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(57) Abstract: Disclosed are a compound of formula I, and preparation method and intermediate thereof; the use of the compound of
formula I in preparing a drug for treating viral infections; the use of the compound of formula I in preparing sofosbuvir (SFBV) and
the like, and a method of using the compound of formula I to prepare the SFBV and the like. The method claimed in the present in-
vention prevents a side effect caused by using tertiary-butyl magnesium chloride in a phosphorylation reaction by a new design of re -
action scheme, thus reducing impurity produced and complexity of a subsequent puritication process. In addition, it has been proved
by experiment that the method claimed in the present invention is easy to operate and has a mild reaction condition and a high yield,
and the obtained product has stable quality and high purity, thus applicable to industrial-scale mass production.
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SEHEB) 1:
HO O —

- A O _ . -1
HOV % O)-NH

I1-2
BALAY) -2 (0.260g, Immol) & T DMF (2mD) 91, I 1,8- & & ~F¥F[5.4.0]+ Bk

-7-4% (DBU) (0.30ml, 2mmol), ¥K¥#, #HEZ) 15 408055, A EFRE (76ul, 1mmol),
251 /PG TLC Won JFUR R AR R BLSE A, I Iml BB KRN, IRAGHE 2T LAY
-1 (200mg)-.

I

'HNMR(300MHz, DMSO): 8.05(d, J=8.23 Hz, 1H), 6.01(d, J=18.28 Hz, 1H), 5.80(d, J=8.21
Hz, 1H), 5.67(d, J=6.27 Hz, 1H), 5.31(t, J=5.72 Hz, 1H), 5.17(s, 2H), 3.82(dt, J=6.32, 13.43 Hz,
3H), 3.63(d, J=10.81 Hz, 1H), 3.25(s, 3H), 1.25(d, J=22.45 Hz, 3H); ESI(M+Cl: 339).

St 2:

BALEY) T1-1 (0.76g, 2 mmol) ¥T THF (10 mL) tf, #HIZE-5°C, IMART FHEIE
(2.4mL, 2. 4mmol), fiE$f 30 78, F+ R B FE 30 580, WA 2 5 °C, IMA(S)-2-[(S)-(2,3.,4,5,6-
TR - AT )- 2R - B e I | T R R T B (1.09 g, 2.4mmol), N4 4 /N & TLC SRk
KRB 5EA, M 917 mg (&) I-1.

'HNMR (400M,DMSO): 7.64(d, J=8.19 Hz, 1H), 7.38(t, J=7.89 Hz, 2H), 7.21(m, 3H), 6.06(dd,
J=9.93, 12.96 Hz, 2H), 5.88(d, J=7.03 Hz, 1H), 5.70(d, J=8.15 Hz, 1H), 5.18(s, 2H), 4.85(p,
J=6.27Hz, 1H), 4.38(m, 1H), 4.25(dt, J=5.67, 12.02 Hz, 1H), 4.03(dd, J=4.73, 10.05 Hz, 1H),
3.81(m, 2H), 3.27(s, 3H), 1.24(m, 6H), 1.15(d, J=6.26 Hz, 6H); ESI (M-1: 572) .

L 3:

A 1-1(100mg, 0.17mmol)iE T PUEME (4mD 1, J0A 1ml 10%H 68, <
B, 24 /MBI SEAY, FEENTEEFAF(10mg).

'HNMR(400M, DMSO): 11.52(s, 1H), 7.57(d, J=8.17 Hz, 1H), 7.37(m, 2H), 7.22(m, 3H),
6.04(m, 2H), 5.86(d, J=7.08 Hz, 1H), 5.54(d, J=8.06 Hz, 1H), 4.86(p, J=6.25Hz, 1H), 4.38(dd,
J=5.82, 11.71 Hz), 4.24(dt, J=5.77, 11.74 Hz, 1H), 4.01(m, 1H), 3.81(m, 2H), 1.25(m, 6H), 1.15(d,
J=6.29 Hz, 6H).

S sl 4:

13
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0
l
\rqylwwﬁwlﬁffq#o

-5 > ? Ho

g,

A 1-5(100mg, 0.17mmol)iE T PSR (4mD 1, I 1ml 10%H 68, n#x

R, 24 /N RBSEAT, HENTTE VI-1(60mg).
'HNMR(300M, DMSO): 11.53(s, 1H), 7.58(d, J=8.17 Hz, 1H), 7.37(m, 2H), 7.22(m, 3H),
5 6.26(s, 1H), 6.17(m, 2H), 5.86(d, J=7.08 Hz, 1H), 5.57(d, J=8.06 Hz, 1H), 4.85(p, J=6.25Hz, 1H),

Y
Cl O

4.29-438(m, 2H), 4.06(m, 1H), 3.81(m, 2H), 1.39(s, 3H), 1.22(d, J=7.2 Hz, 3H), 1.13(m, 6H).

SLHEH 5:
BALA ) 1-5(100mg, 0.17mmol)iA T HEE (4ml) 1, A 10%HI4E86% (10mg), =FihHi
10 PN, 2048 /N fE RN E4A, HEETR VI-1(60mg).
'HNMR(300M, DMSO): 11.53(s, 1H), 7.58(d, J=8.17 Hz, 1H), 7.37(m, 2H), 7.22(m, 3H),
6.26(s, 1H), 6.17(m, 2H), 5.86(d, J=7.08 Hz, 1H), 5.57(d, J=8.06 Hz, 1H), 4.85(p, J=6.25Hz, 1H),
4.29-4.38(m, 2H), 4.06(m, 1H), 3.81(m, 2H), 1.39(s, 3H), 1.22(d, J=7.2 Hz, 3H), 1.13(m, 6H).

15 S 6:
HO N0, /—
! N;>:0—> I1-2
HOY % NH )
F J
IIl-2

B A -2 (0.26g, 1 mmol) ¥&T DMF (2ml) 1, JIA DBU (0.30 mL, 2 mmol),
UKIB, PEREZ 15 8RR, IR\ BnOCH,CL  (0.26 ml, 1.8 mmol), %) 1 /M JE TLC &on R
CHEARRMNTA, IAIANZL) Iml FEEE KRN, WA Z I 3654 -2 (300mg) .
20 11-2: '"HNMR(300MHz, DMSO): 8.06(d, J=8.20 Hz, 1H), 7.31(m, 5H), 6.03(d, J=18.43 Hz,
1H), 5.82(d, J=8.16 Hz, 1H), 5.69(d, =6.43,1H), 5.33(s, 3H), 4.59(s, 2H), 3.83(dt, J=5.67, 15.84 Hz,
3H), 3.64(dd, J=4.58, 11.08 Hz, 1H), 1.25(d, J=22.50 Hz, 3H); ESI(M+Na:403)

SEHER) 7

14
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BZO/\EO:Nio
— V2 > |I-2 - 1-2
Bz0" £~ )—NH

F O

V-2

BAEY) V-2(6.7g, 14.3mmol ) ¥ T 20ml N,N- - B 3 FI B i o, A im A itk 44 (0.43 g,
2.86mmol), N,N- " #HIELFL (4g, 28.6mmol), FRAFER (2.68g, 17.2mmol), 25 &
BEFE 24 /NI, N 40ml LB 288, 40ml 7K, $HE, SEW, AHUZA 20ml HATE K
e, FOKBRBRAN TR, L), W4d, PrSulpiRY R V-2, BT T — PR,

AW IV-2 (3.4g) TMAZE 20ml FEES 2ml = ZEHEEYH, IR 6 /N JE
B BVER, YOI 10ml £ imEEAT 10ml ZFR 285, BiFE 0.5 /NiF, L 3E7E 3] 2.06g At & 44
P -2, WER 94%.

LAY 11-2 (0.76g, 2mmol) & TVUERKIE (10 ml) 1, #EIE-5°C, MART HE&
B:(2.4ml, 2. 4mmoD), i Ht 30 734, F+ 2= = A 30 7381, W HI & 5°C, IA(S)-2-[(S)-(2,3,4,5,6-
TR - AT )- 2R - B e I | T R R A B (1.09g, 2.4 mmol), N4 4 /N & TLC SEondk
AN sear, HEA e 12 (1.065g).

I-2: '"HNMR (400M, DMSO): 7.62(d, J=8.14 Hz, 1H), 7.27(m, 10H), 6.05(dd, J=9.85, 12.89 Hz,

2H), 5.86(d, J=6.95 Hz, 1H), 5.68(d, J=8.16 Hz, 1H), 5.32(s, 2H), 4.84(d, J=6.31 Hz, 1H), 4.57(s,
2H), 4.37(dd, J=6.00, 11.35 Hz, 1H), 4.24(dt, J=5.90, 11.81 Hz, 1H), 4.02(dd, J=4.69, 9.72 Hz,
1H), 3.80(ddt, J=7.09, 10.17, 17.23 Hz, 2H), 1.23(m, 6H), 1.14(d, J=6.23 Hz, 6H); ESI(M+H:650).

St 8:

-2 = g

¥ 1-2 (100mg, 0.15mmol) AT FEE (4mD) 1, MAFLH (10mg), WA, 44 /N
J& TLC WoR skl R M 5E4, 138, W4, HEMBEREFAAS (50mg);

'HNMR(400M, DMSO): 11.52(s, 1H), 7.57(d, J=8.17 Hz, 1H), 7.37(m, 2H), 7.22(m, 3H),
6.04(m, 2H), 5.86(d, J=7.08 Hz, 1H), 5.54(d, J=8.06 Hz, 1H), 4.86(p, J=6.25 Hz, 1H), 4.38(dd,
J=5.82, 11.71 Hz, 1H), 4.24(dt, J=5.77, 11.74 Hz, 1H), 4.01(m, 1H), 3.81(m, 2H), 1.25(m, 6H),
1.15(d, J=6.29 Hz, 6H).

S 9:
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BALAY) -2 (0.26g, 1 mmol) T DMF (2 ml) 1, JIABREESA (0.3 g, 2 mmol),
K, PREEL 15 2405, NN BnOCH,Cl (0.26 ml, 1.8 mmol), #J 1 /N J& TLC s EA
CHEARRBISEA, AL Iml FEE KN, A E a9 11-3 (290mg).

SEHt 10:

-3
BALEY) TI-3 (0.276g, 1 mmol) ¥&T DMF (2ml) H, JiiA DBU (0.30 mL, 2 mmol),

K, WL 15 8, IMANE TR R (0.16g, 2 mmol), %11 /MG TLC EoRERE
HERRFESS, AL Iml FER KRN, KA ENTEAAY 14 (260mg) .

'HNMR(300MHz, DMSO): 8.07(d, J=8.23 Hz, 1H), 6.07(d, J=18.28 Hz 1H), 5.78(d, ]=8.21
Hz, 1H), 5.60(d, J=6.27 Hz, 1H), 5.33(t, J=5.72 Hz, 1H), 5.15(s, 2H), 3.80(dt, J=6.32, 13.43 Hz,
3H), 3.53(d, J=10.81 Hz, 1H), 3.25(s, 3H), 1.19 (s, 3H).

SEHER 11:

HO o =
~ N/_>:O — |5
HO™ =~ )—NH

-3
BALEY) TI-3 (0.276g, 1 mmol) ¥&T DMF (2ml) H, JiiA DBU (0.30 mL, 2 mmol),

UK, L) 15 98 E, NN BnOCH,Cl  (0.26 ml, 1.8 mmol), %) 1 /NifjE TLC &R 5k
CHEARRMNTA, IAIANZL) Iml FEEE KRN, WA Z I35 T-5 (310mg).

11-2: "HNMR(300MHz, DMSO): 8.05(d, J=8.20 Hz, 1H), 7.35(m, 5H), 6.01(d, J=18.43 Hz,
1H), 5.83(d, J=8.16 Hz, 1H), 5.65(d, =6.43,1H), 5.31(s, 3H), 4.54(s, 2H), 3.84(m, 3H), 3.64(m, 1H),
1.21(s, 3H).

S 12:
-5 —> |5
A -5 (0.76g, 2mmol) & T-VUEILIE (10 mD) H, ¥WHIE-5°C, AR T HE& ik
B:(2.4ml, 2. 4mmol), i Hf 30 78, T 2 IR HE 30 73 8F, ¥ E0 2 5°C, MAR)-2-[(S)-(2,3,4,5,6-

TR - AT )- 2R - B e I | T R R A B (1.09g, 2.4 mmol), N4 4 /N & TLC SEondk
AN sear, HETAEW -5 (1.065g).

16
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SEHES] 13:
HO 0 —
Yo
ot = YN I1-6

¢l O

-3

BAAY) -3 (0.26g, 1 mmol) T DMF (2 ml) 1, JIABRERS (0.3 g, 2 mmol),
K, PREEL 15 2405, NN BnOCH,Cl (0.26 ml, 1.8 mmol), #J 1 /N )& TLC s EA
CHEARRRISEA, AL Iml FEE KN, 4 E a9 11-6 (200mg).

KRB 14:

11-6 |-6
Ak A4 11-6 (2mmol ) T PUEIWNE (10 mDD H, A HIZE-5°C, JIAKT FE&LEE (2.4ml,
2.4mmol), $it#k: 30 48F, FAZEFEHH: 30 28, BEIE 5°C, TMAR)-2-[(S)-(2,3,4,5,6- .5
IR - R IR L TR R TR R (1.09g, 2.4 mmol), [BZ 4 /MG TLC BoRFEas
MSEA, FEENTRILAY -6 (0.8g).

SLHE 15:
HO&}N;N}TO — -8
F O
-2
BALE&Y -2 (1 mmol) T DMF (2ml) f, fiiX\ DBU (0.30 mL, 2 mmol), k¥4,
WHEL) 15 4380 E, N 1-S QR O RERIREE (1.8 mmol), )1 /M5 TLC oRJEkc
FEANTE A, WA RS -8 (210mg).

SEHEB) 16:

|[-8 -8
Ak A4 11-8 (2mmol ) T PUEINE (10 mDD H, A HIE-5°C, JIAKT FEELEE (2.4ml,
2.4mmol), $it#l: 30 48R, FEZEBFE 30 580, WEHIE 5°C, TIA(S)-2-[(S)-(2,3,4,5,6- .5
IR - R IR L TR R TR R (1.09g, 2.4 mmol), [BZ 4 /MG TLC BoRFEas
MSEA, FEENTRILA -8 (0.6g).

SEHEAR 17:

17
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HO/\EOEN/:>:0
— 110
Cl o>_

-3
B & -3 (1 mmol) AT DMF (2ml) 1, Sl A\ DBU (0.30 mL, 2 mmol), ¥K¥&,

PREZ) 15 240 E, TN 1-8 2 ZfREE (1.8 mmol), %) 1 /NS TLC SRR B A
Rise4r, WHiHEI S 11-10 (250mg).
S 18:

11-10 [-10
BALAY) T1-10 (2mmol) 3T PUERIR (10 m1) H, W EIZE-5°C, IMANFT &AL 8 (2.4ml,
2.4mmol), $it#k: 30 48F, FAZEFEHH: 30 28, BEIE 5°C, TMAR)-2-[(S)-(2,3,4,5,6- .5
IR - R IR L TR R TR R (1.09g, 2.4 mmol), [BZ 4 /MG TLC BoRFEas
PisEAT, HEETELEW 110 (0.9g),

LB 19:

[1-7 -14
B A ) 11-7 (2mmol) V& T VY EENE (10 mD 77, B HIE-5°C, AR T EE L (2.4ml,

2.4mmol), FiEFE 30 78h, FERZFEHF: 30 28, WEHIE 5°C, MMARAELIREE S-2-(F
FE ) EACR B SE) S L) 2.3E) 3-#05E-2,2- HFRACAERES (2.4 mmol), MMNZ) 4 /NS
TLC WonEEAKRN S, HEFFUEY 14 (0.2g),

SR 20:

BEBAIE (0.53g, Immol) ¥&T DMF (2mD) 1, IIABREEH (0.14ml, Immol), ¥K
W, P 15 28 E, IDAEERRE R ES (108mg, 1mmol), FiEHE 12 /M, A 20ml 2.8
LR, 20ml 7K, $ERE, L AALZ R ORI T8, R4 Z 364 1-22 (510mg).

'HNMR(400M, CDCl;): 8.43(s, 1H), 7.52(d, J=8.1 Hz, 1H), 7.34(m, 2H), 7.18-7.26(m, 5H),
6.18(d, J=18.6 Hz, 1H), 5.51(d, J=8.1 Hz, 1H), 5.19(dd, J=20.7, 9.0 Hz, 1H), 5.00(m, 1H), 4.54(m,
1H), 4.23-4.33(m, 2H), 3.83-3.99(m, 2H), 2.18(s, 3H), 1.38(m, 6H), 1.23(m, 6H). ESI (M-1: 600.5)

LR 21:

BEFAIF (0.53g, Immol) AT DMF (2mD) 1, JIABKERA (0.14ml, 1mmol), ¥K
W, P 15 28R, NN RESE FPES (150mg, Immol), fiHE 12 /N, A 20ml Z
Mg CER, 20ml 7K, B, 0 AALE T KEREREN T4, W4i ke Z 364 1-23 (520mg).

18
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'HNMR(400M, CDCls): 7.48(d, J=8.1 Hz, 1H), 7.34(m, 2H), 7.18-7.26(m, 3H), 6.21(d, J=18.6
Hz, 1H), 5.94(s, 2H), 5.75(d, J=8.1 Hz, 1H), 5.19(dd, J=20.7, 9.0 Hz, 1H), 5.00(m, 1H), 4.52(m,
1H), 4.11-4.33(m, 2H), 3.86-3.97(m, 2H), 2.18(s, 3H), 1.23-1.35(m, 18H). ESI (M-1: 642)

SR 22:

BEBAIE (0.53g, Immol) ¥&T DMF (2mD) 1, IIABREEH (0.14ml, Immol), ¥K
W, BFEZY 15 2B E, N 1-E ZHERIR 288 (152mg, 1mmol), it 12 /NE, A 20ml
LR B8, 20ml 7K, BiekE, 709 A HLE H oK BRBRAN T4, W4t E i3 54 1-18(430mg).

'HNMR(400M, CDCl;): 9.10(s, 1H), 7.48(d, J=8.1 Hz, 1H), 7.32(m, 2H), 7.14-7.23(m, 3H),
6.17(d, J=18.6 Hz, 1H), 5.53(d, J=8.1 Hz, 1H), 4.97-5.10 (m, 2H), 4.56(dd, J=11,5.4 Hz,1H),
4.23-4.35(m, 4H), 3.97(m, 2H), 2.18(s, 3H), 1.31-1.43(m, 9H), 1.23(d, J=6.3 Hz, 6H). ESI (M+1:
646)

St 23:

BREBAIE (0.53g, Immol) ¥&T DMF (2ml) 4, MIA=2Z (0.15g, 1mmol), VKi&,
PRELZ) 15 98 a, IINE R BRIERES (0.15g, 1mmol), $HitEE 12 /M, N 20ml 2.8 2.1,
20ml 7K, e, 9, BHUZEH KRBT, R4 ZEH LAY 1-19 (450mg).

'HNMR(400M, CDCl3): 8.96(s, 1H), 7.49(d, J=8.1 Hz, 1H), 7.32(m, 2H), 7.17-7.23(m, 3H),
6.17(d, J=18.6 Hz, 1H), 5.51(d, J=8.1 Hz, 1H), 4.97-5.10 (m, 2H), 4.56(m,1H), 4.16-4.35(m, 4H),
3.97(m, 2H), 2.18(s, 3H), 1.71(m, 4H), 1.33-1.41(m, 8H), 1.23(d, J=6.3 Hz, 6H) ,0.92(t, 3H). ESI

(M-1: 642)

SR 24:

% N-[[P(S),2'R]-2- L5 -2'-F-2'- F FE-P- R FE-5"- IR ]-D-TA &R 1-F 3 25 EE (053¢,
Immol) ¥&T DMF (2ml) ', JOIABRERHH (0.14ml, 1mmol), VK, HHEL 15 %805, N
A 1-R OHERIR 216 (152mg, Immol), HiFE 12 /B, I\ 20ml 2.2 2.8, 20ml 7K, i+,
W ANUZEH KRR T, R4 203 L &%) 1-25 (410mg).

'HNMR(300MHz, CDCls): 8.88(s, 1H), 7.47(d, J=8.1 Hz, 1H), 7.34(m, 2H), 7.14-7.23(m, 3H),
6.20(d, J=18.6 Hz, 1H), 5.66(d, J=8.1 Hz, 1H), 4.97-5.05 (m, 2H), 4.56(m, 1H), 4.23-4.35(m, 4H),
3.97(m, 2H), 1.33-1.43(m, 9H), 1.31-1.21(m, 9H). ESI (M+1: 646)
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SR 25:

% N-[[P(S),2'R]-2'- 548 2'- & -2"- FF BE-P- IR HL-5'- JR A HL-D-TH AR 1-FF 5 4R (0.545¢,
Immol) ¥&T DMF (2ml) ', JOIABRERHH (0.14ml, 1mmol), VK, HHEL 15 %805, N
A 1-R OHERIR 216 (152mg, Immol), HiFE 12 /B, I\ 20ml 2.2 2.8, 20ml 7K, i+,
W ANUZEHTE KRR T, R4 2013 L &%) 1-26 (430mg).

'HNMR(300MHz, CDCl5): 8.92(s, 1H), 7.60(d, J=8.1 Hz, 1H), 7.34(m, 2H), 7.14-7.23(m, 3H),
6.44(d, J=18.6 Hz, 1H), 5.63(d, J=8.1 Hz, 1H), 4.99-5.08 (m, 2H), 4.56(m, 1H), 4.21-4.40(m, 4H),
3.92-4.04(m, 2H), 1.56(s, 3H), 1.20-1.38(m, 15H). ESI (M+1: 662)

Sz 26:

BzO Q —
N/_BZO_. .3 — 17— |19
BzO® % }'_NH

z %
F O
V-2

BAEY) V-2 (6.7g, 143mmol) ¥&T 20mIN,N- - FIE BB, O NN- &
R (4g, 28.6mmol) MG FEIERES (17.2mmol), 25 EEHEE 24 /NEF, N 40ml 278
LB, 40ml K, Bk, BESW, BHUZA 20ml WA KSR, KRB TH, oIk,
WGR, PR AL TV-3, E3EHT R0 L.

& V-3 (3.4g) IIANE 20ml FEES 2ml = ZRESYIY, IR 6 /M. W
BREEA, AR 10ml FlBENT 10ml 28R Z B8, 14k 0.5 /N, 13153 1g Bt 447>
Y 1-17,

A T-17 (0.76g, 2mmol) FTPUEME (10 mD o, AEIE-5°C, MIAFUT ER
8 (24ml, 24mmol), #HiHkE 30 4#%h, FEFEHEHE 30 48, BAE 5°C, MA
(S)-2-[(S)-(2,3,4,5,6- T1.9m- 7 4 ik )- R Sl - T i i | TR R e TR (1.09g, 2.4 mmol), W% 4
/NI JE TLC B EaAR N a4, HEIRLAEY 1-19  (1.065g).

'HNMR(400M, CDCls): 8.96(s, 1H), 7.49(d, J=8.1 Hz, 1H), 7.32(m, 2H), 7.17-7.23(m, 3H),
6.17(d, J=18.6 Hz, 1H), 5.51(d, J=8.1 Hz, 1H), 4.97-5.10 (m, 2H), 4.56(m,1H), 4.16-4.35(m, 4H),
3.97(m, 2H), 2.18(s, 3H), 1.71(m, 4H), 1.33-1.41(m, 8H), 1.23(d, J=6.3 Hz, 6H) ,0.92(t, 3H). ESI
(M-1: 642)

KRB 27:
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BZO/\EOEN a o)
S IV—4 - —_— |
820" = yNH — 1120 1-17

Cl O
V-3

KAk 59 V-3 (14.3mmol) 5T 20ml NN-HFREFE G S, KK NN-RHHEZ
i (4g, 28.6mmol) G F R IE/RES (17.2mmol), 25 EEHiHE 24 /N, NN 40ml 2.8 2.1,
40ml K, HEFE, FES AVUEA 20ml WAEEIKEE, KRR T, OIE, K4,
AR Me R B T — 28 OB

AW IV-4 (3.4g) TMAZE 20ml FEES 2ml = ZREHEEYH, IR 6 /N JE
BREVEA], AR 10ml BN 10ml 478 B8, Hid: 0.5 /i, 1313 1.2g (B (0 44
=) 11-20

A 1120 (0.76g, 2mmol) & T IYERRE (10 mD 1, #BHE-5°C, MART
FEAEE (2.4ml, 2.4mmol), HiEHE 30 78, FFER=FEMA: 30 28, BAE 5°C, WA
(R)-2-[(S)-(2,3,4,5,6- T - S 2 ) - A S - T I e S ) IR e TR (1.09g, 2.4 mmol), [RNZ 4
/NI JE TLC B EAR N a4, HEITRILEY 127  (1.065g).

'HNMR(400M, CDCl3): 8.96(s, 1H), 7.49(d, J=8.1 Hz, 1H), 7.32(m, 2H), 7.17-7.23(m, 3H),
6.17(d, J=18.6 Hz, 1H), 5.51(d, J=8.1 Hz, 1H), 4.97-5.10 (m, 2H), 4.56(m,1H), 4.16-4.35(m, 4H),
3.97(m, 2H), 2.08(s, 3H), 1.65-1.78 (m, 4H), 1.25-1.41(m, 8H), 1.22(d, J=6.3 Hz, 6H) ,0.90(t, 3H).
ESI (M-1: 626)

S 28

28.1 2 iAM B il

FREGE B R FATF, BT 95% PEG 400, 5% Tween 80 1, FLHIIKE A 10 mg/mL, AL
BEWW (pH ~7), AT ORAZ.

FREUE & 1-18, ¥&T 95% PEG 400, 5% Tween 80 11, ECHIMT A 12.2 mg/mL, HAREM
BEWW (pH ~7), AT ORAZ.

FREGE R 1-19, 3T 95% PEG 400, 5% Tween 80 H1, T E N 122 mg/mL, Nk
BEWW (pH ~7), AT ORAZ.

282 AR 42U X

HEPEICR /MR 72 R (fAHE 18.0-19.8 g), T B IGE /R-BI LI AMRAT] . % H
Rty HIRAZGZRIZER 10-14 /D, HIE: EFEAF (100mg/Kg), [-18 (122mg/Kg),
I-19 (122mg/Kg) %i#j)a 4 /PG E k.
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283 FEACRAE AL

R ) S =AW TR, AR &N: 15 min, 30 min, 1h, 2h, 4h, 6h, 8h
24 he BRIV RFIEEONFERIRMRL) 0.5 mL MK, FFRAPUEE. IRFEARESS
BT, OB MR 0K 8000 #/548h, 6 48k, 4°C). AR 5 M T 47780 T
-80°C.

28.4 (AR B

Waters UPLC A% (). BB (API4000, ZEE ARG AR, HIEE S
(ESD), HIKDURAT BT &3 rds. ERAE RSN Analyst TAFCGERBHAM RG AR, BT
AR 1.5.1),

28.5 ZifREh 1 as R

RAE LY M 250 B a3 294830 720 S8 WinNonlinS.2 4E 55 = 457 43 5l v 5
-2 KRB 28, TR,

MR O RG FRBAT, 1-18, 1-19 J5 N2 TEAF)ESH

S

AUC .y AUC . MRT . ti2 T max Cax

ug/L*hr ng/L*hr hr hr hr ng/L
PO-100mg/kg BEAE 6444742 6509284 454 414 200 11707.08
PO-122mg/kg 1-18 58874.87 59427.43 4.57 3.86 2.00 9971.21
PO-122mg/kg 1-19 45208.77 46045.57 5.43 441 1.00 9841.73

KIS RRY: AEY) 118 A 1-19 A 5 R E\AFABII RS 24w, AL EY 1-19
RIAR A TR B R AT 1%
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