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(57) Abstract: The present invention relates to a bicyclic compound used as an Lp-PLA ; inhibitor, a preparation method and phar-
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proving diseases related to the enzymatic activity of Lp-PLA,.
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T, 48 1.3g AR 56b, ATRAilh, HIERT NP B
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F T LA RME STONEURLRLSE, Z
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B (4ml), BT 100 Uxfﬁ/‘i:“m 7K, IR CEEZREG WA ke,
KBS T R, bR, BTSN, RN 9 3E1E 650mg [mmf 60b .
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HifE ik 60c (500mg, 1 %E) BT f\ﬂr‘:ﬂh zzJ\z%% [‘f;;é'iiéi: NE LA
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FEEVT 7B 15 100mg HEAE 60e.
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CF
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A 653 R -7-((3- 4G R I(ZRAFE)FEE )THE

C N-N
CF

DL ANME 26 BRSO PAME S6 8] % 773 . MS (ESI): 533 (M+1).
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S FH)-[1,2,4] = R4, 3~a]ﬁ%ﬁi;%
CLd A 27 A EURL, SRR 56 8961 & 7775 . MS (BSI): 567 (M+1).
CF,

m,t J\%Br

Lﬁ"ﬁ’ﬁi 67—T-((4-4-F-3-(ZFF B)EEEFE)E8)-6-F R
[Lz”ﬁ}ﬁg%
Y

Negeuts

DAt EE{W“ 1A 4-5-5- P4t
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=i
pegeUte
~N
PR 28 (100mg, | 8D, 4-E1BE (42mg. 1.1 B8, B (44mg,
2 M5 SR f6mg, 0.1 450 t:f N,N- ?IZ%ZJ@U b, BUAE T,
140°C I M 2h, &4, IR, A8 AMSZEEL, WA K, LKW T
B, LR, 2T M T B 60mg (B A AGSER 1150 ' H NMR

(400 MHz, Chloroform-d) 6 9.27 (s, 1H), 8.93 (s, 2H), 8.33 (d, I = 7.4 Hz, 1H),
776 (s, 1H), 7.54 (d, J = 8.6 Hz, 2H), 745 (d,} = 8.8 Hz, 1H), 7.34 (d, ] = 2.9 Hz,

/

,,,,, R -2- N R R R R 28 AR TR
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1H), 7.10 (dd, § = 8.8, 2.8 Hz, 1H), 7.04 (d, § = 8.6 Hz, 2H), 6.61 (d, ] = 7.4 Hz,
TH). 5.55 (5, 2H). MS (ESI): 498 (M+H).

LR 2T -(4-(4-F-3-(CERF B REE) T EE)-3-2-FEEW
B -5-F5) DR 1,2-a ] B I

N...—-
F N =N
OO Sats
i Wk%
B 7 LAt 28 B0 2-FUE R4 SR nE N IR IS, B ISCE 1 B

& IT R A s WHJ 5. "TH NMR (300 MHz, Chloroform-d) 8 8.65 (s, 2H),

819(d,J =74 Hz, 1H), 7.63(d, ] = 100 Hz, 1H), 754 (d, ] =8.5 He, 2H), 744
(d, J = 8.7 Hz, 1H},7’%4 (d,J =28 Hz, 1H), 709(dd b =87, ZBH? EH} 702

528 (M+H)o
LR 3 T-(4-(4- 3 ERE B EEE R 2EE)-3-(8e-5-3) Bk

m G

|>,f ? LLrhaAs 33 R WEBE N R ELAE, B RESES 1 RE S TR
EIEE 3 . TH NMR (40@ MHz, Chloroform-d) § 9.26 (s, 1H), 8.92 (s,
2H), 830 (d, ¥ = 7.4 Hz, 1H), 7.72 (s, 1H), 7.42 (d, J = 8.8 Hz, 1H), 7.32 (m, 3H),
7.06 (d, J =9.0 Hz, 1H), 6.98 (d, ] = 8.0 Hz, 2H), 6.54 (d, ] = 8.3 Hz, 1H), 4.74 (4,
I =6.5Hz, 2H), 3.16 (t J = 6.4 Hz, 2H). MS (E@I)« 512 (M+H).

og -3-2E)-N,N-— %%Eﬁﬂ&

J‘L

S MA 33 (30mg, | H¥E), NN-THEBUSWIE (Smg, 1.2 358
m?é%? B SO 1.5k, 28 TR, RS B8 20mg 77 Ay, HISLHE
4 Y. "H NMR (400 MHz, Chloroform-d) 8 8.43 (d, J = 7.3 Hz, 1H),
741(d, J =87 Hz, 1H), 7.32 (m, 4H), 7.05 (dd, = 8.8, 2.9 Hz, 1H), 6.96 (d, § =
8.6 Hz, 2H), 6.38(d, J = 7.3 Hz, 1H), 4.68 (t, ] = 6.9 Hz, 2H), 3.62 (s, 2H), 3.12 (¢,

J =6.8 Hz, 2H), 2.21 (s, 6H).MS (ESI): 491 (M+H).
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L ST (443 P EE R TR EE)-3-(-F E-1H-
HL . g ) PR B DK [ 1,20 | B B

FyC O~ NE@
CEIj 0"\/)
/

AR 60 (16mg, | HE) BT a@%‘é (ImL) MK (ml) AGESHF
W IR 284, TOCC RN The ZTAL, HEEN 7315 3mg o, B
SCHE S ALS . TH NMR (400 MHz, Chloroform-d) 8 7.91 (d, I = 7.4 Hz, 1H),
7.51(d, J = 8.6 Hz, 2H), 7.43 (d, J = 8.6 Hz, 1H), 7.35 (s, 1H), 7.34 (d, J = 2.1 Hz,
2H), 7.10 (s, 1H), 7.08 (dd, ] = 8.9, 2.9 Hz, 1H), 7.02 (d, } = 8.5 Hz, 2H), 6.41 (d,
J =73 Hz, 1H), 5.49 (s, 2H), 4.01 (s, 2H), 3.84 (s, 3H). MS (ESD: 514 (M+H).
LR 67 -(F R FL)-3- (B NE -5- 50 PR PR 1, 2-0 | BENE

~ G

ZEFEE (23mg, 1.5 [a) 554081 (17mg, 3 H5) T 0°CHFE 30min,
BOANAFEAR 53 (S0mg, 1| Hin), RN IR, TN SEAE KSR
}liJ_"s Z;F{KQZ;@E“%W? ﬁ?ﬁj}& Ezim /YK({’L? /L]‘K-])lh@&éjj‘}‘ m L.,fﬁ:s' {' T{{TIIU *i{

N4 B4 40mg 77, BISEES 6 KA1 . 'H NMR (300 MHz, Chloroform-d)
8 9.25 (s, 1H), 8.92 (s, 2H), 8.31 (d, J = 7.4 Hz, 1H), 7.73 (s, 1H). 7.51 (dd, J =
7.9, 1.6 Hz, 2H), 7.44 - 7.35 (m, 3H), 6.59 (d, J = 7.4 Hz, 1H), 5.55 (s, 2H). MS
(ESD): 304 (M+H).
SR 7243 (ER TR EE)-5-(3-(E g -5-55) BRIE[1,2-a]
ﬂ%%?«%}%ﬁ%ﬁﬁ%ﬁ% i

AL

I%‘ TLb M{Mﬁ 35 Rl 4-pmgnge AR LAY, RSN 1 A9H T A
A SRR 7 ALY, TH NMR (300 MHz, Chloroform-d) 8 9.28 (s, 1H), 8.93 (s,
2H), 836 (d, I =74 Hz, 1H), 7.85 (d, I = 1.8 Hz, 1H), 7.75 (s, 1H), 7.71 (dd, I =
8.6, 2.0 Hz. 1H), 7.54 (d J = 8.8 Hz, 1H), 7.42 (d J=2.8Hz tH), 7.20 (dd I=

MS (h&i), 523 (M+H)o
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LR 8T (-4 B3 (ER R EEE T EEE)-3-G-HERER
LAY

pogeWsare

" Wik 54 (37mg, 145D, MFERMR (2mg, L1 HED, (=%
Sy TR (2.6mg, 0.03 J?Ef) SR (23.5mg, 3 Hi) T

“““ AH (3mL) H7K (imb) B9IESEEW A, 150°CH iumx}ﬁ 30min. =B
‘{%%/??U }ayk, Z;'faazm f& X M; m ‘EP‘TL‘#& ;\qu AT, 4::1;@»@)—(

____________

(d, J =74 Hz, EH), 7.48 \dd, J= Asoe:z, 8.5 Hz, 6H), 7.33 (s, EH), 7.21 (t, =85
Hz, 2H), 7.13 - 6.93 (m. 3H), 6.51 (d, J = 6.6 Hz, 1H), 5.51 (s, 2H). MS (ESI):
514 (M+H).

FHEH 9T -(G-A-F--CERH )RR T EE)-3-G-PEER
BBk 1,2~ M BE

PN~
cl Ao

B 7 AP EME 54 R0 TR ORI R JEORE LLAL, ZRE ST 8 S T
VRl s 9 1A, TH NMR (300 MHz, Chloroform-d) & 8.30 (d, § = 7.3
Hz, 1H), 7.63 — 7.28 (m, 7H), 7.04 (m, 5H), 6.49 (d, J = 6.8 Hz, 1H), 5.49 (s, 2H),
3.86 (s, 3H). MS (ESI): 526 (M+H).

LB 10T (- (@-F-3-(S R B FEE)-3,5- TR F ) - 3-8
BE -5 -2 BRI 1, 2-a B g

=N
oL
M

[%E LA ww 29 M 4-JRmsng S EORL LA, SRS E] 1 BT A T VA
g 1045 . "H NMR (300 MHz, Chloroform-d) 8 9.28 (s, 1H), 8.94 (s,
2H), 8.37 (d, I = 7.4 Hz, 1H), 7.76 (s, 1H), 7.42 (d, F = 8.8 Hz, 1H), 7.30 (d, ] =
2.9 Hz, 1), 7.20(d, T = 8.1 Hz, 2H), 7.03 (dd, T = 8.7, 2.7 Hz, 1H), 6.65 (4, I =
7.4 Hz, 1H), 5.56 (s, 2H). MS (EST): 534 (M+H).
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LA 11T (4-4-F-3-( R P EEE)-3-FF ) EE)-3- (g

BeHeUR f

’é??bl‘ A 34 AT 4-Rmseg N ECRL LIS, SRS 1 aSs & T
i 11 S Y. TH NMR (200 MHz, Chloroform-d) § 9.27 (s, 1H), 8.93 (s,
2H), 8.35 (d, § = 7.4 Hz, 1H), 7.75 (s, 1H), 7.48 — 7.35 (m, 2H), 7.34 ~ 7.29 (m,
2H), 7.13 (t, ] = 8.2 Hz, 1H), 7.05 (dd, ] = 8.8, 2.5 Hz, 1H), 6.63 (d. ] = 7.4 Hz,
1H), 5.56 (s, 2H). MS (ESI): 516 (M+H).

LR 12T ((4-3,4- TR E)-3-F R EE)-3- (g -5-55)BK
M1, 2-0 BRI

/j\ ==

o

l’ TL/\ wfxﬁ/:\ 36 ﬁ 4-18 gamfj ERLelAh, SRR 1 AHlE TR
szl 12 4. TH NMR (300 MHz, Chloroform-d) 8 9.27 (s, 1H), 8.92 s,
2H), 8.33(d, J=7.5 He, TH), 7.77 (s, 1H), 7.35 (4, J = 11.0 Hz, 1H), 7.29 (s, 1H),
7.08 (td, J = 8.7, 5.5 Hz, 2H), 6.80 (ddd, J = 10.0, 6.5, 3.2 Hz, 1H), 6.74 - 6.66
(m, 1H), 6.62 (d, J = 7.5 Hz, 1H), 5.54 (s, 2H). MS (ESI): 450 (M+H).

LHA 13T -(4-(4-F-3-CER P R REE) T ER)-5-FE-3-(F
W -5 YRR B [ 1, 2 B I

=N
pegeUts gy
M

B 7 CArb i 58 AT 4-msug il poh E R BLAN, SIS 8 sl 771k
SR 13165, "H NMR (400 MHz, Chloroform-d) 8 9.28 (s, 1H), 8.84
(s, 2H), 7.57 —~ 748 (m, 3H), 744 (d, J = 8.8 Hz, 1H), 7.34 (d, J = 2.8 Hz, 1H),
7.09 (dd, J = 8.7, 2.8 Hz, 1H), 7.03 (d, J = 8.6 Hz, 2H), 6.31 (s, 1H), 5.53 (s, 2H),

20 (s, 3H). MS (ESI): 512 (M+H).

LHH 14T-(4-G-F3-CERF B REERF R EE)-3-(HR-4-8)

K[, 2-a ] HEBE
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1N
F3C. O NJ\N N
0 i %

H T LAAs AR s4 AT 4-mEmE iR N E R LA, ZERSEN] 8 BUdi T
AL 14, "H NMR (400 MHz, Chloroform-d) 8 8.75 (d, J = 5.1 Hz, 2H),
8.55 (d, J = 4.4 Hz, 1H), 7.87 (s, 1H), 7.57 — 7.47 (1, 4H), 7.44 (d, ] = 8.7 Hz,
1H), 7.33 (d, J = 2.6 Hz, 1H), 7.09 (dd, J = 8.6, 2.7 Hz, 1H), 7.03(d, I = 8.3 Hz,
2H), 6.63 (d, = 7.4 Hz, 1H), 5.55 (s, 2H). MS (ESD: 497 (M+H).

LR 15—T-(¢-@-E-3-EEF B REE)FH)EH)-3-(E-3-3)
Ik R 1,20 | M

Falo O NﬁNHB
B 7 LI aE 28 A 3-gabme Ay iroRt LAk, BRI 1 09 H]a T VAR
S 15 45 . TH NMR (400 MHz, Chloroform-d) 8 8.80 (s, 1H), 8.69 (d,
=42 Hz 1H), 835(d, J = 7.4 Hz, 1H), 7.82 (d, I = 8.1 Hz, 1H), 7.70 (s, 1H),
7.54 (d, T = 8.5 Hz, 2H), 7.49 — 7.42 (m, 2H), 7.34 (d, J = 2.8 Hz, 1H), 7.09 (dd, J
= 8.8, 3.0 Hz, 1H), 7.03 (d, J = 8.6 Hz, 2H), 6.56 (d, J = 7.4 Hz, 1H), 5.53 (s, 2H).
MS (ESI): 497 (M+H).
LA 16—T7-(4-4-E-3-ERFEEER)-35- "8 FH E8)-5-9
%»&(ﬂ%%&%}%@ﬂ 2-a] M BE

jepeRte

s ? AV 59 1 4-E0E U MM IRRI LS, SIS 8 HOBI 4 777k
A4S 16 a8, TH NMR (300 MHz, Chloroform-d) § 9.29 (s, 1H), 8.84

(s, 2H), 7.56 (s, 1H), 7.41 (d, J = 8.7 Hz, 1H), 7.29 (s, 1H), 7.18 (d, J = 8.1 Hz,
2H), 7.01 (d, J = 8.4 Hz, 1H), 6.36 (s, 1H), 5.54 (s, 2H), 2.23 (s, 3H). MS (ESI:
548 (M+H).

LR 17 7-((3,5- - 4-(4- 3-SR B R BBy T i) 8 ) -3-08
BE -5 - ) DKM 1,2-a ] B IE

F A -
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b 7 LU e 37 A 4-gmeng 0B LAl SRR SR 1 0% 75 VA
S 17 LS. TH NMR (300 MHz, Chloroform-d) § 9.31 (s, 1H), 8.96 (s,
2H), 8.39(d, I = 7.2 Hz, 1H), 7.81 (s, 1H), 7.17 (m, 5H), 6.73 (d. ] = 7.3 Hz, 1H),
5.58 (s, 2H). MS (ESD): 518 (M+H). MS (ESD): 518 (M+H).

FHEH 18—T-((3,5- ZRA-G-(ERF B FEEFEHYEE)-3-(FIE-5-
HE)PRIE[ 1,2~ B R

gepeept

b 7 DA e 38 A0 4-pmsng ARk Bl b, SHESEE] 1 B vl
S 18 LS. TH NMR (300 MHz, Chloroform-d) § 9.30 (s, 1H), 8.95 (s,
2H), 8.39 (d, I = 6.1 Hz, 1H), 7.80 (s, 1H), 7.38 (m, 2H), 7.21 (m, 3H), 7.12(d, J
= 8.0 Hz, 1H), 6.71 (d, J = 6.0 Hz, 1H), 5.58 (s, 2H). MS (ESI): 500 (M+H).

LR 19 7((3,5- TR -4-((6- FF BEMEOR 3. 50 &30 R 50 L )-3- (g
-5-35 )R 1,2 a]%%ﬁ%

/o*t v

B 7 LU 30 1 4-3ugse N ORI LAL, S RESEE] 1 89% S TR
Sl 19 b . TH NMR (300 MHz, Chloroform-d) & 9.28 (s, 1H), 8.94 (s,
2H), 8.38 (d, J = 7.4 Hz, 1H), 823 (d, ] = 2.6 Hz. 1H), 7.77 (s, 1H), 734 (d, J =
7.1 Hz, 1H), 7.21 (d, J = 8.2 Hz, 3H), 6.66 (d, J = 7.4 Hz, 1H), 5.55 (s, 2H), 2.62
(s, 3H). MS (ESI): 447 (M+H).
SEHEH 207 -((d-((6- S E -3-20) | A)-3,5- /R E B E)-3-(ng

“5”%)@&@E192“33%%
¥ i
N 0\{\‘% ’k /)
Cl | F/L\//"?E\\/’O ----- EK///J
B 7 AR 40 AT 4-JRmng Ny s R DLAN, ZISCHEW] 1 A% T i |

L 20 ﬂf 4*4‘@ 1H NMR (400 MHz, Chim‘oform—d) $9.28 (s u»z} 8.94 (s

720 (d, § =81 sz, ?;H), 6.65 (d, § =74 H,_c, mp, 5.56 (s, 2H). Ms (LSE}. 467
(M+H).
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SEHER 217 -(4-(3- 8 -4- B R E)-3,5- R B A 3- (W g -5
F )ikl 1, Zva}i}%ﬁ%

i 7 LA W\ 41 M 4-JRmEnE S RORL AL, SRS 1 AR & TR
S 21 S THNMR (400 MHz, Chloroform-d) § 9.27 (s, 1H), 8.93 (s,
OH), 8.36 (d, J = 7.3 Hz, 1H), 7.75 (s, 1H), 7.16 (d. J = 7.9 Hz, 2H), 7.13 (d, J =
8.5 Hz, 1H), 6.96 — 6.90 (m, 1H), 6.80 — 6.74 (m, 1H), 6.64 (4, J = 7.4 Hz, 1H),
5.54 (s, 2H), 2.31 (s, 3H). MS (ESI): 480 (M+H).

LR 22—de(2,6- B4 (- IR -5- 25 BRI 1, 20 0.7 - 20 B E)
BB R )-2- %’i“’*i‘%ﬂﬁ%

N
pepeURs At

NG . oL N

Br 7L #h i 42 1 4-JRmsag OB ELAE, SRS 1 B T VA
st 22 4. TH NMR (300 MHz, Chloroform-d) & 9.28 (s, 1H), 8.94 (s,
2H), 838 (d, J = 7.2 Hz, 1H), 7.77 (5, 1H), 7.58 (t, J = 7.6 Hz, 1H), 7.23 (4. J =
8.2 Hz, 2H), 6.81 (dd, J = 21.1, 9.7 Hz, 2H), 6.66 (d, } = 7.2 Hz, 1H), 5.57 (s, 2H).
MS (ESI): 475 (M+H).

SR 23 7((3,5- 2B -4-(4-(CEH BB FEEE T E - 3-(mu-5.
FoymkiR1,2-a) M0

mtt Sav

i 7 CUP i iE 43 A1 4-imsng Ay JRURL LU AL, ZHESTEm] 1 8951 & 771
S 23 5. THNMR (400 MHz, Chloroform-d) § 9.28 (s, 1H), 8.94 (s,
2H), 8.38 (d, ] = 7.4 Hz, 1H), 7.77 (s. 1H), 7.57 (d, J = 8.6 Hz, 2H), 7.24 — 7.17
(m, 2H), 7.02 (d. J = 8.6 Hz, 2H). 6.66 (d, J = 7.4 Hz, 1H), 5.56 (s, 2H). MS (ESD):
500 (M+H).

LA 24T -((4-(34- T REEE)-3,5- /R R EE)-3- (g -5- 1)
KR 1,20 BT
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F M =
Ch A O, N,ﬂ\}{;’j
SPLUA
G 7 LUTPAME 44 R 4-0ReERE N BB DAL, SRS 1 AH 0T TR
5L bu’fj 24 A, TH NMR (400 MHz, Chloroform-d) & 9.28 (s, 1H), 8.94 (s,
2H), 8.37 (d, ¥ = 7.4 Hz, 1H), 7.76 (s, 1H), 7.36 (d, ] = 8.9 Hz, 1H), 7.19(d, I =
8.0 Hz, 2H). 7.04 (d. J = 3.2 Hz, 1H), 6.84 (dd. J = 9.0, 2.8 Hz, 1H), 6.65 (d, ] =
7.5 Hz, 1H), 5.56 (s, 2H). MS (ESI): 500 (M+H).

e -5- 20 KM 1,2-a 0

F E,\E*’\>\ =N
Fy C/G CG@ {\N)
1

e 7 LU aME 31 AT 4-y80msng Sy RopL RLAN, SRS W] 1 AN 5 T v
szt 25 . TH NMR (300 MHz, Chloroform-d) 8§ 9.27 (s, 1H), 8.93 (s,
2H), 8.39 (s, 1H), 8.34 (d, J = 7.4 Hz, 1H), 7.94 (dd, J = 8.5, 2.0 Hz, 1H), 7.75 (s,
TH), 7.37 (t, J = 8.2 Hz, 2H), 7.30 — 7.21 (m, 1H), 7.12 (d, J = 8.7 Hz, 1H), 6.62
(d, J=7.4Hz, 1H). 5.57 (s, 2H). MS (ESI): 483 (M+H).

LR 26 2-(4-(((3-(BEWE-5-25) BRI 1,2-a |05 0E -7- 30 30 F OB H
#H)-4-(Z R R )y

ﬂm

Sepolts

B T LAvbal R 8 R EME 53 IR LLAN, SRS 6 B H s TT iR %
LIE G 26 1h-590. 'H NMR (300 MHz, Chloroform-d) § 9.27 (s, 1H), 8.93 (s,
2H) 8.34 (d, J =74 Hz, 1H), 7.75 (s, 1H), 7.60 (d, J = 8.5 Hz, 2H), 7.36 (d, J =
8.6 Hz, 2H), 7.29 (s, 1H), 6.61 (d, J = 7.4 Hz, 1H), 5.58 (s, 2H). MS (ES1): 455
(M+H),
SERE 27—7-((1-(3,4- 8% 25)- 1 H-E e 450 FR 1 3 )-3- (B e -5 -3 )
5 NG AR WAEY L
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A~
Y N y/
Cl
Ci
B T LA A o R iR 53 R0k LAR, S HESLEA) 6 RS 0 vid %
SCHE 27 . TH NMR (400 MHz, Chloroform-d) 8 9.26 (s, 1H), 8.92 (s,
2H), 830 (d, J = 7.4 Hz, 1H), 7.73 (s, 1H), 7.70 (s, 1H), 7.68 (s, 1H), 7.41 (d, J =
8.2 Hz, 1H), 7.30 (d, J = 1.9 Hz, 1H), 7.07 (dd, 7 = 8.3, 1.9 Hz, 1H), 6.53 (d, J =
7.4 Hz, TH), 5.46 (s, 2H). MS (ESI): 452 (M+H).
LHEH 28— 2-(4-F-3-(CH B E O EEE)-4-((3-(EIE-5-yHBK [ 1,2-a]
W W -7 -0 L FR B TR

{

o
¢
=
A~
N

S 28 k5. TH NMR (400 MHz, Chloroform-d) § 9.26 (s, 1H), 8.92 (s,
2H), 8.32 (d, J = 7.4 Hz, 1H), 7.74 (d, J = 3.8 Hz, 2H), 7.59 — 7.55 (m, 3H), 6.59
(d, J = 7.4 Hz, 1H), 5.39 (s, 2H). MS (ESD): 489 (M+H).

SR 29——T-((4-(4-F3-CRP RS T EE)-3-(-H 1 H-
P 4. 20 R R 1,20 B O

E\fm&\(w

NN Y

Ci Q/H\//’l N

FoC > o7

PR T LA A 28 A1 1- FH 2k-4-(4,4,5,5- DY FAE-1,3,2- AR 0 A-2- 26 i 1
NIFERLLLAN, BN 8 FUH & T iR A SR 29 1 5. TH NMR (400
MHz, Chloroform-d) 6 8§8.21 (d, J = 7.4 Hz, 1H), 7.67 (s, 1H), 7.58 (s, 1H), 7.53 (4,
J=84Hz 2H), 7.49 (s, 1H), 7.44 (4, ] = 8.8 Hz, 1H), 7.37 — 7.31 (m., 1H), 7.08
(dd, J = 8.4, 2.1 Hz, 1H), 7.03 (d, I = 8.2 Hz, 2H), 6.50 (d. ] = 7.4 Hz, 1H), 5.52 (s,
2H), 4.01 (s, 3H). MS (ESD: 500 (M+H).
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W 30T -((4-(4-F-3-( B EEH)-3,5- /N EHEH)-3-(1-
R LT - BRI 1 2 R

FiC o ﬁk{*m

77777777 ty rkf-

ﬁfﬁﬂwm f>ﬁiﬁm‘ﬂ 8 EJit%?JJ f,LiJ é;&,bﬁz‘uﬂ 30 {Jc & ’i@o 'HNMR (300
MHz, Chloroform-d) & 8.25 (d, J = 7.4 Hz, 1H), 7.88 — 7.46 (m, 3H), 7.40 (d, J =
8.6 Hz, 1H), 7.28 (s, 1H), 7.18 (d, J = 8.5 Hz, 2H), 6.99 (s, 1H), 6.60 (d, J = 31.3
Hz, 1H), 5.51 (s, 2H), 4.00 (s, 3H). MS (ESI): 536 (M+H).

LR 3—T7-((4-(4-F-3-(CH B EEE)-3,5- T8 FHHEE)-3-2-
R B aE 545 R ZRDK IR 1,20 R 02

t *3{ o

|>/f ? CLHA R 59 A0 2-FH S -4 ne R N IR LA, S HESE B 8 Y
H 44 T i 2 SE ] 31 AL, 'H NMR (300 MHz, Chloroform-d) & 8.59 (s,
2H), 7.41 (d, J = 8.8 Hz, 1H), 7.35 — 7.26 (m, 2H), 7.18 (d, J = 7.5 Hz, 2H), 7.01
(d, J = 10.1 Hz, 1H), 6.38 (d, J = 35.6 Hz, 1H), 5.54 (s, 2H), 4.10 (s, 3H), 2.24 (s,
3H). MS (ESI): 578 (M+H).

LR 32— T7-((4-4-F-3-(EF P R ER)-3,5- 5T EHE)-3-4-
FE R 0 - 3- 0 ) KR [ 1,20 | IE

| Y
OO
Cl F ’ ’

B 7 LR E e 29 A 3-R-4- FE R R O JEORL DL, SRR E 1 Bl
TR S 32 1S . TH NMR (400 MHz, Chloroform-d) 8 8.61 (d, J =
5.1 Hz, 1H), 8.58 (s, 1H), 7.95 (d. J = 7.3 Hz, 1H), 7.61 (s, 1H), 7.44 (d, ] = 8.7
Hz, 1H), 7.35 (d, J = 5.2 Hz, 1H), 7.33 (d, J = 2.9 Hz, {H), 7.25 — 7.19 (m, 2H),
7.05(dd, = 9.1, 2.9 Hz, 1H), 6.57 (d, 7 = 7.4 Hz, 1H), 5.58 (s, 2H), 2.28 (s, 3H).
MS (BESI): 547 (M+H),

LW 33 7-((6-(4- B3RP R EH)-5-F e -3-2) P&
HE)-3-(RE0E -5 -0 DRI 1,2-a |
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g eWto Ry

F””U PR 32 R 4-JREERE R IERLBLAE, SRRSO S] 1 BE S TR
& SEHE 33 1k ’»*m 'H NMR (300 MHz, Chloroform-d) 5 9.28 (s, 1H), 8.93 (s,
2H), 8.35(d, J = 7.4 Hz, 1H), 8.06 (s, 1H), 7.74 (m, 2H), 7.54 (m, 2H), 7.33 (dd, ]
=8.7,2.6 Hz, 1H), 6.60 (d, I = 7.4 Hz, 1H), 5.55 (s, 2H). MS (ESD: 517 (M+H).

LA T4 F I ERFRVEEEIS-CHERLE
By 3- (e 550 DR M 1 2-—3}53%53}%

ﬁv (3

|>,f T CLHA R 30 1 4-3R1u8 s N R DLAL, SRS 1 8961 T 5 S
sl 34 b4, TH NMR (300 MHz, Chloroform-d) 8 9.27 (s, 1H), 8.92 (s,
2H), 8.31(d, J =74 Hz, 1H), 7.74 (s, 1H), 7.41 (d, J = 8.8 Hz, 1H), 7.27 (d, J =
3.0 Hz, 1H), 7.05 — 6.95 (m, 3H), 6.55 (d, J = 7.4 Hz, 1H), 476 (t, J = 6.5 Hz,
2H), 3.16 (t, J = 6.4 Hz, 2H). MS (ESI): 548 (M+H).

LR 35 T-(4-(4-F-3-( SR P EEER)-3,5-ZH/ T HHEE)-3-(8
BE-5-50)-[1,2,4] = E 14,3 =a]ﬁf§%

A 9
CEFW\OA\%
FiC ‘ @’J\f
F
Br 7 CAp ik 57 T 4-mBug gl iR IR R LAk, SIS 8 il ik
Wl g Sz 35 -5 4. 'H NMR (400 MHz, Chioroformwd) 8 9.56 (s, 2H), 9.33

(s, 1H), 8.67 (4, J =72 Hz, 1H). 743 (d, /= 8.7 Hz, 1H),7.29(d, /= 2.7 Hz, 1H),
7.20(d, J=8.0Hz, 2H), 704 (dd, f = 8.7, 3.1 Hz, 1H), 6.75 (d, J = 7.3 Hz, 1H),

5.59 (s, 2H). MS (ESI): 535 (M+H).
LR 36——T-((3,5- R -4-((6-( ZHF )M e -3- ) | ) ¥«

F)-3-(BENE -5 FE )R 1, 20 HE 12

N
i A\ =N
N 0 O N/L\N \ />
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B 7 LA R 45 A0 4-3Rmsng R IR DAL, SHRESEH 1 AYl 7 v
S 36 S, TH NMR (400 MHz, Chloroform-d) § 9.28 (s, 1H), 8.93 (s,
2H). 8.49 (d, J = 2.7 Hz, 1H), 8.37 (d, T = 7.4 Hz, 1H), 7.76 (s, 1H), 7.64 (d, ] =
8.7 Hz, H—i), 7.32 (dd J=8.6,2.8 Hz, 11—1}, 7.23 (d, J = 8.0 Hz, 2H), 6.65 (d. ] =

%&Wj 3?m7~((4-(4~%£u3n(::%; %%)ﬁ%ﬁ%}@ﬁ%@%}%ﬁ%)&(%
525 BRI 1,2 ] W8 g

pegeWent

[%E CLeb e 46 A1 4-gameng A RUpt LAk, SHESEE 1 0% & 75 15
S 37 ALS . TH NMR (400 MHz, Methanol-dy) 8 9.19 (s, 1H), 9.09 (s,
2H), 8.79(d, J = 7.4 Hz, 1H), 7.78 (s, 1H), 7.53 (m, 2H), 7.42 (dd. I = 8.2, 1.8 Hz,
tH), 7.25 (d, J = 2.9 Hz, 1H), 7.06 (dd, J = 8.8, 2.9 Hz, 1H), 6.99 (d, J = 8.3 Hz,
TH), 6.72(d, I = 7.4 Hz, 1H), 5.52 (s, 2H), 2.21 (s, 3H). MS (ESI): 512 (M+H).

LHEH 38—T-(4-G-E-3-ERF B FEE)FTHRE)-3-(HE-5-2)
K R 1,20 | R

=N
pegeWeas
N
B T b A 2 R (aME 53 sk CAAL, ZRE SRR 6 Bl A iR %
S A8 Ak . TH NMR (400 MHz, Chloroform-d) & 9.28 (s, 1H), 8.93 (s,
ZH),. 8.24(d, J=72Hz, 1H), 783 (s, 1H), 751 (d, I =86 Hz, 2H), 742 (d. I =
8.8 Hz, 1H), 7.32(d, I =29 Hz, 1H), 7.06 (dd, ] = 8.8, 2.8 Hz, 1H), 696 (d, ] =
§.6 Hz, 2H), 6.80 (d, 1 = 7.2 Hz, 1H), 4.61 (s, ZH). MS (ESI): 514 (M+H).
LB 39— T-(G-F4-(-F-3-(ER P I FEIE) T2 B 3)-3- (g
-5-F5) BRI 1,2-a ) B0
/z/\ D C )

[’;jtYLMWW\ 47 M 4-JRmnE N RORELL AL, SRS 1 AR & TR
Bl 30 5. 'HNMR (40@ MHz, Chloroform-d) § 9.27 (s, 1H), 8.94 (s,
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2H), 8.37(d, J = 7.4 Hz, 1H), 7.77 (s, 1H), 7.65 (d, J = 1.8 Hz, 1H), 7.44 (m, 2H),
7.29 (d, J = 2.9 Hz, 1H), 7.07 (d, J = 8.3 Hz, 1H), 7.01 (dd, J = 8.8, 2.8 Hz, 1H),
6.65 (d, ] = 7.4 Hz, 1H), 5.55 (s, 2H). MS (ESI): 532 (M+H).

LR 40T (4-(4-F-(EE TP EREE R E ZEH)-3- (g -5-
28)-[1,2,4] = F M {4,3-a] B 0E

CE WOJ‘\)

CF3
Bk 7 LArb (A 56 F 4-mEmp e A el LUk, ZRESeib il 8 Bkl 45 7 vk
'?Ei‘ﬂg?r%btﬁfé?ij 40 14 &%), "H NMR (400 MHz, Chloroform-d) 8 9.41 (s, 1H), 9.24
(s, 2H), 8.33 (d, J = 7.5 Hz, 1H), 7.45 (d, J = 8.7 Hz, 1H), 7.35 — 7.31 (m, 3H),
7.09 (dd, J = 8.7, 2.7 Hz, 1H), 7.01 (d, J = 8.5 Hz, 2H), 6.62 (d, J = 7.5 Hz, 1H),
4.81(t, J = 6.9 Hz, 2H), 3.19 (. J = 6.8 Hz, 2H). MS (ESI): 513 (M+H).

LR 41——7-(4-(4-F-3-(E R )RR E) R H ) -3- (e 55Tk
[1,2-a]l 5

I%C*‘ 1 LA A s R wﬁﬁ 53 J R DAL, SRS R] 6 Frdil 4 7 vkl &
ST 41 (LA, TH NMR (400 MHz, Chloroform-d) § 9.31 (s, 1H), 8.97 (s,
2H), 848 (d, I = 7.4 Hz, 1H), 7.78 (s, 1H), 749 (d, I =88 Hz, I1H), 743 (d, I =
2.7 Hz, 1H), 731 (d, ] = 8.9 Hz, 2H), 7.16 (dd, ] = 8.8, 2.7 Hz, 1H), 7.10 (4, I =
8.9 Hz, 2H), 6.83(d, J = 7.3 Hz, 1H). MS (ESI): 484 (M+H).

LHH 42T (3-(@- G- E3( R P E)VEEE R E)FHEE)-3-(
-5V IBRMEL 1,20 B IR

R
i N\ /~=N

o g

|>/f?Li‘l”iﬁf?“\6/%“'-4’{1}1/*\3% R LA, RS 6 BOH) & 77 &

SCER 42 4650, TH NMR (400 MHz, Chloroform-d) 8 9.26 (s, 1H), 8.92 (s,
2H), 830 (d, J = 7.4 He, 1H), 7.72 (s, 1H), 7.42 (d, J = 8.8 Hz, 1H), 7.31 (d, I =
2.9 Hz, 1H), 7.23 (d. J = 8.5 Hz, 2H), 7.05 (dd. ] = 8.7, 2.9 Hz, 1H), 6.95 (d, ] =
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8.5 Hz, 2H), 6.55 (d, J = 7.4 Hz, 1H), 4.54 (t, ] = 6.5 Hz, 2H), 2.85 - 2.78 (m, 2H),
2.25 - 2.20 (m, 2H). MS (ESD): 526 (M+H).

LA 43T (G- 3 ERH B REEE)-3-ERAPE) T A
%}-3—{@%%»5%}%%{1,2-3}ﬂ%%

s:c A {é}

‘E’Uﬂiﬂmfﬁ 48 HI 4-JRmang Jy JFoR LAk, SRS 1 By vE R
%fkd@ 7] 43 th-5¥0. TH NMR (400 MHz, Chloroform-d) 8 9.27 (s, 1H), 8.93 (s,
2H), 8.36 (d, J = 7.4 Hz, 1H), 7.85 (d, J = 1.7 Hz, 1H), 7.75 (s, 1H), 7.69 (dd, J =
8.5, 1.8 Hz, 1H), 7.48 (d, J = 8.8 Hz, 1H), 7.37(d, ] = 2.9 Hz, 1H), 7.11 (dd, J =
8.8, 2.8 Hz, 1H), 6.99 (d, J = 8.5 Hz, 1H), 6.63 (d, J = 7.4 Hz, 1H), 5.59 (s, 2H).
MS (ESD): 566 (M+H).

L TG G-E B3RP REE) TR EE)-3- (g -5-
) [1,2 41 = F 4,300

;\;——N
NN /’\ )
4
T
CFy

DA R 61 R0 4-BERE B ER MR R DLAL, S RSCHEN] 8 Mt T 'H
NMR (400 MHz, chloroform-d) 0 9.25 (s, 1H), 9.03 (s, ZH), 7.77 (d, J = 6.6 Hz,
1H), 7.50 (d, J = 8.8 Hz, 1H), 743 (d, 7 = 6.6 Hz, 1H), 7.39 (d, / = 2.7 Hz, 1H).

733 (d, J = 8.5 Hz, 2H), 7.16 (dd, J = 8.7, 2.6 Hz, 1H), 7.02 (d, J = 8.5 Hz, 2H),
5.56 (s, 2H). MS (ESI): m/z 499 (M+H).

LB 45 T-((@-(4-F-3-(ER P EFEEE)-3-F RN EH)-3-(8
iﬁus-ﬁm,z,@ﬁﬁ@{4,3-3}3‘%%

m’@\ /u\{é;

LAy EE? A 62 N AW BE e Rk LA, SIS 8 AUkl . 'H
NMR (400 MHz, chloroform-d) & 9.39 (s, 1H), 9.23 (s, ZH), 835 (d, / = 7.5 Hz,
1HY, 745 -7.43 (m, 1H), 741 {(d, J = 8.8 Hz, 1H), 7.36 (dd, J = 8.3, 2.0 Hz, 1H),
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7.26 (3, 1H), 6.98 (dd. J = 8.8, 2.9 Hz, 1H), 6.94 (d, J = 8.2 Hz, 1H), 5.57 (s, 2H),
2.25 (s, 3H). MS (ESID): m/z 513 (M+H).

SEHF 46—2-4-F-3-(ERF B EEE)-5-(G-(FR-5-8)-[1,24]1=
B4,3 maﬁﬁ%%»’?n%}%ﬂ%)ﬂi%ﬁﬁ g

m;t L

LA WEHMA»\ 63 A 4-BEBERRER N IR R DLAN, B ESER 8 Ml Tk,
NMR (400 MHz, chloroform-d) 6 9.41 (s, 1H), 9.23 (s, 2H), 8.37 (d, / = 7.5 Hz,
IH), 7.86 (d, J = 2.0 Hz, 1H), 7.72 (dd, J = 8.6, 2.1 Hz, 1H), 7.55 (d, J = 8.7 Hz,
IH), 742 (d, J = 2.7 Hz, 1H), 7.21 {dd, J = 8.6, 2.8 Hz, 1H), 6.95 {d, J = 8.6 Hz,
1H), 6.69 (d, J=7.5 Hz, 1H), 5.60 (s, 2ZH). MS (ESI): m/z 324 (M+H).

LR 47T (44 -3-(E R BB EE)-3-FF R E)-3- (e
-5-3%)-{1,2,41 = H (4, 3%1@%

mt At

LA Ea‘j 1’2; 64 il 4-BERE R A KL DLAL, SRS 8 Bl orid. !
NMR (400 MHz, chloroform-d) 8 9.43 (s, 1H), 9.25 (s, 2ZH), 8.38 (d, / = 7.5 Hz,
1H), 746 (d, /=89 Hz, 1H), 742 (dd, J = 109, 1.8 Hz, 1H), 7.33 (d, J = 3.1 Hz,
2HY, 7.16 (t, / = 8.2 Hz, 1H), 7.08 {dd, J = 8.8, 2.9 Hz, 1H), 6.71 (d, J = 7.5 Hz,
IH}, 5.62 (s, 2ZH). MS (ESD: m/z 517 (M+H).

SEHEH 48—T-((3-F-4-@-H-3-(ERF R REE) T E EE)-3-(FuE
-5-48)-[1,2,4] =R [4,3-a 1 WEBE

ci NN
o S N
N
cl QM N
CF,
LRI 65 A1 A TEIIRN R LN, S RSCIGH 8 KU1 7% 'H

NMR (400 MHz, chloroform-d) 6 9.40 (s, 1H), 9.23 (s, 2H), 8.35 (d, J = 7.5 Hz,
IH), 7.66 (d, J = 2.0 Hz, 1H), 745 (d, /= 8.8 Hz, 2H), 7.29 (d, / = 2.9 Hz, 1H),
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7.07(d,J=83Hz 1H), 7.02 (dd, J = 8.8, 2.9 Hz, 1H), 6.69 (d, /= 7.5 Hz, 1H),
5.59 (s, 2H). MS (ESI): m/7 533 (M+H).

SERR 49—T-(4-G- T3 EFH B FEIE)-I-CERAFH)TFTHE
B)-3-(H0E-5-55)-[1,2 4| = R[4, 3-a IR

DA R 66 R 4-BEREER MR R LAL, SRSCHEN 8 Mt T, 'H
NMR (400 MHz, chloroform-d) 6 9.40 (s, 1H), 9.23 (s, 2H), 8.36 (d, J = 7.5 Hz,
I1H), 786 (d, /= 1.7Hz, 1H), 7.70 (dd, 7 = 8.4, 1.7 Hz, 1H), 749 (d, J = 8.8 Hz,
IH), 737 (d, /=29 Hz, 1H), 7.12 (dd, /= 8.7, 2.9 Hz, 1H), 7.00 (d, J = §.4 Hz,
1H), 6.69 (d, 7 =7.5 Hz, 1H), 5.63 (s, 2H). MS (ESI): m/z 567 (M+H).

--N

BeaveWtar

%%ﬁfﬁ 507 (- (4-F-3-(E R B EEE) T E) E I )-6- -3 (K
B -5-FE DR IR 1,2-a B 0T

NepeBtent

immm 67 AR Uﬁh ZHESE B 1 A H A% . "H NMR (400 MHz,
chloroform-d) ¢ 9.28 (s, 1H), 8.93 (s, 2H), 8.15 (s, 1H), 7.73 (s, 1H), 7.56 (d, / =
8.5 Hz, 2H), 7.45 (d, J = 8.8 Hz, 1H), 7.35 (d, J = 2.6 Hz, 1H), 7.10 (dd, J = 8.6,
2.8 Hz, 1H), 7.04 (d, J = 7.3 Hz, 2H), 5.58 (s, 2H), 2.26 (s, 3H). MS (ESI): m/z
512 (M+H).

25 LR

B 1. AN IENE RS

W

1) SR

F R EEMCN 0.1M Tris-HCL 1 mM EGTA, PH7.2.

2) RGO ) R SR Y (2-83-PAF, 2-thio-PAF, Cayman, Lot 60945)

FTCK CBEVERE, T8 25me/ml PR, FRor s, (RFT-80°C. Wi 900
R MHE GREZ 50 pM).

3) DINB (5.5 - Bi-W-(2-fHF K B Ry, 5,5 -dithio-bis-(2-nitrobenzoic
acid), Sigma, Lot D8130)
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R A Al P = 28Kl R N L img/ml, A& 0.1M NaOH
A DTNB WA i7fE
4) LA DMSO VA 2210 sk g
SzaG R R
5 u 2-BR-PAF MM Lp PLA, WM. 2-BR-PAF /KRR oA B3R 3 )
5 DTNB KB, A Y, 7iE 414 nm BDE S A, AT Lp-PLA,

T
1.1 L&Y%t S i i N BEE R Lp-PLA, 3% 55 2k 3 s (4
111 528775

10 D ¥ I N, FIRGIRA IS
F1 MNARRNE
AL | RS AL | WAL
S22 30ul |20pL |20l
Tl (R 10l |10 uL
DMSO 1O uL 10 pL.
o 10L
(DMSO &)
2) LI 10 pL DTNB.
30 BRI 150 pL 2-85-PAF, (EBEFRAC LR 15s, (DAL NWIEIRA].
414 oM Bl 10 8, & ‘w% farill— i, WE R EE. et B
15 g =1 (REEHL-METOARIENEA-—RETO
FL)x100%
1.1.2 L%"’fiE?JJ"fF
*2: Haih ’\475{...%%\: PSR N R S LY BRI T Lp-PLA, #I%1%

Wiz, %
M | 100nM | 10nM
SCHEL 10 | 9014 |59.84 | 16.24
SCHEBL 11 18552 |43.00 1132
STHE 13 7117|4410 | NT

SO 16 10000 17221 | 26.11
fifl 17 | NT 41.55 |NT

(e
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SOHEWI 31 [NT 62.18 | 16.50
SCHEG 34 | 64.56 | 24.60 | NT
SCHER] 40 [87.93 | 50.61 | 29.67
SRR 47 [ NT 6547 | 9.43
NT R AL
42 PRSI 1pM RIS R XT Lp-PLA, ﬂinﬂéihé CF50%. T4y
L -ETE 100nM IR JEE 3 Lp-PLA, #6121 50%, v, S0 16 4
O3 P R T R R A E YR, 2 100nM RIS T Lp-PLA, i 2 Al A 3
5 //OE/,L,,J’:Q

L2 PR AEE S EBNERIER Lp-PLA, MBI AR E (& 4t)
120 SR 75

P %48 3 AR R, FIRG RSN
223 NAR RV
AL AL | AL
I 30ul {20puL |20l
Af,,hiﬁ&% g ,
- iopL | 10pL
DMSO 10 uL 16 uL
Fedh (DMSO 3
| 10L
fi# )
10 2) LA 10 uL DTNB.
3) BALIEA 150 pb 2-65-PAF, EEEPROC L3RG 15s, (AL NI .
414nM # il 10 _;\%LF B o - “;L'*T, ?J“J';E‘Z/ﬂ """ o JE AT AR
PO 2 = - OB dh AL — 1O ,-Eiﬁ LAl — REE A
L% 100%
5 1.2.2 SO R R 4
# 4 Wt f‘%k”w?_%? YH I N Y Lp-PLA, BRSSPk
Ry L =) ﬁﬂﬁjrf?‘” %"
100nM | 10nM
SRR L 88.95 | 54.63
SR 3 87.23 | 54.65
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SEHEE T 19671 | 68.03
SCHEMR 10 19121 | 72.07
SCHE 11 {8179 | 5427
SRR 13 193.04 | 65.93
SCME 16 19842 | 87.07
SO 17 {9576 | 66.43
SR 21 19128 5296
S 24 19431 | 56.62
SCHEE 30 1 94.38 | 56.39
SUREA 31 199.66 | 91.67
SeREf 32 19747 | 71.29
SIHE 34 19552 | 65.94
SCHE 44 19015 | 38.06
SIRE 46 | 9873 | 72.55
SCREGY 47 199.20 0 | 75.95

% 4 T AL S Y 100M IS R Lp-PLA, I3 KT 50%, £,
SR 16, SRR 31 E AR E AR R T s RE SN TR, AL 10aM
HBE X Lp-PLA, #IHIZR L 225 90% .

1.3 LRtk RIS Lp-PLA, IS MR 5 (1)
3 13,0 977

D) ¥ s AN A, FHIRGIRA S
#5: RNERRYIEE
AL | FRERAL | ATHREL
J2 SRR 30ul. | 20pL |20 pL
KR (ERED 10l |10 pl
DMSO 1O pl 10 L
FEgL (DMSO %) 10L

2y FFLIDA 10 ul DTNB.
3) f;}‘ S 150 ul 2-fi-PAF, fEEERAY FIRY 15s, FALAHEIRIES].
10 A14nM K 10 o35k, B eI, JJKE:/}}J - }’ZT’?J S SR R
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SRS AL —REE Y

PR =1 (BRI -RELTD FLH(
FOx100%
1.3.2 ,a wrﬁb‘?”ﬁ*‘
K 6 T A IR f\mmmjj 7] Lp-PLA, B0 35 1k
RTOT T K ? ”
L uM 100 nM | 10 nM
SR 1 NT 7591 1 9.94
S 2 NT 65.14 | 0.00
S 7 94.47 67.50 | 14.24
SR 11 NT 69.82 | 11.22
S 15 NT 56.19 | 0.00
S 16 90.15 57.54 | 9.80
SR 17 NT 61.37 |5.43
S 29 NT 64.31 | 22.70
SR 40 INT 62.46 | 1.41
S 44 NT 55.54 | 8.43
St 46 NT 79.21 | 23.03
SR 47 NT 50.71 | 1.88

" ?\JE %T%f/”lf

%E@%ﬁﬁiﬁ! 2: 89 %%ﬁl&}ﬁm ﬁ%%‘z

2.1, B

2.1.1 Tris/HCI (0.1 M, pH 7.4 Z5 s fc 1
FrOHL 12.12g TRIS (= & W5 & 3 0w,
aminomethane), A 1 800 mbL 7K, H HCH (2 MY pH 2 74,

KEZ R 1000 mL.

2.1.2 MgCl,

A

FRHIE SN,

B 1k

tris-hydroxymethyl

oK I F

FH 0.1 M Tris/HCZ2 M B0 5 MeCLOI00 mMOIE TR, 735 J5 2 T-20°C.

MeCl BB F RS

N 5.0 mM.

2.1.3 NADPH Bl
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FH 0.1 M Tris/HC 209 ALK NADPH (10 mMD) ¥, o8 AT
-20°C. NADPH R RE N 1.0 mM,

2.1.4 S9 fil#

FH O M Trs/HCHE A SO Ol Bl R b s (Rl FRam)D
FiBE 10 1%, KR w€@@%ﬁﬂ¥ﬁﬁﬁ%a£@>ﬁi&§>#$ S e
AL KE 89 gima iy MRS AT (AL R
ﬁ%%ﬁ%@fﬁMQﬁﬁQ%m@ﬁ%

2.1.5 FRlifl & Pl

ﬁﬂ%%ﬂmﬁ%AWﬁﬁﬁ.KHOM%%%%ﬁo%DMMWﬁﬁﬁl
mM J5 A LL0.1% BSA-ZKFRERE IR 2 aM B LB, aERs, 2
pM YRR 20 F, ZRUNIEON 01 pM.e IR R F%Emﬁg/&f<
0.01%.

2.1.6 RPN RS Wi

@ﬁzgmum«%ifﬁaLmMVVHW%%&JWH} ij%%
BHEARAED R 50 4. BEdRd, vIVID IEleia TR
PR 20 15,

2.2 SEEGTT

SO WETI T 96 AL PIHHT, WA REBIN 450 pL, 0.1 M Tris Z23
Wi (pH7.4). MgCly. 89 FI+NADPH/-NADPH /4 37°C FTRlY 10 min J7i (§£
A 600 rpm), MIAZIREWRM RN, ARIfE 0. 7. 17, 30, 60 min J5 /1
PN Lz S A Y S X ST WP

2.3 SEGES IR T

X7 FatE e /’\,,\ KB S9 R Fa

g | o |ERIERER I R A
g | (NADPHD (min)

S Ao 116

S HER 1 BRI 348

S 2 A ﬁﬁ -

S 2 KB -
SR 10 12
SR 10 196
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SRR 1 A B 331
””” Sl 11 N 169
%Emﬁﬁﬂzg A EE 180
S 29 NGB -
Darapladib AN 28
Darapladib PN 92
“ PR A B R R R, DRI R
T HREAMEG Y, SRS R R ﬁﬁ{WE%JH%& ERG
S B b-59 darapladib 2L %, H S KERACURPER BoR H?’;ﬁéﬁﬁ'ﬁﬁ e

fffff k.
ZHESCHEG 3. SD KB PR Lp-PLA, ISR

2.1 T
F9415 )1 SD RS, F1IESZ 25 mg/kg, Darapladib A ddH20 Jiff, 5%
T S VAN 0.5% 5 Iﬂ,}%, U EANCOMC 3. T 22530 Oh. 25205 1h.

3h 5h. 7h, 24h BREER i, S9E780E 30 A449h 5 8.0, BUE, W s
Lp-PLA T
2 S R

F%Mmﬂwmw@ B, EET ALY T SD KRN
Lp-PLA, MHIVEIGE sScdaai Rk 1 A 2 Pk,

EERARY], Bkandiin, GEESCEAME-S 1L 11, 44 W47, SgnE
ngﬂga%ﬂ?@”fpmAﬁ%H Ji R 5 BT A
darapladib A5 (PR SRRTATL . AR 55 éﬁa%\ s TS B A5 7,
*m@”%%mTﬁmxmmemMmﬂmh,amﬁfJmnw e
R TR

FERRORE R SR A B s e A 2%, snE®E R X
SR SR B R, A SIEOAE, 7R T AR R LA g
I, AR AR G AT DA AR R SR s BB G R R R R
Ve A EH IR BT BT R BB R A
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R R K

o R LAY 2 e ey DL s A A

zssjiN"\LF‘"1

Y‘Ar”@?ﬁx’%f/’LRz

R
(1) ,

A, RyH C-Celife. CorCellidt. Co-CothFh. C-Co¥bldt. 3-8 0
FeIAEL . Co-Ca B HE . «(CH) W NRuRs Co-Crg R L «(CH (3-8 TL 4475755,
WA, o, AR C-Co liedt . Co-Co Wi . C-Co i, Cu-Cy Mt Ci-Cy
HFE . 3-8 JudhI5HE . 3-8 JURMAL, Co-Cy 073 H%ui%ﬁghﬁm%
HH: -OH. -CN. =0, C-CoFidh. Co-Cho 778, C-Cetisidt. C-Co bt
B, C-Co ML C-Cp IEMEERL . Co-Co Mtk AL, g, mft

C-Co ki Fe. -S(OR. -SOR, . -NO,. -NRyRY;

&Jﬁﬁvﬁmfwi{(@ﬁ%ﬁmmﬂ%ﬁifizﬁﬂﬁmhkh

e, T CrCoIRl, CoCa SRS CrCo ERUFL AL TN
AL

C}*Cﬁ/ﬁ_ﬁﬁ;\ "S(O)fo “SOQR’,”\ “NGz‘\ -NR;ngf,;
XE&S\KH%@W&}

n N0y 1L 20 34

Ar Hy CeC ‘ Holr, Bk CoCio 545
EH%?WWi4A MR AT -ONL C-Ce b QC&ﬁﬁg
FEL B KR C-Ce . AR OOl LA

Y FE -A(Ce-Cro 758 -A-(3-8 T0Z4T745), H, A 4 0. S, «(CHy)
@N@wdﬁ”u&mﬁﬁﬂ5ﬁﬁﬁﬁiﬁw$ﬁ13Aﬁ§F%%%@

G -ON. C-Colmdt . C-Colr B, . R C-Co bt

z‘UCH“%h

H*Kgﬁplz&}Rmk@WWiHLQC&MWQQ
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