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(57) Abstract: The present invention discloses a method for preparing an isoxazinone compound (I) and an application thereof. The
method and the application thereof comprise: reacting a compound (II) and carboxylic acid (IIT) under the action of a dehydrating agent
and a base, to obtain an isoxazinone compound (I), and then subjecting the isoxazinone compound (I) to a ring opening reaction with
a salt (IV) of a protonic acid of an amino compound or R3OH (VII) under the action ot'a base, to give a bisamide compound (V) or an
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reagents such as methanesulfonyl chloride, and producing less industrial waste, the produced waste being easy to handle, and is suitable
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ANEF, BEIIN 2-F E-3-FE-S-EUOR IR 1.86g, FLRAL 1 /M. A 20mL 7K
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S 20 2-[3-VR-1-(3-F-2-ME e 5 )- 1 H-HE k-5 - J ]-6- F Ak -8- FF -4 H-3, 1- 2K 1
V& -4 ] %

££ 100mL = FUIRH, M 3-1R-1-(3-50-2-MEnE 25 )- TH-HEE-5-F iR 3.02g.
3-FUEEILE 1.95g M 15mL, -5 Co&AF RN POCL 3 23g, AR
AN, RN 2-B 3-SR OR HITR 1.94g, RN 1 /M. 0N 20mL
IKPEHE 0.5 /NeT, 198, R 3:2 B2 BE- KBk, T4 i 3.82g, % 86%.
'H NMR (500 MHz, DMSO) & 8.63 (dd, 1H), 8.40 — 8.33 (m, 2H), 8.10 (s, 1H), 7.77
(dd, 1H), 7.60 (s, 1H), 1.73 (s, 3H).4.16g.

SR 32 2-[3-VR-1-(3-F-2-MEWE BE)- 1H-AE k-5 -8- F -4 H-3, 1- 2R B g -4 -
il &

76 100mL =R, IO 3-3R-1-(3-5-2- ML g JE)- TH-FHE E-5-FF R 3.02g.
=R 2.02g MIZJE 15SmL, -5C&AF I POCL3.23g, ORI £/,

BN 2-50 -3- AR R 3.02g, =ILNL 2 /NS o A 20mL ZK45+HE: 0.5 /)N
I, L3, S8 3:2 B HE-K B, THRAS77 5 3.76g, ZE 90%. "H NMR (500
MHz, DMSO) & 8.63 (dd, 1H), 8.35 (dd, 1H), 7.93 (d, 1H), 7.76 (dd, 1H), 7.68 (d,
1H), 7.49 (dd, 2H), 1.74 (s, 3H).

SR 4: 2-[3,4- R-1-(3-5-2- Mg - TH-E -5 -FE |-6-F( L -8- FF 3£ -4H-3,1- 7K
FF IR -4 - 1] £
7E 100mL = FHR A NN 3,4- 2 3R-1-(3-&-2- b e 3 )- 1H- ML Me-5-FF R 3 .81g.

NN-ZFREEELIE 2.46g A2 15mL, -5CAMF TN POC 3.23g, R IR

PHE AN, NN 2-200-3-F E-5-GUR IR 1.86g, WINTE G, =il 3
/NEF o I 20mL ZKAEFE 0.5 /NI, 3dBE, JEUFH 3:2 B L BE-K TR, TIRAE
fh 5.04g, Y 95%. "HNMR (400 MHz, DMSO0) § 8.60 (d, 1H), 8.36 (d, 1H), 7.97
—7.88 (m, 1H), 7.83 (s, 1H), 7.76 (dd, , 1H), 1.88 (S, 3H).

SEHEHY 52 2-[3-1R-1-(3-F-2- ML g 5L )- 1 H- 1 e-5- 3 )-6- 7R -8- FF 3L -4H-3, 1- 2K - Mz
-4- R 1] 2%
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7E 100mL =R, N 3-3R-1-(3-5-2- M e 3)- 1H- 1L e-5-FF R 3.02¢.
Mg 3.95g M2 15mL, -5 C&AF TN PCl 2.74g, AR SR i e o SV N N IS

TN 2- R3-SR R 2.3g, SR 1 /MBI 20mL ZK$iE+E: 0.5
ANEE, bBE, JEUEA 3:2 I ZE-KER, TR 4.42g, K 89%. 'H NMR
(500 MHz, DMSO) & 8.63 (dd, 1H), 8.35 (dd, 1H), 8.02 (d, 1H), 7.95 — 7.87 (m, 1H),
7.77 (dd, 1H), 7.54 (s, 1H), 1.71 (s, 3H).

SR 62 2-[MEHE-4-3]-6-5-8- FF B -4H-3, 1- 2K FF Mg -4- il 14 il &%

76 100mL =S, N FRER 1.84g. =20 2.02g M ZJfE 15mL, -5C
SAE N POCLA.59g, T RIRIEFEF/N, FIIA 2-20k-3- -5 SR
W% 1.86g, Fih/M 2.5 /Mo N 20mL KFEHE 0.5 /NE, g, EBE 3.2 1Y
CIE-KBES, TR 5 2.5g, W 92%. "H NMR (400 MHz, DMSO) § 8.86 (d,
2H), 8.09 (dd, 2H), 8.01 — 7.92 (m, 2H), 2.62 (s, 3H).

SR T: 2-[3-1R-1-(3-F-2-ME g 5L )- 1 H-nHk M- 5 -3 -4 H-mE e 9 2,3-d][3, 1 PR -4-
M ) A

76 100mL =R, IO 3-3R-1-(3-5-2- ML g JE)- TH-FHE E-5-FF R 3.02g.
=R 2.02g MIZJE 15SmL, -5 C&AF I POCL4.59g, i HE ORI £/,

NN 2-285E-3 HEE R 1.86g, &R SB 2 ZMEF o T 20mL /K45 0.5 /NEF
REUE, SEUH 3.2 10 2K Bk, TG 4 3.67g, U2 91%. '"H NMR (400 MHz,
DMSO) & 8.88 (dd, 1H), 8.63 — 8.56 (m, 1H), 8.52 — 8.43 (m, 1H), 8.33 (dd, 1H), 7.77
(dd, 1H), 7.65 — 7.56 (m, 2H).

SEHEA] 8: 3-1R-N-(2- A H-4- - 6-(FF 2B ) I R )- 1-(3-(-2- ik g i )- 1 H-
-5-F B 1) ) 2%

W 2-[3-1R-1-(3-F-2- Mt W 52 )- 1H-Hi -5 - J -6~ 5l -8- T Bk -4H-3,1- IR JF R
4-fif 4.17g ¥&T 20ml ZJE, SRIGIMA=2.0% 1.78g. FRRER L 2.82g, =R
FE 2.5 /NmF, R MRERVER, IOKEE, M, 15 3-R-N-(2- I HE-4-FUE-6-(R
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B I8 PR3- 1-3-F-2-ME e Fk )- 1H- ML - S- FR B i 4.08g, K 98%.

SEHEA] 9: 3-IR-N-(2-F H-4--6-(FF 2l ) R )-1-(3- S -2- ML Wi ik )- 1H- Pk PR -5
P e F 1) %

B 2-[3-1R-1-(3-F-2- ML e 2% )- 1 H -1k -5 ]-6- 5-8- FF Ak -4H-3, 1- 2K JE IR -4-
Fiil 4.2g T 20ml ZJ1F, SRJEIIN 4- 2 EEMEIE 1.23g. FIEIRE: 2.18g, =
TAHE 2.5 /N, PR BERVE R, InaKBESEs, BT, 43 3-1R-N-(2-F -4-5F-6-(FF
G L )-1-(3-F-2- M g i )- T H-PHE M- 5- FR R e 4.27g, LR 95%.,

SEHER] 102 3-7R-N-(2- FF 3 -4- 5 -6-(FF Al ) R FE)-1-(3- & -2- Mk e 5)- 1 H- itk e 5-
FP I M 11 1] %

W 2-[3-TR-1-(3-5-2- ML g 58 )- 1 H- itk -5 -3 -6- (- 8- F Jk -4 H-3, 1 - 2K - IR -4-
fifl 10g AT 100mL FEE, IR RN 10g BN, HidERR 1 /N . 805
BRIEF, KPS, T, 13 3-IR-N-(2-FF i -4-F-6-(FF A B A3 )-1-3-F-2-
ML e L )- 1H-ME e -5-FR Bt 9.74g, I 91%.
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