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B H B2~ 400 R 1, Rk “C, | JRFE” o C, | AR RLEE AR 0k 2R B B SR
— R, S A AW BB A 2.3.4.5.6.7.8. 98 1O IR 1, 45 )2 2834
B JR - (°C,  JR L"), MR FE PR M R0 5 2 T — N XU R AE 00 T, BTk XU a) A B4y
BE A L TR I R BN 2 G T (B) -2- R AR, () -2- R ZIEE. (B) -
T 213, (D) - T 203, (B) - T-1-0@3E. (D) - T -1-J@3E  R-4-%3E . (B) - 1Rk-3- 3t
(Z) -1-3- Mk (B) -1-2-Mds () -1-2- M (B) -J-1-M ks, (D) - 1-1- Mk -5 M
. E) 4K, D) -2-4-mE. B) -2 -3- 0. (D) -2 -3-mEE. B) -2 -2- M (D) -
O -2- M3k, (B) O -1-43k. () O -1t R m I 2- L -2- 0 - L TN -2 4
B 2-HFEF-1-3E. B) -1-HFIEF- 1L, (2) -1-FHEF-1- ML 3- T -3- 1. 2-
FOET -3k 1R T -3 M2E 3R T -2 gk, (B) -2 R T -2t (D) -2 W&
T2 0L (B) - L-HET -2-05E. (D) - 1-FHET-2- %% B) -3-HET-1-#%E. (2 -3-
T -1-Md . (B) -2-HET - 1465, (2) -2-WET -1-J4%. (B) -1-F T -1-JH%E,
(Z) - 1T-HRT 1058 1,1 - RN -2- 03 - 2R -1 - TR Lt -
VY E

[0083]  Rik“C,_, BReIE” BiHEfF N RN EOEBCC RN — e ke, R E — s A =t
H A2~ 404 R T, LIk “C,-C  FRIE” o ARAE “C,-C, JFRIE” I HR i Ay e 37 B Bl S e
P —A i@t RaE&— 2 =8It HAA2.3.4.5.6.7.8. 9510/ JiE 7, 5 7l /2 283
AR - (“C,-Cy - BREE”) o BIB9GB e L D - 1 - i (P - 2- R T - LR T
2RI T 3B - TR -2 BRI -3 -4 RIE O - 1B -2 R
O -3- R O -4- I -5 B - F R -2- e dE 2- AR T -3- bR V1 -2 T -3- 41
B 1-HIE T - 2-f gl 3R T - 1R IR -2 FE P - 2- Mg - PR R -4 - IR L 2- IR -
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4-BRFE 1 -FEE -4 It - BN -3 bR (1 F R -3 - gt 4 - R - 2- bR 1 - F
IR -2- R IE A - FE BRI - 1B 3 R K- LRI 2- B T3 R -4 T -3 b -
LT -2- B - BT -2- Bk 1 - R AR P - 2- ek L2, 2- RT3 bk 1, - H
BT s fdE 1,1 IR T 2RI ERS 3 HI LT -1 RS A, TR I R 2 bR
P - 1B B A - 2- B gk

[0084] R “C, , Fhbe k™ BB fF A R m VAN 1 — AN S ER BB R IR, LR A 3~ 207Nk
JEF AR “Cy JFABERE” cARTE “C, | IR NI TR B A — W IR BRI, H
HA3.4.56.78. 9810/ M5 T ITIRC, | FABEHE AT DL BLER L, QPR T i VA T 2k 3R
A R LIS PR PR PR B A L R E A 2SR, B R XN R B AL ZE IR

[0085] R iE “3-20 0P 5L BARMAN I — 4 R IR BN IR IR, HAL 51 -5/ M7 ENLO
IS 4% 8 7, A3k “3- 1070 2 PR L o RTE “3- 1070 22 A" 2 8 Mo A1) — 4 B BR B W R 42
W, HAE -5, A1 1-34N1E N OFASIP) 42 S5 7o BT I A 3 m] DL i B i sk Ji 7 A A AT
—ANEER T (WRAENE) 5 71 H R &5 R A, BTk 22 30 2 m] DLBL R E A
BR T 400, W3R T e dik VR 2438 T e 38 s 5O, DU SR IR JL . — SR 2430 I 36 L s
ot 5 IR I o 5k L bt e e | g IR 5 6 T ER , a DY Sk PR S | IR P S | P AR S | A e
B A R P IR | IR PR i Y, — MR e I 5 BRTICIR, G R AR B e i AT i B, FTIA AR S W] DA 2
B G o BT 2 8 FE 1 DL XA, B A (EANER F-5, 5038, /N SR R [e I g -2
(1H) - 3R, 5035, 6 TR, /N A Mg I [1, 2-al EME -2 (1H) - 530 . & BUR TR AT LR
o AN, B e a] UL — AN a2 AU, I i (E AR T2, 5- 4 - 1H-mEng 3 4H- [1,
3,410 THEIE 4, 5- MBI Bk AN - [1, 4] MERRIL , 5, e AT LR SR IER A B, Bl inEA
PR S At 1, 3- R a1, 3- 2R AR e IR M 2 AR PR AR B, BT e B A
v W R iR

[0086] AR5 “C,_,, 75 5" MR i ALk 2 7R B 6~ 2048 SR 11K — 0 05 B It B 4 05 5
PR R L SOR = IR R R, A3 “C, | 05 3R o RAE “C | 05 3" N ER AR AR ik RN B 6.7
8,910 1112 138 144Nk JE ¥ 89— 75 B 1 B0 40 05 A PR I SR B0 L BUA Bl = 3R IR 3R
(“Co.y J72E7) 5 B AT 6 T IO BR (“C 05 287) , BN 3 s BB AL, sl 2 B 94
B JE TR (“C 05 2E7) T i R sl B 2 , a2 B 10N JE I 38 (°C 75 257) L it
VUG 280\ A 2Rl 28 5, i 2 B I3 BRI IR 38 (°C 05 287) L Bl n 2 % , sl J
HAT1AANBRE TR (“C 07 587 , Bl s 2

[0087]  RIE “5-207 045 27 I B MR A B FEIX AL I — 0 B3R BOA B = 3R 05 e 3R &R - LA
H5~20N R R 7 HAL S 1-5 A7k AN OFISHI 28 TR 7, 40 “5- 14 76 24 F5 387 R 1B “5-14
TCAR TG 3L N AR A LR IR AL — I IR A B, = IR S A R A A5.6.7.8.9.10. 11,
12 138 AN SR, R 2 56 BB L 0k i -, HL A& 1-54  ARik 1 -3 &M e AN
ORISHI 24 I+ ., S AMERE— FiE oL N ol 2R IR A 1 o e i, 2% 75 FE 3k B e my & vk
Mt 3k ML g 5 e L e s B R e L IR R | SRR L | S i L IR e — e g
TS TR - AH - NH e S DL R e AT R AT AR 5 A0 G S S R R S | R R R )y | R
B VIR IF IR O IR | IR T S e I | S | S N e R A mlg b i i | ik
Bk e bR B R RS DU KB AT R AT AE A, 19 i b | v e R | SR e b
S 5 BONY S DRI 0| M RA SR SR D) K BAT T 2R AT AE A s B MG AR IS | TP | A A R 5 | e
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MR I 20 5 | MR R PHR AR L Y 5y W | I AR M L Wy IR 55

[0088]  FRAEFA UiHH , A I 2% 55 R B 07 BRI BT T B S AT 5, il n JE 47
B DR, 36T L3 B ) S PR S S 45, bt e i I e W R (L 7 L I - 2- L St
W -2 AHLIE - 3- ik L SR I - 3 - i  AHIE - 4 - AL IV PO I - 4 - k5 R Wy Sk B T W My T
Wy -2~ 22 P MERY - 2- Jk (W Wy - 3- LRI IBE ) - 3- 4,

[0089]  FIRXIATE “Beks” , i C  hed” B RAEE HI T8 °C) b dt” LA AR,
BIINARE “C_ WEEEEEL” L °C IR L °C Be R RERE” A “C b BERE B UL 45 [
i, BRI C,  MEE” UC,  RIETUC, L FABEAET LC,, TR AET L 3- 200 AR AL
“Co 077 25" AN “5-2070 8 F7 3L 1 5 SCHH ML R A 38 I T2 JLR AR, iR °C, ,
FEAIE” C,  JWIEEIE” | “C, , PRI HEAIE” | “3-20 0 AR FAHE” L “3- 20 TE AR IR AL L C,
FIEEEIE” | “Cy F7 BN AN 5 -20 0% 7T A e A 4F

(00901 AC R WA FH B AR “OR 77 Fi 1w o ) BUAQIR , L ORGP B TR S B 9 e T i
LA R AEA TR Fe A AEAT T Tl & A AL B R ik, T RE A0 7 A/ 5
SR R YPE T A 5570 T L A RUR B S JE 14T o 3 A e L 0 B PR3 SR SR B, nA sk
PORH S BT R AR ) DR 5 o ml 5 FHAS S8k L T D7 A2 5 8 19 i BB B RS Bk DR 97
A1 AU AN FORERE], Bk T BARK) GR35 P], nR E At T i R R 2D IR
BHEEAR FPd/C.Pd (OH) ,.PdC1,.Pd (0Ac) ,/Et,SiH. 2 JEAR & I FE AR I 2 W R
Bl T TE S o

[0091]  ASSCHT A RARTE “S2 T AT BT S 18 A R S I SR DL 55 1
AN A FE I P 3 A A AR L 540 o W L B0 40 0 S i ) R AELA BR 0 7L S P 4 B AT A ol
G N AR R LS (Bl an e AL e M) s K &, BlanA= 5 V40 e
FIFBI, BN G ORI s SLU6 S B0, LAk A SR B BN B /S BT B3 45 o Sl AR
FLANIAA SE i ) LA AR AR T S SR 2855 AR A SCER A A SR VE AN AL A ) S it
i B AL SN o

[0092]  ASCHT I ARTE 677 AL e SABKA [R) SR G5 2 A Do B 5038 2 T S i
IR TR L e AR, 25 BB 3 SOREIR ) T LE A ST, 308208 SORRE 491 B 1 e
SIPRE ) S 5 GBI B RE , (55 T S i A 3 » SR ER O O IE 3 ERRIE AR, Bl
HR PP BORRE AR RECER , U A, A2 AR G T (0 H B o AR T SRS IRATIG T R AN/ 5
TRBH AR BT i6 T JOR R AR 16 @ B EGE Fria T BV R A « LA, X 5 TR P AR S H) —
Fhal 2 P AR ERER 176 s 2 0y CR , B RVE S8 mT REDI IR 32 BT IE SR I 52
Wi, AR LR 8 R T 0 03 o g TS 0CER T = , T i LA SRR A O AL ) 5838 it P ik 4
) E A ROV G R AR RS T 5 AEL I EH IR 4 — S 2 A A SR 7 8 e P i
B

[0093]  ASSCHTE FAARTE “G2E”  Vh)T A " 825 A AR AR IR 5 A2 BLE SRR
R B G RRFTIE T B BOPRE Y — A~ Bk 2 A REDR A 28 D — R 24 77 A & i o L 45 2R
AT LD B RER B DR B4 AT/ BRG A » B ) AR G A AT L E P AR Ak i, T3
TTH) A 2R AR R EPE O 5 M W S M O P s B3 A AT B AL &
PO o TS FH 8 ) s R B0 K AR T R 3 5 T AR AR 1 PP PR A R

[0094] A SCHT FIARTE “Hti F” 5552 11 A 9 K5 A0 & W s 4L & Wi 32 B3 AT A WA FI Bir
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AL R 7 X TR AR T D iR E &+ =38 i@ is B mANES (RFEFIKA |
BN VBEREA VUL S SR N RS ) (A NG B 4 2 o AU R R N BRI AT T
ARICHTIRAL A W) AN T v it R, 5 anfEGoodman and Gilman,The Pharmacological
Basis of Therapeutics,current ed.;Pergamon;and Remington’s,Pharmaceutical
Sciences (current edition) ,Mack Publishing Co.,Easton,Pa™ i 181 AL  FEARIE ]
St 7 2 AR SO IR I A S VN2 i ik

[0095] AR X il 77 25 M E Rl 23 BT FHRAE “PI RS2 )7 S Fig o0 42 52 ¥R 7 1) 2 1k 1 —
FEAGE R AR LA I A 5

[0096] ALY FIARTE “2 % BRI 4252 117 52 F8 AN 52 e A FR 5 AL & W0 1) A2 0% 1k B S
Vst Cangiel , 5 n 2R sRA R ) L T HARX o RIZ4 51 ml it FH T IMA T AN IE AN B Y
YN EAAR 7 S5 H &Y S RS A EAER .

[0097]  Frik 22y b rTHEAZ () Rk G 3 A AN PR T 3044 RS E 7 ARRE A L 20 HGR) = 7] 1
7R A0/ BRI 7 o

[0098] AT FIARAE “BUA” R 48X LR AL A S Easm], A B TR S5
e L

[0099] ALY FIARTE “25%: ERT e 52 3h7 48R B 1 48 € 46 & W01 T 125 TR R0 25 )
R, I BAE AR B0 E T B AR AR A S Ve A 3E 25 BT
PAHESZ 0 26, B AN IR 31 L 3h IR 31 B R #h B IR 36 55 . 24 % B AT 32 i) #h R AR AL &
W e o) A R e A B e ol B R T 2 245 B R e sz 1 R A S (HAS A RR T, il 2k 2 1 491 dn e
(Z) E AL ECE HLER ER 28 AN B iE 24 5% B AT 3252 11 35 AT DL i B &9 6 1, B BEARAL
GV TEEER] 51-4 M EERRAAE —MNEF RS N . A IE ) L5124 fEReming tong s
Pharmaceutical Scicences, 17"d. ,Mack Publishing Company,Easton,Pa.,1985,
p.1418F1Journal of Pharmaceutical Science,66,2 (1977) 1, flanhigdh .

[0100]  BRAs 4R R Ah, A ) Eh dis FIAALER / oL B e =X & 5 DL & A LB/
TEAUBHIE BB a2 o 340 s AT S B B B8 2 2 nk e BSIK e ({ELAS PR sl - Pbk g B¢
WKL), B R A 2 R IR ((HANFR 1) TR 1) sl 2 TE s M 1 (W ER) , Wi TR EA
FE ) E A

[0101] AT FIARAE “VE A7 2 fe il A E R O A B iE &) 5387090 1
WS> TR G o BRI, A% B IS B G BT A A & W) B S A A AR i AL i oe 2. 9
FE” Fa A G 1) — M S S5V 0 T R B SR A A4, XA W) B SR AR &
TSR AR FE AN SE A B, 451 fn 088 o OO UE SR AN I M PT DA 20 B85, 49, =44 b AR 1) s A
HIR AR5 T I o YR A CLFE U TR AR R AT 23 8 (R 5 A P A 50 23 o FH S B A4
BT AR Z , B3E LR E ) R S 55 .

[0102]  ASCHT FHARTE “Z &MY 8“2 fhE” 2 18 LLANE 1) A% TR XAEEE R A 1S &
Y/

[0103] AP fs I ARE “FIAL R AR IO 216 H [F AL = AR I A L &4

[0104] A SCAE FHH) “SEAA SR A7 48 i 20 7 op R - AE ) RS J7 AN i AR ) S
g RS Y& A AR FRECT MO, R, AR AEAS R AR A T 2o ST B A 24K
SEFFNRE Y — R B SN BRI S, VR 9 H AT HE I — 8070 « JERT BRI SV Re % 7 &
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G A X AR, I TR AT R (K D R A 2 i SR P AR P o R T B A8 e S 4
PREIYR 7 T S E S OGS TR B (B T PERE BMosher s 52 IR IBE ) e B #% 4e ydR
X IR S AE A R e T IR AL (K ) DR ARG L ) B — 8 S A A o ST ) — AL S ) AT g
7 BH e S A R (B 5 ) 5 A HR AR PR (10— 3 2 o o I S g At ] o) P T 1 i A
B T AL S W R] BE A7 AL AN R 10 AR S A 2 3, I e aU A 25 AE AR AR VI L A o 41
B - A T MO % - s e AL 0

B A

[0105] "R S &5 B 5 A I it 451 %o A i B 1l XA 5 40 o G i) 46 7 v R N7 R A B gk — 21
(R TE R BH o B4 BR A, 7T 20 St 4511 A 7 47 1A e 5 B R A i B T A IS A A R DA oo A
IR DR 0 B 1) PR ) o PR T AR i B 3R 1 255 i S B PR 3 R 387 6K 2 7E A i B B AR DR3P G
Rl Y

[0106]  BRAE SA BERH , LA St 48] o A58 A 4 Sk R 550 38 9 T 85 s o, B T LU I 2
BTV

[0107] St fsl 1AL &A1 - A18IHI & Ak

[0108]  fLAWIAL-A1S8T] KT T e A

N
Cl =z
A1 Cl N =
0]
= g '
X N ,
H iv-A x v-A S NP N
[0109] N lN/ — N —— N VA
- \) A-3 N \)
P A4 _N A5
rqu |
X
| vii-A SRy
(\N = | -
N N
o~ e
A6 A1-A18

[0110] SRR B2 sk (i-A) a. Z&IEHA B 3hs b & H ¢, DIEA (N, N- R HE L
&) s (ii-A) o-tolylmagnesium chloride (0- HHZRIEEALEL) DUEMRIRE . & —FIERMRE
FEEIRE; (111-A) FABE BT JEIRE ; (Tv-A) FREER ; (v-A) N-JRAR T %6 e - FF B4
R (vi-A) ZLER R (vii-A) N N- SN % & P e s

01111 Hh(AlfARA- 11 il

[0112] ¥ JFkl5- R -2- M (leq) V& T 10m]l S ILHAH , [Ali2h. A E1 2 =I5 5, e T
VR, PO R ) S eV A A5 5 I VAR FH o SRS AU T i (1. 1eq) FADTEA (N,N-—
SR (1.5eq) ¥ T 09 & B B, 0°C T K i) £ 1 Bk S 22 1830 I 22 e SE 5 T
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InsEEe f5 18 Tt 2 =i, 4k 4k I M 6h o B Ja F 4R LR EL (3x 30ml) , & 3F A WA, T /KBR
T B T R 45 FUHL P2 40 o KL 0 PR R IR €00 i A 245 3 v ) 4R A - 1 (22986 %) . 'H-NMR
(DMSO-d,, 400MHz) , 8 (ppm) :8.97 (1H,s) ,8.57 (1H,s) ,8.47 (1H,d,J=8.4Hz) ,7.53 (1H,d, ]
=8.4Hz) ,1.51 (9H,5s) .

[0113]  Hh[AI{ARA-2G ik

[0114]  HUjalfRA-1 (1.0g,4. 7Tmmol) ¥ T 15m1 PUE RIS , N TRA HIE0°C . 2218
TINAT L 2 L S A 85 (LM DU S0k PR Y59, 14 . ImL, 14 1mmo 1) , {45 & M 3h e , FETHE &
30°C M 18h, FFAH1 20°C o Z2 123 INVKEE IR (24mmol) , 8 J5 IMADDQ (= 5 = FUE R B 5l
MEmREL) (1.6g,7.1mmol) Z il S N 1h 5 , 44 B MV AE N MR B R AT VR 5 TR LB 26 B
K AN ERK BRI, B S JC K IR BR BN T8 i s vk 4 5 L i IR IE A 4idk , TR O BR /A
I (12 1) VE U SN AR 3 b ) AR A - 2, v 3 6 Al A4 %288 % . 'H-NMR

[0115]  (DMSO-d,,400MHz) ,8 (ppm) :8.99 (1H,s) ,8.54 (1H,s) ,8.29 (1H,s) ,7.77 (1H,d, ]
=8.4Hz) ,7.45(1H,d,J=8.4Hz) ,7.39 (1H,m) ,7.27 (1H,m) ,2.23 (3H,s) ,1.51 (9H,s) »
[0116]  HR[AIARA-3 G RK

[0117]  HhE44A-2 (leq) ¥ T-10m1 5 A EE R, DI ZEUH ZE0R % (1. 2eq) MIDIEA (N,N- — &
P ZFE) (1.5eq) o F& 2 (AR 4k 52 Sz 86 - 87N o i s 2% HH VAL 77 75 SHPDROFEL i, R AR JE T 40
BI040 5, 15384 % o H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.79 (1H,s) ,8.58 (1H,s) ,7.74 (1H,
d,J=8.4Hz) ,7.46 (11,d,J=8.4Hz) ,7.41 (1H,m) ,7.29 (1H,s) ,7.20 (1H,m) ,3.60 (4H,m) ,
2.23(4H,m) ,2.23 (3H,s) ,2.23 (3H,s) ,1.51 (91, s) ©

[0118]  Hh[AIfARA-4G ik

[0119]  Hu i a4AA-3 (582mg, 1.625mg) ¥ T 10ml FH A EZ H , THE Z100°C , ) N5ho [ Nl
BINVKAK A, 5 R R T JE R A . & FE A WA JS » KSR PRI, & 91 7K )2 f5 FINaOH
TpHy14, B FH R ERUT B EEAC L, & 928 —IRIEHLZE Wk K M A 2R /K Pk, Tk
BRI 1 . I 2508, 4l Ak 75 vh Al i A - 4, Ui %288 % . 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :
8.49 (1H,s) ,7.84 (2H,s) ,7.56 (1H,d,J=8.2Hz) ,7.46 (1H,d,J=8.2Hz) ,7.37 (1H,m) ,7.26
(1H,s) ,7.25(1H,m) ,3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H, s) »

[0120]  HhH[AIfARA-5G K

[0121]  HYNBS (N-VRAX T kW A%) (4.0g,21.6mmol) ¥&T-80ml —& H ki , ¥ #HIE-5C,
SR JE N B4 (54mmol) , [z By J N 15h , 2 %35 R B4R A -4 (15 4mmo1) # 5 FF e v
o PR N Th, 2 N R R R AL J5 » B — S e A0 4 J , B P I 25 25 G A 4 i, (0 38
78% . 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.75 (1H,d,J=7.9Hz) ,7.46 (1H,d,J=7.9Hz) ,
7.37(2H,m) ,7.26 (11,s) ,7.04 (1H,s) ,3.68 (3H,s) ,3.63 (4H,m) ,2.45 (4H,m) ,2.72 (3H,s) ,
2.21 (3H,s) »

[0122]  Hh[AIfARA-6G K

[0123]  Hydr[a]4&A-5 (2.0g,61mmol) % T-50ml FE ZE efr , 218 IRed - A1 (Z148) Y FF 2RV TR
28.5mmol , ¥ t [z MK 7E50 ‘C ARl S B 1h, ¥ E1 2 =I5 J5 , FNaOHZK B AL 5 » 70 B A AL
T VR R 6 5 Fek A 2T 1 B85 €0 K A i £, 10 %2 85.% » 'H-NMR (DMSO-d, 400MHz) , 8 (ppm) :
9.84 (1H,s) ,8.34 (1H,s) ,7.75(1H,d,J=7.9Hz) ,7.46 (1H,d,J=7.9Hz) ,7.37 (1H,m) ,7.26
(1H,s) ,7.25(1H,m) ,3.68 (3H,s) ,3.63 (4H,m) ,2.45 (4H,m) ,2.23 (31,s) ,2.21 (3H,s) ,1.51
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(9H,s) -

[0124] AL EWIAL-A18% K

[0125]  HHh{a]fAA-6 (1mmo1) ¥ T 15m1 U kMR, A ADIEA (N, N- = 5 P 3 2, 1%)
(1.5mmo1) ¥ ENE0°C J& , G M A 7] B S 1 DU S0k MR 9 ¥ » T 22 = T 4K 0 S 6 o [ V7 K
WA Jo EARRE A Z AT 5 B AR &4

[0126]  fLAWIAL-AISIIRAELE FAnF -

[0127]  fkA4AL 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.95 (2H,d, J=8.2Hz) ,7.76 (1H,s)
7.72(1H,m) ,7.56 (20,d,J=8.2Hz) ,7.46 (1H,m) ,7.35 (2H,m) ,7.10 (1H,s) ,3.68 (3H,s) ,
3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :
168.1,158.0,141.8,139.6,139.2,138.7,137.8,136.3,131.2,129.4,129.4,129.2,
128.7,128.4,127.3,127.1,125.4,107.9,55.6,55.6,48.1,48.1 45.6,37.4,21.3.

[0128]  fbAr#A2 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.03 (2H,d,J=7.9Hz) ,7.86 (1H,s)
7.72(1H,m) ,7.61 (20,d,J=7.9Hz) ,7.49 (1H,m) ,7.32 2H,m) ,7.17 (1H,s) ,3.68 (3H,s) ,
3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; "°C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :
167.1,158.8,141.03,138.7,137.4,136.3,131.6,131.6,131.40,131.1,131.1,128.7,
128.0,127.5,127.1,125.4,124.2,107.9,55.0,55.0,48.6,48.6,45.2,37.4,21.3.

[0129]  fkA4A3 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.05 (2H,d, J=8.2Hz) ,7.86 (1H,s)
7.69 (1H,m) ,7.56 (2H,d,J=8.2Hz) ,7.45 (1H,m) ,7.29 (2H,m) ,7.14 (1H,s) ,3.68 (3H,s) ,
3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :
167.9,163.5,158.1,141.8,138.9,137.4,136.3,132.1,132.1,129.7,128.4,128.4,
127.3,127.1,125.4,115.5,115.5,106.9,55.6,55.6,48.6,48.6,45.7,37.4,21 .6.

[0130]  fkAr#A4 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.95 (2H,d, J=8.2Hz) ,7.56 (2H,d, J
=8.2Hz) ,7.76 (1H,s) ,7.72 (1H,m) ,7.46 (1H,m) ,7.35 (2H,m) ,7.10 (1H,s) ,3.86 (3H,s) ,
3.68 (3H,s) ,3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; °C-NMR (DMSO-d,,
100MHz) , 8 (ppm) :167.0,161.4,158.1,141.80,138.97,137.8,136.3,131.1,131.1,128.7,
128.5,127.1,127.8,127.0,125.4,113.9,113.9,107.8,55.5,55.6,55.6,48.6,48.6,
45.7,37.4,21.3,

[0131]  fkA4A5 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.99 (2H,d,J=8.0Hz) ,7.88 (2H,d, J
=8.0Hz) ,7.79 (1H,s) ,7.68 (1H,m) ,7.42 (1H,m) ,7.31 (2H,m) ,7.11 (1H,s) ,3.68 (3H,s) ,
3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :
167.6,158.8,143.7,138.9,137.8,136.3,131.2,130.8,128.5,128.0,127.4,127.9,
126.9,126.9,126.7,125.6,125.6,125.4,107.8,54.7,54.7,48.6,48.6,45.32,37.4,
21.3,

[0132]  {kA¥A6 'H-NVR (DMSO-d,,400MHz) , 8 (ppm) :7.93 (1H,s) ,7.79 (1H,m) ,7.64 (1H,
d,J=2.1Hz) ,7.53 (1H,d,J=7.9Hz) ,7.49 (1H,dd,J=7.9,2.1Hz) ,7.42 (1H,m) ,7.35 (2H,
m) ,7.10(1H,s) ,3.60 (4H,m) ,3.38 (3H,s) ,2.65 (4H,m) ,2.23 (31,s) ,2.21 (3H,s) ; "C-NMR
(DMSO-d,, 100MHz) , 8 (ppm) :167.2,158.0,142.5,138.7,137.8,136.3,133.7,133.4,
131.2,129.0,128.7,128.3,127.4,127.1,126.3,126.3,125.4,107.9,55.6,55.6,48.6,
48.6,45.6,37.4,21.3,
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[0133]  {kA¥IAT 'H-NVR (DMSO-d,,400MHz) , 8 (ppm) :7.86 (1H,s) ,7.81 (1H,m) ,7.71 (1H,
d,J=2.1Hz) ,7.54 (1H,d,J=7.9Hz) ,7.49 (1H,dd,J=7.9,2.1Hz) ,7.41 (1H,m) ,7.35 (2H,
m) ,7.10 (1H,s) ,3.60 (4H,m) ,3.38 (3H,s) ,2.65 (41,m) ,2.23 (31,s) ,2.21 (3H,s) ; °C-NMR
(DMSO-d6, 100MHz) , 8 (ppm) :166.1,163.9,161.3,158.0,140.0,138.7,137.8,136.3,
133.6,128.7,128.6,127.1,125.4,125.8,125.3,115.0,107.9,104.1,55.6,55.6,48.6,
48.6,45.6,36.6,21.3.

[0134]  {kA A8 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :7.86 (1H,s) ,7.72 (1H,m) ,7.61 (1H,
s),7.51(1H,s) ,7.49 (1H,s) ,7.46 (1H,m) ,7.35 (2H,m) ,7.10 (1H,s) ,3.60 (4H,m) ,3.38 (3H,
s),2.65 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , & (ppm) : 166.1,
158.0,142.7,138.97,137.8,136.3,131.4,131.5,130.3,128.7,128.3,127.8,127.8,
127.5,127.1,125.8,124.6,107.9,55.6,55.6,48.6,48.6,45.6,37.4,21.3.

[0135]  {L&#A9 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :7.96 (1H,s) ,7.87 (1H,m) ,7.65 (1H,
s),7.55(1H,s) ,7.46 (2H,m) ,7.32 (2H,m) ,7.14 (1H,s) ,3.60 (4H,m) ,3.38 (3H,s) ,2.65 (4H,
m ,2.23 (3H,s),2.21 (3H,s) ;'°C-NMR (DMSO-d,,, 100MHz) , 8 (ppm) :162.3,157.5,142.7,
138.4,136.3,135.5,132.5,132.9,130.8,129.2,128.1,127.4,127.1,126.7,125.4,
125.4,122.6,122.6,121.8,107.9,54.0,54.0,48.6,48.6,44.3,36.6,21.3.

[0136]  {L&¥AL0 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.03 (2H,d,J=8.2Hz) ,7.86 (1H,
s),7.75(1H,m) ,7.56 (2H,d,J=8.2Hz) ,7.44 (1H,m) ,7.31 (2H,m) ,7.11 (1H,s) ,3.66 (3H,
s),3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; "C-NVR (DMSO-d,,, L00MHz) , & (ppm) :
163.7,158.8,138.5,138.0,136.5,136.2,136.2,136.2,135.5,128.4,128.3,127.9,
127.3,124.7,116.0,116.0,110.2,55.6,55.6,48.6,48.6,45.6,33.3,21.3.

[0137]  {L&4ALL 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :7.99 (2H,d, J=8.4Hz) ,7.81 (1H,
s),7.72(1H,m) ,7.67 (2H,d,J=8.4Hz) ,7.44 (1H,m) ,7.32 (2H,m) ,7.15(1H,s) ,3.68 (3H,
s),3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; "C-NVR (DMSO-d,,, L0OMHz) , & (ppm) :
158.8,138.5,138.3,136.8,136.3,135.6,135.5,129.5,129.5,128.7,128.5,128.8,
127.9,127.3,127.3,124.7,110.0,55.6,55.6,48.6,48.6,45.2,33.9,21.3.

[0138]  {L&4A12 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.95 (2H,d,J=8.2Hz) ,7.56 (2H,d,
J=8.2Hz) ,7.76 (11,s) ,7.72 (1H,m) ,7.46 (1H,m) ,7.35 (2H,m) ,7.10 (1H,s) ,3.66 (3H,s) ,
3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; "°C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :
158.8,138.3,137.5,136.9,136.3,135.0,130.8,130.8,130.4,130.4,128.4,128.7,
128.8,127.1,125.2,124.1,108.5,55.6,55.6,48.6,48.6,45.6,33.3,21.3.

[0139]  {kA4AL3 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.97 (2H,d,J=7.8Hz) ,7.86 (1H,
s),7.72(1H,m) ,7.66 (2H,d,J="7.8Hz) ,7.56 (1H,m) ,7.3 (2H,m) ,7.17 (1H,s) ,3.68 (3H,s) ,
3.63 (4H,m) ,2.45 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :
158.8,139.6,137.5,136.87,136.3,135.2,132.6,128.4,128.3,127.9,127.9,127.7,
127.19,126.4,126.4,125.2,124.1,108.8,54.0,54.0,48.6,48.6,45.2,33.8,21. 3.
[0140]  fkA4A14 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :7.98 (2H,d,J=8.0Hz) ,7.91 (1H,
s),7.81(1H,m) ,7.62 (2H,d,J=8.0Hz) ,7.51 (1H,m) ,7.45 (2H,m) ,7.12 (1H,s) ,3.85 (2H,
s),3.60 (4H,m) ,3.38 (3H,s) ,2.67 (4H,m) ,2.23 (3H,s) ,2.21 (3H,s) 5 "°C-NMR (DMSO-d,,
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100MHz) , 8 (ppm) :171.5,158.8,137.4,136.4,136.0,135.4,134.7,130.8,128.5,128.4,
127.5,127.5,127.9,126.7,126.1,126.4,125.4,125.1,107.9,54.7,54.7,48.6,48.6,
45.2,41.7,36.3,21.3,

[0141]  {kA%¥AL5 'H-NVR (DMSO-d,, 400MHz) , 8 (ppm) :8.01 (2H,d,J=8.2Hz) ,7.91 (1H,
s),7.88 (1H,m) ,7.66 (2H,d,J=8.2Hz) ,7.49 (1H,m) ,7.45 (2H,m) ,7.20 (1H,s) ,3.85 (2H,
s),3.61 (4H,m) ,3.38 (3H,s) ,2.66 (41,m) ,2.23 (3H,s) ,2.21 (3H,s) 5 "°C-NMR (DMSO-d,,
100MHz) , 8 (ppm) :171.7,162.9,158.1,137.8,136.4,136.3,134.7,130.4,130.4,129.2,
128.7,128.6,127.1,127.1,125.4,115.3,115.3,107.9,55.6,55.6,48.6,48.6,45.7,
41.7,36.3,21.3,

[0142]  {kA¥)A16 'H-NMR (400MHz ,DMSO-d,) , 8 (ppm) : 'H-NMR (DMSO-d6,400MHz) , 8 (ppm) :
7.99 (2H,d,J=8.0Hz) ,7.89 (1H,s) ,7.82 (1H,m) ,7.56 (2H,d,J=8.0Hz) ,7.46 (1H,m) ,7.35
(2H,m) ,7.10(1H,s) ,3.85 (2H,s) ,3.60 (4H,m) ,3.38 (3H,s) ,2.65 (4H,m) ,2.23 (3H,s) ,2.21
(3H,s) 5 °C-NMR (DMSO-d,;, LOOMHz) , 8 (ppm) :171.5,158.8,137.4,136.4,136.3,135.4,
134.7,130.8,128.7,128.4,127.5,127.9,126.7,126.7,126.4,125.4,125.4,125.8,
107.9,54.7,54.7,48.6,48.6,45.2,41.6,36.3,21.3.

[0143]  {L&4IALT "H-NVR (DMSO-d,, 400MHz) , 8 (ppm) :7.86 (1H,s) ,7.72 (1H,m) ,7.69 (H,
d,J=2.1Hz) ,7.49 (H,dd,J=7.9,2.1Hz) ,7.46 (1H,m) ,7.35 (2H,m) ,7.30 (1H,d,J=
7.9Hz) ,7.10 (1H,s) ,3.85 (2H,s) ,3.60 (4H,m) ,3.38 (3H,s) ,2.38 (4H,m) ,2.23 (3H,s) ,2.21
(3H,s) ;' °C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :170.9,157.9,137.4,136.3,135.5,134.7,
132.9,132.5,129.1,128.6,127.9,127.5,127.4,126.6,126.7,126.3,124.0,122.8,
120.4,107.9,54.7,54.7,48.6,48.6,44.3,37.4,36.1,21.3.

[0144]  {L&4A18 "H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :7.93 (1H,s) ,7.78 (1H,m) ,7.71 (1H,
d,J=2.1H0z) ,7.45(2H,m) ,7.38 (1H,m) ,7.30 (1H,d,J=7.9Hz) ,7.23 (H,dd,J=7.9,
2.1Hz) ,7.10 (1H,s) ,3.87 (2H,s) ,3.62 (4H,m) ,3.39 (3H,s) ,2.36 (4H,m) ,2.23 (3H,s) ,2.21
(3H,s) 5 °C-NMR (DMSO-d,;, LOOMHz) , 8 (ppm) :169.7,158.8,137.8,136.4,136.3,136.2,
135.6,132.5,132.1,128.7,128.7,128.5,128.5,127.4,127.3,127.2,125.4,107.9,54.7,
54.7,48.6,48.6,45.6,37.1,36.9,21.3,

[0145]  {L&49A19 'H NMR (400MHz ,DMSO-d,) 87.74 (s, 1) ,7.70 (m, 1) ,7.61 (s, 1H) ,7.31
(m,2H) ,7.29-7.23 (m,3H) ,7.11 (m,1H) ,6.49-6.40 (m, 1H) ,3.33-3.23 (t,J=5.0Hz,4H) ,
2.64(s,3H) ,2.40 (t,J=5.0Hz,4H) ,2.34 (s, 3H) ,2.21 (s, 3H) ,2.08 (s,3M) ,

[0146]  {L&4)A20 'H NMR (400MHz,DMSO-d,) 87.83 (d,J=8.0Hz,2H) ,7.61 (s, 1H) ,7.34-
7.30(m,2H) ,7.27(d,J=7.7Hz,3H) ,7.13-7.09 (m,1H) ,6.45 (s, 1H) ,3.33-3.23 (t,]=
5.0Hz,4H) ,2.64 (s,3H) ,2.41 (t,]=5.0Hz,4H) ,2.37(s,3H) ,2.21 (s,3H) ,2.08 (s, 3H) .
[0147]  {t&49A21 'H NMR (400MHz, DMSO-d6) 67.61 (s, 11) ,7.49 (dd,J=7.4,1.8Hz, 1H)
7.38(ddd,J=8.8,7.4,1.8Hz,2H) ,7.33-7.30 (m,2H) ,7.27 (dt,]=8.8,4.3Hz,1H) ,7.11
(d,J=7.3Hz,1H) ,7.04(d,J=8.3Hz,11) ,6.93 (td,J=7.4,1.0Hz, 1) ,6.45 (s, 1)) ,3.78
(s,3H) ,3.32-3.24 (t,]J=5.0Hz,4H) ,2.64 (s,3H) ,2.40 (t,]=5.0Hz,4H) ,2.21 (s, 3H) ,
2.08(s,3H) »

[0148] L &#A22 'H NMR (400MHz,DMSO-d,) 87.64 (dd,J=7.5,1.8Hz,1H) ,7.59 (s, 1H) ,
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7.47-7.41 (m,1H) ,7.39(dd,J=8.0,1.8Hz,1H) ,7.34 (td,J=7.3,1.6Hz,1H) ,7.29 (m,2H) ,
7.27-7.22(m,1H) ,7.09(dt,J=7.4,1.1Hz,1H) ,6.46 (s,1H) ,3.33 (t,J=5.0Hz,4H) ,2.62
(s,3H) ,2.54 (t,J=5.0Hz,4H) ,2.30 (s,3H) ,2.06 (s,3H) .

[0149]  {£&4A23 'H NMR (400MHz ,DMSO-d6) 87.92-7.81 (m,2H) ,7.60 (s, 1H) ,7.47 (,]
=8.9Hz,1H) ,7.45 (t,J=7.8Hz,1H) ,7.29 (m,2H) ,7.25(dt,J=8.9,4.3Hz,1H) ,7.09(d,]
=7.3Hz,1H) ,6.46 (s, 1H) ,3.31 (t,J=5.1Hz,4H) ,2.62(s,3H) ,2.52 (t,J=5.1Hz,4H) ,
2.28(s,3H) ,2.06(s,3H) .

[0150]  {¢,&#)A24 1H NMR (400MHz ,DMSO-d6) 87.60 (s, 1H) ,7.33 (d,J=0.8Hz,1H) ,7.31
(d,J=1.9Hz,2H) ,7.30(d,J=1.1Hz,1H) ,7.28-7.23 (m,1H) ,7.19(dd,J=8.6,7.4Hz,1H) ,
7.10(dt,J=7.2,1.2Hz,1H) ,6.51 (s,1H) ,3.04 (t,J=5.2Hz,4H) ,2.82 (t,J=5.2Hz,4H) ,
2.63(s,3H),2.30(s,3H) ,2.06 (s, 3H) .

[01511  {&4A25 'H NMR (400MHz ,DMSO-d,) 68.04 (t,J=1.8Hz,11) ,7.92 (dt,J=7.7,
1.3Hz,1H) ,7.75(ddd,J=7.9,2.0,1.0Hz,1H) ,7.61 (s, 1H) ,7.43 (t,J=7.8Hz,1H) ,7.31
(dd,J=3.9,1.1Hz,20) ,7.29-7.19 (m,1H) ,7.11 (dt,J=7.2,1.1Hz,1H) ,6.48 (s, 1H) ,
3.41-3.27(t,J=5.0Hz,4H) ,2.64 (s,3H) ,2.54 (t,J=5.0Hz,4H) ,2.30 (s,3H) ,2.08 (s,
3H) .

[0152]  {L&49A26 'H NMR (400MHz,DMSO-d,) 87.99-7.94 (m,21) ,7.59 (s, 1) ,7.29(d,J=
3.9Hz,2H) ,7.27-7.21 (m,1H) ,7.16-7.10 (m,3H) ,6.43 (s, 1H) ,3.31-3.21 (t,J=5.0Hz,
4H) ,2.62 (s,3H) ,2.38(t,J=5.0Hz,4H) ,2.19 (s, 3H) ,2.06 (s, 3H)

[0153]  fkA#A27 'H NMR (400MHz,DMSO-d,) 68.27-8.11 (m, 1H) ,7.84 (d,J=7.7Hz, 11 ,
7.66(t,J=7.7Hz,1H) ,7.61(s,1H) ,7.31(dd,J=3.9,1.1Hz,2H) ,7.29-7.24 (m,2H) ,7.11
(dt,J=7.3,1.1Hz,1H) ,6.47 (s,1H) ,3.35 (m,4H) ,2.68 (s,3H) ,2.53-2.49 (m,4H) ,2.28 (s,
3H) ,2.08 (s, 3H) .

[0154]  SCiifa 24k & 4)B1 -B155 K

COOH l -B
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Y

N N
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—
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[0156]  Jx RiiaFf) M2 2544 : (1-B) IRIRER AR BE (11-B) S N EE B 240K s (111-B) & &M
BRANIK ; (Av-B) 2- (T-MHEZRIE = FME) - DU B LIRS S ER e N, N- — 55 T 3 2 e S e Ak
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[0157]  Fh[E]{AB-84A Ak
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LR CTEH MR AR R R A K VAT B ER oK Bk, ToK IR AT 452 , ¥k 4 75 Hh [R] 44 B -
8, N 4lifk B 3 % . "H-NMR (DMSO-d,,, 400MHz) , 8 (ppm) :8.88 (1H,s) ,7.53 (3H,m) ,7.39
(1H,m) ,7.23 (1H,m) ,3.84 (3H,s) ,2.61 (3H,s) .
[0159]  HH[AI{AB-9G ik
[0160]  HYHHTE]4A8 (Immol) ¥ T 10m1 F I BEH , TN A ZUH ZEWREE (1. 2mmol) AIDIEA (N,N- —
FERIEZME) (1.5mmol) o T2 [ AL 4k S 2 V.6 - 87N o Y 2% HE IS 7, 75 e BE IR A 2
B4 B 205 1289 % . 'H-NMR (DMSO-d,;, 400MHz) , 8 (ppm) :8.82 (1H,s) ,7.56 (2H,m) ,7.40
(1H,m) ,7.20 (1H,m) ,6.87 (1H,s) ,3.83 (3H,s) ,3.55 (4H,m) ,2.75 (4H,m) ,2.60 (3H,s) ,2.37
(3H,s) »
[0161]  HR[AI{AB- 1045 i
[0162]  H A 44B-9 (Immo1) ¥ T-70 % B BE /K, INA S A A EE (2mmol) , IN#A260°C ¢
Ni5h, ¥ A R =R G, R ERER AT pH=4, T K E B AR, I8 a2 5, W 394 % .
'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :13.11 (1H,s) ,8.76 (1H,s) ,7.56 (2H,m) ,7.33 (1H,m)
7.20 (1H,m) ,6.83 (1H,s) ,3.56 (4H,m) ,2.75 (4H,m) ,2.56 (3H,s) ,2.38 (3H,s) -
[0163]  fL&HIBL-BI5E ik
[0164]  HYFR[E]AB-10 (Immol) ¥ F10m1 DMF (N,N- — FF L FH R A%) A, In ADIEA (N,N- — &
WHERZHZ) Cmmol) , FEATAY (Immol) FTHBTU (2- (7-fBZ A I = ZMe) - VY F BL R /S Fl i iR
f) (lmmol) = I S NI A o 4 I MR BTN K, -GB8R B2, & 3R B HLZ , FHZKBEER3
R VRN ER 7K e To /KRR BN T-J5e - IR 48 Je R RE A JEMT 2l 15 H AL &
[0165]  {L&4B1 'H-NMR (DMSO-d,,400MHz) , & (ppm) :9.20 (1H,s) ,8.76 (1H,s) ,7.77 (m) ,
7.70(m) ,7.58 (1H,m) ,7.48 (1H,dd,J=7.8,1.3Hz) ,7.28 (2H,m) ,7.19 (1H,dd,J=7.8,
1.3Hz) ,7.03 (1H,m) ,6.84 (1H,s) ,3.55 (4H,m) ,2.76 (4H,m) ,2.51 (3H,s) ,2.37 3H, s) ; °C-
NMR (DMSO-d,, 100MHz) , & (ppm) :165.4,161.7,156.5,153.2,141.5,135.3,133.3,132.8,
129.7,129.4,127.5,125.7,122.8,122.8,120.2,114.3,114.3,105.5,55.3,55.3,55.0,
46.1,46.1,45.9,19.6.
[0166]  {kA B2 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :9.98 (1H,s) ,8.73 (1H,s) ,7.81 (2H,
d,J=7.8),7.66 (2H,d,J=7.8) ,7.59 (1H,m) ,7.48 (1H,m) ,7.33 (1H,m) ,7.23 (1H,m) ,6.85
(1H,s),3.53 (4H,m) ,2.78 (4H,m) ,2.49 (3H,s) ,2.35 (3H,s) ; "C-NMR (DMSO-d,;, LOOMHz) , 8
(ppm) :165.1,161.7,153.2,141.4,138.9,135.3,132.6,129.7,129.6,127.7,126.2,
126.2,125.7,125.0,124.1,120.4,120.3,120.2,105.4,54.8,54.8,46.1,46.1,45.8,
19.6.
[0167]  {4&4B3 'H-NVR (DMSO-d,,400MHz) , & (ppm) :9.20 (1H,s) ,8.76 (1H,s) ,7.77 (1H,
m) ,7.70 (1H,m) ,7.58 (1H,m) ,7.48 (1H,dd,J=7.8,1.3Hz) ,7.28 @H,m) ,7.19(1H,d,J=
7.8Hz) ,7.03 (1H,m) ,6.84 (1H,s) ,3.55 (4H,m) ,2.76 (4H,m) ,2.51 (3H,s) ,2.37 (3H,s) ; "°C-
NMR (DMSO-d,, 100MHz) , & (ppm) :165.3,161.7,153.2,141.4,139.1,135.3,134.5,132.8,
130.0,129.7,129.4,127.5,125.8,123.7,120.2,120.2,119.8,105.5,55.0,55.0,46.1,
46.1,45.9,19.5.
[0168]  {L&4B4 'H-NMR (DMSO-d,, 400MHz) ,8 (ppm) :10.03 (1H,s) ,8.78 (1H,s) ,7.91 (1H,
d,J=8.5Hz) ,7.57(3H,m) ,7.40 (2H,m) ,7.21 (1H,dd,J=7.6,1.2Hz) ,6.85 (1H,s) ,3.53
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(4H,m) ,2.78 (4H,m) ,2.54 (3H,s) ,2.35 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , & (ppm) :165.1,
161.7,153.2,141.3,135.3,134.3,132.8,129.8,129.7,129.6,129.6,128.1,127.4,
127.1,125.7,123.4,120.1,105.4,55.0,55.0,46.1,46.1,45.8,19.6.

[0169] L& #)B5 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :9.91 (1H,s) ,8.78 (1H,s) ,7.83 (1H,
d,J=8.4Hz) ,7.58 (2H,dd,J=8.4,1.1Hz) ,7.37 (1H,m) ,7.21 (2H,m) ,7.03 (1H,m) ,6.85
(1H,s) ,3.53 (4H,m) ,2.78 (4H,m) ,2.50 (3H,s) ,2.36 (3H,s) ;'°C-NMR (DMSO-d6, 100MHz) , &
(ppm) :165.1,161.7,158.6,153.2,141.4,135.3,132.8,132.2,129.7,129.6,127.6,
126.5,125.7,123.4,120.1,116.8,115.0,105.5,55.0,55.0,46.0,46.0,45.8,19.6.

[0170]  {L&4)B6 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :9.85 (1H,s) ,8.75 (1H,s) ,7.83 (1H,
d,J=8.4Hz) ,7.58 (2H,dd,J=8.4,1.2Hz) ,7.37 (1H,m) ,7.19 (1H,m) ,7.08 (1H,d,J=
1.2Hz) ,6.99 (1H,m) ,6.84 (1H,s) ,3.55 (4H,m) ,2.76 (41,m) ,2.59 (3H,s) ,2.36 (3H,s) : ’C-
NMR (DMSO-d6, 100MHz) , 8 (ppm) :164.4,161.7,156.1,154.5,153.2,141.4,135.3,132.8,
129.7,129.4,127.5,125.7,123.4,123.0,119.7,111.8,105.5,103.1,55.1,55.1,45.9,
45.9,45.9,19.6.

[0171]  {LA4BT "H-NMR (DMSO-d, 400MHz) , 8 (ppm) :8.91 (11, t,J=7.8Hz) ,8.77 (1H,s) ,
7.59 (1H,m) ,7.49 (1H,dd, J=7.8,1.3Hz) ,7.33 (3H,m) ,7.24 (5H,m) ,6.84 (1H,s) ,4.48 (2H,
m) ,3.55 (4H,m) ,2.76 (4H,m) ,2.56 (3H,d,s) ,2.37 (3H,s) ; °C-NMR (DMSO-d, 100MHz) , §
(ppm) :165.2,161.7,152.8,140.9,138.0,135.3,132.8,129.7,129.4,128.6,128.6,
127.7,127.6,127.3,127.3,125.8,120.7,105.4,55.4,55.4,46.0,46.0,45.9,45.3,19.5.
[0172]  {kA4B8 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.86 (2H,m) ,7.68 (2H,d,J=7.6lz) ,
7.57 (4H,m) ,7.32 (1H,m) ,7.23 (1H,m) ,6.84 (1H,s) ,4.50 (2H,d, J=7.6Hz) ,3.53 (4H,m) ,
2.78 (4H,m) ,2.52 (3M,s) ,2.35 (3H,s) ;'°C-NMR (DMSO-d,, 100MHz) , 8 (ppm) : 165.1,161.6,
152.8,140.9,139.6,135.3,132.6,130.2,129.7,129.5,128.2,128.2,127.5,126.4,
126.4,125.6,124.5,120.9,105.3,54.8,54.8,46.1,46.1,45.5,44.8,19.6.

(01731 {k4#B9 'H-NMR (DMSO-d,;, 400MHz) , & (ppm) :8.96 (1H,m) ,8.79 (1H,s) ,7.58 (1H,
m) ,7.49 (1H,m) ,7.37 (2H,d,J=7.6Hz) ,7.26 (1H,m) ,7.19 (1, J=7.6Hz) ,7.02 (2H,m) ,
6.83 (1H,s) ,4.49 (2H,s) ,3.55 (4H,m) ,2.76 (4H,m) ,2.58 (3H,s) ,2.36 (3H,s) ; "C-NMR
(DMSO-d,;, 100MHz) , 8 (ppm) :165.2,162.1,161.7,152.8,140.9,136.4,135.3,132.8,
129.7,129.4,129.4,127.5,125.7,120.7,115.3,115.3 105.4,55.2,55.2,46.1,46.1,
45.9,42.9,19.6.

[0174]  {LA4B10 "H-NMR (DMSO-d, 400MHz) , 8 (ppm) :8.86 (1H,s) ,8.17 (1H,m) ,7.61 (4H,
m) ,7.43 (2H,d,J=8.5Hz) ,7.33 (1H,m) ,7.20 (1H,m) ,6.84 (1H,s) ,5.16 (1H,m) ,3.54 (411,
m) ,2.77 (4H,m) ,2.47 (3H,d,s) ,2.35 (3H,s) ,1.59 (3H,s) ; °C-NMR (DMSO-d, 100MHz) , §
(ppm) :164.4,161.6,152.2,143.3,141.5,135.3,132.6,130.7,129.7,129.5,127.4,
127.3,127.3,125.9,125.9,125.6,124.2,121.1,105.3,54.8,54.8,50.3,46.1,46.1,
45.4,22.1,19.6.

[0175]  {L&4B11 "H-NMR (DMSO-d, 400MHz) , 8 (ppm) :8.86 (1H,s) ,8.17 (1H,m) ,7.61 (4H,
m) ,7.43 (2H,d,J=8.5Hz) ,7.33 (1H,m) ,7.20 (1H,m) ,6.84 (1H,s) ,5.16 (1H,m) ,3.54 (411,
m) ,2.77 (4H,m) ,2.47 (3H,d,s) ,2.35 (3H,s) ,1.59 (3H,s) ; °C-NMR (DMSO-d, 100MHz) , §

26



CN 109384712 B W OB P 93/29 B

(ppm) :164.4,161.6,152.2,143.3,141.5,135.3,132.6,130.7,129.7,129.5,127.4,
127.4,127.3,125.9,125.9,125.6,124.2,121.1,105.3,54.9,54.8,50.3,46.1,46.1,
45.4,22.1,19.6.

[0176]  {L&4B12 "H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :9.17 (1H,m) ,8.81 (1H,s) ,7.79 (1H,
m) ,7.60 (4H,m) ,7.27 (2H,m) ,6.85(1H,s) ,4.43 (2H,m) ,3.55 (4H,m) ,2.73 (2H,m) ,2.64 (2H,
m) ,2.56 (3H,s) ,2.35 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) ,165.3,161.7,152.8,140.9,
140.2,135.3,132.6,132.3,132.3,129.7,129.5,127.3,125.6,125.4,125.4,123 .4,
123.4,121.7,121.0,105.4,54.7,54.7,46.1,46.1,45.2,44.3,19.6.

[0177]  {L&4B13 "H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.81 (1H,s) ,8.72 (1H,m) ,7.58 (2H,
m) ,7.41 (2H,m) ,7.28 (3H,m) ,6.84 (1H,s) ,4.60 (2H,m) ,3.53 (4H,m) ,2.78 (4H,m) ,2.53 (3H,
s),2.35(3H,s) ; "C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :165.1,161.7,152.8,140.9,135.3,
135.1,132.9,132.7,132.6,130.4,129.7,129.6,128.9,127.7,127.4,125.7,120.9,
105.3,55.3,55.3,46.1,45.8,45.8,41.6,19.6.,

[0178]  {L&4B14 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.78 (1H,s) ,8.69 (1H,m) ,7.58 (1H,
m) ,7.48 (1H,m) ,7.41 (1H,m) ,7.25 (2H,m) ,7.04 (2H,m) ,6.84 (1H,s) ,4.55 (2H,m) ,3.53 (4H,
m) ,2.78 (4H,m) ,2.53 (3H,s) ,2.36 (3H,s) ;' "C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :165.2,
161.7,161.6,160.9,152.8,140.9,135.3,132.6,130.3,129.7,129.6,127.6,125.7,
123.4,120.9,111.8,105.4,103.4,55.0,55.0,46.2,46.2,45.8,36.8,19.6.,

[0179]  {kA4B15 "H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :8.64 (1H,s) ,7.78 (1H,m) ,7.72 (2H,
m) ,7.54 (2H,m) ,7.27 (2H,m) ,6.89 (1H,s) ,4.51 (1H,m) ,4.43 (1H,m) ,3.55 (4H,m) ,3.08 (2H,
s),2.72 (4H,m) ,2.56 (3H,s) ,2.35 (3H,s) ; '°C-NMR (DMSO-d,, 100MHz) , & (ppm) : 168.6,
162.1,150.4,142.1,138.8,135.7,132.2,132.2,130.8,129.7,129.5,127.3,126.7,
126.7,125.6,123.4,123.4,122.5,121.6,109.1,54.9,54.9,51.8,46.1,46.1,45.2,36.0,
19.6.

[0180] s fHI3 b A HIC1-COE ik

[0181]  Z& St 21) J7 vk Hl 4 b B HC- 1, 4k & WIC- 1 SRR I REAT A I A3 21 B A
WEY, LR

0]
COOH Re c o
[0182] | + H5N —_— | SN N° B
2~ = H
o RSN
R3 |
C-1 Rs
C1-C9

[0183] S Wil fe 26« 2- (T-AREARIF = Z0E) - DU H RS B R s N, N- {2 4
f& &R A o

[0184]  Hy R [E4£&C-1 (Immol) ¥ T-10ml DMF (N,N- — FF 3L FI %) v, I ADIEA (N, N-
T RNE ) Cmmol) , ASE I REATAEY) (lmmo1) ATHBTU (2- (7 - 1B %A I = Zmk) - U FF 3k
R 7S TR ) (1mmo 1) 2 i S SIS o K e B BIA IR, G BR LB 2L, B 3B HLZ,
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FH/R PSR 3T, WA Eh 7K P, TE/K BB T P4 Ja 0 ek e A JZ A A (S AL B #CL-CO
[0185]  {kA#IC1 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :8.72 (1H,m) ,8.61 (1H,s) ,7.94 (1H,
s),7.83(1H,s) ,7.57 2H,m) ,7.42 (1H,m) ,7.32 (3H,m) ,4.11 (2H,s) ,3.76 (4H,m) ,3.62 (4H,
m) ,2.23 (3H,s) : "C-NMR (DMSO-d,, 100MHz) , 8 (ppm) :165.3,161.5,152.8,140.9,140.2,
135.3,132.6,132.3,132.3,129.7,129.5,127.3,125.6,125.4,125.4,123.4,123.4,
121.7,121.0,105.4,66.7,66.7,46.6,46.6,44.3,19.6.

[0186]  fkA#C2 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :8.75 (1H,m) ,8.51 (1H,s) ,7.94 (1H,
s),7.64 (1H,s) ,7.53 (2H,m) ,7.41 (1H,m) ,7.32 (2H,m) ,7.27 (1H,s) ,4.11 (2H,s) ,3.76 (4H,
m) ,2.23 (3H,s) 1.62 (4H,m) ,1.58 (2H,m) ; '°C-NVR (DMSO-d,, L00MHz) , & (ppm) : 165.3,160.7,
152.8,140.9,140.2,135.3,132.6,132.3,132.3,129.7,129.5,127.3,125.6,125.4,
125.4,123.4,123.4,121.7,121.0,105.3,47.4,47.4,44.3,25.6,25.6,24.7,19.6.

[0187]  {kA#C3 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :8.68 (1H,m) ,8.42 (1H,s) ,7.92 (1H,
s),7.79(1H,s) ,7.58 (2H,m) ,7.43 (1H,m) ,7.38 (2H,m) ,7.21 (1H,s) ,4.16 (2H,s) ,3.78 (4H,
m) ,3.43 (41,m) ,2.38 (2H,m) ,2.23 (3H,s) 1.03 (3H,s) : "C-NMR (DMSO-d,;, 100MHz) , 8 (ppm) :
165.3,161.7,152.8,140.9,140.2,135.4,132.6,132.2,132.2,129.7,129.5,127.3,
125.6,125.4,125.4,123.4,123.4,121.7,121.0,105.4,52.4,52.3,51.5,46.0,46.0,
44.3,19.6,12.2.

[0188]  {k##C4 'H-NMR (DMSO-d,,400MHz) , & (ppm) :8.72 (1H,m) ,8.52 (1H,s) ,7.93 (1H,
s),7.82(1H,s),7.55 (2H,m) ,7.47 (1H,m) ,7.35 (2H,m) ,7.29 (1H,s) ,4.13 (2H,s) ,3.76 (4H,
m) ,2.23 (3H,s) 1.90 (4H,m) ; "°C-NMR (DMSO-d,, 100MHz) , 8 (ppm) : 165.3,160.9,152.8,
140.9,140.2,135.3,132.6,132.3,132.3,129.7,129.5,127.4,125.6,125.6,125.4,
123.4,123.4,121.7,121.0,105.2,47.7,47.7,44.3,25.3,25.3,19.6.

[0189]  {L&#)C5 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :8.74 (1H,m) ,8.49 (1H,s) ,7.98 (1H,
s),7.79(1H,s) ,7.65 (2H,m) ,7.57 (2H,m) ,7.42 (1H,m) ,7.35 (4H,m) ,7.29 (1H,s) ,7.02 (2H,
m) ,4.11(2H,s),2.23 (3H,s) ; "C-NMR (DMSO-d,, 100MHz) , 8 (ppm) : 165.3,157.0,152.8,
142.8,142.4,140.2,136.3,135.0,132.3,132.3,129.7,129.5,129.2,129.2,127.3,
125.6,125.4,125.4,123.4,123.4,122.9,122.2,121.7,119.1,119.1,106.7,44.3,19.6.
[0190]  {k4#C6 'H-NMR (DMSO-d,;, 400MHz) , & (ppm) :8.64 (1H,m) ,8.49 (1H,s) ,7.88 (1H,
s),7.72(1H,s) ,7.55 (2H,m) ,7.50 (1H,m) ,7.40 (2H,m) ,7.35 (2H,m) ,7.29 (1H,s) ,7.20 (1H,
s),6.98 (2H,m) ,4.11 (2H,s) ,2.23 (3H,s) ; °C-NMR (DMSO-d,, 100MHz) , & (ppm) : 165.3,
157.4,152.8,142.8,142.6,140.2,136.3,135.0,134.4,132.3,132.3,129.9,129.7,
129.5,127.3,125.6,125.4,125.4,123.4,123.4,123.4,122.2,121.7,118.2,117.7,
106.6,44.4,19.6.

[0191]  {L&#CT 'H NMR (DMSO-d,, 400MHz) 89.74 (1H,s) ,9.12 (1H,m) ,8.70 (1H,s) ,7.82
(1H,m) ,7.66 (3H,m) ,7.60 (1H,m) ,7.51 (2H,m) ,7.40 (3H,m) ,7.20 (2H,m) ,6.52 (1H,s) ,4.43
(2H,s) ,2.44 (3H,s) ; °C-NMR (DMSO-d,,, 100MHz) , 8 (ppm) :165.3,157.0,152.8,142.8,
141.0,140.2,136.3,134.8,132.3,132.3,129.8,129.7,129.4,128.6,128.6,127.3,
125.6,125.4,125.4,123.4,122.6,121.7,118.3,106.6,102.6,44.4,19.6.

[0192]  fkA4C8 'H-NMR (DMSO-d,,400MHz) , 8 (ppm) :10.01 (1H,s) ,8.54 (1H,m) ,8.47 (1H,
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s),7.78(H,s) ,7.69 (1H,s) ,7.61 (1H,m) ,7.55 (2H,m) ,7.47 (2H,m) ,7.35 (2H,m) ,7.27 (1H,
s),7.14 (1H,m) ,7.08 (1H,m) ,6.64 (1H,m) ,4.11 (2H,s) ,2.23 (3H,s) ; '°C-NMR (DMSO-d,,
100MHz) , 8 (ppm) :165.3,158.0,152.8,142.8,140.2,137.8,136.3,134.8,132.3,132.3,
129.7,129.7,129.5,129.0,128.1,127.3,125.6,125.4,125.4,125.3,123.4,123.4,
122.6,121.7,121.2,108.3,44.4,19.6.,

[0193]  fkA4C9 'H-NMR (DMSO-d,, 400MHz) , 8 (ppm) :10.08 (1H,s) ,8.64 (1H,m) ,8.49 (1H,
s),7.88(1H,s) ,7.72(1H,s) ,7.58 (1H,m) ,7.55 (2H,m) ,6.84 (1H,m) ,7.40 (2H,m) ,7.29 (1H,
s),7.14 (1H,m) ,6.64 (1H,m) ,4.11 (2H,s) ,2.23 (3H,s) ; "C-NVR (DMSO-d,,, L00MHz) , & (ppm) :
165.3,160.2,156.9,152.8,152.5,142.8,140.2,136.3,135.0,132.3,132.3,129.7,
129.5,127.4,127.3,125.6,125.4,125.4,123.4,123.4,122.2,121.7,120.8,112.2,
108.3,103.4,44.4,19.6.

[0194] st 4k & P HONK L3S 03 D

(01951 At 49 1) I 14D 2 4G WU 4 7 A5 2 4] SIZ Tt ) 40 A5 0 5 7R ANK L 32 AR S5 P v 1 o A
o W St A5 Ak, 2 R ik B AT K AB A T 50nMIFINK 1 32 AR 45 005 1 o SE U 16 1, S it 1914k, -2 0 i)
NK 152 A5 5035 K R T 10nM, 51 @i F-5nM, - 2K F-3nMEk 1nM.

(01961 3k 5 v :

[0197] B SR HSeml iki (ZEURFIIE 5) K ANK15Z 745 G4 22 CHOAH M, I FH SHIBU 14
[ 57 AR ICPH i - L BN- (2- 2 2 FE) WRIEE -N” - 2- Z %5¢fih R (HEPES) 2% ik (50mM, pH7 . 4) -
Ay F & E BSA) (0.04%) , SLAMEFEL 8o /=Tt » &ALER (3mM) , BEmE — ik (2uM) o HY
2501 TH B IR AR (1.25%10°4/4L) » IRNZErhil (B 2454) 0. 1258t 1255 TP i, 2=
BRI E VNS S, PUid FGE/CIE B U2 I8, AR Je s b A7 5 e I 5 o« AN 259 s 74
WP S5 AN R PR «

[0198] R L 14 () St 511 A6 45 0 A6 CHO M it Hh FRINK L5 B v 1

[0199] VR
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[0200]
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[0203]

HNK1 K (nM)

et Rs CHO
CF3
Al4 ﬂ 9.1+0.19
(o]
F
Al5 }ﬂ 9.7+0.27
0
Cl
A16 }p 11.320.14
0o
FsC
A17 _}_\DCFS 1.120.20
o]
Cl
Cl
A18 4 2.5+0.11
o)

BRI E YIRS U BE RO O T I E = AR
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HNK1 K* (nM)

A ]
‘f’b (= & Rﬁ CHO
BS ' H/@\ 12.3+0.11
CFs3
B9 H,\Q\ 5.940.28
~ F
B10 ﬁ“@\ 3.8+0.23
CFs
B11 HJ\Q\ 1.6£0.17
CFs
[0204] L puly
B12 H 0.9+0.11
CF,
Cl
B13 H/\@ 1.240.21
Cl
F
B14 Hf\@\ 2.1+0.21
F
o CFs
B15 ' 2.0+0.12
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n
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[0206]  Sizjite f51l5 4 A5 42 () e 3 5 v 1 A

[0207] A SE it 5 1) (10 A2 K I 7~ 4510 1 140 SIZ Tt 8] 4 45 0 T 0 8 L 3 12k o AN i B S i 514k
P BAT AR T 10uMIFI TC, o SEARE Y , St 40 5 P ) TC, (B AR T-5uM, 451 4n 41K - 3uM.
[0208] ViR 7592 « 44 FL I 40 B (MCE -7 ,MDA-MB-231) FH-4r10% a4 I (I DMEM S 77 3
2 Ry 4N (SW480) F 10 % iR 2 M3 RMP T 164035 77 4 , 43 I AE 75 % CO, ¥ 37 “C 1 L 5%
FEAA TR IR N A IRE 5 0 S 1 24 4542 1 I DMSOC & i 50mmo 1 /mL P % 8-V, s FH BT 20+ 531 1
B 10% Fa 2 M3/ P 55 77 5 4 8 22 BT 75 946 B2 » I DMEMER.RMP T 164035 77 35 43 145 41 i e 2 e —
S8 W FE ) A0 M = 0, DA BE AL LOOML I A AR B2 b 2196 FLAR Hh , S FL I Fh At g %5 H 295000~
6000 o K AF AT i FH B 75 B2 B 22 P 75 VR ., 1) B FL R I N 10ORL A3 5t V3 W, B3 AL 284
FAN2000L , B it BB 3 B AL o K5 I J5 11 96 FLARAES %6 CO, 1 37 CE R 15 IR A vh 5 7%
24h , 8 FLH N 20uL IMT TR VR » 4K 27637 C R G FR f T B 323 ~ 4/, R B RE 3R 5 /0
W FL A ) 3B W 52 W H S 10 B LA BN 150uL ¥ DMSO¥ ¥ » 2 415~ 10minfii FL N 11
HH B8 52 2 T A o A0 B AR A AE S 70nm T 52 L& AL B W Wi FE AR, e s 45 R, Z J5 K FHSPSS
StatisticsBAFTHEACGYIMIC, fH . 45 R N LR :

[0209] &3y (i 1 S it 45111 5 0 FEMDA - MB - 23 1 400 B A (1) e 184 9 s 12
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[0210] S CF3
| | H
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CFs
P & PE(ICs0, pM)?
A ’
et Rs MDA-MB-231 a6,

c1 O 1.140.18
[0211] 2 O 2.040.15

C3 \/Q 0.5+0.10

C4 1.9+0.28

&)
cs ;,:N/© 5.6:0.22
H

Cl
C6 , /@ 3.2+0.18
;"‘N
H
CFa
[0212] C7 ,©/ 1.6+0.21
| Cl
Cs V. j@/ 1.8+0.13
N
F F
C9 ;,;N:©/ 2.140.25

[0213]  “EAMME AWK s B £ I T ME £ hpitE 2.

[0214] St 16 7% 88 ) S e ) 40 45 0 A0 AR B L e 3 3

[0215] A6 R HIHEK293/NK LIRS S 36 A 5 725 , g A2 AT & FEIA 180 % [UHEK293/
NKRATM FEIGERG 9 15+ 85 2R AEAL 210y 5 P B TSR0 LBt Mt g 3E FURRAG 384
FL 53 I AR T o LA A 1 3 0 B M B, L2 Z it 3H (Netupi tan) {5 SH 1 5 HE
BAFIA T HONS 96 €0, 37°C B 2640 it B I 5630 24 T BRI B sl 2,
AT B RIBGREC o A& P S 384 FLAREE AL I TO0] 4X A PeFluo8 4kt , iR I 7
A5min o ARHLTE I F I3 RS RIS 5 R FE R (L 20 FEE 2 B, RUGRIRR . K 6 01
& Pt AR SLLOW L I 205 & 09 40t H o 4k 22 2 500 5 15min o K 5% & 1 1 48 B i A
EC, FUGRIRR ONFLIPRI , 34 HOHE T 5% o A2 W 77 B 1O S5 4L 2 MU HEK 293/NK 1 RZA
HUIRIEC, 1 1. %4,

[0216] 4N BITER) Ltk S PIRIEC &
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et NK1 ECso /pmol-L™*
[0217]
A3 2.99
A27 1.76
[0218] AS 2.51
#%=32 (Netupitant) 3.43

(02191 DL b, XA WY st 7 AUEAT 1 Ui o (B2, AR B AR E T B sty 3. L
FEAS T HRE R AN DN 22 A 5 e AR AL A A e S5 ) e it 45, 5 0B 25 0 A R T ) £
E/AR(EN = Pl
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