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EARXH, RiE-(CHy)os-"RTe5. WHE., BUES 2 83 MNEFE. EAXY, RiE
“-(CHa)p.1-5~7 JTUHBEHE" 48 5~7 JUM iR 5 W R B el AHIE, BTk 5~7 JuIRfede 2 b pr
iR

FEAH, Rig“s-7 THRIBE S 6 W7 NHRETFHH, idARz2bas5—NEERETF
VERRET, HEBZEET LS, FiRK 5. 6 B 7 THREATMES 0. 18 2 Mg H O,
N A S FIZHRF: FTRiy 5. 6 B0 7 STHEIEEAMR TILE LT, TRIE. RS, Mok, BRARE

AT, RIEQ HHERBIIAMES . 1 5RRnERE, #2 5 RomiER.

EARRKPN—TES, RRARGET —MAHAEY, HEFEELARHTRNLEY.
RHERFEE. e E KA ETRZ .

AR PR A YT CUER T D IR B Bninl. FAeiRsE, JFmEE e
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Bk BT AT ULAES . WAES . BB TEER . SRR, Rt
HRR R BERRER, B, SOyPRERA IR AR, —5h, &
RAEY T LKA W ARSI T &

FEAKPRI X —J5T, RRAERE-MAERZHTER SR TR A, HER
Ptk R EL A2 N, BRPTIR 25 WA & YIAE & H TR r BB A1/Ba T 1T p38 ¥
T S A EGE T p38 B P A 0 40 R 7 = R BB I 29 ) A& . oA
FriR BB B B RAEBIN, BIMRIIBIESRTT R BIEMELE. OMERRK. B RE
Wi BN, R BERRE. BIAKEEML. 3B RRE.

AR — TR R T W LR TSR BRI, SRRk R 2%
WEZK ST ARG IR ETHEE R 1 LEY:

O

0 o) R
\ 1~
Q L
QSB N’Z H
H + R1_Q_X _— o
F
I

I F

Q. ZMRUWBFIER1EN, X HHEK, kA F. Cl. BrE L,
e, FriRgs 6 R NI R M A 7 TR

ik, FrR4Ea RNFRIMEYS KL BEREN 0.8~1.2:1, REH 1:1.
R, Frddia RISERMESMT THAT, FrdiRit A mmem.

R, B4 RNERWEATTHAT, FrAEARIE RN Y ERERHE.
P, Brbdsa 5N RN E R 80~100C.

KRWAREYRE RFEYEE, BAYRAERS, el XERTH
T RIS FESE .

LA 2 /K-

RIEH R

QU SN MR THP-1 40 f(F RS Y40 )

A% #E: Lipopolysaccharides from Escherichia coli O55:B5, L2880(Sigma’A 57~ i)
Rf&: A TNFo B Elisa iX7#&(Human TNF-¢ Elisa MAX Deluxe Set, 430206,

Biolegend A 5] F= i)
RIS A BAZSH M A L% THP-1 40 faBsfh 96 FUAR, 2N 5*107/4L, 40Muid B

BESETR, WMAHBFERBRAFRERALSYEE 2 h, A LPS (EZH) 10 pg/ml R

17
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B2h, EOBEER, EEWBRAAN TNFa [ Elisa ®F| &€ TNFa IKE . KELLEY
1 ICso 1H

NARANEYBAT T LREHENE R, R REY, Ak AFERN
[f) TNFa #5135, 1Cs /M T 0.5 M, HREEH/NT 0.1 pM, FERER DT 20 nM, BE—
HIER /DT 10 nM, BALEA/DNT 5 nM.

S5 4 ICs {8 (nMD S5 40 5 ICso{H (nMD
3 B 28 B
4 A 30 A
5 A 31 A
9 B 32 A
10 A 33 A
14 B 41 A
15 A 42 B
16 A 44 A
17 A 47 B
20 B 50 A
22 A 51 A
23 B 52 B
24 B 54 B
25 A 55 B
26 B 56 B
T EL A1 C
SE M 9h 5 1Cs0 fE(nM) SEHaI5 S I1Cs0 {H(nM)

57 A 62 B
58 A 79 B
59 A 80 B
60 B 81 B
61 A Xt EeAB C

A: /J\a: 5nM;

B: /pT 10 nM H A T55T 5 nM;

C: /MF 20 nM HRXT5ET 10 nM;

D: /MF 0.1 pM H X FETF 20 nM;

E: /T 0.5puM HXTET 0.1 pM.

11. p38 W 5 1

RITTE: p38a 40 nM, IIAZE|RNEMBE S, HPaH 20 mM HEPES(4-72 2 FE IR
ZH#EMR), 5mM MgCl,, 1 mM DTT(ZAIFHERS), pH 7.4. A0 40 pM BERRILEREY, A
AFERERZY, A 100 pM ATP(ZBERIRE ). FREE AR 90 min, R A GHEAC 3
A1 544 F1 590 nM b 58 5E G 1H . ﬂ%%%ﬁfﬁ%&é% ) ICso fH.
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MAKAUEYIBAT T EREENERE, ARG REN, ARULSYIEFERERN
i) p38 BAEBIIHITE L, TCs {H3M/DT 0.5 uM, RZEH /DT 0.1 pM, FEALIEN /DT 20 nM, Bt
—BEA/NT 10 0M, BALEH /DT 5 nM

S 4h ICs fH (nM) SE i 4% ICs fH (nM)

3 A 52 B
4 A 55 B
5 A 56 B
9 B 57 A
15 A 58 A
16 A 59 A
25 B 60 A
30 A 61 A
31 A 62 A
32 A 79 A
44 B 80 A
51 B pan=alil C

A: /J\ﬂ:‘ 5nM;

B: /AT 10 nM H KFZF 5nM;

C: /MF 20 M HAXTZ%T 10 nM;

D: /MF 0.1 pM H X FETF 20 nM;

E: /N 0.5uM HATST 0.1 pM.

T CYP450 B3R

BRI RAANFERAE (Xenotech AF] 5D, MA CYP450, 2C9 EEH)JEHY) 4-72
ENESFBAARRFERLEY, A NADPH GEJREIHEE I, Chem-impex international
AFF=E) BE, 37CKERMN, FZ RN IMAZ (200 ng/mL FZERE T IRF 200
ng/mL 37 V%K, LLOIEREFANLIERN, RATFERCEEEH, H LC-MS/MS &
ERDARETF=PIRE, KREWEYIN CYP450, 2C9 BEHIHINK I1Cso {H-

A RPNEWHITT BR CYP450 BEIIHIRL, WIS REY], ARILEYRT
CYP450, 2C9 BEIMHIE AR, et ER.

SE i) 4 ICso fH. (uM) SEBI 4R ICso {8 (uMD)
3 >50 44 >50
4 >50 57 >50
5 >50 58 >50
16 >50 59 >50
42 >50 61 >50
X L <20

19
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IV. 23077 5%

RWTTEE: SD KR ARG THEY, T4HARFRAFRNEAR (0.25. 0.5, 1. 2. 4. 6.
8. 24, 48 h), M KRBIERIL, FrRELML EDTA (Z N ZB%) HikE, 3000 g &
D ERRR RO, RAFPERZERER, H LC-MS/MS ¥l & 2 /5 K R+
HRIZiHIR L, Hl25- LT HAR ¥ 2H, BdIEE ERAUGHESEER L&Y
)5 RRAENRIZRBI I #ET R .

MNARAWEYBAT T LRSI ER%, RRnas RRY, ARSI ERED
FMAER.

LB 5 AUCy¢ (ng-h/mL)
57 22097
59 11319
61 12190
paR=atil 9633

S a5
FELL T HSE R, 230 B AR LS WRHI& . FRML A2l A s
TR 776 RINERERTTE AR, FFEMBEUT) K: ARE. tRFHEIREAERA
Bl FTRITRAR BIEES . ¥R FERAF.
RV RSE RIS b, FTER %S RE TS X
DMF N,N-— R i
Pd(dppNCl:  [1,1'-BU( IR — k) — &k
Pd(PPh;), DU (Z 2R A

il 21
(WEETERRRE, HEhewil.
ﬁﬁ—

(6]
s et S s
N 4 \ /B
I;/ H (0] 0] O H
F F >

F

11-a II-b
II-1

HB(1): N-FRHHE-3-5-5-Bl-4- F R B (L &9 11 -b) i &%
ZERMNIEF, A 3-F-5-Hl-4-FHEFKFBRALEY -2, 36 mmo)FIE AL FH(S0 mL),

20
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80°C Al 6 /N, YR IE 2% T B I FAL LR, Bk By, mH i — & F 5230 mL),
fH

ERMNHT, KFAAIZ38.6 mmol)¥E T & FLHE(50 mL)H, IIABKERH(71.7 mmol),
T 0~5CF, WA LRBEREKN R PEER, WEEERN 1 /DN RNEEE, IMAKS
mL), Hi#E, 7040 BHHSHIH 5% HRREBE(S0 mL) MG MEB(S0 mL)¥EE:, oK
MR TR, I8, W4, 17 125 mAaEEdeE, 98.0%), LAY b,

HBQ2): N-FAHE-5-5-4-FF 2E-3-(4,4,5,5- 00 HI B [1,3,2]- 58 Ml be-2- 2% - R BR iz (4k
FY(M-1) %

ERMNKEF, Rl &9 11-b(35.1 mmol). XUERATEREEEE — 1 4¢(52.9 mmol). ZFRHH(176.4
mmol). Pd(dppf)Cly(0.36mmol)f1 %] F57K DMF(100 mL)$, 7E 80°C RN 12 /Mif. K
NsEEe Rt uE, JEBFIIAK100 mL), IZFRZEE(50 mL)ZKEX 3 K. BHAME G T,
BIERFEET, REVARCHRESHE 6.2 ABREAKMR 55.4%), iAW1,

MR

HoN
O, 0O
/B_B\ N\/@
0] O 0] C\) 0
D)‘\OH o BI;*OH I-d
B ——

F F
II-a II-c
0 0 /\@ QL
_B A
0 I;)‘\ NL o BI;)LN /C/
H —_— H

F F
II-e 11-2

HB®1): 3-F-4-FH-5-(4,4,5,5- V0 F13-1,3,2- “E 80l be-2-3E) FKFEBRALEY 1T -c)f%]
%

% T-a(14.0 g, 50.0 mmol)FI USSR B —A%%(19.0 g, 75.0 mmol)ZF T 300 mL DMF
B, SRES BN 28B4 (14.7 g, 150 mmol)Fl Pd(dppf)Cly(3.65 g, 5.0 mmol), 100°C W
18 /M. RNSEHE, RAHIZ=E, T8, A S00mL kK, ZBRZEGFEE(300 mLx3),
EIANAE, FHAEA INRBERVEERQ00 mLx2), AR, FKRYH 100 mL FRBRE
ghih, BRAAAEELT-c9.87g HWE 70.5%).

HBRQ2): N-(1-FEEFRIFT bi-3-25)-3-3-4- F H-5-(4,4,5,5- 1Y 1 56-1,3,2- S F= 0 be-2-

21
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) ERBREEEY L -e)HHl %

% 11-¢(2.80 g, 10.0 mmol), 1-(3- — H & FEHH)-3- 2 Fm — WL g 2h (2.1 g, 11.0 mmol)
A 1-BEF I =MW(1.49 g, 11.0 mmol)ZIFE T 100 mL —&FLEd, TEPEE 30 940, A
11-d(1.78 g, 11.0 mmol), k&2 N 8 /Mif. KMSEEE, AN 100mL IN ##hER, H4HEHL
MVRERZE, FEWEEEVaba ik ZMRZE=5~1:1), BEAMBEAKI-e4.02 g, K
# 94.8%).

HBREB): N-(BIFT be-3-2)-3-F-4- H 5-5-(4,4,5,5-00 B 2£-1,3,2- — 40l be-2-2) K
FBER (L& (11 -2) Kl %

¥ 11 -¢(3.99 g, 9.4 mmol)F 10%Pd/C(0.40 g)&¥Z T~ 100 mL FEE+, FEHE FEMLS b
i, U8, AYAERERYE, BRVWERETAL R hE: 2R 2B =5~1:1), B3 AR
I-2(2.30 g, W 73.2%).

M= .

e X3
—_— H
F F
1-¢ 11-3

HER1): 3-%- N-Q-F2 5 2 FE)-4-F 56-5-(4,4,5,5- T4 Fi 5-1,3,2- & 20l be-2- ) K F %
(e EPI(I1-3)) Kyl %

¥ 1-c(2.80 g, 10.0 mmol), 1-(3-= FE LK H)-3- ZFBR — W% £5(2.11 g, 11.0 mmol)
F1-BEFEHFZW(1.49 g, 11.0 mmol)BFET 100 mL & R, SEMEE 30 440, A
ZEERE(0.67 g, 11.0 mmol), ZkLEKMN 8 Iif. RM5EHE, I 100mL IN #ERR, 2HEH
VMR, FIRVEEET AN A MWE: 2R 285 =5~1:1), B3] A 1-3(2.89g,
K& 89.5%).

WA :
o J@)J\OH O/B;Q)‘\ ANF
—_— H
F F
I 114

ST N-JRAIE-3-3- 4-FH-5-(4,4,5,5-0U 1 2-1,3,2- 00 ke-2-55) ERRBERR (L&

22
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Yi(11-4)) Kl %

% 11-¢(2.80 g, 10.0 mmol), 1-(3- — H & FEHH)-3- 2 Fm — WL g 2h (2.1 g, 11.0 mmol)
A 1-BEF I =MW(1.49 g, 11.0 mmol)ZIFE T 100 mL —&FLEd, TEPEE 30 940, A
JEPIIZ(0.63 g, 11.0 mmol), Zk&EK M 8 /MiF. RMVSEEE, I 100mL IN FMR, HMHEHR
VAR RS, FIRDEAEENFTALCE M 2R 2E=5~1:1), F2EAREEKI-42.17g,

KH 67.9%).
QNEYIHIH%: B TR TE—BHEN, Hl& T RAEY1L, Bi4L-E9II-1~111-81.
R1_Q_X
I
RZ\N ‘77;
jj“‘;%_‘: Rl j{JR3/ o
T
Rz
HN/\R3
X—Q—C00H 2Ly x—q—cocl—8 X—Q—CON'\RRZ?’
A B lll-a

MEI-a KRASDHFE; Riv Qv X XL MATHIER A G TR,
GA=y

VI g X R, Q A G
__%
Q 0
-1 | \N ’i‘/\/\ Cl BIJ\T/\/\ HT/\/\
clI” N
Q o]
-2 ~ N lal A
I ) )
Q o)
I11-3 NN a | A HN
M Y N Y
@] D o
TIT-4 NN al LD Ny Sy ooon
cl | NN H % N %l NN mm HZND
Q 0
II1-5 S N/O Cl EJLN/O /O
Cl N”N H H HoN
I 1
1MI-6 NN Cl | %W "
cl | NN Q\ O\ O\
0 )
17 Ny a | A HNTY
cl | NN ()\'\ K/N\ K/N\
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&
Yo g5t X Ry Q A G
J%L
(0] (0]
I1I-8 NIN\ N Cl NN HN(}
s s _s
o}
I1-9 D hehd Cl ﬁifLN/\/\/ HNTS
c” N H
O
(0]
[I-10 B H/O Cl :LJLN/O HZN/O
o N7 H
@] | o ,L |
NG VAN
M| S a | A y | s
X X
| |
TMI-12 N I ~ | c ‘ao o C'/(Nj HNT™Y
- N 1 4N
Cl |N/ K/S @ K/s
0 o)
IMI-13 SNOONTY [ a | By Y
cl IN/ LN NN s
o 0
IMI-14 N O a | Ny “O
|
o N Q
Q 0
- H,N
IM1-15 ) YWY | a ?aJ\H oo N
- - Iy
III-16 ) oY | a "‘LJ\‘] HNY”
O i
“L%.-Z
III-17 R Br ;LLJL”/O @ HZND
Br Z g
(0] D (@)
N COOH
IM-18 o Br BQLT/O i} /CNr H'?/O
@]
o]
I-19 Y N~ Br ’%Lﬁ/\/\m HN-~"cl
Br &
i A~ JOJ\ A~ HNT
II-20 /[j)L \ | Y N
~ N
0 o)
57_: COOH
IMI-21 D)LN* SN O A~
N AN PN ! N
Q o}
I-22 /@*”D | ELLJ\ND Q
|
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wE
Yo ghEfy R, Q A G
_l%l‘
(@]
1-23 /©)LTD ELJOLT/Q HT/O
|
o 0
MI-24 | D)LHQ EJLHQ HZN/O
[1I1-25 /©)OLN/© ;JLN/O HN/O
| | | |
i 1
11-26 N % HN
O | L S
@] (o]
M- EJL HN
idPcaciiihie" .
0 0
[II-28 N 2\ HN
Jon® O O
(0] Q
I
[II-29 | O)Lwﬂs % r@ HN(?S
F o 5
11-30 |/©)\N/Y EJLH/\( HzN/ﬁ/
F O 0O
mst | )@ATY ;LJLT WYy
F o
32 D*”Q J O D
! H 2
F 0O
[T 400 | = 2D
I F (0] 0o :‘i !
[11-34 /@*N :&Lﬂ\ HN
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sy
Yo g5t X Ry Q A G
=
OH O o)
w7 | oy e e || T
Br S Ol /@;: COOH
X Br
[11-38 /@A NJ\ Br EJJ\NJ\ HzNj\
Br H
~o o °,

T11-39 ) D)Ho\ Br %JHO\ - - HNO\

‘f,{ COOH
SN 0o j\ y
[I-40 /©)LN Br 2 - o HN
Br Q

M1-44 NY | T oy

0 0
[1I-45 N | % COOH HN
Jfone! o L8| | O

M-46 N BLON HNY
o o o

mss | °¢) D a ‘EJ(D HD

CleS

?’S@%’ UCOOH

[1I-56 Q Cl Jzziz H{iz

I
mf% LK X R Q A G
TR
o] o}
[II-57 NS cl YNJL;\ HzN/\(
Non?>g) H
0 O
[1-58 \/Lu > C \)\NJ\;\ HZNJ\/
N™ ~Cl H
o}
o o x4
II1-59 X)S./j Cl XHJL;\ /m . 'NtN or HzN“ﬂ
o [0}
[1-60 )\/\u N; I Cl )\/\HJL;\ HzN/\)\
[¢) o}
1I1-61 v Ql VANJL;\ HNTX7
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Pas
K ”j@ LK X R Q G
T
o] O
1I1-62 Q,H/j al CL'?JL;‘ HTQ
[I-63 Y ON| > Cl \(\Nj:;‘ HZN/\(
Nl H
o O
I1-64 \/US@ l \/L”JL;\ HZNJ\/
I11-65 L i XNJOL; PN
N Cl H
[1I-66 v ON| > Cl V/\NJOL; HzN/\v
A N
o] O
IM1-67 Cﬂﬁg@ c QHJL; " e
i O\No - (0] /O
III-68 )Hq Cl QHJL‘“{ i
o (@]
1169 A~ cl /LNJL;{ A
N ) |\
I1-70 ~ia Cl /\/\TJOL; AN
o o]
MM-71 YL i Y'?JL N
o (@]
a1-73 QHH@C. C1 O\”J\? HZN/Q
- O\ ) . 0 /O
III-74 *@ Cl QH)LF{ i
o O
1-75 /LN » Cl /LNJLF{ HNJ\
K N‘N/ Cl /' ‘\
111-76 M,”\@ al /\/\TJOL; HT/\/\
o o]
mre | Ay a| Ok D
cl H 2
o} (0]
11-80 QH/\/LC Cl CLHJL; H2N/©
o O
- WS A
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Pas
K ”j@ Zity X Ry Q A G
W5
o) O
TI1-81 Rl cl XNJL;\ N K
N" "l H
&Ik

KBALEY ABIE 6.3mmol) M AFALWHUFI I SmL)+, [ERRRMN 6 N, HERRT
BTN, BELEY B, HEF AT LG 30mL), £H.

KA EY GWII 6.8mmol)¥A T & F (Bl 3o0mL)H, T 0~5CTF, WMALEW B
“E BRI, W, ERR 1N RESERSE, KIKA 5% (B A1 SomL)F 5%
SEAME B SomL)BES, FHAHTER, W48, HELEWIL E>90%.

Rz\N -
Ry \”/%7?.
ﬁ&:: R17{J O o
0
NH, HNJ\O HNCE2 NH, R
t COOH =% /@Ao o /©/CON:R§
Br Br Br
C D 1I-b
R~ Q- X BXKERNETAREE G TR,
&Y g X R, Q G
NH, O J</ 0
I1-41 D)L” Br }LJ]\NJ</ H NJ</
Br H 2
NH; O /% Br o NH,
TI1-42 N M ;
NH, O Br J?\ /\
I1-43 N 2N i
& v

¥EY C (B 4.6mmol) F=J6S (B 4.6 mmol) HNAPUEBKE (440 30mL)
B, INEEIR 4 N, BEIZER, A S%EENRER (Bl so ZH) RZRZE (F
w30 27D, AN, T8, sERYS, NELEY D.

L&Y D (B0 4.1 mmoD). 4-HZEEAERE (BI40 0.41 mmol) FMLEY) G (F1U 6.2
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mmol) ¥ T DMF ({1 30mL) 1, ZERN 6 /M, IIAK (FlH1 SomL) LR ZEE (F1
W 3omL), SEANAME, TH, KHE, BIRALEYIIT (R4 80%).

H
N
70
HEE=: R AR ; , Ry N-CONH-Rg.

Cl
NH o _ H Cl HoN—-Rg H H
/©/ 2 222 =S LI TG /©/N\n/0 Cl M N\n/N‘Re
. M
| > 0 0
I I
F

E

Riv X. Q BXKRMNETHIFEEM AL TR,

GAE/|
%5

2L
H H
I11-49 b“lr“J\ 1 EHTHJ\ L
| e} '5{
ECRAS 7O 1%

il 2% 7k

¥UEYW E (B0 4.3mmol) MAZRZEE (Fitn 30mL) &, FEIAK (FlH0 30mL)
MEE A (Bl 4.8mmol) FFH.

0-5CTF, [ LR RMBHREA 2,2,2-=RZEEFE (B 4.7mmol), W, =ilRRMN
1N, A, BT, BUEWRYS, BLEaYF, E>95%.,

¥ALEY F (Bl 3.0mmoD), AW M (B0 6.0mmol) FI NN-—RKFELIE (Fln
6.0mmol) ¥ T ZHIEM (Blan 30omL)> 1, 80°CAME 10 /M, IIAK (Fldn SomL) FZ,
W EE (Bl somL) srAH, BAHUETHE, R4, BEEYI.

X Ry Q M

. Ry A HN-R7 R, e ke B 5-7 T BESE.

_ N
N HoN—R; H
S—ci w S—N-R;
B s — > Br S

H 1II-d
Riv Xo QB X KERMNETHERE W TR,
N
1k, n%%ﬁ - X R, 0 W
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N /—<
III-51 } O:SHIH Br _§_N/H—< HZN/_<
N
I-52 A /(:[S\>—NH Br §-N{-|_/_ HZN/_/_
! N
ben
N :&LCES
mss | /@Q_NH Br §N>HL HZI}L
I11-54 N B Q
Br/©:s>_NH ' 'E'NHQ H2N
% J7 ¥

BibEY H (Bl 3.0mmol), LEH W (40 6.0mmol) A NN-_RFFELIKE (Fi
6.0mmol) JIAZF MR (Fl 3omL) F, 80°CKRMN 10 /M, JIAK (Bl somL) FZ
R LHEE (Bl somL) 3048, BHUETHE, BEKRYZE, BIE4LEIL.

JPvET: T0-47 &

WEWs% 5 &5t R; Q
oy ’ F
[1-47 /©/N %N)(O @ 1
I (@] (@] -
-2 75 ¥«

BACHER (9.3mmol) BFTEMAEM (5SmL) F, 80CEIH 6 i, WREXKHTE
HEMTEN, FRFAEE, HEPIMAZET L (GomL), FH.
¥ 2-F-4-BERE (8.4mmoD) W T & F S (30mL) 1, T 0~5CTF, WA LIABIEH
“E P, WEERRN 1. RNBEE, KIKA 5%HRBREH (SomL) 5%
FMHMER (SomL) Bedk, FHAHTEE, W%, B 29g WEAE AL, BLEYIT-47, B

99.5%

JrvE7S: 1-48 W%

e &t X R, Q
F F
1I-48 QHQ I HQ @‘a:
%N N
I P

& J5 ¥
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# N-Q-F-4-TRFE) IR O BE (5.0mmol) AHPEA LA (15.0mmol) BF T IIER
W (30mL) H, F 0-5CTFHAZFMAM LBAER (20.0mmol), FHEERRKMN 1 i, 4k
SR ZE 40~50°CRM 2~3 /MY, SABIMAKAEERR, W pH £ 2~3, #HE 30 8. A
L LR (50mL), 7B AN, T4, BMERYE, 19 1.3g WHTGE 4, BIIIT-48, YK 78.0%.

SEHER) 1-56: LA 1-1~ 1-56 6%,

BB
O O
>7§,é A e A
N
H . RmQ-X :
F [
i

Kb, R QX BHTRFPHE .

il 2 07
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1 I-1

W
fEl A, Wit
%
19.1%

0.573-0.590 (m, 2H), 0.693-0.716 (m,
0.741-0.976 (m, 3H), 1.125-1.404 (m,
1.565-1.645 (m, 2H), 2.261-2.277 (d,
2.857-2.876 (m, 1H), 2.999 -3.077 (d,
3.318-3.345 (m, 1H), 3.537-3.561 (m,
7.755-7.773  (d, 1H), 7.832 (s,
7.983-8.004(m, 1H), 8.065-8.080(m,

8.583(s, 1H)

2H),
2H),
3H),
3H),
1H),
1H),
1H),

385.2

2 I-2

W
lﬁlﬁ:’ LI&
17.3%

0.572-0.583 (m, 2H), 0.693-0.716 (m,
1.183-1.136 (m, 9H), 2.267-2.283 (m,
2.865-2.872 (m, 1H), 3.449-3.460 (m,
3.868-3.887 (m, 1H), 7.749-7.769 (m,
7.832-7.841 (m, 1H),7.973-7.996 (m,
8.055-8.072 (m, 1H), 8.573 (s, 1H)

2H),
3H),
2H),
1H),
1H),

385.2

®E A
[l 44, e
%
19.1%

0.565-0.590 (m, 2H), 0.694-0.750 (m,
0.960-0.971 (d, 3H), 1.914-2.132 (m,
2.265-2.281 (m, 3H), 2.846-2.882 (m,
2.998-3.083 (d, 3H), 3.227-3.391 (m,
7.756-7.774 (d, 1H),7.834-7.847 (m,
7.976-7.997 (dd, 1H), 8.061-8.080 (dd,
8.573(s, 1H)

5H),
1H),
1H),
2H),
1H),
1H),

385.1

4 1-4

H & [
&, o=
40.1%)

0.564-0.589 (m, 2H), 0.698-0.729 (m,
1.563-1.595(m, 2H), 1.649-1.751 (m,
1.901-1.933 (m, 2H), 2.275-2.278 (d,
2.851-2.893 (m, 1H), 4.317-4.379 (m,
7.770-7.832 (m, 2H), 8.127-8.142 (d,
8.306-8.320 (d, 1H), 8.580-8.587
1H),9.149-9.162 (d, 1H)

2H),
4H),
3H),
1H),
1H),

d,

383.1

5 I-S

= N

42.5%

0.562-0.588 (m, 2H), 0.697-0.729 (m,
1.141-1.176 (m, 1H), 1.307-1.371 (m,
1.464-1.529 (m, 2H), 1.611-1.632 (m,
1.741-1.763 (m, 2H), 1.828-1.845 (m,
2.274-2277 (d, 3H), 2.849-2.880 (m,
3.870-3.894 (m, 1H), 7.769-7.787 (d,

2H),
2H),
1H),
2H),
1H),
1H),

7.830 (s, 1H), 8.126-8.140 (d, 1H), 8.310-8.325
(d, 1H), 8.579-8.586 (d, 1H), 9.058-9.072 (d,

1H)

397.3

6 I-6

=

55.8%

0.567-0.593
0.945-0.956
1.603-1.785

(m, 2H), 0.694-0.726 (m,
(d, 3H), 1.161-1.181 (m,
(m, 3H), 2.280-2.283 (d,
2.859-2.902 (m, 2H), 3.078-3.146 (m,
3.655-3.677 (d, 1H), 4.524-4.545
1H),7.756-7.773 (d, 1H), 7.841 (s,

2H),
2H),
3H),
1H),

d,
1H),

7.988-8.003 (d, 1H), 8.065-8.079 (d, 1H), 8.574

(s, 1H)

38

397.3
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0.565-0.587 (m, 2H), 0.699-0.723 (m, 2H),
2.228 (s, 3H), 2.277-2.280 (d, 3H), 2.339-2.354
K 4 [ | (m, 2H), 2.434-2.450 (m, 2H), 2.851-2.882 (m,
7 7 |k, W | 1H), 3.459-3.475 (m, 2H), 3.731 (m, 2H),| 398.2
18.5% | 7.753-7.772 (dd, 1H), 7.833-7.835 (d, 1H),
8.006-8.021(d, 1H), 8.073-8.087 (d, 1H),
8.568-8.575 (d, 1H)
0.575-0.587 (m, 2H), 0.690-0.721 (m, 2H),
& 4 [ | 2277 (6 3H), 2.684-2.700 (m, 2H), 2.755-2.771
g L8 | gk o (m, 2H), 2.850-2.881 (m, 1H), 3.683-3.699 (m, |
iy 2H), 3.976-3.992 (m, 2H), 7.752-7.769 (d, 1H),
0701 7,835 (s, 1H), 8.028-8.042 (d, 1H), 8.084-8.098
(d, 1H), 8.573-8.579 (d, 1H)
0.584 (m, 2H), 0.682-0.713 (m, 2H),
% [ fz | 8877-0900 (t, 3H), 1.320-1.325 (m, 4H),
Gk, i | 15451568 (m, 2H), 2.258 (s, 3H), 2.843-2.872
9 o (7 (m, 1H), 3.281-3.303 (t, 2H), 7.677-7.721 (m, | 384.2
* 2H), 7.762 (s, 1H), 8.300-8.316 (dd, 1H),
40.7% | 8.545-8.552 (d, 1H), 8.704-8.722 (m, 1H),
9.099-9.102 (d, 1H)
0.556-0.580 (m, 2H), 0.692-0.716 (m, 2H),
1.135-1.186 (m, 1H), 1.331-1.349 (m, 4H),
4 g g | 1-611-1.632 (m, 1H), 17521760 (m, 2H),
. | 1.858-1.871 (m, 2H), 2.253-2.256 (d, 3H),
10 1-10 fé’sf$ 2.842-2.873 (m, 1H), 3.799-3.811 (m, 1H), 396.4
07 17.680-7.757 (m, 3H), 8.303-8.321 (dd, 1H),
8.472-8.485 (d, 1H), 8.546-8.552 (d, 1H),
9.097-9.099 (d, 1H)
0.589-0.615 (m, 2H), 0.683-0.714 (m, 2H),
f g [ | 2267-2270 (d, 3H), 2.815-2.876 (m, 7H),
. L | b 3.285-3.342 (m, 2H), 3.699-3.728 (m, 2H),| .
iy 7.729-7.821 (m, 3H), 8.525-8.539 (d, 1H),
47| 8.658-8.665 (d, 1H), 9.251-9.255 (d, 1H), 9.355
(s, 1H)
0.573-0.585 (m, 2H), 0.680-0.712 (m, 2H),
A g [ | 22742277 (d, 3H), 26782716 (m, 4H),
| 2.844-2.874 (m, 1H), 3.619 (m, 2H), 3.912 (m,
12 12 f’;’lfg 2H), 7.672-7.696 (m, 2H), 7.773 (s, 1H), 400.2
70 179777994 (dd, 1H), 8.537-8.543 (d, 1H),
8.731 (s, 1H)
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0.558-0.583 (m, 2H), 0.681-0.712 (m, 2H),
2.212 (s, 3H), 2.273-2.390 (m, 7H), 2.842-2.873

3 13 iig (m, 1H), 3.394 (m, 2H), 3.662 (m, 2H),| ..
31 90, 7.674-7.690(m, 2H), 7.769 (s, 1H), 7.957-7.973
. (dd, 1H), 8.535-8.542 (d, 1H), 8.714-8.716(d,
1H)
0.570-0.588 (m, 2H), 0.683-0.706 (m, 2H),
1.544-1.610 (m, 6H), 1.742-1.761 (m, 2H),
H fh 2.274-2.277 (d, 3H), 2.852-2.865 (m, 1H),
14 I-14 | 4%, W | 3.378-3.398 (t, 2H), 3.597-3.616 (t, 2H),| 396.5
53.3% | 7.668-7.690 (m, 2H), 7.774-7.776 (d, 1H),
7.950-7.967 (dd, 1H), 8.543-8.550 (d, 1H),
8.704-8.707 (m, 1H)
0.552-0.578 (m, 2H), 0.688-0.720 (m, 2H),
0.891-0.902 (d, 6H), 1.884-1.929 (m, 1H),
H & [ | 2.192-2.195 (d, 3H), 2.840-2.865 (m, 1H),
15 I-15 | 4%, W& | 3.157-3.179 (t, 2H), 7.662-7.697 (m, 2H),| 370.1
17.1% | 8.053-8.070 (dd, 1H), 8.132-8.145 (d, 1H),
8.526-8.532 (d, 1H), 8.686-8.688 (d, 1H),
8.828-8.848 (t, 1H)
0.565-0.580 (m, 2H), 0.687-0.735 (m, 5H),
% 3 fu | 0.934-0.945 (d, 3H), 1.8822.091 (m, 1H),
k. e 2.187-2.203 (m, 3H), 2.837-2.871 (m, 1H),
16 I-16 | 2.959-3.017(d, 3H), 3.229-3.242 (d, 1H),| 384.2
* 3.334-3.347 (d, 1H), 7.627-7.681 (m, 3H),
24.3% | 7.969-7.992 (m, 1H), 8.518-8.529 (m, 1H),
8.618-8.637 (m, 1H)
0.559-0.570 (m, 2H), 0.694-0.718 (m, 2H),
1.558-1.622 (m, 4H), 1.705-1.727 (m, 2H),
H & A | 1.896-1.924 (m, 2H), 2.182-2.185 (d, 3H),
17 I-17 | 4%, W | 2.837-2.868 (m, 1H), 4.262-4.299 (m, 1H),| 382.2
207% | 7.647 (s, 1H), 7.678-7.696 (d, 1H), 8.045-8.062
(dd, 1H), 8.121-8.134 (d, 1H), 8.522-8.529 (d,
1H), 8.591-8.605 (d, 1H), 8.668-8.671 (d, 1H)
% #% ¢ | 0-5550.581 (m, 2H), 0.688-0.719 (m, 2H),
Bk, 1 1.401 (m, 2H), 1.632-1.734 (m, 6H), 2.204 (s,
18 18 | 3H), 2.830-2.908 (m, 4H), 4.083-4.113 (m, | 396.4
* 1H), 7.606-7.679 (m, 3H), 7.969-7.986 (m, 1H),
27.3%

8.524-8.530 (d, 1H), 8.624 (s, 1H)
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0.560-0.578 (m, 2H), 0.695-0.710 (m, 2H),
2.020-2.043 (m, 2H), 2.186-2.190 (d, 3H),
H 4 [ | 2.850-2.857 (m, 1H), 3.444-3.477 (m, 2H),
19 I-19 | &, W& | 3.676-3.698 (t, 2H), 7.652-7.698 (m, 2H),| 390.2
35.2% | 8.051-8.068 (dd, 1H), 8.131-8.144 (m, 1H),
8.521-8.528 (d, 1H), 8.680-8.684 (m, 1H),
8.995 (m, 1H)

0.574-0.581 (m, 2H), 0.678-0.709 (m, SH),

_— 0.925 (m, 3H), 1.516-1.621 (m, 4H),

20 120 | 4k, dok 2.171-2.175 (d, 3H), 2.830-2.875 (m, 1H),

iy 3176 (m, 2H), 3.323-3.393 (m, 2H),

D7 7421-7.459 (m, 4H), 7.608-7.633 (m, 2H),
8.515-8.521(d, 1H)

397.4

0.579 (m, 2H), 0.676-0.708 (m, 2H),
H &4 H | 1.164-1.427 (m, 12H), 2.181-2.185 (d, 3H),
21 1-21 | 4%, W | 2.839-2.870 (m, 1H), 3.665-3.689 (m, 2H),| 397.3
71.7% | 7.380-7.394 (m, 2H), 7.431-7.445 (m, 2H),
7.610-7.626 (m, 2H), 8.508-8.515 (d, 1H)

0.552-0.578 (m, 2H), 0.696-0.708 (m, 2H),
1.542-1.584 (m, 4H), 1.698-1.712 (m, 2H),
H & & | 1.897-1.959 (m, 2H), 2.163-2.166 (d, 3H),
22 1-22 | 4%, Wk | 2.832-2.863 (m, 1H), 4.235-4.287 (m, 1H),| 381.3
37.3% | 7.466-7.480 (d, 2H), 7.590-7.636 (m, 2H),
7.941-7.955 (d, 2H), 8.351-8.363 (d, 1H),
8.515-8.522 (d, 1H)

% ¥ 7 0.578 (m, 2H), 0.677-0.709 (m, 2H), 1.441 (m,
F4&, W | 2H), 1.668-1.736 (m, 6H), 2.184-2.187 (d, 3H),

23 123 395.4

= 2.845-2.868 (m, 4H), 4.055 (m, 1H), 7.460 (m,

18.7% | 4H), 7.614-7.633 (m, 2H), 8.515-8.522 (d, 1H)
0.562-0.575 (m, 2H), 0.677-0.708 (m, 2H),
1.130-1.150 (m, 1H), 1.301-1.347 (m, 4H),

% 3 ] 1.609-1.630 (m, 1H), 1.739-1.754 (m, 2H),

, 1.834-1.847 2H), 2.162-2.165 (d, 3H
24 1-24 Iﬁﬁg q& (m, 2H), (@, 3H). | 3954

2.832-2.862 (m, 1H), 3.775-3.792 (m, 1H),
42.6% | 74657478 (d, 2H), 7.586-7.636 (m,
2H),7.940-7.954 (d, 2H), 8.270-8.284 (d, 1H),
8.514-8.521 (d, 1H)

0.562-0.588 (m, 2H), 0.689-0.709 (m, 2H),
H 4 [ | 0.993 (m, 2H), 1.358-1.800 (m, 8H),
25 1-25 | 4%, W& | 2.177-2.181 (d, 3H), 2.800-2.874 (m, 4H),| 409.3
21.4% | 4.300-4.315 (m, 1H), 7.453 (m, 4H),
7.615-7.633 (m, 2H), 8.514-8.520 (d, 1H)
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0.551-0.576 (m, 2H), 0.675-0.707 (m, 2H),
0.932-0.943 (d, 3H), 1.097 (m, 2H),

H
| 1.621-1.716 (m, 3H), 2.180-2.183 (d, 3H),
26 126 f’;r‘f@ 2.781-2.876 (m, 2H), 3.082 (m, 1H), 3.601 (m, 395.4
47 1 1H), 4.485 (m, 1H),7.445-7.481 (m, 4H),
7.607-7.630 (m, 2H), 8.501 (s, 1H)
0.559-0.576 (m, 2H), 0.683-0.698 (m, 2H),
1.399 (m, 2H), 1.736-1.809 (m, 2H),
H fh 2.182-2.185 (d, 3H), 2.837-2.867 (m, 1H),
27 1-27 |4k, e [3.198 (m, 2H), 3.515-3.544 (m, 1H),| 397.3
6.6% 3.740-3.773 (m, 1H), 4.024 (m, 1H),
4.800-4.806 (d, 1H),7.449-7.488 (m, 4H),
7.606-7.631 (m, 2H), 8.505-8.512 (d, 1H)
¢ [ | 0-545-0.714 (m, 4H), 1566-1.753 (m, 8H),
. | 2.156-2.201 (d, 3H), 2.831-2.868 (m, 1H),
28 128 isfi 3.294-3.384 (m, 2H), 3.568-3.604 (m, 2H), 395.4
=>7°  17.433-7.626 (m, 6H), 8.495-8.539 (d, 1H)
0.563-0.566 (m, 2H), 0.681-0.697 (m, 2H),
H & A |2.179-2.182 (d, 3H), 2672 (m, 4H),
29 1-29 | 4%, W= | 2.834-2.865 (m, 1H), 3.605 (m2H), 3.889(m, | 399.1
33.0% | 2H), 7.459-7.472 (d, 2H), 7.499-7.512 (d, 2H),
7.603-7.630 (m, 2H), 8.505-8.512 (d, 1H)
0.560-0.577 (m, 2H), 0.684-0.707 (m, 2H),
0.912-0.923 (d, 6H), 1.837-1.860 (m, 1H),
H & A | 2.185-2.188 (d, 3H), 2.844-2.850 (m, 1H),
30 1-30 | 44, W | 3.094-3.115 (m, 2H), 7.293-7.309 (dd, 1H),| 387.3
40.9% | 7.367-7.388 (dd, 1H), 7.589-7.591 (d, 1H),
7.635--7.684 (m, 2H), 8.385 (m, 1H), 8.517 (s,
1H)
0.569-0.572 (m, 2H), 0.694--0.737 (m, 5H),
+ 3 % 0.925-0.936 (d, 3H), 1.833-2.090 (m, 1H),
31 L31 B 4K, W |2.188-2.197 (m, 3H), 2.849-3.001 (m, 5H), 0L
% 3.321-3.347 (m, 1H), 7.295-7.322 (m, 1H),
21.7% | 7.373-7.403 (m, 1H), 7.441-7.490 (m, 1H),
7.618-7.651 (m, 2H), 8.516-8.531 (m, 1H)
0.558-0.576 (m, 2H), 0.684-0.707 (m, 2H),
% 3% f | 1:510-1.558 (m, 4H), 1.678-1.691 (m, 2H),
Bk, U 1.881-1.899 (m, 2H), 2.180-2.184 (d, 3H),
32 32 | 2.842-2.848 (m, 1H), 4214 (m, 1H),| 399.1
* 7.277-7.293 (dd, 1H), 7.348-7.368 (dd, 1H),
51.5%

7.581 (s, 1H), 7.621-7.650 (m, 2H), 8.320-8.332
(d, 1H), 8.518 (s, 1H)
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0.561-0.579 (m, 2H), 0.684-0.715 (m, 2H),

X A | 1.419 (m, 2H), 1.580-1.666 (m, 6H), 2.198 (s,
3 133 B4, W | 3H), 2.836-2.866 (m, 1H), 2.906 (s, 3H), 3.955 133
* (m, 1H), 7.296-7.311 (m, 1H), 7.376-7.399 (m,
12.9% | 1H), 7.434-7.484 (m, 1H), 7.613-7.647 (m, 2H),
8.537 (s, 1H)
0.562-0.572 (m, 2H), 0.690-0.706 (m, 2H),
S B | o asss 1B, 32615285 (@, 2H)
] .849-2, m, . 3.261-3. , .
34 134 f;’ofg 3.487-3.510 (t, 2H), 7.296-7.311 (dd, 1H), 385.1
070 17.380-7.400 (dd, 1H), 7.517-7.542 (m, 1H),
7.609-7.648 (m, 2H), 8.510 (s, 1H)
0.552-0.578 (m, 2H), 0.682-0.713 (m, 2H),
0.926-0.937 (d, 3H), 1.056 (m, 2H), 1.620 (m,
o g | 2H 1719 (m, 1H), 2.194-2.197 (d, 3H),
. 2.796-2.860 (m, 2H), 3.095 (m, 1H),
35 135 fz"‘fg 3.418-3.439 (d, 1H), 4.487-4.509 (d, 1H), 413.3
A7 172977312 (dd, 1H), 7.375-7.394 (dd, 1H),
7.478 (m, 1H), 7.618-7.645 (m, 2H), 8.502 (s,
1H)
0.569-0.576 (m, 2H), 0.682-0.714 (m, 2H),
& ¢ [ | 21952198 (d, 3H), 2.835-2.866 (m, 1H),
| 3.289-3.311(m, 2H), 3.563-3.577 (m, 2H),
36 1-36 ﬁsfi 3.676 (m, 4H), 7.318-7.333 (dd, 1H), 4011
7% 17.393-7.412 (dd, 1H), 7.514-7.539 (m, 1H),
7.612-7.650 (m, 2H), 8.499 (s, 1H)
0.563-0.574 (m, 2H), 0.676-0.719 (m, 5H),
B | ee08015 (o, STT, 32953301 (m. 11
o , 2.850-3. m, , 3.292-3. m, R
37 137 fi"‘ff@ 6.822-6.848 (m, 2H), 7.175 (m, 1H), 399.1
A7 17.585-7.683 (m, 2H), 8.517 (s, 1H), 10.024(s,
1H)
0.569-0.576 (m, 2H), 0.675-0.706 (m, 2H),
1.205-1.216 (d, 6H), 2.168-2.171 (d, 3H),
H & [# | 2.829.2.859 (m, 1H), 4.155-4.189 (m, 1H),
38 1-38 | &, W= | 6.895 (s, 1H), 6.909-6.911 (d, 1H), 7.580 (s, | 371.3
38.4% | 1H), 7.606-7.623 (d, 1H), 7.983-7.996 (d, 1H),

8.516-8.523 (d, 1H), 8.626-8.639 (d, 1H),
12.924 (s, 1H)
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0.554-0.579 (m, 2H), 0.677-0.700 (m, 2H),
0.910-1.106 (m, 5H), 1.526-1.719 (m, 3H),
2.193-2.196 (d, 3H), 2.728 (t, 1H), 2.836-2.867

3 139 Z%&E (m, 1H), 2.905-3.018 (m, 1H), 33143335 (d, | .
ngve | 1H), 3.812-3.827 (d, 3H), 4.482-4.503 (d, 1H),
: 6.972-6.994 (m, 1H), 7.046 (s, 1H), 7.210-7.275
(m, 1H), 7.612-7.627 (m, 2H), 8.496-8.502 (d,
1H)
0.571-0.579 (m, 2H), 0.675-0.707 (m, 2H),
W 3 o | 1785-1.848 (m, 2H), 1.858-1.893 (m, 2H),
Fpk, i | 21872190 (d, 3H), 2.834-2.865 (m, 1H),
40 140 | 3.155-3.176 (t, 2H), 3.441-3.464 (t, 2H), 3.831 | 397.3
* (s, 3H), 6.973-6.988 (dd, 1H), 7.058-7.059 (d,
66.4% | 1H),7.273-7.286 (d, 1H), 7.610-7.627 (m, 2H),
8.504-8.510 (d, 1H)
0.550-0.576 (m, 2H), 0.673-0.704 (m, 2H),
% 3 ] 0.819-0.843 (t, 3H), 1.326(s, 6H), 1.773-1.810
a1 L4l B4, ¥ | (q, 2H), 2.164-2.168 (d, 3H), 2.830-2.891 (m, 3983
% 1H), 6.568-6.581 (d, 1H), 6.712 (s, 1H), 7.494
19.9% | (s, 1H), 7.532-7.545 (d, 2H), 7.601-7.618 (m,
1H), 8.511-8.517 (d, 1H)
0.565-0.577 (m, 2H), 0.673-0.704 (m, 2H),
B 3 1] 0.915 (s, 9H), 2.175-2.178(d, 3H), 2.834-2.865
0 42 A, ¥ | (m, 1H), 3.080-3.091 (d, 2H), 6.414 (s, 2H), 398.2
% 6.517-6.532 (dd, 1H), 6.668-6.670 (d, 1H),
3979 | 7.565-7.610 (m, 3H), 8.174-8.195 (t, 1H),
8.493-8.500 (d, 1H)
0.550-0.580 (m, 2H), 0.668-0.700 (m, 2H),
A g [ | 21722176 (4 3H), 2.834-2.865 (m, 1H),
| 3.487 (m, 4H), 3.626 (m, 4H), 5.352 (s, 2H),
43 1-43 f’;’sfﬁ 6.546-6.562 (dd, 1H), 6.680-6.683 (d, 1H), 398.2
=70 17.088-7.101 (d, 1H), 7.568-7.601 (m, 2H),
8.485-8.492 (d, 1H)
0.550-0.576 (m, 2H), 0.676-0.707 (m, 2H),
0.916-0.927 (d, 6H), 1.813-1.858 (m, 1H),
H & [ | 2.172-2.175 (d, 3H), 2.397 (s, 3H), 2.828-2.858
44 144 | 4%, W% | (m, 1H), 3.066-3.088 (t, 2H), 7.239-7.259 (m, | 383.2
13.8% | 2H), 7.393-7.406 (d, 1H), 7.556 (s, 1H),

7.606-7.623 (d, 1H), 8.328 (t, 1H), 8.500-8.507
(d, 1H)
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0.561-0.588 (m, 2H), 0.677-0.708 (m, 2H),
2.185-2.188 (d, 3H), 2.296 (s, 3H), 2.835-2.866

45 145 x & lﬁl (m, 1H), 3.063-3.077 (m, 2H), 3202 (m, 2H), | ..,
i f’;ylf@ 3431 (m, 2H), 3.853-3.931 (m, 2H), .
=70 172717321 (m, 2H), 7.374-7.387 (d, 1H),
7.585-7.643 (m, 2H), 8.527-8.534(d, 1H)
0.571-0.578 (m, 2H), 0.675-0.707 (m, 2H),
H fh 2.176-2.179 (d, 3H), 2.292 (s, 3H), 2.828-2.872
46 1-46 | 4%, W& | (m, 1H), 3.194 (m, 2H), 3.537 (m, 2H), 3.678 | 397.3
93.0% | (m, 4H), 7.252-7.300 (m, 3H), 7.586-7.623 (m,
2H), 8.494-8.501 (d, 1H)
0.559-0.576 (m, 2H), 0.678-0.709 (m, 2H),
1.184-1.311 (m, 4H), 1.385-1.447 (m, 2H),
H 4 [ | 1.748-1.833(m, 4H), 2.183-2.186 (d, 3H),
47 1-47 |4k, W& | 2.505-2.543 (m, 1H), 2.829-2.854 (m, 1H),| 413.3
255% | 7.167-7.181 (m, 1H), 7.312-7.335 (dd, 1H),
7.581-7.608 (m, 2H), 7.958-7.986 (t, 1H),
8.497-8.504 (d, 1H), 9.678 (s, 1H)
0.567-0.585 (m, 2H), 0.672-0.703 (m, 2H),
0.912-0.972 (m, 2H), 1.142-1.233 (m, 3H),
H & & | 1.619-1.704 (m, 4H), 1.779-1.801 (m, 2H),
48 1-48 | &, W& |2.192-2.196 (d, 3H), 2.830-2.861 (m, 1H),| 399.0
25.5% | 2.980-2.992 (d, 2H), 6.820 (m, 1H), 7.011-7.028
(dd, 1H), 7.112-7.137 (dd, 1H), 7.530-7.551(m,
2H), 8.504-8.510 (d, 1H)
0.552-0.580 (m, 2H), 0.679-0.700 (m, 2H),
0.895-0.906 (d, 6H), 1.686-1.731 (m, 1H),
H 2.172-2.176 (d, 3H), 2.247(s, 3H), 2.828-2.858
49 1-49 | 4%, W& | (m, 1H), 2.940-2.961 (m, 2H), 6.653-6.672 (m, |  398.2
31.8% | 1H),7.098-7.144 (m, 2H), 7.546-7.558 (m, 2H),
7.707 (s, 1H), 7.980-7.994 (d, 1H), 8.470-8.476
(d, 1H)
0.551-0.576 (m, 2H), 0.668-0.687 (m, 2H),
1.369-1.400 (m, 2H), 1.545-1.570 (m, 2H),
H & [ | 1.647-1.671 (m, 2H), 1.844-1.874 (m, 2H),
50 I-50 | 4£&, W |2.171-2.234 (m, 6H), 2.834-2.852 (m, 1H),| 410.2
12.9% | 3.953-3.964 (m, 1H), 6.662-6.673 (d, 1H),

7.097-7.139 (m, 2H), 7.544-7.585 (m, 3H),
8.013-8.027 (d, 1H), 8.469 (s, 1H)
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0.563-0.576 (m, 2H), 0.671-0.702 (m, 2H),
0.940-0.951 (d, 6H), 1.911-1.956 (m, 1H),
B 4 [ |2.187-2.190 (d, 3H), 2.838-2.857 (m, 1H),
51 I-51 | &, W& | 3.205-3.226 (t, 2H), 7.204-7.221 (dd, 1H),| 398.1
252% | 7.427-7.441 (d, 1H), 7.559-7.599 (m,
2H),7.691-7.694 (d, 1H), 8.127-8.146 (t, 1H),
8.481-8.488 (d, 1H)
0.568-0.579 (m, 2H), 0.673-0.704 (m, 2H),
0.913-0.938 (t, 3H), 1.357-1.419 (m, 2H),
H & [# | 1.565-1.614 (m, 2H), 2.188-2.191 (d, 3H),
52 1-52 | 4%, W | 2.835-2.865 (m, 1H), 3.365-3.397 (m, 2H),| 398.1
132% | 7.209-7.225 (dd, 1H), 7.435-7.449 (d, 1H),
7.565-7.604 (m, 2H), 7.695-7.698 (d, 1H),
8.085-8.103 (t, 1H), 8.490-8.496 (d, 1H)
0.551-0.577 (m, 2H), 0.672-0.695 (m, 2H),
H & [ | 0.962 (s, 9H), 2.190-2.193 (d, 3H), 2.839-2.851
53 I-53 | 4%, W& | (m, 1H), 7.198-7.215 (dd, 1H), 7.415-7.428 (d, | 398.1
11.9% | 1H), 7.559-7.601 (m, 2H), 7.685-7.688 (d, 1H),
8.041 (m, 1H), 8.478 (s, 1H)
0.552-0.578 (m, 2H), 0.679-0.703 (m, 2H),
1.555-1.593 (m, 4H), 1.691-1.705 (m, 2H),
H 4 [ | 1.968-1.990 (m, 2H), 2.186-2.189 (d, 3H),
54 I-54 | &, W |2.833-2.864 (m, 1H), 4.165-4.186 (m, 1H),| 410.2
12.9% | 7.206-7.223 (dd, 1H), 7.441-7.455 (d, 1H),
7.563-7.600 (m, 2H), 7.694-7.696 (d, 1H),
8.119-8.130 (d, 1H), 8.490-8.497 (d, 1H)
0.573-0.586 (m, 2H), 0.682-0.713 (m, 2H),
o B e (o 3H), 2892875 (. 1H)
o 321-2. ) . 2. -2, m, )
53 155 f’;’;f@ 3.626 (m, 4H), 7.242-7249 (d, 1H), 387.2
270 17.409-7.415 (d, 1H), 7.635-7.652 (d, 1H), 7.748
(s, 1H), 8.561-8.568 (d, 1H)
0.581-0.588 (m, 2H), 0.693-0.717 (m, 2H),
% #% g | 0:938-0.948 (d, 3H), 1.106-1.132 (m, 2H),
Bk, e 1.689-1.710 (m, 3H), 2.326-2.329 (d, 3H),
56 I-56 | . 2.837-2.868 (m, 1H), 3.003 (m, 2H), 4.271 (m, | 401.1
* 2H), 7.249-7.255 (d, 1H), 7.417-7.424 (d, 1H),
22.3% | 7.639-7.656 (m, 1H), 7.750 (s, 1H), 8.564-8.571
(d, 1H)
SEif 57-81: A& 4 1-57~1-81 HIHl 2%

B -
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BEZE)E
B 2 )-2-
FE R FL ) WA B
-3- B RE

I-73

Cl

74

N- 3 & &
-6-(3-F.-5-((2-
BEZLEE
Bt 2L )-2-
FE KB ) Wk BR
-3- i

1-74

Cl

“*°N
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1-76
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77
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= H MW

Ay
|

i
G

'H NMR
DMSO-d6) 5*

(600MHz ,

MS
[M+H]™

57

I-57

REHHE
63.9%

0.582-0.588 (m , 2H) ,
0.723-0.735 (m, 2H), 0.923
(d, 6H), 1.927-1.997 (m,
2H) , 2287 (s, 3H),
2.857-2.887 (m, 1H), 3.215
(t, 2H), 7.787 (d, 1H),7.851
(s» 1H), 8.150 (d, 1H), 8.331
(d, 1H), 8.600 (d, 1H),
9.374 (t, 1H)

371.3

58

I-58

=R

31.3%

CD;OD: 0.625-0.652 (m,
2H), 0.803-0.824 (m, 2H),
0.999 (t, 3H), 1.309 (d, 3H),
1.656-1.717 (m, 2H), 2.309
(s, 3H), 2.848-2.871 (m,
1H), 4.112-4.146 (m, 1H),
7.703 (d, 1H), 7.782 (s, 1H),
8.054 (d, 1H), 8.382 (d,
1H), 8.853(d, 1H)

371.1

59

I-59

A ]

&,
43.8%

0.582-0.586 (m , 2H) ,
0.715-0.723 (m, 2H), 0.951
(s» 9H), 2.294 (s, 3H),
2.863-2.880 (m, 1H), 3.238
(d, 2H), 7.789 (d, 1H),
7.857 (s, 1H), 8.159 (d, 1H),
8.338 (d, 1H), 8.605 (d,
1H), 9.186 (m, 1H)

383.1
[M-HTJ

60

1-60

B
&,
12.1%

0.569-0.595 (m , 2H) ,
0.704-0.736 (m, 2H), 0.932
(m, 6H), 1.484-1.520 (m,
2H), 1.620-1.664 (m, 1H),
2.284 (d, 3H), 2.857-2.888
(m, 1H), 3.390-3.424 (m,
2H), 7.787 (d, 1H), 7.845 (s,
1H), 8.145 (d, 1H), 8.324
(d, 1H), 8.601 (d, 1H),
9.362(m, 1H)

384.7
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61

I-61

0
V/\N x 0
H |
N.
)H/NJ:Q)LNA
H
F

H ]

46.3%

0.283-0.307(m , 2H) ,
0.434-0.463 (m , 2H),
0.570-0.588 (m , 2H) ,
0.695-0.718 (m , 2H) ,
1.113-1.137 (m, 1H), 2.276
(s, 3H), 2.855-2.873 (m,
1H), 3.253 (m, 2H), 7.779
(d, 1H), 7.840 (s, 1H), 8.143
(d, 1H), 8.331 (d, 1H),
8.586 (d, 1H), 9.439 (m,
1H)

369.0

62

1-62

At i

28.2%

0.583-0.593 (m , 2H),
0.712-0.723 (m , 2H),
1.033-1.046 (m , 2H) ,
1.171-1.997 (m, 8H), 2.284
(s, 3H), 2.859-2.988 (m,
3H), 3.365-3.410 (m, 1H),
4.384-4.424 (m, 1H), 7.772
(d, 1H), 7.851 (d, 1H),
7.978-8.013 (m , 1H) ,
8.070-8.096 (m , 1H),
8.610-8.608 (m, 1H)

410.8

63

1-63

RA®HE

&,
20.5%

CD;OD: 1.039 (d, 6H),
2.050 (m, 1H), 2.356 (s,
3H), 3.371-3.382 (m, 2H),
4.339-4.409 (m , 4H),
4.881-4.899 (m, 1H), 7.805
(d, 1H), 7.896 (s, 1H), 8.094
(d, 1H), 8.425 (d, 1H),
9.244 (m, 1H)

386.1

64

1-64

Rt

%, W
16.4%

CD;OD: 1.028 (t, 3H), 1.333
(m, 3H), 1.716 (m, 2H),
2.357 (s, 3H), 4.145-4.179
(m, 1H), 4.334-4.400 (m,
4H), 4.877 (m, 1H), 7.806
(d, 1H), 7.893 (s, 1H), 8.092
(d, 1H), 8.423(d, 1H)

386.0
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65

I-65

)
X\H | X (o] /C/NH
N.
N? N
H
F

Re

15.8%

CD;0D: 1.054 (s, 9H), 2.362
(d, 3H), 3.383 (d, 2H),
4.340-4.405 (m, 4H), 4.853
(m, 1H), 7.807 (d, 1H),
7.897 (s, 1H), 8.104 (d, 1H),
8.437 (d, 1H), 9.063 (m,
1H)

400.2

66

1-66

O
VAR ' R
N
“N? N
H
F

KAt

13.7%

CD;OD: 0.373-0.381 (m,
2H), 0.583-0.596 (m, 2H),
1.187-1.227 (m, 1H), 2.353
(s 3H), 3.401-3.412 (m, 2H),
4.338-4.412 (m, 4H), 4.889
(m, 1H), 7.808 (d, 1H),
7.901-7.912 (m, 1H), 8.097
(d, 1H), 8.429 (d, 1H),
9.275 (m, 1H)

384.0

67

1-67

Ryt

%, W
11.4%

1.568-1.592 (m , 2H),
1.667-1.760 (m , 4H) ,
1.925-1.952 (m, 2H), 2.300
(d, 3H), 4.111-4.194 (m,
4H), 4.339-4.376 (m, 1H),
4.821-4.846 (m, 1H), 7.840
(dd, 1H), 7.885(d, 1H),
8.147 (d, 1H), 8.334 (d,
1H), 8.802 (s, 2H), 9.160 (d,
1H), 9.282(d, 1H)

398.9

68

1-68

Re

15.3%

1.152-1.179 (m ,
1.335-1.361 (m ,
1.494-1.518 (m ,
1.622-1.644 (m , 1H),
1.752-1.774 (m , 2H) ,
1.835-1.855 (m, 2H), 2.301
(d, 3H), 3.888-3.900 (m,
1H), 4.115-4.189 (m, 4H),
4.834-4.846 (m , 1H),
7.838-7.857 (m, 1H), 7.892
(d, 1H), 8.151 (d, 1H),
8.339 (d, 1H), 8.843 (s, 1H),
9.067 (d, 1H), 9.308 (m,
1H)

1H) ,
2H) ,
2H) ,

412.3
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69

1-69

Ryt

15.1%

CD;OD: 1.308-1.450 (m,
9H), 2.358-2.374 (m, 3H),
3.451-3.618 (m , 2H) ,
4.025-4.070 (m , 1H) ,
4.272-4.348 (m, 4H), 4.883
(m, 1H), 7.795 (d, 1H),
7.902 (s, 1H), 7.998-8.018
(m, 1H), 8.071(d, 1H)

400.0

70

I-70

ReE

18.4%

0.752-0.986 (m , 3H),
1.149-1.402 (m , 2H),
1.591-1.644 (m , 2H),
2.287-2.304 (m , 3H) ,
3.010-3.089 (m, 3H), 3.326
(t, 1H), 3.561 (t, 1H),
4.100-4.205 (m , 4H) ,
4.822-4.848 (m, 1H), 7.826
(d, 1H), 7.904 (d, 1H),
8.017 (dd, 1H), 8.097 (dd,
1H), 8.826 (s, 1H), 9.300(m,
1H)

399.9

71

I-71

KA
20.0%

0.756 (d, 3H), 0.976 (d,
3H), 1.955-2.176 (m, 1H),
2.291-2.306 (m , 3H) ,
3.008-3.093 (m , 3H) ,
3.235-3.415 (m , 2H) ,
4.119-4.194 (m , 4H),
4.826-4.864 (m, 1H), 7.824
(d, 1H), 7.911 (d, 1H), 8.008
(dd, 1H), 8.095(dd, 1H),
9.309 (m, 1H)

400.8

72

1-72

KA
15.9%

0.943 (s, 9H), 2.299 (d, 3H),
3.171 (d, 2H), 4.093-4.146
(m, 2H), 4.166-4.187 (m,
2H), 4.808-4.833 (m, 1H),
7.736-7.755 (m, 2H), 7.830
(d, 1H), 8.357(dd, 1H),
8.650 (t, 1H), 9.139-9.144
(m, 1H), 9.225(d, 1H)

398.9
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73

I-73

H 3]

16.5%

CD;OD: 1.694-1.714 (m,
4H) , 1.836 (m, 2H),
2.086-2.097 (m, 2H), 2.313
(s> 3H), 3.507 (t, 2H), 3.708
(t, 2H), 4.418-4.441 (m,
1H), 7.740 (d, 1H), 7.823 (s,
1H), 8.058 (d, 1H), 8.379
(d, 1H)

387.1

74

1-74

H ]

28.9%

1.151-1.200 (m , 2H),
1.300-1.401 (m , 2H),
1.469-1.529 (m , 2H),
1.742-1.764 (m , 2H) ,
1.828-1.845 (m, 2H), 2.285
(s, 3H), 3.292-3.355 (m,
2H), 3.501-3.530 (m, 2H),
3.856-3.908 (m, 1H), 4.734
(m, 1H), 7.810 (d, 1H),
7.877 (s, 1H), 8.144 (d, 1H),
8.322 (d, 1H), 8.624 (m,
1H), 9.062 (d, 1H)

401.0

75

I-75

1.171-1.325 (m , 9H) ,
2.290-2.302 (m , 3H) ,
3.304-3.482 (m , 4H) ,
3.515-3.536 (m , 2H) ,
3.886-3.908 (m, 1H), 4.732
(m, 1H), 7.781 (d, 1H),
7.896-7.905 (m , 1H),
7.990-8.013 (m, 1H), 8.087
(d, 1H), 8.638(m, 1H)

389.2

76

1-76

0.724-0.977 (m , 3H),
1.127-1.405 (m , 2H),
1.568-1.648 (m, 2H), 2.283
(d, 3H), 3.003 -3.080 (d,
3H), 3.308-3.358 (m, 3H),
3.505-3.564 (m , 3H) ,
4.728-4.747 (m, 1H), 7.799
(d, 1H), 7.889 (s, 1H), 8.001
(dd, 1H), 8.087 (d, 1H),
8.626(s, 1H)

389.1
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77

1-77

o]

N\N/ N/\/OH
H
F

H 3]

19.0%

0.745 (d, 3H), 0.967 (d,
3H), 1.905-2.143 (m, 1H),
2.285 (d, 3H), 2.999-3.405
(m, 4H), 3.502-3.531 (m,
2H), 4.726-4.744 (m, 1H),
7.797 (d, 1H), 7.895 (d,
1H), 7.993 (dd, 1H), 8.084
(dd, 1H), 8.638(m, 1H)

389.2

78

1-78

o}
\)/\H | N o
N/ N/\/OH
H
F

0.933 (s, 9H), 2.279 (d, 3H),
3.159 (d, 2H), 3.328-3.347
(m, 2H), 3.497-3.527 (m,
2H) , 4.725 (t, 1H),
7.715-7.741 (m, 2H), 7.816
(s, 1H), 8.333 (dd, 1H),
8.581-8.624 (m, 2H), 9.100
(m, 1H)

388.1

79

I-79

H ]

10.7%

1.570-1.588 (m , 2H) ,
1.669-1.701 (m , 4H),
1.736-1.749 (m, 2H), 2.300
(d, 3H), 3.922-3.940 (m,
2H), 4.350-4.362 (m, 1H),
5.111 (dd, 1H), 5.196 (dd,
1H), 5.881-5.910 (m, 1H),
7.832 (d, 1H), 7.906 (s, 1H),
8.162 (d, 1H), 8.327 (d,
1H), 8.834-8.852 (m, 1H),
9.167 (d, 1H)

381.1
[M-HTJ

80

1-80

=R

10.6%

1.171 (m, 1H), 1.337-1.359
(m, 2H), 1.494-1.518 (m,
2H), 1.611-1.632 (m, 1H),
1.750-1.773 (m , 2H),
1.837-1.853 (m, 2H), 2.300
(d, 3H), 3.921-3.939 (m,
3H), 5.111 (dd, 1H), 5.196
(dd, 1H), 5.881-5.910 (m,
1H), 7.832 (dd, 1H), 7.905
(d, 1H), 8.161 (d, 1H),
8.332 (d, 1H), 8.842-8.851
(m, 1H), 9.076 (d, 1H)

395.1
[M-HTJ
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CD;OD: 1.031 (s, 9H), 2.315

(0]
X N O 9
» o (d, 3H), 3.328-3.338 (m,
H
2H), 4.013-4.028 (m, 2H),
F H £ [l

5.153-5.175 (m, 1H), 5.256

81 | 1-81 , IR 384.7
e, (dd, 1H), 5.932-5.978 (m,

16.3%

1H), 7.768-7.727 (m, 2H),

7.780 (d, 1H), 8.362 (dd,

1H), 9.095 (m, 1H)

£V *Ron: HTLREHESH, FrA¥%HA DMSO-d6.
HE: HLEEDEH, A[M+H],

XF LU 6-(5-(FR A HE R AP AL )-3- 3802 AR B ARk ) N33 I O T e R o %

o)
o o) o
\
N NP 0
%B N/A X\N X ,XH\I A
H + Hl/ N N
NZ ¢l H
F

WAL A YI-72(0.34g, 1.5mmo) FILL A4 11 (0.479g, 1.Smmol) I TR EEH (30mL),
i IM BERES (1.9mL) 7KW PA(PPhs), (19mg, 0.016mmol), 90°C[EIF 10 /T,
RNSEEE, RNVBIRERYE . R4 CRME: 2R ZBE=5:1), R3|a AR AN
BAL-EY) (115mg , 20%).
LC-MS(m/z): 384.2[M+H]"
"HNMR (600MHz, DMSO-d;) &: 0.582-0.587(m, 2H), 0.683-0.715 (m, 2H), 0.933 (s, 9H),
2.258 (d, 3H), 2.822-2.905 (m, 1H), 3.164 (d, 2H), 7.733-7.681 (m, 2H), 7.762 (s, 1H), 8.335
(dd, 1H), 8.566 (d, 1H), 8.632 (t, 1H), 9.113 (d, 1H).
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