe O~ "OH
HO O
S OEt
112 1 522.0 (M+H)"
MeO N
F 07 “OH
F
HO, © QE
113 Sl N 499.4 (M+H)"
\Y
MeO N-N A
Me OMe 0~ OH
OH ;
MeO. (8]
114 Me '.S b 520.0 (M+H)"
O OMe N—7
Me
o)
OH

W E

{RANLPATTHAERS B
[0307]  FEINR > B, st 3k ALPAL[HCHO-K 14010 DA B AR FH 20 L B i ) Bk SFEIH T . &2
5 -D- R B B 1 3844 LI I HAE37°C NI A 1 Y N (A o 7 FH /EHBSS /20mM  HepesHr
A1 x Bk} Lx PR NFFIARNL . SmMP AT 4H AR 1 1 x Qb DN AR 28 rpif Fh g T 00 22 N AT S i
HIE T o AE MR 2 B, AR 5 Skl N8 AR B 72 259 R 20uL ekl s i
WO ANMAE37°C M 30-6053 1. BUbbIZk)e , K A 74 Fh IBCH I HEs i1 op
L 3XM e &9 - K anffore =i DA RE I 300 B AGR  , AR 5 25170 018uMfry
THIEFELPACL o ZEFLIPR Tetra (MDS) |- iR Ab & 9045 S 0GP o S 5 5) 51243 #hH H
JE S K 10pLAEHBSS/20mM HepesHE [T SELP AT I 2 41w o o HICBISE i 0 i =4
(ChemInnovation, JIAIHETENV ) 20 H 4k ST o i FH VA T 28 25 1 0 Ee A0l -

8 % =100 % x (1- GURAAEESH I SESARFU- At FRIESE3IREU) / (LPAS FE ) SF

73



CN 118339149 A W OB P 72/73 T

PIRFU- A 9 HA V- REU) ) o

PRANLPALE518 F A U e
[0308] i Feik ALPALMIG15afCHO-K14H[ DL ARFI20uL (15000141t /L) et 2 5L
TR P71 3844 LA (corning-3764) HiIf HAE3TC FIFE JF & & U , B 4niE s Lk
4h o A AEHBSS/20mM HepesHify1x Fluo-8 AM(AAT Bioquest,21080) F12.5mMA fifi4T
(Thermo Fisher,36400) [t RWRHINZRZE MR AR EA TIIE « AN YLERS , FH20pL Bk InZsez i
WAE TR AL, I HAE3TC M & 30mine SR 5L A 4k I alige s b i 2 15Xk 54
N INEN G0, I HF A 30min, 5 /EEC80 Ml LPAZEA TIHUA « /EFLIPR Tetra (MDS) |-l
550 01 NT-LPA EC8OIIAE , K LRI AN 5 20uL AL INAREE i — I 75 1h, SR J54 5ul
FE RN ARG R i E FO S XA S BN 4 o ZEFLIPR_E i FHLPAE S5 (55
[0309] DA R o Ee )

I % =100 % x (1= GUIAE AL )P YIRFU-DMSOfY)~F-34IRFU) / (LPAXS 1A~ F-24)RFU-
DMSOITJSF-FIRFU) ) o
[0310]  SRBI/RHH T /EPRSNLPALES B -1l B FE HUTIME b S n 2EiE Ve e S
TR LT N ERBIH, A0 R ++4+=1C,,<10nM; ++=1C,; 10nM-100nM;+=1C_,>100nM.

Z%B1
Wit b g 3 A% EH Wi EHE

101 +++ 106 +++ 111 ++
102 4 107 4 112 -
103 F+ 108 ++ 113 H+
104 -+ 109 i+ 114 ++
105 4 110 |

RIS

TE/ N 258D 112

[0311]  FFEAyk 1R (5mg/ke) Jifi i , 7ECD LEPE /NER I & AT ade 16 &5 M PRI

[0312] Bk 51035110453 BIPA Img/mL{E10% Solutol HS15F190% AEFRER K AR
Hilgs, LT PASmL/kg I Rt , 3 HLAt e I 1-3 U/ /341 . 45 25, 41£0.25.0. 5. 1.2, 4,
68 24hif o BT K REZEA TIRCR AR , B e B O PASRAT I K o AR S A< IUFILC-MS /MS
SR Z AT AEAAE-80°C NI RIRAE o AE/ N AL S 103 1104 2548 11 2 8H e hnife
A5 F A N 4 B 1 2 e - I TRl 285

[0313]  F&B2/xH [l AR pS B (AL AP 103F11 0475 /NGR (CD1 5 i) Hrfr) 1 2%

ESlawsipalE =8
Z%B2
]
PK 4 # 103 104
Toax (h) 0.500 0.250
Coax (ng/mL) 463 3837
AUCxs (h*ng/mL) 1643 6947

FER B ZREh 177 I
[0314]  FESDHEVE KR AL FLR 1k (5mg/ke) Rk N i I (1mg/ke) e e T e A8 54
HOPKEFIE .
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[0315] B &5 H0103F1104%3 BIPA Img/mLAEL0% Solutol HSI5FM90 % A=FEEh /K[ i
5, VAT AL /kg T IR ; A M PLO . 2mg/mLAE10% Solutol HS15F190 % AEFEEL /K
A £, AT RAImL / kg B fbk N e, 9 ELE ] 441 3 KRR 48 250, 43 1450 . 25,
0.5.1.2.4.6.8.24hPL K #r0.083.0.25.0.5,1.2,4.8.24h, il £ %Eﬁﬂyii(l_l_ﬁﬁ %) 3t
AT IR, Bl 2 O PRI o A2 S AR HUMILC -MS /MS 43 #T 2 1, A A AE-80°C 1%
BRORAF AE KB G 10311041 25K Bh ) 2 Bl i Frif e E s 200 4 B 1 2k
RNl SR

[0316]  FEB37~iH [l s E UM L A 103110478 KR (SD; AEVE) Hflg 34124

RIS 8
ZB3
]
PK A& # 103 104

# 2 v PO v PO

CIMLA{E (mL/min/kg) 12.9 ND 8.8 ND

Tomax (h) ND 0.25 ND 0.25

Cunax (ng/mL) ND 1493 ND 1519

AUCzs (h*ng/mL) 1334 1794 1899 2894

F (%) ND 27.3 ND 30.3
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