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20 ARAEAM ZER 181 Fak , Hor ek i b 8 PEROR S P2 e ph 280 e o
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24  FRARAM R 181K F ks , Hor ek (A A SRR PR I T « S s S A
PRIEAT HRHIPT -

25 ARPAUM R8I iz , H Tk e O A2 il D e -
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941) o BT T TTEE SRR, AEAN R R R 22 R e b 2k 2R KB L 32 Ak 2 5 RIS
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A SR AR L (Prado,G.N. %5 A, (2002) ,J Cell Physiol 193 (3) :275-
286;Bisenbarth,H.%5: A, (2004) ,Pain 110 (1-2) :197-204) . ZZIEKB1 32 AT fih & 5%
TR H B S X AT B S B R M s B s Sl ARG 9

[0008]  [A it , L& 52 R IUIKB L S2 AR B A SCBEE T, CuFEAE AR 110 KO R ps £ 44E1E
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Immunopharmacol 9(6) :653-657;Passos,G.F.% A (2013) ,Am J Pathol 182(5) :1740-
1749;Gobeil ,F.%¢ A (2014) ,Peptides 52:82-89;Huart,A. (2015) ,Front Pharmacol 6:
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R A PE RN S IR AR UE S S FF (Ferreira, J. 5 A (2001) ,Neuropharmacology 41
(8) :1006-1012;Ferreira,]. % A (2005) ,J Neurosci 25(9) :2405-2412) . ZEIIKB1 24k
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NR*\N. 0 S SOFISO, AIFFRZL IR B 2 4 i 1L, E RV AT e 1 - 5/ 1R
C,-Cy- i dk s FriR M 2 BRE S ] DA i A ] — AN ERAT SR S 1IN B 1~ sl A A7 AR
IR 550 k.

[0140] AR 2 nbi st e, N, WAEBOA[2. 2. 1] Pt VAR ZOROA[2. 2. 1] Pdt At
RN [2.2. 1] Ptk — & 030 [2.2.1] Btk

I

3

N
=
N

2 3y

3
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[0141]  RIE“5-ZET7-JeNB 5 2A 5657 A A G IR RN B 1- R AR
Bt -2- PS5 2 SRR AL , B A AN B B e 119 280 , HE A iR 2 i - %
RRIRI—A e 2R 1 e, BTk “6- = 7-Je B 248 v - Nl Cy -INBERS) L, 8-
eI (5- NI Mle- N Bl (e- NIEIZ) -

[0142]  RAE Q55 387 W R N 236 A 20— N5 BRI A I AR E SRR ER 2 2
JFH R FrR BAN T BRSSO R IR AR Ze M) 2 /D — IR A % /D — S UINHWNL 0. S . SO
SO, IR 28 i -k 5 2 Il - IR TR  BA AR G I - T H AT FE 1, 5 - k6 - o5
gL,

[0143]  “5-5k6-JeAeI7 2" N RS R A 56N IR [ BN I B PAZR O 35, O HLIH
HERAN S TTIR IR R G — > I B = IR 88— A Bl =y s 5 S WNWNHATO
2Bk 2 2 il SE AT AR IR AN 6 LA R e — A AN IR - — ik
PR

[0144] SR AFAERTIR R 1, WIFTIR S e A% 4 58 A] DL ik U 1542

[0145]  FiriR5-5k6- e 5 5 A DUE5 - Te4e 05 2k , {9 Qrmensy 5 PR Ar 25 R | i B (1
A 5 CIDK e 56 MRt L | S e B | S L e TR | i Bl TR L wh6 - ST A Oy AL,
ANt e B | AR L |y Lt R AL

[0146]  Ji, BRIAE MR, 15 WIARGE “Zu 0y 5 s H AT A A e A9 B, il an B AR 5
FARFIN B AR GF M 500 F- Ao e e i) o AL, o0 145 HH— SR I O = ERR i
PRI, ARIE L IE B B IE - 2 - 32 LI - 3 - FEMIILLIE -4 - 35 5 sloR B Mg B Al FR g - 2-
B I -4 - FERNANE - 5- 38 5 BRORIE AL A H5 TH-IH e B 5 il R TR R I Fu 15 TH - R FER
AH- DRI L s R TR IGE Gy BE AU 152 - ey L3 -y 3 s iR B gEme FeA4h 1, 3-WEme -5- 5L .1, 3~
IEM -4~ FLFNT, 3-IgEmk-2-3E

[0147]  “BIA8ZE 10T )5 2" M PR A 2 45 A AT 8. 95k 10 IR - H B A DAy Jik
PRIBOR AN R 25 35, 7 H LR BN 8 B 10- TR R IR R A 10—/ S Dk =N IR R
AP =N S FINHNL 0SSOSO, HI 24 it B 2 2 it 1O SE A X
[0148]  WARAFAEFTIR R 1, MR EA8 22 10702 5 5 v] LA il U e
[0149] AR E X, ARTE DIR8E 107024 5 5™ U FH S I AR E .

[0150]  Hp I , AERZL TS H e 51 AR I PR R 225 R T IBE Iy 5L DR e 1L (e Wy I L e
SL GEWy FEmEE 2L IR T IEIE FL  OR Em BE ORIk 5 ORI R ORI E e L g
140 NG (DA SN 1 G 1S~ o s /(R L7 B SN LV O S 2 3 O S 11 LU= o L B SN
WL R R | Pl R 55

[0151] Al FHAAE “C - C,7 N RN 2 48 B 1= 3 A IR EH i, Bl L
28 3R I TR AT, B AnAE “C - C, - K™ (e U B N SCrh R 2 FE A1 23
PR H i -, B 28 3R i - IO B Bk o N dE— 2B PR, PITaoARGE “C -, B Hor
BB BAEATF-E ], l40C, -C,5kC, - C,

[0152] Al FHRAE “C-C.7 N RN 2 48 A 1 = 5 PR EUH -, Bl L
2.3 4RI I BE L, BN “C - C - BEdE IR S B R SCh i A 2 FE A 185
MNEREE BB, BI1. 2.3 45k 5 MR- IO b 5L o B i — 2D BRAR , TR ARG “C-C° N fige
B A A B AT 18, il 40C, -C,.C,-C,.C,-C,C,-C,C,-C, K C, -C, o
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[0153]  E5E 3L “-00, ~C,-HEHE" I bR SO FHRIATE “C, -, REERfR Jy LA FLAT 13 34>
ABREHE R, BT 28 34N S F 1 e

(01541 2fsfblity, IR T 1C,-C, i 2K C,-Cy bt C,-Cy KB L “C, -, Hi B ek
“C,-C, kAL

(01851 b, AnARSCHT ), AEASCHR s R 0 T AR “C,-C7 REPRR O S F LA 3 = T
PREH OB 57-, BI3 4.5, 65 TN 51 EE AT, AN “C, - C - IABEEE™ e S B NS
L RN R AT S TMAT BR A H R 1, B3 4.5 63l 7 Mk IF IR b BE  NsdF—
AP Wk AR “C,-C7 BEfgRE oy HA AR AR Y8, B AnC, - C. C,-Cy1C,=C, . C,-C
C, ComkC,-C.s FFAlEC,-Cyo

[0156] A, UnASCHT Y, ARAE “Cy-Cy™ , WA SCARHR T IR , I ANAE “C, - C, - BB EE™ 1Y
JEXC BRSO, R R 3 A TR A 51, B3 Aslb MR I IR b S

(01571 25—/ FIER , Frdk Ve AR Pk e Bl N A B AME AT T

[0158] {5 4:

[0159]  “C,-C,” FIHHC,C,nCynCynConCynC,-CynC,-ConC,-Cyn €, -Cyn €, -Cyn €,y Cyn C,y-ConCy-C
C,~C4+Cy=CynCy=ConCyCynC,CenC, - CAIC, -Cy

[0160]  “C,-C,” E3FC,+C4CynConCynC,yCinCy=ConCyCynCymConCym ConCyConCyCynC, iy
C5$HC5-C6;

[0161]  “C,~C " 4C42 C,nCinConCrnConCyn € g CymC g CymCynCymCynCy=ConCy=Cyn Cy = Con Gy
C;~CyCipnCyCynC,y=CynC,y=CnCy=CinCy=ConCymC g Oy~ Cyn Oy Con O Con G ConCy = C v Cy = Cyn G-
CgnCyCynC.mC ynCrmCynCrmCyn Cy=C o+ Cy~CoIIC,-C 5

[0162]  “C,-Cy” fIHC, €2 ConCynCynCynCymCgnCy =€ Cy~Cyn €y~ ConCy =€ Cy = Cn €, =Con €~ G
C, C+C;mCgnCy=C,nC,CynCy~Cyn € ~C AIC, ~C5

[0163]  “C,-C,” f4HC,CynCysCynCy=CynCymCnCy-CynC,~C o C, - CATIC, -Cs

[0164]  “C,-C" FIHHC,+CoCynCrnCnCy=CynCy=ConCymCnCymConCom Con O Con G G Cy - Cyn Gy -
C,MIC,~Cy;

[0165]  “C,-C.” fU$EHC,+C;+CyC;nC,ConC,~ConC,~ConCo-CnC-CFIC, - Cos

[0166]  “C,-C,” fU$EC,+C;+C4~C, Cy~C,~CHNC,-Cy;

[0167]  “C,-C,," FHHC,\CysCynCynCynC g CymC s o= CynCsmCon Oy~ € C, - Cyn €y ~C o n O~ Cyn G-
CgnCyCynC.mC gnCrmCynCrmCyn Cg=C o+ CyCoMIIC,-C 5

[0168]  “C,-C,," FHHC4CynCynCynCrynC=ClynCymConCymCyn G~ ConC=C g C,=Cyn Cym Co G-
C192Cq=CyMICy=C, g0

[01691 AT 1, ARG “BS A REPT S F8 A SO H S B 15 L — S i B AR e )
SRl Rl i, X R R e - 3R, 0t e S TRl (FRERR I D)
AL [ (D) BEdE ) S [ Ui T30 lipedt ) Sl 3 . ORERRIRED) 5L [ (4- L
IR AL ] S L [ (4-TRARED) B dt ] Sl | [ (4- AHEEATE) Rfipe Ak ) S0k L [ (2- R
B0 ML) SR [ (4- N EEATD) e R ) S EE L [ (2,4, 6- = N ERZRED) e ] St
[(2,4,6- = FHEAIL) e AR ] S L [ (4- B0 T FEAT) M e ] SRR [ (4- AR BRI i
[z =

(01701 3= (D) ISP T LAVE Rz 3R AR R A7 A o AR B RN Eo AR =X (D) I & 410
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— PRk Z MR R AR R A (D a9

[0171] & Palc A ARTE A R AR E SO &1, AR AE ISR EL B
MRz S P — ek Z FhiAl 7 2% .

[0172] A& “w =X (D M EPRIA AL 22 2R 58 Oy A (D &, R
ERIREE B B S — sl Z PR A 2R

[0173] SRR “ERIRLL I S FrX BRI Az RO EL A, Hom T HRSR A ARy 5 N
IR Z R RIRFEREIA T “Isotopic Compositions of the Elements 19977 ,Pure
Appl.Chem.,70(1) ,217-235,1998, Haii st 5] FHIF AASC .

[0174]  OFERIAIAZ RIS FE 20 S0 S8 Bl S I 9 S DL RT L R A e 12 )
7 2%, 43 I (G0 HGR) < 1'eL P14, PN 0,100 7P PP S L MS LS L0 L BR L 0T
82y 1287 1247 1257 1297181

[0175] iRy AN/ sl B A SCRR E BaiE , i = (D ISP — Mk Z Bhinlfz 22k
D& T LUt (D) LAY o Ferhf N —ak 22 R v 17 7 & B ok oy
(D SRS 2222 4R T TN 258/ sl A R A . X e m i Z= T
BTN AS DU 0 B 2 o 1 P - S L7 R PP e NG R (D [tk
Wy e R (D) (LA A7 R AT T4 i 5 R o & 5B e 2 (D (b &
Py rl IR PR AT S R 7275 SR B 54

[0176] 3=, (1) MM S IR 22 A AR 5 AT e AR AR AR B3 2 R 5 75 (Bildne
AT T SR/ sl STt R (R IREE) P [l Az 222 A (D0ade & il AR T ik
T 28 o B TP i AL, AR R85 00 1, SR A DL 0R AT LB EE B AN S
A N T 5 X B A PR R o S R T N FR AT A« S g A p
BTSN U PR R AV SUAAE NS i bsf] (BIP PtAIRN) 7] 11
O REHII R B TR S o & PTG RTR S il G A B e ] w34, 491
4IC/D/N Isotopes,Quebec,Canada;Cambridge Isotope Laboratories Inc.,Andover,
MA,USA; #1CombiPhos Catalysts,Inc.,Princeton,NJ,USA,

(01771 R “EruiuE=X (D & & SCOhE= (D &, Hh— el A 2R 14
— A ERZA U AR, Hohad = (D S R AL E U B TR AR B,
£9750.015% o, £ 5 X (D &P, X (D S PrA AL E 1 U
FEFEITAN E (— ) 5 110%.20% 30 % 40 % 50 % 60 % 70 % 180 % , {106 i
1°90% .95 % 96 % 597 % , - 5 B = 198 % 5099 % o AT LARER , T iR B L1
A —AE AU B R

[0178]  K— ol 2R R R e il =0 (D e S ] e s 22 PR T (il n
MR [C.L.Perrin® A, J. Am.Chem. Soc.,2007,129,4490] ,H#)& [C.L.PerrinZF A,
J.Am.Chem.Soc.,2005,127,9641] , 5=/I8PE[B. Testa®: A\, Int.J.Pharm.,1984,19(3) ,271]
/8o -SRI AT S BRSPS A P b B 5T B A P A 1 ) A2
o X B T RE B LG T 0, DA LR 1B 00 N T RE S 0E ) « &84l 1T R
Fb 4922 1 AR 2R R AR TG B B4 (A E .Mut 1ib% A, Toxicol.Appl.Pharmacol ., 2000,
169,102) o BRA LG 52 5 X Se AT i =X (D A SR 253807 i 32
AT B A A HEE2N o AF—2IF 00 N SRR D Bl ER TR s SR
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B s F BB sE 7 s RO g sl (Bl an s FHF : A M. Sharma® A,
Chem.Res.Toxicol.,2013,26,410;4K7EFC:A.E. Mutlibf A,
Toxicol.Appl.Pharmacol.,2000,169,102; & & @E 5] HIFARSD AFFHAMIEI T, 5t
R 3 B E PR A SR 3 A5 R (S i - e S N o B I R 2 AL B4 e
TR AN 4 B R WA BB AR AT B I8 N o X AT B T BB B VB FH AN BB ) D, 1X
IR T 5 2t S I 25 ) )2/ 293805555 2 o ML-337 (C. J .Wenthur®5 A, J .Med . Chenm. ,
2013,56,5208; 1@ 5] AR FIB 24+ (K. KassahunE A ,W02012/112363 ;114 5]
NSO FE1Z TSN [ S o i 4l T FARAR O, FFR AR RO 2 S B 20 2k B
MAK A4 S I5EBRR (N2 %5 .F.Schneider®: A\ ,Arzneim.Forsch./Drug Res.,
2006,56,295; FHIPLH5 . F . Maltais®: A, J.Med. Chem. ,2009,52,7993; il 5| FFH A
) o RARIZU TR Z5 P R B R A BRI S 2552 3K (91 4n b S I i RO AR A 711 e
BEARRIFIER A1/ 2R P A AR A 01 3

[01791 3= (D) LGP T B RUBBGE 2 AR i D T i e B PR B A
PR IIE T, AT B o) — sl 2 A - SR 2 g =X (D &4,
KAl , — Mk 2 it (D S — A sk AU v SR 2 R/ shs
Tz (D SR AR g ARmE AN (4 22 P FBGE A S I

[0180]1  ARJEH H 5 ik m it H5 o SMHIETR S W PR - A A, il o D' e 1
PR R B A I e AL A, sl i T S A IR S AL A o 12 2 TR I S APPSR
T OB AR  HORE RS A TR AR IR o J N R AR IR A AT R T A I
PN/ Sl 22 e, ol A0 0 R0 5 iR o 6 ik ok ko oy g S it o3 B A e AT TR B
— AR AU SRS, A3 S T XTI S A pA R PR IBO AT PRI o — PSR 43
B AR T 00 AR TE A A TR AT A S O D TRtk (Bl anF-1k
HPLCAT) , AT 81 s A BELURE RN I S AL AR 1) 43 B i K AL o 3 5 T HEHPLCATE /& FDaicel
LR, BldiChiracel ODAIChiracel OJ5%, FirA 34l AR E ] o AE A TERANEA THT2E
RSSO |, AT Aoy 5 o R, P (0 D m P ORI T 5 Bk kA A L B
PCFIR A

(01811 Ny B AFI ST S A R AH I i, 225 T TUPAC Rules Section E (Pure Appl
Chem 45,1130,1976) , Hp T AASE

[0182]  L4h, A LWL S AT LA B A A R T A A

[0183] AL BHEEA L I S RT A AT Re B A f, HAED B — AR A Rl iy
WA SRR LI B S.

[0184] AL BHIR IS MANASLA T S YA HTE R, Bl aoKE Y a7 g, k5 o)
JEZTF A L

[0185]  MASCrfil AL 5 £h 2 5 W K G W A Wl ) S B U, N P
MR FOR G AL 2 ) AR KSR .

[0186]  “FAEMEW B “FeEM M i — ME G e BRI, n LA MR
TR oy 2 A Al RS ) A 3697 71

[0187] AL WA S a] LUK S sl ia e e A4, erp A R Bk S W& A 1E
NPT S A I G5 AL 2R AR PRI A, 5 B I K PR 5k OB AR MR AR A2 7K
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AT DU T B AR A T R LU A7 A AR TR AT (BTan, K& ) rITS O

EVISERYIEIRS IR/

[0188]  SiAN, A AW A1 AT A BB X AFAE , 491 An A B Akl iy i I e A 12 5 1 119
A, s EZ VAR IS A AT Bk #h nOAE S 8k, O A L o U 26, 45 AlE 22
R R 257 bRz AL e LN, .

[0189] Rt “2577 I AIEEZ (M7 & Fa A L WA S PRI AER Jo 5  CATL s A HLER Nk
Eh N, Z WS . M. BergeZ: A, “Pharmaceutical Salts”,].Pharm.Sci.1977,66,1-19,F
WL 5 TS AR B S Y B 1) 2577 b T2 1 3 il D& B 4 sl EA s
AR T IIBILE BRI AL B S PR sk sk, a0 5 oAU ol S5 A HLRR I i sk
£ I TN LR 91 n R R « SRR « TR IR W bisul furic acid BERREKASER , FTil A AL
FRIGIUTHTR « LR OB TR IR s — SRR~ T R W CUIR W PRR s T—HifR « AR
KR KL 2 - (4- BRI L) SRR R I TR AR PR BE N TR « A iR
(digluconic acid) «3-F25E-2-ZE IR JARR  FMR  RIRBRER 1 IR « 3- R FE PR R
PR IR TRIR « 2 -SRI C AR A FRIR « A AR « — 91 FR TR « T —BiBEmilR  CRHFR RAHIR -
X FHORTERR  HHRETR 2 - 25T PR 25 IR R I R A AR RS A R VAR TR TR LR TR
PR HRIARR P RTR L O R R LR IR Vi SR D - AU HHRR R DA IR A B
PR « H IHRIR 2R I K AIAIR iR (hemisulfuric acid) B isER -

[0190]  534h, RAERVE AL I S 5 — B i i 25 1 AT ez (3 2 ik Jm Eh 1
QnenEh el L IRt Bl an s Eh sk e Bl s S IR A A R e R S R A AL
BREOER , Blans an MY BTRO SR N- RS R . — LR - LA AR . AT
B 1,6- O ORI SRR A LR L 22 &y . — R R U R e e R
fi7  sovakfiifis 1-243L-2,3,4- ] =7 IUAN, SRR 3ERT AT DL a0 MR qt AR St b
S e (Flan 3L 5 ESHT T S R A ) 5 TRt e 5 (Uil
TS IRER R R T ERAIER KRR s KBE e (A ZS L AR (A
A TR S A A ) 5 e S et (I =S 2 A M Aok C =R A )
£

[0191]  R&UHE AN Sl AR, BT S PRI ER sk h nl i i 28 p 2 Fh i
HUT R AT — P TR S S50 Y 1 JC LR B A LR SR Kl 65« 5, AR B
FRIEA S PR I AR 1< J&m 3k AT A28 e & AP RS TE A A AL & 5 i M R
IR SIS

[0192] AL BHEFEA LA YRR A rTRe L, AR R —Eh sl At Sh 1 AR R Ee i
EERGY.

[01931  ERAESSA W, 75 A A WIS il F5 5 A A I S A 4 S Tl S A 44k L A7
TR K EW IR SR e IR S .

[0194] QAT T, ARGE “PRN PIK R ER” RERAR A 2 F8 & A IR sl L A R W &
WO AT 7K ARIFIES , BT A N ARG S A PN B M T 7 A BRI SR 1) 24 R 4%
IR o 18 FH RIS 2575 1 AT B2 IR B I b B IR R MR e BRI R e 258, o
AR, C, - C i S B B, I H S BE FHER , ©, - C b M S Bk FHER , 481 i T e Sl L
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i, SRIK Z FHBEIL R, C, - CIATE S B - B AR AL - C - C B 5 TS , BN - A BB i L OUTR L 1, 3+
TSR IRIRG - 2- FREE IR, Bilan5 - FRE -1, 3- A2 BRI - 2- TR AR, FIC - C - e s
BREIECRE, L - AR AL CFR B AT AR B S A TAT R IR B
TR AL B S PR N AT K R I TS G 45 JCHUBRER (B Q0B TER) « [od ME S AR e LA AT
FH T PIT IR R AR PN 7K T I S Bl B AR B AR AL 50 o Lo e S e S Bk 1) S 81 0 i
O A L 3k (acetoxymethoxy) 12, 2 - — F L Py ok 5, 38 HH 3k (2, 2 -
dimethylpropionyloxymethoxy) . 5583 AR PN AT 7K AZ IO MR 10 25 AR st B B Al e I 2
IR FEpE AL DR £ I B AR R HH BB AR I I3 e e i (LR e R R )  —
BEIE L AN (Tl R R O L) -N- B U AL (DB Al U R R) « i st
SSECFEAR L O AR B FETA 2R -

[0195]  HeAN , A A B B4 AL B S I B AT e &5 2 Uk 22 i 0, LR R —
2 Z T 2 AT B L BT S -

[0196]  ARIEEE—J7 100, AL W i = (D &4

(01971  Hrp,

[0198] R,

[0199]  « JRIE,

[0200]  « 5-5k6-JraR Ty L, HAATIRS - Ju 28 5 5547 1L 2 3oy e S SN NHAOT
ZeIR -k S 2 AL, O B R ETR6 - o0y B S AT Lk 2 N AU -, 56

[0201] < S 1. 283y gk FINHNL 0. S SOFISO, 11 2 i - Bl 5 2 i1 S AT
RO 10T0Z8 5 4,

[0202]  HCrR G (1) AT iE ST e R U

[0203]  AfELEr 2 (D e &8, Hk

[0204] RUYtZE.

[0205] < JR3E,

[0206]  « 5-uk6-JraR Ty L, HAATIRS - Ju 28 5 55 AT 1L 2k 3/ oy e S SN NHATOT
ZeIR -k S 2l AL, O B R ETR6 - o0y B S AT Lk 2 N AU -, 56

[0207] o 5471 283N G I NH AN 0 S SOFNISO, A4 I 15k 5 44 51 IO BL A
R9OZE 107028 5 4,

[0208]  FHLrFRR YT REAE— ANk 22 AN IR A 1 2 M R A RO B BER B, 3
HRRFEC,-C, - Hidk C,-C - BB Ik - (C,-C,-MikedE) - (C,-C-FAkidb) .-0C,-C, - Kidk. -
0C,-C, - PRBLEE (X 2 BkCN, A1

(02091 Hrb gy, 4poRR MR 5 -T2 TS BB - 5k 10- e 05 B, NIFRR (AN ER
RUR T AEAFAE AT R BER PHUAR , RS C -C - Jdt L - (C,-C,- MkEdE) - (C,-C, -
B3 ke, -C, - FRbEEE, Al

[0210]  fiRR“RFEC, -C - b ke C,-C - FRbEdE - (C,-Cy-WikedE) - (C,-C.-FRbedE) «-0C, -
C.- ik -0C, - C, - BRECHEAN/ SRR R AC, -C, - ik - (C,-C,- MEKEHD) - (C,-C,-FRAIE)
B C,-C, -G,

[0211]  JNPfFRC, -Co- kit Cy-Co- 3RS EE - (C,-C,- AL dE) - (C,-C - 3K dE) -0C,-C, -kt
JEER-0C, - C, - BB sy AT iy — 1 1k 25 AN 3tt S 36 1 FRE L OHL OR RIF R RU B Y
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eyl

[0212]  RUEA S Fadamzt (Dt SHIF 2 S

[0213] iR fhaeityim= (D k&9, K

[0214] R,

[0215]  « 6504407 5L, Rl S b e 56 vy B oMo

[0216]  HHFTARR T rE— Ak 2 MRIET-Ab i 1 s 2 M A [ (PR BER  HU, 3
HR'RFEC,-C, - Hidk C,-C - BB 3k - (C,-C,-MikedE) - (C,-C-FAkidb) .-0C,-C, - Kidk. -
0C,~C,~PRbE 1] KON, Hil

[02171  JFLHFRARC, -C,-HiE . Cy-C, - IRLLEE L - (C-Cy- MEATHE) - (C,-C,-FRKEED) L -0C,-C,-
JEAER-0C, C, - PRbEH i AT — A 2 Ao Hbadk 1 O OR AP R HUARSEHUAR s - 1L
Hrh

[0218]  R'EA S bzt (D) ity SHIFI 2 S

(02191 iAfheit = (D k&9, K

[0220]  RYRFEMEE L, R ALEMENE - 3-8, HATLRAE— ANk 2 AN 7404 1 sk 2 M ok
AR IR B, Fe PR FEC, -C b3t O, -C, BRBEdE - (C,-C,- ket - (C,-C,- R
BedE) «-0C,-C, kit -0C,-C - Phidk 15X FZukCN, Al

(02211 H PRIk 5 D — AR IR EER ™ (i e f7 TR 5 1 B - 3- 5 5%
SR ORI (L,

[0222]  JLHIFRARC, -C,-HidE . Cy-C, - IRKLEE L - (C,-Cy- MEATHE) - (C,-C,-FRKEED) L -0C,-C,-
BEREAN-0C, - C, - BRI M AT 4 — ik 24Nk b gk 1 OH L OR RIF TR SR LU s - L
Hrh

[0223]  R'EAS Fadamzt (Dt SHIFI 2 S

[0224] iR fRaeity = (D b &9, K

[0225]  RURFEMEE L, R ALEMENE - 3-8, HAFE— Nk AR 140 Lk 2 IR oA )
(R EER AR, bR MR AR AL £ FE IR T3 FI A L 5 = e e,
1- 5 OHE T, - TN k2, 2, 2- =53k, A

[0226]  HEUARIE sk 5 D — AR IR EER ™ (i e f7 TR e 5 H BT - 3- 5 5%
SR R (X

[0227] iR fhakeity = (D b &9, H

[0228]  RURFEMEE L, R MENE - 2- 58, HATHRAE— ANl 2 AR 7404 1 sk 2 MR R
AR BUREER B, Fe PR FEC, -C i3t Oy -C, BRBEdE - (C,-C,-ikEdE) - (C,-C, R
BeH) L -0C,-C, -kt -0C,-C, - FRBid <] ZukCN, 1
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39



N 115137726 B W OB P 98/498 T

SRy v AR R K - S e o (B S DA R B I NP K VAR
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[0501]  ROPFEH.F.CLE L, b 2 HEF , Al

[0502]  ROFIR"4L3EH,

[0503] AR — 5l , AL B aE = (D &, Hop
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[0510] ALK HAR—/ Mk 7y Sk s =X (D i &9, Hor

[0511]  RURZEMEMEIL 5 B e - 5- 55 | HLAE —ANal 22 AN -Rb ik 1 2 AN ] s AN T
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HAH S BBS 1RO, R

[0577) FLHFITIRC, ~Cy K HERI-0C, -C, - e My i) 25 MUt PR,

[0578]  RURFEHELF, F5 B2,

(05791 ROPFEH.FCLefi T I SEHF AT

[0580]  ROFIIR'HRFEH.,

[0581] AW — MRS S Mol (D) 1o &y, Horp

[0582] RO Lk 2 MR AN AR BRI 2R, FE R RERC, -C -tk 0C, -
Cy kit FuCL, i

[0563] Lo RFRIR IR AR 5 b — AL RAC, -C, -, -0C, -C,-BdEskcl , 1)
FARBER: TS 555 T IO A B BIS 1ROz, R

[0584]  FLrAfTIARC, -C, - K FEFN-0C, -C, - be Rt M T i 1 2 54U U

[0585]  RMCFEHELF, H5 B2,

[0586]  ROPKAEH.FCLefi I FF I SEHF A1

[0587]  RFIR'HFEKH.,

[0588) AW — MRS S Bl (D) O &y, Horp

05891 R*FRAH Lk 2 MR s AR B RER ™ U Rt FrpR™ R C, -, - Sk oC, -
Cy ki FuCL, i

[0590]  Hp SRR AR IR Bk 55 D — TR ORI LR, MR AR 7 T4 5155 110
HAH S BBYS 1RO, R

[0591]  FLrp AR TR U R A s b — AR EUR AL REC, -C, - B4 . -0C, - C, - Bk ske T, )
FARBER: TS 55 T IO A B BIS 1ROz, R

(0592 FLHIFITIRC, ~Co ke HERI-0C, -C, - et My i) 25/ M PR,

[0593]  ROFRFEHEF, $ ) J2H,

[0594]  ROPKFEH.FCLef I FF ISR, AT

[0595]  RFIR'HFEKH.,

(05961 AW — MRS S Bl (D) 1O &, Horp

[0597)  RAFR A1 k2 M SR P U AR IR AL, O PR PR TS =TI,
= JFUE P, A

[0598)  Hp I R ARINAR Bak 25 D — MR ORI LR, MR AR 7 T 555 110
HAH S BBIS 1RO, R

(05991 HHRIMRFT AU SLk 28 > — AR IR S T = 5 T, = T Ske
M EC (R 7 TR 505 T BRI FE BEARORRIST T IO, i

[0600]  RPFRFEHELF, 15 B2,

[0601]  ROPFEH.FCLef I FF I SEHF AT
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[0602]  ROFIR'FLFEH.

[0603] AR Jj— 710, A& Wi = (D 4, Horp

[0604]  R'PFEMEIERL A E - 3- 3, Hamm X, (D) AT ST, A

[0605]  RMRFEATERLHNE -2- 5L, 45 B S L,

[0606]  HLrhR* gL, (1) T iE IR IR,

[0607]  R*RFEHERE, 45 B JEH,

[0608]  RPCFH.F.Cluk FEL , A EHERF , F11

[0609]  ROFIR'FLFEH.

[0610] AL BHR—/ M S0ty sl X (D k&, Ho

(06111 RURFEMEIE L, F BRI - 3- 5, AT BefE— Ak AR A1 52 MR
AFITHUREER B, AR RRC -C, - 54 C,-C - FRpE A - (C,-C,- KT - (C,-C-Jh
BEED L-0C,-C,- btk -0C,-C,- FRK AL 1<) Bk ON,

[0612]  FLHHUARIE S 2 D — S Frdk U C e (7 TR e 6, Rl 2 mbme -3- 2 501
A PERE BRI - Xz, AT

[0613]  HLAIFTIAC, -C, - HEdE . C,-C - IRGEIE L - (C,-Cy-kEIL) - (C,-C,-FRKESL) -0C,-C, -
JEHEH-0C, -C, - PRGE I AT — s 23y bt 1 O OR RIF R R FEIUAR,,
(06141 R FATLe 7 1 5 2 MR s A F R IER™ U 2R 38 Hh R R FEC, -, - B¢
3.0C,-C,- itk FEkCL, Al

[0615]  H.rfirikC, -C - e A1-0C, - C, - b S phar Mo T4 1 22 5 AN TR

[0616]  R*RFEHERE, 45 B JEH,

[0617]  RYRFATREH 1 ES MG TR IC, -C, - B,

[0618]  RPCFH.F.Cluk FEL , e A EHERF, F11

[0619]  ROFIR"FLFEH.

[0620] AL BHR—/ M S0t 7 sl X (D k&, Ho

[0621] R FEIEIEEE B ARG - 3- 56, AT A — AN AR T4 1 52 AR TR B¢
IR IR “HUR, FE PR R FEC, - C, - dk - C, - BRbEEE - (C,-C,y- EEEE) - (C,-C,-FF
BEAE) L-0C,-C,- bk -0C,-C,-FRETEE 1 KON,

[0622]  FLAHUARIE S 2 /D — N Frdk B C2e (7 TR e 38, Rl 2 mbme -3- 2 501
A PERE BRI - X, A1

[0623]  HLAIFTIAC, -C, - i dt . C,-C - IRGEIE L - (C,-Cy-kEIL) - (C,-C,-FRKEEE) L -0C,-C, -
BEBERI-0C, - C. - BRbe Ry M AT el — ek 22 AN s 19 O OR IR A AR LU
[0624]  RARFEH 1k 2 MR B A A U R R 22, LR R F6C, -C,-Bidik .0 -
C,- i3t FukCl, 11

[0625]  FLH AR ATk iU 5l 2 D — A Frk BURELEF, ML e 7 TR 50119
HAR i B B I AR, i

[0626]  H.AfirikC, -C - BedLA1-0C, - C, - b Ephar Mo T4 1 22 5 AN TR

[0627]  R*RFGHERE, 45 B JEH,

[0628]  RYFATREH L ES MG THURIC, -C, - b,

[0629]  RPCFH.F.Cluk FEL , I EHERF, F11
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[0630]  ROFIR'RZH.

[0631] AR & IAR—MItak 5t /7 s s = (D i &, Horp

[0632)  RURFMENELE , FE M -3 4 SAEREAE— o 2/ BRI ALBEL 2 AT ok
AR BUREER "B, H AR RFKRC, -C- Bidk .Cy-C-PRbEEE - (C,-C,- EKERY) - (C,-C,- R
BEdE) +-0C, -C,-Hidk . -0C,-C, - FRbE 5L B BN,

[0633]  FCrp AL Bl 2 D — S Fir ik BURE e iz TR mbne 55, Rl & ene - 3- 2L 501
(PR o e R Ok - (PR 5 T

[0634]  FEHFIARC, -C,- K73 C,-C,-FRkEEE - (C,-C,-WikEAE) - (C,-C,-BREHD) +-0C,-C,-
JEHER-0C, C,- B St AT e i — sk /Moy G 1 O OR FIFIRIEHR LU,
[0635]  REFRFE 1 k2 MR sl AR B EER™ B AR 2R3, e rhR* R FeC, -C, - bidk . oC, -
C,- itk FekCl

[0636]  FLAR AR AT AR sl = D— AT U JEC - C- i Bk L -0C -C. - e FRkCL, )
8 R v AR R N 2 S e B DB SR S SRS 2 91/ R P K VAR

[0637]  FLHIFTIRC, -C, - KL FEMI-0C, - C, - He iy AR de gl 1 2 536U 1 I,

[0638]  ROPREEHELF, K5l /2,

(06391 RURFATLEM 125 MR T HURITIC, -C-hedt,

[0640]  ROFRFEH.F.CLuk I, K55 Z2HEF , 1

[06411  ROFIR'RZH.

[0642] 7R & IAR—MItak S /7 s s = (D i &, Horp

[0643]  RURFEMEE L, R MENE - 3-8, HATLRAE— ANl 2 AN IR 7404 1k 2 M R
AR B, HHRMREEC, -C - K5 C,-C, - Bk - (C-C, - MikEdE) - (C,-C,-2F
BEED L-0C,-C,- btk -0C,-C,- FRK AL 11 Z kN,

[0644] o rp s BIARIE Fp ) — e iz TR nE 5 , R L RE - 3- 25 5 70 [ A8
ST VEREIIR R RO, A

[0645]  FEHITARC, -C,- K73 C,-C,-FRkEEE - (C,-C,-WikEAE) - (C,-C,-BREHD) +-0C,-C,-
BEELRI-0C,-C - BRATERN T A E 2 — A8l 2y b2k 11 OH OR VRIF (R IR B IR,
[0646]  R*RF 2 M AR EU R SR U R AL , FrPR* R 3EC, -C, - 4¢4E.0C, -C, -
Ji Ak JFAICT, Al

(06471  FLrhdn R R B sl 22 /D — S Frik BUREE AR, W AR e i TR 5555 -1
AR R IR I - HO Rz, A

[0648]  FLrR 4R ATk VAR sl 2= D— AR U J2EC - C- i Bk L -0C -C. - e FRkCL,
8 R v AN R N 2 S e B DB SR S SRS 2 Y/ R P K VAR

[06491  HHITIRC, -C - BEBEAN-0C - C, - Ky AT 08 4 1 28 54U B,

[0650]  RPHFRHEF, F5A2H,

(06511 RYRAATLEME 25/ MIST T IURIC, -C - HEdk,

[0652]  ROFRFEH.F.CLuk T, K5 5 Z2HEF , 1

[0653]  ROFIR'R7H.

[0654] 7R & IAR—MItak St /7 s s = (D i &, Kb

(06551 RURFEMEmE L, R MENE - 3-8, HAF— Nk 2 AN 140 Lk 2 IR A )
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OB EER IR, B PR ARG TP RE L £ 5L PRI L VB T 3 R R
1- 5RO EE 1, - A EEEk2, 2, 2- =5 5L Al

[0656]  FLHHUAIE S 2 /D — N Frdk U C e (7 TR e 36, Rl 2 mbme -3- 2 551
AR A S R IR - B, Al

[0657]  R*ZHk 18k 2 AR B AR R IER B 2, HE R R AR L = S L,
AR FEkCL, A

[0658]  JHrp g iR pirat (AR ul 28 /D — NPTk RS2, e (67 T4 2R 54 11
HAR i B B I AR AT, i

[0659] AR R FTiR AR Bk 2 /D — N Fr R U 2 FHARR L =3 FH A L =l S R kL
LI Byt ivam B S22/ B2 LS Th e Rl B SO S A L 2 S/ R RIS D K VA

[0660]  R*fXFEHERE, 5 B JEH,

[0661]  RPACFHF.Cluk FEL , e A EHERF, F11

[0662]  ROFIR'FLFEH.

[0663] AR J)— 510, A& W i = (D 9, Horp

[0664]  RUFCFEHEIE L, Hr B0 - 2- 3%, i (D) Fh T e U s R,

[0665]  RAMRFEAFEEEMEE - 2- 55, 15 BIERRE, Hodnim =X (1) b R TRE i U

[0666]  R*JRFEHERE, 45 B JEH,

[0667]  RPCFHF.Cluk FEL , A EHERF , F11

[0668]  ROFIR'FLFH.

[0669] AL BHR—/ M S0ty ksl X (D k&, Ho

[0670]  R'ARFEMEIEEE B ARG - 2- K6, AT A — AN AR T4 1 52 MR TR B,
IR IR “HUR, FE PR R FEC, - C, - dk .- C, - B EE - (C,-C,y- TEEEE) - (C,-C,-FF
BEAE) L-0C,-C,- Bk -0C,-C,-FRLTEE X KON,

[0671]  FHUARIE S 2 D — N Frdk U e e (7 TR e 358, Fp il e mbme -2- 2 551
AL A S R IR - B 6,

[06721  HLAPFTIAC, -C, - Hidt . C,-C - IRKEIE L - (C,-Cy-kEIE) - (C,-C,-FRKEEL) -0C,-C, -
BEBRERI-0C, - C. - BRbe Ry M AT el — ek 22 AN s 19 O OR IR A AR BE U
(06731 RPARFEH 1k 2 MR B A A R ZER ™ R 22, LR R FEC, -C, - B dik .0 -
C,- itk FukCl,

[0674]  Frh g iR iR UL a2 D — AN PR U RS/ C - C, - i3k -0C - C - e ik sk L, T
FAR e 7 TR 5 1 I BB o0 2 Bt - Iz, A

[0675]  H.rfirikC, -C - BedLA1-0C, - C, - b phar Mo T4 1 22 5 ANt IR

[0676]  R*RFEHERE, 45 B JEH,

[0677]  RYFATREH 1 ES MG TR IC, -C, - b,

[0678]  RPCFH.F.Cluk FEL , A EHERF, F11

[0679]  ROFIR"FLFEH.

[0680] AL BHI—/ M Sty 2 sl =X (D 1k &, Ho

[06811  RURFMEIESE, F B ML IE - 2- 5, HAT BefE— Ak AR A1 52 MR
AFITHUREER B, AR RRC -Cy - 54 Cy-C - B - (C,-C, - MEKEAD) - (C,-C,-Jh
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BEED L-0C,-C,- btk . -0C,-C,- FRkr AL 1] Z kN,

[0682]  TLrf iR AL il — e e (o7 TR e 2L, 25 BRI IE - 2- 36500 - AU Ll
SRR I, A

[0683]  FEHFIARC, -C,- K73 C,-C,-FRkEEE - (C,-C,-WikEAE) - (C,-C,-BRKEHD) +-0C,-C,-
B HERI1-0C,-C, - PREC ST M AR — A3k 20 Moy Mgk 1 O OR TP I BUPR AL AR,
[0684] R 722 MR AR A OB BERP U IR , BEPRPREC, -C-6e8E.0C, -C. -
B FAICT,

[0685]  TLrh iR Frik AR B Bk 22 /D — N ik RS2 R, AR e 17 TR R 550111
Lo R I - RO B,

[06861  Horh g Rk VAL k28 D — ANk U RS A2 C - C, - i3k -0C - C - e ik sk, T
SR pvin VA o B2 S B e S S S B 70 9/ I R PO R VAR

(06871 FLHUIFIRC, -C,-HeBbR-0C, -Co- ey T ue i 2 5 MU T HUR,

[0688]  RPHFEHEF, F5Al2H,

(06891  RYRFATREH L ES MG THURIC, -C, - b,

[0690]  RPPFRH.F.CLE T, B A2 HEF , Al

[0691]  ROFIR"4L3EH,

[0692] AL HAR—/ M55 Sk s =X (D pfb &9, Hr

[0693]  RURZNEIEIE 45 B E - 2- 55, HAE — ek 2 NI Ak 1 2 AN R AN ]
(IR R AR, FL PRI R FR L 2 B AR L L L IR T = PR . 1,
1- TR CE L, - N A 2,2, 2- =5 O3, M

[0694]  TLrPHUAREL s /D — A FraR BURSEAC s 7 T4 e me 38, el @b - 2- 3 54 1
A S o R R i F- R, A

[06951 R 1k 2/ ME R s A F B EER B O EE , FLrhR ™R e R = 3 T
O AL JFERCL,

[0696]  TLrf iR ik AR 3L Bk 22 /D — N i R EE 2 R, AR 17 T R R S5 50111
L o R I - RO B,

[0697]  TLrbdp SR pr VR Sl 22 /D — ik UL 2 FHE L =3 3L L =0 PP AR Bt kel
LBy it (VAR R 7 S B e R R S LSS U e Y R S PR VAR

[0698]  RPHFEHELF, FrA12H,

[0699]  RPPFEH.FLCLE L, B ) SEHEF , Al

[0700]  ROFIR'4L3EH,

[0701]  ACLHARI— M55 75 Sk s =X (D i &9, Hr

[0702]  RURFES A1 28 3T #1326 1S N NHFHOFI - 5 25 2457 -1 BE P 105 - 7624
J7 L BT A 5 e L I e S BRIy S

[0703]  JLrhR"4miE =t (1) i e SRS - B,

[0704]  RPRFATLei 1 e 2 MR s A I BURIER™ U 2R 3L o hR* R FEC, -C, - B¢
H.0C,-C, - be K FukCl, A

[0708]  FLHIFFIRC, -C. - B RERI1-0C, -, - b RLAT 0l 45 MU I,

[0706]  RPHFRHEF, FrA12H,
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[0707]  RPPFEH.F.CLE L, B 2 HEF , Al

[0708]  ROFIR'4L3EH,

[0709]  ACKHARI—/ Mk 7y Sk s =X (D pfb 59, Hrf

[0710]  RYRFEEAH 1. 283/ M7 Hidk [ S SN NHANOMY 24 i -8k 2 2L - 3 A 5 - 02
J7 L BT A 5 e L I e S BRIy S

(07111 JrhR 4mim X (1) Wi SRS U,

[0712]  RPARFEH 1k 2 AR B AR A U EER ™ R 22, LR ™ R F6C, -C,-Bidik .0, -
C- bk JFukCL, Al

[0713]  TLrp iR ATk B 3 Bk 22 /D — N ik B2 R, AR 17 T R R 55011
Lo B I - RO B,

(07141 FLHUIFIRC, -Co-BeBER-0C,-Co- e T ve i 2 5 MU T HUR,

[0715]  RPPZRHEF, F5A12H,

[0716]  ROAZRH.F.CLE L, B 2 HEF , Al

[0717]  ROFIR'CFH.

[0718]  ACKHARI—/ M5 Sk i =X (D i 59, Hor

[0719]  RMREEA 1.2k 3y Hidk S N NHANOM 24 5 ik 2 24 i -1 3L A 15 - T2y
D7 L R BIE A B e L Ik SRRy S

[07201  JLrhR"gmim =t (1) Wi e SR B,

(07211 RPARFEH 1k 2 MR B AR A R EER ™ AR 2 , LR R F6C, -C, - B dik .0, -
C,- Kk JFuicl,

[0722]  Hrh g iR R UL k2 D — AN U RS2 C - C, - i3k -0C - C - e ik sk, T
ety TR S 0 O H Rl de B o -1 P 7, A

[0723]  FLAAITIRC, -C, - KEBERI-0C, -C, - he Bt AE e 1 %54 THUR,

[0724]  RPREHEF, F5H12H,

[0725]  RPPFRH.F.CLE L, B A2 HEF , Al

[0726]  ROFIR'4L3EH,

[0727]  ACEHARI—" M55 Sk s = (D pfe &9, H

[0728] RYRFEEAG 1283 N7 Hidk 1S N NHANOMY 24 i -8k 2 2L - 3 A 5 - 02
J7 L R BIE A B e L IR S BRIy S

(07291  JLrhR"gmim =t (1) H i SR - U,

(07301 R 72 MR R A OB BERP U IR , B PRPRC, -C-5e8E.0C, -C. -
B FukCl,

[0731]  TLrpansR A B 3 Bk 22 /D — N ik RS2 P, AR e 17 TR R 550111
Lo R I - RO B,

[0732]  Hrh g R iR UL k2 D — AN U RS A2 C - C, - i3k -0C - C - Be ik sk, T
ety TR S 0 I H Rl de B o 1 Pz, A

(07331 FLHUIFIRC, -Co-HeBbR-0C, -Co- ke T ve i1 2 5/ T HU,

[0734]  RPPRHEF, F5H12H,

[0735]  RPPZRH.F.CLE L, B 2 HEF , Al
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[0736]  ROFIR'FRZ:H.

[0737] AL BAR— M55ty Sk akam X, (D k&4, Ho

[0738]  RYRZFE A1 20k 3Ny #b3% 1S N NHAIOM) 2 5 -k 25 42 i B L A 15 - 1 2%
D 5L R R I me B g L DR L ey A

(07391 bR g sk (1) A SCHTRE R R, A

[0740]  RARFEHY 1Bk 2 MR S O BURIER BRI 2RI, Hrh R AR R AL = 4 FE
= A JFERCL, A

(07411 Frp Rk BRI 5k 2 D — A Pir dk U AR, WERAC e 67 TR AT 5 5 (1)
ARy R IR I - RO Rz, A

[0742]  Hrp g Rk BRI sl 22 D — ARk BRI G =l L = AUk sk
LB R ivam i 2 8 S o B EO B B S L0 B 2 9Y 9 e R SO P S VAR

[0743]  RURFEHLF, K552,

[0744]  RORFGH P CLuk FHIE R 2 HukE , 1

[0745]  ROANIR'{LF:H.

[0746] AL HAR— ML Sy Sk akim X, (D k&, Ho

[0747]  RUPCRMEMREL , 5 B SE e -4 B HAE— ANk AN A L 2 MR AT
EREER AR, HEhR ' R FEC, - C - he e C,-C, - BRbE L - (C,-C,- AT HE) - (C4-C, A%
3 .-0C,-C,~HiFk . -0C,~C. - ERbedE  1X ZuCN, Al

[0748]  Hrhffr kR OAE AN U T Ik HAT e oA ] sk AR RO SRR U, PR3
C,CyHidk - (C,-Cy-MIATED - (C,-C,-FAKEED) BkC,-C,-FRGEEE, Al

07491 HIRR"RIEC, -Co- btk Cy=C, - FREEE - (C,-C,-MkE3E) - (C,-C,-FR%EH) -0C, -
C,- ik -0C, - C,- PRELHA/ BAIRR PHRFEC - C, - bk, - (C,-C,- MikEHD) - (C,-C,- PR3
HC, - C,-BREE L , MIFTRC, -yt - C, - BREAE - (C,-Cy- MEAEHD) - (C,-C,-BRAD) . -0C -
C, - BEERN0C, -C, - PRpE RSk AT He g — AN el 2o My e 19 L OHL OR RO U ALY
L HI

[0750]  R*ARFAT el 1 s 2 M A sl Al O B IE R R O 28 3, e rpR™ R &€, -C, - i
JE.0C,-C,-FEdk e, A

(07511 FLHUIFIRC, -Co-BeBbR-0C, -Co- ey T ue i1 25 5 MU T HUR,

[0752]  RURFGHLLF, K552,

[0753]  RYRFATedf 1 25 MU T HURAIC, -C - bk,

[0754]  RORFEH P CLuk FHIE R 2 HkE , 71

[0755]  ROANR'fLF:H.

[0756] A& BAR— M5ty S ek m =X, (D k&, Ho

[0757]  RUPCFRMEMAEL , 5 B SR e -4 - J AT e e — ek 2 AN 1Al Lk 2 AN ) ek
AR B, HHRMREEC, -C - KE 5 C,-C, - Bk - (C-C, - MikEdE) - (C,-C,- 2R
BeH) L -0C,-C, -kt -0C,~C, - FRBidk 1<) ZukCN, 1

[0758]  Hrfffr kR OAEANEUR T Ik HAT oA ] sk AR RO SRR U, PR3
C,-CyHidk - (C,-Cy-MITHD - (C,-C,-FRKEED) 1kC,-C,-FRGEEE, Al

[0759]  4IRR"RIEC, -Co- btk Cy=C, - FRAEEE - (C,-C,-WkE3E) - (C,-C,-FRgE) -0C, -
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C,- ek -0C,-C, - BRGE AN/ s i R R FEC, - Oy -8k - (€,-Cy MATHL) - (C,-C,- BRI
5 C,-C, - FRGE L, MIFFIARC, -C - FE3E . C,-C - BRBEdE - (C,-C,~ ki) - (C,-C,-BR%EsD) .-0C, -
C5- HEHERNOC, -C, - FAGT I AT MO AE et — Nl 20y Mgk 1] S  OH L OR IR T LR AR
L

[0760]  RHR AR Lk 2 MR R IO IUR LR BUR L, FErR™ R 2C, -C, - Kt 0C, -
C,-Jikk FEkCL, 1

(07611 Forhin SRR S 5 5 D — AR BRI EF, W fr TR 555 110
FEARER ST EEBORRIE 1980567 , A

[0762]  HAAC, ~C, ke HAI-0C, -C, e T 1 5 MU FHUR,

[0763]  RURFEHLLF, K551 2H,

[0764]  R'RAATHeHL ZE5 MR FIURINIC, -C, - bt

(07651 ROARAHFLCLEk FFIE, A5 B EE , Fil

[0766]  RFIR"FR A,

[0767] AL — ML ITHET St (D) ki, Forp

[0768]  RUR ML, A S - 4- 35, AT AE— sk /BRI T AR 1k 2 AN
ANFIRIHURIER IR, LR RAEC -C e C~Cp TR - (€, -C, KA - (€,-C R
FeH) -0C, -C,- Kk . -0C, -C. - TRk e 1K ZskON, A1

[0769]  FCrhFFIRR P AN RUS A T s AR s [ PR BER I, FErhR AR
C,C, itk (€,-Cym TEKEHE) - (C,C,FRAEhD) 5C,-C - 3RKEAE,

[0770] P RR"™HRFEC, -C. - kit C,-C - Bkt - (C,-C,-Mikidk) - (C,-C,-Bfkdb) +-0C, -
C,- iRkl -0C, - C, - FREEREAN/ SRR PRAC, -C, - Sk - (C,-C,- MEKERD) - (C,-C,-FRbedE)
5 C,-C, - FRGE L, MIFFIAC, -C - FEdE . C,-C - BRbEdE - (C,-C,- ki) - (C,-C,-FR%ED) .-0C, -
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[0945]  ACKHAR—AMCde 50 7y 2 sl =X (D e &, Hob

[0946]  R'PFEmEM: - 2- 3, HATHEAE 507 ORI TR EER IR, FITiRR "1k F F3E . 2
SN -2- B PRV A 2- IR N R BT L T -2- SRR T AR 2, 2- TR AL 3 -
T-2- B ORI RO R - BNA R R - IR R R - BR TR (1- (- AN D)
FEERI2,2,2- 5O R O VN -2- B0 IR 3 2- RO R 3 T -2- 38 IR T A2, 2-
TR IR LIRS TR - PR R G 1 - (U- TR RPN L) FHIEANL-R T L
5,

[0947]  R*RZEHE 1k 2 AR S AR R IER ™ B 2, HrhR™ R L = SR L
— AL JFERCL, A

[0948]  JHrp g iR prak AR ul 22 /D — NPTk RS2, e (7 T4 2R 5 54 11
AR BB 1 TR,

(09491 FH AR QR TR R Bk = D— AT U S FHARE L =30 FH A L =l S R ki C
LA (5 AL 5 001 I B o 1 B A 1A

[0950] R*fYZH,

[0951]  RPHFEH, A

[0952]  ROFIR'FLFEH.

[0953]  ACKHAR—AMede 50 7y 2 sl =X (D b &, Hob

[0954]  R'PZEmEM: - 2- 3, HATLeAE 507 ORI T-REBUR LR IR, FITiRR "1k F F3E . 2
FESE VN -2- 38 PR3 2- LN R VRCT 386 T -2- 38 PR T 3.2, 2- T HIEPI L3-S
T-2- B ORI RO R - BNA R R - IR R R - BR TR (1- (- AR D)
FHERI2,2,2- 5O R ORI -2- B IR 3 L 2- RO R 3 T -2- 38 R T A2, 2-
TR R IR LIRS PR - PR R G 1 - (U- TR EAPO L) FRIEANL-R T L
5,

[0955]  R*HZHk 18k 2 MR S AR R IER ™ B 2 , H ™ R L L = R FE
— AL JFERCL, A

[0956]  JHrh g iR pra AR ul 8 /D — NPT RS2, st (67 T4 2R3 545 11
AR BB 1 TR, 1

[0957] AP @R TR R Bk 2 /D — PR U S FHAR L =30 FH A L =l S R ki C
LA (57 AL 5 001 I B 1 B A 1A

[0958] R*fYZH,

[0959]  RPHRFEF, Al

[0960]  ROFIR'FLFEH.

[0961]  fLukirft ARl

[0962]  2- (1-ZRFfmEmy -2-38) -5- [ ({1-[2-3-4- (o) KA PR L D) 2 AL 1R
HHTR

[0963]  2-[6- (1,1- D) MEme-3-FE]-5- [ ({1-[2-9i-4- a0 ZRIE] IRPI AL
) AR KR
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[0964]  2- (1-ZR ] BL-1H-Npmgk-4-35) -5- [ ({1-[2-5-4- (D) ZIE 1 IR AL AL
RAEE] R

[0965]  2- (6- £ AAAEMERE -3-55) -5- [ ({1- [2-98-4- (G5 TP RED) ZREL RPN 3L} D) S ]
KHIR

[0966]  2- (6- £ AAEMENE-3-38) -5- [ ({1-[2-95-4- CIH AL ZRILV IR L) D) 41
FEIRHIR

[0967]  2- (1-BA ] - 1H- Mgk -4-28) -3-360-5- ({[1- (-9 -4- FHERED) IR AL B
) KR

[0968]  2-[6- (1,1- 3PN ) MEwE -3-F]-5- [ ({1- [2-5-4- (R A3 AL IR 2L
D) A KRR

(09691 35 -5- [ ({1-[2-98-4- (IR TIHL) IRV ERNEE} BcE) 2 FE] -2- [6- (3 PA)
MEE - 3- B 2K HIER

(09701 5-[ ({1-[2-35-4- (30 BT FRA L) ) &3] -2- [1- (2,2,2- =L
F5) - 1H-Mpme -4 - L] R R

[09711  5- ({[1- (4-SRIL) IR R AL} 0 B0) -2- (1-34 ] 5L - 1H-ntbme - 4- 356) - 3- R H
2

[0972]  2- (1-FR ] - 1H-PReme - 4-55) -3-360-5- [ ({1- [4- o D) ZRALT PR AL D)
AR AR HIR

[0973] 2~ (1-3fF T 3E-1H-MEme-4-38) -3-95-5- [ ({1- [4- (SH AL ZRRE] BRI AL 7
B0 G R IR

[0974]  2- (1-BR ] - 1H-NEWE -4-38) -5- ({[1- (3,4- 2R3 PR 3L AL 450 -3-9
7K HIfR

(09751 2- (1-3A T - TH-AEE -4-30) -3-90-5- [ ({1- [3- 95 -4~ (I D) ZREET IR AL
D) A RHIR

[0976]  2- (1-BA ] FE-1H-NEmE-4-35) -5- ({[1- (2,4 —5ORED) TR AL ] 3 2450 -3-9i
KHIR

(09771 5- ({[1- (4- % -2- FUIEIL) BRI REI L) 000) -2 (LB T - LH-IHEm - 4-3) -3
R HR

[0978]  2- (1-Bf T HE-TH-MEME-4-50) -3-95-5- [ ({1- [2-9-4- (S5 HEE) SRR AN AL
D) S RHIR

(09791 2- (L-3A T 2&-1H-MHbME-4-30) -3-50-5- [ ({1- [2-9 -4~ (I AEE) FREETAN
L) SRR

[0980] 2 (1-FA T Jk-1H-MkME-4-25) -3-5-5- ({[1- (5-FMENE - 2- 1) PRPTIE] HREE) 5
) KR

(09811  2- (1-BA | 5E-3-56l- IH-MEmk-4-55) -5- [ ({1-[2-5-4- (D) SREE BRI AL
PRI S R IS

[0982]  5- ({[1- (4-%(-3-3AKKD) PR IE] R AL} 2 38) -2- (1-BR ] 2 - TH- MR - 4 - J6) K H
2

[0983]  2- (1-Bf | B&- 1H-Mfbme-4-38) -5- [ ({1-[2-500-4- (o H AR RILT PR L) 3k

(_.

3

L}

o

}

}

}
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) s FL R HIER

[0984]  5- ({[1- (4-%&-2- 90 R3L) PR FL] AL} 2450) -2- (1-BA T & 1H-Mpme -4- 55 ZKH
173

[0985]  5- ({[1- (5-%&-2- 90 R3L) PR FL] L) 2450) -2- (1B T & 1H-Mpme -4 - 55) K H
173

[0986]  2- (1-ZFE-1H-MEME-4-30) -5- [ ({1-[2-5-4- (ZGHED ZRFLI RN L] D) 44
FIRHR

[0987]  2- (1- £ 3E-1H-NEMe-4-30) -5- [ ({1-[2-9)-4- (S5 PEID) ZRILT RN L) Brdd)
SRR HIR

[0988]  5-[ ({1-[2-%-4- (=5 FIEL) ZRILTBRN AL BRID) 2 dE]-2- [1- (5 -2-55) -1H-1
g -4 - FE TR IR

[0989]  5-[({1-[2-%-4- (=5 L) FRFE] BRI HE) e dh) a3k ] -2-[1- (5-2-3%) - 1H-
MM - 4- BT SR FHER

[0990]  2- (1-fUT BE-1H-MEme-4-3) -5- [ ({1-[2-90-4- (oD R IRN L) 3
SRR HIR

[09911  2- (1- BT - 1H-MEme-4-38) -5- [ ({1- [2-9)-4- (Z L) RIL RN L)
F0) B R R

[0992]  5-[({1-[2-5i-4- (CHFIL) ZRIL] PRI} Bdl) k] -2- [1- @-HE A -1
MM - 4- L] SR FHER

[0993]  5-[({1-[2-5i-4- (G HFEID) RIEEIIAPNEL) Bdh) a8 -2- [1- - SN ED) -
TH- M - 4- FE] 2R FHR

[0994]  2-[1-(2,2- —FIFLNIE) - 1H-MEme-4-3E]-5- [ ({1-[2-90-4- (S FED) KA 3R
PNEE D) 238 R FR

[0995]  2-[1-(2,2- " FILPHAL) - 1H-Emp -4- 351 -5-[ ({1-[2--4- (CHR 4L 25T
TR EE) i) S L] R R

[0996]  3-4§-5- ({[1- (2- 9§ -4- LD AN BET 3L} S0 00) -2- [1- (N -2-3%) - 1H-n
g -4 - FE TR IR

[0997]  3-4-5- [ ({1-[2-Fp-4- o FHED) SRR IR L) Ji3E) 3t -2- [1- (N-2-35) -
TH-NH s - 4- BL ] SR FfG

[0998]  3-9§-5-[ ({1-[2-5p-4- (oD ZRER AP AL} B ID) 20k ] -2- [1- (N -2-
BL) - 1H-nHme - 4- FE] SR FRR

[09991  2- (4- U T HE-1H-BRME-1-3E) -3-40-5- [ ({1-[2-9-4- oD L1 IR 3E)
REL) 2L R R

[1000]  2- (4- BT FL-1H-Bkm-1-35) -3-95-5-[ ({1-[2-9-4- CRPER) K1 HA
S RED L] K R

[1001]  3-5-5- [ ({1-[2-F-4- (D) ZREL PR L} A a2t ] -2- [1- (2-FREN
HL) - 1H-nHme - 4- LT oK FRR

[1002]  2-[6- (5 FHAE) MEmE -3- 28] -3-9-5- [ ({1- [2-98-4- AP KA IR AL
I SRR

}

H]
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[1003]  2-[6- (g HHAE) MRemE - 3- 2] -3-360-5- [ ({1- [2-3-4- O AD) R TR

AL 2B R

[1004]  2-[6- (1,1- G0 MEme -3-3E] -3~ -5- [ ({1- [2- 9 -4- (SO HED) R IA

AL 2B R

[1005]  2-[6- (1,1- —GPI30) MEmE-3- 58] -3-9-5- [ ({1- [2- 9 -4- (oSS0 KL IR

IS} D) S ] 2K HTR

[1006]  3-%50-2- (1-BR T 5E-1H-Mpme-4-35) -5- [ ({1-[2-98-4- (P 2

ED) AL RHIR

[1007]  3-5(-2- (1-BA ] 2&-1H-MEmE-4-F5) -5- [ ({1-[2-98-4- (o A KL 1A

FH D) 2B R

[1008]  3-%{-2-[6- (1,1- —GPN30) MEme-3- 58] -5- [ ({1-[2- 9 -4- (GO HED) KL IA
FH D) B R

[1009] 3--2-[6- (1, 1- 520 MEie -3-25]-5- [ ({1- [2-38-4- (i AL KL 3R

PR} BREL) 2 AL R HIER

[1010]  2- (1-PR ] HL-TH-Mmg-4-38) -5- [ ({1-[2-5-4- Gl R KA IR AL

S -3- IR IR

(10111 2- (1-BR T E-1H-Mme-4-F5) -5-[ ({1-[2- 9 -4- (CHRARL) REL IR AL

B S -3- LR IR

[1012]  2-[1- A T ZEHHED) -TH-Mpme -4- 387 -5- [ ({1-[2-9-4- o P30 REL IR 2L

REL) 2L ] R R

[1013]  2-[1- GF T AL -1H-0m-4-F]-5- [ ({1-[2-5-4- G HFEIL) R

D) BB R

[1014]  2- (1-PR/R3E- TH-MEmR -4-F8) -5- [ ({1- [2-50-4- (S5 P30 KA PR AL Bdd)

SASE R

[1015]  2- (1-PACFE-TH-MEME-4-3L) -5- [ ({1- [2-5-4- G0 ZREL RN L) FEh)

SASE R

[1016]  2- (1-EAC3E-1H-MHme-4-F) -5-[ ({1-[2-90-4- (SRS RELT BRI AL ) 3

L) S 5L PR HR

(10171 2-[1- GANZEFIEE) - TH-Mgme -4 - 5] -3-96-5- [ ({1- [2- 5 -4- (o A R TR

P} D) S ] 2K HTR

[1018]  2-[1- PRPNEEFHEL) - 1H-MEm -4- 351 -3-95-5- [ ({1- [2- 9 -4- (o AL 265 ]

TR EE} BRED) 236 ] 2K HR

[1019]  3-5%-5- [({1- [2-i-4- (oD ZRIL] PR IE} B3L) a0t -2- (6- AL mE -3-

) KR

[1020]  2-{1-[(2S) -] -2-3L]-1H-MEme-4-5E} -5- [ ({1-[2-9-4- S KRN

D) 2B R

[1021]  2-{1-[(2R) - T -2-FL] - TH-Mpme-4-3L} -5-[ ({1- [2- 5 -4- G AL KL IR

IS} IRED) S ] 2K HTR

[1022]  2-{1-[(2S) - ] -2-F&] - 1H-MEme-4-3E5} -3-5-5- [ ({1-[2-38-4- (o 3D k3]

}

=
o
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PR3} Ji D) S8 ] KRR

[1023]  2-{1-[(2R) - T -2-FL] - 1H-MEmr-4-3L} -3-4-5- [ ({1-[2-9f-4- (a3 k3L ]
TR} Ji D) S8 ] KRR

[1024]  2- (1- £ FL-TH-MEmMe-4-38) -3-5-5- [ ({1- [2-3-4- (5 P30 REL I PR AL I
) WA R IR

[1025]  2- (1- £ 3L-1H-NEMe-4-30) -3-95-5- [ ({1- [2-9)-4- (SR PEID) ZRIL1 RN L)
PREL) 2 AL R HIER

[1026]  5- ({[1- (4-%(-2- 5 IKH) PR L] At 2080 -3-360-2- [1- (PN -2-2%) - 1H-nfb e -
4-FEIRHIRR

[1027]  5- ({[1- (4-5(-2- 5K RN it 200 -2- (2-FR T 2-1, 3-memk -5- ) O
FHR

[1028]  2- (2-ZR ] 3&-1,3-memp-5-30) -5- ({[1- (2-9i-4- FHILRID) AP 3L ] L) 5030)
IR IR

[1029]  2- (2-BF ] HE-1,3-mEme-5-28) -5- [ ({1- [2-5-4- R RN} D)
] R IR

[1030]  2- (2-PR ] 3&-1,3-WEm-5-30) -5- [ ({1-[2-9-4- Gl AL RIE AN L) Bk
) @R R IR

[1031]  5-[({1-[2-5-4- (30 RE PR AL B3 2488 -2- {1- [ (- AR D)
FRELT - TH-Ipme -4 - 5L} R FHR

[1032]  5-[({1-[2-96-4- (oD ZRIEIIAN R I &3] -2- {1- [ (- RSN
) FEE] - TH- Mk - 4- 35} R G

[1033]  2-{1-[(1S) -1-IAPNFL LKL - TH-IEme - 4- 58} -5- [ ({1-[2-9-4- (=5 AL 2R3 ]
TR} Ji D) S8 ] KRR

[1034]  2- (6-£FEMEIE-3-3%) -5- [ ({1-[2-F-4- (=9 D) JREL I IR AL Fidb) 2 2L ] oK

HHTR

[1035]  2- (6- £FEMEmE-3-3L) -5- [ ({1- [2-5-4- (I AL ZRIL] RN L) Bdih) 2a 0t ]
IR HITR

[1036]  2- (6- £ KEMEME-3-2) -3-9-5- [ ({1- [2-Fp-4- (oL AL IR L) B D) o
FRHR

[1037]  3-36-5- [ ({1- [2-96-4- U AED) RAER DA A} i) & 28] -2- (1-HH AL -1H-

5w -6 - J5) % FHR

[1038]  2- (2-Bf)KHE-1,3-mEme-5-38) -5-[ ({1-[2-9-4- CHTRE) FRILI IR FRED)
] R IR

[1039]  2- (2-BR T 3L-1,3-Weme-5-38) -3-30-5- [ ({1-[2-95-4- (= HED) REE I IR AL
PRI B R IR

[1040]  3-5-5- [ ({1-[2-%-4- (oD REL PR IE D) ad i) -2-[1- (2,2, 2- =51
38 - TH-MEW -4 - FE] 2R FHR

[1041] SR LA A NI S A A R TS A R B AR B R I AR K S IS 57
YikEh, see M RS Y.
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[1042] YRR , AR IR K F R RS T R AT 4 A
[1043] 41 |- Frak , AR WAL S AT SO R OB 12 4k, DR RT P T3 77 sk T8 5 2
FHRIEA FHIBIR -

(10441 S34N, KR AL AR D AR SEARIPE 4N TL -6 AN TL-S{RIB

[1045] RISt 2oL &

[1046]  ARAEA L WL S AT B BT 4 SR Sk JRBit e o S B, A TRT DAL A3 1
53, A IR B N T s 35 N T IR B ORI B e 3 B S5 EL
AR E RNk 37 2 -

[1047] 53 FH e, AR A R RO AL A P mT DL DA 23 ot P 2t

[1048] [T FURRAE N, 7T DU AR A< 2 W 1) A 2 e s ke AR AT 2 0 e sk R/ ke A e
B 77 ABE A AR B AL B 701, 481 790 R AR s A0 F 711, 451, FLA TSR VAR A
VAR YA S S BAOAR) « VIS AR F 70 IR/ 1 < IR/ 5 T 9 (lyophy lisate) e
(B QRS ke R B G JRE ) R ) IR /N B oK < LIRS TR R T SR IR A 7T DA
HRA L I S DA G5 A/ s TE s RN sk A R B A N R I

[10491 iz ™5 SINitE T 1T DA TT R AT 2 B (AL, e kY < ZH K <o PR S AR Y sl B PY)
FEWAS (AT, LN S B2 B2 PN 20 B sl B ) TR 288 o 3 T B SN I i P T R OC E
SEVATR TR FLIR s TPl JC B AT 2T S s e U770

[1050] i FHI Tt e R 722 0 S 92 T TR NI 25T 18 LIS 2 RN 2% W B Ak
PRI S, B IR, B3 775 T o7 sl A BRI 71/ M/ e s e
AR, BR 24 AR Esv i, RIS N30 , T 37, T2 5 59, o, v, T2 5 [ e
A KPR (L mixturae agitandae) , 35 ISHEIEIR, FUIR L BT, FLTT B IATT &
25 (BIEnGF) , FUHRYD 50, 0K B 7 RNk S 2

[1051]  HIHRA L IR AT DL N R (7 T 2 30T LA B 2 i 7 st 5
W% AR IIRIEFR &Rk 92 25% b @ IR A e H s

[1052]  « BZC AR (BIANAF4E 2 0 £F 48 25 (n, B, Avicel®™) FUb H i e

W BEIRAS (4, 14, Di-Cafos™)) |

[1053] o BFFELTT (I EAR s H I = b L T | R RS K
R B TR) ,

(10541 o FRFIELJBT (I nEE & — e AT AT IS A IE )

(10551 o 5 (BIUI7K S B SRR H i PRt s K = RS B A R
—ELAEE

[1056] o FEAIE P71 FLACH A G ek G 75 (- e SERRRRsR) IR RENE ks 18
Jt (4, 14, Lanette®™) 3K A2 e iEsRs (i, 140, Span®) VA2 KL A
R ime g (., B, Tween®™) B4 2 1 Ig i Hhis (an, 40, Cremophoe®™) J 2
AN NBITRRS B A 2 NE R,  H IS RGES & Vb1 (4, 40, Pluronic® |
(10571« 2% ppI), BRI, (91 AR IE 2h FRIR £ AR 18 RS U S L T ki
YR T SR SR
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[1058] o “9% 50 (B4 ki L)
(10591« WRBA5) (Bl Ames B 43 Bl — S8 AeD)

(10601 Skl , BT R 1), SR 1/ BORS £5 76) (ISR e i g PR 4 35
RN L AT 2 RPN AT 4 22 R T ELAT 4 2240 TN - R IR PN IR (491,

Carbopol®) ; #tdh WD) |
[1061] = FEF) (GIAIACHETEND 2 FR T4 200 ek LIRS (A, i, Explotab®)

ASTERE A AR  SSTBR TR RE LT 44 22 (4, 914, AcDiSol™)

[1062] R BhiA 7, e 5, B AR (B2t IE TR 6 SRR 1 A1 < =i B0 HK
(A (G, i, Aerosil®™))

[1063] = CLAKEE (I, HURD AT PRt g sl LARSGdE Ty XA g i B sl i iy ke
JELFF) (B2 LIRS BT (an, 45140, Kollidon™) 5 CHilE R AL LA 4E R R 2k
PR IR HE R RN BE H B AT 4E AR IR TR AR T4 2% L K — R R R 41 4k
2 RMGERTR O FHEL P A TR TS 40, 11 ﬁD,Eudraglt ),

[1064] BE%M EE I se SRR LA AR R

[1065] R G (BIANZR 22 Tig IR LA HE R NI TRBE 58 AL NG R R (4, 9,

Eudraglt') AR R (an, 0, Kollidon™) JBR MRS I SRR B BB

LR e R YA iR B L 28 1)

[1066]  « HG¥A5F] (1402 & 0 - N 1 H i s = SRR H I ER AT B IR — £ e AR

(triacetyl citrate) AR _HIR — TR ,

[1067] « BB,

[1068] < F5uE 1 (Bl AN A, BIAHTEA IR DA M ERAZARRR S « DA MR EN . | 32

FORHRE T IR IR R B IR

[10691 5 J65 551 (9 A 2 K FHIR R « LU 2R BRI IR R FL S8 S B PR Sl A8 R HH R

B,

[1070]  « 505 (PIANJCHLEIRE, Blansa ek . — S0 |

(10711« AT, EHIARTR, AU - 1/ U - i)

[1072] AL K 25 &, B ol i 5 — ek 2 M2 b a5 e Fl—i2my

T FARIEA R WIS, DLRCEA TRIE A A I i .

[1073]  H&97k

[1074] AL W IARLE “H 57 DAARSUEE AN G2 An 77 =06, I BT PLVE [l E 21

A AEEEA A SRR (kit-of -parts) f7{E.

[1 0751 AR WIHR R “[l e 20 57 ARSI 12 I 5 XA, I Ho e SO E T
ST P B O RT3 R o AL TRl A7 A S B ) Rl B — SR R 2R ]

Eéﬂ/\ [ —"SBLE 25 A 0, Horp pira 85— MR i o0 AR 28 3 e il Ao A7 AE T 1T

TR R AP, FlanE R “REE A ST 10 50— S 2 &, R prk 5

— I PER FIPTR 88 IE M B A T — A EAE LIRS ITE A
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[1076] AL BHHRIYAERDE A Aok B8 ARG E RN LRI 75 28, O Bk
TE SN F R FIT 58 — 15 M il 20 FIRTIR 28 — 3G M A e T2 T — A v L 65 - JE R E
Ak N 25 G — A8 Hrh AT 25— G PR Aoy FIFTIR 58 & MR Bl A0 BRI A7 AE 11
HE AR E A G REL T 5 /Lo I K7 AR (simultaneously) «[A]H
(concurrently) slA%IN [HIIT 22 £ it -

(10771 WTPLKEA B S E D B 25500t el 55— Mk 2 P e 257 At
HA TR A G A S A T B R SN o A A A MOX A A

[1078] i, A& AT 5 2 RIETRTT A4 .

(10791  Hpilth, AL ST DL S B i 2 25 A0 &t sl R S Bk a3t 22 25 1S
2t FH o R B2 2y A R S IR 24 (COC) BiaiZiil & 25 (POP) B S R U SE B .
[1080]  COCAUFEAAPR T tu FEMER 22 (M %) A2 (ZRR) IO 2051 24k e 27 Ty
T o MRS R0 AE R Z A COC 2 L i . —ECOC 2 A e I sl KRR e — i

[1081] Ak COCH A 22 S ML it R R« B R MR A RS R it 7  FH 3L ML A b
V2P AT 255 2T R 1 2 2 R R 1 92T

[1082] 3B 25 G EASEE T 0t B (Yasmin) Pi& (Yaz) , &80 £ 0UE — B2
JeE AT 5 AT A MU PN S BObE — B2 S (Microgynon) BiMiranova; 543 CHutfE—
REA AP = B Marvelon) ;358 CHUE B MG 2 2 Valet te; S CHUME
i RIS R W 22 B Be lara fIEnriqa ; & A )R ERME — g A0 08 22 2 7E s e R 70 19
Qlaira; FIE A HE RN SE22MIT Zoely .

[1083]  POPEhEPZy, (S A GNP E CEEH) , ARG A PR D R PR 25 AL
[1084]  POPEUFHHAR T 52 M Cerazet te; FIE AT AR cronor .

[1085]  HAthaliZeFE AU B NREE (TUD) , BlAnE A AU i 2 Aok Mirena) 5%
TG N2 A BE R R 22 Depo - Provera, SRR N, 15 402 45 1 KT 2245 11
Implanon,

[1086] HEid SA KA EYAES IR AR AYE ST 1R B HEIR, e
OB~ R FE 225 Nuvar ing , Bl B 28 G Qe 22 711, 15 4035 A4 < e — g AN R 36

ZPRARI0r tho-Evrank &3 CHUE —FE A2 I IApLeek (Lisvy) o

[1087] A& BHR—AMIEe 50 /5 52 it a5 (1) 18 5905 CoCk POPak H-Ath i 72 i JE2 2K
LS, AT W E AR B E PRk k2N I 41

[1088]  HAh, AR BRE S P] SIGTT kG R 416 6 TR A/ s Bis 5 2R Uik B1

ZARARER A SR , Ik iG T A EE i R s e T & b

[10891 5 1 V&7 AN/ sl s WA PRAE A , A B vl DL S AR o] DAVE 9 ia 7 77 T
NI RS BT ST P el e 26 ] -

[1090] 5555 IBEHH FIAHRE AT S WA PRAEIRIRAS s PRGSO, A e &) HE PR
B0 Saa VR PRIREE  F T PR ACER Sk B et BE SR 5 R PR A BRIE R s mr SR A 5 15 4 B
5 W RS TUE 5 ISt B0 sl AN 5 05 Db BT shife A3 SR, A e R c =

ST PRI 18 R IR 2 5 St PR PRI s Zh SR BSN 5 R 48 5 T AR 2 s T AN s 155

INEA BRI R BT EIBEINE 2 5 I PR 25 Gk s e A TR D D S50

(10911 Tt o 1% ShAE AN 1B e B T% B A R RE AR B TR 77 R/ s 7R3 , BT M
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Py R AR & VAR T SR 2k 2 A0 AL I ST DL S HUIRsEE 259 an R AT
FERFD 8  INRAEAR RIS s AE2ET B Ul AR R 2 0 5 B- 3Bl 7 Wik DU 5 #if
228 2 Wonabutolinumtoxin A sk HTAIPHL 25 IR \ FEI& PUTT 4G e Tk E NS T 25
i 1] o

[1092] 55T R JBTPE Js Ibie 28 A/ ml Jbs B £ 5 AR ROTR T AN/ B TR L BRAT I i anik
RS B 2k 2 A0, A I S AT DA S T SR B e Lmd ron s Hi3B 25 2n ) A%
PR PRI 5 sk e e 25 an sl i th e 415 FH sl /e MBS F 25 H

[10931 X T IARER IR 7 AN/ sl il , A% B S vl DLS AR o] DLYE oG 7 77 T
A SRR BT S e T RIS T 2T

[1094]  JFa&s, AR A PERNGR LV s TR s 5 WIBRAIE ; 15 N IB A SR ;
T ENIBE A FEAHSER , IR B IR 4 , A2 R, HE DR R SlcHE 3 AT

[1095] T4, AUFE T S MERIAE 1 s MR RSG5 1o PR LR SR R T PN LS A AT O
PIRINTR T AN/ s Wby , A& B ST DL S HEIRAm SR TT , Rl 2 Ak [ CoC kbt 42
77 4n0rtho-EvraskApleek (Lisvy) ; B ZP5 a UiHbif 42 2% (Visanne) ; Bk 55 GnRH2EUY
5 B GnRUE S 7RIS B0, B ane R AR  BREE SR AR KA BabR L Pl ER v BT 2 3 5 < i
JE B e O IIER 7 ; Bl S e 2 R B 2H AT T -

[1096] T 55 B sk PR 25 S AR S B TG 7 AN/ sl 7bl , A A AL ST LA S AT
AT AVE ia sy ST N A& RSE I B 20 e FH ek E e 2476 D -

[1097]  PIFAHICHIR SE , Wi bd 1 B30 7 PR DO BEVENAIR (Wl 2 B 540 A
TR QB IS 28 ISR E ST RAE ELVEEAER) I ZEGE BT KIS
VESGIR AP 451405 G AR 245005 G105 5 4505 (B4R E IR s i) e 28 AP
RIS TR BTPE B 28 BB S T AIE S B3 1 « = XS « /INEF AR 2055 PR
o PE AR AR ISR DT BRI DS AR 2 JHIVAIHTVIGTT 5 HE R4 Ar .

[1098] A LB AT LA BAETRST YRR R MR sl P f i ot 25 2
AR EALE .

[1099] [ T LA B AR AW, AL WA AP RT DL S5 P2XIBE S 57 44k 5 ik
(P2X3, P2X4) [ 771 TRAKASI IR A1 i 22 28EPASZ A Hisl 4L 575

[1100] W, AL ISP RT UL S B AETRTT RIS « R R o — PR TR/ 5k
T 5 N G A A0 B N RS S AR S R 1 25 B - B N R S (Ve 254, B
i - i - 18 B 1C3 (AKR1C3) APl AT S5 62 L 22 S AR D MR FH W ik 240 5 06 ]

[1101] ARG EW AT LLS & AEI6T7 TP ol dil s i (1 H A 25 B 55 A S 41

Pas
= o

[1102]  FRplE , AR ST LS LM P45 : 1311 - chINT Wil 5 5 5 (abarelix) .
PTG RE e BT bl B Hh 2 Bk - I 28 59 (ado- trastuzumab emtansine) (Pi7EES
JESBAIPE & T A AR P S bt (alemtuzumab) B & JHEER 57 ) 4k A R
(alitretinoin) «/NHIBEHE EUBETT Sl EKRR VERUR SN IR U « 2 e bl B 2l g S Bl
FHHP 2P0 A5 T = I Bk R T T HURE MR LT T P e B PR 5 fi g varglabin, —
AL AT A BT PSR e BT FL R EE R R T (basiliximab) o DU R R
(belotecan) A BT  DIF] A DI BT (bevacizumab)  DI7HE7TT (bexarotene) (Lt
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R PO AR TR 2 VI AT B AR TR 2 s brentuximab vedotin, 1742
REAhZE (cabazitaxel) < R E NEHFRES A HFRES . REFMbE . <2 bt Rk
ek RS AT R 5 (catumaxomab) ZEKE A PUR /) = AR E |
PUZ BT R T TREUT  FH A2 BT DU 2485 PR BB 28 A « vohir e s SRR V5
hiiE (clofarabine) vcopanlisib. vo vl (crisantaspase) EREIEIE AP 22« ] b
M kR R I &= D Pk DLYT (darbepoetin alfa) iAFVARE AV REE R4 HS
= PR B RS T e I/ 2 (denileukin diftitox) Hii#ZEZ (denosumab) i
PRUK S BV Bk A PN  — RIR G s — 27K Do g BN R  Z Pa M 2% 2 hi ml B 2
ISR 20 B 25200 5 R R K ZEER BT (eculizumab) RIS R T K
FEEEL P HIRMN (el trombopag) A BZAPER VKIE b  RFLEH I RS bl B IR AERE 1K
TATT aIET T B HTATT R S H AT (eribulin) JHRISHENE SIRZZ SEHTMe (IHE i L ik
P RFETATH R ZE RS AR P S M S RJE AR 52 Lo B S I UK T SRk
T GRUR I G AL DR A S D I SRR BOR]TT S e Rl LA R  EL R 4L
FERR A e L gL 9P ZE IV EL TR TR e dn ve « S AR e A T i & 2 R e
(gemtuzumab) KM AL DEH K (glutoxim) <GM-CSF . e Bk Ashr w3 R4 it
PV IR - — ERR A i A A Bk (histrelin) ERELJR W I- 125K 1 22 Zhimk AR PTIE
F2 P SEEPT (ibritumomab tiuxetan) REEE kLt 2 RIABEIERZ O S 2 Ik
B ORE PN ET ML (improsul fan) W5 a]E SR BEIG 5 kE FHE T 4G RER T4 Ko
T EB T E v HEGEL AR (1231) JBLSE WS IR L 5 % MRS (ipilimumab) fFr &
FEVOHR EEMR PP DUTRE (ixabepilone) < ZhafikHil% e (lapatinib) < Tasocholine Al
&% (lenalidomide) AR TISE LR ZHH R HHME S A B AR Z e VU DKM L 2= U 220 A
FAR R 28N 22 A SR IR0 RO IR S SUEE I 2 2y 22  FH b A2 R L S
JHEE  SE75C  TEHERT AR ARG L SE TN VDR Sl FHGERS | FHAE VDR L FHR S A R 56
FL IR JERA T FHJE S2 0 L FH IS 202 KRR RJIK (mifamurtide) K HF R F K1
(miriplatin)  ZHRUHESEE IR IR DA RE 2 2% 2 ORFEIHE ORI RR |
mogamul izumab\ SFi =150 SIRIARE  ERFRIGIHE ARG E L RRIE nabiximols BBk
YN+ e VTR L IR FE R S SR AR EE (nelarabine) 2507 IR
nivolumabpentetreotide./E{&/E (nilotinib) JEE KK JEFME | JE L Bk B3
(nimotuzumab) WEEENT AR - R ASNTBE (nitraerine) AV BT FIFEER B 40
(obinutuzumab) BRI B R HT (ofatumumab) « 5 —JAZERIR  BLIEF7 e | BIA PR |
WA EG A% (oprelvekin) VB EEH corilotimod YD FI 40 FLE T 2 G e
ozogamicinep533EKVATY EAZAE AR I - L0~ IEss o w35 IR IR « i JE
Pt (pani tumumab) FEFERIME (P JE (pazopanib) 5 HIBARE PEG - 5t Ay 7T (FH A 2
PEG- (5 ARIATT) IR LT SR & 2 EA& w5 (pegfilgrastim) RO T Ra-2b.
Br el BRI B T B S R ] B A BR BT A B B 5
(picibanil) B AL B D Fo A3 5 IR VDA (plerixafor) i RE 2 B2l
B (poliglusam) R SR ME 7 28 M ML P e -+ HH BT RRB « 2000 - K T 55 B I S i i
JE IR SR Hh b (pralatrexate) AR IS IR JEAA  HHEEFIPE PO ke 5 2578
IR RS (quinagolide) i DI . racotumomab. S {¥ 55223 i 2% B B e 5l < B
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HrihZE (raltitrexed) EF S AIB R S PT B 5 A )Y T (ranimustine) FrAf i ol
it srefametinib.Fi X AEJE (regorafenib) | FEHIR Bk - 1864 R £k « F1) 22 EH By
(rituximab) 2 KH3E (romidepsin) & AKw)E (romiplostim) &7 5ifik.roniciclib. &
Peras (153sm) WY B A1 S D Z BERT R sipuleucel - T PYAEIH B AP A  H 2R
Wr4H (sodium glycididazole) VEPIIRJE (sorafenib) /10 HENRE 2 VAT JER B Mhhr
75 (talaporfin) K VT (tamibarotene) MLE 75 fhmifth 2 | fth £ 24 H]
(tasonermin) VY /12 (teceleukin) JF5[99mTc ] &7 i 5 BT 99mTe -HYNIC- [Tyr3] - B
FER R It~ B2 D3R+ 5 RN (gimeracil) +BUEHIPY (oteracil) ESINNYY R B i |
B2 5a] (temsirolimus) TR SEMH IS (tetrofosmin) SRV IEEFIR  Jl
T (thymalfasin) IEFUR IR Za i 2L (tioguanine) FEERHPT (tocilizumab) <HFh
BB FCEAS FEPE ST (tositumomab) |l DI E (trabectedin) A %% il LBk
P I Z B - SRRy  th BEF L (treosul fan) AEFRER SR H+tipiracil il
P A1 L B L SRS S i IR MR AR R L (SR IR SE ] BLt BT JE TR
Fb 2 (valrubicin)  JLEMBE (vandetanib) ik 4E 2 AEJE (vemurafenib) K-HR K-
FRT KA KA T K AR  vismodegib SR IEMD (vorinostat) ARG VE2-
QOIR FARCEK 1T Tl bl 25 it T TR R R ek fr e b A

[1103] A, AL IS a] S5O0 HT JE R 38 7 S AR B NS M B HO T 1 1l 73
A XU SRR EAR T PRI 28 25% , Qnmig Al AR A e Aely « S0 AT REIA
HH 5525 s D BRTT IR Fr 25 259, QniME A SE ~ T P ME RN MERR | 5282 T A0 S N HE i 5 A1
Foth PRI TR 254 , 191 A2 [l B, Anith FEKAAFT FH Lo [FIRA 0 s BUBSIRR 26 , ik
B IR Eh « GUBEER 5k  FrT- BER £k ) FE PR SR AN SR [ IR h s = IAZR TR 25, anBi ks
PR GOKIAHT B KR RN 22 FE 5 TP O 25, SR PR 2R I i daui
25, R SV DI T RV R 0 S E PR S FENGER B S e B PG P L SR
PR R Z PR P27

[1104] R T Rl 280, AL IR IB LA FA 7T DL SATATEA MG PER T 4 55
(11051 Bl /R VG ER I TR T BTG PR Rk o3, 91 40 & I JIEL ARk i FRATI 1) 71) (22 23 W 5%+ R 2 4
T IN2E AR 5 AR) ,NMDA (N- FHEL -D- KA SR S2ARFEHiA (nseg N s HT-iarin<g
AR IIL-DOPA/REEZE (L-3,4- ARV ERR) , COMT (JLASH: - 0- FHIL AL AL 411 571
R , 2 B s Q2 RR A SR s IR R D) MAO-B (BRLE{ BL e (Kl - B) 41
HF AN AR 22) |, BUEmRGE 25 (REF2R) FINMDASS Hi7 Mkl s 3677 2 k1
WAL IIB-T45 2 (IFN-B) (ANIFNB-1b, IFNB-1la Avonex®7 Betaferon®) |, F g i iy %
B, UREERER 1, IR Bt , 25 R SR R B A S AR R, e e AP e e 5 1Y)
TR A AE R, I AnB - 2 - A JEA 2 25 (Anvb T Relis) , PriRsmiaE 25 (anksiEs) | B
FETEIENS (02500 , I =M 2 RIS DU (A& = 1%E) |, PDE-4 (R —Filke4 28 Fii 57 (an 2
FRAIRR) |, FHEUIENS | TgEPTIR , D MRS AERE eI , 5 B2 SRR 1 570 5 FH 9697 B o1y R 11
YL, BIAnAE S RIS R P T (NSAID) o 1 52 21 AR ik 2 A, T2 R P iE , 5140
TR NE I RANGAERE R NI R, N M HH S A AT BAR AN T 40 iy 725 10 AR 1 )
I A 28 e, BT EL P o fh2 B R L, A0 K B IR ARSI 57) (A0 2 230k 55) , MAO
(FR B S ) 057 (Aol 5 22) TR B APk 25 Cn i ms 1) 5 -8 7 O e
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JAE T PE R A3, A - SZ KRR 751 (AISEFEIs2K) , ACEHIIHIF CAnzf i F)) , R IRFA (Wl
WEWR) |, ESam A FE I 7 (2R ) BT 28 258 (e fefthy 1) 5 TR 7 B bR AR 5
BAERIHURE R 29945 4n — FOSUIRAAS ZI AR , B IR Can FRORAE T R R 22977
FEIT BN S VIR TG VR By QNS Vb P VU LT , A IEEns | 6 - 27 BEEne l FH 1
IS 25 25 B (Mutaflor, VSL# 3®, FLFRFTRIGG , AHMFLAT B , RE IR I 1T, T FLAT B, &2
JUBUE AT 1135624, IHEK IR SFE8 , KA Il , KA wiNissle 1917) Pk, BIABAAN D
SRR BUIRTS 250, B AmiE IR TR, BRI 25 (ELbRIne) o 06T £LBER G S e i
S R T R S AT 2 )5 (NSAIDs) |, AR, S0, BRAOEE 25, R iEEns | DR
FUPT, R BT, IR o B EHE A b, P28 B S O 55 8 b 22 il FR T o) 771 (A
fth 7e BRI FIEAE IR ) |, A0 229000 77 Canhme Eng: | Z5 IR , 25 TR , Ik 4 5wk vy 2
Bial) AR, BRI P, R R P, PICD3PUIR, T -RE 4TI ERE A/ BrtkEE i
BRER T, T B R 1 4k A ZZD3 2, Bl i — 1%, bR PA R sk i b =%, KR , IR
2L I &, F G AR L I R ER BT

[1106]  J8I7 J7 1L

(11071 AL IR M Al AR B G M LA S i i S KB LS AR T3 75

[1108] AL HHYPS K fili A K WAL A M Fo 20 A Wi 7R 2L s e RR I 1 , ik
FPRE AT B AR T

[1109]  SEmASEA B, FRBIELE H DAY 19530

[1110] o PYREESR , AN SR % , BTS2, D5 P 25 G AIE B SR sl AR 76
A5, PR PO IR B IR SN AE A P 5

(11111 o SRR VRO , IR R o A 280 , A T IR B , S A 0k
I Jr E RSN L 20 , SSARMEBIA S IET , 5 rh ER A S PR , Bmi el
R PR PR IR PR , S5 065 23 S AE A B , NE e, St 2 i
TP , PO MR R MR 2R AT, PORME 2 R MER AR , = ARk 5 5 e By e
E - aix EXS RSP RINE SR

[112] o ZEARMKSE e R 40 N AT RE FH ) LA AL 5 R i A B £ A AL, (0
THABR T 50X, 20 & PR AN B 0545 S 0B s A

[113]  « RIEEIRLGAE (BIEILUETIRARE RIS AE, TR SRS AL, Rk
) L H O TTEYR (oS4, TR (is e migtE TR, 90, SHEERER N
P L B9, R Al , A, SRR A OCRR , e , e RR BRI , DL
P (SN B , AR, AJe AT AR (R E AP T o
BICHNEFTARTFEA) 51

[1114] o SPERIS MR 8 MR , 1 B NI AR SR , i AR B (I
RVERARENE) |, 51 B NURAESIER , SNSRI , LA 5 DESRARD PR , BieAs
[ KPR 2 PR (ELRRAHANIR T 55 515 28, XM 48, X s , Ty %% L 9
X, B PR T AE A R 3 R ATSEHIETR) 5

(11151 R, 49 anak 1 DA P IO, 5 528 3 DA T IO A 5%

[1116] o GVRMFAER/ BB , B 6 T SR 2 V(R RSN AN/ SR, B4 - By IR S
(HE , BN, e bR, R, e AR HE R K
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(1171« IPIR R el HEM R G, WRRATA 2 Mk s SO NS, 5 AGE BRI R
P, A REFE I s , s , B G e e CRE I PR B AR N ) DA MGE Bl B I A
e, BRI | 95 25 Bl 0 BRI s , At A e Bk B e RN 22 ) Ui (LSR5 AU, 1 1 BH
VRIS , G AU, B AP BB 255, SO 2 98 i, Il 0 , Il 4F4iqt , i ik
VRS GETHERVE A | el & 58, A /K (B it Ve i A MK A 254 51
S IIL A A RK I , Ao H 1 4 B 5K R i (ACE) BRACE / FR Mk PR FEK B 0 ) 791 4 B8 25 il far 5
A PEAR D |, ARl , B S ER AR, AR Al , A IURAE , A A, BE 2B A0, A A, 75
W5 , AR AR AT AR i, i B4 5e 22 RO AN 45 11 %, ) B ER AR TR 2, B 2%
JBEIE A (RIPEIBEIE ) | B I RI 4 B AE , B AT 4EAY, , B ThRETE U , JBe Dk iG shast B R bt
ERERNIENE

(11181 o ReJPs , CRRIRRE , AEE , RVEBZJPOIE , G2 F B i, A2 RIRR I 2 1 48 5
(11191« SCT B8R OB , (ORGSR T ME DS %8, i R, B BUGAAE , B 571 % FIBR B
PEBHER

[1120] o AR E Bl 22 R G , B Ah ph R AT VBN , B AR 5 Ak B AE AN 7R 9K
TR, L2245 M S AEAAE (ALS) 0 , JA , I s NGV , e Km G is T A &
PR, WX, PSSR O RN 2 A ALY 5

(11211 o JZL A REHIVIE IS5 ;

[1122] < 5PUFAESHI M5 /KIS Ik I, 56 , il A5 RN A ek Fr 47 5

[1123] o v GREER AN, Ml , AR DCRAE , A R, BE 5 Al A il , 5% il , 4
A R AR il A 46

[1124] o BEPRIGG LT ol ARG AN 1 ZRORH PRIAS , 2Z8OWE PRI | M R M I P 3 W b 12 o
AT PRI PR B A2 , B A4 J BE 885 R 5 AR ARSI RS EIR (s IR, 1)
BR 5 1 FRFNSE AN AR FsOMORS O PR HE ) M A 1 B I A 27 A A1E , el
ZARD, MO, IRRE L A 5

[1125] o 5PUFT—FiAH oG ak b5 00 0 < e , ATDS , FLBEYS , 18 PERH ZEME T ,
2 RVEREAE , BRI %, geifn e O 1 a5 A%, RIGVEE A2 R MERh 0, 7k b
(e A Eh = ;

[1126] < LM ARG ARG FEIMLIE O30S, shKBREREIAY,, Feifn O 150 , O LRI ZER]
LR s A

[1127] o AR O, AL VERRIE 5, kR PRI A, I PR R, U , LR 284,
B i 2e , R R4 B A A , A= EPARS E R AR I IR I TS , RS P A
FEVERSIIVERT 28, FFEF4E(L , sk ATRELL .

[1128] AL PLE 5K 7y 500 M A A R W &1 M AR S iR 7 I RR , R Uedm
2 A Bk - B N IRSEAE - B P TR S A SR el Ho - PR B (6 AR I
R , He P R R A IR 22 M RS IR X S HE R PRI sl H A PRI R o S 9 , A S BRI M A
ARG M LA EIRTT B o<1 28 R ME DTS % Vi A SRR I P2k
4505 AT 2 i 4 B A ARk B D Re 7 s SRR EE 1 B BB , 1B I BTG S  1ZE0p
BRIF ~ 2ZR08 o5 W A Y Ao 2205 22 i PR P A0 PO Jp A8 B PR 2 S B/ I AR
AE B O NELFAEAY, %55 T LY ZE 45 2R 2 TR o DR & 5 A RN TR BT s D 46
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T -

[1129] X ELHTIE A E AR S 21 R 4 RAE , (H R AL PR 2 A AE T H e i FLsh
I HORT s e A & B 29 20 S kA TG T -

[1130]  BEASASCAF P AT IR O ARE “VEFT (treating) ” 5k “VAFT (treatment) ” &5 L FH
(), BUAALAHCAT B S ek D G IS sl R B A SR 9 25 Dy H R SRAE P
PN

(11311 Fh[5E A0 T

(11321 LT VAN R TR ST B UIRBL S AR S O AE A/ SleBms I S 1)
PR S 2= R, 1 bR e s M S A o PRt 2B e (R T b SCHR H R 7L 20
PR R BLRIGTT) L T Hal e ¥ ax B 45 1 5 F TR T X o Ui O R 20 45 R T L
B, T DA Sy M A R — MU B2 5 N AE (R TR B E A R WA S WA 380 i o B4 X e
it — IR e FH T T A o3 ROt RTARSE 140 B AR 25 St 1 A AR AR R AZ A« el FH Y
R E S YA B i T 20T R 2R T B AR AR B M6y 7 s it
SRR .

(11331 Fphts FHAOE PE A 20 S il i o 290 00 Img / kg 2 £9200mg/ kg AR T /K, {16 2y
0.01mg/kgZE£)20mg/ kg R HE /K o L IIA A B S PRt T AR (E AR50 Img/ kg 24y
10mg/kgfRTE /KPR _ A 4 2577 56208 H 45 25— IR & = IR B RpIU 25 25— IR A,
FFP AR S — BN TR N ANGS T J8 2 20 7 452 25 3017 0] T 253 S5OB R 52 2 D ) R -
i1 = P RE A M o A7 7 T DU A 290 . 5mg ZE 291 500mg TG 1 1 43, I FLAT 45 H —2k
s Z M, sk DT H— i T A & WA S R D de 1 Ml B 67 57 v
FEEAPRT0. Img/ke 2 2910mg/ kg i, A H — 2 — R A S — R O Tl 74 (R 4s %
SN UL N < B¢ A B AINAE ) A KA P B AR AT I e A =~ 20 H Rl A
#6090, 0152200mg/ kg SR TE V- 2yRE H B A4 257 €401 50 01 5 200mg/ kg A TE . V-3
H BRI 45 245 200125090 . 01 2. 200mg/ kg SR TE o - 2455 H JRihas 2577 S ik s H—k
F VU FHO . 172 200mg o 175 B2 e BEALE M 2EHF0 . 0125 200mg / kg il (ACH [ Rg: H A i 7 221
W VIR NG 2575 50146090 . 01 2£100mg kg EUA T .

[1134] 0% SWREANEE S AR IS4 257 SRR IE TR el 3296
W = A PTG A 0 AR SR T AR B 5 P B S T 1 L RB A RO A
PR Tt IS TR] it P A2 25 HEME 2 L 25 A0 5 5 « AR e S el B HL 20 1
AR 1 Eh B s AH S PR R BTG T 3 SRS AT ARSI R B3R T LG TT
DRRBAAE «

(11351 feukdts, TR J5 iR R T OB A SVRRRE , SEIC IR 28 I A IR XE S 1B A AR
DAE - E P AEAH OO sl - B NS A EARDCREIR , P T AR 4RI 42
A2 RIXE  HE PR ADESICHESE R o 7T LA A J5 5969 7 IR HAB B 125 01 4 R PO
5 I AR g I T S TR T 26 B 2T AR B Dhie s e
1V 2 s ~ D DL BT B 1A PR  2ZRH R R DR PR A 280 A W R ML oA i
JoT AL K PRI 2 B L AR £ S RS O 2R s 5T L PR Z2 45 B R K TR
o3 B IDERRER S A ATl B IDE 2

[1136]  {Lb, & y7 LR BRI T TEABR T 9697 BT B , I AR TRTT 5 P B A %
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B AP o

(11371 A LIRS It T TR FFs , BRTRH s IR A58 2 2« B 1A1E Pl sk A
ARSI I L I T o

[1138]  HpaE A 232 mk 25 Rr A IR e AT AR AR FIT i RIFE o

[1139]  ZEASCHH A S5 F1IA 52568 T3 AL B, I B BB Fir s H g 5k
T 151

[1140] A& IHRE R (D LS5

(11411 A GE = (D e R R R R ROFIRT 24 X =X, (1) (L Ay ] i %
Tl AR5

(11421 J5 1A T AD &R ITGN G R, HHal AR CL  Brik T, fiideBr; H I
HIALKARFRC, -C - Kidik , ok 3L L LA 3L 150 (1) {55 3L b ] LA S 1 5 (11D 1)
BRR A SAMIE , 5k 59 AT 145 E IR FiE A2 SCARIBE , LB AR BOR A S 2 I PAS
IR (Suzuk HEIO 1321 2 (V) LS AT S A 77 (PN, N- - HH L R e e |
PUZRIR V1, 4- —HERE 1, 2- SO HEATEERIK) |, FFAE20°C - 120 CHOMEE T, fide
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PPh; ZRAB
ppm BADZ—
Py R
RT iR
rt & & B 9]
Rt PR 6 B 1]
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TBAB v aE T ARk
TBAI w9 .E T AR kA ke
TBME BT AT AR
11881 TEA Z TR

TFA ZALR
(TH),0 = P Ak B BT
TfO- = AT B BR B
THF w9 £ X 9

(11891 Mok

[1190]  S3HTLCMS /5 ik

[11911  J53k1 (Y& :Waters Acquity Platform ZQ4000;4%:Waters BEHC 18,50mm x
2. 1mm, 1. 7p; PEMEFIA: 7K/0.059% HER , Pellli 1B : £IE/0.05% HFER s BEEE: 0. 047 $198 % A—
0.2min:98%A—1.7min:10%A—1.9min: 10 % A—2min:98 % A—2.5min:98 %A ; i1k :
1.3ml/min;FEi - 60°C ; Z2HME : 200-400nm.

[1192]  Jj7k2.{¢%s :Waters Acquity LCT;#:Phenomenex Kinetex C18,50mm x 2.1mm,
2.6p; BEMiTIA: 7K/0.05% HIR , BEMiFIB: £iE/0.05% HER s #5EE: 0. 0min 98%A—0. 2min:
98%A—1.7min:10%A—1.9min:10%A—2min:98 % A—2.5min: 98 % A; i : 1. 3ml/min; A1
Jiit :60°C 5 ZAMEIN : 200-400nm.

[1193]1  J5ik3:{Y 75 :Waters Acquity UPLCMS SingleQuad;#¥:Acquity UPLC BEH C18
1.7pm,50x2.lmm;%E@ﬁ%ﬂA:ﬂ<+0.lvolooEﬁE§(99°o),%EE%%HB:Z:ﬁi;ﬁﬁgi:O—l.6min 1-
99%B,1.6-2.0min 99%B; 7 #0.8ml/min; i & :60°C ; DADFHY : 210-400nm.

[1194]  Jjik4:{Y 75 :Waters Acquity UPLCMS SingleQuad;f¥:Acquity UPLC BEH C18
1.7um,50x2 . Imm; e i F5IA : 7K+0. 2vol % 247K (32%) , P fiiFfIB: L5 ; BRE . 0-1.6min 1-
99%B,1.6-2.0min 99%B; 7 #0.8ml/min; i & :60°C ; DADFHY : 210-400nm.

[1195]1  LC-MS, A7/ ikA: W A mm A

[1196]  f:Kinetex Core-Shell C18,2.1x50mm,5um; FeiFfIA: 7K+0. 1% HES, YeliiFIB:
CE+0. 1% B  BEEE0. 00min 95%A—1.20min100%B—1.30min 100%B—1.31min 95%
AsFEIR 40°C s i L. 2m] /min; PR 2 3l s ERAMG VG : 210-420nm,

[1197]  LC-MS, A7 J574B: W M mm & A

[1198]  JE:Waters Atlantis dC18,2.1x50mm, 3um; PefiiFIA: 7K+0. 1% HIER , JEmiFIB: &
E+0. 1% PR BBJE0.00min 95%A—2.5min 100%B—2.7min 100%B—2.71min 5%A—
3.5min 5%A;AE :40°C s L. Oml /min; JFAE R« 3ul s BXAME VG : 210-420nm,

(11991  LC-MS, M7 /5 7C: mpH N H il & o Hr

[1200]  f¥:Phenomenex Gemini-NX C18,2.0X50mm, 3um; PeHiFfIA : 2mMER IR S 5L , 2B 4
pH10, ZEiF5IB : £ 3 B60.00min 99%A—1.80min 100%B—2.10min 100%B—2.30min
99%A—3.50min99 % A; AEI : 40°C ;1. Oml /min; JEAEEL : 3pl ; EXAMEIMYE ] 210-
420nmo.
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[1201]  LC-MS, 5 Hr/574D:

[1202]  FT:Waters Atlantis dC18,2.1x100mm,3pum; PEBiFIA: 7K+0. 1% FER, FelliiFIB: £
5+0. 1% HER ; B4/20.00min 95%A—5.00min100%B—5.40min 100%B—5.42min 95%A
—7.00min 95% A; AEI :40°C ;7730 6m1 /min; PEAEE : 3l s ZE/MEGIIE ] : 210-420nm.
[1203]  LC-MS, %3 #7 /7 4EE : HpH

[1204]  }¥:Phenomenex Gemini-NX C18,2.0x100 mm, 3pm; JE/iFIA : 2mMERFER S 52 , 25 1 &
pH10, Yei 1B : £ M s BHJE0.00min 95%A—5.50min 100%B—5.90min 100%B—5.92min
95%A—7.00min95 % A; FEilL : 40°C 3 Ji3#0. 5ml /min; BEFERE . 3l 5 S M MTE R - 210-
420nm.

[1205]  LC-MS, 5 M /5 7kF:

[1206] ¥ :Phenomenex Kinetix-XB C18,2.1X100mm, 1. 7pum;JEMiFHIA: 7K+0. 1% FIFEL, Pk
Ji B CHE+0. 1% IR s #6850, 00min 95%A—5.30min 100%B—5.80min 1009%B—
5.82min 95%A—7.00min 95%A;FEi :40°C 5 ATEE0 . 6ml /min; YERERL: 1l 3 SRSMG I
200-400nm.

[1207]  4lifb )57k

[1208]  Biotage Tsolera''faili A%, Hqli FHTHIE 98 — AL RERITIHA 2 pOe b — Sk ik
i o

[1209] 4 &FUHPLC, J5i:A : mpH

[1210]  }T:Waters Xbridge C18,30x100mm,10um; ¥4 7IA: 7K+0. 2% S E 5%, 7B : LK%
+0. 2% A BEEF0. 00min 90%A—0.55min90%A—14.44min 95%B—16.55min 95%
B—16.75 90 % A; i : =il s i 40m] /ming HEAFEE : 1500u] s A0 : UV 215nm.

[1211] £ MHPLC, J574B : {fkpH

[1212]  JE:Waters Sunfire C18,30x100mm, 10pum; A A : 7K+0. 1% AR, 5 5KIB . £ i+
0.1% HIP&; B5EF0.00min 90%A—0.55min 90%A—14.44min 95%B—16.55min 95%B—
16.75 90 % A; A1kt : 251 ; Pk 40m] /min; BEFFRL : 1500p] ;4500 UV 215nm.

[1213] {24 UHPLC /5 ik

[1214]  HISTUHPLC, J57E1

[1215] R4 :Vaters [ shalifk R4 : 422545, FLHE FE 252767, CF0,DAD 2996,ELSD 2424,
SQD; ¥ : XBrigde C18 5um 100x30 mm; A7 : A=H20+0.1%Vol. % (99%) ,B= I ; B
J&:0-8min10-100%B,8-10min100% B; i 14 : 50mL/min ; 1L« 2515 ; VAR : i A 250mg/ fe K
2.5mL DMSO o.DMF; #EAF: 1x2. 5mL ;s A : DADFH Y EI210-400nm; MS EST+,EST -, F417E Fl
160-1000m/z .

[1216] £ TIHPLC, /572

[1217] R4 :Vaters [ shalifk R4 : 522545, FEHE I 252767, CF0,DAD 2996,ELSD 2424,
SQD; 4t : XBrigde C18 5um 100x30 mm; A7 : A=H20+0.1%Vol .54 (99%) ,B= it ; B«
0-8min 10-100%B,8-10min 100 9% B it : 50mL/min i B : &k s YA : B K 260mg/ Fe K
2.5mL DMSO o.DMF; A : 1x2. 5mL s K0 : DAD4=HYEH1210-400nm; MS EST+,EST -, Fiiiis
160-1000m/z .

[1218]  SiZjitafsl
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[12191 i JACD/LABSIYJACDR -5k ChemAxonfMarv i nfR -4 T 551 (PR 55
T dg) A AR 2y 44

(12201 fi¢ REIN [R] sl 25 A SB35 00 1 7 ZE R TR FE G , 5o b AT SO B 21 52 o 1 o M )
P ORIl FHAR IS AR SRR T A E AT I SE B, A1 a3 A e i 111
WL, BOm T LOMS 75 7

[12211  FafAlfR 1A 5- 23k -2- TR K IR HFE

Br
[1222] ‘Dﬁ/\O\NH2

“CH,

(12281 40CF, [410°C 95~ - 2- MUK TR (9. 85, 45 . Gnmol) H3 IR (100mL) F7 1
W BRI (1. 12453 Tl 50mmol) o 4P S 7ET0°C T BEbELS NN S5 A
E T AT R K G BRI aff BT A
[1224] 1 NMR (400MHz , DMSO-d6) & [ppm]3.83 (s, 3H) ,6.92 (dd, 1) ,7.22(d, 1H) ,7.49(d,
1H) .
[1225]  LCMS (J53£3) :Rt=0.87min ,MS (ESIpos)m/z=230,/232 (M+H) ", Br[al {i7 i,
[1226]  HplRI{R2A: 1- (5-7RIHIE -2-55) P -1-

0]

H,;C

[1227] =

Br

[1228]  345-JULLIE - 2- IS (5. 0g, 27 . 3mmo ) VA RUIA T~ T 1Y ZUK IR (100mL) FhIf 144
% -20°C AL NN SR (11 4mLIFI3MCBRAR, 34  Inmo 1), [ MR A 422
/NI A 2 K SN TR e BV 5 - 20 CHFZR A NN IM HCLKIA L, TR A ML AR
E = FCRRORERFE RN IR E P, WERATHUZ , IR/, T8 (MgS0,) T BEFFIR
Heitedfi o S iRt A3 BIPRELI 54 (5. 25¢, 85 % ML)
(12291 'H NMR (250MHz , (%5 -d) 8 [ppm]8.74 (dd,J=2.0,0.9Hz, 1H) ,8.04-7.89 (m,2H) ,
3.22(q,J=7.3Hz,2H) ,1.23(t,J=7.3Hz,3H)
[1230]  HfAfR3A:5-7R-2- (1, 1- " Fi PN ED) Mg

F F

Naw

H.C
[1231]  ° =

Naw

Br

[1232] AN, FAARAEL, 2- 50 40% (61 . 5mL) FRfL- (5-7RIENE - 2-35) P9 -1-f (Int
2A,5.25g,24. 5mmo) VAR PR N — £ a8 = F LR (12.96mL, 98. Immol) , 13 B & (A VAR »
BN FAEE 60 C I 16 /NI o K14 A1 SN TR 57 FHINaOH KA (M) 2 AdoRe GHE R
FIZISRD) o A NS, EKPe s, T8 (MgS0,) , i B8R M k4, Jl i Biotage
Tsolera " jlikalifl (REK, FITBME/ BEkibeli; 0-20%) , {3 BIARBUL A (3. 25g,50 % Uk
) R IR .

[1233] 'H NMR (250MHz , 5{{/5-d) & [ppm]8.74 (d,J=2.1Hz,1H) ,7.95(dd,J=8.4,2.3Hz,
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1) ,7.55(d,J=8.4Hz,1H) ,2.34 (m,2H) ,1.02(t,J=7.5Hz,3H) .
(12341 rfifalfkan.2- (0, 1- 90D -5- (4,4,5,5-PUFEE-1,3,2- T ZRMIZR A I - 2-
50) ke

F F
H,C P

[1235] le 5-0. CHs

&) CHs

H,C CHs

[1236]  J45-75L-2- (1,1- 50PN IEnE (Int 3A,3.25g,12.39mmol) W GRS &) — il
(3.46g,13.63mmol) . ZFR%EH (3.65g,37.17mmol) FI1, 17 - A (T 2RILBERD) — ek — Sk an
(IT) (453mg,0.62mmol) [J1,4- —WELE (70mL) AR T2 ERIBE 553 B K S N TR S #0(E 100
C N6/, ¥ AN 2 ZE i I HEtOAC RS , 1 i FeE e 1 ZEad e I s e o R IR
FERE R ik4s , It Biotage Tsolera' taiikikalifl, (T8 MAER , FIREIE (B B 51 e i
0-30%Et0Ac/Bik7) 3 RIFREL A1 (3. 258,83 % %) |, e BN 45 4 Ik Y .
[1237]  'H NMR (250MHz , ({5 -d) & [ppm]9.00 (s,1H) ,8.19 (dd,J=7.8,1.5Hz, 1H) ,7.62
(dd,J=7.8,0.8Hz,1H) ,2.35(m,2H) ,1.38(s,12H) ,1.00(t,J=7.5Hz,3H) .

[1238]  LCMS (M7 /5 1EA) :Rt=0.89min;MS (ESTpos)m/z=201.95 WIE& i +H) .

[1239]  Hha]{ABA: 2- (G AL -5- (4,4,5,5-PUHIZE-1,3,2- A ZemiZerrkks-2-35)
np e

F
F N
[1240] N A p-OL _CH;
6\7Z<CH3
H,C CHs

(12417 A= b, ms -9 -2- (g S MEmE (1. 0g, 4. 8mmo 1) AN GBI EE ) 41l
(1.34g,5.3mmol) ) &KL (BmL) EIR NN CFRER (1. 4g, 14 4mmol) B A S I0m TR
F55 B, IINL, 17 B (R D) 5k — b sl (I1) (264mg,0.36mmol) , K54
TE100°C I/ o SR S5 80 s B TR & W FHE t0Ac (50mL) Rk , 28 ak e 11k 38 FHIEt0Ac
(50mL) e o BRI s vk & , JE ¥ B syt Biotage Isolera (53140t (Biotage
SNAP Cartridge KP-Sil 50g; /T0-100%EtOAc/ Bekilcit) , 13 BIbRBUL &4 (1.15g,89%
W) | gl o e 2 i T R

[1242]  'H NMR (500MHz , ({5 -d) & [ppm]8.97 (s,1H) ,8.21 (dd,J=7.7,1.4Hz,1H) ,7.62
(d,J=7.7Hz,1H) ,6.64(t,J=55.4Hz,1H) ,1.36(s,12H) .

[1243]  LCMS (5 #7 5EEA) :Rt=0.78min,MS (ESTPos) m/z=173.9 (MIE&LIH i +H) *.

[1244]  afA)fR6A: 2- (1,1- 3035 -5- (4,4,5,5-PUFI3E-1,3,2- S ZumliZrar ke -2-
5L e
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E?’O CH,

CH;
[1246]  [f]5-77-2- (1,1- 50 EE) MHEnE (1.69g,6.70mmol) [ LT (30mL) 57 HH AW
GIREE) — M (1.87g,7.37mmol) LR (1.97g,20.09mmol) o ¥R S HA SR,
54T, SRFE NN T, 17 - A (2R BRI L) %k ] S bit (1) 5 S TR &Y
(328mg,0.40mmol) o RIS PIMIFAZE 100 CHF AR 1AM M HHE2 . 5/ N o A 2 5 ARSELCMS
Sy A BRI o [ AT S 8 8 20 28 2 i, NP AR e = 2R i, FHIMeOH
(3 10mL) Y&k A BERURE IR 47 , FHHild Biotage Tsolera"failiE4lifl (FHO-100%Et0Ac/
B A3 RIS, K M AR E A (1. 39g,66 % ) o
[12471  'H NMR (250MHz ,DMSO-d6) & [ppm]1.32(s,12H) ,1.99(t,J=19.1Hz,3H) ,7.71 (dd,
J=7.8,0.9Hz,1H) ,8.18(dd,J=7.8,1.7Hz,1H) ,8.79-8.87 (m, 1H) »
[1248]  LCMS (517570 (Rt =0.87min; AW LR T BT
[1249]  FhlAMATA:1-[5- (4,4,5,5-PUF3E-1,3, 2- “ S 2eMZearioln - 2- 35) g - 2- L]

o)
HsC N
[1250] N ~g-O. CH,
\
O\é?_gs

[1251] %050 N, AL - (5-JREnE -2-25) L (2.0g,9.98mmol) 1) —FEkt (50mL) A7 H
BINA GRS ) — Al (2.8g,11.0mmol) LR (2.94g,30. 0mmol) FIT[1, 17 -8 (IR ALk
) TSR] R (TD) 5 AT 4 (244mg, 0.30mmo) o BEE S IRt 4/ )N
I o R RHR G HI 2R =00, IR e 8 HELOACHE) FTRE Ik 46 - v P
Biotage Tsolera "faijlhid B #alify (HIBE B HOVEBEFIBEDL ; 0-50 % Et0Ac/ Bike) , 158 i
I (2.22g,90 % 50R) | iR w4
[1252]  1H NMR (500MHz,DMSO-d6) & [ppm]8.89 (s, 1H) ,8.20(dd,J=7.7,1.6Hz,1H) ,7.95
(d,J=7.7Hz,1H) ,2.65(s,3H) ,1.33(s,12H) »
[1253]  LCMS (577570 (Rt =0.74min, AW LR BT
[1254]  rafafA8A:5,5,5- =5 - 1- (CHHIEEHIREGESD) k- 1--3- i

F 0]

F
[1255] FW _CH,

Si
| *CHs;
CHj;

[1256]  £FO0°C N, A FEI -1, 2- — I (A LD (1.0g,5.868mmol) F113,3,3-
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— A (0.946g,6.455mmol) [ U H BT (15mL) J I FH I\ = S5 (0.939g,
7.042mmol) KRNI EWIAE0C M FEL/INRS SR EIN2M HCT (20mL) A K (~ 20g) (175
G AN S HE 20mL) |, KRG Wi B 292/ N o B ANUE , R KEH sk
(20mL) A< K-S A HLE I #E7K (20mL) Peisk, T4 MgS0,) , Wl I8 i 4 , 13- 2 hril
EEn (1.18g, 15 % ICH) |, Mk vt ik Y.

[12571  'H NMR (500MHz , 55{75-d) 8 [ppm]3.38 (q, J=10.0Hz,2H) ,0.26 (s,9H) .

[1258]  FA[EIfR9A:3- (2,2, 2- =G5 - 1H-Ntmp

[ ] N
1259 F

—N

. H

F F
[1260]  fE=E 1, A15,5,5- =5 - 1- (CHHER R AEGEEL) - 1-4-3-T (Int 8A,1.18g,
4.82mmo1) (LT (10mL) JF A I K A (0.469ml,9.63mmol) (WAL EHEA S N) o FHE
FHE LN R R s 4 (~ 5022 ) kT S L (50mL) i, JH12M K, CO,
(20mL) #h7K (20mL) Peisk, T4 (Na,S0,) , E P8I FIRU e , 15 BIFRBUL. 54 (630mg, 73 % UK
) IR .
[1261]1  'H NMR (500MHz , ({5 -d) & [ppm] 7.57 (d,J=2.2Hz,1H) ,6.35(d,J=1.8Hz, 1H) ,
3.51(q,J=10.7Hz,2H) .
[1262]  LCMS (547 7574A) :Rt=0.81min;MS (ESTPos) m/z=150.9 (\M+H) .
[1263]  HA[HIfAR10A: 1-BR ] JE-3- 950 - 1H- N

F

fN*---
[1264] <> N\j
—

[1265]  F == NBF3- 550 - TH-IH MR (150mg, 2. 91mmol) A MAAFDME (10mL) HH o JIN Z 05
(152mg,3.49mmol, 1.2 &) K EEGWH 10 B ARG IINIA T 7R (0. 82mL,
8.71lmmol, 34 &) , HRHE G WIFES0C M2/ N 1 2 S5 KR A B OK A I ]
LR O ARENAIR T A HLE TR /KB, DB T8 s R 0 ) o AN 2adE—
AR ) : 400mg RIS AY98 %) 14 T (o AR o

[1266]  'H NMR (400MHz ,DMSO-d6) & [ppm]1.68-1.79 (m,2H) ,2.28-2.43 (m,4H) ,4.88
(quint,1H) ,5.91(dd,1H) ,7.71 (t,1H) »

[1267]  LCMS (J57%1) :Rt=0.84min;MS (ESIPos)m/z=141 (M+H) ',

[1268]  Hh[AJARITA:4- - 1-38 ] 5E-3- 56 - 1H-Mme

N
[1269] <}N\i
= Br

[1270]  ¥51-BR T H:-3- 45 - 1H-NHME (Int 10A,400mg, 2. 85mmol) J A 1 TmL S {5 FR 144
EOCHERL0 P SRS AEOC M iR NP R A SmL S 5 7 (480mg , 3. 00mmo1, 1. 054 1) .
RHR SR LN SR = S e e o KR & TR BR ACBRIR SR e %, R
FhKGETR, AR FHRRER A TR 2 A a1 ML) (400mg , FEIBAE 63 % , Jo ki) At
E—L Al BRI G 1 o
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[12711  'H NMR (400MHz,DMSO-d6) & [ppm]1.68-1.79 (m,2H) ,2.27-2.42 (m,4H) ,4.69
(quint,1H) ,8.07(d,1H) »

[1272]1  LCMS (J57£1) :Rt=1.13min;MS (ESTPos)m/z=219/212 (M+H) *,Br

[1273] [ 2

[1274]  rPA{&L12A: 1-3F ] 3E-3-90-4- (4,4,5,5-PUHIE-1,3,2- A4z 3p ki -2-
) - 1H- s

O
N
[1275] = ﬁi’o C(H;f_b
O
HsC CH,
[1276]  4-JR-1-FK ] 3E-3-5- 1H-MEME (Int 11A,400mg,1.83mmol) fi14,4,4° ,4°,5,5,
57,57 - /J\HIE-2,27 -1K- 1,3, 2- S 4IZ2 A K bE (510mg, 2. 01mmol , 1. 12448) FAMR(EL, 4+
BRI AE RS IR A A ARSI (1, 17 - (IR A L) k) - AUk (TT)
(100mg,0. 14mmol,0.075 4 &) FIZ R (538mg,5.48mmol , 34 &) HKHE S M{F100°C N
PELNI 72200 P2/ N BRG] TR CREMRE , il i ek 1 11 38, R
WY AL TR AT R (T FE/EE 0-40%) 138, 15 2 bRl &8 (420mg) |, Sk ik 2 (47
¥, BAE R LN 250
[1277]  LCMS (J57£3) :Rt=0.98min;MS (ESIPos)m/z=367 (+H) ',
[1278]  FP[RAIfAI3A: 1-50T HE-4- (4,4,5,5-PUFHRE-1,3,2- M43/ kbe-2-55) -1H-

N A
HG  Ne
H C—>——N
3H c \;\B/O CH3
[1279] 3 ,
O CHa
Hoc CHs

[1280]  ZF 250 Fl4-5i-1- 80T JE-1TH-MEWE (2.40g,9.836mmol) AW CRMPEE4) — il
(1.64g,7.995mmol) 1) —WELT (30mL) AU I LR (2.54g,29. 5mmol) KRBt iE
SR G5, SRR INL, 17 -8 (AR L) ek — st (I1) (125mg,0.153mmol) .
R A PIEL00 CIIFRS /NI K [ MR 5P HE t 0Ac (50mL) #kE , 2245 13 R FHE t0Ac
(50mL) PRI o RS IR AR TEI , PR AWl Biotage Tsolera  aiiik:afifk, [SNAP Cartridge
KP-Sil 100g; [TIBEEEIIBEE BN ; 0- 100 % Et0Ac/ Bk 1 15 2R (0. 65g, 29 % UK
), N E .

[1281]  'H NMR (500MHz , {{/5-d) 8 [ppm]7.78(d,J=0.6Hz,1H) ,7.76 (s, 1H) ,1.53(s,9H) ,
1.26(s,12H) .

[1282]  LCMS (4475 1EA) :Rt=1.18min;MS (ESTPos) m/z=251.05 (M+H) .

[1283]  rh[Al{A14A:1- (2,2- —HIEENEL) -4- (4,4,5,5-PUHISE-1,3, 2- “SA 230K
Fe-2-55) - TH-THEme
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N
L
A _O CH,
[1284] H307(_ ?

Hse CHs

[1285]  fj4- (PUHI3E-1,3,2- A Z9MZerf ke -2-3E) - 1H-Emk (2.0g,10. 2mmol) 1 -fifi-
2,2- “HEPHE (3.03g,15. 3mmol) MIEFEREH (4.23g,30.6mmol) N, N- — FHIL ke
(20mL) TG IAEL00°C | IIFA20/IN o SR TR SN TR 7579 HITBME (100mL) 117K (50mL) Fr
BB AHPUZ, K (2 X 50mL) FIEh/K (30mL) Peik, T4 (Na,S0,) F I8 HE iR 45 - K Bkt
(50mL) AR FesxPrh, TRTR SRR MR I & H1 2 0, it o e R 2ol Ak
IR R IR 4R e, i Biotage Tsolera & k4lifl [Biotage SNAP Cartridge KP-
Sil 25g; FHBRE P FIBENL; 0-30 % Et0Ac/ Bike] o & &5 i gy L 25 ik 4 , 15
FIFREH) (0.27g, 9% W) |,y Ak

[1286] 'H NMR (500MHz , Z{{/5-d) & [ppm]7.75 (s,1H) ,7.63 (s, 1H) ,3.90 (s, 2H) ,1.31 (s,
12H) ,0.94(s,9H) .

[1287]  LCMS (50 A7 /5 7EA) :Rt=1.32min;MS (ESIPos)m/z=264.8 (M+H) ',

[1288]  rhfu]{A15A:1- GBF T ZEHIIE) -4- (4,4,5,5-PUFIEE-1,3,2- (e iiZeEr ke -2-
B - 1H- g

IN"“'
N
\;B/O CH3
[1289] ] \2(
o) CHs
HyC CHs

[1290]  ¥f4- (PUHEE-1,3,2- A4 EA ke -2-55) - TH-1E M (0.58g,2.96mmol) « (R
FAL) 2R T 4% (0.50mL, 4 . 44mmo ) FIAREREH (1.23g,8.88mmol) F-N,N- — FHEL FHe iz (6mL) Ho
TR A PIAEL100°C I IIFA20/ NI o R S R TR A v H1 2 =i, HIEt0Ac (50mL) 17K (50mL) 4
B EAPUE, TZK (50mL) FEkK (30mL) Pk, T4 (MgS0,) |, ik 4 Jf il Biotage
Tsolera ™ aMiEalifl (25 — A LRERE , {8 BB FOPRIT 7715 0- 30 % Et0Ac/ Bek) , 13 bRl
W) (330mg , 41 %K) |, WJCta iRy .

[1291]  'H NMR (250MHz , {{/5-d) 8 [ppm] 7.76 (s, 1H) ,7.64(s,1H) ,4.13(d,J=7.3Hz,2H) ,
2.95-2.70 (m,1H) ,2.20-1.64 (m,6H) ,1.31 (s, 12H) «

[1292]  LCMS (53#7 /5 EA) :Rt=1.13min,MS (ESIpos) :m/z=262.9 (M+H) ',

[1293]  rH[n]{k306A:4- (4,4,5,5-PUHIEE-1,3,2- ALl kin-2-38) -1- {[2-
FEFHREGE D) Lo AR HEL) - TH-TEpme

H,C N
N N,
Hac—fs|—\_0/_ \;\B,o CH,

1294 H3C
[ ] ’ 5\‘2<CH3
CH,

CH,

[1295] A== N, md- (PUH3E-1,3,2- — 5 e Zer ke -2- 55 - 1H-ngme (1.238¢,
6.316mmo1) [XJDMF (20mL) FA TR I NBRIRER (2.62g,18.95mmol) F[2- (G4 IL 23] (=
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FHEL) FHAELT (1.68mL,9.48mmol) o KH7E S F1 37NN, SR 5 AETBME (100mL) 117K (50mL) 2
A3 AL - 0 B A AUZE, FHZK (2 X 30mL) ANER7K (30mL) Pk, T05k (Na,S0,) FHRU T ik 4s 53
W Biotage Tsolera fajitil4lifl [Biotage SNAP Cartridge KP-Sil 50g ;i FEREEIME
571, 0-50 % EtOAc/ BEkt] « G I S A T MRSy, FLas il , A3 2 AnUL &4 (1. 208,56 %
W), eIk .

[1296]  'H NMR (500MHz , 5{({/5-d) 8 [ppm]7.88 (s, 1H) ,7.84(s,1H) ,5.46(s,2H) ,3.61-3.55
(m,2H) ,1.35(s,12H) ,0.96-0.90 (m, 2H) ,0.00 (s, 9H) »

[1297]  LCMS (5 #7 5 EA) :Rt=1.34min;MS (ESTPos) m/z=324.95 (M+H) .

[1298]  Haf]{Ak307A:1- 2-FI5EEL LT -4- (4,4,5,5-PUFIEE-1,3, 2- S4B 0 Kbt -
2-3L) - 1H-NHmk

fN“-
Hf® N\j\
\O_/_ — B‘,O C H 3
@]

\KCHB

CI-(|:3H3
[1300] Ve N, 1A04- (POFISE-1,3,2- S 349 BR ke -2-55) - 1H- Ik (1.00g,
5.1mmol) [JDMF (5mL) I3 H TN A A EN (245mg , 60 % LEH PP 48844, 6 . Immo1) %75
EWIR G AR =0 P60 B CBHIR G vS BN 22 0°C J il o 8 S 2 - IR < B FR L fk
(0.72mL,7.7mmol) o IN5E5 , IR SR IR IR FEBEPE LN SR 5 TN C R i (70mL)
FIK (30mL) o 43 A AL, 7K (2 X 30mL) F1EE7K (30mL) Peik, T4 (Na,S0,) , i I ISk
Ui A Wm I Biotage Tsolera "aith4alifl [Biotage SNAP Cartridge KP-Sil 50g;{d#i
FIRBEE R, 0-50 % Et0Ac/ BEt] , A3 2IAnEl L 59 (333mg, 26 % WLE) , W el ik .
[1301]  '"H NMR (250MHz ,DMSO-d6) & [ppm]7.88 (s, 1H) ,7.57 (s, 1H) ,4.32-4.20 (m,2H) ,
3.73-3.60(m,2H) ,3.21(s,3H) ,1.25(s,12H) .
[1302]1  LCMS (434 /57%A) :Rt=1.01min,MS (ESIPos) :m/z=253 (M+H) .
[1303]  rP[A]{K308A: 1- (1-EANFELIE) -4- (4,4,5,5-PUFEE-1,3,2- S Iz Er ke -
2-55) - 1TH-IEme A A PRI : LI A

HaG, N
N
ZNg-O_cH

[1304] J ?\Z< .

o] CHj,
c

H
CH, °

[1305]  |aj4- (PUHZE-1,3, 2- A< EA ke -2-55) - TH-NE . (600mg, 3.09mmol) AhiH
JE1-FAN L CFE (346mg, 4. 02mmol) A=K FLE (1054mg , 4. 02mmo1) J-JC7KTHF (40mL) Hift]
VK HI AR TR I & — B8 — A S (0. 79mL, 4. 02mmol) , fii 5z il AR =ik, P bt
o 56 R, NN T - RN R i (133mg, 1.55mmol) - = ZKELf (406mg, 1. 55mmo) A1
B HER 5 NTE (0.30mL, 1. 55mmol) , GRS HE SN T3 FN6 /NI o SR T K S TR 5 Wi s
WAETF MG AT BRSPS JE0°C 738 A UUiie . kB8R =0Ty, ¥ 15 2
(IBETRUR e i, AR 1d Biotage Tsolera (ailikalift (50g Si0bE; ARSI HOBEMIFITE
i, 0-35%Et0Ac/ BEkD) , 1+ EIAnEUE 5 (260mg, 32 % %) , iR T ik .

[1306]  'H NMR (250MHz , 55 {%5-d) 8 [ppm] 7.83 (s, 1H) ,7.80 (s, 1H) ,3.70-3.51 (m,1H) ,1.58

[1299]
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(d,J=6.1Hz,3H) ,1.32(s,12H) ,1.28-1.15(m,1H) ,0.73-0.62 (m, 1H) ,0.61-0.48 (m, 1H) ,
0.43-0.24 (m, 2H) .

[1307]  LCMS (4475 EA) :Rt=1.36min,MS (ESIpos) :m/z=263.1 (M+H) .

[1308]  H[R]{K309A:2- £ 3-5- (4,4,5,5-PUFI3E-1,3,2- S el B kb - 2- 58) e

N A o)
CH
[1309] B :
o) CH,
BH,
CH

3

[1310]  FEZiE T, [A15- 1 -2- CEEIEE (0.55g,2.956mmol) AN GHMBEE&) — A (0.826¢,
9.8mmol) 1,4~ Mkt (8mL) IAMHP N CERER (0.87¢g,8.87Tmmol) o KR SEE R &
5oy B, SRIGIINT, 17 -8 (CORFEEEAL) 5k — St (I1) (65mg, 0.089mmol) o K7
PILEL100°C MBI H IIENG /NI o 15 SN TR S P A1 22 S R TIEt0Ae (20mL) R, 224
B b I FHEO0AC (30mL) ik o IR IR AR BT , B 7k AWt Biotage Tsolera o iik4t
fk [Biotage SNAP Cartridge KP-Sil 25g; F#sbE B e i FIHei, 0-100%Et0Ac/ Biki] , 15
FIPREUL S (213mg, 29 % WCR) |, stk Y.
[1311]  'H NMR (500MHz , 5{{/5-d) & [ppm]8.89-8.82 (m,1H) ,7.97 (dd,J=7.7,1.8Hz, 1H) ,
7.15(d,J=7.7THz,1H) ,2.83(q,J=7.6Hz,2H) ,1.34(s,12H) ,1.30(t,J="7.6Hz,3H) »
[1312]  rhal{A16A: BEM T (2, 3-b] MEIE - 2- JEAER

N S OH
A W B\OH
[1314]  FmEW;If[2,3-bIMEnE (950mg, 7. 09mmol) A MRAETHEH AT A H1 %5 - 45°C o T N
IETREAE (L1, 7.73mmol ,4.83mL, 1. 6MII LSRR HRHE G/ -45°C N EAHE L/
I R IS = SN EE (1. 2246, 1.59g, 8. 43mmol, 1.95mL) FEBHR A4 =00 N FtEE2 /N
I o 0 DN ERERR (85 % ,0.57mL, 140mmol) FHRE AP FE 1500 Bh A3 B 1B (o B
C Bk (40mL) F17K (40mL) MR o i JEWEE TTIE W) , I SRk i s T 13 2R L &)
(810mg, 64 % %) , Mo talbl R  AE =i N E eI  JEREE e, AHRT 000 12
132 FANOIPREC S (410mg , 33 % EE) S
[1315]  'H NMR (400MHz,DMSO-d6) & [ppm]7.41 (dd,1H) ,7.94 (s,1H) ,8.30(dd, 1H) ,8.58
(dd, 1H) ,8.62(s,br,2H) »
[1316]  LCMS (J5742) :Rt=0.50min;MS (ESIPos)m/z=180 (M+H) ',
(13171 Hh[AAR1I7A: 4-f-1- {[2- R FRERRD O] L) - 1H-npme

HaC_ N
[1318] HsC—Si N\j\

ANV
[1319]  ZF0°C I, [A14-ffl- TH-NEME (2.0g,10. 31mmol) [P0 UMM (20mL) YA T I N &4k,
9 (619mg, 15.47mmol) o FHF RN [ (= I RAE0 C N2/ NI o 7E0°C R TR n2 - (G A gk

[1313]

CFL) = HELHRELE (SEM-C1,90% 41/ ,2.101g,2.230mL, 11.34mmo1) o R J5 i & I il #4
=R I AE 167NN o 7K (0.5mL) KON, TR N 4E 22 ~ sl AR R S WAE
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EtOAc (50mL) A AINaHCO, 7 (30mL) Z [R5 It « 53 B3 A ALZ , HIERIK (20mL) PRk, T4
(Na,S0,) H Rk Hs k4 - 7Pt Biotage Tsolera ™o 401k, [SNAP Cartridge KP-Sil
50g ; FHAR R PERE AIBERL ; 0-20 % Et0Ac/ Bibe] , 15 B 59 (3.27g,91 % W) ,
IR

[1320] 'H NMR (500MHz, %5{}j-d) 8 [ppm]7.62 (s, 1H) ,7.54 (s, 1H) ,5.40(s,2H) ,3.59-3.51
(m,2H) ,0.94-0.85(m,2H) ,-0.02(s,9H) .

[1321]  LCMS (5 #7 5 EA) :Rt=1.36min;MS (ESTPos) m/z=324.9 (M+H) .

[1322]  HhA){AR18A:4-Fh | 5E-1- {[2- (CFIBEHIREREIY) SR FHAET - 1H- I

HaC_ N=
H,C—Si N
[1323] ¥y / -

[1324] (A4 - M- 1- {[2- (SR PG RL) 5 BE] FHAEY - TH-IEME (Int17A,1.50g,
4.626mmo) [ THF (20mL) JR AR N, 17 - (AR — sk — SUbsl (1) (50mg,
0.068mmol) KFEAWEE N M HES B, RGN0 BMIP 7R G T 2L FEIM THE A i
(11.5mL,5.75mmol) o KHEGHIFEES C AL/, SRIG 1 HI 2 S50, IIAIK (1mL) 7 K SR o
KR A YIAEEL0Ac (100mL) A17K (30mL) 2 [R5 Fid , 43 B A L=, I #R/K (30mL) Peik, T
(Na,S0,) H Rk Hs k4 . 7Pt Biotage Tsolera ™o 401k, [SNAP Cartridge KP-Sil
50g; BB BRI ; 0-20 % EtOAc/ Beki ], 15 Bl E 5 (540mg, 46 % Y% , b
ARV

[1325]  'H NMR (500MHz, %5{}j-d) 8 [ppm]7.40 (s, 1H) ,7.34 (s, 1H) ,5.36(s,2H) ,3.58-3.51
(m,2H) ,3.44-3.35(m, 1H) ,2.37-2.26 (m,2H) ,2.08-1.84 (m,4H) ,0.94-0.85 (m,2H) ,-0.03
(s,9H) .

[1326]  LCMS (55 #7 A :Rt=1.52min;MS (EST) m/z=253.05 (M+H) .

(13271 FRJRIMAI9A : HHTRETR (3S) - MU 2 kg - 3 - LS

[1329]1  ZE0°C A (3S) - PUSEHE -3-F (1.00g, 11.4mmol) FIN,N- S NIE N (2. 4mL,
13.6mmo1) 1) G FFE (20mL) 7k Hh i I B St (1. 05mL, 13 6mmo1) , {5 S W TR 5 gl 4
ZE RTINS B SN TR AP T SR (20mL) AR, B ATERIR A8 (30mL) ik,
KAV IG5, 1o B8 TSk 13 2R 8UL &4 (1.58g) , A itk =
AGA BT NP,

[1330] 'H NMR (250MHz, 5155 -d) & [ppm]5.40-5.24 (m, 1H) ,4.09-3.82 (m,4H) ,3.04 (s,
3H) ,2.30-2.17 (m, 2H) »

(13311 SBLFRTH AI A LOARIT IR AR, ik FH PR R T SRS 4 OB ) 25 DA T R ek
[1332] \Int. R S A 2T A \
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Int. 45 M o FR 2T A

O '"H NMR (250 MHz, #45-d
o_d ¥ 5% B (3R)- ( ) )

[1333] jl ~CHs . §5.37 —5.25 (m, 1H), 4.10 —
20A /" o w9 £ K W -3-
: 3.79 (m, 4H), 3.04 (s, 3H),
X B

2.34 —2.16 (m, 2H).

[1334]  Ha[RMAR21A: FHESETR (2R) - T -2- 35
O O
W/
/S"\.

[1335] H3C 0

CH
H3CJ\/ 3

[1336]  7E0°C T, (2R) - T -2-% (0.90g,12. 2mmol) FIN,N- — SN IE L (1.88mL,
15.6mmol) 1) — S HGE (21mL) FA R H i I fpE S (1. 67mL, 14 6mmo ) o {5 S W TR S 0l A4
F =M IFBEREL6/N o SN TR S P AR AN S B/ K I R i, T (MgS0,) |, 1 S8 I il e 94k
2 A5 B R i R bR S (1.60g) « ARG 4l b BT T N — 8.
[1337] 'H NMR (250MHz , 5({/5-d) 8 [ppm]4.77 (m, 1H) ,3.02(s,3H) ,1.79-1.66 (m,2H) ,1.44
(d,J]=6.3Hz,3H) ,1.01(t,J=7.4Hz,3H) .

[1338] ALl T-rh A2 1ART A FOREFT , {053 ] MR e SR 4 RO Al 88 AT FR TR

Int. |44 2 AR LR &3
g G 'H NMR (250 MHz, #14%-d)
5 4.81 - 4.72 (m, 1H),
[1339] H,C~>N0 P 8 B (29)- [ppm] (m, 1H)
22A 3.02 (s, 3H), 1.79 — 1.66 (m,

W CH 3 T '2‘};&- ﬁﬁ

H3C 2H), 1.44 (d, ] = 6.3 Hz,
3H), 1.01 (t, ] = 7.4 Hz, 3H).

[1340]  Hu[AlfA23A:1- [ (3R) -PUS LI -3-35]-4- (4,4,5,5-PUHIEE-1,3,2- — 8490
e -2-F5) - TH-1pme

Lo Nf"-
NGO CH
[1341] :
0 CHgs
H,c CHs

[1342]  |A)4- (PUHHIE-1,3, 2- A IR bE-2-35) - TH-HE Mk (674mg, 3. 47mmol) G
JKDMF (14mL) YA FH IIANaH (60 % 74 P FH (173 1A, 180mg , 4. 51mmo1) FH-KE [ SN T 54
FE0°C FHEFELS B AR S N HHTRETR (3S) - DU SRR - 3- 30 (750mg , 4. 51mmol) , 44 KW i
PR 100°CHOREF2/NI o KE SN 14 12 2= 3, I H e 4 T AEE L 0A e MK Z ] 43 B o 57K =
BtOAcHEIN—IR , S I A LA £2MeS0, T8 , B8, ZE D F k4 , il id Biotage
Isolera taithik:alifk (50g S MLAERT , BRI VLI FILENE ; 0-60 % EtOAc/ Bike) , 3 EIbx
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UL (380mg, 40 % W) , etk , HAE iR I [l o

[1343]1  '"H NMR (250MHz, 554} -d) & [ppm] 7.78 (s, 2H) ,5.05-4.91 (m, 1H) ,4.19-4.02 (n,
3H) ,4.00-3.86 (m, 1H) ,2.55-2.21 (m,2H) ,1.31(s,12H) .

[1344]  LCMS (55475 1EA) :Rt=1.10min,MS (ESIpos) :m/z=264.8 (M+H) .

[1345] AL T Hr AR 23ART AR R/, i 114 - (DU FH3E-1, 3, 2- S 2R iliZaf ke - 2-
FE) - TH- LM T 22 g FRE R TR ) 25 LA B Fh T4

Int. |44 A S AT AR

'H NMR (250 MHz,
#A7-d) & [ppm] 7.78
(s, 2H), 5.07 — 4.85
(m, 1H), 4.19 — 4.02

1-[(3S)-m9 A =k

" -3-
o N (m, 3H), 3.99 — 3.88

N B 1-4- ¥
[1346] O_ \;\B’O ohy | & I4-(34.4,55 (m, 1H), 2.55 — 2.16

24A X CH, |@ F % -1,3,2- e 140
HGC CH3 ;i%ﬁm%—iz: (m!‘ )7 2 (S§
. ‘ 12H).
% R -2-

LCMS (4% #7 75 & A):
Rt = 1.12 min, MS
(ESIpos): m/z = 264.9
(M+H)".

B)-1H-wvd
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Int. |44 AR AT AR
'H NMR (250 MHz,
#A5-d) & [ppm] 7.82
(s, 1H), 7.73 (s, 1H),
435 — 4.19 (m, 1H),
1-[(28)- T -2-
2.03 — 1.72 (m, 2H),
i g BG4S 5 @ 0= 68 B
H3C_/_ g0 CHs EQ‘?E&-I,B,Z- . (d, = 0. z,
25A S ehs | o o |3, 135 (s, 12H),
CH ——?LTITJ)JHTIT}I
HiC =Te i . 0.83 (t, J = 7.4 Hz,
X B -2 M
#)-1H-stvd ' .
) LCMS (5 #7 7 ik A):
Rt = 1.20 min, MS
[1347] (ESTPos): m/z =
250.85 (M+H)".
'H NMR (250 MHz,
#AA5-d) & [ppm] 7.82
(s, 1H), 7.73 (s, 1H),
I-[2R)- T -2-{4.35 - 4.17 (m, 1H),
"o = * ]-4-(4,4,5,5-(2.02 — 1.72 (m, 2H),
chf g0\ M | v w & -1,3,2-]1.61 (s, 3H), 1.51 (d,
26A o CHs 2
JDow, | =R AMAEIR | = 6.8 Hz, 3H), 0.82
% ¥ -2-|(t,]=17.4Hz, 3H).

% )-1H-tod

LCMS (% #7 75 ik A):
Rt = 1.34 min, MS
(ESIPos): m/z = 251
(M+H)".
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Int. | £# AR S ATE AR

'H NMR (250 MHz,
#A5-d) & [ppm] 7.78
1- 3% & X |(s, 1H), 7.73 (s, 1H),

N -4-(4,4,5,5- 9 |4.66 (m, 1H), 2.28 —
O i 4.5,
[1348] \;La"’ CHs 1w % 13,2-=|1.50 (m, 8H), 1.32 (s,
27A 5 CHy | . .
o EHs B4 M % 3K 0%, | 12H).

’ ¥z -2- % )-1H- | LCMS (% #F 7 ik A):
mik v Rt = 1.34 min, MS
(ESIpos): m/z = 262.9

(M+H)".

(13491 FR[AMAR297A:5-1L-2-34 [ 2k-1, 3-mEm

N
[1350] O/Q}\B,

[1351]  ZE&0 N B GR T 25 8 (9. 1mLi0. 5M THRIA I, 4. 5mmol) JIAF2,5- iR -
1,3-WEmk (1.0g,4. lmmol) FITHETHF (10mL) FH o [ L FRAINT, 17 -8 (CARIEIRED) %k —
SRR (I1) (60mg, 82umol) , K445 2 R A M7 % B FRAE 70 C A2/ NI o SR FE R ZTR &
W H 2 S ol IINIK (20mL) 7K SR, SR T R S TR i (50mL) 25 H . SR 44
AL FERK (20mL) Peidk, T4 (Na,SO,) , 3k BEH IR E e 4s - Sk AxPifiid Biotage Isolera'
kAt (RBREE PRI ; 0-40 % LTR CBE/ Beke) , 15 2Rk 754 (800mg, 89 %
W), ks etk .

[13521  'H NMR (500MHz, 52 1/5-d) 8 [ppm]7.54 (s, 1H) ,3.85-3.74 (m, 1H) ,2.49-2.40 (m,
2H) ,2.38-2.28 (m,2H) ,2.13-2.00 (m, 1H) ,2.00-1.91 (m, 1H) .

[1353]  LCMS (537 757EA) :Rt=1.24min ,MS (ESIPos) :m/z=218F1220 (M+H) .

[1354]  vhjalfA&310A; 5- 1R -2-FR kL1, 3-mems

N
[1355] O/A}‘Br

[1356]  {EUUR T CBERRIERAL S (9. ImLA0. 5M THFIA, 4. 5mmol) JIAEI2,5- iR -
1,3-WEmE (1.0g,4. Immol) AI-F-HETHE (10mL) Ho [ HEHIIANT, 17 -8 (CIREERERD) — gk —
SALER (IT) (60mg, 82umol) , 15 B TR G WI1E B B 770 CHIER2/INS SR Bz &
P& AN = 1l INIK (20mL) K N SRS KR S SR i (50mL) A2 HY . SR 5
AR K (20mL) Pei, T4 (Na,S0,) , s HEJFIs ik . Sk Ax il i Biotage Isolera™
sk alify (FHREEE Ve FIERL , 0-40 % IR CBR/ Beke) , 13 2kt &4 (780mg, 78 %
W) |, Rk iR .

[1357]1  'H NMR (500MHz , 545 -d) & [ppm] 7.52 (s, 1H) ,3.43-3.32 (m, 1H) ,2.23-2.09 (n,
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2H) ,1.87-1.63(m,6H) .
[1358]  LCMS (4H7/51EA) :Rt=1.30min,MS (ESTPos) :m/z=233 (M+H) ",
[1359]  AHfRIfRS11A: 1-FR | FL-4-ff- TH- Bk

-
[1360] N 7 I
o

[1361]  {FZE1RF, A4 -Hl- TH-BEME (4.0g,20.62mmol) [N, N- — FRELFAFER I (30mL) I8
IO EN (60 % 76/ i, 907mg, 22. 68mmol) BRI £ 155 B B & 458 1 A<
PR IINTRARIR T %2 (3.88mL, 41 . 24mmol) KRG IAE80C Mt HE L6/ I o i H1 = %
B SOV TR AP0 I TBME (50mL) Aok, 1 15 25 (A« P ik 4 v, 13- 2N P HiBiotage
Isolera "o i ik4lify [Biotage SNAP Cartridge KP-Sil50g; i FBAEIOPERIF],0-100%
EtOAc/Bekt] 13 25 A FITBME/ Bkt B 45 4 , A3 2 AU 59 (2. 068,40 % %) , G
o ah AR

[13621 'H NMR (500MHz, Z{/j-d) 8 [ppm] 7.40 (s, 1H) ,7.07 (d,J=1.4Hz,1H) ,4.66-4.49
(m,1H) ,2.54-2.44 (m,2H) ,2.38-2.26 (m,2H) ,1.96-1.80 (m,2H) .

[1363]  LCMS (53#7/57EA) :Rt=0.67min;MS (ESIPos) m/z=248.85 (M+H) ',

[1364]  Hh[AJ{AR312A:2-FR ] 3E-5- (= T RT3 -1, 3-Hgm

N
<>—~</ ]\
SN N NCH,

[1365] H\j\
CH,

[1366]  F5-7R-2-Ff ] 3E-1,3-EME (410mg, 1.88mmol) I MEAETHE (5mL) HAJ A% -78
Co A5 BRMIE T 3E2E (1. 41mLIF 1. 6MCSETATR, 2. 26mmol) , 1 BIRA IR . /£-7T8C I
1558 , G55 MR IN—=1F T 35{t5% (0.61mL, 2. 26mmol) , SRS (IR S Wm0 B
[ B 7K (20mL) FE, SR FH R £ Fig (50mL) 25 H o AR A 41U FH R 7K (20mL) ik, T
(Na,S0,) , i BEFF IR ik 4 - B il id Biotage Tsolera "ailfik4lifl (Biotage SNAP
Cartridge KP-Sil 50g; BB IPEBEFIVENL, 0-30 % Et0Ac/ BEkt) , 13 BIARdL & ¥
(540mg , 54 % KCK) |, N JC iRy

[1367] 'H NMR (500MHz , ({55 -d) & [ppm]7.59 (s, 1H) ,4.00-3.85 (m, 1H) ,2.54-2.31 (m,
4H) ,2.15-2.00 (m, 1H) ,2.00-1.91 (m, 1H) ,1.58-1.50 (m,6H) ,1.37-1.26(m,6H) ,1.15-1.04
(m,6H) ,0.89 (t,J=7.3Hz,9H) .

[1368]  LCMS (5 #r/77ikA) :Rt=1.22min, A T4

[13691  H[A]{k28A: 5- 5 FE-2- (6- £ A IEMEIE - 3-35) 75 FIG H

o} 5
CHs; N_ _~
[1370] o
NH,
O"\.
CHy
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(13711 R0 N CRe -2 - 2- BUOR IR IS (Int 1A,1.0g,4.35mmol) « (6- £ 53N
WE -3-25) AR (1.09mg, 6.52mmo1) AERIELEH (1.98g,14.3mmol) i51-1,2- ~HAEE b
(15.8mL) 17K (7.8mL) H1o JILAPd (PPh,) ,C1, (36. 7mg,0.052mmol) JFH¥ R NI G ¥7E90°C |
TR 2 52 R B R NTR S 22 =0, FH7K (30mL) Ak H ORI (20mL) 22 HY o A
HFLE 7K (15mL) «#h7K (15mL) Peik, T4 (Na,S0,) , b JE IR e 4 , 15 Blbrdlie &9
(1.37g,115% 02, 28T % 4l ) |, Jy talil ik iz A Edt— L Ak B - b —20
[1372]  LCMS (J57%4) :Rt=1.03min,MS (ESIpos)m/z=273 (M+H) ',

[1373]1  FR[RIR29A: 5- 5 -2- (1-B4 ] - 1H-nbme - 4- 30) R HIRG HH S

N
,"‘-—
<}N
=
O

O
“CHsy

[1375] LRSSV, B5-2d k- 2- IR HHEG FRE (Int 1A,4.21g,18.3mmol) J1-FR | -4-
(4,4,5,5-P0H3E-1,3,2- A 24lIZe TR kb2-2-35) - 1H-ME e (5.00g, 20 . 2mmo ) FIIHR L&
(8.36g,60.5mmol) A MEAEL, 2- HIFEFE LA (67mL) AIK (33mL) H1. JILAP (PPh,) ,C1,
(155mg, 0.22mmol) J¥ S N G ¥7E90°C N INFAE 2 5E i - 3 S B 3 H1 &2 =08, JTIOK
(100mL) MBI T LR LB (75mL) 25 HY o KA AILZ 7K (50mL) 7K (50mL) Peik, T4
(Na,S0,) , i HEH IR i i o i Biotage Tsolera' ta il alift =4, 15 S bk &4
(4.34g, 87 %K) , NI IR .

[1376]  'H NMR (500MHz ,DMSO-d6) & [ppm]7.73(d,J=0.7Hz,1H) ,7.37(d,]J=0.6Hz,1H) ,
7.11(d,J=8.3Hz,1H) ,6.80(d,J=2.5Hz,1H) ,6.70(dd,J=8.3,2.5Hz,1H) ,5.31 (s, 2H) ,
4.86-4.73(m,1H) ,3.69(s,3H) ,2.48-2.31 (m,4H) ,1.83-1.71 (m, 2H) .

[13771  LCMS (J51%4) :R,=0.94min,MS (ESIpos)m/z =272 (M+H) "

[1378] 1-3f ] HL-4- (4,4,5,5-PUFHEE-1,3,2- 5294220 ke - 2- 38) - TH- g ms
(CAS1002309-48-9) A& I FIMAI 25, B A0 N Ak :

[1379]  }4-(4,4,5,5-PUFEE-1,3,2- S 342 IR b -2-55) - 1H-NEME (CAS 269410-
08-4,1.20g,6.18mmol) % T-DMF (23mL) 1, 7F 2=, (rt) NI LH4 (0.81g,18.6mmol) .10
SRR INIR T 2L (2.51g,18.6mmol) , KHEAGM(ES0°C Mhitl2e, FAE =00 P HcHE16/)
N o BHRE SWE/K IR Ol 2 [F oy B, TR CREARHL, I RS A ALE TKEesk, T
Ji: (Na,SO,) FHukeds HH ¥ (1. 14g, 87T % 21, 64 % WSeR) Aealt—Lalifb BIRl il 1]

[1380] (RIS 5, M IR E RO A BN E iRl 44 - (4,4,5,5-PUHHEE-1,3,2-
SR e - 2- 35) - TH-nbme 515 i [ BA | 2E750MI1 . 524 B [P B s /- DMF Hh /65 C
R E R A TR WS, TN 300 . 5 2 BRI T BL B0 . 52 B IR e -

[1381]  'H NMR (400MHz ,DMSO-d6) & [ppm]1.24 (s, 12H) ,1.71-1.80 (m,2H) ,2.31-2.48 (m,
4H) ,4.83 (quint,1H) ,7.60(s,1H) ,8.00(s,1H) .

[1382] DL T Hr TR 29A TR R /7, il 15 - 22 - 2- UK HHER A (Int 1A) FIIE Y
FBIIRR Bk 25 AR A SRR IR i > IR 25 DA H )k

[1374]
NH,
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H

CN 115137726 B 92/498 T
Int. | Z#) 2 AR o9 # AR
F
F
F S LCMS (77 4): R
| 5. F K 2-[6-(= Cadrlithn
F N . = 1.12 min, MS
i o plilens iy (ESIpos) m/z = 297
0S Z =
1 NHz | 3% 9 g P AR e
ot (M+H)".
F
F X ,, LCMS (7 # 3): R
1 5- 8 -2-[6-(= Saiidalabin
& . = 0.92 min, MS
i - ST (ESIpos) m/z = 279
0S8 5 =
NH | %1% P B 7 B -
N (M+H)".
[1383] 'H NMR (400
MHz, DMSO-d6) &
[ppm] 1.71 — 1.78
(m, 2H), 230 -
i 2.45 (m, 4H), 3.68
N 4 .
<>_N N 5-&%&-2;(1-% (s, 3H), 4.68 (quint,
o T #% -3- & -1H- | IH), 5.45 (s, 2H),
(@]
NH, vl -4- )R P | 6.74 (dd, 1H), 6.96
gts B, P BY d, 1H), 7.05 (d,

1H), 7.75 (d, 1H).
LCMS (7 #*1): Rt
= 094 min; MS
(ESIPos) m/z = 290
(M+H)".
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B B

CN 115137726 B 93/498 T
Int. |44 2 A D R
ca—d | . . |LeMs (7 3): R,
s 5- & & -2-(5- & .
L = 1.21 min, MS
33A o NH 2-E oy )R T
2 (ESIpos) m/z = 268
O. B ¥ B A
CH, (M+H)".
N e
F . LCMS (7 i 3): R
g e 5- R & -2-[5-(= ( , ) R
I «|= 127 min, MS
34A o N AT R )-2-E
! 2 1% P8P E (ESIpos) m/z = 302
\CHS 7 8 (M+H)+
'H NMR (400
[1384]
MHz, DMSO-d6) &
[ppm] 3.67 (s, 3H),
5.78 (s, 2H), 6.78
. dd, 1H), 6.90 (d,
Wa 5.8 42wy | 9D T €90
\ | 1H), 7.16 (s, 1H),
35A X 7 [53-4] = X 7.30 (d, 1H), 7.41
0 " : : B s
NH 2-E)VKF BT
) 2 e ) (dd, 1H), 8.18 (dd,
“CHs N 1H), 8.49 (dd, 1H).
LCMS (7 %1): R,
= 0.87 min, MS
(ESIpos) m/z = 285
(M+H)".
[1385]  Hh[H]{A&36A:2- (1-RTFHEN) -2-5L) -5- AR IR FH S

\
[1386] o O
0
NO,
O\.
CH

3
[1387]  |f)2-7R-5- 4208 FHERHEE (591mg, 2. 273mmol)  (1-ZEFFHEmy - 2- 55) AlifR (425mg,
2.387mmol) MIPd (PPh,) ,C1, (16mg,0.023mmol) 1)1, 2- AL LT (10mL) AR - DTN 2K
FRE/KIATR (3. 8mL, 7. 6mmol) , TR FH AU <500 Bl o R IR A E100°C T higk16
/NI A SRS A 5 ==, T RING,CO, (20mL) F , 7K 2 HIEE (2 X 20mL) ZEH0 o K15 I 14
B T4 (MgS0,) , it I8, ZERUE T k4, JFifiid Biotage Isolera™fathaift (RERD , 155
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N 115137726 B W OB P 94/498 T

AR IPRE G (49Tmg, 70 % EE) S

[1388]  'H NMR (250MHz ,DMSO-d6) & [ppm]8.53 (d,J=2.5Hz,1H) ,8.47 (d,]J=2.5Hz, 1H) ,
8.09-8.02(m,1H) ,7.96 (d,J=8.6Hz,2H) ,7.63 (s, 1H) ,7.51-7.40(m,2H) ,3.79(s,3H) .
[1389]  LCMS (53A7 /5 7ED) Rt=4.83;MS (ESIpos)m/z=282 (M-0Me) ',

[1390]  rh[Al{&37A:2- (1-BF | 3E- IH- AR -4-38) -5- W36 FE S F G

N
N
O_ =
0

[1391]
NO,

O"‘CH3
[1392]  ¥4FDME (30mL) FH7K (15mL) FR{R1-2R T 2E-4- (4,4,5,5-PUFI3E-1,3,2- A 440
ZER ke -2-3) - 1H-TEMe (1.5g,6.0mmol) Fl12- 7R -5- LA R (1.66g,6.0mmol) ]
ZUEAS 0 Bl NN (R AL ) - —@UEsE (11) (127mg, 0. 18mmol) FIRERH (2. 5¢,
18. 1mmol) , R RN AL HE N AEL00°C N A2 /NI o 4 S R TR 5 v A1 28 == 0, TTOK
(30mL) A FHEtOAC (50mL) = HY KA HLE FHER /K (2 X 30mL) Bk, T4 (Na,S0,) , kT
R4 SR AW Biotage Tsolera "t ibikalift (REK s i AR BB 715 0-50 %
EtOAc/BEke) , 1 EIbRUL &) (1.72g, T2%WCR) |, ik Y.
[1393]  'H NMR (500MHz ,DMSO-d6) & [ppm]8.43(d,J=2.5Hz,1H) ,8.33(dd,]J=8.7,2.6Hz,
1H) ,8.20(s,1H) ,7.83(d,J=8.7Hz,1H) ,7.72(s,1H) ,4.97-4.81 (m,1H) ,3.85 (s,3H) ,
2.45-2.33(m,2H) ,1.87-1.76 (m,2H) .
[1394]  LCMS (50A7 /5 7EA) (R t=1.19min,MS (ESIPos) :m/z=302 (M+H) ',
[1395] AL T HR RIS TARIT AR RO 7, il 112 - 15 - 5 - A 22 2 FH HH R AR 42 244 1R W, ke
B FAER SRR AR R A E OBk 25 LA B FR TR A

[1396] | Int. 2k My A AR 2 H E R
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CN 115137726 B

i

B B

95/498 T

[1397]

Int.

S FR

D AT RIE

38A

NO,

2-(6- F A kv
S3-2)-5-8 A K
¥ B 'F By

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
8.60 (d, ] = 2.5 Hz,
IH), 8.46 (dd, J =
8.5, 2.5 Hz, 1H),
8.43 (d, ] = 2.3 Hz,
1H), 7.77 (d, J = 8.5
Hz, 1H), 7.71 (dd, J
= 8.0, 2.4 Hz, 1H),
7.36 (d, J = 8.0 Hz,
1H), 3.72 (s, 3H),
2.54 (s, 3H).

LCMS (%4777 & A):
Rt = 0.96 mins; m/z
(ESIPos) = 273.0
(M+H)".

39A

NO,

2-[6-(1,1- = #&
T ) o vE -3-
A-5-AEEART
B F B

'"H NMR (500 MHz,
DMSO-d6) & [ppm]
8.69 — 8.66 (m, 2H),
8.51 (dd, J =8.5,2.5
Hz, 1H), 8.01 (dd, J
= 8.1, 2.3 Hz, 1H),
7.83 — 7.79 (m, 2H),
3.74 (s, 3H), 2.06 (t,
J=19.1 Hz, 3H).
LCMS (5 #7 7 ik A):
Rt = 1.19 mins; m/z
(ESIPos) = 323
(M+H)".

107



CN 115137726 B

i

B B

96,/498 i

[1398]

Int.

S FR

D AT RIE

40A

NO,

2-[6-(1,1- = &
A k) et -3-
E-5-AEER T
R F B

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
8.68-8.69 (m, 2H),
8.52 (dd, J = 8.5, 2.5
Hz, 1H), 8.02 (dd, J
= 8.1, 2.2 Hz, 1H),
7.84 (d, J = 8.5 Hz,
1H), 7.79 (d, J = 8.1
Hz, 1H), 3.73 (s,
3H), 2.47-2.30 (m,
2H), 0.97 (t, ] = 7.5
Hz, 3H).

LCMS (%4777 & A):
R; = 1.24 min; MS
(ESIPos), m/z = 337
(M+H)".

41A

NO,

O‘h
CH,

2-(6- T Bt A& o
%32 )-5-#K &
R F B F B

'"H NMR (500 MHz,
DMSO-d6) & [ppm]
8.73(dd, 1 =1.9,0.9
Hz, 1H), 8.68 (d, ] =
2.5 Hz, 1H), 8.52
(dd, J = 8.5, 2.5 Hz,
1H), 8.03 (dd, ] =
3.7, 1.5 Hz, 2H),
7.82 (d, J = 8.5 Hz,
1H), 3.73 (s, 3H),
2.69 (s, 3H).

LCMS (%47 77 & A):
Rt=1.17 mins, MS
(ESIPos): m/z=301
(M+H)".
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CN 115137726 B

B B

97/498 T

[1399]

Int.

S FR

D AT RIE

42A

NO;

5- A
-2-[143.2.3-
AT E)-1H-#
o4 KR P8R
¥ Bg

e

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
8.47 (d, J = 2.4 Hgz,
I1H), 8.37 (dd, J =
8.6, 2.6 Hz, 1H),
8.19 (s, 1H), 7.94 —
7.88 (m, 1H), 7.85
(d, J] = 8.6 Hz, 1H),
5.23 (q, J = 9.1 Hz,
2H), 3.83 (s, 3H).
LCMS (5 #7 7 ik A):
Rt=1.19 mins; MS
(ESIPos), m/z=330
(M+H)".

43A

NO,

O‘h
CHs

2-(1- & % -1H-
otlwd 4 5 )-5- 7K
KR TR P B

'H NMR (500 MHz,
A5 -d) & [ppm] 8.58
(d, J = 2.5 Hz, 1H),
8.30 (dd, J = 8.6, 2.5
Hz, 1H), 7.72 (s,
1H), 7.67 — 7.64 (m,
1H), 7.59 (d, J = 8.6
Hz, 1H), 423 (q, ] =
7.3 Hz, 2H), 3.89 (s,
3H), 1.55 (t, J = 7.3
Hz, 3H).

LCMS (5 #7 7 ik A):
Rt = 1.09 mins; MS
(ESIPos),
275.95 (M+H)".

m/z =
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CN 115137726 B

i

B B

98/498 i

[1400]

Int.

S FR

D AT RIE

44A

NG,

0‘\
CHs

2-(1- %+ A A
-1H- = = -4-
A)-5-A A KT
R F B

'H NMR (500 MHz,
#A%5-d) & [ppm] 8.56
(d, ] = 2.4 Hz, 1H),
8.29 (dd, J = 8.6, 2.5
Hz, 1H), 7.73 (s,
1H), 7.66 (s, 1H),
7.60 (d, ] = 8.6 Hz,
1H), 4.55 (hept, J =
6.7 Hz, 1H), 3.88 (s,
3H), 1.56 (d, ] = 6.7
Hz, 6H).

LCMS (5 #7 7 ik A):
Rt = 1.15 mins; MS
(ESI) m/z = 290
(M+H)".

45A

NO,

2-(1- & T A
-1H- =t » -4-
3 )-5- 2 K OR F
AR P B

'H NMR (500 MHz,
# A% -d) & [ppm] 8.57
(d, J = 2.5 Hz, 1H),
8.31 (dd, J = 8.6, 2.5
Hz, 1H), 7.83 (d, ] =
0.7 Hz, 1H), 7.73 —
7.69 (m, 1H), 7.62
(d, ] = 8.6 Hz, 1H),
3.90 (s, 3H), 1.66 (s,
9H).

LCMS (5 #7 7 ik A):
Rt = 1.31 mins; MS
(ESIPos),
304.05 (M+H)".

m/z =
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i

B B

99/498 T

[1401]

Int.

S FR

D AT RIE

46A

NG,

0O
“CH;

2-{1-[(2S)- T -2-
3 - 1H- ok o 4-
A L-5-AE AR P
R F B

'H NMR (500 MHz,
#A%5-d) & [ppm] 8.58
(d, T = 2.5 Hz, 1H),
8.31 (dd, ] = 8.6, 2.5
Hz, 1H), 7.72 — 7.70
1H), 7.69 (s,
1H), 7.62 (d, J = 8.6
Hz, 1H), 4.33 — 4.24
(m, 1H), 3.89 (s,
3H), 2.02 — 1.92 (m,
1H), 1.90 — 1.80 (m,
1H), 1.57 (d, ] = 6.8
Hz, 3H), 0.88 (t, ] =
7.4 Hz, 3H).

LCMS (547 7 ik A):
Rt=1.25 mins, MS
(ESIPos): m/z =
304.00 (M+H)".

(m,
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B B

100/498 7

[1402]

Int.

S FR

D AT RIE

47A

HiC o
T

HaC

o

NO,

“CH,

2-{1-[2R)- T
-2- K ]-1H-=t o
4- % y-5- 8 Xk
KB T B

'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.59
(d, ] = 2.4 Hz, 1H),
8.32 (dd, J = 8.6, 2.5
Hz, 1H), 7.70 (d, ] =
3.7 Hz, 2H), 7.63 (d,
J =8.6 Hz, 1H), 4.37
—4.21 (m, 1H), 3.90
(s, 3H), 2.08 — 1.78
(m, 2H), 1.57 (d, ] =
6.7 Hz, 3H), 0.89 (t,
J =7.4 Hz, 3H).

LCMS (%47 77 & A):
Rt=1.38 mins, MS
(ESIPos): m/z =
304.00 (M+H)".
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B B

101/498

[1403]

Int.

S FR

D AT RIE

48A

J

" —
CH; o
. NO,

\.CHB

2-(1- # T A
-1H- =t = -4-
B)-S5-#ARTF
BR ¥ B

'"H NMR (500 MHz,
# A% -d) & [ppm] 8.57
(d, J = 2.5 Hz, 1H),
8.30 (dd, J = 8.6, 2.5
Hz, 1H), 7.66 (s,
IH), 7.66 (s, 1H),
7.59 (d, ] = 8.6 Hz,
1H), 3.96 (d, J = 7.3
Hz, 2H), 3.88 (s,
3H), 2.25 (m, 1H),
0.95 (d, ] = 6.7 Hz,
6H).

LCMS (#7177 & A):
Rt = 1.20 mins; MS
(ESIPos),
304.05 (M+H)".

m/z =

49A

NO,

2-[1-2,2- = ¥
A A A )-1H- 1
o -4 3K 1-5- A0 2k
R VBT 85

'"H NMR (500 MHz,
#AA4%-d) & [ppm] 8.59
(d, J = 2.5 Hz, 1H),
8.35 — 8.29 (m, 1H),
7.67 (s, 1H), 7.66 (s,
1H), 7.62 (d, J = 8.6
Hz, 1H), 3.97 (s,
2H), 3.90 (s, 3H),
1.03 (s, 9H).

LCMS (%47 7 ik A):
Rt = 1.33 mins; MS
(ESIPos),
318.0 (M+H)".

m/z =
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CN 115137726 B

i

B B

102/498

[1404]

Int.

S FR

D AT RIE

50A

NO,

5- A A
-2-{1-[(3R)- m@
A ok % -3-
£ J-1H- vt v -4-
3K BR P BY

'"H NMR (500 MHz,
#A%5-d) & [ppm] 8.59
(d, T = 2.5 Hz, 1H),
8.30 (dd, J = 8.6, 2.5
Hz, 1H), 7.79 (s,
1H), 7.67 (s, 1H),
7.59 (d, ] = 8.6 Hz,
1H), 5.08 — 4.97 (m,
1H), 4.20 — 4.12 (m,
2H), 4.08 (m, 1H),
3.97 (m, 1H), 3.89
(s, 3H), 2.56 — 2.45
(m, 1H), 2.42 — 2.32
(m, 1H).

LCMS (%477 & A)
Rt =1.14 min, MS
(ESIpos): m/z =
318.0 (M+H)"
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i

B B

103/498

[1405]

Int.

S FR

D AT RIE

51A

“CHj,

NO;

5- A A
-2-{1-[(3S)- W@
A ok % -3-
£ J-1H- vt v -4-
AVR P ER T B

'H NMR (500 MHz,
#A%5-d) & [ppm] 8.59
(d, J = 2.5 Hz, 1H),
8.30 (dd, ] = 8.6, 2.5
Hz, 1H), 7.79 (s,
1H), 7.67 (s, 1H),
7.59 (d, J = 8.6 Hz,
1H), 5.03 (m, 1H),
4.20 — 4.12 (m, 2H),
4.08 (m, 1H), 3.97
(m, 1H), 3.89 (s,
3H), 2.58 — 2.45 (m,
1H), 2.38 (m, 1H).
LCMS (% #77 kA)
Rt =1.17 min, MS
(ESIPos):
318.0 (M+H)".

m/z=
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CN 115137726 B i';ﬁ HH :F; 104/498 71
Int. 4E 4 2 AR 2 AT R

'H NMR (500 MHz,

DMSO-d6) 6 [ppm]

8.42 (d, ] = 2.5 Hz,

IH), 8.33 (dd, J =

8.7, 2.5 Hz, 1H),

8.09 (s, 1H), 7.82 (d,

N N ] =8.7 Hz, 1H), 7.72

[1406] not N e (s, 1H), 4.12 (t, ] =
e i ney || SenlE =oAL 2H), 3.84 (s

Oschy K)RFPERTE | B ’

3H), 1.86 — 1.75 (m,
2H), 0.84 (t, ] = 7.4
Hz, 3H).

LCMS (5477 & A)
Rt = 1.20 min, MS
(ESIpos):
290.0 (M+H)".

m/z =
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i

B B

105/498 T

[1407]

Int.

S FR

D AT RIE

53A

g

NG,

O'\h
CHs

2-[1-(AT AT
£ )-1H- otk v -4-
BE-5-A AR TP
B F B

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
8.42 (d, J = 2.5 Hz,
IH), 8.33 (dd, J =
8.7, 2.5 Hz, 1H),
8.06 (s, 1H), 7.82 (d,
J=8.7 Hz, 1H), 7.72
(s, 1H), 4.18 (d, J =
7.3 Hz, 2H), 3.84 (s,
3H), 2.83 — 2.70 (m,
1H), 2.03 — 1.95 (m,
2H), 1.91 — 1.73 (m,
4H).

LCMS (% #77 kA)
Rt = 1.26 min, MS
(ESIpos):
316.0 (M+H)"

m/iz =

117



CN 115137726 B iH HH :F; 106/498 71
Int. | 4# A o7 # A%
'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.56
(d, ] = 2.4 Hz, 1H),
8.29 (dd, J = 8.6, 2.5
Hz, 1H), 7.73 (s,
IH), 7.66 (s, 1H),
7.59 (d, J = 8.6 Hz,
ON'N: 2-(1- 3 &% A& |1H), 4.70 (m, 1H),
[1408] -1H- =t ¢ -4-|3.89 (s, 3H), 2.32 —
54A o W0y |y o i
7 K )-5-B KK F | 2.11 (m, 2H), 2.16
“CHj, ﬁﬁ ¥ Fg

1.97 (m, 2H), 1.95 —
1.82 (m, 2H), 1.80 —
1.65 (m, 2H).

LCMS (% #77 kA)
Rt =1.38 min, MS
(ESIpos): m/z =
316.0 (M+H)".
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CN 115137726 B .IH HH :F; 107/498 71
Int. 4E 4 2 AR 2 AT R
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
8.42 (d, J = 2.5 Hz,
IH), 8.33 (dd, J =
8.7, 2.6 Hz, 1H),
8.14 (s, 1H), 7.83 (d,
J =8.7 Hz, 1H), 7.70
QNP': 2-(1- 3% & % |(s, 1H), 4.25 — 4.12
[1409] -1H- & "% -4-|(m, 1H), 3.85 (s,
L i N2k )-5-# K P | 3H), 2.12 — 1.98 (m
Shan. i )-5- 7K A R ) (m,

AR F B

2H), 1.90 — 1.60 (m,
5H), 1.50 — 1.34 (m,
2H), 1.30 — 1.16 (m,
1H).

LCMS (%47 77 ik A):

Rt=1.33 mins, MS
(ESIPos): m/z=330
(M+H)".
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B B

108/498 T

[1410]

Int.

S FR

D AT RIE

313A

2-[1-(2-F & %
T K )-1H- ok v
4-K-5-A AR
¥ R F B

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
8.42 (d, J = 2.5 Hz,
IH), 833 (dd, J =
8.7, 2.5 Hz, 1H),
8.06 (s, 1H), 7.83 (d,
J =8.7 Hz, 1H), 7.75
(s, 1H), 4.32 (t, J =
5.3 Hz, 2H), 3.85 (s,
3H), 3.71 (t, J = 5.3
Hz, 2H), 3.25 (s,
3H).

LCMS (%4777 & A):
Rt = 1.07 mins, MS
(ESIPos): m/z = 306
(M+H)".
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CN 115137726 B 'IH HH :FB 109/498 71
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'H NMR (500 MHz,

#A%5-d) & [ppm] 8.49

(d, J = 2.5 Hz, 1H),

8.22 (dd, ] = 8.6, 2.5

Hz, 1H), 7.75 (s,

IH), 7.61 (s, 1H),

b [T

M L EHIH-E | ol o (r;1 1H)’

e 314A <R_N A-BlS-AE 1-57 (d -J = 6’8 Hz’

i t bllianisad bl 3ﬁ) 1;4- 1 i6 (m’

ettt lH)’ 0-70—0-62 (m’

1:1 R&4 gl ' ’

1H), 0.59 — 0.52 (m,
1H), 0.39 — 0.27 (m,
2H).

LCMS (%47 77 & A):
Rt = 1.20 mins, MS
(ESIPos): m/z =
316.00 (M+H)".
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[1412]
315A

N
=
10 N02

5- B A
2-(1-{[2-(= ¥
EwEEE)T
A K)F K )-1H-
e 4- )R F
B2 ¥ B

'H NMR (500 MHz,
AAx-d) & 8.61 (d, ]
= 2.5 Hz, 1H), 8.32
(dd, J = 8.6, 2.5 Hz,
1H), 7.87 (s, 1H),
7.69 (s, 1H), 7.60 (d,
J = 8.6 Hz, 1H), 5.47
(s, 2H), 3.88 (s, 3H),
3.66 — 3.61 (m, 2H),
0.99 — 0.90 (m, 2H),
0.00 (s, 9H).

LCMS (5 #7 7 ik A):
Rt = 1.34 min;
MS(ESIPos): m/z =
378 (M+H)".

Int.

S FR

D AT RIE

[1413]
316A

2-(1- ¥ % -1H-
o] vt -6- 3 )-5- 2K
AR T BT Be

'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.75
(d, J = 2.4 Hz, 1H),
8.42 (dd, J = 8.5, 2.4
Hz, 1H), 8.11 — 7.98
(m, 1H), 7.80 (d, ] =
8.3 Hz, 1H), 7.67 (d,
J =8.5 Hz, 1H), 7.42
— 7.35 (m, 1H), 7.09
(dd, J = 8.3, 1.3 Hz,
1H), 4.13 (s, 3H),
3.72 (s, 3H).

LCMS (5477 ik A)
Rt = 1.16 min, MS
(ESIpos): m/z =
312.0 (M+H)".
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[1414]  rRE}{AR56A:2- (5- FHELILNE -2-55) -5- ALK FHER g

H
3C | N
s
[1415] N
o
HaC’ N02
o)

[1416]  B2-P-5- ALK HER HE (0.20g,0.77mmol) < 2- (5- LM -2- L) -5-9k -1,
3,5, 2- ZHAGMIZLEAC LT (489mg, 1. 92mmol) \Pd (PPh3) ,C1, (67.5mg,0.10mmol) \Cul
(73.2mg,0.39mmo1) FIEREZ Y (266mg, 1.92mmol) T-PUEUWCIR (3. 8mL) HI IR A4 FH AU
SO E Ace® 1 KT A YIES0C N IIAL6 /NI, AR HI 2 == il , FHEtO0ACH
YORTRRIR S B KA RO RS, F il Celite™ #ad I B AHUES B, BRI UL B KA Rz
%, THE (MgSO0,) , it I E 25 ik i I AW Bl I Biotage Tsolera BRydihE (ail i alify
(25 AV RETRE s BRIV S RE B 5 0-50 % Et0Ac/ Biks) , 15 EIFREY &1 (180mg, 75 %
W), R IR .
[1417]  'H NMR (250MHz,DMSO-d6) & [ppm]8.51 (m, 1H) ,8.48-8.38 (m,2H) ,8.01(d,J=
8.7Hz,1H) ,7.83-7.71(m,2H) ,3.68(s,3H) ,2.38(s,3H) .
[1418]  LCMS (547 /57EA) Rt=1.08min,MS (ESIpos)m/z=273.15 (\M+H) .
[1419]  rhB]{&298A: 5-Afdt-2- (=T FEHEHEIL) 2K IR FHES

H,C

H4C
[1420]  HaC_~_ SN

HSC’O NO,
o)

14211 JAN TR 4%E (10.0ml, 19 8mmol) Fl12- 7R -5- AL a8 FEG FRE (5.1g,19. 8mmol)
(B (100mL) ¥ JINPd (PPh,) , (457mg,0.40mmol) IR G#7£120°C R 20
AN SRR VA A0 2 0 SRS R AL BRI (5. 7g, 7hmL) IR S, Hiid3047 8
Jer , A SRR TR R o BRI K E A LA T R OK (B0mL) Peik, T4
(MgSO,) , i ST FIRU e i o 7k Asifiid Biotage Isolera ' taithidialifl. (FARBIEE I PEMAILL
JIi;0-15%Et0Ac/ BEkD) AT EIAREUE 54 (6. 1,46 %USCR) |, ko kY.
[1422]  'H NMR (500MHz, 5515 -d) & [ppm]8.87 (d,J=2.3Hz, 1H) ,8.28(dd,J=8.0,2.3Hz,
1H) ,7.84(d,J=8.0Hz,1H) ,3.98(s,3H) ,1.52-1.43 (m,6H) ,1.32-1.26 (m,6H) ,1.13-1.08
(m,6H) ,0.87 (t,J=7.3Hz,9H) .
[1423]  LCMS (437 /51EA) :Rt=1.34min, J"AE 11k,
[1424]  FR[A{K299A:2- (2-BF | 3E-1,3-IEWh -5-55) -5- LI IEG G
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[1425]

HLC” NO;

0

[1426] @ KA A E S RS W57 PPk is5 -3 -2-28 T 3E-1,3-BEWE (300mg,
1.38mmol) Fl5-ffdk-2- (= T E Y FKHER G (1.02g,1.51mmol) Yo7k, 4- Mk
J5t (8mL) FIRBE - SRS IINPd (PPh,) , (50mg, 0.043mmol) FICul (9mg,0.047mmol) FJf-¥ 5 i
FEREEHRAEL00°C I IIFN2 /NI o SR SN ¥4 181 200 o a i A b ol B 2 [l 4, I T
EtOAc (50mL) Pk o BHE IR Ik 4 , B I it Biotage Tsolera taikikatifl, (A
FEMIBEMEFIBERL ; 0-50 % EtOAc/DCM) , f32IAREUE 54 (390mg , 87 % W) , W is ik .
[1427]1  'H NMR (500MHz , 5155 -d) & [ppm]8.63 (d,J=2.4Hz,1H) ,8.33 (dd,J=8.5,2.5Hz,
1H) ,7.68(s,1H) ,7.63(d,J=8.5Hz,1H) ,3.94-3.87 (m, 1H) ,3.86 (s,3H) ,2.57-2.46 (m,
2H) ,2.46-2.34 (m,2H) ,2.17-2.05 (m, 1H) ,2.04-1.94 (m, 1H) .
[1428]  LCMS (5 #7 5 1EA) :Rt=1.28min;MS (ESIPos) :m/z=319 (M+H) .
[1429]  ZRAUL T T HRMA299A T AR (AR /7, {3 115 - i3 - 2- (= T RS KR H
it (FR TR (AR 298A) ANid Y (205 IR S NPV E D IEORHRI S LA HaTa] A
Int. 4E M) 2 A S AR
'H NMR (500 MHz,
#A5-d) & [ppm] 8.63
(d, J = 2.4 Hz, 1H),
8.33 (dd, J = 8.5, 2.5
Hz, 1H), 7.67 (s, 1H),
7.63 (d, J = 8.5 Hz,

N 2-(2- 3 % &
- O] _1;_ 5 jj | 1H). 386 (s, 3H), 3.52
¥ B F &g ' ’ T
1.81 (m, 4H), 1.80 —
1.69 (m, 2H).

LCMS (4 #7 7 & A):
Rt = 1.32 mins, MS
(ESIPos): m/z = 333
(M+H)".

124



CN 115137726 B

B B

113/498

Int.

S FR

TR

324A

Hac\“/%N

N~
@]
H,C” NO,

2-(5-F H ok
2- K )-5- B &
R P BR P BH

'H NMR (500 MHz,
A Ar-d) & [ppm] 8.74
(d, J = 2.3 Hz, 1H),
8.67 (d, J = 1.2 Hz,
1H), 8.53 — 8.51 (m,
1H), 8.44 (dd, J = 8.5,
2.4 Hz, 1H), 7.78 (d, J
= 8.5 Hz, 1H), 3.81 (s,
3H), 2.66 (s, 3H).
LCMS (% #7 7 % A) Rt
= 1.05 min, MS
(ESIPos): m/z = 274.0
(M+H)".

[1431]

325A

/=N
—

H4C~ NO,

2-(1- %2 T %
-1H- "X " -4-
A )-5-2 KX
¥ BR 7 B4

'H NMR (500 MHz,
#A5-d) & [ppm] 8.44
(d, J = 2.4 Hz, 1H),
8.28 (dd, J = 8.7, 2.4
Hz, 1H), 7.97 (d, J =
8.7 Hz, 1H), 7.58 (d, J
= 1.2 Hz, 1H), 7.46 (d,
J=1.2 Hz, 1H), 4.71 —
4.56 (m, 1H), 3.92 (s,
3H), 2.61 — 2.51 (m,
2H), 2.46 — 2.34 (m,
2H), 2.02 — 1.85 (m,
2H).

LCMS (4 # 7 . A):
Rt = 1.04 min; MS
(ESIPos): m/z = 302
(M+H)".

[1432]
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H,C | X

N~

Hac O NO,

O
[1434] @B AU BOEE N TR A P55 PR (5 - I - 2- ZELNERE (300mg, 1.612mmol) F15-
y3E-2- (T HEFS LD KBRS (10% 4555 ,1.19g,1.7Tmmol) fEJC/K L, 4- LT
(8mL) HH IR IR o SR S DN P (= 2R L) 42 (0) (50mg, 0.043mmol) FICul (Img,
0.047mmol) , FK5 S M AL 2 F T FRAE100 C A8/ NI o b J , DN 3 ANPIPY (2R ) 4
(0) (50mg,0.043mmol) FICul (307mg,1.61mmol, 14 , FB s N AE100°C N FJHFA2 /N &
SRIGRHR G H 2 =0, w8 ke 8RR 2Bk, - FHEt0Ac (50mL) Peisk o KI8T
Weds B i Biotage Tsolera A iik4lifY, (Biotage SNAP Cartridge KP-Sil
50g ; BB IR e, 0- 100 % Et0Ac/ i) L SRFE T fiBiotage Isolera' fa k4l
fk (Biotage SNAP Cartridge KP-Sil 25g; HIRRE HBeliFILEN, 0-100%Et0Ac/DCM) |, 15
BT (173mg, 36 % W) |, Jhy i (a4
[1435]1  'H NMR (500MHz, 55155 -d) & [ppm]8.78 (d, J=2.4Hz,1H) ,8.49-8.47 (m, 1H) ,8.40
(dd,J=8.4,2.4Hz,1H) ,7.59(dd,J=8.0,2.4Hz,1H) ,7.55(d,J=8.5Hz,1H) ,7.26(d,]=
8.0Hz,1H) ,3.78(s,3H) ,2.91(q,J=7.6Hz,2H) ,1.36 (t,J=7.6Hz,3H) .
[1436]  LCMS (53#7 5 7EA) :Rt=1.00min;MS (ESIPos) :m/z=287 (\M+H) .
(14371  rPEARST7A: 2~ (1- PR ZE- TH-IEme -4-3L) -5- YLK TR

N
>

0

[1433]

[1438]
NO,
OH

[1439]  ¥1-FRNZE-4- (4,4,5,5-PUF3E-1,3,2- S ZeMIZeTR k- 2- 25) - 1H- g me
(1.00g,4.27mmol) 2~ -5- A 2K FER FAE (1.01g,3.88mmol) « S (= RFL ) 4 (1T)
(51mg,0.07mmol) FhEREN (1.77g,12.82mmol) IR G WA T — 3L L 4E (13mL) FzK
(6.5mL) H, SR i o R Ui T A 105 B o SRS KR S 45100 °C TR 6 /N
SRIG B S ST TR 08 1 2 250k, FHEt0AC (50mL) A FH2M&U a8 v F/K A (20mL) 2MEE AL,
ZUKIAR (30mL) I AU EAZKIR IR (20mL) Peik, T8 (MgS0,) , ik JE I IR 4 , 15 BIFR
Hﬁ/ﬁ\&f@ (0.9g,77004&$) ,ygﬁéﬁio

[1440]  'H NMR (250MHz ,DMSO-d6) & [ppm]13.67 (s, 1H) ,8.38(d,J=2.5Hz, 1H) ,8.30(dd, ]
=8.6,2.6Hz,1H) ,8.20(s,1H) ,7.80(d,J=8.6Hz,1H) ,7.72(d,J=0.6Hz, 1H) ,3.89-3.72
(m,1H) ,1.13-0.96 (m,4H) »

[1441]  LOMS (4HT57EA) :Rt=1.03min;MS (ESTPos) m/z=273.95 (M+H) "

[1442]  hjA{A58A: 2- (1-BRPYEE- TH-NHme -4 - J5) -5- R ELIK FR F RS
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[>_N’ =

[1443] o

NO,

ch’o
[1444]  [r]2- (1-EAPNZE- TH-MEME -4-F5) -5- ASELEHIER (Int 57A,0.97g,3.55mmol) [ H
fig (35mL) TR BN IR BRI /KA (0.02mL, 0. 36mmol) FEEFT A IRAEI0C F Fh3 e,
B AN S B ONTR S PIRH IR 4 | SRS AEE tOACFITIME AL B/ KA 2 TR0 e«
MUZ5 8, A GBS i, T8 (MgS0,) FFAEi s N ks . ez iBdBiotage
Isolera ot ik4li{k [Biotage SNAP Cartridge KP-Sil50g; i FTIkfE I BEMEF],0-30%
EtOAc/Beki] , 13 EIbREUY A1 (0.85g,83%) , M talitkyy, FAr e BN 1Y .
[1445]  1H NMR (250MHz, 5({/5-d) & [ppm]8.60(d,J=2.5Hz, 1H) ,8.32(dd,J=8.6,2.5Hz,
1H) ,7.79(s,1H) ,7.64 (s,1H) ,7.59(d,J=8.6Hz,1H) ,3.92 (s,3H) ,3.73-3.64 (m, 1H) ,
1.23-1.04 (m,4H) .
[1446]  LCMS (5475 1EA) :Rt=1.18min;MS (ESTPos) m/z=287.95 (M+H) .
(14471 FR[RIAKR326A: 5- i3k -2- (1H-EmE -4 - 38 2K FHER i

N=

HN

[1448]

Hyc© NO,

O
[1449]  Ap 2= R 4MEhFRIO L, 4- LR 7K (6.95mL,27 . 8mmol) HI I NG - AHL-2- (1-
{[2- CHIEEHREREEY) AR L) - TH- e - 4- 50) SR R S (1.05¢g, 2. 78mmol) , K4
FHRE AW FE L8/ NI o SRIF R NI A FH7K (20mL) FIEt0Ac (50mL) A4 1220538l o )t
JE DIN2MEK,CO, /KRR (20mL , 40mmol) , 73 BSAAUZ , FHER/K (20mL) Heik, 15 (Na,SO,) FF
TR M 4E A Wi Biotage Tsolera "o i ik4lift, [Biotage SNAP Cartridge KP-Sil
50g; FIBBEEI BRI FIBEIE, 0- 100 % Et0Ac/DCM] « S5 G P-4y T B as ik 4 , 19 505
YA (383mg, 50 % ) |, by g [l 4k
[1450]  'H NMR (500MHz ,DMSO-d6) & [ppm]13.23 (s, 1H) ,8.43(d,J=2.5Hz,1H) ,8.33(dd, ]
=8.7,2.6Hz,1H) ,8.16-7.69 (m,3H) ,3.84 (s, 3H) .
[1451]  LCMS (53#7 5 7EA) :Rt=1.01min;MS (ESIPos) :m/z=248 (\M+H) .
[1452]  HhAJAR327A: 3- 56 -5- A 3E -2- (1H-MEmE -4 -5 R FIRR £
N F
—
[1453]

NO>
CH;5 O
[1454]  [A]3-9)-5-Aigdk-2- (- {[2- G HEEHREREIL) L] L) - TH-pme -4 - 55 ZRH
R CTiE (520mg, 1.27mmol) FI LR (10mL) AR I 2MAHC T 7K (1. 0mL, 2. Ommo1) o 4712
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G TN 6 /NI, SR G 18 2 S0 o R S S TR SR e k4 , T B PR TR
i (30mL) AIIRNaHCO, /KK (10mL) 2 [A1 53 id « 43 AT HLE , HIERK (10mL) Bk, T4
(Na,S0,) Jf il He i 4 o Ze sx Wit Biotage Isolera "o yk:4lif¥, [Biotage SNAP
Cartridge KP-Sil 25g; FIBEEERIPEMEAIVENL, 0-100%Et0Ac/ Bibe] « 5 FF & B = sy
FEE WA SRR S (0.27g, T5%ICR) |, it ta k.

[1455]  'H NMR (500MHz , 5{{/5-d) 8 [ppm]11.14 (s, 1H) ,8.38(dd,J=2.2,1.1Hz,1H) ,8.11
(dd,J=9.4,2.3Hz,1H) ,7.88-7.81 (m,2H) ,4.33(q,J=7.1Hz,2H) ,1.29(t,J=7.2Hz,3H) .

[1456]  LCMS (53#7 5 7EA) :Rt=1.05min;MS (ESIPos) :m/z=280 (M+H) .

[1457]  HhA]{AR328A:2- {1- [ (1- FHIEIAPSEL) FHAL] - TH-IEme - 4- 5L} - 5- i 08 R FH

N=
N —

[1458] H3C
H3C’O NO,

O
[1459]  YFO°C K, FE%C— HIHR — HNfE (0.572m1,2. 73mmo1) [T J&THF (5mL) 3 H
N =R (T16mg, 2. 73mmo) [¥JTHF (5mL) Y878« 44 SN TR S i 112043 8, £E0°C R s -
fitg -2~ (LH-NH e -4 - 25) ZEFFFR FHR (90 % 411, 375mg, 1. 365mmo ) A1 (1- FHREEAPN L) HIfE
(0.20mL, 2. 05mmo1) [¥JTHF (5mL) 7R« K SN T A Wit A S IR AR ML/ NI
T e i SR AW, BRIl id Biotage Tsolera 'tailiikafifl [Biotage SNAP
Cartridge KP-Sil 50g; i JTIBEEEIIFEMENI, 0-50 % EtOAc/ BEki] , SR I 1L il 25 HPLC AL
 U71B) A3 2IbRE 51 (275mg , 61 % WE) |, ik i i iRy , AT BN [
[1460]  'H NMR (500MHz , 5{/5-d) & [ppm]8.57 (d,J=2.5Hz,1H) ,8.30 (dd,J=8.6,2.5Hz,
H) ,7.77-7.75(m, 1H) ,7.66 (d,J=0.6Hz,1H) ,7.61 (d,]=8.6Hz,1H) ,4.01 (s, 2H) ,3.88
(s,3H),1.07(s,3H) ,0.71-0.61 (m,2H) ,0.55-0.44 (m, 2H) .
[1461]  LCMS (53A7 /5 EA) :Rt=1.21min;MS (ESIPos) :m/z=316 (\M+H) .
[1462]  E5rp[al{A328AZACL, (o FHAR N (RN e AT 4 RS AR IpREC A AAR Il 25 AN R TR
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Int. k4 2 # O R

'"H NMR (500 MHz,
#A%5-d) & [ppm] 8.31
(dd, J = 2.3, 1.0 Hz,
IH), 8.07 (dd, J =
9.6, 2.3 Hz, 1H),
7.77 (d, J = 2.1 Hz,
- A2 {1[(1- 7 1H), 7.65 — 7.60 (m,

o P 1H), 4.32 (q, J = 7.2

[1463] N igfingn
H4C ' ,

329A { o o, | & ]-1H- vt #& -4- il (s

4 : 2H), 1.28 (1, J = 7.1

it S-S HER T o w106
iR O Bg

3H), 0.68 — 0.61 (m,
2H), 0.52 — 0.44 (m,
2H).
LCMS (%47 7 & A):
Rt = 1.28 min;
MS(ESIPos): m/z =
348 (M+H)".
[1464]  FPAI4A59A: 2- (3- K T FE- IH-MEWE - 1-38) -5- RS IR FH S

HsC CH,
HsC

[1465] N\ _N
Hsc,O\ﬂ:@\Noz

[1466] {2000 N, A HE A N3 - 4 T 3L - TH- b (500mg, 4 . 026mmol) +2- Ji, - 5- i dk
K FHIR FH S (882mg,4.429mmol) « £Ji (20mL) FIIK,CO, (1.67g,12.08mmol) K5 555, R
A WIAEIOC N INFA29/ NI o B I R TR &0 FHELOACKR RS , 1k B8, B I8 R s e & o 1 1oF
Biotage Tsolera 'tailikalify ik AxWm , A3 BIFREUL A4 (1.219g, 86 % W) |, gt bk
P

[1467]  'H NMR (500MHz , 5{/5-d) & [ppm]8.52 (d,J=2.6Hz,1H) ,8.37 (dd,J=8.9,2.6Hz,
1H) ,7.74(d,J=2.6Hz,1H) ,7.62(d,J=8.9Hz,1H) ,6.40 (d,J=2.6Hz, 1H) ,3.86 (s,3H) ,
1.34(s,9H) »

[1468]  LCMS (M1 /5 1ED) :Rt=4.61min,MS (ESTpos)m/z=2304.05 (M+H) ",

[14691 AT T HRTRMARBIA TR R I, 55 112 - 93 - 5 - A2 2K FH R AT M 1R 2105 T
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[1470]

Int.

2 My

4 AR

DT RIE

60A

H3G =N
yhc_é__<;:l
H;C
(@]

0
“CH;

2-(4- & T A
-1H- =t »& -1-
E)-5-m K XK
¥ B P B

'H NMR (500 MHz,
#A75-d) & [ppm] 8.55
(d, I = 2.6 Hz, 1H),
8.38 (dd, J = 8.9, 2.6
Hz, 1H), 7.70 - 7.64
(m, 2H), 7.57 (d, J =
0.6 Hz, 1H), 3.84 (s,
3H), 1.32 (s, 9H).

LCMS (% #7 7 ik D):
Rt = 4.55 min, MS
(ESIpos)
304.05 (M+H)".

m/z =
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'H NMR (500 MHz,
#A75-d) & [ppm] 8.63
(d, J = 2.6 Hz, 1H),
8.42 (dd, J = 8.8, 2.6
Hz, 1H), 7.80 (d, J =
- 5- K ) (
[ — | 2.5 Hz, 1H), 7.68 (d, J
. N -2-[3-(2,2,2- =
T o = 8.8 Hz, 1H), 6.54
61A no, | AT HR)-1H-7
) . _ |(d, I =24 Hz, 1H),
2 Hy 1K R
3.81 (s, 3H), 3.54 (q,
R F B .
J=10.6 Hz, 2H).
LCMS (% #7 7 i D):
[1471] Rt = 4.20 min, MS
(ESIpos) m/z = 330
(M+H)".
'H NMR (500 MHz,
DMSO-d6) & [ppm]
9.16 1H), 8.59 —
F) Y - M Blos ((S’ ZH),829
F e . m, i 59
AR 2-[4-(Z AT ) :
1H), 8.09 — 8.05 (m,
62A 0 NO, & )-1H- =t =%
- 1H), 3.74 (s, 3H).
oL -1-A )R P ER . 2n oy
CH;, i LCMS (& #71 7 & A):
i Rt = 1.20 mins, MS
(ESIpos): m/z = 316.0
(M+H)".
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Int. 2E M 2 AR AT F A

'H NMR (400 MHz,
DMSO-d6) & [ppm]
1.25 (s, 9H), 3.75 (s,

H 2 1H
\ﬁ 2-(4- & T A il (, )

N —
[1472] H,C oﬁm 1H- =k ek _]- 8.83 dd885 (m, ZHC:,
63A 7 8.51 (dd, 1H), 8.62 (d,
N02 );LE )'5- Eﬁ ;.1_}1 /'-'F\ 1 ) ( ) (

OscH . B e

3 TR LCMS (##*1): Rt =
0.70 mins, MS
(ESIpos): m/z = 304
(M+H)".

[1473]  FRA{K64A:2- (4-FF T HE-1H-MEme - 1-35) - 5- Rt FHEG FH g
<> <“"'1‘
N\ N

[1474] -
H e NO,

O
[1475] 7R Mrl4-38 T 3E-1- {[2- (. HEHEEGTD) O8] FHAL) - 1H-IERk (0. 50g,
1.98mmol) HIAINAMERFR /1, 4- — g (4.95mL) GRS WITE =I5 N PeEE L8/ NI AR5 R
PR AWy, IMNCHE (10mL) FRERER (1.37¢,9.90mmol) ,BHE GWLE Rl N i Fl6/NH o
AR E R T, DR AR, N (30mL) P RHERURE R 4E , Kk x it Biotage
Isolera "t L4V, [SNAP Cartridge KP-Sil 25g; HIBSEE Ve FILENE;0-100%Et0Ac/
Pkl A BIBREY S (401mg , 62 % ICK) |, MRS IRERY)
[1476]  'H NMR (500MHz, 5515 -d) & [ppm]8.52(d,J=2.6Hz,1H) ,8.36 (dd,]=8.9,2.6Hz,
1H) ,7.63(d,J=8.9Hz,1H) ,7.62(s,1H) ,7.60 (s,1H) ,3.83(s,3H) ,3.50-3.41 (m, 1H) ,
2.42-2.31(m,2H) ,2.12-1.86 (m,4H) .
[1477]  LOMS (5 #7757 74A) :Rt=1.42min;MS (ESIPos)m/z=302.0 (M+H) .
[1478]  HA[AI{R65A : 5- G dE-2- (1-ZEHfmEmy -2-35) FRHIFR HiE

\
[1479] S O
0
NH,

N
CHj,

[1480]  [\]2- (1-ZRFFWEMY -2-35) -5- ALK IR FHE (Int 36A,450mg, 1. 44mmol) 7F i
(10mL) H I IR A IINPA/C (10% ,76mg, 0.072mmol) FHE S =10 PRGN
P HE 18 7)NF o 18 1ok A+ 15 I B e A1 57 HL FHMe OHPE 15 o 0 R ik i B8 i , 15 B bk &5
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N 115137726 B W OB P 121/498 T

(287mg, T1 % %) .
[1481] 'H NMR (250MHz ,DMSO-d6) & [ppm]7.90(d,J=7.1Hz,1H) ,7.84-7.75(m,1H) ,7.41-
7.24 (m,3H) ,7.16 (s,1H) ,6.87 (d,J=2.4Hz,1H) ,6.76 (dd,J=8.4,2.4Hz,1H) ,5.69 (s,
2H) ,3.66 (s, 3H) .
[1482]  LCMS (43#7 /7 7ED) Rt=4.27min; MS (ESTpos) m/z=284 (M+H) ",
[1483]  mi 3, hRlA29AIE S FIRFEF & o
[1484]  HH[AJ{AR29A: 5- 535 -2- (1-B4 ] 5L - 1TH-IEme -4 - 55) X FHPR FH R

ONC
[1485] o iFiy

OcH,

[1486]  Kp2- (1-34 ] 5E- 1H-PREmE -4-358) -5- AR G FHRE (1.32g,4 . 4mmo ) IR ARAE HIE
(30mL) FH, IIN10% 48/ Bk (45mg) o KFFTIF IR G A S ME= Mt &7, Wt
Celite® 5t %, JHHIEZ (50mL) Yeid R IR 4s PR asMilid Biotage Tsolera' ' jlkikalifl,
CRERE 5 1 BB LR P 711595 : 52820 80kt /EtOAC) , 15 B bRt &4 (920mg , 77 % %) |
NE IR .

[1487]1  'H NMR (500MHz ,DMSO-d6) & [ppm]7.73(d,J=0.7Hz,1H) ,7.37(d,J=0.6Hz, 1H) ,
7.11(d,J=8.3Hz,1H) ,6.80(d,J=2.5Hz,1H) ,6.70(dd,J=8.3,2.5Hz,1H) ,5.31 (s,2H) ,
4.86-4.73(m,1H) ,3.69(s,3H) ,2.48-2.31 (m,4H) ,1.83-1.71 (m,2H) »

[1488]  LCMS (434 /57A) :Rt=1.00min;MS (ESTPos)m/z=272 (\M+H) "«

(14891 AL T-H ARG SART IR AL 5, i P/ CE L MAE OB AR B A 222 1 5
PL R HRTRMA
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CN 115137726 B 'IH HH :F; 122/498 71
Int. | 44 2 AR D AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 8.58

— 8.47 (m, 1H), 7.68

(dd, J = 8.1, 2.2 Hz,

1H), 7.63 (d, J = 8.1

K s & % Hz, 1H), 7.25 (d, ] =

HiC” NS 2{6-(L1-= & 2.5 Hz, 1H), 7.12 (d,

[1490] NA ; J =8.2 Hz, 1H), 6.87
66A o o T £ )ek ez -3- (dd, ] = 82, 2.6 Hz

) EEIES A & ' ’ ’

B&

IH), 3.91 (s, 2H),
3.67 (s, 3H), 2.06 (t,
J =18.6 Hz, 3H).
LCMS (5 #1 7 ik A):
Rt = 1.06 mins; MS
(ESIPos) m/z = 293
(M+H)".
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CN 115137726 B 'IH HH :F; 123/498 11
Int. | Z4 2 AR 2 R AR

'"H NMR (250 MHz,

DMSO-d6) 6 [ppm]

8.48 (m, 1H), 7.76

(dd, J = 8.1, 2.2 Hz,

1H), 7.64 (d, J = 8.1

Hz, 1H), 7.15 (d, ] =

e . 5- # % |8.3 Hz IH), 7.09 (d,

14911 o -2-[6-(1,1-=#. | ] = 2.4 Hz, 1H), 6.83
67A n A A ) et g -3- [ (dd, ] = 8.3, 2.4 Hz,

- " k1% 7E 7| 1H), 565 (s, 2H),

i 3.61 (s, 3H), 2.44 -

2.27 (m, 2H), 0.95 (t,
J=17.5 Hz, 3H).

LCMS (5 #7 7 ik A):
Rt = 1.11 min, MS
(ESIpos)
307.5 (M+H)".

m/z =
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CN 115137726 B

i

B B

124/498 7

[1492]

Int.

b #R

D AT RIE

68A

HsC

N
0]
Hac, \pNHE
o}

5- & % -2-(3-4
T & -1H-wk v
-1- &) K FOBR
¥ B

'"H NMR (250 MHz,
DMSO-d6) & [ppm]
7.76 (d, J = 2.4 Hz,
IH), 7.17 (d, J = 8.5
Hz, 1H), 6.82 (d, ] =
2.5 Hz, 1H), 6.73
(dd, J = 8.5, 2.6 Hz,
1H), 6.24 (d, ] = 2.4
Hz, 1H), 5.51 (s,
2H), 3.54 (s, 3H),
1.23 (s, 9H).

LCMS (% #7 7 &*
D): Rt = 3.85 min,
MS (ESIpos) m/z =
274.1 (M+H)".

69A

5- &, & -2-(4-H
T A -1H-wk v
-1- &) K FOBR
¥ B

'"H NMR (250 MHz,
DMSO0-d6) & [ppm]
7.65 (d, ] = 0.8 Hz,
1H), 7.46 (d, J = 0.7
Hz, 1H), 7.18 (d, ] =
8.5 Hz, 1H), 6.84 (d,
J =2.6 Hz, 1H), 6.74
(dd, J = 8.5, 2.6 Hz,
1H), 5.54 (s, 2H),
3.53 (s, 3H), 1.25 (s,
9H).

LCMS (% #7 7% %D)
Rt = 3.87 min, MS
(ESIpos) m/z =
274.0 (M+H)".
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CN 115137726 B

i

HA

H

125/498 7

[1493]

Int.

b #R

D AT RIE

T0A

5- &K
2[4 (Z AT
% )-1H- =t =%
-1-R R F R
¥ B

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
8.61 (s, 1H), 8.00 (s,
1H), 7.24 (d, ] = 8.5
Hz, 1H), 7.01 (d, ] =
2.6 Hz, 1H), 6.80
(dd, J = 8.5, 2.6 Hz,
1H), 5.77 (s, 2H),
3.57 (s, 3H).

LCMS (247 77 ik A)
Rt = 1.08 min, MS
(ESIpos):
285.90 (M+H)".

m/z =

71A

5- & X%
2-[3-(2,2,2- =
A T H)-1H-#t
- AR P
BR T B

'"H NMR (250 MHz,
#A7-d) & [ppm] 7.62
(d, J = 2.3 Hz, 1H),
7.26 (d, ] = 8.5 Hz,
1H), 7.16 (d, J = 2.7
Hz, 1H), 6.84 (dd, J
= 8.5, 2.7 Hz, 1H),
6.45 (d, J = 2.0 Hz,
1H), 4.03 (s, 2H),
3.70 (s, 3H), 3.58 (q,
J=10.8 Hz, 2H).
LCMS (2 #77 ik A)
Rt = 1.05 min, MS
(ESIpos) m/z = 300
(M+H)".
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CN 115137726 B

i

2

H

126/498 T

[1494]

Int.

b #R

D AT RIE

T2A

“CH;

5- & K -2-(4-:
T # -1H-"k =%
-1-A )R F R
¥ B

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.22 (s, 9H), 3.56 (s,
3H), 5.66 (s, 2H),
6.76 — 6.79 (m, 2H),
7.00 (d, 1H), 7.10 (d,
1H), 7.47 (s, 1H).
LCMS (F ik 1): Rt =
0.56 mins, MS
(ESIpos): m/z = 274
(M+H)".

73A

NH»

2-(6-F H mtog
3- K )-5- 8 &
R B T BR

"H NMR (500 MHz,
#A7-d) & [ppm] 8.37
(d, J = 2.3 Hz, 1H),
7.45 (dd, J=17.9,2.4
Hz, 1H), 7.17 (d, ] =
2.5 Hz, 1H), 7.12 (d,
J =7.9 Hz, 1H), 7.08
(d, T = 8.2 Hz, 1H),
6.81 (dd, J = 8.2, 2.6
Hz, 1H), 3.90 (s,
2H), 3.64 (s, 3H),
2.56 (s, 3H).

LCMS (% #77 *kA)
Rt = 0.72 min, MS
(ESIpos) m/z = 243
(M+H)".
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CN 115137726 B

B B

127/498

Int.

b #R

D AT RIE

T4A

NH,

O“\
CH,

A

5 &
2-[1-(2,2,2- =
AT H)-1H-7
-4 KR F
B P B

|

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
7.75 (s, 1H), 7.54 (s,
IH), 7.12 (d, J = 8.3
Hz, 1H), 6.83 (d, ] =
2.4 Hz, 1H), 6.72
(dd, J = 8.3, 2.4 Hz,
1H), 5.38 (s, 2H),
5.10 (q, J = 9.2 Hz,
2H), 3.68 (s, 3H).
LCMS (5 #7 7 ik A):
Rt=0.93 mins, MS
(ESIPos): m/z = 300
(M+H)".

[1495]

75A

Sz

HaC

(o]

NH,

O‘h
CHj

5-&%k-2-(1-T
£ -1H- v 4o
E)YRTFT R
ik

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.50
— 7.47 (m, 1H), 7.45
(s, 1H), 7.16 (d, ] =
8.3 Hz, 1H), 7.00 (d,
J=2.6 Hz, 1H), 6.76
(dd, J = 8.3, 2.6 Hz,
1H), 4.17 (q, J = 7.3
Hz, 2H), 3.91 — 3.60
(m, 5H), 1.50 (t, J =
7.3 Hz, 3H).

LCMS (% #7 77 ik A):
Rt = 0.82 mins; MS
(ESIPos) m/z = 246
(M+H)".




CN 115137726 B

i

B B

128/498 T

[1496]

Int.

b #R

D AT RIE

T6A

NH>

0‘\
CHs

5- & A&-2-(1-%
7 % -1H- ok v
4-EK) R F B
¥ B

'H NMR (500 MHz,
#AF-d) & [ppm] 7.51
— 7.45 (m, 2H), 7.18
(d, J = 8.3 Hz, 1H),
7.01 (d, J = 2.6 Hz,
IH), 6.78 (dd, J =
8.3, 2.6 Hz, 1H),
4.50 (hept, J = 6.7
Hz, 1H), 3.85 — 3.63
(m, 5H), 1.53 (d, ] =
6.7 Hz, 6H).

LCMS (5 #7 7 ik A):
Rt = 0.89 mins; MS
(ESIPos)
260.05 (M+H)".

m/z =

TTA

HiC N

HyC——N :

NH,

“CHjy

5- 2 A -2-(1-
T A -1H-wk v
-4- )R F B
¥ B

'H NMR (500 MHz,
DMSO0-d6) & [ppm]
7.73 (d, J = 0.7 Hz,
1H), 7.36 (d, T = 0.6
Hz, 1H), 7.14 (d, ] =
8.3 Hz, 1H), 6.78 (d,
J =2.5Hz, 1H), 6.70
(dd, J = 8.3, 2.5 Hz,
1H), 5.31 (s, 2H),
3.69 (s, 3H), 1.52 (s,
9H).

LCMS (5 #7 7 ik A):
Rt = 1.07 mins; MS
(ESIPos) m/z =
274.05 (M+H)".
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CN 115137726 B

i PR

H

129/498 7

Int.

b #R

D AT RIE

78A

[1497]

NH,

5-&&-2-(1-%
T & -1H- =t v
4- )R F B
¥ B5

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.50
— 7.46 (m, 1H), 7.42
—7.37 (m, 1H), 7.17
(d, J = 8.3 Hz, 1H),
7.00 (d, J = 2.6 Hz,
1H), 6.77 (dd, J =
8.3, 2.6 Hz, 1H),
3.90 (d, J = 7.3 Hz,
2H), 3.83 — 3.67 (m,
5H), 2.30 — 2.14 (m,
1H), 0.92 (d, J = 6.7
Hz, 6H).

LCMS (5 #7 7 ik A):
Rt = 1.02 mins; MS
(ESIPos)
274.35 (M+H)",

m/z =

T9A

NH,

5- & A
B-[1(22-= R
A A A&)-1H-9t
vk 4- KR T
BR ¥ B5

'H NMR (500 MHz,
#AA%5-d) 8 [ppm] 7.47
(s, 1H), 7.39 (s, 1H),
7.18 (d, J = 8.3 Hz,
1H), 7.01 (d, J = 2.6
Hz, 1H), 6.78 (dd, J
= 8.3, 2.6 Hz, 1H),
3.90 (s, 2H), 3.81 —
3.68 (m, 5H), 0.98
(s, 9H).

LCMS (%47 77 & A):
Rt = 1.16 mins; MS
(ESI) m/z = 288.05
(M+H)".
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CN 115137726 B iH HH :F; 130/498 71
Int. | 4# AR o7 # A%
'H NMR (500 MHz,
#A%5-d) & [ppm] 7.57
~7.52 (m, 1H), 7.52
— 7.48 (m, 1H), 7.17
(d, J = 8.3 Hz, 1H),
7.03 (d, J = 2.6 Hz,
s & 2z 1H), 6.79 (dd, J =
OC/— S 2-{1{CR)- W 8.3, 2.6 Hz, 1H),
498l 80A 0/ % R W 5 Z'?ﬁiﬁi EE ;E;
. e (R HE- R (m. IH), 377
HH 4-AyE TR ki
° (s, 3H), 3.76 (m,

2H), 2.53 — 2.41 (m,
1H), 2.40 — 2.33 (m,
1H).

LCMS (54775 ik A)
Rt = 0.93 min, MS
(ESIPos) m/z =
288.0 (M+H)".

142



CN 115137726 B .IH HH :F; 131/498 71
Int. 4E 4 2 AR 2 AT R

'"H NMR (250 MHz,

DMSO-d6) 6 [ppm]

7.70 (s, 1H), 7.39 (s,

IH), 7.12 (d, J = 8.3

Hz, 1H), 6.80 (d, J =

i 5- & % |24 Hz, 1H), 6.70

DN': 2-{1-[(3S)- W |(dd, ] = 8.3, 2.5 Hz,

[1499] i : A vk "k -3-|1H), 5.32 (s, 2H),
) NMz | & 1-1H- =t »& | 5.06 — 4.92 (m, 1H),

“CHs 4- % VR F BR | 4.04 — 3.76 (m, 4H),

P g 3.69 (s, 3H), 2.42 —

2.17 (m, 2H).
LCMS (5477 ik A)
Rt = 0.95 min, MS
(ESIpos): m/z =
288.0 (M+H)".
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CN 115137726 B

i

2

H

132/498

[1500]

Int.

b #R

D AT RIE

82A

NH,

5-8 K -2-(1-A
A -1H-wt v 4
E)YRXRTF®R T
it}

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
7.63 (s, 1H), 7.35 (s,
1H), 7.10 (d, ] = 8.3
Hz, 1H), 6.78 (d, ] =
2.4 Hz, 1H), 6.70
(dd, J = 8.3, 2.5 Hz,
1H), 5.31 (s, 2H),
4.03 (t, ] = 6.9 Hz,
2H), 3.68 (s, 3H),
1.90 — 1.65 (m, 2H),
0.83 (t, ] = 7.4 Hz,
3H).

LCMS (% #77 kA)
Rt = 0.96 min, MS
(ESIpos): m/z =
260.0 (M+H)".
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CN 115137726 B

i

2

H

133/498 T

[1501]

Int.

b #R

D AT RIE

83A

o}

NH,

5- & X%
2-{1-[(2S)- T
-2- & ]-1H- =t
4oL R P
AR F B

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
7.65 (s, 1H), 7.36 (s,
1H), 7.12 (d, ] = 8.3
Hz, 1H), 6.79 (d, ] =
2.5 Hz, 1H), 6.71
(dd, J = 8.3, 2.5 Hz,
1H), 5.31 (s, 2H),
4.23 (m, 1H), 3.68
(s, 3H), 1.85 — 1.66
(m, 2H), 1.41 (d, ] =
6.7 Hz, 3H), 0.73 (t,
J =7.4 Hz, 3H).

LCMS (% #77 kA)
Rt = 1.05 min, MS
(ESIpos):
274.05 (M+H)".

m/iz =
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CN 115137726 B

i

HA

H

134/498 7

[1502]

Int.

b #R

D AT RIE

84A

HsC N
s

HsC

o}

“CHj;

NH,

5- & X%
2-{1-[2R)- T
-2- & ]-1H- =t
4oL R P
AR F B

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.66 — 7.58 (m, 1H),
7.45 (s, 1H), 7.17 (d,
J =8.3 Hz, 1H), 7.01
(d, J = 2.5 Hz, 1H),
6.86 (dd, J = 8.3, 2.5
Hz, 1H), 4.34 — 4.17
(m, 1H), 3.75 (s,
3H), 1.99 — 1.75 (m,
2H), 1.51 (d, J = 6.8
Hz, 3H), 0.83 (t, ] =
7.4 Hz, 3H).

LCMS (% #77 kA)
Rt = 0.96 min, MS
(ESIpos):
274.05 (M+H)".

m/iz =
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CN 115137726 B

i

B B

135/498 7

Int.

b #R

D AT RIE

[1503]
85A

e

NH,

0\.

5- ®OA
2-[1-(F T 4
3K )-1H-wt =
4- KR F B
¥ B

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
7.60 (s, 1H), 7.35 (s,
1H), 7.10 (d, J = 8.3
Hz, 1H), 6.78 (d, J =
2.4 Hz, 1H), 6.69
(dd, J = 8.3, 2.5 Hz,
1H), 5.30 (s, 2H),
4.09 (d, ] = 7.2 Hz,
2H), 3.68 (s, 3H),
2.83 — 2.63 (m, 1H),
2.07 — 1.62 (m, 6H).
LCMS (5477 ik A)
Rt = 1.07 min, MS
(ESIpos): m/z =
286.1 (M+H)".

Int.

b #R

D AT RIE

[1504]
86A

“CHsj

5- & 3 -2-(4-3R
T & -1H-wt v
SEF SF
¥ &5

'H NMR (500 MHz,
A% -d) 8 [ppm] 7.49
(s, I1H), 7.36 (s, 1H),
7.17 (d, J = 8.5 Hz,
1H), 7.01 (d, J = 2.7
Hz, 1H), 6.74 (dd, J
= 8.5, 2.7 Hz, 1H),
3.89 (s, 2H), 3.65 (s,
3H), 3.49 — 3.37 (m,
1H), 2.41 — 2.25 (m,
2H), 2.14 — 1.80 (m,
4H).

LCMS (%47 77 ik A):
Rt = 1.12 mins; MS
(ESIPos): m/z =
272.0 (M+H)".




CN 115137726 B i'H HH :F; 136/498 TQ
Int. 4E M 2 AR o # AR

'H NMR (500 MHz,

DMSO-d6) 6 [ppm]

7.67 (s, 1H), 7.34 (s,

1H), 7.12 (d, J = 8.3

Hz, 1H), 6.78 (d, J =

2.5 Hz, 1H), 6.69

N (dd, J = 8.3, 2.5 Hz,

[}N’: 5-# % -2-(1-3% | 1H), 5.30 (s, 2H),

[1505] A y % -1H-# 2% | 4.66 (m, 1H), 3.69
T NPz 1 4- )R F 8 | (s, 3H), 2.10 — 2.01

“CH; ¥ By (m, 2H), 1.96 — 1.86

(m, 2H), 1.83 — 1.73
(m, 2H), 1.69 — 1.58
(m, 2H).

LCMS (%477 & A)
Rt = 1.03 min, MS
(ESIpos): m/z =
286.0 (M+H)".
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CN 115137726 B 'IH HH :F; 137/498 TQ
Int. 4E 4 2 A oA R AR

'"H NMR (250 MHz,

DMSO-d6) 6 [ppm]

7.71 (s, 1H), 7.32 (d,

J=0.7 Hz, 1H), 7.11

(d, ] = 8.3 Hz, 1H),

I>_N,Nh S # & 2-(1-K 6.81 (d, ] = 2.4 Hz,

506! 88A 0/ W - TH R :;I;) S'ZO lijd, IJH)_
0 e | A-R)RTR 5'3’2 (s. 2H) ’3 77 I

“CH, B Eg ’ ’ ol i

3.62 (m, 4H), 1.11 —
0.87 (m, 4H).

LCMS (%2 #7 7 & A)
Rt = 1.00 min, MS
(ESIpos): m/z =
257.95 (M+H)".
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CN 115137726 B " M B 138/498
Int. 4E 4 2 AR 2 AT R

'"H NMR (250 MHz,

DMSO-d6) 6 [ppm]

7.67 (d, J = 0.6 Hz,

1H), 7.35 (d, J = 0.7

Hz, 1H), 7.13 (d, ] =

8.3 Hz, 1H), 6.79 (d,

J=2.4 Hz, 1H), 6.71

(dd, J = 8.3, 2.5 Hz,

QNP‘: 5- 8% -2-(1-3% | 1H), 5.31 (s, 2H),

[1507] i i & % -1H-=t "¢ [4.18 — 4.03 (m, 1H),
T N2l 4o )R P B [3.70 (s, 3H), 2.09 —

150 7 &% 1.92 (m, 2H), 1.88 —

1.76 (m, 2H), 1.75 —
1.60 (m, 3H), 1.51 —
1.31 (m, 2H), 1.31 —
1.16 (m, 1H).

LCMS (5 #7175 ik A)
Rt = 1.20 min, MS
(ESIpos): m/z =
300.05 (M+H)".
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300A

[1508]

=

O

H,C”

o W

NH,

5- & #-2-(2-3R
T A -1,3-%%
S5- 3R W OER
¥ &g

'H NMR (500 MHz,
#AF-d) & [ppm] 7.45
(s, 1H), 7.20 (d, J =
8.3 Hz, 1H), 7.07 (d,
J =2.6 Hz, 1H), 6.78
(dd, J = 8.3, 2.6 Hz,
1H), 3.98 — 3.78 (m,
3H), 3.74 (s, 3H),
2.52 — 2.43 (m, 2H),
2.43 — 2.34 (m, 2H),
2.13 = 2.01 (m, 1H),
2.01 — 1.92 (m, 1H).
LCMS (%47 7 ik A):
Rt = 1.14 min; MS
(ESIPos): m/z = 289
(M+H)".

330A

5 &K
2-[1-(2- 7 A&
AT K)-1H-=
g 4- KR P
B 7 B

'"H NMR (250 MHz,
#A5-d) & [ppm] 7.52
(m, 2H), 7.18 (d, ] =
8.3 Hz, 1H), 7.01 (d,
J =2.5 Hz, 1H), 6.77
(dd, J = 8.3, 2.6 Hz,
1H), 4.29 (t, ] = 5.3
Hz, 2H), 3.86 — 3.73
(m, 7H), 3.34 (s,
3H).

LCMS (5 #7 7 ik A):
Rt = 0.78 mins, MS
(ESIPos): m/z = 276
(M+H)".
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[1509]
331A

5- & £
2-{1-[(1- % %
> A A)F
% ]-1H- =t #
-4- 3} R P BR
¥ B5

'"H NMR (500 MHz,
#A7-d) 8 [ppm] 7.50
(s, 1H), 7.49 (s, 1H),
7.18 (d, ] = 8.2 Hz,
1H), 7.01 (s, 1H),
6.78 (d, ] = 8.2 Hz,
1H), 3.96 (s, 2H),
3.77 (s, 2H), 3.75 (s,
3H), 1.05 (s, 3H),
0.68 — 0.56 (m, 2H),
0.51 — 0.39 (m, 2H).
LCMS (5 #7 7 ik A):
Rt = 1.02 min; MS
(ESIPos): m/z = 286
(M+H)".

Int.

b #R

D AT RIE

[1510]
332A

NH,

5- A A
2-[1-(1- 3% 7
A T HE)-1H-t
w4 KR F
BR P B, At
Me 5 A 4K 89
1:1 &4

'"H NMR (250 MHz,
#A7-d) 8 [ppm] 7.58
(s, I1H), 7.53 (s, 1H),
7.22 (d, J = 8.3 Hz,
1H), 7.03 (d, J = 2.5
Hz, 1H), 6.81 (dd, J
= 8.3, 2.6 Hz, 1H),
3.78 (s, 3H), 3.71 —
3.57 (m, 1H), 1.63
(d, J = 6.8 Hz, 3H),
1.36 — 1.20 (m, 1H),
0.76 — 0.53 (m, 2H),
0.48 — 0.30 (m, 2H).

LCMS (% #77 kA)
Rt = 0.99 min, MS
(ESIpos):
286.05 (M+H)",

m/iz =
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Int. | 4# AR 2 AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 8.38

— 8.32 (m, 1H), 7.43

(dd, J = 8.0, 2.4 Hz,

1H), 7.12 (d, J = 2.5

Hz, 1H), 7.08 (d, ] =

8.0 Hz, 1H), 7.05 (d,

il 5-#.4-2-(6-C |J = 8.2 Hz, 1H), 6.78

335A N " K oovg -3-3) | (dd, ] = 8.2, 2.6 Hz,
¥R T B 1H), 3.79 (s, 2H),

3.59 (s, 3H), 2.79 (q,
J=7.6 Hz, 2H), 1.27
(t, J=7.6 Hz, 3H).
LCMS (5 #7 7 ik A):
Rt = 0.78 min; MS
(ESIPos): m/z = 257
(M+H)".
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'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
8.03 — 7.99 (m, 1H),
7.68 (d, ] = 8.4 Hz,
1H), 7.46 — 7.36 (m,
1H), 7.20 (d, ] = 8.3
Hz, 1H), 6.95 (d, ] =
2.4 Hz, 1H), 6.92
(dd, J = 8.4, 1.2 Hz,
1H), 6.80 (dd, J =
8.3, 2.4 Hz, 1H),
5.49 (s, 2H), 4.04 (s,
3H), 3.53 (s, 3H).
LCMS (% #77 kA)
Rt = 1.00 min, MS
(ESIPos): m/z =
282.0 (M+H)".

5-8 K -2-(1-7
K -1H-73] v -6-
E)YRXRTF®RVF
B

[1512]
337A
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[1513]

Int.

b #R

D AT RIE

339A

H,Cc” NH,

5- /% -2-(2-3%
IR -1,3-E v
S-A) R FOBR
¥ Bg

'H NMR (500 MHz,
A7 -d) 8 [ppm] 7.43
(s, 1H), 7.20 (d, J =
8.3 Hz, 1H), 7.07 (d,
J =2.5 Hz, 1H), 6.78
(dd, J = 8.3, 2.6 Hz,
1H), 3.73 (s, 3H),
3.47 — 3.39 (m, 1H),
2.25 — 2.15 (m, 2H),
1.92 — 1.76 (m, 4H),
1.76 — 1.65 (m, 2H).
LCMS (5 #7 7 ik A):
Rt=1.21 mins, MS
(ESIPos): m/z=303
(M+H)".

340A

HsC” NH,

2-(5-F A kg
2- K )-5-A K
R YERF B

'H NMR (500 MHz,
#AAF-d) & 8.56 (d, J
= 1.3 Hz, 1H), 8.43 —
8.40 (m, 1H), 7.38
(d, J = 8.3 Hz, 1H),
7.12 (d, J = 2.5 Hz,
1H), 6.85 (dd, J =
8.3, 2.5 Hz, 1H),
3.94 (s, 2H), 3.70 (s,
3H), 2.58 (s, 3H).
LCMS (% #77 &A)
Rt = 0.84 min, MS
(ESIpos): m/z =
244.0 (M+H)".
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[1514]
341A

5- & & -2-(1-3F
T A -1H-K ¢
4-E)R F 8
¥ B

'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.50
— 7.46 (m, 2H), 7.09
(d, J = 1.3 Hz, 1H),
6.90 (d, ] = 2.5 Hz,
1H), 6.77 (dd, J =
8.3, 2.5 Hz, 1H),
4.62 — 4.50 (m, 1H),
3.80 (s, 3H), 3.75 (s,
2H), 2.54 — 2.45 (m,
2H), 2.43 — 2.32 (m,
2H), 1.95 — 1.79 (m,
2H).

LCMS (5 #1 7 ik A):
Rt = 098 min;
MS(ESIPos): m/z =
272 (M+H)".

[1515]  FRA{AKR90A: 5-54 k-2~ (5- FHELMHmE - 2- 35) ZHIfR HIfig

HaC
|

[1516]

H,C”

o]

NH,

[1517]  42- (5- AL e - 2-20) -5- i A HHFR IS (Int 56A,180mg, 0. 66mmol) IA AT
MeOH (3.5mL) H1 o BINE Ky (185mg, 3.3 1mmol) , 2R 5 MR S AL Z /K& (0. 2mL,
0.20mmol) , ¥ X N iR G ¥AE80C M3 /NN o b, M U342 & kb (185mg,
3.31mmol) FFAREL AR 6/ NI o W5 , il S M TR A v AN & ==, 5 Celite ™ Hud e H s
W4 ATl Biotage Tsolera ' tailikatify, (25¢ — 54X AER s FIDCM/MeOH/AcOH/H20
[90:18:3:2mL v/v]/DCM, f FIAS FEROPE B AIDED 15 ZhRE L 5% (25mg, 8 % USE) |, ik

SR -

[1518]  'H NMR (250MHz , Z{{/j-d) 8 [ppm]8.36 -8.33(m,1H) ,7.48-7.38(m,1H) ,7.34-7.27
(m,1H) ,7.27-7.24 (m,1H) ,6.97-6.95 (n, 1H) ,6.75-6.69 (m, 1H) ,3.61 (s, 3H) ,2.27(s,3H) .
[1519]  LCMS (547 /575A) Rt =0.84min ,MS (ESTIpos) m/z=242.95 (\M+H) .

[15201  Hh[AI{KIIA:5-53E-2- [6- (1- L 50) Mg - 3- KL 7% FR HH i
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OH

[1521] N A

_0
H;C NH,

@]

[1522]  Kp2- (6- L MEEMENE -3-248) -5- 2K IR HHS (Int 41A,706mg, 2. 35mmol) ¥4 T
FHE (5mL) AR g (50m1) FEAIN10 %40 /B (125mg) , B SRR 2050 MRS 1R -
B R RS W e HGE E  FHE0AC (50m1) Bk RUE IR S TR S s T
(5mL) MR Mg (50m1) , IIN10% 48/ fik (125mg) , BERTAFIAMRAE A5 NI PE e i e
2R ARG IR G A RER L 38 OHEtOAcYE ) IR Ik 46 . Zesx Wil Biotage
Isolera e ikt (i FHBSEE I BEDE 715 10- 100 % Et0Ac/ Biks) , 135 Fr a4y (268mg,
42% W) IR T A o B, I A AR TR S
[1523]  'H NMR (500MHz ,DMS0-d6) §9.10 (d,J=2.2Hz,1H) ,8.40 (dd,J=8.1,2.3Hz, 1H) ,
8.29(d,J=8.1Hz,1H) ,7.92(d,J=8.3Hz,1H) ,7.85(d,J=2.4Hz,1H) ,7.62(dd,J=8.3,
2.5Hz,1H) ,6.36(s,2H) ,6.16(d,J=4.7Hz, 1H) ,5.63-5.52 (m, 1H) ,4.43(s,3H) ,2.21(d,]J
=6.5Hz,3H) .
[1524]  LCMS (5475 1EA) :Rt=0.77min,MS (ESIPos) :m/z=273 (W+H) .
[1525]  FR[R]A92A: 2- 75 - 3- 5% - 5- A BN R

F

Br

1526
: ] HO

NO,
0

[1527]  YEO0°C I, &5 PP HIM2- B -3- 5 - KL (5.00g,22.83mmol) [IR IR
(45 . 5mL) IR A HEDINAY R (2.31g,22.83mmol) « T IA AR B HAE BRI B R bk
AN B IS TR S PRI VK L AR B K B G DTE Y, KD, s TR, 15 2k
UL A (1.50g,24% %) , bk E Gl

[1528]  'H NMR (250MHz,DMSO-d6) & [ppm]8.43 (dd,J=8.2&2.1Hz, 1H) ,8.38-8.36 (m, 1H) .
[1529]1  rHh[i{&k93A: 2- 1 -3~ - 5- MK IR £l

F
Br
[1530]
HsC O e
o)

[1531]  2-75-3-5-5- WYL FHER (Int 92A,1.5g,5.68mmol) AL (0. 3mL) AFEtOH
(12.4mL) HRTERAE100°C N IIEAL6/ NI o U, RS R TR G078 A0 28 2500, 2R FHEtOAC AT
ME A B KVETRARS . 0 B AU, KE S ANEL0Ac S A2 B KA A LE S I, A
KIS I, T (MgS0,) , ik JEIFAE LS Fhk 4, 13- 208 & [BHA AR EUE & 1)
(1.45g,80% %) .

[1532]  'H NMR (250MHz ,DMSO-d6) 8 [ppm]8.49 (dd,J=8.3,2.6Hz,1H) ,8.40 (dd,]=2.6,
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1.4Hz,1H) ,4.41(q,J=7.1Hz,2H) ,1.36(t,J=7.1Hz,3H) .
[1533]1  HRJ{A&94A :5- G@E 2-1-3- AR IR O TR

[1534]

[1535] 4@2-¥ﬁ-3-ﬂ‘5‘5ﬁ%1§$@§2@5(Int 93A,0.80g,2.74mmo1) 110 % 4"/ fj
(146mg) 7FEt0Ac/EtOH (27mL;8: 2v:v) AR S WIAE A SR M tEE16/ N 13T Celite™® 1
TS TR SRR R k4 T it Biotage Tsolera  tajiiikatifl, (FTIBEREHBE b
FIVE 5 100 % Bkt 26 : 4)5¢%5¢/Et0Ac) , 13 BIFREUL 54 (330mg, 43 % KEE) |, s (o Rk -
[1536]  'H NMR (250MHz ,DMSO-d6) & [ppm]6.79(dd,J=2.6,1.0Hz,1H) ,6.62(dd,J=11.4,
2.6Hz,1H) ,5.87(s,2H) ,4.30(q,J=7.1Hz,2H) ,1.31(t,J=7.1Hz,3H) .

[1537]  LCMS (M5 EA) Rt=1.11min,MS (ESTpos)m/z=263.75 (M+H) ",

[1538]  HA[RIA95A : 5-24 5L -3 -3 -2- [6- (=3 HIL) Mg -3-FL ] KR £

[1539]

[1540] bk Jy TR BN T-PUZEIR (6. 3mL) HHRY [6- (=9 FHED) MEme - 3- LT IR (361mg,
1.89mmol) 5- 5Bt -2- 1 -3- A R L FE (Int 94A,330mg, 1.26mmol) W4 (I1) (14mg,
0.06mmol) 2- “FRCIEMERL -2 ,6° - IS ALK (52mg, 0. 13mmol) FIREEREY (802mg,
3.78mmol) R A A, B EIE TR G PIAE60°C N IIFAL6/N NI K S N TR S W%
Hz =i, SRS AEEtOA TR S BN/ K IR TR 2 TR o0 Bl « B 2K 2 A ALE TR AN S
ISR, T4 (MgS0,) , i BEFFAERUE T ik . 7k AW BLilid Biotage Tsolera (Al
alifl, (RS FE PRI AT 5 100 % Bk 1. 1 5ke/Et0Ae) , A3 EIbREUL 59 (475mg, 77 % UK
), R A

[1541]  'H NMR (250MHz,DMSO-d6) & [ppm]8.57 (s, 1H) ,7.92-7.91 (m,2H) ,7.02(d,J=
2.1Hz,1H) ,6.66 (dd,J=12.4,2.3Hz,1H) ,6.02(s,2H) ,4.01(q,J=7.1Hz,2H) ,0.92(t,J=
7.1Hz,3H) .

[1542]  LCMS (5H75EA) Rt=1.19min,MS (ESTpos)m/z=2328.95 (M+H) ",

[1543]  HH[AIfR96A: 2- [6- (I HIEL) mHkme -3- 31 -3- 98- 5- iR IR O i
F

F S F
[1544] N A
H
L NO,
0
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[15451  Jf bR AUl oL TR S5 PR 12 -5 - 3- 6 - 5 - AR A IR £ (Int 93A,
0.58g,2.00mmol) <2- (i FIEL) -5- (4,4,5,5-PUHIZE-1,3,2- A2 R Kb -2- 5) itk
IE (Int 5A,0.765g,3.00mmol) \HRFEREF (0.829g,6.00mmol) A1 S0M (= ZEILEE) 48 (11)
(28mg,0.040mmol) T IS L K8 /7K (10mL; 2: 1v/v) HRTR AW ARG IR & WA
100°C N InFRL6/IN, eI (5 S B TR S v A1 2 200, il ekl - 20 08, FHEtOAC ek - K
ANVES B, TS KA R v, T8 MgS0,) , i B8 FL s ik 4 - Sk s W P i
Biotage IsoleraTM@ij%%@%ﬂﬁ (BB EI0-20 % EtOAc/ BRI |, 13 2IbR 8L &)
(0.18g,26 %K) , Mo ta g blal k.

[1546]  'H NMR (250MHz, 54{/-d) 8 [ppm]8.71 (dd,J=2.3,1.3Hz,1H) ,8.58 (m, 1H) ,8.24
(dd,J=8.4,2.3Hz,1H) ,7.88-7.75 (m,2H) ,6.74 (t,J=55.3Hz,1H) ,4.21 (q,J=7.1Hz,
2H) ,1.13(t,J=7.1Hz,3H) .

[1547]  LCMS (54775 7EA) Rt =1.26min,MS (ESTpos) :m/z=340.95 (+H) .

[15481 2B~ Hp [RIA96A , {5 FHAFN 1) 0% 3 i< A AT I >4 R IR ki 44 1O I F AR e
FRERE JIORHEIES AN FhR] A

Int. |%4# AR o H7 # A%

'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.69
(dd, J = 2.3, 1.3 Hz,
IH), 8.58 (s, 1H),
8.23 (dd, ] = 8.4, 2.3
2-[6-(1,1-= & & | Hz, 1H), 7.80 — 7.76
HEyeeg -3-%41-3- | (m, 2H), 4.20 (q, J =
A-5-FEE K FPER | 7.1 Hz, 2H), 2.57 —
B 2.26 (m, 2H), 1.13 —
1.03 (m, 6H).

LCMS (%#77 &A)
Rt = 1.32 min, MS
(ESIpos): m/z =
368.95 (M+H)".

[1549]
97A

[15501  HA[FA]{R98A . 3- 55 -2- 3k - 5- A HLIE FIEG
F
HO
[1551] S
NO,
@]
[1552]  ¥43-J§ -2- BRI IR (24¢, 153mmol) IAMAAE I iR (240mL) T8 HIE0°C ARG

28303 BRI DA (11.5mL, 181mmol, 69 % I& i) , JTHKF N S PRFFAEAL T-10°C . AE0°C
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N EREHE60 %EPJE,H/E Wﬂf VKOK B DUE A B BRI T RS 79« 4 H L 38,
7K (500mL) P I AE LA R FR T4 A3 21 BT 1) (26 . 0g, 84 % WU%) |, Wkt 4k .
[1553] 'H NMR(ZBOMHZ,DMSO d6) §[ppm]8.39(dd,J=2.8,1.3Hz,1H) ,8.23(dd,J=10.8,
2.9z, 1H) .

[1554]  LCMS (#7/57£A) :Rt=0.93min,MS (ESINeg) :m/z=200 (MH) .

[15551  r[A]{AR99A : 3- F5 - 2- F Ik - 5- WL OK R i

HO
[1556]

[1557] hB—ﬁ-?%%ﬁ-%%ﬁﬁﬁﬁ(Int 98A,26.og,129mm01)iﬁgﬁﬁf&@% (520mL) i,
DI AER (7.0mL, 129mmol) , K432 [P VA TR IR IHAAA K o SR TR S v H1 2 =08, ITTE
Hh AT ) R e 85 T Pelit (150mL) e, 15 2779 9. Og 30 A)LI&?) H
H R /WE/MM’W BT EIMFR A5 T TBME (300mL) H, FHI7K (100mL) FlER7K (2 X
100mL) Bei, TH5 (Na,S0,) i JEFF IR e « SR A i g Biotage Tsolera' faiihikal
1 (5 FRS OB 751595 5427 - 35k /TBME) , 1521 A SN P28 (12.0g, 41 % WCR) |, M IR 1
AR A IR AT BT ) (21.0g, T1%BER) |, Kk A bl

[1558]  'H NMR (500MHz ,DMSO-d6) & [ppm]8.42-8.32 (m,2H) ,4.40 (q,J=7.1Hz,2H) ,1.36
(t,J=7.1Hz,3H) »

[1559]1  LCMS (U3 #r /57:A) :Rt=1.25min,MS (ESINeg) :m/z=228 (MH) .

[1560]  rRE}{AR100A : 3- 5 - 5- A3k -2- { [ (o HHEL) A3t ] S 3L KRR C iR

F
j\ F
f; O
[1561]

H,C @]
3N NO,

0]
[1562]  B3-gu-2- B -5- W EIKHER AR (Int 99A,15.0g,65.4mmol) £ S H KT
(300mL) I FEFF S HIZEOC, A= (11.0mL, 78 5mmol) , 13- 3] 7o 8% (4 1 I« SR S T
R PR (12.2mL, 72 0mmo1) |, K PRI PR EFAEAR T-10°C , 7R SE NN , W22 2]
T VAR AE0C R IINBAINE = (2. 7L, 19. 6mmol) , K5 I\ =56 FHRERA AT (2. 2L,
13.0mmol) , KT RGPl 1045 %EPJ‘@%{UJ%W#% HRAPIRINE =, R H
IM HC1ZKIA 7 (2 X 150mL) F1ER/K (100mL) i, T4 (Na,S0,) , kI sk Bl ok
Biotage Isolera faijl4lify (@EFH*%EEW%HEXW ;98 2% 8 25tk /TBME) , 135 T e 72
(21.6g,91 %K) , kI IR .
[1563]  'H NMR (500MHz ,DMSO-d6) & [ppm]8.88(dd,J=9.6,2.8Hz,1H) ,8.56 (dd,]=2.7,
1.9Hz,1H) ,4.44(q,J=7.1Hz,2H) ,1.36 (t,J=7.1Hz,3H)
[1564]1  LCMS (5 #r/57EA) :Rt=1.33min, A T1L.
[1565]1  thA]{AK101A:2- (1-PR | FL- 1H- MWk -4-F8) -3- 95~ 5- A BEEZE IR O
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N O

H,O

(15671  J41-Ff ] 3E-4- (4,4,5,5-PUHIRE-1,3,2- A ZeMIZeBr kb - 2- ) - 1H-
(7.56g,30.45mmol) \Pd (PPh,) ,C1, (388mg,0.55mmol) \K,CO, (7.65g,55.37mmol) F13- 5 -5-
fiA-2- {[ (o D) fpe e ] 528 KR O (Int100A,10.00g,27.68mmol) RV G4/
8N J15 2 [R5 B A RRAEDME /7K (105 1,8 X 17..3mL) H B R A5 i T RSBS54y
Bl BB N AT IIAZE 100 CORFF NI SR O NTR S I 2 =i, &9, IR
CREMRE , I TIMEA S B AR e A SRS e i, T8 (MgSO0,) |, it 87
T R IR4s R AWl Biotage Tsolera g iikatifl, (TIBEE (BB FIBED 5 100 % Bk
%85: 155¢kt/Et0Ac) , fF 2 T4 (8.65g,94 % KK , Wik i iRy .

[1568] 'H NMR (250MHz, {5 -d) 6 [ppm]8.34 (dd,J=2.3,1.2Hz,1H) ,8.10(dd,J=9.6,
2.4Hz ,1H) ,7.77(d,J=2.2Hz,1H) ,7.68(s,1H) ,4.84 (m,1H) ,4.35(q,J=7.1Hz,2H) ,2.71-
2.47(m,4H) ,2.04-1.84(m,2H) ,1.30(t,J=7.1Hz,3H) »

[15691  LCMS (54 /5 7A) :Rt=1.30min;MS (ESIPos) :m/z=334.0 (M+H) ",

(15701 DL T-HATRIALO LA, {58 FHAR N (175 i — 56 FH R B RIS 214 P TR w25 15 I F 4
WIS IR TG 1 o Bkl 25 AT Hh TRl
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[1571]

Int.

S FR

R &

102A

3-A-2-(1-F &
-1H- =t =& 4-
H)-5- 5 KR
¥ B LB

'H NMR (250 MHz,
#A%5-d) & [ppm] 8.35
(dd, J = 2.3, 1.1 Hz,
1H), 8.10 (dd, J = 9.6,
2.3 Hz, 1H), 7.71 (d, ]
= 2.2 Hz, 1H), 7.68 —
7.58 (m, 1H), 4.36 (q,
J = 7.1 Hz, 2H), 4.00
(s, 3H), 1.32 (t, J =
7.1 Hz, 3H).

LCMS (4 #7 7 ik A):
Rt = 1.21 min; MS
(ESIPos): m/z= 294.0
(M+H)".

103A

NO2

2-(1- T % -1H-
ok v 4. 3 )-3-
A-S-AE AR P
% LB

'H NMR (250 MHz,
#A5-d) & [ppm] 8.33
(dd, J = 2.2, 1.0 Hz,
1H), 8.09 (dd, J = 9.6,
2.3 Hz, 1H), 7.74 (d, ]
= 2.2 Hz, 1H), 7.66 —
7.62 (m, 1H), 4.42 —
4.18 (m, 4H), 1.56 (t,
J = 7.3 Hz, 3H), 1.30
(t, ] = 7.2 Hz, 3H).
LCMS (% #7 7 & A):
Rt = 1.26 min; MS
(ESIPos): m/z= 308.0
(M+H)".
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i

B B

151/498

[1572]

Int.

S FR

R &

104A

CH; O

NO,

3-A-2-(1- 77
2 -1H-wt v 4-
A )-5-8 KX
¥ B L B

'H NMR (250 MHz,
#A75-d) & [ppm] 8.33
(dd, J = 2.3, 1.1 Hz,
1H), 8.10 (dd, J = 9.6,
2.4 Hz, 1H), 7.76 (d, ]
= 2.4 Hz, 1H), 7.66 (s,
1H), 4.65 — 4.52 (m,
1H), 434 (q, J = 7.1
Hz, 2H), 1.59 (d, ] =
6.7 Hz, 6H), 1.30 (t, J
=7.1 Hz, 3H).

LCMS (% #7 7 ik A):
Rt = 1.31mins, MS
(ESIPos): m/z = 322.0
(M+H)"

105A

2-[1-( 3% @ &
¥ 3 )-1H-etvd
-4- 35 1-3- & -5-
FEARTRC
B

'H NMR (250 MHz,
#AA5-d) & [ppm] 8.29
— 8.19 (m, 1H), 8.01
(dd, J = 9.6, 2.3 Hz,
1H), 7.75 (d, ] = 2.3
Hz, 1H), 7.58 (d, J =
0.8 Hz, 1H), 4.26 (q, J
= 7.1 Hz, 2H), 3.99
(d, J = 7.1 Hz, 2H),
1.31 — 1.17 (m, 4H),
0.70 — 0.58 (m, 2H),
0.39 —0.30 (m, 2H).
LCMS (947 7 ik A):
Rt = 1.36mins, MS
(ESIpos): m/z = 334.0
(M+H)".
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i

B B

152/498 7

Int.

S FR

R &

106A

[1573]

3-A-2-(6-F %
. w? -3- & )-5-
AR TR T
B

'H NMR (500 MHz,
DMSO-d6) & [ppm]
8.52 — 8.45 (m, 2H),
8.38 (d, J = 2.1 Hz,
1H), 7.71 (dd, J = 8.0,
2.2 Hz, 1H), 7.39 (d, J
= 8.0 Hz, 1H), 4.11
(9, J = 7.1 Hz, 2H),
2.55 (s, 3H), 1.02 (t, J
=7.1 Hz, 3H).

LCMS (4 #7 7 ik A):
Rt = 1.07mins, MS
(ESIpos): m/z = 305
(M+H)".

107A

NO:

3-R-2-(1- % T
£ 1H-k v -4-
B )-5-25 R XK
¥ B} T B

'H NMR (400 MHz,
DMSO-d6) & [ppm]
0.85 (d, 6H), 1.19 (t,
3H), 2.08 — 2.18 (m,
1H), 4.00 (d, 2H),
4.26 (q, 2H), 7.61 (d,
1H), 8.05 (d, 1H),
8.30 (dd, 1H), 8.36
(dd, 1H).

LCMS (F i 1): Rt =
1.29 min; MS
(ESIPos) m/z = 336
(M+H)".
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[1574]

Int.

S FR

R &

108A

H4C

N

HaC——N

H4C

£,

NO>

2-(1- & T £
-1H- =t =% -4-
3 )-3- A -5- A
AXFRR B

'H NMR (400 MHz,
DMSO-d6) & [ppm]
1.17 (t, 3H), 1.56(s,
OH), 4.25 (q, 2H),
7.63 (d, 1H), 8.08 (d,
1H), 8.31 (dd, 1H),
8.37 (dd, 1H).

LCMS (7% 1): Rt =
1.29 min; MS
(ESIPos) m/z = 336
(M+H)".

109A

2-{1-[(2S)- T
-2- & ]-1H- =
o 4o K234 K
-5- 7 A OK F B8R
C B5

'H NMR (250 MHz,
#AA5-d) & [ppm] 8.33
(dd, J = 2.3, 1.1 Hz,
1H), 8.10 (dd, J = 9.6,
2.4 Hz, 1H), 7.73 (d, ]
=2.3 Hz, 1H), 7.67 (s,
1H), 4.42 — 4.26 (m,
3H), 2.11 — 1.80 (m,
2H), 1.57 (m, 2H),
1.30 (m, 3H), 0.88 (t,
] =7.4 Hz, 3H).
LCMS (547 7 & A):
Rt = 1.45mins, MS
(ESIPos): m/z = 336
(M+H)".
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B B

154/498 7

Int.

S FR

R &

110A

[1575]

2-{1-[2R)- T
-2- & J-1H- =
k4o 5K }-3- R
-5-F AR BR
B

'H NMR (250 MHz,
#AA7-d) & [ppm] 8.33
(dd, T = 2.3, 1.1 Hz,
1H), 8.10 (dd, J = 9.6,
2.3 Hz, 1H), 7.73 (d, J
=2.1 Hz, 1H), 7.68 (s,
1H), 4.42 - 424 (m,
3H), 2.08 — 1.78 (m,
2H), 1.57 (m, 2H),
1.30 (m, 3H), 0.88 (t,
J =17.4 Hz, 3H).
LCMS (% #7 7 ik A):
Rt = 1.43mins, MS
(ESIPos): m/z = 336
(M+H)".

317A

NO2

2-(1- % -1H-
ok v -4~ 3K )-3-
A -5-A KR F
AR T B

'H NMR (250 MHz,
A45-d) & [ppm] 8.33
(dd, J = 2.2, 1.0 Hz,
1H), 8.09 (dd, J = 9.6,
2.3 Hz, 1H), 7.74 (d, ]
= 2.2 Hz, 1H), 7.66 —
7.62 (m, 1H), 4.42 —
4.18 (m, 4H), 1.56 (t,
J = 7.3 Hz, 3H), 1.30
(t, ] = 7.2 Hz, 3H).
LCMS (% #7 7 ik A)
Rt = 1.26 min, MS
(ESIPos): m/z = 308.0
(M+H)".

166



CN 115137726 B .I'R HH :F; 155/498 11

Int. | 4# AR AT AR

'H NMR (500 MHz,
#A5-d) & [ppm] 8.35
(dd, J = 2.3, 1.1 Hz,
1H), 8.09 (dd, J = 9.4,
2.3 Hz, 1H), 7.87 (d, ]
3- A& -5- A % |=2.0 Hz, 1H), 7.71 —
-2-(1-{[2-( = |7.63 (m, 1H), 5.48 (s,

[1576] Sy NA ¥ & F A & |2H), 432 (g, J = 7.1
318A f 0 no, | A)T A A]Y |Hz, 2H), 3.66 — 3.58
Hs

é & V-1H- = »% | (m, 2H), 1.28 (t, J =
-4- % )K ¥ 8 | 7.2 Hz, 3H), 0.97 —
T B 0.89 (m, 2H), -0.01 (s,
9H).

LCMS (54T 7 ik A):
Rt = 1.39mins; m/z
(ESIPos) = 410.1
(M+H)".
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CN 115137726 B ﬁ:ﬁ EH :F; 156/498 71
Int. | 4# AR AT AR
'H NMR (500 MHz,
#A75-d) & [ppm] 8.60
— 8.58 (m, 1H), 8.42
(d, J = 2.3 Hz, 1H),
8.17 (dd, J = 8.5, 2.3
Hz, 1H), 7.61 — 7.55
HENCN, 2(6- T R 7R (m, 1H), 7.29 (d, J =
(1577] N 3£ )3 A5 8.0 Hz, 1H), 4.17 (q, J
319A o e | | mrEwme | 7..1 Hz, 2H), 2.91
CHy O o (g, J = 7.6 Hz, 2H),

1.36 (t, J = 7.6 Hz,
3H), 1.08 (t, J = 7.1
Hz, 3H).

LCMS (54T 7 ik A):
Rt = 1.13 min; MS
(ESIPos): m/z = 319
(M+H)".
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B B

157/498

Int. 4%

S FR

R &

320A

[1578]

3-A-2-(1-F £
-1H- 3] »% -6-
BE)-5- 25 B XK
¥ B2 T B

'H NMR (250 MHz,
#A75-d) & [ppm] 8.55
(dd, J = 2.2, 1.2 Hz,
1H), 8.17 (dd, J = 8.5,
2.3 Hz, 1H), 8.04 (d, J
= 0.9 Hz, 1H), 7.86 —
7.74 (m, 1H), 7.40 —
7.30 (m, 1H), 7.10 —
6.97 (m, 1H), 4.10 (s,
3H), 4.09 (q, J = 7.2
Hz, 2H), 0.94 (t, J =
7.1 Hz, 3H).

LCMS (447 7 ik A)
Rt = 1.27 min, MS
(ESIPos): m/z= 344.0
(M+H)".

363A

3- & -5- A A&
2-[1-(2,2,2- =
AT A&)-1H-71
4R P
R T B

'H NMR (400 MHz,
DMSO-d6) & [ppm]
1.16 (t, 3H), 4.24 (q,
2H), 5.26 (q, 2H),
7.77 (d, 1H), 8.19 (d,
1H), 8.34 (dd, 1H),
8.40 (dd, 1H).

LCMS (7 i 1): Rt =
1.17 min; MS
(ESIPos) m/z = 362
(M+H)".

[1579]

N
7

T

S
1
[1580] o

O

F‘
2\

[1581] HB%
(540mg , 80 % Zii fiF |

&
2

NIE TR A5 POk 2- 2R T 3-5- (= T EEHE LD -1, 3-memk
.01mmol) 13- 3 -5- A3k -2- {[ (= HHEL) kAL ] A 38 KR O T
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N 115137726 B W OB P 158/498 T

(364mg,1.01mmol) [ /K1, 4- L (10mL) IR« SRS IINPY (= 2R 5L05%) 4 (0)
(23mg,0.02mmol) FICul (19mg,0.10mmol) , FF¥F S N AE110°C | 7E B34 H a8/ NI o SR e
SO ¥ H B = o i e T R A A, T TIEL0AC (50mL) Pk SR i A LY &R
7K (2 20mL) P, T (Na,S0,) , i I FIR e Heds - e At Biotage Isolera’ (ailfik
2fifk, [Biotage SNAP Cartridge KP-Sil 50g;{di FARE M7, 0-50 % EtOAc/DCM] , 15 2
Rt £ (220mg , 56 % ) |, e (e itk o

[1582] 'H NMR (500MHz , 515 -d) 6 [ppm]8.46 (dd,J=2.3,1.2Hz,1H) ,8.13(dd,J=8.7,
2.3Hz,1H) ,7.64 (s,1H) ,4.26 (g,J=7.1Hz,2H) ,3.96-3.86 (m, 1H) ,2.60-2.48 (m, 2H) ,
2.48-2.33(m,2H) ,2.17-1.96 (m,2H) ,1.19(t,J=7.1Hz,3H) .

[1583]  LCMS (43#7 /5 7EA) :Rt=1.32min,MS (ESIPos) :m/z=351 (\M+H) .

[1584]  rhAl{ARI11A:2- (4~ T 3L - TH-BRME-1-3L) -3-45-5- WYL IR g

HsC Nﬁ F

HsC
o)

¢ NO,

CH; O

[1586] -2 [N, M2, 3- 5 -5- MK R O i (1.14g,2.81mmol , 57 % 4l ) A4- AL ]
- 1H-BkmE (0.553g,4.453mmol) [ NE (15mL) 57/ H I ANBRER 2 (1. 166g,8.433mmol) « %%
TRAE YRR M HHES/INN o P I = e, b BB A, T (30mL) ek o« R TS
We4E IR AT Biotage Tsolera a4t (i RS BEFBEM 715 0-50 % EtOAc/ B
50 AFRAREE A (1.01g,91 % WCR) |, e bl A . 73 AT R BHAEAE 15mo 1 % (R AN T 21 Al
PR (3= (4-30 T 36 - TH-BKme - 1-30) -2-95-6- ALK IR AR -

[1587]  'H NMR (500MHz , ({5 -d) 6 [ppm]8.58 (dd,J=2.4,1.6Hz, 1H) ,8.28 (dd,J=8.7,
2.5Hz,1H) ,7.54 (s,1H) ,6.78 (m,1H) ,4.24 (q,J=7.2Hz,2H) ,1.36 (s,9H) ,1.17 (t,]J=
7.2Hz,3H)

[1588]  LCMS (547 7574A) :Rt=1.06min;MS (ESIPos) m/z=2336.1 (\M+H) .

(15891  HhAJAR112A:5-50E-2- (4- R T - TH-BRmg - 1-38) -3- 5 K R O R

[1585]

H,C N"ﬁ F
[1590] i
(@]
4 NH.,
CH; O

(15911 [F)2- (4-80 ] 2 - 1TH-BRMe - 1-38) -3-5 -5 - AR R Ol (Int 111A,1.01g,
2.56mmol , 85% 4li i) 71 £ (25mL) F I A N 10 % 42 /5% (100mg , 0. 094mmol) .}
IR N AR SSU N HHE 18/ o SR 5l i i R (ke ) B 2o L 51 9F FHE tOH
(50mL) Peisk o FHIEIRIEL 25 14 , TR R AWl — AP A o vk Al (i AR R e
715 0-100% EtOAc/ Bike) , 15 EIFR =1 (0.85g) , Myt ta itk . 1t i £ ZUHPLC (O 1
B) L alif iz, 13 2 A1 (647mg, 81 % %) |, O 1 e[l 4k

[1592] 'H NMR (500MHz ,DMSO-d6) & [ppm]7.48-7.39 (m, 1H) ,6.88-6.84 (m,1H) ,6.76(d, ]
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=1.1Hz,1H) ,6.65(dd,J=12.3,2.5Hz,1H) ,6.00(s,2H) ,3.98(q,J=7.1Hz,2H) ,1.22(s,
9H) ,0.97(t,J=7.1Hz,3H) »
[1593]  LCMS (53#7 5 EA) :Rt=1.0min;MS (ESIPos) m/z=306.0 (M+H) .
[1594]  Hh[AJARI13A:5-540E-2- (1-BR J 2 - TH-MEme -4-30) -3- K R O R
N

N T
<} =

H (0]
S N NH,

(@]
[1596]  BLH: J155 il -38 | 3E-4- (4,4,5,5-PUFH3E-1,3, 2- S 2uilZesrkbe-2- 55) -
1H-MEmE (440mg, 1. 77mmol) \5- 53k - 2- 75 - 3- A IR L (310mg, 1. 18mmol)  ZFERFE (TT)
(13mg,0.06mmol) \2- “IACLILFEIE-27,6 - HIS LK (48mg, 0. 12mmo 1) AR #f
(752mg, 3. 55mmo1) F-PUZUWIE /7K (72 1v/v35.9mL) H iR &M AU S 500 8 LS, %
B B R BRI IR A 60°C , (AEF16/ N B s SR A S I S, B tOAC AT
R IR A B K VAR 2 TR o0 Bl « i 2K E A A LR B A S B K i %, T4 (MgSo,) |
WIEFAERE P ik Fe it Biotage Tsolera 8 iEalifl (FIARS B OB IR 5
100 % Pkt 526 : 4 PET/Et0AC) , A3 EIARBUL 54 (470mg , 86 % USH) |, Jhyis o il k.
[1597]  'H NMR (250MHz , DMSO-d6) & [ppm]7.70 (s, 1H) ,7.33 (s, 1H) ,6.66 (d, J=2.3Hz,
1H) ,6.53(dd,J=12.6,2.3Hz,1H) ,5.67(s,2H) ,4.83 (m, 1H) ,4.11(q,J=7.1Hz,2H) ,2.45-
2.28(m,4H) ,1.87-1.69 (m,2H) ,1.07(t,J="7.1Hz,3H) .
[1598]  LCMS (447 /57:A) Rt=1.11min,MS (ESIPos) :m/z=2304.05 (M+H) .
[1599]1 k3%, HhlalAL 13AIE R, FaRFRE & ik o
[1600]  FRA{AL13A:5-543E-2- (1-FF | 2E-1H- M -4-3) -3- 5K FIER Ol
IN“‘- F
S

H O
3 S NH2

@]

[1602]  }42- (1-FF ] AE-TH-MEme-4-F5) -3-5)-5- 43K R £ FE (Int 101A,8.65¢,
25.95mmo1) F110% 58 /f% (1.38g) T-EtOAc/EtOH (230mL;8:2v:v) FHIIE S WA S LU M ik
PE16/INIF o SRS R TR Sl Celite® i 8 (I QR CBREER) FHAEWE R ik (7% B
(B R 25 i, R LA o T SRk 2, 1 38 00 25, A3 BIFRBU L 54 (585, T3 % UK
3R) N IR A B S R R e , PR A Biotage Tsolera'failkialifk (]
BRI FIEE 5 100 % Piki 6 : 4Pk /Et0AC) , P38 (K18 Tt 45 by [ 44 1 £ TRk T P DA
FEW SRR LIRS A (1.35g, 1T % ICER) |, Mk A k.

[1603]  Erf[Rlk1 120200, sl ih B A AT B AH R 2R R il 25 DA B FR )

[1595]

[1601]
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B B

160/498 T

Int.

o #R

S AT RIE

114A

[1604]

NH,

5- & A& -3- A
-2-(1- ¥ % -1H-
el 4- ) K P
BR T Bg

'"H NMR (250
MHz, & 15 -d) &
[ppm] 7.53 — 7.39
(m, 2H), 6.80 (d, J
= 1.8 Hz, 1H), 6.56
(dd, J = 114, 24
Hz, 1H), 4.23 (q, J
= 7.1 Hz, 2H), 3.94
(s, 3H), 3.90 (s,
2H), 1.22 (t,J =7.1
Hz, 3H).

LCMS (% # 7 &
A): Rt = 1.06 min;
MS (ESIPos): m/z=
264.0 (M+H)".

115A

NH,

5-# ¥ -2-(1-C
£ -1H- ok »& 4-
3)-3- AR T B
CBg

'H NMR (250
MHz, # 15 -d) 3
[ppm] 7.49 (d, J =
1.2 Hz, 2H), 6.79
(d, J = 1.8 Hz, 1H),
6.56 (dd, J = 11.4,
2.4 Hz, 1H), 4.29 —
4.15 (m, 4H), 3.89
(s, 2H), 1.53 (t, ] =
7.3 Hz, 3H), 1.20
(t,J =7.1 Hz, 3H).
LCMS (% # 7 &
A): Rt = 1.10 min;
MS (ESIPos): m/z=
278.0 (M+H)".
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161/498 7

Int.

b #R

D ATRIE

[1605]
116A

NH,

5- & A -3- K
2-(1- % 7\ K
S1H-wb vk -4- %)
R P BR B

'H NMR (250
MHz, DMSO-d6) &
[ppm] 7.65 (s, 1H),
7.30 (s, 1H), 6.64
(d, J = 2.2 Hz, 1H),
6.52 (dd, J = 12.6,
2.3 Hz, 1H), 5.66
(s, 2H), 4.59 — 4.41
(m, 1H), 4.10 (q, J
= 7.1 Hz, 2H), 1.42
(d, J = 6.7 Hz, 6H),
1.08 (t, J = 7.1 Hz,
3H).

LCMS (4 47 7 ik
A): Rt = 1.17mins;
MS (ESIPos) m/z =
291.95 (M+H)".

Int.

b #R

D ATRIE

[1606]
117A

NH,

5- & A -2-[6-(=
AT A )k oE -3-
BE)-3-A R T8
L Bg

'H NMR (250
MHz, DMSO-d6) &
[ppm] 8.47 (s, 1H),
7.83 (d, J = 7.9 Hz,
IH), 7.70 (d, J =
8.0 Hz, 1H), 7.24 —
6.75 (m, 2H), 6.64
(m, 1H), 597 (s,
2H), 4.00 (q, J =
7.1 Hz, 2H), 0.92
(t, J=17.1 Hz, 3H).
LCMS (& #71 7 %
A): Rt = 1.23mins;
MS (ESIPos) m/z =
310.95 (M+H)".
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CN 115137726 B 'IH HH :F; 162/498 T
Int. k4 b AT F
'H NMR (250
MHz, DMSO-d6) &
[ppm] 8.46 (s, 1H),
7.79 (dd, J = 8.0,
1.6 Hz, 1H), 7.69
(dd, J = 8.1, 0.6 Hz,
IH), 698 (d, J =
- e 5- 2 3 ) (
HsC N B 2.0 Hz, 1H), 6.64
| -2-[6-(1,1- = & B
[1607] 2 . (dd, J = 124, 2.2
IT8A i A &) R -3- Hz, 1H), 5.96 (
N NH z, s . S,
: A]-3-A KT B
- 2H), 3.99 , J =
7.5 ) (q

7.1 Hz, 2H), 2.45 —
2.24 (m, 2H), 1.01
—0.86 (m, 6H).

LCMS (% # 7 &
A) Rt = 1.21 min,
MS (ESIpos): m/z =
339.05 (M+H)".
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CN 115137726 B .IH' HH :F; 163/498 T
Int. 4E M 2 AR oA R A%
'H NMR (250
MHz, DMSO-d6) &
[ppm] 7.67 (s, 1H),
735 — 725 (m,
1H), 6.68 — 6.61
(m, 1H), 6.53 (dd, J
= 12.6, 2.3 Hz, 1H),
N I L el P
1608l 119A <(7 0 bt i 3;7 ¢ .J=7,0 Hz’
O_ _CH diall loimigtiatia 2ﬁ) 1,32 i 117’
) KPR OB s '

(m, 1H), 1.10 (t, ] =
7.1 Hz, 3H), 0.58 —
0.48 (m, 2H), 0.40
—0.34 (m, 2H).

LCMS (&% #1 7 i
A) Rt = 1.24 min,
MS (ESIpos): m/z =
304.0 (M+H)".
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CN 115137726 B w MR P 164/498 T
Int. |44 2 AR oA # A%
'H NMR (250
MHz, DMSO-d6) &
[ppm] 8.24 — 8.10
(m, 1H), 7.52 -
7.38 (m, 1H), 7.24
(d, J = 8.0 Hz, 1H),
H3C 6.88 (d, J = 2.0 Hz,
Ny * 5. & & 3 g 258
N_ “ [ 1H), 6.59 (dd, J =
[1609] -2-(6- F K wtoE
120A o o 12.4, 2.2 Hz, 1H),
NH; -3-7.%)ZF~EF?Q§:L
O__CHs . 5.84 (s, 2H), 3.99
H

(g, J = 7.1 Hz, 2H),
3.32 (s, 3H), 0.94
(t, J=7.1 Hz, 3H).
LCMS (4 47 7 ik
A): Rt = 0.89mins,
MS (ESIpos): m/z =
275 (M+H)".
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i EA

H

165/498 T

Int.

b #R

D ATRIE

121A

[1610]

CHfo NH,

5- & A -3- &
2-(1- % T &
-1H-vt v -4- £ )
R ERCES

'H NMR (400
MHz, DMSO-d6) &
[ppm] 0.83 (d, 6H),
1.10 (t, 3H), 2.03 —
2.14 (m, 1H), 3.90
(d, 2H), 4.10 (q,
2H), 5.68 (s, br,
2H), 6.52 (dd, 1H),
6.63 (d, 1H), 7.29
(s, 1H), 7.61 (s,
1H).

LCMS (F i 1): Rt
= 1.02 min; MS
(ESIPos) m/z = 306
(M+H)".

122A

H30 N F

HiC—H—N__|

NH,

5- & K& -2-(1-)
T & -1H- =k v
4-3)-3-AR T
BR T Bg

'H NMR (400
MHz, DMSO-d6) &
[ppm] 1.06 (t, 3H),
1.51(s, 9H), 4.08
(q, 2H), 5.66 (s, br,
2H), 6.52 (dd, 1H),
7.63 (d, 1H), 7.31
(s, 1H), 7.67 (s,
1H).

LCMS (7 i 1): Rt
= 1.01 min; MS
(ESIPos) m/z = 306
(M+H)".
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CN 115137726 B 'IH HH :F; 166/498 71
Int. | %# 2 A oA # A%
'H NMR (250
MHz, # 15 -d) &
[ppm] 7.52 — 7.46
(m, 2H), 6.77 (dd, J
= 2.4, 0.8 Hz, 1H),
6.56 (dd, J = 11.5,
e & | a 2.4 Hz, 1H), 4.33 -
Hac—>_N,~: F 24QS- T 4.15 (m, 3H), 3.86
[1611] HaC (s, 2H), 2.03 — 1.74
A O we | BRI ), 154 @, 0
T 4B RE e 3.H) 119
¥ B B g

(t, J = 7.1 Hz, 3H),
0.86 (t, J = 7.4 Hz,
3H).

LCMS (% # 7 &
A) Rt = 1.31 min,
MS (ESIpos): m/z =
306.05 (M+H)".
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CN 115137726 B 'IH EH :F; 167/498 71
Int. | %# 2 AR oA # A%
'H NMR (250
MHz, # 15 -d) 3
[ppm] 7.46 — 7.35
(m, 2H), 6.72 -
6.62 (m, 1H), 6.46
(dd, J = 11.5, 2.4
Hz, 1H), 4.11 (m,
5- 4 P ) (
HC— N F 3H), 3.79 (s, 2H),
N 2-{1-[QR)- T
[1612] HaC 1.93 — 1.64 (m,
124A o " 2- A ]-1H- e vi
2 L |2H), 1.44 d, J =
s B3 RR | (8 Hz 3H), 110
i Z, , 1.
¥ B B

(t, J = 7.1 Hz, 3H),
0.77 (t, J = 7.4 Hz,
3H).

LCMS (% # 7 &
A) Rt = 1.30 min,
MS (ESIpos): m/z =
306.05 (M+H)".
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CN 115137726 B 'IH HH :F; 168/498 71
Int. |4# 2 AR oA # A%
'H NMR (250
MHz, # 15 -d) 3
[ppm] 7.49 (m, 2H),
6.79 (d, J = 1.8 Hz,
1H), 6.56 (dd, J =
e SR E2(T 11.4, 2.4 Hz, 1H),
(1613] w2 £ T bt ol 429 — 4.15 (m,
333A o an) E)3-A K T A 4H), 3.89 (s, 2H),
CHy O ) 1.53 (t, J = 7.3 Hz,
L Bg

3H), 1.20 (t, J = 7.1
Hz, 3H).

LCMS (5 #7 7 &
A) Rt = 1.10 min,
MS (ESIPos): m/z =
278.0 (M+H)".
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CN 115137726 B

2

H

169/498 T

[1614]

Int.

b #R

D ATRIE

334A

5- & & -3- &
2-{1-[(1- ¥ %
A &) ¥
B 1-1H- vt v -4-
KIRX TP BT B

'H NMR (500
MHz, # 15 -d) 3
[ppm] 7.55 — 7.49
1H), 7.45 (s,
1H), 6.74 (d, J =
2.4 Hz, 1H), 6.51
(dd, J = 11.5, 2.4
Hz, 1H), 4.18 (q, J
= 7.1 Hz, 2H), 3.96
(s, 2H), 3.92 (s,
2H), 1.17 (t, 1 = 7.1
Hz, 3H), 1.03 (s,
3H), 0.64 — 0.57
(m, 2H), 0.46 -
0.39 (m, 2H).

LCMS (&% #1 7 i
F): Rt = 2.96 min;
MS (ESIPos): m/z =
318.2 (M+H)".

(m,

181



CN 115137726 B

i

2

H

170/498 T

[1615]

Int.

b #R

D ATRIE

336A

NH,

5- & Xk -2-(6-C
Foatvg -3-4)-3-
AR T B LB

'H NMR (500
MHz, # 15 -d) 3
[ppm] 8.36 (d, J =
2.2 Hz, 1H), 7.53 —
7.49 (m, 1H), 7.18
(d, J = 8.0 Hz, 1H),
7.00 (dd, J = 2.4,
0.8 Hz, 1H), 6.58
(dd, J = 11.0, 2.4
Hz, 1H), 4.06 (q, J
= 7.1 Hz, 2H), 3.98
(s, 2H), 2.86 (q, J =
7.6 Hz, 2H), 1.33
(t, J = 7.6 Hz, 3H),
0.97 (t, J = 7.1 Hz,
3H).

LCMS (4% 47 7 &
A): Rt = 0.85 min;
MS (ESIPos): m/z =
289 (M+H)".
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CN 115137726 B .I'R HH :F; 171/498 11

Int. | 4# AR 2 AT R

'H NMR (500
MHz, DMSO-d6) &
[ppm] 8.03 (d, J =
0.9 Hz, 1H), 7.70
(dd, J = 8.3, 0.7 Hz,
1H), 7.42 — 7.38
(m, 1H), 6.93 -
6.89 (m, 1H), 6.83
(d, J = 2.2 Hz, 1H),
6.59 (dd, J = 12.3,
2.3 Hz, 1H), 5.79
(s, 2H), 4.01 (s,
3H), 3.91 (q, J =
7.1 Hz, 2H), 0.76
(t, ] =7.1 Hz, 3H).
LCMS (% # 7 ik
A) Rt = 1.12 min,
MS (ESIpos): m/z =
314.2 (M+H)".

'H NMR (400
MHz, DMSO-d6) 3
[ppm] 1.07 (t, 3H),
4.09 (q, 2H), 5.14
(g, 2H), 6.54 (dd,
1H), 6.68 (d, 1H),
7.45 (s, 1H), 7.77
(s, 1H).

LCMS (7 1): Rt
= 092 min; MS
(ESIPos) m/z = 332
(M+H)",

5- & A& -3- A&
-2-(1- ¥ % -1H-
gl vk 6- ) K F
BR T B

338A

[1616]

5- # A& -3- A
2-[1-(2,2,2- =
# T A )-1H-#t
w4 KR PR
C Br

364A

[1617]  rhA){k125A: 3- 5 3L -6-5(-2- WK IR LR
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N 115137726 B W OB P 172/498 T

Cl
1618 H;C )
O F

[16191  7F-78°C N [fj4-55-2- AN (1.00g,6.87mmol) [1) VU Sk (10mL) %57 I\ n -
BuLi (2.94mLIM2. SMCUBEIA I, 7. 35mmol) FRE AT AR/ Zim B M e PE2000 . It , il
BTN, 2- A Gl HSE I REEEIL) 2 05% (1.55g, 7. 21mmol) [EIPU 20N (5mL) 778 2 - 78
C RN, IIASS AN n-BuLi (3. 02mLI2 . SMC B2 A, 7. 56mmo ) FEE AT/ S i bk
20538, SR A R A E SR I B EE NN SR G BR S 7 A1 % -78°C, B JI A\ n-BuLi
(3.02mL[1)2 . BMCBEIA I, 7. 56mmol) , AR N B Rk AT AR A LN o SR N U R
£ TiE (0.90mL, 8. 28mmol) , SR i s Ml #A 2 S= HRBE PE 16 /NN o L B S N TR A
EtOAcHIZM G /K IA RS SR A NLZE , 1l I MR IR ER S B KAk K 2,
EtOAcA= I, FHANUES 5, MG B/ TRpE s, T8 (MgS0,) , i B8 P4
BT AN BT Biotage Tsolera o Rykatify, (TIBS BB FIBENE ; 100k %82
Bt /EtOAC) , 1S EIFRIB ) (1.30g, 68 % UL | kst ik Y.
[1620]  'H NMR (250MHz ,DMSO-d6) & [ppm]7.06 (dd,J=8.7,1.1Hz,1H) ,6.92-6.79 (m, 1H) ,
5.58(s,2H) ,4.37(q,J=7.1Hz,2H) ,1.32(t,J="7.1Hz,3H) »
[16211  LCMS (55475 EA) Rt=1.15min,MS (ESIpos) :m/z=217.85 (M+H) .
[1622]  Hh[A)AR126A:3-503E-6- (1-PR ] 2&- TH-Eme -4-30) -2- R R O R

N~ NH,
O F

[1624] KT HIIL-IR T BE-4- (4,4,5,5-POHIEE-1,3, 2- A2 ER b - 2- 25) -
1H-NE M (934mg, 3. 76mmol) 3~ 5455 -6 -5~ 2- F IR IR C 5 (Int 125A,700mg, 2. 51mmol) &
R (I1) (28mg,0.13mmol) \2- IR EEBEEL-27,67 - —HISELOR (103mg, 0. 25mmol) ARk
QB (1.60g, 3. 55mmol) T-PHZARKIE /7K (7: 1v/v;12.5mL) TSI A5 Bl It
J&r R SN IAEB0°C N T L6 /NI o 4 SN TR 5 v 1 22 20, SR AR E tOAC AT ANk
PR S NI TR TAL A3 E o B 25 /K AT L T AN A BNk TR e v, T8 (MgSO0,) , 1 I
HAERE P ikds SR PnmatBiotage Tsolera (o ek alify, (TR BB AIBED 5 100 %
BEbt %6: 4551 /Et0Ac) , 13 BIFREUE 5 (T33mg, 94 % W) | i (iR Y.
[1625]1  'H NMR (250MHz ,DMSO-d6) & [ppm]7.65 (d,J=0.6Hz,1H) ,7.34-7.28 (m,1H) ,6.91
(dd,J=8.3,0.7Hz,1H) ,6.73(dd,]=9.3,8.4Hz, 1H) ,5.24 (s, 2H) ,4.71 (m,1H) ,4.15(q,]
=7.1Hz,2H) ,2.36-2.19 (m,4H) ,1.75-1.59 (m,2H) ,1.08(t,J=7.1Hz,3H) .
[1626]  LCMS (434775 75A) Rt=1.11min ,MS (ESIpos) :m/z=2304.55 (M+H) .
[1627]  HaEfR127A: 2- PR -3- 56~ 5 - A FE IR IR
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N 115137726 B W OB P 173/498 T

Cl o]
Br Br
[1628] HE +
NO,
0 O NO,
[16291  £r0°C M55 PHIAIS A2 -5 -3- SR HHR (4.00g, 17. 0mmol) [FHt (34mL) 7%
W REMNAHER B (1.72g,17.0mmol) , FT AL 2 AL IARIR T M A FE4/ NI, 7R
[RTE R B ITER) « SR F R N TR S BEIE VK L, i R8T B K B B e W) , K BEsIT
{E LS R R T8/ NN A3 2R AU S, D 2 -1 -3- -6 - AR L : LTREW)
(4.71g) , MK A el
[1630]  'H NMR (250MHz ,DMSO-d6) 8 [ppm]8.55(d,J=2.6Hz,1H) ,8.37 (d,]=2.6Hz,1H) ,
8.26(d,J=8.9Hz,1H) ,7.99 (d,J=8.9Hz, 1H) .
[1631]  HhA){AR128A: 2- 75 -3- (-5 - MK R O R
o]

HO

Br

[1632]

o)
i W NO,

o)
[1633]  KEAEELOH (19mL) HF2- 75 - 3- 5~ 5 - A AR HHER A2 - 5 - 3 - G- 6 - A A RN IR 1 1 : 1
REY) (Int 127A,4.7g) AR (0.46mL) ££100°C N IIHE16/NIF o M B SO TR S W0 )
F0°C, JHEtOACHRE, I IMEA S N KIA A TR AL o A HLE 20 B T AN U KIS
TPLH, T MgS0,) , 1 I8, AEIRiE P ki RT3k Al Biotage Isolera taiikal
& (IR BERFI, 0-20 % EtOAC/ BEkD) L 1S BIFRBUL S (2.328,43% %) WK H &
[

[1634]1  'H NMR (500MHz ,DMSO-d6) 8 [ppm]8.60 (d,J=2.6Hz,1H) ,8.43 (d,]=2.6Hz,1H) ,
4.40(q,J=7.1Hz,2H) ,1.36(t,J=7.1Hz,3H) »

[1635]  LCMS (U3 #r /57N Rt=1.27min, =W 1L

[1636]  H[AJAR129A:3-5(-2- (1-PR ] - TH-NEwg -4 - 38) -5- iR R O R

N Cl
N
: : —
o)

- NO,

CH; O

[1638]  {rasdbrrh BDME (8ml) FI7K (1.5mL) HIfR1-34 | -4- (4,4,5,5-PUF3E-1,3,2-
TR A R - 2- ) - TH-T e (500mg, 2. 02mmol) F12- 7R - 3-S5 -5 - By K R £ TR
(Int 128A,478mg,1.55mmol) HA S 5min. 2R I\ Pd (PPhB) ,C1, (22mg,0.03mmol) Al
FRERET (643mg ,4.65mmol) , K5 [ N IIFREE 100°C , $R4352 . 57N o SRFFHF [ ¥4 H1 & ==l
JKFNEtOACH R 73 ES % = , /KIZ HIEtOAc AR BN R o 4 S I F A L2 U £6Mg SO, T4, 1k
8, AEIRE R, TS RIS Biotage Tsolera tailiEalifl (FARRIREIBEDIFH)

[1637]

185



N 115137726 B W BA H

BB, 0-25%Et0Ac/ PBeky) , 155
[1639]

174/498 171
IPREUY G (385mg, 52 % CR) |, AREFRT R Bt k4 .
"H NMR (250MHz , 5475 -d) 6 [ppm]8.44 (d,J=2.4Hz,1H) ,8.40 (d,J=2.4Hz, 1H) ,

7.65(m,1H) ,7.60 (m,1H) ,4.84 (m,1H) ,4.24(q,J=7.1Hz,2H) ,2.69-2.48 (m,4H) ,2.06-
1.81(m,2H) ,1.18(t,J=7.1Hz,3H) .

[1640]  LCMS (M5 EA) Rt=1.29min,MS (ESTpos) :m/z=2350.0 (M+H) ",
[1641]  Er[RlAR129AZ(EL, 55 FHAH N PR 5 X A o Ao 24 PO IR ml 2% 5 % N R S e A7)
FRIEE J ORI 25 DA PR ) .

[1642] \ Int. ZEM 2 AR

2 H AR |
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CN 115137726 B

i

B B

175/498 T

Int.

S FR

R &

130A

[1643]

CH; O

NO,

3- & -2-[6-( =
AT A ) R
-3- % -5- A &
RV IR CB

'H NMR (500 MHz,
DMSO-d6) & [ppm]
8.71 (d, ] = 2.3 Hz,
1H), 8.63 (d, ] = 2.3
Hz, 1H), 8.60 (d, J] =
1.8 Hz, 1H), 7.98 (dd,
J = 8.0, 2.1 Hz, 1H),
7.84 (d, ] = 8.0 Hz
1H), 7.06 (t, J = 54.8
Hz, 1H), 4.10 — 4.01
(m, 2H), 0.94 (t, J =
7.1 Hz, 3H).

LCMS (% #7 7 ik A)
Rt = 1.35 min, MS
(ESIpos): m/z =
356.9/ 358.7 (M+H)".

131A

NO,

3- & -5- A K
2-[6-( = R F
Hymtog -3- K]
R BR T B

'H NMR (250 MHz,
#15-d) & [ppm] 8.79
(d, J = 2.3 Hz, 1H),
8.60 — 8.58 (m, 1H),
8.57 (d, J = 2.3 Hz,
1H), 7.84 (d, J = 7.9
Hz, 1H), 7.79 (dd, ] =
8.2, 1.8 Hz, 1H), 4.17
(q, J = 7.1 Hz, 2H),
1.10 (t, J = 7.1 Hz,
3H).

LCMS (947 77 & A)
Rt = 1.30 min, MS
(ESIpos): m/z = 375.0
(M+H)".
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N 115137726 B W OB P 176/498 1

Int. ZEM A A O HT AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
8.70 (d, J = 2.3 Hz,
1H), 8.62 (d, J = 2.3
Hz, 1H), 8.58 (d, J =
1.8 Hz, 1H), 7.95 (dd,
FF 3 TG L1 J = 8.1, 2.2 Hz, 1H),
Y s > 17.85 = 7.79 (m, 1H),

[1644] Nes ZRE )
132A : " 14.09 — 4.00 (m, 2H),
i vo | -3- & ]-5- 7 2.44 — 231 (m, 2H)
. - 2. m, g

Ml 5 ERFTR B
0.97 (t, J = 7.5 Hz,

3H), 0.92 (t, J = 7.1
Hz, 3H).

LCMS (4 #7 7 & A)
Rt = 1.43 min, MS
(ESIPos): m/z =
385.0/386.7 (M+H)".

[1645] R fA&133A: 5- 5458 -3-50-2- (1-34 | k- 1H- MMk - 4- 10 SRR £ i

N Cl
<>—N
—
o)

~ NH,

CH; O
[1647]  Fra=if FR3-50-2- (1-BR ] RE- 1H- MM -4-35) -5- Y LR FIEG 15 (Int 1294,
380mg, 1.09mmol) JAMRLE LI (10mL) HH o I 10mol % Pd/C (23mg) , 2RI S N TR A5 WA &
SO NEZE IR N HERES /NI o SR K S N TR 5 Pt Al e = R i (FHEt0ACHEiR) L SRIEH
TR e 4 B HLvA T B (10mL) FA o N 10mol % Pd/C (23mg) FHERHR A ME A SUR R T
P RE6/INK, SR 5 0 1 fe e+ H0d J8 (FHEC0ACHER) AR R ilkds , A3 2k o, ¥ Him
Biotage Tsolera "fajlbikatift, (FIBSEEAIBEDFIREN , 0-35 % Et0Ac/ BEkt) , 13 EIFRBIL &
P (260mg , 74 % W) , i s il Ak
[1648] 'H NMR (250MHz ,DMS0-d6) & [ppm] 7.66 (s, 1H) ,7.29 (s, 1H) ,6.82(d,J=2.3Hz,
1H) ,6.73(d,J=2.3Hz,1H) ,5.65 (s,2H) ,4.82(m,1H) ,4.00(q,J=7.1Hz,2H) ,2.46-2.26
(m,4H) ,1.88-1.66(m,2H) ,0.96(t,J=7.1Hz,3H) »
(16491  LCMS U3 #r757:A) Rt=1.15min,MS (ESIpos) :m/z=2320.0 (M+H) Y
[1650]  5rfaj{A133AJLL, il TR A EEAS BIAH R IR R Al 2 DA B rh a4k

[1646]
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CN 115137726 B 'IH HH :F; 177/498 TQ

Int. 4k 4 2 A oA R AR
'H NMR (500
MHz, DMSO-d6) &
[ppm] 8.41 (d, J =
1.8 Hz, 1H), 7.77
(dd, J = 8.0, 2.1 Hz,
1H), 7.70 (d, J =
! 8.0 Hz, 1H), 7.08
B (d, ] = 2.3 Hz, 1H),
e i T il '3; i 6.99 (t, J = 55.0 Hz,

[1651] No -2-[6-( = & F
134A : 1H), 6.93 (d, J =
Hgle o NH, Likka it 2.3 Hz, 1H), 5.91
K F BR T B ’ ’

(s, 2H), 3.93 (q, J =
7.1 Hz, 2H), 0.86
(t, J=7.1 Hz, 3H).
LCMS (% # 7 &
A) Rt = 1.24 min,
MS (ESIPos): m/z =
327.0/329.0
(M+H)".
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CN 115137726 B .I'R HH :F; 178/498 11

Int. M o AR oA # A%

'H NMR (250
MHz, # 15 -d) 3
[ppm] 8.55 (s, 1H),
7.80 — 7.67 (m,

_E 2H), 7.22 d, J =
. N Cl 5- & % -3- £ (2.5 Hz, 1H), 6.98
[1652] 1354 N Z 2-[6-( = & ¥ |(d, J = 2.5 Hz, 1H),
HaC._ O i Eymeeg-3-24114.12 — 397 (m,
a R ERCE 4H), 0.97 (t, ] = 7.1
Hz, 3H).

LCMS (4 #7 7 ik
A) Rt = 1.21 min,
MS (ESIPos): m/z =
344.9 (M+H)".
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N 115137726 B W OB P 179/498

Int. k4 2 # o H7 # A

'H NMR (500
MHz, DMSO-d6) &
[ppm] 8.40 (d, J =
1.6 Hz, 1H), 7.74
(dd, J = 8.0, 2.1 Hz,
1H), 7.70 — 7.63
(m, 1H), 7.07 (d, J
= 2.3 Hz, 1H), 6.93

F F 5- & X -3- &
e B2 w3 W4, T =2.3 Hz, 1H),

] -2-[6-(1,1-= A
[1653] N "™ 15.90 (s, 2H), 3.92
136A 0 i ] o (q. J = 7.1 Hz, 2H)
r NH, 5—%. EP Ez: C qt' - 1. z, ]
CH, © Eﬁb]ﬁ * = 1235 (m, 2H), 0.95

3]

(t, J = 7.5 Hz, 3H),
0.84 (t, J = 7.1 Hgz,
3H).

LCMS (% # 7 &
A) Rt = 1.33 min,
MS (ESIPos): m/z =

355.0/356.8
(M+H)".
[1654]  HH[AMAR1I37A: 2- 7R -3- HH Ik - 5- il ok HHig
CH,
Br
[1655] HE
NO,
0

[1656]  {£0°C N5 1A A2 5 -3- B - KR (5.00g,23. 25mmo 1) fH AR
(46 . 3mL) PRI A HEDNNARSER AN (2. 35g, 23. 25mmol) , AT A IR AD Sy (0 A PR B B T
BRSNS o U, ¥ ONTR S IR VK b IR B K B A I, RKvEs IR EE T
e B RIFREL S (5.95g,89 % ICK) |, Rk (Al k. 2- 5 - 3- FHIL -5 - A FL oK IR &
10mo1 % )2 -5 - 3- HA 5L - 6 - i 328 FHIR B 0 o

[1657]1  'H NMR (250MHz ,DMSO-d6) & [ppm]8.36 (d,J=2.3Hz,1H) ,8.24 (d,]J=2.8Hz,1H) ,
2.54(s,3H) .

[1658]  FH[R]{A138A:2- 15 -3~ AL -5 - A A HIR £ S
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N 115137726 B W OB P 180/498 T

CH,
Br

[1659]

0
it WP NO,

o}
[1660]  J12-75-3- KL -5- WYL IR (Int 137A,5.95g,20.59mmol , 274 10mol % [12-
IR -3- FI3E-6- WY OK FIRR) AR (1. 1mL) [FELOH (45mL) IR 100°C R JNFAS/ NN . b i
B TR G E S W4 , FEAEEtOAC FI2ME S AN/ K AR 2 IR 43 e 23 A AR, K2 T 55
SMHIELOAC SAEEL KA HUE G I, TSI sk, T8 (MgS0,) , i g4
W AR RIBRE0 W (4. 758,80 % UCH) |, A FE il iR, AR N 40

[1661]  'H NMR (250MHz , 5{{/5-d) 8 [ppm]8.35-8.26 (m, 1H) ,8.23-8.14 (m, 1H) ,4.45(q,]=
7.1Hz,2H) ,2.58(s,3H) ,1.43(t,J="7.1Hz,3H) .

[1662]  LCMS (547 7574A) :Rt=1.25min,MS (ESIpos) : A WWEL ZIFT 2114 i & 25

[1663]1  FPAl{A&139A:2- (1-Ef | B&- TH-NHme -4-3) -3-FJE-5- R ELR FIR £ iR

N CH,
<>—N
—

@)

[1664]
NO,

CH; O
[1665] 1 i ¥ AU BB TR A P50 Bk fili2- 5 - 3- HH 3 -5 - i KR HHER i (Int
138A,0.576g,2.00mmol) \1-3f | KE-4- (4,4,5,5-PUHEE-1,3,2- SE 2B r ke -2-
L) - 1H-1kme (0.744g,3.00mmol) HREREH (0.829g,6.00mmol) F1— 50N (= 2R3EEE) 46 (I1)
(28mg, 0. 04mmol) T~ HISE A L X /7K (10mL; 2: 1v/v) TR G P, SRS AE100°C | i
167N o SRR A H 2 =il Il ke 3 FHEt0ACHE) « A Sl /KA
TeBANUZ, T8 (MgS0,) , i B4 ik AxWpitiid Biotage Isolera' taithik:lifk (]
b P TR R A 5 100 % Bk 28 : 2Bk /Et0Ae) , 1 RIARIEAL &1 (0.56g, 84 % %) , Ky
W EIRY .
[1666] 'H NMR (250MHz , ({5 -d) 6 [ppm]8.35(d,J=2.2Hz,1H) ,8.22(d,J=1.9Hz, 1H) ,
7.49 (m,1H) ,7.46 (m,1H) ,4.83 (m,1H) ,4.18(q,J=7.1Hz,2H) ,2.66-2.50 (mn,4H) ,2.39(s,
3H) ,2.02-1.86(m,2H) ,1.14(t,J=7.1Hz,3H) .
[16671  LCMS (55475 EA) :Rt=1.35min,MS (ESIPos) :m/z=2330.05 (M+H) .
[1668]  Srh alA139AZSALL, (o FHAHR 1) 0% 3 s AU RN I 24 (AR ke 2% O I P AR e )
FRTEVE A ORI E DA T Hhrj
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CN 115137726 B .I'R HH :F; 181/498 1T

Int. | %&4# 2 5 F A%

'H NMR (250 MHz,
#A%5-d) & [ppm] 8.70
(d, ] = 2.0 Hz, 1H),
8.51 — 8.45 (m, 1H),
8.34 (d, ] = 1.8 Hz,
1H), 7.78 (d, J] = 8.0
2-[6-( = & F |Hz, 1H), 7.69 (dd, J =

it 3 ) ek % -3-(8.0, 2.1 Hz, 1H), 6.74
[1669] N_ =
140A A 1-3-% K-5-{(t, ] = 55.4 Hz, 1H),
(@]
il NO, | 2§ A K ¥ BR |4.13 (q, J = 7.1 Hz,
Ghe B T B 2H), 2.23 (s, 3H),
1.09 (t, J = 7.1 Hz,
3H).

LCMS (5 #7 7 & A):
Rt = 1.28 min, MS
(ESIPos): m/z = 337.0
(M+H)".
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i

2

H

182/498 T

Int.

b #R

A1 BB

141A

[1670]

NO;
CHs O

3- ¥ K -5- 5%
#-2-[6-( = &
Pk ) et v -3-
EIRFTRC
A

'H NMR (250 MHz,
#A5-d) & [ppm] 8.73
(d, J = 2.4 Hz, 1H),
8.55 (s, 1H), 8.36 (d,
J =19 Hz, 1H), 7.83
(d, I = 7.6 Hz, 1H),
7.76 — 7.68 (m, 1H),
4.14 (q, J = 7.1 Hz,
2H), 1.58 (s, 3H),
1.10 (t, J = 7.1 Hz,
3H).

LCMS (% #7 7 ik A):
Rt = 1.28 min, MS
(ESIPos):
354.95 (M+H)".

m/z =

142A

= CH;

( e

2-[6-(1,1- =
wA ) e
3-%1-3-F&
S-A AR T
BR C Bg

'H NMR (250 MHz,
#AA5-d) & [ppm] 8.68
(d, T = 2.0 Hz, 1H),
8.47 (d, ] = 1.3 Hz,
1H), 8.37 — 8.29 (m,
1H), 7.77 (dd, J = 8.1,
0.8 Hz, 1H), 7.65 (dd,
J = 8.0, 2.2 Hz, 1H),
4.18 — 4.05 (m, 2H),
2.56 — 2.31 (m, 2H),
2.23 (s, 3H), 1.14 —
1.02 (m, 6H).

LCMS (% #7 7 ik A):
Rt = 1.34 min, MS
(ESIPos):
365.35 (M+H)".

m/z =

[1671]
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[1672]

( NH,

CH; O
[1673]  $2- (1-FF ] 3E- 1H-MEms-4- 5L -3- 3L -5- YLK R 4T (Int 139A,0.56g,
1.68mmol) F110 % #/#5% (90mg) YEEt0Ac/EtOH (10.7mL;8: 2v/v) FTR AW E A S05 N HikE
16/INK o T B8 SRR A Wi ek e b e TR e i 4 o PR AWl d Biotage Tsolera {4
WAty (6 BRSO PE A 100 % Beki 212 1 Beki/Et0Ae) , 13 BIFREUL 54 (470mg, 92 %
W) |, K A
[1674]1 'H NMR (250MHz,DMSO-d6) & [ppm]7.60 (s, 1H) ,7.24 (s, 1H) ,6.65-6.55 (m, 2H) ,
5.23(s,2H) ,4.81 (m,1H) ,3.96 (q,J=7.1Hz,2H) ,2.48-2.31 (m,4H) ,2.04 (s, 3H) ,1.87-
1.69 (m,2H) ,0.95(t,J=7.1Hz,3H) .
[1675]  LCMS (55 #7 A :Rt=1.16min;MS (EST) m/z=300.05 (M+H) .
[1676]  Erf[RlA143AANL , 1l i B A BEAT B AR 2R R il 25 DA B FR )
Int. 25 H) 4 AR AT E IR
'H NMR (250 MHz,
DMSO-d6) & [ppm] 8.37
(s, 1H), 7.76 — 7.65 (m,

5. & A
il A [j(kﬂ ; 2H), 7.25 — 6.75 (m, 2H),
- F | Xy CHs n ;g);;w'» 6.71 (d, J = 2.3 Hz, 1H),
144A Z i ;] " ; 5.48 (s, 2H), 3.91 (q, J =
e P NH, 7.1 Hz, 2H), 1.92 (s, 3H),

& A X ¥ ® _
0.86 (t, J = 7.1 Hz, 3H).
x

LCMS (4 #7 7 *A): Rt
= 1.20mins; MS (ESI)
m/z = 306.95 (M+H)".
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CN 115137726 B W B P 184/498 i
Int. k4 2 A 2 AT AR
'H NMR (250 MHz,
DMSO-d6) & [ppm] 8.48
(s, 1H), 7.89 (d, J = 7.4
Hz, 1H), 7.85 — 7.77 (m,
- s- £ & 3|2 1) it
1H), 6.99 (d, ] = 2.3 Hz,
Xy CH i &
| 3 . 1H), 6.72 (d, J = 1.9 Hz,
N~ 22-[6-( = A&
145A _ | 1H), 5.52 (s, 2H), 3.92
HsC_ O WK )atog
N~ NH, - (q, J = 7.1 Hz, 2H), 1.93
8 3- AR T
(s, 3H), 0.86 (t, J = 7.1
AR T B
Hz, 3H).
LCMS (%47 7 & A) Rt =
1.16 min, MS (ESIPos)
1678] m/z = 324.65 (M+H)".
'"H NMR (250 MHz,
DMSO-d6) 6 [ppm] 8.36
(s, 1H), 7.75 — 7.60 (m,
B 2H), 6.94 (d, J = 2.3 Hz,
5- A A ) (
1H), 6.71 (d, J = 2.0 Hz,
I -2-6-(1,1- IH), 5.47 (s, 2H), 3.89
3C i » . ) ) .
i [ B —RARL) ;
g . (q, J = 7.1 Hz, 2H), 2.46
shai 0 sulkadiney| MY 2H), 1.92
r NH, %]-3- 2 i& T Em (ms )9 . (S,
CH; O = 3H), 0.96 (t, ] = 7.5 Hz,
RYF R C
3H), 0.84 (t, J = 7.1 Hz,
B
3H).
LCMS (% #7 7 & A): Rt
= 1.19mins; MS (ESIPos)
m/z = 335.10 (M+H)".
[16791  HhlAlfk147A:1- [2-5-4- (CHH3E) ZREEI IR S G
F
F
F
[1680]

N
X

[1681]

F
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BALEZ (317mg, 0.98mmol) \ [2-F6-4- (25 AT )i (10.0g,49. 2mmol) F11- 75 -2- 54
LK (21.2g,148mmol) FATREHIHR o DN WS 2T A UK N B0 B PR B T80
Co SERMNITE BRI e , ¥R S E HV 2 250 RS S Pt 2/ N, 2R
Je ¥R AP 17K (100mL) FIEtO0AC (300mL) AR , i tHA AL , AR5 I Eh/K (2 X 75mL) PEidk,
SRIE T (Na,S0,) 3 JEFHFIRU T Ik i B At Biotage Tsolera " (ailikalifl (i FRIE
(eI 75 98: 25285 : 15 5¢4/Et0AC) , R RIFREUL & (11. 1g, ERUCH) , AEa kY.
[1682] 'H NMR (500MHz ,DMSO-d6) & [ppm]7.85-7.76 (m,1H) ,7.76-7.66 (m,1H) ,7.66-7.55
(m,1H) ,1.80-1.71(m,2H) ,1.58-1.51 (m,2H) .

[1683]  LCMS (547 7574A) :Rt=0.62min,MS (ESTPos) m/z=210 (M+H) &

[1684]  ErRfalfAR 14TAZAL, 1 1 - 75 - 2 - S O BEANAE R I HUR I 2R 3E O IRORHR 25 DA
R

Int. 2% A4 b o B A
'H NMR (250 MHz,
DMSO-d6) 6 [ppm] 7.70

O\|<F 1-[2- #A |- 7.56 (m, 1H), 7.51
[1685] o NQXQ/ E T |-4-( = ¥ |(dd, J = 10.6, 1.7 Hz,
. AFEYKR K] 1H), 733 - 7.21 (m,

AEETH |[1H), 1.79 — 1.66 (m,
2H), 1.55 — 1.40 (m,

2H).
[1686]  FH[AMAT149A:1- [2-5-4- CHUHED) R TR e FHER
" F
F

[1687]
HO

F
[1688]  Kf1-[2-9p-4- (O HHED) IR LG (Int 147A,11. 1g,48mmol) IA AT I
HC1 (50mL) H1Ff-£E90°C I Mi# s &7 « B AP 7K (150mL) 8 FIE t0Ac (150mL) A5 B . 2%
JE B AN R K (2 X 50mL) Peik, T (Na,S0,) , il B e - 55 el v
SEi TR ) (8.4g, TO%WSCR) |, by H A
[1689] 'H NMR (250MHz ,DMSO-d6) & [ppm]12.61 (s, 1H) ,7.72-7.40 (m,3H) ,1.64-1.46 (m,
2H) ,1.31-1.15(m,2H) »
[1690]  LCMS (447 575A) ;Rt=1.13min,
[1691]  MS (ESIPos)m/z=289 (M+MeCN) ',
[1692] ok, Wit DA N5k — 3K A4 149A
[1693]  a) B1-[2-%-4- (=D B AL HI (Int 147A,28.6g,125mmol) &% T
7K (450mL) H1, JIN29.9¢ (1.25mol) AL B FHZ IR S 7E120°C T BIZUE L1 - 4 A0
J&  FHE AP TOMERERER (¥ I T LR SRR A< BN K A M LUE FHER K P, T8 (Na,S0,) Fik4s ,
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CN 115137726 B W B P 186,498 1
RN Ab R (30. 18,97 % IEK) .
[1694]  b)Bi1-[2-9-4- CHRFPRE) KL AR S (Int 147A,1.17g,5.0mmol) A T2,
fiz (22mL) 1, IIN A AL EE K5 (3. 15g, 75 . 0mmo 1) Fliad A AL A AT (21.9m1, 35 % /KK
) FHEGIAEL00°C PR/ NI o ARV A0 B KR S THOMERFRIR (L T LR LR A< .
AHVEIRBR A KA RDES , T8 (Na,S0,) Fik4s , 15 EhnE =4 o
[16951  S5rR[RIAI49AZSEL, o FHARR R EUAI AL IR e - 1- IS IORHEIAS LA Ha TRk
Int. 2k 2 AR AT EAR

'H NMR (250 MHz,
1-[2- A | DMSO-d6) & [ppm] 12.51

0] o =
[1696] 7 \Fr<F -f-(ﬁih 7 | (s, 1H), 7.54 — 7.41 (m,
150A | HO AA)RK]| 1H), 7.33 (dd, J = 10.4,
F

3% & P |1.7 Hz, 1H), 7.20 — 7.12
BL (m, 1H), 1.56 — 1.44 (m,
2H), 1.25 — 1.13 (m, 2H).

[1697]1  Hh[A]{K151A: 1- [2- 9 -4- (3 3L RIL T BRI Kb e S
F

[1698]

Cl

F

[1699]  Kf1-[2-56-4- (O HID) AL IR LR (Int 149A,8.4g,33. 8mmol) £ENVR
S (20mL) HEHEI T INNDME (4759) o« AP E S i 1IN, SR IE DA 90 °C PR FEL/ NI o 28
JE R AR IR 4 - K 5k s e (5mL) R 1 24 0 2R DARR 25 B R it e e, 7 2
FIrd5 =1 (8.40g, 93 % R , WA iRy
[1700]  H ALt DA BT T2 5.
[1701]  'H NMR (250MHz , ({75 -d) & [ppm] 7.51-7.30 (m,3H) ,2.11-1.99 (m,2H) ,1.53-1.43
(m, 2H) .
[1702]  55rfal{k15 1AL, i AR SOMTAH R ORIV E D Rkl 25 LA N Hh )k

Int. 2k 2 AR AT
'H NMR (250 MHz,
. . | R1F-d) B 7.46
o °j< 1-[4-( = A F & ) © lppm]
[1703] L F - . |—=7.37 (m, 2H), 7.25 —
152A | ¢ RyRE T AR
N 7.18 (m, 2H), 2.06 —
w% Bt A

1.95 (m, 2H), 1.55 —

1.46 (m, 2H).
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Int. k4 2 A AT H R
'H NMR (250 MHz,

CH . A A5-d) 8 [ppm] 1.31
i | le-R4-T R 143)( [psz)] 1.89
— L m, , 1.
153A | ci AR A K
I (m, 2H), 2.27 (s, 3H),

Bt 3

6.83 (m, 2H), 6.97 —
[1704] 7.22 (m, 1H).
'H NMR (250 MHz,

@] F = g .
Q Iy 1-[2- R d-( = A #47-d) & [ppm] 7.41
F

6.89 (m, 2H), 2.09 —
% b B AL ' (m, 2H)

1.96 (m, 2H), 1.54 —
1.39 (m, 2H).

[1705] A&k 155A:5- ({[1- (3-FRIL) PANFE ] FFL) 5450 -2- (1-3R ] & - 1H-Npme -4 -
F5) KR R

fN""‘"
O
[1706] °
Hac© N cl
o) H

[1707]  ¥45-503E-2- (1-2A T 2L - TH- M me -4 - 30) KR H R (P [A] 44294, 300mg,
1.11mmol) Fil1- (3-S(FEEL) BN KL -1- HR (260mg, 1. 33mmol) 7 T-DMF (9mL) A, AN, N- —
SN (0.39mL, 2. 21mmo1) FIHATU (505mg , 1. 33mmol) , 155k A AT 4 HAF80C
TEHE3/ NN B A PIAEE tOACATZK Z TR It o 57K 2 HE t0Ae (3 X 15mL) 25 S A HLE
FH2MJHC LKA (10mL) A1#E 7K (10mL) Peif, T4 (Na,S0,) , o B8 k4 . il Biotage
Isolera ™ (it kAl R Ax , 13 BIFREL &1 (372mg, 75 % W) |, oy 1 (4 i ko

[1708]  'H NMR (400MHz,DMSO-d6) & [ppm]1.15-1.18 (m,2H) ,1.46-1.49 (m,2H) ,1.75-1.81
(m,2H) ,2.34-2.42(m,2H) ,2.43-2 48(m,2H) ,3.74(s,3H) ,4.83 (quint,1H) ,7.34-7.43 (m,
5H) ,7.49(d,1H) ,7.72(dd,1H) ,7.85(d,1H) ,7.92(d,1H) ,9.39(s,1H) »

[17091  LCMS (J5:1) :Rt=1.37min;MS (ESIPos)m/z=450 (M+H) ',

[1710]  rh[RlAKk156A:2- (1-3A T FE-1H-MEWE-4-38) -5- [ ({1-[2-9-4- (o HED) XL R
PR} PR AL AL ] oK G HH R

N F
< >——N;’/ F
o) F
[1711] 5
N
H
o F

“CHj,

(17121 RE5- 243 -2- (1-34 [ 2E- TH- 0k -4 - 36) SR FHER FI S (FR AR 29A,300mg

Y
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1.11mmol) FN1-[2-9-4- G HE) KXEIFAALEHER (Int 149A,330mg, 1.33mmol) 1A T
DMF (8.5mL) H1, AN, N- SN2 4% (0.39mL, 2. 21mmol) FIHATU (505mg, 1. 33mmol) , 75 5]
BRAF I R S YAE80°C N H 3/INI o K48 I S N TR & W AEE t0Ac (15mL) 7K
(10mL) 2 a5 Hid , 23 B 197K 2 FTE0Ae (3 X 15mL) FEASHN . & A HUE T 2MHC L /KA
(10mL) #h7K (10mL) Pk, T4 (Na,S0,) , 1 I I ik 4 - it Biotage Isolera(ailik
alifl Tz A3 2IFRE L A1) (365mg , 66 % EE) |, gl

[1713]  'H NMR (400MHz ,DMSO-d6) & [ppm]1.21-1.24 (m,2H) ,1.61-1.64 (m,2H) ,1.73-1.81
(m,2H) ,2.32-2.50 (m,4H) ,3.73 (s, 3H) ,4.83 (quint, 1H) ,7.40(d,1H) ,7.49(d, 1H) ,7.60
(dd,1H) ,7.66-7.72(m,3H) ,7.77(d,11) ,7.93(d,1H) ,9.14(s,1H) .

[1714]  LCMS (J57%1) :Rt=1.39min;MS (ESIPos)m/z=502 (M+H) ',

(17151 ok, 1t Hh R R 29A SR L5 LA SN, JAUL T H[AI A& 193A5K 15 HH [R] 4 1 56A .
(17161 Srhlal R 156 AJSEL, fif FTIAHR [ HTR TR VE Uk, 18 HATUBIBE I 25 LA B FhTA]
(U

Int. k4 2 A O R
'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.25 — 1.28 (m, 2H),
1.65 — 1.67 (m, 2H),
. 3.64 (s, 3H), 7.01 (t,
2'[6'(:‘%?%) J = 55 Hz, 1H), 7.41
" -3- |

i d, 1H), 7.62 (dd,
2 i A ]-5-[({1-[2- & kil (

[1717] . . . & 1H), 7.68 - 7.73 (m,
157A . JKQ/( A(ZRF ) 3H; ipieghhip Em
F ar 3 Tt i m,

“CHs RAIFR AR

) L 2H), 8.12 (d, 1H),
EYR KX

% ot 8.56 (d, 1H), 9.34 (s,

AR ¥ B5

1H).

LCMS (7# #*1): Rt =
1.39 min; MS
(ESIPos) m/z = 509
(M+H)".
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189/498 T

Int.

S FR

D AT RIE

158A

2-[6-(=AR T &)

nil ")"‘{_ -3-
F1-5-[({1-[2- &
4-( = R F &

SE S ST
FSETINY
%7 B B

'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.21 — 1.24 (m, 2H),
1.62 — 1.64 (m, 2H),
3.64 (s, 3H), 7.01 (t,
J =55 Hz, 1H), 7.26
(d, br, 1H), 7.39 —
7.42 (m, 2H), 7.61 (t,
IH), 7.71 (d, 1H),
7.87 — 7.92 (m, 2H),
8.13 (d, 1H), 8.56 (d,
1H), 9.31 (s, 1H).
LCMS (7 #* 1): Rt=
1.41 min; MS
(ESIPos) m/z = 525
(M+H)".

159A

5-[{{1-[2- &
A (ZRATF HE)
AT A A
# A ) &
X J-2-[6-( = &
A ) i oR -3-
*

EF?
AR T BR T &

'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.25 — 1.28 (m, 2H),
1.65 — 1.68 (m, 2H),
3.65 (s, 3H), 7.43 (d,
1H), 7.62 (dd, 1H),
7.69 - 7.74 (m, 2H),
7.91 - 7.99 (m, 3H),
8.16 (d, 1H), 8.66 (d,
1H), 9.36 (s, 1H).
LCMS (7 i 1): Rt =
1.47 min; MS
(ESIPos) m/z = 527
(M+H)".
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Int. | %&# 2 AR 2 R AR

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.21 — 1.24 (m, 2H),
1.62 — 1.65 (m, 2H),
. |3.65 (s, 3H), 7.24 —

5.[({1-[2-
[({_[,_ }ﬁf 7.27 (m, 1H), 7.40
4-( = 5 F A

o > (dd, br, 1H), 7.43 (d,
[1719] F s |BIRBIEF L oo n
160A - 'NW\?F 2ymAHyal|. D 0
S, " £ 1206 = A 7.91 — 7.95 (m, 2H),
g — 717.98 (dd, 1H), 8.17

oK) o -3- : )

(d, 1H), 8.66 (d, 1H),
9.33 (s, 1H).

LCMS (F % 1): Rt =
1.48 min; MS
(ESIPos) m/z = 543
(M+H)".

AR T B F B
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B B

191/498

[1720]

Int.

S FR

D AT RIE

161A

S5-({[1-(2,4-= &,
£ SESTESE
2} &K
#)-2-[6-(1,1-=
AR AR -3-
AR P BT B

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
8.50 (s, 1H), 8.09 (d,
J =2.2 Hz, 1H), 7.86
(dd, J = 8.1, 2.2 Hz,
1H), 7.79 (dd, J =
8.4, 2.3 Hz, 1H),
7.72 (d, J = 8.1 Hz,
1H), 7.61 — 7.50 (m,
I1H), 7.37 (d, ] = 8.4
Hz, 1H), 7.10 — 7.00
(m, 2H), 3.69 (s,
3H), 2.45 — 2.27 (m,
2H), 1.76 — 1.68 (m,
2H), 1.26 — 1.20 (m,
2H), 1.02 (t, J = 7.5
Hz, 3H).

LCMS (% 4T 7 %
A): Rt = 1.37mins;
MS (ESIPos) m/z =
487.05 (M+H)".
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CN 115137726 B .IH' HH :FB 192/498 71
Int. 4E 4 2 AR 2 AT R
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
8.50 (d, J = 1.5 Hz,
1H), 8.09 (d, J = 2.2
Hz, 1H), 7.86 (dd, J
~ 8.1, 2.2 Hz, 1H),
7.79 (dd, J = 8.4, 2.3
’ Hz, 1H), 7.72 (dd, J
S-({[1-(4- & -2-
e - 8.1, 0.7 Hz, 1H),
¥ AR )R K]
mo X, _ 17,51 (m, 1H), 7.37
6 N gy |E R A g4 Hg 1H
JKQ B, 1 | 1T B B T
. 1733 = 7.26 (m, 2H),
gt 3.69 (s, 3H), 2.46
. S, 3 -
AR ¥ BR YV BR

2.26 (m, 2H), 1.76 —
1.67 (m, 2H), 1.27 —
1.20 (m, 2H), 1.02 (t,
J=17.5 Hz, 3H).
LCMS (% 4T 7 %
A): Rt = 1.42mins;
MS (ESIPos) m/z =
503.0 (M+H)".
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193/498 T

[1722]

Int.

S FR

D AT RIE

163A

5-({[1-(3- & X
PR Y

AL |2y & £)2-6-

C & K ot vg -3-
R )R P ER P BS

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.17 — 1.20 (m, 2H),
1.33 (t, 3H), 1.47 —
1.50 (m, 2H), 3.63
(s, 3H), 4.32 (q, 2H),
6.80 (d, 1H), 7.33 —
7.40 (m, 4H), 7.43 —
7.44 (m, 1H), 7.57
(dd, 1H), 7.85 (dd,
1H), 8.02 (d, 1H),
8.06 (d, 1H), 9.53 (s,
1H).

LCMS (7 ik 4): Rt =
1.42 min; MS
(ESTPos) m/z = 451
(M+H)".
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CN 115137726 B .IH' HH :F; 194/498 TQ
Int. 4E 4 2 A oA R AR
'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.23 — 1.26 (m, 2H),
1.33 (t, 3H), 1.63 —
1.66 (m, 2H), 3.63
, 3H), 4.32 (q, 2H),
26- 7 & K& | & O 432 2H)
i .| 680 (dd. 1H), 734
v X
ey (d, 1H), 7.57 (dd,
G E & M.
[1723] ' | | &3R4 1H), 7.60 — 7.62 (m,
164A s A-(ZRTF E)
. 1H), 7.67 — 7.73 (m,
KA A A
T T U 0H), 7.83 (dd, 1H),
AB)RRIRT |00 @ 1m), 801
B ¥ B ' ’ S

(dd, 1H), 9.26 (s,
1H).

LCMS (77 i%4): Rt =
1.44 min; MS
(ESIPos) m/z = 503
(M+H)".
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CN 115137726 B

i

B B

195/498 T

[1724]

Int.

S FR

D AT RIE

165A

2-(6- T & &
e -3-
£ )-5-[({1-[2- &
A-(Z A F A
EYRAIKA
ArEA)ARAL]
R VBT 85

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.19 — 1.22 (m, 2H),
1.33 (t, 3H), 1.60 —
1.63 (m, 2H), 3.63
(s, 3H), 4.32 (q, 2H),
6.80 (dd, 1H), 7.23 —
7.27 (m, 1H), 7.33
(d, 1H), 7.40 (dd, br,
1H), 7.57 (dd, 1H),
7.60 (t, 1H), 7.83
(dd, 1H), 8.00 (d,
1H), 8.02 (dd, 1H),
9.22 (s, 1H).

LCMS (7 #*1): Rt =
1.49 MS
(ESIPos) m/z = 519
(M+H)".

min;

166A

2-(5- R -2-E oy
#)-5-[({1-[2- &
A-(ZARTR)
R AIFAE L)
FE)VEAIRT
R ' B

LCMS (75 i.3): Rt =
1.59 min; MS
(ESIPos) m/z = 498
(M+H)"

167A

5-[({1-[2- &
A-(Z AT E)
AAIFE A A
® £ ) £
&£ 1-2-[5-( = &
F ok )-2- K oy
AR F BR 7 85

LCMS (77 #3): Rt =
1.40 min; MS
(ESIPos) m/z = 495
(M+H)"
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CN 115137726 B 'IH HH :F; 196,/498 T
Int. 25 ) 2 AR AT F
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
1.22 — 1.24 (m, 2H),
1.63 — 1.65 (m, 2H),
1.74 — 1.79 (m, 2H),
2.32 — 2.40 (m, 2H),
2 T & 2.41 — 2.47 Em 2H;
A -1H-wk v 4o | i :
: i £)5 (12K 3.72 (s, 3H), 4.71
[1725] A o i : (quint, 1H), 7.34 (d,
168A o A4(ZARTFH)
o FAE . 1H), 7.59 — 7.61 (m,
3 *E]FAR) 1H), 7.66 — 7.71 (m
RE)REIRT 2H)’ 7-79 (d(-l lH)’
ﬁ{if?ﬁg bl - bl bl

7.93 — 7.94 (m, 2H),
9.20 (s, 1H).

LCMS (77 #1): Rt =
1.46 MS
(ESIPos) m/z = 520
(M+H)".

min;
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CN 115137726 B

B B

197/498

[1726]

Int.

S FR

D AT RIE

169A

5-({[1-(4- & -3-
AR L) A A
# A )} A
A)2-(1-3R T 4
-1H-wtod -4- 2
KT BT 85

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.16 — 1.19 (m, 2H),
1.48 — 1.50 (m, 2H),
1.73 — 1.81 (m, 2H),
2.32 — 2.49 (m, 4H),
3.74 (s, 3H), 4.83
(quint, 1H), 7.27 (dd,
1H), 7.41 (d, 1H),
7.45 (dd, 1H), 7.49
(s, 1H), 7.56 (t, 1H),
7.72 (dd, 1H), 7.82
(d, 1H), 7.92 (s, 1H),
9.25 (s, 1H).

LCMS (7 ik1): Rt =
1.37 MS
(ESIPos) m/z = 468
(M+H)".

min;
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CN 115137726 B

B B

198/498 T

[1727]

Int.

S FR

D AT RIE

170A

2-(1- 3= T 4
-1H- =t =% -4-
#)-5-({[1-(3- &
-4-F AR )R
wAE A A
AR P OBR T B

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.10 — 1.13 (m, 2H),
1.43 — 1.46 (m, 2H),
1.72 — 1.82 (m, 2H),
222 (8, 3H), 235 —
2.50 (m, 4H), 3.74
(s, 3H), 4.83 (quint,
1H), 7.12 - 7.17 (m,
2H), 7.26 (t, 1H),
7.40 (d, 1H), 7.49 (s,
1H), 7.72 (dd, 1H),
7.85 (d, 1H), 7.92 (s,
1H), 9.25 (s, 1H).
LCMS (77 #1): Rt =
1. 36 MS
(ESIPos) m/z = 448
(M+H)".

min;
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CN 115137726 B

i

B B

199/498 7

[1728]

Int.

S FR

D AT RIE

171A

2-(1- % T %
-1H- =t = -4-
% )-5-[({1-[4~(
ZATFTE)RA]
FAREIERL)
HAIRF®RTF
A%

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.19 — 1.22 (m, 2H),
1.52 — 1.55 (m, 2H),
1.73 — 1.82 (m, 2H),
2.32 — 2.49 (m, 4H),
3.74 (s, 3H), 4.83
(quint, 1H), 7.41 (d,
1H), 7.49 (s, I1H),
7.59 (d, 2H), 7.90 —
7.74 (m, 3H), 7.85
(d, 1H), 7.92 (s, 1H),
9.48 (s, 1H).

LCMS (7 1): Rt=
1.38 min; MS
(ESIPos) m/z = 484
(M+H)".
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CN 115137726 B .I'R HH :F; 200/498 1T

Int. | %&# 2 AR 2 R AR

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.14 — 1.16 (m, 2H),
1.52 — 1.55 (m, 2H),
1.73 — 1.81 (m, 2H),
2.35 — 2.49 (m, 4H),
2-(1- 3r T % (3.73 (s, 3H), 3.77 (s,
-1H- =t »¢ -4-|3H), 4.83 (quint,

HiC.
17201 &%ﬁl L £)-5-({[1-2- A& | 1H), 6.89 — 6.93 (m,
172A o EJK@ 5-F A AR A)|1H), 6.98 (dd, 1H),
iy ;A AHE L) |72 (t, 1H), 7.39 (d,
AEVKFER T | 1H), 7.49 (s, 1H),
i 7.71 (dd, 1H), 7.80
(d, 1H), 7.92 (s, 1H),
9.01 (s, 1H).
LCMS (# i%1): Rt =
1.27 min; MS
(ESTPos) m/z = 464
(M+H)".
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CN 115137726 B .I'R HH :F; 201/498 17T

Int. | %&# 2 AR 2 R AR

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.24 — 1.26 (m, 2H),
1.60 — 1.63 (m, 2H),
1.73 — 1.81 (m, 2H),
2-(1- 3% T #|2.32 - 2.47 (m, 4H),
-1H- #t »¢ -4-|3.73 (s, 3H), 4.83

17301 QN%Q J%F(E #)-5-[({1-[2- & | (quint, 1H), 7.40 (d,

173A 0 . S-(EAKF E)| 1H), 745 (t, 1H),

ohy EAIRELY|749 (s, 1H), 7.69

#FAVALIE T | (dd, 1H), 7.77 - 7.82

W P (m, 3H), 7.92 (s,
1H), 9.16 (s, 1H).

LCMS (7 i 1): Rt =

| e min; MS

(ESIPos) m/z = 502

(M+H)".
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CN 115137726 B

B B

202/498 Tl

[1731]

Int.

S FR

D AT RIE

174A

2-(1- % T %
-1H- =t »% -4-
K )-5-[({1-[2- A&
4 (= AP A
BYRKIARA
EysA)a k)
KT B F By

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.17 — 1.20 (m, 2H),
1.58 — 1.61 (m, 2H),
1.73 — 1.81 (m, 2H),
2.33 — 2.48 (m, 4H),
3.73 (s, 3H), 4.83
(quint, 1H), 7.23 -
7.26 (m, 1H), 7.37 —
7.41 (m, 1H), 7.40
(d, 1H), 7.49 (s, 1H),
7.59 (t, 1H), 7.70
(dd, 1H), 7.78 (d,
1H), 7.93 (s, 1H),
9.11 (s, 1H).

LCMS (7 #1): Rt =
1.40 min; MS
(ESTPos) m/z = 518
(M+H)".
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CN 115137726 B

i

B B

203/498 Tl

[1732]

Int.

S FR

D AT RIE

175A

5-({[1-(3- & -2-
AR L) A A
# A )} A
A)2-(1-3R T 4
-1H-wtod -4- 2
KT BT 85

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.17 — 1.20 (m, 2H),
1.59 — 1.62 (m, 2H),
1.73 — 1.81 (m, 2H),
2.33 — 2.49 (m, 4H),
3.74 (s, 3H), 4.83
(quint, 1H), 7.23 (t,
1H), 7.40 (d, 1H),
7.44 (dt, 1H), 7.49
(s, 1H), 7.56 (dt,
1H), 7.70 (dd, 1H),
7.78 (d, 1H), 7.93 (s,
1H), 9.10 (s, 1H).
LCMS (77 #1): Rt =
1.32 MS
(ESIPos) m/z = 468
(M+H)".

min;
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CN 115137726 B

B B

204/498 T

[1733]

Int.

S FR

D AT RIE

176A

5-({[1-(4- & -2-
ARE)IRA K]
® K ) &K
#)-2-(1-3r T %
-1H-wtod -4- %)
AT ER T E5

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.13 = 1.16 (m, 2H),
1.56 — 1.59 (m, 2H),
1.72 — 1.81 (m, 2H),
2.33 — 2.49 (m, 4H),
3.73 (s, 3H), 4.83
(quint, 1H), 7.30 (dd,
1H), 7.39 (d, 1H),
7.44 (dd, 1H), 7.47 -
7.51 (m, 1H), 7.49
(s, 1H), 7.71 (dd,
IH), 7.78 (d, 1H),
7.92 (s, 1H), 9.06 (s,
1H).

LCMS (7 #1): Rt =
1.35 min; MS
(ESTPos) m/z = 468
(M+H)".
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CN 115137726 B " B 205/498 1
Int. 4E 4 ‘b AR o7 # A%

'"H NMR (400 MHz,

DMSO-d6) 6 [ppm]

1.12 — 1.15 (m, 2H),

1.61 — 1.64 (m, 2H),

1.72 — 1.83 (m, 2H),

2.33 — 2.48 (m, 4H),

5-({[1-(2- & -4-|3.73 (s, 3H), 4.83

N AR L) A A] | (quint, TH), 7.25 (dt,

[1734] e O_NE\/EIWF # A} #|1H), 7.39 (d, 1H),

I, "8 $)-2-(1-32 T4 | 7.48 (s, 1H), 7.49

RV BR F B

-1H-#to% -4- %)

(dd, 1H), 7.58 (dd,
1H), 7.69 (d, 1H),
7.76 (d, 1H), 7.92 (s,
1H), 8.86 (s, 1H).
LCMS (7 i1): Rt =
1.34 MS
(ESIPos) m/z = 468
(M+H)".

min;

217



CN 115137726 B

i

B B

206/498 Tl

[1735]

Int.

S FR

D AT RIE

178A

5-({[1-(2- & -6-
AR K]
®OE ) &
£)2-(1-7x T A
-1H-wt vk 4-3K)
K Y BR F B

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.15 — 1.21 (m, 2H),
1.72 — 1.83 (m, 4H),
2.32 — 2.47 (m, 4H),
3.73 (s, 3H), 4.83
(quint, 1H), 7.24 -
7.29 (m, 1H), 7.36 -
7.47 (m, 3H), 7.49
(s, 1H), 7.71 (dd,
1H), 7.77 (d, 1H),
7.93 (s, 1H), 9.03 (s,
1H).

LCMS (##1): Rt =
1.2 MS
(ESIPos) m/z = 468
(M+H)".

min;
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CN 115137726 B

[1736]

w MR P 207/498 T
Int. 4E 4 2 AR 2 AT R
'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.18 — 1.21 (m, 2H),
1.55 — 1.57 (m, 2H),
1.73 - 1.81 (m, 2H),
2.33 — 2.47 (m, 4H),
| : 3.73 (s, 3H), 4.83
5-({[1-(5- & -2- .
o (quint, 1H), 7.26 (dd,
O 7 Bk e ] 1H), 7.40 (d, 1H
e o ;& }*E‘ } fL )5 i ( = )3
179A . N 7.43 — 7.47 (m, 1H),
o © T BRARTRL ), 753
g R ((-id 1}£) 7 7,1 (-dd
AT ER T E5 ’ o ’

IH), 7.79 (d, 1H),
7.92 (s, 1H), 9.14 (s,
1H).

LCMS (7 #1): Rt =
1.34 min; MS
(ESTPos) m/z = 468
(M+H)".
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CN 115137726 B

i

B B

208/498 i

[1737]

Int.

S FR

D AT RIE

180A

CH;

2-(1- % T %
-1H- =t »% -4-
£ )-5-({[1-(2,5-
ZARE)LA
AIE AL RL)
KB Y B

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.17 — 1.20 (m, 2H),
1.55 — 1.57 (m, 2H),
1.72 — 1.81 (m, 2H),
2.33 — 2.47 (m, 4H),
3.73 (s, 3H), 4.83
(quint, 1H), 7.19 -
7.28 (m, 2H), 7.31 -
7.36 (m, 1H), 7.40
(d, 1H), 7.49 (s, 1H),
7.71 (dd, 1H), 7.79
(d, 1H), 7.92 (s, 1H),
9.10 (s, 1H).

LCMS (77 #1): Rt =
1.26 MS
(ESIPos) m/z = 452
(M+H)".

min;
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CN 115137726 B .I'R HH :F; 209/498 1T

Int. | 44 2 AR o A

'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.16 — 1.19 (m, 2H),
1.69 — 1.72 (m, 2H),
1.75 — 1.81 (m, 2H),
2.33 — 2.47 (m, 4H),
2-(1- 3% T % (3.73 (s, 3H), 4.83

s -1H- =t "% -4-|(quint, 1H), 7.09 -
AL O::O"jg@ 2 )-5-({[1-(2,6- | 7.15 (m, 2H), 7.40
Ogp, ~ T F ZRARAE)ARE |(d, 1H), 7.43 — 7.48
EKI1#E KX YA E) | (m, 1H), 749 (s,
KT BT B 1H), 7.72 (dd, 1H),
7.78 (d, 1H), 7.93 (s,
1H), 9.11 (s, 1H).
LCMS (7 i1): Rt =
1.27 min; MS
(ESIPos) m/z = 452
(M+H)".
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CN 115137726 B

[1739]

.IH HH :F; 210/498 Tl
Int. 25 ) A A

'H NMR (400 MHz,

DMSO-d6) & [ppm]

0.96 (s, 3H), 1.00 (d,

IH), 1.25 (s, 3H),

1.66 (d, 1H), 1.73 —

1.81 (m, 2H), 2.32 —

2(- % T £ 2.49 (m, 4H), 3:74

_1H- o vk -4- (s, 3H), 4.82 (quint,

0?1 'y £)5-(([1--& | [ 715~ 7.2 (m,

° % = 12H), 7.31 = 7.36 (m,

182A N X o, XE)22-=% gyt
“CHj Ha L7 E L B s " i

7.48 (s, 1H), 7.66

AITRA)RT
R ¥ B

(dt, 1H), 7.74 (dd,
1H), 7.89 (d, 1H),
7.91 (s, 1H), 9.51 (s,
1H).

LCMS (75 #*1): Rt =
1.38 MS
(ESIPos) m/z = 462
(M+H)".

min;
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CN 115137726 B

B B

211/498 5

[1740]

Int.

S FR

D AT RIE

183A

5-({[1-(3- & -4-
AR K]
®OE ) &
B)-2-(1- 37 T A
-1H-wt vk 4-3K)
K Y BR F B

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.14 — 1.17 (m, 2H),
1.47 — 1.49 (m, 2H),
1.73 — 1.81 (m, 2H),
2.33 — 2.49 (m, 4H),
3.74 (s, 3H), 4.83
(quint, 1H), 7.37 -
7.45 (m, 3H), 7.49
(d, 1H), 7.62 (dd,
1H), 7.72 (dd, 1H),
7.82 (d, 1H), 7.92 (d,
1H), 9.19 (s, 1H).
LCMS (7 i*1): Rt =
1.36 MS
(ESIPos) m/z = 468
(M+H)"

min;
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CN 115137726 B

[1741]

w B P 212/498 1

Int. | 4# A 2 AT R
'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.20 — 1.22 (m, 2H),
1.48 — 1.50 (m, 2H),
1.73 — 1.81 (m, 2H),
2.34 — 2.42 (m, 2H),
5({[1-(- f. -5- 2.43 — 2.49 (m, 2H),
3.74 (s, 3H), 4.83

Ne e ARK)VIRA L] ,

<>~mo % £ ) & (quint, 1H), 7.26
184A JK@ (ddd, 1H), 7.32 (t,
“on ciissanuid 1H), 7.37 (dt, 1H)
AR Tl 7.41, (d- 1H) 7’.49 (s’
AT ER T E5 ’ ’ :

1H), 7.73 (dd, 1H),
7.84 (d, 1H), 7.93 (s,
1H), 9.35 (s, 1H).
LCMS (7 #1): Rt =
1.37 min; MS
(ESTPos) m/z = 468
(M+H)".
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CN 115137726 B w B P 913/498 T
Int. | %4# A o7 # A%

'"H NMR (400 MHz,

DMSO-d6) & [ppm]

1.35 — 1.38 (m, 2H),

1.51 — 1.53 (m, 2H),

1.73 — 1.82 (m, 2H),

2.34 — 2.49 (m, 4H),

5-({[1-(5- & =t [3.75 (s, 3H), 4.84

N %% -2- % ) 3% & | (quint, 1H), 7.40 (dd,

[1742] m O_NO’ B |N“;°' A& A A|1H), 744 (d, 1H),

Ocmy FEH)-2-(1-3c T % |7.51 (s, 1H), 7.76

-1H-st v -4- 5)
KT ER T B

(dd, 1H), 7.88 (dd,
1H). 7.93 {s I1H}
7.94 (d, 1H), 8.58 (s,
1H), 10.11 (s, 1H).
LCMS (77 #1): Rt =
1.24 MS
(ESIPos) m/z = 451
(M+H)".

min;
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CN 115137726 B i';ﬁ HH :F; 214/498 T

Int. | %# A o7 # A%
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.90 — 7.79 (m, 2H),
7.78 — 7.61 (m, 2H),
2-(1- 3= T #|7.56 — 7.53 (m, 1H),
-1H- =t »¢ -4-|7.50 — 7.35 (m, 3H),
17431 @%;@\;%@f H)-5-[({1-[3-#& [ 3.79 (s, 3H), 2.68 —
186A . N A4-(Z @& F #)|2.43 (m, 4H), 2.02 —
bk % A% % &) |1.80 (m, 2H), 1.72 —
#FHAE)VRE]ER T | 1.63 (m, 2H), 1.36 —
B2 P &5 1.26 (m, 2H).
LCMS (%2 #7 7 & A)
Rt = 1.50 min, MS
(ESIPos): m/z =
502.1 (M+H)".
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CN 115137726 B

[1744]

" O B 215/498 T
Int. | %4# A 2 AT R
'"H NMR (250 MHz,
# A5 -d) & [ppm]
10.57 (s, 1H), 8.52
(d, J = 2.9 Hz, 1H),
7.82 (d, J = 2.3 Hz,
1H), 7.77 — 7.69 (m,
2i- % T & 1H), 7.60 — 7.51 (m,
2H), 7.51 — 7.39 (m,
O ER . 1H), 7.39 — 7.30 (m
o #)-5-({[1-(5- A M ' ’
187A ° N 1H), 7.25 — 7.16 (m,

W -2- )R R
ESES SR 9
RV BR P B

1H), 4.93 — 4.65 (m,
1H), 3.80 (s, 3H),
2.69 — 2.36 (m, 4H),
2.01 — 1.69 (m, 4H),
1.35-1.16 (m, 2H).
LCMS (%47 77 & A):
Rt = 1.24mins, MS
(ESIPos): m/z = 435
(M+H)".
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CN 115137726 B .I'R HH :F; 216/498 1T

Int. | 4# AR o7 # A%

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.19 — 1.21 (m, 2H),
1.24 (s, 9H), 1.60 —
1.63 (m, 2H), 3.61
(s, 3H), 6.36 (d, 1H),
7.24 — 7.26 (m, 1H),

S i A )-5-[({1-[2- &
[1745] HoC o . — 7
Ll »—?}DW% 4 = PR 7.38 — 7.41 (m, 1H),

“CH, 7.51 (d, 1H), 7.60 (t,
gy B 5w o (& H) 7.60(

Ay E)AK]
RV BT B

2-3- & T %
S1H- s vk -1-

1H), 7.79 — 7.82 (m,
2H), 8.01 (d, I1H),
9.20 (s, 1H).

LCMS (7 i.2) Rt =
1.51 min; MS
(ESIpos) m/z = 519
(M+H)".
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CN 115137726 B 'IH HH :FB 217/498 TQ
Int. | %4# A 2 AT R
'"H NMR (400 MHz,
DMSO-d6) 6 [ppm]
1.21 — 1.24 (m, 2H),
1.62 — 1.65 (m, 2H),
5-[({1-[2- & |3.62 (s, 3H), 7.25 —
4-( = & F & |7.27 (m, 1H), 7.39 —
N EYR X% & |7.42 (m, 1H), 7.58 —
i )é;jf; N&/OO\FKE A EA 3 éiu 7.63 (m, 2H), 7.93
WK % 1-2-[4-( = A& |(dd, 1H), 8.02 (d,
¥ A )-1H-=t = | 1H), 8.10 (s, 1H),
S1-A R P ER P | 8.84 (s, 1H), 9.34 (s,
T 1H).
LCMS (7 k1) Rt =
[1746] 1.45 min; MS
(ESIpos) m/z = 532
(M+H)".
'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.28 — 1.31 (m, 2H),
2-(4- & T % |1.33 (s, 9H), 1.66 —
-1H- #k =& -1-]1.69 (m, 2H), 3.69
,c;ﬁg i e | A)-5-[({1-[2-& | (s, 3H), 7.51 - 7.74
190A I:@L%(@K A4 (Z AT A)|(m, 6H), 8.06 (dd,
£ A% A L) | 1H), 830 (d, 1H),
FE)RAEIR T |9.51 (s, 1H).
B2 P &5 LCMS (7 i#%1) Rt =

1.05 MS
(ESIpos) m/z = 504
(M+H)".

min;
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CN 115137726 B iH HH :F; 218/498 T
Int. |44 AR 2 AT R
'H NMR (500 MHz,
#A%5-d) & [ppm] 7.62
(dd, J = 8.5, 2.4 Hz,
1H), 7.57 (d, ] = 2.4
Hz, 1H), 7.51 (s,
1H), 7.47 — 7.42 (m,
| 2H), 7.30 (d, J = 8.4
5-({[1-(2,4- = #& ) ¢
= .. |Hz, 1H), 7.06 (s,
. RIK)IR A A |
N i il 1H), 7.01 — 6.90 (m,
[1747] He~ 0 A& A)-2-(1-
191A * N &7 £ I 2H), 3.91 (d, J = 7.3
i | Hz, 2H), 3.75 (s,

-4 )R F B
7 &

3H), 2.22 (m, 1H),
1.78 (m, 2H), 1.15
(m, 2H), 0.92 (d, ] =
6.7 Hz, 6H).

LCMS (%47 77 & A):

Rt = 1.37mins; MS
(ESI) m/z = 454.1
(M+H)".

230



N 115137726 B W OB P 219/498

Int. k4 2 A O R

'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.63
(dd, J = 8.5, 2.4 Hz,
1H), 7.57 (d, ] = 2.4
Hz, 1H), 7.51 (s,
1H), 7.46 (s, 1H),
7.43 — 7.38 (m, 1H),
7.31 (d, J = 8.4 Hz,

5-({[1-(4- & -2-
1H), 7.26 — 7.20 (m,

RE)r Ak
X AUttt 2H), 7.03 (s, 1H),

[1748] we( e (YY" | A2 } A
1924 | o™ ”X(? 3.91 (d, ] = 7.3 Hz,
‘ ARl T 5 2H), 3.75 (s, 3H)
» o S’ )

-1H-we v -4- 3

2.28 — 2.16 (m, 1H),
T RET 1.83 — 1.74 (m, 2H),
1.20 — 1.09 (m, 2H),
0.92 (d, J = 6.7 Hz,
6H)
LCMS (%5 #7 77 ik A):
Rt = 1.41mins; MS
(ESIpos) m/z =
470.1 (M+H)".

[17491  Ha[Al{AR193A:2- (1-KFFMENy-2-3E) -5- [ ({1-[2-98-4- =R SRR L)
BRIE) L] K HER iR

\ B
[1750] S ‘ R F
o]
N

0 " F
“CH;

(17511 e BT uknE (2mL) FR5 - 2028 - 2- (1- 2R FBEmy - 2- 38) SRR HIfiE (Int
65A,152mg, 0.536mmol) H I T-DCM (1. 0mL) FHL - [2-F8-4- (s HH3D) KRR IR HE-1-
IRl (172mg, 0. 644mmol) , KEFTAHE S WHHE LN o SR FE8 SN TR S W s e 4 ?%%iﬂ*ﬂ
FeH).ld Biotage Tsolera "oyl =¥y, {9 BIbREUL A1), Jy e tafH 7k (289mg , iE

)
[1752]  'H NMR (250MHz , 54{/5-d) & [ppm] 7.85-7.69 (m, 3H) ,7.67-7.58 (m,2H) ,7.50 (m,
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CN 115137726 B .I'R HH :F; 220/498 7T

3H) ,7.40-7.27 (m,2H) ,7.19 (m, 1H) ,7.04 (m, 1H) ,3.69 (s,3H) ,1.86 (m,2H) ,1.21 (m,2H) .

[1753]  LCMS (5 #77574D) :Rt=5.38min;MS (ESTPos) m/z="536 (M+Na) ',
(17541 5 Al 193AZL, il FHARR I AR U E D R 25 DA B )k
Int. | Z&# AR 2 AT R
'"H NMR (250 MHz,
fA5-d) 8 7.94
spe A7 ) & [ppm]
L — 7.83 (m, 2H), 7.73
A-(ZRFA)
n — 7.36 (m, 5H), 7.08
Wy i g stk 1H), 3.72 (s, 3H
[1755] FF :;@\:%E;k _?’i % ) é:L. (Sa )a . (S, )a
194A | .0 . _ . |1.86 (m, 2H), 1.24
8§ B4 # 1-2-[4-(= &
¥ A )-1H-wt o m, 25
LCMS (#7177 ik A
Q- E TR ki
® 55 Rt = 1.40 min, MS
(ESIpos): m/z =
516.0 (M+H)".
Int. | £# AR 2 AT R
'"H NMR (250 MHz,
#A%5-d) & [ppm] 7.80
(dd, J = 8.7, 2.5 Hz,
1H), 7.62 (d, ] = 7.2
13- & T £ Hz, 1H), 7.56 (m,
3H), 7.50 (d, ] = 5.2
LRl T RSl 1H), 7.43 (d, J
Z d =
r i W F A )-5-{1-[2- o ’
[1756] “@?‘Q o F ) ij_ {1-2- & 9.5 Hz, 2H), 7.13 (s,
195A ;@ (AT A) |
. n J|1H), 3.68 (s, 3H),
RAEAIFXE AR
i . 1.85 (m, 2H), 1.31
BAaA}XR T
N (s, 9H), 1.24 - 1.19
B 7 By
(m, 2H).
LCMS (5 #7 7 ik A)
Rt = 1.43 min; MS
(ESIpos) m/z =
504.3 (M+H)".




CN 115137726 B .I'R HH :F; 221/498 T

Int. | 4# AR 2 AT R
'"H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.21 (s, 1H), 7.97 (s,
1H), 7.85 — 7.80 (m,
2-(4- & T % |2H), 7.64 — 7.57 (m,
-1H- =t w -1-|2H), 7.54 (d, J = 8.5
e e #% )-5-[({1-[2- | Hz, 1H), 7.43 — 7.37
s | 9—5,@ N)KQX %-4-( ;:_ A F | (m, 1H), 7.29 — 7.22
o MO #AAYRK]F |(m, 1H), 3.61 (s,
A Ay ) A | 3H), 1.65 — 1.60 (m,
A 1EX ¥ B8 P |2H), 1.26 (s, 9H),
g 1.23 — 1.20 (m, 2H).
LCMS (5477 ik A)
Rt = 1.44 min, MS
(ESIpos): m/z =
520.5 (M+H)".
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CN 115137726 B .IH' EH :F; 222/498 T
Int. 2k H b AT F
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.26 (s, 1H), 7.92 (s,
1H), 7.87 (d, J = 2.4
Hz, 1H), 7.83 (dd, J
— 8.8, 2.4 Hz, 1H),
2(4- R T A Bl
7.58 (s, 1H), 7.56 —
sihekialtin 7.48 (m, 2H), 7.46
. m, w fe -
Wy £)-5-({[1-3.4
[1758] {874 HC O\Q\NWF AR AT 7.38 (m, 1H), 7.32 —
kallt il i ﬁfg];gg}ﬁ‘ 7.25 (m, 1H), 3.61
L)ETR T (s, 3H), 1.53 — 1.48
= (m, 2H), 1.26 (s,
H

9H), 1.21 — 1.16 (m,
2H).

LCMS (%477 & A)
Rt = 1.38 min, MS
(ESIpos): m/z =
454.5 (M+H)".
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CN 115137726 B

i

2

H

223/498 Tl

[1759]

Int.

b #R

D AT RIE

198A

2-(4- & T %
-1H- et w -]-
% )-5-({[1-(2-
Ao-4-F A X
ESEZ R SE
EyaE)R¥
B F B5

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.10 (s, 1H), 7.92 (s,
1H), 7.87 — 7.80 (m,
2H), 7.57 (s, 1H),
7.52 (d, J = 8.7 Hz,
1H), 7.37 — 7.30 (m,
1H), 7.07 — 7.01 (m,
2H), 3.60 (s, 3H),
2.34 (s, 3H), 1.61 —
1.53 (m, 2H), 1.26
(s, 9H), 1.14 — 1.06
(m, 2H).

LCMS (% #77 kA)
Rt = 1.40 min, MS
(ESIpos): m/z =
450.5 (M+H)".
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CN 115137726 B

i

HA

H

224/498 Tl

[1760]

Int.

b #R

D AT RIE

199A

2-3- & T %
-1H- et w -]-
£ )-5-{1-[2- &
A-(ZR T E)
A AR A K
LA
B F B

'"H NMR (250 MHz,
#AF-d) 8 [ppm] 7.78
(dd, J = 8.7, 2.5 Hz,
IH), 7.60 (d, J = 7.2
Hz, 1H), 7.54 (d, J =
2.4 Hz, 1H), 7.53 -
7.48 (m, 2H), 7.39 -
7.32 (m, 1H), 7.04
(s, 1H), 6.26 (d, J =
2.4 Hz, 1H), 3.68 (s,
3H), 1.83 (m, 2H),
1.31 (s, 9H), 1.20
(m, 2H).

LCMS (54775 % A)
Rt = 1.43 min; MS
(ESIpos) m/z =
504.3 (M+H)".

236



CN 115137726 B 'IH HFJ :FB 225/498 T
Int. | 4# 2 A o7 # A%

'H NMR (500 MHz,

#A%5-d) & [ppm] 7.86

(dd, J = 8.7, 2.5 Hz,

1H), 7.66 — 7.59 (m,

2H), 7.58 (d, ] = 2.5

5-[({1-[2- & |Hz, 1H), 7.56 — 7.51

A-(Z AT X) | (m, 1H), 7.49 — 7.45

xE1FEALY |(m, 1H), 737 (d, ] =

- X@ o |#® & ) K87 Hz 1H), 7.06 (s,
200A :;@\ JKK@K £ ]-2-[3-(2,2,2 | IH), 6.41 (d, ] = 2.3

& LS - = #& T |Hz, 1H), 3.65 (s,

A )-1H- =t =% |3H), 3.50 (q, J =

-1-A 1R P BR | 10.8 Hz, 2H), 1.84

P By (m, 2H), 1.24 — 1.19

(m, 2H).
LCMS (%47 7 i&D):
Rt = 1.34 min; MS
(ESI) m/z = 530.0
(M+H)".

237



CN 115137726 B 'IH HH :FB 226/498 T
Int. | %4# P S AT # AR
'"H NMR (250 MHz,
A5 -d) & 8.46 (s,
1H), 7.82 (dd, J =
8.4, 2.2 Hz, 1H),
5-[({1-[2- & |7.66 (d, J = 7.5 Hz,
A-(Z A )| 1H), 7.60 — 7.46 (m,
17621 “N NI ¥ £ 13774 |4H), 7.43 — 7.30 (m,
201A o *5@/( # X ) & |2H), 7.04 (s, 1H),
B F # 1-2-(5- 7 £ {3.69 (s, 3H), 2.38 (s,
o og -2- 3K ) K | 3H), 1.88 (m, 2H),
¥ B F B 1.23 (m, 2H).
LCMS (% #7175 ik A)
Rt = 1.19 min, MS
(ESIPos) m/z =

473.2 (M+H)".
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CN 115137726 B iH HH :F; 227/498 T1
Int. |44 2 AR 2 AT R
'H NMR (500 MHz,
#A%5-d) & [ppm] 8.35
(d, J = 2.0 Hz, 1H),
7.77 — 7.70 (m, 2H),
7.65 — 7.58 (m, 1H),
. |7.52 (d, J = 8.1 Hz,
5-[({1-[2- #&
= 1H), 7.49 — 7.43 (m,
A(ZRTFTR)
HaC_y - %,%.]ﬂrﬂ’_j%} 2H), 724 (d,.]:82
[1763] . 0 - | =3 Hz, 1H), 7.15 (d, ] =
AL ) i odlalll ®lgomn 1H), 7.11 (
Och : Z, e By
’ #* J-2-(6- 7 £

oo -3- AR ) R

VB8R T B

1H), 3.65 (s, 3H),
2.57 (s, 3H), 1.84
(m, 2H), 1.24 — 1.17
(m, 2H).

LCMS (%47 77 ik A):
Rt = 1.18mins; MS
(ESIPos) m/z =
473.45 (M+H)".
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CN 115137726 B 'IH EH :F; 228/498 T
Int. | %# 2 # o7 # A%
'H NMR (500 MHz,
#A%5-d) & [ppm] 8.53
— 8.45 (m, 1H), 7.81
— 7.72 (m, 2H), 7.72
_ | =7.63 (m, 2H), 7.41
2-[6-(1,1- = A&,
‘ — 7.30 (m, 1H), 7.30
F F L%)“tt“}_{_-?,—
— 7.19 (m, 3H), 7.14
M & 1-5-({[1-(3.4
[1764] N A " ¢ — 7.05 (m, 1H), 3.68
203A ) JX@ -SREE s )
H 5 S, 1 ey - =
AEIERIR o o1y 3m), 1.81
" Z . -
E)YRTFEB T g
ﬁb) 1.70 (m, 2H), 1.24 —
" 1.15 (m, 2H).
LCMS (%47 7 ik A):
Rt = 1.32mins; MS
(ESIPos) m/z = 473
(M+H)".
Int. | %# 2 # o7 # A%
'H NMR (500 MHz,
#A%5-d) & [ppm] 8.50
(s, 1H), 7.84 — 7.74
(m, 2H), 7.70 — 7.60
_ » |(m, 2H), 7.33 (m,
2-[6-(1,1- = A&,
‘ 1H), 7.28 — 7.17 (m,
T k) er -3-
RS 2H), 7.08 — 6.93 (m,
Wy % 1-5-({[1-(2-
[1765] - . . |2H), 3.66 (s, 3H),
204A ; M%@F A-4-F A%
T VKT ~12.42 (s, 3H), 2.11 -
B)FRABIXE | o8 (. 3H), 1.82
. m, 4 okd -
BIRE)RT
- 1.73 (m, 2H), 1.21 —
¥ 1.13 (m, 2H).
LCMS (%47 77 ik A):
Rt = 1.34mins; MS
(ESTPos) m/z = 469
(M+H)".
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CN 115137726 B iH HH :FB 229/498 T
Int. | 4# AR 2 AT R

'"H NMR (500 MHz,

DMSO-d6) 6 [ppm]

9.32 (s, 1H), 8.58 —

8.50 (m, 1H), 8.11

(d, J = 2.3 Hz, 1H),

7.91 (dd, ] = 8.5, 2.3

2-[6-(1,1- = #& | Hz, 1H), 7.86 (dd, J

» T ¥ )sewr-3-|= 8.1, 2.3 Hz, 1H),

(1766] el e foo | & 1-5-[({1-[2- | 7.73 — 7.67 (m, 3H),
205A : ,LKQX A -4-(Z A | 7.64 — 7.58 (m, 1H),
Al B)ERAIRE |7.40 (d, T = 8.4 Hz,

Frg )R A
R ER T B

1H), 3.64 (s, 3H),
2.08 — 1.97 (m, 3H),
1.69 — 1.63 (m, 2H),
1.29 - 1.23 (m, 2H).
LCMS (%47 77 & A):
Rt = 1.38mins; MS
(ESI) m/z = 523.4
(M+H)".
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CN 115137726 B .I'R HH :F; 230/498 1T

Int. | %&# 2 2 R AR

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.29 (s, 1H), 8.54 (d,
J=1.7 Hz, 1H), 8.12
(d, J = 2.3 Hz, 1H),
7.90 (dd, J = 8.5, 2.3
2-[6-(1,1- = & | Hz, 1H), 7.86 (dd, J
T H)aevg-3-|= 8.1, 2.3 Hz, 1H),

W K J-5-[({1-[2- | 7.74 — 7.68 (m, 1H),
[1767] % . & | R -4-(= A F [7.64 - 7.58 (m, 1H),
206A : JK©/ F gl
hr-3 A A)R AR | 7.42 - 7.36 (m, 2H),
’ A VEA)A |7.28 — 7.23 (m, 1H),
AR P ER T |3.64 (s, 3H), 2.04 (t,
g J = 19.1 Hz, 3H),
1.68 — 1.60 (m, 2H),
1.25 - 1.21 (m, 2H).
LCMS (9 #7 7 ik A):
Rt = 1.39mins; MS
(ESI) m/z = 539.4
(M+H)".
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CN 115137726 B iH HH :F; 231/498 TQ
Int. | 4# 2 AR 2 AT R

'"H NMR (500 MHz,

DMSO-d6) 6 [ppm]

9.38 (s, 1H), 8.55 (d,

J=1.7 Hz, 1H), 8.16

(d, J = 2.2 Hz, 1H),

7.93 (dd, ] =8.4,2.3

Hz, 1H), 7.86 (dd, J

5-({[1-(3,4- = |= 8.1, 2.2 Hz, 1H),

iy AR K)IXE|7.70 (d, ] = 8.1 Hz,

(1768] ey ) ! A 1#& XA | 1H), 7.51 (m, 1H),
207A o *5@ & )-2-[6-(1,1- | 7.46 — 7.38 (m, 2H),

e — AT A ) |7.32 — 7.24 (m, 1H),

" -3-K 1K ¥ |3.64 (s, 3H), 2.45 —

BR F BE 2.30 (m, 2H), 1.54 —

1.50 (m, 2H), 1.22 —
1.17 (m, 2H), 0.95 (t,
J=17.5 Hz, 3H).
LCMS (54775 & A)
Rt = 1.45 min, MS
(ESIpos): m/z =
487.5 (M+H)".
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CN 115137726 B 'IH HH :F; 232/498 T
Int. | 44# 2 AR o7 # A%
'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.53
(s, 1H), 7.82 — 7.74
(m, 4H), 7.74 — 7.61
_ . |(m, 4H), 7.31 = 7.25
st aiviba (m, 1H), 7.06 (
2 m) -} . S’
A A ) v -3-
. 1H), 3.67 (s, 3H),
Ho X - A J-5-[({1-[4-( B
[1769] ! - > L1239 (td, J = 16.7,
R | ”*KQX =RTEVEN Sz omy, 187
: H . z, s . i
KA A K #

A)R AR T
B Y B

1.80 (m, 2H), 1.27 —
1.22 (m, 2H), 1.05 (t,
] =17.5 Hz, 3H).

LCMS (% #7 7 &
A): Rt = 1.37mins;
MS (ESIpos) m/z =
519.50 (M+H)".
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CN 115137726 B 'IH EH :FB 233/498 T
Int. | Z4 2 AR 5T R IR

'"H NMR (250 MHz,

¥ B -d4) & [ppm]

8.49 (s, 1H), 8.11 (d,

J =2.3 Hz, 1H), 7.86

(dd, J = 8.1, 2.2 Hz,

IH), 7.79 (dd, J =

8.4, 2.3 Hz, 1H),

2-[6-(1,1- = & )

. 7.71 (d, J = 8.1 Hz,

A AR ) e -3-

N 1H), 7.65 — 7.58 (m,

[1770] Y o & I-5-I({1-14C 2H), 7.40 — 7.31 (m
209A SCSVCAINNEY L5 ¥ 31 g gy

i i 3H), 3.69 (s, 3H),

KA A Ak

. . |2.46 — 224 (m, 2H),

B R R 1.70 — 1.61 (m, 2H)

¥ BR ¥ B ' ' ’ ’

1.29 — 1.22 (m, 2H),
1.02 (t, J = 7.5 Hz,
3H).

LCMS (3 #777 & A)
Rt = 1.49 min; MS
(ESIpos) m/z =
535.05 (M+H)".
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CN 115137726 B w B P 234/498 T
Int. |%# b #R AT E A
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.17 (s, 1H), 8.54 (d,
J=1.7 Hz, 1H), 8.13
(d, J = 2.2 Hz, 1H),
7.92 (dd, J =8.5,2.3
Hz, 1H), 7.85 (dd, J
= 8.1, 2.2 Hz, 1H),
2-[6-(1,1- = &, _ )
. 7.72 — 7.66 (m, 1H),
A ) R -3-
FF 7.40 (d, J = 8.4 Hz,
e % 1-5-({[1-(2- i
[1771] \ cHy : . |1H), 7.35 (dd, J =
210A o A4 F AR 7.9 Hz, 1H), 7.08
o . z, » . i
il AERTIE 7.00 (m, 2H), 3.63
A E)E T (s. 3H) ,241 ’ 2.30
BR Y B ' - '

(m, 5H), 1.61 — 1.55
(m, 2H), 1.15 - 1.09
(m, 2H), 0.95 (t, J =
7.5 Hz, 3H).

LCMS (5 #7175 ik A)
Rt = 1.47 min, MS
(ESIpos): m/z =
483.5 (M+H)".
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CN 115137726 B 'IH HH :FB 235/498 T
Int. | %4# AR 2 AT R

'H NMR (500 MHz,

DMSO-d6) 6 [ppm]

9.32 (s, 1H), 8.54 (d,

J=1.7 Hz, 1H), 8.11

(d, J = 2.3 Hz, 1H),

7.91 (dd, J = 8.5, 2.3

Hz, 1H), 7.85 (dd, J

2-[6-(1,1- = & | = 8.1, 2.3 Hz, 1H),

A K)o -3-|7.74 — 7.65 (m, 3H),

- Hﬁﬁ% ks #* 1-5-[({1-[2- | 7.64 — 7.58 (m, 1H),
211A o NJK@* A-4-(Z AP [7.41 (d, ] = 8.4 Hz,

} £)% A1%E | 1H), 3.62 (s, 3H),

Eos E)&A £ 243 — 2.28 (m, 2H),

R P BR 7 65 1.75 = 1.59 (m, 2H),

1.33 - 1.20 (m, 2H),
0.94 (t, J = 7.5 Hz,
3H).

LCMS (5% #7 77 i&F):
Rt = 4.42mins; MS
(ESIPos) m/z =
537.1 (M+H)".
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CN 115137726 B iH HH :F; 236/498 T
Int. | 4# AR o7 # A%

'"H NMR (250 MHz,

DMSO-dg) & [ppm]

9.29 (s, 1H), 8.55 (d,

J=1.6 Hz, 1H), 8.13

(d, J = 2.2 Hz, 1H),

2-[6-(1,1- = & | 7.97 — 7.81 (m, 2H),

A K )eteg -3-|7.76 — 7.55 (m, 2H),

Y, A -5-[({1-[2- | 7.46 — 7.35 (m, 2H),

SO P 3 O~ o o %-4-(3 A ¥ |7.32 — 7.20 (m, 1H),
o, A A)YRKK]3K(3.63 (s, 3H), 2.43 —

A )& | 2.26 (m, 2H), 1.68 —

EXIXR T8 P |1.57 (m, 2H), 1.28 —

g 1.19 (m, 2H), 0.95 (t,

J=17.5 Hz, 3H).
LCMS (%477 & A)
Rt = 1.48 min, MS
(ESIpos): m/z =
553.5 (M+H)".
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CN 115137726 B

i

B B

237/498 Tl

Int.

b #R

D AT RIE

[1774]
2134

A=

5-[({1-[2- &
A-(ZAF X)
FE M mE L)
# X ) &
# 1-2-[6-(1- #2
RTC E)yww
SB-A)XRK TR
7 &S

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.27 (s, 1H), 8.33 (d,
J =1.7 Hz, 1H), 8.02
(d, J = 2.2 Hz, 1H),
7.90 — 7.81 (m, 1H),
7.77 — 7.56 (m, 4H),
7.51 (d, J = 8.1 Hz,
1H), 7.37 (d, ] = 8.4
Hz, 1H), 5.38 (d, J =
4.7 Hz, 1H), 4.87 —
4.65 (m, 1H), 3.63
(s, 3H), 1.72 — 1.60
(m, 2H), 1.39 (d, ] =
6.5 Hz, 3H), 1.33 —
1.21 (m, 2H).

LCMS (5 #7 75 ik A):
Rt=1.13mins, MS
(ESIPos): m/z = 503
(M+H)".
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CN 115137726 B 'IH EH :F; 238/498 T
Int. | %# 2 # 77 R AR
'"H NMR (250 MHz,
DMSO-d6) & [ppm]
9.16 (s, 1H), 7.95 —
5-[({1-[2- 4 |7.87 (m, 1H), 7.84 —
4-(Z & ¥ %)|7.79 (m, 1H), 7.77 —
1P KEIFEAAL|7.56 (m, SH), 7.41
W, s & & ) A|(d, ] =85 Hz IH),
214A @W % 1-2-[1-(2,2,2 | 5.14 (q, J = 9.1 Hz,
ot | A E . = A T/|2H), 3.72 (s, 3H),
X )-1H- =t »& | 1.68 — 1.59 (m, 2H),
4- 31K P ER | 1.31 — 1.20 (m, 2H).
P B LCMS (2 #7 7 & A):
Rt=1.31mins, MS
(ESIPos): m/z = 530
[1775] (M+H)".
'"H NMR (400 MHz,
DMSO0-d6) & [ppm]
1.23 — 1.28 (m, 2H),
Sl & 1.65 — 1.68 (m, 2H),
A(ZAFE) 3.69 (s, 3H), 7.35 (s,
- F %R HE L) 1H), 7.46 (dd, 1H),
W SRR b _17.58 (d, 1H), 7.61 -
215A . ,\LKQ/k B &R (m, 3H), 7.88
Y WK H-2-(F o ’ ’
, (dd, 1H), 8.25 (dd,
[;f';] " u;'z' 1H), 8.55 (dd, 1H),
;s) TRET 9.34 (s, 1H).
LCMS (Fi1): Rt =
1.41 min; MS
(ESIPos) m/z = 515
(M+H)".
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CN 115137726 B

B B

239/498 Tl

Int. AR D R
'"H NMR (500 MHz,
#A7-d) 8 [ppm] 7.64
— 7.56 (m, 3H), 7.53
— 7.47 (m, 3H), 7.47
AL il
il (s, TH), 4,.16 (;1, J=
[1776] «%@X & F L2 oH), 375 s,
216A N AA-(= AT
F 3H), 1.87 — 1.76 (m,
£} B]H A 2H), 1.49 (t, ] = 7.3
Ay E)aA] paARI '
- Hz, 3H), 1.20 — 1.13
(m, 2H).
LCMS (%47 7 ik A):
Rt = 1.27mins; MS
(ESIPos) m/z =
476.45 (M+H)".
Int. AR D R
'"H NMR (500 MHz,
#AF-d) 8 [ppm] 7.62
—7.55 (m, 2H), 7.53
— 7.45 (m, 3H), 7.29
2-(1- T % -1H- | (d, J = 8.3 Hz, 1H),
st W -4-17.13 — 7.03 (m, 3H),
% )-5-[({1-[2- | 4.16 (q, ] = 7.3 Hz,
[1777] el A -4-( = A ¥ |2H), 3.75 (s, 3H),
A )R K] | 1.85 - 1.72 (m, 2H),
AAEYHEE)R | 1.49 (t, ] = 7.3 Hz,
AR F B T |3H), 1.21 - 1.09 (m,
B 2H).
LCMS (%47 7 ik A):
Rt = 1.30mins; MS
(ESIpos) m/z =
492.4 (M+H)".




CN 115137726 B

[1778]

" O B 240/498 T
Int. | 44# AR 2 AT R
'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.65
— 7.58 (m, 2H), 7.56
(d, J = 2.4 Hz, 1H),
7.54 — 7.49 (m, 3H),
5-[({1-[2- #& |7.48 — 7.42 (m, 1H),
A4-(Z AT %)|7.31 (d, ] = 8.5 Hz,
i P . A1 AL} | 1H), 698 (s, 1H),
wd N%;Cl L E # K ) & 449 (hept, ] = 6.7
218A °
we? #, 1-2-(1- % & |Hz, 1H), 3.75 (s,

# -1H- otk v -4-

EVE TR T

B&

3H), 1.90 — 1.75 (m,
2H), 1.52 (d, J = 6.7
Hz, 6H), 1.21 — 1.14
(m, 2H).

LCMS (%47 77 ik A):
Rt = 1.31mins; MS
(ESIpos) m/z =
490.4 (M+H)".
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CN 115137726 B .I'R HH :F; 241/498 T

Int. | %&# 2 2 R AR

'"H NMR (500 MHz,
A7 -d) 8 [ppm] 7.61
(dd, J = 8.5, 2.4 Hz,
IH), 7.57 (d, J = 2.4
Hz, 1H), 7.54 — 7.53
(m, 1H), 7.53 — 7.48
5-[({1-[2- #& |(m, 2H), 7.32 (d, ] =
-4-(Z A F & 8.4 Hz, 1H), 7.14 -
AR K] A |7.10 (m, 1H), 7.10 —

[1779] b HﬁH@ &@"\ﬁ Ay # A )£ 1(7.06 (m, 1H), 7.02

AT # 1-2-(1- % 7 | (s, 1H), 4.50 (hept, J
H -1H-wt#¢ -4- | = 6.7 Hz, 1H), 3.76
EYRF B F |(s, 3H), 1.81 (m,

it 2H), 1.53 (d, J = 6.7
Hz, 6H), 1.16 (m,
2H).

LCMS (5 #7 75 ik A):
Rt = 1.32mins; m/z
(ESIPos) = 506.4
(M+H)".
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CN 115137726 B iH HH :F; 242/498 T
Int. | 4# 2 AR 2 AT R
'H NMR (500 MHz,
#A%5-d) & [ppm] 7.66
— 7.58 (m, 3H), 7.55
(d, J = 2.4 Hz, 1H),
7.54 — 7.51 (m, 2H),
2-(1- & T % s =1
7.48 — 7.44 (m, 1H),
-1H- =t = -4-
e ] 7.32 (d, J = 8.5 Hz,
HE S & )-5-[({1-[2-
[1780] ' 9 ¥ = 1H), 6.95 (s, 1H),
220A N A-4-(ZAR T
he® ¢ N 3.75 (s, 3H), 1.85 —
BRI R 1.81 (m, 2H), 1.61
a m, .
Ay B AR K]
X oE T (s, 9H), 1.21 — 1.16
TR PR e i
LCMS (%47 7 ik A):
Rt = 1.33mins; MS
(ESIPos) m/z =

504.5 (M+H)".
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CN 115137726 B iH EH :F; 243/498 T
Int. | 4# 2 AR 2 AT R
'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.64
— 7.61 (m, 2H), 7.56
(d, J = 2.4 Hz, 1H),
2l & T & 7.54 (s, 1H), 7.53 —
7.48 (m, 1H), 7.32
-1H- =t w& _4- o
i £ )5{({L02- (d, J = 8.5 Hz, 1H),
17811 H?QJXQ v AA(Z R T 7.14 — 7.11. (m, 1H),
221A Bt - B E)E L 7.10 — 7.06 (m, 1H),
TR A& 7.02 (s, 1H), 3.76 (s,
£ T E T 3H), 1.83 — 1.78 (m,
ﬁg] 2H), 1.61 (s, 9H),

1.20 — 1.12 (m, 2H).
LCMS (5 #7 7 ik A):
Rt = 1.39mins; MS
(ESIPos) m/z =
520.4 (M+H)".
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CN 115137726 B 'IH HH :FB 244/498 T1
Int. | %&# 2 2 R AR
'H NMR (500 MHz,
#A7-d) 8 [ppm] 7.64
— 7.58 (m, 2H), 7.57
(d, J = 2.3 Hz, 1H),
7.53 — 7.49 (m, 2H),
. | 7.47 — 7.42 (m, 2H),
5-[(f1-[2- A&
= 7.30 (d, J = 8.4 Hz,
A4(ZRTFTR)
. 1H), 7.00 (s, 1H),
) RETRHAE)
i k . 13.90 (d, J = 7.3 Hz,
[1782] mo— 0 # X ) &
222A Oy 2H), 3.73 (s, 3H),
i A12-(1-# T
2.29 — 2.12 (m, 1H),
gl 1.87 — 1.77 (m, 2H)
. T ek m, ]
E)YRFPB®RYT
i 1.23 — 1.12 (m, 2H),
3]

0.91 (d, J = 6.7 Hz,
6H).

LCMS (%47 77 & A):
Rt = 1.37mins; MS
(ESIPos)
504.5 (M+H)".

m/z =
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CN 115137726 B i';ﬁ HH :F; 245/498 T

Int. | %# P S AT # AR
'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.61
—7.57 (m, 2H), 7.52
— 7.47 (m, 2H), 7.46
— 7.44 (m, 1H), 7.32
5-[({1-[2- & |- 7.27 (m, 1H), 7.13
4-( = @& P # |- 7.08 (m, 1H), 7.08
E)RE]F A\ |- 7.03 (m, 2H), 3.89
[1783] Ly J"%Q ”*S@ﬁ A YHE X) K|, ] =173 Hz, 2H),
et # ]-2-(1- % T |3.73 (s, 3H), 2.33 —
# -1H-vt v -4- | 2.12 (m, 1H), 1.85 —
EYRF B T |1.73 (m, 2H), 1.21 —
By 1.09 (m, 2H), 0.91
(d, ] = 6.7 Hz, 6H).
LCMS (%47 77 ik A):
Rt = 1.37mins; MS
(ESIPos) m/z =
520.45 (M+H)".
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CN 115137726 B .I'R HH :F; 246/498 1T

Int. | 4# 2 AR o7 # A%

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.66
— 7.58 (m, 2H), 7.57
(d, J = 2.4 Hz, 1H),
7.55 — 7.51 (m, 1H),

7.50 (s, 1H), 7.48 —
27 £ )-1H- s, 1H)
" L | 744 (m, 2H), 7.32

[1784] mod " y R s (d, ] = 8.4 Hz, 1H),
224A el VXY 6.95 (s, 1H), 3.90 (s,

Hyc? A -4-( =
. _HL( ol 2H), 3.75 (s, 3H),
f&)zf& }_1%-]};!: A
1.90 — 1.78 (m, 2H),

FyE R A K]
1.27 — 1.09 , 2H),
PR T Ay (m, 2H)
0.9 (s, 9H).

LCMS (5 #7 7 ik A):
Rt = 1.49mins; MS
(ESIPos) m/z =
518.1 (M+H)".

2-[1-2,2- = ¥
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CN 115137726 B iH HH :F; 247/498 T
Int. | 4# 2 AR 2 AT R
'H NMR (500 MHz,
#A%5-d) & [ppm] 7.61
(dd, J = 8.4, 2.4 Hz,
1H), 7.58 (d, ] = 2.3
Hz, 1H), 7.53 — 7.48
i T 2H), 7.44
}gfﬁg)—ll—l—“‘tt (m3 )’ - (SS
" i 1H), 7.31 (d, ] = 8.4
£ 1500112 Hz, 1H), 7.14 — 7.05
[1785] el o Y = U e OHD, 7408 {6,
225A Haccm%@\hjxg/\r@ ﬁh—4—(.§. ﬁh EF? (m ) (S
= . 1H), 3.90 (s, 2H),
A R ) o [ 3.74 (s, 3H), 1.85
"AYBEAVA | (g

AR T BT

Ba

1.75 (m, 2H), 1.22 —
1.11 (m, 2H), 0.98
(s, 9H).

LCMS (%47 77 ik A):
Rt = 1.56mins; MS
(ESIPos) m/z =
534.15 (M+H)".
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CN 115137726 B iH HH :FB 248/498 T
Int. | %44 AR 2 AT R
'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.61
— 7.48 (m, 6H), 7.33
— 7.28 (m, 3H), 7.00
2-(1- 3 T % |(s, 1H), 4.81 — 4.68
-1H- #t w¢ -4- | (m, 1H), 3.77 (s,
(1786] 04% q #&)-5-[({1-[4-( | 3H), 2.64 — 2.46 (m,
226A Sk ¢ Z AT & )| 4H), 1.94 — 1.78 (m,
il E AR ALY | 2H), 1.78 — 1.73 (m,
#E)VRK]K | 2H), 1.20 - 1.12 (m,
¥ B F B 2H).
LCMS (5 #7 7 ik A):
Rt = 1.40mins, MS

(ESIPos): m/z = 500
(M+H)".
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CN 115137726 B

i

2

H

249/498 Tl

[1787]

Int.

b #R

D AT RIE

227A

2-(1- 32 T %
_1H- #k w& _4-
% )-5-({[1-(2-
A4 F A X
ESESCE SE
AYAEK)XRT
BR T B

'"H NMR (250 MHz,
#A%5-d) & [ppm] 7.69
—7.59 (m, 1H), 7.59
— 7.48 (m, 3H), 7.37
— 7.27 (m, 2H), 7.20
— 7.09 (m, 1H), 7.08
— 6.95 (m, 2H), 4.85
— 4.68 (m, 1H), 3.76
(s, 3H), 2.64 — 2.44
(m, 4H), 2.41 (s,
3H), 2.02 — 1.81 (m,
2H), 1.80 — 1.72 (m,
2H), 1.18 — 1.11 (m,
2H).

LCMS (%47 77 ik A):
Rt = 1.34mins, MS
(ESIPos): m/z = 448
(M+H)".
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CN 115137726 B .IH' HH :F; 250/498 T
Int. 4E 4 2 AR o7 # A%
'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.13 (s, 1H), 7.88 (s,
1H), 7.78 (d, J = 2.2
ST | & Hz, 1H), 7.74 — 7.56
e (m, 4H), 7.52 (s,
A4-(ZRF )
. 1H), 7.41 (d, J = 8.5
REITFAE}
F ) _ | Hz, 1H), 5.10 — 4.95
-G - [ E A ) K
[1788] ” g ? O d (m, 1H), 4.12 — 3.77
REin SRR B I2-HORY oy, 33 (s
CHy _EH iﬂk:&%_3_ 2 ? = 2
3H), 2.40 — 2.19 (m,
B IR o 168 - 1.58 (
s L= = A= m,
s mintilli 2H), 1.26 — 1.20 (m
¥ B T ' ’

2H).
LCMS (%477 & A)
Rt = 1.31 min, MS
(ESIpos): m/z =
518.1 (M+H)".

262



CN 115137726 B .I'R HH :F; 251/498 1T

Int. | %&# 2 2 R AR

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.13 (s, 1H), 7.88 (s,
IH), 7.78 (d, J = 2.3
Hz, 1H), 7.74 — 7.64
(m, 3H), 7.62 — 7.56
(m, 1H), 7.52 (s,
1H), 7.41 (d, ] = 8.5

4-(= 3
N dimhigtibont Hz, 1H), 5.08 — 4.95
KA A AL}

(m, 1H), 4.00 — 3.94

e m@k@* o |E R R om), 389 (@d, g
229A et %1-2-{1-[(35)-

kgl 3 896-4—’ 5.779 I({; :Ez
IS 8, 3.73 (s ‘3H) 2’42 i
A-RYRFE]) (n;, IH;, 581
¥ &5

2.24 (m, 1H), 1.65 —
1.61 (m, 2H), 1.25 —
1.20 (m, 2H).
LCMS (%#7 7 ik A)
Rt = 1.28 min, MS
(ESIpos): m/z =
518.2 (M+H)".

5-[({1-[2- A&
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CN 115137726 B .I'R HH :F; 252/498 T
Int. 2k H b AT AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.68 (d, J = 2.3 Hz,
H), 7.62 (s, 2H),
_ 17.52 = 7.37 (m, 4H),
S-[({1-[2- #&
L 7.26 (d, J = 8.5 Hz,
4-( = AT )
. 1H), 4.01 (t, J = 6.9
e ‘ RBIFRE} 7 o
H790] 230A il I E A X ) & 3;’ 17)é . 2;’
g £ 1207 & |0 178 {m, 28,
1.66 — 1.59 (m, 2H),
1H- & 2 4 1.19 — 1.13 (m, 2H)
. — 1, m
ﬁzc &l ?
f;)ﬁﬁp “ % 0.8 (1 ] = 7.4 H,
3]

3H).

LCMS (% #77 kA)
Rt = 1.41 min, MS
(ESIpos):
490.1 (M+H)".

m/iz =
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CN 115137726 B .I'R HH :F; 253/498 1T

Int. | 4# 2 AR o7 # A%

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.79 (d, J = 2.2 Hz,
IH), 7.73 (s, 1H),
7.65 — 7.57 (m, 2H),
7.55 — 7.52 (m, 1H),
7.38 (d, J = 8.5 Hz,
1H), 7.24 — 7.15 (m,
2H), 4.13 (t, ] = 6.9
Hz, 2H), 3.78 (s,
3H), 1.90 (m, 2H),
1.75 — 1.68 (m, 2H),
1.27 — 1.21 (m, 2H),
0.93 (t, J = 7.4 Hz,
3H).

LCMS (54775 ik A)
Rt = 1.41 min, MS
(ESIpos): m/z =
506.1 (M+H)".

5-[({1-[2- #&
4-(Z= R F A
BYRK|7A
A1 EEX) &
X ]2-(1- " &
-1H- =t = 4.
E)YRFPB®RYT

Ba

[1791]

231A
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CN 115137726 B iH HH :F; 254/498 T
Int. | 4# AR 2 AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 7.64

(dd, J = 8.5, 2.4 Hz,

IH), 7.54 (d, ] = 2.4

Hz, 1H), 7.51 — 7.49

(m, 1H), 7.45 (s,

1H), 7.34 — 7.27 (m,

5-({[1-(2- #&.-4- | 2H), 7.15 (s, 1H),

¥ 3 R K )IK|7.05-7.01 (m, 1H),

17991 IN%Q L A E]E LA |7.00 — 6.96 (m, 1H),
232A »*Ai? #)-2-(1- % T 3.91 (d, ] = 7.3 Hz,

% -1H-ttok-4- | 2H), 3.74 (s, 3H),

E)YR P E P |241 (s, 3H), 2.27 —

g 2.16 (m, 1H), 1.79 —

1.72 (m, 2H), 1.19 —
1.09 (m, 2H), 0.92
(d, J=6.7 Hz, 6H).
LCMS (%47 77 & A):
Rt = 1.39mins; MS
(ESIPos) m/z =
450.1 (M+H)".
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CN 115137726 B iH HH :F; 255/498 T
Int. | %# 2 # o7 # A%

'"H NMR (250 MHz,

¥ B -d4) & [ppm]

7.79 (d, J = 2.3 Hz,

IH), 7.75 — 7.67 (m,

2H), 7.64 — 7.49 (m,

2-[1-( 3% T 4 |4H), 737 (d, ] = 8.4

¥ % )-1H-#t"¢ | Hz, 1H), 4.17 (d, ] =

) -4- 7.3 Hz, 2H), 3.78 (s,

[1793] L d“ ?%Q ”‘X@K A 1-5-[({1-[2- | 3H), 2.93 — 2.78 (m,

oy A -4-(= A F | 1H), 2.14 — 2.02 (m,

F)R AL B | 2H), 1.97 — 1.80 (m,

SRS SR
R F B F B

4H), 1.78 — 1.71 (m,
2H), 1.30 — 1.25 (m,
2H).

LCMS (%477 & A)
Rt = 1.46 min, MS
(ESIpos): m/z =
516.1 (M+H)".
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CN 115137726 B 'IH HH :F; 256/498 T
Int. | %4# AR 2 AT R

'"H NMR (250 MHz,

¥ B -d4) & [ppm]

7.79 (d, J = 2.3 Hz,

IH), 7.71 (s, 1H),

7.65 — 7.57 (m, 2H),

2-[1-( 3% T #|7.52 (s, 1H), 7.37 (d,

¥ % )-1H-#t"¢ | ] = 8.4 Hz, 1H), 7.23

-4- — 7.16 (m, 2H), 4.17

(1794] f%ﬁl JXQ v. ES ]-S-E({l-[z- (d, J = 7.3 Hz, 2H),
234A VK Y A -4-( = A& 7 |3.78 (s, 3H), 2.92 —

A E)E A |2.79 (m, 1H), 2.15 —

AL #EA)A | 2.02 (m, 2H), 1.97 -

AR P B T | 1.80 (m, 4H), 1.75 —

By 1.68 (m, 2H), 1.27 —

1.21 (m, 2H).

LCMS (% #77 ixA)
Rt = 1.47 min, MS
(ESIpos): m/z =
532.15 (M+H)".
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CN 115137726 B

[1795]

" O B 957/498 T
Int. | 4# AR 2 AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 7.81

(dd, J = 8.7, 2.5 Hz,

1H), 7.65 — 7.59 (m,

1H), 7.55 — 7.52 (m,

3H), 7.49 — 7.45 (m,

2-(4- 3 T X% |1H), 7.43 (s, 1H),

-1H- = »¢ -1-|7.38 (d, J = 8.7 Hz,

A ! j 2 )-5-[({1-[2- | 1H), 7.02 (s, 1H),

235A %v@ A -4-( = & 7 |3.70 (s, 3H), 3.51 —
o E)E L E [3.35 (m, 1H), 2.42 —

By E)A K] |2.26 (m, 2H), 2.11 —

RV B F B8R 1.88 (m, 4H), 1.87 —

1.82 (m, 2H), 1.24 -
1.18 (m, 2H).
LCMS (%47 77 & A):
Rt = 1.42mins; MS
(ESIPos) m/z =
502.1 (M+H)".
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CN 115137726 B .I'R HH :F; 258/498 T{

Int. | 4# AR 2 AT R
'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.81
(dd, J = 8.7, 2.5 Hz,
1H), 7.54 (d, ] = 2.5
Hz, 1H), 7.52 (s,
1H), 7.50 (d, ] = 8.3
2-(4- & T X% |Hz, 1H), 7.43 (s,
-1H- =t » -1-|1H), 7.38 (d, J = 8.7
_ & )-5-[({1-[2- | Hz, 1H), 7.16 — 7.06
O_G" o 2 =
[1796] . z@w %@ﬁ A-4-(Z= A F [(m, 3H), 3.70 (s,
236A N . -
# )R K3 | 3H), 3.49 — 3.39 (m,
A YHE L) A | 1H), 2.42 - 2.29 (m,
AR P B T |2H), 2.12 — 1.86 (m,

8% 4H), 1.84 — 1.78 (m,
2H), 1.23 — 1.14 (m,
2H).

LCMS (5 #7 75 ik A):
Rt = 1.44mins; MS
(ESIPos) m/z =
518.1 (M+H)".
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CN 115137726 B 'IH HH :FB 259/498 T
Int. | 4# 2 AR 2 AT R

'"H NMR (500 MHz,

DMSO-d6) & [ppm]

9.11 (s, 1H), 7.85 (s,

1H), 7.76 (d, ] = 2.2

Hz, 1H), 7.72 — 7.65

(m, 3H), 7.61 — 7.56

2-(1- 3% 5% #& |(m, 1H), 7.47 (s,

-1H- =t » -4-|1H), 7.40 (d, J = 8.5

[1797] O %@2 B )-5-[({1-[2- |Hz, 1H), 4.69 (m,

237A ! N A -4-(= A F | 1H), 3.73 (s, 3H),

I E)VE AR |2.14 — 2.01 (m, 2H),

Ey# )R K] 1.96 — 1.86 (m, 2H),

RV B F B8R 1.82 — 1.72 (m, 2H),

1.66 — 1.56 (m, 4H),
1.26 — 1.20 (m, 2H).
LCMS (2 #7177 & A)
Rt = 1.39 min, MS
(ESIpos): m/z =
516.1 (M+H)".
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CN 115137726 B i';ﬁ HH :F; 260/498 1T

Int. | %4 2 AR 2 R AR

'"H NMR (250 MHz,
#A7-d) & [ppm] 7.71
— 7.55 (m, 5H), 7.54
— 7.45 (m, 2H), 7.32
2-(1- 3% @ % |(d, J = 8.4 Hz, 1H),
-1H- "t #¢ -4-|6.97 (s, 1H), 3.79 (s,

M’%@ o | A )-S-[({1-[2- | 3H), 3.68 - 3.58 (m,
238A B H*A’EP/( A -4-( = A& F | 1H), 1.90 — 1.83 (m,
)R L3R A | 2H), 1.25 — 1.13 (m,
Eyg E)A K] 4H), 1.09 — 1.01 (m,
KPR T B 2H).
LCMS (% #7175 ik A)
Rt = 1.28 min, MS
(ESIpos): m/z =
[1798] 488.10 (M+H)".
'"H NMR (250 MHz,
#A%-d) 8 [ppm] 7.71
— 7.55 (m, 5H), 7.54
— 7.45 (m, 2H), 7.32
e | ) (d, J = 8.4 Hz, 1H),
£ )5 [({LL2- 6.97 (s, 1H), 3.79 (s,
3H), 3.68 — 3.58 (m,

Dﬂ{lm o__F =

" o K A-4-(Z=AF

239A 1H), 1.90 — 1.83
LR I AAyEAR| D (m,

2H), 1.25 — 1.13 (m,
AT T Y A (m

4H), 1. — 1.01
212 7 op | 1.09- 101 (m,
s 2H).

LCMS (%2 #7 7 & A)
Rt = 1.29 min, MS
(ESIpos): m/z =
504.1 (M+H)".

2-(1- % | A
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CN 115137726 B

[1799]

" O B 261/498 T
Int. | 254 P S AT # AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.82 — 7.75 (m, 2H),
7.75 — 7.66 (m, 1H),
7.64 — 7.48 (m, 4H),
2-(1- 3% & A& |7.38 (d, J = 8.4 Hz,
-1H- =t »% -4- | 1H), 4.24 — 4.08 (m,
(NS : #* )-5-[({1-[2- | IH), 3.78 (s, 3H),
240A . A -4-(= & F |2.20 — 2.05 (m, 2H),
b E)VE LA | 1.97 — 1.84 (m, 2H),
EigE)A K] 1.84 — 1.67 (m, 4H),
R ¥R P A 1.61 — 1.45 (m, 2H),

1.44 — 1.21 (m, 4H).
LCMS (% #77 kA)
Rt = 1.38 min, MS
(ESIpos): m/z =
530.15 (M+H)".
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CN 115137726 B .I'R HH :F; 262/498 1T

Int. 4E 4 2 AR o7 # A%

'H NMR (500 MHz,
¥ B -d4) & [ppm]
7.78 (d, J = 2.3 Hgz,
IH), 7.77 (s, 1H),
7.63 — 7.58 (m, 2H),
7.52 (s, 1H), 7.38 (d,
J =8.5 Hz, 1H), 7.21
— 7.17 (m, 2H), 4.20
—4.12 (m, 1H), 3.78
(s, 3H), 2.18 — 2.09
(m, 2H), 1.97 — 1.89
(m, 2H), 1.85 — 1.73
(m, 3H), 1.73 — 1.69
(m, 2H), 1.56 — 1.45
(m, 2H), 1.39 — 1.29
(m, 1H), 1.25 — 1.23
(m, 2H).

LCMS (#7177 ik A)
Rt = 1.40 min, MS
(ESIpos): m/z =
546.15 (M+H)".

2-(1- 3 T %
-1H- . ¥ -4-
£ )-5-[({1-2-
[1800] O 5 ¢ [R4(ZA T
Nitn ‘X@ AAEYVR KR
SESE ¥ SE
AR T BT
i
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CN 115137726 B .I'R HH :F; 263/498 1T

Int. 4E 4 2 AR 2 AT R
IH NMR (500 MHz,
¥ B -d4) & [ppm]
7.79 (d, J = 2.3 Hz,
H), 7.74 (s, 1H),
7.70 (m, 1H), 7.60
(dd, J = 8.5, 2.4 Hz,
1H), 7.56 (d, ] = 8.1
s J-1H- % Hz, 1H), 7.55 — 7.50
(m, 2H), 7.38 (d, ] =
" ol 4

[1801] hot s ) F £ )5 ({12 8.5 Hz, 1H), 4.32 —
242A i N 4.24 (m, 1H), 3.77

g A-4-( =R F
, 3H), 1.97 — 1.78
2y e | &30
(m, 2H), 1.76 — 1.71

EREMAL] (m, 2H), 1.51 (d, J
m’ ” . a =
RV BR ¥ B
6.8 Hz, 3H), 1.29 —

1.26 (m, 2H), 0.83 (t,
J=7.4 Hz, 3H).
LCMS (547 75 ik A)
Rt = 1.34 min, MS
(ESIpos): m/z =
504.15 (M+H)".

2-{1-[(2S)- T

275



CN 115137726 B iH EH :F; 264/498 T
Int. | 4# 2 AR 2 AT R
1H NMR (500 MHz,
¥ B -d4) & [ppm]
7.79 (d, J = 2.3 Hz,
1H), 7.75 (s, 1H),
7.63 — 7.58 (m, 2H),
2-{1-[(2S)- T |7.54 (s, 1H), 7.39 (d,
-2- % ]-1H- = | J = 8.4 Hz, 1H), 7.22
o -4-|—=7.17 (m, 2H), 4.33
Ak 3-5-[({1-[2- | - 4.24 (m, 1H), 3.78
R -4-(= A F | (s, 3H), 1.97 - 1.78
#AX)YR K] | (m, 2H), 1.73 - 1.70
AAYHE LR | (m, 2H), 1.52 (d, ] =
A 1XK 78 F 6.8 Hz, 3H), 1.26 —
g 1.22 (m, 2H), 0.83 (4,
3H).
LCMS (54775 ik A)
Rt = 1.34 min, MS
(ESIpos): m/z =
520.15 (M+H)".




CN 115137726 B 'IH EH :F; 265/498 T
Int. | %# AR 2 AT R
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.79 (d, J = 2.3 Hz,
1H), 7.77 — 7.66 (m,
2H), 7.63 — 7.49 (m,
2-{1-[(2R)- T |4H), 7.38 (d, J = 8.5
-2- #% J-1H- =t | Hz, 1H), 4.37 — 4.20
e i w -4- | (m, 1H), 3.77 (s,
[1803] o i;@ W‘X@* A }-5-[({1-[2- | 3H), 2.00 — 1.79 (m,
244A
cHy A -4-( = A F |2H), 1.77 — 1.69 (m,
FE)REIF A |2H), 1.51 (d, ] = 6.8
By A)& L] | Hz, 3H), 1.32 - 1.25
RV B F B8R (m, 2H), 0.83 (t, ] =

7.4 Hz, 3H).

LCMS (%477 & A)
Rt = 1.33 min, MS
(ESIpos): m/z =
504.10 (M+H)".
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CN 115137726 B

B B

266/498 Tl

b #R

D AT RIE

2-{1-[2R)- T
2- % ]-1H- =%
“_‘J-i ]
A 3-5-[({1-[2-
A-d-( = AT
AR AT
AAYE L) R
AIRTFTBER YT
B4

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.79 (d, J = 2.3 Hz,
IH), 7.75 (s, 1H),
7.65 — 7.57 (m, 2H),
7.54 (s, 1H), 7.39 (d,
J=8.4 Hz, 1H), 7.24
— 7.14 (m, 2H), 4.36
— 421 (m, 1H), 3.78
(s, 3H), 2.00 — 1.77
(m, 2H), 1.75 — 1.68
(m, 2H), 1.52 (d, J =
6.8 Hz, 3H), 1.27 —
1.21 (m, 2H), 0.83 (t,
J =7.4 Hz, 3H).

LCMS (5 #1775 ik A)
Rt = 1.35 min, MS
(ESIpos):
520.10 (M+H)".

m/z =




CN 115137726 B

B B

267/498 Tl

Int.

b #R

D AT RIE

[1805]
342A

2-(1- % | X%
-1H- =t »& -4-
A )-5-({[1-(2-
Ao-4-F R R
Eyxrm A&
EIRE)RT
B2 ¥ BR

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.65
(dd, J = 8.5, 2.4 Hz,
1H), 7.60 — 7.57 (m,
2H), 7.49 (s, 1H),
7.34 (dd, J = 7.8 Hz,
1H), 7.30 (m, 1H),
7.17 (s, 1H), 7.05 (d,
J = 7.8 Hz, 1H), 7.01
(d, J = 10.8 Hz, 1H),
3.78 (s, 3H), 3.66 —
3.59 (m, 1H), 2.43
(s, 3H), 1.81 — 1.76
(m, 2H), 1.20 — 1.14
(m, 4H), 1.07 — 1.01
(m, 2H).

LCMS (54775 ik A)
Rt = 1.25 min, MS
(ESIpos): m/z =
434.15 (M+H)",




CN 115137726 B .I'R HH :F; 268/498 11T

Int. | 4# 2 AR o7 # A%

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.65
— 7.60 (m, 2H), 7.58
— 7.55 (m, 2H), 7.54
_ |—7.51 (m, 2H), 7.49

5-[({1-[2- A&
- 7.43 » IH ’ 7.33
REVFARY| O

6.96 (s, 1H), 3.97 (s,

- S PR SR
[1806] HaC = 9 F 2H). 3.75 , 3H),
343A {N&l%@* £ - | o) ko

1.89 — 1.78 (m, 2H),
T 1.25 116Em 2H;

25— 1. m, ’
TEFIH-2 | oo 6, 3H), 065

. S, ] . i
-4- K VR F B

0.58 (m, 2H), 0.50 —
¥ &5
0.41 (m, 2H).
LCMS (2 #7 7 &k A):
Rt = 1.38 min; MS
(ESIPos): m/z = 516
(M+H)".

280



CN 115137726 B iH EH :F; 269/498 T
Int. | 4# 2 AR 2 AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 7.63

(dd, J = 8.5, 2.4 Hz,

1H), 7.58 (d, ] = 2.3

Hz, 1H), 7.57 — 7.55

(m, 1H), 7.54 — 7.49

5-[({1-[2- & |(m, 2H), 7.33 (d, ] =

4-( = & ¥ & | 8.4 Hz, 1H), 7.15 —

EYR K] A |7.11 (m, 1H), 7.10 —

18071 i ﬁ@y&@ﬁ i }V K ) A |7.07 (m, 1H), 7.02
oo S ]-2-{1-[(1- | (s, 1H), 3.97 (s, 2H),

¥ AR A\ AK)|3.76 (s, 3H), 1.87 —

P A ]-1H-#stv& | 1.76 (m, 2H), 1.22 —

4- (VK PR | 1.12 (m, 2H), 1.05

¥ B (s, 3H), 0.68 — 0.57

(m, 2H), 0.52 — 0.40
(m, 2H).
LCMS (%47 77 & A):

Rt = 1.39 min;
MS(ESIPos): m/z =
532 (M+H)".
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CN 115137726 B .I'R HH :F; 270/498 17T

Int. | 2544 b #R AT E A

2-[1-(1-3r 7 %
C % )-1H-wk v
-4-

& 1-5-[({1-[2-
RA-(Z AT
BYRE IR A
Ry A)R K]
R P BV BR,
Hy A B 5 A4 AR
# 1:1 Reh

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.72 = 7.69 (m, 1H),
7.67 (d, J = 2.2 Hz,
1H), 7.63 — 7.54 (m,
1H), 7.52 — 7.37 (m,
4H), 7.27 (d, J = 8.5
Hz, 1H), 3.66 (s,
3H), 3.60 — 3.45 (m,
1H), 1.66 — 1.59 (m,
2H), 1.49 (d, ] = 6.8
Hz, 3H), 1.20 — 1.13
(m, 3H), 0.64 — 0.52
(m, 1H), 0.48 — 0.38
(m, 1H), 0.30 — 0.22
(m, 2H).

LCMS (%477 ik A)
Rt = 1.33 min, MS
(ESIpos): m/z =
516.15 (M+H)".




CN 115137726 B iH HH :F; 271/498 T1
Int. | 4# AR 2 AT R

'"H NMR (250 MHz,

¥ EE-d4) & 7.82 (s,

1H), 7.79 (d, J = 2.3

Hz, 1H), 7.65 — 7.56

(m, 2H), 7.54 (s,

2-[1-(1-32 7 & | 1H), 7.40 (d, J = 8.5

CE)-1H-st»% | Hz, 1H), 7.21 (s,

-4- 1H), 7.18 (s, 1H),

A 1-5-[({1-[2- | 3.79 (s, 3H), 3.71 —

(1809 %Il : g A -4-( = A F |3.59 (m, 1H), 1.75 —
346A | Yoo y L A EYVKK)FE | 1.69 (m, 2H), 1.61

F A HEA)VA | (d, ] = 6.8 Hz, 3H),

AR FE T |1.36 - 1.31 (m, 1H),

By, MAtmkf|1.26 - 1.21 (m, 2H),

MIREG 1:1 & | 0.76 — 0.62 (m, 1H),

L

0.60 — 0.47 (m, 1H),
0.39 (m, 2H)

LCMS (54775 & A)
Rt = 1.35 min, MS
(ESIpos): m/z =
532.15 (M+H)".
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CN 115137726 B

i

2

H

272/498 Tl

[1810]

Int.

b #R

D AT RIE

347A

5-[({1-[2- &
A-(ZRTFXE)
AEIFAA)
# A ) A
% ]-2-[1-(2- ¥
£ AT ¥K)-1H-
vk 4- K TR
¥ R T &5

'H NMR (500 MHz,
#A7-d) 8 [ppm] 7.64
— 7.58 (m, 2H), 7.58
— 7.54 (m, 2H), 7.54
— 7.48 (m, 2H), 7.45
(d, J = 9.5 Hz, 1H),
7.31 (d, ] = 8.4 Hz,
1H), 6.99 (s, 1H),
4.28 (t, ] = 5.3 Hz,
2H), 3.78 — 3.72 (m,
5H), 3.33 (s, 3H),
1.86 — 1.77 (m, 2H),
1.21 - 1.15 (m, 2H).
LCMS (2 #7 7 & A):
Rt = 1.24mins, MS
(ESIPos): m/z = 506
(M+H)".
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CN 115137726 B iH HH :F; 273/498 T1
Int. | 4# AR 2 AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 8.41

—8.39 (m, 1H), 7.77

— 7.73 (m, 2H), 7.65

— 7.61 (m, 1H), 7.56

— 7.52 (m, 1H), 7.51

(dd, J = 8.0, 2.4 Hz,

2-(6-T ez | 1H), 7.47 (d, ] = 9.5

-3- Hz, 1H), 7.26 (d, J =

1811] NS i L #* )-5-[({1-[2- | 8.9 Hz, 1H), 7.17 (d,
352A ,%QX A -4-(= & F |]=8.0 Hz, 1H), 7.03

) F £)VE LA | (s, 1H), 3.66 (s, 3H),

Fy# AR HK](2.86 (q, ] = 7.6 Hz,

R ¥R P A 2H), 1.92 — 1.80 (m,

2H), 133 (t, ] =7.6
Hz, 3H), 1.25 - 1.17
(m, 2H).

LCMS (%47 77 & A):
Rt = 1.26 min; MS
(ESIPos): m/z = 487
(M+H)".
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CN 115137726 B iH EH :F; 274/498 T1
Int. | 44# AR 2 AT R

'H NMR (500 MHz,

F#A7-d) & [ppm] 8.42

— 8.38 (m, 1H), 7.77

— 7.73 (m, 2H), 7.54

— 7.49 (m, 2H), 7.29

2-(6- T # vt | — 7.24 (m, 1H), 7.17

-3- (d, J = 8.0 Hz, 1H),

#* )-5-[({1-[2- | 7.15 = 7.12 (m, 1H),

[1812] _— H%NWO\?; ﬁ}-4-(f #F|7.11 — 7.07 (m, 2H),
H A ¢ A A )R K ]3R | 3.66 (s, 3H), 2.86 (q,

A YHE K& | ] =7.6 Hz, 2H), 1.90

EX1RFE P |- 1.77 (m, 2H), 1.33

g (t, ] = 7.6 Hz, 3H),

1.26 — 1.10 (m, 2H).
LCMS (%47 77 ik A):
Rt = 1.27 min; MS
(ESIPos): m/z =
503.1 (M+H)".
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CN 115137726 B .I'R HH :F; 275/498 1T

Int. | 4# AR 2 AT R
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.24 (s, 1H), 8.08 —
8.02 (m, 1H), 7.94
(d, J = 2.2 Hz, 1H),
7.83 (dd, ] =8.5,2.2
5-[({1-[2- #& |Hz, 1H), 7.75 — 7.66
A-(Z AP )| (m, 3H), 7.64 — 7.58
) ! KA1 ALY | (m, 1H), 7.55 - 7.51
[1813] By 4 )XQX # X ) A |(m, 1H), 745, J =
Al el - JE1-2-(1- ¥ 4 | 8.4 Hz, 1H), 6.95
-1H- "3 #¢ -6-|(dd, J = 8.3, 1.2 Hz,
A)XR ¥ B P | 1H), 4.05 (s, 3H),
By 3.55 (s, 3H), 1.69 —
1.61 (m, 2H), 1.28 —
1.21 (m, 2H).
LCMS (9 #77 ikA)
Rt = 1.34 min, MS
(ESIpos): m/z =
512.1 (M+H)".
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CN 115137726 B .IH HH :F; 276/498 T
Int. 4E 4 2 A oA R AR

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.22 (s, 1H), 8.05 (d,
J=0.8 Hz, 1H), 7.96
(d, ] = 2.3 Hz, 1H),
7.84 (dd, J = 8.5, 2.3
Hz, 1H), 7.72 (d, ] =
8.5 Hz, 1H), 7.65 —

S-[({1-[2- & )

ririe 7.58 (m, 1H), 7.56 —

i 7.53 (m, 1H), 7.45
S WE7
N _1(d, J = 8.4 Hz, 1H),
T 3sea | o L BIRBIR40 @, 1 = 103
HyC” T N I %]-2_(1- EP i{ . s !

1.9 Hz, 1H), 7.28 —

s liidindgin 7.23 (m, 1H), 6.95
. m i

A)YRF BT ’ ’

e&b) (dd, T = 8.3, 1.3 Hz,

3]

I1H), 4.05 (s, 3H),
3.55 (s, 3H), 1.69 —
1.59 (m, 2H), 1.23 —
1.18 (m, 2H).

LCMS (#7175 & A)
Rt = 1.38 min, MS
(ESIpos): m/z =
528.1 (M+H)".
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CN 115137726 B 'IH HH :F; 277/498 T
Int. 4E 4 2 A oA R AR
'"H NMR (250 MHz,
#A%-d) & [ppm] 7.75
— 7.58 (m, 3H), 7.58
_ — 7.42 (m, 3H), 7.42
i e 7.27 Em IH; 7.09
- 7. m, y da
scatialiaia (s, 1H), 3.75 (s, 3H)
5, s 2 S, »
LAl | B OS2 s (1,
359A " R4 (ZRF
L M 2.33 = 2.10 (m, 2H),
=3 & I 1.96 — 1.62 (m, 8H)
i e . — L, m, .
Ay A)a i
" 1.26 — 1.17 (m, 2H).
R Y ER T B b
LCMS (5 #7 7 ik A):
Rt = 1.48mins, MS
(ESIPos): m/z = 533
(M+H)".
[1815] 'H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.29 (s, 1H), 8.71 (d,
J = 1.4 Hz, 1H), 8.55
— 8.47 (m, 1H), 7.93
5-[({1-[2- & | )
- (d, ] = 2.1 Hz, 1H),
H= R 7.86 (dd, J = 8.5, 2.2
NSy e FEIFEARE)Y| ’ N
# o F . . HZ, lH), 7.76 — 7.54
361A | .o = K ) &R (m. 4H), 3.60 (
] o F m-,- E] £ Ss
X 1-2-5-F &
. |3H), 2.50 (s, 3H),
ok -2- K ) R
Iy 1.72 — 1.58 (m, 2H),
i 1.29 —1.21 (m, 2H).
LCMS (%2 #7 7 & A)
Rt = 1.29 min, MS
(ESIpos): m/z =
474.1 (M+H)".
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CN 115137726 B iH HH :FB 278/498 T
Int. | 4# 2 A o7 # A%
'H NMR (500 MHz,
#A%5-d) & [ppm] 7.65
—7.59 (m, 2H), 7.53
— 7.47 (m, 3H), 7.20
(d, J = 1.3 Hz, 1H),
7.14 — 7.10 (m, 1H),
2(1- % T % P
. 7.09 — 7.06 (m, 1H),
-1H- =k v -4-
7.02 (s, 1H), 4.58
= . Fa-igl]a- (m, 1H), 3.80 (s
[1816] s 0 OKE A-4-(Z=RF i ’ y
362A | ue® 955@ F . . 3H), 2.58 — 2.46 (m,
" AE)VRE]R
., |2H), 2.44 — 2.32 (m,
REIRRIR | 196 183 (
s L= = A= m,
EIXTPTRYT
- 2H), 1.83 — 1.77 (m,
3]

2H), 1.21 = 1.12 (m,
2H).

LCMS (%47 77 & A):
Rt = 1.14 min; MS
(ESIPos):
518.1 (M+H)".

m/z =
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CN 115137726 B iH HH :F; 279/498 T
Int. | %4# AR o7 # A%

'"H NMR (500 MHz,

#A%-d) 8 [ppm] 7.70

(dd, J = 8.4, 2.4 Hz,

1H), 7.64 (d, ] = 2.3

Hz, 1H), 7.49 (s,

1H), 7.44 — 7.38 (m,

1H), 7.34 (d, ] = 8.4

5-({[1-(4- &.-2- | Hz, 1H), 7.26 — 7.20

AR EH)FK A |(m, 2H), 7.09 (s,

(1817] 04“331\(@“ B A1 # K} & | 1H), 3.89 — 3.80 (m,
301A | 00 Jk&l?’ % )-2-(2-3% T |1H), 3.74 (s, 3H),

’ #-13-% vk -5-|2.52 — 2.43 (m, 2H),

E)YR TP B P 243 —2.33 (m, 2H),

By 2.13 — 2.02 (m, 1H),

2.01 — 1.92 (m, 1H),
1.85 — 1.75 (m, 2H),
1.23 - 1.11 (m, 2H).
LCMS (%47 77 & A):
Rt = 1.45 min; MS
(ESIPos): m/z = 485
(M+H)".
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CN 115137726 B .I'R HH :F; 280/498 11T

Int. | 4# 2 AR o7 # A%

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.71
(dd, J = 8.5, 2.4 Hz,
1H), 7.62 (d, ] = 2.3
Hz, 1H), 7.48 (s,
I1H), 7.36 — 7.29 (m,
2H), 7.04 (d, J = 7.8
Hz, 1H), 6.99 (d, ] =

(2~ 3% T & 10.7 Hz, 1H), 3.89
A3 g | T LB
3.81 (m, 1H), 3.73
[1818] O] £ )-5-({[1-2-

o ohim | (s, 3H), 2.53 — 2.43
3024 | oo i 4P kK
° Y X I % lm, 2H), 242 G,

g}ﬂg)ﬂi | ’ ‘ ‘ ’
&?q{fﬁbﬂ )’ ( :

1H), 2.01 — 1.91 (m,
1H), 1.80 — 1.71 (m,
2H), 1.20 — 1.12 (m,
2H).

LCMS (5 #7 75 ik A):
Rt = 1.43 min; MS
(ESIPos): m/z = 465
(M+H)".
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CN 115137726 B

i

HA

H

281/498 Tl

[1819]

Int.

b #R

D AT RIE

304A

2-(2- F T X%
-1,3- & vk -5
A )-5-[({1-[2-
A -4-( = A F
EYyRK 1A
S ¥ SE R
R P B P B

'"H NMR (250 MHz,
A% -d) 8 [ppm] 7.69
(dd, J = 8.4, 2.4 Hz,
IH), 7.65 (d, ] = 2.3
Hz, 1H), 7.63 — 7.58
(m, 1H), 7.56 — 7.50
(m, 1H), 7.50 — 7.42
(m, 2H), 7.35 (d, ] =
8.3 Hz, 1H), 7.01 (s,
1H), 3.93 — 3.78 (m,
1H), 3.74 (s, 3H),
2.57 — 2.26 (m, 4H),
2.19 — 1.91 (m, 2H),
1.90 — 1.80 (m, 2H),
1.25 - 1.16 (m, 2H).

LCMS (541 77 ik A):
Rt = 1.47 min; MS
(ESIPos): m/z =
519.1 (M+H)".
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N 115137726 B W OB P 982,/498 T

Int. k4 2 A O R
'"H NMR (250 MHz,
#A%5-d) & [ppm] 7.72
— 7.63 (m, 2H), 7.56
— 7.46 (m, 2H), 7.35
2-(2- 3* T % |(d, J = 8.2 Hz, 1H),
-1,3- % v -5-|7.18 — 7.03 (m, 3H),
N A )-5-[({1-[2- | 3.94 — 3.79 (m, 1H),
[1820] - 041};@@{ A -4-( = A& T |3.74 (s, 3H), 2.60 —
“ o IFS) g £ )R 13K | 2.26 (m, 4H), 2.19 —
Ay )& | 1.88 (m, 2H), 1.86 —
AR P E P 1.76 (m, 2H), 1.24 —
B 1.12 (m, 2H).
LCMS (9 #7 7 ik A):
Rt = 1.49 min; MS
(ESIPos): m/z =
535.1 (M+H)".
(18211  rh[a{&k246A:5- ({[1- (4-EKID) AL L) 250 -2- (1-2R ] 2 - TH-TEme -4 -
) -3- AR OB

Y

[1822]

[1823]  |rj5-%aJk-2- (1-FF ] JE-1H-mpmh-4-38) -3- 5 K HER £ 8 (Int 113A,54mg,
0.18mmol) Fll1- (4-%0KEE) BN K HIER (42mg, 0. 21mmo1) DM (1mL) ¥ P JIAN, N- — 5
PEEZ N (0.09mL, 0. 53mmo1) FHHATU (81mg, 0. 21mmol) , 153 ZI IR WA =15 ikt
R, IRIEAEB0C AR 0/INI o R K SO N TR A v A1 %8 =il , FTIE t0Ae (20mL) AR I 2M
HCL/K AR (10mL) Yok, T4 (Na,S0,) , il BEFF I s - A Ppifi i Biotage Isolera' (4
WAl ( FHREEE P 715 0-40 % Et0Ac/ BEkt) , 13 2IhRal b A4 (69mg, 79 % %) |, hy
ARG IR Y o

[1824]1  'H NMR (500MHz ,DMSO-d6) & [ppm]9.46 (s, 1H) ,7.86 (s,1H) ,7.79(dd,J=12.6,
2.1Hz,1H) ,7.66(d,J=1.8Hz,1H) ,7.43(m,1H) ,7.42-7.39 (m,4H) ,4.86 (m, 1H) ,4.15(q, ]
=7.1Hz,2H) ,2.48-2.42 (m,2H) ,2.41-2.33 (m,2H) ,1.85-1.68 (m,2H) ,1.52-1.47 (m, 2H) ,
1.17-1.13(m,2H) ,1.09(t,J=7.1Hz,3H) «

[1825]  LCMS (/M7 /5 1EA) Rt =1.44min,MS (ESIpos) :m/z=482.1/483.8 (M+H) .

[1826]  Ejrffalk246AJSAL, il AR PR ARV E R ORI 25 DA B R
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CN 115137726 B .IH HH :FB 283/498 T
Int. 4E 4 2 A oA F AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
9.59 (s, 1H), 7.86 (s,
1H), 7.81 — 7.73 (m,
2H), 7.65 (d, J = 1.7
Hz, 1H), 7.52 (d, ] =
2-(1- 3% T & : (
12.1 Hz, 1H), 7.45 -
Kl P RS 7.40 (m, 2H), 4.87 (
N . m, 5 s m,
0 )-3- &
» . | 1H), 4.15 (q, T = 7.1
S © | -5-[({1-[3- A& .
[1827] B il Hz, 2H), 2.48 — 2.43
247A Y A (EZ AT
. (m, 2H), 2.41 — 2.32
VXX R A
_ _ | (m, 2H), 1.84 — 1.70
A1y HE L) A
1R P®L (m, 2H), 1.58 — 1.54
;; FERE 21, 132 — 1.27
g (m, 2H), 1.09 (t, J =
7.1 Hz, 3H).
LCMS (% #7 7 % A) Rt
= 149 min, MS
(ESIpos): m/z = 534.5
(M+H)".
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CN 115137726 B

i

B B

284/498 Tl

[1828]

Int.

S FR

TR

248A

2-(1- 3% T %
-1H- =t »k -4-
£ )-5-({[1-(2,
4- — AR K)
ESSESE Sy
#HE)3-AXK
¥ B8R T B

'H NMR (500 MHz,
DMSO-d6) & [ppm]
9.17 (s, 1H), 7.86 (s,
1H), 7.77 (dd, J = 12.7,
2.1 Hz, 1H), 7.64 (d, J
= 1.6 Hz, 1H), 7.55 —
7.47 (m, 1H), 7.43 (s,
1H), 7.28 — 7.21 (m,
1H), 7.13 — 7.05 (m,
1H), 4.86 (m, 1H), 4.14
(q, J = 7.1 Hz, 2H),
2.48 — 2.41 (m, 2H),
2.41 — 2.32 (m, 2H),
1.84 — 1.69 (m, 2H),
1.62 — 1.56 (m, 2H),
1.18 — 1.14 (m, 2H),
1.09 (t, ] = 7.1 Hz,
3H).

LCMS (5 # 7 ik A):
Rt = 1.38 min, MS
(ESIpos) m/z = 484.1
(M+H)".
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CN 115137726 B .IH' HH :F; 285/498 T
Int. 4E M P S AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
9.22 (s, 1H), 7.86 (s,
1H), 7.76 (dd, J = 12.6,
2.1 Hz, 1H), 7.64 (d, J
-~ 1.8 Hz, 1H), 7.49
(dd, J = 8.3 Hz, 1H),

Sl |l 7.45 — 7.40 (m, 2H),

LU 731 (dd, T = 83, 2.0
e o Hz, 1H), 4.86 (m, 1H)
= 3 z, £ % m) ]
O~ o | EAIBALA
[1829] " JKO 414 (q, J = 7.1 Hz,
249A WK £)-2-(1-3r T 2H), 2.48 — 2.42
i % -1H- & 2H, 2‘41 _ 2.33 ey
E d - . m,
4y mE |2 (
. 2H), 1.83 — 1.72 (m,
VOB

2H), 1.62 — 1.57 (m,
2H), 1.19 — 1.16 (m,
2H), 1.09 (t, J = 7.1
Hz, 3H).

LCMS (4 #7 75 & A):
Rt = 1.44 min, MS
(ESIpos) m/z =
500.0/501.7 (M+H)".
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CN 115137726 B .IH' EH :F; 286/498 T
Int. 4E M P S AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
10.21 (s, 1H), 8.53 (d,
J=2.9 Hz, 1H), 7.92 —
7.77 (m, 2H), 7.74 —
2-(1-3% T A& ( )
7.62 (m, 2H), 7.49 —
et 7.39 (m, 2H), 4.87 (
. m, s T m,
-2 & 1 K 416 o, T = 1
(18301 ﬁii o Estegrttgst el | T Lo P I
250A il - ‘ Hz, 2H), 2.47 — 2.29
¢ RS (m, 4H), 1.89 — 1.67
CHs m, » . - .
CESE S SES
T (m, 2H), 1.52 (m, 2H),
E)YRF BT
s 1.36 (m, 2H), 1.10 (t, J
i = 7.1 Hz, 3H).
LCMS (4 #7 7 & A):
Rt = 1.31 min, MS
(ESIpos) m/z = 467.1
(M+H)".
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CN 115137726 B .IH' HH :F; 287/498 T
Int. 4E M P S AR
'H NMR (250 MHz,
45 -d) & 7.84 (m,
1H), 7.60 (m, 1H), 7.55
, 1H), 7.45 (m, 1H),
2-(1-3% T & an, 15 e, o4
7.41 — 7.36 (m, 1H),
“IH- ok 2k -4-| 80 (m, 1H), 4.25
£ )3 &% (m, 1H), 4.25 (m,
2H), 2.70 — 2.45 (m,
O || PLA ST 4H), 2.05 — 1.73 (m
251A i JXU AR 4H)’ 1.58 1.34( |
H ’ = » . - . m,
CESE S SES
- 7H), 1.26 - 1.18 (m,
% L 4H), 1.04 (m, 2H), 0.97
i, STEE ( ’21—.1) 091( ,1ﬁ)
m, , U m, 5
ARG 2:1
o Ak 0.84 — 0.76 (m, 2H).
ik LCMS (9 #f 7 i A):
Rt = 1.49mins; MS
[1831]
(ESIPos) m/z = 468.15
(M+H)".
'H NMR (400 MHz,
DMSO-d6) & [ppm]
1.08 (t, 3H), 1.23 —
Al e T 1.27 (( 2H; 1.53 (
. m, s Ly S,
i 9H), 1.64 — 1.66 (
N , 1.64 — 1. m,
£ )3 A
) 2H), 4.13 (q, 2H), 7.42
HC )N 1 e -5-[({1—[2— @N
i 0 . o (s, 1H), 7.60 - 7.62 (m,
252A o A4(Z R T
WE A i 2H), 7.68 - 7.72 (m,
)5 LA 2H), 7.76 (dd, 1H)
1R E)L 783: ( | 1H) 9,29 (’
. S, L] . S,
EIRXF R T
1H).
B ..
LCMS (7 ik1): Rt =
1.51 min; MS (ESIPos)
m/z = 536 (M+H)".
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CN 115137726 B W B P 288/498 T
Int. 25 ) 4 AR AT E R
'H NMR (400 MHz,
DMSO-d6) & [ppm]
0.84 (d, 6H), 1.11 (t,
3- A |3H), 1.24 — 1.27 (m,
-5-[({1-[2- #& |2H), 1.64 — 1.66 (m,
4-( = & ¥ |2H), 2.05 — 2.15 (m,
[1832] no— e | E)RKIEE | 1H), 3.93 (d, 2H), 4.14
253A & iﬁ@x 1 # ) &R | (q, 2H), 7.40 (s, 1H),
£1-2-(1-% T | 7.60 - 7.62 (m, 2H),
& -1H- =t v [ 7.68 — 7.72 (m, 2H),
4-E)R TP ER | 7.76 (dd, 1H), 7.78 (s,
T B 1H), 9.30 (s, 1H).
LCMS (7 k1) Rt =
1.51 min; MS (ESIPos)
m/z = 536 (M+H)".
[1833]  FJAl{A&254A-3- 5 -5- [ ({1-[2-FR-4- (IR FEIERN L) ) s3] -2- [6-

(=3 TR N - 3-FE 1 R IR LS

F
F
[1834] o F
N
B F
[1835]  [A]5-4A 2L -3 -9 -2- [6- (= 3%) mEiE -3 - FL ) KR £ 8 (Int 95A,100mg,

0.31mmol) FAJIERE (1. 8mL) JEWHH I - [2- 5 -4~ (=5 L) JRIL ] TR Be bt S (It
151A,106mg,0.40mmol) () S HAE (1. 2mL) {3, K43 21 TR S AE 250 N PE L/ NI o Ry
N7 RS PIAEE tOAC FTIMEEY /KA 2 A3 e WS AL, F FHAMGE A KA R %
B ITFIKZE TELOAC SARI R S A AL S AN S B e % , T4 (MgS0,) , i
BEIEAE L R iedi - AWt Biotage Tsolera " (aitiEalifl (FHABHEE AL VLN 5
100% BEki 2100 % Et0Ac) , 15 ZIFRBUL & (178mg, 99 % %) |, J 7k sl

[1836]  'H NMR (250MHz , 5} -d) 8 [ppm]8.57 (s, 1H) ,7.97(dd,J=11.2,2.2Hz,1H) ,7.83-
7.72(m,2H) ,7.70-7.42 (m,4H) ,7.14 (s, 1H) ,4.08(q,J=7.1Hz,2H) ,1.91-1.87 (m, 2H) ,
1.31-1.25(m,2H) ,0.98(t,J=7.1Hz,3H) .

[1837]  LOMS (J3#7 /57 i:A) Rt=1.44min,MS (ESTpos) m/z="559.05 (+H)
[1838]  SrinlRl{A254AZA0L , B8 FARIN O AR I Sl VR OB 2 LA F )£
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B B

CN 115137726 B 289/498 T
Int. AR AT AR
'"H NMR (250 MHz,
DMSO-d6) & [ppm]
9.30 (s, 1H), 7.86 —
3- A-5-[({1-[2- ( )
L ST 751 (m, 6H), 7.39
A-4-(= R T
" (s, 1H), 4.17 (q, J =
F EYREIRA
i " " 7.1 Hz, 2H), 3.87 (s,
255A ‘;‘E}#"%)RM) 1.66 (m, 2H)
* Y m} ?
lieirio T 1.26 (m, 2H), 1.13 (t
LBt J' 7 ;nH 3;{)' ’
= s Z "
BEYRFRCT L
@a) © 7 |LCMS (947 7 ik A):
" Rt = 1.43 min; MS
(ESIpos): m/z =
494.1 (M+H)".
[1839] '"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.27 (s, 1H), 7.81 —
7.71 (m, 2H), 7.64 —
3- A-5-[({1-[2- ( )
) S 17,55 (m, 2H), 7.45 —
A-4-(= R T
S 7.33 (m, 2H), 7.33 —
AA)REA]R
> i o h _ 17.16 (m, 1H), 4.17
. “XQ,\I(E CESEE ST
256A Y W X ) (m, 2H), 3.87 (s,
Sl T 3H), 1.63 (m, 2H)
* e m} ?
Lt 8 5 1.26 — 1.20 (m, 2H)
. — 1. m
P 3 ¥ B . ’ :
- ) * 1.16 — 1.09 (m, 3H).
- LCMS (9 # 7 i A):
Rt = 1.44 min; MS
(ESIpos): m/z =
510.1 (M+H)".
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CN 115137726 B 'IH EH :F; 290/498 T
Int. 45 4 2 A o7 # A%
'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.35 (s, 1H), 7.87 (s,
2-c g 2001
o o 4o K )-3- i ’ :
0 £ s 4.22 (m, 4H), 1.78 —
[1840] iy il i H A@ oAl @, 1.63 (m, 2H), 1.44 (t,
R J - = 7.3 Hz, 3H), 1.37
S} % — 1.28 (m, 2H), 1.17
ESE 3 SR ' ke
TR (t, ] =7.1 Hz, 3H).
LCMS (5 #7 7 & A):
Rt = 1.47 min; MS
(ESIpos): m/z =
508.1 (M+H)".
Int. 45 4 2 A o7 # A%
'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.27 (s, 1H), 7.81 (s,
IH), 7.76 (dd, J =
12.7, 2.1 Hz, 1H),
2-(1-T % -1H- | 7.67 — 7.52 (m, 2H),
ot o 4o K )-3-17.46 — 7.34 (m, 2H),
. A -5-[({1-[2-]7.31 — 7.18 (m, 1H),
[1841] "f%@&(;foﬁ A -4-(Z A ¥ |4.16 (q, ] = 7.2 Hz,
258A M -
L., A K )R K] | 4H), 1.68 — 1.58 (m,
A YHE KR |2H), 138 (t, ] =73
KX ¥ & ¢ |Hz 3H), 1.28 - 1.19
g (m, 2H), 1.11 (t, J =
7.1 Hz, 3H).
LCMS (%47 77 ik A):
Rt = 1.48 min; MS
(ESIpos): m/z =
524.1 (M+H)".
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CN 115137726 B

[1842]

" O B 291/498 T
Int. 4 AR 2 AT R
'"H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.66 (s, 1H), 7.87 (s,
IH), 7.80 (dd, J =
12.6, 2.1 Hz, 1H),
7.72 (d, J = 8.2 Hz,
2H), 7.67 (d, J = 1.7
2-(1- 32 T # |Hz, 1H), 7.60 (d, ] =
-1H- =t »% -4-|8.1 Hz, 2H), 7.44 (s,
Ol : %  )-3- A& |1H), 487 (m, 1H),
b o xg@’g 5-[({1-[4-( = |4.16 (q, J = 7.1 Hz,
L. AP EY)R L] 2H), 245 (m, 2H),
FAAELE L) 2.42 - 235 (m, 2H),

A AR TR
C B

1.85 — 1.74 (m, 2H),
1.58 — 1.54 (m, 2H),
1.27 — 1.23 (m, 2H),
1.10 (t, J = 7.1 Hz,
3H).

LCMS (5 #7175 ik A)
Rt = 1.41 min, MS
(ESIpos): m/z =
516.5 (M+H)".
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CN 115137726 B

i

HA

H

292/498 Tl

[1843]

Int.

b #R

D AT RIE

260A

CH,

2-(1- 3% T %
-1H- =t w& _4-
£ )3 A
-5-[({1-[4-( =
AT AE)XR
EQEZSE S
EYRAKIXRT
BR OBy

'"H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.56 (s, 1H), 7.86 (s,
I1H), 7.79 (dd, J =
12.6, 2.1 Hz, 1H),
7.66 (d, J = 1.7 Hz,
IH), 7.53 — 7.48 (m,
2H), 7.43 (s, 1H),
7.34 (d, J = 8.1 Hz,
2H), 4.86 (m, 1H),
4.15 (q, J = 7.1 Hz,
2H), 2.48 — 2.42 (m,
2H), 2.41 — 2.33 (m,
2H), 1.85 — 1.70 (m,
2H), 1.53 — 1.48 (m,
2H), 1.20 — 1.16 (m,
2H), 1.09 (t, I = 7.1
Hz, 3H).

LCMS (5 #7175 ik A)
Rt = 1.49 min, MS
(ESIpos): m/z =
532.5 (M+H)".
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CN 115137726 B

[1844]

W B P 293/498 T
Int. 2E M 2 AR oA R AR
'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.32 (s, 1H), 7.86 (s,
H), 7.78 (dd, J =
12.7, 2.2 Hz, 1H),
7.66 — 7.63 (m, 1H),
7.54 — 7.34 (m, 3H
2-(1- 3% T % m, 3K,
7.30 — 7.20 (m, 1H),
yxRintigiin 4.86 (m, 1H), 4.15
= E . ms > ¥
O . P | )-5-({[1-(3.,4
" N_J.x@ i (q, J = 7.1 Hz, 2H),
261A y SN § ¥ 3F
{ T 12,47 — 2.27 (m, 4H),
Hy CESEE SES
213 BE T 1.89 — 1.68 (m, 2H),
1.55 — 1.46 (m, 2H),
B O A% (m, 2H)

1.21 — 1.14 (m, 2H),
1.09 (t, J = 7.1 Hz,
3H).

LCMS (5 #7175 ik A)
Rt = 1.43 min, MS
(ESIpos): m/z =
484.5 (M+H)".
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CN 115137726 B 'IH EH :F; 294/498 T
Int. 45 4 2 A o7 # A%

'H NMR (500 MHz,

DMSO-d6) 6 [ppm]

9.16 (s, 1H), 7.85 (s,

IH), 7.77 (dd, J =

12.7, 2.1 Hz, 1H),

7.65 (d, J = 1.7 Hz,

1H), 7.43 (m, 1H),

2-(1- 3= T #|7.37 — 7.28 (m, 1H),

-1H- #t v -4-|7.08 — 6.99 (m, 2H),

S £  )3- & |4.86 (m, 1H), 4.14

essl | . N*&Q 5-({[1-(2- A& |(q, J = 7.1 Hz, 2H),

g, i -4-F R A )| 248 — 2.42 (m, 2H),

FAAE]HE ALY |2.41 — 235 (m, 2H),

A A)RF R
C B

2.33 (s, 3H), 1.84 —
1.72 (m, 2H), 1.59 —
1.53 (m, 2H), 1.14 —
1.11 (m, 2H), 1.09 (t,
J=17.1 Hz, 3H).
LCMS (5 #7175 ik A)
Rt = 1.37 min, MS
(ESIpos): m/z =
480.5 (M+H)".

306



CN 115137726 B iH HH :F; 295/498 T
Int. 45 M) 2 AR 2 AT R
'"H NMR (250 MHz,
#A%5-d) & [ppm] 7.65
(m, 1H), 7.59 — 7.30
(m, 4H), 7.06 (m,
2-(1- 3% T % |1H), 6.91 (m, 1H),
-1H- et »¢ -4-4.70 (m, 1H), 4.12
. i X )3- A |(q, J=7.1 Hz, 2H),
[1846] b 0“; W SS-[({1-[2- AL | 2.60 — 2.33 (m, 4H),
He O A-(Z A F )| 1.89 — 1.66 (m, 4H),
AT AAL)|1.21 - 1.16 (m, 2H),
#HAYAIK]IR|1.09 (t, ] = 7.1 Hz,
¥ B LB 3H).
LCMS (5477 ik A)
Rt = 1.44 min, MS
(ESIpos): m/z =

534.45 (M+H)".
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CN 115137726 B 'IH EH :F; 296/498 T
Int. 45 M) AR 2 AT R
'"H NMR (250 MHz,
#A%5-d) & [ppm] 7.74
(dd, J=11.8, 2.2 Hz,
1H), 7.58 (d, I = 1.7
Hz, 1H), 7.57 — 7.48
o1 % T & |2 5D
(m, 2H), 7.19 — 7.04
-1H- =t w& _4- (m. 4H), 479 (
O £ I & 1E) 421,( 'J—Tml’
[1847] %ﬁ LA,(?’ T A T '
264A N E AT Hz, 2H), 2.68 — 2.44
&, il (m, 4H), 1.97 — 1.86
1 R (m, 2H), 1.86 — 1.80
e m, s 1. - 1.
By E)Aa K]
" (m, 2H), 1.24 — 1.15
R B LB
(m, 5H).
LCMS (5 #7 7 & A)
Rt = 1.50 min, MS
(ESIpos): m/z =

550.45 (M+H)".
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CN 115137726 B iH HH :F; 297/498 T
Int. 45 M) AR 2 AT R

'"H NMR (500 MHz,

¥ B -d4) & [ppm]

7.74 (s, 1H), 7.73 —

7.64 (m, 5H), 7.58

(dd, J = 2.1, 0.9 Hz,

3-@-2-(1-% 7 | 1H), 7.48 (s, 1H),

# -1H-wv¢-4- 1 4.57 (m, 1H), 4.20

(1848] j?i o e [ B4 (a, T = 7.1 Hz, 2H),
265A R o A WLA/@K Z AT A)XK|1.68 - 1.65 (m, 2H),
H)FrmALHE | 1.53 (d, ] = 6.7 Hz,

ESEE SE
B LB

6H), 1.30 — 1.27 (m,
2H), 1.18 (t, J = 7.1
Hz, 3H).

LCMS (54775 % A)
Rt = 1.47 min, MS
(ESIpos):
504.1 (M+H)".

m/iz =
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CN 115137726 B .I'R HH :F; 298/498 T
Int. 2E M 2 AR o # AR
'H NMR (500 MHz,
¥ B -d4) & [ppm]
7.75 (s, 1H), 7.70 —
7.66 (m, 1H), 7.60 —
7.57 (m, 2H), 7.56
(dd, J = 2.2, 0.9 Hz,
1H), 7.48 (s, 1H),
3B {79 73)5 731E ZH;
35 -17. m, .
A e 4.57 (hept, J = 6.7
. ept, J = 6.
e RURRE SRR i
[1849] hat || [T . Hz, 1H), 4.20 (q, ] =
266A o FOlZATAR)
n 7.1 Hz, 2H), 1.65 —
KA A Ak
) 771162 (m, 2H), 1.53
B R R (d, ] = 6.7 Hz, 6H)
-] = " Z’ ’
¥ BR T B5

1.26 — 1.23 (m, 2H),
1.19 (t, J = 7.1 Hz,
3H).

LCMS (3 #777 & A)
Rt = 1.48 min, MS
(ESIpos): m/z =
520.1 (M+H)".

310



CN 115137726 B 'IH EH :F; 299/498 T
Int. 45 M) 2 AR 2 AT R

'"H NMR (250 MHz,

¥ B -d4) & [ppm]

7.74 (s, 1H), 7.64

(dd, I = 12.1, 2.2 Hz,

1H), 7.52 (dd, J =

2.2, 1.1 Hz, I1H),

7.47 (s, 1H), 7.36

3- #&-5-({[1-(2- | (m, 1H), 7.07 (d, J =

A -4- ¥ & XK |7.8 Hz, 1H), 7.02 (d,

[1850] HC}”%/@ WCH3 %»)ffﬁ;ﬁ%]%iﬁ J = 11.4 Hz, 1H),

267A . A HK)-2-(1- 1 4.57 (hept, J = 6.8

b % A & -1H-+t | Hz, 1H), 4.20 (q, J =

vk 4- )R T
i OB

7.1 Hz, 2H), 2.40 (s,
3H), 1.69 — 1.63 (m,
2H), 1.53 (d, J = 6.7
Hz, 6H), 1.22 — 1.14
(m, SH).

LCMS (#7775 & A)
Rt = 1.49 min, MS
(ESIpos): m/z =
468.15 (M+H)".
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CN 115137726 B

[1851]

" O B 300/498 T
Int. 45 M) AR 2 AT R

'"H NMR (500 MHz,

¥ B -d4) & [ppm]

7.75 (s, 1H), 7.70

(m, 1H), 7.66 (dd, J

= 12.1, 2.2 Hz, 1H),

7.59 — 7.56 (m, 2H),

3- #&-5-[({1-[2- | 7.53 (d, ] = 10.0 Hz,

A -4-( = A F | 1H), 7.48 (s, 1H),

. i FE)KR LKA 457 (hept, ] = 6.7

iy sc*v’ P &y 3 %) A |Hz 1H), 420 (q, J =
# 1-2-(1- % & | 7.1 Hz, 2H), 1.77 —

A -1H-=t"%-4-|1.74 (m, 2H), 1.53

A)YR TP B T |(d, ] =6.7 Hz, 6H),

g 1.30 — 1.28 (m, 2H),

1.19 (t, J = 7.1 Hz,
3H).

LCMS (3 #777 & A)
Rt = 1.46 min, MS
(ESIpos): m/z =
522.1 (M+H)".
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CN 115137726 B .I'R HH :F; 301/498 11

Int. 45 4 2 A o7 # A%
'"H NMR (500 MHz,
¥ B -d4) & [ppm]
7.75 (s, 1H), 7.65
(dd, T =12.1, 2.2 Hz,
1H), 7.62 — 7.58 (m,
1H), 7.58 — 7.56 (m,
3-#-5-[({1-[2- | 1H), 7.48 (s, 1H),
A -4-( = A F |7.21 —7.16 (m, 2H),
. i A A)K KK 457 (hept, J = 6.7
HESE o t%@ o (Y |AE}HEA)A |Hz, 1H), 4.20 (q, J =
6 "o # 1-2-(1- % 7 | 7.1 Hz, 2H), 1.74 —
A -1H-=t"%-4-|1.70 (m, 2H), 1.53
A)YR P B T |(d, ] =6.7 Hz, 6H),

i 1.27 — 1.24 (m, 2H),
1.19 (t, ] = 7.1 Hz,
3H).

LCMS (3 #777 & A)
Rt = 1.48 min, MS
(ESIpos): m/z =
538.1 (M+H)".

313



CN 115137726 B .I'R HH :F; 302/498 T
Int. 2E M 2 AR o # AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
8.50 (s, 1H), 7.94 —
7.82 (m, 3H), 7.77
d, ] = 8.2 Hz, 1H),
2-[6-( = & F ( )
. 7.70 (d, J = 7.6 Hz,
) ek R -3-
i PRI 1H), 7.62 — 7.49 (m,
S i T 2H), 6.79 (t, J = 55.2
[1853] QD o S5-[({1-[2- A&
270A o g Hz, 1H), 4.09 (q, J =
o, o ~/17.1 Hz, 2H), 1.82 -
REITRHAE}
o T 73 (my 2H), 1.35 —
AER)REIR || 07 (. 2H), 1.03 (¢
. m, s L. s
¥ BR O BS

J=17.1 Hz, 3H).

LCMS (54775 % A)
Rt = 1.47 min, MS
(ESIpos):
541.05 (M+H)".

m/z =
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CN 115137726 B .IH HH :F; 303/498 T
Int. 45 M) 2 A o7 # A%
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
8.50 (s, 1H), 7.93 —
7.81 (m, 3H), 7.77
d, ] = 8.1 Hz, 1H),
2-[6-( = & F ( )
. 7.62 (m, 1H), 7.25 —
) o -3-
i £ 13 & 7.15 (m, 2H), 6.79 (t,
Y ° ) - J = 552 Hz, 1H),
[1854] # 0 eh S-[({1-[2- &
271A o N F E R TR 4.09 (q, J = 7.1 Hz,
i 2H), 1.79 — 1.71 (m,
1 R 2H), 1.32 — 1.25 (
. , 1.32 - 1. m,
EIRE)A L] 2H), 1.03 (t, J = 7.1
KT ER T AR o ’ '
Hz, 3H).
LCMS (54775 % A)
Rt = 1.47 min, MS
(ESIpos): m/z =

557.05 (M+H)".
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CN 115137726 B iH HH :F; 304/498 T
Int. 45 4 2 AR o7 # A%

'"H NMR (250 MHz,

#A%5-d) & [ppm] 8.50

(s, 1H), 7.97 (dd, J =

11.3, 2.2 Hz, 1H),

7.75 — 7.47 (m, 5H),

2-[6-(1,1- = £ | 7.39 (s, 1H), 7.12 (s,

A K )eteg -3- | 1H), 4.05 (q, J = 7.2

. #  ]-3- & |Hz, 2H), 2.40 (td, ] =

[1855] BA /] '0 &QXE -5-[(_{'11[2- # | 16.7, 7.6 Hz, 2H),
- XY A-(Z AP )| 1.92 — 1.85 (m, 2H),

AE1FE A A} |1.29 - 1.23 (m, 2H),

#EVA KR |1.06 (t, ] = 7.5 Hz,

¥ B8R T By 3H), 0.94 (t, J = 7.1

Hz, 3H).

LCMS (2 #7 7 & A)
Rt = 1.49 min, MS
(ESIpos): m/z =
569.2 (M+H)".
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CN 115137726 B 'IH HH :F; 305/498 1
Int. 45 M) AR o7 # A%

'"H NMR (250 MHz,

#A%5-d) & [ppm] 8.50

(s, 1H), 7.96 (dd, ] =

11.3, 2.2 Hz, 1H),

7.75 — 7.65 (m, 2H),

7.58 — 7.49 (m, 1H),

2-[6-(1,1- = & | 7.41 — 7.37 (m, 1H),

A A ) g -3-17.21 — 7.08 (m, 3H),

e & 13- & [4.06 (q, ] = 7.1 Hz,

esel | *Hﬁ;o Woﬁ -j-[(g-[z- ﬁ} 2H), 2.40 (td, J =
i A-(Z & F & |16.7, 7.6 Hz, 2H),

HE)R AR A | 1.89 — 1.82 (m, 2H),

Fos E)A K] 1.26 — 1.20 (m, 2H),

P B LB 1.06 (t, J = 7.5 Hz,

3H), 0.95 (t, J = 7.1
Hz, 3H).

LCMS (3 #777 & A)
Rt = 1.49 min, MS
(ESIpos): m/z =
585.25 (M+H)".

317




CN 115137726 B 'IH HH :F; 306/498 1
Int. 45 4 2 A o7 # A%

'H NMR (500 MHz,

#A%5-d) & [ppm] 8.03

(m, 1H), 7.64 — 7.58

(m, 1H), 7.57 — 7.52

(m, 1H), 7.50 — 7.45

2-(4- & T A |(m, 1H), 7.39 (s,

-1H- % #& -1-| 1H), 7.25 — 7.22 (m,

% )3- & |IH), 7.11 (s, 1H),

[1857] SOl F | -5[({1-[2- A& |6.64 (s, 1H), 4.07 (q
274A W:@NJX@* e o ’

W8T WA 4-(Z A F #£)|J=17.1Hz 2H), 1.90

AAIFEAAL |- 1.81 (m, 2H), 1.31

#AEYVAKA]R | (s, 9H), 1.27 - 1.19

¥ B2 LB (m, 2H), 1.04 (t, ] =

7.2 Hz, 3H).
LCMS (%47 77 ik A):
Rt = 1.33mins; MS
(ESIpos) m/z =
536.1 (M+H)".
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CN 115137726 B 'IH HH :FB 307/498 T
Int. 45 P S AT # AR
'"H NMR (500 MHz,
#A%5-d) & [ppm] 8.03
(m, 1H), 7.54 — 7.46
(m, 1H), 7.38 (s,
1H), 7.25 — 7.23 (m,
2-(4- & T A |1H), 7.17 (s, 1H),
-1H- #k & -1-|7.16 — 7.12 (m, 1H),
e e £ )3- & |7.11 = 7.07 (m, 1H),
[1858] bt LA mﬁ% o [-5-[({1-[2- A& | 6.64 (s, 1H), 4.07 (q,
ol T W8] A-(Z fF & |J=7.1Hz 2H), 1.85
E)VE AL 13% % |- 1.78 (m, 2H), 1.31
Eys )R K] | (s, 9H), 1.24 — 1.19
R F B: L5 (m, 2H), 1.04 (t, J =
7.2 Hz, 3H).
LCMS (%47 77 ik A):
Rt = 1.27mins; MS
(ESIPos) m/z =
552.05 (M+H)".

319



CN 115137726 B 'IH HH :FB 308/498 1
Int. 4 P S AT # AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.74 — 7.71 (m, 1H),
7.69 — 7.59 (m, 1H),
7.58 — 7.42 (m, 4H),
6-(1- % T % ki
7.16 (dd, J = 8.4, 1.2
LRl T RSl 1H), 4.74 — 4.68
f&‘ )_2_ Q‘ Z') b | = =
\ (m, 1H), 4.21 (q,J =
O e |S3-[({1-[2- A&
[1859] 0 = 7.1 Hz, 2H), 2.55 —
276A | HeLo X A4-(ZAFA)
H 0 2.31 (m, 4H), 1.88 —
REIFAEEK)
. . |1.75 (m, 2H), 1.68 -
AEIRE ] 1.62 (m, 2H), 1.21
. m, s L i
V8% LB

1.19 (m, 2H), 1.14 (t,
J=7.1 Hz, 3H).
LCMS (2 #7 7 & A)
Rt = 1.40 min, MS
(ESIpos): m/z =
534.1 (M+H)".
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CN 115137726 B .IH HH :F; 309/498 T
Int. 45 2 # AT # AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.83 (s, 1H), 7.73 —
7.60 (m, 2H), 7.59
, 1H), 7.30 — 7.19
6-(1- 32 T % s 1EL
(m, 3H), 4.84 — 4.78
-1H- =t w& _4- (m, 1H), 431 (q. J =
ol il 7? H ,2r'1 2q;1
[1860] <>"N’ o OI{ _3_[({1_[2_ ﬁ.. . Za )9 . -
2TTA | wews AS@' (= 47 g |24 (m 4, 192
i (m, 2H), 1.75 — 1.69
25 B (m, 2H), 1.32 — 1.30
e m, s 1. - L.
1A B)IRE] (m, 2H), 1.24 (t, ] =
X?E’EC%E ] ] . »
7.2 Hz, 3H).
LCMS (5 #7 7 & A)
Rt = 1.42 min, MS
(ESIpos): m/z =

550.1 (M+H)".
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CN 115137726 B

i

2

H

310/498 17T

Int.

b #R

D AT RIE

[1861]
278A

3-R-2-(1-3F T
& -1H-t v -4-
& )-5-[({1-[2-
R-4-(Z= A F
BYRKE|TZA
Ay ) A]
KPR CES

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.26 (s, 1H), 7.96 (d,
J=2.2 Hz, 1H), 7.81
(s, 1H), 7.77 (d, J =
2.2 Hz, 1H), 7.72 -
7.66 (m, 2H), 7.63 —
7.57 (m, 1H), 7.39
(s, 1H), 4.85 (m,
1H), 4.04 (q, J = 7.1
Hz, 2H), 2.48 — 2.42
(m, 2H), 2.41 — 2.30
(m, 2H), 1.84 — 1.72
(m, 2H), 1.68 — 1.61
(m, 2H), 1.28 — 1.23
(m, 2H), 0.98 (t, J =
7.1 Hz, 3H).

LCMS (24775 ik A)
Rt = 1.44 min, MS
(ESIpos): m/z =
550.4/551.7 (M+H)".
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CN 115137726 B iH HH :F; 311/498 T
Int. 45 M) 2 AR o7 # A%

'H NMR (500 MHz,

DMSO-d6) 6 [ppm]

9.23 (s, 1H), 7.97 (d,

J =2.2 Hz, 1H), 7.81

(m, 1H), 7.78 (d, J =

2.2 Hz, 1H), 7.62 —

7.56 (m, 1H), 7.42 —

3-&-2-(1-3% T | 7.36 (m, 2H), 7.27 —

#-1H-wtvk-4- 722 (m, 1H), 4.85

oA S o 2 )-5-[({1-[2- | (m, 1H), 4.04 (q, ] =

[1862] - i T | A -4-(= & P |7.1 Hz, 2H), 2.48 —

279A ps H .
I A A)YR A ]H|2.42 (m, 2H), 2.40 -
A HE KA | 2.32 (m, 2H), 1.84 —

AIRTFERC
i

1.72 (m, 2H), 1.65 —
1.59 (m, 2H), 1.24 —
1.19 (m, 2H), 0.98 (t,
J=17.1 Hz, 3H).
LCMS (54775 & A)
Rt = 1.43 min, MS
(ESIpos): m/z =
566.1/ 567.8
(M+H)".
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CN 115137726 B .I'R HH :F; 312/498 11

Int. 44 2 2 R AR

'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.45 (s, 1H), 8.48 (d,
J=1.7 Hz, 1H), 8.16
— 8.11 (m, 2H), 7.85
(dd, J = 8.0, 2.1 Hz,

3- & -2-[6-( =
5 ; . g nnf ~ |1H), 7.78 - 7.67 (m,
i . =T 3m), 7.64 — 7.60 (m,
Y § e | L 1H), 7.02 (t, ] = 55.0
[1863] # o ; £ -5-[({1-[2- ) (

280A o * Hz, 1H), 4.02 — 3.88
il itk eer e (m, 2H), 1.73 — 1.64

N ESY ¥ SE 9 A D '

(m, 2H), 1.31 — 1.27
(m, 2H), 0.86 (t, J =
7.1 Hz, 3H).

LCMS (%477 & A)
Rt = 1.49 min, MS
(ESIpos): m/z =
557.0/ 578.7
(M+H)".

ESE S LR Y
RY B LB

324



CN 115137726 B i';ﬁ HH :F; 313/498 H1
Int. 25 H) 2 A AT F
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.42 (s, 1H), 8.48 (d,
J=1.7 Hz, 1H), 8.16
—8.11 (m, 2H), 7.85
(dd, J = 8.0, 2.1 Hz,
i 1H), 7.76 (d, J = 8.0
o L gy 1H), 7.61 (dd, J
Z P
? % ﬂtt U":' ] 2 2
’i‘ )RR\ _ 6. 8.6 Hz, 1H),
i b 7.43 — 7.37 (m, 1H),
Ot s | A SL(02- i
[1864] 0 o " S 7.26 (d, J = 8.6 Hz,
281A A N ARA-(Z= AT
p ' gt 1H), 7.02 (t, J = 55.0
Ho EE S ¥ S
’ _ | Hz, 1H), 4.02 — 3.91
HE}RE)R (m, 2H), 1.68 — 1.61
m, , 1.68 — 1.
AIRFTRRC

e

(m, 2H), 1.28 — 1.21
(m, 2H), 0.86 (t, J =
7.1 Hz, 3H).

LCMS (54775 & A)
Rt = 1.49 min, MS
(ESIpos): m/z =
573.0/ 574.6
(M+H)".
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CN 115137726 B .IH' HH :F; 314/498 T
Int. AR D R
'"H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.55 (s, 1H), 8.68 —
8.62 (m, 1H), 8.24
(d, J = 2.1 Hz, 1H),
3 512 8.22 (d, J = 2.1 Hz,
g; AT 1H), 8.07 — 8.00 (m,
- 2H), 7.81 — 7.75 (m,
! RYREIFA
- . | 2mH), 7.72 — 7.66 (m,
[1865] oAV EEA)A
282A | 1H), 4.07 - 3.99 (m,
¢ & 1-2-[6-( = &

¥ ) o v -3-
EIXFPBRC

Ba

2H), 1.79 — 1.72 (m,
2H), 1.41 — 1.31 (m,
2H), 0.92 (t, J = 7.1
Hz, 3H).

LCMS (%477 & A)
Rt = 1.49 min, MS
(ESIpos): m/z =
575.0/ 577.9
(M+H)".
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CN 115137726 B 'IH HH :F; 315/498 T
Int. 45 M) 2 AR 2 AT R

'"H NMR (500 MHz,

DMSO-d6) 6 [ppm]

9.45 (s, 1H), 8.47 (d,

J=1.7 Hz, 1H), 8.13

(d, J = 2.2 Hz, 1H),

8.12 (d, J = 2.2 Hz,

1H), 7.82 (dd, J =

3- &.-2-[6-(1,1-| 8.1, 2.1 Hz, 1H),

Z A A E)R|7.76 — 7.67 (m, 3H),

W o -d -3-17.65 — 7.60 (m, 1H),

[1866] Sy s %@k % 1-5-[({1-[2- | 4.01 — 3.88 (m, 2H),
. ; A -4-(Z A F |2.44 - 2.28 (m, 2H),

E)VE A% A | 171 - 1.64 (m, 2H),

FrHm AR K] 1.36 — 1.24 (m, 2H),

R B LB 0.95 (t, J = 7.5 Hz,

3H), 0.84 (t, J = 7.1
Hz, 3H).

LCMS (54775 & A)
Rt = 1.56 min, MS
(ESIpos): m/z =
585.0/ 586.9
(M+H)".
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CN 115137726 B .IH' HH :F; 316/498 T
Int. k4 2 AR o # AR

'H NMR (500 MHz,

DMSO-d6) & [ppm]

9.41 (s, 1H), 8.47 (d,

J=1.6 Hz, 1H), 8.13

(d, J = 2.1 Hz, 1H),

8.12 (d, J = 2.2 Hz,

1H), 7.82 (dd, J =

e | Bl 21 T,

A ma |G =80

. | TH). 761 (dd, T -

el 8.5, 85 Hz, IH),

[1867] L s Hw"ﬁ i_ifg{%—[? 7.43 — 7.35 (m, 1H),
; ‘ T 7.29 — 7.23 (m, 1H),

RE)RBIF |00 _ 301 (m, 2H)

mEIEE)VR | ' ’ ’

p1E e 2422 (2,

- 1.68 — 1.60 (m, 2H),

1.29 — 1.21 (m, 2H),
0.95 (t, J = 7.5 Hz,
3H), 0.84 (t, J = 7.1
Hz, 3H).

LCMS (% #77 kA)
Rt = 1.58 min, MS
(ESIpos): m/z =
601.0/602.7 (M+H)".
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CN 115137726 B .IH' HH :I:; 317/498 T
Int. 4k 4 2 AR 2 AT R
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.71 (m, 1H), 7.63 —
7.47 (m, 5H), 7.37
, 1H), 4.91 — 4.87
skatbitll Em mi 4.08 (q, J
m ) ,J =
-1H- b v 4|7 7 4
7.1 Hz, 2H), 2.63 —
O~NA L o | BO-SHAR ) (m, 4H), 2.19
[1868] ; NJ’KQX RA(ZAT | i iRkaiim)
285A - - i (s, 3H), 1.98 — 1.84
¢ EYRA|TXA
_ _ |(m, 2H), 1.77 - 1.70
AL E K&K
' l(m, 2H), 1.31 - 1.25
it Ttk (m, 2H), 1.07 (t, J =
¥ BR L E5 ’ nll} ’

7.1 Hz, 3H).

LCMS (5 #7 7 & A)
Rt = 1.44 min, MS
(ESIpos): m/z =
530.55 (M+H)".
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CN 115137726 B .IH' HH :I:; 318/498 T
Int. 2E M 2 AR oA R AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.66 — 7.56 (m, 3H),
7.49 (d, J = 1.8 Hz,
1H), 7.37 (m, 1H),
7.24 — 7.15 (m, 2H),
2(1- % T & ik
4.94 — 4.88 (m, 1H),
snbstiaton 408 (q, J = 7.1 H
. qQ I =1T7. zZ,
AL . aos ;,":Q 5112 2H), 2.67 — 2.43 (m,
[1869] " W T | R-4-(ZATF
286A Y VKX T 4H), 2.19 (s, 3H),
., AE)RE]F
: 11,98 — 1.86 (m, 2H),
REIREIR | 0o 168 (m, 2H)
. T ek m, ]
£13-F &£ ¥ 1.27 - 1.21 (m, 2H)
¥ B2 LB ' ' ’ ’

1.07 (t, J = 7.1 Hz,
3H).

LCMS (%4777 i% A)
Rt = 1.43 min, MS
(ESIpos): m/z =
546.45 (M+H)".
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CN 115137726 B

i

B B

319/498 1T

Int.

b #R

D AT RIE

[1870]
287A

2-[6-( = & ¥
) o g -3-
A ]-5-[({1-[2-
RA-(Z AT
ESE S SE7 S
Ay HEE) A
A]-3-F £ K
B B

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
8.39 (s, 1H), 7.94 (d,
J =2.0 Hz, 1H), 7.82
— 7.73 (m, 2H), 7.71
(d, J = 7.4 Hz, 1H),
7.67 (d, J = 1.8 Hz,
1H), 7.62 — 7.50 (m,
2H), 6.79 (t, ] = 55.3
Hz, 1H), 4.01 (q, J =
7.0 Hz, 2H), 2.06 (s,
3H), 1.80 — 1.72 (m,
2H), 1.34 — 1.25 (m,
2H), 0.98 (t, J = 7.1
Hz, 3H).

LCMS (247 7 ik A)
Rt = 1.45 min, MS
(ESIpos): m/z =
537.05 (M+H)".
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CN 115137726 B iH HH :FB 320/498 T
Int. 45 M) 2 A o7 # A%

'"H NMR (250 MHz,

¥ B -d4) & [ppm]

8.39 (s, 1H), 7.93 (d,

J =2.2 Hz, 1H), 7.83

— 7.72 (m, 2H), 7.68

2-[6-( = #& F |- 7.58 (m, 2H), 7.24

A ) o % -3-|-7.16 (m, 2H), 6.80

IAFRY R % 1-5-[({1-[2- | (t, J = 55.3 Hz, 1H),

B agas " iﬁ@"f A -4-(Z= A F 401 (q, ] = 7.1 He,
o . A A)EKR KR |2H), 2.06 (s, 3H),

) AmALVEA)A | 1.77 - 1.69 (m, 2H),

% 1-3-F & K| 1.29 - 1.23 (m, 2H),

B T B 0.99 (t, J = 7.1 Hz,

3H).

LCMS (24775 ik A)
Rt = 1.46 min, MS
(ESIpos): m/z =
553.05 (M+H)".
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CN 115137726 B

i

B B

321/498 1

Int.

b #R

D AT RIE

[1872]
289A

5-[({1-[2- #&
4-(Z @ F )
REIFRALY
A ) A A ]-3-
¥ A -2-[6-( =
U ST A
SB-EA]R TR
LB

'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.50
(s, 1H), 7.80 (d, J =
1.9 Hz, 1H), 7.74 (d,
J=8.1 Hz, 1H), 7.71
— 7.60 (m, 3H), 7.57
(d, J = 8.1 Hz, 1H),
7.50 (d, J = 9.7 Hz,
1H), 7.06 — 7.00 (m,
1H), 4.01 (q, J = 7.2,
6.7 Hz, 2H), 2.06 (s,
3H), 1.93 — 1.83 (m,
2H), 1.28 — 1.22 (m,
2H), 0.95 (t, J = 7.1
Hz, 3H).

LCMS (947 7 % A)
Rt = 1.44 min, MS
(ESIpos):
555.05 (M+H)".

m/z =
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CN 115137726 B 'IH HH :F; 322/498 11
Int. 45 4 2 AR 2 R AR
'"H NMR (250 MHz,
#A%5-d) & [ppm] 8.42
(s, IH), 7.79 (s, 1H),
7.71 — 7.64 (m, 2H),
7.64 — 7.54 (m, 3H),
. |7.50 (d, J = 9.6 Hz,
2-[6-(1,1- = &
. 1H), 7.01 (s, 1H),
7 A ) o g -3-
3.99 (q, J = 7.0 Hz,
i E 1-5-[({1-[2- _
B I : N 2H), 2.41 (td, J =
[1873] ' i r A-A-(= A F
290A HALA WLKQ* i 16.7, 7.5 Hz, 2H),
i LA S 2.07 (s, 3H), 1.93
A L Sa ) . -
A} R &R 1.83 (m, 2H), 1.28
£13-F &£ ¥ 1.20 (mSZH)SI 67 (t
VB LB ‘ SRl

J =7.5 Hz, 3H), 0.92
(t, J=17.1 Hz, 3H).
LCMS (%4777 i% A)
Rt = 1.49 min, MS
(ESIpos): m/z =
565.55 (M+H)".
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CN 115137726 B

2

H

323/498 T

[1874]

b #R

D AT RIE

2-[6-(1,1- = &
A ) e g -3-
* ]-5-[({1-[2-
A-A-( = A F
AE)VRE]R
CESE ¥ SF-
A3-F &K
¥ B B

'"H NMR (250 MHz,
A% -d) 5 [ppm] 8.41
(s, 1H), 7.80 (d, J =
2.1 Hz, 1H), 7.68 (d,
J =8.1 Hz, 1H), 7.62
— 7.49 (m, 3H), 7.20
— 7.05 (m, 3H), 3.99
(g, J = 7.0 Hz, 2H),
241 (td, T = 16.7,
7.6 Hz, 2H), 2.07 (s,
3H), 1.88 — 1.80 (m,
2H), 1.25 — 1.18 (m,
2H), 1.07 (t, ] = 7.5
Hz, 3H), 0.93 (t, ] =
7.1 Hz, 4H).

LCMS (5 #775 i& A)
Rt = 1.50 min, MS
(ESIpos): m/z =
581.05 (M+H)".
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CN 115137726 B 'IH EH :F; 324/498 T
Int. 45 4 2 A o7 # A%

'"H NMR (250 MHz,

¥ B -d4) & [ppm]

7.78 (s, 1H), 7.74 —

7.61 (m, 2H), 7.60 —

7.47 (m, 4H), 4.21

2-[1-( 3% & 4 |(q, J = 7.1 Hz, 2H),

¥ & )-1H-27¢ | 4.05 (d, J = 7.1 Hz,

Ny F F 4- ¥ 13- & |2H), 1.79 — 1.72 (m,

[1875] 202A <(4 %?@W 5-[({1-[2- A& |2H), 1.31 — 1.28 (m,
18 4 A-(ZAFE)|2H), 1.19 (1, T = 7.1

R A3 A A} | Hz 3H), 0.93 — 0.87

# )R AR | (m, 1H), 0.69 — 0.59

¥ B OB (m, 2H), 0.47 — 0.38

(m, 2H).

LCMS (2 #7 7 & A)
Rt = 1.52 min, MS
(ESIpos): m/z =
534.10 (M+H)".
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CN 115137726 B

i

HA

H

325/498 T

[1876]

Int.

b #R

D AT RIE

293A

2-[1-( 3% A &
F HK)-1H-w =g

4- % 13-
-S-[({1-[2-

A
A

A(Z AT A
BYRKIZA
LTS SR 3

KPR OB

'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.78 (s, 1H), 7.70 —
7.55 (m, 3H), 7.48
(s, 1H), 7.22 — 7.19
(m, 1H), 7.17 (s,
1H), 4.21 (q, J = 7.1
Hz, 2H), 4.05 (d, J =
7.1 Hz, 2H), 1.76 —
1.68 (m, 2H), 1.31 —
1.27 (m, 2H), 1.19 (t,
J =7.1 Hz, 3H), 0.92
— 0.89 (m, 1H), 0.69
—0.59 (m, 2H), 0.47
—0.39 (m, 2H).

LCMS (247 7 ik A)
Rt = 1.50 min, MS
(ESIpos): m/z =
550.15 (M+H)".
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CN 115137726 B 'IH EH :F; 326/498 T
Int. 45 M) AR o7 # A%
'H NMR (500 MHz,
#A%5-d) & [ppm] 8.35
— 8.29 (m, 1H), 7.86
(dd, 1 =11.1, 2.2 Hz,
1H), 7.65 — 7.59 (m,
1H), 7.57 — 7.52 (m,
1H), 7.52 — 7.44 (m,
3112 | ) :
A A(Z R T 2H), 7.34 — 7.31 (m,
RO~ . L 1H), 7.19 (d, J = 8.0
p ) FOIRYREIRA
[1877] = _ _ | Hz, 1H), 7.09 — 7.04
294A N A # K) A
(m, 1H), 4.05 (q, J =
CH Xk J-2-(6- ¥ K&
‘ . | 7.1 Hz, 2H), 2.59 (s,
e 3H), 1.91 — 1.81 (
y e T i m,
¥ B LB

2H), 1.26 — 1.17 (m,
2H), 0.97 (t, 1 =17.1
Hz, 3H).

LCMS (& #7 7 &
A): Rt =
MS (ESIpos): m/z =
505 (M+H)".

1.3 1mins,
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CN 115137726 B .IH HH :F; 327/498 T
Int. 2E M 2 A oA R AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.76 — 7.62 (m, 3H),
7.61 — 7.47 (m, 4H),
4.40 — 4.25 (m, 1H),
2-{1-[(2S)- T
420 (q, J = 7.1 Hz,
bl i 2H), 2.00 — 1.79 (
, 2.00 — 1. m,
Wi, R P . w4 2K 13- K
N " 2H), 1.79 — 1.72 (m,
[1878] = . S-[({1-[2- &
295A i ! 2H), 1.52 (d, J = 6.8
\éH '4'(-:" g* EF? -;é‘)
: N Hz, 3H), 1.33 — 1.25
RETRHAE)
T (m, 2H), 1.20 (t, ] =
ARVARIR W, 1), 083
. Z, s V. )
¥ B8R T B4

J=7.4 Hz, 3H).

LCMS (% #77 kA)
Rt = 1.58 min, MS
(ESIpos):
536.15 (M+H)".

m/iz =
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CN 115137726 B 'IH HH :F; 328/498 T
Int. 45 P S AT # AR
'"H NMR (250 MHz,
¥ B -d4) & [ppm]
7.76 — 7.62 (m, 3H),
7.61 — 7.47 (m, 4H),
4.40 — 4.25 (m, 1H),
2-{1-[2R)- T
4.20 (q, J = 7.1 Hz,
bl i 2H), 2.00 — 1.79 (
, 2.00 — 1., m,
Wi, R P . w4 3K 13- A
N 2H), 1.79 — 1.72 (m,
[1879] = . S-[({1-[2- &
296A i 2H), 1.52 (d, ] = 6.8
\éH '4'(—:- ﬁ o .;:LE-)
: 0 Hz, 3H), 1.33 — 1.25
RETRHAE)
. L |(m,2H), 1.20 (t, ] =
ARVARIR W, 1), 083
. Zz, s V. )
P8 B

J=7.4 Hz, 3H).
LCMS (% #77 kA)
Rt = 1.58 min, MS
(ESIpos): m/z =
536.2 (M+H)".
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CN 115137726 B 'IH EH :F; 329/498 T
Int. 2E A 2 AR 2 AT R
'H NMR (500 MHz,
DMSO-d6) 6 [ppm]
9.15 (s, 1H), 7.80 (s,
IH), 7.76 (dd, J =
12.8, 2.1 Hz, 1H),
7.63 (d, T = 1.8 Hz,
2-(1- T % -1H- ( n
1H), 7.39 (s, 1H),
ot w4 K )-3-
7.34 — 7.27 (m, 1H),
= o | B -5-({[1-(2-
[1880] i 0 TN 4 . 17.05 = 7.00 (m, 2H),
saga | o IRALT T R4k %
H " 1 4.18 — 4.09 (m, 4H),
=3 7 L 2.33 (s, 3H), 1.59
= A . S, 2 L il
BIRBRT || S1 (m, 2m), 137 1
%Lﬁ% - ] ) ' )

J=7.3 Hz, 3H), 1.14
—1.08 (m, 5H).
LCMS (%477 & A)
Rt = 1.31 min, MS
(ESIpos): m/z =
454.2 (M+H)".
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CN 115137726 B 'IH EH :F; 330/498 T
Int. 45 M) 2 A o7 # A%

'"H NMR (500 MHz,

DMSO-d6) & [ppm]

9.21 (s, 1H), 7.80 (s,

1H), 7.75 (dd, ] =

12.7, 2.1 Hz, 1H),

7.62 (d, J = 1.9 Hz,

1H), 7.50 — 7.46 (m,

5-({[1-(4- &-2- | 1H), 7.43 (dd, J =

AR L)X A\ 100, 2.0 Hz, 1H),

(1881] Hﬁru’% O o | E1# K} A|7.39 (s, 1H), 7.30
349A © N)x@r #k)-2-(1- T % |(dd, J = 8.3, 2.0 Hz,

it : C1H- i vk -4- | 1H), 4.21 — 4.08 (m,

#k)-3- A K P | 4H), 1.62 — 1.56 (m,

B T B 2H), 1.37 (t, J = 7.3

Hz, 3H), 1.20 — 1.14
(m, 2H), 1.10 (t, J =
7.1 Hz, 3H).

LCMS (54775 & A)
Rt = 1.32 min, MS
(ESIpos): m/z =
474.1/476.2 (M+H)".
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CN 115137726 B .I'R HH :F; 331/498 11

Int. 45 M) 2 AR o7 # A%

'H NMR (500 MHz,
#A%5-d) & [ppm] 7.72
(dd, J=11.7, 2.2 Hz,
1H), 7.64 — 7.57 (m,
2H), 7.56 — 7.51 (m,
IH), 7.50 — 7.43 (m,

3-&-5-[_({1‘[2' 2H), 7.14 — 7.11 (m,
A4 (= AT 1H), 7.00 (s, 1H)
ESES L N D

4.18 J=71H
L ST T LY 1 iy
[1862] - o A 2H), 3.98 (s, 2H)
350A LYYV KY OO o g (m, 2H)
VEFRAL) ' T

? 3k -1 H-ote ok

-4- K} R F B
C B

1.23 — 1.19 (m, 2H),
1.17 (t, J = 7.1 Hz,
3H), 1.04 (s, 3H),
0.67 — 0.57 (m, 2H),
0.49 — 0.39 (m, 2H).

LCMS (5 #7 75 ik A):
Rt = 1.42 min; MS
(ESIPos): m/z =
548.15 (M+H)".
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CN 115137726 B iH HH :F; 332/498 T
Int. 45 M) AR 2 AT R
'"H NMR (500 MHz,
fAAF-d) 8§ 7.72 (dd, J
= 11.8, 2.3 Hz, 1H),
7.59 (d, J = 1.3 Hz,
3- A-5-[({1-[2- | 1H), 7.53 — 7.46 (m,
A -4-( = A F | 2H), 7.16 — 7.02 (m,
A E)KR KX |4H), 4.19 (q, I = 7.1
(1883] %23 Iy AAVEE)A |Hz, 2H), 3.98 (s,
351A Y F & 1-2-{1-[(1- | 2H), 1.84 — 1.77 (m,
Y X 3R A\ L) |2H), 1.22 - 1.14 (m,
¥ & ]-1H-=twd | 5H), 1.05 (s, 3H),
4- 3 VK ¥ BR | 0.66 — 0.58 (m, 2H),
C B 0.51 —0.42 (m, 2H).

LCMS (5 #7 7 ik A):
Rt = 1.44 min; MS
(ESIPos): m/z =
564.1 (M+H)".
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CN 115137726 B iH HH :F; 333/498 T
Int. M 2 AR 2 AT R

'"H NMR (500 MHz,

#A%5-d) & [ppm] 8.35

(d, J = 2.2 Hz, 1H),

7.88 (dd, J = 11.2,

2.2 Hz, 1H), 7.65 —

7.59 (m, 1H), 7.57 —

7.52 (m, 1H), 7.51

(dd, J = 8.0, 1.7 Hz,

2-(6- T A x| 1H), 7.49 — 7.45 (m,

3- % )-3- & | 1H), 7.34 — 7.30 (m,

18841 @% ) ¢ S5-[({1-[2- A | 1H), 7.20 (d, J = 8.0
354A HO_O VKKQK A4-(Z & ¥ &) |Hz, 1H), 7.07 (s,

] % E1RALY | 1H), 4.04 (q, T = 7.1

# )R KK |Hz 2H), 2.86 (q, ] =

¥ BR T B 7.6 Hz, 2H), 1.91 —

1.80 (m, 2H), 1.33 (t,
J=17.6 Hz, 3H), 1.26
- 1.17 (m, 2H), 0.93
(t, J=7.1 Hz, 3H).
LCMS (5 #1 F ik A):
Rt = 1.28mins; MS
(ESIPos): m/z = 519
(M+H)".
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CN 115137726 B .IH' HH :F; 334/498 T
Int. 2E M 2 AR o # AR
'"H NMR (250 MHz,
DMSO-d6) 6 [ppm]
9.41 (s, 1H), 8.07 (d,
J=0.9 Hz, 1H), 7.91
" — 7.80 (m, 2H), 7.79
3- #-5-[({1-[2-
. SN | - 7.58 (m, 4H), 7.53
Ao-4-(=® T
i — 7.47 (m, 1H), 7.01
AY)RAIRA
O] " _ |- 6.89 (m, 1H), 4.03
8L asga [ WD) JKQX £ M YR o 508 (0, ] =
L i £ 341 F £ |20 754 2 U
7.1 Hz, 2H), 1.75 —
LR [ 1.62 (m, 2H), 1.33
. m s —
% ? ﬁ;: C 5 3
ﬁb) RTRC | 24 (m, 2m), 076
3]

J=7.1 Hz, 3H).
LCMS (% #77 kA)
Rt = 1.47 min, MS
(ESIpos): m/z =
544.2 (M+H)".
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CN 115137726 B .I'R HH :F; 335/498 11

Int. 45 M) 2 AR 2 AT R
'"H NMR (250 MHz,
DMSO-d6) & [ppm]
9.38 (s, 1H), 8.07 (d,
J=10.9 Hz, 1H), 7.90
— 7.81 (m, 2H), 7.76
(dd, J = 8.3, 0.7 Hz,
1H), 7.62 (dd, J =
3-#.-5-[({1-[2- | 8.5 Hz, 1H), 7.53 —
A -4-(Z= A F 749 (m, 1H), 7.40
F A X )R K] | (dd, ] =10.6, 1.6 Hz,
[1886] 3584 %WK z&k}ﬁﬁa)ﬁ 1H), 7.32 — 7.20 (m,
! %k 1-2-(1- ¥ % | 1H), 6.99 — 6.92 (m,

o
CH; O

-1H- "] #¢ -6- | 1H), 4.03 (s, 3H),
E)YRF B CT|3.93(q, ] =7.1 Hz,
g 2H), 1.73 — 1.57 (m,
2H), 1.27 — 1.21 (m,
2H), 0.76 (t, J = 7.1
Hz, 3H).

LCMS (#7177 i&A)
Rt = 1.48 min, MS
(ESIpos): m/z =
560.2 (M+H)".
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CN 115137726 B 'IH HH :F; 336/498 T
Int. 4 AR 2 AT R
'"H NMR (500 MHz,
#A%5-d) & [ppm] 7.63
(dd, T =11.2, 2.2 Hz,
1H), 7.44 — 7.38 (m,
1H), 7.33 (d, J = 8.1
Hz, 1H), 7.27 (m,
2H), 7.06 — 7.02 (m,
2-(2- 3= T % |1H), 6.93 (s, 1H),
-1,3- & v -5-13.92 (q, J = 7.1 Hz,
I ] A )-3- A |2H), 3.72 - 3.59 (m,
W&l NJXQ* 5-[({1-[2- A |1H), 2.34 — 2.23 (m,
360A - i
td WA 4-(Z & F &) | 2H), 2.23 — 2.10 (m,
R AR A ALY | 2H), 1.96 — 1.81 (m,
(18871 #AE)R AR | 1H), 1.81 — 1.71 (m,
B LB 1H), 1.68 — 1.61 (m,
2H), 1.05 — 0.99 (m,
2H), 0.87 (t, J = 7.1
Hz, 3H).
LCMS (2 #7177 ik A):
Rt = 1.53mins, MS
(ESIPos): m/z = 551
(M+H)".
2-(1- 3% T %
-1H- =t w& -4- | LCMS (7 & 4): Rt =
O3 i & )-5-({[1-(2-|1.32 min; MS
365A i@ﬁ/@ A.-4-F £ 3 % | (ESIPos) m/z = 464
R AE A HE | (MHH)
BIRE)RT
BR ¥ B
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N 115137726 B W OB P 337/498 T

Int. k4 2 A O R

'"H NMR (400 MHz,
DMSO-d6) & [ppm]
1.08 (t, 3H), 1.25 —
3-#-5-[({1-[2- | 1.28 (m, 2H), 1.64 —
A-4-(Z= A F|1.67 (m, 2H), 4.13
H*)E X3 & | (q, 2H), 5.18 (q, 2H),

[1888] {N’: g )K@* A A &R|7.57 (s, 1H), 7.60 —

366A N # ]-2-[1-(2,2,2 | 7.62 (m, 1H), 7.67 —
- = & T|7.72 (m, 3H), 7.79
& )-1H- =t #»¢ | (dd, 1H), 7.93 (s,
-4- K 1K P B | 1H), 9.34 (s, 1H).
B LCMS (7 i 1): Rt =
I. 43 min; MS
(ESIPos) m/z = 562
(M+H)".

[1889]  Sijitifil1:2- (1-ZRFFWENY -2-38) -5- [ ({1-[2-9)-4- (o D) SRIL] RN L) I
L) S 5L PR HR

\ T F
[1890] S ‘ 0 F
0 N

on H F

(18911 gty (1-2RFFmemy-2-38) -5- [ ({1- [2-51-4- (o D) REE T IRN AL} F

A F AL AR HEE (151 . 8mg, 0. 536mmol) [P THF (1mL) ¥ HH AL 1 OH (1mLI¥) 2M7K A,
2mmol) ¥ S NAE = FHEFE2 O, SRIE IIFAE 60 °C PRFF24/ NI o K I N TR S L 25 ki, IF
T il 25 UHPLC U5 7:A) 2l « S IS5 AT TR oy H B 2S5 W AR LA oot B (MeCN , Ik
HCY, JUIE H o B SRR 74 o i W S [, VKB i T8, AR 2 59, A &
[ (48mg , 49 % )
[1892]  'H NMR (500MHz ,DMSO-d6) & [ppm]9.25(s,1H) ,7.95(d,J="7.7Hz,1H) ,7.89(d,]J=
2.1Hz,1H) ,7.86-7.77 (m,2H) ,7.75-7.65(m,2H) ,7.61(d,J=8.0Hz,1H) ,7.49(d,J=
8.5Hz,1H) ,7.42-7.31 (m,3H) ,1.73-1.60 (m,2H) ,1.32-1.19 (m,2H) .
[1893]  LCMS (43415 1:D) Rt =4.83min, MS (ESTPos) :m/z=500.0 (M+H) .
[1894]  Sjafh2:2- [6- (1,1- 3RS0 MEie -3- 28] -5- [ ({1-[2-51-4- (o D) R3]
PR ZE} BiEE) 8 I R HIER
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N 115137726 B W OB P 338/498 Tl

HyG N F
[1895] N# o F

(0]
N

OH H F

[1896] A Ei2-[6- (1, 1- 5 PN3E) MEme -3- 28] -5- [ ({1- [2-F80-4- (o H30) R AL ]
PR B} B 3D 53 1 2K R S (Int. 211A,60mg, 0. 112mmo1) [ THE (2mL) ¥4 7 FH N IMA,
KA (0.224mL) FHEGYIEEIR N 780 Bt 16/ R SN TR AW T R i
(30mL) A, JHI2MHC (20mL) AR 7K (20mL) Pedk, T4 (Na,SO,) , i i8I Hs vk 4« 1o i) 25
HUHPLC (J574A) S ER =W, We 4 o A W 2oy DARR 23 B Me ONI T FTIRHC IR o 1 35
WEEFT A ITIEY) , HIOK (~ Bml) P, AE LS AR AE40°C T4/ NN, 13 2R 51
(51mg, 86 % W%F) , Ny H Al A
[1897]  'H NMR (500MHz,DMSO-d6) &[ppm]12.95 (s, 1H) ,9.26 (s,1H) ,8.55(d,J=1.8Hz,
1H) ,8.07(d,J=2.3Hz,1H) ,7.90-7.84 (m,2H) ,7.75-7.66 (m,3H) ,7.64-7.58 (m, 1H) ,7.36
(d,]=8.4Hz,1H) ,2.43-2.28 (m,2H) ,1.71-1.60 (m,2H) ,1.32-1.19 (m,2H) ,0.94 (t,J=
7.5Hz,3H) ;
[1898]  LCMS (447 /5 7F) Rt=3.97min; MS (ESIPos) m/z=523.1 (M+H) ",
(18991  Shwf5I3:2- (1-FR T 2&- TH-MEMe-4-F8) -5- [ ({1- [2-9%-4- IR0 REE IR
D) AL R HITR

N F

P

F
N/

[1900]
()]

N

OH i F
[1901] (A fiPE2- (L-BR T AL -1H-Mpme-4-38) -5- [ ({1-[2-5i-4- G RN
B} D) S L 2R IR FIEE (Int . 156A, 112mg, 0. 22mmol) [ THF (2mL) ¥4V N A RAE 7K
(0.26mL) HIP A SEEE (16mg,0.67mmol) o« KHEAPIES0C MR FE 2916/ NI K s W TR
G HIE EIRIF M HCL (10mL) (132 pHZY2) H 4 10min RGP TIEL0AC (3 X
15mL) 0, BA I FIAHUZTIZK (10mL) #h7K (10mL) Jeik, T4 (Na,S0,) , 1t B8 I e 4 -
T il 2 HPLCAEY , A3 RIAREU L 51 (5Tmg, 52 % WSR) |, H Akl Ak
[1902]  'H NMR (400MHz ,DMSO-d6) & [ppm]1.19-1.23 (m,2H) ,1.60-1.63 (m,2H) ,1.72-1.80
(m,2H) ,2.32-2.41 (m,2H) ,2.42-2.50 (m,2H) ,4.80 (m, 1H) ,7.32-7.34 (m,1H) ,7.58-7.61
(m,4H) ,7.66-7.71(m,2H) ,7.96 (d,1H) ,9.03 (s, 1H) »
[1903]  LCMS (J57%1) :Rt=1.25min;MS (ESIPos)m/z=488 (M+H) ',
[1904] AL SCTE (512 , o FHAR N U EE/E  ORE, /E40°CZE80°C NI N IR A, il
JHTHE /7K MeOH/ZKAERIE AR A1, il e B 2 St o
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CN 115137726 B .I'R HH :F; 339/498 U1

Ex. |44 AR 2 AT AR

'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.22
— 1.25 (m, 2H), 1.63 —
2-[6-( = & ¥ | 1.66 (m, 2H), 6.98 (t, J
) s v -3-|= 55 Hz, 1H), 7.30 (d,

19051 NS e | & 1-5-[({1-[2- | 1H), 7.61 (dd, 1H), 7.67
4 7 ’LK@* A-4-(ZAF |- 7.73 (m, 3H), 7.80
noo " AR A3 E |(dd, 1H), 7.89 - 7.93 (m,

A1 # ) & | 2H), 8.58 (d, 1H), 9.21
AR F B (s, 1H).

LCMS (F % 1) Rt =
1.26 min; MS (ESIPos)
m/z = 495 (M+H)",
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CN 115137726 B iH HH :F; 340/498 T
Ex. |44 P 2 AT AR
'H NMR (400 MHz,
DMSO-dé6) § [ppm] 1.19
— 1.22 (m, 2H), 1.61 —
1.64 (m, 2H), 6.99 (t, J
2-[6-(= & ¥ |= 55 Hz, 1H), 7.24 —
# ) e g -3-17.27 (m, 1H), 7.33 (d,
i S # 1-5-[({1-[2- | 1H), 7.40 (dd, 1H), 7.61
5 TSI | RA-(ZAF| (¢, 1H), 7.69 (d, 1H),
LI L L)% 13K | 7.85 (dd, 1H), 7.90 (dd,
A # E)A | 1H), 8.01 (s, br, 1H),
BERK T B 8.57 (d, 1H), 9.22 (s,
1H).
LCMS (F i 1): Rt =
[1906] 1.29 min; MS (ESIPos)
m/z =511 (M+H)",
'H NMR (400 MHz,
DMSO0-d6) 3 [ppm] 1.24
— 1.27 (m, 2H), 1.65 —
5-[({1-[2- # |1.67 (m, 2H), 7.38 (d,
-4-( = A P | 1H), 7.62 (dd, 1H), 7.68
a1 A Fo | A)RAIRA |- 7.73 (m, 2H), 7.89 -
6 z ”‘X@k £ # E) A |7.93 (m, 2H), 7.99 (dd,
dill # 1-2-[6-( = | 1H), 8.13 (d, 1H), 8.66
AT E)eug | (d, 1H), 9.31 (s, 1H),
3-RE )R FER [13.0 (s, br, 1H).
LCMS (F % 1) Rt =
1.33 min; MS (ESIPos)
m/z =513 (M+H)",

352



CN 115137726 B .IH HH :FB 341/498 T
Ex. | & #) 2 A oA R AR
'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.20
— 1.23 (m, 2H), 1.61 —
1.64 (m, 2H), 7.25 —
5-[({1-[2- A& ¢ )
AEAT A 7.27 (m, 1H), 7.38 (d,
LF N 1H), 7.40 (dd, br, 1H),
NS BYVREKIZAA
o . o_r \ _ 17.61 (1, 1H), 7.88 — 7.92
7 - T (A1 EE)A
el £ 12060 = (m, 2H), 7.99 (dd, 1H),
" 18.12 (d, 1H), 8.66 (d,
it dunien 1H), 9.27 (s, 1H) 13.0
S-RJETER | '
| (s, br, 1H).
LCMS (F# 1): Rt =
[1907] 1.34 min; MS (ESIPos)
m/z =529 (M+H)".
'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.18
— 1.21 (m, 2H), 1.56 —
2-[6-( = A T ( :
) 1.59 (m, 2H), 7.30 (d,
) -3-
A IH), 7.53 - 7.67 (m,
Bt i % 1-5-({[1-(2,
! 2 JLK@, 15 = £ % 2H), 7.80 (dd, 1H), 7.86
° Jing d, 1H), 7.91 (d, 1H),
LOVEY |\ pywmaw |G T 00 @ T
£ RAE 7.98 (dd, 1H), 8.66 (d,
. o 1H), 9.13 (s, 1H).
LCMS (F# 1): Rt =
1.24 min; MS (ESIPos)
m/z = 481 (M+H)".
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CN 115137726 B 'IH HH :F; 342/498 T
Ex. | ## 2o A 7 R
'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.16
— 1.19 (m, 2H), 1.33 (t,
3H), 1.47 — 1.49 (m,
_ | 2H), 4.31 (q, 2H), 6.77
5-({[1-3- &
: % B )T L] (dd, 1H), 7.25 (d, 1H),
L ) % £ 4 7.34 — 7.39 (m, 3H),
9 _|7.42 — 7.44 (m, 1H),
s M‘x@ A 7.62 (dd, 1H), 7.76 (dd
2 ) 1H), 7.é9 (s: b-r, lH):
skiin 8.05 (dd, 1H), 9.43 (s,
1H).
LCMS (# #1): Rt =
[1908] 1.26 min; MS (ESIPos)
m/z = 437 (M+H)",
'H NMR (400 MHz,
DMSO0-dé6) & [ppm] 1.21
— 1.24 (m, 2H), 1.32 (t,
2-(6- & & % |3H), 1.62 — 1.65 (m,
ot g -3-|2H), 4.31 (q, 2H), 6.77
o feo | &)-5-[({1-[2- | (d, 1H), 7.24 (d, 1H),
10 o MLKQX F-A-(ZRF[759 — 7.63 (m, 2H),
) YRR3R | 7.67 — 7.74 (m, 3H),
) # ) & |7.83 (s, br, 1H), 8.05 (d,
AR T B 1H), 9.15 (s, 1H).
LCMS (7 #%4): Rt =
0.79 min; MS (ESIPos)
m/z = 489 (M+H)".
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CN 115137726 B

i

B B

343/498 T

Ex.

S FR

D AT RIE

11

[1909]

2-(6- T A X
otk g -3-
£)-5-[({1-[2-
Ro-d-(Z R F
AR AR
A A )R
AR F B

'H NMR (400 MHz,
DMSO0-dé6) § [ppm] 1.15
— 1.18 (m, 2H), 1.32 (t,
3H), 1.58 — 1.60 (m,
2H), 4.30 (q, 2H), 6.73
(dd, 1H), 7.17 (d, 1H),
722 - 725 (m, 1H),
7.38 (dd, 1H), 7.58 —
7.66 (m, 4H), 8.08 (dd,
1H), 9.04 (s, 1H).

LCMS (F % 1): Rt =
1.33 min; MS (ESIPos)
m/z = 505 (M+H)".

12

2-3-& T A&
-1H- =t =& -1-
£ )-5-[({1-[2-
A-4-( =R T
BYRE)TA
ENE ¥ SF
AR TR

'"H NMR (500 MHz,
DMSO-d6) 6 [ppm] 9.18
(s, 1H), 7.87 (d, J = 2.3
Hz, 1H), 7.81 (s, 1H),
7.77 (d, ] = 8.7 Hz, 1H),
7.70 (m, 2H), 7.60 (d, J
= 8.1 Hz, 1H), 7.45(d, J
= 8.7 Hz, 1H), 6.31 (d, J
= 2.4 Hz, 1H), 1.65 (m,
2H), 1.25 (m, 11H).
LCMS (4#7 7 i:D): Rt
MS
490.4

= 4.62mins;
(ESIPos): m/z =
(M+H)".
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CN 115137726 B

[1910]

" O B 344/498 Ti{

Ex. | 454 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.83 (s, 1H), 9.17 (s,
1H), 7.85 (s, 1H), 7.83 —
7.81 (m, 1H), 7.79 (dd, J
2-(4- & T % |= 8.8, 2.2 Hz, 1H), 7.65
-1H- =t # -1- [ = 7.59 (m, 1H), 7.56 (s,
bWy o | 2)-5-[({1-[2- | 1H), 7.46 (d, ] = 8.7 Hz,
i3 | :I:L T | R-4-(ZAF |1H), 742 — 737 (m,
B F AE)VELR | 1H), 727 — 7.22 (m,
A HE LA | 1H), 1.65 — 1.60 (m,
AR TP ER 2H), 1.26 (s, 9H), 1.23 —

1.19 (m, 2H).

LCMS (% #77 & F): Rt
= 398 min, MS
(ESIpos): m/z = 506.1

(M+H)",
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CN 115137726 B

[1911]

W B B 345/498 T

Ex. | 44 2 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.84 (s, 1H), 9.02 (s,
1H), 7.85 (s, 1H), 7.83 —
7.80 (m, 1H), 7.79 —
2-(4-& T X% |7.74 (m, 1H), 7.56 (s,
-1H- #t »& -1-| 1H), 7.43 (d, ] = 8.7 Hz,
S Cl v | E)-5-({[1-(2- | 1H), 7.38 — 7.29 (m,
14 | \DAA)@V f-4-F & % | 1H), 7.07 — 7.00 (m,
b ] £ L) | 2H), 2.34 (s, 3H), 1.59 —
EYRBE)KR T | 1.52 (m, 2H), 1.26 (s,
i 9H), 1.14 — 1.09 (m,

2H).

LCMS (% #7 7 #D): Rt
= 375 min, MS
(ESIpos): m/z = 436.1

(M+H)",
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CN 115137726 B 'IH EH :F; 346/498 T
Ex. | ## 2 A 7 R

'H NMR (500 MHz,

DMSO-d6) & [ppm]

12.96 (s, 1H), 9.26 (s,

1H), 7.98 (d, ] = 2.4 Hz,

1H), 7.93 (d, ] = 2.5 Hz,

5-[({1-[2- #& |1H), 7.84 (dd, J = 8.7,

-4-( = M ¥ |2.5Hz, 1H), 7.74 - 7.65

iy #)E AR A | (m, 2H), 7.61 (d, ] = 8.0

o) | %;@JXQX %)% %) A |Hz 1H), 7.45(d, J = 8.7

% 12-3-2,2,
2- = A L
35 )-1H- =tk »&

-1 R F B

Hz, 1H), 6.41 (d, ] =2.3
Hz, 1H), 3.66 (q, J =
11.4 Hz, 2H), 1.73 -
1.59 (m, 2H), 1.30 —
1.20 (m, 2H).
LCMS (4 #7175 i.F): Rt
MS
516.0

- 3.68mins;
(ESIPos) m/z =
(M+H)".
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CN 115137726 B

i

B B

347/498 T

[1913]

Ex.

S FR

D AT RIE

16

5-[({1-[2- &
d-( = R F
A)REIXA
X1 EX)A
A 1-2-[4-( =
A F & )-1H-
ok e -1 2K R
¥ R

'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.98 (br s, 1H), 9.33 (s,
1H), 8.75 (s, 1H), 8.05
(d, J = 14.9 Hz, 2H),
7.91 (d,J = 8.5 Hz, 1H),
7.79 — 7.58 (m, 3H),
7.52 (d, ] = 8.7 Hz, 1H),
1.67 (m, 2H), 1.27 (m,
2H).

LCMS (% #77 D) Rt
= 4.48 MS
(ESIpos): m/z = 502.0
(M+H)".

min,

17

2-(4- & T A
-1H- ot v -]-
#)-5-[({1-[2-
A-A-(ZRF
A)REIXA
Ey#& L) A
AR T B

'H NMR (500 MHz,
DMSO-d6) 6 [ppm] 9.19
(s, 1H), 7.84 (s, 1H),
7.81 (s, 1H), 7.79 - 7.75
(m, 1H), 7.70 (m, 2H),
7.60 (d, J = 8.1 Hz, 1H),
7.56 (s, 1H), 7.45 (d, ] =
8.7 Hz, 1H), 1.70 - 1.61
(m, 2H), 1.25 (m, 11H).
LCMS (% #7 7 #* D): Rt
= 4.58mins; MS
(ESIPos): m/z = 490.05
(M+H)".
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CN 115137726 B .IH EH :F; 348/498 T
Ex. | & #) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6)  [ppm] 9.12
. | (br s, 1H), 8.38 (s, 1H),
5-[({1-[2- A&
gt 7.78 (s, 1H), 7.75 — 7.65
gl m, 3H), 7.63 — 7.56 (m,
Hﬁlm~ Fo E—)X}f_{]%ﬁ ( ) (
0 Ny _ | 2H), 7.48 -7.46 (m, 2H),
i ° BIRBIR |, ) o 3m), 165 (
H . S, ) . ms
i E]-2-(5-7 & |
. . | 2H), 1.24 (m, 2H).
g -2- )R .
LCMS (4 #7 7 i D) Rt
il _
= 374 min, MS
(ESIpos): m/z = 459.0
(M+H)".
'H NMR (500 MHz,
DMSO-d6) & [ppm]
[1914] 12.86 (s, 1H), 9.21 (s,
1H), 8.32 (d, ] = 2.3 Hz,
1H), 7.99 (d, ] = 2.3 Hz,
1H), 7.82 (dd, J = 8.4,
5-[({1-[2- # |2.3 Hz, 1H), 7.74 — 7.65
“4-( = # ¥ |(m, 2H), 7.60 (d, J = 8.1
- ] Fe | Z)R KK E |Hz, 1H), 7.58 (dd, J =
19 o A AO AV # %) A (80, 2.4 Hz 1H), 7.30
o #1-2-6-F % | (d, J = 8.4 Hz, 1H), 7.25
g -3- 4K )K | (d, ] = 8.0 Hz, 1H), 2.49
¥ B (s, 3H), 1.71 — 1.57 (m,
2H), 1.32 - 1.17 (m,
2H).
LCMS (% #7 7 & F): Rt
= 2.50mins; MS
(ESTPos) m/z = 459.1
(M+H)".
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CN 115137726 B

[1915]

" O B 349/498 Ti{
Ex. |44 P 2 AT AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.00 (s, 1H), 9.34 (s,
1H), 8.56 (d, J = 1.7 Hz,
1H), 8.11 (d, J = 2.1 Hz,
1H), 7.94 — 7.85 (m,
5-({[1-(3,4-= | 2H), 7.70 (d, ] = 8.1 Hz,
AR E)IR A | 1H), 7.51 (m, 1H), 7.46
me X E1# A A |- 7.39 (m, 1H), 7.37 (d,
20 oy *‘X@ # )-2-[6-(1,1- | ] = 8.4 Hz, 1H), 7.31 -
IR —A A E)H[7.26 (m, 1H), 2.44 —
w-3-A)KF (226 (m, 2H), 1.54 —
BR 1.48 (m, 2H), 1.22 —
1.14 (m, 2H), 0.95 (t, J

= 7.5 Hz, 3H).
LCMS (% #7 7 & F) Rt
= 374 min, MS
(ESIpos): m/z = 473.1

(M+H)",
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CN 115137726 B

i

B B

350/498 1T

Ex.

S FR

D AT RIE

[1916]
1

21641,1- =
AP AR ) R
-3-

% 1-5-[({1-[4-
(Z=RFHE)X
ESESCESE
E)REIRTF

AR

'H NMR (250 MHz,
DMSO0-d6) § [ppm] 9.64
(s, IH), 8.56 (s, 1H),
8.14 (d, ] = 2.1 Hz, 1H),
7.96 — 7.83 (m, 2H),
7.77 — 7.67 (m, 3H),
7.65 — 7.57 (m, 2H),
7.38 (d, J = 8.5 Hz, 1H),
243 — 227 (m, 2H),
1.62 — 1.52 (m, 2H),
131 — 1.20 (m, 2H),
0.95 (t, ] = 7.4 Hz, 3H).
LCMS (% #7 7 i% D) Rt
= 467 min, MS
(ESIpos): m/z = 505.65
(M+H)".
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CN 115137726 B .IH HH :FB 351/498 T
Ex. | 4 2 AR AT F B
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.55 (s,
1H), 8.56 (s, 1H), 8.14
_ | (s, 1H), 7.96 — 7.82 (m,
el i = 2H), 7.70 (d, I = 7.9 H
. ’ . ) =1 Zs
A )R
: IH), 7.58 — 7.50 (m,
e 2H), 7.43 — 7.29 (m,
[1917] o F B 1-5-1(§1-[4-
22 : *,5@ p _],_ [({,, [ 3H), 2.43 — 2.27 (m,
H H (:—-ﬂﬁf]‘ﬂf&)
o 2H), 1.58 — 1.45 (m,
REREAL 2H), 1.25 - 1.14 (
A ar L] . - . m,
REVRBIF | ) 095 (¢, T = 7.4 He
3H).
LCMS (% #77% i D) Rt
= 5.02 min, MS
(ESIpos): m/z = 521.4
(M+H)",
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CN 115137726 B .IH EH :F; 352/498 T
Ex. | 44 AR 2 AT AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.95 (s, 1H), 9.16 (s,
1H), 8.56 (s, 1H), 8.09
(d, ] = 2.1 Hz, 1H), 7.90
(dd, J = 3.6, 2.3 Hz,
1H), 7.88 — 7.84 (m,
5-({[1-(2,4-=
" 1H), 7.69 (d, ] = 8.2 Hz,
A b 1H), 7.61 7.46 (
’ . - . m,
o AE A&
HE A 1H), 7.36 (d, ] = 8.4 Hz,
[1918] N " . #*)-2-[6-(1,1-
23 p )XQ AN 1H), 7.32 - 7.19 (m,
Sl I =7 71 1H), 7.17 - 7.05 (m,
"Z-3-K )R
" 1H), 2.46 — 2.26 (m,
2H), 1.66 — 1.57 (m,
2H), 1.21 - 1.13 (m,
2H), 0.95 (t, ] = 7.4 Hz,
3H).
LCMS (% #77 % D) Rt
= 461 min, MS
(ESIpos): m/z = 473.05
(M+H)".
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CN 115137726 B .IH HH :F; 353/498 T
Ex. | 44 2 A 2 AT AR

'H NMR (250 MHz,

DMSO-d6) & [ppm]

12.95 (s, 1H), 9.20 (s,

IH), 8.56 (s, 1H), 8.08

(s, 1H), 7.95 — 7.80 (m,

5-({[1-(4- # |2H), 7.70 (d, ] = 8.1 Hz,

2-AF &) [1H), 7.58 — 7.41 (m,

19191 e F:l: | AARALE|2H), 740 - 727 (m,

24 )XQ 3 )-2-[6-(1,1- | 2H), 2.46 — 2.26 (m,

Skt — A A ALY | 2H), 1.68 — 1.56 (m,

vg-3- K ¥ |2H), 1.22 — 1.14 (m,

AR 2H), 0.95 (t, ] = 7.4 Hz,

3H).

LCMS (% #7 7 i* D) Rt
= 479 min, MS
(ESIpos): m/z = 489.05
(M+H)".
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CN 115137726 B

i

B B

354/498 T

[1920]

Ex.

S FR

D AT RIE

29

2-(1-3% T %
-1H- ot »¢ -4-
EO)3- &
S5-({[1-(2- A
-4-F AR
ESSESE S-S
AE)K T B

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.09 (s, 1H), 9.10 (s,
1H), 7.88 (s, 1H), 7.74
(dd, J = 12.8, 2.0 Hz,
1H), 7.64 — 7.60 (m,
1H), 7.47 (m, 1H), 7.35
— 7.28 (m, 1H), 7.04 (d,
J =3.4 Hz, 1H), 7.02 (s,
1H), 4.85 (m, 1H), 2.48
— 2.42 (m, 2H), 2.41 -
2.34 (m, 2H), 2.33 (s,
3H), 1.85 — 1.70 (m,
2H), 1.59 - 1.49 (m,
2H), 1.13 - 1.08 (m,
2H).

LCMS (% #77 i F) Rt
= 3.59 min, MS
(ESIpos): m/z = 452.1
(M+H)".
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CN 115137726 B

[1921]

w MR P 355/498 T

Ex. |44 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.97 (s, 1H), 9.12 (s,
1H), 8.56 (d, J = 1.6 Hz,
1H), 8.08 (d, ] = 1.8 Hz,
2-[6-(1,1- = |1H), 7.92 — 7.82 (m,
A A )2 | 2H), 7.69 (d, ] = 8.1 Hz,
o -3 1H), 7.39 — 7.28 (m,
” Hﬁ% o~ | IS({[1-2- [ 2H), 7.09 - 698 (m,
ol oA M -4-F 4 3K | 2H), 2.42 - 2.28 (m,
Ay k)# | 5H), 1.63 — 1.51 (m,
EYARE)EF |2H), 1.17 — 1.09 (m,
BR 2H), 0.95 (t, ] = 7.5 Hz,

3H).

LCMS (2#7 7 #% F): Rt
= 3.81 min, MS
(ESIpos): m/z = 469.1

(M+H)".
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CN 115137726 B 'IH EH :F; 356/498 T

Ex. |44 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.01 (s, 1H), 9.25 (s,
1H), 8.61 — 8.49 (m,
1H), 8.13 — 8.02 (m,
1H), 7.92 — 7.82 (m,
2-[6-(1,1- = |2H), 7.69 (d, ] = 8.1 Hz,
A A ) | 1H), 7.62 (dd, ] = 8.5
Y -3- Hz, 1H), 7.44 — 7.38 (m,
[1922] - 40 . Wo:é ?f-[i{l:[z- 1H), 7.36 (d, ] = 8.4 Hz,
a B A-(Z &P | 1H), 7.29 — 7.22 (m,
AFEVKER | 1H), 242 — 2.28 (m,
AmAEYHEE)A |2H), 1.73 — 1.53 (m,
AR T B 2H), 1.26 — 1.17 (m,
2H), 0.95 (t, ] = 7.4 Hz,

3H).

LCMS (% #77 & F) Rt
= 4.04 min, MS
(ESIpos): m/z = 539.1

(M+H)".
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CN 115137726 B 'IH HH :F; 357/498 T
Ex. | 454 P A7 # A%
'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.14
— 1.17 (m, 2H), 1.45 —
1.48 (m, 2H), 1.72 -
1.82 (m, 2H), 2.32 -
5-({[1-(3- & |2.41 (m, 2H), 2.42 -
" REYVFEHAE]|2.50 (m, 2H), 4.80
" <}r~f0, Nw\c. # & ) # | (quint, 1H), 7.33 — 7.39
oo #)-2-(1-3A T | (m, 4H), 7.42 — 7.43 (m,
# -1H- =t »¢ | 1H), 7.57 (s, 1H), 7.64
4-F)VRKPEE | (dd, 1H), 7.69 (s, br,
1H), 7.96 (d, 1H), 9.31
(s, IH).
LCMS (7% % 1): Rt =
[1923] 1.20 min; MS (ESIPos)
m/z = 436 (M+H)",
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.22 (br s, 1H), 9.47 (s,
3- A | 1H), 8.66 (s, 1H), 8.03 -
S5-[({1-[2- #& |8.01 (m, 2H), 7.99 -
Rf 4-( = & ¥ (792 (m, 2H), 7.76 -
" F N'E ] FF i)%}k]imj j.67 (m, 2H), 7.63 (d, J
YW XY K1 # K )&R |= 7.9 Hz, 1H), 1.70 -
A 1-2-[6-( =|1.68 (m, 2H), 1.31 -
AT ) E | 1.28 (m, 2H).
3-R)KFPE |LCMS (947 7% % D) Rt
= 476 min, MS
(ESIpos) m/z = 530.95
(M+H)".
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CN 115137726 B .IH' HH :F; 358/498 T
Ex. | & #) b o # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.11 (s,
1H), 8.54 (s, 1H), 8.16 —
8.02 (m, 1H), 7.97 -
2O =1, g (m, 2H), 7.76
3 . m, El d -
AT E )R
: 7.65 (m, 1H), 7.42 -
s 7.23 (m, 2H), 7.09 —
[1924] G || e ||| BTl 2 O
30 ; N JX(P’ Ll e S 6.95 (m, 2H), 2.34 (s,
w7 T 3H), 2.03 (1, J = 19.1
fmmam [ 20
_ " |Hz, 3H), 1.65 — 1.49 (m,
YA EORT
2H), 1.19 — 1.04 (m,
73
2H).
LCMS (% #7 % *F): Rt
= 3.63mins, MS
(ESIPos): m/z = 455
(M+H)".
Ex. | & #) b o # AR
'H NMR (500 MHz,
DMSO0-d6) & [ppm] 9.27
(s, 1H), 8.58 — 8.49 (m,
1H), 8.08 (d, J = 2.0 Hz,
3-[6-{1,1- =
i | 1H), 7.90 — 7.83 (m,
AT )R
: 2H), 7.75 - 7.56 (m,
APy . 4H), 7.35 (d, ] = 8.4 Hz,
[1925] e k| R g T T !
31 . JK(?" aaz g |1 203 (3 = 191
L R pigl) Hz, 3H), 1.71 — 1.59 (m,
s 2H), 1.30 — 1.18 (
s . - . m,
Ay HEEX)A
rLs B
N LCMS (9 #7 7 i.F): Rt
- 3.80mins, MS
(ESIPos): m/z = 509
(M+H)",
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CN 115137726 B .IH HH :F; 359/498 T
Ex. | & #) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.24
(s, 1H), 8.59 — 8.50 (m,
IH), 8.12 — 8.03 (m,
1H), 7.93 — 7.80 (m,
2-[6-(1,1- =
_ | 2H), 7.71 (d, ] = 8.1 Hz,
AT E )R
: IH), 7.65 — 7.56 (m,
] 1H), 7.44 — 730 (m,
[1926] T o i | RIS i
32 JK(? ) A AT 2H), 7.25 (d, J = 8.6 Hz,
s 1H), 2.03 (t, J = 19.1
AEYRER
7 | Hz, 3H), 1.68 — 1.55 (m,
A ) A
iR 2H), 1.33 - 1.13 (m,
AR F B
2H).
LCMS (% #7 % *F): Rt
= 3.87mins, MS
(ESIPos): m/z = 525
(M+H)".
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CN 115137726 B 'IH HH :F; 360/498 T
Ex. |44 4 AR D R I
'H NMR (500 MHz,
DMSO0-dé6) & [ppm] 9.21
(s, 1H), 8.36 (d, J = 2.1
Hz, 1H), 7.97 (s, 1H),
7.81 (dd, J = 8.4, 2.1
. | Hz, 1H), 7.73 — 7.64 (m,
5-[({1-[2- #&
(=R P 3H), 7.61 (d, J = 8.1 Hz,
. = 1H), 7.50 (d, J = 8.1 Hz,
g L)XE%A 1H), 7.31 (d, ] = 8.4 H
[1927] o N': F e %}ﬁ%)ﬁ » O ? : y
33 . %@* £ 12060 1H), 5.37 (d, ] = 4.6 Hz,
o ® : 1H), 4.80 — 4.69 (m,
BECE)w
. . IH), 1.69 — 1.59 (m,
"Z-3-K )R
iy 2H), 1.39 (d, I = 6.6 Hz,
3H), 1.29 — 1.20 (m,
2H).
LCMS (4 #7 7 .F): Rt
= 1.89mins, MS
(ESIPos): m/z = 489
(M+H)",
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Ex. |44 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.12
(s, IH), 7.97 (s, 1H),
5-[({1-[2- #. |7.80(d, ] =2.2 Hz, 1H),
4-( = & ¥ |7.77 - 7.62 (m, 4H),
F)VRK]3% A | 7.60 (d, ] = 8.0 Hz, 1H),
[1928] " BT ~ %@X KV # K) A |7.37(d, ) =8.5Hz IH),
o A ]-2-[1-(2,2, | 5.14 (g, ] = 9.1 Hz, 2H),
2- = A T|[1.70 - 1.55 (m, 2H),
# )-1H- =t #¢ | 1.29 — 1.16 (m, 2H).
A-FEFE |LCMS (%5477 .F): Rt
= 3.54mins, MS
(ESIPos): m/z = 516
(M+H)".
Ex. |44 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.13 (s, 1H), 9.40 (s,
1H), 7.88 (s, 1H), 7.75
(dd, J = 12.8, 2.0 Hz,
_ | 1H), 7.63 (d, J = 1.6 Hz,
5-({[1-(4- =
- 1H), 7.48 (m, 1H), 7.44
REVRA K]
. B %) A —7.36 (m, 4H), 4.86 (m,
[1929] O PN ““‘ 1H), 2.48 — 2.42 (m,
35 o NJ‘X@ £)2-(1-K T
WA 2H), 2.41 - 2.33 (m,
2 -1H- =k o
. . |2H), 1.84 — 1.69 (m,
“4-2)3-AF o, 152 - 145
] . e . m,
¥ ER
2H), 1.17 — 1.12 (m,
2H).
LCMS (% #7 7 .F) Rt
= 3.68 min, MS
(ESIpos): m/z =
454.2/456.1 (M+H)".
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i

B B

362/498 T

Ex.

S FR

D AT RIE

[1930]
36

2-(1- 3% T %
-1H- =t v& 4-
5 )3 K
-S5-[({1-[4-(=
AT AE)RE]
SR SE $ )
AR TR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.13 (s, 1H), 9.59 (s,
1H), 7.88 (s, 1H), 7.75
(dd, J = 12.7, 2.0 Hz,
1H), 7.71 (d, ] = 8.3 Hz,
2H), 7.63 (d, ] = 1.6 Hz,
1H), 7.59 (d, ] = 8.1 Hz,
2H), 7.48 (s, 1H), 4.86
(m, 1H), 2.48 — 2.42 (m,
2H), 2.41 — 2.34 (m,
2H), 1.84 — 1.71 (m,
2H), 1.58 — 1.52 (m,
2H), 1.25 — 1.19 (m,
2H).

LCMS (4 #7 7 i&F) Rt
= 376 min, MS
(ESIpos): m/z = 488.1
(M+H)".
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CN 115137726 B iH HH :F; 363/498 T
Ex. |44 P A A7 # A%

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.17 (s, 1H), 9.50 (s,
1H), 7.88 (s, 1H), 7.74
(dd, T = 12.7, 1.8 Hz,
2-(1-3% T X | 1H), 7.63 — 7.59 (m,
-1H- #t ¢ -4- | [H), 7.54 — 7.45 (m,
i % )3- A |[3H), 736 - 729 (m,
[1931] o <& ”'O/ NJKCTTF -5-[({1-[4-( = | 2H), 4.85 (m, 1H), 2.48
WooH AP A E)R |- 242 (m, 2H), 2.41 —
KA EIH#E (232 (m, 2H), 1.86 —
HYRHA]RTF |1.66 (m, 2H), 1.55 —
BR 1.44 (m, 2H), 1.21 —

1.13 (m, 2H).
LCMS (% #7 7 .F) Rt
= 384 min, MS
(ESIpos): m/z = 504.1

(M+H)".
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CN 115137726 B 'IH EH :F; 364/498 T
Ex. | ## 2 A oA # AR

'H NMR (500 MHz,

DMSO-d6) & [ppm]

13.17 (s, 1H), 9.28 (s,

1H), 7.89 (s, 1H), 7.76

(dd, J = 12.7, 2.1 Hz,

1H), 7.62 (d, ] = 1.8 Hz,

2-(1- 3% T % | 1H), 7.53 — 7.46 (m,

-1H- =t »& -4- [2H), 7.45 — 7.37 (m,

193] O . o | &)-5-({[1-3, | 1H), 7.29 — 7.22 (m,

38 o HJ\A/C( 4-= f % A )| 1H), 4.86 (m, 1H), 2.48

FAEA|HE LY |- 2.42 (m, 2H), 2.41 —

FHE)-3-A XK (233 (m, 2H), 1.83 —

¥ B 1.72 (m, 2H), 1.51 -

1.47 (m, 2H), 1.20 —
1.14 (m, 2H).

LCMS (4 #77 i F) Rt
= 353 min, MS
(ESIpos): m/z = 456.2
(M+H)".
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CN 115137726 B

[1933]

w MR P 365/498 T

Ex. | 454 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.20 (s, 1H), 9.53 (s,
1H), 7.89 (s, 1H), 7.79 —
7.69 (m, 2H), 7.60 (d, J
2-(1-3% T % |= 1.4 Hz, 1H), 7.54 —
-1H- #t »¢ -4- | 7.48 (m, 2H), 7.42 (d, J
. ) #% )-3- 4 |= 8.2 Hz, 1H), 4.86 (m,
" <}”O’ | SAB- A | 1H), 2.48 — 2.43 (m,
4-( = & F |2H), 241 — 2.32 (m,
HEVKRERA | 2H), 1.85 — 1.69 (m,
*y# %) A |2H), 1.58 — 1.53 (m,
AR F B 2H), 1.30 — 1.25 (m,

2H).

LCMS (% #7 7 .F) Rt
= 3.81 min, MS
(ESIpos): m/z = 506.1

(M+H)".
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Ex. |44 2o A 7 R

'H NMR (500 MHz,

DMSO-d6) & [ppm]

13.12 (s, 1H), 9.12 (s,

1H), 7.88 (s, 1H), 7.74

(dd, J = 12.8, 2.0 Hz,

IH), 7.63 — 7.59 (m,

2-(1- 32 T % | 1H), 7.54 - 7.45 (m,

-1H- =t # -4- | 2H), 7.29 — 7.21 (m,

19341 O . o &)-5-({[1-2, | 1H), 7.12 — 7.06 (m,

40 o HJ\A/Q 4-= A ¥ %) | 1H), 4.85 (m, 1H), 2.48

FAEA|HE LY |- 2.43 (m, 2H), 2.42 -

A H)-3-M K [2.32 (m, 2H), 1.84 —

B 1.71 (m, 2H), 1.60 —

1.56 (m, 2H), 1.18 —
1.13 (m, 2H).

LCMS (% #777 #£F) Rt
= 345 min, MS
(ESIpos): m/z = 456.2
(M+H)".
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CN 115137726 B 'IH EH :F; 367/498 T
Ex. | 454 2 A oA # AR

'H NMR (500 MHz,

DMSO-d6) & [ppm]

13.13 (s, 1H), 9.16 (s,

1H), 7.88 (s, 1H), 7.73

(dd, J = 12.8, 2.0 Hz,

1H), 7.61 (d, J = 1.6 Hz,

5-({[1-(4- & |1H), 7.52 — 7.40 (m,

2- & F #)3R [ 3H), 7.30 (dd, J = 8.3,

(1935] ONI ] i o | FARIEAIA | 1.9 Hz, 1H), 4.85 (m,

41 o N)X@ £)-2-(1-32 T | 1H), 2.48 — 2.41 (m,

) ) % -1H- %t »2 |2H), 2.41 — 2.29 (m,

-4-3%)-3-A % [2H), 1.84 — 1.71 (m,

¥ B 2H), 1.62 — 1.56 (m,

2H), 1.19 - 1.14 (m,
2H).

LCMS (4% #7177 . F) Rt
= 3.67 min, MS
(ESIpos): m/z =
472.1/474.1 (M+H)".
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B B
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[1936]

Ex.

S FR

D AT RIE

42

2-(1- % T %
-1H- =t = -4-
A )3 A
S5-[({1-[2- A&
4-( = AT
BYRE)TA
FRE ¥ S
AR BR

'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.25 (s,
1H), 7.89 (s, 1H), 7.82 —
7.58 (m, 5H), 7.49 (s,
1H), 4.86 (m, 1H), 2.48
— 2.27 (m, 4H), 1.88 —
1.71 (m, 2H), 1.71 —
1.61 (m, 2H), 1.33 —
1.20 (m, 2H).

LCMS (4 #7 7 #F) Rt
= 377 min, MS
(ESIpos): m/z = 506.1
(M+H)".
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ZL L 44 A H B
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.14 (s, 1H), 9.22 (s,
IH), 7.89 (s, 1H), 7.74
(dd, J = 12.8, 2.0 Hz,
1H), 7.65 — 7.57 (m,

20-F T &, 0 0 T
s = p Z, ,
2 R
e | afigting
[1937] O . oF | s[({1-[2- A& ' , 1H),
43 S = g |56 (m 1), 248
- 2.44 (m, 2H), 2.41 —
)RR A
o p o g | 234 (m 2H), 1.83 -
Ay #HEE)A gl fophi
E—]:ﬁ?% ' ? * .

1.60 (m, 2H), 1.26 -
1.20 (m, 2H).

LCMS (%477 i D) Rt
= 504 mm, MS
(ESIpos): m/z = 522.05
(M+H)".

381



CN 115137726 B
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B B
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[1938]

Ex.

S FR

D AT RIE

44

2-(1-3% T %
-1H- =t ¢ -4-
)3 A
S5-({[1-(5- A&
ok g -2- 3 ) 3R
CESE S ST
)R TR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.18 (s, 1H), 10.18 (s,
1H), 8.53 (d, ] = 3.0 Hz,
1H), 7.90 (s, 1H), 7.79
(dd, J = 12.7, 2.1 Hz,
1H), 7.70 (m, 1H), 7.66
(d, J = 1.7 Hz, 1H), 7.49
(s, 1H), 7.44 (dd, J =
8.8, 4.3 Hz, 1H), 4.86
(m, 1H), 2.48 — 2.43 (m,
2H), 2.41 - 2.33 (m,
2H), 1.85 — 1.71 (m,
2H), 1.54 — 1.48 (m,
2H), 1.38 — 1.29 (m,
2H).

LCMS (% #7 7 #%F) Rt
= 304 min, MS
(ESIpos): m/z = 439.2
(M+H)".
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B B
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Ex.

S FR

oM KA

45

[1939]

2-(1- 3% T %
-3- A& -1H- &
i -4-
% )-5-[({1-[2-
AA-(Z AP
F)RK)7A
Eiy# L) A
AR P8R

'H NMR (400 MHz,
DMSO-dé6) § [ppm] 1.19
— 1.26 (m, 2H), 1.60 —
1.64 (m, 2H), 1.70 -
1.80 (m, 2H), 2.30 —
2.46 (m, 4H), 4.70 (m,
1H), 7.29 (d, 1H), 7.59
— 7.77 (m, 4H), 7.89 —
7.91 (m, 2H), 9.16 (s,
1H), 12.8 (s, br, 1H).
LCMS (7 & 1) Rt =
1.32 min; MS (ESIPos)
m/z = 506 (M+H)".

46

5-[({1-[2- #&
4-( = AT
F)RK)7A
£ #EE) A
# 1-2-(E %
F[2,3-b] %
2-F)K PR

'"H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.24
— 1.27 (m, 2H), 1.65 —
1.67 (m, 2H), 7.36 (s,
1H), 7.43 (dd, 1H), 7.51
(d, 1H), 7.61 (dd, 1H),
7.69 — 7.73 (m, 2H),
7.84 (dd, 1H), 7.93 (s,
1H), 8.23 (dd, 1H), 8.53
(dd, 1H), 9.29 (s, 1H).
LCMS (F % 2): Rt =
1.26 min; MS (ESIPos)
m/z =501 (M+H)".
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Ex.

S FR

D AT RIE

47

[1940]

2-(5- ;. -2-&
2

& )-5-[({1-[2-
A-4-(ZRF
BYRXK)TXA
Er1#EE)A
AR TR

'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.22
— 1.25 (m, 2H), 1.62 —
1.65 (m, 2H), 6.94 (d,
1H), 7.09 (d, 1H), 7.37
(d, 1H), 7.59 — 7.61 (m,
1H), 7.67 — 7.76 (m,
3H), 7.82 (s, 1H), 9.22
(s, 1H).

LCMS (7 #%1): Rt =
1.39 min; MS (ESIPos)
m/z = 484 (M+H)".

48

5-[({1-[2- 4
4-( = AT
EVREITA
AyH )&
A J-2-[5-( =
AT K )-2-vk
KR T B

'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.23
- 1.26 (m, 2H), 1.63 —
1.66 (m, 2H), 7.17 (d,
1H), 7.43 (d, 1H), 7.59
- 7.72 (m, 4H), 7.77
(dd, 1H), 7.85 (s, 1H),
9.25 (s, 1H).

LCMS (# ik 1): Rt =
1.43 min; MS (ESIPos)
m/z =518 (M+H)".
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Ex.

S FR

oM KA

49

[1941]

5-({[1-(4- &
S3-m R )R
CESE S SE Y
#)-2-(1-3R T
& -1H- =t o
4- )R P B

'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.15
— 1.18 (m, 2H), 1.47 —
1.50 (m, 2H), 1.70 —
1.80 (m, 2H), 2.31 -
2.38 (m, 2H), 2.40 -
2.48 (m, 2H), 4.80 (m,
1H), 7.26 (dd, 1H), 7.35
(d, 1H), 7.44 (dd, 1H),
7.55 (m, 1H), 7.58 (s,
1H), 7.64 (dd, 1H), 7.69
(d, 1H), 7.97 (s, 1H),
9.19 (s, 1H).

LCMS (# #%1): Rt =
1.21 min; MS (ESIPos)
m/z = 454 (M+H)".

50

2-(1- 3 T %
-1H- =k » -4-
% )-5-[({1-[4-
(ZRFHE)XK
A)m A #
BY)RAIRT

AR

'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.18
— 1.21 (m, 2H), 1.51 —
1.54 (m, 2H), 1.71 -
1.80 (m, 2H), 2.32 -
2.37 (m, 2H), 2.37 -
2.48 (m, 2H), 4.79 (m,
1H), 7.35 (d, 1H), 7.58
— 7.60 (m, 3H), 7.63
(dd, 1H), 7.68 — 7.72
(m, 3H), 7.97 (s, 1H),
9.39 (s, 1H).

LCMS (7 i 1): Rt =
1.23 min; MS (ESIPos)
m/z = 470 (M+H)",
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CN 115137726 B W OB P 374/498 T
Ex. | & #) b o # AR
'H NMR (400 MHz,
DMSO0-d6) & [ppm] 1.16
~ 1.19 (m, 2H), 1.58 —
.61 (m, 2H), 1.72 —
2% T2 1.80 (m, 2H), 2.32 —
2.39 (m, 2H), 2.40 —
1 T 2.49 (m, 2H), 4.80 (m,
[1942] S <>N3 W\J,’ g )45([_;{%[; 1H), 7.23 — 7.25 (m,
s T 1H), 7.35 (d, 1H), 7.37
H F R &% — 7.40 (m, 1H), 7.57 (s
AAYVE KA ' ’ agh i
v 1H), 7.57 — 7.66 (m,
3H), 7.96 (s, 1H), 9.02
(s, 1H).

LCMS (7 i 1): Rt =
1.26 min; MS (ESIPos)

m/z = 504 (M+H)".
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CN 115137726 B 'IH EH :F; 375/498 T
Ex. |44 P 5 H A%
'H NMR (400 MHz,
DMSO0-dé6) § [ppm] 1.16
— 1.19 (m, 2H), 1.59 —
1.62 (m, 2H), 1.72 -
1.81 (m, 2H), 2.34 -
5-({[1-(3- #.[2.39 (m, 2H), 2.39 -
m 2-#A K K)IK (250 (m, 2H), 4.81 (m,
il <>4“0/ NEKQCI BAFEALA [ 1H), 7.21 — 7.25 (m,
o H A #)-2-(1-32 T | 1H), 7.35 (d, 1H), 7.42
#E -1H- =k v¢ |- 7.46 (m, 1H), 7.54 -
A4-FVRKPE | 7.58 (m, 2H), 7.61 —
7.66 (m, 2H), 7.96 (s,
1H), 9.01 (s, 1H).
LCMS (F &% 1): Rt =
19431 1.17 min; MS (ESIPos)
m/z = 454 (M+H)",
'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.12
— 1.14 (m, 2H), 1.55 —
1.58 (m, 2H), 1.71 -
S.(([1-4 & 1.80 (m, 2H), 2.31 -
2.39 (m, 2H), 2.39 -
» oA A 2.49 (m, 2H), 4.79 (m
m‘@\w“ CESES ST Fet ’
53 o 1H), 7.29 (dd, 1H), 7.33
iillihils 32 (- T (d, 1H), 7.43 (dd, 1H)
o 7;18 (t QIH.) 758,—761,
A-FyERwe | T '

(m, 3H), 7.97 (s, 1H),
8.96 (s, 1H).

LCMS (7 i 1): Rt =
1.20 min; MS (ESIPos)
m/z = 454 (M+H)",
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[1944]

w MR P 376/498 T
Ex. | 454 2 A 5 H A%
'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.17
— 1.20 (m, 2H), 1.54 —
1.57 (m, 2H), 1.70 —
1.79 (m, 2H), 2.30 —
5-({[1-(5- #.[2.38 (m, 2H), 2.40 -
N . 2-A KKK (249 (m, 2H), 4.79
" <>_”0/ %@ A A A | (quint, 1H), 7.25 (m,
. #)-2-(1-3 T | 1H), 7.34 (d, 1H), 7.42
# -1H- =k »¢ |- 7.46 (m, 1H), 7.52
4-F)EKPEE | (dd, 1H), 7.59 — 7.61
(m, 3H), 7.98 (s, 1H),
9.04 (s, 1H).
LCMS (F &% 1): Rt =
1.18 min; MS (ESIPos)
m/z = 454 (M+H)",
'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.15
— 1.18 (m, 2H), 1.54 —
1.56 (m, 2H), 1.71 —
2(1-% T & 1.80 (m, 2H), 2.31 —
2.37 (m, 2H), 2.37 -
O i Susdibstlatig 2.49 (m, 2H), 4.79 (m,
55 o “jX@ ’%)'5;({[1'(2’ 1H), 7.18 — 7.28 (m,
oo WAL SZRARE) 0 gas (m
Pl ) 2H), 7.56 - 7.60 (m,
AR F B e ' ’

3H), 7.98 (s, 1H), 8.97
(s, IH).

LCMS (7 i 1): Rt =
1.11 min; MS (ESIPos)
m/z = 438 (M+H)".

388



CN 115137726 B .IH' HH :I:; 377/498 T
Ex. | & #) b o # AR
'H NMR (400 MHz,
DMSO0-d6) & [ppm] 1.14
~ 1.17 (m, 2H), 1.46 —
149 (m, 2H), 1.73 —
L & 1.81 (m, 2H), 2.34 —
LT 041 (m, 2H), 241 -
" -4- AR )T
OIS S B 2.50 (m, 2H), 4.82 (m,
56 oJI I, 1H), 7.35 — 7.45 (m,
il LR 3H), 7.53 (s, 1H), 7.62
fly i (ddslﬁ) 629 (dd’ 1ﬁ)
_4_£ X?ﬁﬁ 2 2 - 2 ?
VRTR |78 (A, 1H), 7.93 G,
1H), 9.16 (s, 1H).
LCMS (7 i 1): Rt =
1.21 min; MS (ESIPos)
[1945] m/z = 454 (M+H)".
'H NMR (400 MHz,
DMSO0-d6) & [ppm] 1.19
~1.22 (m, 2H), 1.47 —
1,50 (m, 2H), 1.73 —
_ | 1.81 (m, 2H), 2.35 -
5-({[1-(3- 4
gy 2.49 (m, 4H), 4.82 (m,
. S5- AR AR IR
O i ‘ _ 1), 7.23 - 7.27 (m,
= 0 CESE S SF0
57 0 o 1H), 7.31 (m, 1H), 7.35
b SB[ T 7.38 (m, 2H), 7.54 (s
ECIB-ck | 00 dd, 1H), 7.80
a-gygem | 0T T

(d, 1H), 7.93 (s, 1H),
9.32 (s, 1H).

LCMS (7 i 1): Rt =
1.22 min; MS (ESIPos)
m/z = 454 (M+H)",
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CN 115137726 B iH HH :F; 378/498 T
Ex. |44 P 5 # AR
'H NMR (400 MHz,
DMSO0-dé6) § [ppm] 1.35
— 1.38 (m, 2H), 1.51 —
1.53 (m, 2H), 1.73 -
5-({[1-(5- #|1.82 (m, 2H), 2.33 -
| s vg -2- 2K ) 3R | 2.49 (m, 4H), 4.83 (m,
- O’”; o S I mA)#E LA | 1H), 7.40 (dd, 2H), 7.55
WwooH #)-2-(1-32 T | (s, 1H), 7.74 (dd, 1H),
& -1H- = % | 7.86 -7.89 (m, 2H), 7.94
4-E)VKFER | (s, 1H), 8.58 (d, 1H),
10.1 (s, 1H).
LCMS (7% #%1): Rt =
1.07 min; MS (ESIPos)
[1946] m/z = 437 (M+H)".
'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.15
— 1.18 (m, 2H), 1.69 —
1.72 (m, 2H), 1.73 —
21-K T & 1.81 (m, 2H), 2.33 -
i e Gl i (G 2.49 (m, 4H), 4.82 (m,
O o £ )51, 1H), 7.08 — 7.14 (m,
59 0 NJE I; il 2H), 7.36 (d, 1H), 7.41
in H ! 6- — MR )
_ — 7.49 (m, 1H), 7.54 (s,
T e 1H), 7.68 (dd, 1H), 7.75
AR T B il AL

(d, 1H), 7.94 (s, 1H),
9.06 (s, 1H).

LCMS (7% #%1): Rt =
1.11 min; MS (ESIPos)
m/z = 438 (M+H)".
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CN 115137726 B .I'R HH :F; 379/498 U1

Ex. | 44 S FR AT H A

60

[1947]

2-(1- 3% T %
-1H- #t » -4-
#)-5-[({1-[2-
A-5-(Z=RF
BYRARA
A E L) A
KR F R

'H NMR (400 MHz,
DMSO0-d6) § [ppm] 1.23
— 1.26 (m, 2H), 1.60 —
1.63 (m, 2H), 1.72 —
1.80 (m, 2H), 2.33 —
2.49 (m, 4H), 4.82 (m,
1H), 7.36 (d, 1H), 7.45
(m, 1H), 7.54 (s, 1H),
7.66 (dd, 1H), 7.73 (d,
1H), 7.78 — 7.82 (m,
2H), 7.93 (s, 1H), 9.12
(s, 1H).

LCMS (7# i 1): Rt =
1.23 min; MS (ESIPos)
m/z = 488 (M+H)",

61

5-({[1-(2- &
-4- AR AR
CESE S SF
£)-2-(1-3f T
¥ -1H- =t =
-4- )R P R

LCMS (# . 1): Rt =
1.16 min; MS (ESIPos)
m/z = 454 (M+H)".
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CN 115137726 B

[1948]

[1949]

w MR P 380/498 7
Ex. | 454 P A7 # A%
'H NMR (400 MHz,
DMSO0-d6) & [ppm] 1.11
— 1.14 (m, 2H), 1.61 —
1.64 (m, 2H), 1.73 -
1.81 (m, 2H), 2.34 -
5-({[1-(2- #.|2.42 (m, 2H), 2.42 -
N -6- K K )R [2.49 (m, 2H), 4.82 (m,
- <>No’ J%D A )# KA | 1TH), 7.25 (m, 1H), 7.35
TN AT #)-2-(1-3% T | (d, 1H), 7.49 (dd, 1H),
% -1H- = = | 7.53 (s, 1H), 7.58 (dd,
-4-F)RK P | 1H), 7.66 (dd, 1H), 7.72
(d, 1H), 7.93 (s, 1H),
8.81 (s, 1H).
LCMS (F &% 1): Rt =
1.18 min; MS (ESIPos)
m/z = 454 (M+H)".
Ex. | 454 P A7 # A%
'H NMR (400 MHz,
DMSO0-dé6) § [ppm] 1.13
— 1.16 (m, 2H), 1.52 —
1.55 (m, 2H), 1.73 -
(-5 T & 1.81 (m, 2H), 2.33 -
2.42 (m, 2H), 2.42 -
LH- R (m, 2H), 4.82 (m
O OHE’C‘O £)-5-({[1-C- 1ﬁ) 689 - 6.93 (m’
63 o “JX© Lo RE| ¥ O :
Mgl f % R)VRT L 1H), 6.98 (dd, 1H), 7.12
_ . .. |(m, 1H), 7.35 (d, 1H),
SRR 7.53 (s, 1H), 7.67 (dd
¥ BR ’ i :

1H), 7.76 (d, 1H), 7.93
(s, 1H), 8.96 (s, 1H).
LCMS (# % 1): Rt =
1.12 min; MS (ESIPos)
m/z = 450 (M+H)"
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CN 115137726 B 'IH HH :FB 381/498 T
Ex. | #54 P A 5 H A%
'H NMR (400 MHz,
DMSO0-dé6) & [ppm] 0.96
(s, 3H), 0.99 (d, 1H),
1.25 (s, 3H), 1.66 (d,
21-% T & 1H), 1.72 — 1.81 (m,
2H), 2.32 — 2.49 (m,
-1H- =t v& -4- _
ON,: i £)-5-({[1-2- 4H), 4.81 (quint, 1H),
" oy ' LEE)22 7.15 — 7.22 (m, 2H),
Ho P D, il 7.31 — 7.36 (m, 1H),
| mTEAE d, 1H), 7.53 (s
A1 A LA ’ gl ’
EVE T 1H), 7.64 — 7.71 (m,
2H), 7.82 (d, 1H), 7.93
(s, 1H), 9.45 (s, 1H).
[1950] LCMS (# k1) Rt =
1.22 min; MS (ESIPos)
m/z = 448 (M+H)".
'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 1.18
5-[({1-[2- #& |- 1.23 (m, 2H), 1.62 —
4-(Z AT & [ 1.64 (m, 2H), 7.26 (dd,
L E)R KL AE | 1H), 7.40 (dd, 1H), 7.51
o F?’@:@\&Q‘Jﬁ A # K ) & |(d, 1H), 7.61 (m, 1H),
w oH A % ]-2-[4-( =|7.90 (dd, 1H), 8.01 (d,
A ¥ #)-1H- | IH), 8.08 (s, 1H), 8.75
atedo1- 3K | (s, 1H), 9.30 (s, 1H).
7 B LCMS (# #2): Rt =
1.31 min; MS (ESIPos)
m/z = 518 (M+H)",
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CN 115137726 B

i

B B

382/498 T

Ex.

S FR

D AT RIE

66

[1951]

2-3- & T A
“1H- ok v -1-
A )-5-[({1-[2-
R-4-(Z AP
REYRER
RS ¥ SE-0
AR TR

'H NMR (400 MHz,
DMSO0-dé6) § [ppm] 1.17
— 1.21 (m, 2H), 1.25 (s,
9H), 1.60 — 1.63 (m,
2H), 6.31 (d, 1H), 7.25
(d, 1H), 7.40 (dd, 1H),
7.45 (d, 1H), 7.60 (t,
1H), 7.78 (dd, 1H), 7.82
(d, 1H), 7.88 (d, 1H),
9.17 (s, 1H).

LCMS (7 ik2): Rt =
1.37 min; MS (ESIPos)
m/z = 506 (M+H)".

67

2-(4- R T A
-1H- "X =& -1-
A )-5-[({1-[2-
A-4-(Z= R F
A)VREPRA
X1 #E L) A
AR TR

LCMS (7 i.2): Rt =
1.04 min; MS (ESIPos)
m/z = 490 (M+H)".
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CN 115137726 B 'IH HH :F; 383/498 T
Ex. | 454 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.91 (s, 1H), 9.08 (s,
1H), 7.86 (s, 1H), 7.73
(d, ] =2.3 Hz, 1H), 7.72
2-(1- ¢ # |- 7.64 (m, 3H), 7.62 —
-1H- #t #¢ -4-|7.56 (m, 1H), 7.53 -
(1952] Hc,_N'“; I s 3 )-5-[({1-[2- | 7.50 (m, 1H), 7.35 (d, ]
B | = W%Qx A-4-(Z AP |=8.5Hz, 1H), 4.12 (q, J
i i E)VEL)%E | = 7.3 Hz, 2H), 1.69 —
Ry K )& | 1.57 (m, 2H), 1.38 (t, J
AR TP ER = 7.3 Hz, 3H), 1.28 —
1.15 (m, 2H).
LCMS (% #7 7 i F) Rt
= 334 min, MS
(ESIpos): m/z = 462.1
(M+H)",
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CN 115137726 B iH HH :F; 384/498 T
Ex. |44 P 2 AT AR

'H NMR (500 MHz,

DMSO-d6) & [ppm]

12.91 (s, 1H), 9.04 (s,

1H), 7.88 — 7.83 (m,

1H), 7.74 (d, ] = 2.3 Hz,

1H), 7.67 (dd, J = 8.5,

2-(1- T # |23 Hz, 1H), 7.63 — 7.56

-1H- #t v -4- | (m, 1H), 7.51 (d, ] = 0.7

10531 e NI, }%)-5-[91-[2- Hz, 1H), 7.41 — 7.32 (m,

69 o W F | R-4-(Z R T |2H), 7.27 - 721 (m,

i F A A)E LR | 1H), 4.12 (q, J = 7.3 Hz,

A L#HE AR [2H), 1.66 — 1.54 (m,

AR F B 2H), 1.38 (t, J = 7.3 Hz,

3H),
2H).
LCMS (4% #7177 . F) Rt
= 342 min, MS
(ESIpos): m/z = 478.1
(M+H)".

1.23 — 1.12 (m,
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CN 115137726 B .I'R HH :F; 385/498 U1

Ex. | 44 2 AR 2 R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.07 (s,
1H), 7.92 — 7.84 (m,
1H), 7.73 (d, ] = 2.3 Hz,
5-[({1-[2- #& |1H), 7.72 — 7.63 (m,
4-( = A ¥ [3H), 7.62 — 7.57 (m,
E)YR KA | 1H), 7.51 (d, ] = 0.6 Hz,

sl | Wd VLA/@* %)% %) A |1H), 737 (d, ] = 8.5 H,
WM # 1-2-[1-( & | 1H), 4.48 (hept, ] = 6.6
-2- 3 )-1H-*t | Hz, 1H), 1.68 — 1.58 (m,
o 4. 1K ¥ | 2H), 1.42 (d, ] = 6.7 Hz,
BR 6H), 1.27 — 1.16 (m,
2H).
LCMS (% #7 7 .F) Rt
= 348 min, MS
(ESIpos): m/z = 476.1
(M+H)".
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CN 115137726 B iH HH :F; 386/498 1
Ex. |44 P 2 AT AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.92 (s, 1H), 9.04 (s,
1H), 7.89 (s, 1H), 7.73
(d, J = 2.3 Hz, 1H), 7.66
5-[({1-[2- # |(dd, T = 8.5, 2.3 Hz,
A-(Z AT & |1H), 7.63 — 7.56 (m,
o )R AR A | 1H), 7.51 (s, 1H), 7.41 —
sl | TN Y (BB E)K|734 (m, 2H), 727 -
won A #% 1-2-[1-( A |7.20 (m, 1H), 4.48
-2- 3% )-1H-#& | (hept, J = 6.7 Hz, 1H),
o A-FK1RF [ 1.65 — 1.55 (m, 2H),
BR 1.42 (d, ] = 6.7 Hz, 6H),

1.23 — 1.13 (m, 2H).
LCMS (% #7 7 .F) Rt
= 3.56 min, MS
(ESIpos): m/z = 492.1

(M+H)".
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CN 115137726 B .I'R HH :F; 387/498 U1

Ex. | 44 2 AR 2 R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.98 (s, 1H), 9.08 (s,
1H), 7.96 (d, J = 0.6 Hz,
1H), 7.73 (d, ] = 2.3 Hz,

2-(1- & T %
1H), 7.72 — 7.63 (m,
-1H- =t »& -4-
. j £ 5012 3H), 7.62 — 7.57 (m,
[1956] i Hﬁ)—N: ~ o : Pl 1H), 7.54 (s, 1H), 7.40
won & o (d, J = 8.5 Hz, 1H), 1.68
A B 1.58 (m, 2H), 1.53 (
= | 1 m, s 1- S,
1R 9H), 1.28 1.16 (m
ESE S i ' ’

2H).

LCMS (447 % i.F) Rt
= 3,65 min, MS
(ESIpos): m/z = 490.1
(M+H)".
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[1957]

W B B 388/498
Ex. |44 A A7 # A%
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.99 (s, 1H), 9.04 (s,
1H), 7.96 (d, ] = 0.6 Hz,
1H), 7.72 (d, ] = 2.3 Hz,
2-(1- # T % | 1H), 7.66 (dd, ] = 8.5,
-1H- #t ¢ -4- | 2.3 Hz, 1H), 7.63 — 7.57
u M%@ ! o 3 )-5-[({1-[2- | (m, 1H), 7.54 (s, 1H),
73 T «X@V T R4 (AP | 743 - 7.36 (m, 2H),
) F AA)EA]F (728 — 721 (m, 1H),
AAVHE AR [1.62 — 1.57 (m, 2H),
AR TP ER 1.52 (s, 9H), 1.25 — 1.09
(m, 2H).
LCMS (4 #7 7 #F) Rt
= 372 min, MS
(ESIpos): m/z = 506.2
(M+H)".
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CN 115137726 B 'IH HH :FB 389/498 T
Ex. | #54 P A 2 R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.90 (s, 1H), 9.08 (s,
1H), 7.80 (s, 1H), 7.74
(d, J = 2.3 Hz, 1H), 7.72
5-[({1-[2- #& |- 7.64 (m, 3H), 7.62 —
4-( = A ¥ |7.57 (m, 1H), 7.52 (d, ]
E)RK)FEA | = 0.6 Hz, 1H), 7.35(d, J
s | ”""‘iﬁ': XA/(?A %1% %) A |=85Hz 1H),3.90 (d,
e % ]-2-[1-(2- |= 7.2 Hz, 2H), 2.16 —
¥ % & (201 (m, 1H), 1.69 -
& )-1H- st » | 1.57 (m, 2H), 1.29 —
4- KR FEE | 1.13 (m, 2H), 0.85 (d, J

= 6.7 Hz, 6H).
LCMS (% #7 7 .F) Rt
= 3.76 min, MS
(ESIpos): m/z = 490.1

(M+H)".

401



CN 115137726 B

[1959]

" O B 390,498 Ti{
Ex. | 44 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.88 (s, 1H), 9.04 (s,
1H), 7.82 — 7.78 (m,
1H), 7.74 (d, ] = 2.3 Hz,
1H), 7.67 (dd, J = 8.5,
2.3 Hz, 1H), 7.63 — 7.56
5-[({1-[2- #&
AT R (m, 1H), 7.52 (d, ] = 0.6
il Hz, 1H), 7.37 (dd, J =
EYVRKFRA
I"%@\ e |21 )R 10.5, 1.9 Hz, 1H), 7.35
HLC Q g LA
75 | 7 omo £ d, ] = 8.5 Hz, 1H), 7.26
i NJXQ % 1P (721( 1;) 3)90 d
- . ms L] . »
iiadillsl J = 7.2 Hz, 2H), 2.18
— . Z, . : —
# )-1H- vk v
o . 1200 (m, 1H), 1.68 -
-4- KR T B
1.53 (m, 2H), 1.25 -
1.10 (m, 2H), 0.85 (d, J
= 6.7 Hz, 6H).
LCMS (%477 & F) Rt
= 373 min, MS
(ESIpos): m/z = 506.1
(M+H)".
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CN 115137726 B .IH HH :F; 391/498 T
Ex. | 44 2 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.92 (s, 1H), 9.08 (s,
_ | 1H), 7.76 (s, 1H), 7.74
e = (d, J = 2.3 Hz, 1H), 7.72
] = <. z, g 4
T 7.64 (m, 3H), 7.62
— . m, . . =
3 )-1H- ot o
F . 7.57 (m, 1H), 7.53 (s,
[1960] Y o A 1H), 7.36 (d, J = 8.5 Hz,
76 {D{@JX@* & 1-5-[({1-[2- ) (
Woom St T 1 1H), 3.89 (s, 2H), 1.69 —
R-4-(= AT
. 1.57 (m, 2H), 1.27 -
SIS & TN 1.16 (m, 2H), 0.91 (s
X1 & E)A 9'H) ’ i ’
AR TP B ' .
] LCMS (% #7 7 D) Rt
= 524 min, MS
(ESIpos): m/z = 504.1
(M+H)".
Ex. | 44 2 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.91 (s, 1H), 9.04 (s,
IH), 7.78 — 7.72 (m,
s = 2H), 7.67 (dd, J = 8.5
T B A 23,H.1H) 7,63 7;56
. = , 1.63 —7.
3 )-1H- otk #
i (m, 1H), 7.53 (s, 1H),
[1961] Hch%@L o AL | 7.40 — 7.33 (m, 2H)
77 | oo o R JS-[({1-[2- iy
g “J\A’Q ;4(5{5&[@ 7.24 (d, ] = 8.6 Hz, 1H),
el 3.89 (s, 2H), 1.67 — 1.53
AR KR
. |(m, 2H), 1.24 - 1.13 (m,
SRS E 3F0
L1578 2H), 0.91 (s, 9H).
= LCMS (9 #7 % D) Rt
= 467 min, MS
(ESIpos): m/z = 520.1
(M+H)".
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CN 115137726 B

i

B B

392/498 T

[1962]

Ex.

S FR

D AT RIE

78

2-(1-3% T %
-1H- wt » -4-
A )-5-[({1-[4-
(ZAT &AL
REpRAE A
EE)REIR
B

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.92 (s, 1H), 9.33 (s,
1H), 7.92 (d, J = 0.6 Hz,
1H), 7.81 (d, J = 2.3 Hz,
1H), 7.69 (dd, J = 8.5,
2.3 Hz, 1H), 7.55 - 7.53
(m, 1H), 7.53 — 7.49 (m,
2H), 7.37 (d, J = 8.5 Hz,
IH), 7.35 — 7.31 (m,
2H), 4.87 — 4.77 (m,
IH), 2.48 — 2.33 (m,
4H), 1.84 — 1.71 (m,
2H), 1.54 — 1.43 (m,
2H), 1.21 — 1.09 (m,
2H).

LCMS (4% #7 7 i.F) Rt
= 3.68 min, MS
(ESIpos): m/z = 486.1
(M+H)".
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CN 115137726 B .I'R HH :F; 393/498 11

Ex. | 44 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.38 (s,
1H), 7.93 (s, 1H), 7.80
(d, ] = 2.3 Hz, 1H), 7.78
— 7.72 (m, 1H), 7.69
(dd, J = 8.5, 2.3 Hz,
1H), 7.54 (s, 1H), 7.53 —
7.48 (m, 1H), 7.45 —
[1963] &"%.@ Jx(f g)'s'[f{l,_'[‘?" 7.40 (m, 1H), 7.38 (d, J
79 o " . A-4-(Z R F
il P 8.5 Hz, 1H), 4.88 —
_, _ |4.76 (m, 1H), 2.49 -
i}jﬁ %)ﬂ 2.31 (m, 4H), 1.86 —
orl et 1.70 (m, 2H), 1.59 —
1.49 (m, 2H), 1.32 —
1.19 (m, 2H).
LCMS (& #77 D) Rt
= 5.12 min, MS
(ESIpos): m/z = 488.1
(M+H)".

2-(1-3% T A&
-1H- =t v -4-
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CN 115137726 B

i

B B

394/498 17T

[1964]

Ex.

S FR

D AT RIE

30

2-(1-3% T A&
-1H- #t » -4-
% )-5-({[1-(2-
A -4-F &R
K)o R
EIARA)RT
AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.90 (s, 1H), 8.90 (s,
IH), 7.97 — 7.89 (m,
1H), 7.76 (d, ] = 2.3 Hz,
1H), 7.67 (dd, J = 8.5,
23 Hz, 1H), 753 {8,
1H), 7.37 - 7.30 (m,
2H), 7.05 - 7.02 (m,
1H), 7.02 (s, 1H), 4.87 —
477 (m, 1H), 2.48 —
2.34 (m, 4H), 2.33 (s,
3H), 1.86 — 1.70 (m,
2H), 1.59 — 1.48 (m,
2H), 1.15 - 1.03 (m,
2H).

LCMS (% #7 7 #%F) Rt
= 342 min, MS
(ESIpos): m/z = 434.2
(M+H)".
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CN 115137726 B 'IH EH :F; 395/498 T
Ex. | ## 2 A oA # AR
'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.10
— 1.12 (m, 2H), 1.43 —
1.45 (m, 2H), 1.71 -
2-(1- 3% T % | 1.80 (m, 2H), 2.22 (s,
-1H- #& »& -4- | 3H), 2.31 — 2.50 (m,
(19651 O | o | 2)-5-({[1-(3- | 4H), 4.80 (m, 1H), 7.12
81 o H L | A-4-F 4% |-7.17 (m, 2H), 7.25 (m,
e £ A A )E | 1H), 7.34 (d, 1H), 7.58
EYRE)R T | (s, 1H), 7.64 (dd, 1H),
AR 7.69 (d, 1H), 7.96 (s,
1H), 9.16 (s, 1H).
LCMS (7 #%1): Rt = 1.
20 min; MS (ESIPos)
m/z = 434 (M+H)",
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i

B B

396,498 17T

[1966]

Ex.

S FR

D AT RIE

82

2-(1-3% T %
-1H- wt » -4-
A )-5-({[1-(5-
AR -2-2)
SR SE S Y
AR T BR

'H NMR (500 MHz,
DMSO0-dé6) & [ppm] 9.98
(s, 1H), 8.53 (d, J = 3.0
Hz, 1H), 7.95 (s, 1H),
7.82 (d, J = 2.0 Hz, 1H),
7.69 (td, J = 8.8, 3.0 Hz,
2H), 7.58 (s, 1H), 7.44
(dd, J = 8.8, 4.3 Hz,
1H), 7.38 (d, ] = 8.5 Hz,
1H), 4.87 — 4.75 (m,
1H), 2.48 — 2.33 (m,
4H), 1.86 — 1.70 (m,
2H), 1.56 — 1.45 (m,
2H), 1.40 — 1.28 (m,
2H).

LCMS (5#7 77 & E): Rt
= 2.83mins; MS
(ESIpos) m/z = 421.2
(M+H)".
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CN 115137726 B .I'R HH :F; 397/498 11

Ex. | 44 S FR AT H A

[1967]
83

5-[({1-[2- #&
4-( = AT
BYRK )R A
A E L) A

% 1-2-{1-[3R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.94 (s, 1H), 9.08 (s,
1H), 7.91 (s, 1H), 7.75
(d, J =2.3 Hz, 1H), 7.72
— 7.64 (m, 3H), 7.61 —
7.58 (m, 1H), 7.56 (s,
1H), 7.37 (d, ] = 8.5 Hz,
1H), 5.06 — 4.94 (m,
1H), 4.01 — 3.93 (m,
2H), 3.89 (dd, J = 9.3,

)- W@ £ "k % |3.7 Hz, 1H), 3.86 — 3.78
-3- % ]-1H-#% | (m, 1H), 2.42 — 2.32 (m,
o 4- K IYRF | 1H), 2.30 — 2.22 (m,
AR 1H), 1.67 — 1.56 (m,

2H), 1.29 — 1.13 (m,
2H).

LCMS (% #7177 & F) Rt
= 327 min, MS
(ESIpos): m/z = 504.2
(M+H)".
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CN 115137726 B iH HH :FB 398/498 T
Ex. |44 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & 9.02 (s,
1H), 7.95 (s, 1H), 7.75 —
7.52 (m, 6H), 7.43 —
5-[({1-[2- # |7.28 (m, 1H), 5.03 -
4-( = A& ¥ [491 (m, 1H), 4.01 —
FEHVRK)3FEE (3.92 (m, 2H), 3.92 —
(1968] TN O s Ay K )#£ [3.85 (m, 1H), 3.85 —
84 %@k # 1-2-{1-[(3S | 3.78 (m, 1H), 2.41 -
i -9 A % % [2.31 (m, 1H), 2.31 —
-3-# ]-1H-# [2.20 (m, 1H), 1.65 —
o 4 E VK TP | 1.57 (m, 2H), 1.23 —
BR 1.18 (m, 2H).
LCMS (% #7 % #* D):
Rt=1.91mins, MS
(ESIPos): m/z=504
(M+H)",
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CN 115137726 B 'IH HH :FB 399/498 T
Ex. | ## 2 A oA # AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.16 (s, 1H), 9.59 (s,
3 21 1H), 7.87 — 7.82 (m,
& ) 1EL 1H), 7.81 — 7.67 (m,
- I 3H), 7.66 — 7.56 (m,
A0S F F 3H), 7.47 (s, 1H), 4.53
?ﬁ Wc%@* & 1-5-[({1-[4- i
85 o A .. |(hept, ] = 6.6 Hz, 1H),
o1 (ERTEE | 0 153 (m, 2H)
ipf z&i}iﬁ 1:43 (d, ] I 6.7 Hz 6H):
E{i)ﬂ‘]ﬁﬁﬁ 1.26 — 1.20 (m, 2H).
LCMS (% #7 7% D) Rt
= 508 min, MS
(ESIpos): m/z = 476.05
[1969] (MY
'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.13 (s, 1H), 9.50 (s,
1H), 7.85 (s, 1H), 7.76
3-#.-2-[1-(7& |[(d, J = 13.2 Hz, 1H),
-2- K )-1H-#k | 7.63 (s, 1H), 7.60 — 7.43
i o -4- | (m, 3H), 7.35 (d, ] = 8.1
" e “)X@f % 1-5-[({1-[4- | Hz, 2H), 4.62 — 4.42 (m,
WM (=R FAHL)|IH), 1.58 — 1.49 (m,
R AR AE ALY | 2H), 1.43 (d, ] = 6.6 Hz,
FA)E KR | 6H), 1.24 - 1.13 (m,
7 2H).
LCMS (% #7 7 # D) Rt
= 508 min, MS
(ESIpos): m/z = 492
(M+H)".
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CN 115137726 B 'IH EH :F; 400/498 T1
Ex. | 454 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.11 (s, 1H), 9.09 (s,
1H), 7.88 — 7.79 (m,
_ | 1H), 7.74 (dd, J = 12.9,
3- A
_ 2.1 Hz, 1H), 7.61 (d, ] =
S5-({[1-(2- &
o 1.6 Hz, 1H), 7.45 (s,
4-F KR K)
e A 1H), 7.37 — 7.26 (m,
ool | Hac*”of W x =1 11H), 7.06 — 7.00 (m,
v M 2H), 4.52 (hept, ] = 6.6
% )2 [1-( A
Hz, 1H), 2.33 (s, 3H),
it i 1.61 — 1.50 (m, 2H)
. HE . m, ]
o4 KR P
” 1.42 (d, ] = 6.7 Hz, 6H),
1.17 — 1.06 (m, 2H).
LCMS (2#7 7 #% F): Rt
= 3.47mins; MS
(ESIpos) m/z = 440.2
(M+H)".
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CN 115137726 B .I'R HH :F; 401/498 1T

Ex. | 44 S FR AT H A

'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.14 (s, 1H), 9.24 (s,

3- A | 1H), 7.85 (s, 1H), 7.80 —
S5-[({1-[2- #& [7.65 (m, 3H), 7.65 —
4-( = & ¥ |7.57 (m, 2H), 7.47 (s,
(1971] I F)RHEFE A | 1H), 4.53 (hept, ] = 6.6
88 WLA/@X ) # ) £ |Hz, 1H), 1.70 — 1.60 (m,
y % 1-2-[1<( 7 |2H), 1.43 (d, J = 6.6 Hz,
-2- % )-1H-#t | 6H), 1.29 — 1.22 (m,
o4 KK F | 2H).
AR LCMS (%477 i D) Rt

= 508 min, MS
(ESIpos): m/z = 494.05
(M+H)".
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CN 115137726 B 'IH EH :F; 402/498 T
Ex. | 454 2 A o5 R AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.14 (s, 1H), 9.21 (s,
1H), 7.85 (s, 1H), 7.73
3- A |(dd, J = 12,9, 2.1 Hz,
S5-[({1-[2- & |[1H), 7.65 — 7.56 (m,
-4-(Z A F & | 2H), 7.46 (s, 1H), 7.39
it T o i .. | HXRKLPEAE |, J = 107 Hz, 1H),
89 |~ o N)x@f BV # )& |7.25(d, J =8.5 Hz, 1H),
i i £ 1-2-[1-( % |4.61 — 443 (m, 1H),
2-#)-1H-"# [ 1.67 — 1.59 (m, 2H),
ok 4-F 1K F | 1.43 (d, ] = 6.7 Hz, 6H),
B 1.25 - 1.18 (m, 2H).
LCMS (% #77% i D) Rt
10721 = 505 min, MS
(ESIpos): m/z = 510
(M+H)".
'H NMR (500 MHz,
DMSO-d6) 6 [ppm] 9.57
(s, 1H), 8.55 (s, 1H),
2-(4- & T % [8.05 (dd, J = 12.2, 2.3
-1H- K » -1- |Hz, 1H), 8.02 (s, 1H),
b i #x)3- A& |7.76 — 7.66 (m, 2H),
H " @pw* 5-[({1-[2- & |7.65 — 7.58 (m, 1H),
LAY 4-( = & P 733 (s, 1H), 1.75 — 1.64
#)R KA | (m, 2H), 1.33 — 1.29 (m,
AV # ) & | 2H), 1.28 (s, 9H)
AR T ER LCMS (% #7 7 & D): Rt
E 4.14mins, MS
(ESIPos) m/z = 508.05
(M+H)",
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CN 115137726 B

i

B B

403/498 T

[1973]

Ex.

S FR

D AT RIE

91

2-(4- | T %
-1H- K =& -1-
A )3- A
S5-[({1-[2- A
A-(Z AT A
BYRARA
A E L) A
KR F R

'H NMR (500 MHz,
DMSO0-d6) & [ppm] 9.63
(s, 1H), 9.23 (s, 1H),
8.17 — 8.08 (m, 2H),
7.70 — 7.56 (m, 2H),
7.40 (dd, J = 10.4, 1.8
Hz, 1H), 7.27 (d, ] = 8.6
Hz, 1H), 1.73 — 1.62 (m,
2H), 1.33 (s, 9H), 1.30 —
1.22 (m, 2H)

LCMS (% #7 7% #* D): Rt
= 4.27mins; MS
(ESIPos) m/z = 524.15
(M+H)".

2

=4

3- A
S5-[({1-[2- A&
4 Z AP
E)RE KA
Ey#&E)A
E1-2-(1-% T
A -1H- =t w2
-4-F) R F B

'H NMR (400 MHz,
DMSO-d6) 6 [ppm] 0.84
(d, 6H), 1.23 — 1.26 (m,
2H), 1.63 — 1.66 (m,
2H), 2.05 — 2.14 (m,
1H), 3.92 (d, 2H), 7.44
(s, 1H), 7.60 - 7.62 (m,
2H), 7.68 — 7.78 (m,
4H), 9.26 (s, 1H).
LCMS (F#* 1): Rt =
1.32 min; MS (ESIPos)
m/z = 508 (M+H)".
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CN 115137726 B

i

B B

404/498 T

Ex.

S FR

oM KA

93

2-(1- & T %
-1H- = »& 4-
A )3- A
S5-[({1-[2- A&
4-( = R 7T
A)VRERA
A1 EA)K
EIR T B’

'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.23
- 1.26 (m, 2H), 1.53 (s,
9H), 1.63 — 1.66 (m,
2H), 7.48 (s, 1H), 7.60 -
7.75 (m, 5H), 7.87 (s,
1H), 9.24 (s, 1H).
LCMS (F i 1) Rt =
1.32 min; MS (ESIPos)
m/z = 508 (M+H)".

[1974]

94

2-[6-( = A F
&) e % -3-
13- &
S5-[(f1-[2- A&
A4(Z AT
BYREPRA
E1#HEX)A
AR PR

'"H NMR (250 MHz,
DMSO-d6) & [ppm]
13.11 (s, 1H), 9.45 (s,
1H), 8.55 (s, 1H), 8.02 —
7.86 (m, 3H), 7.80 —
7.57 (m, 4H), 7.01 (t, J
= 55.0 Hz, 1H), 1.75 —
1.64 (m, 2H), 1.36 —
1.19 (m, 2H).

LCMS (%477 & D) Rt
= 479 min, MS
(ESIpos): m/z = 513.0
(M+H)".
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i

B B

405/498 T

Ex.

S FR

D AT RIE

95

[1975]

2-[6-( = & 7
&) oK -3-
A 13- A
-5-[({1-[2- &
A4-(Z AT A
A)VR KRR
Ay k)R
AR T B

'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.05 (s, 1H), 9.42 (s,
1H), 8.55 (s, 1H), 8.02 —
7.87 (m, 3H), 7.75 (d, J
= 8.1 Hz, 1H), 7.62 (t, ]
= 8.6 Hz, 1H), 7.40 (d, J
= 10.3 Hz, 1H), 7.27 (d,
J = 8.6 Hz, 1H), 7.01 (t,
J =55.0 Hz, 1H), 1.70 —
1.61 (m, 2H), 1.30 —
1.20 (m, 2H).

LCMS (% #77 i D) Rt
= 488 min, MS
(ESIpos): m/z = 529.0
(M+H)".

96

[641,1- =
AR AR
3- A 13- A
S5-[({1-[2- A
4-( = AT
F)RK )7 A
A1 E L) A
AR T B

'H NMR (250 MHz,
DMSO-d6) 6 [ppm] 9.44
(s, 1H), 8.53 (s, 1H),
7.95 — 7.87 (m, 3H),
7.73 — 7.60 (m, 4H),
240 — 234 (m, 2H),
1.70 — 1.67 (m, 2H),
131 — 126 (m, 2H),
0.94 (t, ] = 7.4 Hz, 3H).
LCMS (4 #7 7 i D) Rt
= 4.80 MS
(ESIpos): m/z = 541.20
(M+H)".

min,
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CN 115137726 B

B B

406,/498 T

P A7 # A%
'H NMR (250 MHz,
DMSO0-d6) § [ppm] 9.37
(s, 1H), 8.49 (s, 1H),
7.92 — 7.83 (m, 3H),
2-[6-(1,1- = [7.68 (d, J = 8.0 Hz, 1H),
A A ) | 7.57 (t, ] = 8.5 Hz, 1H),
-3- % ]-3- & [7.36 (d, ] = 9.9 Hz, 1H),
S5-[({1-[2- #& [7.23 (d, ] = 8.4 Hz, 1H),
A(Z AT A (240 — 220 (m, 2H),
FVRHEFEAF|1.63 - 1.55 (m, 2H),
By#H A)A|1.24 - 1.17 (m, 2H),
AR TP ER 0.90 (t, ] = 7.4 Hz, 3H).
LCMS (4 #7 7 i D) Rt
= 485 min, MS
[1976] (ESIpos): m/z = 557.15
(M+H)".
'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.75 (s, 1H), 8.83 (s,
61- K T & 1H), 8.02 (s, 1H), 7.79 —
7.53 (m, 4H), 7.44 —
-1H- # »k -4-
N F £ )2 & 7.24 (m, 2H), 4.86 (m,
O %@Xi 312 & 1H), 2.44 — 2.35 (m,
98 CY XY e aliy e 4H), 1.88 — 1.73 (m,
PO 2H), 1.65 — 1.55 (m,
_, _ |2H), 1.29 — 1.18 (m,
EyHE X)) & 21,
BIRTR || CMS (54177 D) Ri
= 463 min, MS
(ESIpos): m/z = 506.0
(M+H)".
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CN 115137726 B .I'R HH :F; 407/498 1T

Ex. | 454 2 A oA # AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.74 (s, 1H), 8.76 (s,
1H), 8.02 (s, 1H), 7.69 —
6-(1- 3% T % |7.56 (m, 2H), 7.47 -
-1H- wt v -4- | 7.34 (m, 2H), 7.33 -
H X )2- A |721 (m, 2H), 4.93 —
" <>—~'O, ”K(?KF 3[({1-[2- A& |4.77 (m, 1H), 2.45 —
Wi oH 4-(Z A ¥ & (233 (m, 4H), 1.89 —
FVYVRHEFEAF|1.73 (m, 2H), 1.62 —
Ry & E)A|[1.52 (m, 2H), 1.26 —
AR TP ER 1.13 (m, 2H).
LCMS (4% #7 7 i D) Rt
= 468 min, MS
(ESIpos): m/z = 522.4
(M+H)".
'H NMR (250 MHz,
DMSO-d6) 6 [ppm] 9.21
(s, 1H), 7.91 (d, J = 2.1
Hz, 1H), 7.83 (s, 1H),

[1977]

3- & -2-(1- 3%
7.74 — 7.56 (m, 4H),
T & -1H- o
" L | 742 (s, 1H), 4.84 (m,
JS @ e 1H), 2.47 - 229 (m,
OAA o A | £ )-5-[({1-[2-
100 o NIy =RV ), 192 — 170 (m,
WM F o-d-(=m T
o 2H), 1.69 — 1.60 (m,
R)yRK)7FA
BT H), 133 - 117 (m,
EVE LX) A
Negshatghanl ' )
AR F B

LCMS (%#7 7 i F) Rt
= 388 min, MS
(ESIpos): m/z = 522.0/
524.0 (M+H)".
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CN 115137726 B .IH HH :F; 408/498 T
Ex. | & #) 2 A oA R AR
'H NMR (250 MHz,
DMSO0-d6) & [ppm] 9.18
(s, 1H), 7.92 (d, J = 2.2
Hz, 1H), 7.83 (m, 1H),
. 7.73 (d, J = 2.2 Hz, 1H),
3- & -2-(1- 3%
7.64 — 7.54 (m, 1H),
T £ -1H- =
" g 7.46 — 7.33 (m, 2H),
35 ¢ 729 — 7.19 (m, 1H),
[1978] O 0 ¢ | & )-5-[({1-[2- i :
101 o LI AL sz g | 484 (m 1D, 248
s 2.30 (m, 4H), 1.86 —
AEYRER
0, 11.69 (m, 2H), 1.66 —
A ) A
T 1.57 (m, 2H), 1.26 —
AR F B
1.15 (m, 2H).
LCMS (% #7 7 #F) Rt
= 394 min, MS
(ESIpos): m/z =
538.0/540.0 (M+H)".
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[1979]

" O B 409/498 T
Ex. | 44 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.11 (s, 1H), 9.40 (s,
1H), 8.47 (d, ] = 1.8 Hz,
,__ _ | 1H), 8.12(d, ] = 2.2 Hz,
3- f-2-[6-(=
M 1H), 8.11 (d, ] = 2.2 Hz,
i . 1H), 7.84 (dd, J = 8.0,
F cl F 2.1 HZ, 1H 3 7.76 — 7.66
O o K| #1512 )
102 foA(Z A7 (m, 3H), 7.64 — 7.60 (m,
F - 1H), 7.01 (t, J = 55.0
F)RXKFA
_ | Hz, 1H), 1.69 — 1.64 (m,
EyHE X)) A
R 2H), 1.31 - 1.23 (m,
AR F B
2H).
LCMS (4 #7 7 #F) Rt
= 394 min, MS
(ESIpos): m/z =
529.1/531.1 (M+H)".
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CN 115137726 B 'IH EH :F; 410/498 TQ
Ex. |44 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.09 (s, 1H), 9.37 (s,
1H), 8.47 (d, J = 1.8 Hz,
1H), 8.13 (d, J = 2.1 Hz,
1H), 8.11 (d, J = 2.2 Hz,
3- &.-2-[6-(= | 1H), 7.84 (dd, ] = 8.0,
AP &) | 2.1 Hz, 1H), 7.74 (d, ] =
; -3- 8.0 Hz, 1H), 7.61 (dd, J
[1980] A i i ok # 1-5-[({1-[2- | = 8.6, 8.6 Hz, 1H), 7.40
YYWKXY M-4-(Z /P |(dd, J = 10.3, 1.8 Hz,
AAY)E KR | 1H), 7.29 — 7.22 (m,
AmAEYHEE)A | 1H), 7.01 (t, J = 55.0
AR T B Hz, 1H), 1.67 — 1.60 (m,
2H), 1.26 — 1.19 (m,
2H).

LCMS (9 #7 7 i.F) Rt
= 4,01 min, MS
(ESIpos): m/z =

545.1/547.1 (M+H)".
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CN 115137726 B 'IH HH :FB 411/498 TQ
Ex. | 454 2 A oA # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.43
(s, 1H), 8.60 — 8.57 (m,
o | 1H), 8.17(d, 1 = 2.1 Hz,
_ | 1H), 8.14 (d, ] = 2.1 Hz,
S5-[({1-[2- A&
i A(Z R P 1H), 7.99 — 7.92 (m,
(1981] L § T 2)awm 2H), 7.75 — 7.66 (m,
104 : JX@* ] _|2H), 7.65 — 7.60 (m,
W RA g}%ﬁ%)%‘ 1H), 1.81 — 1.62 (m,
& ]-2{6{ £ 2H), 1.40 — 1.17 (m
AT ) 2H)i ' ' ’
Eha it LCMS (%#7 7 #F) Rt
= 4,16 min, MS
(ESIpos): m/z = 547.0/
548.9 (M+H)".
Ex. | 454 2 A oA # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.09 (s, 1H), 9.39 (s,
1H), 8.46 (d, J = 1.8 Hz,
3- £ | 1H), 8.14 — 8.07 (m,
-2-[6-(1,1- = [2H), 7.81 (dd, J = 8.1,
A A HE)wZ |2.1 Hz, 1H), 7.74 — 7.66
19821 FFNI . . [ (m, 3H), 7.65 — 7.57 (m,
105 ” VS(@* # 1-5-[({1-[2- | 1H), 2.35 (tq, J = 15.2,
oI f-4-(Z A F | 7.4 Hz, 2H), 1.71 — 1.64
)R LA AE | (m, 2H), 1.32 - 1.23 (m,
#* 3 # %) A | 2H), 0.93 (t, ] = 7.5 Hz,
AR F B 3H).
LCMS (4 #7 7 #F) Rt
= 425 min, MS
(ESIpos): m/z =
557.1/559.1 (M+H)".
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CN 115137726 B

[1983]

" O B 412/498 T
Ex. | & #) b AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.09 (s, 1H), 9.36 (s,
1H), 8.45 (d, J = 1.7 Hz,
1H), 8.13 — 8.09 (m,
: _ | 2H), 7.81 (dd, J = 8.1,
- H
122 Hz, 1H), 7.71 (d, J =
oLl = e o 1H), 7.61 (dd, J
. o Za L = ]
AR AR )R
F 3 = 8.6, 8.6 Hz, 1H), 7.40
3 i ol | L] (dd, J = 10.4, 1.7 Hz,
106 o i T A5 [({1-[2-
e ﬁ]4([‘£'{$L[‘? 1H), 7.26 (d, J = 8.5 Hz,
i) 1H), 2.35 (tq, J = 15.2,
A A)VKE AR
T 7.4 Hz, 2H), 1.67 — 1.61
S RE)L (m, 2H), 1.29 — 1.19 (
m, s L L m,
PSR

2H), 0.93 (t, J = 7.5 Hz,
3H).

LCMS (4% #7 7 i.F) Rt
= 431 min, MS
(ESIpos): m/z =
573.1/575.1 (M+H)".
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CN 115137726 B

[1984]

" O B 413/498 T
Ex. |44 b o # AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.59 (s, 1H), 9.02 (s,
H), 7.77 — 7.64 (m,
2-(1- 32 T % ) i
3H), 7.64 — 7.52 (m,
SudEAnna 3H), 7.34 (m, 1H), 4.83
’ L m’ H) -
SR i £ )-8-[(41-I2- (m, 1H), 2.47 — 2.34 (m
<>_N - - & ﬁh—4—(§. g‘ [? ) L) C . L)
107 o . 4H), 2.13 (s, 3H), 1.87 —
i =% & A 1.72 (m, 2H), 1.67
. m, ] . -
ol Dot i 1.59 (m, 2H), 1.26
. m, ] 5 -
A]3-FEAX
i 1.17 (m, 2H).
LCMS (% #7 7% D) Rt
= 471 min, MS
(ESIpos): m/z = 502.45
(M+H)".
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CN 115137726 B 'IH EH :FB 414/498 TQ
Ex. | 454 P A A7 # A%
'H NMR (250 MHz,
DMSO-dg) 6 [ppm]
12.53 (s, 1H), 8.98 (s,
1H), 7.74 (s, 1H), 7.67 —
7.52 (m, 3H), 7.45 -
2(1-5% T 4 ut, 2
7.31 (m, 2H), 7.25 (d, J
-1H- =t w4 -4-
= 8.7 Hz, 1H), 491 —
" & )-5-[({1-[2-
O3 . = 4.75 (m, 1H), 2.46 —
9 < | RA-(ZRT
108 o N/g@/ iy 2.34 (m, 4H), 2.13 (s,
LA AR KR
) . |3H), 1.87 — 1.71 (m,
A ) A
. |2H), 1.64 — 1.54 (m,
A]3-F AR
. 2H), 1.23 - 1.12 (m,
il
2H).
LCMS (% #7 7 i* D) Rt
[1985] = 4,69 min, MS
(ESIpos): m/z = 518.05
(M+H)",
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.79 (s, 1H), 9.18 (s,
2-[6-(= A 7T : ) (
) 1H), 8.42 (s, 1H), 7.94
A ) o -3-
(s, 1H), 7.82 — 7.57 (m,
i A 1-5-[({1-[2- D
F Nl: CH, F oL %_4_(-____5\‘? 6H), 7.00 (t, J = 55.1
109 " 'LK@* SV E g Hz, 1H), 1.98 (s, 3H),
el RITEIW 17 - 158, om,
AyHEA)R
| 1.31=1.20 (m, 2H).
A]3-F AR L
R LCMS (% #7 7 i D) Rt
il .
= 4775 min, MS
(ESIpos): m/z = 509.0
(M+H)",
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CN 115137726 B

B B

415/498 T

Ex.

S FR

D AT RIE

110

[1986]

2-[6-( = & F
A ) woug -3-
& 1-5-[({1-[2-
A4-(Z= R T
AR KR
CE-SEF SE-)
A]-3-F AR
¥ ER

'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.69 (s, 1H), 9.15 (s,
1H), 8.42 (s, 1H), 7.96
(s, 1H), 7.87 — 7.55 (m,
4H), 7.45 — 6.75 (m,
3H), 1.98 (s, 3H), 1.72 -
1.50 (m, 2H), 1.31 -
1.12 (m, 2H).

LCMS (% #77 i D) Rt
= 477 min, MS
(ESIpos): m/z = 525.0
(M+H)".

111

=

5-[({1-[2- &
4-( = AT
BYREPRA
E1#HEX)A
X ]3- 9 A
2-[6-(Z AT
A ) o ovg -3-
AR T B

'"H NMR (250 MHz,
DMSO-d6) 6 [ppm] 9.20
(s, 1H), 8.52 (s, 1H),
7.99 (s, 1H), 7.96 — 7.83
(m, 2H), 7.79 — 7.65 (m,
3H), 7.62 (d, ] = 8.1 Hz,
1H), 1.98 (s, 3H), 1.70 —
1.62 (m, 2H), 1.30 —
1.21 (m, 2H).

LCMS (4 #77 i D) Rt
= 468 min, MS
(ESIpos): m/z = 527.2
(M+H)".
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CN 115137726 B W OB P 416/498 T
Ex. |44 b o # AR
'H NMR (250 MHz,
DMSO0-d6) & [ppm] 9.16
2-[6-(1,1- = |(s, 1H), 8.40 (s, 1H),
AT E)HE | 7.92 (s, 1H), 7.77 — 7.57
3- (m, 6H), 2.42 — 2.28 (m,
e o - | A 15-0(01-[2- | 28), 1.98 (s, 3H), 1.70 -
112 s W%Q* F-4-(Z AP |1.61 (m, 2H), 1.29 —
sHEiak )% L] | 1.19 (m, 2H), 0.94 (t, J
A1 # K ) & | =7.4Hz 3H).
#1-3-F &£ K | LCMS (5477 & D) Rt
7 B = 475 min, MS
(ESIpos): m/z = 537.25
(M+H)",
(1987] '"H NMR (250 MHz,
DMSO-d6) 6 [ppm] 9.14
(s, 1H), 8.40 (s, 1H),
_7.92 (s, 1H), 7.79 — 7.55
2'[6'(;:' 1;; (m, 4H), 7.39 (d, J =
f_ﬁ VR 0.1 Ha, 1H), 7.26 (d, 1
Xy g | BIEIEE 2286'6(2232111?)’125:1@
i i )X@f K E R 3ﬁ) 166 — 1.56 (m’
! ¥ 3% ¥ SE 9 buGi ' :
ST 2H), 1.28 - 1.16 (m,
FSRHE K, 2H), 0.94 (t, J = 7.4 Hz
FOER.F & 3 hundhat A
3H).
ks LCMS (% #77 i D) Rt
= 480 min, MS
(ESIpos): m/z = 553.25
(M+H)".
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CN 115137726 B .I'R HH :F; 417/498 T

Ex. | 44 2 AR 2 R

'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.89 (s, 1H), 9.08 (s,
1H), 7.84 (s, 1H), 7.77 —
. |7.55 (m, 5H), 7.53 (s,

5-[({1-[2- #&
T 1H), 7.36 (d, J = 8.5 Hz,

4-( = R F
1H), 4.05 (t, ] = 6.8 Hz,

) | B)RAIRA
[1988] e T . : 2H), 1.88 — 1.69 (m,
114 %lmkg@x 2y xE) A | il

OH 2H), 1.69 — 1.58 (m,

#£1-2-(1-7

(-7 L 2H), 131 - 1.11 (m,

1E- a5 % +- 2H), 0.84 (t, J = 7.3 H
y W ] = /. Z,

R)E T B

3H).

LCMS (% #7 7 i D) Rt
= 4,51 min, MS
(ESIpos): m/z = 476.05
(M+H)".
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CN 115137726 B 'IH HH :FB 418/498 T
Ex. |44 AR 2 AT AR

'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.91 (s, 1H), 9.05 (s,
1H), 7.84 (s, 1H), 7.74
(d, ] = 2.2 Hz, 1H), 7.67
(dd, J = 8.5, 2.3 Hz,
5-[({1-[2- #& |1H), 7.65 — 7.56 (m,
4-(Z A F & | 1H), 7.53 (s, 1H), 7.43 -
(1989] o 0 .. | EBREFRAE|7.32 (m, 2H), 7.25 d,
115 ° 'g@f 1 #& L) &R | =8.6 Hz, 1H), 4.06 (t, ]
i } #1-2-(1- % | = 6.9 Hz, 2H), 1.79 (h, ]
-1H- #t » -4- = 7.1 Hz, 2H), 1.64 —
A)K P B 1.57 (m, 2H), 1.22 —
1.13 (m, 2H), 0.85 (1, J

= 7.4 Hz, 3H).
LCMS (% #7 7 i% D) Rt
= 449 min, MS
(ESIpos): m/z = 492.1

(M+H)".
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CN 115137726 B

i

B B

419/498 7

[1990]

Ex.

S FR

D AT RIE

116

chﬁ il o) :
CH,0.
OH H A ¢

5-({[1-(2,4-=
RARE)VEA
EBIHE KA
*)-2-(1-% T
¥ -1H- =t
-4- )R F B8R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.90 (s, 1H), 8.95 (s,
1H), 7.80 (s, 1H), 7.75
(d, J = 2.3 Hz, 1H), 7.67
(dd, J = 8.5, 2.3 Hz,
1H), 7.55 — 7.47 (m,
2H), 7.34 (d, ] = 8.5 Hz,
1H), 7.28 — 7.20 (m,
1H), 7.13 — 7.05 (m,
1H), 3.90 (d, ] = 7.2 Hz,
2H), 2.15 — 2.04 (m,
1H), 1.62 — 1.51 (m,
2H), 1.19 — 1.07 (m,
2H), 0.85 (d, ] = 6.7 Hz,
6H)

LCMS (%#7 75 i F): Rt
= 3.31mins; MS (ESI)
m/z = 440.3 (M+H)".
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CN 115137726 B .IH' HH :F; 420/498 T
Ex. | 44 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.89 (s, 1H), 9.00 (s,
1H), 7.80 (s, 1H), 7.74
(d, J = 2.2 Hz, 1H), 7.67
(dd, 7 = 8.5, 2.3 Hz,
1H), 7.52 (s, 1H), 7.51 —
_ | 7.46 (m, 1H), 7.43 (dd, ]
5-(1[1-(4- &
. = 10.0, 2.0 Hz, 1H),
- y '2%%%);? 7.34 (d, ] = 8.5 Hz, 1H),
A D e e R Yo LEILEIES 730 (dd, J = 8.3, 2.0
8 £)2-(1-RT Hz, 1H), 3.90 (d, ] = 7.1
% IH- 5 Hz’ 2H), 2.18 . 2 01 (1;1
-4- )R F BR e e ' ’

IH), 1.66 — 1.48 (m,
2H), 1.21 - 1.06 (m,
2H), 0.85 (d, ] = 6.7 Hz,
6H).

LCMS (% #7177 i F): Rt
= 3.54mins; MS
(ESIpos) m/z = 456.3
(M+H)".
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CN 115137726 B .I'R HH :F; 421/498 T

Ex. |44 P 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.89 (s, 1H), 8.89 (s,
1H), 7.79 (s, 1H), 7.75
(d, J = 2.3 Hz, 1H), 7.67
(dd, T = 8.5, 2.3 Hz,
5-({[1-(2- #& | 1H), 7.51 (s, 1H), 7.37 —
4-¥ KK K)|729 (m, 2H), 7.06 —
1992] ﬂ%’@ 0 o | FAER]FEA}|6.99 (m, 2H), 3.90 (d, J
118 CHs0 WJKKQ # #&)-2-(1-% |= 7.1 Hz, 2H), 2.33 (s,
T # -1H- =t |3H), 2.15 — 2.03 (m,
o 4-K)VE P | 1H), 1.60 — 1.48 (m,

B 2H), 1.17 - 1.02 (m,
2H), 0.84 (d, ] = 6.7 Hz,
6H).

LCMS (% #77 & F): Rt
= 3.47mins; MS
(ESIpos) m/z = 436.3
(M+H)".
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ON 115137726 B " BB B 499/498 T
Ex. |44 S FR AT H A
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.94 (s, 1H), 9.09 (s,
1H), 7.82 (s, 1H), 7.78 —
7.56 , SH), 7.52 (s,
2[-(FRT £ ) 0 (s
1H), 7.36 (d, ] = 8.5 Hz,
7 4 )-1H-
o d 1H), 4.12 (d, J = 7.2 Hz,
! F —
[1993] d—N 5 E E‘]_S_[({l_[z_ ZH), 286 2.65 (m,
119 SO, 2,09 - 191 (m,
H H F ﬁ.—4—(;-§\“?
. 2H), 1.91 — 1.69 (m,
2% A RA
B AH), 1.69 — 1.56 (m,
RIREIN o 131 - L4 g
] . e . m,
BT

2H).

LCMS (% #7 7 i F) Rt
= 464 min, MS
(ESIpos): m/z = 502.1
(M+H)".
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CN 115137726 B

[1994]

w B P 423/498 T
Ex. | 454 P 2 AT AR
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.86 (s, 1H), 9.05 (s,
1H), 7.82 (s, 1H), 7.78 —
7.56 3H), 7.52
2_[1_( ;Z: T gg (ma )9 (Sa
1H), 7.37 (m, 2H), 7.24
¥ & )-1H- =t
" " (d, J = 8.5 Hz, 1H), 4.12
N (d, ] = 7.2 Hz, 2H), 2.82
o . -5-[{{1-[2-
120 d_mHWﬁ ?4 ([E{g[@ — 2.68 (m, 1H), 2.05 —
OH it 22
e 1.93 (m, 2H), 1.90 -
)R AE R
. 1.74 (m, 4H), 1.64 —
AL 1.57 (m, 2H), 1.24
. m, , 1. —
EYE R

1.13 (m, 2H).

LCMS (% #77% i D) Rt
= 4,67 min, MS
(ESIpos): m/z = 518.05
(M+H)".
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CN 115137726 B

[1995]

" O B 424/498 T
Ex. | & #) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & 9.04 (s,
1H), 7.92 - 7.87 (m,
1H), 7.72 — 7.64 (m,
3H), 7.64 — 7.56 (m,
2H), 7.56 — 7.52 (m,
2-(1- 3¢ % A& ) (m
1H), 7.35 (d, ] = 8.5 Hz,
PIER I 1H), 4.72 — 4.58 (
" — " m
N e | A)-5-[({1-[2-] 7 ’
o b n E PRI 514~ 199 (m,
].2]. 0, N ﬁl—4—(.—:-ﬁ.?
H il 2H), 1.99 — 1.85 (m,
F)RXKFA
_ |2H), 1.85 — 1.73 (m,
BIREIR| o 173 - 153 ¢
] . e . m,
AR TR
4H), 1.26 — 1.16 (m,
2H).
LCMS (% #7 % i D):
Rt=2.13mins, MS
(ESIPos): m/z=502
(M+H)".
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CN 115137726 B

[1996]

" O B 425/498 T
Ex. |44 b o # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.08 (s,
1H), 7.89 (s, 1H), 7.73
(d, ] = 2.2 Hz, 1H), 7.72
— 7.64 (m, 3H), 7.63 —
L 7.58 (mlH )7 52
L ot ek g | 758 (mo TH), 752 s
ol e 1H), 7.38 (d, J = 8.5 Hz,
O 0 : U, 412 (m, TH), 2.06
122 o AA(ZAF
W W M ~ 1.99 (m, 2H), 1.86 —
FYREK|xA
1177 (m, 2H), 1.76 —
BIRE)R| | 0 (m SH), 146
. m, 5 . -
PSR
1.34 (m, 2H), 1.29 —
1.16 (m, 3H).
LCMS (% #7 7% D) Rt
~ 459 min, MS
(ESIpos): m/z = 516.15
(M+H)".
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CN 115137726 B

i

B B

426/498 Tl

[1997]

Ex.

S FR

D AT RIE

123

2-(1-3% 2 %
-1H- =t »k -4-
& )-5-[({1-[2-
R-4-(ZA T
E -9 ¥ Y
CESE S ST
KK P B

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.04 (s,
1H), 7.89 (s, 1H), 7.74
(d, J = 2.2 Hz, 1H), 7.67
(dd, J = 8.5, 2.2 Hz,
1H), 7.63 — 7.57 (m,
1H), 7.52 (s, 1H), 7.41 —
7.35 (m, 2H), 7.28 -
7.22 (m, 1H), 4.12 (m,
IH), 2.07 — 1.99 (m,
2H), 1.87 - 1.77 (m,
2H), 1.76 — 1.63 (m,
3H), 1.63 — 1.58 (m,
2H), 1.47 — 1.34 (m,
2H), 1.27 — 1.14 (m,
3H).

LCMS (%477 i&D) Rt
= 4.65 min, MS
(ESIpos): m/z = 532.10
(M+H)".
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CN 115137726 B .IH HH :F; 427/498 T
Ex. | 44 2 A oA R AR
'"H NMR (500 MHz,
DMSO-d6) & [ppm]
12.94 (s, 1H), 9.08 (s,
1H), 7.90 (s, 1H), 7.78 —
- H R 75)7 ( (SSH) )750 (
. m, s 1. >
1H- ot w4 S
_ i % )-5-[({1-[2 1H), 7.36 (d, ] = 8.5 Hz,
- 5-[({1-[2-
[1998] Do 0 : - 1H), 3.73 (m, 1H), 1.66
124 0 . R-d-(Z AT
H i — 1.61 (m, 2H), 1.26 —
s 1.19 (m, 2H), 1.08
= . m, ] 5 -
A1 # EH)&A
e 1.02 (m, 2H), 0.99 -
Sl 0.94 (m, 2H).
LCMS (4% #7 7 i&A) Rt
= 424 min, MS
(ESIpos): m/z = 474.05
(M+H)".
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CN 115137726 B

[1999]

" O B 428/498 T
Ex. | & #) b o # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.94 (s, 1H), 9.05 (s,
1H), 7.90 (s, 1H), 7.75
(d, ] = 2.1 Hz, 1H), 7.67
dd, J = 8.5, 2.3 Hz
2-(1- 5% 7 & | .
1H), 7.60 (m, 1H), 7.50
PIER I (s, 1H), 7.41 — 7.34 (
S - — i m
» )5 [({1-2-| .0 " ’
s MO’ %@"’fp 3)4 ([i{g&[ o |2H).7.24 (4,1 =85 Hz,
W N T 1H), 3.73 (m, 1H), 1.64
)R AE R
= 1.57 (m, 2H), 1.22 —
AEIEEIR | 16 (m 2H), 1.08
s m, 5 . -
ESES 4
1.02 (m, 2H), 0.99 —
0.94 (m, 2H).
LCMS (% #7 7% D) Rt
— 430 min, MS
(ESIpos): m/z = 490.05
(M+H)".
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CN 115137726 B .I'R HH :F; 429/498 T

Ex. | %4 & Af P AT H AR

'H NMR (250 MHz,
DMSO-d6) & [ppm)]
13.16 (s, 1H), 9.24 (s,
1H), 7.87 (s, 1H), 7.82 —

2-[1-(3F 7 &
7.55 (m, 5H), 7.47 (s,
T 1H), 4.00 (d, J = 6.6 H
s T , J = 0. z,
b4 )3 A

IN —_—

+2000] e el Lo rpeplisn s el = i gt

126 o N . 2H), 1.38 - 1.14 (m,

H F A4-( = B F

3H), 0.62 — 0.45 (m,
2H), 0.42 - 0.28 (m,
2H).
LCMS (% #7 7 % D) Rt
= 504 min, MS
(ESIpos): m/z = 506.1
(M+H)".

2)EL|%A
A1EA)A
ESES 4
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CN 115137726 B

i

B B

430/498 T

[2001]

Ex.

S FR

D AT RIE

127

2-[1-(3 7 A&
¥ A )-1H- =
43K 1-3- A
S5-[({1-[2- A&
A-(Z AT A
BYRARA
Ey# L) A
AR F B

'H NMR (250 MHz,
DMSO-d6) & [ppm]
13.11 (s, 1H), 9.21 (s,
1H), 7.87 (s, 1H), 7.74
. J =152 Hz 1H,
7.67 — 7.54 (m, 2H),
7.47 (s, 1H), 7.39 (d, J =
10.3 Hz, 1H), 7.25 (d, J
7.4 Hz, 1H), 4.00 (d, J
6.7 Hz, 2H), 1.71 —
1.56 (m, 2H), 1.30 —
1.14 (m, 3H), 0.60 —
0.47 (m, 2H), 0.42 —
0.28 (m, 2H).

LCMS (% #7 7 i% D) Rt
= 505 min, MS
(ESIpos): m/z = 522.1
(M+H)".
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CN 115137726 B iH HH :F; 431/498 T1
Ex. | 44 2 AR 2 R
'H NMR (500 MHz,
DMSO0-d6) § [ppm] 9.34
(s, 1H), 8.27 (s, 1H),
7.79 (d, J = 13.8 Hz,
3- A |2H), 7.74 — 7.64 (m,
S5-[({1-[2- A& |2H), 7.61 (d, J = 8.0 Hz,
He ) 4-( = & ¥ [1H), 7.56 (dd, J = 7.9,
200z | rlof %@Xﬁ E)R A% [ 1.9 Hz, 1H), 7.26 (d, ] =
N 13 4 ) & (8.0 Hz, 1H), 2.50 (s,
#1-2-(6-F % | 3H), 1.69 — 1.61 (m,
v -3- )R | 2H), 1.30 — 1.21 (m,
7 2H).
LCMS (4 #7 7 i D): Rt
= 2.07mins, MS
(ESIpos): m/z = 477
(M+H)".
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CN 115137726 B

[2003]

" O B 432/498 T
Ex. | & #) 2 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.83 (s, 1H), 9.20 (s,
IH), 7.87 (s, 1H), 7.83
(d, ] = 2.4 Hz, 1H), 7.79
(dd, J = 8.7, 2.4 Hz,
1H), 7.74 — 7.65 (m,
2-(4-3 T A ! ;
2H), 7.63 — 7.57 (m,
-1H- =t v -1-
) ) 1H), 7.53 (s, 1H), 7.44
SO e | A )-5-[({1-[2- .
0 F S " 1(d, J = 8.7 Hz, 1H), 3.40
129 %,J@\N A-A-( = AT
v H bl (m, 1H), 2.32 — 2.23 (m,
EYRKIFKA
. |2H), 2.09 - 1.99 (m,
LIREIR 2H), 1.98 1.78 (m
AR FBR i iiin :
I 2H), 1.71 — 1.59 (m,
2H), 1.30 — 1.18 (m,
2H).
LCMS (9 #7 7 #* F): Rt
= 3.87mins; m/z
(ESIPos) =  488.3
(M+H)".
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CN 115137726 B

[2004]

w B P 433/498 T
Ex. | &4 AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & 12.83 (s,
1H), 9.17 (s, 1H), 7.87
(s, 1H), 7.83 (d, J = 2.4
Hz, 1H), 7.79 (dd, J =
8.7, 2.5 Hz, 1H), 7.63 —
7.57 (m, 1H), 7.53 (s,
1H), 7.44 (d, ] = 8.7 Hz,
2-(4- % T A ‘ ( )
1H), 7.41 — 7.35 (m,
-1H- =t = _1-
_ £ )5[({12- 1H), 7.27 - 7.22 (m,
: CN’| ° YK | - s |[1H), 347 — 337 (m,
130 o MKA/@ A-4-(ZR TP
W H iy 1H), 2.33 — 2.22 (m,
A E)RER
. _ |2H), 2.08 — 1.99 (m,
A KA
iy 2H), 1.97 — 1.87 (m,
AR T B
1H), 1.87 — 1.78 (m,
1H), 1.69 — 1.56 (m,
2H), 1.30 - 1.11 (m,
2H).
LCMS (% #7 7 %F): Rt
= 3.94mins; m/z
(ESIPos) =  504.3
(M+H)".
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CN 115137726 B .I'R HH :F; 434/498 T

Ex. |44 AR 2 AT AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.93 (s, 1H), 9.08 (s,
1H), 7.87 (s, 1H), 7.74
(d, J=2.2 Hz, 1H), 7.73
— 7.65 (m, 3H), 7.63 —

@S- T o (m, 1H), 7.53 (
. m, s 1. S,

-2- % ]-1H- =+

& 4 | TH). 737 (d, T = 8.5 Hz,

Mo M ; 1H), 4.29 — 4.19

[2005] o™ 0 | R)-5-[({1-[2- . i
131 o g A (= R 1H), 1.87 — 1.69 (m,

n 2H), 1.68 — 1.60 (m,

FEYyRAE]R

)4%,, ”? 2H), 1.42 (d, J = 6.7 Hz,
st Rk 3H), 1.27 — 1.18 (m
ESER L s yllosy

2H), 0.74 (t, J = 7.4 Hz,
3H).

LCMS (%#77 D) Rt
= 443 min, MS
(ESIpos): m/z = 490.1
(M+H)".
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CN 115137726 B 'IH EH :F; 435/498 T
Ex. | ## 2 A oA # AR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.92 (s, 1H), 9.04 (s,
1H), 7.87 (s, 1H), 7.74
(d, J = 2.3 Hz, 1H), 7.67
(dd, J = 8.5, 2.3 Hz,
2-{1-[(2S)- T [ 1H), 7.64 — 7.57 (m,
-2- 3 J-1H-# | 1H), 7.53 (s, 1H), 7.42 —
" o 4-17.34 (m, 2H), 7.28 -
2008l | (gt ,Nj\S@«"fi £1-5-[({1-[2- | 7.21 (m, 1H), 432 -
HooH A-4-(Z=AF |4.18 (m, 1H), 1.86 —
A HEYE KR | 1.67 (m, 2H), 1.66 —
A #E )R | 1.56 (m, 2H), 1.42 (d, ]
RPRF 8 = 6.7 Hz, 3H), 1.24 —
1.14 (m, 2H), 0.74 (t, J

= 7.4 Hz, 3H).
LCMS (% #7 7 D) Rt
= 449 min, MS
(ESIpos): m/z = 506.10

(M+H)".
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CN 115137726 B .I'R HH :F; 436/498 1T

Ex. |44 AR 2 AT AR

'H NMR (500 MHz,
DMSO0-d6) & [ppm] 9.03
(s, IH), 7.86 (s, 1H),
7.72 (d, ] = 2.2 Hz, 1H),
7.66 (dd, J = 8.5, 2.3
Hz, 1H), 7.62 — 7.56 (m,

2-{1-[(2R)- T

1H), 7.53 (s, 1H), 7.40 —
2- A -1H-#%
& 4 |734 (m. 2H), 7.26 -

HE—, M ; 7.21 1H), 4.30 —

[2007] ™ o Y| A -S-[({1-[2- ial ey
133 o g A (= R 4.16 (m, 1H), 1.85 —
n 1.64 (m, 2H), 1.64 —

A)E AR
1.54 (m, 2H), 1.41 (d,
— E Z’ . . —
AR T BR

1.14 (m, 2H), 0.73 (t, J
= 7.4 Hz, 3H).

LCMS (% #7177 . F) Rt
= 3.62mins, MS
(ESIpos): m/z = 490.2
(M+H)".
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CN 115137726 B

[2008]

w MR P 437/498 T
Ex. | 44 2 A 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.07
(s, IH), 7.86 (s, 1H),
7.74 — 7.62 (m, 4H),
7.62 — 7.57 (m, 1H),
2-{1-[(2R)- T
7.53 (s, 1H), 7.36 (d, ] =
2- % ]-1H- 1
s 4| 85 Hz, 1H), 4.27 - 4.18
Moy L (m, 1H), 1.85 — 1.66 (m,
W NN 9 O | A SS-I({[2-
134 oy N Ay B AT 2H), 1.66 — 1.59 (m,
s 2H), 1.41 (d, J = 6.7 Hz,
AEYRER
7 |3H), 1.24 — 1.18 (m,
A ) A
iR 2H), 0.73 (t, J = 7.4 Hz,
AR T B
3H).
LCMS (% #7 7 #F) Rt
= 3.69mins, MS
(ESIpos): m/z = 506.2
(M+H)",
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Ex. | 44 2 AR 2 R
'H NMR (250 MHz,
DMSO-d6) & 9.25 (s,
1H), 7.82 (s, 1H), 7.78 —
7.65 (m, 3H), 7.64 —
2-{1-[(2S)- T [7.59 (m, 2H), 7.47 (s,
-2- 3% ]-1H-=t | IH), 4.36 — 4.20 (m,
" i b 4-K1-3-A | 1H), 1.85 — 1.71 (m,
2009 | XN%,@)XE?X 5[({1-[2- & |2H), 1.69 — 1.63 (m,
W -4-( = A ¥ |2H), 1.42 (d, ] = 6.7 Hz,
E)R AR AE | 3H), 1.29 — 1.22 (m,
BV # &) & |2H), 0.72 (t, ] = 7.4 Hz,

ERIR T B8R 3H).

LCMS (% #7 7 D) Rt
= 476 min, MS
(ESIpos): m/z = 508.1

(M+H)".

Ex. | 44 2 AR 2 R
'H NMR (250 MHz,
DMSO-d6) & 9.25 (s,
1H), 7.82 (s, 1H), 7.78 —
7.65 (m, 3H), 7.64 —
2-{1-[(2R)- T [7.59 (m, 2H), 7.47 (s,
-2- 3% ]-1H-=t | IH), 4.36 — 4.20 (m,
" i b 4-K1-3-A | 1H), 1.85 — 1.71 (m,
[2010] e SH;\‘”O *5(?* S5-[({1-[2- A& [2H), 1.69 — 1.63 (m,
W -4-( = A ¥ |2H), 1.42 (d, ] = 6.7 Hz,
E)R AR AE | 3H), 1.29 — 1.22 (m,
BV # &) & |2H), 0.72 (t, ] = 7.4 Hz,

ERIR T B8R 3H).

LCMS (% #7 7 D) Rt
= 476 min, MS
(ESIpos): m/z = 508.1

(M+H)".
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Ex. | #54 2o A 7 R
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.14 (s, 1H), 9.22 (s,
1H), 7.80 (s, 1H), 7.73
3- A |(d, ] = 12.7 Hz, 1H),
SS-[({1-[2- & |7.63 — 7.58 (m, 2H),
L A-(ZRF A |7.44 (s, 1H), 739 (d, ] =
e AN s YO | B)RAIFRE 104 He, 1H), 7.25 (d, ]
n B A ] AV # K ) A | = 83 Hz, 1H), 3.86 (s,
#1-2-(1-F % | 3H), 1.65 — 1.60 (m,
-1H- =t #& -4- | 2H), 1.25 — 1.18 (m,
)R T B 2H).
LCMS (% #7 7 #D): Rt
= 525 min; MS
(20111 (ESIpos) m/z = 482.1
(M+H)".
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.15 (s, 1H), 9.24 (s,
20- & B 1H), 7.84 (s, 1H), 7.76 —
7.66 (m, 3H), 7.63 —
-1H- # »k -4-
il F £ )3 & 7.59 (m, 2H), 7.46 (s,
e | t | st & 1H), 4.16 (q, ] = 7.3 Hz,
138 YR Ll ol Ol 2H), 1.68 — 1.63 (m,
. 2H), 1.39 (t, ] = 7.3 Hz,
A)VRE|XR
) _ |3H), 1.28 — 1.23 (m,
EyHE X)) & 2H),
BIRTR || OMS (54 5 #D): Ri
= 524 min; MS
(ESIpos): m/z = 480.1
(M+H)".
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Ex. | & #) b o # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.13 (s, 1H), 9.21 (s,
1H), 7.84 (s, 1H), 7.73
d, J = 12.8 Hz, 1H),
r1- o 2| % [H)
7.63 — 7.58 (m, 2H),
PES S 7.46 (s, 1H), 7.39 (d, J
. s, 3 I s d =
£ )3 K
0t . 10.3 Hz, 1H), 7.25 (d, J
[2012] NN g O[S A
139 o . AR = 8.5 Hz, 1H), 4.15 (q, J
- ] & ~ 7.3 Hz, 2H), 1.65 —
3 IR 1.60 (m, 2H), 1.38 (t, J
ol e -731-,1 3£1).123’
= . Z, . . N
PSR
1.19 (m, 2H).
LCMS (% #7 7 #D): Rt
= 530 min; MS
(ESIpos): m/z = 496.1
(M+H)*.
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Ex. | 44 2 AR 2 R

'H NMR (250 MHz,
DMSO-d6) & [ppm] 9.16
(s, 1H), 7.85 (d, J = 1.4
Hz, 1H), 7.73 (dd, J =
12.9, 2.1 Hz, 1H), 7.60

2 R £ (d, 1H), 7.54 — 7.38 (m,
-2= 5 ~

3H), 7.31 (dd, J = 8.2,
HLC ¥ F ﬁﬁ&]ﬁ%}ﬁ ) (

[2013] nd N 5 o 1.8 Hz, 1H), 4.53 (hept,
140 ° ’"XQ/ £ Al s, ;8H (112)
= ¥ b} b ZS s

2-(1-F A A

1.62 - 1.58 (m, 2H),
;;H;“tt }i 4 (d, J = 6.7 Hz, 6H),
RETE 1.20 - 1.16 (m, 2H).
LCMS (% #7 7 #D): Rt
= 537 min, MS
(ESIpos): m/z = 460.05
(M+H)".

5-({[1-(4- R
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i

B B

442/498 T

[2014]

Ex.

S FR

D AT RIE

141

2-(1-372 T %
-1H- =t = -4-
£ )3 K
S5-{[(- X X%
ESCESES Y
AR T BR

'H NMR (500 MHz,
DMSO-d6) & 9.46 (s,
1H), 7.88 (s, 1H), 7.76
(dd, J = 12.7, 1.9 Hz,
1H), 7.67 — 7.60 (m,
1H), 7.49 (s, 1H), 7.42 —
7.34 (m, 4H), 7.32 -
7.26 (m, 1H), 4.95 —
470 (m, 1H), 2.49 —
2.43 (m, 2H), 242 —
2.33 (m, 2H), 1.86 —
1.70 (m, 2H), 1.53 —
1.44 (m, 2H), 1.17 —
1.01 (m, 2H).

LCMS (% #7 7 #D): Rt
= 338 min, MS
(ESIPos): m/z= 420.3
(M+H)".
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Ex.

S FR

oM KA

142

[2015]

5-({[1-(4- &
SE SENCES
A} A
K)-2-(1-3r T
A -1H- b o
-4- % )-3- AR
B

IH NMR (500 MHz,
DMSO-d6) & 9.61 (s,
1H), 7.88 (s, 1H), 7.72
(dd, J = 12.7, 2.0 Hz,
1H), 7.64 (d, ] = 1.7 Hz,
1H), 7.49 (s, 1H), 7.36 —
7.26 (m, 4H), 4.99 —
4.71 (m, 1H), 3.09 (s,
2H), 2.49 — 2.42 (m,
2H), 2.42 — 2.33 (m,
2H), 1.85 — 1.70 (m,
2H), 1.28 — 1.15 (m,
2H), 0.92 — 0.78 (m,
2H).

LCMS (% #7 7 #D): Rt
= 3.61 min, MS
(ESIPos): m/z= 468.2
(M+H)".

143

=

3= A
S5-[({1-[2- A
A-( = AT
F)RK )7 A
A1 E L) A
H1-2-(1-7 %
-1H- # # -4-
)R F R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.16 (s, 1H), 9.25 (s,
1H), 7.80 (s, 1H), 7.76 —
7.66 (m, 3H), 7.63 -
7.59 (m, 2H), 7.44 (s,
1H), 3.86 (s, 3H), 1.69 —
1.62 (m, 2H), 1.28 —
1.22 (m, 2H).

LCMS (%47 7 #D): Rt
= 520 min; MS
(ESIpos) m/z = 466.1
(M+H)",

[2016]  SfiEfi144:2- (1-FF ] BE- TH-MEme-4-3) -3-9m-5- ({[1- 4- IR D) IRF A
FREL} 25D KHER , AR A K8 : 21R 59
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<>— P CH
[2017] . &
N
OH o

[2018]  ¥F-2:1THF/7K (3.9mL) FP{JLi0H (80mg, 1.90mmol) JIANF]2- (1-FF | K- 1H-NEmk -
4-38) -3-5-5- ({[1- -FERPACED) PR AL 24050 R OTE O 2 B IR EH EXT R
SERIRI2: TR Int 251A,178mg, 0. 38mmol) A, B AT iATR N 60 C {44316/ N o
IR NS 2 =00, D HR MR 4 T AEE tOAc AN2MEL S A BRVKIATR < [R] 40 Bid « B A HTLE FH2M
AR BIRIE R A SRR TR e, T (MgSO0,) , it BE T IR M4 o T A3 7k W ik
HlEUHPLC (5 EA) 2l A3 2IhmEU L S O 3228/ B N R A k14 : 17 5 ; 66mg
33% W) , o8 E AR o 3 BRI ERI A AR ST AR R AR A o

[20191  '"H NMR (500MHz ,DMSO-d6) & [ppm] 13.15 (m, 1H) ,9.72-9.60 (m, 1H) ,7.89 (m, 1H) ,
7.79 (m,1H) ,7.70 (m,1H) ,7.49 (m,1H) ,4.91-4.84 (m,1H) ,2.47-2.45(m,2H) ,2.41-2.35(m,
2H) ,1.93-1.85(m,1H) ,1.84-1.75(m,2H) ,1.71-1.60 (m,2H) ,1.55-1.37 (m,5H) ,1.34-1.22
(m,2H) ,0.90(d,J=7.1Hz,5H) ,0.75-0.69 (m, 2H) .

[2020]  LCMS (43#7/51ED) :Rt=5.03min; MS (ESIpos) m/z=440.15 M+H) ',

[2021]  SCiEfh145:2- (1-PR ] - TH-MEmE -4-50) -3-5-5- ({[1- (- FIEPRC D) IR AL
BBk SR IR, 4 B — AR M A I e A

N F

F B

N

<>_ _ CH,
0
N
H
OH

[2023]  $F-2.1THF/7K (3.9mL) FP{JLi0H (80mg, 1.90mmol) JIANF|2- (1-FF | HL- 1H-NEmk-
4-38) -3-50-5- ({[1- (- FERPAC D) PR AL 24050 R IIRR TR O 25 B IR B EXT R
SRAN2: 1RSS5 Int 251A,178mg,0.38mmol) 1, BT A AR IR A 60 °C (R FF16 /N o
IR NS 2 =00, D HR MR 4 T AEE tOAc AN2MEL S A BRVKIATR < [R) 40 Bid « B A HTLZ FH2M
AR KA AN SEA KA I %, T8 (MgS0,) , 1t 318, FH s i 46 - BT 5 5k 1
o il 25 BHPLC Uy iEA) 2l , 13 2IhR8UE S CF BN TR G IR 20 A X TR e A 445
4.7mg, 3% W) , N I R SR G AR L 2R A

[2024]  'H NMR (500MHz,DMSO-d6) & [ppm]13.15 (s,1H) ,9.68 (s,1H) ,7.89(s,1H) ,7.78
(dd,J=12.8,1.9Hz,1H) ,7.70(s,1H) ,7.50(s,1H) ,4.93-4.81 (m, 1H) ,2.49-2.46 (m,2H) ,
2.43-2.37(m,2H) ,1.84-1.75(m,2H) ,1.71-1.60 (m,5H) ,1.31-1.20(m,1H) ,1.11-1.01 (m,
2H) ,0.96-0.88 (m,4H) ,0.85(d,J=6.5Hz,3H) ,0.72-0.68 (m, 2H) .

[2025]  LCMS (43#7/51ED) :Rt=5.05min,MS (ESIpos) m/z=440.15 M+H) ',

[2026]  ZSACLT-SCTEf12 , o FHAR N OB M ORE, /E40°CZE80°C NI N IR &,
FHTHE /7K 5kiMeOH/ /K EDIAFITR A, il 2 N A1
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CN 115137726 B 'IH EH :FB 445/498 T
Ex. |%# 2 A 5T R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.09 (s, 1H), 9.16 (s,
1H), 7.90 (d, J = 2.3 Hz,
1H), 7.79 (dd, J = 8.5,
2.3 Hz, 1H), 7.58 (s,
S-({[1-(4- & 1H), 7.52 — 7.46 (m,
-({[1-(4- #
. - 1H), 7.43 (dd, J = 10.0,
2- 8 K &)
" 12.0 Hz, 1H), 7.39 (d, ] =
2 7 ] ok 8.5 Hz, 1H), 7.30 (dd, J
[2027] O] 0 o £ Yy A\ % 1H), 730 UG
146 o “JXQ — 83, 2.0 Hz, 1H), 3.85
iinll o R 5{‘( 1H), 2.39 (m, 2H)
. m, y s m, s
TA-1,3-%
. 1227 (m, 2H), 2.08 -
ok 5o )X
: 1.95 (m, 1H), 1.94 —
F B
1.83 (m, 1H), 1.67 -
1.50 (m, 2H), 1.25 —
1.10 (m, 2H).
LCMS (4 #7 7% F): Rt
= 3.79mins; MS

(ESIPos): m/z = 471.2
(M+H)".
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[2028]

Ex.

S FR

D AT RIE

147

2-2-F T &
-1,3-7K v 5-
#£)-5-({[1-(2
-4 TR
XE)YX A
ESE S S
)R T B8R

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.09 (s, 1H), 9.07 (s,
1H), 7.91 (d, J = 2.3 Hz,
I1H), 7.78 (dd, J = 8.5,
23 He, 1H), 758 (s,
1H), 7.38 (d, J = 8.5 Hz,
IH), 7.36 — 7.30 (m,
IH), 7.05 — 7.03 (m,
1H), 7.02 (s, 1H), 3.89 —
3.80 (m, 1H), 2.45 -
2.35 (m, 2H), 2.33 (s,
3H), 2.31 - 2.22 (m,
2H), 2.08 — 1.96 (m,
IH), 1.94 — 1.84 (m,
1H), 1.61 — 1.49 (m,
2H), 1.17 - 1.05 (m,
2H).

LCMS (5#7 7% *.F): Rt
= 373 min; MS
(ESIPos): m/z = 451.2
(M+H)".
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[2029]

" O B 447/498 T
Ex. |4# AR 2 AT AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.10 (s, 1H), 9.23 (s,
1H), 7.90 (d, J = 2.3 Hz,
1H), 7.78 (dd, J = 8.5,
2.3 Hz, 1H), 7.73 — 7.65
2-(2-3% T % | (m, 2H), 7.64 — 7.59 (m,
-1,3-4E v& .5- | 1H), 7.58 (s, 1H), 7.40
i i F)-5-[({1-[2 | (d, ] = 8.5 Hz, 1H), 3.89
waf - -4-(= A |- 3.80 (m, 1H), 2.45 —
148 HO

I WA wEYEA][234 (m, 2H), 2.32 -
A ALHE (221 (m, 2H), 2.08 —
EYRKE]XR|1.95 (m, 1H), 1.94 —
R 1.83 (m, 1H), 1.71 -
1.57 (m, 2H), 1.30 -

1.18 (m, 2H).
LCMS (% #7 7 F): Rt
= 389 min; MS
(ESIPos): m/z = 505.3

(M+H)".

459



CN 115137726 B .IH' EH :FB 448/498 T
Ex. |%4#) P o # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.10 (s, 1H), 9.20 (s,
1H), 7.90 (d, J = 2.3 Hz,
1H), 7.78 (dd, J = 8.5,
2.3 Hz, 1H), 7.63 — 7.57
2-2-3F T &
. (m, 2H), 7.43 — 7.36 (m,
-1,3-K vk -5-
2H), 7.27 — 7.22 (m,
M &3a-{({1-2 1H), 3.90 — 3.80 (m
[2030] O o N |-RA(ZA| ’
149 - )XQ ] P AR X 1H), 2.44 — 2.34 (m,
i ] 0 2H), 2.33 — 221 (m,
&15%8 £ 2H), 2.02 (m, 1H), 1.95
s Lo m, 5 L
AR K
A, ~ 1.83 (m, 1H), 1.69 —
1.55 (m, 2H), 127 -
1.14 (m, 2H).
LCMS (4 #7 7 .F): Rt
= 3.96mins; MS
(ESIPos): m/z = 521.2
(M+H)".
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[2031]

Ex.

S FR

D AT RIE

150

2-(1-37 A %
-1H- =tk v -4-
#)-5-({[1-(2
A -4-7 &
XEYFRA
B1# KA
)R F R

'H NMR (500 MHz,
DMSO0-d6) § [ppm] 8.89
(s, IH), 7.89 (s, 1H),
7.75 (s, 1H), 7.71 — 7.63
(m, 1H), 7.49 (s, 1H),
7.39 — 7.29 (m, 2H),
7.08 — 6.98 (m, 2H),
3.75 — 3.69 (m, 1H),
2.34 (s, 3H), 1.57 — 1.51
(m, 2H), 1.13 — 1.07 (m,
2H), 1.07 — 1.02 (m,
2H), 0.99 — 0.94 (m,
2H).

LCMS (% #77% D) Rt
= 414 min, MS
(ESIpos): m/z = 420.15
(M+H)".
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Ex. |%4#) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.95 (s, 1H), 9.10 (s,
IH), 7.87 - 7.84 (m,
_ | 1H), 7.75 (d, ] = 2.3 Hz,
5-[({1-[2- A&
iy IH), 7.73 - 7.66 (m,
N 3H), 7.63 — 7.58 (m,
AL 1H), 7.55 — 7.51 (m
CESE S S i ' ’
< i : 1H), 7.38 (d, J = 8.5 Hz,
[2032] H;C—g'\{ Q Z
151 Ho JK@* i 1H), 3.96 (s, 2H), 1.73 —
] 1.53 (m, 2H), 1.31 —
FARAE) 1.16 (m, 2H), 0.99 (
. ms s . Ss
T TS 3H), 0.70 — 0.56 (
’ C - . m,
g -4 A5} OR
i 2H), 0.44 — 0.28 (m,
¥
2H).
LCMS (% #7 7 D): Rt
= 4.46 min;
MS(ESIPos): m/z =
502.1 (M+H)".

462



CN 115137726 B

i

B B

451/498 T

Ex.

S FR

D AT RIE

[2033]
152

H;c«é_t %j\&@of:
H

5-[({1-[2- #&
A-(Z A F
AEYRE]
A&
X ) &
A 1-2-{1-[(1-
¥R AEK)
¥ A& ]-1H-#tk
g -4 A5} OR
¥ B

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.99 (s, 1H), 9.04 (s,
1H), 7.86 (s, 1H), 7.73
(d, J = 2.1 Hz, 1H), 7.66
(dd, J = 8.5, 2.3 Hz,
1H), 7.63 — 7.56 (m,
1H), 7.53 (s, 1H), 7.41 —
7.34 (m, 2H), 7.26 -
7.21 (m, 1H), 3.94 (s,
2H), 1.67 — 1.54 (m,
2H), 1.28 — 1.12 (m,
2H), 0.98 (s, 3H), 0.67 —
0.53 (m, 2H), 0.44 —

0.28 (m, 2H).

LCMS (% #7 7 iD): Rt
= 4.51 min;
MS(ESIPos): m/z =

518.1 (M+H)".
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£ 1-5-[({1-[2

Ex. 2 AR D R I
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.96 (s, 1H), 9.08 (s,
1H), 7.93 (s, 1H), 7.75 —
2-[1-(1-34 7 | 7.64 (m, 4H), 7.60 (d, J
# T ¥,)-1H- |= 7.7 Hz, 1H), 7.54 (s,
st vk -4-| 1H), 7.38 (d, ] = 8.5 Hz,

1H), 3.69 — 3.61 (m,

(2034] ?N%:@ &@X A 4-(Z A 1H), 1.66 — 1.62 (m,
153 HO ¥ )R K] 2H), 1.51 (d, ] = 6.8 Hz,
il WAV HE 3H), 125 — 1.20 (m,
#)&A AR | 3H), 062 — 0.55 (m,
VB, A3 | 1H), 0.48 — 0.42 (m,
M A AR 49 | 1H), 0.37 — 0.30 (m,
1:1 %44 | 2H).
LCMS (% #7 7 .F) Rt
= 4.56mins, MS
(ESIpos): m/z = 502.15
(M+H)",
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Ex. | %4 A 2 AT AR

'H NMR (500 MHz,

DMSO-d6) & [ppm]

12.94 (s, 1H), 9.04 (s,

1H), 7.93 (s, 1H), 7.74

(d, J =2.1 Hz, 1H), 7.67

2-[1-(1-32 A | (dd, J = 8.5, 2.3 Hz,

#* ¢ #)-1H- | 1H), 7.60 (d, ] = 8.5 Hz,

st vk -4-| 1H), 7.54 (s, 1H), 7.39

HE1-5-[({1-[2 | (s, 1H), 7.37 (s, 1H),

- -4-(=#&|7.25(d, ] =8.4 Hz, 1H),

[2035] 184 J%@L“‘X@f ¥R A )EK([3.69 — 3.61 (m, 1H),

HA G} AIxr @A} |1.63 — 1.58 (m, 2H),

# )R X](1.51(d,]=6.8 Hz, 3H),

EPE, H|127 — 1.20 (m, 1H),

ot Bk A AR 1,20 — 1.17 (m, 2H),

a9 1:1 &4 10.61 — 0.56 (m, 1H),

4h 0.49 — 0.41 (m, I1H),

0.36 — 0.30 (m, 2H).
LCMS (%#77 D) Rt
= 4.53mins, MS
(ESIpos): m/z = 518.15
(M+H)".
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Ex. | %4 AR A7 # A%
'H NMR (500 MHz,
DMSO0-dé6) & [ppm] 9.08
(s, 1H), 7.84 (s, 1H),
5-[({1-[2- & | 7.74 — 7.62 (m, 4H),
4-( = A P |7.59 (d, ] = 8.0 Hz, 1H),
VK EK]3K | 7.54 (s, 1H), 7.36 (d, ] =
i A L# KL)|[8.5Hz 1H), 4.24 (t, ] =
[2036] il ”3°~0J“|;3/@Nj\5©*i # 5.3 Hz, 2H), 3.69 (t, ] =
o R A %k 1-2-[1-(2- | 5.4 Hz, 2H), 3.23 (s,
¥ ® & T |[3H), 1.67 — 1.57 (m,
#)-1H-#kek | 2H), 1.27 — 1.15 (m,
-4- 3 1 KX F | 2H).
AR LCMS (4 #7 7 F): Rt

- 3.24mins, MS
(ESTPos): m/z = 492
(M+H)".
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CN 115137726 B iH HH :F; 455/498 T
Ex. | %4 A 2 AT AR

IH NMR (500 MHz,
DMSO-dé6) & [ppm] 9.09
(s, 1H), 7.84 — 7.79 (m,
1H), 7.71 (dd, J = 12.8,
2.0 Hz, 1H), 7.60 (d, J =
2-(1- & #|1.6 Hz, 1H), 7.47 — 7.41
-1H- . ## -4- | (m, 1H), 7.35 — 7.25 (m,
N # )-3- A |1H), 7.05 — 7.02 (m,
LU Hacf':of ’X(? S5-({[1-2-A | 1H), 7.02 — 7.00 (m,
H -4- ¥ ¥ K |1H), 4.14 (q,J = 7.3 Hz,
k)3 @\ ]| 2H), 2.33 (s, 3H), 1.60 —
# YA H)|1.48 (m, 2H), 1.37 (t, ]
KT ER = 7.3 Hz, 3H), 1.16 —

0.97 (m, 2H).
LCMS (% #7 7 .F) Rt
= 330 min, MS
(ESIPos): m/z = 426.3

(M+H)".
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B B

456/498 L

Ex.

S FR

D AT RIE

[2038]
157

5-({[1-(4- &
2- R A
7SN
£} A
#*)-2-(1- T
2 -1H- kv
-4- K )-3- &
KT B

'H NMR (500 MHz,
DMSO0-dé6) & [ppm] 9.16
(s, 1H), 7.85 — 7.81 (m,
1H), 7.70 (dd, J = 12.8,
2.0 Hz, 1H), 7.59 — 7.57
(m, 1H), 7.50 — 7.45 (m,
IH), 7.45 — 7.44 (m,
1H), 7.42 (dd, J = 10.0,
2.0 Hz, 1H), 7.30 (dd, J
= 8.3, 2.0 Hz, 1H), 4.14
(q. J = 7.3 Hz, 2H), 1.63
—1.52 (m, 2H), 1.37 (t,J
= 7.3 Hz, 3H), 1.18 -

1.15 (m, 2H).

LCMS (% #7 7 i.F) Rt
= 337 min, MS
(ESIPos): m/z =

446.2/448.2 (M+H)".
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B B

457/498 T

Ex.

S FR

D AT RIE

[2039]
158

=

3- A
-5-[({1-[2- &
4-( = AT
YR KK
AR K
A
#1-2-{1-[(1-
P RIEAL)
¥ & ]-1H-#1t
o 4o KR
¥ BR

'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.13 (s, 1H), 9.24 (s,
1H), 7.82 (s, 1H), 7.76 —
7.66 (m, 3H), 7.61 (d, J
= 8.0 Hz, 2H), 7.45 (s,
1H), 3.97 (s, 2H), 1.74 —
1.57 (m, 2H), 1.32 -
1.19 (m, 2H), 0.97 (s,
3H), 0.67 — 0.55 (m,
2H), 0.40 — 0.28 (m,
2H).

LCMS (% #7 7 i%F): Rt
= 3.82
MS(ESIPos):
520.2 (M+H)".

min;

m/z =
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Ex. |%4#) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.14 (s, 1H), 9.21 (s,
1H), 7.82 (s, 1H), 7.73
" 4 ) (s, 1H)
S-[({L-[2-A. (dd, J = 12.7, 2.1 Hz,
g IH), 7.64 — 7.55 (m,
o 2H), 7.45 (s, 1H), 7.41 —
AE)YRA]
11736 (m, 1H), 7.27 -
[2040] ne o et ilidbuat oy 722 (m, 1H), 3.97 (s
159 o R ) &AL ’ i ’
i 2H), 1.73 - 1.53 (m,
A J]-2-{1-[(1-
2H), 1.31 - 1.16 (m,
FARAE) 2H), 0.97 (s, 3H), 0.69
y Ve S, § ks -
P o [T 0.53 (m, 2H), 0.42
v m, ’ . i
-4} R
i 0.28 (m, 2H).
' LCMS (%47 7% #F): Rt
= 390 min; MS
(ESIPos): m/z = 536.3
(M+H)".
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[2041]

" O B 459/498 T
Ex. |%# 2 A oA # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.88 (s, 1H), 9.21 (s,
1H), 8.36 (d, J = 2.2 Hz,
1H), 797 (d,J=2.1H
2(6-T. A ot ), (d, Z,
‘ 1H), 7.81 (dd, J = 8.4,
4 A
2.2 Hz, 1H), 7.74 - 7.65
A )-5-[({1-[2
NS x fodd = A (m, 2H), 7.60 (m, 2H),
160 Ho AXQX . .17.30(d,J=8.4Hz 1H),
o T &) 7.26 (d, ] = 8.0 Hz, 1H)
st 2'77( ’J 7.6H ’2H)’
A - . L] = b Za ]
BIAEIX 1.71 (i 1.59 (m, 2H)
¥ B ' : ’ ’
1.32 - 1.19 (m, 5H).
LCMS (% #7 % *F): Rt
= 2.57 min;
MS(ESIPos): m/z =
473.3 (M+H)".
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[2042]

" M B 460/498 1T
Ex. |%# AR A7 # A%
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.90 (s, 1H), 9.18 (s,
1H), 8.41 — 8.30 (m,
1H), 7.97 (d, ] = 2.0 Hz,
2(6- T & 1H), 7.81 (dd, J = 8.4,
v 5. 2.1 Hz, 1H), 7.63 — 7.57
(m, 2H), 7.39 (dd, ] =
o E,)'S'[({_l'[z 10.3, 1.8 Hz, 1H), 7.30
oud 9 |- R-A(E A
161 % g ?RE) K (d, ] = 8.4 Hz, 1H), 7.28
EESE-W - ' i il
N 1.52 (m, 2H), 1.25 (t, ]
TR = 7.6 Hz, 3H), 1.22 -
1.17 (m, 2H).
LCMS (4 #7 7 .F): Rt
= 2,64 min; MS
(ESTPos): m/z = 489.2
(M+H)".
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[2043]

" M B 461/498 T

Ex. | %4 A A7 # A%
'H NMR (500 MHz,
DMSO-d6) & [ppm]
13.07 (s, 1H), 9.39 (s,
1H), 8.31 (d, J = 2.1 Hz,
2-(6- T & ot | 1H), 7.90 — 7.82 (m,
"% -3- % )-3-|2H), 7.75 - 7.67 (m,
e b i A-5-[({1-[2- | 2H), 7.65 — 7.56 (m,
Cbk W%Q* A -4-( = A |2H), 7.30 (d, ] = 8.0 Hz,
o HA{ ¥ )R K] 1H), 2.79 (q, ] = 7.6 Hz,
XA HE(|2H), 1.73 — 1.62 (m,
AYR AR |2H), 1.32 - 1.21 (m,

¥ 5H).

LCMS (4 #7 7 F): Rt
= 282 min; MS
(ESIPos): m/z = 491.2

(M+H)".
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[2044]

" O B 162/498 T
Ex. |%4#) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.20
(s, 1H), 8.03 (s, 1H),
7.92 (d, J = 2.2 Hz, 1H),
_ 1779 (dd, J = 8.4, 2.3
5-[({1-[2- A&
iy Hz, 1H), 7.69 (m, 3H),
N 7.63 — 7.58 (m, 1H),
A)R AR
v F . _ 7.54 — 7.51 (m, 1H),
N )8 P AR )
163 | %€ wo . 4 £ 1041 7.38 (d, J = 8.4 Hz, 1H),
iy ] T 17.01 (dd, J = 83, 1.2
T A H I(H)’404( ,3H)
> 2 L S) 2
et by 128 1.59 (m, 2H)
. HE . m, ]
P Bk
1.31 — 1.06 (m, 2H).
LCMS (% #7 7 #F) Rt
= 3.61 min, MS
(ESIpos): m/z = 498.3
(M+H)".
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Ex. |%4#) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.76 (s, 1H), 9.17 (s,
IH), 8.06 — 8.01 (m,
1H), 7.94 (d, J = 2.2 Hz,
_ | 1H), 7.80 (dd, J = 8.4,
5-[({1-[2- A&
(5§ 2.2 Hz, 1H), 7.70 (d, ] =
s 8.3 Hz, 1H), 7.62 (dd, J
A AE)YR K]
| = 8.5, 8.5 Hz, 1H), 7.57
[2045] ” o o<t iladal s - 7.51 (m, 1H), 7.43 —
164 Haé HO, £ F E = ’ ’ ’ )
¥ "’JKQ/ ﬂ]z)(l f; 735 (m, 2H), 7.29 —
T 17,22 (m, 1H), 7.02 (dd, J
i caidbi 83( 12H) lH)(4 04
= oty . Zs s .
-6- 3K ) K ¥
(s, 3H), 1.68 — 1.54 (m,
7
2H), 1.29 — 1.11 (m,
2H).
LCMS (% #7 7 i.F) Rt
= 3.67 min, MS
(ESIPos): m/z = 514.2
(M+H)".
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Ex. |%4#) 2 A oA R AR
'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.90 (s, 1H), 9.36 (s,
1H), 8.06 (s, 1H), 7.86 —
5 A ) (s, 1H)
~17.80 (m, 2H), 7.76 —
-5-[({1-[2- A,
A P 7.67 (m, 3H), 7.64 —
N 7.60 (m, 1H), 7.54 —
g O T F %)Kf&-]%
[2046] N o r _ 7.50 (m, 1H), 6.97 (d, J
165 | *€ wo " AR A
IS : = 8.4 Hz, 1H), 4.03 (s,
%o & T4l 3H), 1.73 - 1.62 (m
T A 2H), 1.31 1.24 ( ’
s . - . m,
o .6- ) K
) 2H).
¥ R A
LCMS (% #7 7 i.F) Rt
= 372 min, MS
(ESIpos): m/z = 516.2
(M+H)".
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Ex. |#4&4# A A7 # A%

'H NMR (500 MHz,
DMSO-d6) & [ppm]
12.90 (s, 1H), 9.33 (s,
1H), 8.06 (d, J = 0.9 Hz,
3- A | 1H), 7.87 — 7.81 (m,
S5-[({1-[2-4& | 2H), 7.75 — 7.72 (m,
-4-( = & F | 1H), 7.61 (dd, J = 8.6
] A )& K] |Hz 1H), 7.55 - 7.50 (m,
[2047] 166 H?%&Q/Ofi 2 I ;,f 1H), 7.41 (dd, J = 10.3,
I WA X ) & |1.9Hz 1H), 7.28 - 7.24
¥ J-2-(1- ¥ | (m, 1H), 7.00 — 6.92 (m,
& -1H-73] »& | 1H), 4.03 (s, 3H), 1.68 —
-6- %)X ¥ |1.60 (m, 2H), 1.27 —

AR 1.19 (m, 2H).
LCMS (% #7 7 .F) Rt
= 3.79 min, MS
(ESIpos): m/z = 532.2

(M+H)".
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Ex. |%# A 2 AT AR
'H NMR (500 MHz,
DMSO0-d6) § [ppm] 9.22
(s, 1H), 7.88 (d, J = 2.3
Hz, 1H), 7.76 (dd, ] =
2-(2-3 J% % | 8.5, 2.3 Hz, 1H), 7.73 -
-1,3-& ¥ -5- | 7.65 (m, 2H), 7.60 (d, J
) #)-5-[({1-[2 | = 8.0 Hz, 1H), 7.55 (s,
o) | O_%i:il “’Wi CA-4-(Z A | 1H), 7.39 (d, ] = 8.5 Hz,
o i F ¥ A)K K| 1H), 3.42 (m, 1H), 2.17
RA ) #E |- 2.03 (m, 2H), 1.81 —
EYR E]1%K|1.55 (m, 8H), 1.30 —
¥ 1.19 (m, 2H).
LCMS (4 #7 7 F): Rt
= 4.05mins, MS
(ESIPos): m/z = 519
(M+H)".
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[2049]

" O B 467/498 T
Ex. |%# 2 A oA # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.40
(s, 1H), 7.83 (dd, J =
12.3, 2.1 Hz, 1H), 7.77
(d, J = 1.7 Hz, 1H), 7.72
— 7.65 (m, 2H), 7.63 —
2-2-3% T A . 25
. 7.58 (m, 1H), 7.55 (s,
-1,3-4& » -5-
£ )3 A 1H), 3.93 — 3.83 (m,
O3 " Fr 1H), 2.45 — 2.35 (m,
S o Fo|=5-[({1-[2- &
168 HO, ; = AP 2H), 2.33 — 2.20 (m,
° ' . 2H), 2.09 — 1.95 (m,
BYREIF| b 195 - 181 ¢
] . e . m,
REIRE] 1H), 1.70 1.59 (m
. ZE_E ar ] . o . ]
REIRTR 2H), 1.31 — 1.19 (m,
2H).
LCMS (% #7 7 i.D): Rt
= 2.35mins, MS
(ESIPos): m/z = 523
(M+H)".
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Ex. |%#) 2 AR 2 R
'H NMR (250 MHz,
DMSO-d6) & [ppm]
12.87 (s, 1H), 9.26 (s,
1H), 8.63 (d, J = 1.4 Hz,
. | 1H), 8.55 — 8.43 (m,
5-[({1-[2- &
g 1H), 7.98 (d, J = 2.1 Hz,
4-(= A ¥F
1H), 7.86 (dd, J = 8.5,

H.C
TSN e | BR)RK]RK
[2050] - 9 F ) _ | 2.2 Hz, 1H), 7.78 — 7.59
169 HO ) AAYE L)
XY (m, 3H), 7.54 (d, ] = 8.4

] 2 E ]-2-(5-
}J%')K EF ]El:'{i ) * m, N

1.32 - 1.17 (m, 2H).
LCMS (447 % i.F) Rt
= 325 min, MS
(ESIpos): m/z = 460.3
(M+H)".
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Ex. |%4#) P o # AR
'H NMR (500 MHz,
DMSO-d6) & [ppm] 9.08
(s, 1H), 7.94 — 7.91 (m,
1H), 7.82 (d, J = 2.1 Hz,
1H), 7.73 — 7.69 (m,
2H), 7.66 (d, J = 8.6 Hz,
e IH; 762( 7.57 (Z
-1H- "k v -4- T il bk
1H), 7.41 — 7.35 (m,
O £)-5-[({1-12 1H), 7.27 - 7.21 (m
[2051] = o K - A A= A : ’
170 o )qu ) PR E)E 1H), 4.80 — 4.68 (m,
- 1H), 2.44 — 2.34 (m,
&15%8 £ 4H), 1.88 — 1.70 (
] . e . m,
AR K
2 2H), 1.66 — 1.54 (m,
2H), 1.24 — L.11 (m,
2H).
LCMS (4 #7 7 .F): Rt
= 2.68 min; MS
(ESTPos): m/z = 504.2
(M+H)".
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Ex. |%# 2 A 5 # AR
'H NMR (400 MHz,
DMSO-d6) & [ppm] 1.05
— 1.08 (m, 2H), 1.50 —
1.53 (m, 2H), 1.71 -
2-(1-3% T % | 1.81 (m, 2H), 2.32 —
-1H-# 7% -4- | 2.46 (m, 4H), 3.78 (s,
oA O ¢t | K)-5-({[1-(2 | 3H), 4.81 (quint, 1H),
171 o A - A -4-F £ |6.79 (dd, 1H), 6.84 (dd,
i £ ¥ E)RAE | 1H), 732 — 7.38 (m,
£ 1# K} & | 2H), 7.54 (s, 1H), 7.62 -
EYRPEE | 7.75 (m, 2H), 7.93 (s,
1H), 8.87 (s, 1H).
[2052] LCMS (7 #* 1) Rt =
1.12 min; MS (ESIPos)
m/z = 450 (M+H)".
3- A |'H NMR (400 MHz,
-5-[({1-[2- 7. | DMSO-d6) & [ppm] 1.23
4-( = & ¥ |- 1.27 (m, 2H), 1.64 —
EYR K3 [ 1.66 (m, 2H), 5.17 (q,
)| j wAYHE L) 2H), 7.57 - 7.72 (m,
172 | \::ii ' £, SH), 7.77 (dd, 1H), 7.96
. £ J2-[1-2,2 | (5, 1H), 9.29 (s, 1H),
2- = A T |13.2 (s, br, 1H).
B )-1H-#wd | LCMS (F % 1): Rt = 1.
-4- 3 13X ¥ |26 min; MS (ESIPos)
AR m/z = 534 (M+H)".
[2053] A=Wl
[2054] ¥ Firade () A=Wl s Fh A & P ST B — IR B 2 2R o M 22—k, B4l

T EE AR, Horp

[2055]

H
[2056]

o P, WAROV A M, HACGEFT AT B A SR ARt i R 2,

o FRAZE AR Y ATy sl B P HE A I 2800 20 1) R RS an R 2 S HR O 2SUEL Y

T DR 28, W rb 2B AR TR UL S SR 28 e b A AU RS H D A28, )b (2 AE D A
AR BB A A M
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[2057] &R S ARk 2R M E 21—, R B A0 E 1O B AR A
FHIA— a2 G AR TR AN B G R I sl Fh A

[2058] {134 1)z 85 5h BIME FRINE A& I A S0 ST U i 22 R B 32 Ak 1
387 12N E WA G W) ST Pk G2 BB A2 AR TR 41 i 5 FR AT 22 BT B L A2 A3 sl 571
PSP RS Ca” DA BE 1o LR K85 sl 07 AR AR I A A A B AT A AR Rk
FEC G e BIG O0 F TRE & , 2RI e B2 BB L 52 AR sh I ORI . 26
AL FLIPR TETRA® (\olecular Devices) Waill4mfia N Ca® Ik BEAE L,

[2059] 1. 450 E T

[2060]  {i Ik A\ ZEIAB1 24k (hB1) [ 20 iasdE 145 &l & (FLIPR)

[2061] i I 20 40 A UE 2 FRA7AE (hBL IC, ) BkANAEAE (ChBLIC, ) 0. 1% 117
FIE EH (BSA) T AL A T2 BB 2 A4S oAl 1) 51 i W) (FLIPR) o

[2062] SRR N\ ZBISIKB1 2R FICHO -K1 40)i 221 F Euroscreen (Gosselies,Belgium, &%
SFRNNBL-D1)  AUIAE S5 A 10 % A1 (Sigma) F1400pg/mL G418 (Sigma) \5ug/mLIEIK
52 (Sigma) FUE TR Y Ham s F12 (Sigma) A=K

[2063]  {EAFE RIS, LAY S FLIPRIN E H A8 I E 2% i A7 AE (hB1 1C50) 1k
ANFEAE (JChBL 1C50) 0. 1% BSAFITEOL N BTN, PAvEAl Fi T S S (I LTS 5 1 45
G R EUITAE  BSAXS N B2 22 32 RS DU I sEn CAE I B A (Wu-Wong,
J.RAEN, (1997) , JPET 281:791-798) o % AT 1] LAZRADIB R ] T AEFLIPRIE 22 5k
JKBLSZ RS ST T -

[2064] ¥ F-45 s E , HVersene (Gibco) 80 % I & HIguiu N\ Bs g Aas b0 55, H LA
ERAL15, 000U 2% B F Bh 21 384 LA (445155511 ; Corning ,NY ; #3683) H o ¥4 411 A
SOpL I AR R A E A By b A RIS R 3, IR 25475 % CO, e st 137 CliF A ot
o 58 %, FH20uL i T & 28 higg (2. SmMPS Ffi T « Img/mLA% B JE v /%« 135mM NaCl . 5mM
KC1.1.8mM CaCl.ImM MgCl2.10mM HEPES.5.6mM%Z5kEA10.05% BHJKE, pHT . 4) HH A 5uM
Fluo-4AMHYE} (Molecular Probes) &fafs#wdt, T M E 28 M & A sk A50.1%BSA, I
Sy BT IEE MhBL 1C505/ChBL TCS0MAY S I3 FRAN o RS FR 711 61 A A A 37
C MFEE 2/ SRIE R L ANRANREL, I FHABuL I E 22 HRUE 78 B AL R A AR PR FE 7 F
R LR A S B AN IR B — N = A 2T I E - £E 100 % DMSOH i 1 T3 45210
ARSI P SR I 2R FE R 10065 , SR TS AEIE 2 MR h 1 - LORRRE o 3 SuL MR 0L &
PN 2N A0REAR ) FLH (111 % DMSO™ A= e 2K FE) |, H4E28°C ¥ & 30min, ZRJ5 AEFLIPR{Y
i NGB BL AR B 71 -

[2065] BN AT 12543 1 % DMSOMY I E 28 i Fh 13 . 5 X ECOOIM Bl Ly s - (Des-
Arg) - 28Ik (Bachem, Brackley) o fEFLIPR{S i I [ E AR iAs In20p L/ FLIV B ED 71, RN 2%
£ W 1 538nmAb (1) Ca 2+ B 1 28 ' o il FH20pMIW KA ULy s - (Des-Arg-Leu) - & 5K
(Bachem, Brackley) I 5E & APHITE XS

[2066] WA 2 D' FH -1 LA B &5 G 2 7 R Ak B 1R A6 & W ST (01 Fh SR A B 2l 711
(RN R 2

[2067] 9% MR =100% (RFU (ft, 574%0) -RFU G i) ) / (RFU (DMSO) -RFU Ot FiE) )

[2068]  REUZFEAHNT S CH AL
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e e S —
[2070] MR T A B BRI A — sk = B W 2 2
Bxcel XLE1trH T LI 1CS0H SR T R 11345,

[2071]  SRIH RIS P B 558 HHIE (FLIPR) HRITC, (AR ok s S lE
S MIRP N0 . 1 % BSARIE L Nl AE

[2072]  fifi SRR SR KBS AR A B 2240 i (hB1 IMR-90) JE4 78518 F W& (FLIPR)
[2073]  F| FHHIMR-90 A Gl sk £F 4E4H iy (American Type Culture Collection,
Rockville ,MD; fllCoriell Institute,Camden,New Jersey) dEf 145 = ME , HAF I AIL-
1B T Pk KIR A BABL A2 44

[2074] R HEAM AT e R KRB h B 7%, TR R 7 3 2 10 % G A 7 « 4mM L-
BN 9% JEL 5 2 SRR IIDulbeccolft 2 Eagl e 775k (DMEM; Sigma) 4H B o K 4[4k
13T CI A5 9% CO, MMM R JDA L SIEL AT R B

[2075]  XfFiE , i FHTrypLE Express (GIBCO/Invitrogen) YERIMR-90 5 £F- a4y , I
PL15000/ 2/ FLITK 25 B 2 R 2384 4L (Corning, ZHfif 4t & 21, Cat . 3683) . 85 K,
J110.35ng/mL{)J-10 %FBS/MEMHH R A TL- 1 BAE R A3/ INK LA 1 22 BUIKBL 52 4k o 1 1t AT
1 %FBS/MEMFR)2 . 5mMPN il & A4 FAE37°C 5% COZ_F'QZ .5uM Fluo-4/AM(Invitrogen) —
RT3 5 AR 1 59 A RSB MR (2. SuMPTRREFIO . 1%
BSA, 20\ HEPES,/HBSSH1, 7 £ AU EL SUFA2T , T . 5) VEVERR SN ok 1 2 5
I8N B — A=A g AT I E o« A R N S 9 SE 5101 28 ‘C I A 30min i,
FEFLIPRIY #s F NI 2K 5 W ECOOM 22 MUk B Bl /Ly s - (Des-Arg) -Z& Ik (Bachem,
Brackley) , [AlIN 122 15 38nmAb 1 Ca 2+ AP 25 ' o i FH20pMA IR FS Hi7fILy s - (Des-Arg-
Leu) - 223K (Bachem, Brackley) M E 58 APHIE AT FE o x5 EE A 4 E 4 T
FLIPRIUE Il ARIAI ) 5 7500 E 15018

[2076] 1. g51H il E (FLIPR) AL SIS BIRI IC,  fE (58 LR A E 1 MW IC,,
1E)

%445 | LhB1 ICso[nM] L TR
1Cso[nM]

I 6.5 72

2 24 44

3 18 12

4 110 3400

5 86 2700

6 210 550

7 200 1100

8 690
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[2077]

i B P
£364] | £hB1 ICs[nM] hBIIMR90
ICso[nM]

9 140 320
10 18 33
11 19 25
12 1200 2900
13 110 310
14 1000 1100
15 3600
16 2800
17 230 100
18 270 830
19 67 130
20 2500 1700
21 710
22 290
23 2400
24 290
25 14 5.9
26 140 130
27 33 73
28 300 460
29 13 21
30 410
31 130
32 190
33 460
34 31
35 26
36 6.0 14
37 20 5.6
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%317 | ZhB1 ICso[nM] hB1IMR90
ICso[nM]

38 22
39 18 6.1
40 16 11
41 8.8 1.7
42 6.3 4.1
43 7.0 2.8
44 45 58
45 55
46 58
47 230
48 220
49 47
50 62

[2078] 51 17 19
52 740
53 32 15
54 26 22
55 280
56 85
5 840
58 360
59 1100
60 62
61 200
62 89
63 3000
64 1300
65 2600
66 2100
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%317 | ZhB1 ICso[nM] hB1IMR90
ICso[nM]

67 61 41
68 36
69 28
70 34 49
71 47 28
72 28
73 21 44
74 17 15
75 11 18
76 11
77 17 13
78 300
79 60

[2079] 80 120
81 680
82 2500
83 560
84 570
85 71
86 69
87 38
88 32 10
89 32 14
90 24
91 20 7.6
92 29
93 61
94 20
95 13 21
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[2080]

o #
F 364 | RRBI IClnM]| o R
ICso[nM]

96 8.1 25
97 10 25
98 2700
99 2000
100 8.9 13
101 3.5 5.5
102 110
103 62
104 130
105 17 74
106 8.4 35
107 22 36
108 14 13
109 770
110 580
111 2400
112 240
113 120
114 85
115 120
116 210
117 56
118 130
119 25
120 17
121 18
122 13
123 22
124 200
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5605 | ABL ICx[nMy| oL MR
ICso[nM]

125 170
126 14
127 11
128 37
129 620
130 590
131 50
132 56
133 59
134 44
133 33
136 28
137 70

[2081] 138 18
139 13
140 21
141 2800
142 3100
143 78
144 320
145 160
146 3.7
147 13
148 34
149 i
150 500
151 22
152 8.1
153 8.7
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%515 | ZLhBI1 ICso[nM] hB1IMR90
[Cso[nM]
155 270
160 21
161 15
162 14
164 120
[2082] 165 63
166 24
167 3.4
168 3.3
169 2100
170 2100
171 390
172 30

[2083] 2. %} A\ IMR-904H)HH 22 BB LIS 7175 S TL - 6 FITLL - 843 YA AP il i 12

[2084] L 227E AJG T b £F-4E 41 i IMR - 9041 it A HfF 57 T4 S 4 St 51 41 i IR~ 11L.-6
ANTL -85 WAR SEM o /11X L, 12 22 IR B Bl Ly s - [Des -Arg9] 22 Ik (CAS 71800-36-
7,Tocris Bioscience) fl1Sar-[D-Phe8]-des-Arg9-2& Ik (CAS12695988-4,Tocris
Bioscience) s SN 1/ Vs, SR BUIRB LR Sh 115 515 Sam s 0 « Ariilist
HIE A S8 5 e 22 8T B LI Eh 7510375 S TL - 6 R TL - 845 WA R RS M Fe b S e 10K
IXBHI) 2 E R AR A E I

[2085]  IMR-904MfI 547 2mM L- 232l  1g/ LA M 1. 5g/L NaHCO3  LmMPA iR £
JERATFSEEIR (ATCC, 30-2003™) [IEagl ek AT 77 5L (BMEM) Hhis 7%, IR 3b b e
10%FBS (Biochrom,S0615) F150U/mL B 25 2 . 50pg/mL4E75 25 (PAA,P11-010) o i%M5E {FEMEM
FREAT , i S B D5 X 10-4TMR - 904 /96 L o A 5 S 51 41100 % DMSO Hh A £E 74 FE
FEAE3nMATLOpMYE FEl N I8 AR EE N PP, I HLE Z4DMSOIR M0 . 4% oK IMR- 90411 5
BRI S — I & 30min. 1L FHO. 1uM Lys-[Des-Arg91 2B Uik (Tocris, H& S
3225) #110. 1uM Sar-[D-Phe8]-des-Arg9- 2k (Tocris, H & 53230) ££37 CHI5%C02 [
FEOX S AN 5/ NI SR 75 S IL - 6 AIIL - 8147 WA o b AN, FILys - [Des-Arg9] ZZ Ik AISar -
[D-Phe8] -des-Arg9-ZZHURAE Jy xS B 10 . 1 % DMSOYE g4It 7)nS Bt AL FRA it o AR 4
IS BB, /i FHuman ProInflammatory Panel 11 (4-Plex) (MSD,K15025B) illE b i
W IL-6FITL -8 o 181 5 2, ¥ L Ii O 2 e AL A == i P A L -2/ IR
600rpm N ZU4% 2 SR KA TR D2 1 i b, HFAE =00 D TR A - 2/ (AT
600rpm | JEIZIEDN B 5 7E0.05% Tween-20 (Bio-Rad, 161-0781) [FIRkRER £h 2z bk /K
(PBS;137mM NaCl.2.7mM KC1.6.5mM Na2HPO4.1.7mM KH2P04) % =k , F£{d JHIMSD
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Sector Imager 6000FZHASAGIFEL b7 &) HCellTiter-Glo & YEMIE L (Promega,
G7571) 42 HR il 1 1 77 S AT, 7 1815 2, ¥ Cel 1Ti ter-GLowlifI FHPBSHEE (1: 1) Jf
BN ANIE T A H RS Iomings , W & G55, S FERIATP R s LE 441

[2086] (& okt 43 WA AT IR AL -0 i (s M 55 0h 100,/ GO P v P 0 L 4 AT -
- 00 R ) K PR P 2 e AT - ) o IR PO 5 0 7)o (A I R -0 - e Fr el
FS PRI A R B o i 4 - S EAUAIETC, 1H -

[2087]  fififflCellTiter-Glok CIIE (Promega,G7571) 4 il i paif¥) /g S s 4n i /7.
P E A A4 B —iat 5] (Cel1Titer-Glo Reagent) EIRHEMIALE AP FE MG R E
BEFR A AT SR AN % KBRS IR RN AR B AL IS s AR & e 1043
W, Z ARG REE DL 384 FUA% AN /D 25 1541/ £L - BT I - TR - DU A% X 5 2 i
ZURI = S AR OATP R AL B & AE 5 - ATPIU B SRR A AE O AR B 1B L
CellTiter-GloMlE A AL ICE S , HARE I R T-5/ N, B4 i S ANt
FHIREFREA R R TR S as i 752, I 2R E Sl i B R
ACPRFR AL T RIEVE R B g ke T H AW RS 2 A PR IIATPIN R 7 A AT RE SN
RiEo

[2088]  fpdfy—X =il S S, I 00 SRS PR FR AT S B 2 TRl
KA AE b o 4- 2 EB B TR IC, 15 -

[2089]  Fe2rp A H MK A W ST A S sk S 551 TMR - OO 4T it [ 4R J39% AT 520 o X TL -
6 FITIL -85 WA SZ M AR 2HT 71N«

[2090] K2 X TL-6ANTL -8 MAMIEEN o (SRR 1E M TC, fE> 10pMEk T 53 1)

FHf) | IL-6 it | IL-8 4 ik
ICso(nM) | ICs5o(nM)
1 149 245
2 113 303
3 47 53
5 290 483
6 443 205
29 600 489
42 70 85

[2091] 3. K CFApR N

[2092]  fifi fJ4EMESprague Dawley KRR o 85 4 25uL 58 4 3 B 22571 (CFA) 7343 21— e I
(12 10 2R 175 AT U o it 8o (5 s 38 e 1 (Ugo Basile, Gemonio, Ttaly) AL
R B B8 T 1T 5 2, B R B B P 3 8 e TTURA A ~ 50mm [ X35, 1 B W82 24 T
IS i IO 5 B2 1R 2110008 AT R RN A A [ s 118 5520 “4i TVSIAE” (PWT) o %
FEA R, AEAR RO R AT AR ] 5 00 2 CFATE B PW TR MIPWT o 11 Ik it 42— HH
LA (DMSO) B8 & it (PEG) N2 -F2 P9 5 - B - FRRIPRG (HPCD) (v/v/v=3:20:77) (IS Hrh
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PSS el o K BAECFATE AT 1/ NN 1252 55— I Bk g fA 5L/ kg P E O A 5 s
B, FECFATE I 24/ NI 52 55— 31 AECFATE S AT 202/ NI, SRS AE S8 — I 5 St il 2
/INRF A4/ NN (RICF AR TS 26 1128/ NKF) , EA TATURRRA B it 8l o B 2o JyPWTHO R 28
TR (AUC) (FERS O T B T MAE SO “2 1 N W44 USRI B I AUC (AUC 0-4/NI) ™ B
TGS IE SN “45 T 5% 5 46 TUSHE FJAUC (AUC 0-4/NK) ™) [~FI4{E =S D.

A AT 5L PR 2 ANOVAZR i E4 TDunne t t 3R Jr A4 K o3 A A8l X §-/ N T, OBE’JpTE,/n%%EZ

gt .
[2093] 353 K A& S e BI3AL IR e 1 4 TN (i
R | THANME 2|HE, po. YT A 2 I
N i G 48 N 4R 4 N 8
3 589+ 37 gf 0.75 mg/kg 659120 gf(ns)
[2094] 3 58937 gf 3 mg/kg 78250 gf(***¥)
3 589%37 gf 15 mg/kg 812 44 gf(****)
3 589%37 gf 60 mg/kg 88530 gfi(****)
[2095]  sskiexp<0. 001, Dunnet t 354545 , 5 G T4 AR
[2096] R4 HME &S hl434bFE i4e TSI (E
RG] | THEANME 4| HE, po. U FAA MG 4 i 8
N i B 45 N B 1A ZEPINEAR
o971 | 4 562129 gf 0.75 mg/kg 599+ 28 gfi(ns)
43 56229 gf 3 mg/kg 610X21 gf(ns)
43 562%29 gf 15 mg/kg 709 18 gf(****)
[2098]  seietkp<0. 001, Dunnet t S04, IR PZIAT]
[2099]  3R5: ML &S batl 7 LA A i94E TUSIE
RGBT HEANME 2|HE, po. U FALA MG 2 B8
N B 48 R B A ZEPINEAR
2100 | /! 562%£26 gf 0.75 mg/kg 59120 gf(ns)
71 562+26 gf 3 mg/kg 628 17 gf(ns)
71 562%X26 gf 10 mg/kg 742 49 gf(*x*x)
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[2101]  sewkxp<0. 001, Dunnet tF 55, SUEAMLHAH]

[2102] 4. T SV 5 NI e I R Bl AR

[2103] b & 50513 Gl : Img/kg, 5mg/kg, 15mg/kg, 60mg/kg) ok B [ S/
(10 % DMSO+90 % figkfiR £h 25 rh L 7K (PBS) ) XM Brown Norway K, (Charles-River) {71
NRACPE 27N, BT SRR BRI A3 2 E BRI N RS AT 641 B B o MR ZIH5R
FHL EH H3ug s.c i F% (B2) T FR2 K, PAORUE -5 AR IEIL AT« 20 L
G iEBl3 GilE : Img/kg, 5mg/kg, 15mg/kg , 60mg/kg) mk HIHIP B4 (10 % DMS0+90 % fih
FRERZEMPER 7K (PBS)) B H — R FIIRALEE . A K5 , K SL EhW o0 M/ E M AR B IR A
A SR AR A TS AR IO (B AN IR F-FIBEAE AR 1C D) o XS 15 Y
BRI TR 2 V] (Bl HED) «

[2104]  3H7

[21051 T HATRNAZGE AT, YIRS AL o A0 i R B BTk 20 2 , i FHRNeasy mini
Kit (Qiagen) , # FHIDNase 1t 4 ESRNA . fifi FSuperScript IIT First-Strand Synthesis
System (Invitrogen) , FBEAL S SRR #E 55 1RPERNA o i FH7900HT 32 PCR &% (Applied
Biosystems) #4750 Tagman PCRI3 AT« 8 FHAE KB A 13858 gn Az pulit (PCNA) BT
FuF S A5 (Rn01514538_g1) «TATAZE 545 1 (TBP) IEZ 258 5 SE I i HIRQ-
Manager K} (Applied Biosystems) i HELARCT s 74 1 RARN mRNAZK -

[2106] T E RGN R 157, AL SL B IRl 2 (- B N IBD A E R 22) £5-80°C M ¥&
B N TS A 42 HY, i HPrecel lys 24HomogenisatorPA5200rpm 20 2434 257G 2 (A il
IR S P9300u] PBSHIEI{.2x20F7) . 712413, 000U/miniZ s (Eppendort) J& , AR HF
VERI T =4 HBio-Plex Pro " KFRANUIA F-24-plex (Bio Rad Assay#171K1001M) 5§Bio-
Plex Pro"/NERAHMI[A F-23-Plex (Bio Rad Assay#M600009RDPD) 4347 b it i £ fitu e 7K
.,

[2107] #HIR

[2108] &Ll 36 H AL 4 K15 N B AL AE AR Fh ) R BRBRAEG 1 383 ARl
IR AR A0 AR 2k (B -E4) A2 S T3 & A hE I SEN DL K s 27
FET TR 0 o 22 R AE RS ZH 2 | 2 B0 2V s AL

[21091 5. F M5 PIB A AE A R A

[2110] UL EYhasl3 Gilgt : 5mg/kg, 30mg/kg, 60mg/ke) mk B AT (10 9% DMSO+
90 % R £h 2% rhEh K (PBS) ) ALFEMEE:Brown Norway A, (Charles-River) «2/NNH &,
SRR BEE IR N AT 21 7E IR N AR 61 1 B o B ShPsR 1S 412, K H T3 e
s.c. M TEETIALER2 K, DAPRUE B AR AL 25T shiW Y S 54513 (& < Smg/
kg, 30mg/kg ,60mg/kg) Sk AR (KT (10 % DMSO+90 % I FRER 28 b /K (PBS)) 4 H —Yk [
MRALER . 15 K5, AL SL B I 3 AT TE D B AR B NI e A2 2 R R RS A A I A2 T P
Fricn RYEGHIER 1) o X5 SRR 1~ 5 PN IR HR A 11 2 FE I RJI5E M .

21111 M7

(21121 T ERgufa s 157, AL SL I Rl 2 (- B N IBRAE R A2) £5-80°C M &
o X T4 142 L, ffi fflPrecellys 24HomogenisatorbA5200rpmf2HZ 7125 A1 25 I il
JHIFE S P9300ul PBSHIBI{.2x20F) . 71413 . 000U/miniZ s (Eppendort) J& , AR $F
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VER T =3 HBio-Plex Pro " KFLANUIA -24-plex (Bio Rad Assay#171K1001M) 5kBio-
Plex Pro"/NER4NIH F-23-Plex (Bio Rad Assay#M600009RDPD) 45HT b i o4 17K
.

[2113] £E5%

[2114] &Y Bl35: H A EAE 15 K15 N IB AR Fr ) R SRS 1 e rh 4%
PEAHIIER 113k (B5-116) « X R T G S BB AL PRI D T 5 NI A
(1 2 M AR TS I, Bl -5 N B S RO B E 5 N e A o B« IR, B
2RI S RSB IR AR 2015 P IS A R A A L 10 v P A 2 S BL M IR
JELZH 2R R

[2115] 6. T IEIEE R 1/ Nls

[2116] K3k ABLAZ AR ik = 0 S 1 7 A I BB 32 4K FE.6 (B6) - /N (B6-hBDKRB1<
tmlArte>/N) T8 CER SRS SR R DL ZZRUIRB L 32 A4S B/ E R IR 2
FIAESE A gniizi (SO 15 S5 IS AR AR AR ) 152 o

21171 5k

[2118]  fri.p.j/iml 4%SECFRERETFREL (FEACIRIPBSHY, B> 4 5) 2 0T /NI, FifE
S IHE3 Gl : 30mg/ kg, 100mg/kg) Bk BESH AR R T4 (10 % DMS0+90 % ffik £h 22
HERIK (PBS)) I IRALFRENY) o 4515 T HE L 58 v 3/ N AN 24/ N B AW sl Ab & W 55758
BUBIIAL IR 5 TG 2 fr 24/ NI, AL SE B 2EA T IR SR AE B o 18 2 I 1R S A ey
PEIE 23 BT A e iR S A G P, S IE F ps eh T AL P e R i O e
[2119]  PUFFRLIPCORNE (TMB) —#hFRER I E S A M BB €A i RS o

[2120]  Jfy R TMBELAL TMB —EhERER , K34u 11193 7% ThIR (S5 EE7%) I\ E]5mg TMBH.
[2121]  SRJE DI ImL DMSO . KHZ il o5 AT DAL : 1001 LL 2R NS NI 2] £ RN - F SRR 2%
(0. 1mo1/1, pH6) F1 o B+200u 1% TMBIA T « 40p 1 B UL ARE Y (51 28 i 25450 . 5% HTABA
10mM MOPS) F125u 11 1mM H,0, MIAFHCE TR RE AR R DA U6 SR

[2122] 3% NiAE30min)5 4501 I IN 1,80, 1158 0 it £

[2123]  FEELISATENUNY HAE450nmALAE25 C R 4 AR IR IIFESL A 23 T A R IR TR &
W% EE (OD) AR « a0 H Y CEUT T ek i e B S 2

[2124] £501

[2125] (LG WS35 BAR T IR A AR o Fh R A IR N A 2 A R e 1
155 (E7) AERIE ABLZ AR I = e e 7 AR I BB L SZ AR /N R B s 12 55

[2126] 7. F-WHPRIA AR5 48 ChRPRI M AP PR, PR 5 RS I #2248 1) 11 KRR
STZAIH

[2127]  BEWRA B 2 (STZ) BRI KR i) T2 I T M PR PE R 255 A2 Sh B . B
A R S i PP AR W 88 A5 STZ - KB FP e 52 1 R S0 A5 288 S
FEATR DA M 3 B2 R A 22 214 (TENF) 62

[2128]  fifi HAEVESprague-Dawley KR (~ 200g) o 13 B kL S IR 1A 7 2 (55mg/kg; 250
R EEA TERHIRIE AR 2 7 GEAR) |, 183 IR AT LI ot o1 1 A P A 2l e
e DU R A A WA T, A S STZIW R R AR B B PRI o« ST STZAR R 1M1 - 4 25 ¥ > 26 0mg /
A1 R FRA A BRI « MEB AR B 5540 RAEF R0 R SR AR .
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[2129] K72 Wl Loy Bl B A A2 (REgH 12 50K

[2130]  Z5¥phbi

[2131]  ££10%DMSO/PBS (v/v) Il L S STt h3 o i) 253k 20 3L 15 4160mg /m 1 [ {H. 75
Y, LAsml kg1 EAAF IR (0. o.) i« MEB AR B 5540 RAER (R : 7 B AT R F)
AT PR AESATAT WM 24 K, FE P RT60mi n2s T S ek A1 AE A T Ha AR PR
R N A R S P S L

[2132] S0 BUmM FHEN I RS HEA R0 . 9 % NaClH, I AT 45min 2l Smg/kg
FIEE T (s.c.) JiE .

[2133]  S24GH4):

[2134] - ZE0K: RIS STZIRA Wit B AN, Bir 3 4 20 o 7 3 STZ 5 S HH IR

[2135] - EF4K : WP A RN , T AR b FRER ISR SN AT 0 o A1 254K, KRB 4%
S FACHE

[2136]  -ZB10°K: Air A b4 T4 AR PP I o 5 PR A 1T 60m i n 1 AL L o 70 S
KD H A AN [RIFIIS TA]

[2137] - EE21 K A A EA T U b At o AR A BT 60mi ngs T S sk BEN 1 o
H—K, i D R AT [RIFAIN ] .

[2138]  -£522°K : R ) R f 2l

[2139]  -2525-26 K : MR JE DS PH AL T B (SNCV) o AEAR— K, KB B2 FARHE.
[2140]  -Z539-40 K : it Jik b ph 2% S (SNCV) o AEAB— K, KU R 32 1AL HE
[2141] - 5541°K 2R HFTA KB RIS 4 Ay (RREE 7 FURBR I B2 RIS 4 4 A5 1 41
FUP AP R R (0 R )T 524 1)

[2142]  FEEE 10 KA TV Al it

[2143] K TV & (0-1°C) Ryl fa b o il R 8 — R RO, (TR R ), /)N
BER) BRI, e RN TR DA 308D o 25 R AT I - 3K6.

[2144]  {EEE 10 KA TR

[21451 )P 97 42 CRIPR_E BRI fE b o 1e 3 28— RN G TR, Bk
BRI Bl PARbalERA ) FOTE R 25 51 AT DL T RI8 K6 .«

[2146]  fLEWSHEB, R B G 6113 , 75 VPRI AT A 25 G/ /AT H
DR EERCR.

(21471 JTUH 7300

(21481 JTCH 773003 FH 3= %A Sl Wi 52 A S5 AU 354 110 9 ol o) 8o i I Randall -
Selitto/[\Hs /135 (Bioseb,France) &t {7575 82 1R St S, BTl 3B R 2 A AL
P I 28 R SR U 17 508 o ML A5 5 2 IR S SR R B i TR LTV 7 (PR o) o
Fe 13508 25050« 45 0] U356

[21491 B ACHEEE (SNCV)

[2150]  f#i fJKeypoint Electromyograph (EMG) (Medtronic,France) 3F4TSNCVL)HI A=~
105K o M 1 BRI PN 7 B 6 0mg / k g £h 2 S F T A1 4mg / kg HH IR IBE M JRR IR K i o 75 2 310 SR SNCV o
1T FAN < R SR FRARATE N B B AR BATAT , JH5 RBE F AR TR P A s B B R v
B0 5 AR 2 50mmAdd o B b B FE AR e N 10 S5 FRAR AR SR AR 2 [R] o F— Z 4120k (0. 2ms)
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PA12. SmAFRI 5 SRR 4 o s B RO Jym/ s o

[2151]

[2152]

K6 ALY It BISAE L 25 10 KRNER 2 LR IS TZR A i (i 45 SRk ik

40 F10K F21K
T F(g) AR AR T¥(g) |NEA(R)
R I(s) | HRI(s)
WA /B 295 21,29 30,00 389 195
WA 40 A A 313 27,53 27,69 426 190
BA /A B 309 23,12 22,44 410 180
BEA 40 kA 4 302 30,00 22,38 396 175
B /A 280 21,74 21,19 356 250
WA /A 303 24,72 27,50 390 170
WA dh A A 266 25,57 20,42 340 145
BA 4 /A A 302 24,89 24,02 398 180
BEA 20 kA A 309 24,89 23,38 406 215
WA A 1A B 286 28,71 24,28 365 135
WA /A 288 22,42 22,10 380 165
WA dh A A 274 19,25 19,21 353 245
STZ/ ¥ A4 308 15,31 17,78 395 75
STZ/ A4 256 16,09 16,53 305 85
STZ/ A4 255 18,03 18,50 290 80
STZ/ A4 261 21,59 9,81 323 135
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STZ/ A4 256 11,58 15,22 310 85
STZ/ A4 236 17,06 12,84 280 100
STZ/#EA~ 4 237 12,01 16,91 285 70
STZ/ A4 268 17,69 18,62 315 85
STZ/ A4 263 15,84 21,62 318 105
STZ/ A4 220 18,21 20,65 225 110
STZ/#A~4h 246 18,97 18,65 284 115
STZ/#EA~ 4 246 22,13 26,00 293 105
STZ/%: #4513 3mg/kg 265 19,71 14,39 321 125
STZ/% #4513 3mg/kg 250 21,41 14,46 314 150
STZ/%: #4513 3mg/kg 246 22,31 22,78 282 105
STZ/% #4513 3mg/kg 271 20,16 15,84 354 150
STZ/% #.113 3mg/kg 257 14,49 16,87 305 125
STZ/%: #4513 3mg/kg 252 17,12 16,18 300 105
STZ/%: #4513 3mg/kg 271 22,29 21,38 285 105

[2153] STZ/% #1513 3mg/kg 223 17,89 20,52 264 115
STZ/% #.1]3 3mg/kg 248 23,35 17,93 294 140
STZ/%: #4513 3mg/kg 265 17,89 15,23 293 125
STZ/%: #4513 3mg/kg 249 24,72 26,66 278 100
STZ/%: #4513 3mg/kg 257 21,04 23,47 293 105
STZ/% #4513 15mg/kg 251 21,21 22,94 307 100
STZ/% #4513 15mg/kg 253 17,56 18,19 308 125
STZ/% #4513 15mg/kg 237 30,00 23,62 288 135
STZ/% 34513 15mg/kg 233 23,09 18,66 282 120
STZ/% 343 15mg/kg 247 23,47 20,23 306 110
STZ/% #4513 15mg/kg 234 19,44 19,51 273 125
STZ/%: #4513 15mg/kg 258 28,47 23,02 300 135
STZ/5: #.413 15mg/kg 235 15,88 17,08 278 110
STZ/% 3413 15mg/kg 226 24,82 24,66 235 85
STZ/% 34513 15mg/kg 246 20,31 24,25 274 105
STZ/% #4513 15mg/kg 275 27,35 20,00 333 110
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STZ/%: #.1%13 60mg/kg 240 24,69 15,60 323 165
STZ/%% #1513 60mg/kg 218 21,32 17,29 241 95
STZ/% #.1%13 60mg/kg 227 18,69 19,84 295 115
STZ/% 3113 60mg/kg 243 21,23 14,52 303 140
STZ/%: #.1%]3 60mg/kg 230 28,84 13,66 300 115
[2154] STZ/%% #1513 60mg/kg 233 18,84 22,28 270 120
STZ/% #.113 60mg/kg 267 30,00 24,12 312 110
STZ/% 3113 60mg/kg 249 23,02 21,12 289 110
STZ/% #.113 60mg/kg 221 20,56 17,48 285 115
STZ/%: #.1%13 60mg/kg 260 26,94 22,45 324 190
STZ/%: #.%13 60mg/kg 229 20,31 16,59 266 110
STZ/% #.1%13 60mg/kg 239 17,88 20,21 286 105

[2155] 8. KEALHAHZEEME Rt 14 (CCT) UH TP A A AL

[2156]  ZRWTFEIT H A& P S P S A R BRI A By s &2 18 He e 1 464 (CCT)
B AIR AL R TR T 8UR -

[2157] 7RSI T T 0T R BRI g P a5 (Dias QUAF A, An
improved experimental model for peripheral neuropathy in rats,Braz J Med Bioi
Res 2013;46:253-256;Bennett GJHIXie YK,A peripheral mononeuropathy in rat
that produces disorders of pain sensation like those seen in man,Pain 1988;
33:87-107;Farghaly HS% A ,The effects of dexmedetomidine alone and in
combination with tramadol or amitriptyline in a neuropathic pain model,Pain
Physician,2014;17(2) :187-195; L MDeseure KflHans GH,Chronic Constriction
Injury of the Rat’s Infraorbital Nerve (IoN-CCI)to Study Trigeminal
Neuropathic Pain,] Vis Exp.2015; (103) .doi:10.3791/53167) .

[2158]  Jil it AE S AL H AL (common sciatic nerve) i FEAATSCMIR B A 25 FL 4R 7k
AERER A P A AD A B 8 A2 o 1 8 R B AR TR A T O AR B A9 i ot 880 S MR A T
RERY R MR (SMnIRm) « ARJR 28 K, WA S R S PR b e B N I A, Bt
2 H o IAFAE AL A B IO D 1 U N o S 1B B A7 A A A T AE T FE R
K e b b Bl 7 AU S5O 1k K B I R e PR 7R B 80 i 1 5 A2 9
7R SR RATERIT ) o (48 PP SR A T R 525 AT DA BAT TR A ZE R PRI R 11
M HIFEME (Bennett GJAIXie YK,A peripheral mononeuropathy in rat that
produces disorders of pain sensation like those seen in man,Pain 1988;33:87-
107) »

[2159]  Z4#phbEt

[2160]  RE&AME S WIS I /D 587 (DMSO/7K (5/95) (v/
v)) H 2R &5 S HHE B IR B A A BRI AR AR, SRIE RS TR
A IR B, B 2 LA 5m]/ kg R (P57 AR B B 24 B M i 20 R 7KOF o A E 2
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PE MR RIS 1R T - B R e I 8 S R AR SE N 2 AR A W S e 91 VR B
HE R A R DRy R A B g 388 g LR S PG 7 TR/ sl I EE st 1 0 791 o e FH 1 S 38 ek
KEX. -Sprague Dawley.
[2161]  RT.455T77%

| KR ‘ )
CEEAVIUN R I N 8 #7 St FE  (MEAFTE
(mg/kg)
1 N=13 WA (I P 3 RR) NA Von Freyl 3 4o 4 #1
1 a4k 5 5617 i 9K, AR H -1
2 N=13 3 _
(7 &%) RAR). B3R
) ] QD; A AT
9162 3 N=13 &40 5310 (F &) 15 N, RVF), #14,
[2162] % 14 X 45
4 N=13 b dn E 3 (R &) 60 184223 X,
p.o. HEF25K
Fmek (et AM#% 362 B
5 N=13 15 .
B AR A) Hargreaves M| i , /&
R E-1R(AK).
6 N=13 & IT (A bk A BR) 30 %15, 194224 %,
e HE2
Von Freyi] i = 4 41
okl R 3, , A8 BF 55 -1
R (A&), $13K
(A, AVF). % 14,
ip.+ 184223 &,
[2163] |7 N=13  [%w (faii R48) 5 £ K B
p.o. AM#: 25 5 45 min
Hargreaves ] i%,, #&
R -1R (&),
$15, 194224 %,
#5245 J5 45 min

[2164] KR8 ALHT %
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[2165]

#F50 H

4T 689 T AE Ao ) 3K,

3K M-2K

. ) FVon Frey & & .

ARER (AR

. Von Frey"f & ] & (% &)
AT AR (K R).
Hargreaves ] & (A £X).

. CCIiEE 47,

AR EMEPTA ).

13

. Von Frey*® & M & (A N)o
LR F

14

uqFO

3
4

AM#% 25 )5 2.5 B 3 47 Von Freyfe 4 7 % P 7 5% M) 4K,

5

1
1
2
3
4.
1
1
1
2
1
2

ARERZAA M),
. #von Frey Aok 3 PEL/ZJA MK AT45 mink B 5

A A ) K A A (L (AM)% ),
. G 25 G 45 min R A S A KA /B

. A A R A e A (1 _E(PM) 4 25),
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[2166]

15

1. #Hargreaves| X #T45 min#& A 5=k,

2. A AN K A 3 L (AMZ 25),

3. A4 Y E45 minRATYHANMAMS 2 G2
B #F 47 Hargreaves M X,

4. A A Ao )X A 36 B (PM % 25).

16-17

1. & 8 PR (F XML BID)) XA B —k(QD)% A 4
A4 A )X A7 o

18

1. Zvon Frey#eA 7 & M /& 8 MK AT45 minsk H 5
13

2. A Ae )X A3 A (AMZ 25),

3. £G4 645 min S ATUHEANHAME 2 624
B 2t 47 Von Frey e % J 7 P & Ja M X

4, A4 Fo )X A 36 B (PM 4 25),

19

1. f&HargreavestiX 7AT45 min7& f =5

2. WA Ao X M I (AMA 25).

3. A G4 B E45 minRATYHANMAMES 2 G2
B #F 47 Hargreaves M X,

A Ao K A 36 B (PM 4 25),

20

. BID & QD B % 4 40 o i 18 47 o

21

RE R E(FTA 28).
BID #& QD7 | # A~ 477 F i) 3K, 4%

22

BID % QD56 Al 4 /4% o ] X 4 o

23

— | P | s

. #£von Frey. * 7 % M /% J& Ao Hargreavesit| iX 7] 45
min7& Al "Gk,

2. AN Ao MK A 3 B (AMZE 25).,

3. B GHEL B 45 minRATIEAN M AME 25 )52
Bf 2 47 Von Frey. % 5% M /&4 #=Hargreaves il iX..
4. A A Fo )X A 6 B (PM 4 25),
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1. f&HargreavestiX 7745 min#& f 5

2. WA Ao )X A 36 I (AM% 25),

24 3. DR 5645 minR AT AMS )52
B # 47 Hargreaves ) X,

[2167] 4. Ay Fo MK A 3 B (PM4 25).

1. HEA A Ao X A 56 ) o

2. &k

-T136 A )G 2 Bt o 5% W o

-BEMKE,

25

[2168]  HhEVERIRS:

[2169] 2 UK EM35mg/ kg IR (1. p. ok IP) FIERER HHOREEM 8mg/kg TP 4L & FRI%
SV o ALK T, 35 KRB T IREM , TR 2 A By e 2 i TR o BT i
B4 - 048 MR AL B AR B I = ANPARRES o SR T ke -3 P R ik

[2170] AN/ HEBRbRAE

(21711 FE¥shE T S 40 2 0, AE ARG SB L3 R T BN EE . /EVon Freyilli{ 2
JEr TF A AR R B << 15 g LW N -1 3k 4 [0 s o) LR ) W (o R AE Z A 7T b
[2172] Il RMER

[2173]  WRELEIMII M/ AN RAEIR : E 45 245 )5 60mi n N ELENNEL, F HAE AL PR 2/ NI N
AR M, B RSB — IR LR e 26 0) .

[2174] ki,

(21751  {ERFCEE - LRI AR EE DU T 36408, SRS a8 7 LARN2 LR PR R
[2176] PRSP

(21771 HUBME S PEESR Y (Von Frey ) -

[2178]  fdifflVon Frey & (Touch TesSt®) py-fitist il b il ) S 5 M IR SN o K5 R FRL B
THR A B AR E PRI R e v B . KERI/NE AT I s Ak o, DA
DIREET I MR AE R R AT S 1 S 4R - %4 Von Frey A2z SRt 1 5255 B0 O £obs
JEE TR RIS B R PR

(21791 TAEBREE: 458 KM BRI A 4ER0m DA B H AR Sk B, A Badk
SRMEER S BB AR 4EEs il e sk S BN AR LT 4E S T 2 I IR ks ot ST 4E
A L AHASFEINEING ] -

[2180] %9 )SPATEIN /A&
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K 6.10 100
(10* 7

6.45 180
(mg))
Log" 5 (g) 6.65 300
1.65 0.008
2.36 0.02
2.44 0.04
2.83 0.07
3.22 0.16
3.61 0.40
3.84 060
[2181]
4.08 1.00
4.17 1.40
431 2.00
4.56 4.00
4.74 6.00
4.93 8.00
5.07 10.0
5.18 15.0
5.46 26.0
5.88 60.0

[2182] 24 JIC1~ G AR M, A oA S P 2 B bR 45 TS S o A BB BR 1D 1 B Touch
Test"Sensory Evaluator . Zh¥iiid Bl JIF KA R GE o 5 R4 TR ST it N g
BONA/AEE NS -y T 9SBL48IC, Fr e N s A s 160, il 75 20T 5T A b1
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Von Freyits IIEAEI T IR SbrASEEIE T (naive) SIHIIO T o 5 S456 101 Fr 3110 T3 B D
Fror i R, OB DN 1A A0 1R 3 S5 N IARPORRIE - AEFTT 28 - 1 13K WF AR
14, 18123 K (FETT/BES - PIAMES 247 2/ N B/ I R4S 245 45min) 4 TVon Freyiillix.
[2183] Yol

[2184] i T b (2 1°C, 10 SR B RIS 21 55— SN IR TR]) o AR 7T 8 -
LRI DA T 32018, SR /e IE 55 14 18F123 K (FETT/ 1A MIAMZS 245 ) 2/ NN sk 7
NI ELE 25 f5 45min) PRI S AR -

(21851 il PRSI e/ Dl B8 (Hargreavesik)

[2186] i FHEAMIA37370%E ) (UGO BASTLE) M3 #4150 o 4 UKL B T Bl B b A
TR ARG (W100 X L200 X H145mm) PN o HIAR N IRDEERIEHEAT (FA) Ja B . — HE
Rk 2, LIS Bl oI 25 o RN E L TS E SR Sl eI 52 1E N 25 R B R R
SHPARDIL SR o 1 R AL 2FD I IE 3 T DR AT 30D g8 LE 7 DR IR Y i - R
ST [P ARSI E SR PR AR o AERFFTER - 1R i AV o il S A T 3 248, SR A
WFFTEE 15 LOFN24K (TT/ BT HIAMES 257 2/ NI Bl R LS 2455 45min) PR i PR 0 1L B8
[2187]  Syffdgs

[2188]  PP{fi J BEEL TATUC 5 PER I  #4 ABU S RISl FH RIS D97 i ot s st P~ 249
& SEM. i1 18 Y I Ze T P AS S R A FRAE SRR A W A T8

(21891  Zeil T

[2190]  BUE S5 RN D - AAHE ANV BHE AR 28 slobr i iR 245 H o i TlGraphPad Prism
IRl H BERTRRAS , W45 R A T A 30 B ANOVAZI AT, ARG 73 4RI i &% 4H 2 [ EA TRt
b5 -

[21911 9. FE i FHATUARATRARI S A 2 1A AR ) SNLAS AR Fh R B 4 E

[2192] B VERSR S — P BB VRSN O, P LAYE RIS a2 sl 2 45 5 10 7 F
RAERAE AP BIRIIAE TR B4 B A A& 2B AR AT B - 5 2 A R0 o S b 6 T
— LB B R, BIAE R A i 5t T B A IR e TR S o X Gl 2 e 10 5 K
Ji) PR B BRI S o RO

[2193] %I H I HARE A R POIRI A e g5 3L (SNL) AL bl &4 S a1
PRV, B N R A AL R e BESNLAR AL IRy HAE 2 MEm i nl 5 HL rT g
R T 77 25 (Kim SHAIChung JM (1992) An experimental model for peripheral
neuropathy produced by segmental spinal nerve ligation in the rat.Pain 50:
355-63) « ARG , BhWE— R IV S A SR SUAR AR R A « I 1 556 A0 30T
XMPIRAR A o

[2194]  JHIFLEMILE S P2 S 25 L U5 S A RO o B FHVE B 22 P TR S M
i, A TS BTG A 2 AF BE0R SNLTF AR 17+ 3K) , A48 Tl > pive kAl
PRPE R B PRI B2 o A1 550 RO K, AE 45 25 20 2/ NN PP Al TR M SR PR AT
[2195]  ZWphbit

[2196] Kb SN/, TN /D & 84 (DMSO/7K (5/95) (v/v)) (H.ZEWiwiE
o) <RSI I IN A B A AR ERIMARB IR, SRS AR E S T B MANT 4
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Y E R B)5ml / kg PR EE I i 2 AR AR o A S b N IE 320 A0 M8 10 o 5 JL T o)
%*E/%M& FRHE T B R S P S a5 VE R B B S P AIAE S B R PR P 5 3
EURR S P TR/ s b e st T 751 o it FH - 5 B HEE KR - Sprague Dawley.

(21971  F%10:

Hin | FE
m | A A4 7 B R 2L/ &
#F | (mg/kg)
21981 1 WA 4 10 NA DMSO/#(5:95)(v/v) | QD, 10 X
2 A 40 5 H.45) 10 3 DMSO/K(5:95)(v/v) |QD, 10 £
3 1A 40 5 H#45) 10: 15 DMSO/K(5:95)(v/v) |QD, 10 £
4 A 40 5 #6451 10 60 DMSO/K(5:95)(v/v) |QD, 10 &
3% E AR (Fa e 2t
5 10 15 DMSO/K(5:95)(v/v) |SID, 10 &
B8 /4P 32 A% )
& T (FA b At
[2199] 6 25 10 30 DMSO/#K(5:95)(v/v) | SID, 10 &
Ao @ T (Fa b
7 10 100 K SID, 10 &
A3} B8)

(22001 AJUBIE R 5 1R - KB (von Freyilllia; VF)

[2201]  {EEE0REBARMIEBOR , A5 HT 45 20T 4 2h)m

[2202]  #R¥ETFI47E (Chaplan,S.R. ,F.W.Bach,J.W.Pogre,J.M.Chung, f1T.L.Yaksh.”
Quantitative Assessment of Tactile Allodynia in the Rat Paw.”
J .Neurosci.Meth.53.1(1994) :56-63) , i FH HLAAHHEE (0.4.0.6.1.0.2.0.4.0.6.0.
8.0F115g) [1I8HSemmes-Weinsteingfizz (Stoelting© ;Wood Dale,IL,USA)@WE%&Rﬁ&T +
RO S E TR B P AR =, TR IR S N A D 15
53 o TR AR AN 22 2 BT B i LR RIS AR DA S X TR R U Hh T IR e 20 6 Fbak B = 7
LB FAPE R O~ 2RI D) o 112 . 05Tl 22 T 46 o 78 3503 4 TN B s O B, 2 3R
AN BRSPS AR 4 TN TS DL N S B — N9 i 2 72, PRSI
IR AR A (i S 281 SH A A 7 sk R P2 i 7 21 TS i ) 22 S 1) 4 Wi 7 o 40 SR Sh e ik 2]
BRI AN 22 J A A N, B W SR B WAE 2k B e 9 AN 22 fr VR ER W 7, DU A TR] s 1 F
DKo AN ST 55050 9% Wi 7 [

[2203] 50 %M [I{H (g) = (10 (Xf+k§) ) /10,000

[2204]  Xf=f7 g% von FreyAnzz il CINECAAI])

[2205]  k=[H{E/BHYEN R B 2(E (Chaplan®F A, 1994, B 3% 1, 556251

[2206] 3= AP35 2 57 (CONESCR A7 1)

[2207]  FEREANIN ]S INE R AL R EH (R B TV S BHE A BHE AR HE DR ZE (SEM) o
[2208]  Hhfi sz (1B A ; CP)

[2209]  FESEOREBARFIEEOR, AT 45 251125 25
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[2210]  {i A A S BT (CP,IITC Life Science;Woodland Hills,CA) MR AR 4
DR 2 AT B R I % % /D 15min o KRR TS A1 524 °C = 1CHOTRLEE o Ry b R s
BT PG RR PR HR v AR I R Bl T =8 o A2 58— ROMER B BRI N AT 8 R E I e
TR A 7l BIRER) I 12 SRt A DRI o A8 BRI TR B A shWdbA T— 2k 2248, T HL
{5 FH3OFD IR 5 KA LT DRV 1R S 405 55 o A0 B N TR I B AR A 1~ - 2401
FRFEHE PIPRAEDRZE (SEM) -

[2211] 10 fRPNAEFIE SR R (ATA) F4

[2212]  ATABUFRRFEAE T HRd A BT SR N 20 07 SO « RS CFAJS , S5 R I AR AE
A B LORMISE 14K Z IR AR Il 125 e TR I H S BUK AL , (A oy
5 T o S IR PR ES NI AT B R AR A28 E B e O R L AT

[2213]1 Oy T # @S BE P R I A0 2 e A T 1T AR AR PR D038 S it
FIH, FESE 0RO 100p ] 58 4 3B IR 4% 771 (CFA) T4 7R (45 4%/ HUFF #IH37TRa[Difo Lab,
Cat.No.231141], Higf T R5e 9B/ [Difco Lab,Cat.No.2639101) B P it 4 &4k
PELewis K (4J100%125g,Charles River Laboratories,Germany) [K)JEARES. B4 P HAn
=8 FUR I o (RN B2 ATS IR A AL BRI 0T R 20 25 G B AT A TT R o B0 TR AN
A S N (5% DMS0/95 % PBS) HEAT R (p. 0. BRPO) AL FR 1AM T NPy
AN 770 F B 5 W S e U ) AL A TR 5 XA T, B, MR ORTT IR I HRR£E 2 520K
(7850 &2 H DR - 22 550K AR I il sh e vF4) CE T30 RAIN ST R e
FERIPFER) A E SV RIS AR IR D0 o A X B, AR DG 2R R BE (2130 G0 4 5879 I Ik 1) 77
15) TR TERAF MO0 RI443 53 (0= 1 ="80; 2= & 3= ; 4="H0) Jf 545
A B — [P ARSI IITA], MEESR (LIS B i i A 1 2 ARAIE) TR R R E
PSR TE BIEPEST AR LEI A S SSEEI AR BRSO, BB 7R 45 0) (5520°K) o J4h, il fifi
A 5K (Bayer AG,Germany) i JTUBR T [ S R B 1 2 [P Amm* T+ R AG M 5y
I R o B Bk, 6 F H shie 7R (TITC Life Science Inc.,USA) AL AE MR
B R EERIE .

[2214] i TR 3 Anova (ANOVA; J5 2253 H7) Aliiset 2 225673 A1 (Dunnet t-486:465) 5550 HEZH
AT I Z B A A5 R et o AT o

[2215] #HIL

[22161 PSP S50 37 17 770 75 i 5 46 (ATA) B Hb g s HA B Sl PO 7 v 44
PE o il il T S 581513 PA 6 0mg / kg B R — K 17T IR G 25 3 R FRA TAR ™ B R B o 8
BT 3[R X AT 2 A T A 1] 14 rp il ok AR T Bl v 43 (14A) FNOCTS Ik A
(14B) koo 82 IR, MELBUY S Se 51 309 b 1o B /e 1, a1 5 Hp st 45 7134
HORF 7R o

[2217] 11 AP AE B ORED

[2218] 3zt 521 H B2 M S S 00 0% IDE DD BRI Dhe , e i e e 4 e / W 4
TIR) ) T ] B RTS8 /AL 4 it FEE T D388 o

(22191 EATEF 205 DRI &L 0 S0 18 B g T e T AR 1) 77 %€ (Yoshiyama M,de Groat
WC.Am J Physiol Regul Integr Comp Physiol 280:R1414-R1419,2001) .

[2220] 55 0EH AR B , 2 b4 T3 A0 M A B e MO ERAZ R I D
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R L PR 255 45 4T U F 552 55 BDKRB2AH L BDKRB L [ SR AEAE AN 5 o S Rs 41 b 2 i 52Uk
24 J K EUB3 D Fh /7 /£ BDKRBL .

[2221] {55 2 ,HfiPESprague Daley KR (~200g) 7E356 % KR IUIEH &0 FRA12: 12/
NG : BRI GBI o AE DRI RREE (1.2g/ke i.p.) RR F3E1 75256 5T S Wi
I KN T K PE - 50 S A Fl N S K » - 2 PR 5 I 58 (PE-50) 18 B =1l 1], 1% —
1 R B — M s A% e s A S — D28 (B. Braun) o s /4% amil i MUK # (22K
HADInstruments) 55 2) B R A A7 (LabChart , ADInstruments) FliH5AL, DA 5 R
18 S5 S A ME B DS )« 28 F DS D S A A v SR i o B i (1 AR PR ER VK (3ml/h) 35
el B 2 R F ARSI A o TSR Sl sk, R R R E A vt AR DIIT, I g5 LR E
ol s 2 /D TIPSR S U S , 2 e R & S5 5 ok FR b R 8474 (PEG400/
K (50/50 (v/v) ) ) 1l T8 DAAS R ) A S0a ik it FH o A S5 i T 20 2min 105742 1ok
IO ML IEER o 1l 1L i JTlGraphPad Prism 7H2f7 Lb A S W] 2 B A 2 Je i~V ¥{E 2k
TR RN IR DS e TEoSe 4t B AU 44 TRD O TR PR ) AR o

[2222] #55%

[2223] {5 B 4E (IBC) AU A, S8 oAHEL , Frillat it & 55T 13 (1mg/kg A1l
15mg/kg) M1 B — AT PR Dl RS 4 PRI [T (TCT) Jy Tl ip s HH A 25 03807 (B5) |, i is
IS 45 1 B R TR FEAAE (B6) o Bds 2 s R 418 - 11 K- YME +/ - SEM. FRAT
Mann-Whitney URLE , S AE*p<0.05.

[2224] 12 PAMgseNASs S 0005 D BT shie ApsbE 26 OB

[2225] A5 E 02 MR S 9 STt A5 EARRE e e A B R BRI s bt 0 S DA M
[ BT R ID IDE R A I PR 27 S D3 o

[2226]  SHGE Mg T O itk 05 %€ (Lecci A% A ,Br J Pharmacol130:331-38,
2000) .

[2227] 5 IEF ALK BRI B IEAELL | fEPR e (100mg/ kg M1150mg/kg 1.p.) 55T
J5 MR SR EZER 0 B bl i R S A %k 43 A 2 1E 52 55 BDKRB2AH L BDKRB L) 5 A7 AE FIFE 55

P AL AR IE S E F 5 KBRS D A7 /EBDKRB1 - BDKRB 132l 7] (des - Arg9- &350
LE TP (150mg/kg 1. p.) ALFRI KR HI S 1 7 B B A s S am S R R Ak
PR , I ARz PR IE S T BDKRBLIY DhiE «

[2228] {5 2 ,MfiPESprague Daley K (~200g) 7E35G %5 K ERIUIEH &0 FRA12: 12/
I OEHE SRS R IATRIFR « REL R B, B A & W S A R T AE ) (911 4iDMS 0/
7K) (6/95) (v/v) v, e 1. p. S TP I (150mg/ke) Rif— /NI 1 IR 1l A
AT B it FH o S SN it PR BRI e 1. 57N, 8 RO RS B BT 26 b, Rl =4 1
e 15/INNHE PRI o i 5 A ZE B PR e BUR & () o RIS 1 e 31
FHBURAL IR ES R 4% 183s , Holi i UK 7§ (ADTnstruments) 3% B 408 KL AL
(LabChart,ADInstruments) FltHEA L 10 B/ NS HOREPR G 0L, 71 H fHGraphPad Prism 7
PR AR LS HE R T & 0] R R 2 5 Jm 4 2110/ SR o ph 2% T 1 AR (AUC) «
S NI CONITER EEGR AR e oy N T AR Y 3 B A SR 3 7 RESPTAEER A DI KN S
KER100g & FEFRAE , Tl HiGraphPad Prism 7TA2 7347547

[2229] #55%
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[2230] 554574 (DMSO/PBS) AHLL , AL 54 961513 (15mg M160mg /kg) (K Tyt F—7
il s R D AR/ INI HE PR R B0 3807 T (B19) |, ELR Al ) B 20 i 25 B 1 HEPR -
2 R 8 f5 4 - 10N 3R] TR AUC (B10) » S5 EEAPACEFRAALL , 16 S 52 13
(60mg/kg) {m# AR T 0T 100g K Fl AR EEARAE (L s e B i (B 11) B il 41 14-15
SURFRI I +/ - SEM. BRIt A 56, S5 8/ ) 4HAREE %p<0.. 05

[2231] 13, HZUAE A Z I B IDESs ORED

[2232]  RHH5E00 E A2 M A 0% BDKRB 1 sh 71175 S 110 i I 2% e 4 1 T A YA 7 1
I DR o

[2233] il KNaC] (34 5g) WNaHCO, (10. 5g) A4 (9.9g) MeS0, (1.5¢) FIKHLPO, (0.8g)

FINE14984 . 65m1 K/, BEAEHDINS . 5m1 1910 % KCL/KIAR (m/v) 16 85m1 (20 % CaCl,
IKIEIR (n/v) KT 25 51K rebs -Ringeri® i) o £ 595 T 40 2 7T, BRI LHER I 2 4
(DMT , DMT750TOBS) HI Tl & 37°C

[2234] BV HFEC B IE B KB (Sprague Dawley, i, Charles River Sulzfeld) Fll
IR (150mg/kg,i.p.,sigma aldrich) FACFEKER (Sprague Dawley, i, Charles
River Sulzfeld) [WFEIEI , WEEINEHH DI B 4% (292 X 8mm) HAE B3 4 2 A LA 1 -5g
PRI EL K 12288 TRl I 52 (95 9% 0,115 % CO,,) 1 13 IR 37 “C il o i FHAR K5k
St g (DMT) 5t 35 D 2% (Wi SO, 40 B R £k 240 (PowerLabAILabChart 8%k
#f,ADInstruments) 1l 3

[2235]  ~ffiip2 /NI i, FHKCT 50mMACERZH RIS 575 T

[2236] {19756 2 A Bk 45 DRI, 4 1uMBRBE AR BN 20 2R3 A e, DA 5 TS e R SO, I
LEE B 557 PRI

[2237] &) FSIE 5200 - B QA 30mi i BT B B — IR B (914010 . 5uM) ffides -Arg®-
22K (BDKRBLI N7 (sigma aldrich)) JINZHZAAE I & Glan20min, P s i
WE 100 % o 71 P EBDKRB LIS 7N 55 SMAI A6 0m i n [y SR, AN AR B ARE 5
WSt (e S WS BN BEAE BT D D A%k, AR s A 2 i) IINAH
FURAE I & B0 5min. JIDes - Arg9-Z2 UK (F1410 . 5uM) |, % & Bl 4120mi nJf e b o P
At Hides - Arg” - 2K S0 RIS AOVAT 406 SR AR P T, HE38 75l “des -Arg9-
SIS SRR -G B A o b o A S TC, o i) GraphPad Prism7AE 7k
ITEAR AT AN A 1 o - O R %

[2238]  b) V477 PESEG < B 30mi nig U L 35 50— (14010 . 510 [fydes -Arg’-
22K (BDKRBLI N7 (sigma aldrich)) JINZZAAE I & Glan20min, P s I
BEE 100 % o A1 F BDKRB LI 7R 3 MBI a6 0min i S 1 , K- BDKRB LIS 77 I 4
U (51400 5pM) L I B B A120mi n ) f EFURHRAR BT &AM S S (51767 s i 2]
A I B B 201 5m i n o AN R 3G I A0 S S8 (PR 451 20 20mi n i\ B
EAE, A 401 5min s MR F4R) X des - Arg9- 22Uk 7 S s IS s 4 [ N 1
IR B L R o “des - Arg” - SRR - S AOMCERF- & RO 1 3 He ™ o o FHAR TR
MBIk F AR Ty (B I M S S BE o THBTC, i 1 GraphPad Prism
TRE P BT 0 AT AN A ) - B T 2%

[2239] 14 (RS FHNEHE R QAR R A

=il

B
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[2240]  {RE V5T HUNE R BRI 2 VAR B 10 I ) 2R BURME AL S P AR DR . I AN,
FTVAVEA 5 2 0 - IR - VLS - 0B - A e A AR b o R 8 Rl I& TR HfE P Sprague -Dawley
KER 53 B/ N A 18 A i SR AR 0 FR o ARl N I B e, SR B0 41 (Rgdin=10-
12) o fF BN SUG TR, —2H 57 IE BN RS (|4 Research Diets,Inc.,Research Diet
ref#D12489B) o HAth 4113 N HRIE: 32 1E O Bk &, SR Im ez m I / s ek &
(flunResearch Diets,Inc.,Research Diet ref#D12266B) B & SZ4G45 0K,

[2241]  FEmRE = BIG /R A e R EREE B 6 /N, it o 0 2 JE K (mg/
dL) A B 25 (uU/mL) DATHRASAS B PR (HOMA) JRED 224Kt (TR) HOMA - TRAEEK ([mM X
ul/mL]/22.5) o

[2242] AR, FEARHE HAAR B FIHOMA - IRFEECE K a1 BIALFR A  AF = el / wn i
WAL R IR TARAE A 1 AP (B AnDMS0/7K) (5/95) (v/v) Hif)oml /kg (R AL S5 55t
PIEEH —Rp. o ACEE  Se FEMEAS AR E N FHME G I o £ 2 Fh AL PR30 4n30 %, 4 F -
[2243] 5141 EH &, AA0EE

[22441 55240 . SR/ R IR & (S W S BN

[2245] 5341 = MBI/ M RHA & AL S e 3 a1 5me / kg

[2246] 55440 . S JIRI5/ mRR IR &, B it A S e 51, 491 4n60mg kg

[2247] 28541 S IENG/ SRR &, 0. 5% AR A4 KA

[2248]  ZE64H . = )IEIG/ M REHH K &, A% A1 1 0mg / kg

[22491  FRALHRISE 14K EE 26 K, K R ERPR B T A5 06 /)N, i i A a2 I A A 2
JHRI) 25 I HI =5 07 2 IR TR AT ST [ 5 o HOMA - TR R IMURRM I J ey 2 M v
PN AEACER B 26, MR REAL I 2T 25 11 (HbALC) A8 25, 3 H IR PN S I 2 25 (il
0.5U/kg,0.5mL/kg /A H) X K F A TR 221 B It o £ R 5 237 5 e 0 22 12043 B AN ]
ISP 1] 0 R

[2250] i), AEACPRIEE 28 K, K R SR EE T AR 6 /NI, Frltafi A 2 JIR A R o 2
JBE i 2= o T It A i (2. 5/ k) W RS AT AR AR 2 i v 00 o £ 7 A B £ 2
028 15053 P A [RI TF] i 3000 2 o o 5 00t 11 2 JB ) 27K

[2251]  FEALFEIZE30K, ALSE AR s U IR T S S iy 2520 J12 084k 5 g
5 LA~ F R AP At A T AR B, DAEA TRE PR FRdk o AT AN 22 oAy o o T AR A 2E
TTE AN ER , BN ARG - D2l et AR AR 366 DA IE G AN IS BTt AR 2 4=
T A AR RS A SRR 4 R T A S

[2252]  15. = AR CRED) CAURHIRIF )

[2253] 5T H RS R S P ST (G 2 2800 PRI A i 2R AT R BB AR R 1
B BB UNIAR DI AR IS I DR -

(22541 = A MR TR R BB L2 1P BT 5 B AR U 2 B PR M AR DT AIE I
OIFIAE AR o (LA, T DA PFALk 18] 25 0 - R - IR ATS BT -« UL - AR FF A - 4 i P A g A
ol TAE 2 HEE Sprague -Dawley 5iWi s tar K o A2 52 F IR BT BE S5 P 1, £E 12/ NG
HE SRS R IR R ER 23 /N AR A 208 AU ) 7 T R o A1 B BT B (M T e A
F3k7K) T, R EBENLS 4 (B 4in=10- 15) FF S R [ R BUOE 3 ik &M A
K Ohf BRRBRY) sl S iR AN T /K FR 910 % D- 7 20 (R 2Bk L) |, Rk
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10- 155 AR B o AEAT 5 S 45 RN (MR & 1 &+ 11 Rk ek 1 3 S+ 7K g
10%D- ] 25048 - 14J5 ) , A R FRAS B B 4n6 /N, b o 006 2 JIE WA I 0 252 JR) 2= DA
PR (HOMA) JH5S ZZHKHT (IR) HOMA - TRAEEL ([mM X pU/mL]/22.5) AT, I
FR PR E AR TEFIHOMA - IRFEECE A FRBEN 4> B4 ER 4 o

[2255]  {ERIRUE S IS5 R TG TA R/ G I A (91 4nDMS0/7K) (5/95) (v/v) FRITY
B an5ml /kg R E L A P I E B AR AP0 H — R p. o AT RFEL L 2 5000 45
W, (N, AERFEEMR TR T R, S A rh AR R an6 - 1) , anF

[2256]  ZE14H: FISRK+HIER B, B

[2257] 552401 FOR/K+IEH &Y A S5t tl, & (BIan15mg/ke) 55341 : R /K+IE
HEY, S IEE, E (B1En60mg/ke)

[2258] 5421 . /K110 % D- A A 1E 3 &9, BN

[2259] 5541 : /K910 % D- A A+ 1B 3 &, (L S S e 91 A7 (14 15mg/kg)
[2260] 5641 : /K110 % D- A A+ 1E 3 &, (L S S e 5, w7 (11 4n60mg /kg)
[2261] AR

[2262]  YEACERRY B 2 /D — RN 25 PRI, PR E R FR T AR 06 /NN, Sl i DA 25 i
MBI 5 5 2 o HOMA - TRESZSCFH WAL Ji ) SR B 1L b4, I 2R 1k H =
B 307 2 TR D BRI [ s, LA 506 45 TR LR, IR PN i S R 5 25 (1911410 . 5U/
kg, 0. 5mL/kgMHD) W KGR TR 2RI A o 7 JB ) 223 S e 0 400 22 12043 Bh XU AS [l
[) st 00 LR o

[2263] YK I, (A1 ANAE S8 G5 R, K K R AR 6 /N, Jlifi DA e 2 A W1 111
FR Z D e s Ak (F1an2 . 5g/ke) AR SRIEA T R AT A i e 0 o 7 A A 0
DU AN02E 15043 BN R T s 0 o I o 0 o 011 2R JER S 27K

[2264]  ZESEEG IR E — K, ACFERER s B 2 e S SiE i 251880 7127k UK
S ZL BIAnAEG LR SRR AN A , PR i A7 - 80 °C o AEFR AT ZURE S DA e P 3 R ek
Sy RTANZA S A o il TP AGraphPad Prism 7R P AR SN S BT A £
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" PR BB

/13 7

PCNAZ A £ i&kvs TBP#
(5123 2" -dCt [F- 344 + SD])

7.0+

6.0+
5.54

5.0~

4.5

mg/kg 0 1 5 15 60

A4 %3645 3, p.O.

*p<0.05, 3645 365 ANOVA, 2 5 & 548/ 4% 64 Dunnet t
K Ber, MR 1A 8 (Grubbidig)
#TBP: TATAZ A B A (AEES)
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15+ *k * *k
Y
Re
K= 10-
K302 __
%
@
Ew 5
= bbb
+-E
o
4

" . sl

mg/kg 0 1 5 15 60

B4 % #15) 3, p.O.

*p<0.05, **p<0.01, F#)| 35BN EANOVA |, Z 5 & S48
#)Dunnet tA5, MR 1A F 714 (Grubbis i)
&2
500- 5

400+

300

200+

[pg/mg& & (%) ]1+SD

100-

BEPILI-B &G HRAE

0 . .
mg/kg 0 1 5 15 60
B4 % 3.4 3, p.O.

+p<0.05 , 60mg/kg L4645 3 584 64 t 1050
MR 44N 7 F /A (Grubbses) —0/1/5/60 mg/kgsn

E3RS
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R

3/13 7
20-
* * 0 454
g T 1mglkg 5236413
2L 15 B 5mo/kg 526453
9 mm 15m/kg 536413
T m 60mglkg 5 5 413
eg 1
ok
’é%““% 5-
it S
0
*p<0.05, **p<0,01 ANOVA , ZJ& & Dunnet t F /5 #42,
ARABCTubbI T B S AR A8
&4
g ++
2 —
3}4 S 41
&
an T
Y 3
g ﬂg -1
S
— \m 2_
=
—E—E ...................
w2 1
.Lﬂg b
0 T G
mg/kg 0 5 30 60

r-:ﬁﬁﬁ‘ 39 .0.
Yo et B

++p<0.01, £t %+ 4960 mg/kg L #6145 358 A4 &9 ANOVA
MM 34~ B 348 (Crubbieid) , ANOVA n. s.

e

513



CN 115137726 B W OB B M

4/13 L
" *k £ dede ke
=
2 B 1504
T
&
E ¥ 100-
<.
DR S [
=< 5ol
w e
0 L L
mg/kg 0 5 30 60
& #.45) 3, p.O.
B4
*p<0.05, **p<0.01, ***p<0.005 , 43 HEEAdnay
ANOVA, Z 5 & 544 69Dunnet tA2 38, MR 3ANF%
18 (Grubbieis)
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WO P M

5/13 T

5+SD

=
o

T R A B3

0.08-
Fedkekk Fekk
0.064 .
¥ !
0.04
0.021
0.00 ;
mg/kg I 0 I 20 100 1
L iapol L4 3 p.o. '
L ]
: #ETE L. '

**** p<0.001, *** p<0.005 | ANOVA, Z /5 % 53k Lot b+
B 69 Dunne t A28, WA 3AS 27 18 (Grubbie i)
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*kkk * ek *kk kkkk

301 & v
| a "
25] ofe ... IR S T
W " g@ -1 Yiv
ﬁ f@é% .. AA L 4
:fm 209} 2 ]
= g Al a v
e -
Al | . .
15-. A
°®
10 : : : ; - T
Veh Veh 3 15 60 winik
%764)3, mg/kg, p.-0. 3 mg/kg s.c.
STZ
***p<0.005, ***p<0.001 ANOVA , Z & & 5 STZ+&/ 40
g9Dunnet t#2- 58
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301 HeFx/h
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20- \
= \
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10' ..““"-"-:-‘.‘:'-"-'--ﬁ-;—-‘.“-'ghh -------------

4h 5h 6h Th 8h Sh 10h
__ DMso/PBS B EAeH3 __ e ERSI3
(6/95) n=16 156mg/kg n=14 80mg/kg n=16
9
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#E% 4-10h

TA B, A0, -F 348+/-SEM
p = 0.0335: ¥ vs. o B3 15mg/kg
p=0.0302: #LM4pvs. fLa4h £ #4463  60mglkg

£]10
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9/13 7

BEIEE & (ng) /100g4R &

A3 100g/h EAR AL RE L E &

_I_ *
p=0.0190
e
9 e )
\Q > 3 *'H‘\\ ’\G) ] *‘ﬂ‘\\ \‘3
e BN
N ©

T, A0, F ¥48+/-SEM
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10/13 1

Xt B8 49 Y%

Xt B8 44 Y%

200+

150+

100 - -

50-

I 45 18] &4 18] 13 (ICI)

Mann-Whitney U#3&, S, F 3448 +/-SEM
p=0.0377: ¥EA-4vs. tbb-4 L #4]3 1mglkg
p=0.0415: &/ dvs. a4 E34]3 15mglkg

&{12

& KJE 7] (MP)

120-
100+  ‘pusmmmmmmmmmns + + « s s s s s st st s s st a s s s s aN e
= T
80+
604
40' T
PN wn
L85 R gk s
\ﬁ\%) ».A-\@ SN
B & L
A N

Mann-Whitney U3, S0, 344 +/-SEM
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A

1016 22
-o- AA
8- 3mg/ka LA 54 3
81a 15muika 14 32 413
-&- B0malkg 1bA-# 32561450 3

P& IA7E B HIE 4 [0-8]

Xk KA e RE K]

o A RER

- AlA

-8 3mgkg 1bLo-4 315 3
& 15maikg Lo 4413
100]7® B0maka fLb- 4 536413

120 -

42 [mm2])
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o &
% 801
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9

0 8 10 13 15 17 20
(P RFFEHRIEIK]
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120 -
= 100
o -
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