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99 % SR A 17 (ee) 8100 % XHRAAIT § (ee) FIATHIAARLL T o A6 A7 A6 A R B S PR e
WIS st s b, AR IR & P AT DL AR SN e & BT e i &
Y, N & IR ST LR 5 /D 2950 % Sk 1 (ee) 2 /D 2160 % X il {1t
(ee) ~E/DAITO % WL i (ee) « 2 /D 280 % S AL it (ee) « 2 /D£J90 % Sl {4 1t
(ee) B ZE/DAJI5 %6 MRS FE (ee) FRINIRALEE .
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[0251]  FEBA BT, (S AT AR s H 2527 b a8 ik I A i ar
AR S B AR DI A BTN T (R) 1 (S) ST AR FRAG RN 25, A i 5
AR SRR S TR S s AN TR S o« MA LI &Y B A IS Bk BE 2 ST AR FR L
I, U T R) A1 (S) ST ARFAIAEAITATH Ao R) 1 (S) SrARFEAARAGZH A5 7] LU= A= e
SRR G P B — AR A A AR B S o] AR B — ST AR e A A A, B
TP RS AR A A RIS  , I AN SN e A MR H e N e A A TR 5, ARG BT
FARTR W AR TR S VS N AT SIS O B st & AT DU I A TR RS
AR B SR AR, S T VLS A H e AR I R A A sl e S A AR D 2
J5Ts AL, B — R A AR A — T FAT 100 % [N AR 5 (e e.) BRARN A & (d.e.) ,
ImATEE A2 D85 % e e.olid.e.

[0252] AL HIFIUY 15K (D S Y 252 b a3 1 £k o X 28 i) DL as 0 S M I s
ERARER o XL T DB AP A ERARER o LU AN, A A AT 1 X et S 7L
Yo X B DR S K S el e s e K.

[0253] 51 (IR IN A% 3k FR B BTG 55 3h TR TE B » S0t SR L RS R £ IR HH R
EhKBAER EE IRIR A SR/ BRIR Eh IR A 2h /iR Eh  IIEREh RN AR 26 AR £k . £ 1
FRER ORISR IR Eh V' SHER &k A0 PEVERR &8 AT WHIR 28 AU MR 26 S SR 26 TR
FREL \ERFR EL / S SRR L /IR A Y R £ /M ) 2 TR AL LR EL 2R R
Eh D RERER VN IR SR ARG £ AL R £h (2R R 1, 5-Z5 AR £ L 2- 2SR AL I
FREL AHER EE  FLIETRER R RR Eh AR Eh DU 2SR AL I TR L / IR S Bh /IR — 2k it
PR £ IR SR (IR HARRER A FR 2  FHORI R Eh A = S e k.

[0254] S BkER FHTE BTG B SR IR A o SEBI AL FE 4R RS 2R 2 V5 VJIRAR . — Ok
TR HEIR IR VB A R ORI VRV R T SRR R AT LU R A
Bk IR 2 26, 90 a0 2 A R Sh AN -85 2k X T A il i Eh 258 , 2 WStah T MiWermuthff)
“Handbook of Pharmaceutical Salts:Properties,Selection,and Use” (Wiley-VCH,
Weinheim,Germany, 2002) .

[0255] =X (1) (b &I 25 bl 2 (0 h il DLt DA =5 i ip i — Fhiok 22 ok 1l
SF

[0256] (i) ot fi =X (D) L 51 S P s RO BR SRS MY 5

[02571  (ii) 1k N (D) (S 51 B AR L BRI sk AN TS E PR 4P, sl o (58 Al
e IR AR T EA S IE AR AT (BIanABE sk N B 5 sl

[0258]  (iii) il K= (D (S — PR R ps ) — R, Foamad 5 51 (IR sl i S R 5%
BB B A 2 T

[0259] R =N SO I AR AR A A T o BT S 8R P DADUIE H SR i o gl R, ko5 ]
VAT I 7 AR AR IPIWE  Fr g 2h rR I S AR AT AN e B - 2 LA E .

[0260] A% BHI ST LALAAEIA I A IS 2 A A AR E “VR ™ A2 AR
TR EE AL WM S YA 2 TR S — Rl 2 M2 a2 a5+ (Bland
) Moy 251 MR AT S KN, EAE KEW .

[0261]  JEWIGETEY . 251 - F IR EE SN E S EIEAE AR ITERIN, i 5 Rk
FICIAR S, oA EAR DALt i sl R R R A A o B AR S P k8 2 ML
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et e AR R R AU/ SO s 2 E & A5 BN E S DUE 5
TR B EARE I N T XA E S 458, 2 WHaleblianff)] Pharm
Sci,64(8),1269-1288 (19758 H) -

[0262] ¥ F3CH  AHEFT I ST AT 5 MBS ATl M LR s e kn .2 5, 71
W MR AN A 2 5

[0263] AR WM EWIRASOE I Z A &Y, SRR T S0E X H T 2
IR R IV TR 2o AT A R (RIAE D67 TR B AR Al 44) DA KR R IR iz
PRI

[0264]  frzfifl, 2 1y, BXOR T Fr I & R 77, A & WA & AT DAAE D i Tl e A AR ) 75
EAFAE NIRRT DI o A& RN B 23 8 o DRI, A A W T B A R R Tt A
M HREY.

[0265] Xl 25 (D (&SR T A —2e BB, AT R A5 BRI A7 B2 Rk A O R A
SRR BRI, LUK S DI pir ik OR3P L A X PG 00 N, AT AT AR ATAR A I AR 47 E
ORI DA F AR R AR 3 7, 4nT . W . GREENE (Protective Groups in Organic
Synthesis,A.Wiley-Interscience Publication,1981) 8kP.J.Kocienski (Protecting
groups,Georg Thieme Verlag,1994) Ik iIRLE  Fir b ok SR AR T3 7 HR s TR
(S AR T Al B A , O LI & E MR AR sl il 25 (PR R SR £ 4 DA B oy B Pl et 7
(R R T ARG N SIS AE S SCRSEBIVA KX 5 T S BN 28 1 2 AT A
e

[0266] 534N, A R WAL A VA M ATl 2 g v Tl A AT DIARARE £ Mo T JE R0 5 71
skl ekt

[02671 & ¥7 75 1L TR 7 40 boE SOOI IR ELJRE « 1 TS e S e i AL 5 vl A
PE N ERRIT T T8 5 S AN A 20 57 RN

[0268] &5y /7 ks TR e TR sk IR S EER TR R &2 Shik
RIDAS B AR B80T s 7 o« XA AT AT DA —Fhalk 2 ML T 200 e 71
[02691 (1) U5/ Hoies 2 M AR & (BIAIUEA B oD R B L - REA BRI 0T R
REERNT SRS IR TRREUT AR EE 2 B S MINEAR EENR) 5 Herdit (B it
AU A , A9 A RUEE AP SRUPR MAsE AT DGR  E R 2 L FH VAR (155 S 28 B A
FEENR s AR (BIEIALG NaG R HoS R VR RS R VR E
R 22 3 3R -CORER IR R ADCII R 3R) s DUAT 2293 S48 (DI AE M an KA
iRl IS M G i, DL MR A RN N IR 22, LA S 2 B AT ) 511)
B Bl AR T, AR AR AR A TR ZRIETT s LA AR TN e A BRIl 771 (B an
I FIE5 R AMEFEIA B A JE TR VLN BE AR MR A REURRAT 22 AR 5

(02701 (i) BHZEMS HH B A0 AR AT A ATl 3= 25 (BNt 58 25 st mlF FE oK
SR ERTS S SIS S AT VD25 | BUHER SR 25 (BNt K& e e  JE B AIER A
2P BRI , LHREAS 307 sRLHRHIS Zh 771 (BN 33 B P SRR/ 23502% (BN TR HH
2R s BRI (49 anBer RIS e ket PR GO AR PE SR DA K S 1 ST AR 771 4
A AN 5

(02711 (ii1) HrAR NG, BIAmk b2 e A ET 58 (SKI-606) , A< 2 1 BTl 71« PR IBK
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Pitg ZF VA ity o S W S AR ThRR IR 77 sk O e 2Rl P44k 5

[0272]  (iv) A=A PA-F-DhaE M < a0, b AN e iG AR K R oo AR KR -2
Fubk, BldrterbB2 A it Z B BT AT T ] VHUBGFRETAM R FA BT FierbB LA PE 2
BT, Tt Sl R U A1 771, 490 40 2 B2 AR PRSI PO IR ) 71 (B ANE GF RS T 2 R Bk A1 1)
FINBIHANE B e VIR 2 A JE N6 - NI I 23k -N- (B-Z-4- L) -7- G- PN H D) -
WA - 4 - L) iz (CT 1033) « erbB2Js S RIS Qi Je) ; 4 A IR 55
JRR 7 5 B 5 22 AR KPR SR P IR 350 5 0 A e O o O 2 1 R 1 77 (91 4nBe 1 - 2404 741)
I/ NIRRT A R AR PR - SBRAAMRIF7L, anpt S Je A/ s Je 2 5 JE (AMN107) 5 225018/ T,
BRI A7) (B ARas /Raf 5 5 6 AW, @ik Je SR BRI ol an Zhi ke B L
IEJERMEABEETE) il MEKAT/ SR AK TSR AN A5 -S5A% S A0HIF) o - ki tdRal 55 ab 1 51
Hill 7510 PT 35 BT 1) 551 < P 1 € 33 AT 31 751 CSF - IRV ] 701 « TGF A2 44K S e 410 ) 71 5 AR 'l
A A AN D12 A SR8, ICDK2 1 sk DR 71

(02731 (v) Fruiin e AR Bl 90 anam el i 4 PN B A PR 1~ RIS LA i 5 N 5 An i
PR TR DU T (Avastin™) 5 PR s SRBISEENEE 5 - HLAPUANVEGE 52 (A S BRI 11
FIFIA R E Bt e AT JE AT Pl pa s JE AN i e 5

[02741  (vi) FERVGTY 5 ik, Al 1 an AR R i L 40 5 p5 38k 7 H BRCA 1 5k BRCA2/1) 7
s

[0275]  (vii) Soeindy ik, kB HUAR ST , 0BG BbT R 2 st B S
(Zevalin® ) FIEEA ST, T Z W T3 Ra; AN ZEI0IL-2 Gt H A 2) 5 A 40
Ja A2 AR, B0 TRAK 431 751 Co 4 PR PEANTG 7 1R 5 B AnHPVEE 1y, il dGardasil,
Cervarix,OncophageflISipuleucel -T (Provenge) S AERE s Flltol VRESZAE T 77, #4140
TLR- 75 TLR- 9330715 LA

(02761 (viii) 4Uffadet 5, UQARA (Fludara) FORRHGE T T (Nipent ™ ;
[02771  (ix) 2[RI 40 52 B 2 T, E0 47000 B SO a2 AR B BB 3R, B 4 e SeORA « TR
PR 5 27 KA B [ ) 2 0 A5 728 7% SR PR 5% SORAA AR 5% A KAN IR
i (2 I KANE IR E A5 AR RS A M 2378 GRSt T RS ABAL , PITR SR A2 |
SR JERE FTIORA AT [RIRATE R Eh « B2 JPTRE I SeU Rz SO « s SRR  Z KA B FEKAN (1
FEAKNN R MO FERAN T JRBR A « - F50 B2 ST~ SRR AR  FEOKAR S HRAL SR | TR
SRR RN RIS SR BT T TS S RS AT O S SR RT 8 i R e GRS S B R S0 T |
TR T HORA R ER AL AT A S S AT A TR TS « S0 AT IAATRRE T FRIR « S M T HOAA
AT RS S AT IAATR T BRTE S T OAARRE T ER TS Tt PN S AT IR S AT AR T BR i
SEROKHA BT S FEKAN TR JEAS IR JE I BKAAAR KA IR B KA — /KW IR e
KGR TERA T TR TERS VB PTHORA VI PTIAAVC RS « i 22 ph e Hh 2o 2l 5 S PARE I L%
F R 255 1 ATRESZ AT A o T LA 2RISR A 40 75, AN AR Be b A (R o b B 22 i ls
e SRS

[0278]  (x) #EIA17AYT , (I AnPT3K AR, 1 an S EE TR 37 A~

[02791  J&F7 J5 L s TR 7 e M S I T AR I & 2 SMA AT LAt
HE T 3 ANPTE AT AT DL —Fhak 2 B a7 il =8 (D (b S S s e 51
ALVETT R TS YR o S AN MR AT A B 4E — PRk 2 A B T 5]
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[0280] (i) Z[EIEE , B BE GT A IaI R, CFEA R PR R AN SR B BT iER , (91 anBn oK —
PR NTR v 27 KA T I ) 2 P 25158 5% SR « IR 5% UK R oK R oK — N
PR (A KA RR B (A KA KB TG A b 257 L U A T BRI fhAs , INFR S Atk
WA SR TERE  ATTRIRA « T HOAATERR £k « 57 DT i 52052 JTT I 0 BEOKAR 22K S B FE KA
B FEAKAN TR B M FERA S MR « - F0 B2 ST« SR SR A  FROKAR SRR SRR AN
FRERAN T FRAABE R B o T i S AT A U RT e S 3R P] e CRR T  EIR S T )
FA T ERZAA AT A AR U FTIAAA S S FTTAAA T R TS « S0 AT AATR T BRES  E mT 1)
FARR T R 2 T FOAARR 1 R « 2L rTFOAARR | TR i PN S AT AL S A AT T AA TR
B SCRDRAA B T SR TR TERA R TE T « BOKAATHRL KA R BOKAA—IK G W TR
JEREE TREAAIE TR TERA E AT IRIAA AT [ RADC A6 « 220 e il e 25 R RAAEE MO
F AT T AT A o R LA T 28 B A A A, B A e Hp B M 11 P9 il BE 2 i
KEIRE A A

[02811  (ii) TNFHPHIF, BIAMCARPE 5 B e EhuiR (B2 R B4t (Remicade) (PiTiEAR
BT (Humira) FEZBRHLHT (Cimzia) K AIKEHT (Simponi) ) 5 @G H (BIAMKIBPG &%
(Enbrel)) ; F15-HT 2ABRNF (Flan2, 5- — FHAA L - 4- BIOR P i \TCB- 2. 22 Al — AL %
(LSD) 22 SR — HHELIY 1E)

[0282]  (iii) HURZy, HIANAEMI AT R 255

[0283]  (iv) S PR IS I AR 751/ o 1), 4912 FH ey L FH S e e B R
PSSR SChE AR 5 32 28 B B e ZE A b h 7 s A

[0284]  (v) G, B AP LR 25 B e ] PY 2 Salite SE 5w, 115 B ok 25 T
7 (FIANZ bR YD DI JE DIZDHE )55 704 L BLSE DR R DI A 2 DiE)
FNACEAIH 1, 0 2 a0 (B RHEE R 235 A1) & SRR A1l (9 andic s
RIS R ) IS ), 5 R R L ) ORI R PRk R A S R R D)
PR ER PR (B~ D) o

[0285] X FhZH &6y P DA RN AR sl o0 T TR 7 1 8 AN 440 SR S0 o X AR 1
AL F AR IR A RO R e N A A It &9, BB 25Wnis e =
LA YERE N -

[0286]  ARMA LA 53— Iy, St 7 29, A& an e S (D b sk 2y
2 PRI IR AN S ANTE R S ANEOTE MR R T LR An o R T 415 R T FBTK
IRRAE UMY 1 o

[0287]  ARPEAK AR S — 5 1, $2 04 1Ay BRBTK A s e o ik, Hu ks m 7 2 i
F RN AR KRS TR A 80 (D A EWal L 255 T8z iR DL an T e X
[ T AN IRE 71 o

[0288]  ARIEAK B —J 1, ettt 7o (D b &Wek L 455 e mosh, 5 b
TE SR TN UIEE 7 RTINS ARk oy I iR 7 FHBTK R e -

[0289]  ARHEA K AR S5— 1, et 72 (D b 5905 a0 E ATk i d eg S 20510 i
(D AR LA SN B Rg 75 I ek sk 2o T o 12 i n] PAAE 4 (D B &
YA AR R — 2 s s

[0290] AR Sy — 51, $2 Bt TRt A s ik, Hod, ik R s S e XM
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PR AT S ARk oy TR (D 59 - 1207 5 AT A iERe =X (D e S 711 24
IR & o w1277 T DA SR U R 70/ D B R 7128

(02911 ARYE S — Iy, 2Bt TR S ik, Horp, Birdk g A AR S a0 E S
PR AT ARk oy T (D 59 - 1207 5 AT A iERe =X (D e S 711 24
IR & o w1277 T A dE SR U R 70 D B R 7128

[0292] |- 3R FHBTRKY Y AOE PT LR IAE « U sldaiie o 50 BRI, FHBTKYE 1 oo vl
PASE F - BN Sa 1 R  BAH bk EU0g 502 P R BAN bk 2978 M P bk E2 4 F 0t R
AT IRR A 491 4NABC - DLBCL =4 bk R  BiE e MR CEURe 22 B 4 1 s BAR A FE o<
WRELEE  FL/R B TR B 3R A IMEAN 22 2 M B e

[0293] A& IAMI S PRl DAL S E Rk DA IR S IE A4, sl e TR DR ToE
TERY o« I, I 250 B A WML S T LA R G sk e T2t it o A TR DA ik
BIANDTTE 45 3 e T IR el 55 T el o A T8 7 T DA ARURE Ry R sl I R T 5k
15 IR BT T LU T e H

[0294] XA L IAR_ b b &, Al P59 i 24 2R Bt i PG & e PR T
T AT REIR A2 5140, AR A S P A U, B2 A & IR & i) H 5 AT
PATEO. 01 e BT e AT (ng/kg) 1002 50 BT 5 AR TE (mg/ke) (TG »

[0295] &AM S el 2577 b a2 i rl DLB s (i T (HE s LR AR R IR &
sk B 255 1 ATHEs2 3R 55 252 1 AT sz 07 770 R sl a8 A & 1 29 S P TE =X
it o T 208 B A 28 5 1 25 1) 550 10 5 AR 7 R T 40 “Pharmaceuticals-The
Science of Dosage Form Designs” ,M.E.Aulton,Churchill Livingstone, 19881,

[0296]  Hp A& A St X, FT i AR Z WA S ) 25 20 e i i de 2
70,0599 5t % (FEHHIE) AR I &4, BEL1%0. 05-80 T &t % AL WL &1, 18
FEARE0. 10-T0TE B % A R AL &4, 2 0160 . 10- 50T it 9% (AR Z L &0, Bir
R A SR T EHEY.

(02971 252 & W vl LA AN Z L 700 e IR e 0 i ) S TR 2 ko B e U=
S8 T (B ane 11 K00, B anam ok AR 751 R B9, MR 51 H 790 sl ok 7 iR T X 0 it
s sl A 5 CRAfag ik i 5 N VILPATN I PN slanie) I JC R VAR e T IR LR
B e s ik A 72 U B e s sloiat =R N .

[02981 S kst 1], A% B S T LA S5 4 ) sl s pA TR £, VA A T« Ll e
TR TER , BN SR BN « EATEM sl S BETE b s 2B AT AW 5 kL 570, B i sk
SR IR BE R 5 A1/ S 71, e NI et B IERR E5 28 & R E A A SR il
J8C R 7 o AR T AR 7, U0 b R S8 R0 AT LA IR A B i AR, PR IR 4 W
AR BB AU WIS S TR A Ry A S B mlo, P 7 T AT A 4% R A AL
AP AR S YA,

[02991 Tl £ R el , AT LUK A & WA & W S B it sl 3R O R TR 5 o it
W5 RT VLS 450 bk B AR TE A S PR ot RTREA & WA S P IR AR sl
PRI T NI S e e b o T FUIRIIR ARSI 77 AT LU i R sl S I TE X, Blan &
AAL AP, BN CRZ K HIMANR IR S AT 1, SRR
7R A st AR BHIATR (91 2rbFeRs) 973 J8 7RRT / e FR R £ 4 Z A Dy A 741
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BRI E RN SR A BB .

[0300] bk (B IS0 Tt A A B ST DR R JC b 7K sl e P P e T o
[03011  ARHARFIT RN 25 i A A B S 1 60T B RO R N AR B
VR R EE S al B AR AR B DA M bt g i H SRR AR (L

[0302] P PFAC L A S I 77 /KPS IR T 4 I TR BT 7R R S
PRIE NAE AFER R BRI o 0 T KR 2 Bl ARG SRE , BT AR B SR 7 TR R4
IR LR AT R 2 TR o A8 B A PR IS Bl 55 IR R AN R TR 20 2L R (B /5%
1 FRGE O N BN 2 D 1 2R) A ITE 0L B, T BB KRS T I F RSN TR
SN

[0303]  SZJEGIAIA AR

[0304]  JASCHT T, DA ARIE FAAZEH IS SC: “Boe” B4R | SR AL s “DON” 245 A
H%E; “DIPEA” 24BN, N- R INEE I ; “EtOAC” 245 LR B “LOMS™ j2 FaiRAH (il / o ;
MIM SBR[ 2200 5 “min” 45085 “DMF” 48N, N- HIELFIe i s “Pet . Ether” 245
Ak s “TLC & FEi A (il ; “RE”EFEPR B A5 “RT7 /2 FERT; “SCX” & Fi55im PH 12245
“TEA” 24— & “TFA” E R =3 LR 5 “THE” JEF5PU M ; DL K “TBME” J& i | Jk FH 2
[0305] [k S A ut i, J 79 RIS G ek MR Y AR 7 7 AL S5 HLLAREAE o B
P, BT OV A= AT

[0306]  fifi ffiWaters Acquity SQE&IIZE2 (ACQ-SQD2#LCA0S1) iHFLCMS UVHk T{h & &
IASEFERIN « AR FEAIA MRS R 254nM  MSALT- TEAN DT FLMT 55452 (/2 : 150-800) »
B 2uL IR TN AR AT (0. 2um X 2mmid 8 #%) FIUPLCAE (C18,50 X 2. 1mm, <2um) , FF
TRFFAE40°C P ARYE NFRIFPATHEEEE , A (0.1% (v/v) FHERZKIER) F1B (0.1% (v/v)
FAG 2 5 AR 4 AR 2R 2 PLO . 6mL/minf i s Pe i RE i o (4 BRI TRIRTDA 23 B 45
[0307] 3£1

KRt
fFE) o) %A %B

[0308]
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0 95 5
1.1 95 5
6.1 5 95
7 5 95
7.5 95 5
8 95 5
[0309] R
IFE] () %A %B
0 95 5
0.3 95 5
2 5 95
2.6 95 5
3 95 5

[0310]  ifffi[TlWatersAlliance 269575 ZQ (KI8SM4 512M-LAA434) i LCMS UVEST
AN AR B VIR MRS 3 K g 254nM  MSAL T 1IE AN G T S5 A5 X, (m/ 2 : 150
650) o f 10pL 353 UEAERTHE M /E19°C NG BIHPLCAE (C18,75 X 4. 6mm, 2. 5um) | AR
2P AN IIREEE A (50.1% (v/v) FRERI95:5 (v/v) 7K : L) FIB (550.1% (v/v) FH
21955 (v/v) S 7K) LA R AR 2R PAO . 9L /mi nf e 3 e ARt o OR BRI TRIRT DA 2

Pl
[0311] &2
J7i%: 1
] Cor) %A %B
[0312]
0 100 0
5.5 0 100
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6.0 5 100
[0313] 6.5 100 0
7 100 0

[0314]  &1di[fJAgilent 126043 HT/USFC (SFC-A) sl 45 B iR Bilri it i (SFC) HE1 Tk
BTN B OpL A R EAERTRS I 4E 19°C R 7354 BIHPLCA: (C18,75X 4. 6mm, 2. 5pum)
oA FHFHA: CO %DB FAFEZ (0.05%DEA, V/V) ZH %3 DA 22 LA 3mL /mi nff i R e AE
DAEBARII A AL . 6min N A5 % MikE 40 %

[0315]  NMR3 ] T R AE i &AL &1 - N\MRYGIE AE HL A5 5mmBBFOIR % [19Bruker AVIIT 400
Nanobay |3k . (T, M — S0 Z 0l (TLC) Al EI A S HIRE(E -

[0316] (LG Wpalifbafd iR o il ol il 2 ULOMS EA T o fi FiiWaters 31005714
SPDLIEF BT (/2 : 150-800) HWaters 2489UV/Viskoill#edbf TLOMSEEY AR T
FE3H A OREEE, S FHA (0. 1% (v/v) HIERZKIA ) FIB(0.1% (v/v) R LIETATRD 41K
(TR ST &, 7EXBridge ] £5:C185uM OBD 19x100mmtE: - PA20mL/minff ik PliAfid -
[0317] 153

(03181 [y (434 %A %B
0 90 10
1.5 90 10
11.7 5 95
13.7 5 95
14 90 90
15 90 90

[0319] iy il 2 AR I U Ak fa 3t (SFC) A T S 4lift o i HiWaters 80Qfil &5 HUSFC
(SFC-B) #EATSFCAlifY o {1 A : CO2, A1B: FHE (0. 1 9% NH,H,0) It shAHE A A AE 55 B (25 %B
A NAEChiralPak 0J-HAE, 250 X 30mm 1.D. | PA50g/minfriad et sumbr 2 A o

[0320] AR L RR 2 OpenEye Scientific Softwareib{T[¢mol2nam-
Structure to Name ConversionEpk[]. ORI B iV R IR SRR s SCHREE 75 ko

[0321] wEH =

[0322] AL BHMM G W AT DAt 54 DA B BT s 15 46 2 — 1 T 5 Sl skai i %€
2KM 75 o

[0323] HEHHTZL
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il THE B Et;N HaN"" Sy
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doc 2) HySO.TFA R
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[0324] o 2. MeOH o Ry o

0°C.1h 4. KHF,

Br

2
o

BFK
-
Cs,CO,, Pd(DAC),
XPFV
THE K, A

Rg = CN, CO;R’, CONHR'

[0325]  fEACG AR —A 51, Jedt 1750 () b &9

R8 HVBY3Z

[0326] \g/

(A)
[0327] b ROQIACSCHL B b 5 P S, AT e bt AR g AR Rk e 25 RO sl A ERUA R
5k 67Ty IR, Horh, AR, RO S A 1 5 5/ ek BN ek gk 1 DA R OB
X% -OR'\-NR'R'\-ONLC,_ bedk C, 5 FRGEEERTI: -OR B IIC, Bidt;
[0328] Vg =M, 491 anae; LA K&
[0329]  Zj2GJ@E -, PIAn1ITe S B an i ek,
[0330]  {EACK BN LR T, ROPL e FHAR L RI0 Z A4 S AN AR BB, Bk AR
R U BN s ik 53 2. -ORT L -NR'RY L -ONLC, Je Bk C (AR LRI - ORI
I, Jhidke
[0331]  AE—/ Mkl o =, RN () i &P e R E X B) 5k ©) It &

F

H H
[0332] RaeBr e Mnga SN
OMe O OMe O
(B) (©)

[0333] JEHT %2
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» NeO
'l
o
NH &
Br ) B(CH)
NC A NBS, MeCN NC O <:> ¢
I\'NE.E. - B -
N7 N Eim 1h . N PdidppliCl, DCM
oo "NTH ko, i
14 U8R /K NC A
140 °C, 90 min, MW | |
;14 h, @F HoN NH
[0334]
MeO MeO
0 O
NH R-X NH
TFAM;S04 (4:1) Cs,C0,
- -
55°C.5h MoCN =5DMF
80 °C " NH,
YN
N
H;N h
[0335] 1F %jj;%@B
) IWAEZHERR ’
N BFLELO. 12-0CE H ) Wik -THF NH-
JOL e N“"Bz Tk 5 min yNg; RT-1h HN-T2
R™ H BE 110°C,16h R™ "H i} TMS-CF+. NaOAc. DMF R)i\cr- i) 37% HCI Fk Fg/l\cr3
(E12) RT 2h : 80“C,24h
H sl
(»] S EERRH N‘N‘B? ilis-THF N’N‘E 37% HCI Fk HN—NH;
- | - Z - "
RJ\R' BE 110°C, 16 h R’I\R' 0°C-RT,1h A 80 °C, 16 h R)\n- na
(E2) R™ R
[0336]
0 T Rk N’H‘Bo" WiE-THF N'H‘BN 1‘?4'_“:'&%';: N2
ey b = ' - HCI
R R B%E 110°C.16h R)'\R_ 3°C-RT.1h R/ILR_ R RJ\R.
(E/2)
) DBAD. PPhy
OH BE RT.N, 16h NH;
- HCI
R)\R' i} 4N HCI Fra- "8 RJ\R-
MeOH, RT, 16 h
[0337]  1H FHFEFF
[0338] JHHFEFA
[0339]  FERSU T, 170 [4- GRS HHED) ARBL TR Eh R 26 (1. 1244 AIE AR A FH R

(1.0 &) FIJC/KTHE (0. 49M) FE TR AR K AN, N- N E L% (5. 024 1) AP 3L
FRIF A (50T 1 % /EEt0ACHY) (1.5 5) KR N IRAMILETO Cbn?ﬂlﬁlmlélh#m# NEaey
Py FZKFIDCMERE , SR 5 43 2 « FIDCM (X 2) ZEHUK 2 RS H A LA U A0 53 vl
FE AR , DS BIFT AR OBIRG - ARt — 0 alifl, P e T 20

[0340]  jiE FHFL/TB

[0341]  FEASSUR, A [4- GRIE D) R LT MR Ehie £h (1.024 &) FN1&DIPEA (3.0 1)
HIFC/KTHE (0. 2M) Y E 77 DN SAHN 8 R ST A= (1. 124 55) BOJC/KTHF (0. 2M) 7%
WK SN A == 1 N HE16h, AT S oK IR K, SR TG 2 BB LR LT (X 3)
WS I T ER KPR , TNa, SO, T, 1 38, SRF i e ke 4, DA B Pr s IO AR A7
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W Rt A, P E BT 20,

[0342] i FIRLC

[0343] 2 (1.0 &) AR EIIIRES s (1.5 ) FIBRIREN (2. 04 H) 7E1,4- —HEkE
7K (3:1,0. 1) FHFR A P 1) H A s N U250 BRI A IINT, 17 -8 (R
B TRk - T AURAR (1T AR E A (0,054 1) |, st ) H A s N RS 300 PR
AR IS AR BHR A YI{E120°C R i 4h. £2 Celite® 1k I8 5 N IR A9 DO LT
P TR P IIANIKIF 3 |2 « FIDCM (X 2) ZEHUKE S I A NI B 240 7 B el I,
SRIG IR 4s , AT 2R bl o i e DRt e it it — P 4l 13 2 iS5
[0344]  EHFEFD

[0345] 2 (1.0 &) AR EIIMIRES s (1.54 ) FIBRIREN (2. 0 H) 7E1,4- —HEk
7K (3:1,0. 1) FHFTR A P 1) A s N U520 BRI A IINT, 17 -8 (RS
B TRk - T SURAR (D) AR E A (0,054 1) |, st ) H s N RS 155 PR
EPHRI AR R S P B G R 4E120-140°C M IIFR60-9047 Bl o S W TR &1
W SCX SPEREAILH DAIZAEM I , e fi FHUA N RE 4k, Bk B FAL Y, o 1 Celite®
AL IETRE S DO PRI« [ INNIK I3 )2« FIDCM (X 2) ZEHUK)Z S
NIAERU AR B e B8, SRS U e 4, DA B DR e [ R o 1l Pt b: e il it — 2P 4lifk,
BRI Y.

[0346] 1@ HFE/FE

[0347] A&7 (1. 024 4) [1IMeOH (0. 2M) FA 7R H MIAAHR I (1. 052 &) | 45 S M AT =
Tk N AEFELh ik RBR 2 A AT AR I Boc - T AEW) o

[0348] i JFLSF

[0349]  F10% 5265k (0.0224 ) - £LFR (0.014 ) &bFiBoc - AT AE M (1.0024 1) [ A
RO L AR AR, (Latm) FHEFEE AR, SR T Celite™ i3 8 - BHE BN E M4 , DA
SRR IBoc - BT o

[0350] i LG

[0351] |2 Boc - fR3PMIE (1. 0241 [MeOH (0. 5M) JX M £rAN HC1f#1, 4- —FEkx
(8.0 ) , W SONAE =il FBEPESh N, TR ITE , 8 1 B8 SR I , LA 2 FT
AR TR A 2, RER AR He 4 - DAIZ Al ]

[0352]  qi FHFEPH

[0353] [ 2- [ (4-JR K50 - AL - FREE T PN G (1.0 &) AITEA (3.0 %) [EtOH
(0. 6M) TR IIANARN P AT A (1. 229 5 L SRIGAE100°C M igFE2- 14ho il FEREAFE A&
Y. [0 5P IR S KRN IR TR, s B A UE , HER /KB, RN 1
P8 T IRHIR 4i o ER E te pl E—2P Al 1R B TR S

[0354] EHFEFI

[0355]  [FI7EOCAIASN MSEINOSTEE (1. 024 H) UDCM (0. 9W) [t RE A H I\ = i
(L. 1Y95) KPR A R RE 10381, SR A T D0 e S (1. 124 ) R RNIR AP0 C
FEFELh, FHZKEK, I HIDOM (X 2) 22 B0 K5 I LA U 2 43 2w d 8 O Dk e 4
DA 2 B i e e A o
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[0356] JHEHFEF]

[0357] KRR (1M, 3.0244) JIAAEOC MEHITAL, 3- Z5UKIAATA ) (1. 024 5) [ THF
(1) B TFFIRH o A S N TR A 0] 2 == 30 0T B b 14h o SR e TITBANBRIER BA T/ N DR TR &

P, I FHIDCM (X 3) ZHUKZ A H A NLA I A0 5 B ik B8 I I i 4 , DATS 2R Bk

5,

[0358]  1H HFEFK

[0359]  Bfpd Z=A74EY (1.0241) Molandersh (1.045) , Brligs® (3.0 1) FfIXPhos (0.1
M 5) AETHEAIZK (10:1,0. 06M) HRIRE S Pt [a L BN B0 BRI SR IE TS

FREE (0.052Y 1) , Rl 7] Hrh B N RS0 BV TR S P R A SR B R S P i 2285
"C 16h, 2% Celite™ 1 % - FHDCMIFEEIREDE - I RT I IKFH 43 2 « FHDCM (X 2) AXBUKJZ o &
FANI AR EAH sy B ae L I8, IR I 4 o i e DR Bt — 2P 4lify 15 21T

TG,

[0360] 1 FHFE L

[0361] A& AT AEY) (1.0 1) IELOH/7K (2:1, 0. 8M) MR NN E Y (T H LT iR

kP) [Z0W (— FI3LBERE-KP) 141 (IT) (0.07g,0.163mmol) R ASMIAES0°C NIt 75 , SR

TR AR o SR IE 7R R MIAEDCOMATK 2 [8] 3 |2 o 57K 2 HIDCM (X 3) 22 S I I A HLAS B
SRS AL B8, SRS R4 LA BT AR AR e -

[0362] il FHAL M

[0363] [ fiSHTA M (1245 A IINBRER (1024 1) FI= 5 CES (404 58) (IR, HE¥ S R
IR IR 55°Ch. — B HI MRS FRINVOKIR G Yarh , R BN/ N Ch T, SR
FHEt0AC (X 3) 25N o 5 A A ML ZE T FH Eh /KB 1% , B N T H IRk 4 o 1 5 B R
Podih: e il ot — 2P alifl 13 2 R i .

[0364]  1H HFEFEN

[0365]  BERERE (1.5 ) MIAEI5-543E-3- [4- [[ (2- FHEFEORHIIEED) s L) L) oK
HE] - TH-NEme - 4- FPe e (124 58) ANp e it A= (1. 225 8) £EDMF (0. 1M) HfiE &M
SR G INAZES0 C ik L. bh, SR H e 4 o 1 i el e DR A e i e o i 45 S 11 - il 2%
HUHPLCHE—Dalif , 13 B Fr s 10 7= .

[0366] i L0

[0367]  YELUSUAIOCT, A& e (124 &) FTHE (0. 5M) J R I NAGE P 2UWe i 2 5
VR (BH,-THF, 1. OMT-THFI, 22 1) o SN TR SR BIRT, 450 14h, 285 FHEE (1mL)
FIZKPE K 47K 2 HIDOM (X 3) 2 Bl S H A ALAR U 22808 /KB 3 k2 SRRl s e 40 o 925
SN RELTE (M, 1024 5) IIANZIFR R R S =i Mt 14h R ERR S
P R 4 G TR AR FH GBS (0. 2M) VAR - IIN2 - [ (4- B 2KEE) - FRAE L - 0 FREE T R —
(0.5-1.045) FITEA (52418) , RIS K SO N L 20 M HdHE L4ho s P ER B4 L) o KoK A
DOMANAN 25 Mrh 747 2 « FIDCM (X 2) ZBUKE « G I AN A I 26K B kbl 38 )
TR AR o 1l R R TR A gt — P 2lifb 15 B TR I =) o

[0368]  1H HFE/FP

[0369]  fEHUS TN, B IMBIGETHRE A (5. 0244 B IS IEAT A M) (1. 024 18) [y Ac/K
THF (0. 10M) (I FETATR A o SR AL A0 2 Z500 2 A1, R S S TR S Rl DA h o /N O i HE
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B L U e Y o R BR Z5R 0, B e i T HH R Hp O FRHC LK PR R AL P R i 73
AP AR 1047 8, SR TG 18 H0 2 500 o kR I 25A 91, O ot R R S BN VA T/ s
PRI FIT A BT RN SR S A<, AU T8, o B8 72 4, DA 2R 1)
&2 o

[0370] HHFEFQ

[0371]  RE5TR (1. 14 5) M-8 = mMoKE9 (1. 124 5) FIN- (3- IR N D) -
N - TR 0 bR 2h (1. 122448 [FIDMF (0. 5M) B IR AE 250k Nt hE304 40, SR FHAR N
Mz (1.0 &) LB B e =l (5. 024 1) AR SR8 SN TR S 0AE =50 P e 18h,
FINELK I R LB 2B A WUZE 0 . 2M HOL /KA ISR K B4 « SR B G HLUE T
W, 22 AR, LA B T AR AR e

[0372] i JIRLER

[0373] A S FEEREH (3.0 &) - CHUMRAE &) Al (1. 54 &) M b fiT A4 (1.0 &)
91, 4- —RESE (0. 12M) FOEUB AR N, 17 -8 (COREE RS — ek - —Sifbal (1)
AN E S (0.055) SRR S TR AT ARG B SRS SOV TR S
90°C FHtHE B ZE N SR . — HS H1 R A Wil Celite® 1 38 - K7k IINBER I E0 12
REWIKEMNCROREARE (X 3) G IFANUZE KT, TIN5, 2L I8
FEBR P A TE LW - AT 7 DO A8 , sl i R R Bt — P alife, DAFS 2
T Rs R R -

[0374] LTS

[0375] A& K FEBEMIE (125 [ FHOR (0. 5M) YA DN (1. 524 18) RSN TR S Ik
%110°C10-18h, SR A1 2 Z00 o B ROV A BN KR IR Fr ok 8 o K Il A FH /K e o0k
—P T, DAS BT A kL

[0376] i FHRLET

[0377]  JAIZE0°C R EIR9S e (12450 I THF (0.2-0 . 4M) J0H I NBIGE - THF (1M, 224
) ol SOV B 2 Z= IR IR - 14h SR REE S Z1ZE0°C , FTIMeOHAF K il L [0] 2 =i
SRIGFHE G IR 4 - A W A G IR 51 (Pet . Ether, Et, 05kEt0Ac) 3577, LTS 2
B el s e R i e i 4l b .

[0378] il LU

[0379] [ R (124 40) [OMeOH (0. 7M) I HH N 37 % 2 ZU/KIEIR (1624 18) o oFf
TRAYIAE80°C I gAL6h, 18 HI 2 =il I F BRI 4E - INEtOAc , i JETTIE , ITEtOAC P
K, DA DR -

[0380] i AL EW

[0381]  [A] &P M (124 &) I HZE (0. 5M) AITHF (0. 5M) AR R II AT R FRIE 5 (124
B) N IREMESHIZE -10°C, ARG IIN N- — SN2 (2258 | [ I (R P s,
K T-10°C o — HIINTER, B RN TR S WIAE =il R HedE14h, JHEtOACHRE K & =00 2
AVVEWRTIIM HCLRIER /KPS, FIRREREN T4, ok e I s ke i , LAAF B AT s e &9 o
[0382] 1E HFESFX

[0383]  fr =i N, A& S (1Y 5D 191, 4- ZREET (0. 5M) IRV R IINBRIR AN (224 &) 4
N BEEELO B, SRR INBRIR — g (1. 25244 o — H I\ S2 A%, 34 5 Mo i ml 7
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14h, ¥ HIFF IR 4 » LI ER = K, R G HEtOAc A= B K-S I I A H L
FHWRER N T4 , i T IR M 46 o i i PR A e 2l R i s ), AR BT R i &4
[0384] EHFEFY

[0385]  BpJd P 3k — FREAELE (1.5 8) FI =3 bl — O 5 E 59 (1.548) AT &
F2 (1.025) BIDCE (0. 5M) BRI o K BT A iA R I AA IR 75 53 Bl o SR I TR B 2508571
TR TR HIDMF (0. 5M) I8 « SR IG AR R IIN = HE3E (0 D) BT (2. 024 18) IO TFREN
(4.0450) RSN A IAE 20 N A HE2/ NS, PR AINa, COIA TR KO PR AR RS o SR e
Ik (X 2) Z2BUKVE, /KB R  RU k4 , AR B s T A=

[0386]  [4- [[(2- PSR L) s 2 ] AL ] RS )i

[0387]  ac i AL A, FH2- AL IR (13.32mL,89. 45mmol) 1[4~ (GaFEHIEL) JRHEE]
IR ERFR EL (15.24g,81.32mmol) 13 2AREUL G4 (20.70g,72.61mmol , 89 % W) , K 1
AR

[0388]  UPLC-MS(ES', JHE&ME) :1.3143%0,m/z 286.1[M+H]"

[0389]  N-[[4- (5-%AL-4- AL - 1H- Mg - 3-50) ZRFE] LT -2 - FH AL - DR FH e

[0390] 32 HHE FHFEREC, FH5- 2 3L -3- - TH-NEmk -4- F S (6. 04g,32. 32mmol) F1[4- [[ (2-
PR LR PR L) 2 5 FRAEL I DR BE T IR Gl PR e lift , 110 - 10 % MeOHI DCMIA TG
MEJE) A3 2IN- [[4- (5- (3L -4- 502 - TH-Mpme - 3-3) SR AL AL ] - 2- PR AR 3L - SR FH R e
(6.45g,18.57mmol , 57 % UCR) |, hikbE falEl k.

[0391]  UPLC-MS (ES, %f&t) : 1.4253 %, m/2z 348.2[M+H]"

[0392]  5-%JE-3-[4- [[(2- A E R AL 2l AR I R3] -1- (2,2, 2- — 5O Medd)
L - 4 - FH R Jrg

[0393]  [AIN-[[4- (5-5aFE-4- 5 FE - 1H-nHhme - 3-J58) ZRFL ] FH L] - 2- FHAR 3L - SR FA i i
(6.25g,17.99mmo1) HIIHE ST P IINBRER (9.59mL,179.92mmol) FI=FK LR (55.3mL,
719.68mmol) o4 SN TR ST E 55 C IR S/ NI o K SN TR SR KIE S, iR
SN/ OHRD, SR THE0AC (x3) 22 B RS A LA I I #h /K e , IR ER N T F
IR IR A o 1 e TR PR AT (i 2D alif, FHO-10 % MeOHFDOMIAR I , 73 2115 - 243 -3 -
[4- [[(2- FAE LR F L D) 3 ) FR L) 2 3] - TH- ks - 4- FEBE Iz (5.00g, 13.68mmol , 76 %
o) MN5- 2458 -3- [4- [ [ (2- AR OR B AD) S B D L] R3] -1- (2,2, 2- =5 O AD i
Wt -4 - FHPEZ (0.37g,0.80mmol , 4% e3e) , by A a4

[0394]  UPLC-MS (BS', 0FRME) :1.2643 8, m/z 366.2[M+H]"

[0395]  UPLC-MS (ES', 0FRME) :1.6343 8, m/z 462.1[M+H]"

[0396]  UPLC-MS (ES™, Kfi&lh) :3.3143 %, m/z 462.2[M+H]"

[0397] - [[(2- FHAR A FHE ) i ] FH L T Albb

[0398] ¢ — (= AL FIRELERD) S BRm FHOR AR (0.5M, 23 .8mL, 11 9mmol) 7 22~ R
D) -4,4,5,5-PUFF3E-1,3,2- — 4824 (2.5g, 11 . 3mmol) [ JC/KTHF (25mL) FATR FH o 75 -
T8 CHPE25 5 Bl , IR S AR =i, R I TJCK RS (1. 3mL, 32 Immol) o 1/NI 8k
M2 - A FL R R (3. 4mL, 22, 6mmo ) FRHE A Wi Bl 18 o b B84 2 10 B, 9T
FLS IR ARSI - AR AF IO FR A FH FRE (25mL) FkE, SR INANAB AN AL A KA (3. 5,
45.3mmol) o HiPEd & T , KR SRR M Ar o ITA3 5k AR (X 4) Pk ek PN AAH
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TR & B8R L 2 ) LRI I R T 5% o B TS INNE 0, K 7 TE e Bk o 14921 = 9 -
[[(2- AR 2R PR D) 24 KL R RE T4 (1.50g, 5. 53mmo , 49 % IR |, Jhy 1 sl
[0399]  UPLC-MS (ES', ZGfRME) :1.0343 %8, m/z 232.1[M-K]"
[0400]  2-[ (4-JROKFD) -FIE- T HIE] I I
[0401]  FE%0UU MRS AN - 10°C 14 - B FHBES (7.00g, 31 . 9mmol) AP Jf5 (2. 32,
35. 1mmol) [ K (40mL) FITHF (8. 6mL) 357 P N, N- — SN FE A (11.11mL, 63 . 8mmol)
[ HHZR (30mL) YA, [l PR N BRI N - 10°C o — HLERINTER, B SN TR A 720 CHiiHF L
AN SRS ZE I N BCEEL8/INI o DI ERR (1M) FH4 S N TR AP HEt0Ac /3 /2 - /K JE TIEt0Ac
A ITFIANUZ FHHCTL (M) ERoKPes, FIBREREN T4, 1 38, ARG AR Dk ks, DTS
F)2- [ 4-TRFEED -3 - R S s (7.72¢,31.0mmol, 97 % W) |, ks ol i
[04021  'H NMR (400MHz,DMSO-d,,8) :7.58 (dt,J=8.7,2.1Hz,2H) ,7.52(dt,J=8.8,
2.1Hz,2H) .
[0403]  2- [ (4-RIL) -5 L P9 — i
[0404] %0 P IR T TR 20 SO s HRODIN 4 - PR HH T S (2008, 91 Tmmo 1)  FHEK
(1000mL) FITHF (200mL) FITPA —fi (63mL, 1003mmol) « B K N I A id H1% - 10°C , SR N,
N- SN E O (318mL, 1823mmol) Ji I ZE R N TR S HHT, SREFIN IR T-- 10°C (A2
1£-20°C) 'L 4555 Bl e — HESINTE R R/ 2 0°C ik 2/ NN, SR 525 ‘C ik 2/ N o 5 S w7
IREYFERS E 1L R, FERE SN gk M HCLZKIA (1. 5L) FIEtO0Ac (1.5L) Pk,
F R R W R 20 2 A HLUE TN HCL/KIS R (250mL) A1Eh/K (250mL) e
BANUZ FHBRIREE T8, 1 BE O W4 22 20 - AR F A Rk (500mL) SR AL FHZ I8 . v
Ak (100mL) Pl i, PAAE s S TR A 20k 2 - [ (4-7R830) - R - ATy —
i (232g) o iZWIBUN DRI CRR TR AT IE , i D m i CR CREM R %, VA
3302 [(4-1RRFD) -FH - HFIE] N )G (210g,843mmol, 93 % 3 |, ik i €6 [ o
[0405]  2-[(4-JRKFD) -FHAA AL - WAL N —
[0406]  Kp2- [ (4-JR2K3L) -F2FL- W LT N % (7.00g,28. 11mmol) AYTHF (17mL) IR0
&AL (1.24g,30.92mmo1) [RTHE (20mL) B JF R, B HIZE0°C . /E0°C MiHE30 8,
DIABER — IR (7.98mL, 84 . 32mmol) J-Re S S R A P IIFAZE 80 C I Fit i 147NN o KT 54
PBHIERT, AN S AR KT FHE t0AC A B o 3 S I A HUE PR N T 1 IR ik
2455 o T LR ik — 25 4k, 120 -80 % DOMIH BEEia i el , £ 512- [ (4- TR D) -
AR L - 7 FPE ) I 15 (3.58g,13.61mmol , 48 % YSC) |, Ty [t 45 b [ 4k
[0407]  UPLC-MS (ES', Z0FRME) :1.764 % ,m/z 263.4[M]"
[0408]  2-[(4-JRKFD) -FHAAAL- WAL N
[0409] /=0 T, 1A)2- [ (4-1RR5) -3 - LT N 15 (210g, 843mmol) (191, 4- —REKE
(1500mL) I FH IINFRFR 5 (179g,1686mmol) o Hii PR G #1038, SRIS AE 1043 BN TR i
fie — HIfR (100mL , 1054mmol) o #RJet S N TR S A B 2/ N, ¥ A1 417K (1. 5L) AIDCM
(1.5L) Z A5 = AR JE HIDCM (1L) Z2HUKE , 2R )5 17K (500mL) AR 7K (500mL) Pk &I 1H
MASE , TIRBREE T4, L 08, SR i ik 4 , DAAS 2R o [ 4k o ai i AR R Pt e it ik —
S alift, 1150~ 100 % DM A kA v el , 8 Jm 1H25 % CFR IR DOMIATRAE B, 15 21 A
s, SRS ATk (500mL) $ - R AT 38, DA 212 [ (4-1RA3E) - SR - AT
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)} (153g,582mmol , 69 % %) |, 4K 1 el 4k

[0410]  5- 5 -2- FHAREL - R FH RS

[0411]  ARTF, B4l (124mL,1469mmol) IO FI5- 5 - 2 - AR LK IR (125¢,
735mmo1) FIDMF (2. 7g,37mmol) [JDCM (1750mL) Fif #1470 o SR I NTR S 07 =il T
FEFEL6/N O e i , DATS 2R IS - 60 - 2 - FH AU - R FH e S (138g, 732mmo L, {5 E B IR
) wE gl R HaH g

[0412]  UPLC-MS (ES", JHERME) :1.463 80, m/z: 1.463 80 M+H] " (FREE & 4)

[0413]  — 55~ [ [ (5-9p-2- FHAAUE - R FE L) Sl J ] FHE T e B

[0414]  Rr0. TMOBL (= AR R BE) Tl B FHOR VAR (174mL, 770mmo 1) 3 N £ 2- (BLH
F) -4,4,5,5-VOFFE-1,3,2- 2404 (170g, 770mmo1) [FJJC/K THF (1200mL) 374 7 o 7 -
T8 CHLFE25 I PI  RHE G IAE0°C N FELO B, ARG AR =i FHEFE3053 B 7ERT NI
NJC/KHIEE (99g, 3078mmol) JHIEMITIE  FHE S IAERT R LN, SRS RSN TR 54
IR HeAE , AR KB AE30°C TR A S5 THE (2 X 250mL) HL[) 7% % KB WA T Ik
THF (750mL) H, SRFF 22 M8 IING - i - 2 - S AL - R FH B (138, 731mo) [ THF (250mL) YAV -
SRIE R SN TR A AR 05 R FE L4/ NI, SR ek F I 4 o R BT 13- 5% 3 0 T K 1 Me OH
(1000mL) J&ffE , SR BHE S AN ZE0°C | AR IINAB TSR S BRI (2648 , 3386mmol /17K
(600mL) F1) o B4 52 R TR AP G 2 R 15/ NI, SR IE IR R 4 AR A 5 FRE (3 X
500mL) i P 2k DA 257K o SR T 35 Bk 4 W T TBME e 14 0 38 K5 1 e[l 4 74 PR T
(750mL) e, SRJ5 17525 % MeOHFI FAPN YA TR (3 X 2000mL) Pk o MU e 4 I . — H R 25
KRB, JINTBME (500mL) , FHJE HHAT I 1 e fEl 4k, T TBMEDE, LA 2 =51 - [ [ (5-
- 2- FRAE L - DR D) 25 ) RS e (198g, 41 1mmol , 53 % UCK) -

[0415]  'H NMR(400MHz ,DMSO-d,,) :7.80-7.71 (m,1H) ,7.64 (dd,J=9.8,3.4Hz, 11) ,7.31-
7.25(m,1H) ,7.16(dd,J=9.2,4.4Hz,1H) ,3.88(s,3H) ,2.17-2.09 (m, 2H) «

[0416]  4-75-2,6- 5.~ 7K B

[0417]  #£0°C N, [F4-5-2,6- 5K HTR (2g,8. 44mmol) [¥JDCM (30mL) &7 7R H TN FE
54(0.80mL,9.28mmol) FIDMF (0. 1mL, 1.30mmol) o Ff s N IR A 01E =15, P B k4 NN, B H1 &
0°C o JINFE Z I EE (0.79mL,9. 28mmo ) FKE S IR A WIFE =0 R A 16 /N1, SR I
P4, AT 24 -5 -2, 6- 5 - K HE S (1.58g,6.19mmol, 73 % %) .

[0418]  UPLC-MS: (ES',Zf&atE) :1.7445 %1, m/z 250.9[M]" (S INE4)

[0419]  2-[(4-7-2,6- 5 - A3 - BB Ty )

[0420] 20 TR W, N S5 (450mg, 6. 80mmol) A4-71-2,6- 45 - K HIe S (1.58g,
6.19mmol) 1322~ [ (4-7R-2,6- g5 - REL) - FIE- AL P9 )i (2g,7.05mmo 1, {fE /&
W), BT IR .

[0421]  UPLC-MS: (ES™, &) : 1. 1355, m/z 286.7[M+2]"

[0422]  2-[(4-PR-2,6- "5 - 2R3 - AL - T 9 T

[0423] e AL X, al ek el e i ik 2tk , FH20-80 % DOMPY b A e bl , il
2-[(4-71-2,6- 95 - 7530 - BRI N % (2.01g,7.05mmol) 5 52- [ (4-7R-2,6-
- ZRL) - FEARSE -7 3L P9 S (1.48g,4.95mmol , 70 % UKCR) |, Sy (A A .

[0424]  UPLC-MS: (ES™,J&ME) - 1.695%,m/z 300.9[M+2]"
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[0425]  2-[(4-5-3,5- 9 -7K3L) -BIL- LT N I
[0426] P PR W, FH4-50-3,5- AR S (2.00g, 9. 48mmo ) 75 52- [ (4-%(-3,
J- ORI R HHAR T N G (2.48g,10. 31mmol , U E HUSCE) |, A iR«

[0427] UPLC-MS: (ES , QM) :1.345 %, m/z 238.8[M-H]

[0428]  2-[(4-%-3,5- g -2K3L) - AR IE- 7 L] N — s

[0429] 2 et A X, al e el e i e ik 2k , FH120-80 % DOMPY b A e bl , il

2-[(4-50-3,5- - A% -2 H- IEEF'%]ﬁﬁ_H%(z.wg,10.31mm01)%;‘§U2 [(4-%(-3,5-

T ORED) - AR L - AR Y G (1.68g,6.60mmol , 64 9% EER) |, A EE (A Ak

[0430]  UPLC-MS: (ES', %R :1.705%0,m/z 254.9[M+H]"

[0431]  2-[(4-5-2,5- 9 -7K3L) -BIL- LT N I

[0432]  FMEm AR W, FH4-50-2,5- K LG (2.00g,9. 48mmol) 15 8)2- [ (4- (-2,

- - ZREL) - TR N G (2.66g,11.06mmol , E E B IR) |, Kk,

[0433]  UPLC-MS: (ES ,%0fR1E) :1.114%0,m/z 238.8[M-H]

[0434]  2-[(4-50-2,5- 5 -2RF0) - AU - O TN

[0435] 2 et A X, i Ak e Rt e ik 2tk , FH20-80 % DOMPY) b A e bl J , filf

2-[(4-F-2,5- 5 - A5 -4 - IEEE'%W\?_H%(2.66g,11.06mm01)%§lJ2 [(4-&(-2,5-

TR KD - - EE] N TG (1.64g, 6. 44mmo 58 % WeR) | Nt ik

[0436]  UPLC-MS: (ES', %R :1.675%0,m/z 254.9[M+H]"

[0437]  4-%4(-2,3- 3 - K I

[0438] {FOC T, [m4-1-2,6- —FF K (2.00g,8.44mmol) [JDCM (30mL) & 7F 7 I\

EESE%L (0.80mL,9.28mmol) FIDMF (0. 1mL, 1.30mmol) «*Bf 5 N IR S W07E =m N fedlka /N, i
AHIZO0C NN LIRS (0.80mL, 9. 28mmol) FHE S N IS 7ERT R HictkE16h, K

«rJzEzzzéfa PASE14-50-2,3- - K I (2. 19¢,10. 38mmo , {BE E BIZ) .

[0439]  UPLC-MS: (ES',50fRME) :1.74%7 80, m/z 206.8 M) (s NG H)

[0440]  2-[(4-5(-2,3- 5 -2R30) - S - W T IS

[0441] 43 FEm AL EW, P8 015 (750mg, 11.42mmol) Fl4-5(-2,3- 9 - KBS

(2.19g,10.38mmol) FFEPKH B2 - [ (4-50-2,3- 5 - AR - =AW TN G (2.61g,

10.85mmo B e /E EICR) |, A o Bk o b2 o AR P X, il i ek R R e alift , F120-

80 % DCMIT) B be iR I LE T , 13 812- [ (4-5(-2,3- "4 - K30 - At - WL I — %

(1.6g,6.40mmol,59 %Y%) , Ak [ Al k.

[0442]  UPLC-MS: (ES', QM) :1.705%0,m/z 254.9[M+H]"

[0443]  Sjfh1 . 5- 523 - 1- 2R FE-3- [4- [ [ (2- AR AT 3L) 2 ] FR IR 3L T npme -

4- FHRE I

0,
\.?}‘__NH;\
H:N. f,c{.\ =\
[0444] W W an N
S~ N N
A

MeO 4&_\‘
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[0445]  5-%(3E-3- (4-7ROKED) - 1- 4RI - e -4 - H T

[0446]  yi PR FFH, fi2- [ (4-RRED) - AR - L] N 15 (0. 76mmo 1) FIEAT KB MR
B2k (0.91mmol) S , AFS BIkREUL &9 (0.83mmol) cUPLC-MS (ES™, &HEaYE) 2. 1743 ,m/
z 333.2[M+2]"

[0447]  N-[[4- (5-240E-4- T -1 - RIE -Mpme - 3-30) JRAL] AT - 2- RS - DR FH
[0448]  yi FHFEITK, {5 2005 -3- (4-BKHD) -1- A2 -THEme - 4- RS (0. 45mmo1) 1 =56
[[(2-FAA R ORI 38) S0 BE T IR L T2 80 (0. 45mmo 1) R W, LA TS B bRl 1L & 9
(0.36mmol) , JymE Al & . UPLC-MS (ES", &) :1.8747 %8, m/z 416.2[M+H]"

[0449]  5-%(0E-1-PR3E-3- [4- [[(2- SR HITRRD) U] FH L I OR AL T e - 4 - %
[0450] 3 JHIRE M, (HN- [ [4- (5-Gd 2L -4 - 1500 - 1 - AR - me - 3-50) ZRIE] F L] -2- FR A,
SO (0. 36mmol) SN, PAS ZIFRE L 59 (0. 23mmol) |, 2K 1 €2 [ 44 . UPLC-MS (ES
COEIERME) 1 1.58 8, m/z 434 2[M+H] 'UPLC-MS (ES", K-EatE) :3.594 %0, m/z 434.2[M+H]"
[0451]  'H NMR (400MHz,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J=7.7,1.8Hz, 1H)
7.51-7.37(m,5H) ,7.17-7.13(m,1H) ,7.03(td,J=7.5,1.0Hz,1H) ,6.31 (s, 2H) ,4.60 (}L &
e, 7=7.3Hz,1H) ,4.54(d,J=6.1Hz,2H) ,3.90 (s, 3H) ,2.02-1.86 (m,4H) ,1.83-1.72 (m,
2H) ,1.65-1.51 (m,2H) .

[0452]  SCHEBILM S Yot nT DA Bk 5 ikl

[0453]  5-%(JE-3- (4-7ROKTD) - 1- B4 RIE- e -4 - FHTY

[0454] g2 - [ (4-J0K3E) -HAAZE- LN 15 (72 2mmo 1) IR KL — 2R G h
(72.2mmol) A= HJ (288 . 9mmo1) [HJEtOH (400mL) AV IEIA 1 . 5/INI o 5 I B TR -1 i
Tl . 5/ P EII IR s e 4 o AL, 13 2L S (51 . 9mmol) |, S ol 44
[0455]  N-[[4- (5-%40E-4-FAE -1 - RIE -Mpme - 3-50) JRAL] AT - 2- RS - DR FH
[0456] R =35 - [ [ (2- AR B 3 ) 2 ] HH L A 0 (36 2mmol) « SR EE (11)
(1.27mmo1) BRER%G (108. Tmmo1) 15~ 243k -3~ (4- P IKIE) - PR EL - mpme -4 - FH I
(36.2mmo1) =% T-THF (250mL) F17K (75mL) H o FiAE ([ N TR S s I AU A
Ve N2 - BEACU AR 27,4767 - =R N ALIDR (2. 54mmol) , IR A M el i
NI T Celite ™ I8 , ACHRI Tk 4 , A BN bR A9 (32.01mmol) , e a4k

[0457]  5-%0E-1-PAK3E-3- [4- [[(2- FAASER HIRRL) S0 ] FH L I DR T e - 4 - i
[0458]  fI#AZE55Cik3/INEE , HEN- [[4- (5-5dFE-4- (3L - 1- TR L - - 3-3) JREL ] H
Fe]-2-FHAE E - IR FHEZ (32. 0mmol) W fififig (320. Immol) FI=F LR (800 . 3mmol) [KIE &1
B IRIFAERIZSEE B /IO I 27K IR 80 (192 1mmo) (147K (750mL) &7 HH & Il
ANB#HGE/Et0Ac (100mL, 12 1) 7RSI B8R S o« Kl 4B 77110 % MeOH/DCM (750mL) A1
7K (100mL) H o ZEALFRIE ME tOAcFIMeOH (200mL) H4k i , 15 2IFR@ ) (13 15mmol) , H K
SRRy

[0459]  Sithl2:5- 2455 - 1- [ (1R*, 2Rx) -2- FRELEA L] -3- [4- [ [ (2- AR L) 4
FEYFRBE] ORI T nb e - 4 - A
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N—NH,
H,N _'}'
Ty »— o
[0460] Q/TN"N,/ \\\ A HN"g_\
o e — \
{rel')OH MeO — -

[0461]  5-543E-3- (4-JRIEIL) -1- [ (1R*, 2R%) -2- FRBEDR LTIk -4 - F G

[0462]  yi PR H, {12 [ (4-7RRIE) - FHALEE - FHAE T Y K (0. 38mmol) 11 (1R*, 2R) -
2- JHFELERTREE (0. 38mmol) [ 7, 15 BIF R 759 (0. 38mmol) , hy (4 4[] {4 . UPLC-MS (ES™,
FOPE) :1.8243 %0, m/z 349.1[M+2]"

[0463]  N-[[4-[5-%A2&-4-F3L-1- [ (1R*, 2R%) -2- FRILIARIE ] pme - 3- FE] R FL ] FHEE] -
2- HA - R

[0464]  FZI AR F7C, 15 -5k -3- (4-1RORIL) - 1- [ (1R, 2R%) - 2- LA AL T nbme - 4-
FIE (0. 12mmo1) F="3- [ [ (2- FAAFE K FHR L) 23 ] FREL TG (0. 13mmo ) 15 2 Fr8ify,
A (0. 11mmol) , 2l PN AR JUPLC-MS (ES', AR M) :1.6045 %M, m/2z 432.2[M+H]"

[0465]  5-%53E-1- [ (1R*,2R*) -2-FRRLPRRIL] -3- [4- [[(2- AR L) S AL A
ORFE TN -4 - FH B I

[0466]  F2elHE FFEFL, HIN-[[4- [5-%438-4- 5035 -1- [ (1R*, 2R%) -2- B2 ELEA kL T npp ek -
3-FLIORFELT FH LT - 2- FHAR L - K FHT: 12 (0. 10mmo 1) 2Rk, &% (0. 05mmol , 49 % %K) |
FEAEKS K UPLC-MS (ES™, J0FR1E) « 1.4455%h,m/z 450.3 [M+H] " . UPLC-MS (ES", K-FRIE) .
3.16%3 %8, m/z 450.3[M+H]"

[0467]  'H NMR(400MHz,DMSO-d,,8) :8.74 (t,J=5.9Hz, 1H) ,7.76 (dd,J=7.6,1.8Hz, 1H)
7.52-7.38(m,5H) ,7.18-7.14 (m,1H) ,7.04(td,J=7.5,1.0Hz,1H) ,6.26 (s,2H) ,5.03(d,J
=4.6Hz,1H) ,4.55(d,J=6.1Hz,2H) ,4.36-4.24 (m,2H) ,3.90 (s,3H) ,2.11-2.00 (m, 1H) ,
2.00-1.85(m,2H) ,1.79-1.67 (m,2H) ,1.60-1.48 (m, 1H) .

[0468]  Sjitifl3:5- 245 -1-FUT FE-3-[4- [ [ (2- AR HAT L) a3k ] R BE ) 2R T T ks -
4- Fk e

o)

)\.._NH2
\T;;(\ ,;:\ﬁ "
[0469] YNHN/?_K\\_,;-’ B ﬂ

| MeOQ
[0470]  5-%(2E-3- (4-7RORED) - 1- B0 ] BE-Nems -4 - HfY
(04711 2 R FH, A2 e it ik 4lifl , FHO-5 % Me OH DOMYAR e B I , (2 - [ (4-
PROREL) - AL - FHEE ] 9 005 (0. 57mmo 1) AU T ZEHFEEFR ER (0. 86mmol) 15 B FR@lfL &
M (0.52mmol) , Ayt a4  UPLC-MS (ES', 4R TE) :2.2145 %, m/z 321.0[M+2]"
[0472]  N-[[4- (5-%40E-1-40 T -4 -T500E - MEme - 3-50) JRAL] AT - 2- RS - DR FH
[0473] 2 FRRJPK, i el e sk g 1% &l , FH10-10 % Me OHFYJ DCMIA IR BE L , 15 -
HE-3- (4- BRI - 1- BT B - - 4- S (0. 22mmol) A= 45~ [ [ (2- FHAR LR AL &

H,N
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FETFRRET A (0. 24mmol) 75 ENAREL A (0. 21mmol , 98 % UAER) |,y 4[] 44k . UPLC-MS
(ES™, i) :1.9053 %, m/z 404.2[M+H]"

[0474]  5-%0E-1- 8T 3E-3-[4- [[(2- FAAEER HIPRRD) U] FH L DR T e - 4 - i
[0475] ¥ MG AR FPL , il AR e PR A b & f i, FN- [L4- (5-50E -1 T FE -4
S -3-38) ZRFL] FHIE] - 2- FHASE - R FEE (0. T4mmo 1) 13 B AREUE 54 (0. 03mmol)
S 4 [F] A UPLC-MS (ES™, 451 :1.6140 %, m/z 422.3[M+H] "L UPLC-MS (ES", KF&ME) .
3.5747 8, m/z 422.3[M+H] ",

[0476]  'H NMR(400MHz ,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J=7.7,1.8Hz, 1H) ,
7.50-7.37(m,5H) ,7.17-7.13(m,1H) ,7.03(td,J="7.5,1.1Hz,1H) ,6.28(s,2H) ,4.54(d, ]
=6.1Hz,2H) ,3.90(s,3H) ,1.56 (s,9H) .

[0477]  Sjfh4.5- 543 -1- (3-FBEA[3.1.0] 0 30) -3-[4- [ [ (2- I ER FIWEIL) 24 3L ] FA
FLIREET ks - 4 - F

[0478]

[0479]  XEA[3.1.01-3-7

[0480] AP AN A0 CHIMLRE (1.68mmol) FNSUERFRIENE S5 (7. 64mmol) [FJDCM (6mL) 4% Hh 7
IO -8R L3.1.0] 2 -3-% (5.09mmo1) o SR 5B S NI S P T i 2 =il i P 52« [N
R CRRRRE, SR 2 Ok (X 3) Pk ARG BEGFHIIANIE 9h 2 Bk
TGRSR Z0A 5, DA BRI A, R (R . 'HNMR (400MHz,CDC1,, 3)
2.64-2.54 (m,2H) ,2.20-2.12(m,2H) ,1.57-1.50 (m,2H) ,0.94-0.86 (m, 1H) ,-0.03--0.08
(m, 1H) »

[0481]  N- 3-AFA[3.1.0] CFIEEEL) a3t R T g

[0482]  RWIA[3.1.01C -3 (5.58mmol) FUFEE IR T S (5. 58mmol) 7£ T (20mL)
HRIRTR G =i D R4/ NI SR TR SO TR A W Rk s e 40 o 5 SO TR 5P /K (20mL) 748
K, FHDCM (3 X 20mL) 25 B o 5 FH A A WA 25 /K 3 R I SR Dl e e 44 o T 1 7%
WAl sk B SR RS A i Ak, FHO- 100 % EtOAci BEeid el , LS B bR UL &9
(2.84mmol) , BT HHERYY. 'H NMR (400MHz,CDC1,,8) :2.85-2.77 (m, 1H) ,2.63-2.56 (m,
1H) ,2.39-2.35(m,2H) ,1.52-1.35(m, 12H) ,0.74-0.66 (m,1H) ,-0.13--0.18 (m, 1H) «

[0483]  3-BUA[3.1.0] LA N;2,2,2- =5

[0484] R is{SLl AU (4. T1mmol) 3 FLIIAFEIN- B-FOA[3.1.0] CFFEEID) 3L R
BT iR (4. 76mmol) I AR (TmL) FIZK (TmL) $ PR TR S A 250 P B2/ N,
A N IMNaOH ORI HORI, SR FHDCM (X 2) ZEHN o 545 I 1A HTL AR B FH A RTRR 0
BRI AR T i BB R R = T, LS BHIN- (3-BOA[3.1.0] L4500
SRS iR (4. 71mmol) , N3 i AR « Kk 717 T-DCM (4. 5ml) FR o 7] = S TR
(58.77mmol) A JIN- (3-IA[3.1.0] e 25 S FE LA T i (4. 71mmo1) [JDCM
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(4.5mL) it $ VA - B4 BT 15 1A WU F1 2 /NI SR 5 B ek 4 , LA AT BDRL # AR 8L &
(4.42mmol) , VETHE IR o

[0485]  'H NMR (400MHz,CDC1,,3) :3.88-3.78 (m, 1H) ,2.43-2.31 (m,2H) ,1.74(dd,J=
14.9,4.9Hz,2H) ,1.40-1.24 (m,2H) ,0.83-0.75 (m, 1H) ,0.17-0.11 (m, 1H) »

[0486]  5-%(dE-1- B3-XBOA[3.1.0] 03 -3- (4-JRIKID) nEmk -4- G

[0487] i AR 7H, il ok Al e it ik 2lifk , FHO0-100 % EOAcif BEkE s iR e i, fhi2-
[ (4-PRo3) - AL - L] N G (0. 78mmol) FI3-AEA[3. 1. 0] e dibF; 2,2, 2- =51
CFR (1. 17mmo ) 15 EhRE L 54 (0. 21mmo1) , Ky JC kY. UPLC-MS (ES™, A0 FRPE) :2.15
458 m/z 345.1[M+2]"

[0488] N-[[4-[5-%dE-1- 3-FGA[3.1.0] 003 -4-FIE-mpme-3-FL R L I EL] -2-
S - R L

[0489] 1 FARITK, F5-53E-1- (3-BIA[3.1.0] O kidt) -3- (4-JRZEHL) MEme -4 - F S
(0.21mmol) FN=35- [ [ (2- AL FHILAD) 2 AL ] AL JOIGE 8 (0. 21mmol) 15 BIFREL 51
(0.23mmol) -UPLC-MS (ES", %e 1) :1.864 %1, m/z 428.2[M+H]"

[0490]  5-%540E-1- (3-MEA[3.1.0] 03 -3- [4- [[ - A PR U8 P A 2R3
M - 4 - P fle

[0491] W HFEFL, W FURF S R0l & FRUHPLCAR{L 5 , fiN- [[4- [5-543E-1- B-BUIR
[3.1.0]C03%) -4- Uk - g - 3- JL R FE T AL ] - 2- FEARCRL - R (0. 21mmo1) 15 2R
K45 (0.04mmol) JUPLC-MS (BS™, &) :1.6853 %1, m/2 446.2[M+H] " UPLC-MS (ES", Ki%
VE) :3.7243 %80, m/z 446.3[M+H]"

[0492]1  'H NMR(400MHz,DMSO-d,,8) :8.74 (t,J=6.2Hz,1H) ,7.77 (dd,J=7.7,1.8Hz, 1H) ,
7.54-7.38(m,5H) ,7.16(dd,J=8.4,0.7Hz,1H) ,7.04(td,J=7.5,1.0Hz,1H) ,6.29(s,2H) ,
5.01-4.83 (m,1H) ,4.55(d,J=6.1Hz,2H) ,3.91 (s,3H) ,2.46-2.36 (m,2H) ,1.92(dd,J=
13.8,4.8Hz,2H) ,1.35-1.27 (m,2H) ,0.81(q,J=4.1Hz,1H) ,0.66-0.54 (m, 1H) .

[0493]  SCJEf5 : 5- %3k -3~ [4- [ [ (2- AR D) SR ) AR R L] -1- (3- AR I K
FE) npme - 4- P fr

0
Ny—NH,
5’*\. ______ Q_ - 0
7/ \
[0494] 2 _N‘-N \_7 uN
\

g MeO ﬂ

[0495]  N- [ (3- FSLIR/R-2-Ji - 1 -3 208 ) S BT g

[0496]  [f]3-F L -2-FR 0 - 1 - (10. 40mmol) [ FIES (59 . 4mL) FA I FR N JPESE PR AL T
fif (10.92mmol) , JF¥f 52 B AE & R BERE 167N o U RS 2545 & W, LS BIhRBLY & 1)
(12.18mmol) . 'H NMR (400MHz ,DMSO-d,,8) :5.98-5.93 (m, 1H) ,3.26-3.05 (br s,1H) ,2.62-
2.57(m,2H) ,2.44-2.41 (n,2H) ,2.15(s,3H) ,1.47(s,9H) .

[0497]  (3- HHELIRRED) Ik

[0498]  [FIN- [- (3-FHAELIA K -2- 45 - 1- I 2E) S ] Sl A PR T g (10 40mmol) ¥ THE/
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MeOH (21mL, 1+ 1) JA7R P40 L N S AL 8 (12 50mmo1) o 5 N AEZRUAUS T IR 10
A3 ARG A =1 IINGE A (30.00mmol) |, ¥ 5 N TR &y Il 7 37N, Y 21 52 2
T T HEHE 167NN o 2 38 SN W AR 2 A LANES PR s e 4 0 5 FHOR I (X 3) o3
TR nia T I IR W A ERT, T CBERE SR8 A1 2 0°C o il JETTIE , FL5 IR AR TEIR,
DA AR A4 (6.50mmol) o 'H NMR (400MHz , DMSO-d,, 8- JEXHi S A4 (AT A1) 383+
3.62H13.56-3.38 (m, 1H) ,3.10-2.997112.78-2.68 (m, 2H) ,2.26-2.01 (m,2H) ,2.00-1.57 (m,
5H) ,1.40-1.02 (m,1H) ,0.99F10.93(d,J=6.5Hz,3H) «

[0499]  5-543E-3- (4-JRIRFD) -1- (3-HISLIRRIL) N -4- IS

[0500] 3 FHAR FPH, i Ak R st 6 % 2difb , FHO -2 % MeOHFI DOMIA R i i , 12 - [ (4-
PRIREHL) - PSR - AL T 5 45 (0. 38mmo 1) A1 (3- FHALERRIE) F (0. 38mmol) 15 B brbifl,
A1), UPLC-MS (BS™, J0FRME) :2.2673 % ,m/z 345.1[M]"

[0501]  N-[[4-[5-5AE-4- 5 Fk-1- Q- HEIKIL) npmp -3-FL IR B AL ] -2- AL - K
F e fric

[0502] i FHRR 7K, i el e sk A g 1% ik, FH10-10 % Me O DCMIA IR BE L , 15 -
Fe-3- (4-IR2K3E) -1- (3- PR KD nHkmk -4- FiG (0. 08mmol) FI— 35~ [ [ (2- FAE L8 Ik
HE) SRR T R T e (0. 08mmol) 15 BIAR L & (0.05mmol) -UPLC-MS (ES, 4 FR1E) .
2.0357 8, m/z 430.2[M+H]"

[0503]  5-%543E-3-[4- [[(2- AR AL S 8] PR R AL ] - 1- (3-HARLIA KAL) M -
4- Hk e

[0504] 3 FAR /7L, o BB F5 0 Y il 2 UHPLCAE b i, fiiN- [[4- [6- &Rk -4-12E-1-
(3- FHELIAEL) mpme - 3- JL ) R FL T FHIE ] - 2 - FAU AL - SR FHE I (0. 08mmo 1) 13- 2 AREUL 51
(0.01mmol) ,UPLC-MS (ES", 5 Eak) :1.73%7 %0, m/z 448.3[M+H] .UPLC-MS (ES", K& k) .
3.86%5 %0, m/z 448.3[M+H]"

(05051 'H NMR (400MHz ,DMSO-d,,8) ClEXH A AR #4) :8.74 (1, ]=6.0Hz, 1) ,7.76
(dd,J=7.6,1.8Hz,1H) ,7.53-7.38 (m,5H) ,7.16 (d,J="7.8Hz,1H) ,7.04 (td,J=7.5,
0.9Hz,1H) ,6.31(s,2H) ,4.79-4.58 (m, 1H) ,4.55(d,J=6.0Hz,2H) ,3.91 (s, 3H) ,2.30-2.21
(m,0.5H) ,2.17-2.05 (m,1.5H) ,2.01-1.92(m,2.5H) ,1.85-1.75 (m,0.5H) ,1.64-1.51 (m,
1H) ,1.44-1.33(m,0.5H) ,1.21-1.11(m,0.5H) ,1.02(dd,J=21.0,6.6Hz,3H) .

[0506]  SJtEf516 - 5- S Ak -3~ [4- [[(2- AR BEIR FHBE L) R ) AR 1 oKL ] -1 - [5- (ol
FL) -2-Mpme FL T nt -4 - FH e e

N—NH;
{
HN A -
) 3, B
[0507] N Ny N\ / \
Ny N N HN—4
i N
. ) Iy,
) L \-.\
R MeO—"

[0508]  5-%dk-3- (4-JROKID) -1-[5- (i T3E) -2-mbmE LT mbme -4 - F G
[0509] 2ty FHFEFPH, FH2- [ (4-JRIREL) - FRAEE - FREE T P )1 (80mg, 0. 30mmo1) Fl15-
(=98 FR L) M - 2- JE 8 (0. 30mmo 1) 73 BIFRAEAL A ¥ , by Ik A €4 [ 4 . UPLC-MS (BS”, 45 /iR

7
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ME) 122748, m/z 408.1[M]"

[0510]  N-[[4-[5-2d2&-4-U0E-1-[5- (o D) -2-mpme ST nppme - 3- L] R BL ] FH L] - 2-
FHAA L - R

[0511]  aE R K, J5-503E-3- (4-BRE) -1- [5- (5 AL - 2- M me BE T b me - 4 - F i
(0. 10mmo1) F1=%m.- [ [ (2- A F o8 FE L) S L) AL A (0. 12mmo ) 13- BbREU L. &
(0.06mmol) , A [ ey K - UPLC-MS (ES", Afieth) : 2,038, m/z 493.3[M+H]"

[0512]  5-%JE-3-[4- [[(2- FAeIE R AL Sl ) FHOE I R L] -1- [5- (g HH2E) -2-1iik
I BE ] I -4 - F L %

[0513] s FHAR /L, JTIN- [[4- [5- %2 -4- Ak -1- [5- (o HHED) -2-nb e BE T g - 3- L]
AL EL] -2- FHAE 3 - K MR (0. 06mmo) 13 2 AnEi{L &9 (0.03mmol) , by ks K.
UPLC-MS (ES", 55FR1E) :1.85%7 81, m/z 511.3[M+H] . UPLC-MS (ES", K-&ME) :4.195%h ,m/z
511.3[M+H] "o 'H NMR (400MHz , DMSO-d,,8) :8.90-8.86 (m, 11) ,8.79 (t,J=6.1Hz, 1H) ,8.38
(dd,J=8.9,2.3Hz,1H) ,8.05(d,J=8.8Hz,1H) ,7.83-7.74 (m,3H) ,7.60(d,J=8.1Hz,2H) ,
7.53-7.45(m,3H) ,7.17(d,J=8.3Hz,1H) ,7.09-7.02(m, 1H) ,4.59(d,J=6.0Hz,2H) ,3.92
(s,3H) »

[0514]  SCJE{5I7 . 5- 52k -3- [4- [[(2- AR FHIBE D) U RV BRI OR AT -1 - [2- (HHARU 2
FHAAAD) ST IEme -4 - FH L

}-NH;

\T/
\_‘\ N\
N‘N \\ HN /,Z-O

i
J

0~ mMeo—
\
)

[0515]

MeOQ”

[0516] 3l FHARJPN, 1 i JoT &t 45 5 11 - il 25 ZUHPLC (Fr Ry k) 2lifb ), (5 - S -3- [4-
[[ (2- A28 2L 3k ) R L] SR 3R] - 1H- e - 4 - Rz (0. 26mmo) FNL-7R -2- (A4,
FLFAEED) 282 (0.39mmo) 15 21kRE Y A9 (0. 03mmol) -UPLC-MS (ES', 55FR1E) « 1.42455%h,
m/z 454.2[M+H] " UPLC-MS (ES', K-&1E) :3.1043 80, m/z 454.3[M+H] .'"H NMR (400MHz,
DMSO-d,,8) :8.74(t,J=6.1Hz,1H) ,7.75(dd,J="7.7,1.8Hz,1H) ,7.51-7.38 (m,5H) ,7.18-
7.13(m,1H) ,7.04 (td,J=7.5,1.0Hz,1H) ,6.30 (s,2H) ,4.57-4.52 (m,4H) ,4.10(t,]J=
5.7Hz,2H) ,3.90(s,3H) ,3.77(t,J=5.7THz,2H) ,3.19(s, 3H) .

[0517]  SCJiEf18 . 5- G Ak -3~ [4- [[(2- AR LR FHIBE L) U LV AR I Ok ] -1 - [ (3-HHAR AR
ZeIR T e -3-35) FHIET g -4 - FR i

O
'\\ —-NH 2
HoN .J
21V /—ﬂ\ "'/:-\\ O
/ ) S P |
[0518] ; N\N \ /" Nt
-~ Meo—~

[0519] 1 AN, 1l BUe 45 S -l 2 HPLCA L i, 5 - 50k - 3- [4- [ [ (2- ALK
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PRI AL) SR T FHE )R] - TH-ME e - 4 - FA k2 (0. 25mmo ) F13- (U HH3E) LS IA T 4t
(0.38mmol) S EIFREL A5 (0.07Tmmol) UPLC-MS (ES™, JFRME) :1.4245 %80, m/z 450.2[M+
H] " UPLC-MS (ES', KJME) :3. 119350, m/z 450.3[M+H] . "H NMR (400MHz, DMSO-d,,8) :8.73
(t,J=6.1Hz,1H) ,7.75(dd,J=7.7,1.8Hz,1H) ,7.51-7.38 (m,5H) ,7.17-7.13 (m, 1H) ,7.04
(td,J=7.5,1.5Hz,1H) ,6.41 (s,2H) ,4.63(d,J=5.9Hz,2H) ,4.54(d,J=6.1Hz,2H) ,4.20
(d,J=5.9Hz,2H) ,4.09(s,2H) ,3.90(s,3H) ,1.24(s,3H) .

[0520] 579 : 5- %2k -3~ [4- [ [ (2- AR AR FHe L) Sl L] AR R AL ] - 1- (2-1 AR 2
3 MHe e - 4 - R

N —NH,
N
w» ) 0

[0521] (N‘N' ‘ HN‘Kj

,\/w)« MeO Q

o
[0522]  5-%43E-3-[4- [[(2- AR FHED) S8 ] AL R3] - 1- (2- MR 2 30) MEm: -
4- L%

[0523]  Ji RPN, il R gt (il 4l , FHO -5 9% MeOHFFIDCMIB R, 15 - S Bt -
3-[4- [[Q2- A FER BIL) 25 ] FRIL] RIE] - 1H- M - 4- FI i (0. 27mmo 1) FIN- S0 L5k
MR AR R 25 (0.4 1mmo 1) 73 EBRBUK A1 (0. 04mmol) JUPLC-MS (ES”, JEFRME) :1.2023 80, m/z
479.3[M+H] " UPLC-MS (S, KPE) :2.515% %, m/2z 479.3[M+H]".'H NMR (400MHz ,DMSO-d,,
8) :8.74(t,J=6.0Hz,1H) ,7.76 (dd,J=7.7,1.8Hz,1H) ,7.53-7.37 (m,5H) ,7.16 (d,J=
8.2Hz,1H) ,7.05(td,J=7.5,1.0Hz,1H) ,6.40(s,2H) ,4.55(d,J=6.1Hz,2H) ,4.04 (t,]=
6.7Hz,2H) ,3.90(s,3H) ,3.60-3.56 (m,4H) ,2.69-2.65 (m,2H) ,2.47-2.44 (m,4H) .

[0524]  SZjeffl10:5-54 2k -1- (3,3- FIRL-2- %R~ T35 -3- [4- [ [ (2- AR IAL)
SAAE) L] R SET b -4 - F

H,N

A =
[0525] K}*‘\%N 7

0 \ MeO ﬁ\x-’

[0526]  5-%53E-1-(3,3- “HIAL-2-54K- T 28) -3- [4- [[ (2- A R IR S AL A
RSN -4 - FH L IR

[0527] 3 RPN, sl et sid: ta i 2dift , FHO-5 % MeOHF DA I , (5 - 5 2k -
3-[4- [[(2- AR IR IE) B8] FRE] R3] - TH- e -4 - AR (0. 24mmol) A1-75L-3,
3- HIEET-2-F (0. 36mmol) {3 R FREU L 5 (0.03mmol) UPLC-MS (ES", 5 FetE) : 1.554%
Bl,m/z 464 .3[M+H]  UPLC-MS (ES', KWalk) :3.495%h,m/2z 464.3[M+H]'.'H NMR (400MHz,
DMSO-d,,8) :8.74(t,J=6.1Hz,1H) ,7.76(dd,]J=7.6,1.8Hz,1H) ,7.53-7.37 (m,5H) ,7.17
(d,J=8.2Hz,1H) ,7.04 (td,J=7.5,1.0Hz,1H) ,6.27 (s,2H) ,5.12(s,2H) ,4.55(d,J=

I}
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6.1Hz,2H) ,3.90(s,3H) ,1.18(s,9H) »
[0528]  Sjmfl11:5-k-1- 2-FIEELIE) -3-[4-[[(2- A Ao L) s 3] AL 1 ok
FEnH e - 4 - F g g

/\
— O
[0529] N N/ g

[0530]  5-%adE-1- (2-FIELHD) -3-[4- [[(2- AR FARLID) S0k ] FH L] ORI T e -4 -
F P fric
[0531] 2 RPN, sl i et siAd: ¢a i 2dift , FHO-5 % MeOHF DCMIA R , (5 - S 2k -
3-[4-[[ - HE IR WD) 24 58] L] AL ] - TH- N - 4- FEE R (0. 25mmol) F113 - PR PN fifs
(0.37mmo1) 73 B FREUY 54 (0. 07mmo1) -
[0532]  UPLC-MS(ES', PRtk :1.3743 %8, m/z 419.2[M+H] . UPLC-MS (ES", KJ&ME) :3.02
Sy,m/z 419.20M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.75(t,J=6.1Hz,1H) ,7.76(dd,J=
7.6,1.8Hz,1H) ,7.53-7.37 (m,5H) ,7.16 (d,J=7.7Hz,1H) ,7.04 (td,J=7.5,1.0Hz, 1H) ,
6.49 (s, 2H) ,4.56(d,J=6.1Hz,2H) ,4.22 (t,]J=6.7Hz,2H) ,3.90(s,3H) ,2.97 (t,]=
6.7Hz,2H) »
[0533]  SJiEf5I12:5- 25k -3- [4- [ [ (2- AR F L) S B ] FH AR R AL ] - 1- (3- %A
L) N -4 - A i

@)

Nj—NH;
H.N
<)
// \\ ’\’ \ O
l0s34]  ~ N-N' NI g
{ \  —
- i N
N meo— Y
('3 h ——T

[0535]  f51,8- "R ZWBER[5.4.0]F—F%-7-45 (0.82mmo1) [MeCN (0. 5mL) iATR 1S I\
B5- 5035 -3- [4- [[(2- AR L) SO FHAE R3] - TH- i -4 - FRfkz (0. 27mmo1)
[FIMeCN (2mL) J R o K SN AT =00 R HEFEL5 7081, SR INIAL, - 2- 457 (0. 55mmol) o Kf
R RGP HE L6/ N o BN IR S N TR S0 HE t0Ac A= HY o K5 I A AT UZ PR
FRE 78K T IR PR (e % 4l , FH0- 5% Me OHII DOMIE IR VS , 15 BIhm ik &4
(0. 15mmol) , Az o] f4 . UPLC-MS (ES™, SR ML) : 1.423 % ,m/7z 462.2[M+H] . UPLC-MS
(ES', K&t :3.0050 81, m/z 462.3[M+H] ",

[0536]  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=6.2Hz,1H) ,7.75(dd,J=7.7,1.8Hz, 1H)
7.51-7.45(m,3H) ,7.42-7.37(m,2H) ,7.17-7.13(m,1H) ,7.04 (td,J=7.6,1.0Hz, 1H) ,6.38
(d,J=1.8Hz,1H) ,6.09 (s, 1H) ,4.54 (d,J=6.2Hz,2H) ,4.53-4.49 (m, 1H) ,3.89 (s, 3H) ,
2.13-2.05(m, 1H) ,2.01-1.95(m, 1H) ,1.89-1.79 (m,2H) ,1.78-1.68 (m,1H) ,1.67-1.54 (m,
2H)1.29-1.06 (m, 1H) .

[0537]  SCJiEf5I13:5- 25k -3- [4- [ [ (2- AR Fe L) el 36 ] FH AR R AL - 1- (3~ IR
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JRAE) e - 4- FA g

O\\\\r-NHz
H,N \f\ _
[0538] Ny \_7 HN—%’O
MeQ—/ Y
g =
[0539]  5-%543E-3-[4- [[(2- AR AL S 8] PR R AL ] - 1- B3-SI KAL) M -

4- HEE

[0540]  [A]5- 52k -3-[4- [ [ (2- AR e L) (B ] AL I OR AL ] - TH - Mgl - 7 - %
(0.27mmo1) FN2-ZA A1 (0. 33mmol) FEMeCN (0. 54mL) R S I, 8- — (4R
[5.4.0]+—Hk-7-45 (0. 14mmol) o K S TR G WIAERT M HE2 K, SRS IR 4 - T 135k 4%
Wl R e et 4, FH10- 3. 5 % Me OHI I DOMIE s e B , [t i i 1t 2 A e il , T
20-40%MeCN[¥J 0. 1% FHEREN NI KA e il , DA 2ARAUE 54 (0. 04mmol , 14 % 4K
) KA GRE R UPLC-MS (ES™, A0 ERYE) < 1.4455 %1 ,m/7z 448 2[M+H] ",

[0541]  UPLC-MS (BS™, Kfi&l4) 3,094 %, m/z 448.2[M+H] ",

[0542]1  'H NMR (400MHz ,DMSO-d,,8) :8.76-8.69 (m,1H) ,7.76 (dd,J=7.6,1.8Hz,1H) ,
7.52-7.37(m,5H) ,7.16 (d,J=8.2Hz,1H) ,7.07-7.00 (m, 1H) ,6.42(s,2H) ,5.05-4.95 (m,
1H) ,4.54(d,J=6.1Hz,2H) ,3.90(s,3H) ,2.73-2.61 (m,1H) ,2.60-2.30(m,3H) ,2.27-2.11
(m, 2H) »

[0543]  SjEfil14:5-53E-1- (- KE-3,3- T HIRE- T3 -3- [4- [ [ (2- AR L)
SASE ] FEL ] ORFLT s -4 - FH B e

O
Np—-NH;

[0544] l/N HN'?
|
HO/\\‘<

[0545]  5-%50E-1- (2-F23L-3,3- " HI3E- T3 -3- [4- [ (2- A IR S0k ] 3L
ORFE TN -4 - FH I

[0546]  fEOC T, ¥5-5a3E-1- (3,3- “HISL-2- 51T 3D -3- [4- [ [ (2- AR D)
SA L] L R BE T -4 - R (0. 07mmo 1) fiMeOH (1mL) ¥4 I 2 {84 (0. 07mmo1)
[FIMeOH (1mL) FIRH o B SR T 5 i £ 305 1, SR I FTIDCMAR R o SR Jer I A A1 Na, CO, /K IA
W, TR AP HIDOM (X 3) 25 B S I A M LE TR EA T I e 4 AR R
TR e T €2 1 4lif b, FH10- 5 9% MeOHIIDCMIA TR BE /I , DAS 2 AR Y &9 (0. 03mmol) . UPLC-
MS (ES', 5flh) :1.6243 %, m/z 466.3[M+H] . UPLC-MS (ES', K-F&1t) :3.49%%8h,m/z 466.3
[M+H] "o 'H NMR (400MHz ,DMSO-d,,8) :8.74 (t,J=6.1Hz,1H) ,7.76(dd,J=7.7,1.8Hz, 11)
7.38-7.54(m,5H) ,7.16(d,J=8.1Hz,1H) ,7.05(td,J=7.5,0.9Hz, 1H) ,6.10(s,2H) ,5.10
(d,J=5.9Hz,1H) ,4.56 (d,]=6.1Hz,2H) ,3.99(dd,J=14.3,1.7Hz,1H) ,3.91(s,3H) ,3.78
(dd,J=14.2,9.5Hz,1H) ,3.47-3.59 (m, 1H) ,0.92(s,9H) »

81



CN 113603645 B ﬁ'ﬁ HH :I:; 79/242 1L

(05471 Sfhil15: 5- 242k 1- (2,4- 5 ARED) -3- [4- [[(2- P EER D) S 56 ) LD
ZRBE TNk - 4 - g fle

[0548]

[0549]  5-543&-3- (4-JRRID) -1- (2,4~ G R0 ML -4 - FHE

[0550] i AR f3H, 2 [ (4-7ROKEL) - FV AL -0 2R T P9 0K (0. 30mmol) 12, 4- 5K
B EREE2h (0. 30mmol) 3 BIFRBL A (0. 22mmol) , g K [ ([ {4 . UPLC-MS (S, 4 /i
PE) :1.99% 8, m/z 375.1[M]"

[0551]  N-[[4-[5-%3&-4-T5AE-1- (2,4- RS0 MEme -3- R OR AL FHIE] -2- IS AL - R
F e fric

[0552] 1@ FHREFFK, H5-245E-3- (4-OR3D) -1- (2,4 — 530 mbme -4-FHE (0. 11mmol)
M =g- [ (2- A R R e L) 2l B8 ] FH R T A 9 (0. 19mmo 1) 15 2 AR 8UE &)
(0.10mmol) , &y 1 ¥y AR UPLC-MS (ES', AR M) :1.7345 %M, m/z 460.2[M+H]"

[0553]  5-%0E-1- (2,4 gL -3-[4- [ [ (2- AR T 3E) Sk ] FR L ) Rk T ks -
4- L%

[0554] 1l FHARIFL, HIN- [[4- [5-2d08-4- 503, -1- (2,4- 500K 30) nEmk -3-FL ] R L] H
HE]-2- AL - 2R FEe I (0. 10mmo ) 43 2IFREUL. S (0. 05mmol) , 2K H k3 K o

[0555]  UPLC-MS(ES', %Rtk :1.574 %8, m/z 478.2[M+H] . UPLC-MS (ES", K-J&) :3.58
Sy,m/z 478.2M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.76 (t,J=6.1Hz,1H) ,7.76(dd,J=
7.6,1.8Hz,1H) ,7.69-7.60 (m,1H) ,7.60-7.40 (m,6H) ,7.32-7.23 (m,1H) ,7.16(d,J=
8.3Hz,1H) ,7.08-7.01 (m,1H) ,6.46 (s,2H) ,4.57(d,J=6.1Hz,2H) ,3.90 (s, 3H) .

[0556]  SCJHEf16:5- 2 -3 [4- [ [ (2- HH S OR L) Sk ] FHAE I R ] - 1- [3- (=3l
F) IREL T -4 - FH e I

O\}--NHE

[0557] o~ NN
“\/r\j meo—
y 1O — \
- \—/
[0558]  5-%0E-3- (4-JKRED) -1-[3- (o FED) LT bk -4 - H i
(05591 3 PR H, JT12- [ (4-7RRSD) - FH AR - FHAE ] Y K5 (0. 38mmo1) A3~ (5 H
) RFLTHEER B £ (0. 38mmol) 3R bR A (0.31mmol) |, Ay MK (2 [f44 . UPLC-MS (ES,
RRME) 12,1894, m/z 407.1[M]"
[0560]  5-%dE-3- (4-PHIEID) -1-[3- (=g 30 ZRIETnkmk -4 - FRL L
[0561] 1 FFE 7K MR, 5 - 243 -3 (4-OKEL) -1- [3- (D) ZRIE T mpm -4 -
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(0.12mmol) 13 EPFHLHIFREAY A ¥ (0. 12mmol) , A BT IHERY . UPLC-MS (ES”, 4R :1.93
558h,m/z 425.0[M]°

[0562]  5-545K-3-[4- [[ (2- IR L) S8 T AR R ] -1- [3- (3R H3E) R AL ]
M - 4 - FH B fi

[0563] 1 JFEJFK, 5- 23 -3- (4- P KIL) -1- [3- (U H 28) IR BE T pm - 4 - HH it fi
(0.12mmo1) FN=4r.- [ [ (2- AR FHER3D) 2 3 ) FH LT A Ak 8 (0. 18mmo) 15 B FRdifb 5
#7(0.08mmol) , A MK Ak K - UPLC-MS (BS”, 4521 :1.7943%,m/z 510.3 [M+H]" . UPLC-MS
(ES", KHelE) :4.06%3 %, m/2z 510.6[M+H]".'H NMR (400MHz,DMSO-d,,8) :8.77 (t,J=
6.1Hz,1H) ,8.02-7.92 (m,2H) ,7.83-7.73 (m,3H) ,7.57 (d,J=8.1Hz,2H) ,7.53-7.43 (m,
3H) ,7.16 (d,J=7.2Hz,1H) ,7.08-7.02 (m, 1H) ,6.65 (s, 2H) ,4.58(d,J=6.1Hz,2H) ,3.91
(s,3H) »

[0564]  SKEfHI17:5- 2455 -1- CRACIERED) -3- [4- [ [ (2- AR WD) s8] FHEE] oK
ST - 4- Pl

O
Y—NH
H;,N\ _-' _—
4 /
[0565] NG N7 N

L” MeO
.
[0566] 3 RPN, 1l B 15 5 1 Y-l 25 MHPLCAl{ Ji , 15 - 24 L -3- [4- [ [ (2- P& AL
IR FEAE) S FE T AL DR LT - TH- b - 4 - PR (0. 26mmol) AT (B FHAL) PR At (0. 39mmol)
S EREL S (0.04mmol) «UPLC-MS (ES™, ZHFERYE) 1. 710380, m/7z 462.3[M+H] . UPLC-MS
(ES", KHelt) :3.88%3 8, m/2z 462.3[M+H] .'H NMR (400MHz,DMSO-d,,8) :8.74 (t,J=
6.1Hz,1H) ,7.76(dd,J=7.7,1.8Hz,1H) ,7.51-7.38 (m,5H) ,7.18-7.14 (m,1H) ,7.04 (td,J
=7.5,1.0Hz,1H) ,6.31 (s,2H) ,4.55(d,J=6.1Hz,2H) ,3.90(s,3H) ,3.75(d,J=7.2Hz,
2H) ,1.88-1.75(m,1H) ,1.73-1.53 (m,5H) ,1.27-1.09 (m,3H) ,1.06-0.91 (m,2H) .
[0567]  S7hEf18:5- 245 - 1- IR 3E-3- [4- [[ 2- IR FHELED) S 38] AL 2R 6Tt
Pk - 4 - FH B frz

/y / \ /i
[0568] (/\‘/N N/ \

l <
k) MeO— \

[0569]  5-%JE-3- (4-7ROKED) - 1-FACLE-Miems -4 - HHTY

[0570] il AL e , al i RE R i AT (e % difk , FHO-5 % MeOHR DCMIE IR i, (2 - [ (4-
IRIEEL) - H AL - T L] P )5 (0. 76mmo 1) FIEACEEER R IF (0. 91mmol) 15 BIbREUL 54
(0.65mmol) , ky (4 Al A& . UPLC-MS (ES™, %) :2. 1143 8h,m/z 347.1[M+2] ",

[0571]  N-[[4- (5-53&-4-5UFE -1 -PRCFE - Mibme - 3-350) RFE ] FHE] - 2- AR - R A%
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[0572]  j FHFE K, 1l RE R st (a4t , FHO-5 % MeOHFDCMIATRME IS , 5 - 540k -
3- (4-TRIEEL) -1-FRC 3L -Eme -4 - FAJ (0. 64mmol) F=5- [ [ (2- FHAR LR L) &3] FH
FETHEER (0. 70mmol) 5B R &4 (0. 59mmol) |, A [ fa il {4 . UPLC-MS (ES", 5 Rt -
1.8145 %0, m/z 430.3[M+H] ",

[0573]  5-%0E-1-PRCLIE-3-[4- [[(2- FAAEER HITRRL) S0 ] FH L I DR T e - 4 - i
[0574] 3 AR FPM, i o A SR PRt A €6 % 2t , FHO -5 % MeOHF DOMIAR L i i , N - [ [4-
(5-5d 3L -4- A - 1-PRC L - M - 3- 320) OREL T FHIE ] -2 - FRA - 2R FH B % (0. 58mmol) 152
bRk &4 (0.32mmol) |, by 4 a4  UPLC-MS (ES”, 55 RTE) :1.5940 %0, m/z 448.3[M+H] .
UPLC-MS (ES", KR :3.63/3%0,m/z 448.3[M+H] ",

[0575]1  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.76 (dd,J=7.6,1.7Hz, 1H)
7.52-7.38(m,5H) ,7.19-7.14 (m,1H) ,7.04(td,J=7.6,0.9Hz,1H) ,6.32(s,2H) ,4.55(d, ]
=6.1Hz,2H) ,4.12-4.03 (m, 1H) ,3.90(s,3H) ,1.76-1.60(m,8H) ,1.45-1.29 (m,2H) »
[0576]  SJEfHI19:5- 543 1- N 3E-3- [4- [[ (2- AR FHE L) Bk ] FR 3L ) 2R3k 1k
e -4 - e fr

@)
\?.-NH{J

[0577] N‘._ 7
~

[0578]  5-%JE-3- (4-JROKED) - 1- Fp A BENEmE - 4- FHE

[0579] 3 IRE 7 H, il Al e it a4l , FHO -2 % Me OHP DOMYAR e Bt I , (2 - [ (4-
PR L) - AR - PP R T 9 05 (0. 38mmol) RS N L (0. 46mmol) 15 BbR L &9
(0.27mmol) , My T (A {4 . UPLC-MS (ES+, 5[ :1.9645 %0, m/z 307.1[M+2]7,

[0580]  N-[[4- (5-%4JE-4-FAE-1- 2L -MEme - 3-50) JRAL] AT - 2- MRS - DR FH
[0581] 1 FRRJ 7K, i el e ok A: g 1% i, FH10-10 % Me OHFYJ DCMIA IR BE L , 15 -
He-3- (4- BRI - 1- S AL - - 4- RS (0. 27mmol) AN 45~ [ [ (2- AR LR AL &
SV E BT (0. 27mmol) 15 B FREAL A4 (0. 19mmo1) , A8 (4 [F44 . UPLC-MS (ES™, %R
PE) :1.7343 %8, m/z 390.2[M+H] ",

[0582]  5-%dk-1-PNAL-3-[4- [[(2- SRR F L) el d ] FHOE ] RTE T UEp ek - 4 - R e
[0583] 1 AR M, il o Al s ik 4difle , FHO -5 % Me OH DOMYAR e Bt I, fEN- [ [4-
(5-5A 3L -4- A - 1- Sy L - - 3- 330) OREL T FHIE ] - 2- FRA - 2R FH B % (0. 19mmol) 152
PRk &4 (0. 10mmol) , by K (€444 . UPLC-MS (BS™, 53 F& M) :1.4673%0,m/z 408.3[M+H] ",
UPLC-MS (ES', K-FR1E) :3.2345 %0, m/z 408.3[M+H] .

[0584]  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J=7.7,1.8Hz, 1H)
7.50-7.38(m,5H) ,7.18-7.13 (m,1H) ,7.04(td,J=7.5,0.9Hz,1H) ,6.31 (s,2H) ,4.54(d, ]
=6.1Hz,2H) ,4.47 (FEl%,J=6.6Hz,1H) ,3.90(s,3H) ,1.33(d,J=6.6Hz,6H) .

[0585]  SjitEfhil20: 5- Gtk - 1- [ (1S%,3R%) -3-FRILIARIL] -3- [4- [ [ (2- A IR OR IR EL)
SASE ] FL ] ORFL T s - 4 - FH B e
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(05871 5-5A0k-1-[ (1S*, 3R%) -3-FRILIAIHE] -3 - [4- [[(2- FPAASEIR L SL) a2t ] AL ]
R I -4 - P

[0588]  REAHI%L{L41 (0. 20mmol) JIANEI5- 245 -3~ [4- [[(2- AR FHHEAL) 24 2L ] AL ]
SRHE]-1- -SRI RID) M -4 - FE 0. 18mmol) AI RS (ImL) H53RHH , WANZE0°C L Sk
R SOSIR AR R T B30 B, IR S B R K03 )= - K K2 HIDCM (X 3) 2%
W I DA b K B 58 , IR e 4 o d i SR € i ik — 22 4lfE, 1120
40 %MeCN[1J 0. 1 9% FRERAS DI /KA TR, 15 2L A1 (0. 08mmol) |, Dy 2K i 4[]
{4 UPLC-MS (BS™, 4HeME) : 1.38%3 80 ,m/2z 450.3[M+H] "o 'H NMR (400MHz,DMSO-d,,5) :8.74
(t,J=6.1Hz,11) ,7.76(dd,J="7.5,1.8Hz, 1H) ,7.55-7.38 (m,5H) ,7.16 (d,J=8.3Hz, 1H) ,
7.07-7.01 (m,1H) ,6.40(s,2H) ,5.07 (d,J=5.7Hz, 1H) ,4.65 (FLElE, J="7.7Hz, 1) ,4.55
(d,J=6.1Hz,2H) ,4.18-4.09 (m,1H) ,3.91 (s,3H) ,2.32-2.21 (m, 1H) ,2.08-1.92 (m,2H) ,
1.92-1.83(m,1H) ,1.82-1.62(m, 2H) .

(05891 Sjtafi2l . 5- 50k -3- [4- [[ (2- IS BRI L) S RE) IR K] -1- (2,2,2-=
TR TH: -4 - FRB e

[0590]

[0591]  5-%(dE-3- (4-JRERD) -1- (2,2,2- = LID) MEmk-4- G

[0592] 2 et A2, i e ek e b i et —2P 4lifk , FH10- 10 % MeOHFI DOMIA TR e
Je, 2 [ (4-BOR3D) - PR - AT 9 1 (0. 38mmol) #12, 2, 2- =S A FEF (TOHT & %
LE7KH, 0. 46mmol) 15 BFREL A4 (0. 27Tmmol) , A3t a4 . LC-MS (ES", J5 k1) :5.80%
Bhom/z 345.0[M] ",

[0593]  N-[[4-[5-%0k-4-FH-1-(2,2,2- =5 LED) Mpme-3-FL 1R EL F 3] -2 - F A -
IR L%

[0594] e AL K, al el et ikt — 20 4lift, 1110~ 100 % EOAc BELEIA TR
Vel , 15 - 235 -3- (4-JRKED) -1- (2,2,2- =L FE) Mk -4- FJi% (0. 29mmo1) F1= 5. -
[[(2- FASR AL IR BRI 2 55 ] R 3L A4 (0. 38mmo 1) A3 2 brdift &4 (0. 17mmol) , N /K
R LC-MS (ES', 7 k1) :5.0145 %, m/z 430.2[M+H] ",

[0595]  5-%dJk-3-[4- [[(2- A E R D) Sl L AR I R L] -1- (2,2,2- =530 it
W -4 - FH e

[0596] 3l FAR /T L, il e e PRadi A 8 %025 4lifk, FH110-100 % EtOAc ¥ Bk i i e 1Bt
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J& , fEN-[[4- [6-5a3E-4-TFE-1-(2,2,2- =5 OF) MEme -3 - FL KL FEJE ] -2 - FRA L - K
FHEE (0. 16mmol) 23 EIFREUL 54 (0. 08mmol) , 4 [ 4 [l 44 . UPLC-MS (ES", % etE) :1.54
80, m/z 448. 2 [M+H] . UPLC-MS (BS™, KFRTYE) 13,2245 %, m/z 448.2[M+H] .'H NMR
(400MHz ,DMSO-d,,8) :8.75(t,J=6.0Hz,1H) ,7.76(dd,J=7.7,1.8Hz,1H) ,7.52-7.40 (m,
5H) ,7.16(d,J=8.1Hz,1H) ,7.07-7.02 (m,1H) ,6.68(s,2H) ,4.95(q,J=9.0Hz,2H) ,4.56
(d,J=6.1Hz,2H) ,3.91(s,3H) .

[0597]  SCJiEfh22: 5- 5 Ak -3- [4- [ [ (2- HHA R R L) 08 ] FH AR ] ORE ] - 1 - O - s -
4- FHRE I

0
"\\r).— NH,
H'.-:'N \rd:—_'.‘ﬂi\ F o
| V4 ! /, O
[0598] /WNHN N\ / oN_&
1\ | _—
L
7 Meo— )

[0599]  5-%(JE-3- (4-7RORED) - 1-RIE- Nk -4 - HJfE

[0600] 3l FAE 7 H, 1l RE Pt faitdt— 25 4lift, J110- 10 % MeOHY) DOMIA LB , 1
2- [ (4-JRKED) -HE L - ] R 1 (0.35mmol) AR (0. 42mmol) 15515 - %45 -3- (4-
BRIREE) - 1- 2K - -4 - FIS (0. 28mmol) , Jhy 3 (4l {4 . UPLC-MS (ES™, SR 1) - 2. 045541,
m/z 339.1[M]".

[0601]  N-[[4- (5-%543&-4- 550k -1 -ZRFL -k - 3-358) ORI ] L] - 2- PO - OR FE e
[0602] 2 AR K, al kAl e DR A (i ik — 2P 4lifl, H110- 100 % EtOAC BEFE AT
Vel , 15 - 23k -3~ (4-JROREL) - 1- 5L -IEmk - 4- RS (0. 12mmol) AT=36- [ [ (2- ALK
P ) S 36 ] FH L TG £ (0 . 19mmo 1) 43 2 ARAUE &4 (0. 09mmol) , 24 4K [ €[] 4 . UPLC-
MS (ES™, JEFRME) < 1.775%80,m/z 424.1[M+H] ",

[0603]  5-%543E-3-[4- [[(2- AR IEAD) S L) AL OR L] - 1-OR AL - -4 - PR e
[0604] 3 FIFEFT L, 1l RER Pt faitdt— 25 4lift, J110- 10 % MeOHY) DOMIA W HE B , (i
N-[[4- (5-5a3E-4- T3 - 1 - 2RI - - 3-358) JREE] FHSE] - 2- FH A AL - 2R PR % (0. 07mmo)
PRFRAL A (0.05mmol) |,k A il JLC-MS (ES', J57k1) :4.53%3 8, m/z 442.2[M+H] ",
UPLC-MS (ES", KR :3.39%3 %, m/z 442.2[M+H] ",

[0605]  'H NMR(400MHz,DMSO-d,,8) :8.76(t,J=6.1Hz,1H) ,7.76 (dd,J=7.6,2.0Hz, 1H) ,
7.65-7.60 (m,2H) ,7.59-7.38(m,8H) ,7.16 (d,J=8.1Hz,1H) ,7.08-7.02 (m, 1H) ,6.49 (s,
2H) ,4.58(d,J=6.1Hz,2H) ,3.91(s,3H) .

[0606]  STJE123:5- 24 -1- [ (1R) -Efjilh-1- 5] -3- [4- [[ (2- ALK e L) 2361
FLIORFE Tk - 4 - PR
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[0608]  N-[[4-[5-2a2k-4-FEE-1-[(AR) -Euh-1-FL npmp - 3-FL R L] - 2- FH AR 2L -
IR ML

[0609]  HEN-[[4- (5-243E-4- (L - TH-MEme - 3-38) JRIET L] - 2 - B S0 - R FH gk e
(100mg,0.29mmo1) « (S) - (+) - 1-Efif7 (0.49mmol) A=K ALK (0.49mmo1) /7K THF (2mL) £
PRS2 0°C o AE5 50 BHNTR IIME 20— IR R — i (0.49mmol) , S N TR S 90430747
PN 2] 200, SR B FE L6/NN R S N TR S ) 25 e e o 1l SPE SCXAEdE—2P 4lify, H]
MeOHPEN , 15 ZIbRE k54 (0. 17mmol) JUPLC-MS (ES', KGl&1E) :1.9050 80, m/z 464.3[M+H] ",
[0610]  5-%JE-1-[(IR) -Epy#i-1-5E]-3-[4- [ [ (2- AR L) S B ] AL ] R 3 Tt
W -4 - FH e

[0611] @ IR L, il Al e i ik 4l , FHO-5 % Me OH DOMyAR BBt i, fEN- [ [4-
[5-% 3 -4-FF-1-[ (IR) - B - 1-JE] npbm - 3- FL I ORFLT L] - 2 - R AR 3 - DR H e e
(0.27mmol) {HEIFRE &4 (0.03mmol) LUPLC-MS (ES", 40 FR1E) : 1.745 %0, m/z 482.3 M+
H] " UPLC-MS (BS", K1) :3. 7743 %, m/2z 482.3[M+H] ",

[0612]  'H NMR(400MHz,DMSO-d,,8) :8.70(t,J=6.1Hz,1H) ,7.74(dd,J=7.6,1.7Hz, 1H)
7.52-7.43(m,1H) ,7.41-7.34(m,4H) ,7.30(d,J=7.4Hz,1H) ,7.24(t,J=7.1Hz,1H) ,7.20-
7.11 (m,2H) ,7.09-6.98 (m,2H) ,6.56 (s,2H) ,5.91 (t,J=7.5Hz,1H) ,4.52(d,J=6.0Hz,
2H) ,3.88(s,3H) ,3.21-3.06 (m, 1H) ,2.97-2.84 (m, 1H) ,2.49-2.38 (m, 2H) »

[0613]  SJEf5124 : 1-FA K AL -3- [4- [[(2- AR LR FHB L) S AR HHAL ] DR ] - 5- FH L -t
W - 4 - FH G e

0
N—NH,

Y.

,\], \_x/ Hugﬁ_\

<’" MeO------Q)
[0615]  2- (4-{ROK AL -3-54K- T TR AR
[0616] 71N, [,0°C [ LR BEIA R (2. 2MAETHR R, 9. 27Tmmo 1) I 21| £ 1 £ 1R HH S
(9.27mmo1) [N THF (44mL) ¥R, SR G AE0C P HE304 Bl o SR J5 MIN4 - B FH I 5
(9 27mmol) RIGAERT MHEPEL6/INS o 2 Ji , BN S BT K o SR Fer K 7K 2 HIDCM (X

GHANY, 5K R IE , JHRURER LT A AW o 1l B PR i 4
Pc H%o 15 % EtOAc BEE IR il , 13 2 PR 59 (4.99mmo1) , 7T IR - UPLC-MS
(ES", %iet) :1.8843%8h,m/z 299.0[M] ",
[0617]  3- (4-7RAHD) -5- FIIL - 1H-IEmde - 4 - 308 FH R
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[0618]  B{ KA MHAR (55-60% [/KIATE, 3. 99mmol) JINEI2- (4-JL2K FHPIL) -3- 4648 -
JERHRE (4.99mmol) (1 LR (20mL) IR FH o 2 i, AERT NEHET2/NI SRS IR PR 2P A 45
KW 2 5, R AW B RBRER INTATRERAY « SR 5 R /K2 FIDCM (X 3) 251N, &9 2 ) f:
KPR KBEERNS I . 2 5, W AR R TR A k4l , 10 -6 % MeOHRIDCMAR I , 15 2 A5
itk A (4. 21mmol) , APETs HERY . UPLC-MS (BS', ZFR M) :1.6045%0,m/2z 296.9[M+2]",
[0619]  3- (4-7RRIL) - 1- I L -5- L - e -4 - FRP8 HI iR

[0620]  CReffk s (3. 00mmol) SN ZTRAIAKST (2. 40mmol) F3- (4- 7RI -5- HHEL-nig
Mt - 4 - FHPR AR (1. 20mmol) [UDMF (2. 5ml) IR H « 2 i, AR 75 CHiFE45 5 B, SR G IR 25
RIS B R s s 1% T'Et0Ae (50mL) Hi o 2 & B LR K (X 2) R b /Kig
W OX D) Pelk o SR K B UZE TIRRER B8 T8 , 1 e IR B 2 I 1 W) o a1 R JRe DR i
ek alift, J110-40 % EtOAcN BEHTiA TR el , 15 2IhnE L 54 (0. 87mmol) , i i ARk«
UPLC-MS (ES™, 50IR1E) :2.2743 %0, m/z 365.1[M+2] ",

[0621]  3- (4-7ROKIL) - 1- 4 K3 -5- L - -4 - ¥47i0

[0622] B AR (2. 75mmol) HINFI3- (4-JRZEFL) - 1-Ff K3k - 5- FH L - it - 4 - FE g
i (0.28mmol) [A1,4- ML (0. 75mL) FI1/K (0. 75mL) JX I « 2 J , 7E80°C Rt 16/, 4%
JEAE100°C FHEREL6 /NI o £ S S TR S HIR BIRT I , FTERER (W) 5 S S TR S v &
pH3. 2R 5 HIDCM (X 3) 25, 2B /KB FE R 3, IR PR AT 45 AW o il i Rl e PR A ¢
Al , J10-20 % EtOAc T BELEIA TR, 73 2 ARAUY &4 (0. 28mmol) , 24 1 €4 [kl 4 . UPLC-
MS (BS', ARIE) :2.0045 %1, m/z 351.1[M+2] ",

[0623]  3- (4-JRIKIL) - 1- P RIE-N-[(2,4- — HISEALORTD) HSE] -5- FEIE -npbme - 4 - ARG
[0624]  EN, T, ¥43- (4-JRKFE) -1-FA 5L -5 - HIEE - - 4- 2% (0. 28mmol) 12, 4- —H
SEAEFIE (0.33mmol) A= J (0. 41mmo1) E 7% T-THF (1. 4mL) H1o /£ %00 MR SN TR AP
FES T BIIE NP SRR T (50T 1 % fEEt0AcH, 0. 41mmo ) YAV, K SN A ==t R4 f:
T2/ SR FEIINS , 4- — HHAE L (0.33mmol) « — 1% (0. 41mmo1) PN FEBEERIT 187 (50
HiE % (EELOACHT, 0. 41mmol) o RIS RF SN AL 20 N It L6/N o SR TN AN S s
Y (10mL) A17K (10mL) o 2 J , 1 FTIDCM (X 3) SR ARHUKZ A HIA I & T, b /KBS
I8, R BB 1LY ol T s e i 2l , FH0-50 % EtOAc BEbi il et ,
SR I AR ik alifl, F130-70 % MeCNIK 270 1% FHFR 7K IA R E L , 153 Bl FREE &9
(0.07mmol) , by (A Al A . UPLC-MS (ES™, % &) 2. 18438, m/z 500.2[M+2] ",

[0625]  1-FAKFE-N-[(2,4- — FIASORED) AT -3- [4- [ [ (2- AR D) 20281
FLIREE] -5- FHSE - b -4 - R

[0626] M AR K, il Al e PR A (i 4dif b, FHO- 2. 5% MeOHFIDCMIAIR E I , SR f
W SR 0, FH20-70 % MeCNIR 250 . 1% HHER IR /K IR IR , (13- (4-BORER) -1-387K
FL-N-[(2,4- — PSR B L] -5- FREL - I - 4- FRTRERZZ (0. 07mmol) =48~ [ [ (2- Fi%A,
SR AL S 55 ] L] R TR B ARk 59 (0. 05mmoll) |, Ay 4 €l {4 . UPLC-MS (ES™, 4
FRVE) 2,045 %0, m/z 583.4[M+H]".

[0627]  1-Ff/K3E-3- [4- [[(2- AR ZEOR IR AD) S B ) FHRL ] R DL ] - 5- HH L - b - 4 - FHRE
7

[0628]  #£0°C N, ¥ =G LR (0.04mmol) JINEIL-FRKIL-N-[(2,4- —HEEILKIL) H
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Fe]-3-[4- [[(2- AR HIE L) 2 2L ] PR OR 3L ] - 5- FHRL - nppisk - 4 - FHBE i (0. 04mmol) [
DCM (0. 4mL) YA 7R H IR S N TR A A == R HEHE48/ NI SR S g 24/ NI S IS N =3
FiR (0.04mmol) k3%, RIS [ W TR S AE == I B4 o SRIF R SO TR 5 ORI R B v
I K% 200 2, K DO (X 3) 2510, &1, 2B /KB R R 8 - R s e 40 o 1 BB
PRt ta il it — 224l J110-6 % MeOHY DOMyA TR , 8 Jm i SO AR €, FH120-70 %MeCN
9750 1% FIERES NI KA e b, 73 2 AU 59 (0. 02mmol) |, 2hy 2k [ €] 44 . UPLC-MS
(BS", 5fat) :1.620 8, m/z 433.2[M+H] .UPLC-MS (ES", KFetE) :3.705 8, m/z 433.2[M
+H]",

[06291  'H NMR(400MHz ,DMSO-d,,8) :8.70(t,J=6.0Hz, 1H) ,7.75(dd,J=7.6,1.8Hz, 1H)
7.60(d,J=8.2Hz,2H) ,7.51-7.45(m,1H) ,7.34(d,J=8.2Hz,2H) ,7.24-7.17 (m,2H) ,7.16
(d,J=8.3Hz,1H) ,7.08-7.01 (m, 1H) ,4.71 (fLHLlE, J="7.3Hz,1H) ,4.51(d,J=6.0Hz, 2H) ,
3.90(s,3H),2.37(s,3H) ,2.11-1.91 (m,4H) ,1.91-1.80(m,2H) ,1.71-1.55(m,2H) .

[0630]  SJE15125: 5- 2 Ak -3- [4- [ [ (2- AR AL 236 ] AL R L] - 1- [2- (1H- 1Y
e -5-38) LB b - 4 - A i

[0631]

N,
N -NH

[0632]  5-%583E-3-[4- [[(2- AR R AL S ] FHIE] RO ] -1- [2- (TH-PYME-5-50) £
FETnHme -4 - F g

[0633]  [r]5-24 k-1~ (2-FFELIL) -3-[4- [ [ (2- AR HAT L) a3k ] R L ) R T T ks -
4- FeRZ (0. 27mmol) FEIDMF (2mL) JRHH I & UL #1 (0.. 28mmo 1) ANG {54 (0. 30mmol) o4
SR AP IEIAZE110°Cak 16/ o FEIIN S5 AN & U8 (0. 28mmol) A% (0. 30mmol)
FHESYIMIAEL110°CR16/NI, 18 22 =00 I IS ik 4 i ik s i i ek e PR € itk
afift, F110-20 % MeOHIDCMIA LI , PATS B BRUE &4 (0. 02mmol) cUPLC-MS (ES™, SR
PE) 2 1.22578h,m/z 462.2[M+H] . UPLC-MS (ES", KEel) :2.7050 8, m/z 462.2[M+H] ",
[06341  'H NMR(400MHz ,DMSO-d,,8) :8.74 (t,J=6.1Hz,1H) ,8.32 (br s,1H),7.76(dd,J=
7.6,1.9Hz,1H) ,7.45-7.52 (m, 1H) ,7.44-7.38 (m,4H) ,7.16(d,J="7.7THz,1H) ,7.04 (td,]J=
7.5,1.0Hz,1H) ,6.48(s,2H) ,4.55(d,J=6.2Hz,2H) ,4.33(t,J=7.1Hz,2H) ,3.90(s,3H) ,
3.27(t,J=7.2Hz,2H) .

[0635]  SLjififf26:5-5a3E-1- (4,4- “HIFELIAC D) -3- [4- [[ (2- IR D) 258 H
FEIORFL T -4 - FH e e
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O\\,,,NH2
H,N W/& _
i O
/
[0636] NN \_7 AN

[0637]  N-[(4,4- “HEIIACID) 25 ] 2L IR T i

[0638] ¥ My FARITE, 114 ,4- —HEIACHT (0. 79mmol) 3 EIFrE . 54 (0. 78mmol) , K
F{as A H NMR (400MHz , CDC1,,8) : 7.49 (br s, 1H) ,2.45-2.39 (m,2H) ,2.26-2.20 (m,2H) ,
1.55-1.44 (m,13H) ,1.02(s,6H) .

[0639]  5-%(dE-3- (4-JRAEED) -1- (4,4- —HIELERC D) e - 4-

[0640]  JiE A0, HIN-[(4,4- —HENEPACID) 2 AL ] 2 AL HHPR TS (0. 78mmol) H12-
[ (4-JR2R3L) - FRAR L - FPE ] P9 055 (0. 38mmol) 13- BIFRE Y A (0. 36mmol) |, g i 1 €y
K UPLC-MS (ES', 5 FaE) :2.3345 %, m/z 375.1[M+2]",

[0641]  N-[[4-[5-5JE-4-753E-1- (4,4- " HIEIACID) mpmk -3- R ORI IE] -2- F5,
- IR e fr

[0642]  yii JHFRJFK, 5 - 22 -3- (4-BREL) -1- (4,4- ZHEIRAC L) ML - 4 - S
(0. 13mmo1) FN=35- [ [ (2- AT FHILAD) 2 AL ] AL JOIGE 8 (0. 15mmol) 15 BIFREL 54
(0.13mmol) , A K A K A JUPLC-MS (ES, 53 FRYE) : 1.99%3 %, m/z 458.3[M+H] ",

[0643]  5-445K-1-(4,4- —HHEIACID -3-[4-[[ - FREIEPEID s8] PR
L - 4 - FH R Jrg

[0644]  yi FHFE M, 1l SOAH (it — 22 4lift, F1120-60 % MeCNI 250 . 1 9% HIERES ISl 7K
RS N- [[4- [5-3E-4-53E-1- (4,4- PR I0) npwh -3- FL) SR L] L] -2-
FRAEEE - R (0. 07mmo 1) 3 B BRASAL A (0.02mmol) , 24 [ {4 {4 . UPLC-MS (ES”, iR
PE) :1.7455 %1, m/z 476.3[M+H] L UPLC-MS (ES', K-Falh) :4.044 %1, m/z 476.3[M+H]".'H
NMR (400MHz ,DMSO-d,;,8) :8.74 (t,J=6.1Hz,1H) ,7.76(dd,J=7.6,1.8Hz,1H) ,7.52-7.38
(m,5H) ,7.16(d,J=8.3Hz,1H) ,7.08-7.01 (m, 1H) ,6.31 (s,2H) ,4.55(d,J=6.1Hz,2H) ,
4.10-3.98(m,1H) ,3.91 (s,3H) ,2.00-1.86 (m,2H) ,1.71-1.60 (m,2H) ,1.52-1.42(m,2H) ,
1.42-1.29 (m,2H) ,0.95 (s, 6H) .

[0645]  STJE(I27 . 5-5d - 1- (4- 325 -4- AL -PRCLAD) -3- [4- [[(2- AR PR AD) 4
FETFRZE RS T - 4 - A frg

N NH,
H,N _
[0646] No? \ 7/ 2
/-j N HN—4{
"}\ MeO —-‘K'// \)
HO \—/

[0647]  8-HHEE-1,4- "SR [4.5] 5% -8-[iF
[0648] Bl b FHELEE (2. oMfE — 2Bk, 2. 82mmo 1) IRV MIN BT, 4- BRCUGE i B & s
fi& (2.56mmo1) [FJTHF (5mL) J 7R HT, 12 H1Z0°C R S N TR S IAERTHE FE2h, 28 5 AN
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BRI IROAE K o 52 JEAEDCM (20mL) FI7K (20mL) 2 [A]43 2 o K4 7K )2 FADCM (X 3) 25 . K5 A5

APy B IR R 4 , DS RIS A9 (2. 50mmol) , i iR . 1
NMR (400MHz ,CDC1,,8) :4.02-3.91 (m,4H) ,1.96-1.84 (m,2H) ,1.78-1.65 (m,4H) ,1.65-1.56
(m,2H) ,1.29(s,3H) ,1.15(s, 1H) .

[0649]  4-¥2FE-4- I -IAC R

[0650] 2 lHm FHFE T, 8- HdE-1,4- — 4844 [4. 5] 2%-8- (2.50mmo1) [ THF (2. 5mL)
ERAF B HIB R 74 (2. 50mmol) , Kk (iR . H NVR (400MHz, CDC1,,8) :2.71-2.59
(m,2H) ,2.23-2.12(m,2H) ,1.96-1.86 (m,2H) ,1.85-1.73 (m,2H) ,1.31(s,3H) ,1.23(s,1H) .
[0651]  N-[(4-F25E-4-FILIA D) S0 S FIRR BT s

[0652] et am AR P E, J4- 2R -4- A -IACUFR (2. 50mmo 1) 13 A5 UL &4
(1.36mmol) , M7 IE PR . UPLC-MS (ES™, A1) :1.2143 8, m/z 243 . 1[M+H] ",

[0653]  5-%JE-3- (4-JRIEED -1- (4-FREE-4- TR 3R L 50) Mk -4 - T

[0654] % HaE FFR)T0, a8 PRl d: e alifk , 1155 % EtOAcIi BEkiis i e it , 2R Jm 10 -
8 % Me OHF DCMIA R W il v , (N - [ (4-F 5k -4 - L - IR L 3E) 2 38 ] S FE IR A T i
(0.83mmol) F12- [ (4-JRAHL) - FIAH L - FH LT P9 — I (0. 68mmo1) 1521 /K [ (4 AR bRl
EY RA9kL, 0. 43mmol) A A A IIAREY G4 (49142, 0. 09mmol) - UPLC-MS (ES
RN AR 21,6597 8,m/z 375.0[M] . UPLC-MS (BS™, St ; SeAefa2) 1. 72934,
m/z 375.1[M] ",

[0655]  5-%5d3E-3- (4-HRHD) -1- (U-FHE-4- UL -FRCAD) M -4 - FHE IR

[0656]  Facftbud TR L, FH5 -2k -3- (4-T0KED) - 1- (4- 80 -4- L - AL pmk -4- H
{5 (A91A1) (50mg, 0. 13mmol) fF25-543E -3 (4-BLAKFL) -1- (4-F2FL-4- LIRS0 it
W - 4- FEBE R (44mg, 0. 11mmol,84 %) , MK (A ¥y - UPLC-MS (ES”, 4 EaTE) :1.3543 %0 ,m/2
394.9M+2] ",

[0657]  5-440k-1- 4-FRIL-4- IR D) -3-[4- [[ - FREAR PR s L] A 2K
ST -4 - F el

[0658] i FFEFFK, HI5-%43E-3- (4- BRI -1- (4-F2dL-4- FHIL-PRC L) Mm -4 - B
(0. 11mmol) FN=35- [ [ (2- AL FHILAD) 2 5L ] AL T2 B (0. 12mmol) 15 BIF RS 5
(0.09mmol) , A 2K FA M K - UPLC-MS (ES™, 402 ME) : 1.3353%80,m/2z 478.5[M+H] . UPLC-MS
(ES", KHelE) 22,9858, m/2z 478 .3[M+H] .'H NMR (400MHz,DMSO-d,,8) :8.74 (t,J=
6.1Hz,1H) ,7.76(dd,J=7.7,1.7Hz,1H) ,7.52-7.37 (m,5H) ,7.16(d,J=8.3Hz,1H) ,7.08-
7.01 (m,1H) ,6.29(s,2H) ,4.55(d,J=6.2Hz,2H) ,4.12(s,1H) ,4.08-3.97 (m,1H) ,3.91 (s,
3H) ,2.24-2.07 (m,2H) ,1.70-1.60 (m,2H) ,1.60-1.50 (m,2H) ,1.50-1.37 (m,2H) ,1.15 (s,
3H) »

[0659]  SjEf5128 :5- 545k -1 (4- IR D) -3- [4- [[ - IR HRLED) 203E]
FLIORFE Tk - 4 - PR
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[0660]
Bn0” Meo— )
\—y

[0661] 8- A FE-1,4- 2 [4. 5] 5%8¢

[0662] 1N, |, KA (60 % 4 BN P, 1.90mmo 1) JHANEIT, 4- 5418 [4.5]
%%-8-F (1.26mmol) fYJTHF (2. 4mL) P , ¥ HIZ0C B 5 N TR S 07E0 CHERE302 81, SR
IIAFER (1.90mmol) FHESWIARTH S &, HITEAE SIS BT K I |2 KoK IR ]
DCM (X 3) Z<HY o G IF A NLA B A B /K BEFE AR IR RO e 40 o 1 o Ak e b st e it it
—alifl, 1130 % Et0Ac BEbe i il e it , 15 21 PR 54 (0. 81mmol) |, VB IH AR -
UPLC-MS (ES™, 501 :1.7673 %0, m/z 249.0[M+H] ",

[0663]  4- 5 EIAC R

[0664]  JH FHFEFT, HI8- A Ak -1,4- 5212 [4. 5] %28¢ (0. 81mmol) 13 B HIFRE L 5
9 (0.81mmol) , i kY. 'H NVR (400MHz,CDC1,,8) :7.44-7.29 (m,5H) ,4.63 (s, 2H) ,
3.88-3.82(m,1H) ,2.71-2.60 (m,2H) ,2.35-2.25(m,2H) ,2.24-2.12 (m,2H) ,2.05-1.94 (m,
2H) .

[0665]  N-[ (4-“FAEIEIIAC D) 0k ] s FIR AT g

[0666]  F2 iR FHAE R, FH4- A IEEA U (0. 81mmol) A EIFREAY A (0.81mmol) |, Jyits
TR . UPLC-MS (BS™, FIERYE) :1.744% 80, m/z 319.2[M+H] ",

[0667]  5-%543E-1- (U-"FHRAIEIACID) -3- (4-JRIRIL) Mewk -4 - FJS

[0668]  F2 JHIE FHFEF0, BEN- [ (4- A B IA O ) S B ] S 3 FREG AU TS (0. 8 1mmol) Tl
2- [ (4-JRIRIL) - A - FPE T P9 05 (0. 68mmo) 73 8k v &) (0.68mmol) , Jy /K [t
K3 A UPLC-MS (ES™, A5 FRYE X/ S TR A5 9) 2. 1843 B1FI12. 20438 m/z 453 1[M+2] ",
[0669]  5-543E-1- (4-WAEIEPACIE) -3- (4-JFIRED) MEmp -4 - BT

[0670] 3 FHAEJFL, HI5-2 k- 1- (4-F AR ) -3- (4- ORI mbme - 4- HJES
(0.13mmol) fFZEIFREY. &) (0. 13mmol) , Ky iG iR Yy . UPLC-MS (BS™, At , =/ e =X
TRAWD) :1.9145%0,m/2z 471.0[M+2]7,

[0671]  5-5A0k-1- U-FHEENCE) -3-[4- [[ - FAEERHRED) s3] L] R
ik - 4 - FH B fiz

[0672] el FRE K, 5 -3 -1- (4- R EEPAC D) -3- (4-TOREE) mbme - 4 - HH P fi
(0.13mmo1) FI=35- [ [ (2- IR PR EL) 2 38T FHIE T BIAEET (0. 15mmol) 15 B Frdifl 75
Wy, AR A AR 59 (0. 12mmol) |, 2y (€l K - UPLC-MS (ES™, JHERYE) 1. 735 % ,m/z
554 .5[M+H]",1.7745%%,m/z 554.2[M+H] .UPLC-MS (ES, KEGE) :4.0207 8, m/z 554.3[M+
H]",4.1145%0,m/z 554.3[M+H] .

[0673]1  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=5.9Hz, 1H) ,7.76 (dd,J=7.6,1.6Hz, 1H)
7.53-7.31(m,9H) ,7.31-7.23 (m,1H) ,7.16 (d,J=8.4Hz,1H) ,7.08-7.01 (m, 1H) ,6.34 (s,
1H) ,6.32(s,1H) ,4.59-4.46 (m,4H) ,4.20-4.06 (m,1H) ,3.90 (s,3H) ,3.69-3.62 (m,0.5) ,
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3.46-3.35(m,0.5H) ,2.20-1.94 (m,3H) ,1.93-1.73(m,2H) ,1.68-1.46 (m,2H) ,1.46-1.25
(m, 1H) »

[0674]  SjEA129:5- %3 - 1- PR 2L -3- [4- [ [ (2- AR D) S 8 ] PR3 I R Tt
M -4 - FH B frg

. 4
yo
MeO O

[0676]  5-%2E-3- (4-7RORTL) - 1- PR BE-Miems -4 - FHTE

[0677] ¥4 AR FPH , dl i Al e DR A (i ik — 2P 4l HH0- 10 % Me OHFFIDCMIA IR PG
J& A2~ [ (4-JRIRIE) - A - FHEE T P 015 (0. 46mmo ) FIERPZEMFERER £ (0. 55mmol) 5
FIbREL S (0. 34mmol) , 2y 1 2 . UPLC-MS (ES', £0FEATE) :1.734> %80, m/z 303.0[M] .
[0678]  N-[[4- (5-%543&-4-5FE -1 - PRI LN M - 3-F0) JRIL] FH3E] - 2- AL - R
[06791 1 FIRETK, 1l RE Pt faidt— 22 4lift., J110- 10 % MeOHY) DOMIA LB , 1
5-5AdE-3- (4-TRKRED) - 1- TR - e -4- FJE (0. 32mmol) F1—5i - [ [ (2- A EL R L)
SARE] FHEET G0 (0. 45mmo 1) B FRAEUE A9 (0. 34mmol) , kAR (4[] 44 . UPLC-MS (ES”,
OEAME) 11,5140 %h,m/z 388.2[M+H]",

[0680]  5-%JE-1-PRPAZE-3- [4- [[(2- SR HITR D) U] L DR T e - 4 - %
(06811 sl FHAEFL , 1 FHRER PRadiht: ta i it — 22 4lift, J0-10 % MeOHfIDOMIA R
fN-[[4- (5-5F-4- I - - PR L me - 3- 58) R FE] L] - 2 - B S - R FH e
(0.32mmol) 15 EFRAEUL A (0. 15mmol) , by 4 (A& . UPLC-MS (ES”, AR 1) 1. 324380, m/
z 406.2[M+H] . UPLC-MS (ES", K& M) :2.954 %, m/z 406.3[M+H]".

[0682]  'H NMR(400MHz,DMSO-d,,8) :8.75(t,J=6.0Hz,1H) ,7.76 (dd,J=7.7,1.3Hz, 1H)
7.53-7.34(m,5H) ,7.16(d,J=8.3Hz,1H) ,7.06-7.03 (m,1H) ,6.33 (s,2H) ,4.55(d,J=
6.1Hz,2H) ,3.90(s,3H) ,3.32-3.24 (m, 1H) ,1.04-0.92 (m, 4H) .

[0683] 7530 5- S k-3~ [4- [ [ (2- HHA AR I AE) 238 ] FH AR ] ORE ] - 1 - FH L - s -
4- Fk e

O‘: S—NH
HaN _-J.'r ——\
a \,\-—--\"/ ‘_\H O
4 N \ /;
[0684] Me ’_N ~N N HN .M\J{\
Meo—

[0685]  5-GA5E-3- (4-TATL) - 1 - FHALAE -4 - HH S

[0686] 2 et AL, i e Ak e b i et —2 4k, FH10- 10 % MeOHFI DOMIA TR e
J& , 2 [ (4- PR 0K3E) - AL - FH3E] I i (1. 14mmol) AUFREEMF (1. 37mmol) 3B FREIY,
A1 (0. 4Tmmo 1) [ DX A AR IAS AT 43 BHR S 9, b A B lE K . UPLC-MS (ES”, SR YE) -
L. 574 BPAIL. 674550, m/z 277.0(M]".
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[0687]  N-[[4- (5-5adk-4- T2k -1 - HISE- N - 3- 356) ZEHL] FEL] - 2- FHA AL SR bl
[0688] i FHIFE /K, il ik AR e PRt e i b — 2P 4k, H110-100 % EtOAc I BEAE iR e i
J 5 - S Ak - 3- (4-TRORIE) - 1-FRIE-nibme -4 - PRI RN3 - 2 3L - 5- (4-BORIE) - 1- FHJE - npme -
4- G (0. 43mmo 1) IR AP =56 - [ [ (2- FPAR LR PRI 2 58 RS T2 8 (1. 37mmo)
RRIBREY AP (0. 11mmol) |,k (A 444 . UPLC-MS (ES™, A Be ) < 1.54% % ,m/2z 362.2 M+
H]".

[0689]  5-545E-3-[4- [[ (2- SR HIEIL) S5 ) FHSE] R 3E] - 1 - FRJEnHme - 4 - A
[0690] i FHAEFFL, i ke st et — 2P 4lifk, 110-10 % MeOHIFIDOMIA TR e B ,
N-[[4- (5-53E-4- 173 - 1- FHIL - N - 3-50) JRIE] FR 3] - 2- HHAE AL - 2 H % (0. 09mmo )
S EREA S (0.05mmol) |, A A Fl 4. UPLC-MS (BS ', 45 R PE) :1.24%> 81, m/z 380.2[M+
H] " UPLC-MS (ES", K1) :2.7643 %80 ,m/z 380.2[M+H] .

[06911  'H NMR (400MHz,DMSO-d,,5) :8.75(t,J=6.2Hz,1H) ,7.76 (dd,J="7.8,1.7Hz, 1H)
7.51-7.39(m,5H) ,7.16(dd,J=8.4,0.9Hz,1H) ,7.07-7.03 (m, 1H) ,6.28 (s, 2H) ,4.55(d,J
=6.2Hz,2H) ,3.90(s,3H) ,3.56(s,3H) »

[0692]  STE{FI31:5- 5 3E-1- (2- 22 HE) -3-[4- [ [ (2- FHAE L oK FE e ) 0L ) PR ] R L]
M -4 - R

O,
HoN

/
A
[0693] QN/>_<\:>_H\N 7
Ho’J MeO:S/_\\

[0694]  5-543&-3- (4-POKED) -1- Q- FRLID) MEme -4 - FHJE

[0695] i R H, il i ke bl stid: ta i 2dift, F10-100 % EtOAc i Bekevaim e i i , i2-
[ (4-7RI3) -FAS - TR G (1. 14mmo 1) A12- 2 2 EL W (1. 37mmo 1) 53 2R S, &
P (0.40mmol) , Ay (A il {4 . UPLC-MS (BS”, 4 e ) :1.6045%,m/z 307.0[M] ",

[0696]  N-[[4-[5-543E-4- 5k -1- Q- LD Mpmp -3-FL ORI AL - 2- AR - R FH G
i

[0697] 3 FHRETK, 1l RE Pt faidt— 22 4lift., J110- 10 % MeOHY) DOMIA W HE B , 1
5S-G dE-3- (4-TRIEED) -1- -5 30) mhmk -4-FJ (0. 35mmol) Al =45 - [ [ (2- F R EL K F L
F) G AT T AIGE AR (0. 49mmol) 15 2IFREE 54 (0. 22mmol) |, ek €4kl 44 . UPLC-MS (ES
CUAETRYE) :1.3645 %, m/z 392.1[M+H] ",

[0698]  5-50E-1- 2-FFLH) -3- [4- [[(2- AR B 28] AR R T g -4 -
[iivs

[06991 1 FHAEFT L, 1l AR Pt e dt— 25 4lift, J110- 10 % MeOHY) DOMIA W HE B , 1
N-[[4-[6-505-4-FH-1- 2-FLF) MM -3-FL] ORI IE] -2 - A3 - R FH e e
(0.21mmol) 15 EFRAEL A (0.09mmol) , by A (|44 . UPLC-MS (ES”, A6 F& 1) +1.2043 80, m/
z 410.2[M+H] . UPLC-MS (ES", K& M) :2.664 %1, m/z 410.2[M+H]".

[0700]  'H NMR(400MHz,DMSO-d,,8) :8.74 (t,J=6.2Hz,1H) ,7.76 (dd,J=7.8,1.7Hz, 1H) ,
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7.52-7.39(m,5H) ,7.16 (m,1H) ,7.05 (n,1H) ,6.21 (s, 2H) ,5.00-4.94 (n, 1H) ,4.56 (d,J=
6.2Hz,2H) ,3.98(t,J=5.9Hz,2H) ,3.90(s,3H) ,3.71(q,J=5.71Hz,2H)

[0701]  SjtaffI32:5- 53 -1- (3-JIKIL) -3 [4- [[(2- AR EOR L) 4560 F L1 2R 3L ]
MR -4 - FE 5

[0702] NN HN—C
o -
Y PR
A meo— )

[0703]  5-5{3&-3- (4-OKED) -1- (3-FE RS0 MEme -4 - FHJE

[0704] 3 FHIFRPH , 1 i feb I PR AT o il it — 2P 4lifk, J110-100 % EtOAc) BRST i il e Bt
Je, A (3- R SEALF (0.68mmol) F12- [ (4-7ROKEL) - FHA L -1 FHAE T 9 —Ji (0. 57mmol)
B EBREUE A4 (0. 22mmol , 38 % W) |, Sk (il 4 . UPLC-MS (BS', & FRYE) : 1,973,
m/z 357.1[M]".

[0705]  N-[[4-[5-52&-4-T50AE-1- (3-FuARSD) mbmpe - 3- R RIE] ] - 2- AL - ORI
i

[0706] 3l FHIFRSTK , 1 i feb Ji PR AT e il it — 2P 4fifb, J110-100 % EtOAc) B GT i i e Bt
Jo , f5- 5t -3 (4-TRIEEL) - 1- (3-J5 R IL) mbmh - 4- FHJRS (0. 22mmol) FN=gi- [ [ (2- FH4E 3L
IR L) 3L HH L TG B (0. 30mmol) 73 2 AR A (0. 05mmol) , A I €4 Bl 4
UPLC-MS (ES', MR ME) :1.7145%1,m/z 442.2[M+H] ",

[0707]  5-%53E-1- B3-S -3- [4- [[(2- MR B 208 ] AL R T g -4 -
L8

[0708] 3 FIAEFT L, 1l RE Pt et dt— 25 4lift., J110- 10 % MeOHY) DOMIA W HE B , (i
N-[[4-[5-5 3k -4- 3L 1- (-G RIL) Mpme - 3-JL] KB 3L ] - 2- B AL - R B i
(0.05mmo1) 15 FRALE 54 (0.03mmol) , by 4 (A& . UPLC-MS (ES”, 48R 1) :1.5443 80, m/
z 460.2[M+H] . UPLC-MS (ES", KFRYE) :3.5245 %1, m/z 460.2[M+H] .'"H NMR (400MHz , DMSO-
dg,8) :8.77(t,J=6.1Hz,1H) ,7.76(dd,J=7.5,1.6Hz, 1H) ,7.62-7.55(m,3H) ,7.52-7.45
(m,5H) ,7.26 (t,J=8.6Hz,1H) ,7.16 (d,J=8.2Hz,1H) ,7.05 (t,J=7.58Hz,1H) ,6.62 (s,
2H) ,4.57(d,J=6.1Hz,2H) ,3.91(s,3H) .

[0709]  STJiE(I33:5- 543 -1- (4- 25 -4- IR -PRCLAD) -3- [4- [[(2- AR PR AD) 4
FEVR R ORFL T -4 - FH e e

o}
N—NH,

i

N F o
[0710] r\[l/N\_\\/:}j P

Hwt

7\
/ . MeQ —! )
HO _<\...T_

[0711]  5-%(0E-3- U-TRFERD) -1- - -4- PR30 D) tHhwh -4- PR

-
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[0712]  J% M@ TRRTL, J5- 5 3E-3- (4-JREHL) -1- (4-F2 5t -4- FH - 3R 2L e -4 - HH
5 (A AR2) (0.09mmol) 15 ZIRLHIFREL A4 (0.09mmol) , Sy K 1 4k K - UPLC-MS (ES, Ji

FRVE) :1.38%3 %, m/2z 395.1[M+2] ",

[0713]  5-440k-1- 4-FRIE-4- IR D) -3-[4- [[ - PR PR s L] A K

ST -4 - F el

[0714] @ FEFK, F5-%43E-3- (4-7R0K3D) -1- (4- 3258 -4- FHEL- TR AL mp -4 - FH i

(0.09mmo1) F="5- [ [ (2- AR D) S L] FHIE Tl (0. 09mmo ) 153 B FREUY 54

(0.04mmol) , MK [ ey K . UPLC-MS (ES, 55 ft) :1.3040 %, m/z 478.3[M+H] . UPLC-MS

(BS", KFEVE) :2.9443 80, m/z 478.3[M+H] ",

[0715]1  'H NMR(400MHz,DMSO-d,,8) :8.74 (t,J=6.0Hz, 1H) ,7.76 (dd,J=7.6,1.7Hz, 1H)

7.52-7.37(m,5H) ,7.16(d,J=8.3Hz,1H) ,7.08-7.00 (m, 1H) ,6.33 (s, 2H) ,4.55(d,J=

6.0Hz,2H) ,4.42 (s, 1H) ,4.18-4.05(m, 1H) ,3.90(s,3H) ,1.92-1.71 (m,4H) ,1.70-1.60 (m,

2H) ,1.60-1.48 (m,2H) ,1.17(s,3H) »

[0716]  STjiEf34a CAa PR D) F134b CRAGIAR2) - 5-24 08 -1- U- IR D) -3-[4-[[(2-H

SRR G AL ] AL DR FL T -4 - PR e

O O,
Y-NH; N—NH;
HyN N f;\ =\ \r,\ _
\ 7\ £ \ /. P
L\ } ...... A | :rl___ ...... :\‘
Meo— ) HO” mMeo—
| Wh— ) —

[0718]  5-50E-1- U-RIEFACID) -3-[4- [[ (- FEIEZE L) s3] L] 2R LT ik -
4- i

[0719]  [A5-523E-1- (4- LI IL) -3- [4- [[ (- AR HIT L) s3] L) R dL]
M - 4 - FEBERZ (0. 13mmo1) fMeOH (1. 3mL) ATHHFREZ (0. 40mmo 1AV FH DN FE (LOHE i % 11
BRA AR L, T80 RN TR S IAE60°C R HEHE2/ NI, SR DI PR L (1. 34mmol) , FK5E
GAE60°C M HHEL/INS AR (0.5mL) , FE4 SNV G PIAE60°C N A PE L4/ N 134
F A, HE Celite™ 213 I 28 DM H- I e 1 i T - 4 53 1 P T R TR S e
WA FHIDCM (X 3) Z=HY o 5 H A ML28 B 2 B KAk o IR T IR0 s T 405 o 2 o A R
WAL S — 2 alifb, FH0-10 % MeOHFDOMIA TR LI, 15 2 1 AR bR b 59 CrAg
1,0.02mmol) AUk A EMATIFREUY A1 (FA5142,0.09mmol)

[0720]  UPLC-MS (ES’, etk ; FA9KD) :1.2740 %1, m/2z 464.3[M+H] . UPLC-MS (ES", K
P FAAKL) 22,8458, m/7 4643 [M+H] "o 'H NMR (400MHz , DMSO-d, 8) (FHafAk1) :8.74 (¢,
J=6.0Hz,1H) ,7.76 (dd,J=7.6,1.7Hz,1H) ,7.52-7.37 (m,5H) ,7.16 (d,J=8.3Hz, 1H) ,
7.08-7.00(m,1H) ,6.30(s,2H) ,4.55(d,J=6.0Hz,2H) ,4.40(d,J=2.6Hz,1H) ,4.13-4.02
(m,1H) ,3.90(s,3H) ,3.86 (br s,1H),2.23-2.07 (m,2H) ,1.84-1.72(m,2H) ,1.61-1.47 (m,
4H) .

[0721]  UPLC-MS (ES’, el ; FA9K2) :1.264> 81, m/z 464.3[M+H] . UPLC-MS (ES", K-
W FA1AK2) 12,8258, m/7 464.3[M+H] "o 'H NMR (400MHz , DMSO-d, 8) (FH91k2) :8.74 (¢,
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J=6.1Hz,1H) ,7.76(dd,J=7.7,1.7Hz,1H) ,7.52-7.37 (m,5H) ,7.16(d,J=8.3Hz,1H) ,
7.08-7.00(m,1H) ,6.33(s,2H) ,4.63(d,J=4.5Hz,1H) ,4.55(d,J=6.1Hz,2H) ,4.13-4.01
(m,1H) ,3.90(s,3H) ,3.51-3.39(m,1H) ,1.96-1.86 (m,2H) ,1.86-1.74 (m,4H) ,1.39-1.25
(m, 2H) »

[0722]  Sjfh35 . 5- 54 - 1-2R T 3L -3- [4- [[ (- A AR I AL) 5 2] FRIL ] SR E T,
e -4 - FH B frg

[0723] N“N//}_ \ / \ O

[0724]  N- GAME | B D) 2 5 R T ik

[0725]  [F)3A T (2. Ommol) 1Y BEkE (2mL) FE7R FH IO FEE FHER BT i (2. 2mmol) , FKF
DA [l R 2/ NI o S B 545 AW, A3 2B A1 (2. 0mmo , 100 % WSE%) , A H
{6 [F44 . UPLC-MS (BS™, 41 :1.6143 %, m/z 185.0[M+H] ",

[0726] TR ] BEHERTRER

[0727]  N- GRNE ] BEE50) &L FERBUT g (0. 27mmo1) ¥ F-THF (5mL) Hrf I\ — HZL
WAL (0. 46mmol) oSN AL %0 P AEFEL/ NS o« Y TLC B A i RHHFEN , LR 2
VEF B FR AR T S A - B PATR (7. 6mL) H, 65 52 S 0 A - 40 B 1 - 75 R TR
I, 3B FREL A (0. 27Tmmol) , IR B8 (e , HOR AT At — 25 Al B . 'HNMR
(400MHz ,DMSO-d,,8) : 3.66-3.54 (m, 1H) ,2.16-1.97 (m,4H) ,1.83-1.64 (m, 2H)

[0728]  5-%(JE-3- (4-7ROKED) -1-34 | BE-Niems -4 - HfY

[0729] 2 AR/ 7H, il e A fa ik 4lifb , 1120-80 % EtOAc Bk il e i , PR
TEFERIRER (0.25mmol) A2 [ (4-JRIREL) - AL - FREE T P9 )i (0. 21mmol) 15 2| bRl
5 (0. 14mmol) , by €A [ {4 . UPLC-MS (ES™, KGR ME) +1.95%3 %%, m/2z 317.0[M]".

[0730]  N-[[4- (5-%4JE-4-FAE-1-PF ] 3L -Npme - 3-50) JRAL] AT - 2- S - DR FH
(07311 aclet A2 7K, F5- 52k -3- (4-BOREL) -1-BR T 25 -mbme -4 - FHi (0. 14mmol) A1
=i - [[(2- A R ) S 5L T FRE TS (0. 19mmo) 43 B4R 54 (0. 13mmol)
NN K o UPLC-MS (BS+, AR ME) + 1.6743 %, m/z 402.2[M+H] ",

[0732]  5-%d&-1-34 | BL-3-[4- [[(2- A FTp L) Sl i ] FHOE ] AL T OEp ek - 4 - R e
[0733] 2 JHRESFL, HIN-[[4- (5-5d 0L -4- 15008 - 1-PR T 28 -mbme - 3-10) AL ] FH L] -2- A,
2R HIEL I (0.05mmol) 1R FRBUL AW, F (k) K UPLC-MS (BS', R ME) : 1.4643 0,
m/z 420.3[M+H] . UPLC-MS (ES™, KFRME) :3.2953 %, m/z 420.2[M+H] ",

[07341  'H NMR(400MHz ,DMSO-d,,8) :8.74 (t,J=6.2Hz,1H) ,7.76 (dd,J=7.9,2.2Hz, 1H)
7.50-7.41 (m,5H) ,7.16(d,J=8.3Hz,1H) ,7.04 (t,]=7.5Hz,1H) ,6.30(s,2H) ,4.81-4.73
(m,1H) ,4.55(d,J=6.0Hz,2H) ,3.91(s,3H) ,2.33-2.26 (m,4H) ,1.78-1.69 (m,2H) »

[0735]  SJiEf5136: 5- 2 Ak -3~ [4- [ [ (2- A AR FHIBE L) 2 B ) HH RR D O ] - 1 - DU kg -
3-FE-TE s -4 - R i
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[0736]

[0737]  N- PV - 3- IR 0 ] S R U T g

[0738] [ % (3 (2H) -WEM R (1.95mmol) (1) £ (2mL) 37 FH NP2 G BT i
(2.35mmol) , ARl g s B W I FE 4, Bk s R BR 95 &9, DLIS 2lhs 8L &9
(1.95mmol) , g (4 A & . 'H NMR (400MHz ,CDC1,, 8, SAGUATR A7) :7.25 (s,0.75H) ,7.12
(s,0.25H) ,4.34(t,J=1.2Hz,1.5H) ,4.24(t,J=1.2Hz,0.5H) ,4.12(t,]=6.9Hz,1.5H) ,
4.02(t,J=6.9Hz,0.5H) ,2.78(td,J=6.9,1.2Hz,0.5H) ,2.48 (td,]=6.9,1.2Hz,1.5H) ,
1.54(s,7.5H) ,1.53(s,1.5H) .

[0739]  PYZAMA - 3- JEF bR &b

[0740]  KEN- [PY S - 3- AR S A ] S B AR T i (0. 25mmo1) &1~ THF (5mL) FHIF I
AT (0. 42mmol) o RE SN AT FIR N HEE /NN ELZE TLC i i A K 5 4 1
FE o FLS R KA K TR W FH AL I IMe OHYA T (1. 25M, 6. 99mL) IR , IR S R P i &
[ A P 1R« 25 R VAT, A B bR 59 (0. 25mmol) |, ik B (iR, R ATk
— LA R 'HNMR (400MHz , DMSO-d,;,8) :3.86-3.59 (m,6H) ,2.11-1.96 (m, 1H) , 1.95-
1.84(m,1H) »

[0741]  5-543&-3- (4-JRRSED) - 1- POSUNIR - 3- 3 - N -4 - I

[0742] 3 PR H, 8 R PRadiAs el alift , J1120-80 % EtOAc I B bt ia e i , (o Y
PR -3- 2L F (0. 23mmol) AN2- [ (4-BOREL) - FHAEL - I HH LD N IS A5 2lPR 8L &)
(0.09mmol) , hyyeAs a4 . UPLC-MS (ES', 4 at) : 1.7143 %, m/2z 333.1[M] ",

[0743]  N-[[4- (5-%A2E-4- T HE - 1 - PUSPRAR - 3- 3 - N - 3- ) JRALTHI L] - 2- AL - OF
T e

[0744]  JEFFEFFK, HI5- 20583 (4- RS0 -1 - PUSIWRIR - 3- 36 - g -4 - S (0. 10mmol)
M =g- [0 (2- AR R FH B ) S R D H R T2 80 (0. 14mmo 1) 15 2IFR UL 59
(0.06mmol) , k(4 fafll & . UPLC-MS (ES™, %) :1.51438h,418. 2m/z [M+H] ",

[0745]  5-543L-3-[4- [[ (- SR LD 38 ] FHIE] 2R3 - 1 - PO Sk eg - 3 - 3 - N -
4- Hlk e

[0746]  J FFZJTL, JHIN- [[4- (5- 2 Fk-4- 1502 - 1- VU SRR - 3- 3 - b - 3- 35) AL T H
HE]-2- AL - R B (0. 06mmo ) 15 2IFREUL. 4 (0. 03mmol) , 24 1 €449 K . UPLC-MS (ES
CUEERYE) 11.3243 %80, m/z 458.2[M+Na] JUPLC-MS (ES', K-FaME) :2.95%0 %, m/z 436.2[M+
H]"."H NMR (400MHz,DMSO-d,,3) :8.74 (t,J=5.8Hz,1H) ,7.75(dd,J="7.4,1.8Hz,1H) ,
7.50-7.40 (m,5H) ,7.16(d,J=7.7Hz,1H) ,7.04(td,J=7.5,1.0Hz,1H) ,6.40(s,2H) ,4.97-
4.90 (m, 1H) ,4.55(d,J=6.0Hz,2H) ,4.00-3.94 (m,2H) ,3.90 (s, 3H) ,3.83-3.78 (m, 2H) ,
2.28-2.24 (m,2H) .

[0747]  SCJHE{5I37 : 5- 2Bk -1- [ (1S%,3S%) -3- GBI IE] -3- [4- [ [ (2- AR IR FHBE L)
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HEJFEL] IR L T e - 4 - FR
0o

HN A

[0748] H, IN\—G 0

Ci / - HN ‘“'J(\
H “\ 7

[0749]  5-543E-1- [ (1S*,3S%) -3-GI KAL) -3- [4- [ [ (2- AR AL S5 LK
FETme -4 - BRI

[0750] KA i (0.6 7mmol) JHNB5- 53 - 1- [ (1S%, 3R*) -3-F2ILIA R HL] -3- [4-
[[(2- FRAs R L) U ] FH ] ORE T s - 4 - FE e ffz (0. 22mmol) [AIDCM (3mL) i3 L 1
HIZ0°C oAd SN TFH 4 2 i AE I B R e R 48/ NI o SR T IR 4 TR 10 , SR I 10t AR (e
Ak AT 5% 4290, FT130-80 % MeCNIY) 250 . 1% FER R NG I /K A TR VEIL , 15 B bR 1Y &9
(0.07mmol) , Ay [ {a [l {A& . UPLC-MS (ES", 45 R + 1.5843 %, m/z 468.1[M]" .UPLC-MS (ES”,
KIERME) :3.6243 80, m/z 468.1[M] .

[07511  'H NMR (400MHz,CDC1,,8) :8.29-8.20 (m,2H) ,7.56-7.42 (m,5H) ,7.15-7.11 (m,
1H) ,6.99(d,J=8.2Hz,1H) ,5.46 (br.s,2H) ,5.15 (br.s,2H)4.80-4.70 (m,3H) ,4.68-4.63
(m,1H) ,3.95(s,3H) ,2.77-2.67 (m,1H) ,2.55-2.37 (m,3H) ,2.23-2.11 (m,1H) ,2.11-2.01
(m, 1H) »

[0752]  S7JiEf5138: 5- 2 Ak -3- [4- [ [ (2- A AR I AL) 2l 3L ] FHAE ] R -1- [[(3R) -3-
WRIE 55 ] FH LT npk s - 4 - B i

\—NH;
. 7 \ ff \ O
[0753] - Ny \_7 HN
H
L /
('”"\" MeO )
_NH =

[0754]  (3R) -3- GREAEFPIIL) WRIE - 1 - FRRRAR T i

(07581 {ERT I, 1) (3R) - 1= G T 2ABE ) WM - 3-J4 82 (0. 87mmo) [ JC/KTHF (10mL) 43
PR R R A - PO SR (1:1,2.62mmol) o KF i SN 5 P4 /N, FARRINH, C 1A
(2mL) K I3 T2 o KARHIE tOAc A= HI o R A HILAE B TR /K Pk , £l o TRl
i o e BRI PR € 13t —25 41t , FHO- 100 % EtOAC BESEiA TR DL , 13 RIS
(0. 84mmol) , g [ (a4, 'H NMR (400MHz ,DMSO-d,,8) :4.52-4.46 (m, 1H) ,4.01-3.86 (m,
1H) ,3.83-3.75(m,1H) ,3.30-3.26 (m, 1) ,3.22-3.16 (m, 1H) ,2.75-2.63 (m, 1H) ,1.70-1.62
(m,1H) ,1.61-1.53 (m,1H) ,1.50-1.40 (m,1H) ,1.38(s,9H) ,1.36-1.21 (m,2H) ,1.13-1.01
(m,1H) .

(07561 (3R) -3- (MLt et FTEE) WIRIE -1 - PR B ] i

[0757) il AR Fr T, i AR IR PR At il 4l 1L, H10-50 % EtOAc ) BEACIR IR i , 1
(3R) -3~ GFRHHEL) WRIRE - 1 - FHERAL T i (0. 84mmol) FFA S (0. 88mmol) 13 R brift, &4
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(0.58mmol) , NI ta Hr kM) UPLC-MS (ES™, 5 1E) :1.7147 % ,m/2z 316.1[M+Na] .

[0758]  (3R) -3- [[5-%ddk-4- S0 WAL -3- [4- [ [ (2- AR eI S 0k ] ) R L)
mEme - 1 - BET FHAL TR - 1 - IR T s

[0759] 2 AR N, il etk e i alifb o, 5 - 2008 -3- [4- [ [ (2- IS AR D)
SASE] PR 2R LT - 1H- Mg - 4 - FHBERZ (0. 29mmol) 11 (3R) -3- (LTt e A Ak FH 220) MR g - 1 -
FHPR AT g (0. 58mmol) 38 AREUY &4 (0. 19mmo1) 1T (3R) -3- [ [5- 5 k-4 - S 3L FpE L - 3-
[4- [[(2- AR R 2 58] FRE] R ik - 2- L] FR L TR - - FRRR AU T i, DX 3k
AR A UPLC-MS (ES™, J R M) < 1.58F11.6043 4], m/z 563.3[M+H] .

[0760]  5-54K-3-[4- [[ (2- PR HIELAD) 28] AR 2R IE] -1- [[(3R) -3-WRiE ] H
ST -4 - F el

[0761] B (3R) -3- [[5-%a k- 4- G FE WAL -3- [4- [ [ (2- AR AL a3 ] L] oK
FET N - 1 - FE T FRELTRE - 1- FAER AT TS (0. 19mmol) A1 (3R) -3- [ [5- 5 dk - 4 - Sk F k2 -
3-[4-[[(2- AR ) 2 FRE ] R TR e - 1- B ] FRE TR E - 1- FRFRA T iR X
A RIS P TDCM (BmL) HIF NN =GR (4. Tmmol) o ¥ M AERTHIAE AR LS B
TV K B 3P0 HFMe OHYA R 1T SPE- SCXAE:, FH0-100 % INZA Me OV IR « a1 T i
& S0 S HPLCHE— b 4tk £ B ARE L 54 (0. 02mmo1) UPLC-MS (ES™, FiFRYE) -
1104551, m/2463 . 2 [M+H] " UPLC-MS (ES™, KJe M) 241454 ,m/z 463.3[M+H] . 'H NMR
(400MHz ,DMSO-d,;,8) :8.74 (t,J=6.0Hz, 1) ,8.38(s,2H) ,7.76 (dd,J=7.4,1.5Hz, 1H) ,
7.51-7.40(m,5H) ,7.16(d,J=8.6Hz,1H) ,7.04(t,J=7.5Hz,1H) ,6.37(s,2H) ,4.55(d,J=
6.0Hz,2H) ,3.90 (s, 3H) ,3.83(d,J=7.1Hz,2H) ,2.95-2.88 (m,2H) ,2.43-2.38 (m, 1H) ,
2.09-1.99 (m,1H) ,1.70-1.64 (m,2H) ,1.46-1.36(m,1H) ,1.24-1.15 (m, 1H) .

[0762]  Sjf39:5-5a k- 1- (2-FHKIL) -3- [4- [ [ (2- AR ALR IR RL) 28] AL ) 2R3 ]
M - 4 - F e fr

[0764]  5-%543E-3- (4-FERID) -1- -G ASE) ML -4-

[0765] 1 AR FH, il kel sid: e i 2dift , FH0-100 % EtOAc I Bkl e Bt , il (2-
SARED) R ERER (0.68mmol) A2~ [ (4-JRIKEL) - FHAAEL - L] P9 — )i (0. 57mmo1) 13 2Ib5
Bk 59 (0. 29mmo) |, ks fa il 4 UPLC-MS (ES”, 45/ « 1.884% %, m/z 357.1[M] ",

[0766]  N-[[4-[5-53&-4-T50AE-1- (2- GRS My -3- F ] ORIE] L] - 2- PR - ORI
i

[0767] 1l FIFRSTK , i i feb I PR AT € il it — 2P 4lifk, J110-100 % EtOAc) BBt i il e Bt
J5 AH5-GA -3 (4- P IREL) -1 (2GR KL MEmk -4 - FAJES (0. 29mmol) =45~ [ [ (2- Fi4 3L
IR L) 2 B8] R RL G2 8 (0. 40mmo1) 15 BARAUE 54 (0. 23mmol) , LT ¢ [ 44 . UPLC-
MS (BS+, 50FRME) :1.620 80, m/z 442.1[M+H] ",
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[0768]  5-%53E-1- (2-F L) -3- [4- [[(2- AR B 28] AR R T g -4 -
8

[0769] 1@ FIFEITL, 1l RER Pt faidt— 25 4lift, J110- 10 % MeOHY) DOMIA W HE B , 1
N-[[4-[6-505-4-FH-1- (2- 550 Mpme - 3-FL] ORI L] - 2 - A 3 - DR e e
(0.23mmo1) 1R FRBUL 54 (0.02mmol) , Ay 2K (4l {4 . UPLC-MS (ES™, JBR1E) - 1.4653 %1,
m/z 460.2[M+H] " UPLC-MS (ES", K-FaMF) :3.3243 %0, m/2 460.2[M+H] .'H NMR (400MHz,
DMSO-d,,8) :8.76 (t,J=6.0Hz,1H) ,7.76(dd,J=7.6,1.6Hz,1H) ,7.60-7.53 (m,4H) ,7.50-
7.43(m,4H) ,7.38(t,J=7.75Hz,1H) ,7.16(d,J=8.4Hz,1H) ,7.05(t,J=7.4Hz,1H) ,6.42
(s,2H) ,4.57(d,J=6.0Hz,2H) ,3.91(s,3H) .

[0770]  SCJiEfh40:4- [5- 5 3E -4 -G FE AL - 3- [4- [ [ (2- AR FHBEAD) 2 LT AL OR
FeTntme - 1 - B IR LR OB

O'\>,4.- N H;_
/

[0771] N7 N _.{O
| 7
lL\.// MeO / \/

Et0,C”

[0772]  4- (RUT AL RO TR R

[0773]  EHFEFE, H4-ARIACLRIR AR (3. 14mmol) 3R FRE L 54 (2. 96mmol) |, hy
VIR IR - UPLC-MS (BS™, JEERIE) :1.523 80, m/z 285.1[M+H] ",

[0774]  4-[5-520E-3- (4- BRI -4- 5L -k - 1 - BT PR LTRIR LR

[0775] @ FHREF0, 14~ GRUT SR B IFEL) PRC Bt R C S (1. 93mmol) AN2- [ (4- 1
IREL) - FHAA L - LT P S (1. 63mmol) 15 BIFREUL &4 (1. 56mmol , M=/ S A A9 AT
EWD AR R JUPLC-MS (BS™, 45TRTE) :2.004 8, m/z 419.1[M+2]7,2.06% %, m/z
419.1[M+2]7,

[0776]  4-[5-%0E-3- (4-BKS) -4- S AL - b - 1 - L IR UG RTR i

[07771 W HAEFFL, T4~ [5- 5058 -3- (4-TRAHD) -4- T - mE e - 1 - R DI LR IR O iR
(0.91mmol) A3 EIFRAL AW (0.91mmol , i/ K A SAGATR S W) |, TR 1 ks 7K - UPLC-MS
(ES", 5FRME) :1.7000%,m/z 437.1[M+2]",1.7255 %, m/z 437.1[M+2]",

[0778]  4-[5-Gdk-4- S ML -3-[4- [[ Q- PR HFIL) UL ] ISR R R s -
- IRCHRIR CRiR

(07791 3l FARSPK, FH =58 - [ [ (2- AR R F e 20) S 2 ] FH AL T2 (1. 00mmo) A4 -
[5-543E-3- (4-PORIL) -4- SO IR - - 1- L] BB RIR TR (0. 91mmol) 15 2 Frdi
L5 4 (0.68mmol , i/ [ s AR &5 4) |, I By K UPLC-MS (BS™, A0 R YE) : 1574
B m/z 520.3[M+H]7,1.59% %1, m/z 520.3[M+H " UPLC-MS (ES', KEalk) :3.6345 %0, m/z
520.3[M+H]",3.6743 8 ,m/z 520.3[M+H] . 'H NMR (400MHz,DMSO-d,,8) 8.73 (t,]J=6.1Hz,
1H) ,7.79-7.73(m,1H) ,7.52-7.38 (m,5H) ,7.16(d,J=8.4Hz,1H) ,7.08-7.00 (m, 1H) ,6.35
(s,0.8H),6.33(s,1.2H) ,4.55(d,J=6.1Hz,2H) ,4.18-4.03 (m,3H) ,3.90 (s, 3H) ,2.73-
2.29(m,1H) ,2.22-2.11 (m, 1H) ,2.06-1.95(m, 1H) ,1.92-1.42 (m,6H) ,1.23-1.15 (m,3H) .
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I

[0780]  SJiEffl41:5- 25k -1- [ (1S%,3S%) -3-Jp A 2E] -3- [4- [ [ (2- AR B IR FH R
FETH R DR T Tt - 4 - FHRE I
O,
\:{-‘,.—NH-L;
A
[0781] H Ny

=8

"

Wy

H,N

[0782]  5-443E-1- [ (1S*,3S%) -3- G KIE] -3- [4- [ [ (2- AR AL S5 LK
ST -4 - F e i

[0783] 4 (T AEEEL) = 5L (0.96mmol) i INEI5- %3t -1- [ (1S%,3R%) -3- BRIk
F]-3-[4-[[(2- A AR PRI 208 ] AL I 2R BE T npe s -4 - FRER K 0. 24mmo) fJDCM (2mL)
I A -20°C ol S N TR A IR B Z=00 AR e B PR 2/ N . FHDCM RS IR &9, SR
JHHAINAHCO,7KIA TR K o« FIDCMAE UK IE R A AL G0 , b KB IRl 8 ek He e 4
RIS g n RE R s fa ik 4l , 10~ 10 % MeOHY DOMIA TR I o 180520 5 AR e itk — 2
alift,, 1130-80%MeCNIT E50. 1 % HHEREN DA A e Bt , 15 2ARAUE & (0. 02mmol) , A H
tafH & UPLC-MS (ES, JPR M) :1.495 8, m/z 452.1[M+H] . UPLC-MS (ES", K-F&ME) :3.394%
Bhom/z 452.3[M+H]".

[0784]  'H NMR (400MHz,DMSO-d,,8) :8.72(t,J=6.1Hz,1H) ,7.74 (dd,J=1.8,7.7,1H) ,
7.50-7.37(m,5H) ,7.14(d,J=8Hz,1H) ,7.03(td,J=1.0,7.5Hz,1H) ,6.39 (br s,2H) ,5.32
(d,J=53.6Hz,1H) ,4.94-4.83(m,1H) ,4.53(d,J=6.1Hz,2H) ,3.89(s,3H) ,2.31-1.79 (m,
6H) .

[0785]  SJiEf5l42:5- 2 Ak -3- [4- [ [ (2- A AR AL) 2 3L ] L] R L] - 1- [[(3S) -3-
WRIE JE ] FH LT npk s - 4 - F i

[0786] N-N HN—4
( e
¢ S MeO— N
NH =/
[0787]  (3S) -3- (LA EIL D) RIE - 1 - FER AT Be
[0788] ik i s (a4t fk , FH0-50 % EtOAc I B e A L Bt , i (3S) -3- (B2 H

HL) WRIE - 1 - FERAL T i (0. 82mmol) AL (0. 86mmol) 13 2 FRrdY 54 (0. 72mmol) , G
IR . UPLC-MS (BS™, e E) 1. 71434, m/2z 316.1[M+Na] s

[07891  (3S) -3- [[5- 2 -4- S Pl -3- [4- [[ (- AR ) S P R L]
Mg -1 - ] PR TWRIGE - 1 - FRER AU T iR

[0790] i@ FFEFPN, il AR IR s b afifb 5 , A5 - 540k - 3- [4- [ [ (2- A FR D)
SAIE] PR 2R 2T - 1H- Mg - 4 - FRBERZ (0. 23mmol) 11 (3S) -3- (HH LT e A 0k FH 220) Wik g - 1 -
FRER BT T (0. 47mmol) 15 EIARAEUL AN (3S) -3- [[5-2a k- 4- S k3L -3- [4- [[(2-H
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SR HBERD) 3] FHEL] 2R S e - 2- L] LT WRIGE - 1- FRFRU T iR (0. 13mmol) |, X
SRR E AR 59 . UPLC-MS (BS™, JHERTE) :1.5911.6043%l,m/z 563.3[M+H] .
[0791]  3-540L-5- [4- [[ (2- AR L) S8 ] FHIE ) R AE] - 1- [[(3S) -3-WRiE L]
ST e - 4 - FR A5 - 5 5 - 3- [4- [ [ (2- AR L) S ) L] R -1- [[(3S) -3-
WRIE 55 ] FH L] npk s -4 - F i

[0792] 3% (3S) -3- [[5-5a Bk -4- S T 3L -3- [4- [[ (2- AR L) S FE ) AL o
LT - 1- 6] FHELTWRE - 1- FHERAU T B AN (3S) -3- [[5-5a k- 4- S FE 3L -3- [4- [[(2-
FRAR AR OR FHE L) S 3k ) FR L] S L T - 2- BT PR LT WRIE - 1 - FHER BT i (0. 13mmol) T
DCM (5mL) FHFFIIN =5 LR (3. 3mmol) o K SN AERTHEFE I 147 o IR 278 771 o 4 5k s 9 1]
MeOHYA 1l 1 SPE SCXAE, 110-100 % IMI 2 1IMe OMR IR e M o S I 18 1t BT it 4 5 11 - 11
FHIHPLCAIL X 3 A AARTR 54 , A 85 - 52 55 -3- [4- [[ (- FAA 2R FRE L) a3k ] AL 2%
F]-1-[L(3S) -3-WRmgRE] LT ke - 4- FEf K (0. 01mmol) UPLC-MS (ES™, JGERTE) :1.094)
Bl ,m/z 463.2[M+H] " UPLC-MS (ES', KJRME) :2.4157 % ,m/z 463.3[M+H] ",

[0793]1  'H NMR (400MHz,DMSO-d,,3) :8.74 (t,J=5.8Hz, 1H) ,8.42 (s, 2H) ,7.75 (dd,J=
7.5,1.5Hz,1H) ,7.50-7.40 (m,5H) ,7.16(d,J=8.2Hz,1H) ,7.06-7.03 (m,1H) ,6.36(s,2H) ,
4.55(d,J=5.8Hz,2H) ,3.90(s,3H) ,3.82(d,J=7.1Hz,2H) ,2.91-2.86 (m,2H) ,2.40-2.38
(m,2H) ,2.03-1.99 (m, 1H) ,1.69-1.62(m,2H) ,1.40-1.34 (m,1H) ,1.21-1.15 (m, 1H) .

[0794]  STE{HI43:5- 53 -1- (4- R KED) -3- [4- [ [ (2- FHAE L oK FE e L) S0 BE ) PR ] R L]
M -4 -

[0796]  5-%543E-3- (4-TERIL) -1- (4-FASE) MEme -4- i

[0797] 2 IR FH, 1l P iR R ik 2lifk , FHO0-100 % EtOAc BESE s iR e i , 14 -
(EARED) JPFERERER (0.68mmol) F12- [ (4-7RIKEE) - AL - AR T N IS 2P R 8L 549
(0.41mmol) , JyyAz a4 . UPLC-MS (ES™, %) :1.9443 8, m/z 359.0[M+2] ",

[0798]  N-[[4-[5-53&-4-T50AE-1- (4- GRS mbme - 3- FE ] ORIE ] ] - 2- FR AL - ORI
i

[0799] 2 AR/ FK, il e it ik 2lifk , FHO0-100 % EtOAc BEkE s iR e i , (5 -
RAFE-3- (4-JRIRID) -1- (4-JURED) Mk -4- FJR (0. 41mmol) =48 - [ [ (2- S oK HfE
H0) S FL LT IIGEET (0. 57mmo 1) #3 ZIRRAEL 54 (0. 38mmol) , ks ol 44 . UPLC-MS (ES”,
OEAME) : 1,690 %0, m/z 442.2[M+H]",

[0800]  5-%5f0E-1- (4-F A% -3- [4- [[(2- AR HBEID) 208 ] R R T g -4 -
[iivs

[0801] 3 FHFRFPM, 8 i U B S 10 2 il S HPLCE— 2B Alfb i, fiN- [ [4- [5- 55k - 4- 75
Fo-1- (4- UKD nbme - 3- L ORFL T PRI ] - 2- FH AL - R FHE % (0. 33mmol) 13- BFREUY 54
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(o 03mmol) , >4 11 ¢a A& . UPLC-MS (ES', J5 PR ME) :1.5245 %1, m/z 460.2[M+H] . UPLC-MS (ES
CUKERE) 3,454 %M, m/z 460.3[M+H] ",

[0802]  'H NMR(400MHz,DMSO-d,,8) :8.76(t,J=6.1Hz,1H) ,7.77(dd,J=7.7,1.7Hz, 1H)

7.66-7.63(m,2H) ,7.56-7.54 (m,2H) ,7.51-7.44 (m,3H) ,7.41 (m,2H) ,7.16 (d,J=8.1Hz,

1) ,7.07-7.03(m, 1H) ,6.47(s,2H) ,4.57(d,J=6.1Hz,2H) ,3.91(s,3H) .

[0803]  SJafh44 . 5- Sk -3- [4- [ [ (2- MR D) Sl ] LI ORI ] - 1- G HORED)

M - 4 - P fle

HsN - _
[0804] Ir}—\\/://\—\ O
r:?\ﬂ/ HN 4%—
) \

Me” MeO \

[0805]  5-4iJE-3- (4-JRIEIL) -1- (XTEﬁzrzﬁE) Mg - 4 - FE S

[0806] 3 AT H , 1 ixf Ak JI PR AT o il it — 2P 4lifk, J110-100 % EtOAc) BRBT i il e Bt
J , (A FROR SRR R R (0. 34mmol) F12- [ (4-1RINED) - FRAE AL - I FRIE ] P8 — iS5 2 AnEi L
(0. 29mmol) |, RS a4k  UPLC-MS (ES™, SR TYE) :2.0043 %1, m/2z 353.0[M]".

[0807]  N-[[4-[5-%40%-4-T5JE-1- QR FHORED) wipmp - 3- JE] R BLT FHALT - 2- AU DL - SR FH R
7

[0808]  yii A% P K, 1 d At e bR AT o ik it — 2P 4fifk, FHO-100 % EtOAC ) Bt i i e i
Jer, =0 - [ (2- FAR R R FE I L) Sl 6 ] R T 9 (0. 30mmo1) 15 - 25k -3~ (4- K
FL) -1~ CHFHZREL) mk e -4 - FHIE (0. 21mmo 1) 15 B FR8UE 54 (0.09mmo 1) |, Sk o [E] {4 o

UPLC-MS (ES", JFR1E) :1.75%5 %%, m/z 438.3[M+H] ",

[0809]  5-%53E-3-[4- [[(2- AR R AL S0 ] FHIE] RO ] - 1- O HIOREE) mppme -4 -
Pz

[0810] i FARJPM, i i i) 75 HPLCHE — 2P alifl , fiN- [[4- [5- 242 -4- 5 A - 1- O HOR
FO) npme - 3-FLIORFL] FEIE] - 2- FEARSE - R F i (0. 09mmo 1) 73 B AR K 54 (0. 01mmo1)

SR a4k UPLC-MS (ES', AR 1E) < 1.5745 %1, m/z 456.3[M+H] ' UPLC-MS (ES", KFRME) -

3.5957 %0, m/z 456.3[M+H]".'H NVR (400MHz,DMSO-d,,8) :8.76 (t,J=5.9Hz,1H) ,7.77(dd,
J=7.7,1.8Hz,1H) ,7.55-7.53 (m,2H) ,7.51- 7.44(m,5H) ,7.34-7.33 (m,2H) ,7.16(d,J=
8.6Hz,1H) ,7.07-7.03 (m,1H) ,6.41 (s,2H) ,4.56 (d,J=6.2Hz,2H) ,3.91 (s,3H) ,2.38 (s,
3H) »

[0811]  SJHEf545:4- [5- 28 -4- S AL - 3- [4- [ [ (2- AR A R I RD) S AL ) ALK
ST -1 - B 128 IR F

}

O\}.-NH
H;N \[‘/ :{'\r _
Y/ / 9]
[0812] /n\(N‘N' \_7 i
| 7
/I'L\\f/ MeO /4 \
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[0813]  4-[5-%d3&-3- (4-JRAIL) -4- UL -MEme - 1 - LR FHPR R

[0814] e FTIFE P, 1l ik R PRt fa ik it — 2P 4lifl, 110-100 % EtOAc i BEEETaRbE
S, 4 - SR FRR FRER (0. 55mmol) F12- [ (4-1RIRED) - AL - FHEE ] A —Ji (0. 46mmol)
FRRFREE A (0.27mmol) , JyRE a4 . UPLC-MS (ES™, 40 eME) :1.9643%0,m/z 397.1[M] ",
[0815]  4- [5-%JE-4-752E-3- [4- [ [ (2- FAASER Fpe ) S HHARL R Tmpme - 1 - L1 OK

R i
[os16] il HIAR K, i RERPREAE A3t — 2P 4lifl, F10-100 % EtOACH BEbE iR b i

Jo , 4 - [5-543E-3- (4-BOREL) -4- 53 -Iem - 1-JL R PR TR (0. 27mmol) A48~ [ [ (2-
PRI IR R ED) 28] FR3L A5 BIRRBUL A9 (0. 20mmol) , oy A [l . UPLC-MS (ES, SR
PE) :1.704 8,482 3m/z [M+H] "

[0817]  4- [5-5d2&-4- L AL -3- [4- [[(2- AR I BLAL) S 38 ] AL T ORI T s -
1- 2198 R HI R

[0818] i FHFLFAM, 1l ik BT SR il 2 FUHPLCE— 25 4lifk, , (4 - [5- 3k -4- (k-3 [4-
[[(2- AR L) S B8] PR ] RS T - 1 - B 2R FRER FATE (0. 20mmo1) 73 BIFRAEU L &
P (0.01mmol) , A MK A [E A& . UPLC-MS (ES™, &) :1.53438h,m/z 500.3[M+H]".UPLC-MS
(ES", KHel) :3.5245 8, m/2z 500.3[M+H]".'H NMR (400MHz,DMSO-d,,8) :8.76 (t,J=
6.3Hz,1H) ,8.10(d,J=8.5Hz,2H) ,7.83(d,J=8.5Hz,2H) ,7.76 (dd,J=7.7,1.7Hz,1H) ,
7.57(d,J=8.4Hz,2H) ,7.50-7.45(m,3H) ,7.16(d,J=8.4Hz,1H) ,7.04(t,J=7.4Hz,1H) ,
6.7(s,2H) ,4.58(d,J=6.0Hz,2H) ,3.90(s,3H) ,3.89(s,3H) .

[0819]  SjitEfh46:5- 543 -1- [ (1S*,3S%) -3-FRFLER K] -3- [4- [ [ (2- AR )
SASE ] FL ] ORFL T s - 4 - FH B e

O\\
N—NH;

HN (=
[0820] - H, rln/ N&_/Q_QN o
e PN
MeO—Q\xI\/B
(08211 [(1S%) -3~ [(1S%) -5~ 53k -4~ SUE TWEHE -3 [4- [[(2- AR IR 203K T
FEVAREET b - 1- BRI IR ER ] 2, 2- RN R IR
[0822]  [f5-AUHE-1- [ (1S%, 3R%) -3-JEHLFA/LIE] -3 [4- ([ 2- AU TREID SA3L] 7
FEVREL L - 4 - FH e (160mg, 0. 36mmo1) [¥JTHF (1. 8mL) JA R HH I\ — K AL (0. 71mmol)
= FISEZ % (0.53mmol) FFAAIF0°C o KT I IR — A (0. 7lmmol) , FFKLE
EVLEIIELE FHERE 155 B, SR TH 3 SR ARSI P PR A8 N KNk, SR
SRR A €384tk , T10-100 % EtOACiI Pebi i i v , 153 SR 54 (0. 18mmol)
UPLC-MS (ES", 55FRYE) :1.73%50 81,534 .3m/z [M+H] .
[0823]  5-53E-1-[ (1S%,38%) -3 ¥R FLPR /L] -3 [4- [[ (2- FUEBEI FIBED) 50E] F L]
SR W - 4 - FR g e
[0824]  fy [ (15%,35%) -3- [5- 53k -4- GURE UL -3- [4- [[ (2- AR HIEED) S L] H
SEVIERLTO I -1 - BEBRR L] 2, 2- PR — T (0. 22mmol) fOTHF (1mL) ¥9R0HH NS S/ L 4
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(1.79mmol) o SRJEH S NIR S I AE 80 C k4K, B H I FIDCMIAREIT HIZK 53 2 - (R 5
AR BRI ERE KR FIDCMAEIUSOR KA M UR B kA i R gt e 2l A iir
1A, FH10- 10 9% MeOHIIDCMIA TR B , 743 2UARREL AL 75740 (0. 05mmo1 , 23 % ) , Dy ]
{ UPLC-MS (ES", JHfRME) :1.28%3 %, m/z 450.3[M+H] . UPLC-MS (ES”, K1) :2.86%7 %),
m/z 450.3[M+H] . 'H NMR (400MHz,DMSO-d,,8) :8.72(t,]=6.1Hz, 1) ,7.74(dd,J=1.8,
7.6Hz,1H) ,7.50-7.45(m, 1H) ,7.43(d,J=8.3Hz,2H) ,7.39(d,J=8.3Hz,2H) ,7.15(d,J=
8.5Hz,1H) ,7.03 (td,J=1.0,7.5Hz,1H) ,6.33 (br.s, 2H) ,4.82 (FLHI%, J=8.1,15.3Hz,
1H) ,4.62(d,J=3.4Hz,11) ,4.54(d, J=6.1Hz,2H) ,4.35-4.28 (m, 11) ,3.89 (s, 3MH) ,2.21-
2.06 (m,2H) ,2.04-1.86(m,2H) ,1.85-1.74 (m, 1H) ,1.58-1.48 (m, 1H) .

[0825]  Sjefhl47:5- 54k -3 [4- [[ (2- AR L) S ] IAE] ORIL] -1 - (RPFIZRED)
b - 4 - FTBE

[0828] 2 FTIFEPH, 1l ik R PR e ik it — 2P 4lifl, 110-100 % EtOAc Y BELE AR e
I, AR FHOR LR ER £ (0.68mmol) 12~ [ (4-JRIEEL) - FHAE L - I L] I — A5 BlbRis
AW (0.53mmol) , S (a4 JUPLC-MS (ES”, Z ) : 1.9445%1,m/z 355.0[M+2] 7,

[0829]  N- [[4- [5-5Ak-4- 5k -1- (RFHHZEID) nibme - 3- L) RS S ] - 2- FRARSE - ORI
7

[0830] 3l FHIFRSTK , 1 iod fb Ji PR AT o il it — 2P 4lifk, J110-100 % EtOAc) BRGT i il e Bt
Jea A =5 - DL (2- AR FHBE L) S5 ] FH AL T2 8 (0. 30mmo) F15-543E-3- (4- K
L) -1- (SEHIZRIE) mme -4 - FHJRE (0. 21mmo1) 73 2 bRt &9 (0. 19mmo 1) , Jy 4] 4 o
UPLC-MS (ES™, 501 :1.69%3 %, m/z 438.3[M+H] ",

[0831]  5-%543E-3-[4- [[(2- AR R I AD) S0 ] FHIE] RO ] - 1- (R HIOREL) mppme -4 -
Pt

[0832] 1 IR M, al i ki bl € pi it — 20 4lifk , FH0-10 % Me OHIIDCMIA IR e Bt I, N-
[[4-[5-%A3E-4- 5 FE-1- (REFHZREL) mpmp -3- JE ] R BE ] HH L] - 2 - FE AL - R PR i
(0.19mmo1) 15 EFRLL A (0.06mmol) , by 4 (44K . UPLC-MS (ES”, 4R 14) :1.5043 80, m/
z 456.3[M+1] L UPLC-MS (ES", K&l :3.4203 80, m/z 456.3[M+H] .

[0833]  'H NMR(400MHz,DMSO-d,,8) :8.81(t,J=6.0Hz,1H) ,7.82(dd,J=7.4,1.7Hz, 1H)
7.60-7.58(m,2H) ,7.56-7.49 (m,5H) ,7.45-7.40 (m,2H) ,7.21 (d,J=8.2Hz,1H) ,7.10(t,]
=7.3Hz,1H) ,6.21(s,2H) ,4.62(d,J=6.0Hz,2H) ,3.96 (s,3H) ,2.19(s,3H) »

[0834]  SjiEff48:5-5a3E-1- - FHIEIACAL) -3- [4- [[ (2- AL HELIL) a8 ] 2L ]
ORFET N -4 - FH B e

106



CN 113603645 B ﬁ'ﬁ HH :I:; 104/242 71

0
k. NH,
H-N /
Py (O o
[0835] ’JA\‘l", N /4 } IN_'*\
'\/’ MeO — _\ A\Y
OH

[0836] KM AL N (836mg, 22. 10mmol) JIAFI5-545E-3- [4- [[ (2- IR HIIERD) &1
ST ORAL] - 1- 3-5AARIACAD) M - 4- FRPe i (0. 44mmo 1) [IMeOH (15mL) JAIRHT, 132
FO0C AN IRE B =i, — H AR 1R, SR IAEI60 °C ik 147N o 344 KW 4 11510
CIIINE Z RN (22 Tmmol) FHRE SN FRR IR 60°C o SR G W HITR S0 b
BRER SR FHE0AC 2 B 5 I A M UE TR T8 IR s ik 46 - T 13 7 s i
M REalifl, DS ZIRR UL S (0.09mmol) |, oy € 4 . UPLC-MS (BS™, JERPE) :1.304)
Bli,m/z 464.3 [M+H] " UPLC-MS (ES™, KERYE) :2.9073 %1 ,m/7z 464.3[M+H] ",

[0837]  'H NMR(400MHz,DMSO-d,,8) :8.73(t,J=6.0Hz,1H) ,7.75(dd,J=7.5,1.8Hz, 1H) ,
7.51-7.37(m,5H) ,7.17-7.13 (m,1H) ,7.04(td,J=7.6,0.9Hz, 1H) ,6.32(s,2H) ,4.70(d, ]
=4.9Hz,1H) ,4.54(d,J=6.0Hz,2H) ,4.17-4.06 (m, 1H) ,3.90 (s, 3H) ,3.56-3.45 (m, 1H) ,
2.05-1.96(m,1H) ,1.88-1.80(m,1H) ,1.79-1.71 (m,2H) ,1.71-1.61 (m,1H) ,1.61-1.51 (m,
1) ,1.39-1.21(m,1H) ,1.15-1.01 (m, 1H) .

[0838]  SJiE{49:5- 540k - 1- [4- RIS R3] -3- [4- [ [ (2- AR I SD) 24 5L
FLIORFE Tk - 4 - PR

o
y—NH;

)

-—\

y VAR
MeO—{
OH \:/

[0840]  [f]4- [5- A k- 4-2A B E-3- [4- [ [ (2- A RO I L L) SR ) IR R ) 2Rk Ttk
e -1 -] KR (0.05mmol) [ THE (3mL) yAR H ML - — PR (0. 24mmol) . hfiﬁ
TR A PAERTHE RS, il IIA AN G EIAR (InL) 73 KI5 = - TIEt0AC A UK E o K&
A HLA B TR N 08, O e 4 i s i o B 4 S 1Yl 25 SHPLC AL, DA
RIBREY AP (0.01mmol) |,k (A 44 . UPLC-MS (BS™, A EeE) < 1.317 %, m/z 472.3 M+
H] " UPLC-MS (ES', KJE) :2.953 81, m/z 472.3[M+H] . "H NMR (400MHz, DMSO-d,,8) :8.75
(t,]=6.0Hz,1H) ,7.78-7.72(m,1H) ,7.59-7.51 (m,4H) ,7.51-7.41 (m,5H) ,7.18-7.13 (m,
1H) ,7.06-7.01 (m,1H) ,6.44 (s, 2H) ,5.35-5.27 (m, 1H) ,4.60-4.52 (m,4H) ,3.90 (s, 3H) .
[0841]  SJHEf50: 5- S -3 [4- [ [ (2- SR L) S E ] FHAE I R ] - 1- (TR HHORED)
ML - 4 - FH B fiz
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HN—

L) \—\

o meo—
Me

[0843]  5-%d3E-3- (4- RS -1- (A FIORIE) Mpme -4- i

[0844] i L FFH, il it ket sidd: ta i 2lift , FH0-80 % EtOAcH BEbe Al it , fi2- [ (4-

PROREL) - AL - I LT P9 — )15 (0. 29mmo 1) RN FH A EL ) (0. 34mmol) 13RI bR, & ¥

(0.21mmol) , JAE Al & . UPLC-MS (ES", %ife1) : 2.02438h,m/z 353.0[M] ",

[0845]  N-[[4-[5-%2&-4-T50AE-1- (A FIORIE) mpme - 3- R ORIE ] FH ] - 2- PR - ORI

i

[0846] i AL FFK, il it ket e i 2lift, FH10-100 % EtOAc ) Bkt ia i vl , i =

- L[ (2- HAE AR F e L) S e ] FR LTS B (0. 39mmol) 15 - 2 -3 (4- LK EL) -1- (A

PR E) nH s - 4 - ISR 2bRBU L A (0. 19mmol) , Ay 2K I faFl 4 . UPLC-MS (ES', &Gt .

1.7655 %0, m/z 438.3[M+H] ",

[0847]  5-%543E-3-[4- [[(2- AR R AL S0 ] FHIE] RO ] - 1- (JR] HHOREE) mppme -4 -

[iRivs

[0848] 1 LM, sl it kit € it 4k, FHO-10 % MeOHIIDCMIA TR eI I , N - [ [4-

[5- % J-4- 50k - 1- (R FHACED) nbme - 3- L T R FE T PR ] - 2- RSB - SR FH % (0. 19mmo) 15

FIRREE A (0.02mmol) JUPLC-MS (BS”, 45214 < 1.5743%,m/z 456. 3 [M+H]" . UPLC-MS (ES

CRRME) 13,5908, m/z 456, 3[M+H]".

[0849]  'H NMR(400MHz,DMSO-d,,8) :8.75(t,J=6.2Hz,1H) ,7.75(dd,J=7.6,1.7Hz, 1H) ,

7.57-7.52(m,2H) ,7.51-7.37(m,6H) ,7.24-7.19(m,1H) ,7.18-7.13(m,1H) ,7.07-7.01 (m,

1H) ,6.46 (s,2H) ,4.56(d,J=6.2Hz,2H) ,3.90(s,3H) ,2.39(s,3H) .

[0850]  SJiEfA51 : 5- G k-3 [4- [ [ (2- HH SR OR R AE) Gl Bk ] FHAE I DR ] - 1- (3- Mg 20)

M - 4 - F e fr

H'_)N\
H,N al
2N A
[0851] T;\:': <f} P
AN =/ HN—< OMe
LA VA
N \—/

[0852]  5-5AJE-3- (4-IRIE) - 1- (3-MEnE ) e -4- FH

[0853] i FHREFFH, s — O, H2- [ (4-0830) - A - LT P )% (0. 42mmol) A1
3-MEIE FEE (0. 46mmol) 18- B bREU L 59 (0. 42mmol) , Sy I G [H 4 . LC-MS (ES”, R ME) -
5.21%8h,m/z 339.9[M] .

[0854]  N-[[4-[5-%43&-4-T3E-1- (3-MEIEED) M mp - 3-SR FRAL] -2 - A3 - ZR L
Ji%

[0855]  iE JTIFE K, i ek e bt (4 i 4lif b, J110-5 % Me OHYIDOMIA TR I , 1355 - S 2k -
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3- (4-TRZEIHL) -1- (3-MELmE L) Mk -4- FH G (0. 42mmol) AN=3- [ [ (2- AR W) 44
SEYFRIET G (0. 46mmol) fHBIBRBIUL A4 (0. 30mmol) , Jhy 4 [ €l A LC-MS (ES", kiR
VE) :4.44%55 %0 m/z 425.1[M+H] .

[0856]  5-%4 k-3~ [4- [ (2- AR HIMEID) S 56 ] HHAL ] DR ] -1 - (3- Mk 5E) Mk e -4 -
iR

[0857] i FHAE M, i Akl st e 1% 4if ., FHO- 10 % Me OHIYI DCMIAIR B f , N - [ [4-
[5-2 3k -4-T503E-1- (3-NbmE 5L ntbme -3~ JLTRIL] LT - 2- FHAEUEE - R FHE I (0. 14mmol) 43
BRRBL A (0.10mmol) , 2 1Al 14 UPLC-MS (BS™, BIRYE) : 1.2940 %1, m/z 443 .4 [M+H] ",
UPLC-MS (ES", KF&ME) :2.86%3 81, m/z 443.1[M+H] .

[0858]  'H NMR (400MHz,DMSO-d,,5) :8.86(d,J=2.5Hz, 1H) ,8.76 (t,]=6.2Hz, 1) ,8.60
(dd,J=4.9,1.6Hz,1H) ,8.06-8.03 (m,1H) ,7.75(dd,J=7.7,1.8Hz,1H) ,7.60-7.54 (m,
3H) ,7.50-7.44 (n,3H) ,7.17-7.14 (n,1H) 7.03 (td, J=7.7,1.1Hz,1H) ,6.63 (br s,2H) ,
4.56(d,J=6.1Hz,2H) ,3.90(s,3H)

[0859]  SZfEfhil52:5-Ga k- 1- B -2-3&-3- [4- [[ (2- AR L) 2438 ] FH AL DR 3E ]
LR - 4 - FHPE

HoN
N\ F_. O
H-N [
LA T"‘ﬁ‘\" '{W\
I 74 d O
[0860] NN‘N-\_\:/ HN— OMe
.r.f—. b i ; ;
.If :f N\ "_{r(.‘ \\\

[0861]  N- (Efijifhi-2- I AL %) 2 2 R A ] Fis

[0862] 1 JMEITE, il it ke blstii e i 2lift, FH0-80 % EtOAcIM Bt A e i , 2 - B
fili (1. 14mmol) AR FR A T TG (1. 36mmol) 752 PRt 54 (0.89mmol) , ki 3 (h [l 4% o
'H NMR (400MHz , DMSO-d,,8) :9.54 (s, 1H) ,7.31-7.26 (m,2H) ,7.23-7.20 (m,2H) ,3.72 (s,
2H) ,3.69(s,2H) ,1.47 (s,9H) .

[0863]  Efijifi-2- FLffF R R SR

[0864]  KEN- (Efij-2- I AE S D) 2L IR T i (0. 89mmol) ¥ 1-THF (5mL) HJf I NAIAE
R A S AR (MAETHE R, 1. 52mmo 1) o RF S R AE 2550 R ek /N B R TLC I i i
MR TEATHFRE SN TVAAINE, CLKIA R K I 53 B9 %5 2 o R oK 2 IDCMAR L, A A ALAR
) T R T4, DRl s e s o B s T Sl SR (1. 25MAEMeOHH, 9. 04mmo 1) A2,
FER SR AR = N BEFE 16 /NI o K5 SR Rk Hs o i, 15 2R i s - 2 - SR F AR IR £
(0.89mmo1) -UPLC-MS: (ES", &) :0.8343%1,m/z 149.0[M-HC1+H] .

[0865]  5-%JE-3- (4-7ROKEL) - 1-Efijss-2- L -npme -4 - IS

[0866] 3l AT H , 1 ixd Frb i PR A e il 4t , JT10-80 % EtOAc¥) BEbe iA i e bl e, fii2 -
[ (4-PRIR3E) - H AR R -0 FP 3L P9 05 (0. 68mmo 1) FENT N - 2- B R EG £h (0. 82mmol) 15 2R
BV (0.45mol) , RS B lE K JUPLC-MS: (BS", JHERYE) :2.0953 %0, m/z 381.1[M+2] .
[0867]  N-[[4- (5-%0&-4-T500E -1 - By -2- S -npm - 3-50) JRIE] ] -2- PR - ORI
i
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[0868] i AR K, i i R PRt (i &l , FHO- 100 % EtOAc B e A i , (55 -
L3~ (4-JROKIE) - 1- B - 2- B - k- 4- FJR (0. 45mmo 1) =48 - [[ (2- FAE 3ok H ik
H0) SAEET L) AT A (0. 63mmol) 73 BIARBAL A M2k BRI (0. 34mol) , gk (At lisl f . 'H
NMR (400MHz ,CDC1,,8) :8.27(dd, J=7.8,1.8Hz,1H) ,8.24-8.19 (m, 1H) ,7.91-7.89 (m, 2) ,
7.50-7.47 (m,1H) ,7.44-7.41 (m,2H) ,7.28-7.25(m,4H) ,7.14-7.10 (m,1H) ,7.01-6.99 (m,
1H) ,5.09-5.01 (m,1H) ,4.73(d,J=5.6Hz,2H) ,4.27 (s,2H) ,3.95(s,3H) ,3.61(dd,J=
16.1,7.1Hz,2H) ,3.45(dd,J=16.4,8.7Hz,2H) .

[0869]  5-GA0L-1-EfHi-2-5L-3- [4- [[(2- AR IR IE) S8 ] RS R AL b -4 - F
Pt

[0870] i AL, 1 PeadiAt itk 4tk , FHO-10 % MeOHIDCMIA R et S , EN-[[4- (5-
GASE-4- L 1Bl - 2- L - - 3- 350) RIE ] L] - 2- AL - R R (0. 11mmol) 152
bRl &9 (0.03mmol) |, by 4 a4  UPLC-MS (ES ', 50 RTE) :1.65%0 %0, m/z 482.1[M+H] .
UPLC-MS (ES", KFR1E) :3.85%3 %0, m/z 482.1[M+H] ",

[0871]  'H NMR(400MHz,DMSO-d,,8) :8.72(t,J=6.0Hz,1H) ,7.74(dd,J=6.2,1.7Hz, 1H)
7.50-7.38(m,5H) ,7.25-7.23 (m,2H) ,7.19-7.14 (m,3H) ,7.05-7.01 (m, 1H) ,6.45 (s, 2H) ,
5.23-5.15(m, 1H) ,4.53(d,J=6.0Hz,2H) ,3.89(s,3H) ,3.39-3.28 (m,4H) .

[0872]  SJHEf553 : 5- G Ak -3- [4- [ [ (2- HH SR OR L) Sk ] FH AL I ORAE ] - 1- (2-mipme 20)
M - 4 - F e fr

'\I-;::.AO
HoN_ J—
— /4 \\ o
[0873] NN \=" Hn—4 owme
'ﬁ/\““‘“{/ . T i
k\»;'- N V4 \\
N\ o/

[0874]  5-5JL-3- (4-JRIKID) - 1- (2-MENEIL) Mme-4- FHE

(08751  afi FHARFH, JoRs — 1%, FH2- [ (4-T08 80 - AL - BT P 1 (1. 24mmol) A1
2-EELERE (1. 36mmol) 15 2P HIAREL S (1. 24mmo 1, B 2 5) , A H il 4k . UPLC-MS
(ES", ) :2.0343 %0, m/z 340.1[M]".

[0876]  N-[[4-[5-545E-4- 152k -1- (2-MEnE L) npbme - 3- L] ORI ] HH L] -2 - HHAR AL - R gk
Ji%

[0877] i AR FPK, il ek e DRod A a3 &l , FHO- 10 % MeOHIFI DCMIE TR VLB , 75 - 24
F-3- (4-BURED) -1- (2- b mE L) nbmde - 4- FRJG (0. 44mmo) A1 =580~ [ [ (2- SR FHESD)
S AL THIGE A (0. 48mmol) 73 BARAEUL 54 (0. 31mmol , 70 % W) |, Ak A el 4
UPLC-MS (ES", 5 RME) :1.7707%h,m/z 425.1[M+H] ",

[0878]  5-%adik-3-[4- [[ (2- SR HIBEIL) SUE] HSE] 2R AL ] -1 - (2-Mkme 50 nme -4 - Ff
i

(08791 i FHFE M, s feE e Pt AE 23 , FHO - 10 % Me OHFIDCMIATR B , N~ [ [4- [5-
GAEE-A4- A 1- (2-MEnE 5L Mpms - 3-FL] SR L] HHEL] - 2- F AR - DR R (0. 31mmol) 1521
PRk &9 (0. 10mmol) , A (A €444 . UPLC-MS (ES', 45l E) :1.6040 80, m/z 443 .1[M+H] .
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UPLC-MS (ES", KR :3.67/3 %0, m/z 443.1[M+H] ",

[0880]  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=6.3Hz, 1H) ,8.49-8.47 (m, 1H) ,8.01-7.96
(m,1H) ,7.88-7.86 (m,1H) ,7.76 (dd,J=7.7,1.9Hz,1H) ,7.69 (br s,2H) ,7.59-7.56 (m,
2H) ,7.51-7.46(m,3H) ,7.34-7.31(m,1H) ,7.17-7.15(m,1H) ,7.04(td,J=7.6,0.8Hz, 1H) ,
4.58(d,J=6.0Hz,2H) ,3.91(s,3H) .

[0881]  Sjefhi54: 5-243E-3- [4- [ [ (2- AR L) O AR R 3L - 1- (4- Mg D)
N -4 - R

H,N
\--.,O
NN 0
[0882] ‘ NN \:\_\HN { OMe

[0883]  5-%ddE-3- (4-TEAKIL) -1- (4-FREie L) MEme -4- i

[0884] 2 AL FH, o =L e, ¥4 - Mg B (1. 44mmol) Fn2- [ (4-FEEL) - IS

Fe- LT G (1. 31mmo ) 3 2L HIRRSUL A9 (1. 31mmol) , hy (A {4 [ 4 . LC-MS (ES”,
UEAME) 14,6658, m/z 341.9[M+2]",

[0885]  N- [[4-[5-%AJk-4- 50k -1- (4-MkmeESL) nppme -3- FL] RS L] - 2- FARSE - ORI

7

[0886] i FFRFPK, i i Ak R PR AE (i 4k, FHO- 10 % Me OHFY DOMIZE IR VEI T L 15 - 44

FL-3- (4-JRIEFD) -1- (4-MmE JE) nH e -4 - FA R (0. 44mmo 1) =3 - [ [ (2- ALK FH L AL)

SAFE] FHEET MG R (0. 48mmo ) 3 B FRABUL A (0. 36mmol) , 2y K [ 4[] 4 . UPLC-MS (ES”,
HERME) :1.374 %, m/z 425.1[M+H] ",

[0887]  5-%543E-3-[4- [[(2- AR R AL S8 ] L] RO ] - 1- (4- Mg ) mppme -4 - FH

Pz

[0888] i FHFEFPM, 1 AE R AT (a4t , FHO-10 % MeOHRIDCMIZIR e , N - [ [4-

[5-58 35 -4- Tk -1- (4- Mg 50) mbme - 3- L R FE] FHIE ] - 2- A AL - DR FH B % (0. 36mmol) 153

SRR AW (0.13mmol) |,k (444 UPLC-MS (ES™, J0fRME) < 1.19478h,m/z 443 . 1[M+H] ",

UPLC-MS (ES", KFRYE) :2.6750 %1, m/z 443 . 1[M+H]".

[08891  'H NMR(400MHz,DMSO-d,,8) :8.76(t,]J=6.2Hz,1H) ,8.69-8.67 (m,2H) ,7.75(dd, ]

=7.6,1.8Hz,1H) ,7.73-7.71 (m,2H) ,7.58-7.55(m,2H) ,7.50-7.45(m,3H) ,7.17-7.14 (m,

1H) ,7.03(td,J=7.6,1.0Hz,1H) ,6.81 (br s,2H) ,4.57(d,J=6.0Hz,2H) ,3.90(s,3H) .

[0890]  SLjitiff55: 3~ [5-%d k-4~ I WAL -3- [4- [ [ (2- AR FIIESD) 2 5L AL ] oK

SLTnpme -1 - B IRCLTRIR O A1)

H-N
sl
H,N '

2N /_«' 7\
[0891] ,\\V p rLTN ;\_QN _J\‘-?"O OMe
Et0” \( —
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[0892]  3- GRUT “ASEHRIL P b IR iR

[0893]  jii FHFEFFE, 3- S AIR LR R C iR (5. 04mmo ) FIHFEE FHEZ A T 5 (5. 30mmol) £
S0 N HFE3 /NN o SN TR A FIMe OHIAR 2K, SR I IRk s e 44 o« 14 Bk s HIDCMAR R 1A A
NH, CLZK IR 15 o B A M UZ 0 e 0 A A IR de 4, R 753 BARAUE &9 (3. 77mmol) o
UPLC-MS (ES", 50l 1) :1.55%3 %, m/z 285.1[M+H] ",

[0894]  3-[5-5adL-3- (4- PRI -4- AL - - 1 - B PR RIR O

[0895] il R0, il ik AL e PR At a3 4if, FHO-100 % EtOAc i Bebe i i e i i , 3 -
CRUT S R L L) BRC B2 R U E (3. 77mmol) F12- [ (4- 72K 3L - FA 3L - L)
“IERF R G CGRAERL, 1. 4Tmmo ) FIFRE L A CrA K2, 1. 21mmol) - UPLC-MS (ES
CRERYE, FARD) 22,0593, m/z 419, 1[M+2] . UPLC-MS (ES', St , SAfAk2) 2. 1147
Bhom/z 419.1[M+2]",

[0896]  3-[5-%43E-4-50E-3-[4- [ [ (2- AR I AL) S8 ] PP IR AL T e -1 - L3R
CTARIR i CrAa AL

[0897] i FARFPK, R =5 - [[ (2- A BEOR PR L) 2058 ) R AL T2 8 (1. 1 1mmo) AN3-
[5-5 2k -3~ (4-JIKHL) -4- L -k - 1 - FEI IR HE AR TR R (A4 1,0.72mmol) E80°C
NHERE L6/ oK SRR A i i Celite®™ Had S8 FADCMBE ¢ « % i /K R B FDCM
(X 3) ZH G E I B ALZE M 0 A E I i 4 , 13 BRSSP Gk,
0.72mmo1) -UPLC-MS (ES”, 40l :1.8343%h,m/z 502.3[M+H] ",

[0898]  3-[5-%adk-4- S FIMEE-3-[4- [[ - AR HFIL) SO ] ISR R R s -
1-F IR SRR CRiE (A8 kD)

(08991 il FHFE L, il ik AL e PRt At: i 4ift , FHO-100 % EtOAc i Bebe i i e i i, 3 -
[5-5a0k-4-5FE-3- [4- [[ - SR HRLED O8] L] R FE e - 1 - BEIIRCHERIR O
fif G441, 0.30mmo ) 13 B bREUL A (RAK1,0.03mmol,10%) -UPLC-MS (ES”, &
PE) :1.6340 %M, m/z 520.4[M+H] . UPLC-MS (ES', K-Eath) :3.764 %M, m/z 520.2[M+H] ".'H
NMR (400MHz ,DMSO-d,;,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J="7.7,1.8Hz,1H) ,7.51-7.39
(m,5H) ,7.17-7.15(m,1H) ,7.04 (td,J=7.6,1.0Hz,1H) ,6.27 (br s,2H) ,4.55(d,J=
6.2Hz,2H) ,4.34-4.25 (m,1H) ,4.15-4.09 (m,2H) ,3.90 (s, 3H) ,3.01-2.94 (m,1H) ,2.11-
2.04(m,2H) ,1.93-1.43(m,6H) ,1.22(t,J=6.9Hz,3H) .

[0900]  SZj15156 : 5- el - 1- Bk k- 3- [4- [ [ (2- FHAE L 2K FE L) S0 0L ] FR L] SR T
e -4 - R

m ‘ \,.—: (0]
[0901] ! . \‘/HJ\> il \\ ......... \ 0
e o

[0902]  5-TKJHcdE-3- (4-JROKSD) -1 -2 RIE-Mhme -4 - FHS
[0903]  [f)5- S 3k -3~ (4-JROREL) - 1-BA7&CEE - e e - 4- FHRS (0. 15mmo1) IR B AR
(0.30mmo1) A R4 (1T) (0. 15mmol) FIDCM (1mL) AR NN =% (0. 30mmo1) o B N TR
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HIFE L T BEREL6/NIF SR el e 4 o 2t 1k AR st A: 4 i 4lift , F20-60 % EtOAcf bR
BelA Rl , A3 2 bR8UE A9 (0. 10mmol) , o4 (A (] #4 . UPLC-MS (ES™, JEERME) 2. 30541,
m/z 407.0[M] ",
[0904]  N-[[4- (5-FRfdk -4 - S0k - 1 - TR RIE -k - 3- 50) JRIL T HISE] - 2- FHAOL - R Ik
it
[0905] i@ JTIREFK, 1 ik e g A (i alifl , J1120-80 % EtOAC I BR b i i s , 15 -
TR -3 (4-JRIEED) - 1- PR EE- I -4 - FJ (0. 10mmol) A8 FRAY. &4 (0.09mmol) , Jy
FIE K UPLC-MS (BS', AR TE) :2.045 8, m/z 492.1[M+H] .
[0906]  5-FKJEHk-1- PR AL -3- [4- [[(2- FHAESER HIBEIL) 58] HH L] R FL T em - 4 - HH gk
it
[0907]  jii AR L, o RE R AT ta p% difk , FHO-3 % MeOHR DCMIE IRt i, (N - [[4-
(5- TRt - 4- T30 - 1- 20 R IE - e ms - 3-38) ORALT L] - 2- FRAR L - 2R FH e (0. 09mmol) 15
BRI A (0.07mmol) , 4 A 4 [Fl 4 UPLC-MS (ES', ZHERTE) :1.8845% 8, m/z 510.2[M+H] ",
UPLC-MS (ES', KJRME) :4.475 % ,m/2z 510.2[M+H] ",
[0908]  'H NMR (400MHz,DMSO-d,,8) :8.71 (t,J=6.0Hz, 1H) ,7.83 (s, 1H) ,7.76 (dd,J=
7.6,1.7Hz,1H) ,7.67(d,J=8.2Hz,2H) ,7.52-7.44 (m,1H) ,7.35(d,J=8.2Hz,2H) ,7.22-
7.09 (m,4H) ,7.08-6.95 (m,2H) ,6.80-6.72(m,1H) ,6.61(d,J=7.7Hz,2H) ,4.67-4.57 (m,
1H) ,4.53(d,J=6.0Hz,2H) ,3.91(s,3H) ,2.01-1.76 (m,6H) ,1.63-1.48 (m, 2H) .
[0909] G157 : 5- G0k - 1- [4- (LG HIEED) TRCAE] -3- [4- [[(2- AR HIE
50 GUSET L] R AL e -4 - R (AL, S5 7a, FISE A9 k2, 051515 7b)

H>N

—0
HoN_ [ _
|l A 0
[0910] /”‘*\{N N \’_\\— HN—‘R_‘:OM(:
/\‘\, ) \
o Ny VY \Y

[0911]  5-GFE-1-[4- (R RUETIFEED) PR AT -3- [4- [ [ (2- AL 2R ML) 2 L)
FHEL] ORI T g - 4 - B e

[0912] Ry Py REETRITIA TR (B0H & % fEEtOACHT, 0. 14mmol) JINEI — FHELJie (OMAETHFHy,
0.92mmol) N,N- PN (0. 27Tmmol) Fil4- [5-54F-4- A FE I 3E-3- [4- [ [ (2- A
IR FAMERD) S8 ] FRSL ) RS - 1 - FET PR B FHR (0. 09mmo) FUTHF (0. 50mL) YA H o 4
SR IIAAE A0 CHHEPE L6 /N AR DN B AN — FREE % (2MAETHFH, 0. 92mmo)
N,N- SN EE N (0. 27Tmmo 1) AP FERET (BOEE HE % AEEtOAcH!, 0. 14mmol) VAR , FKE s
RR A YIAEA0 CRFER48/ N SR IR S0 - B [ SR A e /K FIDCM 2 R 43 |2 o B K E
FADCM (X 3) ZEH . A FF IO A WL U 22 6 /K B B it 0 W PR B 25 AT 4% 2 W) o 185 Rk T B
M a4k, FH0-8 % MeOHfIDCMIATR VE T , 73 BIFRSU L &% CA944k1:0. 04mmol
42 % W) FbRBL S (FA91K2:0.02mmol) |, Jhy [ € [ 44 . UPLC-MS (ES”, A5 R ; S A1k
1) :1.4043 8, m/z 519.3[M+H] . UPLC-MS (ES™, KRV ; A1) 3. 710551, m/2519. 2 [M+H] "
"H NMR (400MHz, DMSO-d,,, 8, S#44fA1) :8.73 (t,J=6.0Hz, 1H) ,7.76 (dd,J="7.7,1.7Hz,11)
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7.52-7.38(m,5H) ,7.16(d,J=8.4Hz,1H) ,7.08-7.01 (m,1H) ,6.30 (s,2H) ,4.55(d,J=
6.0Hz,2H) ,4.21-4.10 (m,1H) ,3.91 (s, 3H) ,3.00 (s,3H) ,2.90-2.82 (m, 1H) ,2.80 (s, 3H) ,
2.22-2.08(m,2H) ,2.03-1.90 (m,2H) ,1.74-1.64 (m,2H) ,1.64-1.53 (m,2H) .
[0913] UPLC-MS (ES", 4R ; e (Ak2) :1.3740 %, m/z 519.2[M+H] . UPLC-MS (ES", K-fig
SERIHR2) :3.6753 M, m/z 519.2[M+H] . "H NMR (400MHz ,DMSO-d,, 8, 344 {A2) :8.74 (¢, ]

——6.1Hz,1H),7.78 7.73(m,1H) ,7.52-7.37 (m,5H) ,7.16(d,J= 9.0Hz,1H),7.08-7.01(m,
1H) ,6.35(s,2H) ,4.55(d, J=6.0Hz,2H) ,4.20-4.06 (m,1H) ,3.90(s,3H) ,3.03 (s, 3H) ,2.81
(s,3H) ,2.73-2.61(m,1H) ,1.96-1.82(m,4H) ,1.82-1.73(m,2H) ,1.62-1.44 (m,2H) .
[0914]  Sith158 : 3- [5- %5k -4- S I WAL -3- [4- [ [ (2- AR FIIESD) 2 L) AL ] oK
SETnpme - 1- B IIRCLTRIR Ol G fA2)

H,N\F; 5

>N

Y\ /7 \

[0915] o~ NN }

|
//)

{
.5}L\
o)

OEt

[0916]  3-[5-%JE-4- 0L -3- [4- [[(2- FAA R FHLED) S Bh ] AL T RO Jibme - 1 - FL PR
LRI LR (A ik2)

[0917] 2@ HFEFK, FH3- [5-%43E-3- (4-JROKEE) -4- 50 -mbme - 1- B PR B ARIR O i (O
2,0, 72mmo1) FN=5 - [ [ (2- AR D) S 38 ] FHSL TGS A (1. 11mmo1) 75 2k
PR & G k2,0. 72mmol (B E & HILR) JUPLC-MS (BS™, Ji R M) « 1.7803 %) ,m/ 7
502.3[M+H] ",

[0918]  3-[5-%adk-4-G L HIMESE-3- [4- [[(2- AL R FIRLAL) s 3k ] R AL ] RS ) s -
1- IR RIR O iR G 1k2)

[0919] s IR/ FL, il kel ik 4difle , FHO-10 % MeOHfDCMIA R eI , 33 - [5-
AR -4-T3E-3- [4- [[(2- AR OR D) S AR D HH AR I ORI T npe s - 1- B IR T RIR O
(AL A2, 0. 30mmol) 3 BIFRAL AP CFA91K2,0.02mmol , 6% WCE) UPLC-MS (ES, JHI&
PE) :1.78%5%0,m/z 520.2[M+H] " UPLC-MS (ES", KFath) :4.2353 80, m/z 520.2[M+H]".'H

NMR (400MHz , DMSO-d,;,8) :8.74 (t,J=6.1Hz,1H) ,7.75(dd,J="7.7,1.8Hz, 1) ,7.52-7.38
(m,5H) ,7.17-7.15(m,1H) ,7.04 (td,J=7.5,0.7Hz,1H) ,6.35 (br s,2H) ,4.55(d,J=
6.1Hz,2H) ,4.23-4.12 (m, 1H) ,4.11-4.02 (m,2H) ,3.90 (s,3H) ,2.49-2.43 (m, 1H) ,2.08-
1.99(m,1H) ,1.94-1.66 (m,5H) ,1.51-1.36(m,1H) ,1.35-1.21 (m,1H) ,1.17 (t,J=7.0Hz,
3H) »

[0920]  S7JiE15159: 5- 2 Ak -3- [4- [ [ (2- AR F e L) Sl 36 ] FH AR R AL ] - 1- (3- % En
T - 1-55) mpme - 4- F e fre
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H,N
N o
HN_
T ﬂf—\\—\ O
[0921] AN =/ HN- OMe
A VA
] . -
N

[0922]  N- [ (3-%4C B - 1- 0 50 S0 ] St FEa R T g

[0923] @ IR FE, il e it ik 2t , FH10-50 % EtOAcii BEkE s i e e, i1,
3-ENTE i (1. 37mmo 1) FHFEL FAERA T G (1. 44mmo ) £53- 2 bt &4 (0. 86mmol , 62 % Y&
) afE L 'HONMR (400MHz , DMS0-d,,8) :10.19 (s, 1H) ,7.90-7.88 (m, 1H) ,7.81-7.76
(m,1H) ,7.63-7.59 (m,1H) ,7.63-7.59 (m, 1H) ,3.41(s,2H) ,1.50(s,9H) .

[0924]  N- [ (3-SARE - 1-F0) a0 ] %l R T 1S

[0925] G HFERFF, HIN- [ (B3-S AREm - 1 - M%) 258 ] 2 5L FIERRU T i (0. 75mmol) 75 EIK
BRI A9 (0.5Tmmol) , Ry etttk Yy . UPLC-MS (BS™, 50 FR M) :1.4147 %1 ,m/z 285.1[M+
Nal ',

[0926] [ (3-%AARENH-1-20) 2] ¥4;2,2,2- iR R

[0927]  [FIN- [ (3-ZAARETH - 1-30) S8 2 A IR AU T i (0. 57mmol) [JDCM (5mL) JA4H N
ANTFA (60mmol) o ¥ SN TR AW AE 20 B g HE /NI, IR 9 4, 15 2D AR B &9
(0.57mmo1) «'H NMR (400MHz ,DMSO-d,,8) : 7.89-7.35 (m,4H) ,5.21-5.10 (m, 1H) ,3.19-3.05
(m,1H) ,2.88-2.75(m, 1H) »

[0928]  5-%5a3&-3- (4-JRRID) -1- G- SAAR - 1 -F5) Nk -4 - FH i

[0929] e FTIFE P , 1l ek fRe PR e ik 4dife , FH0-80 % EtOACc ) Bebe s il it , i
2- [ (4-JRKED) -HE L - R R i (0.46mmol) AL (3-5A AR En - 1-3%) s3] 445:2,2,
2- =J IR ER (0. 10mmol) 3 BN PR, ¥ (0. 10mmol) , AAE (] & . UPLC-MS (BS", 4 2
VE) :1.8443 %80, m/z 394.9[M+2] ",

[0930]  N-[[4-[5-%JE-4- T2k -1- (3-SEmiMi- 1-55) nbme -3- FL) R AL T FH L] -2- FHAR
AL - IR e fr

[0931] 2 IR 7K, il e it ik 2lifk , FH0-100 % EOAcif BEkE s iR e i , 145 -
SAFE-3- (4-JEFEED) - 1- - ARETH-1- 50 Mk -4- FIE (0. 1mmol) FI=45- [ [ (2- AR FL
FHTpE ) S B ] FH L T IAE B4 (0. 13mmo ) #3- 2Rl b A4 (0. 03mmol) , JAyd €[] 44 . UPLC-MS
(ES', 45 TRME) :1.635 %, m/z 478. 1[M+H] ",

[0932]  5-%53E-3-[4- [[(2- AR AL S0 ] FHOE] RO ] - 1- (B3-S AXEn - 1- 50 ik
M - 4 - F g frg

[0933] 3l FAR /7L, o B F5 0 il 2 UHPLCAE b i , fiiN- [[4- [6- &R -4-12E- 1-
(3-SR B - 1-30) mpme - 3-FL I SR FE] FHEE] - 2- FH AR AL - 2R FAE I (0. 03mmol) 15 BIFR@ L &
P (0.02mmol) , JyKAh {4 . UPLC-CMS (ES”, 5 R M) :1.4743 %, m/2z 496.1[M+H] .UPLC-MS
(ES", Kl :3. 74558, m/2z 496. 1[M+H] . 'H NMR (400MHz,DMSO-d,,8) :8.69 (t,J=
6.0Hz,1H) ,7.75-7.71 (m,3H) ,7.56 (t,J=7.8Hz,1H) ,7.49-7.47 (m,2H) ,7.34(s,4H) ,7.14
(d,J=6.0Hz,1H) ,7.05-7.00 (m, 1H) ,6.72(s,2H) ,6.20(dd,J=7.7,3.5Hz,1H) ,4.50(d,J
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=6.1Hz,2H) ,3.87(s,3H) ,3.25(dd,J=18.5,7.6Hz,11) ,3.03 (dd, J=18.6,3.4Hz, 1H) .
[0934]  SCJiath160: 1-BR kAE-3- [4- [[(2- A ER FHBE D) S ] FHL]ORAE] -5- (FEEEE
L) NEbE -4 - FH i

H>N
[ L_‘LO

”Lx o)

NN =/ HN—{ OMe

\_¢
\j x; §\

[0935]

[0936]  3- (4-7RIRIL) - 1- 33 -5- (I AR L) nbme -4 - S
[0937]  [f]5-5A3E-3- (4-TRAKED) -1-BR 5L -mEme -4-FA S (0. 30mmo1) [AMeOH (3mL) 747
HINARRZE FHEE (0. 91mmo 1) AN HIETEN (25 F5 & % EMeOHHT, 1. 81mmol) oK [ N 7R & gl
m16/J\HT B NTR AP H R =0, RIS EDOMHIK 22 [R)53 |2 o 7K FIDCM (X 3) 251X, I
H A NE S Gk BRI T e 4 , 15 2P A AR A4 (0. 30mmol) - UPLC-MS
(ES VR 12,0938, m/z 377.0[M+MeOH+2] ",
[0938]  3- (4-7RRIL) - 1- 3L -5- (ARSI nibme -4 - S
[0939]  /EO°C I, )3~ (4-JRIKED) -1-FA K -5- (I 3RS Memk -4-FRTE (0. 30mmol) 1]
MeOH (3mL) AR H I EN (3. 02mmo1) o Bf S N TR A WAE 2= N BEPET2/ N o SR F5 /0
HiFARRINE, CLK AR K o SR FIDCM (X 3) ZEHUKIZ , I A A HUZm i 5K B Rt
RO IR 4 ol AR TR A % 2tifl , H120-60 % EtOAcH Bebe b el , 13 2 bt 54
(0.20mmol) , ky (A Al A . UPLC-MS (ES™, %) 2. 1443 8h,m/z 347.0[M+2] ",
[0940]  N-[[4-[4-FUE-1-PKHE-5- (LD npm -3-JE ] R AL -2 - AU - oK
Pz
[0941] i FHFR K, i Al fReAE: (% 4tk , FH20-60 % EtOACH BEle Al , i3 - (4- 1
RED) -1-FR L -5- (HELSAEL) MEme -4 - FHG (0. 20mmo 1) =51 - [ [ (2- AR D) 24
SV E Bk (0. 22mmol) 15 B FREAL A4 (0. 11mmo1) , 4 [ (4 F44 . UPLC-MS (ES™, FH iR
M) 1.855%h,m/z 430. 1[M+H] ",
[0942]  1-BAyRAE-3-[4- [[(2- AR D) S8 AL OR AL -5- (AR GUSD) mbme -4 -
it
[0943] 1@ AL FFL , alad RE R Ped AT ik adifl , 0 -4 % MeOHFDCMYA IR, , DA Sl i &2
AR A, F120-70 % MeCNIFI 751 % HHER [ /KIA TR , BN [[4- [4- 503 -1- PR3-
5- (FHJEZUIE) mbmp -3 - FL IR KL ] IR ] - 2- FRARUL - R IS (0. 1 1mmo1) 753 B PR AL 54
(o 05mmo1) , A [ {4l {4 . UPLC-MS (ES™, &5 FRYE) : 1.67008h,m/z 448.1[M+H] . UPLC-MS (ES
KRR 14,3008, m/z 448. 1[M+H] . "H NMR (400MHz ,DMSO-d,,3) :8.71 (t,J=6.1Hz,
1H) ,7.76(dd,J=7.7,1.8Hz,1H) ,7.54-7.46 (m,3H) ,7.37- 7.34(m,2H) ,7.17-7.15(m, 1H) ,
7.07-7.02(m,1H) ,5.85-5.81 (m,1H) ,4.73-4.64 (m,1H) ,4.52(d,J=6.0Hz,2H) ,3.90 (s,
3H) ,2.83(d,J=5.6Hz,3H) ,2.06-1.89 (m,4H) ,1.89-1.76 (m,2H) ,1.69-1.54 (m, 2H) .
[0944]  S7JiE{5161:5- 25k -1- (2,5- ZAIE) -3- [4- [[(2- AR FH R ) 22 ) HH A
ORFET N -4 - FH B e
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[0946]  5-543E-3- (4-PRARIED) -1- (2,5- —HIRID) MEwe -4- HE

[0947] el AR P H, AERT |, il i fE e PRagAT B il 4lifd, J110-60 9% EtOACH BRRTIATRIE
Wiga 2 [ (4-ROREE) - - AT PN 15 (0. 76mmo 1) FT (2, 5- 58 K 55) M
(0.76mmol) 15 FRAEUL A (0. 24mmol) , FK (a4 . UPLC-MS (ES”, A6 1) :1.9243 80, m/
z 375.0(M]".

[0948]  N-[[4-[5-5adL-4-FH-1-(2,5- FORED) MEme-3- R SR FPAE] -2- A AL 5K
F P fric

(09491 2 FRRJPK, el e sk A € 1% ik, FH10-10 % Me OHFYJ DCMIA IR eI , 15 -
Fe-3- (4-PR2K3E) -1- (2,5- T HRAED) Mk -4- HiE (0. 24mmol) FN= 35~ [ [ (2- FAE L8 Ik
F) ST AL THE A (0. 26mmol) 15 2IFREUE 54 (0. 24mmol) , Wi E (o AR . UPLC-MS
(ES", 5B < 1.68%5 %1, m/2z 460.2[M+H]",

[0950]  5-%540k-1-(2,5- KAL) -3-[4-[[ (- P AR L) SO0t ] AL S AL i -
4- FHRE %

[0951] 3 FHFE FPM, 1l AR SR st (i 40y, FHO-10 % MeOHRIDCMIZIR e , N - [[4-
[5-24E-4-53-1-(2,5- 5 REE) MM -3-JL] R AL L] - 2 - FR S AL - DR B i
(0.26mmol) S EIbREL S (0.03mmol , 10 % W) |, by I & [f 44 . UPLC-MS (ES", 5 FRYE) .
1.509 %1 ,m/z 478.2[M+H] . UPLC-MS (ES”, K1) 3,423 %, m/z 478.3[M+H] .

[0952]  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=6.1Hz,1H) ,7.76 (dd,J=1.8,7.7Hz, 1H) ,
7.57-7.41 (m,8H) ,7.17-7.15 (m,1H) ,7.07-7.01 (m, 1H) ,6.54 (s,2H) ,4.57 (d,J=6.1Hz,
2H) ,3.90 (s, 3H) «

[0953] St fdl62: 5- Gtk - 1-BA KL -3- [4- [ [ (2- ALK I 3E) SR F L] - 3- F 3L -
ORFET N -4 - FH B e

HoN_
H,N \1/4
[0954] N- N.':'
\

[0955]  N- [ (4-7%-2- FIAE-ORHD) FIRE] -2 - PR - IR T

[0956]  £FO°C I, 14~ -2- FHEE- DR FHRS (5. 10mmo) [ THE (30mL) 94 H I B P Sk
R A2 AP (IMEETHE R, 15, 30mmo1) o RHATRAE0C g HE3093 B, SR THIL 22 == 1 4
PE18/INT o J IIMe ORE Js2 IAE K o R4 A DRI AR5 B 3% FHINaOH (1M) FIEOAC /KR
o3 2 A HUE HIBRER AT, U Es I , 1 BRI (4- 7 - 2- IR -SR30) ke, SR L
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FTHF (20mL) H, FFEMIAN, N- SN EE 2% (15.29mmol) AR HIZ0C, ARJF InN2- H
AR S (5.61mmol) o SRIFHFHAL0C M REFE2053 8, SRS I SR AR =R T4 P16
NI o S FHHIRINE, CL/K IR IR K, AL BRIt (e, 0- 30 % ELOAC I BREEIRIR) , 15 21
PR (2.49mmol) LUPLC-MS (BS', Z0FER1E) - 1.8573 1 ,m/z 336.1[M+2] .

[0957] - FHARBE-N-[[2-HH-4- (4,4,5,5-PUFF3E-1,3,2- S 4eMiki-2- 5 KR
SR

[0958] il FHFE TR, FAN- [ (4- P -2- HA L - DR 30) FHEE] - 2- PR AR - 2R HH B e A5 2 KL ol o
bW (2.49mmol) JUPLC-MS (BS™, 50 Mt) :1.95% %, m/z 382.2[M+H] ",

[0959]  N-[[4- (5-53&-4-TRIE- 1H-MEmp -3-3%) -2- HHEL - S EL T HH L] - 2- FEAR R - DR HH ik
Ji%

[0960] il FHFE D, il ik AL e PRt At a3 4ift, FHO-100 % EtOAc i Bebe i i e i i, 2 -
FHAE L -N-[[2-FH3E-4- (4,4,5,5-PUFEE-1,3,2- AR 2umifs - 2- 38 SR 3] FHBL ] R F e i
(2.04mmol) 3 EIFREY &9 (0. 48mmol) -UPLC-MS (ES”, 55 EAYE) :1.4000 %, m/z 362.3[M+
H]".

[0961]  N-[[4- (5-53E-4-TRIE- 1- PR EE-Mpme - 3-55) -2- FEIE - SRBL T HA L] -2 - AR AL -
R

[0962] 4 ERFER% (0.63mmol) MINZIN-[[4- (5-543E-4-F{5E- 1H-NEmp -3-3L) -2- L%
FL]HEE] - 2- FHAA L - KRR (0. 48mmol) FPRARIA KT (0.53mmol) [1JDMF (5mL) VAR o FF
S I IR 80 °C ik 16/ N o AL HR I 18 i PR AT i 4018, FHO- 1 9% Me OHY DCMIA IRV A
J& S BFREAY A (0. 15mmol) UPLC-MS (ES™, %) < 1.8145%h,m/z 430. 1[M+H] ",

[0963]  5-54E-1- 3 RFE-3-[4- [ [ (2- PR AE) Sk ] L] -3- AL - R T nfbmee -
4- i

[0964] i@ R FFL, il RER P s (il 4y, FH25- 100 % EtOAcHI BEE A RE B , 1N~
[[4- (5-%AFE-4-TRE-1-IA K FE - - 3-FE) - 2- L - SR FE T FH L] - 2 - HH A 2 - SR A i
(0. 15mmo1) 3 EhrEi 44 (0. 04mmo1) UPLC-MS (ES™, 55 M) : 1.70 %0, m/z 448.1 M+
H]".UPLC-MS (ES", KJRME) :4.04% %, m/z 448.1[M+H] ",

[0965]  'H NMR (400MHz,DMSO-d,,5) :8.61 (t,J=5.8Hz,1H) ,7.73(dd,J="7.7,1.7Hz, 1H)
7.50-7.46(m,1H) ,7.35(d,J="7.6Hz,1H) ,7.30-7.23(m,2H) ,7.15(d,J=8.3Hz, 1H) ,7.06-
7.02(m,1H) ,6.32(s,2H) ,4.64-4.56 (m,1H) ,4.50(d,J=5.8Hz,2H) ,3.89(s,3H) ,2.36 (s,
3H) ,2.03-1.84 (m,4H) ,1.84-1.73(m,2H) ,1.63-1.54 (m,2H) .

[0966]  SJif5163:5- %43 - 1- (3-FEILENWG - 1-38) -3- [4- [ [ (2- AR FI D) 24 L)
FEISRFLT I -4 - F s

HoN
.ﬁo
H;\N ‘I' -
Py Y o
/4
[0967] AN = HN—  OMe
HO /\I “\_<
== 4 \\3
i‘. |} . '
{\\ ‘Ii‘[ \\:r:
\"V'J

[0968]  N- [ (3-F=ILEiH- 1 - D) S ] s SE RN | i
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[0969]  KERU T JEN- [ (3-SR B - 1 - 3E) S8 ] 2 3L IR T ig (0. 58mmol) ¥ J-THF
(5mL) HEIFIINAIGE — H ek &2 S0 (CMAETHE A, 3. 45mmol) o 4 S B AERT R it 14/
I o DINARAINH, CL/K IR, AL PRIk 4 e, 43 2 AR AU 549 (0. 57mmo) , A A o [i]
A& UPLC-MS (ES', 45HatE) :1.5745 %, m/z 287.0[M+Na] ',
fo970]  [(3-FRJLEmii-1-30) 2] 82,2, 2- iR Eh
[0971]  [FIN- [ (3-FEJE BT -1-30) S8 2 A IR T i (0. 57mmol) [1JDCM (5mL) JAH N
AN=FROR (57Tmmol) , FER R M IR AW ZE il P HEHE LN K% A Wi ik 4, LATS 204
il [ (3- Ak et~ 1-30) 20814452, 2, 2- =9 LR (0.57mmol) o 'H NMR (400MHz , DMSO-d,
§) :7.57-7.31(m,4H) ,5.04-4.99 (m, 1H) ,2.83-2.78 (m, 1H) ,2.09-1.98 (m, 1H) »
[0972]  5-%543&-3- (4-JRRID) -1- G- FLIEeii- 1-F0) bk -4- FH i
[0973] 3l FHIARFH , i i fe R PR A e il 4t , JT10-80 % EtOAc¥) BEbe A e bl , fii2 -
[ (4-PR2R3L) - FAR L - M FR R T PN S (0. 46mmol) N[ (3-FR3LEmH - 1-30) & 3E]44;2,2,2-
ZHOTRER (0.55mmol) 15 BFREUL S (0. 28mmol) |, R {4k . UPLC-MS (ES, £fatE) .
1.87455%4h,396.9[M+2] ",
[0974]  N-[[4-[5-%2%-4-T505-1- (3-F2RLenyif- 1- %) mpme -3- FL T REL I ] -2- %
- IR e fr
[0975] 2@ IR FK, il e it ik 2lifk , FH0-100 % EtOAc BESE s iR e i , (5 -
SAFE-3- (4-JREED) -1- (3-FRILEN-1-55) Mhmk-4- F S (0. 28mmol) F—=4g- [ [ (2- F4E 3L
IR L) 2 28] AL T2 8 (0. 39mmo) 15 B ARAUE 54 (0. 25mmol) , by ¢ [ 44 . UPLC-
MS (BS', RIE) :1.7545 %1, m/2z 480.1[M+H] ",
[0976]  5-%43E-1- (3-FRFLEni-1-3) -3-[4- [[ (- AR WD) 240 ] FH L) 2R3
Mt - 4 - F g frg
[0977] 0 REFL, il BRSPS HPLCA L , fiN- [ [4- [5- 50k -4- 5 %-1- (3-
FEIL e - 1- 50) Wb - 3- BRI ORFL ] AL ] - 2- FEARRL - R Jiz (0. 10mmo 1) #53 BIF RS 54
(0.05mmol) , Ak a4 . UPL-CMS (ES™, 4 Ea ) :1.60478h,m/z 498.1[M+H] . UPLC-MS (ES
KRR 13,6838, m/z 498. 1 [M+H] . "H NMR (400MHz ,DMSO-d,,3) :8.71 (t,]J=6.0Hz,
1H) ,7.74(dd,J=7.7,1.7Hz,1H) ,7.50-7.36 (m,6H) ,7.34-7.30 (m, 1H) ,7.27-7.24 (m, 1H) ,
7.14(d,J=8.3Hz,1H) ,7.05-7.00 (m,2H) ,6.58 (s,2H) ,5.76-5.71 (m,1H) ,5.68 (d,]J=
7.4Hz,1H) ,5.06-5.01 (m,1H) ,4.52(d,J=6.0Hz,2H) ,3.88 (s,3H) ,2.89-2.82 (m, 1H) ,
2.41-2.36 (m, 1H) »
[0978]  SJiEf5164 : 5- Ak -3~ [4- [[(2- AR FHIBE L) 238 ) HH RR D O ] - 1 - DU kg -
4-FL - -4 - FH i

H.N

H,N 7
2N A 7\
[0979] Wan Sy, 9
~~ "N = HN—-X OMe
g {  —
) A\

'Y Ny
\.
oy

[0980]  N-[[4- (5-%AKE-4- AL -1 - PUZAEIR -4 - KEMp e -3-J0) SRAL] FRAL] -2 - FAE L - OF
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T e

(09811 i FFRFPK, il i ik R A ik 4difk , FHO- 10 % Me OHFY DCMIZE IR VEI S , 15 - 44
Fe-3- (4-PRIKIE) - 1-PUZ IR - 4- - nH k- 4- FRS (0. 27mmol) FI= 35~ [ [ (2- FAE L8 Ik
L) ALV R HIEE AT (0. 30mmol) 15 BIbR Al 549 (0.19mmo 1, 72 % KER) |, IR (O RCIR
¥, UPLC-MS (ES", ZER1E) :1.5173 %1, m/z 432.3[M+H] ",

[0982]  5-543L-3-[4- [[ (2- AR FIBEED) S8 ] FHIE] 2R3 - 1 - PO Sk eg - 4 - 33 - N -
4- Hk e

[0983] i FHFR M, i i Ak e bRt A € i 2k, FHO - 10 % MeOHFI DCMIAIRDEIE , 2% i HSPE
SCXHEAlfL , TIMeOHBEML , fN- [ [4- (5- 2 -4- 3L - 1- VU SR - 4 - 35 - g - 3- %) ZR L]
FE]-2- WAL - 2R (0. 33mmol) 73 2Rl 54 (0. 15mmol) , 24 1 €4 &4 . UPLC-MS (ES
UUREERYE) 1 1.564%0,m/z 450.1[M+H] L UPLC-MS (ES", K& :3.575 8, m/z 450.1[0M+H] ",
[0984]  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=6.1Hz,1H) ,7.76 (dd,J=7.7,1.8Hz, 1H) ,
7.50-7.40 (m,5H) ,7.17-7.15 (m,1H) ,7.06-7.02 (m, 1H) ,6.38 (s, 2H) ,4.55(d,J=6.0Hz,
2H) ,4.40-4.32(m, 1H) ,3.99-3.95 (m,2H) ,3.90 (s, 3H) ,3.46-3.40 (m,2H) ,2.03-1.94 (m,
2H) ,1.79-1.76 (m,2H) .

[0985]  SiJiEf165: 5- 24k -1 - [4-FdE-4- (AL R EE] -3- [4- [ [ (2- A2 G
F0) SR BE] L] 2R SE T pme -4 - i

HoN
e
HoN v _
7 & O
[0986] R”uN N YT N4 owe
i L '
F'EC ’%\\/) 4 §)

[0987] 8- (gD -1,4- S ZCIR (4. 5] %8k -8- 1

[0988] RS I, AEOC N, A1, 4-BRCBE i 2 O I 4T (6. 40mmo 1) [ JC/KTHE
(20mL) FATRH AN = FIE (S5 TR0 e (12.8mmol) , SRJE IANPY T B4 Ak 8% (1. OMLETHF
i, 13 4mmo 1) o SR 545 SR TR S Wi JA 2 25 C IR RE 2/ NI o SR TR DN AR RS B /KA iR
(10mL) o ¥ SRR 75 W45 £ 1053 B, SR 5 I il 4« AL B 41, 15 2 RR UL & )
(5.83mmo1) , g i ¢ k. 'H NMR (400MHz, CDC1,,8) :4.00-3.92 (m,4H) ,1.97-1.88 (m,
AH) ,1.83-1.79 (m,2H) ,1.69-1.67 (m,2H) .

[0989]  4-fRdk-4- (=4 TPID) FACUAE

[09901 18- (=4 FAE) -1, 4- %28 (4. 515800 -8- 2 (5. 84mmo 1) [FI Pl (29mL) 77
BINZRER (4M, 8. 75mmol) o4 SRR (A 5 P18/ NI ATl L e, 43 B bRt AL
ZPy (5. 12mmol) , Ay 1 ¢l f . 'H NMR (400MHz, DMSO-d,,8) :6.26 (br s,1H) ,2.62-2.52 (m,
2H) ,2.19-2.15(m,2H) ,2.04-1.92(m,2H) ,1.79-1.62 (m, 21)

(09911 N-[[4-F25E-4- (I TIID) WIAC R 0 ] S TR A ] i

[0992] il AR JFE, 4 -F2 2k -4 - (Z 5055 S (5. 12mmo 1) 13 2R BUE & 1)
(2.29mmol) , g1 ¢afE & . 'H NMR (400MHz, DMSO-d,, 8) :9.60 (br s, 1H) ,6.02 (br s,1H) ,
2.83-2.79(m,1H) ,2.42-2.37 (m,2H) ,2.24-2.20 (m, 1H) ,1.85-1.79 (m, 2H) ,1.70-1.55 (m,
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2H) ,1.43(s,9H) »
[0993]  5-5(3E-3- (4-JRIKID) -1-[4-7B3-4- CHlED) T L] s -4 - F i
[0994] 1@ HFEFO, fEN- [[4- 5 -4- (D) PR 3 ] 058 ] S0 S IR AU T L iR
(2.29mmol) F12- [ (4-JRAEL) - AL - BTN — i (0.89mmol) 15 B ArL & ¥
(0.12mmol) , KB Al & . UPLC-MS (ES™, %) :1.94%78h,m/z 430.9[M+2] ",
[0995]  N-[[4-[5-%45E-4- At -1-[4-F3E-4- (R ED) PR Sk me -3 - FL] 2R 3E]
S -2- HsE - O F g e
[0996] 1 FHFEFK, HI5- 4438 -3- (4-1RKSD) - 1- [4-F20t-4- (g B PR JE] mpme -4-
FEE (0. 42mmo1) FI=5 - [ [ (2- IR HHRE D) S 5L ] FH L Tl (0. 46mmol) 153 B AREUY,
A1 (0. 24mmol) , AR A A A . UPLC-MS (ES', 4R ME) 1 1.8243 8, m/2 514.1[M+H] ",
[0997]  5-%43E-1-[4- 5 -4- CHRHID) AL ] -3-[4- [[ Q-SRI 2438
FEIREE] e - 4 - B jie
[0998] 1 JHFEIFL, HIN-[[4- [5-2d 0k -4- 15008 1- [4- 3 -4- D) PRC AR i -3 -
FEVRIE L] - 2- PR L - 2R eI (0. 24mmol) 15 BIFRRUL &4 (0. 095mmol) |, Tk i ¢ ]
A UPLC-MS (ES, 45 1E) :1.68%3 8, m/z 532.1[M+H] . UPLC-MS (ES", K-FaME) :3.914 %,
m/z 532.1[M+H] ",
[09991  'H NMR(400MHz ,DMSO-d,,8) :8.73 (t,J=6.6Hz,1H) ,7.75(dd,J=7.7,1.8Hz, 1H) ,
7.50-7.39 (m,5H) ,7.16-7.14 (m,1H) ,7.04 (td,J=7.5,1.0Hz,1H) ,6.34 (br s,2H) ,5.86
(br s,1H) ,4.54(d,J=6.0Hz,2H) ,4.18-4.11 (m,1H) ,3.90 (s,3H) ,2.18-2.07 (m,2H) ,
1.85-1.83(m,2H) ,1.73-1.63 (m,4H) .
[1000] 5715166 :5- 2455 -1- [1- G FFIE) -2- 5858 - £ 5E] -3- [4- [ [ (2- AR D)
SASE) L] RIE] kv - 4 - B i

H-N

=0
HN_ —
< g
[1001] HO/TNN‘_\\_; HN—{  OMe
C1” /\< V4

[1002]  N- GAZIE ] -3 - WAL A S RGBT i

[1003] il IR 7 E , T BRBT i L iy, (83 - 8230 T (6. 94mmo ) HIFEE AL
TR (7.29mmo 1) {FEIFRAUL A4 (4. 51mmol) , 4 1Al 4. 'H NMR (400MHz , DMSO-d,, 3) :
10.25(s, 1H) ,5.19-5.15 (m,4H) ,1.43 (s, 9H) .

[1004]  N- CAAREE | e -3- 50 Sk TR T i

[1005] % Mt HIRE P, 2K, N - U8 BA T e - 3 - M R 5 58 2 B AR B T i
(4.40mmol) {3 EFRBL A4 (3. 84mmol) , WACEATRYY. 'H NMR (400MHz , DMSO-d,, &) :8.38
(s,1H) ,4.96-4.94 (n,1H) ,4.51 (t,J=6.8Hz,2H) ,4.37 (t,]=6.2Hz,2H) ,4.07-3.99 (m,
1H) ,1.40(s,9H)

[1006]  %Z3h | bi-3-JLPFERARER

[1007] 2 15 266, HIN- GRZRIA T H-3- 400 03 HIRBU TS (3. 84mmol) 132 bx
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LAY (2.88mmol) , JAZ AR ' H NVR (400MHz ,DMSO-d,;,8) :3.81-3.71 (m,2H) ,3.61-
3.53(m,2H) ,3.25-3.19(m, 1H) .

[1008]  5-%(SE-3- (4-JRIRSD) -1-[1- GHIED -2- 0L - £ LT HE e -4- FHJE

(10091 F o FHFR 7 H, 7585 °C M2/, 2 - [ (4-RFEE) - FHAUEE - R T 9 )i
(0.38mmo1) FIAEAIA T i -3-FLMFERERER (0. 46mmol) 13RI bREL S5, by (I (4[] 4 . UPLC-
MS (ES', FIBRTE) :1.76% 80, m/z 357.1[M+2]".

[1010]  N-[[4-[5-2ad8-1-[1- GUHEY) -2-F2 - £ ] -4 -5k - nphme - 3- L | R BL T S ] -
2- M A -SRI

(10111 il HERFFK, FH5- 203k -3- (4-ROR5D) - 1- [1- GUHID) -2- 325k - S LT - 4- HH i
(0.20mmo1) A=~ [ [ (2- AR AL Sl 8 ] AL T IGE 8 (0. 28mmo) 73 BIFRd L 54
(0.13mmo1) , A A {4 K . UPLC-MS (ES”, & FRYE) - 1.50%3 %1 ,m/z 440.2[M] ",

[1012]  5-%k-1-[1- GUHED) -2- 323 - £ BE]-3- [4- [ (2- U IR HHR D) S SR FHAL ]
T I e -4 - i

[1013] i FHREFFL, FAN-[[4- [5-55E-1-[1- (GHED) -2- 38 5L - 0] -4- T - nhme - 3-
R ZREE) L] - 2- AR BEE - ZE R (0. 11mmol) 15 EIAREY. A9 (0. 03mmol) , Jhy 12 [ 4 .
UPLC-MS (BS", /1) :1.3347 %, m/2 458.2[M] . 'H NMR (400MHz,DMSO-d,,8) :8.74 (t,]J=
6.1Hz,1H) ,7.76(dd,J=7.6,1.8Hz,1H) ,7.51-7.41 (n,5H) ,7.16(d,J=8.0Hz, 1H) ,7.07-
7.03(m,1H) ,6.42(s,2H) ,5.11 (t,J=5.4Hz,1H) ,4.59-4.52 (m,3H) ,4.02-3.93 (m,2H) ,
3.91(s,3H),3.78-3.67 (m,2H)

[1014]  SZjEBI67 : 5-245E-3- [4- [[ (2- SR HBEED) 2 ) L] 2R LT - 1- (4- PP Rk
WA - 2- ) ML - 4 - F B friz

H-N

\=0
HN__{ fe=
[1015] N TjN \\\:HN 4 OMe
T \s &\_\

[1016]  5-53E-3- (4-JRIEED) -1- (4-FELmemy -2-30) mpme -4 - F S

[1017] e RS PH, £E85°C N2/, fralifb i, fii2- [ (4-BOREL) - AL - AT I
5 (0. 76mmol) A1 (4- FHELMEMA - 2- 35) JHF (0. 91mmol) f3RFREL 59 (0. 32mmol) , i
[ 4 . UPLC-MS (ES™, A1) :1.7843 8 ,m/z 362.0[M+2] ",

[1018]  N-[[4-[5-%d2&-4-TE-1- (4- FISEmEmM: -2 - F0) mpme - 3- BT ORBLT L] -2- F 4,
R %

[1019] 3 HE0H FRE K, 2t T, (5 - 500k -3~ (4-JRIRFL) - 1- (4- FABEmEm: - 2- 1) npme - 4-
FHE (86mg, 0. 24mmo 1) FI—=5- [ [ (2- A B R F e L) 2 36 T FR AL DAl 6e B0 (100mg
0.37mmol) {3 BbREUL A4 (0.08mmol) , kS a4 . UPLC-MS (ES", AFRME) :1.64%3 8, m/z
445 . 2[M+H] ",

[1020]  5-%53E-3-[4- [[(2- AR AL S0 ] FHIE] RO ] - 1- (4- FR AL - 2- 0) i
W -4 - e fl
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[1021]  $eMeam RS M, 2l ), N [[4- [5- 200k -4 - 52 - 1- (4- FH2Ememe - 2- 50) nppme -
3-FL] L FH AT - 2- FHAR L - K e A (0. 05mmo ) 75 BRI Y &4 (0. 02mmol) |, Sy ¢ ]
& UPLC-MS (ES", 55 EaVE) :1.34% 80, m/z 463.1[M+H] . UPLC-MS (ES", KEaE) :3.015 ),
m/z 463.1[M+H] ",

[10221  'H NMR (400MHz ,DMSO-d,,8) :8.80-8.72 (m,1H) ,7.77 (dd,J=7.8,1.9Hz,1H) ,
7.52-7.47 (m,1H) ,7.44-7.35(m,4H) ,7.30-7.29 (m,1H) ,7.17-7.15(m, 1H) ,6.38-6.35 (m,
1H) ,5.97 (s, 2H) ,4.59(d,J=6.9Hz,2H) ,3.91(s,3H) ,2.14(d,J=1.2Hz,3H) .

[1023]  SCJEfI168:5- 24 E-1- (4,4- “FIAC L) -3- [4-[[ - IR B 28] H
FEIORFET ML me -4 - FH iz

H,N
L e O
3 i"{ N \\f_."‘:i\ ('—""_—\ O
1024 /4
[1024] A~NVN YT N ome
| )l =
f _#\\*"" <\ 3
; \  /

[1025]  (4,4- —HIACED) R ER

[1026]  |A]4,4- 3 IACLEE (5. 40mmol) MK (20mL) VAR N =R FE# (8. 10mmo1) A1
L R U T R (6. 48mmol) |, R SN TR S W I AU M i HEL6h K S N TR 54
W45« IIAMeOH (30mL) , SR 5 IS A IR AMAEL , 4- —aked, 10.8mL,43. 19mmo1) , 7
KRG ZER M HE14/NN 385, W45 18T I NEtO0AC, 15 2IFR 8L 59
(3.52mmol) , by A fa [ A "H NMR (400MHz , DMSO-d,,8) :3.11-3.05 (m, 1H) ,2.11-1.78 (m,
6H) ,1.63-1.53 (m,2H) .

[1027]  5-%(dE-3- @-TRERD) -1- 4,4- RO ID) MEmk -4- G

[1028] ¥ G FHFEFFH, 7585 °C R 2/ afifb Jim, 2 - [ (4- RS0 - AL -SR] i —
i (133mg, 0.51mmol) AIELIR (4,4 - A EL) JJF (113mg, 0. 61mmol) 13 R Fr8UE 5
(114mg,0.30mmol ,59% %) | b 1 €a k] fk . UPLC-MS (ES”, 2 MRTE) :2.014> 81, m/z 383.0[M
+2]°,

[1029]  N-[[4-[5-2d2E-4-FUE-1- (4,4- 5PN 30 g -3-FL ] OR L] L] -2- A2 -
oK H e e

[1030] M ALK, 2lifb T, 15 - 2038 -3- (4-1RKSD) -1- (4,4- PR IE) MEme-4-
FEE (0.30mmo1) AN =5 - [ [ (2- IR HHE L) S 5L ] FH L Tl (0. 45mmol) 153 B FREUY,
AW (0.26mmol) , MA5 a4 UPLC-MS (ES', 4R ME) :1.7945 %0, m/z 466.1[M+H] ",

[1031]  5-540k-1- (4,4- "I ED) -3-[4-[[ - FEERHRED) s3] L] R
ik - 4 - FH B fi

[1032] %ML FHRE L, alifbfe , fN- [[4- [5-543E-4- 53 -1- (4,4- —FIACIL) b -3-
SEORFLT L] - 2- FAR 3 - K el (160mg, 0. 34mmol) 75 B ARAY &4 (0. 11mmol) , A H
tafH & UPLC-MS (BS™, JPR 1) : 1. 71408, m/z 484 . 2[M+H] ' UPLC-MS (ES", K-F&ME) :4.094>
Bhom/z 484.1[M+H] .

[1033]  'H NMR(400MHz,DMSO-d,,8) :8.73(t,J=6.1Hz,1H) ,7.75(dd,J=7.7,1.8Hz, 1H)
7.50-7.39 (m,5H) ,7.16-7.14 (m,1H) ,7.05-7.01 (m, 1H) ,6.36 (s,2H) ,4.54 (d,J=6.1Hz,
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2H) ,4.34-4.26 (m,1H) ,3.89(s,3H) ,2.20-1.89 (m,8H) .
[1034] S fil69: 5- 5Bk - 1 -BR R -3- [4- [[(2- A EEoR A RD) 2 BR ] AR ] DR -N-
FHEE - M e - 4 - FEE e

\-O

[1035] O >—«\_\—\

[1036]  5-%(d&-1-FA/KIE-3-[4- [[(2- AR AR HEAE) 2 A ] FHOE ] AL T N s - 4- FR iR
[1037]  Rp5-S Ak - 1-PR AL -3- [4- [ [ (2- AR R I AL) U0 ] HH B D R T e - 4 - 312
T (0.22mmol) A SEALEN (BMAE/KH, 1mL, 5. 00mmo1) AMeOH (3mL) 7F THE (5mL) HfRiE &9
1E80 CHEHEAS/ NI o SRIF 18 AR S W I 5 KMeOH. /10 °C IR (6M) HHANZR Y B = W
ZERPUE ARG 2 BUKE Wi la , AR 2P BIPREUE 59 (0. 20mmol) |, Ay ek faldil {4 . LC-MS
(ES", 5FRIE) :4.875 %, m/z 435.2[M+H] ",

[1038]  5-G{k-1-FI AL -3- [4- [[(2- AR FH R D) 2B ) HH AL ] DR A ] -N- FEBE i -
4- L%

[1039]  ZE&US R, B5- 23 - 1- Bk FL-3- [4- [ [ (2- HAE IR e d) 2 L] FH 3R 2R L T
W -4 - ¥R (30mg, 0.07mmo1) 5 T-DMF (3mL) o ZERT A AHATU (34mg, 0. 09mmo1) FIIN,N- — 5
NI (36uL,0.21mmol) o« BEZIR AW FEAS 3 i SR BN e (2MAETHE 1, 104l
0.21mmol) RSB LA/ NG AL BRI 4t =, 15 2 bR &4 (0. 04mmol) |, oy F 4 [3]
A& UPLC-MS (ES", 50 & 1E) : 1.8020 %, m/z 448.2[M+H] . UPLC-MS (ES", KF&VE) :4. 2105 %T,
m/z 448.2[M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.72(t,J=6.1Hz,1H) ,7.76 (dd,J=7.7,
1.8Hz,1H) ,7.51-7.45 (m,3H) ,7.39-7.37 (m,2H) ,7.17-7.15 (m, 1H) ,7.07-7.03 (m, 1H) ,
6.18-6.11 (m,1H) ,6.11 (s,2H) ,4.64-4.57 (m,1H) ,4.54(d,J=6.1Hz,2H) ,3.91 (s, 3H) ,
2.59(d,J=4.7Hz,3H) ,2.03-1.76 (m,6H) ,1.64-1.56 (m,2H) .

[1040] U770 5- 5k -1- [3- (CCHHIBR LA L) PR L] -3- [4- [[(2- AR R G
B GAFL TR ORFL T e -4 - FE I CRRAB AR D)

[1042]  #1-3-[5-%40-4- G M2 -3- [4- [ [ (2- FIAEIE R IR IE) S B ] AL ] R 3 Tt
e - 1- B VIRCLRIR R G D)

[1043] KA A (9mg,0.39mmol) 713~ [5- 240k -4- S 3L A AL -3- [4- [ [ (2- A ok
ML) SA L] BT SR BE Tt - 1-J2 70 g G A94K1, 0. 19mmo1) [FJTHE (1. 5mL) F17K (0. 4mL)
VAR AR ) B T IR NI ZE 60 C ok L6 /NI o B SR k4, 15 ZAH PR AEUE &% CR Ak,
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0.19mmol) , FH 37 BI T N —2 . UPLC-MS (ES, S EetE) :1.60438h,m/z 492.1 [M+H] .

[1044]  5-445-1-[3- (C PIRESUE IERED) SR L] -3- [4- [[ (- AR L) 244t ]
PR IR LT s -4 - FH L CRRAd A 1)

[1045] 441 -3- [5-Gadk-4- 2 AL MR IE-3- [4- [ [ (2- AR FHR L) Sk ] PR L ] O3]
MH R - 1 - ) ER U e FR TR FH i (e A1, 95mg , 0. 19mmo1) FYTHF (2mL) I8 5 — R A
(2M{ETHFH1,0.05mL, 0. 96mmo1) FIPY S B FR T 1A 1 (50 H 4 % {EEtO0AcHT, 0. 34mL,
0.57mmol) /& ZE i HiFE48/ N AR I 2lifb J , 13 2l 54 (e A5141,0.03mmo1) - UPLC-
MS (BS®, 4HFRME) : 1.6740 %, m/z 519.2[M+H] . UPLC-MS (ES", KF&1E) :3.874 %, m/z 519.2
[M+H] .

[1046]  'H NMR(400MHz,DMSO-d,,8) :8.74 (t,J=6.0Hz, 1H) ,7.76 (dd,J=7.6,1.7Hz, 1H) ,
7.51-7.38(m,5H) ,7.16 (d,J=8.2Hz,1H) ,7.08-7.01 (m, 1H) ,6.24 (br s,2H) ,4.70-4.60
(m,1H) ,4.55(d,J=6.1Hz,2H) ,3.90(s,3H) ,3.54-3.42(m,1H) ,2.98(s,3H) ,2.81 (s,3H) ,
2.04-1.95(m,1H) ,1.89-1.51 (m, 7H) .

[1047]  SCJEf5171:5- 25k -3- [4- [ [ (2- AR Fpe ) S ] AR R AL ] - 1- (2- e 2 i
[3.5]F-7-FL) Mm -4- F iz

)

[1048]

[1049]  N- (-2 [3.5] F-7- WA SUE RGBT fig

[1050] el AR TE, JH2- 5282 [3. 5] - 7-F (120mg, 0. 86mmo1) FIFIE R T i
(136mg, 1.03mmol) £3 ZAHHIN- (2- 5 Z28R [3. 5] - 7- T FE S ) Sl B FH IR AL T iR
(0.86mmo1) , g1 4l A& . 'H NMR (400MHz ,DMSO-d,;,8) :9.58 (s, 1H) ,4.33 (s, 4H) ,2.28-2.25
(m,2H) ,2.16-2.13 (m,2H) ,1.88-1.85(m,2H) ,1.81-1.78 (m,2H) ,1.43(s,9H) .

[1051]  5-5dE-3- -JROKID) -1- -5 IR [3.5] T--7-55) nthwh -4- i

[1052]  CREN- (2- % 2R (3. 5] - 7- A 5 Sl 3 R T i (0. 85mmol) J& T THF
(10mL) H, FEIIANIIIEE — ik &2 S (CMAETHE A, 0. 73mL, 1. 45mmo) o4 S W AT % i
NERE2/INN IR AR & IR A T-DCM (5mL) H, AR IINTFA (0. 88mL, 4. 27mmol) .
BT AEPIAE0C FHEFEL NI SRS AR =il N HEFE LN o i B K5 W R s
FEtOH (10mL) H1 o AR N2 - [ (4-PROKFE) - FHAE L - R EE T 79 — ) (0. 65mmol) Fll =i
(3.23mmo1) B4 MRS PIIIFNESO CIA /NI, IRIFVA EN 2 S IR 4 - 24k, S5 B AR L
A (0.30mmol) , At ¢a [ {4 . UPLC-MS (ES™, SGfRME) +1.9643%1,m/2 386.9[M] .

[1053]  N-[[4-[5-%&-4-H2E-1- - IR [3.5] F-7-50) npwh-3- KL RFL] AL ] -2-
FHAA L - R

[1054]  FZ M1 FHAE PR, K5 -0k -3- (4-TRRID) - 1- (2- I8 (3. 5] F-7-50) Mk -4-
15 (0. 22mmo 1) =38~ [ [ (2- A 0K R RL) 238 ] LT IGE 8 (0. 31mmol) , Zlif 5 15 2]
FREUY S (0. 21mmol) , ki (a4 UPLC-MS (ES™, SR ME) : 1.78%3%h,472. 2m/z [M+H] .
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[1055]  5-543E-3-[4- [[ (- AR FIEEID) S8 ] AL R 0] - 1- (-4 [3.5] £-7-
5 e -4 - LI

[1056] 1@ FHFEFFL, 4lifb )i, N- [[4- [5-2d 0t -4- 50k - 1- (-5 4R [3. 5] T--7-3L) Nk -
3- LI RALT AL - 2- FRAR L - R (0. 24mmo) 75 B ARBUY A4 (0. 06mmol) , Ay ]
& UPLC-MS (ES", 50 1%1E) :1.65%3 %, m/z 490.2[M+H] . UPLC-MS (ES', KIRME) : 3.8940 41,
m/z 490.2[M+H]" . 'H NMR (400MHz ,DMSO-d,8) :8.73 (t,J=6.1Hz,1H) ,7.75 (dd,J=7.6,
1.8Hz,1H) ,7.51-7.46 (m,1H) ,7.44-7.39 (m,4H) ,7.18-7.13 (m,1H) ,7.06-7.02 (m, 11) ,
6.34(s,2H) ,4.54(d,J=6.7Hz,2H) ,4.36(s,2H) ,4.26(s,2H) ,4.11-4.00 (m, 1H) ,3.90 (s,
3H) ,2.21-2.11(m,2H) ,1.79-1.62 (m,4H) ,1.61-1.49 (m,2H) «

[1057]  SjEfo172: 1- 2R %3E-5- (pN3Eaddd) -3- [4- [ [ (2- AR AL 2 ) L]
IRBET I -4 - R

H,N
N
N _:'I /
[ 7 3 "f"f_\\.—\ 0
[1 058] ,’""‘HT/'N N )j:/z HN—{ O{\"B
S 7\

[1059]  3- (4-JRIKIL) - 1- 3 RIE-5- CRNFEEID) nbm:-4- IS

[1060]  J45-54FL-3- (4-HIRIL) -1- B FL- e -4- FH RS (0. 30mmol) &% (0. 91mmol)
F2-7RPN%E (0. 72mmol) £EDMF (10mL) HE S P MIFAZE50 C iR 167NN AL 4l iV 5, 15 2
FREUE A (0. 13mmol) |, kg falEl 44k . UPLC-MS : (ES', %fRM) :2.4545 %0, m/z 375.0[M+2] ",
[1061]  N-[[4-[4-5UE-1-FF K3 -5- G AEaddd) mEme -3- R OR AL IO ] -2- IS AL - R
T e

[1062] 3 FHREFK, sifb)m , 13- (4-BORED) - 1-FR 7k -5- Cp PN AR (D) reme -4 - FHRG
(0.13mo1) F=F - [ [ (2- AR HIMEEL) 238 FHELTHIEE 8 (0. 18mmol) 15 B FREUY 54
(0. 12mmol) , JyyAs o f 4 . UPLC-MS s (ES™, 5021 2. 1857, m/z 458.2[M+H]+.

[1063] -3 KHE-5- (R dtaadd) -3-[4- [[ (- FAZEZRE FHEEL) S 3] FH3L ] JR3L ] nph e -
4- Hlk e

[1064] @ HFEFL, 2ifb i, EN- [[4- [4- 50t -1- 30K EE-5- (RN EEESD) ik -3- 58] K
FEVH L] -2- FEA L - R eI (0. 12mmo ) 15 2IFREUL. 54 (0. 05mmol) , 2 4 €2 [ 44 . UPLC -
MS: (BS', KFRYE) :4.993 81, m/2z 476.2[M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.71 (t,J=
6.4Hz,1H) ,7.76 (dd,J=8.0,2.0Hz,1H) ,7.54(d,]=8.4Hz,2H) ,7.51-7.46 (m,1H) ,7.36
(d,J=8.4Hz,2H) ,7.17-7.15(m, 1H) ,7.07-7.01 (m,1H) ,5.29(d,J=9.2Hz,1H) ,4.78-4.70
(m,1H) ,4.53(d,J=6.0Hz,2H) ,3.90 (s,3H) ,3.48-3.36 (m, 1H) ,2.06-1.79 (m,6H) ,1.69-
1.59(m,2H) ,1.11(d,J=6.4Hz,6H) .

[1065] Sl 73: 1- 3K FE-5- (LI ED) -3-[4- [ [ (2- A LR R IL) s L] L] o
LT -4 - IR
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” 2 .YI'-'-O
NN —_—
- \If'.'::(! / \ o
[1066] Byl er e & o

[1067]  3- (4-RAID) -1-IRIE-5- (LFEGHD) Mk -4 - F i

[1068]  f5-5aFE-3- (4-TRIREL) - 1-BA /K FE-MEME-4-F i (0. 30mmo 1) FIfk IR 5 (295mg ,
0.91mmol) AL %% (0. 36mmol) £EDMF (5mL) HRIR S AERT I HEHE 14/ NI AL BRI R4l i,
SEIFRBE ¥ (0. 15mmol) , by A 1 4l K UPLC-MS : (ES™, M) :2.3345 %, m/z 361.0
(M+217,

[1069]  N-[[4-[4-F5E-1-FRRIE-5- (L FLEIE) nibme -3 - FL] R SL) L] - 2- AL - K
[iRivs

[1070] 3 JFE 7K, aif)a , 13- (4-BOREL) - 1-PRIKEE -5- (L BEEUEL) bk -4 - HES
(0. 15mmo1) FN=35- [ [ (2- AL FHILAD) 2 AL ] AL JOIGE B (0. 22mmol) 15 BIFREL 51
(0. 14mmol) , K A EA[E & . UPLC-MS: (ES™, 50ERME) 2. 11474, m/z 444 .2[M+H]",

[1071]  1-3R)REE-5- (C3EGED) -3- [4- [[ (- AR Fip L) stk FH AL R AL T -4 -
T e

[1072] @ FREFL, St )i, fN- [[4- [4- 550 - 1-PR 3 -5 - (AR Mk -3-FL ] oK AL]
FHELT - 2- FHA L - R (0. 14mmo 1) 43 2 AR8LE A4 (0. 06mmol) , 2y [ €21 [i5] 44 . UPLC-MS
(ES", Kl :4.8453 8, m/2z 462.2[M+H]".'H NMR (400MHz,DMSO-d,,8) :8.71 (t,J=
6.3Hz,1H) ,7.75(dd,J=7.6,1.8Hz,1H) ,7.53(d,J=8.3Hz,2H) ,7.51-7.46 (m,1H) ,7.36
(d,J=8.4Hz,2H) ,7.17-7.15(m, 1H) ,7.06-7.00 (m,1H) ,5.63(t,J=6.4Hz,1H) ,4.74-4.68
(m,1H) ,4.53(d,J=6.1Hz,2H) ,3.90 (s,3H) ,3.18-3.11 (m,2H) ,2.04-1.78 (m,6H) ,1.66-
1.57(m,2H) ,1.12(t,J=7.1Hz,3H) .

[1073]  SCJEf5l 74 SCTEfI78 : 4- [5- 2Bk -4 - S AL HHR AL - 3- [4- [[(2- AR FH R )
FEYFRBE] ORFE T e - 1- L] BRC B R

HoN
F::O

[1074] .y N O\

N
OH
[1075]  4-[5-%a3L-4- S MEIE-3- [4- ([ (2- AR AEIE FRLEL) S e ] AL ] SRR T i -
1-F RO SRR
[1076] KLU LA (6. 16mmol) JINEN4- [5- 2458 -4- 2L WAL - 3- [4- [ [ (2- AR
P e 3L ] PRI I L Ttk - 1 - LT PR AT RIR £ (0. 62mmol) FYTHF (3mL) FI7K (ImL) ¥ 7
W B S N TR S eSO CHERE L6 /NN, SR ¥ 128 =10« FHER R (M) B St N TR S Wi ik & ~
pH 2. ALFEFf it , 15 2B R AR 59 (0. 39mmo 1) AN AT 43 B TR A , h 1 ]
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A& UPLC-MS (ES, R 1) :1.32%3 8, m/z 492.3[M+H] . UPLC-MS (ES", K-P&VE) :3.6740 %),
m/z 492.20MW+H] . 'H NMR (400MHz , DMSO-d,, 8, st/ S AR A9 1 12.1 (br s, 1H) ,8.73(t,
J=5.9Hz,1H) ,7.76 (dd,J=7.6,1.6Hz,1H) ,7.52-7.38 (m,5H) ,7.16 (d,J=8.3Hz, 1H) ,
7.08-7.01 (m,1H) ,6.40-6.25 (m,2H) ,4.55(d,J=6.0Hz,2H) ,4.17-4.04 (m,1H) ,3.90 (s,
3H) ,2.64-2.10 (m, 1H) ,2.07-1.94 (m,2H) ,1.93-1.39 (m,6H) .

[1077] 775 . 5- S Ak -3- [4- [ [ (2- SR R ) Sk ] FHARE I OR AL ] - 1- [4- (FHAR 2L
SASEHIEED) AT 3L ] MEme -4 - FH G

H,oN 0
HsN —
< \T:.':-“‘ N\ _,,: /4 \‘ O
[1078] A~NN = HN ( OMe
‘ /1 /r_—('\
O F o W i/ N
“\‘q{/ $ _/
NHOMe

[1079]  5-%E-3-[4- [[(2- AR FH L) Sl AL FH AL R ] -1- [4- (A R A L
) PRC AR b -4 - FH R Ji

[1080] K5 PN JEIBEERET (50T % fEEt0AcHT, 0. 27mmol) N, N- SN 3217 (0.92mmol) -
FHAA R SRR 2 (0. 22mmol) A4 - [5- 2 Bk -4 - U B FHE AL - 3- [4- [ [ (2- AR FHE L) 2
FET PR SR IE Tt - 1 - LT BRC B FER (0. 18mmol) [ THF (1mL) A7 £F80 CHtRE16/ NI, ¥4
HIZE 2= ARt alifb, 5 2h RS &4 (0. 03mmol) , by [ [l {4 . UPLC-MS (ES", 4R -
1.5345%0,m/z 521.2[M+H]  UPLC-MS (ES', K& M) :3.5845 %, m/z 521.2[M+H]",

[1081]  SCJiEffI76:5- 543 - 1- AL -3- [3-96-4- [[ (5- 9 -2- FH AL - DR L) S8 1
FE]ORFLTpeme -4 - FA P iz

[1083]  (4-7R-2-%6 - L) FH

[1084]  H4-75-2- 5K 5 (5.00mmol) [ THF (30mL) FAVR IS HIZ 0°C o i InAlse PU ki
SEWIA IR OMAETHEH, 15.0mL) o BHATRAE0C M FE200 81, AR5 T+ = =il i 16/)N
I o 77 DIMeOH (30mL) FH-RE TR Hs 1 4 o K i e NaOH KA T (1M) MIEt0Ac 2 [R]43 2 Ak
FEAHUE  DAFERRBUL A4 (5.00mmol) , 3 k4. H NMR (400MHz,CDC1,,8) :7.42-
7.27(m,1H) ,7.25-7.16 (m,2H) ,3.65 (t,J=6.6Hz, 2H) .

[1085]  N- [ (4-7-2-5 - 2K HIHL] -5- 96 -2- S - R %

[1086]  (4-75-2-5- K50 I (5.00mmol) ) THF (8mL) YA MNEI5 - i - 2 - FH AR R
(1.03g,6.04mmol) \N,N- —SNILLNE (5.22mL, 30. Ommo 1) FIPN SLBERRET A (50T H % 7F
EtOAcHT,4.46mL,7.50mmol) ZETHF (17mL) HH [T & W o [ N £E80 “C JIF 4 /N o A FE 3k

128



CN 113603645 B ﬁ'ﬁ HH :I:; 126/242 71

47 A3 BB B A (3.18mmol) JUPLC-MS (BS™, JHERME) :1.983 %0, m/z 357.9[M+2] .

[1087]  5-%6-N-[[2-96-4- (4,4,5,5-PUHFHE-1,3,2- S Zpbllle-2- 50 R AT -2-H
SR - R

[1088] 1 FHFZITR, slifbJm , (HN- [ (4- 5 -2- 56 - 2R3 HHAE] -5- 5 - 2- HH AU 2 - DR HH e fi
(3.34mmol) 13 FIFREEAL A9 (3. 30mmol) -UPLC-MS (ES", ZHFEME) 2. 144350, m/2z 404.0[M+
H]".

[1089]  N-[[4- (5-5AJE-4-FAL- 1H-MEme-3-350) -2- - 2R AL AL ] -5- i -2 - AR - K
e

[1090] @ HREFD, alifb), fi5- 5 -N- [[2-5%-4- (4,4,5,5-PUHHEE-1,3, 2- 5 24l -
2-FL) JEFLT L] - 2- AR 3L - K F W (1. 65mmol) F15-443E -3 - 15 - TH- Nk me - 4 - FH S
(1.34mmol) S EIFRE &4 (0. 78mmol) -UPLC-MS (ES", 4FR1E) : 1.6750 %, m/z 384 .0 M+
H]".

[1091]  N-[[4- (5-52&-4-FIE- 1 - RAL - N -3- ) -2- 5 - R AL I ] -5- 3 -2- A
AR

[1092]  RemxPRHs (1.64mmol) N-[[4- (5- 25k -4- (3L - TH-Mpme - 3-35) - 2- 5 - KL ] H
] -5-5-2- FHARE - R F el (1. 27mmo 1) ANELACEA b (1. 39mmol) [RIDMF (10mL) A7 A
Z80°CiA 18/ ALFRFF4lifL , 13 2 bR 59 (0. 21mmol) JUPLC-MS (BS', Z0FERYE) :2.04%>
Bhom/z 452.1[M+H]".

[1093]  5-%0&-1-TR/KkEE-3- [3-96-4- [ [ (5- 9 -2- A3 - ORI ID) S 6] RS ) R A Tk
W -4 - e fle

[1094] @ FRRSFL, 2t , fN- [[4- (5- Sk -4- (AL - 1-PR L -mb e - 3- ) -2- G- K
FETHIIE] -5- 45 - 2- FIARU L - 2R R (0. 11mmol) F3- 8RB &9 (0. 07mmol) - UPLC-MS (ES
UUREERME) 11,9343, m/z 470.1[M+H] . UPLC-MS (ES", KF&IE) :5. 1245 %h,m/z 470.1[M+H] .
'H NMR (400MHz , DMSO-d,, 8) :8.81 (t,J=5.9Hz, 1H) ,7.51 (dd,J=9.2,3.3Hz, 1H) ,7.46-
7.40 (m,1H) ,7.38-7.25(m,3H) ,7.19(dd,J=9.1,4.3Hz,1H) ,6.25(s,2H) ,4.67-4.58 (m,
1H) ,4.56(d,J=5.9Hz,2H) ,3.90(s,3H) ,2.03-1.84 (m,4H) ,1.84-1.74(m,2H) ,1.65-1.54
(m,2H) .

[1095]  SCJEf5I77 :56- 25k -3- [4- [ [ (2- AR Hpe ) S ] AR R L] - 1- [2- FHAL Y
SRR - 3- FE T pEm -4 - FA i CRAB AR 1)

H ';l N
. \=0
H, )
[1096] \ W}{ __________ 7\ _ o
d . \ !
0 L
. VA
K

[1097]  N-[(2- FIEPYSAME -3- I 24) S ] 2 3L HFR A ] iR

[1098] ¥ FIEFA R RU T /i (11.99mmol) AN2 - FHFEPU AL - 3 - WM il (9. 99mmo1) [FJEtOH
(25mL) YA IR R 16 /NI, ¥ E0 Rk H M 46 o K 2% 25 W TIDOMIA i, 44 Ok TR R 1
NaHCO, IR B , FHRER SN T R ik 45 , 13 BIPREUE A4 (9.99mmo ) , g 1 ek . 'H
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NMR (400MHz,CDC1,,8) :7.22 (s, 1H) ,4.39-4.31 (m, 1H) ,4.27-4.19 (m, 1H) ,3.97-3.88 (m,
1H) ,2.53-2.46 (m,2H) ,1.54(s,9H) ,1.44 (d,J=6.4Hz,3H) .

[1099]  (2- FHAEPY S LA -3-20) JiF

[1100] 1l FHAR 7 TANU, il ik SPE- SCXAE4LAY, , FH IMNH, [FMe ORI VR BN , N~ [ (2- 3L Y
SRR -3 - L) SR ] S ER U T iR (9.99mmol) 15 3 (2- HH L PU S e - 3- ) it
(9.33mmo1) .'H NMR (400MHz,CDC1,,8) :4.03-3.66 (m,3H) ,3.31-3.24 (m, 1H) ,2.18-2.05 (m,
1H) ,1.95-1.85(m, 1H) ,1.30-1.22 (m, 3H) »

[1101]  5-%543E-3- U-FRHD) -1- (2- LU SRR - 3- 38) MEme -4 - i

[1102] AR FH, gifb)a, fii2- [ (4-7RACED) - FHAUE - I R3] P9 S (1. 90mmo1) A1 (2-
FRHEL ORI - 3- 359 F (2. 28mmo) 13 BIFREE 54 (600mg, 1. 73mmol, 91 % UH) , Iy AH]
O3 AR RS AL 7K  UPLC-MS (ES™, SR YE , BRI (AR 5 4) 2,023, m/z 349.0[M+
21 F12.0743 80, m/z 349.0[M+2] ",

[1103]  N-[[4-[5-%2E-4- 500k -1- [2- AL DU SN -3 - JE Tk - 3- L R L AL ] -2- H
S - R L

[1104] @ HREFK, aifb)m, f5- 24 5 -3- (4-OKRED) - 1- (2- FHRL DY SRR - 3- 320 mp e -4 -
FHTE (0. 86mmol) FN—36 - [ [ (2- AR BETR FHIBE D) 20 ] AR T ele S 2IF Rl 59 (el
A1,0.17mmol) A1 (A9 {42,0.32mmol) «UPLC-MS (ES", A1, S A94Ak1) :1.9843 %, m/2
432. 1[M+H] . UPLC-MS (ES', &k , A9k 2) :1.96%5 %, m/z 432.1[M+H]",

[1105]  5-%45-3-[4- [[ (2- Ao AL Sl L) FHE TR ] -1 - [2- FHRL DU Sk - 3 -
ST Ee - 4- FHEE I CrA kL)

[1106]  FMeal FTIAEFFL, 2fifl )i, fiN- [[4- [5- %3k -4- 503k 1- [2- FHAEPY SR - 3- 2L ] g
Mt -3 - FL IR FRAL ] - 2- FRARUL - SR HHE i CeAl 41, 0. 17mmo 1) 3 BIFREUL 51 AL,
0.09mmol) .UPLC-MS (ES", 5 &) :2.0345 8, m/z 450.1[M+H] . UPLC-MS (ES", K- k) .
4.495%%h,m/z 450.1[M+H] . "H NMR (400MHz , DMSO-d,, 8) :8.74 (t,J=6.3Hz, 1H) ,7.75(dd,
J=7.6,1.7Hz,1H) ,7.51-7.38(m,5H) ,7.15(d,J=8.5Hz, 1H) ,7.08-7.00 (m, 1H) ,6.43 (br
s,2H) ,4.55(d,J=5.9Hz,2H) ,4.51-4.44 (n,1H) ,4.08-4.02 (m, 1H) ,3.95-3.90 (m, 2H) ,
3.90(s,3H) ,2.38-2.18 (m,2H) ,1.21(d,J=6.2Hz,3H) .

[1107]  SZhEfI78:5- (- 1-EA R -3- [4- [ [ (2- AL R HHIESL) 2438 ] FH 3L RS T s -
4- FHRE I

[1108]

(11091 3- (4-J5OKFD) - TH-NEIK -5- %

[1110]  CB(3- (4-FOKIE) 3-SR L5 (12. 2mmo ) ZEEOH (20mL) FI/K A AR (55-
609 7E7KH, 12 2mmo 1) FRIFIIEIRCERT T BEE40 53 o SR HE RN TR S P A /N, 2K
JE VAR FI e 13 SRR BRRIAL 759 (12, 2nmol) , Dy £ ¢l . UPLC-MS (ES', 4R
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VE) :1.5743%h0,m/z 240.6[M+2] ",

(11111 3- (4-JRIKIE) -5-5(- 1H-NHhwk -4 - FARE

(11121 FRSN,E0°C N, 10 =S80 (29. 3mmol) FRZE M I JC/KDMF (1. 0mL) - 2K )5
BN TR AP AE RIS Bl SRR R0 C IR RN IR SR N3 - (4- KR EL) - 1H-
MM -5-F (4. 18mmol) o JN5ES , K SN TR S 185 C IIFN24/ NI o 5 S B TR S s A 2 =5
Ve, FTVBFTERIR VAR (20mL) 755K, I THEtOAC (3 X 20mL) 25 BN -5 A M LE TR ER T
W eI IR AR 24, B RIS S (2. 31mmol) |, K €6 [ 44 . UPLC-MS (ES ', %51
PE) :1.9950 8, m/z 286.8[M+H] .

[1113]  3- (4-7REHD) -5-G(-1-FR R -mhme -4 - F g

(11141 RPN, ZUE) , B3~ (4-TRIRIE) -5- G- LH-AEme -4 - FEE (2. 31mmol) (BRIRHE
(4.62mmol) FIELARER KL% (3. 47Tmmol) 15 BARBUL A% (1. 35mmol) |,y 1 €4 & {4 . UPLC-MS
(ES', 458 ME) 2,495 %, m/2z 354.9[M+H] ",

[1115]  3- (4-7RRSD) -5-G0-1- BRI - LM - 4- QTR

[1116]  #ERT N, 1713~ (4-BIREL) -5- G- 1- 2 KA - Mk - 4 - FHEE (0. 46mmol) 117K (5mL) &
TR N S AL R T (0. 91mmol) o SR TR A P76 100 °C IR 18 /NI, SR 8 HIZERT , it
Celite® 1T B I HIZKFIEt0AC T % . 23 BN Z , FHIM HCLIZ WK /K ZBRIL = pH 1. 885 ]
EtOAc (3 X 20mL) 25 UK  IRRER AN TSI A NLUE Rk 4E , LIS 28 e &4
3- (4-TRREL) -5- G- TH-MEme - 4- 4208 (1: 21641 (0.86mmol) , HDAEFEH T T —2P . UPLC-
MS (ES™, FEFRME) < 2.31480,m/z 370.9[M+H] ",

[1117]  3- (4-JRED) -5-G- 1 - B R FL -k - 4- e e

[1118]  CRp3- (4-7RAIL) -5- G- 1-PA KL -IEmk - 4- FRERANS - (4- TS -5- G- 1H- e -
4-F818 (1: 2L A A S (4. 30mmol) HHWTE S (0. 86mmol) £180 °C HHANL /NI o J e
Ford BRI, 15 2R e R, B AUk 0°C M AE AU M YA T JC/KDOM (1. 9mL)
RS A B (B0EE &L % /17K HT, 8. 58mmo ) BT M 28 HI SN IR Ak, SR o
PE 2 E IR 160 SRIE K SOV TR S P DCM AR R I 7KV o KK 2 FTIDCM (X 3) A2 HY, &1
AHVE LRI T8, I IF R e i - 2lib , A3 BIFREU L 59 (0. 10mmol) , 2 [ e [El A .
UPLC-MS (ES", 5 1) 1 2.24%3 80, ,m/z 369.9[M+H] ",

[1119]  5-G(-1-B 8K -3- [4- [[(2- SRR AL 0 ] PRI ] AT T gk - 4 - )i
[1120] @ FREFTK, i), (13- (4-RREE) -5- (-1 - PR 3E - I -4 - FEPBE i (0. 10mmol)
=5 - [0 (2- SR L) 208 ] R L 1B 1 (29mg, 0. 1 1mmo) 73 B4R UL 54
(0.03mmo1) , Jy K [ fa il {4 . UPLC-MS (ES™, %21 + 2,234, m/z 453.0[M] - UPLC-MS (ES
KR :6.0753 8, m/z 453.1[M]"."H NMR (400MHz ,DMSO-d,,8) :8.71(t,J=6.0Hz, 1H) ,
7.74(dd,J=7.6,1.8Hz,1H) ,7.67 (br s,1H) ,7.63(d,J=8.5Hz,2H) ,7.53 (br s,1H),
7.50-7.44 (m,1H) ,7.36(d,J=8.4Hz,2H) ,7.14(d,J="7.8Hz,1H) ,7.06-7.00 (m, 1H) ,4.90-
4.83 (m,1H) ,4.51(d,J=6.2Hz,2H) ,3.89 (s,3H) ,2.13-2.05(m,2H) ,2.03-1.94 (m,2H) ,
1.91-1.81(m,2H) ,1.72-1.64 (m,2H) »

(11211 SjEf79: 5- 536 - 1 - TR 3E-3- [4- [1- [ (2- AR SR WD) 238 ] O 5L Rk
Mk - 4 - FH B frz
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[1122]

[1123]  N-[1- (4-70K3) £ 3] -2- FAa L - R i

[1124]  SRJG(H0°CY4- 7R -o- LS (6. 57mmol) FIN,N- — N EE 27 (9. 85mmol) )G
JKTHF (30mL) F12- A28 S0 (7. 22mmo 1) IR R BIRT I e BE 157N B AW T O RN
SFUCERI (40mL) 72K, FEt0AC (3 X 20mL) Z<HL K5I AN IAE W HIZK (2 X 30mL) i
FIERKIA L (30mL) Peifk , LB BN T8 , L JE I e 4 o — 2P 4l 13 BIFREU L 59
(6.19mmol) , ky (A Al A . UPLC-MS (ES™, %) :1.96%78h,m/z 336.1[M+2] ",

[1125]  2-FPSEE-N-[1-[4- (4,4,5,5-PYHIE-1,3,2- S 2ulibe-2- ) R ] L3R
[

[1126] @R T, alifb)m, fN- [1- (4-P0R3E) 3] -2- AL - 2R A (0. 90mmol) 753
FIFRBUL A (0.87Tmmol) , MRS IHER) . UPLC-MS (ES', A1) 2. 12598, m/z 382.1[M+
H]".

[1127]  5-500E-1-PRR3E-3-[4-[1- [ (- AR L) S0 ] S AL R AL i -4 - F:
i

[1128] @i FIREFTD, il )i, {5 208 - 3- I - 1- BRI AL - mbme - 4- i (0. 26mmol) A112- HH
SHHL-N-[1-[4-(4,4,5,5-PUHI3E-1,3,2- “AZelliln-2-35) R3] 2 3L 2R e iz
(0.26mmol) 3 EIFREUL 54 (0.03mmol) , yykdz (el 4 . UPLC-MS (ES+, FFRYE) :2. 4757 %H,
m/z 448.2[M+H] . UPLC-MS (ES", K-FalE) :5.8243 %0, m/2z 448.2[M+H] .'H NMR (400MHz,
DMSO-d,,3) :8.52(d,J=8.0Hz, 1) ,7.63(dd,J=7.7,1.8Hz,1H) ,7.50-7.42 (m,5H) ,7.14
(d,J=7.8Hz,1H) ,7.05-6.98 (m, 1H) ,6.30 (br s,2H) ,5.22-5.12 (m, 1H) ,4.65-4.55 (m,
1H) ,3.90 (s, 3H) ,2.02-1.84 (m,4H) ,1.84-1.70 (m,2H) ,1.64-1.51 (m,2H) ,1.48(d,J=
7.0Hz,3H) .

(11291 S7JE15180: 5- 2 k-3~ [4- [ [ (2- A AR FHBE L) 2B ) HH R D O ] - 1 - DU kg -
3-FL-TE Mk -4 - R i

HoN
\Ip_;o

[1130] 3 ’\_\/:HN 2

Ay

[1131]  5-543E-3- (4-JRRED) - 1-POSUHR - 3- 3 - N -4 - I

(11321 pedb g AR FPH, AERT N afifb s, B2 - [ (4-1R830) - A8 - 0 R T T — G
(0.49mmo1) FNPU S g - 3- FEHFERER £ (0. 49mmo 1) 15 B brii it &4 (0. 24mmol) , Jhy K £ [H]
K. UPLC-MS (BS”, AR YE) :2. 17438 ,m/z 346.9[M] ",

[1133]  N-[[4- (5-%2&-4-T50AE -1 -PYZNE R - 3- 36 -TEme - 3- ) ORAL T FHIE] -2- IS AL - R
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H Bl

[1134] T HFEFK, 4L )5, 5205 -3~ (4-JRZEFE) - 1- DU - 3- JE - mk - 4 - F
(0.24mmo1) A=~ [ [ (2- AR AL Sl 58 ] L T IGE 8 (0. 27mmo 1) 75 BIF R L 54
(0.24mmol) , MW EE A JHERY . UPLC-MS (ES', HFERIE) - 1.9943 8, m/2z 432. 1[M+H] ",

[1135]  5-%543k-3-[4- [[ (- R REL) S5 ] AL R3] -1 - PO SR -3 - 6 - Ik e -
4- FE R

[1136] 1@ JTIFEAM, alifbfm N- [[4- (5-5 k-4~ FE - 1 - DU G - 3- 3L - Mg - 3-3) 2K L]
FHET -2- FRA R 2R FEE I (0. 21mmol) A3 BIRRAL 54 (0. 04mmol) , Sy K 4 €4 [l {4 . UPLC -
MS (ES™, 451 ME) :1.9140 %1, m/z 450.2[M+H] . UPLC-MS (ES", K-f&E) :5.074> %, m/z 450.1
[M+H] ™. "H NMR (400MHz ,DMSO-d,,8) :8.74 (t,J=6.1Hz, 1H) ,7.76 (dd,J="7.7,1.7THz, 11) ,
7.52-7.38 (m,5H) ,7.16(d,J=8.2Hz, 1H) ,7.05 (m, 1H) ,6.42 (s,2H) ,4.55(d,J=6.1Hz,
2H) ,4.30-4.21(m, 1H) ,3.93-3.81(m,5H) ,3.59-3.49 (m, 1H) ,3.37-3.27 (m, 1H) ,2.05-1.96
(m,2H) ,1.80-1.64 (m,2H) .

[1137]  SjEBI81 . 5- 2L -1- (2,3- " JESD) -3- [4- [[(2- I IEIE FELAD) S 0] FHAL]
FREET N -4 - R

H,N
e
HoN —
NN 0
[1138] VN =/ An—  ome
CL -
'\\,-.‘5" F /4 \\)

| L

\ ——

[1139]  5-5(3E-3- (4-JRZEED) -1- (2,3- " JR3L) Hhme -4 -G

[1140]  dacftbud TRt 2lifb e, 2 [ (4- R - FHAE -0 3T P 2 (0. 38mmol) A1l
(2,3- 53 JF (0. 46mmo1) 15 B bR L 59, A% (il 4 . UPLC-MS (ES', A& 1) :2.08
450 ,m/z 376.9M+2]7,

[1141]  N-[[4-[5-%0k-4-FH-1- (2,3 HORED) nhwp -3- L) R FL ALY -2- AR -
Ll i1

[1142] 3@ FREFK, alifb )5, 5 - 202k -3- (4-JRIKEL) -1- (2,3~ 5K EL) MEme -4 - FG
(0.29mmo1) F1=75- [ [ (2- AR D) S 5L I Tl (0. 41mmol) 15 B AREUY 54
(0. 14mmol) , kSR fafi] A . UPLC-MS (ES™, % &) :1.89438h,m/z 460.1[M+H] ",

[1143]  5-500E-1-(2,3- ORI -3-[4- [[ (- FAAE PR L) 3] FH L] SR ] nph s -
4- Hk e

[1144] @ FRE M, 260, fN- [[4- [6- 2k -4- T3 -1- (2, 3- o R Eh) mpmk -3- 2] K
FLIFIELT -2 - FAREL - R (0. 14mmo 1) 73 2 AL 59 (0. 03mmo1 , 22 % ICR) |, H
44  UPLC-MS (ES”, 50 RME) :1.7745 %1, m/z 478.1[M+H] . UPLC-MS (ES', KJR1E) :4.214%
fhom/z 478. 1IM+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.76 (t,J=6.0Hz, 1H) ,7.77 (dd,J=
7.6,1.6Hz,1H) ,7.66-7.34(m,8H) ,7.16(d,J=8.4Hz,1H) ,7.06-7.02 (m,1H) ,6.58(s,2H) ,
4.56(d,J=6.4Hz,2H) ,3.90(s,3H) »

[1145]  S7JE15182: 5- 2 Ak -3- [4- [ [ (2- A AR L) 2 ] FHE ] R ] -1- (2,2,5,5-
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DU PO Sk - 3~ 55) I

HoN
\;dO

[1146] NHN\_\i\\_}}N —\ OMe

4 B
AN
[1147]1  N-[(2,2,5,5- VYL PSR - 3- M 3) Sk ] S 5 R ] i
[1148] @ HFEFE, i —%(-2,2,5,5-PUFHEE -3 (2H) -RRIEER (1. 63mmol) AL FHFR AT
fig (258mg, 1.95mmol) {3 BV HIFFHLIL A4 (1.62mmo1) , Jhy {1 ¢4l &, 'H NMR (400MHz ,CDC1,,
8 :7.11(s,1H) ,2.47(s,2H) ,1.51(s,9H) ,1.42(s,6H) ,1.34(s,6H) .
[1149]  5-5{3E-3- (4-JEED) -1- (2,2,5,5- DY EEPU NG - 3- 30 I -4 - IS
[1150]  ¥N-[(2,2,5,5-PYHIEEPY SR - 3- 3 28) 24 A8 ] S AL R AT g (1. 62mmol) 751
THF (10mL) H, FERHIIEE — FH 3L fehb &2 S0 CMAETHEA, 2. 75mmol) o Kf [ W TR S WA =
T2/ NN B AR TLC R /R R 524 TR U N R 545 9« FTIDCM (5mL) ¥ ik
ATFA (8. 10mmol) , J-RER A WILE =i N HHE L/ NN o SRR SN TR A W R e 4 - K et
JATEtOH (10mL) HHOFIIN2- [ (4-7ROR3E) - HH A2 - FH 2R T P9 K5 (0. 65mmo1) A= %
(3.23mmol) o FF 5 IR S W IIFRZE80°C ik 24/ N o RS 25 1A 7, B Ik a4t , IS SR
B S (0. 23mmol) |, JylEl 44 UPLC-MS (ES™, 50 YE) :2.3343 %0, m/z 389.0[M] .
[1151]  N-[[4-[5-%0E-4-50E-1- (2,2,5,5- DU BEPUSUM R - 3 - J5) npbme - 3- FE) R L) HH
A1 -2- HsE - O FH e e
[1152] W HFE K, aifb)5, fi5-25E-3- (4-B2R3D) -1-(2,2,5,5- VU FHIEPT SR - 3 -
FL) ek -4 - FHKS (0. 23mmol) A= 350~ [ [ (2- AR E IR P L) 2l AL FRIE T AE 8 (0. 32mmol)
FFRFREAY A9 (0. 19mmol) , it (Al & . UPLC-MS: (ES', 5EeME) :2.095% 8 ,m/z 474.2[M
+H]",
[1153]  5-%53E-3-[4- [[(2- AR PR AD) 8] IR R AL ] -1- (2,2,5, 5-PUFIJEPUA]
W - 3- 50 N -4 - B i
[1154]  @EHREFL, alifb)e, fN-[[4- [5-%03E8-4- 50 -1- (2,2,5,5- DY FHEL PO PRI - 3 -
FL) M -3 - FE T OREL ] FH 3L T -2 - AR BL - R (0. 19mmo 1) 73 2R 54 (0. 10mmol)
A  UPLC-MS (BS', 50 tE) :2.0243 8, m/z 492.2[M+H] . UPLC-MS (ES", K-F&ME) :4. 794y
fhom/z 492.2[M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.2Hz, 1H) ,7.75 (dd,J=
7.5,1.7Hz,1H) ,7.49-7.40 (m,5H) ,7.15(d,J=8.6Hz,1H) ,7.05-7.01 (m, 1H) ,6.43 (s, 2H) ,
4.92-4.87 (m,1H) ,4.54(d,J=6.1Hz,2H) ,3.90 (s,3H) ,2.81-2.73 (m, 1H) ,2.13-2.09 (m,
1H) ,1.30(s,6H) ,1.26(s,3H) ,0.90(s,3H) .
[1155]  S7JiEf5183a: 5- k-3 - [4- [ [ (2- AR I L) S B ] FHAE I AL ] -1- [(39) -1
SV - 3- ST IEmE - 4 - PR
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HN_{
. ,f’J\ r_f:"
T > 0
[1156] ) /NMN\__\\_? HN—  OMe
{ H -
o- ¢

| p—

—

[1157]  [(3S) - VUMK -3-EE ] i Eh ek

[1158] ¥ (3R) - DU -3 -5 (11.35mmo1) HYFHZK (20mL) 73R — R FLHE (17. Ommol) F1
AL R —BCT R (13.6mmol) AEAU T ME =i HE48h, SR G Ik 4 - 2k A W E
VAR T MeOH (50mL) HH o NI S IR (AMAE —IESTHT, 90 79mmo ) 44 SN TR S &k
NPEFEL6/NI o 1k B8 SN TR S U AR A BE T o R R I AEE tOAC MIMe OHH B &5 i, DATS:
BIFREL AW (7.32mmol) , KAl f . 'H NMR (400MHz , DMSO-d,, 8) :3.81-3.72 (m,3H) ,
3.69-3.62(m,2H) ,2.07-1.98 (m, 1H) ,1.96-1.88 (m, 1H) .

[1159]1  N-[[4-[5-%45E-4-5FE-1- [(3S) - PUSAIR -3- ST nme -3- JL ] R FE] FHIE] -2- F
SR - R

[1160] 3@ FHFE K, 4lifl 5, 5 -5 2E -3~ (4-JRZEEE) -1-[(3S) - DU -3 - FE ] me -4 -
FE (0. 39mmo1) A =3~ [ [ (2- FAAFE R L) 23k FREL TG (0. 59mmo ) 15 2 Fr8ify,
S (0.35mmol) , My A (a E fA& . UPLC-MS (BS", Ju e ) :1.94%3 %8 ,m/z 418.1[M+H] ",

[1161]  5-540&-3-[4-[[ @- AR HIFAD) A 2] AL RS T -1- [(3S) -PUSRKIR -3-
FETnHme -4 - P

[1162] T8 IFEEM, Slifb T, fiN- [ [4- [5- 23 -4- 55 -1- [ (3S) - PUSHehg - 3- 2] e - 3-
FEVREL T - 2- FE AR L - R S BIPR B 59 (0. 08mmol) |, ik ¢ [l 44 . UPLC-MS
(BS", 5fat) :1.329 80, m/z 436.1[M+H] .UPLC-MS (ES", KFeME) :2.96%3 8, m/z 436.1[M
+H]".'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J=7.7,1.7Hz, 1H) ,
7.50-7.40 (m,5H) ,7.15(d,J=7.7Hz,1H) ,7.06-7.02 (m,1H) ,6.39(s,2H) ,4.93-4.90 (m,
1H) ,4.54(d,]=6.0Hz,2H) ,4.00-3.92 (m,2H) ,3.90(s,3H) ,3.83-3.79 (m,2H) ,2.30-2.20
(m, 2H) »

[1163]  S7JE15183b: 5- 2k -3- [4- [ [ (2- AR I L) S B ] FHAE I R3] -1- [ (3R) -1
SV - 3- ST L - 4 - FE

[1165] [ (3R) -PUZANKIR -3-F ] i EhiRsh

[1166]  ZFO°C T, 44 (S) - () -3-FFEPUL LR (1. 4mmol) [ HHZK (20mL) 078« = 2R L%
(17.0mmol) FI— - T BB A " IRILHE (13.6mmol) 7EAS, NAERTHEREAS/ NI T N2
YE B W o SR I NMeOH (50mL) FNAUb AR (AMAE —IE4E T, 90, 8mmol) « 3 S M TR S WE =
W N EEL6 /N, SR i U o R IR TR RS R 4R o R R R HIEtOAC T % , 13 Bl PR E &
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(5.4mmol) , 1 {44 . 'H NMR (400MHz ,DMSO-d,, 8) : 3.82-3.62 (m,5H) ,2.08-1.99 (m, 1H) ,
1.94-1.87(m,1H) .

[1167]1  N-[[4-[5-%45E-4-53E-1- [ (3R) - PUSAIR -3- ST nbme -3- JL ] R FE] FHIE] -2-
S - R

[1168] 3@ FFEFK, 4lifl 5, 5 -5 2L -3~ (4-JRFEEE) -1-[ (3R) - DU -3 - FE ] me -4 -
FJG (0. 27mmol) AN =38~ [ [ (2- AR OR PR EE) 258 ] FHAE T IIEE B (0. 41mmol) £3- BIFREUL,
Ay (0. 27Tmmol) , Ak h il 4 . UPLC-MS (BS', ZHFERIE) - 1.5043 8, m/z 418. 1[M+H] .

[1169]  5-5{3&-3-[4- [[ - AR HREED S L] R L] -1- [ (BR) - PYZK R -3
SETEme -4 - B

[1170] @ FHFEFPM, 4lifb i, N- [[4- [5-2a 5t -4- 555k -1- [ (3R) - PUZUW g - 3 - L T ke - 3-
FEVRIE L] - 2- PR 3L - 2R T e (0. 30mmo) 13- BIFRUL &4 (0. 11mmol) , [ fa [ 44 .
LC-MS (ES™, Z0 B4 ) :3.94% 8, m/2z 436.1 [M+H] . UPLC-MS (ES", K1) :2.96%0 %, m/z
436.1[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.73 (t,J=6.1Hz, 1) ,7.75(dd,J="7.7,1.8Hz,
1H) ,7.50-7.39 (m,5H) ,7.16-7.14 (m, 1H) ,7.06-7.01 (m,1H) ,6.39(s,2H) ,4.96-4.90 (m,
1H) ,4.54(d,J=6.1Hz,2H) ,4.01-3.92 (m,2H) ,3.90(s,3H) ,3.82-3.77 (m,2H) ,2.28-2.23
(m, 2H) »

(11711 SjEf5184 : 5- %4 3E-3- [4- [ [ (2- AR I AL) S L) AL R AE ] -1- [2- FRE Y
SN - 3- SE] LM -4 - FE e (Al 2)

H-N / —

B ) WV N
[1172] O\ NN%_/ HN—  OMe

N\ 2 _____ \ \Y

[1173]  5-%5E-3-[4- [[(2- AR FH L) Sl AL T FH AL TR ] - 1- [2- FHAE DY S - 3-
ST - 4- FHRE . CrA fk2)

[1174] WM, 2ifb ), fiN- [[4- [5- 25k -4- T - 1- [2- FREL DU Sk g - 3- JE Dtk s -
3-FEIORFLT L] -2- WA AL - R Bl (A k2, 0. 32mmo 1) 73 BIFRAUL A ¥ A k2,
0.07mmol) -UPLC-MS (ES", 43 f& M) : 1.85%3 %8, m/z 450.1[M+H] .UPLC-MS (ES", KF&ME) .
3.0247%h,m/z 450. 1[M+H]"o'H NVR (400MHz,DMSO-d,,8) :8.73 (t,J=6.0Hz,1H) ,7.75(dd,
J=7.7,1.THz,1H) ,7.51-7.39(m,5H) ,7.16(d,J=8.2Hz,1H) ,7.06-7.02 (m, 1H) ,6.39 (br
s,2H) ,4.88-4.80 (m,1H) ,4.55(d,J=6.0Hz,2H) ,4.14-4.05 (m, 1H) ,4.05-3.96 (m, 1H) ,
3.90(s,3H) ,3.64(q,J=8.1Hz,1H) ,2.54-2.44 (m,1H) ,2.41-2.31 (m,1H) ,0.83(d,J=
6.1Hz,3H) .

[1175]  S0JiE15185 : 5- 22k -3~ [4- [ [ (2- A R Hpe ) S ) AR R AL ] - 1- (2- FHAL Y
ZeULEHH - 4 - F55) NRpmk - 4 - FA g e
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[1176]

g
N )

N

[1177]  N- [ (- PIEPYSEIG -4- M7 2) 53] 23 HFR AT iR

[1178] @ FREJFE, 2- FHAE %0 - 2H- ML A -4 (3H) - (2. 03mmo 1) FJFEL FH PR AL T iR
(2.23mmo1) 73 BPRLHIBRALIL A8 (2. 04mmol) , 7 (Al 4. 'H NMR (400MHz,CDC1,,3) :
7.56 (s, 1H) ,4.17-4.12(m,1H) ,3.65-3.59 (m, 1H) ,3.53-3.49 (m, 1H) ,2.62-2.55 (m, 1H) ,
2.52-2.47 (m,1H) ,2.24-2.16 (m,1H) ,1.90-1.84 (m, 1H) ,1.54(s,9H) ,1.33-1.27 (m,3H) »
[1179]  5-543E-3- (4-JRIKFD) -1- (2- FHELPYSUEIR -4 - 35) N -4- IS

[1180]  #ERT I, BN~ [ (2- FHILPU LU - 4- 7 L) S5 ] 28 5 R BT R THF (10mL) 1A
FOGE — Lk 2 S Wi (QMAETHE AR, 3. 45mmo 1) 45+ B B TLC R 50k 52 A T o i
F B ZAFE KW - 07 T-DCM (10mL) FIF INTFA (10. Immol) o 5N 5 W04 %=
NEERE L NG SR IR R4 AR A T-ELOH (10mL) H o JIN2- [ (4-TRFERD) - A BE- 1
FRIET P 1 (0.95mmol) A= 1% (4. 75mmol) o S N IR S INFAE S0 C ik 24/ N, B 1
WG 4l 15 B AL S (0. 25mmo L AERT L S A AT S ) |, b A £ [l 4K
UPLC-MS: (ES, Zifatk) :1.854> %M, m/z 362.9[M+2] ",

[1181]  N-[[4-[5-500&-4-T500E-1- - FPAE VUL -4 - 50) nipmp - 3- L RO ] L] -2- T
S - R L

[1182]  JHFFEFFK, 4ifb ), (152455 -3- (4-BRID) -1- (2- FRIL DU SN - 4 - F0) nbme -4
FJTE (0. 23mmol) AN =55 - [ [ (2- AR L) 088 ] LTI B (0. 33mmo) 15 2IFREUL.
&1 (0.22mmol) |, hy s e [ {4, UPLC-MS: (ES', 50FRME) :1.58%7 8, m/z 446.1[M+H] ",

[1183]  5-545L-3-[4- [[ (2- WA IR AL SO I L] R AT -1 - (2- A DY S -4 -
SL) nme -4 - F el

[1184]  F2J7L,4lifb)m, fiiN- [[4- [5- 23 -4- 7500 - 1- (2- FHIE DU SN iR - 4 - 255) nb e - 3- L]
FRELT L] -2- FHAR L - R FAW: 1 (100mg, 0. 22mmo ) 15 2 AREUY, &4 (0. 04mmo1) , by €6, [
K UPLC-MS: (ES", J0fR1E) : 1.40F11.43%3 80, m/z 464.1[M+H] .UPLC-MS: (ES", KFRME) .
3.12/13.2043 81, m/z 464.1[M+H]".'H NMR (400MHz ,DMSO-d,, &, JEXTHLSEAGIRTE &) -
8.74(t,J=6.3Hz,1H) ,7.76(dd,J=7.6,1.7Hz,1H) ,7.51-7.41 (m,5H) ,7.16(d,J=8.2Hz,
1H) ,7.07-7.03 (m, 1H) ,6.38(s,2H) ,4.55(d,J=6.0Hz,2H) ,4.42-4.34 (m, 1H) ,3.98-3.95
(m,1H) ,3.91 (s,3H) ,3.55-3.44 (m,2H) ,1.92-1.82(m,2H) ,1.77-1.62 (m,2H) ,1.16-1.12
(m, 3H) »

[1185]  SJiEf5186: 5- 22k -3~ [4- [ [ (2- A R Hpe ) S ) AR R AL ] - 1- (3- FHAL Y
SR - 4 - 55 PREm - 4 - FR i
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[1186] /L\I,Nn;\;’ HN—  OMe

é)w,») ¢ N
[1187]  N- [ (3- FAEPU LU -4 - ) 208 ] St IR T iR
[1188] 3l JIF2/FE, 13- FH AL %0 - 2H- ML ARg -4 (3H) - F (1. 75mmo 1) FIIFEE FHER A | S
(1.93mmol) 13 EPHLAFREL A9 (1.69mmol) , Ay 1 €l 4. 'H NMR (400MHz,CDC1,,8) :7.52
(s,1H) ,3.94-3.90 (m, 1H) ,3.89-3.84 (m, 1H) ,3.75-3.69 (m, 1H) ,3.49-3.44 (m, 1H) ,2.69-
2.61(m,1H) ,2.52-2.46 (m 1H) ,2.31-2.23(m,1H) ,1.53(s,9H) ,1.20(d,J=6.9Hz,3H) .
[1189]  5-543E-3- (4-JRIKID) -1- (3- FHELPYSUEIR -4 -35) nibme -4 - IS
[1190]  KEN- [ (3- HHEEPYSnng - 4 - 2) 228 ] U B AR T i (1. 69mmo1) [ THF (10mL)
VA VRO — W Stk 2 ST (MAETHE R, 2. 86mmo ) $ii P2/ NI, B ZITLC I Rk} 5¢
2 MEE IR 22 TR B 4 A T-DOM (7mL) HEFF N TFA (8. 43mmol) o [ N TR & WAE
RTHEFE2h, ARG IR 4E B % 4x s TELOH (10mL) FRIFIIN2- [ (4-TRIREL) - A B - T
FETAN S (1. 37Tmmol) A= (6. 84mmol) o ¢ N IR S INFAZE 80 C 1Ak 24/ N, 3 1T F
FE et o b — 4l 5 BIFREA A (1. 15mmol) , by [ a4 . UPLC-MS: (ES™, S FRTE) .
1.83590F11.8645 %, m/z 362.9[M+2]",
(11911 N-[[4- [5-55E-4- 5k - 1- (3-HIBEPY SUPHLr - 4 - 3) e - 3- L ] R LT HHRL] -2- H
SR - R %
[1192]  E K, 4l , (152455 -3- (4-BRED) - 1- (3- FHIL DU SN i - 4 - F5) nbme - 4-
FEE (0. 48mmo1) F1=5 - [ [ (2- IR HHE D) S 5L ] FH LT (0. 71mmo) 15 B FREUY,
A5 (0.48mmol) , Jy (1A A&  UPLC-MS : (BS™, JEFERYE) :1.5973 0 F11.615%0,m/2z 446.1[M
+H]",
[1193]  5-5{ k-3~ [4- [[(2- AR FHIBE D) S L ) HH AL OR A ] -1 - (3- FHAE DU S - 4 -
5L) Uik - 4 - FH B fi
[1194]  @EHREFL, 2lifb)m, fiN- [[4- [5- 2008 -4 -0 - 1- (3- FHAL DU &g - 4 - 35) np s -
3- L] PRIL] FIE] - 2- FEAR 3 - R FPBE I (0. 14mmol) 15 2 FREE 44 (0. 09mmol) , S [E {4
UPLC-MS: (ES',Z/%1E) :1.36%0 %M, 1.38%3 8, m/z 464.1[M+H] . UPLC-MS: (ES", fath) .
3.06%7%1,3. 13754, m/z 464.1M+H]"."H NMR (400MHz , DMSO-d,, 8, JERTB AL PRI A H) -
8.74(t,J=6.0Hz,1H) ,7.76(dd,J=7.6,2.0Hz,1H) ,7.51-7.41 (m,5H) ,7.15(d, J=8.2Hz,
1H) ,7.07-7.03 (m, 1H) ,6.40(s,2H) ,4.55(d,J=6.1Hz,2H) ,4.52-4.47 (m, 1H) ,4.06-4.01
(m,1H) ,3.91 (s,3H) ,3.72(dd,J=11.3,3.5Hz,1H) ,3.58(dd,J=11.2,2.6Hz,1H) ,3.51-
3.41 (m,1H) ,2.36-2.29 (m,1H) ,2.17-2.14 (m,1H) ,1.71-1.66 (m,1H) ,0.80 (d,J=7.0Hz,
3H) »
[1195]  SCEf5I87 : 1-34 | 2k-3- [4- [[(2- AR IR FHE ) R ) AR 1 oKL ] -5- (FHAR A
5L) M - 4 - FH B fi
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[1197]  3- (4-JRKSD) -1-PK ] 3E-5- (AL SASD) Mem -4 - H i
[1198]  J55-503E-3- (4-JEZEEL) -1-FF T 3L -Tme-4-FFE (0. 28mmo1) [fMeOH (2. 8mL) 14
W2 Eﬁ@% (0. 85mmol) A EZ4EM (25 H & % fEMeOHA , 1. 70mmol) ££70 °C JIH L/ NKF, SR
P ENE Z 0 IO (2. 84mmo 1) FHRE SN TR S IAE it B HE L6 /NI o SR Jm /IO
KPR TR G - SR J5 FTIDCM (X 3) A= UK < K& I IR NLE /K I kb 58 Ik
FE e o it —2 4l B 2R &9 (0. 23mmol) |, A4k (A el 44 . UPLC-MS (ES', 55 e TE) .
2.25%5 %, m/z 331.0[M]",
[1199]  N-[[4-[4-TUE-1-34 ] 2E-5- (PRLZED) Mpmk-3-FL ] R RL 3L ] - 2- HAU L - oK
inivs
[1200] 3 JHAE 7K, 2t a3 - (4-JOREL) -1-BR | 3E-5- (HH ARG mbmk - 4- S
(0.23mmo1) F=75 - [ [ (2- IR LD L] LTl 1 (0. 25mmol) 153 B hR a4
(0.21mmol) , > AR A LUPLC-MS (ES”, Z0FERYE) 2. 11438, m/z 416.1[M+H] .
[1201]  1-Bf ] BE-3-[4- [[(2- AL Sl B ) AL 1 OR 3 ] -5- (HHAL D) ke -4 -
F P fric
[1202] @ HREFL, aifb)m, N- [[4- [4- 5008 1-PR ] 3E-5- (3RS0 mpme - 3- FL ] OR AL ]
PR3] -2- A - R F e (0. 17mmo 1) 753 BIFREE A4 (0. 09mmo) |, 24 [ €4 [E] {4 . UPLC-MS
(ES", JEMelE) :1.5693 8, m/2z 434. 1[M+H]".'H NMR (400MHz,DMSO-d,,8) :8.72 (t,J=
6.0Hz,1H) ,7.75(dd,J=7.7,1.7Hz,1H) ,7.54 (d,J=8.2Hz,2H) ,7.51- 7.44(m,1H) ,7.37
(d,J=8.2Hz,2H) ,7.15(d,J=8.2Hz,1H) ,7.07 (br s,1H),7.07-7.00(m,1H) ,6.36 (br s,
1H) ,5.92(q,J=5.6Hz, 1H) ,4.84-4.80 (m, 1H) ,4.53 (d,J=6.0Hz,2H) ,3.90 (s,3H) ,2.81
(d,J=5.4Hz,3H) ,2.64-2.44 (m,2H) ,2.38-2.24 (m,2H) ,1.83-1.70 (m, 2H) .
[1203] 575188 : 5- 445k - 1- PRk FL-3- [4- [[ (59 -2- AR L - R L) s B AL OR
ST NH i - 4 - F g e

H, N

[1204] N , oM
G {\ )

[1205]  N-[[4- (5-5FE-4-5{3E-1- Hﬁzﬁ LH- N -3-35) ORFL ] L] -5- G- 2- FH AU AL -
KR

[1206] i FHAE K, alifb i, i =35 - [ [ (5- 95 - 2 - FH AR 2L - DR FH L) 2 28 ) FR 3L T Bl A2
(0.23mmo1) F15-24FL -3~ (4- T RKFL) - 1- PR RIE-MEmE -4-FE (0. 17mmo 1) 15 2 Fr8ify, &4
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(0.17mmol) , AR 3 e [fl {4 . UPLC-MS (ES™, 40 FR1E) :1.7750%T ,m/z 434.1[M+H] ",
[1207]  5-%0E-1-P AL -3- [4- [ [ (5-6-2- AL - EIEEF'ESE%) g ] L] AL Tt -4 -
F P fric
[1208] g AR FPM, 2l ), iN- [[4- (5- %2k -4-500E - 1- AL - TH-Npme - 3-35) IR L] FH
HE]-5-55-2- AL - R HIBE % (0. 17mmol) 15 2IFREUL. 4 (0. 10mmol) , 2 1 €2 [ 44 . UPLC-
MS (BS™, 4R TE) :1.56%55%,m/z 452.1[M+H] . UPLC-MS (ES", K-&ME) :3.6243 %8, m/z 452.1
[M+H] "o 'H NMR (400MHz ,DMSO-d,,8) :8.83 (t,J=6.0Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 11)
7.44(d,J=8.2Hz,2H) ,7.40(d,]J=8.2Hz,2H) ,7.37-7.30 (m,1H) ,7.18(dd,J=9.2,4.3Hz,
1H) ,6.31(s,2H) ,4.65-4.66 (m,1H) ,4.54(d,J=6.1Hz,2H) ,3.89 (s, 3H) ,2.02-1.84 (m,
4H) ,1.82-1.73(m,2H) ,1.63-1.52 (m,2H) .
[1209]  SCJEAI89: 5- %43 -1- (3, 3- HSLPUS Mg -4-38) -3- [4- [ [ (2- AR HHIERD)
Ak ] FH AR DR L T p e - 4 - FH gL e

H N

[1210] H}N

O

4\ OMe

\—/
(12111 N-[(3,3- = FHIEDO SR -4 - 3 2 Bk ] 2l B FHR T s
[1212]  JEHARERE, 3,3~ FI3E 40 - 2H- Mg - 4 (3H) - il (1. 72mmo1) AL FIRGEL T R
(1.89mmo1) 153 EFRBL A4 (1. 7T0mmo1) , y I {4l A& . 'H NMR (400MHz ,CDC1,,8) :7.46 (s,
1H) ,3.77(t,J=6.1Hz,2H) ,3.46(s,2H) ,2.36 (t,J=6.0Hz,2H) ,1.50(s,9H) ,1.19(s,6H) .
[1213]  [(3,3- FHELPYZNtmg -4- 5 5 154;2,2,2- — R IRER
[1214]  EN-[(3,3- LU SE I -4 -3 20 8L ] S B8 R BT ig (1.69mol) [ THF
(10mL) IR VRIS — RStk & S iR i (MAETHE A, 2. 88mmo 1) AERTHE 2/ NI, FL A TLC
WRBRFTE TR R N R 245 AW K TR i -DCM (TmL) HJf IINTFA (8. 46mmol) .
BN TR S IAE e R BERE2 /NN SRS AR R N BR R & W, 15 B0 AR UL S
(1.70mmo1) .'H NMR (400MHz ,DMSO-d,,8) :3.93-3.89 (m, 1H) ,3.33(d,J=11.2Hz,1H) ,3.29-
3.22(m,1H) ,3.01(d,J=11.5Hz,1H) ,2.71-2.67 (m,1H) ,1.88-1.84 (m,1H) ,1.53-1.43 (m,
1H) ,0.88(d,J=11.2Hz,6H) .
[1215]  5-%dE-3- -JR2K3E) -1- (3,3- " FEEDY St R - 4- 55) ntbwh -4- F iy
[1216] @ HREPH, alifb)m, fi2- [ (4-BORED) - AL -SR] 9 i (0. 76mmol) FITL (3,

3- AL PO A - 4-30) S 815 2,2, 2- =S AR R (0.91mmo) 15 BB AL &1
(0.72mmol) , A [ A [#]{A& . UPLC-MS: (ES™, %G EGE) :1.9143%8h,m/2376.9[M+2]",
[1217]  N-[[4-[5-%U%-4- 1505 -1- (3,3~ - FHILPUSNE AR -4 - 30) Mbme - 3-FL [ RFE T FHAL ] -
2- FA - R i
[1218] @i FHRR K, 2t o, (5 -2t -3 (4-TORAL) -1- (3, 3-  FHE DU SN AR - 4 - 55) it
-4 - FH G (0. 27mmo 1) AN=35- [ [ (2- FHSE R L) S B ] R L T2 84 (0. 40mmo1) 75 2
Frisifl 54 (0. 21mmol) |, Ky (6 ] 44 UPLC-MS: (ES”, &5 1R : 1.6445 80, m/z 460.1[M+H] ",

"W”
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[1219]1  5-5{3&-1- (3,3- — HISLPYLUEEg -4-50) -3- [4- [[ 2- AR HIELED) 03]
LI ORFL T -4 - FHRE
[1220] @ HREFFL, 2ifb)m, BN- [[4- [5- %038 -4- 0 -1- (3, 3- LU S -4- 50 it
M -3 - LT SR E T R ] - 2- PR B - SR F BRI (0. 21mmo 1) #3- BRI, &) (0. 13mmol) , [
& UPLC-MS: (ES", %GEalE) : 1.44%5 %0, m/z 478.1[M+H] .UPLC-MS: (ES", KF&ME) :3.30%)
fhom/z 478.2[M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J=
7.6,1.7Hz,1H) ,7.50-7.40 (m,5H) ,7.15(d,J=8.3Hz,1H) ,7.05-7.02 (m, 1H) ,6.40 (s, 2H) ,
4.54(d,J=6.5Hz,2H) ,4.21(dd,J=11.1,4.0Hz,1H) ,4.04-3.90 (m,4H) ,3.51-3.39 (m,
2H) ,3.20(d,J=11.1Hz,1H) ,2.39-2.29 (m,1H) ,1.58-1.54 (m, 1H) ,1.01 (s, 3H) ,0.81 (s,
3H) »
(12217 SCJEf190: 5- 543 -3- [4- [ [ (2- AR ) 2 R FHE D R AL T -1- (2,2,6,6-
DY AL DT St - 4- 35) FH el

H,N

\;_-_-.O
H,N [
B A -
w".‘—-' \ ,:’/ \
[1222] \ N ﬁN/,f‘—ﬁ _\—QN O

\“*‘V’ f‘\T \—/ —K_J\OME
5 ) 7\
< -

[1223]  N-[(2,2,6,6-P9FFLPYSULEIR -4 -\ 3E) 5008 ] a5 R BT i

[1224] @ HREFE, aifbm, $12,2,6,6- DU FHIEEAGE -4 -1 (1.60mmo1) IR FHER U T iR
(2. 44mmo ) B RIARBUL S (1. 44mmo1) , A% A (a8 4K . "H NMR (400MHz, CDC1,,8) :7.47(s,
1H) ,2.52(s,2H) ,2.25(s,2H) ,1.51(s,9H) ,1.29(s,6H) ,1.23(s,6H) .

[1225]  5-4{3E-3- (4-JREED -1- (2,2,6,6- DY EEPU NN - 4- 30) I w4 - F IS

[1226]  #EOC N, FEUT HEN-[(2,2,6,6-PUFHIL UL - 4- 7 FL) 5458 ] 2 5 IR T iR
(1.47mmol) ¥ T-THF (15mL) H, I I — H ik &2 S A (MAETHE R, 4. 40mmol) o
SR G EMR N ICFEL6/ NN i MR A A K 5k W T-DOM (5mL) F I I TFA
(36.10mmol) o ¥4 S MR AL 2 D AEHE /NI, SR TG IR e 4 o R e )i 1-EtOH (10mL)
PRI N2 - [ (4-TRIREL) - FA L - FRER T P9 5 (0. 76mmo1) A= Ji (3. 80mmol) o5 52 B
TRA YR80 C ik 16/ NI, ¥ HIIF IR e 4 o it — P4k, 13 28l b &% (0. 19mmol) |
ke E A  UPLC-MS : (BS™, 45 FRME) :2.0923 8, m/z 405.0[M+2] ",

[1227]  N-[[4-[5-%0E-4-50E-1- (2,2,6,6- DU IEPU SR -4 - J55) npbme - 3- FE) R L) HE
A1 -2- HsE - O FH e e

[1228] @R FK, 2ifb 5, 55408 -3- (4-JR2KKD) -1-(2,2,6,6- PO FF LD SO0 R - 4 -
F) ek - 4- B (0. 19mmo1) A= 35(- [ [ (2- AR E IR P L) 2l 2L ] FRE T AE 8 (0. 27mmo1)
1533 o A (AR B A (0. 08mmol) «UPLC-MS: (ES', JEfeE) :1.78%3 8, m/z 488.1[M+H] s
[1229]  5-543E-3- [4- [[ - IR D) a8 AL 2R 5] -1- (2,2,6,6- PO I U4
NEENHG -4 - 56) Npk s - 4 - B jie

[1230] 3@ FLFL, 4lifb )i, fiN- [[4- [5- 235 -4-53E-1- (2,2,6,6-PUFF AL PO Stk g - 4 -
B N -3- FLIORFE] L] - 2 - FRAR L - SR (0. 08mmo 1) A3 B AR A4 (0. 03mmol)
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A UPLC-MS: (ES', %5feE) < 1.570 8, m/z 506.2[M+H] .UPLC-MS: (ES", KFeE) .

3.63%7%l,m/z 506.2[M+H] . 'H NVR (400MHz,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,
J=7.6,1.7Hz,1H) ,7.50-7.39(m,5H) ,7.15(d,J= 7.9Hz,1H),7.06-7.02(m,1H),6.48(s,
2H) ,4.75-4.67 (m,1H) ,4.54(d,J=6.2Hz,2H) ,3.90(s,3H) ,1.74(d,J=7.8Hz,4H) ,1.34
(s,6H),1.15(s,6H) »

[1231]  SCjiEfh91:3- [4- [ [ (2- A AR FIE ) S8 ) AL I OR L] -5- (AR D) - 1- U
L g - 4 - 325 - b - 4 - FR P i

HoN
| »L—'O

[1232] ' \I/N“N \_\_\ ‘\ OMe

[1233]  3- (4-JRORSD) -5- (HIJLAK ﬁ) 1- Pllwnttnr'i 4- 3L - -4 - F S

[1234]  B5-5455-3- (4-PREL) -1-PUSU IR -4 - FE-mp ek -4 - B (0. 86mmol) [ MeOH
(8mL) IA T ~ 22 S HE (2.5Tmmo 1) FTHfiE 4 W(25$£%>fMeOHEh,5.15mmol)E70°CjJD?§Uh,
SRIFH HIZRT NS (8. 58mmo 1) HRE SR A %= I BEH: 16/ NN, 2R/ L /K
PR 47K FTIDCM (3 X 20mL) 25 B3, - H AN LB K I R 38, I 445 - 40
b, 13 BRI & (0.65mmol) |, A €4 El {4 . UPLC-MS (ES', 1) :1.8043 %1, m/z 362.9
[M+2]7,

[1235]  N-[[4-[4-T505E-5- (AL - 1- POSUE R -4 - SE-mpme - 3- JL ] R FE ] FHEE] -2-
SR - R

[1236] @ FHFEFK, 2T, 13- (4-1RKID) -5- (FAREEIE) -1 - PUZUNE g -4 - 3 - TEme -4 -
FJE (0.65mmo1) FN=5 - [ [ (2- IR FHE D) S 5L ] FH LT (0. 71mmo) 153 B AREUY,
A1 (0. 44mmol) , A MK A4 . UPLC-MS (BS™, &R M) + 1.5723 8, m/z 446.1[M+H] ",

[1237]1  3-[4- [[(2- AR FEESE) S0k ] FHSE ) R3] -5- (FASEESE) -1 - DU S R -4 -
S -4 - F el

[1238] @ FHRETL, Sl )i, fN- [[4- [4- 55 -5- (FHIEEEL) - 1- DUt -4 - B -t - 3-
FLVRELT L] - 2- RS L - K FAW I (0. 44mmo ) 13 2 FREUY, &4 (0. 04mmo) , by 1 £6 [f] 445 .
UPLC-MS (ES", 5G4 1E) :1.3643 %8, m/z 464.1[M+H] . UPLC-MS (ES", K-FRIE) :3.08% 40, m/z
464.1[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.71 (t,J=6.6Hz, 1H) ,7.76(dd,J=7.7,1.8Hz,
1H) ,7.54(d,J=8.1Hz,2H) ,7.48(td,J=8.4,1.8Hz,1H) ,7.35(d,J=8.2Hz,2H) ,7.15(d,]J
=8.3Hz,1H) ,7.04(td,J=8.1,0.7Hz,1H) ,6.7 (br s,1H),5.80(q,J=5.2Hz,1H) ,4.53(d,
J=6.0Hz,2H) ,4.42-4.34 (m,1H) ,3.97 (dd,J=11.2,3.8Hz,2H) ,3.90 (s,3H) ,3.53-3.40
(m,2H) ,2.84(d,J=5.6Hz,3H) ,2.12-2.00 (m,2H) ,1.80-1.77 (m, 2H) »

[1239]  SjiEf§192: 5- 523 - 1 - PR EE-3- [3- 9 -4 - [[ (2- FAAE L -5- FH3L - R HpE L) 2 2]
FREL] RS Eme - 4 - FRE
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HoN
‘_-;O F
H:f\ {
?‘/ ) / \;’ O
[1240] U“*N ------ /" UHN—4  OMe
N — /’f
/

[1241]  N-[(4-P-2-5- K50 HIAL] -2- FEARdE - 5 - FERL - IR FH e e

[1242] 4 (4-P-2- 5 - 2630 K% (5. 00mmol) (I THE (4mL) JA % « PN 2L SRR 1A I (50
7 % {FEt0AcH, 7. 50mmo1) [KJTHF (6mL) 757  2- FH4E 3L - 5- LI IR (6. 04mmol) 1IN, N- —
SRR (8.88mmol) £580°C N1 18/ NI o K S B )i H1 2 == i, I AEE tOAc A AT
NH,CL/KIA R 2 [R143 |2 A HLE SR /KB, IR T4, 1 B8 IR M 4 - B ik x4l
¥, VI EIFRE L &) (3. 51mmol) JUPLC-MS (ES™, %latE) :2.0543 8, m/z 353.9[M+2]".
[1243]1  N-[[2-%-4- (4,4,5,5-PUHF3E-1,3,2- " SA 20k -2-3) R EE FR 3L ] - 2- FAa B -
5- HH AL - IR P fr

[1244] @ FREFR, 200 e, (N [ (4- 7 -2- 8- 2R 3E) FHIE] - 2- S AL - 5 - L - R FH gk fi
(3.51mmol) - EIFRE &) (3.51mmol) -UPLC-MS (ES", 40FR1E) :2. 1853 %, m/z 400.1 [M+
H]".

[1245]  N-[[4- (5-%3&-4- 505 - 1H-Mpmp -3-35) -2- G - RS AL ] -2- A0 -5 - R -OR
F P fric

[1246]  @HFEFD, 4lifb 5, BN-[[2-90-4- (4,4,5,5-VOFI3E-1,3,2- 5240k -2-3)
IRFE VL] -2- B L - 5 - FH L - K FHTsR 12 (3. 5 1mmo 1) 23 2ARE Y. &% (1.03mmol) -UPLC-MS
(ES™, Jfik) :1.86%3 %, m/z 380.0[M+H] .

[1247]  N-[[4- (5-5d2&-4-FIE-1-PRRAL-mpwp - 3- 1) -2- 5 - R AL FPJE] -2 - A 2L -5
FHIE - SR FH L

[1248]  BmRER4HE (1.34mmol) N-[[4- (5-5JE-4-53E- 1H-nkmp-3-55) -2- - K EL ] H
FL]-2- HAEFE-5- FAEL - Z FARERZ (1. 03mmol) FRARIAIAE (1. 13mmol) [IDMF (10mL) ¥ IRAE
80°C MHHES. 5/, SR8 A1 Z00,, I A /KHIEt0Ac 2 [R)5) )= « A HILZ T #h /K Bk, T
BT, i BB e - ot — 2P alife , 13 BAR B &4 (0. 07mmo1) oUPLC-MS (ES', 4R
VE) 2,218, m/z 448.1[M+H] .

[1249]  5-505E-1-IFKFE-3-[3-9-4- [ [ (2- HA -5 - IR OR g 30) S AL PO D R AL
M - 4 - P fle

[1250] Gl FHREFL, AL, BEN- [[4- (5- 55k -4- 15 - 1- R AR - - 3- ) -2- G- oK
FEYFHEL] - 2- FRAR 3L - 5- FH L - SR R (0. 07mmol) 15 BIFREL. &4 (0. 02mmo] , 24 % W) .
UPLC-MS (BS", 5 &14) :2.10%3 %, m/z 466.2[M+H]" . UPLC-MS (ES", KR M) :3.8843 41, m/z
466. 1 [M+H] ", 'H NMR (400MHz, DMSO-d,,3) :8.68 (t,]=6.0Hz, 1H) ,7.57(d,J=2.3Hz, 1H)
7.41(t,J=7.9Hz,1H) ,7.34-7.30(dd,J=7.9,1.5Hz,1H) ,7.30-7.28 (m, 1H) ,7.28-7.25
(m,1H) ,7.05(d,J=8.5Hz,1H) ,6.25 (s, 2H) ,4.65-4.60 (m,1H) ,4.56 (d,J=6.0Hz, 2H) ,
3.87(s,3H) ,2.27(s,3H) ,2.03-1.85(m,4H) ,1.83-1.72(m,2H) ,1.65-1.52 (m, 2H) .

[1251]  SCJEI193 : 5- 543 - 1- PR3 -3- [3-9-4- [ [ (2- AR LAY S0 PR TR
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HET e -4 - FRR

O\\
»—NH; F

o ) ' O
[1252] NN N/ UN—< OMe

4

<\/j \__¢
/ \\

[1253]  2- [ (4-P-3-5 - K0 -3 - T N )

(1254] 1@ AR FW, 4- R -3- 5 K S (5. 29mmo ) AP i (0.37mL, 5. 81mmol) 152 b5
Bk (5. 15mmol) |, i d a4 . UPLC-MS (ES', A FatE) :1.3245 %1, m/z 266.9[M] .
[1255]  2-[(4-P-3-G-2R50) - AL - ST 9 i

[1256] @ FHREFX, it )i, (2 [ (4-75-3- - IR 8D -3 -0 LT P K (5. 11mmo) A1
R — g (15 3mmo 1) f3 EIBREAL 1, 1 (4. 'H NMR (400MHz , DMSO-d,, 3) :8.06-
8.02(m,1H) ,7.86(dd,J=9.1,1.9Hz,1H) ,7.54-7.52 (m, 1H) ,3.92 (s, 3H) .

[1257]  5-%(2E-3- (4-75-3- 56 - AIE) - 1- TR B -Ipmk -4 - FHG

[1258] 3l A2 TH, sifb)a, (H2- [ (4- 5 -3- 5 - 2R3 - HH AL - 0 R T Y i (200mg,
0.71mmol) FNEFKELFERARER (117mg, 0. 85mmol) 13 2IFREUY, &4 (0. 48mmol) , by A £6 [f 44 .
UPLC-MS (ES", 50IR1YE) :2.0643 %0, m/z 348.9[M]".

[1259]  N-[[4- (5-52&-4-FIE-1-PRRAL - wg - 3-F0) -2-5 - R AL O] -2- I AR L - R
F P fric

[1260] 1 FHRE K, il 5, (5 -5 3E -3~ (4- PR -3 -9 - KFL) - 1-BRRSE - L e - 4 - FA I
(0.46mmo1) F1=5 - [ [ (2- IR LD 5L ] LTl 1 (0. 69mmol) 153 B hREUY 54
(0.19mmol) , JyyAz a4 . UPLC-MS (ES™, %2 1) :1.8043 8, m/z 434. 1[M+H] ",

[1261]  5-%40L-1-IF/KkIE-3- [3-9i-4- [ [ (2- AR g3 20k ] FH L) ORI T e -4 -
FH P fric

[1262] 3 FRRPM, 20, fN- [[4- (5- S Ak -4- 53k - 1-PR L - b - 3- 50) -2- G- K
FETHHEE] - 2- AL - R BE I (0. 18mmo 1) 13- 245U A4 (0. 07Tmmol) , A 7kAz (il A .
UPLC-MS (ES", 5G4 1E) :1.5843 8, m/z 452.1[M+H] . UPLC-MS (ES", K-FRIE) :3.66% %0, m/z
452 1[M+H]".'H NMR (400MHz ,DMSO-d,;,8) :8.71 (t,J=6.1Hz,1H) ,7.75(dd,J=7.6,1.8Hz,
1H) ,7.51-7.47 (m,1H) ,7.43(t,J=7.7Hz,1H) ,7.34-7.27 (m,2H) ,7.16(d,J=8.2Hz, 11) ,
7.07-7.03 (m,1H) ,6.26 (s, 2H) ,4.68-4.60 (m, 1H) ,4.57 (d,J=6.0Hz,2H) ,3.91 (s,3H) ,
2.01-1.88(m,4H) ,1.84-1.76(m,2H) ,1.63-1.55(m,2H) .

[1263]1  S7hEfH194 . 5- 50358 -1- [l -4- I PUZ R - 3- 5] -3- [4- [ [ (2- ALK L
F) AR PRI DR FL N -4 - FH e e

H,N
S W’ -—2-: O —\—\
HO T ¢ N 0
[1264] H /\\{N . N/"\_&Z/ HN _\ fOMe
O - \,{{ \\
(rel) LT
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[1265] [ -4- DY 00k - 3- i

[1266]  [FPAHIE0CHY3,6- S ALMIAL3.1.0] 4t (11.62mmol) [FJELOH (39mL) FA I HH T
IZKE W (55-60% £E7KH1, 29 04mmo1) o S W AE S i HE 10438l SR 5 £560°C Ii# 16/
o 3 S R FE s, DAA SR AR AAE A% (11.61mmo1) o 'H NMR (400MHz , DMSO-d, 8) :
4.06-4.02 (m, 1H) ,3.80-3.71 (m,2H) ,3.52-3.43 (m,2H) ,3.07-3.02 (m, 1H) «

[1267]  5-%(2E-3- (4-JRORED) -1- [ X-4- PR AP SR Eg - 3- BT nipma - 4 - FH G

[1268] @ REPH, aifb)m, fii2- [ (4-BORED) - AL - MR T P9 i (5. 7Tmmol) FIS -
4~ JJFEEPH S0V - 3~ (6. 97mmo 1) F3E bRBUL. A (5.09mmol) o 'H NMR (400MHz , DMSO-d,,
8) :7.77-7.64 (m,4H) ,6.85 (m,2H) ,5.52(d,J=4.1Hz,1H) ,4.71-4.66 (m, 1H) ,4.61-4.55
(m,1H) ,4.17-4.11(m,1H) ,4.09-4.04 (m, 1H) ,3.82-3.77 (m, 1H) ,3.67-3.61 (m, 1H) .
[1269]  5-%53&-3- (4-JRIRID) -1- [al-4- DT 3t (TS ke ] APy &g -3 -
STy -4 - FH S

[1270]  [A]5- 23 -3 - (4-BREE) - 1- [ S -4- R B DU S - 3- JE T b e - 4 - FH IS
(1.43mmol) [AIDMF (7. 2mL) AR FR AR (3. 44mmol) AT T HE 5 — F3LREL: (3. 15mmol) .
BRI AEB0°CHIFR6 /NN, A, SR AE K FIEL0AC 2 43 2 B HUE F/K UE , et
T, T UE SR IR e i o 2Pl A3 BRSS9 (0. 54mmol) S UPLC-MS (ES, &
VE) :2.2755 8, m/2465.0 [M+2] ",

[1271]  N-[[4-[5-%03&-1- [xal-4- DRUT 2 (R e 3 ] S DY Sk - 3- 2] -4 -
TSN - 3- FL ] OREE ] FEARL T - 2- AU - R B fi

[1272] @ R FK, glifb e, i =50 - [ [ (2- S L2 FE G 58 ) a3 ] FF 38 1l e
(0.76mmol) F5-5{2E-3- (4-ERED) -1- [ -4- DRUT 2 (CCHI3E) FRRERE AL ] S AR DU Znk
MR -3 - L] e - 4- FERS (0. 54mmo 1) 43 ZIRREL 54 (0. 39mmol, 72 % WK) JUPLC-MS (ES, Ji
FRTE) :2.0045 %0, m/z 548.2[M] .

[1273]  5-%0k-1- [t -4- R AU AUk -3-35] -3- [4- [[ (- AL L) s3]
LY RFL e -4 - FH R

[1274] @ FREPM, Sl fN- [[4- [5-2 - 1- [ a-4- DRCT 2 (C2HIED) RS AR ] 4R
SEPU SRR - 3- ] -4 - (kN - 3- FL ] R AL L ] - 2- FEARU L - R HH B (0. 23mmo 1) 15 2R
By &4 (0.04mmol) UPLC-MS (ES', KatE) :2. 745 %h,m/z 452.1[M+H]"."H NMR (400MHz,
DMSO-d,,8) :8.74(t,J=6.1Hz,1H) ,7.75(dd,J="7.7,1.8Hz,1H) ,7.51-7.39 (m,5H) ,7.15
(d,]=8.3Hz,1H) ,7.06-7.02(m,1H) ,6.40 (br s,2H) ,5.46(d,J=4.2Hz,1H) ,4.69-4.62
(m,1H) ,4.57-4.51 (m,3H) ,4.15(dd,J=9.0,6.9Hz,1H) ,4.00(dd,J=9.3,5.3Hz,1H) ,3.90
(s,3H),3.81(dd,J=9.2,4.6Hz,1H) ,3.62(dd,J=9.1,2.2Hz, 1H) »

[1275]1  S7JiE15195: 5- 25k - 1- [3- JllH LR -4 - 251 -3- [4- [ [ (2- AL DR D) A ]
FHEL R T E s - 4 - FE e flie Ak 1)
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H-_-.N\
=0
F2 N 7
[1276] N“N /_\jHN
, —‘\ ;OMe
(13&/) ,;'-F ______ § )

(12771 N- [ (3- R PU%U g -4 - 73 S0 ] Sk R T iR

[1278] @ JHFEFFE, i3 - 5 &0 - 2H- Mk -4 (3H) - (1.48mmo 1) FIHFEL HHER B T i
(2.22mmo1) FFEVHL AR A (1. 48mmol) . 'H NMR (400MHz,CDCL,,8) :7.79 (s, 1H) ,5.00
(d,]=47.8Hz,1H) ,4.33(d,J=13.7Hz,1H) ,4.20-4.13 (m,1H) ,3.79-3.63 (m, 1H) ,3.54-
3.45(m,1H) ,2.68-2.57 (m,1H) ,2.53-2.45(m, 1H) ,1.54 (s, 9H) «

[1279]  5-%5a3&-3- (4-JRRED) -1- G- FlVU U e -4 - 35) Eme -4- F S

[1280] 3l FIFRSF0, At , FHN- [ (3- 50U S A - 4 - 25 S ] 2l B R A | R IW THE
(4.9mL) JIAN2- [ (4-BIREE) - FRAE -0 3R] P9 i (0. 99mmo 1) 153 BIFREE 54 At
&1,0.50mmol) FIFREAL S (A2, 0. 22mmol) UPLC-MS (ES', 5 MEFAG1AL) :1.664)
o m/z 366.9[M+2]" UPLC-MS (ES", 4Rk, SeAgf&2) « 1. 7759, m/z 366.9[M+2] ",

[1281]  N-[[4-[5-5A5E-4- 5 HE - 1- (3-Fp VU R -4 - 22) N -3- FL ] R AL AL ] - 2- FHAR
SRR CrA kD)

[1282] i@ FFE P K, alifb o, i =90 - [ [ (2- HAE BE o0 FE G L) &3 ] FF 3 1 il Joc
(0.70mmol) FI5-243L-3- (4-JRIKEL) -1- (3- JE U ZUNH P - 4 - 355) Lk - 4 - FRS (A ik,
0.50mmol) HEIFRBUL &Y CEAA1,0.40mmol) JUPLC-MS (BS”, & ME) :1.474 8, m/z
450. 1[M+H] "

[1283]  5-%540E-1-[3-SpPUSAMEE-4-3E]-3- [4- [[ Q- FRID S8 PR 2R3
MM - 4 - e e Cp Ak 1)

[1284] @ FREFL, 2t i, fN- [[4- [5- S -4-T503E - 1- (3-FlPU SNk - 4 - 35) Mgk - 3-
FLORFLTH L] -2- AL - ORI i R4k 1, 0. 40mmo 1) 15 B4R L &) CRA ik,
0.31mmol) , Jy I [ . UPLC-MS (BS™, KFRYE) :2.924% %, m/z 468.1[M+H] .'H NMR
(400MHz ,DMSO-d,,8) :8.73 (t,J=6.2Hz, 1) ,7.75(dd,J=7.6,1.7Hz,11) ,7.51-7.39 (m,
5H) ,7.15(d,J=8.1Hz,1H) ,7.05-7.03 (m, 1H) ,6.45 (br s,2H) ,4.94-4.74 (m,1H) ,4.62-
4.48 (m,3H) ,4.09-3.98 (m,2H) ,3.90(s,3H) ,3.72-3.44 (m,2H) ,2.63(dd,J=13.0,4.9Hz,
1H) ,1.81-1.71(m, 1H) .

[1285]  SCJiEf§196: 5- 53k - 1- [3- G PUS LM -4- 351 -3- [4- [ [ (2- FHA R e L) 24 AL
FREL] DR LT s -4 - FH e i CReAd ik 2)

Hy N
H,N
F \f\, Q
\ >
[1286] ’)\f N\ OME
Ov) K \\,

| E—
et

[1287]  N-[[4-[5-%adk-4- 55k -1- (- S PU SNk -4- D) e -3 - FL IR R L] -2- FRAR

i
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AR A fk2)
[1288] 1 FHFE K, afifb )5, fif =5 - [ [ (2- AL R H G 5L ) S0 5 ] FF 3L ] ) ke i
(0.31mmol) FN5-5{FE -3~ (4-JRIKIL) -1- (3-FHPUZNLIH -4 - L) mEme -4 - FH S CAgfk2,
0.22mmol) 13 ElbrEL 54 CRA A2, 0. 16mmol , 72 %K) JUPLC-MS (BS', ZFERYE) :1.54%>
Bhom/z 450.1[M+H] .
[1289]  5-4(E-1-[3- g PUSUkmE -4- 251 -3- [4- [ [ (2- AR Il L) S 0] ) R L)
nHome - 4 - e i G Al fk2)
[1290] 2 FRRFPL , s el e sk A: € 1% ik, FH10-10 % Me OHFYJ DCMIA IR eI, 12E—28 A\
DCMEE &5 i, N - [[4- [5- 5438 -4 -F53E -1~ (3-JRPUZER -4 - 38) Nk - 3- FL] 2R FE] L] -
2- H S B - DR e e (e A2, 0. 16mmo 1) 15 215 - 25k - 1- [3- Jpl U kg - 4- 2] -3- [4-
[[(2 PR LR PRI L) 20 ] BRI R L T npe s -4 - FRR Jie A 442, 0. 02mmo1) - UPLC-MS (ES
KRR 3,092 8, m/z 468. 1[M+H] . "H NMR (400MHz ,DMSO-d,,3) :8.74 (t,]=6.1Hz,
1H) ,7.76 (dd,J=7.6,1.6Hz,1H) ,7.52-7.40 (m,5H) ,7.16 (d,J=8.2Hz,1H) ,7.04 (t,]=
7.7Hz,1H) ,6.45 (br s,2H) ,5.03-4.82 (m,1H) ,4.65-4.52 (m,3H) ,4.18(dd,J=10.6,
5.4Hz,1H) ,3.97-3.91 (m, 1H) ,3.91 (s, 3H) ,3.49-3.38 (m, 1H) ,3.33 (m, 1H) ,2.09-1.91 (m,
2H) .
[12911  SCJEf197 . 3- [4- [[ (2- AR OR R S ] AL I OR AL ] -5- (FREEED) -1- A
WG - 3- B - NH s - 4 - B i

HoN

[1292] OMe

[1293]  3- (4-JROEHD) -5- (FHELAID) -1- P_leﬂjiﬂr'i 3- k- Nk -4 - FHJfS

[1294]  FePed AR W, alifb e, fi5- 2428 - 3- (4-TROKEL) - 1- DU SR - 3- 25 -mp e -4 -
Ji& (100mg, 0. 30mmol) 32| FrEi it &4 (64mg, 0. 18mmol , 61 % WR) |, oA [ {4l {4 . UPLC-MS
(BS", JFatE) :1.8043 %8, m/z 348.9[M+2] ",

[1295]  N-[[4-[4-F2E-5- (PALEUD) - 1-DYZRRIR - 3- B -Mppme - 3- ] RAL T L] -2- T
S - R L

[1296] @ HREFK, 2lifbfm, i3 - (4-BORE) -5- (FIREIE) - 1-PUZAWKIR - 3- FL - g -4 -
FJTE (0. 18mmo1) AN =55 - [ [ (2- FHAE R L) 008 ] FH LTI B (0. 27mmo ) 15 2IFREUL.
A (0. 18mmol) , A €A 4k JUPLC-MS: (BS', AiFaE) :1.5840 %M, m/z 432.1[M+H] ",

[1297]  3-[4- [[ (2-HAEIERHBERD) S8 1 L1 OR 3] -5- (IR ECSE) -1 - PUSRKIR -3-
S -4 - F el

[1298] MR HFERFL, 4ifb )5, fiN- [[4- [4- 503 -5- (33D - 1- PU&UWng - 3- 5L -k
M -3 - L] LT FREL ] - 2- FE AR - R LI (0. 13mmol) 13 B FRaif 54 (0. 03mmol) , k(%
[ {4  UPLC-MS: (ES', £G4 :1.3645 %], m/z 450.1[M+H] . UPLC-MS: (ES", K&tk :3.08%
fh,m/z 450. 1DM+H] " 'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.75(dd,J=
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7.6,1.6Hz,1H) ,7.54(d,J=8.2Hz,2H) ,7.51-7.44 (m,1H) ,7.36(d,J=8.2Hz,2H) ,7.15(d,
J=8.3Hz,1H) ,7.06-7.02(m,1H) ,5.92(q,J=5.4Hz,1H) ,5.04-4.95 (n,1H) ,4.53(d,]=
5.9Hz,2H) ,4.07-3.95 (n,2H) ,3.90 (s,3H) ,3.88-3.79 (m,2H) ,2.85(d, J=5.5Hz,3H) ,
2.33-2.24(m,2H) .

(12991 ST fhl98: 5-543k -1~ (3,4~ JoR3E) -3-[4- [[(2- FSLZR FAMEAL) AL ] AL ]
R M -4 - FE

H,N

\?-_-.'O
>N \r B /
- \ o
[1300] N / /
Fo .z '“N ! HN—X OMe

‘ﬁ ’ l -\_<
. ¥4
&\‘:’ (’./ \\

[1301]  5-53E-3- (4-JRZEED) -1- (3,4~ " JR3L) e -4- G

[1302] 3@ FFEFPH, it , 2 [ (4-7R2K3E) - A AL - AL T P9 — i (0. 57mmol) FN&{E
(3,4- 5D WF (0.68mmol) 13 EIFREL 54 (0. 30mmol , 53 % %) |, 2 [l 4, UPLC-
MS (ES™, JGEEE) :1.9643 %80, m/z 376.9[M+2] ",

[1303]  N-[[4-[5-%A0E-4-FE-1- (3,4- oKD nhmh-3- L) SR RL IR ) -2- PR -
Ll il

[1304] 3 FREFK, alifb )5, 5 - 202k -3- (4-JRKEL) -1- (3,4~ JAREL) MEme -4 - FG
(0.30mmo1) F=75 - [ [ (2- AR L) S 5L ] FHIE Tl (0. 46mmol) 13 B hREUY 54
(0.08mmol) , Fy Kl f& . UPLC-MS (ES™, ZiFaPE) :1.714%,m/z 460.1[M+H]".

[1305]  5-%JE-1- (3,4- RIL) -3-[4- [[ (- IR FREIL) 3] FH 3L ] JR3L ] nph s -
4-Eﬁ@5‘tﬂi?

[1306] 1 PR M, 2t , fiN- [[4- [6- 2k -4- T2 -1- (3,4~ 5 KAL) mpmk -3- 2] K
EE]EF’FE] 2- FH AR - R e i (0. 08mmo 1) 15 2ARAEUL. 51 (0. 02mmol) , 24 A H € [l 44 o
UPLC-MS (ES', 55 aE) :1.5543 %8, m/z 478.1[M+H] .UPLC-MS (ES", K-F&1E) :3.6043 %, m/z
478 . 1[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.76 (t,J=6.1Hz, 1H) ,7.77-7.70 (m, 2H) ,7.66-
7.44 (m,7H) ,7.17-7.15(m,1H) ,7.07-7.02 (m, 1H) ,6.59 (s,2H) ,4.57 (d,J=6.0Hz, 2H) ,
3.91(s,3H) .

[1307] 515199 5- 2455 -3- (2~ -4~ [ [ (2- AR FAE L) A AL ) AR 2R3 ] - 1- 0
NEENHG - 4 - 36 - s - 4 - B pi

H,N

2 7\
[1308] A \ 7\ 0

AN f-"' Hr\.—\_\OMe
9

‘“‘\-./"f

[13091  2-[ (4-JH-2-5-KID) ?29@& ]IEF'FE]E@ Jis
(13101 1@ HFEEW, F4-1-2- oK St (14 . Tmmol) AN - Ji (15. 5mmo) 75 2UKH A st
&% (14 1mmol) LUPLC-MS (BS™, 46/ tt) :1.2197 % ,m/z 266.7[M]
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(13111 2-[(4-P-2- G- 2R50) - FHAA AL - SR 9 i

[1312] @l R X, b, f12- [ (4-7R-2- - KD -3 - LT 9 i (14 6mmol) 15
FIbREUE A (10.52mmo1) |,k (A4  UPLC-MS (ES", Jfath) :1.6843 %0, m/z 280.8[M] ",
[1313]  5-543E-3- (4-JR-2- 98- 2K3E) - 1 - POZUkg - 4- 55 - e -4 - B

[1314] @ FREFH, S, 152 [ (4-75-2- - K5 - FEAR -0 LT 9 S (0. 92mmol)
AP S g - 4 - B R R EE (1. 11mmol) 15 BIFREBUL. 5 (0. 82mmol) , AL . UPLC-MS (ES
CEIRYE) 11,655 8, m/z 366.9[M+2]".

[1315] N-[[4- (5-2d2E-4- Uk - 1 - PUSANEIH - 4 - JEnpEme - 3-50) -3-9p - RSk ] FH S ] -2- %4,
R %

[1316] 1 FHFE K, aifb 5, fif =5 - [ [ (2- A L R B 5L ) 0 5 ] FF 3L ] ) ke i
(0.74mmo1) FN5-54 k-3~ (4-75-2- 5 - AIE) - 1- PUZ R - 4- 35 - Mg -4- F R (0. 49mmol) 75
FIFRBUL A (0. 28mmol) , by M 1€ #l {4  UPLC-MS (ES', 45 1) :1.48%y8h,m/z 450. 1M+
H]".

[1317]  5-5(5E-3-[2-95-4- [[ (- FAAE IR FHBE L) el ] FH AL 1 OR A ] - 1 - DU S g - 4 - 2L -
M - 4 - P fle

[1318] %M@ FHFE M, alifbf , (HN- [[4- (5- 53 -4 - (k- 1 - DUSUI R - 4 - FEnpme - 3 -
L) -3- 3 AR FHAL] -2- AL - DR FH A (0. 28mmo 1) 73 B bREUY 54 (0. 09mmol) , Sk H
4 fA . UPLC-MS (ES™, 50 ) :1.3149 81, m/z 468.1[M+H] . UPLC-MS (ES", KF&ME) :2.96%7
fhom/z 468.1M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.79 (t,J=6.1Hz,1H) ,7.73 (dd,J=
7.7,1.8Hz,1H) ,7.51-7.47 (m,1H) ,7.40(dd,J=8.2,7.5Hz,1H) ,7.27-7.22 (m,2H) ,7.16
(dd,J=8.3,0.6Hz,1H) ,7.07-7.03 (m,1H) ,6.34(s,2H) ,4.55(d,J=6.1Hz,2H) ,4.41-4.31
(m,1H) ,3.99-3.92 (m,2H) ,3.90 (s,3H) ,3.46-3.38 (m,2H) ,2.02-1.89 (m,2H) ,1.82-1.73
(m, 2H) »

(13191  STJiEfh100:5-542E -3~ [2-5 -4- [ [ (2- AR IR AL S L] FHAE ] R AL ] - 1-PU A
WG - 3- 36 - N s - 4 - B i

HoN_
-
‘f

H,N

{ .’
N x}’

\r /
[1320] T §_/ HN_«& OMe

(\ ) ,\:

’ -
[1321]  5-%33L-3- (4-JR-2-F5 - 2K3L) - 1- DUV - 3- 3L - N - 4 - s
[1322] 2l AR FPH, it , (12 [ (4-75-2- 55 - 2R ED) - FHAe - HH T PN i (0. 77mmo)
%ﬂ@ AW - 3- BRI ER (0. 92mmol) 15 EIARBUL &4 (0.69mmol) , ALl . UPLC-MS (ES

CURIFAYE) 1 1.6345 %0, m/z 352.9[M+2]",

[1323]  N-[[4- (5-543&-4- T3 -1 -PYSLN -3 - S -npme -3-50) -3- G - RS I L] -2-
S - R L
[1324] 3@ R FK, glifb e, fif =5 - [ [ (2- H S BE 20 FE e 28 ) a3 ] FF 36 1l e
(0. 48mmol) F15-5A %k -3~ (4-7R-2- 3 - FIL) - 1- DU -3 - Fe-IE e -4- IS (0. 37mmo1) 73

-

}
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FIFREAY A1 (0.23mmol) , Jy K €A & . UPLC-MS (BS™, J0 R M) :1.4747 %1, m/z 436.0[M+
H]".

[1325]  5-%d0&-3-[2-9p-4- [ [ (2- A I ) Sl B ) AL I OR 3 ] - 1 - DU Sk - 3- 3 -
L - 4 - FH R Jrg

[1326]  JZHHam AR M, alifb o, fN- [[4- (5- S5k -4 -3 - 1- DU Ry - 3- B - e - 3 -
) -3- - R AL AL ] - 2 - AR AL - R FH e (98mg, 0. 23mmo 1) 75 PR L 59 (42mg,
0.09mmol,41 % W) , b A€ & . UPLC-MS (ES", % FRYE) :1.310 %0, m/z 454.1[M+H] ",
UPLC-MS (BS", K#&lh) 2,967 %, m/2z 454.1[M+H] ™. "H NMR (400MHz ,DMSO-d,,8) :8.78 (t,J
=6.0Hz,1H) ,7.73(dd,J=7.7,1.8Hz,1H) ,7.51- 7.47(m,1H),7.40(dd,J 8.1,7.6Hz,
1H) ,7.27-7.22(m,2H) ,7.18-7.13 (m,1H) ,7.06-7.04 (m,1H) ,6.36 (s,2H) ,4.98-4.90 (m,
1H) ,4.55(d,J=6.1Hz,2H) ,4.01-3.91 (m,2H) ,3.90(s,3H) ,3.82-3.75(m,2H) ,2.29-2.20
(m,2H) .

[1327]  SJiEf101 :5- 50 - 1- 2L -3- [4- [ [ (2- AR FIBE D) 2 R AL ] -2- L -
IRFE ] Eme - 4 - FH L

H.N
’ -\;::-'O
H-N

£ \»:—_f} ’
[1328] N/
. N

1
j/ / -
7\

[1329]  (4-JR-3- -0 ke

[1330]  f54-758-3- LI IS (5. 10mmol) [ THF (30mL) FAARIANTG: — I RL Bk &2 Ak
L (MAETHFH, 15 30mmo1) £E0°C R 5t FE30 53 81, SR THIR R TIF ¢4 18/ MK o S HIMeOH
(30mL) P K FEIRE IR GE o B TR A MIAEE tOACHITIMNaOH KA 2 A3 2 « HHUE FHER KR  ,
FRBRERSA T 15 , 1 IR e, 15 SR IR K 579 (5. 10mmo1) o 'H NMR (400MHz, CDC1,,
) :7.43-7.50 (m,1H) ,7.21-7.15(m,1H) ,6.95-7.03 (m, 1H) ,3.80(s,2H) ,2.39(s,3H) »
(13311 N-[(4-%-3- 3L -SRH0) FIILT -2- A4 - SR A e

[1332] 3 (4-95-3-FI 3L -2830) FE (5. 10mmol) [ THF (20mL) JATRUFIN, N- P
(15.29mmol) WHIZE0°C , RJF I 2- FIAA SR FIE A (5. 61mmol) , FFARFAEOC T Hitkk204)
PR SR AR B U P66 /1N o SR TR AINH, C LKA TRAS KO IR Hs IR A o K AR )
FHE t0ACEE T FIER KB « AHLE TR BT, S IR T IR ke 2t A3 BRI S
(5.10mmo1) -UPLC-MS (ES™, &) :2.0143%h,m/z 335.9[M+2]",

[1333]  2-HI%BE-N-[[3-HI3k-4- (4,4,5,5-PUHIIE-1,3,2- ke -2- 30 ZRIE
HL ORI

(13341 3 FHRE PR, A0 BN - [ (4- 380~ 3 - P - 300 TP - 2- 11 B - 3 1 i e
(5. Immo1) F5- 2L A5 (3.82mmol) JUPLC-MS (BS, SR 2. 1558l ,m/z 382. 1 [M+H] "
[1335]  3-GdL-5-7R- 1H-IHwk -4- i

[1336]  B10°C A3 - 4 k-4 - T FEME ML (46. 25mmol) FIMeCN (180mL) YA TRUFIN - TR A BE FAImEL
J2 (60 1mmo1) AIFAERTIEAHE 16/ NN B S RERG M 4 B R Ax 2k, , DU BIbRSU L &
P (22.4mmol) ;UPLC-MS (ES", #RIE) :0.9873 ), m/z 188.8[M+2]".
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[1337]  5-%0E-3-JR-1-3p )k BL-nHmp -4 - FE IS

[1338]  CELfg[iR4E (33.6mmol) 324k -5- 7R - TH-IH M -4 - F i (22 4mmo 1) PRI R
(2.64mL,24 .6mmol) [MeCN (170mL) IE IR AES80 CHERE19h, SR G A A 2=k, , HAFE/KFIELOAC
Z A5 2 AVLUE K Pe s, IR BN T4, i B8 I U e 4 - 2l , 13 Bhn L 59
(1.00g,3.92mmol , 18 %Y%) JUPLC-MS (ES", %laE) :1.5853 8, m/z 256.9[M+2] .

[1339]  5-%(0E-3- -1 -PA KL - nbme - 4- %

[13401 3l FHRE M, Slfb i, (15 - 008 - 3- P - 1- A R - b mde - 4- T (3. 92mmo1) 13- 2 Al
v &%) (2.87mmol) LUPLC-MS (BS™, fGFRYE) :1.3223 8, m/z 274.8[M+2]",

[1341]  5-% 0 - 1-PAuKIE-3-[4- [[(2- AR OR I RL) S0 ] FHOE ] - 2- F L - SRR T -
4- FHRE %

[1342]  HRRELE (2.40mmol) «2- FHAEIL-N-[[3-F3E-4- (4,4,5,5-PUFIE-1,3,2- 42
Bl - 2- 5) SR EET FI R ] SR BRI (0. 60mmol) FH5- Sk - 3- 1 - 1 - PR L - iipme - 4 - FAG iz
(0.57mmo1) [YJELOH (3mL) A7K (0. 6mL) F IR I FHAUURE = BN LT, 17 -8 (C T 3k
B TURER] SR (ID) (0. 12mmol) KAV B A HP A 120°C ik Th SR
RVIE T Celite™ #ud 8- FIDCMPE , SR 5 IR e - 24t , 73 BB A4 (0. 06mmol) o
UPLC-MS (ES", 5G4 1) :1.5543 80, m/z 448.1[M+H] . UPLC-MS (ES", K-F&RME) :3.5950 %1, m/z
448 .2[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.71 (t,J=6.1Hz,1H) ,7.74(dd,J=7.5,1.9Hz,
1H) ,7.50-7.45(m,1H) ,7.29(s,1H) ,7.27-7.19(m,2H) ,7.15(d,J=8.6Hz,1H) ,7.03(td,]
=7.5,1.0Hz,1H) ,6.37 (s, 2H) ,4.66-4.58 (m, 1H) ,4.52 (d,]J=6.1Hz,2H) ,3.89 (s, 3H) ,
2.13(s,3H) ,2.01-1.92(m,2H) ,1.92-1.82(m,2H) ,1.81-1.71(m,2H) ,1.63-1.52(m,2H) .
[1343]  SLfA1102:5- 5 5L -3 [2- 9 -4- [[ (2 AR BIR AL S0 ] AL R3] -1- DU
ML - 3 - k- Mk s - 4 - FH B e

HoN
\::.O
Ho,N_
Ty N o
[1344] NN =/ HN—<4  OMe
L s )
9y o~ \ Y

[1345]  5-543E-3- (4-JR-2-9f - 2K3E) - 1 - POZUEg - 3- 35 - e ms -4 - FH

[1346] @ FIREFH, S, f2- [ (4-75-2- - KD - FEAR -0 T Y i (0. 82mmol)
AIVY LR - 3 - ZEF SRR £6 (0. 99mmol) 15 2IFREUY 54 (0. 42mmol) |, Dy Ak 1 €2 [ 44 . UPLC-
MS (BS”, AR < 1.544> %, m/2z 366.9[M+2] ",

[1347]  N-[[4- (5-%d2&-4-FFE -1 -PUSILnEg - 3- S -mpw - 3-50) -3- G - R AL ] -2- 1
SR - R

[1348]  j FHFE K, alifb 5, fif =36 - [ [ (2- F A L 20 AR L) 03 ] PR 36 0 ) o A
(0.63mmo1) FN5-543E-3- (4-78-2- 5 - 2R3 -1- PUSEIRg - 3- 3L -1t -4 - (0. 42mmo1) 15
PRV AP (0. 16mmol) , Jy Ak €Al fA& . UPLC-MS (BS™, %3 /R M) :1.5447 %1, m/z 450.0[M+
H]".

[1349]  5-5(5E-3-[2-95-4- [[ (2- HAAE IR FHBE L) Sl ] FH AL 1 OR A ] - 1 - DU S g - 3- 2L -
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b - 4 - FR e Jrg
[1350] 2 AR M, 2lifb ), fN- [[4- (5-%3E-4- 0L - 1- DU SR - 3- JE - e - 3-3) -3-
G- R ] LT - 2- AR L - 2R FE I (0. 28mmol) 13- 8BRS (0. 03mmol , 11 %Y%) |, Ky
Eél{z}x UPLC-MS (ES, 5GaME) :1.3745 %, m/z 468.1[M+H] . UPLC-MS (ES", K1) :3.12
Sy,m/z 468.10M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.78 (t,J=6.1Hz,1H) ,7.73(dd,J=
7.6,1.7Hz,1H) ,7.51-7.46 (n,1H) ,7.40(dd,J=8.2,7.5Hz,1H) ,7.27-7.21 (m,2H) ,7.16
(dd,J=8.3,0.6Hz,1H) ,7.04(td,J=7.5,1.0Hz,1H) ,6.37(s,2H) ,4.55(d,J=6.1Hz,2H) ,
4.32-4.22(m,1H) ,3.90(s,3H) ,3.89-3.80 (m,2H) ,3.52(dd,J=10.5Hz, 1H) ,3.35-3.25 (m,
1H) ,2.02-1.94(m,2H) ,1.77-1.61 (m,2H) .
[1351]  Sjfh103:5- %455 -1- Q- FENKEL) -3- [4- [[(2- AR AR FAR L) ok R AL ] oK
ST - 4- F e fr

H -.N
=0
H: “v*“\ '—>—
[1352] Na? \aw/ BN OMe
( \ r
\»—f i \“\.\\

[1353]  N- [ (2- 3RS S ) 2 B R T s

[1354]  EN- R AT % (1.85mmol) A1 - (= FIEL AR 8 20 B KM (1. 69mmol) [ THF
(8mL) FAVRAE 20 N FES /N, SR T NI FH R A T i (1. 69mmol) o K5 Y e ==t
T HE 16 /NI SR s e 4 o 2 — 22 4lA0 153 25 BUE &9 (1. 20mmol) |, Jhy Ak 1 ¢ [ 4
UPLC-MS (ES", 5 fh) :1.4145 %0, m/2z 217[M+H] ",

[1355]  5-%d3E-3- (4-BHRSD) -1- Q-G KAL) mEme -4 - F i

[1356] 3 JHFEJ7 O, fERT I, alifb i, fN- [ (2- 5B L) 2l 3 ] 2 B FH R T iR
(1.20mmol) F12-[ (4-RAEL) - IS - BT P8 — iy (0. 80mmol) 15 R Ar8L & ¥
(0.24mmol) , AR 14 & [El {4 . UPLC-MS (ES", 43R 1E) :1.8947 %%, m/z 350.9[M+2] ",

[1357]  N-[[4-[5-%00&-4-T500E-1- @-FuI KA Mm -3-JL ] R AL - 2- FEA UL - R
[iRivs

[1358] 1 ALK, alifb i, (5 -85 -3- (4-JRIREL) -1- (2- AR EL) MEmE -4 - FH i
(0.24mmo1) F="7F - [ [ (2- AR L) L] LTl (0. 28mmol) 153 B AR 54
(0.24mmo1) , A A {4 & . UPLC-MS (ES”, 2R YE) :1.6573 %1, m/z 434.0[M+H] ",

[1359]  5-%(dd-1- -5 KED) -3-[4- [[(2- AR FHLAD) Sk ] AL T R Tt -4 -
FH e fric

[1360] 3l AR M, Zfifl ), fiN- [[4- [5- %2k -4- 5008 1- -5 CHD) Mk -3- L ] R ]
FHELT - 2- FHA L - R (0. 24mmo 1) 43 2 AREUE A4 (0. 09mmol) , Ay [ €21 [i5] 44 . UPLC-MS
(BS", SBARME) :1.44%55%0,m/z 452.1[M+H] . UPLC-MS (ES", KIRME) :3.3843 %), m/z 452.1[M
+H]".'H NMR (400MHz ,DMSO-d,,8) :8.74 (t,J=6.1Hz,1H) ,7.76 (dd,J=7.7,1.7Hz, 1H) ,
7.52-7.38(m,5H) ,7.16 (d,J=8.3Hz,1H) ,7.08-7.01 (m, 1H) ,6.39 (s,2H) ,5.27-5.07 (m,
1H) ,4.60-4.45 (m,3H) ,3.90 (s, 3H) ,2.65-2.41 (m,1H) ,2.09-1.83 (m,4H) ,1.76-1.55 (m,
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1H) .
[1361]  SZjEfil104:5-243E-1- (2,6~ —FHIELPUSEIE -4-55) -3- [4- [ [ (2- FHE 3R
Fo) GV L R T nppms -4 - FH ez

[1362]

[1363]  N-[(2,6- " FIIEPUEER -4 -\ 3E) 228 ] 28 R T iR

[1364]  JZMLEFFEFE, aift)m, 12, 6- —HIEL5E -4 - (200mg, 1. 56mmo1) ML HHFR AL
1T (217mg, 1.64mmol) FFEIFRL A4 (0.88mmol) , K 1€l 44 . 'H NMR (400MHz,CDC1,,
) :7.52(s,1H),3.69-3.61 (m, 1H) ,3.59-3.51 (m, 1H) ,2.59-2.50 (m,2H) ,2.13-2.07 (m,
1H) ,1.82-1.75(m,1H) ,1.53(s,9H) ,1.33(d,J=6.0Hz,3H) ,1.28(d,J=5.9Hz,3H) «

[1365]  5-%ddL-3- (4-BKED) -1- (2,6- — HHELPUZAnng -4- 2 nibm -4 - FE i

[1366] 1@ FHFEFO, 4lifb T, (HN- [ (2,6- — FHELPU LU -4 - 150 2408 ] s 3L R BT iR
(0.88mmol) F12-[ (4-JRAEL) - IS EE - W EL TN — i (0. 76mmol) 15 R AR 8L G ¥
(0.29mmol) , Mk talfl & . UPLC-MS: (ES™, 50 ERME) :1.9147 %], m/z 376.9[M+2]",

[1367]  N-[[4-[5-5a3&-4-T55E-1- (2,6- — FHIL UL R -4 - 35) Mpme - 3-FL ] R FE] FHSL ] -
2- FA L - R i

[1368] 1l FHRE K, £t i, (5 - 53k -3 (4-TORAL) -1- (2,6~ FHEDU S L AR - 4 - 50) it
M -4 - FHE (0. 29mmo1) F1=55- [ [ (2- AR R IL) 238 ] FHIE TG B (0. 6 1mmo1) 75 2]
FRBUYEH (0. 25mmol) , Jyksifalf 44 . UPLC-MS: (ES', 45Fa1E) :1.634> 8, m/z 460.1[M+H] .
[1369]  5-540&-1-(2,6- —HIIEPUZAMEMR -4-35) -3- [4- [[ - IR PRI a8
SEIORFL T -4 - FH B I

[1370] 1@ IFEFL, b io, fiN- [ [4- [5-2 3 -4-5(E-1- (2,6- HILPUS R -4- 35 i
W - 3- L] 2RI ] FE3E] - 2- FRAR L - 2R FEER% (0. 25mmol) 13- BIFREEL A (0. 02mmol) , KK A
B [ER  UPLC-MS: (ES”, RTE) :1.4255 %, m/z 478.2[M+H] .UPLC-MS: (ES', JHE&ME) :3.26
Syt,m/z 478.20M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.2Hz,1H) ,7.75(dd,J=
7.6,1.7Hz,1H) ,7.50-7.39 (m,5H) ,7.15(d,J=8.3Hz,1H) ,7.06-7.02 (m, 1H) ,6.36 (s, 2H) ,
4.54(d,J=6.1Hz,2H) ,4.43-4.35 (m,1H) ,3.90 (s, 3H) ,3.59-3.52 (m,2H) ,1.83-1.79 (m,
2H) ,1.62-1.53(m,2H) ,1.14(d,J=6.1Hz,6H) .

(13711 SCJiEfh105:5- 542 -3- [2-91-4- [ [ (5-F-2- S AL - R B AL) S AL ] FHE] R ] -
1- DU - 3 - - NH s -4 - FH B e
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H,N
=0

/ F_\\—\ O

[1372] (\’[ = HN—L OMe

H;?

(13731  N-[[4- (-5 FE-4-53L-1-PUSE Wehpg -3 - FL - mk - 3-3) -3- g - XL L] -5- 41 -
2- AL IR T

[1374] i FIFL K, 4L f5 , 5 -5 0k -3~ (4-TR -2 - 2K3E) - 1- DU S0 -3 - FE - Tt me -4 -
Fi (0.31mmo1) AN—=35- [ [ (5- 35l - 7K FHBLEL) 3 ] FH AL THGE AT (0. 34mmol) 15 BIF R
¥ (0.33mmol) jﬁ-&@dﬂﬂ@ UPLC-MS (ES™, %) :1.5255 %, m/z 454.1[M+H] ",

[1375]  5-%d2L-3-[2-g5-4- [ [ (5-36-2- AL - R L) S HH O R ] - 1- DY &k
MFE - 3- 5 - Np s - 4 - FHe e

(13761 1 AL M, alif J5 , fN- [ [4- (5-2ddE-4- 3L -1 - PUS R - 3- & -y me - 3-3) -3-
SR - R L] - 5- 9 - 2- FRAE L - R RN (0. 33mmol) 3 BIFRE K& (0. 06mmol) ,h €4
[f] 7 . UPLC-MS (ES", 32 1E) :1.3643 % ,m/z 472.1[M+H] " UPLC-MS (ES™, KFRME) :3.08%7
fhom/z 472.0[M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.89 (t,J=6.1Hz, 1H) ,7.50 (dd,J=
9.2,3.3Hz,1H) ,7.43-7.32(m,2H) ,7.26-7.18 (m,3H) ,6.37 (s,2H) ,4.98-4.91 (m, 1H) ,4.56
(d,J=6.1Hz,2H) ,4.01-3.92 (m,2H) ,3.90(s,3H) ,3.82-3.77 (m,2H) ,2.30-2.21 (m, 2H)
(13771 5151106 : 5- Sk -3- [2- -4 - [ [ (5- 9 - 2- FH AUk - SR FH D) S ) HH R R ] -
1- DU SN g - 4 - L - NH s -4 - PR

[N

(1379 N-[[4- (5~ %A%k -4 5051 - PO -4- 3 -1Hw - 3-30) -39 R FTHE] 543
2- A3 - R

[1380]  J FIFRFK, L5, 543k -3 (4- I -2- - 3 - 1- U S0 - 4- Bk - - 4
FEG (0. 30mmo1) A3k~ [ [ (5- 36 -2- FH A2k - R e ) 2 5 ] FH AL TGS (0. 33mmol) 75 2]
Fraift 59 (0. 31mmol) jji%@/ﬁﬂ«lj(lf@ UPLC-MS (BS", &) :1.5373 %, m/z 468.1[M+H] .
[1381]  5-%40L-3-[2-9-4-[[ (5-9p-2- A I SR R D) S0 ) FH O D oK) - 1- O &0
Mg -4 - FENH e -4 - FH i

(13821 S FRRFM, SEACIT , BN~ [ [4- (B-50k -4~ T2k~ 1 - DO SUER -4 -k -3-38) -3-
G- R FIEE] -5 -9 2- FEAEEL - 2R FEZ (0. 31mmol) 5B bR LA (0. 10mmol) , A At
[ 4 . UPLC-MS (ES”, %R M) :1.3647 %, m/2 486.1 [M+H] .UPLC-MS (ES", Kfi&glt) :3.08%y
fh,m/z 486.1[M+H]"."H NMR (400MHz ,DMSO-d,,8) :8.89 (t,J=6.1Hz, 1H) ,7.50 (dd,J=
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9.2,3.3Hz 1H),7.43-7.32(m,2H) ,7.26-7.18 (m,3H) ,6.35(s,2H) ,4.56 (d,J=6.1Hz,2H) ,
4.41-4.34(m,1H) ,3.99-3.95 (m,2H) ,3.91 (s,3H) ,3..48-3.36 (m,2H) ,2.01-1.91 (m,2H) ,
1.80-1.70(m,2H)

(13831 Sjfil107:5- 245k -3- [2-9-4- L[ (5-J-2- FPAUSE R AL 2 6] FRAL] 2R ] -
l—lltl’szttﬂf'i—?)-ﬁt—uttné%-él-Eﬁ@s‘tﬂz‘?

X—C\ﬂ 0
[1384] N OMe

[1385]  N-[[4- (5-%a0k-4-TJE-1 - PUSEHG -3 - 5 -NHbmg - 3-5) - 3- g - R AL ] FHAL] -5- 90
2- M A - R %
[1386]  Ji FHFSFK, 4005, (5 -5 3L -3- (4- TR -2- - ZF3E) - 1- DU Mg - 3 - BL-Tmk -4 -
FRG (0. 19mmo 1) Fl=4 - [ [ (5-i -2~ FHEL -2 - FIAR 2k - R FH R 3) S 56 ] HH 36 D Al e
(0.28mmo1) 3 FFFEY 51 (0. 21mmo 1, BE E FHCE) , Ry i e itk . UPLC-MS (ES™, JifR
M)+ 1.595 %0, m/z 468. 1[M+H] ",
[1387]  5-%{2&-3-[2-95-4- [[ (5-9-2- AL - DR IR D) Sl B ] HH AL 1 OR 3L ] - 1 - PU Stk
Mg - 3- L - T -4 - P
[1388] i FHFEFPM, 4lifb )i, EN- [[4- (5-5AFE-4- 50k - 1 -PUSUER - 3- 36 - g - 3-38) -3-
TR REL T L] -5- g - 2- VAR RS- 2R VR (0. 21mmo 1) AR BREAL A9 (0. 06mmol) , by ¢4
[F] {4 . UPLC-MS (ES", 50 FRIE) : 1.4255 %0, m/z 486.1[M+H] . UPLC-MS (ES", KFERIE) :3.24%)
fh,m/z 486.1[M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.89 (t,J=6.1Hz, 1H) ,7.50 (dd,J=
9.1,3.3Hz,1H) ,7.42-7.32(m,2H) ,7.26-7.18 (m,3H) ,6.38(s,2H) ,4.56(d,J=6.1Hz,2H) ,
4.32-4.24 (n,1H) ,3.91 (s, 3H) ,3.87-3.83 (m,2H) ,3.31 (m,2H) ,2.02-1.96 (m,2H) ,1.76-
1.66 (m,2H) .
[1389]  5iJitaf51108:5- (G FEL) -3-[4- [[ (2- FAR ELOR L) S 3] L] 23] - 1- 1
S g - 4 - S - IEm - 4 - PR
H,N

N

e

(1391 4,4- "9 -2- (PR P -3-%4K- T IROMH

[1392] B /K5 FER = FHE (15. 3mmol) Fl14,4- — 55 -3- M T BR LB (7.64mmol) [ R
i (3mL) ¥R AEDean-StarkZe 1 1790 °C A1 6h, ¥ HIFRUE KR , DAS BRI R UL &
Py (7.30mmo1) , WAZ IR, 'H NMR (400MHz ,CDC1,, 8, SPAG AT A #H) :7.81 (s,0.5H) ,
7.79(s,0.5H) ,6.58-6.22(m, 1H) ,4.39-4.25(m,2H) ,4.15(s,1.5H) ,4.12(s,1.5H) ,1.38-
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1.31(m,3H) .

[1393]  5- (4D - IH-IHme-4- 530 £ R

[1394] g4, 4- — 58 -2- (FEEETHD) -3-58K- TR AR (2. 40mmol) fMeOH (8mL) 1A
FIZKEE (55-60% 7K1, 2. 40mmol) 78 Z5 i N e PE 167N o SRS IR A 48 5
T HELOACHiRE K 25 20 |2 , A HLEMK K (X 2) FER /KB, FHDRER AN T4, 1 i
TR MRS, DR RIS S (1.81mmol , 75 %CK) |, i & k4 . UPLC-MS (ES”, %l
PE) 1 1.2543 %M, m/z 190.9[M+H] ",

[1395]  3-J5-5- (g FHAD) - IH-MbMe -4 - JRFR £ iR

[1396]  KEN-BURBEFAMENT I (2. 36mmol) 43 AN EI5 - (T3 FHED) - IH- MW -4 - IRIR L TR
(1.81mmol) FMeCN (6mL) IR o SR R FIT SR T 080 C I it PE 72/ NI o SR il e o 25 7%
BRI LSl DUR BIFREU S (1. 38mmol) , i 4 ik . UPLC-MS (ES”, A0 FRTE) -
1.4355%0,m/z 268.8[M] .

[1397]  3-iR-5- CCg D) -1- DY -4- B -k -4 - JRFR LT

[1398]  4- JLPUS - 2H- 1L (0. 17mL, 1.51mmol) JINBFREREH (1.51mmol) FI3-12-5- (T
TS - TH-IHme - 4- 3215 B (1. 38mmol) [IMeCN (2. 7mL) B 77 o ¥ SN TR A ¥AE90°C
JFRL6/N, SRS AE 7K FIDCM Z [R] 43 )2 « K 7K 2 FHDCM (X 3) ZEHY, K- 51 A AR & 7K 3
IR 8 O O e A o it — 2P Al 15 B S AR B H B XK R AR I AR UL S
(0.50mmo1) , by 2K [ & {4 . UPLC-MS (ES™, G FRYE) - 1.6743%h,m/z 354.9 [M+2] FI1.78%>
Bhm/z 352.9[M] ",

[1399]  3-J-5- (g HFEE) - 1- DU -4- 3 - -4 - F07R

[1400]  KsNaOH (1M, 0.85mmol) FIZKIA VRN EI3 - 75 -5- (3 FHEL) - 1- DU Sy -4 - - it
Mt - 4- FRR T (0. 28mmo) [YJTHF (1. 3mL) J& 7R o ¥ SN TR S 0AE50 C A L6 /NI, ¥ 1%
RT, FHERER (IM) 21V 5 ~ pH 1, 2R )5 FADCM (X 3) 22 A I A NUE L5 /K B Rk e
ISR Al 13 BB 59 (0. 10mmol) , Ay (A . UPLC-MS (BS™, JERTE) :1.374)
Bhom/z 326.9[M+2] ",

[1401]  3-J5-5- (30 FFAD) -1 - DU SR -4 - 3L - nHhme -4 - L%

[1402] 44— JDMF I B 550 (0.02mL, 0. 25mmol) FI3- 15 -5- (4 HHAL) - 1- PUS(Lng -
4- -t -4- ¥4 (0. 10mmo) [JDCM (1mL) H o K5 S N TR S S50 R e HEL/ N, SRIE 78 4l
Z0°C, /NN FN 8 (28T % 707K, 1.01mmol) o B S IR A (e =i P PE2045 41,
SRIGAE/KAIDCM 2 [R] 43 J2 o K7k 2 FTIDCM (X 3) A= 1Y, H A I A A= 2K B kbl 38 )
IR AR Ak, 15 BRREUE 59 (0. 08mmol) , Ay (A (44 . UPLC-MS (BS™, JHERTE) < 1.25%)
Bhom/z 325.9[M+2] ",

[1403]  5- (AL -3-[4- [[ (2- A B OR I L) S 38 ) HH AR T R ) - 1 - DY AN g - 4 -
SE-1Eme -4 - B

[1404] @ HFERFC, aifk)m, (i [4- [[(2- K HBEIL) 20381 H 58] o8 58 T i g
(0.12mmo1) F3-7R-5- (U HIEE) - 1 - DUSA NG -4 - L - nHme - 4- BP0 08mmo) 73 2 F 5t
L& (0.05mmol) , by I (A&l 4 . UPLC-MS (BS”, SEFRME) - 1.4943 %l ,m/z 485.1[M+H] . UPLC-
MS (S, KARME) :3.424 %, m/7 485.1[M+H] .'H NVR (400MHz ,DMSO-d,8) :8.73 (t,J=
6.1Hz,1H) ,7.76(dd,J=7.6,1.8Hz,1H) ,7.70-7.61 (m,3H) ,7.58 (br s,1H) ,7.52-7.45 (m,
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1H) ,7.40(d,J=8.4Hz,2H) ,7.34(t,J=52.3Hz,11) ,7.16(d,J=7.9Hz,1H) ,7.08-7.01 (m,
1H) ,4.67-4.56 (m, 1H) ,4.54(d,J=6.1Hz,2H) ,4.05-3.96 (m,2H) ,3.91 (s,3H) ,3.55-3.45
(m,2H) ,2.26-2.10 (m,2H) ,1.95-1.82(m,2H) .

[1405]  SCa{51109: 5- 5 5k -3 [3- 91 -4- [[ (2 FAR IR HAL) S0 ] AL L] -1- DU
R - 3 - 5k - N e - 4 - FH B e

HoN

\I;:;O =
HN_ { —{
[1406] Tr Y o
1406 Nen?  N\e—/
Va N =/ HNK OMe
\O 7\

[1407]  N- [PUSVePRE - 3- I 32 ik ] S BE HHR AN | i

[1408] i FHREFFE, I %0 (3 (2H) - Wk (0. 15mL, 1. 95mmo 1) AL AR AL ] i
(2. 35mmol) 73 BVHA HIFFRILIL A4 (2.02mmol) , Jy F A ¢4 . "H NMR (400MHz,CDC1,,8) :7.23
(s,1H) ,4.35-4.34 (m,2H) ,4.09 (t,J=6.9Hz,2H) ,2.50-2.46 (m, 2H) ,1.52 (s, 9H) «

[1409]  5-0E-3 (4-1-3- - IKRAD) - 1-PU UMk -3- K-k -4 -V

[1410] [N~ [PUZ0ki - 3- WKL 5] S5 FPRA T iR (0. 25mmoll) [FITH (5mL) Y HH NN
e — PR S A s i (OMAETHE T, 0. 42mmol) o4 SRR AP 2 N Hitkk L/ NI, SR
IR IR 45 « 7% 43 N U E U MeOHA I (1. 25M, 8. 74mmol) |, ¥4 [ I T & hndhml i
16/ NI B IR S8 B0 5 a3, FRISE 145 - FHE tOH (10mL) A MRFE AT N2 - [ (4~ -
3- G- KAL) - AEUEE - AR T P9 i (0. 71mmol) A= 1% (0. 50mL , 3. 56mmol) o K S ik 5
PRI A3/ IN , 74 1930 8 3218 (A FHIEt OHFIE t0AC B - BB R & 2 T, I I
Ak FIEtOACTEN « 5 FEIL A, A B BRI &9 (0. T1mmo1) |, Ay (1 4[] . UPLC-MS : (ES”, %5
MRlE) :1.725%%h,m/z 352.90M+2]",

(14111 N-[[4- (5-5AFE-4- (50~ 1 - DU - 3- FE-nHme - 3-J) -2- fi - R 5L FHEE] -2- Ff
SRk - IR

[1412] G AR SFK, SIS 15 - 256 -3 (4- PR -390 - JR L) - 1- MU0V - 3- ik - Mk -4 -
FEG (0.68mmol) AT— k(- [ [ (2- AL R F P ) 2l B ] FHIE TGS B (0. 96mmol) 75 2 Frdi {1,
P (0.4Tmmol) , s (il A . UPLC-MS: (ES”, 4HRIE) :1.54%7 80 ,m/z 436. 1[M+H] ",

[1413]  5-5(0k-3- [3-9-4- [[ (2- HVEAEAR FRESD) S0 ] 1] AL ] - 1 - PU S - 3- Ji -
HEEIe -4 - PR g

[(1414]  BREAE TVIFL, 96K ZHILI , BN~ [[4- (55 -4~ (k- 1- Ukt -3- -
M -3-30) -2- g - R EL ] FH 3L - 2- B AR L - R e (0. 23mmo 1) 8- B brFiY. &4 (80mg ,
0. 18mmol, 77 %% , [l 1A . UPLC-MS : (BS", RIFRYE) :1.3553 %l ,m/2z 454.1[M+H] "
UPLC-MS: (ES", K&l :3.0747%h,m/z 454.0M+H]"."H NMR (400MHz ,DMSO-d,,8) :8.17 (t,
J=5.9z,1H) ,7.75(d,J=7.7,1.7Hz,1H) ,7.51-7.41 (m,2H) ,7.34-7.28 (m,2H) ,7.16(d, ]
=8.3MHz, 1) ,7.06-7.02 (m, 1H) ,6.34 (s,2H) ,4.96-4.91 (m,1H) ,4.57 (d,]=5.9Hz,2H) ,
4.00-3.93 (m,2H) ,3.90(s,3H) ,3.83-3.78 (m,2H) ,2.28-2.23 (m,2H) »

[1415] S fi110:3- [4- [[(2- ISR FIERD) 2 FE) PR ORIE] - 5- (ILAHD) -1- (8-
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ek ) HEt e - 4 - FRG e

; HN
\fir\; (rf;-
[1416] fL~N';" \ N
1/%( — HN‘\— OMe
L/ —~

[1417]  3- (4-JRATE) -5- (HRLEIL) -1- (3-MEnE ) e -4 - FHTE

[1418]  CRp5-5{2E-3- (4-BRED) - 1- (3-MEiE ) Memk -4- HfE (0. 53mmol) [¥JMeOH (8mL) ¥
W2 B2 IS (1. 59mmol) FTHEZAN (3. 17mmol) ZE70 °C AL /NG o SR I B A AR B =00 .
NI (5. 29mmol) R SN TR S PIAE 20 R HEL6/ NI o SRR /IO PR K, I
KK E S (3 X 20mL) A<HY A FH A NLE S8 /KB 18 e 4 - 2hiiE , 15 2
BRIk (0.56mmol) , Ak A A A  UPLC-MS (BS, 45181 :1.714%%0,m/z 355.9[M+2] ",
[1419]  N-[[4-[4-F5E-5- (FIEEED) -1- G-MEmedb) mpme -3-FE] SRFE] FE3L] -2 - A AL -
oK H e e

[1420] 3@ AR K, 2, 13- (4-7ROKED) -5- (FHILEATE) - 1- (3-MEhe L) mbme -4 - FH G
(0.56mmo1) A= - [ [ (2- FHA IR FHER L) S 5L ] FRZL T Al (0. 62mmo1) 15 BIFRAUE 54
(0.08mmol) , 2K A A4 LC-MS (BS™, JFeM) :4. 715550, m/z 439.2[M+H]",

[1421]  3-[4- [[(2- SR FIEED) S0 ] FH L] R3] -5- (FF3EEAA0) -1- (3-Mime ) it
W -4 - P e

[1422] @EMFEFL, i, fEN- [[4- [4-F5FE-5- (FHFLED) - 1- (3-MEhE L) mpme -3- 5]
RELVHEE] - 2- FHAR L - 2R FFEE (0. 11mmol) 15 EIARAEUE A5 (0.05mmol) , Ay K A (ol {4 o
UPLC-MS (ES , 55 fatE) :1.3243 %0, m/z 455.0[M-H] UPLC-MS (ES", KFelE) :2.98%3 %, m/z
457 1[M+H] . 'H NMR (400MHz , DMSO-d,,3) :8.84-8.83 (m, 1H) ,8.75(t,J=6.2Hz, 1) ,8.63
(dd,J=4.8,1.5Hz,1H) ,8.05-8.02 (m,1H) ,7.76 (dd,J=7.7,1.7Hz,1H) ,7.62-7.56 (m,
3H) ,7.51-7.46 (m,1H) ,7.42(d,J=8.4Hz,2H) ,7.1(d,J="7.8Hz,1H) ,7.04 (td,J=7.5,
1.7Hz,1H) ,6.60 (br s,1H) ,4.56(d,J=6.1Hz,2H) ,3.90(s,3H) ,2.58(s,3H) .

[1423]  SCEMHI111:5- %03 -3- [4- [ [ (2- AR D) S L) FHAR I R3] -1- [2- (0K
FAL) DU eg - 4- SE ] pe s - 4 - FR i

H,N
™,

H °
-;-N \r’/,\}_(/x’_\\m“\ o
[1424] Y N-N" =/ Hn OMe
6\{/ ;\\
W

CF4
[1425]  N-[[2- (5 RS PUSErRS -4 - AL ] S A ] S A R A T iR
[1426]  ¥2- CHHID) ALACLE-4-1 (1.51mmol) [AMeOH (15mL) IATR AL FHER A T
il (1.59mmol) 7ERTHF¥:14h o SR K 5 W TR 5 W FH A RINH, C LK VAR K I HIDCM (X 3) 25
H K5 I A HUE T R B4 T 4, o 38 I I ik 4 — 2P 4l , 13 28l & 1
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(1.29mmol) , byt ¢4l {4 ;UPLC-MS (ES', %R :1.5045%0,m/z 283.0[M+H] ",

[1427]  N-[[2- (o HHAD) PUSErR -4 - 38 ] 2008 ) 2 PR T iR

[1428]  YEOC N, mIN-[[2- (= H3E) DU SNt s -4 - 7 5L ] 5 3L ] s ZE R AU T i
(1.25mmo1) [ THF (6mL) YAVR H I NAGE PO 2 & S5 A (1. OMAETHEHT, 2. 5mmol) o 2
J& BSOS TR A WIAERT L4/ NI Bt e, SN TR S FHIMeOH (2mL) 738K o SR Jm IR
JKAHFIDCM (X 3) 25 B K55 FF A M UAR TR B T4, i BE T e 4 , AT 2L 54
(1.17mmol) , Myms tajditk¥y. UPLC-MS (BS", %0 &) :1.5043 %), m/z 301.0[M+H] ",

[1429]  5-%543&-3- (4-PRRED) -1- [2- (gl HSE) DO S0 e -4 - JE T s -4 - IS

[1430] B bR (AMAE —EkErb, 14, 5mmol) JINEIN- [[2- (5 FPAE) PU Stk g -4 -
RV R R SRR T i (1. 45mmol) HHo 2 i , KHE S 0 N HE LS/ NN JE e I
W B o K B8 IR Rk s e 4, 49 BHEL R [2- (0 3 DU Z00He e - 4 - JE ] R Eh PR £ (250mg,
1.13mmol,79%) , A IR « SR e #a il FHAR FrH, 7685°C 1, alifb ) , i [2- (3
) DUZSME R -4 - FE] PR AR 2R (1. 13mmo 1) FN2- [ (4-ROKEL) - S - WAL N 0
(0.57mmol) 15 EFRAEUE A (0. 19mmol) , JFE (AR - UPLC-MS (BS™, FEHRIE) :1.997 %1,
m/z 416.9[M+2]",

[1431]  N-[[4-[5-%42&-4-FE-1-[2- R DU -4 - JE T neme - 3- 3L R BT
] -2- L - R L

[1432] WHREFK, 4lifb ), fi5-5a3E-3- (4-RAR3E) -1- [2- (U HEL) PSR -4 - 2L ]
M -4 - FA I (0. 18mmo 1) A1—g - [ [ (2- IR L AL 238 FH L T IBE 8 (0. 27mmo1) 75
FIBREL A (0.09mmol) | B A ek Y. UPLC-MS (ES', Silatk) < 1.7259%1,m/2z 500. 1M+
H]".

[1433]  5-%503E-3-[4- [[(2- AR PR S8 ] FHIE] R AL ] -1- [2- 330 DYt
M -4 - ST - 4 - F el

[1434] G R PM, 20 Jm , BN- [[4- [5- 5008 -4- 0 -1- [2- (o AL PUS g -4 - 2]
Mpme -3 - BL )R AL L] - 2- FE AR L - R HH B i (58mg, 0. 12mmo 1) 13 2 br b 5 )
(0.02mmol) , JJy 1 a4 . UPLC-MS (ES™, S M) : 1.5573 %, m/z 518.1[M+H] . UPLC-MS (ES
KRR 3,603 8, m/z 518.0[M+H] . "H NMR (400MHz ,DMSO-d,,3) :8.74 (t,]J=6.1Hz,
1H) ,7.76(dd,J=7.7,1.8Hz,1H) ,7.51-7.41 (m,5H) ,7.17-7.15(m, 1H) ,7.06-7.04 (m, 1H) ,
6.41(s,2H) ,4.55(d,J=6.1Hz,2H) ,4.54-4.48 (m,1H) ,4.18-4.13 (m,2H) ,3.91 (s, 3H) ,
3.67-3.60(m,1H) ,2.08-1.85(m,4H) .

[1435]  SCBEMI112:5- (3L -3- [4- [ [ (2- A AL L) a3k FREL ] R IE] - 1-
[ (3S) - DU S - 3- F T np i - 4 - F g e

H.N
P 0
F N A 7\
il - \,- 0o
[1436] /M\‘ﬁr:'"N\_<_/ ?N /4 Oh-‘e
§ 7\

o /

(14371 3-38-5- (g HEL) -1- [(3S) -PUSIKIH - 3- FE TNk -4 - FR18 L i
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[1438] | (R) - (-) -3-FAILPUS NG (1. 12mmol)  — 2R L (1. 12mmol) FI3-78-5- (5
) - TH- MM - 4- 3R TR £ TE (0. 74mmol) [{JTHF (3. 5mL) AR I ANB A — %1% — SN B
(1.12mmol) KR AWML =i FHEL/INS, SRS O e 4 o it — P 4lifl, 13 2] (RA1R2) o
UPLC-MS (ES", 45 a1 : SR D) : 1.7345 %0, m/z 340.9[M+2] . UPLC-MS (ES", b . SeAb fk
2) :1.635 %80, m/z 340 9[M+2]

[1439]  3-JR-5- (Cgi HHED) -1-[(3S) -PUSUNkIR -3 - FLT Nk vk -4 - JR2 1R

[1440] RS0 EN (IMAEZKHT, 0.95mmol) BN E3 -5 -5- (3 ) -1- [ (3S) -PUZRK
N - 3 - JE ] IEME -4 - FRFR R (0. 32mmo1) [ THF (1. 3mL) AU SRR S0 IR 2 50 C ik
167N, B A2 2530, FHHCT (IMZKIRIR) TRIE 2 ~ pH 1K 55 200 |2 « 7K JZ HIDCM (X 3) 25
W R G A LA I 2 g /K B ekl S F R e 4 , A3 2DHE AR BUY &4 (0. 32mmol)
R B B BT N —2 JUPLC-MS (BS™, SfetE) :1.31408h,m/z 312.8[M+2]",
[1441]  3-J-5- (AL -1-[(3S) - VU UMM - 3- FET ks -4 - F R ke

[1442]  K— R DMP N B FEE S (0. 48mmol) A3 - -5- (3 FHEL) -1-[(3S) - PU &Mk -
3- LTI -4- 3215 (0. 32mmol) [YJDCM (3mL) AR o TR SR 20l N IdHE L/ NI, ¥ 31220
C,ARIE /NN AL L (28 FE 1 % 7K1, 1.90mmo) h)iﬁ IREYE =R M cFE104y
b o B AW /K FIDOMAGE BRI 43 J2 « B /K 2 FHDCM (X 3) ZEHL, A 1A HIZE U 22 5 /K 3%
FERT IR IR IR 4 2l , A3 B A9 (0. 27Tmmol) |, Jhy (A {444 . UPLC-MS (BS™, iR
PE) 21,1843 %h,m/z 311.8[+2]",

[1443]  5- (3R L) -3-[4- [[(2- H AR HIpe ) S B ] FH AL R AL ] - 1- [(3S) - DU ARk
g - 3- JE ] Npk s - 4 - B jie

[1444] @ FREFC,alifb ), i [4- [ [ (2- AR LR I L) G 2L ] W B ) R 0 1 Al RR
(0. 15mmo1) FN3-P-5- (5L -1- [ (3S) - PSR - 3- FE ] AL - 4- Tz (0. 10mmol) 75
BFREUL S (0.05mmol) , A A fA& . UPLC-MS (ES™, SR M) : 1.4743 %0, m/2z 471.0[M+H]",
UPLC-MS (BS", K#el) :3.36%7 %, m/z 471.1[M+H] ™. "H NMR (400MHz ,DMSO-d,,8) :8.73(t,J
=6.1Hz,1H) ,7.75(dd,J=7.7,1.9Hz,1H) ,7.68-7.61 (m,3H) ,7.60 (br s, IH) 7.52-7.45
(m,1H) ,7.40(d,J=8.4Hz,2H) ,7.33(t,J=53.6Hz,1H) ,7.16(d,J=7.8Hz,1H) ,7.08-7.01
(m,1H) ,5.28-5.19 (m,1H) ,4.53(d,J=6.1Hz,2H) ,4.14-4.03 (m,2H) ,3.94-3.83 (m,5H) ,
2.48-2.31(m,2H) .

(14451 SCJEf51113:5- G035 -3- [4- [ [ (5-9-2- HH A2 - R AL) S ] FH LT R ] - 1- 1Y
S - 3- Sk - LEm - 4 - PR

[1447]  N-[[4- (5-243E-4-FUAE -1 - PUSU R - 3- 36 -nppm - 3- 50 R LT 3L -5-5-2- AR,
L -OR R
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[1448] 10 HIFE K, alfifb o, o =0 - ([ (5- 96 -2 - FH AL - R FE R ) s S ] FR AL ] e i
(0.19mmo1) F15-44 3L -3~ (4-JRIL) - 1-PUAUIH IR - 3- L - ms - 4- IS (0. 14mmo1) 15 25
A9 (0.06mmol) , Ay (el {4 . UPLC-MS (ES”, GFRYE) : 1.60%5 %80, m/z 450 [M+H] ",

[1449]  5-540%-3-[4- [[ (5-5-2- FSE L - IR I S 2 ] FH AL T AR ] - 1- PU SN iR - 3 -
S -4 - F el

[1450] @ RE M, 2lifb ), filiN- [[4- (5- 205k -4 -0 A - 1 - DU S L g - 3- 35 - b - 3-50) R
FETHIIE] -5- 98- 2- AR AL - R F BRI (0. 06mmo) 15 2R ik &5 (0.03mmol) |, Jhy 1A A E {4 .
UPLC-MS (BS™, 5 ett) : 1.41%5 %8 ,m/z 468.1[M+H] . UPLC-MS (ES", K& M) :3.2245 %1, m/ 2
468.1[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.83 (t,J=6.2Hz, 1H) ,7.51 (dd,J=9.2,3.3Hz,
1H) ,7.45(d,J=8.4Hz,2H) ,7.41(d,J=8.4Hz,2H) ,7.34 (m,1H) ,7.19(m, 1H) ,6.42(s,2H) ,
4.55(d,J=6.1Hz,2H) ,4.30-4.19 (m, 1H) ,3.90 (s,3H) ,3.88-3.80 (m,2H) ,3.54 (t,]J=
10.5Hz, 1H) ,3.36-3.26 (m, 1H) ,2.06-1.95 (m,2H) ,1.79-1.59 (m, 2H) .

[1451]  S7JEf51114:5- 5035 -3- [4- [ [ (5--2- HH AR - ORI S ] FHE T R ] -1- 1
SRR - 3 - 5 - MRp e - 4 - FR e

N0

[1452]

[1453]  5-%40E-3- (4-JRKIL) -1 - PUSIH - 3- - Mk e -4 - A

[1454] i AR AH, Al (2 [ (4-JROKED) - A -0 FHE] 9 1% (0. 57mmo) FIVUA
I - 3- FEFER AR ER (0. 68mmo1) F5H B B8 A4 (0. 40mmol) , 2y 1 €l . UPLC-MS (ES”, &l
FRME) :1.6843 %1, m/z 334.9[M+2]",

[1455]  N-[[4- (5-5A5E-4-00L - 1 -PUSUVENEg -3 - KE - -3- 30) FEBET FAAE] -5- 5 -2- Fi %A
BE- R eI

[1456] 1 FFE FPK, Alfb i, i =50 - [0 (591 -2 - H AR e - SR F R 3E) 6 ] PP 3 1l e o
(0.23mmol) FI5-52 3L -3~ (4- R KEL) - 1-PUSUYIR - 3- FL - Nk - 4- FFES (0. 18mmo]) 15 E 78
E A9 (0.09mmol) , 4K A (il 4 . UPLC-MS (ES™, &R M) < 1.5347 8, m/z 436 [M+H] "

[1457]  5-%543E-3-[4-[[ (5- 36 -2- FHAE - R L) S 38 ] PP R AE] - 1- PO 4Pk Rg - 3-
S5-I - 4 - FTE e

[1458] 3@ AR FEM, lfb e, AN- [[4- (5- %A -4 00 - 1 - DU SWeg - 3- L - Nk - 3- 50) 2%
LT FAEE] - 5- 4 - 2- RAERE - R HBE (0. 09mmo 1) 75 B URRASAL A4 (0. 0Tmmol) , by A €1 [l 4.
UPLC-MS (ES" JHERYE) 0 1.357%0%0,m/z 454. L[M+H] ", 'H NMR (400MHz , DMSO- d ,0) :8.84(t,]J
=6.0Hz,1H) ,7.52(dd,J=9.2,3.3Hz,1H) ,7.46 (d,J= 8.2Hz,2H),7.41(d,J 8.3Hz,2H)
7.38-7.30(m,1H) ,7.19(dd,J=9.1,4.3Hz,1H) ,6.40(s,2H) ,4.99-4.89 (m, 1H) ,4.55(d, ]
=6.0Hz,2H) ,4.03-3.92 (m,2H) ,3.90 (s, 3H) ,3.85-3.76 (m,2H) ,2.30-2.21 (m, 2H) .

(14591 Sjtafhi115:5- 5455 -3- [4- [ [ (5-980-2- FHAUEE - ORI RD) R I R R 56T -1-1Y
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ULt - 4 - k- TR - 4 - PR i

H.N
\,»_«..O

[1461]  5-5(3L-3- (4-BIORKD) -1 - PUSUEIR -4 - 5L -Mbme -4 - F S

[1462]  JeelRam R Pl , 4ifb ), 2 - [ (4-BoR3E) - AL - H 2 T 79 — % (1. 39g,
5.29mmol) FIPY S - 4 - PR EL £E (1.00g, 6. 35mmol) 1532 FRIY. &9 (4. 78mmol) , Jy /K
I R LC-MS (BS, AR YE) +5.64438h,m/z 347.0[M] ",

[1463]  N- [ [4- (5- 53k -4- Uk - 1- PUZAUHL PG - 4- L0 me - 3- 356) SR ] 3D -5- -2 HIR
-7

[1464] il FHREFFK, 2L )5 , (5 - 5455 -3~ (4-1RIKIL) - 1- PUSUMEIR -4 - 35 - IEms -4 - FRJS
(4.78mmo1) FIN=35- [ [ (5-%8(-2- AL - IR PR IE) 2 ) R RE T HIGE 8 (9. 5611111101)?5}@]1%@:
v 5% (1.98mmol) , Ky B (a4 . UPLC-MS (BS”, AR YE) :1.6043 %, m/z 450. 1 [M+H] ",

[1465]  5-%5(2E-3- [4- [[ (5-F-2- H AL - R AD) SO HH ] ORAE ] - 1 - DY S - 4- &
NEERs - 4 - FEE

[1466] i FHREFPM, 2l , (EN- [ [4- (5- 543k -4- (3L - 1- PO SR -4 - FEA e -3 - 35) %
FEIFEE] -5- - 2- AU - K P (1. 98mmol) 13 BRI & R (1. 46mmol) , oK
4R UPLC-MS (ES”, S FaPE) :1.40438h,m/z 468.1[M+H] . UPLC-MS (ES", K& :3. 1457
o m/z 468.1M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.84 (t,J=6.1Hz, 1H) ,7.52 (dd,J=
9.2,3.3Hz,1H) ,7.46 (d,J=8.3Hz,2H) ,7.41 (d,J=8.4Hz,2H) ,7.38-7.30 (m, 1H) ,7.19
(dd,J=9.1,4.3Hz,1H) ,6.38(s,2H) ,4.55(d,J=6.1Hz,2H) ,4.42-4.27 (m,1H) ,4.01-3.93
(m,2H) ,3.90(s,3H) ,3.48-3.37 (m,2H) ,2.05-1.91 (m,2H) ,1.82-1.72(m,2H) .

(14671 SCaf5116:5- % 5k -3 [3- 9 -4- [[ (2 AR BIR AL S0 AL 0] -1- DU
IR - 4 - 52 - MEE s - 4 - FR B

HoN_

[1469]  5-543&-3- (4-J-3- 5l - RIL) - 1-PUSUE g -4 - 3L -TEme -4 - FHS

[1470] 3@ FHREFH, S, 12 [ (4-75-3- 3 - K5 - FEAR -0 T N i (0. 88mmol)
AIVY LR - 4 - ZE SRR #h (1. 05mmol) 15 2IFRdUY 54 (0. 60mmol) , Dy Ak 1 €2 [ 44 . UPLC-
MS (ES™, JaEEE) :1.7643 %80, m/z 366.9[M+2] ",

(14711 N-[[4- (5-%3E -4 -5 -1 - PUZUEHg -4 - JEnm - 3-30) -2- il - R SE ] HEJE] -2- %A,
- IR e f
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[1472] @ FHFR K, 4005, (65 - 50k -3 (4- PR -3- G5 - 2K 3L) - 1- DU - 4 - BE -1 me -4 -
HJK (0.60mmol) A1 =36 - [ [ (2- A B IR FRED) S8 ] FRAL TG B (1. 27mmo ) 3B FRAS L
A (0.49mmol) , AAFE A A  UPLC-MS (S, 6/R1E) : 1.563 %1, m/z 450.1[M+H]",

[1473]  5-55E-3- [3- 95 -4- [ [ (2- IR HHe 5D SR ] HH O 1 R 56T - 1 - DU Sk -4 - -
NEERs - 4 - FEE

(14741 35 M, 2l i, (hN- [ [4- (5- k-4~ 400k - 1 - PUSUL g -4 - JEmEme - 3-38) -2- - 2K
JETFHISE] - 2- AL SR LI (0. 26mol) 13 BIRRRAIL A4 (0. 10mmol) |, JJy i 1 Al
UPLC-MS (ES, &BR1E) : 1.35%7%h,m/z 468.0[M+H] " UPLC-MS (ES", KFRME) :3.0843 4, m/2
468.1[M+H]".'H NMR (400MHz ,DMSO-d,;,8) :8.72 (t,J=5.9Hz, 1H) ,7.75(dd,J=7.6,1.6z,
1H) ,7.51-7.42 (m,2H) ,7.34-7.23 (m,2H) ,7.16(d,J=8.3Hz,1H) ,7.06-7.02 (m, 1H) ,6.32
(s,2H) ,4.57(d,J=6.1Hz,2H) ,4.40-4.33 (m, 1H) ,3.99-3.95 (m,2H) ,3.91 (s, 3H) ,3.46-
3.39 (m,2H) ,2.03-1.93 (m,2H) ,1.79-1.75(m, 2H) .

(14751 SEJAA117 :5- 55k -3 [3- 9 -4- [[ (2 AR IR AL S0 ] AR L] -1- DU
LR - 3 - 356 - Mb sk - 4 - FH g flg

H-’\N

=0 F
HN_ / —
Y\ _/ \ 0
[1476] /\(,NW’-}_\:/ HN—‘< OMe
o7 \ Y
N—/
(1477) N- [[4- (5~ -4~ 5 - - DU - 3- 3 -0t~ 3- ) -2 Kk ] FE ) -2 -

S - R L

[1478] 1@ HIK, 2lifb)e , 15 - G2k -3- (4-75-3- 5 - RIE) - 1- DU SRR - 3- 25 - mb e - 4 - FHG
(0.20mmo1) F="75- [ [ (2- AR D) S L] I Tl 1 (0. 43mmol) 15 B AR 54
(0.16mmol) , AfatafE {4  UPLC-MS (ES", 50 tE) : 1.6245 %, m/z 450.0[M+H]",

[1479]  5-%0E-3-[3-9p-4- [ [ (2- AR I ) Sl B ) AL I OR 3 ] - 1 - DU Stk g - 3- 3 -
M - 4 - P fle

[1480] 2 JHREPM, 2lifb ), BN- [[4- (5-%3E-4- 0L - 1- DU SR - 3- JE - i - 3- 36) -2-
SR IRILT FH L] - 2- FRAR L - 2R FH R (0. 16mmol) F3 8RB &9 (0.09mmol) , Ty i 1 €4 ]
A& UPLC-MS (ES", 4R 1) :1.4247 %1, m/z 468.0[M+H] . UPLC-MS (ES", K-F&ME) : 3. 2445 %,
m/z 468.0[M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.72(t,J=5.9Hz,1H) ,7.75(dd,J=7.5,
1.8Hz,1H) ,7.51-7.41 (m,2H) ,7.33-7.26 (m,2H) ,7.16 (d,J=8.2Hz,1H) ,7.06-7.02 (m,
1H) ,6.35(s,2H) ,4.57(d,J=6.0Hz,2H) ,4.30-4.22 (m,1H) ,3.91 (s,3H) ,3.89-3.83 (m,
2H) ,3.54(t,J=10.5Hz,1H) ,3.39-3.26 (m, 1H) ,2.03-1.98 (m,2H) ,1.77-1.65 (m, 2H) .
[1481]  SCfAI118:5- 2455 -1 - PR KFE-3- [4-50-3- [ [ (2- AR FE D) 20k ) R AL ] O3 ]
M - 4 - F e fr
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H.N- H\ ; HN - F__OMe
[1482] Y 7\
H-N /J\N \\ —
1

[1483]  N-[(5-7-2-36- K50 HAL] -2- S - DR L

[1484]  [IAHIZEOCHI5- 1 -2- 5K S (2.50mmol) [ THF (15mL) YA 7R Fhig DA sE DU Sk
W S i (IMAETHR A, 7. 5mL, 7. 50mmo 1) o FF 52 S AE0C R P20 8, SRIG7E =10 F i
FEL6 /NI o 1275 FIMeOH (15mL) 738 K SN Tk 5 ) IR R s ¢ 45 o SR I R i AR P /ENa O
(IM) ZKIERANEL0AC 2 [H) 77 |2 o KA HUE FHER KV , TIRBR N T, i I F R ik 4, 13- 2
FH A (5-75-2- - K80 H % (629mg) , MGt AR KR Y FITHE (10mL) Y5 #1482 21250
C ARG MIR N2 - FHAE LK S (2. 75mmo ) FIN,N- — SR 3L 2 (7.50mmol) o B ©.
TRAAE0C MEHE200 1, ARG AR Z00 P HEL6/N o TR A B AN, C LKA R K, I
FEBR B SR 6 ks HIEt0Ac A= B A HLE FHER KV, TIIRBR N 05, i I F R
W R B Ak, R RkRSUL S (1. 30mmol) |, TGt IR . UPLC-MS (ES ', 5E 1%
M) :1.7543 %, m/z 339.90M+2]",

[1485] N-[[2-%.-5- (4,4,5,5-PUHF3E-1,3,2- " SAZuilike-2-3) AL FR 3L ] - 2- FAa B -
IR L%

[1486] @ IREJFR, lifb)m , HIN- [ (5- P -2- 50 - KAL) WAL T - 2 - A 25 - DR e e
(1.30mmol) 15 E bR L &4 (1. 26mmol) , by 4 (A& . UPLC-MS (ES”, A6 &) :1.9243 80, m/
z 386.0[M+H] ",

[1487]  5-%40L-1-IF/KkIE-3-[4-91-3- [ [ (- AR ) 20k ] FH L) ORI T e -4 -
F e fric

[1488] @ HFLFD, 4lifb S5, fN-[[2-98-5- (4,4,5,5-VOFI3E-1,3,2- 5440k -2-35)
IRFLYVHEE] - 2- F A L - R FR LI (0. 65mmol) RS- Sk - 3- 1 - 1 - PR L - ke - 4 - FAE iz
(0.62mmol) 15 FRLL 54 (0.05mmol) , by 4 (A& . UPLC-MS (ES”, 46 & 1) :1.5643 80, m/
7z 452.1.0[M+H] . UPLC-MS (ES", KFaPE) :3.594 %, m/z 452.0[M+H] .'H NMR (400MHz,
DMSO-d,,8) :8.71(t,J=5.9Hz, 1) ,7.69(dd,J=7.6,1.8Hz,1H) ,7.52(dd,J=7.5,2.1Hz,
1H) ,7.46-7.44 (m,1H) ,7.42-7.36 (m,1H) ,7.26 (dd,J=10.0,8.5Hz,1H) ,7.15-7.11 (m,
1H) ,7.04-6.99 (m,1H) ,6.31 (s,2H) ,4.64-4.54 (m,3H) ,3.84 (s,3H) ,1.98-1.90 (m, 2H) ,
1.90-1.81(m,2H) ,1.81-1.69 (m,2H) ,1.61-1.50 (m,2H) .

[1489]  SCJifh119:5-542%-3- [3-91-4- [ [ (5-F-2- AL - R B L) S AL ] FHE] R3] -
1- PSRN - 3 - - NH s -4 - FH B e
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H-N
’ \,—_-:.O
H_.N

[1490] <,j,rN‘N HN OMe
o- \_\

(14911  5-543E-3- (4--3- 5. - z;xﬁe) 1 - PUS AR - 3 - 55 - e - 4 - FH RS
[1492] @ JTIREFH, sifb)a, H2- [ (4-5-3- 5 - 2R3 - HH AL - R T P i (150mg,
0.53mmo1) FNPU SRR - 3- ELHERER 5 (0. 64mmo1) 15 2 FREY. &4 (0.53mmo1) |, k2K [ 4[]
K UPLC-MS (ES', ARIE) :1.7245 %1, m/2z 352.8[M+2] ",
[1493] N-[[4- 5-5FE-4-53E-1-PUSEWehpg - 3- FL - mk - 3-3) -2-Jp - KL L] -5- 41 -
2- HA - R
[1494] @ FFE K, 4lifl S5, 15 -5a3E -3 (4- PR -3- 5 - 2K3L) -1 - DU - 3 - 26 -THEme -4 -
FATE (0. 23mmo1) A1 =55~ [ [ (5- %5 -2- HH Sk - IR FE e ) S B ] HH AR TS B (0. 32mmo 1) 45 2]
FRgir A9 (0. 20mmol) , hyiE(a Fl44  UPLC-MS (ES, S FRME) :1.5945 %1, m/z 454.0[M+H]".
[1495]  5-%{2E-3- (3-8 -4- [[ (5-9-2- A - DR IR AD) S 36 ] HH AL 1 OR 3] - 1 - PU SRk
g - 3- 3 - M e - 4- e e
[1496]  HHFEFFL, 4ifbf5 , EN- [[4- (5-5AFE-4- 5 FE - 1 -PUZKIR - 3- BE - g - 3-38) -2-
S RIL] FEIE] -5 90 - 2- HR AR - 2 HE R (0. 20mmol) 3RS 44 (0. 16mmol) |, hpketd
44 UPLC-MS (ES, JE IR M) : 1.404380,m/z 494.0[M+Na] - UPLC-MS (ES", KF&tE) :3.204>
fhom/z 472.0M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.82 (t,J=6.1Hz, 1H) ,7.50 (dd,J=
9.2,3.3Hz,1H) ,7.43 (t,]J=8.0Hz,1H) ,7.37-7.28 (m,3H) ,7.19(dd,J=9.1,4.3Hz, 1H) ,
6.34(s,2H) ,4.97-4.91 (m,1H) ,4.56 (d,J=5.9Hz,2H) ,4.01-3.93 (m,2H) ,3.90 (s, 3H) ,
3.83-3.78(m,2H) ,2.28-2.23 (m, 2H) »
(14971 57751120 5- 23 -3- [4- [ [ (5-5-2- AL - R HI D) S AR R ] -1- (2,
2,2- =5 1- 3L - 450 emp -4 - B
HoN ,_-:.O
HoN /

.—‘-\ / /
o Y~ o
[1498] e N =/ HN —4\_<Om1e
CF:.' j‘( \\

¥,

=

(14991 N-[(2,2,2- =36 1-FI3E- L3 2L K IR

[1500] 1 FIFRSFS, Peidha , i FH L IE (49 9mmol) A1, 1, 1- =3P RH (74 . 9mmol) 5 EIFR
Mﬁﬂﬁ/\% jj[éu@lﬁ: UPLC-MS (ES™, 45 R E) : 1.45%%h,m/z 230.9[M+H] ",

[1501] - (2,2,2- =5 -1 - 3L - 430 SRR

[1502] m SHIEOCHIN-1(2,2,2- =5 -1-HIE- I L5 2 58] R M (21 . Tmmol) 11
THF (50mL) ¥4 HH R DA P S0P &2 A iR i (IMAETHF A, 43 . 44mmo) o fiff SR ] 1) =35
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FERERE 14/ NI B S 8 H1220°C , FIMeOH (20mL) 782K, K i L [0 ) 2215  BHR S 7 & )
BINDCM (75mL) o 1 R8I A K BRAS AW B - A UE A &b 82 (50mL) P, FImBRes T
P8 1 BEFHIROER W4 o K5 Tk (50mL) JIN 285 g R, S8 £ 55050 %
AL VKA 3 HNIF 38 5 [ R Ak (25ml) Peisk, 15 BIPREUL G4, 9 1 il iR
UPLC-MS (ES', 45/ 1E) : 1.4145%0,m/z 232.9[M+H] ",

[1503]  (2,2,2- =g -1- M- 250 JPHERRER

[1504]  FPeE R U N - (2,2, 2- =50 - 1- R - 430 R FHBEF (4. 0g, 17 . 2mmol) 152
(2,2,2- =4 -1-FEE- 230 BrEhmeEh (1.7g,10.3mmol,60 % UKK) , b (k. 'H NMR
(400MHz , DMSO-d,,8) :9.65 (br s,2H) ,5.97 (br s,1H),3.87-3.80 (m,1H) ,1.28(d,J=
6.8Hz,3H) .

[1505]  5-%33L-3- (4-J2K3D) -1- (2,2, 2- =4 -1 - FI3L- 2 50) npme -4 - FH i

[1506]  [2- [ (4-7RKEL) - AL -0 AL ] N i (7.98mmo1) FUEtOH (50mL) AR HH N
=M (31.9mmol) JHERELOA BN, N (2,2, 2- =46 - 1- FH 3L - 2, 30) ikEhig 2k (12. 0mmol) &
B BRI B IR E 80 °C ik 147N, ¥ HITF i ik 46« it — 2P ik, 15 2lhn UL & 1)
(7.24mmol) , Ay JK [ ]E 44 . UPLC-MS (BS", S ) :1.9143 %, m/2z 360.9[M+2] ",

[1507]  N-[[4-[5-%ad-4-FI-1-(2,2,2- =51 -FIH- 230 mime -3-FL] R A L] -
5- 9. - 2- FH AR 2 - R B fie

[1508] 3@ FFRE K, 4lifb o, i =5 - [ [ (5- 9 -2 - AR 3L - IR FE W 3L) 22k ] FH L ] Ao
(4.26mmol) FI5-2FE-3- (4-IRAKIE) -1-(2,2,2- =5 -1- I - 2 FL) mpmk -4 - B
(2.51mmol) fFRFRBUL 5 (2. 1Tmmol) , Ky 2K I (4l {4 . UPLC-MS (ES™, JBRE) - 1.7153%h,
462.0[M+H] ",

[1509]  5-5{ k-3~ [4- [[(5-Fp-2- A - R HpE ) Sl ) FHAR I R AL ] -1- (2,2, 2- — 5 -
1-FH3E - £ 50) b -4 - R

[1510] sl PR M, 2t o, fN- [[4- [6- 2k -4- 13- 1- (2,2, 2- =5 -1- - 25D it
M -3 - FL ) OREL T HH L] - 5- G- 2 - FHAAU L - R i (0. 83mmo 1) 73 2 AREUY &4 (0. 42mmol)
{4 & {4 UPLC-MS (ES', 20 E) < 1.55%3 81, m/z 480.1[M+H] . UPLC-MS (ES", K-f&1E) :3.57
2y ,m/z 480.1M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.84 (t,J=6.1Hz,1H) ,7.52(dd,J=
9.2,3.3Hz,1H) ,7.48-7.41 (m,4H) ,7.37-7.32(m,1H) ,7.19(dd,J=9.1,4.3Hz, 1H) ,6.67
(s,2H) ,5.35-5.24 (m, 1H) ,4.56 (d,J=6.0Hz,2H) ,3.90(s,3H) ,1.62(d,J=6.9Hz,3H) .
(15111 SCJEf121:5- 503 -3- [4- [ [ (2- AR AR FI L) S R AR R LD -1- (2,2,2-=
- 1-FEE- 430 HW e

H>N
. \L—-_-;O

;—{ 7\

'/

% )
~ =N —/ HN OMe

| (_? i/ ‘\\
\::J(I

HN
[1512] ¢ @

I

[1513]  N-[[4-[5-% k41501~ (2,2,2- = J5-1-F5E- £ D) e -3 - JL ) R bL | AL -
2- F A B - R PR
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[1514] @ R FK, it o, fi5- 2408 -3- (4- R0 -1- (2,2,2- =5 - 1- -2 5D it
M -4 - FHAE (0.92mmo1) FI=55- [ [ (2- AR R IL) 238 ] FH I TG i (1. 39mmo) 75 2]
PR A9 (0. 41mmol) , A A (4l 4 JUPLC-MS (ES', 4511 < 1.6643%1,m/z 444.0[M+H] ",
[1515]  5-%(JE-3-[4- [[(2- AR D) Sl ) AR I A ] - 1- (2,2,2- 6 - 1 - FH A -
L) MEme -4 - FAP
[1516] &M R M, alif fie  EN- [[4- [6-5 -4 A -1- (2,2, 2- =5 - 1-H - &
F0) Mg -3- FE] RFE] FEEE] - 2- FRAE B - X F i (0. 40mmo 1) 73 B bRt 45742 (0. 182mmol)
e A . UPLC-MS (ES', SGERTE) < 1.4843 8N, m/z 462.0 [M+H] . UPLC-MS (ES", K-F&E) -
3.4243 80, m/z 461.9[M+H] " .'H NMR (400MHz , DMSO- dg,8) :8.74(t,J=6.2Hz,1H) ,7.76 (dd,
J=7.6,1.8Hz,1H) ,7.51-7.42 (m,5H) ,7.16 (d,J= 7.8Hz,1H),7.04(td,J=7.5,1.0Hz,
1H) ,6.67 (br s,2H) ,5.33-5.26 (m,1H) ,4.56 (d,J=6.1Hz,2H) ,3.90(s,3H) ,1.62(d,J=
6.8Hz,3H) .
[1517]  SCjiEfh122:5- 540 -3- [4- [[ (5-F-2- FHAAE - R PP D) 2 LD AR R3] -1- (2,
2,2- =53 Ttz

H,N

) -_:O
HoN
e .O
[1518] N‘f\\_‘\—‘ H'\J—\ rQM{-‘.'
e _.{
CF_1 .i_-:.," \\\;
\},_:,-"J

[1519]  5-54JE-3- 4-JRIEID) -1- (2,2,2- =G LI0) Mk -4 - F i

[1520] ¥ =% (380.13mmol) FN2- [ (4-JRK3E) - A AL - AL ] 5 )1 (25. 0g,
95.03mmo1) [EtOH (600mL) J& A FEL1047 8, ARG NS, 2, 2- 5L EEF (TOH & % 717K
W, 142.54mmol) , LA LF- a7 BTS2 TH RS Cavmii , 752 - 370 BN 2229 CIRUN « SR = K4 Hr
FHEE YIRS /NS o — HSON ST, B SO T S P e 4 , AP R4S e [k o dE— 20
alifl,, 13 BIFRL A (25.3g,73.31mmol , 77 % W) |, Skt fa [ 4 . UPLC-MS (ES', 5k
PE) :1.7843 %80, m/z 346.8[M+2] ",

[1521]1  N-[[4-[5-%%k-4-FH-1-(2,2,2- =G0 MEwg -3- L] R FL FEL] -5- 9 -2-F
S - R

[1522]  }45-53E-3- 4-JRAKIL) -1- (2,2, 2- = L E) MEmh -4- 5 (29. 0mmol) = -
[[(5- 95~ 2- FRAR AL - SR L) S0 ) FR LT B 74 (58. 03mmol) AR HE (86.92mmol) 2- X
A FEEL-27 47 67 - = R N PR (2.03mmol) L THF (120mL) Fl17K (60mL) 7R & ¥ ERTAE
A M AFE AR =R ARE TN CRREE (ID) (1.01mmol) IR AP A
[ SR A iRl 2h, 1 105 F7K (100mL) FIEt0AC (200mL) ¢, £2 Celite® 13 840 55 -

KK E HIEt0AC (100mL) 2B, K5 FFHIA M LA B /KP5S8 G IR B T4 o dt— 2D 4l
&, 15BN EMA , (58 FHAE PV THEANEt0AC (100mL, 1: 1) FRIE R ik — & Akt A sk D UE
FEEE VS i e A ke, DA BbRE L A4 (24 Tmmo1) UPLC-MS (ES™, 4
FRME) :1.6120%,m/z 448.0[M+H] .
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[1523]  5-%40E-3-[4- [[(5-5-2- At - R D) 0 L AR ] -1- 2,2,2- =3 &
55) MRk - 4 - F g e

[1524]  N-[[4-[5-5a3L-4-FH-1-(2,2,2- =5 OHE) MEme -3-FL] SRFL FH L] -5-3 -2- F
SE AL - IR IR (30 . 40mmol) SRR (304mmol) FNTFA (912mmol) FOVAN , AT BV (A
W K BN TR A P DA ZE 58 C ik 57N, ¥ H1 I 22 48 43 N VK8 A1 i R 28 (153 . 2,
1824mmo1) [KJ7K (750mL) IR HT, S8 )5 FHEt0AC (3 X 250m1) ARH A I AP LA T ZE /K
Yok, TImBRee T8, W B8 e 4 o 220 4k, A3 BIPREUL &) (28 . 4mmol) UPLC-MS
(BS, 5ftE) :1.445 %, m/z 463.7[M-H] UPLC-MS (ES", K-F&IE) :3.3143 %}, m/z 465.9[M
+H]".'H NMR (400MHz ,DMSO-d,,8) :8.85 (t,J=6.0Hz, 1) ,7.52(dd,J=9.2,3.3Hz, 1H) ,
7.47(d,J=8.2Hz,2H) ,7.42(d,J=8.2Hz,2H) ,7.38-7.32(m,1H) ,7.19(dd,]=9.2,4.3Hz,
1H) ,6.68(s,2H) ,4.94(q,J=9.0Hz,2H) ,4.56 (d,J=6.1Hz,2H) ,3.90(s,3H) »

[1525]  SCifh123:5-54 2% -3- [3-91-4- [[ (5-F-2- AL - R B AL) S AL ] FHE] R3] -
1 - DU S - 4 - J5 - Npp e - 4 - B g e

HN
\}-;:.O F
HN__{ ”
;\rjf-‘ \)_(-’m\ O
[1526] A~ "N =/ HN-L  OMe
| | -
o_\/.) \ \.\-

[1527]  N-[[4- (5-5d2&-4- L -1 -PUSIE IR -4 - SFEnppme - 3-38) -2- G - IR FE ] L] -5- G-

2- HA - R i

[1528] 3l HALFK, 4, f5- %3t -3- (4-1-3- 95 - 2K 3L) - 1- DUS(ILLg - 4- L - p e - 4-

RS (0. 22mmo1) A1 =48~ [ [ (5-98.-2- FI 5L -2- PSR L - SR T e 8 &0 RE ] PP B T Al e

(0.31mmol) 15 EIFrBUL & ¥ (0. 22mmol , R W) |, Jyt€aldl & . UPLC-MS (ES", %k

PE) 21,6145 %0, m/z 468.0[M+H]",

[1529]  5-%{3&-3-[3-95-4- [[ (5-9-2- A - DR IR AD) S 36 ] AL 1 OR 3] - 1 - PU Stk

Fg -4 - JELEIE -4 - R

[1530]  yifi FHAR L, 2t i, fN- [[4- (5- S k-4 - T503E - 1 - PUS L - 4 - ZEmpme - 3-25) -2-

R L] -5- R - 2- FH AR A - IR I i (0. 22mmo ) 13 2 b ndifk 747 (0. 15mmol) |, AK(n,

[f]44 . UPLC-MS (ES, 45 E) :1.40 8, m/z 507.9[M+Na] . UPLC-MS (ES™, KEatE) :3.20%7

o m/z 486.1[M+H]".'H NMR (400MHz,DMSO-d,,8) :8.81 (t,J=6.1Hz,1H) ,7.51 (dd,J=

9.3,3.4Hz,1H) ,7.46-7.39 (m,1H) ,7.37-7.27 (m,3H) ,7.19(dd,J=9.2,4.3Hz, 1H) ,6.32

(s,2H) ,4.57(d,J=5.9Hz,2H) ,4.40-4.32(m,1H) ,3.96 (dd,J=11.5,3.4Hz,2H) ,3.90(s,

3H) ,3.47-3.37(m,2H) ,2.03-1.96 (m,2H) ,1.79-1.75(m, 2H) «

[1531]  sjiEfl124:5- 543 -3- [2- -4~ [ [ (- AR HELED) s 38 ) FREL R3] -1- (2,
2,2- ZIRAFE) e - 4- ARG

}
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[1532]

[1533]  5-540E-3- (4-B-2-F- 3D -1- (2,2,2- LD b -4- F i

[1534] i FHREFPH, 4t ), 2 [ (4-98-2- 5 - 2R 50 - FRA AL - 2R ] PN i (0. 73mmol)
M12,2,2- =5 EEIE (T0FE 7 9% 7F /K, 0. 87Tmmo ) 5 RIAREUY &4 (0. 47Tmmo1) , H K A
[E44 . UPLC-MS (ES", 4 E) :1.724 %, m/z 362.8[M] ",

[1535]  N-[[4-[5-%2A0E-4-5U0E-1-(2,2,2- =R LI) Hmk-3- 351 -3- - R P AL -2-
HR SR - R

[1536] i FHRE K, A0 f5 , (H5- 5408 -3- (4-JR-2- 98- K HD) -1- (2,2,2- =5 L FL) MHhme -
4-HE (0. 23mmo1) FU=35- [ [ (2- FHEEFLOR FHgE D) S 5L ] FH AL T HIEE 4 (0. 34mmol) , 152 h5
BV (0. 21mmol) , it e[ 44 . UPLC-MS (ES™, JERTE) :1.5643 %0, m/z 448.0[M+H] &
[1537]  5-%540k-3-[2-F-4- [ [ (2- A R D) 28] 3] R 3L -1- (2,2,2- =5
5E) MEme -4 - B

[1538] %ML FHRE L, alifbfe , fN- [[4- [5-543E-4-3E-1- (2,2,2- = LF0) Mbme-3-
FE] -390 - R EE VAL ] - 2- FRAE L - R (0. 21mmol) 73 B bRl L 754 (0. 15mmol) , 2K
Al  UPLC-MS (ES™, S5 FAYTE) :1.4143 %80, m/z 488.0[M+Na] .UPLC-MS (ES', K-J&RME) :3.22
Sy ,m/z 466.0M+H] . 'H NVR (400MHz ,DMSO-d,,8) :8.79 (t,J=6.1Hz,1H) ,7.73(dd,J=
7.5,1.8Hz,1H) ,7.50-7.46 (m,1H) ,7.45-7.38 (m,1H) ,7.27-7.24 (m,2H) ,7.16 (d,J=
8.1Hz,1H) ,7.06-7.02(m, 1H) ,6.64 (s,2H) ,4.99-4.93 (m,2H) ,4.56 (d,J=5.9Hz,2H) ,3.91
(s,3H) .

[1539]  SIjEf5125:5- 58k -3- [2- -4~ [[ (59 - 2- FHA L - SR FA D) S HH AL R ] -
1-(2,2,2- =530 Mk -4 - A i

HoN
\¥‘:_O
/

HoN

[1541]1  N-[[4-[5-%dE-4-F3E-1-(2,2,2- = LI mime-3- 8] -3- g - R L L] -5-
98- 2- AR - R B fi

[1542] @ FFE K, alifl 5, 5 -5 2L -3- (4-R-2- - 2K3L) -1- (2,2,2- =5 L55) M -
4- i (0. 23mmol) A1=35(- [ [ (5- 95 -2- FH AR - R FHBEAL) 2 BE ) L TIGE Y (0. 33mmol) 4532
FrREUL A (0. 20mmol) |, g7 4 E] 44 . UPLC-MS (BS", %08 ) :1.6143%h,m/z 466.1[M+H] ",
[1543]  5-5{ -3~ [2-5-4- [ [ (5- 98- 2- SR - DR FHE ) Sl RV AR R3] -1- (2,2, 2-
—IRLFE) Nk -4 - FAE
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[1544] @ REFL, 2lif)m , fiN- [[4- [5-%3E-4-500E-1- (2,2,2- 550 MEmg-3-2E ] -
3- 9 - 2L T FEET] - 5- - 2- PR AR - 2R FRE I (0. 20mmol) 15 2R RAL & (0. 12mmol) , Jy2K
a4  UPLC-MS (ES, 55 EaYE) :1.46% 80, m/z 506.0[M+Na] .UPLC-MS (ES™, KHatE) :3.34
Sy,m/z 484.0M+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.89 (t,J=6.1Hz,1H) ,7.50(dd,J=
9.2,3.5Hz,1H) ,7.45-7.38 (m, 1H) ,7.37-7.32(m,1H) ,7.25(d,J=9.2Hz,2H) ,7.19(dd,J=
9.1,4.2Hz,1H) ,6.64(s,2H) ,4.99-4.93 (m,2H) ,4.56 (d,J=6.1Hz,2H) ,3.90(s,3H) .
[1545]  SCJEf5126:5- 203 -1- (2,2- 5 - 1- - £ 3) -3-[4- [ [ (2- A AR D) 2
FEVR R ORFL T -4 - FH e e
H,N
=0
H-

£

N / e
\ /
N N o
[1546] - NN i '
|

HN—  OMe

[1547]  N-[(2,2- "5 -1- 4 H) 3] S E R AT iR

[1548]  Sedbff)ad FHARFE, 7560 °C , FHIFE FRPRA T i (1. 51mmol) A1, 1- 5 - 4 - 2- i
(1.82mmol) {3 ZPFHBIFREL A (1.51mmol) , 24 [l 44, UPLC-MS (ES , ZHFRIE) :1.4547
Bh,m/z 206.8[M-H] .

[1549]  5-%3E-3- (4-BKED) -1- (2,2- —4-1-H3L- 2 30 nems -4- FH S

[1550] @ R0, FE=MR F, alifv)s , iN- [ (2,2- 8- 1-HEEE £ 3E) a3t ] sk I
TPiE (0.58mmol) A2~ [ (4- PR ARFE) - FHAEL - FFEE T N i (0. 46mmo ) 73 2 bl 54
(0.43mmol) , ky (A Al & . UPLC-MS (ES", & e1t) :1.83438h,m/z 340.6[M] ",

[1551]  N-[[4-[5-25E-4-1500E-1-(2,2- - 1-H R - £ 30 npw -3- L R AL AL -2-
FHAA L - R i

[1852] @ FFE K, alifl S5, 5 -5a3E -3~ (4-IR2EEL) -1- (2,2- 4 -1-F3E- 2 50) npme -
4-HE (0. 15mmo1) F1=35- [ [ (2- FHEEFLOR FHgE D) S 5L ] FH AL T HIEE 4 (0. 22mmo) , 152 h5
B A (0.08mmol) , €Al {4 . UPLC-MS (BS™, %R M) < 1.60% %, m/z 426.0[M+H] ",

[1553]  5-%540E-1-(2,2- —5-1-H3-230) -3-[4- [[ - PEIFEPRD S PRI K
ST -4 - F e i

[1554] G JRE M, 2t , BN- [[4- [5- 5038 -4- 0 -1- (2,2- 5 - 1- - 50 g -
3-FL] AL AT - 2- FHAR L - K FI e (0. 08mmol) 75 BbREUY &4 (0. 04mmol) |,y 14 £ ]
1A UPLC-MS (ES", 55 YE) :1.43 8, m/z 444.1[M+H] "L UPLC-MS (ES", K-FaME) :3.25% 7,
m/z 444.10M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.74 (dd,J=7.6,
1.8Hz,1H) ,7.51-7.38(m,5H) ,7.15(d,J=8.3Hz,1H) ,7.07-7.00 (m, 1H) ,6.53 (s, 2H) ,6.21
(dt,J=55.7,5.3Hz,1H) ,4.85-4.70 (m,1H) ,4.54(d,J=6.2Hz,2H) ,3.89(s,3H) ,1.44(d,]
=6.7Hz,3H) .

[1555]  Sifh127:5-542%-3- [3-91-4- [ [ (5-F-2- AL - R B AL) S AL ] FHE] R3] -
1 - PUZA g - 3 - - MH s -4 - FH B e
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o8 o

/"'_’\

[1557]  5-433L-3- (4-J5-3- G- JK3L) - 1 - POAUENE - 3- 3L -1pme -4 - FE RS

[1558] 1l PR H, 2t o, f DY S0k i - 3- ZEPF SRR R (0. 77mmol) F12- [ (4-7%-3-5 - K
F) - A - L] Y )1 (0. 64mmo ) 73 2 ARAEUL 54 (0. 20mmol) , 2A K 1 il {7k . UPLC-
MS (ES™, k) :1.8543 %, m/z 366.9[M+2] ",

[1559]1 N-[[4- (5-5FE-4-53-1-PUS IR -3 - FL - mk -3-3) -2- g - KL L] -5- 41 -
2- HA - R

(15601 3l HALFK, i, i5- %3t -3- (4-1-3- ) - 2K 3L) - 1- DUS(UILg - 3- JL - p i - 4 -
FHIG (0. 18mmo1) AN =3 - [ [ (5- %8 -2 - HH S - DR e B 0 B T HH B T e B (106mg
0.37mmol) 152 FREY 54 (54mg, 0. 12mmol , 66 % %K) |, gk a4 . UPLC-MS (ES', %k
PE) :1.6850 8, m/z 468. 0[M+H]

[1561]  5-%{3E-3- 3-8 -4- [[ (5-7-2- AL - ORI AD) Sl 36 ] AL 1 OR 3] - 1 - PU Stk
Mg - 3- L - T -4 - P

[1562] % IRm FFE M, 2 {5, fiN- [[4- (5- 205k -4 - 5503 - 1- U SR - 3 - 36 - ik s - 3 -
FL) -2- G- R ER L] - 5- G- 2- FHARU R - IR FEE A% (54mg, 0. 12mmo ) 13- B8 54 (20mg
0.04mmol , 36 % W) |, Jy MK [ ff 44  UPLC-MS (ES", JuEaE) : 1.4745 %, m/z 485.9[M+H] ",
UPLC-MS (BS", K#&l) +3.3747 %, m/2 486.1[M+H] ."H NMR (400MHz ,DMSO-d,, ) :8.81(t,J
=6.0Hz,1H) ,7.50(dd,J=9.2,3.3Hz,1H) ,7.44-7.40 (m,1H) ,7.37- 7.26(m,3H) ,7.19(dd,
J=9.3,4.3Hz,1H) ,6.35(s,2H) ,4.56 (d,]=6.0Hz,2H) ,4.30-4.22 (m, 1H) ,3.90 (s, 3H) ,
3.87-3.82(m,2H) ,3.58-3.48 (m,1H) ,3.37-3.27 (m,1H) ,2.03-1.98 (m,2H) ,1.77-1.65 (m,
2H) .

[1563]  SCitifh128:5- 5L -3- [3-91-4- [ [ (5-F-2- S AL - R B AL) S AL ] FHE] R3] -
1-(2,2,2- =530 b -4 - A i

HoN
-
N L
A=A N
15641 FaiC- NN = HNn—< oOme
F \— !g
x/ \\\
5_/

[1565]  5-%4JL-3- (4—?%—3—%&—z”‘ﬁﬁ) -1-(2,2,2- =5 L3E) MMk -4- G

[1566] e FTIFEPH, 1l e R PR A ek 4difd , FH0-10 % Me O DOMYATR e , 2~
[ (4-75R-3-95 -7 ) - FV AL - 7 FH3E 1 9 — 5 (500mg, 1. 78mmol) F12,2, 2- =3 L 3= (T0HE
% 7E/KH, 31ul, 2. 13mmol) 15 215 - 2k -3~ (4-F-3- G- AL -1-(2,2,2- =5 L)
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Mg -4 - FR G (132mg, 0. 36mmo1 , 20 % K) |, Akl & . UPLC-MS (ES™, fiFRME) - 1.8243 %], m/
z 362.7M1°,

[1567]1 N-[[4-[5-%J&-4-F3E-1- (2,2,2- =R LHD) Mkme-3-3E] -2- g - ZR L] L] -5-
IR 2- HH AR - R FH

[1568] 1@ FLFK, 4lifb i, fi5- 55 -3- (4-1R-3-90- K5 -1- (2,2, 2- =4 O 5L) i wh -
4-HE (0. 18mmo1) FN—=35- [ [ (5- 9 -2- AL - 2R AL 2 35 FHAE T AIkE i (0. 27mmo1) 15
FIFREAY AP (0. 12mmol) , JyEAS Al {4 . UPLC-MS (BS, %R M) :1.684 %1, m/z 465.9[M+
H]".

[1569]  5-%d k-3~ [3-9p-4- [[(5-5-2- A L - R D) Sl AR T A0 ) -1- (2,2, 2-
— R Mk -4 - F g e

[1570] il AR FPM, 2lifb ), fiN- [[4- [5- %3k -4-50E-1- (2,2,2- =550 MEmg-3-2L ] -
2- g - KLV FEE] -5- 95 - 2- PR AR L - SR (0. 12mmo ) 753 BIFREY. &4 (22mg, 0. 05mmo ]
39% KR , MEAE B AR UPLC-MS (BS”, 45214 < 1.5043%h,m/2z 484.1[M+H] . UPLC-MS (ES
KRR 13,4438, m/z 484.0[M+H] . "H NMR (400MHz ,DMSO-d,,3) :8.82 (t,J=5.9Hz,
1H) ,7.51(dd,J=9.7,3.7Hz,1H) ,7.47-7.40 (m,1H) ,7.37-7.27 (m,3H) ,7.19(dd,J=9.1,
4.3Hz,1H) ,6.63(s,2H) ,4.95(q,J=9.3Hz,2H) ,4.57(d,]=6.5Hz,2H) ,3.90(s,3H) .
(15711 5751129 5- 5455 -3- [3-9i-4- [[(2- AR AL 2 L FHE 2R3 -1- (2,
2,2- D) Wbk -4 - FAR

[1573]  N-[[4-[5-%4F-4-53E-1-(2,2,2- =R OE) wk-3-3E] - 2- - RFE T H3E] -2-
HHAA L - R i

[1574] 3@ TFLFK, difb i, f5- 55 -3- (4-1R-3-90- K5 -1- (2,2, 2- =4 O 5L) i mh -
4-F5 (0. 18mmo1) A=~ [ [ (2- A ELAR FHIERL) 2458 1 LT EEER (0. 27mmo1) 73 2 AR
A (0.07mmol) , Ay ks (Al {4k . UPLC-MS (ES™, KR ME) :1.635 80, m/z 448.0[M+H] ",
[1575]  5-%d5-3- [3-9p-4- [[(2- AR LD 2L AR R3] -1- (2,2,2- =3 &
SL) nme -4 - F e e

[1576] e FIRR M, 2lifb S, fHN- [[4- [5-5 0 -4- 1500 -1- (2,2, 2- =550 mpme - 3-
B -2- G- AR LV EL] -2 - AR L - 2R LI (27mg, 0. 06mmo 1) #5321k 8L A (0. 03mmo]
54 %) |, hy A E 4k UPLC-MS (BS™, JifR M) < 1.45% %8, m/z 466. 1 [M+H] .UPLC-MS (ES
KRR 13,3258, m/z 466. 1 [M+H] . "H NMR (400MHz ,DMSO-d,,3) :8.73 (t,J=6.1Hz,
1H) ,7.75(dd,J="7.7,1.8Hz,1H) ,7.51-7.42(m,2H) ,7.35-7.28 (m,2H) ,7.16(d,J="7.THz,
1H) ,7.07-7.01 (m,1H) ,6.61 (s,2H) ,5.00-4.90 (m,2H) ,4.57 (d,J=6.0Hz,2H) ,3.90 (s,
3H) »

[1577]  SjiEfil130:5- 54 3% - 1- TR SE-3- [2- 9 -4- [[ (2- A AR FEE D) s 3] AL D oK
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HET e -4 - FRR

HN .
HaN F;O
/A
[1578] NN _/

0
=/ HN—<  OMe
olPala®

[1579]  5-%(2E-3- (4-75R-2- 56 - AIE) - 1-FR AL -Ipmk -4 - FHE

[1580]  fam AR FH, it e, fH2- [ (4--2- 5 - K 3E) - I - FH 2R T 9 i
(0.71mmol) FIFFARILFERER R (0.85mmol) - EIFREL &4, Jy i (o JBeR ) . UPLC-MS (ES”,
HERME) :1.9543 %, m/z 350.8[M+2] ",

[1581]  N-[[4- (5-52&-4-FIE-1-PRREL - wg -3-F0) -3-G R AL L] -2- IR AL - R
F e fric

[1582] 1l FHAE K, il 5, (15 -2 3L -3 - (4- P -2- 9 - OKFL) - 1-BRRSE - E e - 4 - FR I
(0.37mmo1) A= - [ [ (2- FHE IR L) S 5L ] FRZL T A (0. 41mmo1) 13 BIFRAUE 54
(0.32mmol) , JymE (Al A& . UPLC-MS (ES™, %) :1.70438h,m/z 434. 1[M+H] ",

[1583]  5-%40k-1-IF/KkIE-3-[2-91-4- [ [ (- AR ) 20k ] FH L) ORI T e -4 -
F e fric

[1584] 1 FRRPM, Zlifb e, fN- [[4- (5- Sk -4- (AL - 1-PR L -mb e - 3- 50) -3- G5 - K
FEVH L] -2- FEAR L - R e (0. 32mmo ) 15 2IFREUL. &4 (0. 07Tmmol) , 2 1 €21 [ 44 . UPLC -
MS (BS™, 4R ME) :1.5355%%,m/z 452.1 [M+H] . UPLC-MS (ES", K-F&ME) :3.524 8, m/z 452.1
[M+H] "o "H NMR (400MHz ,DMSO-d,,8) :8.79 (t,J=6.0Hz,1H) ,7.74(dd,J=7.7,1.8Hz, 1H)
7.52-7.46 (m,1H) ,7.43-7.37 (m,1H) ,7.26-7.21 (m,2H) ,7.19-7.14 (m, 1H) ,7.04 (td,J=
11.2,0.9Hz,1H) ,6.29 (s, 2H) ,4.66-4.59 (m, 1H) ,4.56 (d,J=6.1Hz,2H) ,3.91 (s, 3H) ,
2.02-1.73(m,6H) ,1.64-1.56 (m,2H) .

[1585]  SJEf131:5- 5455 1- (1-FRASELHD) -3- [4- [ [ (2- A BRIl EL) S0t L]
ORFET N -4 - FH B e

H,N

[1586]

(15871 N-[1-BAPNAENECEESAAE] SO HTRR A T i

[1588] 2%l FHAR T E , FHEAP L FHILH (0.60mL, 6. 06mmo 1) FIRFEE FRER AL T ik (880mg,
6.66mmol) {3 F BRI A4 (6.06mmol) , by 1 EafE . 'H NMR (400MHz,CDC1,,8) : 7.35 (br s,
1) ,1.80-1.71(m,11) ,1.63(s,3H) ,1.50(s,9H) ,0.77(s,2H) ,0.75(s,2H) .

(15891 5-%54Jk-3- (4-1RIKID) -1- (L-PRNFECIEL) b -4- RS

(15901 [FUN- [1-PANEEL CHESARE ] 2 B FIRR A T (6. 05mmo) FYTHE (20mL) AR
File — PR S AP (MAETHRHR, 10 3mmo 1) o4 R AE S I Btk 2/ N, SR ISR 2%
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YERY) - FMeOH (20mL) IR FL P BN ERTR (30 3mmol) o SR J ¥ S BT 5 W AE %= i 4
PEL6/N I s e 4 o FHE tOH (10mL) YR ARz, SRFE N2 - [ (4-TRREL) - H A 2 - H
FEI S (100mg, 0. 38mmo1) 1= 1% (1. 9mmo1) o34 SR TR A MR Al 7 4R 16 /N
SRIGIRIEER BRI AYE &9, H ¥ 5k aift, AR 2R 54 (0. 33mmol) |, 2h 7k 1 €[]
{4 UPLC-MS (ES", 5[ :1.9545 %0, m/z 332.9[M+2]",

[1591]  N-[[4-[5-5a3-4-FA-1- Q- R R LD mEme -3- R SR L] -2- A AL 2K
Ll il

[1592] WK, 4ifb 5, 55238 -3- (4-1RZKID) -1- (1-FRPIE L IE) mpme -4 - i
(0.33mmo1) A= - [ [ (2- FHE IR FHE L) S 5L ] FRZL T Al (0. 48mmo1) 13 BIFRA L 54
(0.12mmol) , o 444 ;UPLC-MS (ES', 4R M) :1.6745 %, m/2z 416.1[M+H] ",

[1593]  5-%0&-1- (-FAELID) -3-[4- [[ - FAEFIEFREED SUdL] L] R3] ks -
4- Hlk e

[1594] @ HREFL, 2lifb)m, fiiN- [[4- [5- 2008 -4- A -1- (L-PRN ARSI mpm -3- L1 0%
SRV - 2- FH AL - R K (0. 12mmol) #3 2 ARBUL. &4 (0. 06mmol) , Ay [El A . UPLC-MS
(BS", SBRME) : 1.4755%0,m/z 434.1[M+H] . UPLC-MS (ES", KIRME) :3.35%3 %, m/z 434.1[M
+H]".'H NMR (400MHz ,DMSO-d,,8) :8.73 (t,J=6.4Hz, 1) ,7.75(dd,J=7.7,1.7Hz, 1H) ,
7.50-7.40 (m,5H) ,7.15(d,J=8.2Hz,1H) ,7.06-7.02 (m,1H) ,6.26 (s,2H) ,4.54(d,]J=
6.2Hz,2H) ,3.90 (s,3H) ,3.71-3.64 (m,1H) ,1.41(d,J=6.6Hz,3H) ,1.33-1.23 (m, 1H) ,
0.58-0.51 (m, 1H) ,0.40-0.34 (m,2H) ,0.28-0.22 (m, 1H) .

[1595]  SJEf132:5- 24553~ [3,5- 9 -4- [[ (2- AR LD 238 ] FRIE] 2R 3E] - 1-
DY - 4 - B - NH s - 4 - PR e

HoN
F° F

HsN / /

\g'é‘,\_.f/’ \\_\ 0
AN \:( iN—  OM
R o
O‘w/

[1596]

[1597]  5-%3&-3- (4-%(-3,5- 9 - AKEL) - 1- DUSUE AR -4 - - ek -4 - FH IS

[1598] PR FARFH, AERT I, FH2- (4-50-3,5- 06 - 7R3 - FH AL - FRAR T P T
(0.98mmo1) FIPYZIH R -4 - Fe i Eh R Eh (1. 18mmol) 75 2P H @Y, &%) (0.98mmo1) .UPLC-
NS (ES”, AR < 1.824% %, m/z 339.0[M] ",

[1599]  N-[[4- (5-%0&-4- 505 -1 - PN -4 - JEnbme -3-3) -2, 6- g R AL 3] -2-
FHAA L - R

[1600] 3 FHFE P K, alifb f5, i =4 - [ [ (2- AR BE R G L) S0 R ) PP 5 ] ol e
(1.09mmol) F15-24FE-3- (4-5-3,5- 5 - K 3E) - 1- PUS LI -4 - FE - I - 4 -
(0.49mmol) S EIFREBUL A (0. 13mmol) UPLC-MS (ES™, ZFRME) :1.6245 %8, m/z 468.1[M+
H]".

[1601]  5-%45L-3-[3,5- 95 -4- [[(2- AR P AD) 0k ] FHRL ] RO ] - 1 - DY SNt g -
4-FL-Npms -4 - FHER
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[1602]  $&Mm AR L, g, (EN- [[4- (5- 3% -4 - 505k - 1 - DU S iR - 4 - FRipme - 3-
F) -2,6- g - REL ) L] - 2- AR L - ORI (0. 13mmo 1) 13 2R L 54 (0. 01mmol)
B A AR UPLC-MS (EST, 55 FR1TE) < 1.4045 %81, m/z 486.1[M+H] . UPLC-MS (ES', K-FERIE) .
3.1853%h,m/z 486.1[M+H] ", 'H NMR (400MHz , DMSO- dg ,8) :8.57(t,J=5.5Hz,1H) ,7.73(dd,
J=7.8,1.81z,1H) ,7.51-7.44 (m,1H) ,7.26- 7.19([11,21‘1) ,7.14(d,J=8.5Hz,1H) ,7.05-
7.01(m,1H) ,6.27 (br s,2H) ,4.58(d,J=5.6Hz,2l) ,4.43-4.32(m,1H) ,4.00-3.93 (m, 2H) ,
3.88(s,3H) ,3.43(t,J=11.9Hz,2H) ,2.04-1.94(m,2H) ,1.79-1.75(m,2H) »

[1603]  S7JEf5133:5- %3 -3- [3,5- 5 -4- [[ (5-5-2- AU - R AL S AR ) AR oK
FE]-1-DUZPLLRR - 4 - % - N e - 4 - FR SR

HoN.
= P
H')N lII
[1604] AN ASCOHNK oM
- F -,
O\.,/'I \
\,_
F

[1605]  N-[[4- (5-5a3L -4 -1 -S4 - FEmbme -3-38) -2, 6- g R AL L] -5-

IR 2- HH AR - R FH

[1606] 1l HAEFFK, =5 [ L (5-5 - 2- FH A3k - R AL U3k ] FH AR D AGE 8 (0. 99mmo1)

M5- 5835 -3- (4-(-3,5- 5 - RIE) - 1-PUZLrR - 4- 35 - Mg - 4- Fi (0. 49mmo 1) 7321 i)

PRt &9 (0.49mmol) JUPLC-MS (ES™, 45FaYE) :1.6750 8, m/z 486.0[M+H] .

[1607]  5-543E-3-[3,5- 5 -4-[[(5-F-2- FISUIE - R L) S0k ] PO ) R0 ] -1 - PO

ML g - 4 - FEALEmE -4 - i

[1608] sl FHARR M, £t i, fN- [[4- (5- G k-4 - T503E - 1 - PUS L - 4 - ZEmpme - 3-55) -2,

6- g - RFE] L] -5 -9 - 2 FEAE AL - 2R (0. 49mmo1) 13- BIFRAEE 5742 (0. 09mmol) , oy

Eélﬁx UPLC-MS (ES", 48 E) :1.4545 %0, m/z 504.1[M+H] .UPLC-MS (ES', K1) :3.31
73 h,m/z 504.1[M+H]"."H NMR (400MHz ,DMSO-d,;,8) :8.67 (t,J=5.6Hz, 1) ,7.48(dd,J=

9.0,3.3Hz,1H) ,7.36-7.30(m,1H) ,7.26-7.13 (m,3H) ,6.27 (br s,2H) ,4.58(d,J=5.5Hz,

2H) ,4.43-4.33 (m,1H) ,3.99-3.94 (m,2H) ,3.87(s,3H) ,3.43(t,J=11.1Hz,2H) ,2.03-1.93

(m,2H) ,1.79-1.74(m,2H) »

[1609]  SZjtEfil134:5- 543 1- PRI -3-[6- [ [ (2- IR IE IR ML) S L) LT - 3- T mg

ST - 4- F e fr

H'__'JN
\}'::'
H:“N v"{l '
= > N 0
Me
S ) -

[1611]  N-[(5-JR -2-Nme ) HigE] -2- A L R L
(16121  £E0°C,Ja) (5-7R-2-MkmE L) B (1.60mmol) [JDMF (4mL) IR IIAN,N- — S5
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N (4.81mmol) FiHE103 9 , ZEAZ N 2- A R FHBE S (3. 21mmo 1) o K5 B TR 5 40t
PERTIFAERS T BR8N o TR A0 R IR U B KA R e KT HE tOACHi B o 4 45 /2
5312, K Z HEtOA 2 B K- 5 FHF A M L2 B ISk % , BN T3 U ok 4 o 1t —
Lol 38 bREUE 5 (0.92mmol) |, A EE k) . UPLC-MS (ES™, Jl&E) : 153541,
m/z 322.8[M+2]",

[1613]  [6- [[ (2-H SR FHpEAL) Sl B ] AL ] - 3- M 2 ] AR

[1614]  fE-78°C, [AIN- [ (5-J-2-MEmg 5E) FHIE] -2- A L - 2R i (240mg, 0. 75mmol) 1]
THF (10mL) ¥4 7% FP 22 18 i ARG = S PN TS (0. 35mL, 1. 50mmol) o 2R IINIE T 3548 (2. 5MAE
CBEH,0.90mL, 2. 24mmo ) [NIAVR, HRHZIE S WAL - T8 C oL Lh, SR (1 - [ 2] -20°C ik
1. 5/NF o FHERTR (M) 28 K R SR &4 , BRI ER S 7K yA i A FHE t0Ac Ay 2« /K E
EtOAcH I o K5 & I 10 A LA UV 28 6 /K 35 3k ol B8 O 0 e 40, LA Blhm 8L & 1)
(0.86mmol) , PSR T F—25 . UPLC-MS (ES™, &) :0.99%3 %1 ,m/z 287.0[M+H] ",
[1615]  5-55-1-FF/Kk3E-3-[6- [[(2- AR FI AL S0 ] P KT - 3 - M F ] nppmse -4 -
P e

[1616] 3 HEE TRE D, alifv 5, i [6- [ [ (2- ALK FHE L) 23] AL ] - 3 - N 6 1 Al
i (0.86mmol) F15-%43% -3 -7 - 1 - PR IE - Mkt - 4 - FHEE AR 2SS 59 (0. 09mmol) , A7
Bt [ R  UPLC-MS (ES”, AFRME) :1.3645 %, m/z 435.1[M+H] . UPLC-MS (ES', K&k :3.07
Sy8f,m/z 435.1IM+H] . 'H NMR (400MHz ,DMSO-d,,8) :8.99 (t,J=6.1Hz, 1H) ,8.64 (m, 1H) ,
7.88(dd,J=8.1,2.2Hz,1H) ,7.84(dd,J=7.7,1.8Hz,1H) ,7.50-7.47 (m,1H) ,7.42(d,J=
8.5Hz,1H) ,7.18(dd,J=8.6,0.9Hz,1H) ,7.01 (td,J=7.6,1.2Hz,1H) ,6.23(s,2H) ,4.68-
4.59 (m,3H) ,3.95(s,3H) ,2.02-1.86 (m,4H) ,1.85-1.76 (m,2H) ,1.65-1.55 (m,2H) «

[1617]  SCJEfI1135:5- 240k - 1- (2-F83E-1- R -4 50) -3- [4- [ [ (2- AR B SL) 4
FEYFRBE] ORI T nh e - 4 - A

H,N
N 0

HoN = \ —

— MY o
[1618] “YN'\\—\: HN—/i OMe

1
)

[1619]  N- [ (2-FHE-1-HEAD £ F) S 5 ] S R T iR

[1620] 3 FHFLFE, FWFE FER AL T g (7. 57mmol) FHFRIE AN (9. 08mmol) f3 RIFREIL &
W (7.5Tmmol) , HTE R Y. UPLC-MS (BS™, J0fRM) :1.0743%h,m/z 188.9[M+H] ",

[1621]  5-543&-3- (4-JROKID) -1- - F2FL-1- B - 230 mpme -4 - FHJE

[1622] i FEJ70, alifbJm , fiN- [ (2- 535 - 1 - IR £ 3E) 2l 36 ] 2l B FH G T iR
(7.39mmol) F12- [ (4-JRAEL) - AL - R TN — i (0. 76mmol) 15 R Ar 8L G ¥
(0.28mmol) , Ay JK [ fA& . UPLC (BS", JU e ) :1.5943%1,322.9m/2 [M+2] ",

[1623]  N-[[4-[5-%30E-4-1500E-1- Q- FRR-1-FHEE- £ 50) mpme -3-JL [ OR LT FHAE] -2- H
S - R L

[1624] 1@ HFEFK, alift i, i =5 - [ [ (2- FH A SR e 3L) S0 B ] HH 3 T Al Joe

176



CN 113603645 B ﬁ'ﬁ HH :I:; 174/242 71

(0.72mmol) F5-5 Bt -3- (4-JRFIL) -1- (2-FHk-1-FHHL- 230 nmk - 4- HKS (0. 28mmol) 75
FIFREE A (0. 22mmol) |, A (a4 - UPLC-MS (ES', 2R ME) : 1.4245%7,406 . 1m/z [M+H] ",
[1625] 5-%40L-1- Q-FF-1-PI-23) -3-[4-[[ @-FEIEEEID) s L R K
S TRk - 4 - F g e

[1626] il AR FM, 2lifl )i, fiN- [[4- [5- %0k -4- 5008 -1- Q- -1- AL - £ 50 np g -3-
FLIRILT I EL] - 2- AR BE - R I (0. 22mmo 1) 5 B AR 54 (0. 07Tmmol) |, Ay ek (4[]
A& UPLC-MS (ES", 4 &) :1.25%7 81,424 . 1m/z [M+H] . UPLC-MS (ES", K& ME) . 2. 784741,
424 . 1m/7 [M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.74 (t,]J=6.0Hz, 1H) ,7.76 (dd,J=7.6,
1.7Hz,1H) ,7.50-7.40 (m,5H) ,7.16 (d,J=8.3Hz,1H) ,7.06-7.02 (m, 1H) ,6.24 (s, 2H) ,4.89
(t,J=5.4Hz,1H) ,4.55(d,J=5.9Hz,2H) ,4.36-4.27 (m, 1H) ,3.90 (s,3H) ,3.70-3.62 (m,
2H) ,1.29(d,J=6.7Hz,3H) .

[1627] 577136 :5- 23 - 1- 2R A -3- [2- 9 -4- [ [ (5- 9 - 2- AR - R D) A H
FEIORFET ML me -4 - FH iz

H,N
=0

[1628]  , '\“N }:— I-‘N*-K’ OMe
ﬁ\j F

[1629]1  N-[[4- (5-53FL-4- (3L 1-FR /R FL I -3-HL) -3 -G - A FL FI L] -5- 45 -2- %K
- IR e ff

[1630] i FHFE 7K, alifb i, (5 - 2438 -3~ (4- 5 -2- 35 - 2R 30) - 1-BA R AL - My ms - 4 - F i
(0.28mmo1) F1=F- [ [ (5-95-2- A IE - R e 3E) 2438 LT il 8 (89mg, 0. 31mmol) 75
FhREE A4 (126mg, 0. 28mmol,99 %) , Ay Hs (4 E| 4K . UPLC-MS (BS”, & FRYE) : 1. 75280, m/2
452 1[M+H] ",

[1631]  5-543E-1-PKHL-3- [2-9-4- [ [ (5- 9 -2- AR AL - ORI 240 ] FH L) R3]
W -4 - FH e

[1632]  FcHeai AR M, 2, fiN- [[4- (5- %3k -4- 5008 - 1- BRI - IEme - 3-35) -3 -
ORI ] -5- 560 - 2- AU - R FE e A S 2l v 59 (66mg, 0. 14mmol , 47 % ) , A H
€ E A UPLC-MS (BS™, 4R 1) :1.5845 %, m/z 470.1[M+H] . UPLC-MS (ES, K-E&aVE) :3.637%)
fhom/z 470, 1DMFH] " 'H NMR (400MHz , DMSO-d,, 8) :8.88 (t,J=6.0Hz, 1H) ,7.50 (dd,J=
7.6,1.7Hz,1H) ,7.42-7.32(m,2H) ,7.25-7.17 (m,3H) ,6.28(s,2H) ,4.66-4.59 (m, 1H) ,4.55
(d,J=6.0Hz,2H) ,3.91(s,3H) ,2.03-1.73 (m,6H) ,1.63-1.53 (m,2H) »

[1633]  SZjfi137:5- % k- 1- Pk -3-12,5- 9 -4- [[ (5-9-2- AR AL - R TR RD) 4
FEVR R ORFL T -4 - FH e e
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HN
Y¥Oo F
W’/\ ..{,;—_*\ O
[1634] NN \-J HN—  OMe
SN =
F.
[1635]  N-[[4- (5-%4FE-4-T5(5E-1- PR -IEMK-3-F) -2, 5- 5 - R I | AL ] -5- 5 -2-

FHAA L - R

[1636] 1l FRE/FK, 78 IR B 45 e, 15 - 22 -3- (4- (-2, 5- 00 - 2R3 - 1-I) Ik -
mp e -4 - (0. 39mmo 1) A1 =5 - [ [ (5-3-2- 1B - DR ) S0 AL T FR R T Al o
(0.58mmol) - EIFRE &4 (0.23mmol) LUPLC-MS (ES", 40 FR1E) :1.8347 %, m/z 470.1 M+
H]".

[1637]  5-%0k-1-BKHE-3-[2,5- 9 -4- [[(5- 95 -2- A - R FR 3L S0 SR o
FETnHme -4 - F i

[1638] 2 JHREPM, 2lifb ), fN- [[4- (5- %38 -4- A - 1- IR AL - - 3-3) -2, 5- 5 -
IRILT FH L] - 5- G- 2- AR 3L - R HI R I (0. 22mmo 1) 13- BIFREUY &) (0. 13mmol) , hiktsfa
[ 44, UPLC-MS (ES', ZFR1E) :1.664> %1, m/z 488.2[M+H] . UPLC-MS (ES", K-F&lE) :3.80%
fh,m/z 488.2[M+H]".'H NMR (400MHz,DMSO-d,,8) :8.86 (t,]J=6.0Hz,1H) ,7.49 (dd,J=
9.2,3.3Hz,1H) ,7.37-7.32(m, 1H) ,7.27-7.17 (m,3H) ,6.23 (s, 2H) ,4.66-4.58 (m, 1H) ,4.55
(d,J=6.9Hz,2H) ,3.90 (s,3H) ,2.02-1.92 (m,2H) ,1.91-1.83 (m,2H) ,1.82-1.72(m,2H) ,
1.63-1.52(m,2H) «

[1639]  SZjitfhl138:5- % k- 1- Bk 3E-3-[3,5- gm-4- [ [ (2- AR L W ) (3t ] FH
FLIORFE Tk - 4 - FRRE

HoN
HN_
[1640] ) F\\ﬂ 5
, /'\w __i HN— «< OMe
\ F x ________ /
/4 %\
| p—

[1641]  5-543E-3- (4-54-3,5- G -7R3E) - 1- B FE -neme -4 - HH S

[1642] WP, AERT N 2, AR BRI ER R h (0. 47mmo1) A12- [ (4-5(-3,5-—
G- IR L) - FHAR L - R T P9 G (0. 39mmo 1) 45 RbRAY. &4 (0. 31mmol) , Ay 2K F [l o

UPLC MS (ES”, 50FRIME) :2. 134781, m/z 323.0[M] ",

[1643]  N-[[4- (5-%d2&-4-TUE-1-PA/ AL -Ipme -3-0) -2,6- 5 - RS L] -2- 1%,

ORI

[1644] il JHRRFFK, 2lifb i, 5 -2 0E-3- (4-%(-3, 5- -0 - 1- BRI -HE e - 4- FH i

(0. 16mmo1) FN=35- [ [ (2- AT FHILAD) 2 AL ] AL JIGE 8 (0. 31mmol) 15 BIF RS L 51

(0.11mmol) , A €4 & 4A&  UPLC-MS (ES", 5 1& M) < 1.86%%h,m/z 452. 1[M+H] ",

[1645]  5-5(0k-1-PR/dE-3-13,5- 9 -4- [ [ (- AR D) S0k ] FHE ] R Tt
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I -4 - B

[1646] 1@ FHFEFPM, il , N- [[4- (5-Za 0t -4- 0L - 1 - PR RIE - -3-38) -2,6- 50
IRELT L] - 2- FAR 3L - 2R R (0. 11mmo1) 15 B bRV &% (0.08mmol) , Ay A a4 .
UPLC-MS (ES", %G &) :1.6443 %8, m/z 470.1[M+H] . UPLC-MS (ES", K-FRME) :3.804 %1, m/z
470.1[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.56 (t,J=5.5Hz, 1H) ,7.73(dd,J="7.7,1.7Hz,
1H) ,7.50-7.43(m,1H) ,7.25-7.17 (m,2H) ,7.13(d,J=8.3Hz, 1H) ,7.05-6.99 (m, 1H) ,6.20
(s,2H) ,4.68-4.54(m,3H) ,3.87(s,3H) ,2.05-1.73 (m,6H) ,1.65-1.51 (m,2H) .

[1647]  SZjiEfl139:5- k- 1- PR 3E-3-[3,5- 90 -4- [ [ (5- 90 -2- FAE 3% - 28 D) &
FEYFRBE] ORI T nh e - 4 - A

E
(16491 N-[[4- G-SFE-4-EFE-1-FF K FL-mkmk-3-3) -2, 6- g - EL] FP3E] -5-95-2-

MRS - R

[1650] 3 FHREFFK, 4lifb )T, fH5-245E-3- (4-5(-3,5- 5 -7R20) - 1- B RIE - nibme - 4- F G
(0.16mmo1) F="3- [ [ (5- 5 -2- AL - R D) 2438 ] FHAE] A (0. 39mmo) 75 2 bt
L& (20mg, 0.04mmo , 27 %K) |, Ay Ik A (4l f4  UPLC-MS (ES™, JHERTE) :1.9153 %, m/z
470. 1[M+H] "

[1651]  5-%3E-1-P//RHE-3-[3,5- 90 -4- [[(5-Jp-2- AL - R AL s 5L AL OR
SETEme -4 - R

[1652] J_H%‘IFM,@MUE,@N [[4- (5-5d 5k -4-T502E-1- PR IE -nkme - 3-38) -2,6- 5
SRELT L] -5- 46 - 2- AR - R el (0. 04mmol) 13 BIFRBL 59 (0.03mmol) |,y [ €[]
{4 UPLC-MS (ES” %E@xfi) 1.69%7 80, m/z 488.1[M+H] " UPLC-MS (ES", KEatt) : 3.924 5,
m/z 488.10M+H]".'H NMR (400MHz ,DMSO-d,,8) :8.66 (t,J=5.6Hz,1H) ,7.47 (dd,J=9.2,
3.3Hz,1H) ,7.37-7.28(m,1H) ,7.25-7.12(m,3H) ,6.20(s,2H) ,4.67-4.52(m,3H) ,3.86 (s,
3H) ,2.05-1.73 (m,6H) ,1.65-1.52 (m,2H) .

[1653]  Sjafhl140:5- 5 -1- 3k -3-[2,6- 4 -4- [[ (2- AR L0 FREL) S00L ]
FIRH] Httﬂélé-4— Eﬁ@s‘tﬂi?

\f %
5 H\ 0
[1654] /\TN‘N L HN_{ OMe
P F 7\

[1655]  5-%40E-3- (4-7R-2,6- 90 -ZKED) - 1H-THME-4- F S
(16561 1l AR 7H, fEAA7AAE =L 1, K IE (55-60% £F 7K, 1. 43mmo1) A12- [ (4-
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JR-2,6- g5 - REL) - FIAEE - T PN i (1. 19mmo) A5 2IFH AlFR L &% (1. 17mmo1)
i A A  UPLC-MS (BS™, St < 1.42380,m/2300. 8 [M+2] ",

[1657]  5-%(2E-3- (4-7R-2,6- 56 - AL - 1-TR AL -Ipme -4 - FHE

[1658] 3 MH RPN, alifbf5, fi5- 5438 -3- (4- -2, 6- - R50) - TH- MW -4 - FERS
(350mg, 1. 17mmo1) FIRARIFKLE (1.76mmol) 13 515-443L-3- (4-7-2,6- 5 - KD -1-FF
TREE I - 4- SRR RS9 (32 2k 1) (0.80mmol) IR AW, A 1 (4 & 44 . UPLC-MS (ES
URIRRME) 1 1.86F11.924 %, m/z 368.9[M+2] .

[1659] N-[[4- (5-5d2E-4- A - 1-PA R AL - g -3-50) -3, 5- g - RS L] -2- 1%,
R %

[1660] 1@ FFEFFK, 4lifb T, 52458 -3- (4-15-2,6- 30 - K30 - 1- B REE-pm -4 - FE G
FI3-53E-5- (4-71%-2,6- - KD - 1-FR K 3L -MEm -4- S (0. 33mmo1) AI—=43.- [ [ (2-F
SRR L) S L] FHIL ] e (0. 36mmol) 73 EIARAEUL A4 (0. 12mmol) , Ay K A 4] 4
UPLC-MS (ES", JEfRME) < 1.7243 %80, m/z 452.1[M+H] ",

[1661]  5-5{3&-1-PR/RHE-3-[2,6- 90 -4- [[ - AR HELED) s8] AL 2R L] it
Mk - 4 - FH B fi

[1662] i FHFEFFL, 40T, N- [[4- (5- 55k -4- UL 1- PR RIL - kme -3-30) -3,5- 5 -
FRELT L] - 2- FAR 3 - 2R LI (0. 12mmo1) 15 B bRV &% (0.03mmol) |, Ay [ a4 .
UPLC-MS (ES", 5G4 1E) :1.5643 %8, m/z 470.1[M+H] . UPLC-MS (ES", K-FRIE) :3.60450 %0, m/z
470.2[M+H]".'H NMR (400MHz ,DMSO-d,;,3) :8.81 (t,J=6.2Hz, 1H) ,7.72(dd,J=7.6,1.9Hz,
1H) ,7.52-7.45 (m,1H) ,7.17-7.13 (m,3H) ,7.06-7.00 (m, 1H) ,6.28 (br s,2H) ,4.67-4.60
(m,1H) ,4.55(d,J=6.1Hz,2H) ,3.90 (s,3H) ,2.03-1.92 (m,2H) ,1.90-1.72 (m,4H) ,1.62-
1.52(m,2H) .

[1663]  SZjEHI141:5-545E-3-[2,3- 9 -4- [[ (2- A ER D) S 38] AL R3] - 1-
DU ZULEIR - 4 - 5% - N e - 4 - FAE

[1664]

[1665]  5-%d&-3- (4-(-2,3- - 2RI - 1-PUSUENH -4 - B - ek -4 - F i

[1666]  FeMim R FPH, alifb i, fi2- [ (4-5-2,3- - 2R 3E) - FHAR L - AR 9 S
(200mg, 0.79mmo1) 1P S I IFg - 4 - JEFERER £ (144mg, 0. 94mmo1) 153 BFr 8L &1
(0.65mmo1) LUPLC-MS (ES", %5 FRYE) :1.68431,m/z 339.0[M]+,

[1667]1  N-[[4- (5-%d2%-4- U0 - 1-PUSNHEIR -4 - JEnEme -3-58) -2, 3- g - R BE  FI L] -2-
MRS - R

[1668] B TFLFK, alifb)m, fi5-543E-3- (4-5(-2,3- 90 -FKFD) - 1-DUSlmbms -4 - 55 -1t
M -4 - FHAE (0.32mmo 1) FI=55- [ [ (2- AR HHERIL) 238 ] FHIE TG B (0. 65mmol) 75 2]
Frmv a9 (0. 24mmol) , ShFE 4 [#] 44 UPLC-MS (BS, Z0FAYE) < 1.5545 %], m/z 468.1[M+H] .
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[1669]  5-%45L-3-12,3- o5 -4- [[(2- AR P ED) 0k ] FHRL ) R JE ] - 1 - Y St g -
4-FL-Npms -4 - FHER

[1670] 4 Mea AL M, Al , fEN- [[4- (5- %5k -4 -5 2E - 1 - PUS L - 4 - Bk - 3 -
HL) -2, 3- - ARSE ] AL ] - 2- AR AL - SR i (112mg, 0. 24mmo ) 13- B bREUE 54 (78mg,
0.16mmol,67 % W) , Jy MK [ fH {4 . UPLC-MS (ES", S FaE) :1.4045%,m/z 486.1[M+H] ",
UPLC-MS (BS", K#&lh) +3. 12479, m/2 486.2[M+H] . "H NMR (400MHz ,DMSO-d,,8) :8.77 (t, ]
=6.0Hz,1H) ,7.78-7.72(m,1H) ,7.53-7.45 (m,1H) ,7.29-7.19 (m, 2H) ,7.16(d,J=7.8Hz,
1H) ,7.07-7.01 (m,1H) ,6.31 (s,2H) ,4.60(d,J=6.0Hz,2H) ,4.43-4.32 (m, 1H) ,4.00-3.93
(m,2H) ,3.91(s,3H) ,3.45-3.39 (m,2H) ,2.01-1.90 (m,2H) ,1.82-1.73 (m,2H) .

[1671]  S7jEHI142:5-5435-3-[2,3- 9 -4- [[ (5- 98- 2- AL - R D) 2 38 AL R
] -1-PUZANE AR - 4- 35 - i - 4 - FH R

}

HoN.
H.N ‘;—:O
‘ E/J\, -'!"’ \ O
N_\ /4 . 4 >
(16721 - N HN—  OMe
1 W/ . r \: _____ \.-‘

-r.‘-.

[1673]  N-[[4- (5-5A3E-4-TfIE-1- DU -4- KEnpm - 3-30) -2, 3- —f - FRIL] L] -5-

g~ 2- F R - IR T

[1674]  F R0 FARE FEK, 4lifb 5 , 115 - 23 -3- (4-52-2, 3- 9 - Z535) - 1- DUt -4 - L -

Mg -4 - FHJG (106mg, 0. 31mmol) A= 55~ [ (5- 95 -2 - HH 3L - SR ) S 58] HH B D Al (b

(181mg 0.63mmol) 15 EIFREY A9 (124mg, 0. 26mmol , 82 % ) , by 4 [Fl 4 . UPLC-MS (ES
GERPE) :1.6073 80 ,m/z 486.1[M+H]",

“675] b-%A2k-3-12,3- -4~ [ [ (5- 95 -2- AL - IR I A S FREE T RAE ] - 1- DU

MLt g - 4 - BN - 4 - FRE iz

[1676] 1l AL M, Zlif0 e, fN- [[4- (5- %42k -4-T50FE - 1 - DU SR -4 - BEigmh -3-50) -2,

3- G- R FHIE] -5 -G - 2- AR - DR B (0. 25mmol) 13 2~ 54 (0. 12mmol) , 24

PVl fA  UPLC-MS (ES™, R M) :1.4457%h ,m/z 504.1[M+H] . UPLC-MS (ES™, KJ&ME) -

3.24%3 80, m/7z 504.1[M+H]"."H NMR (400MHz,DMSO-d,,3) : 8.87 (t,J=6.0Hz, 1H) ,7.51 (dd,

J=9.2,3.3Hz,1H) ,7.38-7.33 (m, 1H) ,7.24- 7.18(m,3H) ,6.31(s,2H) ,4.60(d,J=6.2Hz,

2H) ,4.42-4.34 (m,1H) ,3.98-3.94 (m,2H) ,3.90 (s, 3H) ,3.46-3.39 (m,2H) ,2.00-1.90 (m,

2H) ,1.78-1.76 (m, 2H) .

(16771 Sjtafhi143:5- 5k -3- [4- [[ (2- FAR R L) SR R I R LT -1- (2- ISR

Bh-1- - 5D b - 4- FEE
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OMe
y 7\
7 O

[1679]  N- [ (2- H5U2E - 1- I3 £ ) k] 2 IR ] i

[1680]  Jii FHASFE, L FRR AU TR (3. 78mmol) A1 F AR LN (2. 27mmol) 15 BIFREAY,

S (2. 2Tmmol) |, hy B iRy . UPLC-MS (BS™, SR ) :1.3653 %1, m/z 202.9[M+H] ",

[1681]  5-543E-3- (4-JRIRFD) -1- - HISE AL -1-HSL- 250 w4 - F

[1682]  Jclem AR 70, 2tk Ja , FEN- [ (2- H AL - 1- AR D) S B ] S A HHR R ] i

(830mg,4.11mmol) F12- [ (4-7RIKIL) - AL -] N — 5 (0. 76mmol) 15 B bREL 5

(0.18mmo1) -UPLC-MS GHERYE) :1.8243%h,337m/z [M+2] ",

[1683]  N-[[4-[5-25k-4-TFE-1- (- H5EAE-1- AL - £ 50w -3- L] R AL AL -2-

HH A 2 - K H e e

[1684] i R FK, alifb o, F =5 - ([ (2- A LR I 38 ) 238 ] B 3L T ) e

(0.31mmol) M15-ZA5E-3- (4-BLRIFD) -1- 2-HAEIE-1-FH3E - £ F0) npme - 4- FJ (0. 18mmol)

FRIBREY AP (0.13mmol) |, kR A fEl 44 . UPLC-MS (ES', 41 E&E) < 1.57438h,420. Im/z [M

+H]",

[1685]  5-543E-3-[4- [[ (- AR HIBESD) S8 L R3] - 1- - - 1- S -2

5E) MEme -4 - B

[1686] i FHFEFPM, Zlifb 5, N- [[4- [5-5a k- 4- 0k -1- (2-HSE L -1- 3L - £ 30) b -

3- LI RALT AL - 2- PR L - R (0. 13mmol) 75 B ARESUY A4 (0. 03mmol) , S [ €6 ]

A UPLC-MS (ES”, 45 A1) : 1.3843 %1, 438. Im/z [M+H] . UPLC-MS (ES", K-FRIE) :3. 10435t

438.1m/z [M+H] o 'H NMR (400MHz,DMSO-d,8) :8.73 (t,J=6.1Hz,1H) ,7.75 (dd,J=7.6,

1.7Hz,1H) ,7.51-7.38 (m,5H) ,7.15(d,J=8.2Hz,1H) ,7.04 (t,J=7.4Hz,1H) ,6.31(s,2H) ,

4.54(d,J=6.0Hz,2H) ,4.48-4.51 (m,1H) ,3.90 (s,3H) ,3.69-3.62 (m,1H) ,3.49 (dd,J=

9.8,5.4Hz,1H) ,3.23(s,3H) ,1.28(d,J=6.6Hz,3H) .

[1687]  SCJiEf5I144:5- %3 -1- (4,4- 5T -3-25) -3- [4- [[(2- AR FH B2

FEYFRBE] ORI T nh e - 4 - A

[~ 7N

V7

[1688] _MJ_N‘N\_\_.
HN

[1689]  2,2- L4 - ALK R IR R

[1690] B HIZERfEA2,2,2- = 5.8 (33. 4mmol) [ JC/KTHE (111mL) I ANIE T 41
(LIM7EC HEH, 66 9mmol) ££-78°C N i #1:204381, 2R 117K (20mL) ANTHF (20mL) [ & %%
K, IR PN BRI A - 60°C L AR IR ERT I HE t0AC RS BN B B M L 2R B F A
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SRR TR T8, i eI IR e 4 - 2l , A3 2AsEUE A1 (26 . 9mmo1) , A JC s
JHERPI. ' H NMR (400MHz , DMSO-d,;,8) :7.86 (d,J=8.4Hz,2H) ,7.54 (d, J=8.6Hz,2H) ,6.85
(dd,J=15.6,3.9Hz,1H) ,2.45(s,3H) .

[1691]  (1-"FFE-4,4- 5 - ML L -3-35) 4- LRI

[1692]  fE%U0 N, R2,2- o OMmA4 - ARG (26 6mmol) FIIN- (HHAE AL HHAL) -N-
(= P PR e B FH 3L R iz (106mmo 1) TR S WA 130 °C InFis 43 o 7 Il — i L R
(2.66mmol) F/E130°C M HEHE3053 B, ¥ A1 S0, IR ZE I\ =k (2. 66mmol) - F&
B sk gy, DA EIFREL S8 (23 . 0mmol) |, gt itk Y . UPLC-MS (BS™, 4Bt
1.9855 %, m/z 368.0[M+H] .

[1693]  1-%3E-4,4- 5 -MEMEKT-3-F

[1694]1  ZEOCHERS N B (1.7g,64.6mmol) JINE] (1-FH-4,4- — 5 - L& 4L-3-
F) 4- LR RATR IR (12.9mmol) FMeOH (40mL) IRV « B S N AE %50 I P 1/ N, 22 1 b
ANJK (4mL) |, ZRFE IINERER (BM, 20mL) o JHe i 4% 49, KOH/KIA Y. 2= pH 8, I JTIDCM
(X 3) 2R KA NLAR R &, LB KB T 4, TR A4 - K2R = HEtOAC R I
R FHFE L6 /NI, b 38 I R MR 4 o R BT A Bk s W alifb , LA1S Bl AR 8L &
(9. 15mmol) , Jy it iR M. 'H NMR (400MHz ,DMSO-d,;,8) :7.39-7.23 (m,5H) ,5.69 (d,J=
5.8Hz,1H) ,4.13-4.01 (m, 1H) ,3.66-3.53 (m,2H) ,3.15-3.00 (m,2H) ,2.73-2.59 (m, 1H) ,
2.32-2.26(m, 1H) .

[1695]  3,3- gp-4- 2L - ML - 1 - FR R T i

[1696]  FE%UU0 N, A L-F 2k -4, 4- - MM bt - 3- % (6. 78mmo1) [YJEtOH (60mL) IA H
PO HRER BT g (8. 14mmol) , B TN AL A A M) (20 i % /Efk [, 1. 14mmol) o SV
FEAS MBI, FEAERT M HEREL6/N AR5 FH Celite™ Bk 8 SN P , I e e 4 e o 2k —
Bl AR A (4.95mmol) , R H NMR (400MHz ,DMSO-d,;,8) :6.08(d, J
=5.2Hz,1H) ,4.20(s,1H) ,3.66-3.55 (m,3H) ,3.22-3.20 (m, 1H) ,1.41(s,9H) .

[1697]  3,3- 5 -4- ol AR AL Mkt - 1- R T s

[1698]  FE-20°CHIAU N, A3, 3- ok -4- K2 -IEME e - 1 - FHPR TS (3. 04mmol) [ 7K
DCM (20mL) 7 7R 0= 560 FH R I F (IMAEDCMAR , 7. 57mmo) o S £E - 205 - 10 CHig $H40
Gy, TSR /KR (0. 5M) 72K, FTIVERIRRER U s/ KIA TR s b LAk 2294 . 51 pHI HIDCM
A WL I & I, 226 K B I8 R T 18 0 0 ik 4, LA AT 2D PR 8L & 9
(2.51mmol) , WAFEAIHERYY. 'H NMR (400MHz ,DMSO-d,,8) :5.98-5.93 (m, 1H) ,3.97-3.68 (m,
3H) ,3.71-3.67 (m,1H) ,1.43(s,9H) »

[1699]  5-%(2E-3- (4-JRKED) - 1H-nbme -4 - HS

[1700] AR FH, LG =%, aifba , 2 - [ (4- 7R 5E) - e R - FR R D P )T
(0. 76mmol) AR (55-60% fr 7K1, 1.9mmol) 5 BAREUY S0, b 1 2 l#] {4 . UPLC-MS (ES
T UAETRYE) 11.44%5 % m/z 265.9[M+2] ",

[1701]  4-[5-53&-3- (4-JRAIE) -4- UL -MEme - 1-E1 -3, 3- 5 - MMt - 1 - PR T iR
[1702]  £3,3- 5 -4- (o A L) M e - 1- FREBU T i (578mg, 1.59mmol) \5-
S -3- (4-TRIEHED) - TH-NE Mk - 4- FS (300mg, 1. 14mmol) FIARERE (743mg, 2. 28mmol) [JDMF
(12mL) VBRI 90°C ik 2 . 5/ o s e HIZRT , 7K AR FHEtOAc 2 Bl K- 5911
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AN L BT, o B8 ik 4 - 2l , 13 BIFRBU L 54 (105mg, 0. 22mmo) ,
P2 €[5 {7 . UPLC-MS (BS”, SHBRTE) :2.0643 8, m/z 468.0[M] .

[1703]  4-[5-5{ 2k -4- T2 -3-[4- [ [ (- AR R AL) S8 ] AL R T -1 - 1] -
3,3~ - M be - 1 - FHRR AT TS

[1704] @ FFEFFK, 4ifb 5, 54~ [5- 2058 -3 (4- BRI -4- 53 -memp-1-38]-3,3- 5
MR ot - 1 - FRER AT TS (0. 22mmo 1) AN —=91 - [ [ (2- FAAEFL O IR IL) S Bk ] 36 D Al e i
(0.37mmol) 15 EFRAL A (0. 15mmol) , by 4 (A& . UPLC-MS (ES”, 48R 1) :1.8243 80, m/
z 553.2[M+H] ",

[1705]  5-%503E-1- (4,4- —5MENE -3-35) -3- [4- [[ (- AR PRLL) 25

M - 4 - FH Bk fi

[1706] @ PR M, 20 (4 - [5- 53k -4- Ak -3- [4- [ [ (2- A R Fpe ) 2] HH
FEVREL e - 1- 161 -3, 3- 56 - M e - 1- FHERAL T i (80mg, 0. 14mmol) 15 2IFREUL 54
(20mg,0.04mmol , 29 % W) , Akttt [Fl 44 . UPLC-MS (ES', S/ E) : 1.14%3 80, m/z 471.1
[M+H] " UPLC-MS (ES", KJRIE) 2. 42538 ,m/z 471.2[M+H] "o 'H NMR (400MHz ,DMSO-d,,8) :
8.73(t,J=6.0Hz,1H) ,7.74(dd,J=7.6,1.7Hz,1H) ,7.50-7.40 (m,5H) ,7.15(d, J=8.3Hz,
1H) ,7.05-7.01 (m, 1H) ,6.54 (br s,2H) ,5.04-4.96 (m,1H) ,4.54(d,J=6.1Hz,2H) ,3.90 (s,
3H) ,3.54-3.45 (m,2H) ,3.26-3.07 (m, 2H) .

[1707]  SCJiEf5I145:5- %3 -3- [4- [ [ (2- AR IR AD) S ) FRAL I R E] - 1- [1- (3~
e FL) TNk -4 - PR

HoN.

S RIL]

[1709]1  1- (3-MkiEdh) LB

(17101 FEEUS0 K- 78 CRuii (HH L) 6 (2. TMAE LB, 0. 31mmo1) 113 - Mb i FH i
(1.60mmol) [JTHF (3. 2mL) YAVRAERT M gH: Lh, FIMeOHER K IF I e - ik, A3 2 brdlv &
Py (1. 4Tmmol) , JFE T tk4. 'H NMR (400MHz, CDC,,8) : 8.65-8.58 (m, 1H) ,8.56-8.50 (m,
1H) ,7.80-7.75(m,1H) ,7.35-7.29 (m, 1H) ,4.99 (q,J=6.5Hz,1H) ,1.56 (d,J=6.5Hz,3H) -
[1711]  3- 2Lz

[1712]  40°C 1, MERE (0.04mL,0.49mmo1) JIN 2 SUEEERIEE 45 (2. 20mmol) F11- (3-1E
AL CFE (1.47mmol) [YJDCM (3mL) PR 7R HH o R S N AE =it R e FE2/ NI, FIIDOMPE, 4
SRATH S0 5k A3 FH BE 2D (X 3) Wik o SRFE S I O HUiE i Celite™ I U 4 25
VA, DLAS R 3 - ZBEELERE (0. 66mmol) , MK ikt , B BN T F 4.1
NMR (400MHz ,CDC1,,8) :9.27-9.15 (m, 1H) ,8.88-8.76 (m, 1) ,8.29(d,J=7.8Hz, 1H) ,7.53-
7.44(m,1H) ,2.68(s,3H) .

[1713]  N-[1- (3-Mpmg ) Wi £ ISR ] S A TR AU T iR

(17141 3 lE AR P E, gl i, 63 - OB SR RE (0. 66mmo1) 75 EIFREUL 54 (97mg,
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0.41mmol) , Jy P €Al fA& . UPLC-MS (ES”, %G E) : 1.0543 %8, m/2236. 0 [M+H] ',

[1715]  5-%543E-3- U-BERSD) -1-[1- B-Mehedd) LIAETmEme -4-

[1716] PRI AR 70, AERT 1, afifb i, fEN- [1- (3- ke 38) i £ 3 2 ik ] 2 Bk FHER AL
JHE (97mg, 0. 41mmo1) FN2- [ (4-JIRIE) - A EE - L] P9 — % (0. 34mmo 1) 15 B bREE &
5 (0.33mmol) , b [ €4 {4 . UPLC-MS (ES", 4EaE) :1.55%0 8, m/z 369.9[M+2] .

(17171 N-[[4-[5-%2&-4-F2E-1-[1- G-MEmedd) LA me-3- R R AL -2- 5,
- IR e fr

[1718] sl AR K, alifl i, 5 - 5438 -3- (4-1RR3D) -1-[1- (3-MEmEh) L L] npmy-4-H
1 (0.22mmo1) FN=5%- [ [ (2- AR HH L) 2L 1 FHEL 151 (0. 54mmol) 153 2 bR fb &
5 (0. 16mmol) , Ay [ [E {4  UPLC-MS (ES”, %5 E) : 1.3745 %, m/z 453.2[M+H]",

[1719]  5-%5E-3-[4- [[(2- A IE R I AD) Sl R PR I OR LT -1- [1- (3-Mibhe 5) £ 2]
L - 4 - FH R Jrg

[1720] a0 AR PM, 2, fN- [[4- [5- %k -4- 3L -1- [1- (3-MEne KL) LIEInEmk-3-
B FRFELT L] -2- AR AL - R I (0. 16mmol) 3 2R Y &4 (47mg, 0. 10mmol , 62 % Y&
2R) N E A . UPLC-MS (BS', 50FRIME) 1 1.2050 %0, m/z 471.1[M+H] . UPLC-MS (ES", K-Jik
PE) 12,6258, m/z 471.3[M+H] "o 'H NVR (400MHz ,DMSO-d,, ) :8.73 (t,J=6.1Hz, 1H) ,8.53
(d,J=1.6Hz,1H) ,8.47 (dd,J= 4.7,1.4Hz,1H),7.75(dd,J=7.6,1.6Hz,1H),7.72-7.66
(m,1H) ,7.51-7.34(m,6H) ,7.15(d,J=8.3Hz,1H) ,7.07-7.00 (m, 1H) ,6.47 (br s,2H) ,5.66
(q,J=6.9Hz,1H) ,4.54 (d,J=6.0Hz,2H) ,3.90(s,3H) ,1.76(d,J=6.9Hz,3H) .

(17211 575661146 :5-5435-3- [2,5- 9 -4- [ [ (5- 98- 2- AL - R AL S 38 AL OR
] -1-PUZANE AR - 4- 55 - i - 4 - FH i

[1723]  5-%543E-3-[2,5- "5 -4- [ [ (5-F-2- A2 - R I RD) S ] TR R AL ] - 1- PO A
I - 4 - B -4 - FR

[1724] @R P KM, 2lifb e, f5- 2438 -3- (4-30-2,5- 5 - KA - 1- DU -4- 2

N -4 - A (0. 38mmo1) A1 =3~ [ [ (5- 98 -2- HH 5 3L - OR FH L L) 20 Bk T FH L T b
(0.77mmol) - EIFREULA Y (43mg, 0.09mmo1 , 24 % KEK) JUPLC-MS (ES', AFRIE) :1.424%
Bl,m/z 504.1[M+H]  UPLC-MS (ES', KFalk) :3.24%3 %, m/z 504.2[M+H]'.'H NMR (400MHz,
DMSO-d,,8) :8.86 (t,J=6.0Hz,1H) ,7.49(dd,J=9.1,3.3Hz,1H) ,7.38-7.31 (m, 1H) ,7.28-
7.22(m,2H) ,7.20(dd,J=9.1,4.3Hz,1H) ,6.28(s,2H) ,4.56(d,J=6.0Hz,2H) ,4.42-4.33
(m,1H) ,3.96(dd,J=11.9,4.1Hz,2H) ,3.90(s,3H) ,3.42(t,J=12.0Hz,2H) ,2.01-1.96 (m,
2H) ,1.77(d,J=12.0Hz,2H) .

[1725]  SCJEf51147:5- 24 - 1- (5,5~ - FHIEPUSARKIR -3-35) -3- [4- [ [ (2- SR T
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HE) 2 Bk ] L OREL T - 4 - e

HoN
\F:'O
H,N I
0- \_\

(17271  2-FRAE R -4-45-2-F

[1728]  {E0°C N, ¥4 JC/K ST (136.19mmol) J5 i &4 P9 3L IR AL BE A T (IMAE LTk
272 . 4mmol) FH o AEO CHERE 155> BT B SR S (e =R N B2/ NNy o SN ARFINH, C19%
WA - HHCRRFERUKE , /KRN R /K b , FIRRIR AN T, HAE U /OB
FRATER Y, 13502 3% -4 -4 -2-7 (49.64mmol) , WIS iR . 'H NMR (400MHz ,
CDC1,,8) :5.98-5.83 (m, 1H) ,5.23-5.09 (m, 2H) ,2.26 (d, J=7.6Hz,2H) ,1.29-1.26 (m, 1H) ,
1.25(s,6H) .

[1729]  4-FE Rk-1,2,4- =}

[1730]  K2-FH3L K -4-J%-2- 1% (20. Ommo 1) JA1-BU ] ¥ (88mL) 17K (88mL) H1Ff I AAD-
mix-B (16g) « ¥ RSP =0 R HiHE 72/ o IINEt0Ac (25mL) AINEARER N (12g) , K5
P 1IN B 2 AT 520 B9 o 5 /KA FHE t OAC AR, FAIR AN Tk , iR Ba 2 15 &
Wy, AR 4 - TR R b1, 2,4- =% (8. 34mmol) , UG €k 'H NMR (400MHz , CDC1,,,
8):4.19-4.07 (m,1H) ,3.75-3.60 (m,2H) ,3.55-3.44 (m, 1H) ,2.41 (br s,1H) ,2.16-2.00 (m,
1H) ,1.78(dd,J=14.5,10.8Hz,1H) ,1.50 (dd,J=14.5,2.3Hz, 1H) ,1.37 (s,3H) ,1.33 (s,
3H) .

(17311  5,5- RS - 3- i

(17321 Rpa- Lk ki-1,2,4- =F7 (8.35mmol) ¥ T-DCM (40mL) 1, FIIAU S HHV S RITR &
W, SR IE IR FRR I S (12 52mmo 1) A= (25. 04mmo) o SN TE A ) i ml i o
P HEA8/INI o IINABAINH, CLIAWR LA 53 2, A A2 HIDCMAS IR, FHARANER 7K TR e i , IR
BT R R T A A o e R R DR € ik £, FH0-100 % EtOAC) Bkt i il
b, #3505, 5- — FIEEPU MG -3 - (3.56mmo 1) , W ACEA iRy, 'H NMR (400MHz, CDC,, 8)
4.57-4.46 (m,1H) ,3.97 (dd,J=9.9,4.5Hz, 1H) ,3.82(ddd,J=9.9,2.5,1.2Hz,1H) ,2.04
(dd,J=13.5,6.5Hz,1H) ,1.82(ddd,J=13.5,2.5,1.2Hz,1H) ,1.78-1.69 (m,1H) ,1.41 (s,
3H) ,1.25(s,3H)

[1733] 5,5~ FHELPYSULAE - 3- i

[1734]  ZERTAEESST N, 15, 5- — PO S0 - 3-2 (1. 93mmol) [1IDCM (10mL) YA FH i
ONET ) T ) (2. 12mmo 1) |, SRS 4 BT 2 /N o A0 R A i R M v R FTAR I A8 T
NaHCO 1A VR K IR A1) « 7 B S AR TR A A A PRI BN T R Tk I8 o RO i i 1), 73 2R
FIBREIE A (1.93mmol) , Hisr BT F—25 . 'H NMR (400MHz,CDC1,,8) :4.06 (s, 2H) ,2.38
(s,2H) ,1.42(s,6H) .

(17351 N-[(5,5- — HIEPU SRR -3 - IL) 204 ] 20 PR A | il

[1736] 1 FAFEFFE, HBFRE R AU T R (1.97mmo1) A5, 5- — FF 3L PU S W 1R - 3 - i
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(1.93mmo1) £3 BIHL IR A4 (FAIHTR A, 1.93mmo 1), i o JdeiR Y. 'H NMR
(400MHz ,CDC1,, 8, SRR 1 FIFA 1K) - FA Kk 1:5.94 (s, 1H) ,4.49-4.45 (m, 2H) ,2.36-
2.30 (m,2H) ,1.48(s,9H) ,1.36 (s, 6H) MFA91A2:5.94 (s, 1H) ,4.38-4.32 (m,2H) ,2.64-
2.58(m,2H) ,1.48(s,9H) ,1.33(s,6H) .

[1737]  5-5(3E-3- (4-JRIETD) -1- (5,5- — FIL PSR - 3- 35) nHbme - 4- FR I

[1738]  [FIN- [ (5,5- FHIEPY SN - 3- 31 2%) 244 ] a3 R B T R (1.93mmo1) [¥JTHF
(10mL) AR R A — ARk 12 5 0 (CMAETHE Y, 3. 43mmo) o ¥ [ M AE =3t T i PE:
VN, R e 45 o FIMeOH (10mL) FIERER (12M, 20 15mmol) YARRES 43 , SRS IndA a7 14h,
BRI 4E - FHEOH (10mL) A MRER W), AR N2~ [ (4-JRR3E) - S - LT
)i (0.38mmol) A= JF (1.9mmol) , JIFA[E]AE 16/ NI o i 25 A 7A 71, % s W o fe Jie A
etk alifl, J10-100 % EtOAc I BRFE A eI , PATS BIFREE 54 (0. 12mmol) |, A7 ik
¥, UPLC-MS (ES”, 3R - 1.8673%,m/z 360.9[M]",

[17391  N-[[4-[5-5A0E-4-FFE-1- (5,5~ LI UM -3 - 55) mme - 3-FL 1 R IR FH3E] -
2- M S A - R %

[1740] 1@ FFEFPK, 1l AR R s (a4, FH20- 100 % EtOAcHI BERe A Re B e ,
5-a 5k -3~ (4-JRIREL) -1- (5,5~ — FELPU SN -3 - F5) mH e -4 - F i (0. 14mmo 1) FI1 =% -
[[(2- FHAR 28 A3 03 ) FR L L4 (0. 19mmo ) 73 BIARB 4 (0. 1mmol) |, Ay
B[R UPLC-MS (BS™, J0FR M) :1.6277 %, m/2 446.0[M+H] ",

(17411 5-%dE-1- (5,5- " PIAEEPUAM-3-55) -3- [4- [[ - PR TR 2L
FLIREE] ke -4 - F

[1742]1  @EHAREFFL, 4ifbf5, fN- [[4- [5-2d 0t -4- 50k -1- (5,5~ LU -3-50) it
W -3~ JE] 2RI ] FE3E] - 2- FRARSE - R FEER (0. 10mmo1) 13- BRI L4 (0.03mmol) , ket
[fil 4 . UPL-CMS (ES, 2R E) :1.44438h ,m/z 464.1[M+H] . UPLC-MS (ES", K-FRME) :3.324%
fh,m/z 464.2[M+H]"."H NMR (400MHz,DMSO-d,) :8.66 (t,]=6.0Hz, 1) ,7.68(dd,]J=17.6,
1.7Hz,1H) ,7.42-7.33(m,5H) ,7.07(d,J=8.3Hz,1H) ,6.96 (t,J=7.1Hz,1H) ,6.34(s,2H) ,
4.99-4.92(m,1H) ,4.45(d,J=6.1Hz,2H) ,3.98(t,J=8.1Hz,1H) ,3.82(s,3H) ,3.80-3.78
(m,1H) ,2.10(dd,J=3.5,2.6Hz,2H) ,1.24(s,3H) ,1.16(s,3H) .

[1743]1  57JEf1148.:5- 243553 [2,5- 9 -4- [[ - FAEFIRHRLED) O8] L] R 3E] - 1-
DU ZULEIR - 4 - 5% - N e - 4 - FREG

HoN_
o F
H,N / /
NG\
|~ \,_ ,,,,, ’/ \\ ,,,,, 0
[1744] No? N/ \ »
A~ N ) HN—--\__QMe
F pa—

[1745]  5-%(2E-3- (4-G(-2,5- 5 AKID) -1 - PUZUE AR -4 - L - Mgk - 4 - FHG

[1746] 1@ HIFEFPH, 1l kR PR (it it , F15-75% EtOACc ) Bebe iAR Vel , 2 -
[(4-5(-2,5- 9 -5 - AL - AL N 0 (1. 57mmo ) 15 2IFREUE 59 (0. 77mmol)
Syl & UPLC-MS (BS™, S0FRYE) :1.6823 8 ,m/z 339.0[M] .
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[1747]  N-[[4- (5-243E-4- T -1 -DUSUE R -4 - FEnkme -3-50) -2,5- g - R 3E ] FHEE] -2-
AU - IR T e e

[1748]  JH FFETK, H5- 50053 (4-50-2,5- 96 - D) - 1-PUSUIEIR - 4- 35 - e - 4- FR RS
(130mg, 0. 38mmo1) A=~ [ [ (2- A RoR L) 2056 ] AL T2 (208mg , 0. 77mmol) 13
FIFREUL S (136mg, 0. 29mmol, 76 % ) |, Ak, HoR &8k — L Ak B i ] UPLC-MS
(BS", JFatE) :1.5643 %0, m/z 468.1[M+H] .

[1749]  5-545-3-[2,5- "5 -4- [[ (2- IR TR 2 50 ) AL 1 OR 3 ] - 1 - DY S Mtk g -
4-F -k -4 - PR

[1750] 2 lad FHARITL, alifb)a , (EN- [[4- (5- %2k -4- 503 - 1 - DU ZMEn - 4 - ZEnpme - 3-
) -2,5- T - REE ) EE ] - 2- AL - R R % (136mg, 0. 29mmo 1) 15 B AREUE 5
(0.04mmol) , Jy[El{A& . UPLC-MS (ES", 4fet) :1.3743 %1, m/z 486.1[M+H] .UPLC-MS (ES", K
M) :3.1247%h,m/z 486.2[M+H] . 'H NMR (400MHz,DMSO-d,,8) :8.77 (t,J=6.0Hz, 1H)
7.72(dd,J=7.6,1.8Hz,1H) ,7.51-7-47 (m, 1H) ,7.28- 7.22(m,2H) ,7.18-7.15(m, 1) ,7.04
(td,J=7.6,0.9Hz,1H) ,6.28 (s, 2H) ,4.56 (d,]=6.0Hz,2H) ,4.42-4.34(m,1H) ,3.96 (dd,J
=11.5,4.1Hz,2H) ,3.91(s,3H) ,3.45-3.39 (m,2H) ,2.01-1.91 (m,2H) ,1.80-1.75 (m,2H) »
(17511 SCJEf51149:5- 203 -3- [2,5- 5 -4- [[ (5- 5 -2- AU - R RD) S ARV AR oK
FE] - 1- VU SR - 3- 35 - Ep ek - 4 - FH e

}

}

}1 -~ N
- =8 ~
HhN\rf\ P\\ﬁ 0
[1752] Y N-N" )=/ HN—<  OMme
1 3 '
./ 7\
O N, !

[1753]  5-%d2&-3- (4-5-2,5- G- AFL) -1-PUSUhiE - 3- B -ipme -4 - F S

[1754]1 @ HFEFFH, gifb )5, fi2- [ (4-50-2,5- - 2850 - AL - W LT 70
(0.79mmo1) FIPU S -3 - FefFERER EL (240mg, 1.57mmol) 13 2R 54 (0. 34mmol) , Ay
A E R UPLC-MS (ES', SR M) < 1.78%7 8, m/z 339.0[M] .

[1755]  N-[[4- (5-%45E-4-TIE- 1 - PUSUTER - 3- S -nibme -3-38) -2, 5- g - 2R L] FH3E] -
59 - 2- FH AR 2 - R B fie

[1756] 3@ FHFERK, FH5-440E-3- (4-50-2,5- 50 - K3L) -1- PUSH IR - 3 - 3 - Nk e - 4 - FR s
(0. 16mmo1) FN=35- [[ (5-5(- (4- 95~ 2- FH oAU - A FEpE L) 3k ] R A T AGE 9 (0. 32mmo) 5
BIFREUL S (0. 16mmol) , k€ lil{A . UPLC-MS (ES', J0FaE) :1.6853 %, m/z 486.1[M+H] ",
[1757]  5-%2E-3-12,5- 5 -4- [ [ (5- 96 -2- AL - AR L) S8 ] AL ) R3] - 1-PUS,
MR - 3 - 5 - L - 4 - FRT R i

[1758] 3@ FHFEREM, Zlifb 5, fiN- [ [4- (5- 3L -4-5(3L - 1-PUS g - 3- S - nppmde - 3-3%) -2,
- M- RFE ) L] -5 9 - 2- FHAE AL - ORI (0. 16mmo) 75 ZIRRAEUE 454 (0. 05mmol) , oy
JK A A UPLC-MS (BS™, 4514 + 1.50%3 80, m/2z 504.1[M+H] . UPLC-MS (ES, KJRM) .
3.43%3 80, m/7z 504.2[M+H]"."H NMR (400MHz ,DMSO-d,,3) : 8.86 (t,J=6.0Hz, 1H) ,7.48(dd,
J=9.1,3.3Hz,1H) ,7.39-7.31 (m, 1H) ,7.28- 7.16(m,3H) ,6.31(s,2H) ,4.55(d,J=6.0Hz,
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2H) ,4.33-4.21 (m, 1) ,3.92-3.73 (m,5H) ,3.52 (t,J=10.5Hz,1H) ,3.35-3.26 (m, 1H) ,
2.03-1.94(m,2H) ,1.79-1.58 (m,2H) .
(17591 e fbi150: 5- 242k -3 - [4- [[(2- FAEEEIR HIBEEE) SAL ] AL D ZRAE] -1 - T2kt

W - 4- PR g
HoN. o
[1760] \[% 7
~ N . HN—  OMe
1 Nd
,/"J &’.// \/

[1761]  N-[1-FRAD YRS ] S HFR ] iR
(17621 JzMEd AR FPE , AL FER A T i (7.57mmol) 12~ ] i (9.08mmo1) 15 2| Friifl,
S (7.5Tmmol) , M R Y . UPLC-MS (BS™, 55 IR M) < 1.36%38h,m/z 186.9[M+H] ",
[1763]  5-%(2E-3- (4-JROKED) - 1-{fr ] JEnbme -4- FHE
[1764] 3@ FIFEF0, 4l o, N - [1- FE3E AN Y 3L 5 2k ] S 3 FRER A T iR (7. 39mmo) 12 -
[(4-JR2RIL) - FHAR L - FPEE T P9 K5 (0. 76mmol) 15 BIFREY A1 (0. 38mmol) |, Ty i 1 £ ]
& UPLC (ES", 4R M) :1.95%3 81,321 0m/z [M+2] "%
[1765]  N-[[4- (5-54JE-4- T -1 - ] I - 3-J0) ORAL FPET -2 - FHA - DR P i
[1766] 1 FFE P K, afifb 5, i =50 - [ [ (2- A L R H G 5L ) 0 5 ] FF 3L ] ) ke i
(0.69mmol) FN5- 53k -3~ (4-JRAIL) - 1~ | ZEnEmE - 4- HHE (0. 40mmo) 3 2 AR8UL 54
(0.26mmol) , A K [ ta &4 . UPLC-MS (ES”, 5 1@ ) < 1.664%h,404 . 1m/z [M+H] ",
[1767]1  5-533&-3- [4- [[ - PSR L) S5 ) FHE] R3] - 1 - T Sknbbme - 4 - A%
[1768] 1@ JREPM, 2t , fN- [[4- (5- %3 -4- - 1-fp | JLnpme - 3- ) ZREL] FH AL -
2- AL - 2R HIEIE (0. 06mmol) A3 2 RREIK A4 (0. 04mmol) , > (4 (il {4 . UPLC-MS (ES™, 4
FalE) : 1,490,422 2m/z [M+H] " UPLC-MS (ES', K& 1E) :3.344 %h,422. 2m/ 2z [M+H] . 'H
NMR (400MHz , DMSO-d,;,8) :8.73 (t,J=6.0Hz, 1H) ,7.75(dd,J="7.6,1.7Hz, 1H) ,7.51-7.45
(m,5H) ,7.15(d,J=8.3Hz,1H) ,7.04 (t,J=7.5Hz,1H) ,6.31 (s,2H) ,4.54 (d,]=6.0Hz,
2H) ,4.28-4.16 (m,1H) ,3.90 (s,3H) ,1.88-1.72 (m,1H) ,1.72-1.56 (m,1H) ,1.31(d,J=
6.5Hz,3H) ,0.76 (t,]="7.3Hz,3H) .
[17691  S75Ef151:5- 24353 [2,5- —9i-4- [[ - FAEFIRHRLED) O8] FHIE] R 3E] - 1-
DU ZULEIR - 3 - 3% - N e - 4 - FAE

HoN

‘\F;;O F
H;?N.“'r/{ \
N /7 \
4 — O
'/ / hY )
[1770] 1"/\INMN/_%F__/ HN—{  OMe
b '
7R\
L“o’

\’\::

[1771]  N-[[4- (5-5 3t -4-&( -1 -PUZUig -3 - FL-kmp -3-30) -2, 5- 4 - R ] P 3L -
2- S 2L - R I i

(17721 yfa@E K, gl e, 5 - 2435 -3- (4-0-2,5- 35 - AR50 - 1-DUS LR - 3- 5L -
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NH s -4 - B (0. 16mmo1) F=35- [ [ (2- ISR FHE L) 22 58] FH L T WIBE 3 (0. 32mmo1) 15
FhRBUE A (0. 15mmol, 93 %K) |, Ky ([l {4 ,UPLC-MS: (ES, % FRYE) :1.635 8, m/z
468. 1[M+H] ",

[1773]  5-%542&-3-[2,5- g -4- [[ (- AR IEIE) 28 ] AL ) R AL ] - 1- DY St -
3- 3k - -4 - FH

[1774]  FHRiE FFE M, Al ), fiN- [[4- (5- A5k -4 - 55035 - 1 - PO - 3 - L - Nk - 3 -
) -2,5- TR - RIE ] L] -2- AL - R (65mg , 0. 14mmo) 13 2IFREUY &4 (10mg,
0.02mmol, 15% W) , gk 1 a4 . UPLC-MS: (ES', &iat) :1.495 %, m/z 486.1[M+H] .
UPLC-MS: (ES', K-fath) :3.3245 %1, m/z 468.1[M+H] .

[17751  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=5.9Hz,1H) ,7.71(dd,J=7.7,1.7Hz, 1H) ,
7.51-7.47 (m,1H) ,7.26-7.22(m,2H) ,7.16 (d,J=8.3Hz,1H) ,7.06-7.02 (m, 1H) ,6.32 (s,
2H) ,4.55(d,J=6.0Hz,2H) ,4.31-4.24 (m,1H) ,3.91-3.81 (m,5H) ,3.55-3.50 (m, 1H) ,3.37-
3.26 (m,1H) ,2.02-1.96 (m,2H) ,1.76-1.64 (m,2H) .

[1776]  SjEfI152:5- 5855 -3-[2,5- 9 -4- [[ (- FAAFERHELED) S AL R3E] - 1-
DU S Rg - 3- B - nHh e - 4 - FR e fi

N NH; F
da v S A
\ /4 \
L7zl Ny 7 HN—4  OMe
N F
0~ 7N

[1778]  5-%(2E-3- (4-G(-2,5- 5 AKED) -1 - PUZRARg - 3- L - bk - 4 - FHG

(17791 ¥eME PR PH, alifbfm, f2- [ (4-50-2,5- 50 - R0 - A AL - PR T 9 i
(250mg,0.98mmo1) FHPYU S WenE - 3- FLFERER £h (163mg, 1.18mmol) 13 RIFREY, &4 (T0mg,
0.22mmo1) .UPLC-MS (ES+, &) :1.6653%,m/z 325.0[M] .

[1780]  N-[[4- (5- %k -4-T52E- 1 - PUSRARH - 3- - -3-35) -2, 5- 9 - R FHAE] -
2- M A - R %

(17811 30 R K, 2t e, 5 -840 -3~ (4-5-2,5- - 2K FL) - 1 - PUS g - 3- 3L -
M -4 - B (70mg, 0. 22mmo 1) F1=4i% - [ [ (2- A LR FHEEL) 2058 R SL T2 4 (117 mg,
0.43mmol) 5B FREL A (0. 14mmol , 63 % W) |, by (4 [E & . UPLC-MS (ES", 5 Ee M) .
1.5845 %", m/z 454.1[M+H] ",

[1782]  5-5{Jk-3-[2,5- 5 -4- [[(2- AR FHIBE D) 2 B ) HHRL  OR A ] - 1 - DY S kg -
3-FE- M -4 - FHEE

(17831 3G FRE M, 2lifbf5 , (N - [[4- (5- %58 -4- 5055 - 1- DU - 3 - k- it me - 3-
F) -2,5- g - REL L] - 2- AR L - ORIl (60mg , 0. 13mmo 1) 15 2 R854 (18mg,
0.04mmol,29 %K) , MyEAK  UPLC-MS (ES™, JERME) : 14635, m/z 472.1[M+H] .UPLC-MS
(ES", KFRPE) :3.1650 %0, m/z 472.1[M+H]".

[1784]1  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=6.1Hz,1H) ,7.72(dd,J=7.6,1.7Hz, 1H)
7.51-7.47 (m,1H) ,7.29-7.22(m,2H) ,7.16 (d,J=8.3Hz,1H) ,7.06-7.02 (m,1H) ,6.30 (s,
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2H) ,4.98-4.91 (m, 1H) ,4.55(d,J=6.0Hz,2H) ,4.01-3.92(m,2H) ,3.91 (s,3H) ,3.83-3.76
(m,2H) ,2.30-2.20 (m,2H) .

[1785]  Sjf153:5-543E-3-[2,5- 9 -4- [ [ (5- 9 -2- AL - R D) S 38 AL R
F]-1-PUZARKE - 3- 25 - b - 4 - A fi

0,
\.‘\}__NH: F

[1786]

[1787]1  N-[[4- (5- %5k -4-T52E- 1 - PUSRAR - 3- - - 3-35) -2, 5- 9 - R FH ] -

53R - 2- HH e - R FH LI

[1788] i FRRSPK, 2lifb T, [H15- 5438 -3- (4-5(-2,5- 5 - 7K AL - 1-PUS kg -3- 2L -

M -4- FEKG (60mg, 0. 18mmol) F1—5 - [ [ (5- %8 -2- H A B - R e 30) 2 AL ] FH B D e
(134mg 0.46mmol) 132 FrBL &%) (40mg, 0.08mmol , 46 % WK 2R) |, A 1 £4 [#] 44 . UPLC-MS (ES
CURRIE) 1 1.6343 80, m/z 472, 1[M+H] ",

[1789]  5-%3E-3-12,5- 9 -4- [ [ (5-5i-2- A2 - R D) Sl I PO L ] - 1- PO &

WG - 3- - M -4 - P e

[1790] % JRm FFE M, 2 {5, fiEN- [[4- (5- 245k -4 - 5503 - 1- DU SR - 3 - 36 - ik - 3 -

FL) -2,5- - RIE] AR ] - 5- G5 - 2- AR - SR R (39mg, 0. 08mmo ) 73 B ARUE 54
(18mg,0.04mmo1 ,43 % W) UPLC-MS (ES", JF&ME) :1.514> %1, m/z 490.1[M+H] .UPLC-MS
(BS", KR :3.2945 %, m/z 490.1[M+H] ",

[17911  'H NMR(400MHz,DMSO-d,,8) :8.86 (t,J=6.3Hz, 1H) ,7.49 (dd,J=9.1,3.3Hz, 1H)

7.38-7.31(m,1H) ,7.29-7.17 (m,3H) ,6.30 (s, 2H) ,4.98-4.91 (m, 1H) ,4.55(d,J=5.9Hz,

2H) ,4.01-3.92 (m,2H) ,3.90(s,3H) ,3.84-3.76 (m,2H) ,2.30-2.21 (m, 2H) .

[1792]  Sjifil154:5- 54 8- 1- B 3E-3-12,3- 29 -4- [ [ (5- - 2- F AR 3 - 2R FHBED) 4

FEVR R ORFL T -4 - FH e e

H-N

}f.o
Y \ — N 0
[1793] ,\T N-N' >—\' HN—J\ OMe
\\‘_-‘ ;\\
\=/

!
[1794]  5-543&-3- (4-54-2,3- 5 -AKRED) -1-Zf L - 1H-1mk -4 - RIS

(17951 ¥ AR TPl alifbm , fi2- [ (4-560-2, 3- 5 - R 3%) - A B - T I —
(250mg,0.98mmo1) FIFR /K ILEERER £h (174mg, 1.28mmol) 5 R bR &) (173mg

0.54mmol,55 % =2%) , b [ [E A .
[1796]  UPLC-MS(ES', 5GlR1E) . 1.974 %0, m/z 322.9[M] ",
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H

[1797]1  N-[[4- (5-5FL-4- (-1 -FRREL -k -3-35) -2, 3- — 4 - K EL T I L] -5-46-2-
FHAA L - R

[1798]  Feheam AR K, alifbJo , (5 -2d 3k -3- (4-5-2,3- "9 -850 - 1- B K 3L - me -4 -
FE (79mg, 0. 25mmo1) FN=55- [[ (5- 9 - 2- FH S L - AR FH L) 2l B ] FR L T AGE B (120mg,
0.42mmol) FF R FRAEY A (91mg, 0. 19mmol , 79 % UR) |,y (A E A .

[1799]  UPLC-MS (ES", 43FR1ME) :1.8150 %0, m/z 470.1[M+H] ",

[1800]  5-%{JE-1-P//KHE-3-[2,3- 98 -4- [[(5-Jp-2- AL R AL s 5L AL OR
ST NH Rk - 4 - F g e

[1801] 42 Mlal AR M, afifbfim, BEN- [[4- (5-%d 3k -4 -T2 - 1 - B KL -Mp g -3-358) -2, 3-
T RSB IFH AR ] - 5- 0 - 2 - FEAE I - KK (90mg , 0. 19mmo 1) 73 B4R L 54 (65mg ,
0.13mmol,70% W) , b [ €4l & . UPLC-MS (ES", 50 FRYE) :1.66%7 % ,m/z 488.2[M+H] ",
UPLC-MS (ES", K-FRIE) :3.86%3 %1, m/z 488.2[M+H]".

[1802]  'H NMR(400MHz,DMSO-d,,8) :8.87 (t,J=6.0Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 1H)
7.38-7.33 (m,1H) ,7.25-7.18 (m,3H) ,6.26 (br s,2H) ,4.67-4.59 (m,1H) ,4.60(d,J=
5.9Hz,2H) ,3.90 (s, 3H) ,2.01-1.94 (m,2H) ,1.92-1.83 (m,2H) ,1.82-1.73 (m,2H) ,1.63-
1.56 (m,2H) .

[1803]  SZjtafsl155:5- %3 -1-BA K HE-3-12,3- g -4- [ [ (- AL FIELEL) 2 L]
FEORFE T IEme - 4 - FH e

HoN.

=0
HoN_ f
\r;’f\.\.'_< \ o
(1804l NN N=( - { OoMe
\/ ( F ?\i
[18051 N-[[4- (5-4ah-4-S(-1-FR K EE -k - 3-E) -2 3- 4 - JEEE F L] -2- 4K,

R

[1806] i ltam FFRITK, FF5- 225 -3- (4- -2, 3- 5 - KAL) - 1-PRJCEE -IEme - 4 - FHS
(86mg,0.27mmo1) F1=58.- [ [ (2- FHAEFER IR IE) 2438 HH LTl (123mg, 0. 45mmo) 75
FbpE LS (111mg, 0. 25mmol , 92 % W) |, Jhy 1 (il {4k

[1807]  UPLC-MS(ES ,FM&ME) :1.7743%0,m/z 450.1[M-H] .

[1808]  5-5AdL-1-PR/kAE-3-[2,3- 4 -4- [[ - FHEIEZEHFRLEL) s L] AL R EE T
W -4 - FH L

[1809] Rl AL M, £ifb 5 , fiN- [[4- (5-5a k- 4- 35 1 - 2R FE - g -3-38) -2, 3-
TR ORIE TR ] - 2- AR - ORI R (110mg, 0. 24mmo) 3 BN bR L &) (T4ng ,
0.16mmol,65% W) , Jy 1 talflfA . UPLC-MS (ES", AR 1) :1.65%0 %, m/2z 470.2[M+H]
UPLC-MS (ES", KFRPE) :3.7550 %0, m/z 470.2[M+H]".

[1810]1  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=6.0Hz,1H) ,7.75(dd,J=7.6,1.7Hz, 1H)
7.52-7.49 (m,1H) ,7.26-7.20 (m,2H) ,7.17 (d,J=8.2Hz,1H) ,7.06-7.03 (u, 1H) ,6.26 (br
s,2H) ,4.67-4.60 (m,1H) ,4.60 (d,J=6.0Hz,2H) ,3.91 (s,3H) ,2.03-1.93 (m,2H) ,1.92-
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1.83(m,2H) ,1.82-1.73(m,2H) ,1.63-1.54 (m,2H) .
(18111  SEHEfi156:5-533L-1- Bk 3E-3-[2,5- 4 -4- [[ (- AL R FREIL) &L H
FLI L e - 4 - FH R g

H,N
“-:.O F

— /_\—.\
0
1812 m
[1812] /\YI/N N =" HN—  OMe

. // A\
{ )
N\

[1813]  5-%(JE-3- (4-G-2,5- 50 - AL - 1-TR A -Ibmke -4 - FHS

[1814]  Fcl s PR, sl ), f2- [ (4-50-2, 5- - 8D - F AU - I FHJE T I kG
(250mg,0.98mmol) FIFALEEWFEhER £h (161mg, 1. 18mmol) 5 B brifk 5% (250mg
0.77mmol,79%Wr=2) ;UPLC-MS (ES', %G EaE) 1.98% 8, m/2323.0[M] .

[1815]  N-[[4- (5-%d2&-4-TUE-1-PA/ AL -Ipme -3-50) -2, 5- 5 - RS L] -2- 15,
R %

[1816] ¥ ML FIREFK, alifbfo , (5 -5 08 -3~ (4-5-2,5- - ZKF0) - - IR L - - 4-
G (125mg, 0.39mmo 1) A1 =35 - [ [ (2- HH A IEOK L L) 238 1 FH 3L 1Al e A (158mg,
0.58mmol) /3B krSifk 4% (75mg, 0. 17Tmmo , 43 % UCK) |, b 4 fa il 44 L UPLC-MS (ES', 5E %
VE) 1.78%y 81, m/z 452.1[M+H] ",

[1817]  5-5a3L-1-BRKEE-3-[2,5- 4 -4- [[ - FEIEZEFRLED) s e ] AL R E T
e -4 - e fl

[1818] 2z HELE TR M, i Ak e pRadi A o i vk 4lifk , FH150-100 % EtOACH Bebe AR e i,
SR 1 SCX - SPEFE 7, fiiN- [ [4- (5- 22 -4- 7502 - 1- IR AL -pmk - 3-3) -2, 5- 5 - K AL
FHALT - 2- FRAE L - 2R R I% (135mg, 0. 30mmol) 15 85- 53 -1-FR kB -3-[2,5- i -4-
[[(2- SRR L) S 58] FRIE ] RS T b - 4 - FHBE % (63mg, 0. 13mmol, 45 % W) |, ik
T o [E 44 UPLC-MS (S, S5 tE) : 1.65%7 %, m/z 470.2[M+H] . UPLC-MS (ES", K-/#&) :3.78
4350, m/z 470, 1[M+H] ",

[1819]  'H NMR(400MHz,DMSO-d,,8) :8.77 (t,J=6.0Hz,1H) ,7.72(dd,J=7.7,1.7Hz, 1H)
7.51-7.47 (n,1H) ,7.27-7.22(m,2H) ,7.17(d,J=8.3Hz,1H) ,7.06-7.02 (m, 1H) ,6.22 (s,
2H) ,4.67-4.57 (m,1H) ,,4.55(d,J=6.0Hz,2H) ,3.91(s,3H) ,2.03-1.83 (m,4H) ,1.79-1.77
(m,2H) ,1.60-1.57 (m,2H) .

[1820] 5157 :5- 24553 [2,3- 9 -4- [[ (- AR LD 238 ] FRIE] 2R 3E] - 1-
DU ZUILEIR - 3 - 3% - N e - 4 - FAEG

o

H,N
=
HﬂN /
‘ \lr.f;f\
1821
1821] /\.zN‘r\ | OMe
L } F F <
o) ¢

[1822]  PUZANENE-3 - FFEhiR Hh
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[1823]  {E%&(AC N, 1M)3- B PUSnEng (1.8mL,19.58mmol) [¥) 2K (30mL) I I\ = 2%
LB (7.7g,29.37Tmmol) MHEL T IRIZ AU T30S (5.4¢,23.50mmol) o KM TR S04 =il
NPEFE60/INI RSN TR A AR , SRS BT T MeOH (55mL) H, SRS TN AL AR (4MAE
TWELEH,39.17mL, 156 Tmmol) R N TR SR =R N B PEL6/INN, U8, TR 8RR
Weds SRIFRELOAC I B PT 13  axrh , SR A 3 o R IO T A FHE t OA e B, DA B PR
5 (2.99g,19.58mmol , fE /E HUCH) |, AT talbl 4.
[1824]  'H NMR (400MHz,DMSO-d,,8) :3.91-3.82(m, 1H) ,3.76-3.58 (m, 1H) ,3.45-3.29 (m,
2H) ,3.04-2.94 (m, 1H) ,2.00-1.90 (m, 1H) ,1.77-1.65 (m, 1H) ,1.62-1.37 (m, 2H) .
[1825]  N-[[4- (5- %2k -4-T2E- 1 - PUSLLAR - 3- - - 3-35) -2, 3- 9 - R FH L] -
2- M A - R %
[1826] ol TR K, K5 -2 B -3- (4--2, 3- 98- KAL) - 1- DUtk - 3- B - -4 -
FH I (50mg, 0. 15mmo1) FI="5 - [ [ (2- IR LD 2 5] HH 3L e 7 (81mg, 0. 30mmo1)
B R H ARSI A (0. 15mmol) , Ky B (A A . UPLC-MS (ES", R ME) :1.635 %0 ,m/z
468. 1[M+H] ",
[1827]  5-5{Ak-3-[2,3- 5 -4- [[(2- AR FHIBE ) 2l ) HHRE O A ] - 1 - DY b -
3-FL-Tpms -4 - L%
[1828] 2 Jieta AL M, i e ek e bt e 4life , FH0 -5 % Me OHP DOMYA VR e B , (N -
[[4- (5-5d AL -4-T53E - 1- VUL LI - 3- FL-np k- 3-38) -2, 3- 5 - R AL FHAE] -2- FRAR L -0
FHBEJZ (98mg , 0. 21mmo1) 753 BIFREY &%) (13mg, 0. 02mmol , 12 % W) |, Shy ik i (2 [E] 1k
UPLC-MS (ES", 5 1) :1.50%3 %8, m/z 486.1[M+H] . UPLC-MS (ES', KR :3.4145 %, m/2
486. 1[M+H] ",
[18291  'H NMR(400MHz,DMSO-d,,8) :8.78(t,J=6.0Hz,1H) ,7.75(dd,J=7.6,1.7Hz, 1H)
7.52-7.47 (n,1H) ,7.26-7.16 (m,3H) ,7.07-7.03 (m, 1H) ,6.35 (s,2H) ,4.60 (d,J=5.9Hz,
2H) ,4.32-4.25 (m,1H) ,3.91-3.83 (m,5H) ,3.52(t,J=10.5Hz,1H) ,3.32-3.28 (m, 1H) ,
2.04-1.93(m,2H) ,1.77-1.65(m,2H) .
[1830]  SLjitifh158:5-%43L-3- [3,5- -4~ [[ (5-F-2- A S - R LD L) AL oK
FE]-1- DY S LA - 3 - 25 - i e - 4 - FH

H>N

AV

HoN_ /
- \\v,/f.“\ / \

[1831] [\/N“Nf\_\t—'\ HN—  OMe
) |

7
0 \\

.

[1832]  5-543E-3- (4-3(-3,5- 5 -7KFE) -1-PUSENE - 3- L -mkmk -4 - FJG

[1833] ¥ Mm AR P, alifb o, fi2- [ (4- (-3, 5- 9 - K80 - AL - T L 0 — G
(166mg,0.65mmol) FHIPYU S MR - 3- FLFERER L (150mg, 0.98mmol) 13 RFREY, &4 (32mg,
0.09mmo1 , 14 % WK |, k(o @ ik . UPLC-MS (BS”, A5 R - 1.9445 %0, m/z 339.0[M] ",

[1834]  N-[[4- (5-%4JE-4-TFE- 1 - PUSUEIR - 3- S -nibme -3-38) -2, 6- —Jp - 2R L] FH3E] -
5- 7.~ 2- AL - R
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[1835] %ML FIRE K, alifbfo , (5 - 540k -3~ (4-(-3,5- - 2K FL) - 1-PUSE R - 3-FL -
M -4 - FRS (0. 09mmo 1) AN =48 - [ [ (5- 98- 2- FP AR Ak - R PR e L) 2038 T HH AL ] A0 o
(0.23mmol) 15 FRAEUL A (0. 10mmol) , e (h | 4K . UPLC-MS (ES”, AR 1) 1. 784380, m/
z 486.1[M+H] ",
[1836]  5-%(JE-3-[3,5- 56 -4- [[(5-36-2- H S A - IR H e ) Sl B I HH AR R AL - 1- DA
NN - 3- 6 - Npk s - 4 - B jie
[1837] 3B R AM, glifbJ5 , iiN- [[4- (5-2AFk-4- 3L - 1- DU - 3- B -nh e -3 -
H) -2,6- - ORI L] - 5- g6 - 2- H AR A - R i (47mg, 0. 10mmo ) #3 25U 54
(22mg,0.04mmo] , 39 % W) |, by [ {4 4k . UPLC-MS (ES”, 50 R4 : 1.58%3 8, m/z 504.1[M+
H] ", UPLC-MS (ES™, K&t :3.6353%0,m/z 504.1[M+H]",
[1838]  'H NMR(400MHz,DMSO-d,,8) :8.66 (t,J=6.0Hz, 1H) ,7.47 (dd,J=9.2,3.3Hz, 1H)
7.36-7.31(n,1H) ,7.22-7.16 (m,3H) ,6.30 (s, 2H) ,4.60 (d,J=5.5Hz,2H) ,4.31-4.24 (m,
1H) ,3.87-3.85(m,5H) ,3.54 (t,J=10.5Hz,1H) ,3.39-3.25 (m, 1H) ,2.04-1.98 (m, 2H) ,
1.78-1.63 (m,2H) «
[1839]  Sjitifh159:5-543%-3- [2,3- -4~ [[ (5-F-2- AL - R D) L) AL oK
FE] - 1- PSR - 3- 35 - pp e - 4 - FR e

H-N

H,N

Yj\} /- \\-—\ o)
N<nt’ - Y/
[1840] ~ °N HN OMe
(] A T
~ o ”

[1841]  5-%(JE-3- (4-G(-2,3- 5 AED) -1 - PUZEARg - 3- L - bk - 4 - FHG

[1842] el FAS I, alifbJm, f2- [ (4-50-2, 3- 5 - A 8D) - F AU k- I PR T I kG
(150mg,0.59mmo1) FHPYU S MR - 3- FEFER R £h (225mg, 1.47mmol) 13 R FREY, &4 (60mg,
0.18mmol,30% W) , ke fElfAk . UPLC-MS (ES™, 5 EaE) :1.79%8h,m/z 339.0[M] .

[1843]  N-[[4- (5-5d2&-4-FFE-1-PUSMEIR -3- S -npwg -3- ) -2, 3- 5 R AL ] -
5- 9. - 2- FH AR 2 - R B fie

[1844] ¥ ML FIRE K, alifbfo , (15 - 5008 -3~ (4--2, 3- - ZKFL) - 1- DUk R - 3- 3k -
Mg -4 - F G (0. 18mmol) =4 - [ [ (5-9i% -2 - A 3L - 2R L 3L) 238 ] FH L ] o
(0.53mmol) 15 FRAELE A4 (0. 22mmo , EEBLAE HIKCER) |, e (il 4  UPLC-MS (S, A&
VE) :1.6943 %80, m/z 486.1[M+H] ",

[1845]  5-%(JE-3-[2,3- 56 -4- [[(5-36-2- H S - IR H e ) Sl BRI HH AR R AL - 1- DA
ML - 3- 3 - Npk s - 4 - B jie

[1846] I FFE M, 4lifbJ5 , fiN- [[4- (5-2AFk-4- 3L - 1- DU - 3- K- N -3 -
H) -2,3- - R FHEE] - 5- G5 - 2- S - DR FHBE % (108mg , 0. 22mmol) 15 2IFREUL 54
(25mg,0.04mmo1 , 20 % UR) |y [ fa il 44 . UPLC-MS (ES™, 45 1) « 1.543 %0 ,m/2z 504 .1 [M+
H] ", UPLC-MS (ES™, K&t :3.5453%0,m/z 504.1[M+H]",

[1847]1  'H NMR(400MHz,DMSO-d,,8) :8.87 (t,J=6.0Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 1H) ,
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7.39-7.33(m,1H) ,7.26-7.18 (m,3H) ,6.35 (s,2H) ,4.60(d,]J=5.9Hz,2H) ,4.33-4.26 (m,
1H) ,3.90-3.84 (m,5H) ,3.52 (t,J=10.5Hz,1H) ,3.32-3.28 (m, 1H) ,2.00-1.96 (m,2H)
1.77-1.61(m,2H)
[1848] S fhil160:5- 542k -1 (4,4- " FMEMede-3-55) -3-[3-F-4- [[ (2~ FS 2L T
L) SAEE] PRI 2k ] PR

HoN

\I;—:.O F
H:N "' y -'(.
[1849] \[w\
) N..N — HN—&
HN
N\ F /

FZ.’

[1850]  5-%dE-3- (4-JH-3-5- KD - 1H-Eme -4 - S

(18511  [rj2- [ (4-P-3-5 - K 3E) - A AL - IR T N i (2.23g,7.94mmol) [EtOH
(90mL) 7R HP N IK & (55-60 % £E7K A1, 2. 71mL, 27 . 8mmo1) o ¥4 S MR A WI£E90 °C il
PN o K SRS VAR U R T A B AR UL 54 (1.88g, 6. 70mmol , 84 % i
), T .

[1852]  UPLC-MS (ES', Z0fRME) :1.5723 %8, m/z 282.9[M+2]",

[1853]  4-[5-%0E-3- (4-75R-3- - 2RAL) -4- UL -MEme - 1- 28] -3, 3- 5 - ML e - 1- JRTR
L

[1854]  3,3- 9 -4- O SRR S B0 MRS 4t - 1- FRTRBU T i (626mg, 1.73mmol) \5-
GaFE-3- (4-BL-3- 9 - OKEE) - 1TH-MEme -4- H 5 (370mg, 1. 32mmo 1) AR %A (858mg,
2.63mmol) £ 7F T-DMF (8mL) H1If-£E90°C A2 . 5/NI o 45 87 W78 HN S RTIH T /K B o A B
Fralifl, 15 2 brBUE 59 (0. 22mmol , 16 % WK |, Al 4 . UPLC-MS (BS', & fRME) 2. 11
458 m/z 488.0[M+2] ",

[1855]  4-[5-%a0&-4-53L-3- [3-9-4- [ [ (2- AR FARLIL) S0k ] FH L] RS e -1 -
-3, 3- - - 1 - AR T iR

[1856]  ftiid IREIFK, afifb ), (4 - [5- 5435 -3- (4-7R-3-5 - K IL) -4- UL -Mpme - 1-
FE1-3,3- oMM B - 1 - FRERA T iR (120mg, 0. 25mmol) =45 - [[ (2- AR LD 24
FLVFREL TR (114mg, 0. 42mmo) 13 B bREE A9 (102mg, 0. 17mmo1) , Ay 2 (4 [ 4 o
UPLC-MS (ES', 5/ 1E) :1.9145 % ,m/z 571.2[M+H] .

[1857]  5-4(E-1- (4,4- —30mE-3-25) -3- [3-9-4- [ [ (2- AR e dh) s 0k L)
ORI N -4 - FH B IR

[1858] el R M, lifb ), fili4- [5- Gk -4- 750k -3- [3- 9 -4- [[ (- AR L
B AR DR - 1- 351 -3, 3- 5 - MR e - 1- AR A T i (96mg, 0. 17mmol) 15 2]
PR (5Tmg, 0. 12mmol, 69 % W) , Ay A (afEl 4. UPLC-MS (ES™, 4R YE) < 1.2453 %, m/
z 489.1[M+H] . UPLC-MS (ES", K& t) :2.564 %1, m/z 489.1[M+H]".

[18591  'H NMR(400MHz,DMSO-d,,8) :8.73(t,J=6.0Hz,1H) ,7.76 (dd,J=7.7,1.7Hz, 1H)
7.51-7.43 (m,2H) ,7.36-7.30 (m,2H) ,7.17(d,J=8.3Hz,1H) ,7.07-7.03 (m, 1H) ,6.48 (br
s,2H) ,5.04-4.97 (m,1H) ,4.58(d,J=6.0Hz,2H) ,3.91 (s, 3H) ,3.54-3.44 (m,2H) ,3.24-
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3.08(m, 2H) .
[1860]  Sitifhl161:5-542%-3- [4- [[ (5-F-2- FHAAE - IR FHBE D) 2 L) AR R -1- (1-
VUZH IR - 4 - BL O30 FHEE I

A V'

(18611  ~ N =/ HN—  OMe

[1862]  1-PUSIMEIR -4-FELFE

[1863]1  |fi]1- U4 - 2H- ML -4 - 3L 2 (166mg, 1. 30mmol) ftJMeOH (7 . 5mL) YRR M I IK A
JIF (55-609% /E7KH1,0.90mL, 17.61mmol) o SN T G AR 16 /NI, ¥4 HI s ik 4
DLAS BRI 1 - PO AU -4 - B 2 (171mg, 1. 20mmo 1, 93 % UR) | hICta itk . 1
NMR (400MHz ,CDC1,,3) :4.92 (s, 2H) ,4.03-3.98 (m, 2H) ,3.45-3.40 (m,2H) ,2.38-2.30 (m,
1H) ,1.73(s,3H) ,1.65-1.63 (m,4H) .

[1864]  5-5AJE-3- (4-RIE) -1- (1-POZUIR -4 - FL L 5D) M m -4 - HH S

[18651  £rO°C N, KEbe DU Zims & i i (AMAETHE R, 3..00mL, 3. 00mmo1) JIA %1 -4
AR -4- 3L 2 (171mg, 1. 20mmol) [ THE (7mL) IR o B S TR S 2505, N HibE16
/NI TR e o E tOH (10mL) IR R I T IIN2 - [ (4-7ROREL) - S - FHAR T N TS
(200mg, 0. 76mmol) « 345 S IR S P a7 16 /N6, DL B FR AL 5% (60mg, 0. 16mmol ,
21 % %) | EF IR JUPLC-MS: (BS™, %81 :1.90438h,m/z 377.0[M+2] ",

[1866]  N-[[4-[5-%45E-4-T5FE-1- (1-PUSUNLNE -4- L L F0) mpme -3-JE ) R FL T FHJE] -5-
F - 2- AR - R B fi

[1867] ML HFEFFK, Zlifb T, 152035 -3- (4-RORID) - 1- (1-PUSUEI -4- 3L 4 50) it
M -4 - i (0. 16mmo 1) A=758- [ L (5- 50 -2 - F A 2k - 2R FH e 4E) 2L 1 AL T A Joe 0
(0.80mmo1) #3 ZIFRBUL A0 (0. 16mmol) , A (kY. UPLC-MS: (BS™, JERME) :1.67%>
Bhom/z 478.1[M+H] .

[1868]  5-5{ k-3~ [4- [[(5-Fp-2- AL - IR FHIBE D) 2 S ) HH AR T O A ] -1 - (1 - DYtk -
4-FL 255 e -4- FE i

(18691 ¥ HHLl FHRE L, alifbf5 , fHN- [[4- [5-523E -4 -3 -1- (1- DU -4- 35 250 it
M -3 - FL ) OREL T HH L] - 5- G- 2- FHAAU 2 - R i (T6mg, 0. 16mmol) 15 2IFR UL 54 (10mg,
0.02mmol, 13% W) , gk 4 a4 . UPLC-MS: (ES', &) :1.5140 %, m/z 496.2[M+H] .
UPLC-MS: (ES', KF&PE) :3.285 %, m/z 496.2[M+H] .

[1870]  'H NMR(400MHz,DMSO-d,,8) :8.82(t,J=6.0Hz,1H) ,7.50 (dd,J=9.2,3.1Hz, 1H)
7.45-7.39(m,4H) ,7.36-7.31 (m,1H) ,7.18(dd,J=9.0,4.3Hz,1H) ,6.34(s,2H) ,4.54(d, ]
=5.9Hz,2H) ,4.10-4.03 (m, 1H) ,3.93-3.83 (m,4H) ,3.82-3.74 (m, 1H) ,3.29-3.22 (m, 1H) ,
3.19-3.12(m,1H) ,2.03-1.90 (m,1H) ,1.71-1.65(m,1H) ,1.37(d,J=6.5Hz,3H) ,1.28-1.16
(m,2H) ,1.07-1.03 (m,1H) .

[1871]  SjEff162:5- 24 -3- [4- [[ (5-F-2- AL - DR FHELAD) S 3 ] AR ) R 2] - 1-
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[ (3S) - U Zreg - 3 - Kk T - 4 - e

HoN
\,;O
HN_
[1872] ,~ "N =/ uN—<  Ome
Kj‘” —
° ()
»

[1873]  5-433&-3- (4-JRIRIE) -1- [(3S) -PUSUMN -3-FE] mbme -4 - FHJG

[1874]  Kbrim FHREFH, AERT I, 2 [ (4- 2830 - HA L -1 FH3E T P9 i (2mmol) 1
[ (3S) -PUZenig-3- 55 kR e £ (3. 65mmol) 15 2PHL IR &%) (2mmol) LUPLC-MS (ES”,
HERME) 1.754 %8, m/z 335.0[M+2] ",

[1875]  N-[[4-[5-%0&-4-TAE-1-[(3S) -PYSMKNg -3 - FE ] Mg - 3- FL] R AL T FHAE] -5- G -
2- HA - R i

[1876]  F M um AR P K, = 50- [L (5- 95 - 2 - B S R - A FH B 3 Sl B ] FH 3L T A o
(1229mg,4.25mmol) F5-243E-3- (4-BLIRKL) -1- [ (3S) - PUZWKIR - 3- FL ] M - 4 - FA Iy
(644mg, 1.93mmol) 15 FPFH FIFREUL &4 (840mg, 1.93mmol , {57 & H Il %) LC-MS (ES™, 45
FRTE) :1.5945 %0, m/z 436.1[M+H] ",

[1877]  5-%d5-3-[4- [ [ (5- 96 -2~ FH A0 - R e ) S L ] FHOE 1 R AL T - 1- [(3S) -PUZAK
M - 3- ST mbme - 4 - F e fie

[1878] Rl AL M, £ {5, fiN- [[4- [5-5a & -4- 5535 1- [ (3S) -PUSWng -3- L]k
M -3 - FL] KRBV FH AL ] - 5- 56 - 2 - FRAEU 2 - R i (840mg, 1.93mmol) 15 BIFREUL &)
(293mg, 0.65mmol , 34 % %) , 1 ekl {4 . UPLC-MS (ES", K-EeE) :3.095 %%, m/z 454.1[M
+H]",

[18791  'H NMR(400MHz,DMSO-d,,8) :8.83 (t,J=6.2Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 1H)
7.47-7.39 (m,4H) ,7.37.7.31 (m,1H) ,7.22-7.16 (m, 1H) ,6.39 (br s,2H) ,4.97-4.89 (m,
1H) ,4.54(d,J=6.1Hz,2H) ,4.02-3.91 (m,2H) ,3.89(s,3H) ,3.83-3.77 (m,2H) ,2.31-2.21
(m, 2H) »

[1880]  SJiEf5163a:5-53k-3-[4- [[ (5-F -2- AL - R I L) S8 ) AR I oA ] - 1-
(2,2,2- =5 - 1- FH3E - £ 20) nbme - 4- R - S A A L 5 AN SS o1 16 3b - AL (k2

HN_ [ — HyN —
\r.'r-' ) J/_ ﬁ\ - /"\\ \\.._......_\ -
[1881] FaC— NN =/ HN—  OMe F:Cx(;“‘r\l =/ HN—X  OMe
F_>— /

[1882]  JF 1 il 2 USFC (SFC-B) Zifk,5- 583k -3~ [4- [ [ (5-5 -2 - AR BE - 2K AR JL) G Jk ] HY
FLIRFE]-1-(2,2,2- =5 - 1 - HI3E - £ 50) M mk - 4 - FHEE I (150mg, 0. 31mmol) , AEZR & FFH%
RT3 2)5- 225 -3- [4- [[(5-F-2- A AL - X L) |/ L) 3L R3] -1- (2,2, 2-=
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-1 AR - D) b - 4- FH BRI A4, 44mg, 0. 09mmol , 29 % W 3€) 15 - 25k -3- [4-
[[ (-5 -2- AR AP L) L AR AR ] -1- (2,2, 2- =5 - 1-H3E - 30 g -4 - H
Wil CGAfk2,48mg, 0. 10mmol , 32 %K) , hy (I ([l {4, UPLC-MS (ES™, R, HAGAKL)
1.5357%,m/z 480.1[M+H] .UPLC-MS (ES", K-Felk , S MfAk1) :3.55%0 81, m/z 480.1[M+H] .
SFC (SFC-A, SF#Ak1) :1.95%3 8.
[1883] 'H NMR (DMSO-d,, 3, 5PA49{Ak1) :8.83 (t,J=6.1Hz,1H) ,7.51 (dd,J=9.3,3.3Hz,
1H) ,7.48-7.39(m,4H) ,7.33(ddd,J=9.0,7.9,3.3Hz,1H) ,7.18(dd,J=9.0,4.3Hz,1H) ,
6.67 (s,2H) ,5.35-5.22 (m, 1H) ,4.55(d,J=6.1Hz,2H) ,3.89 (s, 3H) ,1.61 (d,J=6.7Hz,
3H) .
[1884]  UPLC-MS (ES', %, A Ak2) : 1.5350 %0, m/z 480.1[M+H] . UPLC-MS (ES', K&
VE, SA9A2) :3.5545 %1, m/2z 480.1 [M+H] . SFC (SFC-A, SAA2) 2. 2655 %
[1885] 'H NMR (DMSO-d,, 3, 5PA491Ak2) :8.84 (t,J=6.1Hz,1H) ,7.52(dd,J=9.3,3.3Hz,
1H) ,7.49-7.40 (m,4H) ,7.38-7.31 (m,1H) ,7.19(dd,J=9.0,4.3Hz,1H) ,6.68(s,2H) ,5.34-
5.24(m,1H) ,4.56(d,J=6.1Hz,2H) ,3.90(s,3H) ,1.62(d,J=6.7Hz,3H) »
[1886]  SUjffh164:5- %35 -3- [4- [[ (5-%-2- AR - R AL) Sl B ) HH AL ] R AL ] - 1-
[ (3R) - DU S - 3- F T NHp e - 4 - F g e

H>N

O

\T"'—Ax_; ,?G_\\_\ o

(18871  ~ "N =/ HN—{  OMe

| 'H ) —

% | N
0~ 7N\

H,N

[1888]  5-%adL-3- (4-JRIRIE) -1- [(3R) -PUSUMN -3-FE] mbme -4 - FHJS

(18891 &l FAE P H, alifb i, fHi2- [ (4- 7K 3E) - AL - 35T 9 i (300mg,
1. 14mmo1) F1[ (3R) - PUSWENEE - 3- FL 1 JHHERER £L (190mg, 1. 37mmo) 132 FREUY 59 (210mg ,
0.63mmol,55% %) .

[1890]  UPLC(ES™,JRYE) :1.773%h,m/z 335.0[M+2] ",

[1891]  N-[[4-[5-%(0&-4-TAE-1- [ (3R) -PYSARKNg -3 - FE] g - 3- FL] R AL T FHEE] -5- G-
2- HA - R

[1892]  F R R K, alifb 5, i =5 - [ [ (5- -2 - FVAE A - 2R 3L 28 TR L T Al
B (334mg, 1. 15mmol) FI5- %3k -3- (4-BIKEL) -1- [ (3R) - VUK AR - 3- JE Tk - 4 - FH IS
(150mg, 0.45mmol) 15 2IFREY 54 (48mg, 0. 11mmol , 25 % ) |, ket o[l {4

[1893]  UPLC-MS (BS', Z0fRME) :1.6323 %8 ,m/z 436.1[M+H]",

[1894]  5-%45L-3-[4- [ [ (5- 96 -2~ A - R e ) S L PO R AL T -1- [(3R) -PUZK
M - 3- ST mbme -4 - F el

[1895] Rl AL M, 4ifb 5, fiN- [[4- [5-5a & -4- 5535 1- [ (3R) -PUSWg -3 - FL ]k
M -3-JL I ORFL TV FH L] -5 -9 - 2 - FH A B - R G (48mg, 0. 11mmol) 15 2IFRUE 54 (25mg,
0.05mmol,50 % W=2) |, by [ ]l {4 . UPLC-MS (ES", &) : 1.45% 5,454 . 1m/z [M+H] ",
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UPLC-MS (ES”, K1) :3.08434h,454. Im/z [M+H] " 'H NMR (400MHz ,DMSO-d,, 8) :8.84 (t,J
=6.1Hz,11) ,7.51(dd,J=9.2,3.3Hz,1H) ,7.46 (d,J=8.2Hz,2H) ,7.41(d,J=8.2Hz,2H) ,
7.39-7.30(m,1H) ,7.19(dd,J=9.1,4.3Hz,1H) ,6.40(s,2H) ,4.98-4.89 (m, 11) ,4.55(d,J
=6.1Hz,2H) ,4.03-3.92(m,2H) ,3.90(s,3H) ,3.85-3.76 (m,2H) ,2.30-2.22 (m,2H) .
[1896]  SiJiEff165:5-543E-3-[2,3- 9 -4- [[ (5- 95 -2- AR - R F D) S L) R o
H]-1-(2,2,2- =5 - 1-FH3- 50 e -4 - FRBE

HoN_

_—

=

WNC [
Ty~ Nt o

18971 ~¢"°N = HN—4{ OMe

\ FF s
CF3 7N\

[1898]  5-%543E-3- (4-JR-2,3- “H-FKAD) -1-(2,2,2- =5 -1-FIJE- 230 mbme -4 - i
(18991 ¥ R P, alifb T, fii2- [ (4- -2, 3- 5 - R0 - AL - T FF L 0 — G
(140mg,0.47mmol) F1(2,2,2- =5 -1-HIL- £ 5D BFEhEREE (100mg, 0.61mmol) 15 2 bRl
1 (129mg, 0. 33mmo1, 70 % US2) |, o 1 (il

[1900]  UPLC-MS (ES", JHERME) :1.8643 %0, m/z 397.0[M+2] .

[1901]  N-[[4-[5-%A0k-4-FH-1-2,2,2- =5~ 1-F3L-2 30 mhme-3- 3] -2, 3- 90K
ST EET -5- 36 - 2- AR - R B fie

[1902] MG FIRE FK , il AR IR PR A B i 4difl, 0 - 10 % Me OHFIDCMIA IR B , 15 -
SAFE-3- (4-7R-2,3- "KL -1-(2,2,2- =561 - HEL- 250 k-4 - FH S (124mg,
0.31mmo1) F1=F - [ [ (5-3R-2- AL - R L) 2 5k ] FH AL T2 e (154mg, 0. 53mmo1) 15
FIN-[[4-[6-8HE-4-53-1- (2,2,2- =5 - 1- - 250 mpme-3-3L] -2, 3- 5 - KEETH
FE]-5- G- 2- AL - R (120mg, 0. 24mmo, 77 % CF) |, Sk it (o il 4.

[1903]  UPLC-MS(ES', JHERME) :1.7557 80, m/z 498.1[M+H] ",

[1904]  5-5{F-3-[2,3- 5 -4- [[ (5-Fp-2- AL - DR Hpe ) Sl ] FH AR R AL - 1- (2,
2,2- G- 1- - 450 nemp -4 - B

(19051 2 HEGH FIRE M, ik AR fRe PR A e i 4dif ke, 0 - 10 9% Me OHFI DCMIA RGBT , N -
[[4-[5-5aFk-4-FFE-1-(2,2,2- =5 - 1-HE- 230 Mhmp-3-3£] -2, 3- 4 - ZRFL T AL ] -
5-98.-2- A L - R G (110mg, 0. 22mmo1) 73 215-243%-3-[2,3- 5 -4- [[ (5-7.-2-HH 54,
BE- R IEED) SR T AR 2R -1- (2,2, 2- =0 - 1 - T L - 2 50) nime - 4 - FT L2 (73mg,
0.14mmol,64 % W) , N (il A,

[1906]  UPLC-MS(ES", %GR :1.627%f,m/2z 516.1[M+H] ",

[1907]  UPLC-MS (ES', KFHE&ME) :3.8003 %, m/z 516.1[M+H] .

[1908]1  'H NMR(400MHz,DMSO-d,,3) :8.88(t,J=5.9Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 1H)
7.38-7.33(m,1H) ,7.28-7.18(m,3H) ,6.61 (s,2H) ,5.36-5.27 (m, 1H) ,4.61 (d,J=5.9Hz,
2H) ,3.90(s,3H) ,1.61(d,J=6.7Hz,3H) »

[1909]  SCJiEfI166:5- 24 -1- (4,4- 5 -1- AL - Mg - 3-30) -3- [3-5i-4- [ [ (2-F1%,
FLORFARESL) S ) L] R L] s - 4 - B ji
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H,N
O F
H,N ;;’\ P ¢

~AVNT = N OMe

\—t—F V4 \\
F .

[1910]
—N

(19111 5-5A5E-1- (4,4- 51 - FHIEME e -3-350) -3- [3-91-4- [ [ (2- AR LD
SASE) L] ORI ] N - 4 - FRTR FH e

[1912]  B5-5a3L-1- (4,4- " FIAEEE-3-38) -3- [3-91-4- [ [ (2- 2R L) 2 2]
FHL] IR EL T e - 4- i (11mg, 0. 02mmo ) FIARFR 4 (15mg, 0. 05mmo1) A% 7% F-DMF (2mL)
B ORHZIE AR HIZE -10°C, AL, 2R IS DN . 2Mt &2 [ DMEJA 9 (0. 1mL,
0.02mmol) o fii 57 B I 3 2205 FF P BE 16 /N o AL FRIF 4k, 15 B bR S &%) (4mg
0.01mmol,35% W) |, Fy ik o & . UPLC-MS (ES", &ilalE) :1.25%3 81, m/z 503.2[M+H] ",
UPLC-MS (ES', K1) : 2. 7345 %, m/z 503.2[M+H] .

[1913]1  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=6.0Hz, 1H) ,7.76 (dd,J=7.7,1.7Hz, 1H)
7.51-7.43(m,2H) ,7.34-7.27 (m,2H) ,7.17 (d,J=8.4Hz,1H) ,7.06-7.02 (m,1H) ,6.51 (s,
2H) ,5.25-5.16 (m,1H) ,4.58(d,J=6.0Hz,2H) ,3.91 (s,3H) ,3.29-3.17 (m,3H) ,2.91-2.70
(m,1H) ,2.36(s,3H) »

(19141 SCJEI167:5- 235 -1- (4,4- 56 - 1- AL -TER& Ag - 3- 3 -3- [4- [ [ (2- A AR H
T BL) 2455 ] FRIE] R T T b me - 4 - A

HN.
—

HN__{ -
T(\,\—(Pw\'—\ @)

[1915] NN =/ H'N....f\?’ OMe
—N e
\A-F 2\
/

F \—/
[1916]  5-543E-1- (4,4- "5 1-HEL- Mk e -3-50) -3- [4- [ [ (2- AR D) 540t ]
FRL] RS Em -4 - FE
[1917]  5-503E-1- (4,4- —JUAELE-3-F5) -3- [4- [[ (2- LR AL a3k ] R 3L ]
IRFLT N -4 - AR (40mg , 0. 09mmo1) FIRRER G (55mg, 0. 17mmo1) A7 T-DMF (3mL) H o R
G HIE-15°C, AU, ARG T I FR e A (0 OMAETHFHE, 0. 2mL, 0. 18mmol) o fiff
J Bt A F IR FE L6/ NI o ACER I 2 fY , A3 BIPR L A5 (5mg , 0. 01mmo1 , 12 % 50%)
o a4 UPLC-MS (ES, 4 E) :1.19438h,m/z 485.2[M+H] . UPLC-MS (ES", K-FRE) .
2.6255 %, m/z 485.2[M+H] .
[1918]  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=6.0Hz, 1H) ,7.74(dd,J=7.6,1.7Hz, 1H) ,
7.49-7.40 (m,5H) ,7.15(d,J=8.3Hz,1H) ,7.05-7.01 (m,1H) ,6.56 (s,2H) ,5.22-5.13 (m,
1H) ,4.54 (d,J=6.0Hz,2H) ,3.89 (s,3H) ,3.28-3.15 (m,3H) ,2.86-2.73 (m, 1H) ,2.34 (s,
3H) »
(19191 Sjitfh168:5-543%-3- [2,5- -4~ [[ (5-F-2- AL - ZR D) ) AL oK
F1-1-2,2,2- =5 - 1-H - O30 mem -4 - F e

5

201



CN 113603645 B ﬁ'ﬁ HH :I:; 199/242 11

HoN
O F
H;N \% (,_‘;:
N- r\f"\_{j ez \)_H\N ¢ OM
[1920] “\T F>— - OMe
CF 3 ;:/ \\
\ Fi
f>=
F

[1921]  5-%543&-3- (4-3-2,5- 500 -1-(2,2,2- =5 -1 - FIJE- £ 50) ke -4 - HJf
[1922]  delem R, (2,2, 2- =5 - 1- 3L - £ 80 JIFEh R &k (96mg, 0. 58mmol) A12-
[(4-52-2,5- 56 -2 5E) - AL - 3R 1A — i (114mg, 0. 45mmol) #3- 2 HI5hRUY, & 1)
(156mg, 0. 44mmol , {55 & FUL %) UPLC-MS (ES”, 1) :1.9943 81 ,m/z 351.0[M] ",

[1923]  N-[[4-[5-5a3E-4-FE-1-2,2,2- =5 -1-HHR-2 5wk -3-3]-2,5- 5|k
ST EL] -5- 95 - 2- S - R LR

[1924]  $ M0 AR K, = 50- [ (5- 96 - 2 - B S R - A FH B 3 Sl B ] FH 3L T o
(257mg,0.89mmol) FlI5- 5 FE-3- (4-5(-2,5- " J-AKED) -1- (2,2,2- = - 1- - 25
W -4-F i (156mg, 0. 44mmol) 73 B|FREUL. &9 (221mg, 0. 44mmo] , 98 % Y§3%) ,UPLC-MS (ES',
UEAME) : 1,764 %80, m/z 498.1[M+H]",

[1925]  5-%45-3-12,5- " 9p-4- [[(5-5-2- A L - DR D) Sl VAR R ) - 1- (2,
2,2- 5 - 1- - 250 mbme -4 - F e fie

[1926] Pt AR oM, alifb s, BEN- [ [4- [5-%0E-4-3E-1- (2,2, 2- =5 - 1- -2
B g -3-5]-2,5- O RIE] AR ] - 5- G- 2- FHAE I - K F B % (221mg, 0. 44mmol) 1521
Frgifv A (0.10mmol) LUPLC-MS (ES™, KFRM) 3. 775 %h,m/z 516.1[M+H] ",

[19271  'H NMR(400MHz,DMSO-d,,8) :8.87 (t,J=6.1Hz,1H) ,7.49(dd,J=9.2,3.3Hz, 1H)
7.38-7.31 (m,1H) ,7.29-7.22 (m,3H) ,6.57 (br s,2H) ,5.36-5.27 (m,1H) ,4.56 (d,]J=
5.9Hz,2H) ,3.90(s,3H) ,1.60(d,J="7.0Hz,3H) .

[1928]  SCJiEf51169:5- 23 -1- (4,4- MR LT-3-25) -3- [4- [ [ (5-5-2- AL - K HIE
B AR PRI DR FL N -4 - FH e e

[1929]

41’5\'_<OMe

7N\
F

[1930]  4-[5-%d2&-4-F2E-3-[4- [[(5-F-2- WAL - IR AL S8 ] AL ] ORI T b s -

1-3£7-3,3- 5 -MEME - 1- R BT iR

[1931]  Fe R R K, 2bifb 5, =50 - [ (5- -2 - FV A R - 2R L) 288 IR L T Al

B (128mg, 0. 44mmol) Fl14- [5- 53k -3- (4-1RAIE) -4- (A -nbme - 1-5L] -3, 3- 5 - e bic -

1- B T i (81mg, 0. 17mmol) 15 2IFREUL 54 (50mg, 0. 09mmol, 51 % UH) , Ak o il

& UPLC-MS (ES ™, S0 F&1E) :1.8645%%,569.2m/z [M-H] .
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[1932]  5-540k-1- (4,4~ " MENE-3-50) -3-[4- [[ (5-5-2- AL - R AR AD) 0280
HE] ORI ke - 4 - T e

(19331 Pl IR oM, alfb i, 4 - [5- 5k -4 -0k - 3- [4- [[ (5- -2 - P& 3 - 2R T
FL) SR PR ORI - 1- 6] -3, 3- 5 - Mg - 1 - AL T Tl (50mg , 0. 09mmo 1) 73 21
FRBUE P (13mg, 0. 05mmol) |,y 5 €4 il 4 . UPLC-MS (BS', JEARIE) :1.20%3 801,489, 1m/z [M+
H]".UPLC-MS (ES', KJRME) :2.61434h,489. 2m/z [M+H] "o 'H NMR (400MHz , DMSO-d,, 8) :8.84
(t,J=6.0Hz,1H) ,7.51(dd,J=9.2,3.3Hz, 1) ,7.47(d,J=8.3Hz,2H) ,7.42(d,J=8.31z,
2H) ,7.38-7.30(m, 1H) ,7.19(dd,J=9.1,4.3Hz, 1H) ,6.54 (s, 2H) ,5.08-4.94 (m, 11) ,4.55
(d,J=6.1Hz,2H) ,3.90(s,3H) ,3.59-3.43 (m, 2H) ,3.26-3.07 (m, 2H) .

(19341 e 170 5- 542k -3- [4- [ (2- IS EER A S 56 PRI R3] - 1- [1- (50
D) PIE TR m: - 4 - FE iz

HoN
\F:_O
HsN — .
CN== /7
g S S
[1935] NN =/ 4n—{ OMe
//\‘\11/ I \\—.-.-.-.—( U
CF3 ‘31:>

[1936]  N-[1- o130 WP SRS ] R

[1937] 30 AL FS, 1,1, 1- =% -2- T i (0.45mL,3.30mmol) 12K FH Bk it
(2.20mmo1) 13 B FL I bR &%) (487Tmg, 2. Ommo1, 91 % W) , by 1 4[] 4 . UPLC-MS (ES™,
HERME) :1.704 %8, m/z 245.0[M+H] ",

[1938]  N”-[1- (o3 PNA ] 2R i

[1939] 3 MmE FHFE T, HIN- [1- o 30 N FEE 5L ] R iz (487mg, 2. Ommo1) 75 2]
FLHIPRAUE 54 (48Tmg, 1.98mmol) , Ay (4 [l 4 . UPLC-MS (ES”, S fel) :1.56 8, m/z
247.0[M+H] "

[1940]  1- (=530 LSRR ER

(19411 300 FHRE U, N - [1- (P30 P38 28 FIBERE (487mg, 1. 98mmo) 753 21 HH
FrRdUt & (1.98mmol , € & ICR) |, b H kA,

[1942]  'H NMR (400MHz ,DMSO-d,,8) :3.64-3.59 (m,1H) ,1.76-1.53 (m,2H) ,1.02(t,J=
7.4Hz,3H)

[1943]  5-543&-3- (4-JERED) -1-[1- P30 L] mEme -4 - HJf

[1944] PRkt FFRFFH, 7ERT B alifb i, 2 - [ (4- 90K 0L) - A AL - AL ] P9 i
(100mg,0.38mmo1) A1 - (=5 FHEL) P ELPHER IR £ (102mg, 0. 57mmo1) 75 RS 51
(135mg,0.36mmol,95% W =3%) , Jy 1 [l {4& . UPLC-MS (ES”, ke t) :2.03%38h,m/z 373.0
M7

[1945]  N-[[4-[6-%2&-4-FIE-1-[1- o D) PSR me -3- R RSL T L] -2- A,
- IR e f

[1946]  FePeE IREFK, lifb e, 5 -5 3L -3- (4-BOREL) -1- [1- (oA PRt m: -
4-HIG5 (135mg, 0.36mmo 1) FN—35 - [ [ (2- AR HHBL L) U 5L ] L T AIAC B (196mg
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0.72mmol) 3B FREY S (219mg, 0. 48mmol) , i e JRE k) . UPLC-MS (ES”, SR :1.78
4550, m/z 458.1[M+H] ",

[1947]  5-%5E-3-[4- [[(2- AR AL Sl L PR ) R ] -1- [1- (o D) 2]
b - 4 - FR R Jrg

[1948]  F M IR M, 2, iN- [[4- [5- %3 -4- 5008 1- [1- (o FH2E) PR ] pme -
3-FLV R IAE] - 2- A L - K )i (219mg, 0. 48mmo 1) 3 R bR & (TTmg,
0.16mmol, 34 % W) , Jy 1 talflfA& . UPLC-MS (ES", %R 1) :1.6245 %, m/z 476.1[M+H]
UPLC-MS (ES", KR :3.6973 %0, m/z 476.1[M+H] ",

[19491  'H NMR(400MHz,DMSO-d,,8) :8.73 (t,J=6.1Hz,1H) ,7.74(dd,J=7.7,1.7Hz, 1H)
7.49-7.39(m,5H) ,7.14(d,J=8.2Hz,1H) ,7.06-7.00 (m, 1H) ,6.69 (s,2H) ,5.12-5.00 (m,
1H) ,4.54(d,J=6.1Hz,2H) ,3.89(s,3H) ,2.27-2.16 (m, 1H) ,1.99-1.88 (m,1H) ,0.79(t,J=
7.3Hz,3H) .

[1950]  SJEfFI171:5- 43 -3- [4- [ [ (2- AR L) S0 ] FHE D RO ] - 1- [2- -
1- (s PR3 PSR T - 4 - FR G Ji

HoN
\/;:.‘-O

\--:J{
[1951] L\r > Y~ o
N . F - F4
=N HN OMe
C F . .fj /4 N __\\
N/

L ——

[1952]  N-[[2- -1 (g D) M PN L] S 38 ] R HE eI

[1953] MR AR ES, 1,1, 1- =4 -3- P &-2- THd (3.3 1mmo1) A1 1 i
(2.20mmol) {5 BIFREL A4 (1.30mmol) , 4 1 €A k& . UPLC-MS (ES, 55 1% 1) :1.694> %1, m/
z 259.0[M+H] ",

[1954] N’-[2-F%L-1- G D) WA ZE B

(19551 & Ml FHAR 57T, JHIN- [[2- FAE - 1- (U D) M 38 T 2056 1 R i (335mg,
1.30mmol) 32K AR 51 (341mg, 1. 31mmol , iE TR |,y 1 Fl 4 . UPLC-MS (ES',
RRTE) 1 1.6650 %0, m/z 261.0[M+H] ",

[1956]  [2-HIAL-1- (o D) L] PRk Eh

[1957]  FEMm AU N - [2- FHEE-1- (O 3D AR R el (341mg, 1. 31mmol) 73
BPHLFIFRBUL A P (243mg, 1. 26mmol) , 1 €4l fAc. 'H NMR (400MHz , DMSO-d,;,8) :3.63-3.52
(m,1H) ,2.14-2.04 (m, 1H) ,1.04(d,J=6.9Hz,3H) ,0.97 (d,]J=6.9Hz,3H) .

[1958]  5-%dE-3- (4-JR2KID) -1-[2-FEL-1- (o L) AR ntmh -4- F i

(19591 Meat o HRE 0, AERT N alifb i, 2 - [ (4-7R5R5E) - FAE - M PP 2R D 0 — i
(100mg,0.38mmol) F1[2- FH3E-1- (5 AL AT MFERRER (110mg, 0. 57A3 2IAREUL 51
(99mg, 0. 26mmol , 67 % %) , g 1 il A& UPLC-MS (S, AR YE) 2. 1043451, m/z 387.0[M] ",
[1960]  N-[[4-[5-5A0E-4-50k-1-[2-HHL-1- O AL PSETmbme - 3- S RIE] FJE] -
2- M A - R %

[1961]  FME HRE K, alifb)m, fili5- 245 -3- (4-BRAD) -1-[2-F13E-1- D)

H,N
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FETMEME - 4- H g (99mg, 0. 26mmol) A1 =45 - [ [ (2- A FER R BE) S 3L ] FH L ] Ao
(139mg,0.51mmo1) 13 B b8k 5% (179mg, 0. 38mmo 1, [ & 7E HKER) |, i (B Y
UPLC-MS (ES', ZFRME) :1.8245 %1, m/z 472.1[M+H] ",

[1962]  5-%{3&-3-[4- [[ (2- AR L) S AL L R AL ] -1- [2-HH -1 - (3
50 NSE] e -4 - B e

[1963]  FHed R M, alifb s, fiN- [[4- [5- %08 -4- 008 -1- [2- A -1- P !N
ST - 3- FE]ORTE ] FEARL ] - 2- S R - DR HHT i (179mg, 0. 38mmol) 15 BIFRBUL 54 (66mg,
0.12mmol,32% W) , Jy o lflfA& . UPLC-MS (ES™, 4R 1) :1.6945 %, m/z 490.2[M+H]
UPLC-MS (ES', KFatk) :3.8953 5, m/z 490.2[M+H]"o'H NMR (400MHz , DMSO-d,,8) :8.72(t,]
=6.0Hz,1H) ,7.74(dd,J=7.7,1.7Hz,1H) ,7.49-7.39 (m,5H) ,7.14 (d,J=8.2Hz, 1H) ,
7.05-7.00 (m,1H) ,6.68 (s, 2H) ,4.90-4.80 (m, 1H) ,4.54 (d,J=6.0Hz,2H) ,3.89 (s,3H) ,
2.61-2.50(m,1H) ,1.09(d,J=6.4Hz,3H) ,0.77(d,J=6.6Hz,3H) .

[1964]  SCJEMI172:5- 23 -3- [4- [ [ (5-5-2- AL - R HI D) U AR R ] -1- (1-
DU SRR - 3- 3L £ 358) FT i

\;:__O
HN_
P — W B \)— u A\ O
[1965] e —’K\-JN ‘N \— HN—'\ OMe
e
F,.

[1966]  N- A Bk -N- FHEEPU S - 3- FH el

[1967]1  PUAL-3-4E& (0. 25mL,2.61mmol) =% (0. 7mL, 5. 23mmol) PN EEREFRAT A (50
HH % fFEt0AcHT, 2. 3mL, 3. 92mmol) N, 0- — FEL L Eh % £ (382mg, 3.92mmol) [fJDCM
(10mL) FA7RAE 2500 P icPE L6/, DLAS 2 GRPR) bl it 54 (416mg, 2.6 Immo L, fE e JE
) N TR HNMR (400MHz ,CDCL,,8) :4.10-4.03 (m, 1H) ,3.95-3.78 (m, 3H) ,3.72
(s,3H),3.50-3.37 (m, 11) ,3.22(s,3H)2.30-2.19 (m, 1H) ,2.15-2.03 (m, 1H) .

[1968]  1-PYZ{Hkig -3- 3L L

[19691  FEOCT, [AIN- FAARFE -N- FH 3 - PU 20w nig - 3- FH el (276mg, 1. 73mmol) [ THF (8mL)
VAT NN (FHE) B (3. 4MAE2-MeTHFFH, 0. 7mL, 2. 25mmol) o RS N TR AW =it Rk
167N o SR TR A0 IHC T (IMZKISTR0 10K, s T GRS, VK%, PR el T
PRI IR e 20, 73 2R 1 - P 2K R - 3- FE O (127mg, 1. 11mmo L, 83364 %) , B R I
TR#7.'H NMR (400MHz ,CDC1,,8) :4.00-3.70 (m,4H) ,3.27-3.18 (m, 1H) ,2.23 (s,3H) ,2.17-
2.09 (m,2H) .

[1970]  N-[1-PYSKIE -3- 3800 LS8 ] A S R AU iR

(19711 $e e AL 7 E, il Al e it ik 4lifl , FHO- 100 % EOAci BEAE s iR e i
1 - DU - 3- 2L 4 (127mg, 1. 11mmo1) 153 R FREUE 54 (0.60mmol) , Ay 1 ol 4 .
UPLC-MS (ES", 50IR1E) :1.26%3 %0, m/2z 229.0[M+H] ",

[1972]  5-543&-3- (4-JROKID) -1- (1-PUSIRIE -3- 3L L F0) M -4 - H i
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[1973]  FMAMcHt @ AR 70, AERT |, il i SOAH e 2lift, AR 30 % MeCNIFI 570, 1% HH
BRI ZKIR I I , N - [1- PO S - 3- 38 L AR S B8 ] 2 AL R AT g (0. 38mmol) H12-
[ (4-JRFTL) - A 3L - I FF LT 9 0 (95mg, 0. 36mmo1) 15 275 B FR & &) (33mg,
0.09mmol, 26 % W) , Mk Al A . UPLC-MS (ES”, 45 e1E) :1.81408h,m/z 361.0[M] ",
[1974]  N-[[4-[5-%42&-4-TUE-1- (- DU -3- R O AL pme - 3- FL ] R L] -5-
IR 2- HH AR - R FH

(19751 3 MGE R K, il Al e bRt it 4difk , FH0-100 % EtOAcH Bebe i ilpe i
i5-50 -3 (4-JRRIL) -1- (1-PUSRKIR - 3- FE 5L MEme -4 - F i (33mg, 0. 09mmol) A=
g - [ (5- 30 -2- PR AL - O e E) S8 ] FHOE T I6E 47 (59mg, 0. 20mmo 1) 13 B FREUL 51
(37mg,0.08mmol, 87 % Y%) , H MK [ K A UPLC-MS (ES", i th) : 1.6257 %, m/z 464 .1
[M+H] .

[1976]  5-%45-3-[4- [ [ (5- 96 -2- FHSE 2L - A BRI 2l B FHAL ] OR 3] - 1- (1 - PYSM R -
3-FELH) M -4 - FHE IR

(19771 Foe I A M, i e e e bl i e 4dife , 2 -5 % Me OHI DOMYA VR e B , (N -
[[4-[5-5AFL-4- T3 1- (1-PUSWRIH - 3-FL £ 30) Mpme - 3- FL ] R LT FHIE] - 5- i - 2- AR AL -
K (37mg,0.08mmol) 75 55- 545 -3- [4- [ [ (5~ -2- F AL SR AL s L] IR L] o
FET-1- (1-PUSPRAR - 3- 35 2 28) M -4 - L% (12mg, 0. 02mmol , 30 % WL %e) |,y H Ealibl k.
UPLC-MS (ES", 5 FaME) : 1.4350 %0, m/z 482.2[M+H]",3.28%3 8, m/z 482.2[M+H] ",

[1978]  'H NMR (400MHz ,DMSO-d, 8, IEXW T My AR 54) :8.83 (t,]=6.0Hz, 1H) ,7.51
(dd,J=9.2,3.3Hz,1H) ,7.48-7.43(m,2H) ,7.41(d,J=8.2Hz,2H) ,7.37-7.30 (m, 1H) ,7.18
(dd,J=9.1,4.3Hz,1H) ,6.38 (s,1.34H) ,6.36 (s,0.66H) ,4.54 (d,J=6.0Hz,2H) ,4.30-
4.18(m,1H) ,3.89(s,3H) ,3.86-3.40 (m,3.67H) ,3.28-3.30(m,0.33H) ,2.82-2.63 (m, 1H) ,
2.10-1.91 (m,0.33H) ,1.76-1.54 (m,1H) ,1.54-1.40 (m,0.67H) ,1.34 (d,J=6.5Hz, 1H) ,
1.29(d,J=6.5Hz,2H) .

(19791  SCHEf173:5- 248 -1- (2,2- 5 -1-HH- 23 -3-[4- [ [ (5-5-2- AL - 2K
PedL) 3 ] FRIE ] SR TE T pp ik - 4 - FH B e

T N=0
HoN ff
Iﬁ%{ \ o
[1980] ~ ~N 8 i HN—"% QMO
n N
7 F \ N\
e’

(19811  N-[[4-[6-2d2&-4-FFE-1-(2,2- 5 -1- -0 mpmy -3-FL ] R FE] AL -5-
- 2- FH AR - R B fr

[1982] 30 FHRE K, 2t e, (15 - 5408 -3~ (4-JRIRFL) -1- (2,2- 5 - 1-HE- 25D it
e -4 - FE (91mg, 0. 27mmol) FI=58- [[ (5~ -2~ H a3 - R e 56) S 6 ] FR L 1 i e ot
(170mg, 0.59mmo1) R AR 54 (119mg, 0. 27mmo 1, 5E HIRER) |, Ky 1 ks K - UPLC-MS
(ES", JERME) +1.705 %, m/2 444.1[M+H]",
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[1983]  5-5AHk-1-(2,2- " f-1-H3E-28) -3-[4- [[ (5~ -2- AL PR ML) A Ak]
FHL] RS e -4 - FE

[1984] M AL M, glifbf5 , N- [[4- [5-5a3E-4- 5 -1- (2,2- 4 -1-H3E- 25
M - 3- B DR BT HH L] - 5- 560 - 2 - FE AU - KB ie (119mg, 0. 27mmo 1) 13- B FREE &)
(85mg, 0. 18mmol,69 % 2) |, Jhy (4 €Al & . UPLC-MS (ES", 5 MaME) - 1.534> %, m/2z 462.2[M+
H] " UPLC-MS (ES", K1) :3.4943 %, m/2z 462.1[M+H] ",

[1985]1  'H NMR(400MHz,DMSO-d,,8) :8.83(t,J=6.1Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 1H)
7.46(d,J=8.2Hz,2H) ,7.41(d,J=8.2Hz,2H) ,7.38-7.30 (m, 1H) ,7.18(dd,J=9.1,4.3Hz,
1H) ,6.53(s,2H) ,6.21 (dt,J=55.8,5.4Hz,1H) ,4.85-4.70 (m, 1H) ,4.55(d,J=6.0Hz,2H) ,
3.89(s,3H) ,1.44(d,J=6.7Hz,3H) .

[1986]  SJiEf174 :5- 235 -3- [4- [[(5-5-2- AL - R AD) R AR R ] -1- 3,
3,3 =N AL B

HaN_
—
HEN‘»;.—::H\ VAR
i, S— ) 0
[1987] (N“N'_\ / HN— OMe
J Vm
FaC” \\_/\

[1988]  N-[3,3,3- =5l N2 a2 ] K I

(19891  JzfEad HFE S, H13,3,3- =3 AN (0. 15mL, 1.78mmol) 3 2IN-[3, 3, 3- =50 N
FEEIL I R MEE (290mg, 1. 26mmol) [ - IR A4, J K A (] #4  UPLC-MS (ES, 4
FRME) :1.3245%1,m/z 230.9[M+H] ",

[1990]1  N’- (3,3, 3- =N Z HEHE

(19911 30 AR FFT, HIN- 13,3, 3- =50 A SR a8 ] 2K L% (290mg, 1. 26mmo) 753 2
FHAIINT - (3,3, 3- =5 A 55 KTEEJF (201mg, 0. 87mmol , 69 % W) , K [ 4 [ 44 . UPLC -
MS (BS', ARIE) :1.3745 %1, m/2z 233.1[M+H] ",

[1992]  3,3,3- =HUAEMEEb AR Eh

(19931 320 FHFEFUN - (3,3, 3- =N S0 KW (201mg, 0. 87mmo1) 75 2K A13, 3,
3- ZSRN LR R EL (140mg, 0. 85mmol , {5 e IR) |,y A @ [E Ak « 'H NMR (400MHz,
DMSO-d,;,8) :3.07 (t,J=14.9Hz,2H) ,2.58-2.56 (m, 21)

[1994]  5-5(3E-3- 4-JRIEID) -1- (3,3, 3- =R SD) MEwk -4 - Fji

(19951 ¥ HEGH FRE AP H , il R R (it 4k, H10-80 % EtOAcHI BRFE A RE TS , 1
3,3, 3- =N £h (140mg, 0. 85mmol) FN2- [ (4-JRIEIL) - A AL - W 3L o 1S
(224mg,0.85mmo1) 13 F bRk Sy (227mg, 0. 63mmol) , A2k 1 4[5 44 . UPLC-MS (ES ", 45 1%
PE) :1.9143%h,m/z 361.0[M+2] ",

[1996]  N-[[4-[5-%Jk-4-7H-1- (3,3,3- =HUAED) Mkmk-3-FL]RFL I HI3L] -5-35-2-F1
S - R

(19971  ¥M0H HFEFFK, alifb e, 5 - 2038 -3~ (4-1ROK3D) -1- (3,3, 3- =N 3L) MEme-4-
Fi (227mg, 0. 63mmol) =5 - [ [ (5- 950~ 2- FH 52k - A FE e ) 2 B ) FR L T G (909mg
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3.15mmol) {53 B AR 5% (270mg, 0. 59mmo1) UPLC-MS (ES", Jufetd) :1.744 %0 ,m/2z
462.1[M+H] ",

[1998]  5-%0E-3-[4- [[(5-5-2- AL - R D) S0 L AL ] -1- (3,3,3- — 3N
SL) nme -4 - F el

(19991 F2 JRm AR oM, il Al e i a4tk , FHO- 100 % ELOACI BR e is ik e i
FEN-[[4- [5-243E-4-F5E-1- (3,3, 3- =N EL) MEme -3-JL] R IL VL] -5- G- 2- FH A AL -
KB (270mg, 0. 59mmol) 13 BIFREL 54 (66mg, 0. 14mmol, 24 % W) |, A 1 Ealill 44
UPLC-MS (ES', 2 FRME) :1.4845 %1, m/z 480.1[M+H] ",

[2000]  UPLC-MS (BS™, Kfi&lh) :3. 42435, m/z 480.1[M+H] ",

[2001]  'H NMR(400MHz,DMSO-d,,8) :8.83 (t,J=6.4Hz, 1H) ,7.50 (dd,J=9.2,3.6Hz, 1H)
7.44(d,J=8.4Hz,2H) ,7.39(d,]=8.4Hz,2H) ,7.36-7.28(m,1H) ,7.17(dd,]J=9.2,4.4Hz,
1H) ,6.45 (s, 2H) ,4.53(d,J=6.1Hz,2H) ,4.18(t,J=7.2Hz,2H) ,3.87 (s,3H) ,2.83-2.69
(m, 2H) »

[2002] 575175 :5- 23 -3- [4- [ [ (5-5-2- AL - R AD) S0 AR R ] -1- (2,
2,2- =5 - 1-VUZAPRIR -2- 38) -3-F- 2 F0) mp -4 - PR

H,N

HzN [ p—
M T Y o
[2003] NN =/ HN—  OMe
CF4 —ﬂ}“<

[2004]  PUSUMEHE-3-FR R IE

[2005] P PUS-3- 4R (0.25mL,2.61mmol) AR (433mg, 3. 14mmol) AR (0. 3mL,
2. 74mmo1) [JMeCN (5. 5mL) JAVRAE 20 g 16/ A F4lifl, 13 2 hrdlb 59 (398mg,
1.93mmol, 74 % %) , A etk

[2006]1  'H NMR (400MHz,CDC1,,8) :7.43-7.32 (m,5H) ,5.17 (s, 2H) ,4.04-3.80 (m,4H) ,
3.21-3.11(m,1H) ,2.30-2.10 (m, 2H) .

[2007]  N-[(2,2,2- =35 1 - DL - 3- 361 £ ) 2] S0 R T iR

[2008]  £F0°C I, Il U AUV - 3- F2 R Wi (398mg, 1.93mmol) FTHF (3. 8mL) IA7R H I =
FH3E (U SD) At (0.34ml, 2. 32mmo 1) ANPY | BE50 (L84 (AMAETHFHT, 0. 48mL, 0. 48mmo1) -
R IR AR =0 DR L6/, AR FE I IRE FRRR AT i (255mg, 1. 93mmol) FIZ TR
(3.8mL) B ZIR AW INIAE 90 °CiE 3NN FHH S A 2 = AL HE I 2l fb , 13 2hn b &
(409mg, 1.45mmol, 75 % W) , A& R . UPLC-MS (BS ™, AR :1.795> %], m/z 281.0
[M-H] .

[2009]  5-%0E-3- 4-RFERD) -1- (2,2,2- =5~ 1 -PUSAMNE-3- - 250 nHemk -4 - FE R,
[2010] 2 AR PO, 1l iR R PR e ik 4life , FH0-55 % EtOAc I BEbe s il it , i
N-[(2,2,2- =36~ 1 - PUZRR - 3- Bl £ %) 3k ] 2 AL R AU T TS (409mg, 1. 45mmol) H12-
[ (4-JR2KEL) P - R T 9 s (120mg, 0. 46mmol) £5-515- 5 HE-3- (4-FED) -1- (2,
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2,2- =5 1- DU - 3- 35 - £ 3) M - 4- S (98mg , 0. 24mmol, 52 % %) , b H k3 K
[2011]  UPLC-MS (BS', %0 FRME) :1.8953 8, m/z 414.9[M] ",

[2012]  N-[[4-[5-%adE-4-F3-1-(2,2,2- =5 -1 -VO&Ukm -3- 3L - £ 50 mpme -3- R 5%
FETHERL] -5- 95 - 2- AR - R LR

[2013] PR AR K, alifb e, fi5- 24 2L -3- (4-1RKHL) -1- (2,2, 2- =5 - 1 - DU KR -
3-Fk- CHL) MM - 4- FE (98mg, 0. 24mmol) A=~ [ [ (5- 9 -2- AR Bk - 2K FAL L) 281 F
LV (149mg, 0. 52mmo 1) 13 8l &%) (115mg, 0. 22mmol) , k2 a8y A - UPLC-MS
(ES', 4R :1.685 %, m/z 518. 1[M+H] ",

[2014]  5-5{ -3~ [4- [[(5-Fp-2- A - R HpE ) Sl ) AR R AL ] -1- (2,2, 2- — 5 -
1 - PYEULEIR] -3 -3 - £ 5E) I -4 - FER 1%

[2015] et FRR P, 2t S, fHN- [ [4- [5- 50 -4- 1500k -1- (2,2, 2- =5 - 1- DU SRR -
3-3L- 2 F0) M -3- FL ORFL T AL ] - 5- 96 - 2- FHAA AL - KL% (115mg, 0. 22mmo ) 75 21 b5
L% (15mg,0.03mmol , 13 % WR) |, kg (3 (il 4 . UPLC-MS (ES", AR M) : 1.5153 %, m/z
536.2[M+H] ", 1.5343 %8, m/z 536.2[M+H] . UPLC-MS (ES", KF&ME) :3.5145 %, m/z 536.1[M+
H]",3.5645%0,m/z 536.1[M+H] .

[2016]  'H NVR (400MHz,DMSO-d,, &, JE WA AT ) :8.82 (¢, J=5.9Hz, 1) , 7.52-
7.43(m,3H) ,7.41(d,J=7.9Hz,2H) ,7.36-7.28 (m,1H) ,7.17(dd,J=9.1,4.3Hz,1H) ,6.73
(s,0.66H) ,6.71(s,1.34) ,5.26-5.12(m,1H) ,4.53(d,J=6.0Hz,2H) ,3.94-3.82 (m,4H) ,
3.76-3.67 (m,1H) ,3.65-3.57 (m,1H) ,3.57-3.50 (m,0.33H) ,3.25-3.03 (m,1.67H) ,2.18-
2.04(m,0.67H) ,1.86-1.71(m,1H) ,1.54-1.40(m,0.33H) .

[2017]  SCJiEfh176:5- 23 -3- [4- [ [ (5-5-2- AL - R HI D) U AR R ] -1- (3,
3,3~ =9 -2- L - PN 3E) nbme - 4- AR

HoN
‘?_-:_'O
H>N
‘ N\ r_\\\ o
5 —\ 7\ 5
[2018] AN =/ HN—<  OMe
l ) —
E /RN
F-J C - L\“, rZ, :'\
F

[2019]  N-[(3,3,3- =3 -2- BN ) 2 1 O H e e

[2020] PR AR S, i AR (aalk4difl , FHO- 100 % ELOACI BEbeis ik e i
3,3, 3- =50 -2- FHEL N (200mg, 1.59mmo1) 73 2IN-[ (3,3, 3- =5 - 2- FHIL- LN L) 24 5L ]
KN (164mg,0.67mmol,42 % W) |, KX IR A (R 54 . UPLC-MS (ES™, 25 FR )
1.4555 %0, m/z 245.0[M+H] ",

[2021]  N’-(3,3,3- =g -2- -9 30) ZE I

[2022] gz fsm AL T, FIN-[ (3,3, 3- =g -2- - WP 3%) 3L 1 2R i (164mg,
0.67mmol) FFEPFHAIIN - (3,3, 3- =5 - 2- FH - PN 3E) ZKHHIBEMF (160mg, 0. 65mmol) , k[ ¢4
[fil{4 UPLC-MS (ES', 50 R ME) :1.5145%0,m/z 247 . 1[M+H] ",

[2023]  (3,3,3- =4I -2- FASEPS3L) JHREh iR ik

[2024] 2o FFRPU,N - (3,3, 3- =50~ 2- 2 - PN ) 2R FHBLF (160mg, 0. 65mmo) 752
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(3,3,3- =5 -2- LN D) JFERIRER (0.65mmol) |, by [ fafifl k.

[2025]  'H NMR (400MHz ,DMSO-d,,8) :3.17-3.14 (m, 1H) ,2.82-2.76 (m,2H) ,1.10(d,J=
6.5Hz,3H) »

[2026]  5-5(3E-3- (4-JRIEID) -1- (3,3,3- =g -2- FHIL - I AD) bk - 4- FH IS

[2027]  JEAFEFPH, (3,3, 3- =4 -2- LN 50 FEEARER (0.65mmol) FN2- [ (4-7RIKFL) -
SEAE - T PN G (0. 65mmol) 13 BARAUL 54 (0. 34mmol) , Ay 2K 1 €4 &l 4 . UPLC-MS (ES
C RN 2,014 %0, m/2z 375.0[M+2] ",

[2028] N-[[4-[5-%dJ&-4-F3E-1-(3,3,3- = -2-F3L-Py3L) M -3 - FL] R EL T LT -
59, - 2- FH AR 2 - R B fie

[2029] ¥ HEGHE R K, A0 fe , (15 - 2458 -3- (4-JRH0) -1- (3,3, 3- =5 -2- AL - 5D
MM -4 - B (130mg, 0. 34mmol) FI=35- [[ (5- 98- 2- FHAA L - X FIE L) S 3] FR L] ke i
(490mg, 1.71mmol) 15 BIFRIAL &%) (0. 26mmol) , by JK [ & [Fl 44 . UPLC-MS (ES”, 45 & 1) -
1.8145 %0, m/z 476.1[M+H] ",

[2030]  5-5{ k-3~ [4- [[(5-Fp-2- A - R HpE ) S ] AL R AT -1- (3,3, 3- 3~
2- AL - P 50) N - 4 - B e

[2031] 3 E R M, gtk f , fN- [[4- [5-2008-4- 7505k -1- (3,3, 3- =3 -2- -]
BL) e - 3- FL R BT FHEE] - 5- G5 - 2- S R - DR FHBE % (127mg , 0. 27mmo) 15 2IFREUL 54
(31mg,0.06mmol , 23 % W) , Ak it e [Fl 4 . UPLC-MS (ES', S/ E) : 1.55%3 8, m/z 494.1
[M+H] " UPLC-MS (BS™, K1) :3.6143%0,m/z 494.1[M+H]",

[2032]1  'H NMR(400MHz,DMSO-d,,8) :8.83 (t,J=6.0Hz, 1H) ,7.49 (dd,J=9.2,3.2Hz, 1H)
7.44(d,J=8.4Hz,2H) ,7.39(d,]=8.4Hz,2H) ,7.36-7.28(m,1H) ,7.17(dd,J=9.2,4.4Hz,
1H) ,6.47 (s,2H) ,4.53(d,J=6.0Hz,2H) ,4.16(dd,J=14.2,9.6Hz,1H) ,4.05(dd,J=14.2,
8.8Hz,1H) ,3.87(s,3H) ,3.06-2.92 (m, 1H) ,1.02(d,J=6.8Hz,3H) «

[2033] 5177 :5- 24553 [3-9i-4- [[ (5-Fi - 2- FHAAIE - R SD) 2458 FH L] R 3L ] -
1-(2,2,2- =56~ 1- FH3E- O FD) N - 4- F g e

HoN_
?-::.O ,F

[2035]  5-%0E-3- (4-JR-3-F-2K0D) -1- (2,2,2- =4 -1- - 2 50 mhmk -4- 1%

[2036] ¥ MR GE A2 FPH, a5, B2 - [ (4- -3 -9 - K 58) - FH AL - I 38 T 70 — G
(130mg, 0.46mmol) F1(2,2,2- =5if - 1- F3IL- £50) PFEEFREL (100mg, 0. 61mmol) 73 25l 1L
4 (153mg, 0. 41mmol, 88 % WK) , A (il 4K . UPLC-MS (ES™, 501 :2. 0147 %1, m/2
378.9+2]",

[2037]  N-[[4-[5-%AF-4-50E-1-(2,2,2- =5 -1-FE-25) mwk-3-3£7 -2- 5 - K 3]
HHRL] - 5- 93 - 2- FHV A 2 - O F g e

[2038] M AR FPK, 5 -840 -3 (4-1-3- 98- K80 -1- (2,2, 2- =5 - 1- 3L - 250
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ni -4 - FA T (147mg, 0. 39mmo1) A48~ [ [ (5- 38 -2- IS AL - IR e ) 200 ] FRAE T e
(225mg, 0. 78mmol) 15 2 HIAR B 59 (0. 39mmol) , gkt o [d] {4 . UPLC-MS (ES', %k
VE) :1.8643 %0, m/z 480.0[M+H] ",

[2039]  5-5{ -3~ [3-5-4- [ [ (5-F8-2- AR - DR FH ) Sl RV AR Ok AT -1- (2,2, 2-
- LS 5 v -4 - B

[2040] et FAR M, alif e, BEN- [ [4- [5-%0E-4- 3 -1- (2,2, 2- =5 - 1- -2
FE) Mppm - 3-FET - 2- g - R IR R3] -5- 98- 2 - FH AR L - R HH iz (230mg, 0. 48mmo 1) 1521 rdt
L& (73mg, 0. 15mmol , 31 %K) | Akt f4  UPLC-MS (ES™, JHERME) :1.587 %, m/z
498. 1 [M+H] . UPLC-MS (BS", K& ) :3.6947 41, m/z 498.1[M+H]".

[20411  'H NMR(400MHz ,DMSO-d,,8) :8.82(t,J=6.0Hz, 1H) ,7.49 (dd,]J=9.2,3.2Hz, 1H)
7.45-7.26(m,4H) ,7.18(dd,J=9.1,4.3Hz,1H) ,6.60(s,2H) ,5.34-5.23 (m,1H) ,4.56(d, ]
=6.0Hz,2H) ,3.88(s,3H) ,1.60(d,J=6.9Hz,3H)

[2042]  SCiEfA178:5- 542 -3- [4- [[ (5-F-2- FHA L - R I 2 LI AR R3] -1- (2,
2,2- 5 1K - 450 emp -4 - BT

\::_..O
HN_ / -
T‘i =~ \rL//A /4 \ __O
[2043] '\\_//\‘/ “N =/ HN—X  OMe
CF- \,_}
3 I \\
\—/
’

[2044]  N-[(2,2,2- =5 1-KE- L) S8 o8 i

[2045]  efeaili FHFR RS, 2l 7 42,2, 2- =3 R O (33 . Ommol) AU HH LM (22 . Ommol)
SEREA S (3. 44mmol) |, A A E {4 . UPLC-MS (BS', 45 TR PE) :1.824% 81, m/z 293.0[M+
H]".

[2046] N’-(2,2,2- =5 -1- K3 - 250 K

[2047] B AL T, FIN-[(2,2,2- =50 - 1- 2836 - W 230 S 3L 1 2R % (997mg,
3.41mmol) [THF (15mL) IEIRAFEIN - (2,2, 2- =H-1- K- 230 FKHF:E (1.01g,
3.43mmol) , My B (a4 . UPLC-MS (ES™, %) :1.7743 8, m/z 295.0[M+H] ",

[2048]  (2,2,2- =g -1- KK - 250 PHERRRER

[20491 453 FHAEFU, FIN' - (2,2, 2- =8 - 1 - K 5L - £, 35) ZEHEEIF (996mg , 3. 38mmo]) 74
BB A (628mg, 2. TTmmol) , b 1Al f . 'H NMR (400MHz , DMSO-d,, ) :9.67 (s, 3H)
7.53-7.46(m,5H) ,6.63(d,J=6.4Hz,1H) ,5.10-5.02 (m, 1H) «

[2050]  5-%33L-3- (4-JREED) -1- (2,2, 2- =4 -1 - K3E- 2 50) npme -4 - By

[2051] 3B AR e, gl e, 2 - [ (4- 7R850 - A B - I 36 ] 5 —Ji (200mg,
0.76mmol) A1 (2,2,2- =5 - 1-KE- L) PFERR L (621mg, 0. 96mmo1) 15 B FRAUL 51
(266mg,0.63mmol , Y2283 %) , b I Al {4 UPLC-MS (ES", e tE) :2.0643 %, m/z 422.9[M
+2]°,

[2052]  N-[[4-[5-ZA%k-4-5UE-1-(2,2,2- =36 -1 -2K3E- £ 50) mpme -3 - FL) IR L] AL T -
5- 3R - 2- HH e - R FH LI
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[2053] el FHRE K, 4l )T , 5 - 2055 -3- (4-JRIEED) -1- (2,2,2- =5 - 1- K3 - 250
M -4 - F i (261mg, 0.62mmo 1) FI=48 - [ [ (5- 48 -2- FHAABE - IR FH 3L S 3] FR L] ke o
(358mg, 1. 24mmo1) 13 EIFREL 59 (73mg, 0. 14mmo] , 23 % UK |, Ty (A 4 [l 4 . UPLC-MS (ES
R 1 1.8540 %0, m/2z 524.1[M+H] ",

[2054]  5-%540E-3-[4- [[ (5-F8-2- FAE 2 - R FHESE) Sl AL R AL ] -1- (2,2, 2- 5
1- 2K 5L - £ 30) nme -4 - B

[2055] 4% ME R M, alifb fe , fN- [[4- [5-2008-4- 700k -1- (2,2, 2- =9 - 1- K5 &
B b -3- FL] IR T FH L] - 5- G- 2- A2 - R i (T1mg, 0. 14mmo) #3 25U 54
(62mg,0.12mmo1 , 84 % UR) |y A€ol 4 . UPLC-MS (ES™, &5 1) + 1. 714350 ,m/2z 542.1[M+
H] "o UPLC-MS (ES™, K1) :4.0653 %], m/z542. 1 [M+H] s

[2056]  'H NMR(400MHz,DMSO-d,,8) :8.85(t,J=6.1Hz,1H) ,7.72-7.70 (m,2H) ,7.52-7.41
(m,8H) ,7.35-7.30 (m, 1H) ,7.19-7.16 (m, 1H) ,6.79 (s, 2H) ,6.51-6.45(m, 1H) ,4.54(d,J=
6.0Hz,2H) ,3.88(s,3H) .

[2057]  SZEM179:5- 24553 [2-9W-4- [[ (5-9i - 2- FHAASE - R SD) 208 FH L] R 3E] -
1-(2,2,2- =56~ 1- FH3E- O FD) e - 4- F g e

[2058] \-{
CF,4

[2059]  5-%dE-3- (4-JR-2-5- KD -1- (2,2, 2- = F-1- I 5E- 2 350 mhme -4 - F i

[2060]  F2 [ FHFEFEH, ZERT F, 4lifv I, fil2- [ (4- 1R -2- - R 3%) - A - L g —
{5 (100mg, 0. 38mmol) F1(2,2,2- =5 - 1- - £ F8) R R EL (88mg, 0. 53mmol) 732 ARslfL
4 (120mg, 0. 32mmol , 84 % WK) , M A (4K . UPLC-MS (ES™, 501 : 1.844 %1 ,m/z
378.9+2]",

[2061] N-[[4-[5-FdE-4-F3E-1-2,2,2-=§-1- -2 50 mmk-3-38] -3-f5 - 253
HHAL] - 5- 95 - 2- FHV A 2 - DR F g e

[2062] 3% R K, alifh 5, fi5- A0 -3- (4-1R-2- - 283D -1- (2,2,2- =% -1-F
-4 np e -4- G (120mg, 0. 32mmo1) A1 =35~ [ [ (5- % -2~ HSE 3k - R FHE 3 2 L] FH
ST AR (184mg, 0. 64mmol) 73 2 ARAUL 5 (126mg, 0. 26mmol , 83 % %) , Sy (il 44k
UPLC-MS (ES™, 50IR1E) :1.69%3%,m/z 480.0[M+H] ",

[2063]  5-5{ -3~ [2-5-4- [ [ (5- 98- 2- H SR - DR FHE ) Sl RV AR R L] -1- (2,2, 2-
- 1S - 5D e -4 - B

[2064] 42 IR FHAR M, S0 5 fN- [[4- [5-5 0 -4- 5 -1- (2,2, 2- =5 - 1-H -4
o) M -3-3L] - 3- G - RS FH L] -5 -9 - 2- AR 2L - R H i (126mg, 0. 26mmo) 15 21 /8
L5599 (97mg, 0. 17mmol , 66 % WSK) |, kg (3 (il 4K . UPLC-MS (ES", AR M) : 1.5453 %, m/z
498. 1 [M+H] . UPLC-MS (BS", K& ) :3.5647 %1, m/z 498.1[M+H]".

[2065]1  'H NMR(400MHz,DMSO-d,,8) :8.88 (t,J=6.1Hz,1H) ,7.48 (dd,J=9.1,3.2Hz, 1H)
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7.41-7.30 (m,2H) ,7.27-7.21 (m,2H) ,7.20-7.16 (m,1H) ,6.62(s,2H) ,5.34-5.24 (m, 1H) ,
4.54(d,J=6.1Hz,2H) ,3.88(s,3H) ,1.58(d,J=6.8Hz,3H) »

[2066]  SJit51180:5- 5L -3- [4- [[ (5-Fi-2- FHAAE - IR FHBE D) 2 L) AR R L] -1 - [2-
PR3- 1- (U 2E) AR T nrpm - 4 - F g e

H,N
N__o

[2068]  N- [[4-[5-5a0t-4- 50k -1- [2-HHE-1- O AL PSETmbme - 3-JL 1 RIE] FHJE] -

5- 9. 2- FH AR 2 - R B fie

[2069] ¥ E R FK, alifb T, 5 - 5038 -3- (4-BoR3D) -1-[2-FE-1- CGHRFED ™

FEIngme -4- H S (102mg, 0. 26mmo 1) FN=4i - [ [ (5- 98- 2- A IL - 2K FAIESL) S ] FH L] e

1 (152mg , 0. 53mmo1) 13- B FREL A (69mg, 0. 14mmol , 54 % W) |, Kyt (k¥ . UPLC-MS
(ES', 4R 1.899 %1, m/z 490.1[M+H] ",

[2070]  5-%(2E-3- [4- [[(5-9-2- HAAZE - R I AD) U IR R ] -1 - [2- R -1- (=

L) P N -4 - FERE I

[2071] 3G AR PN, b fe , fEN- [[4- [5- 5008 -4- 508 - 1- [2- - 1- R ™

ST -3- FL] ORI T FH L] - 5- 9 - 2- S 2 - R Jie (69mg, 0. 14mmo) F3 25U 54
(22mg,0.04mmo] , 31 % W) |,k [ (4[4 . UPLC-MS (ES', 5 R4 : 1.6643 %, m/z 508.1[M+

H]".UPLC-MS (ES™, K1) +3.9143%],m/2508. 1 [M+H] "

[2072] 575181 :5- 23k -3- [4- [ [ (5-5-2- AL - R HI D) U AR R ] -1- [1-
U RSD) RS e - 4- BT

[2073] . " " HN—  OMe

F
[2074]  N-[[4-[5-5A0E-4-Tf0E-1- [1- (R TIHD) PYFE] g - 3- FE] ORI ] FHIET -5 - 2-
U - SR R
[2075] 2 FHAR PR, 20T , 5 - 50k -3 - (4-ROR5D) -1- [1- (U FI3E) Pyt ]npm: -
4- 5 (123mg, 0. 33mmol) AN=55- [ [ (53 -2~ A2k - SR FHBLAL) S 5 ] L T e o
(190mg , 0. 66mmo1) F5 2 FREAL A4 (101mg 0. 21mmo , 65 % W) , B Ak Hy . UPLC-MS
(BS", Rl :1.834%h,m/z 476.1[M+H] ",
[2076]  5-5A2k-3-[4- [[ (5~ -2- PSR AL IR AL s ] L] k] -1-[1- (=4 TED)
P BE T AL - 4 - PR Jic

213



CN 113603645 B ﬁ'ﬁ HH :I:; 211/242 10

[2077] MG FRE M, 2lifbf5 , AHN- [[4- [5-543E -4 - 7503 -1- [1- (3L 3]k -
3-FLI R HHAE] -5- G50 -2- AU - R I i (101mg, 0. 21mmo) 73 I FREUE 54 (32mg,
0.06mmol, 28 % U 2) |, Ky (e lflfA& . UPLC-MS (ES™, &) :1.594 %0, m/z 494.1[M+H] ",
UPLC-MS (ES", KR 3. 7143%0,m/z 494.1[M+H] ",

[2078]  'H NMR (400MHz,DMSO-d,,5) :8.82(t,J=6.0Hz, 1H) ,7.53-7.38 (m,5H) ,7.37-7.27
(m,1H) ,7.20-7.14 (m, 1H) ,6.69 (s, 2H) ,5.12-5.00 (m,1H) ,4.53(d,J=6.0Hz,2H) ,3.88 (s,
3H) ,2.28-2.14 (m,1H) ,2.01-1.87 (m,1H) ,0.79 (t,J=7.3Hz,3H) .

[2079]  Sitifh182:5-543%-3- [2,3- -4~ [[ (5-%-2- AL - ZR LD 2 L) AL oK
FE]-1-DYS AR - 3 - 25 - i e - 4 - FH

[2080] /\T-N‘N X:\ HN—  OMe

[2081] PN - 3- JEFEERR R

[2082]  ZEAUSUT, 13- R 3EPUAUV (2. 8mL, 34. Ommo) [ FRZE (40mL) JA I N =2kt
Jif (13.4g,51. Immol) FIME AL FIR — U T R (9.4g,40.9mmol) ¥ SN TR S WIAE =00 i
PE6O/NI o 1 RIS I 47, SR B 1% T-MeOH (100mL) Hi, I fi N S S VA (AMAE i
FeH,68.1mL,272. 4mmol) oK S N TR S =i N HEL6/INN, 1 3, IR I8 e 4
SRIGRFELOAC TN B sz Wb, oL BE I T EtOAc ek, LATS 2D Bl bR 8L &) (6. 7g,
48.1mmol) , M H (A4 . 'H NMR (400MHz , DMSO-d,,8) :3.91-3.61 (m,5H) ,2.12-1.86 (m, 21)
[2083]  5-%(2E-3- (4-G-2,3- 5 RID) -1 - VUSRS - 3- L - Ik - 4 - FHG

[2084]  Peadbfgad AR P H, AERT 1, alifbfm, fH2- [ (4-5(-2, 3- 56 - 2R3 - s A -
FET I (0. 59mmol) APYZRKAR - 3- B R R ER (0. 88mmol) £3 BIFREL 54 (0. 18mmol)
BRI - UPLC-MS (BS™, J R M) :1.7353%0,m/2325.0[M] "

[2085]  N-[[4- (5- %2k -4-T2E- 1 - PUSRA - 3- - -3-35) -2, 3- 9 - R AL FHAE] -
5- 9. 2- FH AR - R B fie

[2086] %ML FHRE K, Alifbfo , (15 - 540k -3~ (4--2, 3- - ZKFL) - 1 - PUSK R - 3-Fk -
M e -4 - (60mg, 0. 18mmol) A1 =5 - [ [ (5- 98 -2- HI 4L - IR Fp ) 2058 ) HH 2L ] e o
(159mg,0.55mmol) 75 FIFRE V&1 (0. 18mmol) , by (kM . UPLC-MS (ES™, 4G E)
1.6945%1,m/z 472.1[M+H] ",

[2087]  5-%(2E-3-[2,3- 56 -4- [[(5-36-2- H S A - IR H e ) Sl B D HH AR R AL - 1- DA
WG - 3- 36 - ks - 4 - B jie

[2088] % JHiE FFE M, 4lifbJ5 , fiN- [[4- (5- 2 Fk -4 3L - 1- DU - 3- B -nih s -3 -
HE) -2, 3- - R AR ] - 5- g6 - 2- AR - R i (94mg, 0. 20mmo) 73 25U 54
(26mg,0.05mmol , 24 % UR) | kgt fa i 44 . UPLC-MS (ES™, A5 1) 1. 414550, m/2 490. 1 [M+
H] "o UPLC-MS (ES™, K&t :3.2353%0,m/z 490. 1 [M+H]",
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[2089]  'H NMR (400MHz,DMSO-d,,8) :8.86 (t,J=6.0Hz, 1) ,7.51-7.47 (m,1H) ,7.38-7.30
(m,1H) ,7.25-7.15 (m,3H) ,6.32(s,2H) ,4.97-4.90 (m,1H) ,4.58(d,J=6.0Hz, 2H) ,4.00-
3.86 (m,5H) ,3.81-3.75 (m,2H) ,2.28-2.18 (m, 2H) .

[2090] S fhil183:5-54 2L -3 [4- [[ (5- 9 -2~ 1A BE - R PR EL) S 56 ] L oK ] -1 -
[ (3R) - DU Sty - 3 - S kb e - 4 - FE s

H,oN
}—_'.'-O
HoN [ T
‘_ \If:;\ // \\\ O
[2091] ("-‘\r{!NHMN. =/ HN—<  OMe
| by
n” 7\
\}_':/

[2092]  [(3R) - PUZLmR - 3- JE]

[2093] R — RN (1.93g,7. 34mmol) AR MR 4 ] FiF (1.35g,5.87mmol) JILN
(S) -PUZA - 2H- ML - 3- % (0. 46mL , 4. 9mmol) [ FHZK (9mL) H o 3 SN TR A WAERTAE U M
PEL6/INN o 5 SR TR A Wik 45 9 I NMeOH (21mL) , 8K I\ S0 08 T (AMAE I gzrh
9.8mL,39.17mmol) o B SN TR 20 DI L6/INN o SRFE i g SN TR S , T I 4 i
T SRR 2 R PIAEEtOAe FREE 45 iy , 1l 1of SCKAT 404k, HINH, (TMMeOHYAR) el , 7F
TG, AT 2SI [ (3R) - DUk - 3- 2£ 1k (0.09g,0. 77mmol , 516 %) , Jy s i
K.

[2094]  'H NMR (400MHz,DMSO-d,,8) :3.90-3.82 (m,1H) ,3.71-3.61 (m,1H) ,3.34-3.22 (m,
1H) ,3.13-3.04 (m, 1H) ,2.65-2.50 (m, 1H) ,1.90-1.77 (m,1H) ,1.69-1.55 (m,1H) ,1.51-1.35
(m,1H) ,1.33-1.20(m, 1H) .

[2095]  5-%dk-3- (4-PRZEED) -1- [ (BR) - PUSMH R -3 - BL T ke -4 - i

[2096] el FAE P H, alifb i, fHi2- [ (4- 708 3E) - S - 3T N i (166mg,
0.63mmol) F1[ (3R) - PUE ML -3 - 3L ] Pk (88mg, 0.76mmol) 15 R brdi{r. &9 (110mg,
0.32mmol, 42 %Wr%) JUPLC-MS (ES", %) :1.764 51,347 .0m/z [M]".

[2097]  N-[[4-[5-%03&-4-T05E-1- [ (3R) -PYSAMLg - 3- JE ] g - 3- FL] R AL T FHEE] -5- G -
2- HA - R

[2098] Pt ALK, 2lifbfm, i =5 - [ [ (5- 98- 2- F AR - DR L) 00 ] FRE T Al
B (210mg,0.73mmo1) FI5- %3 -3- (4-BIKIL) -1- [ (3R) - PUS MR - 3- JE Tk - 4 - FH RS
(150mg,0.43mmol) 15 BFREAL &%) (0. 25mmol) , by JK [ ¢4 [Fl 44 . UPLC-MS (ES”, 45 fG 1) -
1.60%5>8h,450. 1m/z [M+H] ",

[2099]  5-%45L-3-[4- [ [ (5- 6 -2~ FH A - R e ) S L J PO R AL T -1- [(3R) -PUZE
M - 3- ST mbme - 4 - F el

[2100]  F2¢ IR ARV EM, 2 fbf5 , iN- [[4- [5- 526 -4- 55035 1- [ (3R) -PUS g - 3- FL
M -3- FL ORI ] FHEE] - 5- 55 - 2- AR AL - DR FRE % (112mg, 0. 25mmol) 15 2P R L 54 (29mg,
0.06mmol, 25 % W=2) |, by [ [l {4 .UPLC-MS (ES", &) :1.39% 51,468 1m/z [M+H] ",
UPLC-MS (ES", K1) + 3. 194541, 468 . 1m/z [M+H] ",

[2101]  'H NMR(400MHz,DMSO-d,,8) :8.84 (t,J=6.1Hz,1H) ,7.52(dd,J=9.2,3.3Hz, 1H)
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7.46(d,J=8.1Hz,2H) ,7.41(d,J=8.2Hz,2H) ,7.38-7.30(m,1H) ,7.19(dd,J=9.1,4.3Hz,
1H) ,6.22(s,2H) ,4.55(d,J=6.1Hz,2H) ,4.22-4.14 (m,1H) ,4.00-3.96 (m,2H) ,3.90 (s,
3H) ,3.83-3.76(m,1H) ,3.67-3.60(m,1H) ,1.99-1.87(m,1H) ,1.87-1.74(m,2H) ,1.74-1.61
(m, 1H) »

[2102]  S5af51184 : 5- 245k -3- [4- [ [ (5- - 2- HH AL - DR FH D) U R FRR AT - 1- (2,
2,2- =5 - 1-DUZE AR - 4-55) -4-F- 235) Mpme -4 - FHgL i

HsN
“N=0
H;N [
[2103]  FsCo [ OMe
¢ ~ f:’L ........ \ \\>
L“ J }..__—*._.f‘
Of F"

[2104]  N-[(2,2,2- =5 1-POSUI -4 - 58-I £ 3) 53] 2 FE e

[2105] 44 (1.2g,45.4mmol) At (23mg, 0.09mmol) [ THF (7mL) YATR M7 &P i 60
Coifea KRG A 200, 7 N4 - 15 P % - 2H- 1R (1.02mL, 9. 09mmo1) [ THF (2mL)
VR BRI BLR LN, SRS 48 B0 28 %500 o AR B PRI 7E 0 °C T TN EIN - FH A
Fe-N- =50 O W (0.82mL, 6. 82mmo1) R THE (2mL) 7R B S TR 070 0°C N ik
/NI, FHARATIN, C LA K Bk 53 |2 « K TEt 042 B A T I HLZ TR N T
M W JEIFIRURER ZE,0, A 212, 2, 2- =560 - 1 - PUZE R - 4 - 3 - R THEYA R (e &
W) o F Ml TR TS , 48/ NN fr i ke pRadi A e ik it — 2P 4lifb, JH10-100 % EtOAc 1 B4t
VSRS, B2 AT 25 I 2R e A2, 2, 2- =45 - 1 - DU e - 4 - 3£ - 27 (0. 15mL,
9.09mmol) [N IRAFEIN- [ (2,2, 2- =5 - 1- PUZNENE -4 - 35 - 1 £ 38) 2 2 ] R H e i (300mg,
1.00mmol, 11 % %) .

[2106]  UPLC-MS (ES", Z0FRME) :1.6023 % ,m/z 301.0[M+H] .

[2107]  N’-(2,2,2- =5 - 1 -PUSEE -4 - 3 - 230 KRG HE

[2108] MR TFLFT, 4ifb ), fiN-1(2,2,2- =55 - 1 - DU - 4- 35 -1 2, 38) S 2%
FA I (403mg, 1. 34mmo1) 13 RIbrBUY, 5% (168mg, 0. 56mmol , Y541 %) -UPLC-MS (ES', 45
FRTE) :1.5645%0,m/z 303.0[M+H] ",

[2109]  (2,2,2- =5 - 1-POSLR -4- 3 - 430 BFEhEREh

[2110]  FMEFE U, 48/ NI JE , N - (2,2, 2- =45 - 1 - PUSUE IR - 4 - 3L - 2 558) 28 F ki
(168mg, 0.56mmo1) 153 | F1: M4k 4 (85mg, 0. 36mmol , 65 % U 2) |, A 1 {4 [i 4k . 'H NMR
(400MHz ,DMSO-d,,8) :3.91-3.83 (m, 2H) ,3.72-3.61 (m,1H) ,3.35-3.22 (m,2H) ,2.07-1.95
(m,1H) ,1.67-1.52(m,3H) ,1.50-1.36(m, 1H) .

[2111]  5-50E-3- @-JRZEED -1- (2,2, 2- =5 -1 -PUSUH R -4- 5 - 250 s -4 - i
[2112] MR8 R P 0, AERT N, 2 - [ (4-JR 283 - AL - 3L ] I )i (80mg,
0.30mmol) F1(2,2,2- =5 - 1- PUZILNE -4- 35 - £30) iF R R EL (85mg, 0. 36mmol) FF 2 A5
UL EW) (146mg, 0. 34mmol , (BE & HUCH) -

[2113]  UPLC-MS (ES", 50/ 1.935> 81, m/z 428.9[M] ",

[2114]  N-[[4-[5-540E-4-503E-1-(2,2,2- =5 - 1-PUSU R -4- 35 - £ 50 mbwk -3- 315K
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SETH L] -5- 95 - 2- SR - R LR
[2115]  Fefed AR PK, 15- 2428 -3- (41K -1- (2,2, 2- =5 - 1 - DUt -4- - &
FE) k-4 - F (130mg, 0. 30mmo 1) =55~ [ [ (5~ -2- PR AL - 2K L RD) 24 5L ) TR AL ] e
1 (193mg , 0. 67mmo1) 73 2P FIFR L 59 (160mg, 0. 30mmo , JE FCH) o
[2116]  UPLC-MS(ES", %GR :1.7100%h,m/2z 532.2[M+H] "
[2117]  5-%45-3-[4- [ [ (5- 5 -2~ A0 - R e ) s L FHOE R AL ] -1- (2,2, 2- — 5
1 - PUSUER -4 -35) -4- 8- £ 30) nibme -4 - AR
[2118] 2 e AL M, 2l e AR e b i e 4lif e, 0 -6 % Me OHFFI DOMYA TR eI, F- i 1t
TR R S S HPLCE—2E alifb i, N- [[4- [5-24 05 -4-F(E-1- 2,2,2- =5 -1-1Y
ZLEIR - 4-J - 430 M - 3-SR ) ORFL T PRI ] - 556 - 2- PR AR AL - R Ji¢ (160mg , 0. 30mmo1)
FEIBRBL A (0.02mmo1) JUPLC-MS (BS”, 40ARME) < 1.5543 % ,m/z 550. 2 [M+H] . UPLC-MS
(BS", KFRME) :3.6147%0,m/z 550.2[M+H]".
[2119]  'H NMR(400MHz ,DMSO-d,,8) :8.83 (t,J=6.1Hz,1H) ,7.51 (dd,J=9.2,3.3Hz, 1H)
7.48-7.40 (m,4H) ,7.37-7.30(m,1H) ,7.19(dd,J=9.2,4.3Hz,1H) ,6.71 (br s,2H) ,5.06-
4.98(m,1H) ,4.55(d,J=6.1Hz,2H) ,3.89(s,3H) ,3.89--3.77 (m,2H) ,3.37-3.22 (m, 2H) ,
2.68-2.42(m,1H) ,1.81-1.17 (m,1H) ,1.54-1.43(m,1H) ,1.34-1.21 (m,1H) ,1.10-1.01 (m,
1H) .
[2120]  5jEf51185:5- 24 3L - 1 -BA 3L -3- [4- [2- 32 3L -1- [ (2- AR IR 23] &
FL]-3- FHEL-ZRBL pme -4 - B
H>N
- .:}__._o y HO\
HzN\Tiﬁ&. y { \

~A~NN =" N4 Ome

\ VA

[2122]  2-7-1- (4-JR-2-FHIL-KED) 2

[2123]  [A]1- (4-78-2-FF3EZRED) 20 (2.0g,9.39mmol) [FMeCN (40mL) I i HE AN - AL
BEFAMED i (1.7g,9.57mmol) A HZRR — /K& (1.8g,9.39mmol) oK S W AE50°C i
PEIS/NIF, e 4 AL FE S , 15 b8 A (9. 39mmo1) -UPLC-MS (BS™, Ffgit) :1.9147 44,
m/z 292.8[M+H] ",

[2124]  1- (4-7R-2-HHE-KHD) -2- 325 - £

[2125]  [Fj2-7R-1- (4-7R-2- IR -2R D) 20 (9. 4mmol) [JMeOH (30mL) FAR H DI FHR 8
IKEWD (28 2mmol) HBHZ IR IRAESO CHE £/ N ALFR IS , 15 2R Y &9 (10. 3mmol) .
UPLC-MS (ES", 50IR1E) :1.53%3 %0, m/z 230.8[M+2] ",

[2126]  1- (4-jR-2-HEE-FK3D) -2- RT3 (CHI3E) Fipklidd ] k- £

[2127]  [A)1- (4-35-2- FRSE-OR3D) -2-F8 0L - 2 (2. 15g,9. 39mmo1) FUDCM (30mL) yARLH I
APKIE (959mg, 14 . Immol) o BHATRISHIZE0°C , AR JE i A | 2 — H AL ELT (2. 00mL,
14. 1Immo1) f¥JDCM (10mL) ¥R « SR T B IRAE 0 °C N HERE30 5, SR /0 =10 N e RE 18/ NI o
AFRF iy, R BIFREUL S (2. 228,6.4Tmmol) , S TCE IR . UPLC-MS (ES®, 40 FR1E) -

[2121]
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2.43%558h m/z 345.0[M+2]",

[2128]  1- (4-jR-2-F3E-2838) -2- CRUT 3k (C 3D FRbe st ) St - %

[2129]  #E0°C T, HMIE L8 (32. 3mmol) JHNTL- (4- 5 -2- FHEE-OKHE) -2- DRCT 3t (T H
B HRE AL A - 201 (6. 47Tmmo) [19MeOH (20mL) 57 R o B S AE0C R B EE L/ NI, SR
FERT FHEFE3 . 5/NI ACHRFFAliAY , 15 BIFREUE 54 (6. 26mmol) .

[2130]  'H NMR (400MHz,CDC1,,8) :7.40-7.38 (m, 1H) ,7.33-7.36 (m, 1H) ,7.28-7.29 (m,
1H) ,4.89-4.95 (m, 1H) ,3.75-3.68 (m, 1H) ,3.50-3.40 (m, 1H) ,2.33-2.27 (m,3H) ,0.92 (s,
9H) ,0.07 (s, 6H) «

[2131]  2-[1- (4-7%-2-F3E-OR30) -2- DT 38 (TR MRS ] S - £ 3] - |
Wh-1,3-

[2132]  [A)1- (4-7R-2-FHEE-OR3D) -2- DRUT A (3 FERe 3 ) | L - O (2. 16,
6.26mmo1) [JTHF (10mL) 57PN AR FE el i (1.06g, 7. 20mmol) FIT—RFL[EE (1.89¢g,
7.20mmol) o FHEA I SRS (1.4ml, 7. 20mmol) [RJTHF (10mL) ¥4 AR DA SN Hh o 4
JSIAEOC NHEE304 8, SRS AERT Rt 66/ NI o ALFR 18 1o A i i e g 4lif b, Fio-
20 % EtOAcI BRFTIATRPE L, A3 212- [1- (4-7R-2- AL - 2R3 -2- [T 3 () FERES
FEVEIL- K] - s memk-1,3- i (1.55g,3.26mmol, 52 % ) F12-[2- (4-J7 -2~ FHJE-
RFE) -2- DRCT 5L (D) R L] S 5L - 3] Ml Wempk- 1, 3- — il (901mg, 1.90mmol,
30% W) .

[2133]  2-[1- (4-7%-2-F3E-2R30) -2- DU T 28 (CFRY) FRREE S ] S 0 - £ 3] - S| W
k-1, 3- —fi

[2134]  UPLC-MS (BS , Z0fRME) :2.5023 %, m/z 476.0[M+2]",

[2135]  2-[2- (4-7%-2-FH3E-OR3D) -2- DU T 28 (U RY) FREE S ] S 0 - £ 3] - S| W
Whk-1,3- —fi

[2136]  UPLC-MS (ES", JHERME) :2.4853 80, m/z 476.1[M+2] .

[2137]  2-[1- (4-7%-2-HIL-OR30) -2- DT 2 (TR MRS ] S 0 - £ 3] - |
WR-1,3- [

[2138]  B/KE M (55-60% 757K 1,0, 26mL, 5. 27mmol) i &2 [1- (4-JR-2-H3E-2830) -
2- [T 58 (L) PR R A ] A 2 - 8K ] S| Wbk - 1, 3- i (500mg , 1. 05mmo1) [JEtOH
(5mL) JEIR R o B S N P IR AE 80 C Ik 1. 5/ NI, ¥4 A1 2 =i I IR o B IR v et s e 4 A 1
SCX&{ift, , FHIMNH,[FIMeOHIATRE I , 15 B AR L. 554 (243mg , 0. 7T0mmol , 67 % W)

[2139]  'H NMR(400MHz ,DMSO-d,,8) : 7.43(d,J=8.1Hz,1H) ,7.31-7.36 (m,2H) ,4.11(dd,J
=6.9,5.6Hz,1H) ,3.44-3.56 (m,2H) ,2.29 (s,3H) ,0.81 (s,9H) ,-0.05 (s,3H) ,-0.06 (s,
3H) »

[2140]  N-[1- (4-7%-2-F3E-OR30) -2- RT3 (C D) PREGEAE ] S0t - £ 3] -2- 15K,
- IR e fr

[2141]  [A)1- (4-B-2- FEE-2R0D) -2- DRCT 2 (2P FRRERE AL ] S8 - £ % (0. 710mmo)
FITHE (3mL) 73 AN, N- — RN RO (2. 12mmol) o« F0°C F¥r2 - AR FE R B &
(0.78mmol) JIAZI SR H o SN AE0C R e FE2043 8, SR AR %00 D 66/ NI, I i
FINH, C LKA TR K o ALFRIFAlif 15 BhRBUE A (0.38mmo1) «UPLC-MS (ES', AHfRME) :2.44
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4550, m/z 480.1[M+2]7,

[2142]  N-[2- O] 2 CCHED) FRkke i s - 1- [2- i AL -4- (4,4,5,5-PUFISE-1,3,2-
AR - 2- 30 RIL] L3 -2 - AESE - R e

[2143]  FePeE IR R, 4lifb e, N [1- (4- 3R -2- PR3 -OR ) -2- DRUT 3 () iR
PrEE 1A - 23] -2 - AR L - R e it (183mg, 0. 38mmol) 15 Fbrifk & (146mg,
0.28mmol, 73% W) .

[2144]  UPLC-MS(ES", %GR :2.5100%f,m/2z 526.3[M+H] s

[2145]  5-542&-3-[4-[2- DRUT 2 () IR AL A At - 1- [ (2- AR B SE) 4
FILFE] -3- AL -SR] -1 - TR R -4 - AR i

[2146]  $Mam AL 7D, dE— 2P afifb )i, fiN- [2- D] 2 (D) HRRERE L ) a2t -1- [2-
FHAL-4-(4,4,5,5-PUHZE-1,3,2- o5 illle - 2- 35 RIL ] £ AL ] - 2- FE AU - R FE g e
(150mg, 0. 29mmo1) F15- 585 -3- - 1- TR R 5L -nip e - 4 - FRE (T4mg, 0. 27mmo ) 152 k5 1Y,
¥ (0.27mmo1) UPLC-MS (ES”, JERME) :2.2543 81, m/z 592.3[M+H] .

[2147]  5-50L-1-P/RAL-3-[4- [2-F85E-1- [ (- AR IR 3E) 243E] £ 3] -3- FH 3L -
IRFLE TN -4 - FERE

[2148]  PU T ELF AT (IMAETHR T, 84puL, 0. 291mmol) 7 M55 - 23 -3- [4- [2- [FL
TR (D) FRESIE ] A3 - 1- [(2- AR ORI D) 3] £ 3] -3- R - R AL ] - 1- 30K
LML -4 - FHEE R (0. 27mmo1) FTHE (1. 5mL) FAVR T o B S MAE0C Nt 3 /INE, SRS £EDCM
MK ZR153 2 « AHUZE FHER KIS, TIRRBREA T8 , 1o B RO e 4 o i et AR b i e il
L4l , FH0-5%MeOHI DO IR E BT , SR 1t o e 45 1 il 25 HPLC, 15 2 hrdil ik
% (0.06mmo1) cUPLC-MS (ES", 5 F&1E) :1.42%7%,m/z 478.1[M+H] . UPLC-MS (ES", K&
PE) :3.2943 4, m/z 478.2[M+H]",

[21491  'H NMR(400MHz,DMSO-d,,8) :8.69(d,J="7.6Hz,1H) ,7.73(dd,J=7.6,1.9Hz, 1H)
7.52-7.46 (m,1H) ,7.42-7.39 (m,1H) ,7.30-7.25(m,2H) ,7.18(d,J=8.4Hz,1H) ,7.08-7.01
(m,1H) ,6.33(s,2H) ,5.32-5.23 (m, 1H) ,5.03 (t,J=5.5Hz, 1H) ,4.65-4.55 (m, 1H) ,3.95 (s,
3H) ,3.71-3.58(m,2H) ,2.45 (s,3H) ,2.01-1.84 (m,4H) ,1.83-1.72(m,2H) ,1.63-1.52 (m,
2H) .

[2150]  S5jiffhl186:5