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=R A, K& T5E. RASMMAS
BIARF
AR JE TG, AR M= mmeBSe 59 HHl &k, Kb agd
“¥. UL HAERZS B,

HREA

JE & VA G T g i A2(Lp-PLA2) 2 G A2 8 21 Y % 7t (Dennis EA, CaoJ, Hsu
YH, Magrioti V, Kokotos G. Chem Rev. 2011, 111, 6130-6185). ‘& - E i iz 4, EWEgl
Mg, T WRES 40 B Fn 3= 40 ffd 4344 (Stafforini DM, Elstad MR, McIntyre TM, Zimmerman GA,
Prescott SM. J Biol Chem. 1990, 265: 9682-9687; Nakajima K, Murakami M, Yanoshita R,
Samejima Y, Karasawa K, Setaka M, Nojima S Kudo I. J Biol Chem. 1997, 272, 19708-19713).
T AR BEAEIR sn-2 BE AR IR (LDL) AL fE = 2E (¥, Lp-PLA2 i3t /KE%E
WABR I RN AR B sn-2 B8, 85 7 A2 S AL B i R AN VA LR MG IHEAR AL (LysoPC) (Caslake
MI, Packard CJ, Suckling KE, Holmes SD, Chamberlain P, Macphee CH. Atherosclerosis.
2000, 150, 413-419; MacPhee CH, Moores KE, Boyd HF, Dhanak D, Ife RJ, Leach CA, Leake
DS, Milliner KJ, Patterson RA, Suckling KE, Tew DG, Hickey DM. Biochem J. 1999, 338,
479-487). EACEITIR A LysoPC #R7ETG L E R ANNL, 3GINAALRLE, oM T kAt
BE NS 5 JORE S B T & A AE B (Quinn MT, Parthasarathy S, Steinberg D. Proc Natl Acad Sci
U S A. 1988, 85, 2805-2809). #E4R1&, LysoPC /55 22 Fi 4 o 55 M 48 11 20 Jfa X 7B i (Shi, et
al, Atherosclerosis, 2007, 191, 54-62). 41, LysoPC it M (A 40MossAk, A T iiE S
FN B Dhee RS )/ 5 (Wilensky et al, Current Opinion in Lipidology, 2009, 20, 415-420).

B EHOE, MK Lp-PLA2 KF5.OME % (Fitzpatrick AL, Irizarry MC,
Cushman M, Jenny NS, Chi GC, Koro C. Atherosclerosis. 2014, 235, 384-391), 4 R 95 4 25 BT
7K (DME) (Staurenghi G, Ye L, Magee MH, Danis RP, Wurzelmann J, Adamson P,
McLaughlin MM, Darapladib DMESG. Ophthalmology. 2015, 122, 990-996), Hij 7l 5
(Bertilsson H, Tessem MB, Flatberg A, Viset T, Gribbestad I, Angelsen A, Halgunset J. Clin
Cancer Res. 2012, 18, 3261-3269)H %,

B /RKHFERR (AD) & —FEPERZIBAT VGO, B SEOAMEEI N, B4

Bl), AN ICIZAE K, J7 FIBERG, 15 5 AR 2k 2 5 JARY BE 77 (Hardy J, et al. Science
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2002, 297, 353-356.) B /R SHE BRI 08 5 Bl I ) (RO HEAS T U 2 18 01 3808 AL, X2 60%
2 70% BRI G RE, JF2m 65 LA E AL 6% . AD B F &R H 5K REAN

, ORI B, RAHREINT . AD RIS E R PRI SRR —,
fib B SR AN AR e el e BEAE B A ROy — A A AL I, X L8 AR R Y
e VHEESE, AD 2 MERIYW LZRNRKER. G AD R R S i,
ARG, HLNNRS SRR, OREN tau E AR AB ik, SAbRIH
FIRPZE 98 i (Echeverria V, Yarkov A, Aliev G. Prog Neurobiol. 2016, 144, 142-157). HHIHI
AD 25tk EEERTE AR JEMFEARPEA tau (194 5 [ (Chiang K, Koo EH. Annu Rev
Pharmacol Toxicol. 2014, 54, 381-405; Awasthi M, Singh S, Pandey VP, Dwivedi UN. J
Neurol Sci. 2016, 361, 256-271). #R1f, REWRARATEIERM, H5HRAR R4 5
L REGEW G ARIT R XL NRBRISE RAUR, FH4 AD 6777 SR AR 2 H At sh 22
TE AL, AN E A RLEURI R 42 2 E o

M2 Lp-PLA2 7KF BF+ w340 1 2851 RRE 4 XU, 4% AD(Van Oijen, ef al. Annals
of Neurology, 2006, 59,139), AD 3 Hh &R I 1 ML E i R AR A PERR , DA S si% 4k LDL
7K>F-(Maher-Edwards G, De’Ath J, Barnett C, Lavrov A, Lockhart A, Alzheimer’s & Dementia:
Translational Research & Clinical Interventions. 2015, 1, 131-140; Kassner et al. Current
Alzheimer Research, 2008, 5, 358-366; Dildar, et al., Alzheimer Dis Assoc Disord, 24, April—
June ( 2010); Sinem, et al. Current Alzheimer Research, 2010, 7, 463-469), 1E AD &
KRBT AL S AEAT 11 1) 2 Fh 28 1441 g [K ¥ (Colangelo, et al., Journal of Neuroscience
Research, 2002, 70, 462-473; Wyss-Coray, Nature Medicine, 2006, 12, Sept.).

HETHrA X R, Lp-PLA2 &iR7T AD (IS /EEE A5, 1M Lp-PLA2 #1(7 Rilapladib
Etx; AD BEBIm R4S B —PESE 71X — fi(Maher-Edwards G, De’Ath J, Barnett C,
Lavrov A, Lockhart A, Alzheimer’s & Dementia: Translational Research & Clinical
Interventions. 2015, 1, 131-140).

TR R R E (AMD) J& TAL B2 IBAT PEZT » Buschini 474
B RAEAHE TNF-a 55, FIREET GIRAT AMD (1) & 9 b/l i S B 22/E F (Buschini et al,
Progress in Neurobiology, 2011, 95, 14-25; Tezel, Progress in Brain Research, vol. 173,
ISSN0079-6123, Chapter 28). 734+, Shi %% AIESE Lp-PLA2 1l 771 m] LABE W 28 P40 g[8+
(KB J(Shi, et al, Atherosclerosis, 2007, 191, 54-62). Lp-PLA2 [{j3l1 52 F IR AT AMD [
BRI T ik
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C&RIE T 7% Lp-PLA2 #lifil5F], B4 B-H Bt (Tew DG, Boyd HF, Ashman S,
Theobald C, Leach CA. Biochemistry. 1998, 37, 10087-10093), 5 (Jeong TS, Kim MJ, Yu H,
Kim HS, Choi JK, Kim SS, Lee WS. Bioorg Med Chem Lett. 2005, 15, 1525-1527; Jeong HJ,
Park YD, Park HY, Jeong IY, Jeong TS, Lee WS. Bioorg Med Chem Lett. 2006, 16,
5576-5579), HEJRRIIELIZ(Lin EC, Hu Y, Amantea CM, Pham LM, Cajica J, Okerberg E,
Brown HE, Fraser A, Du L, Kohno Y, Ishiyama J, Kozarich JW, Shreder KR. Bioorg Med
Chem Lett. 2012, 22, 868-871; Hu Y, Lin EC, Pham LM, Cajica J, Amantea CM, Okerberg E,
Brown HE, Fraser A, Du L, Kohno Y, Ishiyama J, Kozarich JW, Shreder KR. Bioorg Med
Chem Lett. 2013, 23, 1553-1556.), Fl% 2 F 2 l5(Nagano JM, Hsu KL, Whitby LR, Niphakis
MI, Speers AE, Brown SJ, Spicer T, Fernandez-Vega V, Ferguson J, Hodder P, Srinivasan P,
Gonzalez TD, Rosen H, Bahnson BJ, Cravatt BF. Bioorg Med Chem Lett. 2013, 23, 839-843).

i 4RIE Lp-PLA2 il 7% Darapladib & — R s ik sl EE AL AT DME RITEFEIR YT U7 1%

(Magrioti V, Kokotos G. Expert Opin Ther Pat. 2013; 23: 333-344).

KA R

AR NI, Lp-PLA2N AL 7 P22 aBAT PEAH OSBRI , AR R KR CAD)
FHCHRAIE R AR PR YE (AMD), B A 580 Ik o AR A A S50 L8 P07 Oy Tl A
EEMER . Ak, ARWABCT TR F A8 K Lp-PLA2FIHI 7, = FRm e Ei e
wEm.

B IEE A A BAT R DPUR G RSB AR Rl ik AT A
SN R ARRT IR A A BUOHR GBI B2y BRI RS2 A

M
/]
-
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ns M. s B EMOZHEN 00 1 B 2;

Riv Ry & EM ik H: -H BREE, JUE, w3, bodk, s, Bkt KMt
Pk, Mobedt, Besedk. pa QT EEE . AUk

Xiv Xp SFEMSLMIEH: WhHtHk, -0-. -S-B-NR"-,

RIEH: -H. ekt mURbE b

Ar V5 EEEO 2 5 By BT P 5 B 4 05 b I AUR AR 0. 1 B ANEL
REEIAL, Prd BUIE S B . )R okt UedE . s dE. besel k.
AR . fUT S . R, ke, BURE. . BB T AU

ZL

Y N-H. W&, bk, ke, iUttt Bkt bofdE, et it
i L. -OAr's -SAr'. -NH-Ar'. -NMe-Ar'. -NR"Z{-R"-Ar';

Ar'ife [ 55 BB 95 3 JITih O AR R 05 R O AR AR AR A B AU AR,
By C AV T S E Ovab i = P SN 5B ST AW S8 SN S AW S8 N S B S T AW Sz
B, Flidt, U AL, FUL. EIOE. AL, RIL. WAL, MBL. R, A
B 5 3

Ry ke

R" M b5 5

Z HOELS,

AR, AR R R <R AUGE AR B BV I R % RS HE H
F. Cl. BraI;

I O by i N A 778 SN 10 787 N AW 78 N o AW ST =B N ik
B bR B B AU U T BT BAT B e B A B AL Co-Coo ELREE ST BT s
Ak, N Ci-C; EEEBUHET e Tk, h C-Cy BB EEbTE: mlikth, 12 HH
ik TETRHE, RHEE, ETHEE, RTE RUT R MPTE. ESE, 1-FART R,
2-FREET L, -, Rk, 1-ZEENEE. BOREE. IECE. 1R, 2-F
IRFE. 3-FERIE. RO LI-THETTE, 22- TR, 33-THETHE, 12-
R TS, 13-HAE T, 23- BT AL, 2-2 R T Ak, BB, 2-FAE U, 3-HA
Ok, 22- IR, 3 3-SR, 23- RN, 24- IR, 3-2 0
o 2,2,3- = H T,

At FIA AT % H AR Ci-Cho HELRE BT BE W e 5 s ml 3%t i C1-Cy

4

b

ft
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ELREBCC R etk Al e, y C-Cs ELREBCSCRE W be bk Al it i 7 A AL, T 20
WIERZE, WRFEE, WIETH, WRTHE, WHTHE, WA T, VIELHE, 1-HFH
NPT 2- R T 3-FRENE T AR, PR SRR 1-Z TR T L IR
- R 2-FF R e 3-FRAR R, W A, 1 1- SRR T, 2,2- A
VT 3 3-SR T AR, 12- SRR A, 13- AR, 23- T A,
2-Z LW T A, WIEPEEE, 2-FHEW O, 3-FAIL 3t 2 2- THIL AL, 3,3-
WA, 2,3- P I 2,4- R L 3-Z R R B 2,2 3- = R R T A

AL, BTRCFRGE R C3-Coo SRIRBONR PN GT £S, PIUHE, Ny C3-Cq BERIR bedik,
AL, ONIRTRAE, BT, BRI, FRCEBUR B,

e, PRI AR EAHA 1A 240803 MEA N 0. S IZRJETFY 3-10
TCAE BRI, Ak, PrRRIONRE EEA 1 AE 2 MiEE N O 2 JEF1 3-10 76
EFHER A, PR RN EEE 1A 2 MEA N O FIZREF1 3-6 JuAEH
IR, AU, AR MR ESA 1 AN 2 MEE NS R EFI 3-10 ToAE S &3,
PR 28RN & H 1B 2 MEE N S MR EF 1 3-6 ToAE A I

AL, PTRCIFETN 6-10 JuigEE; WIENARERELEEE, WLV, 1-FRHE. 2
20

A, BRI LR 6-10 TRV A WG A P R FE BN 25

AL, FTARCZRIT A NI B 13 NMEE N O TS AR E I 5-10 TuAR TS
W mlideth, NI RS 12 NMEA N O S R 5-10 JTA 55 mlidkhh,
TR 2 2 B3 FI LR B . MEMEBR ., MHCMRER . WU R, MEMERR, MAMERR, MEWSIR. WEIEER,
AR, PR ZR O R ke -2-dE k-3 MEE-4-3E . MAIER-3JE . mkR-4-0Ek .
WE-2-JE, MENE-4-BE, WENE-S-EE, MERE-2-JE, MER-3-EE, WIMRSR. SRR, wgIIE
WG| Bl . WERAJE . nERIL . nAmbiL, SRndpbl. mEebL. BRAREL, FRmEhh. MERRmEL
I R IR | VBEWGY (2,3 -b VAR B | WG [ 3,2-b]-nbL e i, ke I [2,3-d]WERE J | 1k i I [4,3-d]
MRERAR L | BRI [4,5-d] BRI | THEMEFR[2,3-d]ERESL . IR JE[2, 1-b] MR L | IR 5
[1,2-b][1,2,4] =R B, SRJFMEWHE . SRJFIEMEEL | SRR RL | SROFmERE L RIFIEPEA
Fe JEIPIEMEIL | JEIFRIE L | IR S | R R [2,3-b ke L L R JE 3 2-c i L
ML I [3,2-D AL e T . BRI I [4,5-D]RIEIE JE . WKW I [4,5-cQMbme JE . mEIE Jf[4,3-d Atk e 2 |
MR 4, 3-cIMbmE L . ML [3,4-c]nLmE 3 . kR I [3,4-d]IEmE 2 . Pk RS I [3,4-b] e 2
KPR [ 1,2-a] ML S ELMAE [ 1,5-a] Pk me B o MENE JF[1,2-b]WARR L . DRI IF[1,2-c] WA g i

5

b
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MEIE FE[3,2-d] M mE 3 | L 31 [4,3-d WEIEIE L MENE FF[3,4-d W8 e 3 | LI I [2,3-d] M 2
MEWE FF[2,3-b]ME R B | HENE I [3,4-b ML IR L | Wi JF[S,4-d e 5L | Ik IR [2,3-b it |
WAWE I [4,5-d]WENE L, AT yRbnE-2-Jk HENE-3-JE, MERE-4-JE . MEnE-2-BE . WRNE-4-JEE
WA I -5 - J

AL, PRI R NI EEA 13 NG N O S IR R /Y 5-10 ToilE
RFEIR; AL, AR ESAH 12 MEE N, OF1 S FIART I 5-10 T RF5 ;s 7]
Metth, FrIRE RS IR FOPHEERR, SEREEER, SEREMEER, SEMERR, EALBRIR, Rk
WEFN. EMEWYIR. LRI,

AL, nys npy ns B ESIHOA 00 1 B 2; AEHL, ng A 0B 1, AEEML, n MO,
A, n, A 0B, AIEHL, ny N1, AIEHE, ns oA 1

AL, Riw R & EMOIHEH : -HL f. & IR REE JUL C-Co B
K EREE, R, ETHE. BTE. BUTE TR, B, -FETHE, 2-
FROE TR, 3-FRBE T, Rtk - B, BREE. IECEE. R, 2-FER
o 3-HH R, RO, L1-FRET R, 22- TR, 33- THET I, 12-HF
FETHEL 13- HET R, 23- HE TR, 228 TR, IEE, -, 3-FE D
C22- BRI 33- R R, 23- RO IR, 2,4- AR R L 3-2 bt Ek
2,2,3- =T ). Ci-C3 iR (-CD3 -CyDs5+-C3D7)- C-Cs ST 4 3 (-OCD; . -OC,Ds
-0C3Dy). mIOFESEE, pifRbTaE. IS E . T hedk. BFaess: mlikHh, R, A-H
B(-CHs, Alifth, Ry A-H, 7k, R, A-H;

ik, Xiy Xo S EAMOLHIEE: C-Co Wk (F[iEN, -CHy-, W%, WIER
e, WA, WIETHEEWRT ), -0-. -S-B-NR'-; A[i%H, X, N-CH,-3{-0-; 7]
W, Xy A-0-, Ak, X, N-O-;

A, RUEH-H. C-Co FisE(F . 25, IERHE. RAE. ETHE, 7 TH, #
TH PR IERE, LR TR, 2-FE TR, 3SR T, RRAE. 1- R A
Bk, IECHE. - RIE, 2-FE RS, - R, ROt 1 1- AT, 22-
TR IR, 33- HARTT AR, 12- HA T AL, 13- R, 23- T HET R, 2-4
FETH IEERE, 2-FA O3-S T, 2 2- R RIE, 33- AL, 23-—H
Rkt 2, 4- BRI -2 e 2,2,3- = BT ) AR L (R 16 -CD5. -CoDs
-C3D7)BE Cs-Co bEdt (RFAKEIE. IR T hedk. FRRbedt, Rokidl);

A, Ar NV ZREEERALIE R, d WK R nE R i E R AR AR 0. 1. 2 3K

6

i
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3AHUREEEAR, FrdEURES A& H: Fo ClL Br. I. -CN. -Me. -C;Hs. HA
%, -CD;. -OMe. OCD;. -CFs. 3{-OCF3; F[3EHL, Ar MWPZREE, Frid s i as
FAEGEE 2 NEUREREAR, iR B F

AigHL, Y 4-H. -F. -Cl. -Br, &, 28, IERHE. R, -CD;. -CFs. -CH,CFs.
-OCFs. -OCHF,. -OCH,F. ¥R, -3 K&, -FF S 2k -OCH;. -OCDs. -OC,Hs. -OCsHy+
B-OAr'; FIdh, Y N-H. X&. SK-OArs m[iEH:, Y A-H. -F. B-OAr';

AL, Ak IR mEnedk. mEng L, nbegdk, wbmesk, wEwy oML, BTk
JRFEL MEnEEL, WEnEEE. MG EE. MEMeIE. Ry I ok ra I B v SR A% 1 T AT
M 1. 2 B3 NMEUREERUR, Ird AR & B Marik | F. Cl. Br. -CN. Ci-C; 4t
RN FR., 2%, ERE. FHEE. ETHE, T3, BT, T3, ERE,
I-FREET I, 2-FIE T 38, 3R oL, RGEE. 1-ZFRNHE. FrkdE. IO, 1-FE
PR, 2-FE R, 3-HIE R, RO, L1-TFET R, 22- HET R, 33-
THEEL 12- TR, 13- R T, 23- BT, 2-Z TR, BB, 2-H
O, 3-FRIE U, 2 2- HI LR R, 3,3- R R, 2,3- R R, 2,4- R L
3-L BRI ER 2,2,3-= LT 5E). -CDs. Cy-Cs i fUHTE4E L -OCH3 -OCD3 -OC,H;7+ -OC5H;+
C1-Co MIRBEA AT C5-Co FhleE (RIIENFRALEHE . BT hedk, BRhedt. Frokedd);
A, Arik 2R, mbmE-3- Lokt ne-4- R ne-s-3E, AT, Frd Ardk 1 AL 2
ANEARIERUR, BB FEIE 1 Fy Cl. -CHs. -CF; 5(-OCFs;

AligEH, Z N 0.

g, BTAR(DIAEY, Bt EaiE sk, W, ikl (D A WiE
H T FMAE):
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i X
O Cr
I
A A o A PN
K/O o X N K/O o X N
F F
16 17
o) 0]

A A
(A I
SORCERC LS o4

18 19 F .

Ak, Prd il (D AL SWIBCEE TA A TR REAR, SRR w4
AERf A BOLRE YR, B2 BRI 10EE, HARRAEAE T, Tk gyss ]
PR ER AR (D LAY B 5 EA R & 2L

AlH, FrAZgte BRI AR T A EWmE RN, Mt sENE. %
$hy WikHL, PrdTEEGRRE. A7, . e, bt SR AR 8. B

Ak, BriR i ol M AsE R 1 W EMEBULE A Rk, MIETeRE, ShH
NIt = A NN S 1 = AL N S R A B | S R R R T AR 0E

Al PR A VU ARE = . EuE . eI, WRWE. PRI, BRRNbmE . HE
Sembne, HIEIRRG . N-BEREEMR, 1,5- B XOR[4.3.0] -5, 1,8- A XUIR[5.4.0]
T BRI-T 1L4-THRRUR[2.2.2) s AL, TR SRR SR =20
N-ZHE 5 A AIe, Jrid N-Ge i mh A4S N - F R uk

A, PrRZG N B AR ARER 1 AL AE L AT AR TR, A
FEfR . f Ak, AR IR AR, BOLRA I NS BRI L 2

i, FrARROFETVIER . AVLEE; ik, Frid AR aRE iR, SRR, A
MR . TRER. fHER. BEMR. WKIR: FikMh, FriAANREFETER. L. WR. HR.
R BRI . B, DoRIR. L. ERR. AR, KBR. EOR. R,
TRER . FREER. R, 6 OSEEER . BRAR. R ERK.

F—J7 M, feft—Rhal (D WAWEL AR SR VB, SEBER. R
s e R A, SRR AN, B Z A TR (SR I i, R IEAE
T EITIEASELN RBLPE 25 -
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R Cl | OH ¢ OMs c|
AM\ NSy N N
| _DIPEA /\)\ _LicL MW g P MsCl, EtsN_ L
x, A o J\A N)\x e r A
CH,CN
o< o< (nz X1 %/X1
1a 1b 1c 1d 1e

JOL O
N NJ\N
__KCOs /((\ NaH /(E\ | Y
x — -
RN H—x2 A R; NJ\H\X{QEN/
Dioxane/H,0 m\( DMF ({)\rx

’
Rz

ZRH, nps nos n3s Rys Xgs Xon Ze Ar Y B95E I B PFIA

X IR A% SR FAR SRS A R BT RS A IO RR L, n] AR B 1) 8 S I 2% A B
LI

— 5t RAE-FAMASY), KSR ARERN L (D HRAEYE AR
SRR I BRAR, ShW R R, AR BOR A, SR AR, B
57 A £ P K Rl B A LA R AR AT AR O 25 b T B2 (KA

AL, P2 SRR RS DIRE . B 2HIR. B ohgs 255
AR, FITIA IR H FA  AA AR R AR R R

nlifets, PR AR R R RN, R

A, PTIRRAA  R RE K B BT B

AL, Bk T W b 4 29 AR ST P VRV KB &
—J71H, R4 RRR (D WAME A R, AR, SR, R
A AR BB S MIE. BULZ R BTz, B LR A AT
7E fill #& Lp-PLA 2] 771 o (0 FH 3 o
—J7H, Rt BRI (D WEWECH AR R, NTHIRIE, M. e
s AR IR, SRS, UL Bl s, B ERAMA ST
TESI # R TT AR AT PEAE DS IRIm I Z4 v 1) FH i s
A, ORI RAT HEAN SR A FR T R KIG R (AD). HOLIR. AR
EHEAEM: (AMD) .

—J7i, PRt R (D WAL AR SRR TR, ShE R, X
10
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SR AR R SR AR, B2 BT, BE Bk S
PIESI#IR T OIS AR BRI T S BRI (DMED BT 3 BBeim (M 254 vh i ik 5

A, B O MUE PR A S KA REAL .

A AOR

XD EWR— R =IRERERS AL 5, KA I Lp-PLA2N G AT TiR77
PRERIRAT PEA OGBIN, IR /R BRI (ADD . F O LHRAIE R AH G B B AE P (AMD),
e IR Al ) G e TR A W= TP

HARSEHtiT7 X
Mt BL T SRR AR AT BE— U o B SR AR A, BLARSEREG A Ton i 1

AR BEAT U, A BT AR 7 2R 1 A< A B B B

AR H R A6 R AT DUR ) B2 HE AR QU RN i T ok & i, AT S H ABCR
GmbH & Co. KG, Acros Organics, Aldrich Chemical Company, #HiZft2EFHE:(Accela
ChemBio Inc) - Btk M A .

SEHE B T R R UL, TR TR AKTE

SEHE TR UL, OB =R, Bl 20°C~30C .

SEHEB) 1 AL A1 %

X
<\N IN F
AN
o .
1 F
Cl Cl Cl Cl
HO, MsO,
HO\/\NH N])§N H—p N|)§N B Z N|)§N s Z N|)§N
o oA LN A A
(2N HO\) O K/O k/O

B AW 1e K%
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X X
HO
~ONH N™SN DIPEA NTON
Ho— m)\%\m CHACN HO\/\NJ\%\CI
3
SN Hod O«
1a 1b 1c

FIRTH 2,4,6- =& -5-FEIEMENE 1b (1.5 g, 7.03 mmol). ~ZEEf% 1a (1.1 g, 10.5
mmol)Fl ~FF LM (136 g, 10.54 mmol) T 50 mL ZJEH, RN 3 /NS,
WA GE TR B R iy LW B A R (S e/ B =20/ 1) &4k, 4331 A ik =4

5 le(l1.6g, 77ZF: 81.0%).
'H NMR (400 MHz, CDCl3) & 3.94 — 3.89 (m, 4H), 3.88 — 3.83 (m, 4H), 3.77 (s, 3H), 3.17 (s,
2H).

Fob: AW 1d 10T &

cl cl
X Ho
~ ~N
NN LiCl, MW Z NN
HO\/\N Pz Cl 4>DMF NMCI
HO\) O\ K/O
10 1c 1d

FRTBUEY 2,2((2,6- —5-5-FE LB IE -4-y)azanediyl) 2% 1c (1.0 g, 3.54
mmol), SALE(0.75 g, 17.73 mmol) & T 5 mL NN-_HEFERE D, finds s (130
°C) 1 /NI, R4S, ] 2R ZBEREE(60 mLx3), &I FAHUA, FI A ALK IE
Ve, ToKBRERAN T, T uERR 25 T1RM), JEMOEH IR A,  F TR (i vk DA i 77 4
15 R (CEFH/FEE=20/1) 4k, B2/AEEE™Y 1d (039g, 44.0%).
'H NMR (400 MHz, CDCl3) § 4.32 — 4.27 (m, 2H), 3.92 (m, 2H), 3.83 — 3.76 (m, 2H),
3.76 —3.69 (m, 2H).

B=. UL AW If FH &

Cl Cl o
HO, MsQO )]\

Z N™SN MsCI/ELN Z N“SN _ KOs N

| |
= _— = NS
NJ\AC' DCM NJ\)\C' dioxane/H,0 N)Yk
k/o O K/O

20 1d 1e
FIR T A Y 2-(2,4- -6 E-WEIE FE[5,4-b][1,4]oxazin- 8(7H)-yl)Z;@r 1d(0.77 g,

3.1 mmol) MI=ZJ}% (0.94g, 93 mmol) ¥&T 30 mL [ =S FHh, 0°C TN FmEm: &
(0.39 g, 3.4 mmol), 0 °C FHEFE L 1 /NI I, 45 S SV E R 4 » ELIEHHT N — 25 OB,

12
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K b B IRLRVE T 60 mL A ANIKRRAVERI(/1, viv), ZE NIMAKRERH (13 g,
9.3 mmol), 90°C NHES NGB, JIEIRAE, AIRERCRE gk DABE IR AR R (& e/
FEE=10/1) 2itk, BREGEE> Y 1f (038g, 574 %)

'H NMR (400 MHz, MeOD) § 4.32 — 4.25 (m, 2H), 4.25 — 4.17 (m, 2H), 3.99 (m, 2H),
3.60 —3.52 (m, 2H).

Fhob: G 1%

o} F o]
<\N)J\|N . HO/\©\ o <\NJ\IN F
NJ\(ku F NJ\H\O
9! i OO0,
1f 19 1 F

$(2,4,5-ZHFEIL)FEE (39 mg, 024 mmol) T 5 mL T N,N-—F 35 5 kR
i, OCRIMANES @ ¥l 60% &8, 16 mg, 0.40 mmol), FiR FHIERMN 5 5
BS, LAY 1f (43 mg, 0.20 mmol), $iHERNL 1 /NS, I SEKE KRN,
FE R RE i LABE I R R (SR b/ = 10/1)2ik, 133 EEA 4 1 (13.6 mg,
20%)o

'H NMR (400 MHz, CDCl3) & 7.30 (m, 1H), 6.96 (m, 1H), 5.43 (s, 2H), 4.32 — 422 (m,
2H), 4.20 (m, 2H), 3.78 (m, 2H), 3.48 — 3.39 (m, 2H). MS (ESI): m/z 340.1 [M+H] ",

SEHEB 2 ALEW) 2 1

(0]
CL ]
N Yo F
_o /\©/
2
BRI-THEBE)FEE 35mg, 024 mmol) AT 5 mL T NN-—H BB Bz,

OCRIMANEALEN W Wit 60% &8, 16 mg, 0.40 mmol), Fi FHEER N 5 240,
TAAL A 1f (43 mg, 0.20 mmol), $HiEFERB 1 /NG, I EKE RN, AR

B DA AE R(CEFS/FEE = 10/)2ifk, 2283 AEEY) 2 (15 mg, 23.3%).
'H NMR (400 MHz, CDCls) & 7.45 (m, 1H), 6.96 — 6.82 (m, 2H), 5.43 (s, 2H), 4.33 —
4.22 (m, 2H), 4.19 (m, 2H), 3.77 (m, 2H), 3.46 — 3.39 (m, 2H). MS (ESI): m/z 322.1 [M+H] .

13
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SEHEB 3 LB 3 Ml

o)

I
NN N0 F
L_o /\(;[F
3 F
H(3,4,5- =/ AE)FEE (39 mg 0.24 mmol) FT 5 mL THEH) NN-—FEFEEfLH,

OCTIIMNEAE @ Pritih 60% & &, 16 mg, 0.40 mmol), I FHHERN 5 4405,
IMANAY) 1f (43 mg, 0.20 mmol), HEFERBL 1 /S, IIADEKERREL, HITER

FETEVLE LV A R(C AR B/ FE = 10/)2itk, 153 A A A=Y 3 (11.5 mg, 17%).
'H NMR (400 MHz, CDCl3) & 7.31 (m, 2H), 5.42 (s, 2H), 4.31 — 4.22 (m, 2H), 4.20 (m,
2H), 3.78 (m, 2H), 3.46 — 3.38 (m, 2H). MS (ESI): m/z 340.1 [M+H]".

KR 4 LB 4 [

o)

CLy

X F =

N@%«@O LI,
4 F

0
FHO CF s
- 22 o O ——"Cr .2 . ¢ g
N .
F 07 " cF, 07 " cE, N/J\(kCI
F F F K/O
4a 4b 4c f

4d 1

B

Q
CIy
RS s U
o /\@[o \I CF,
4 F

H— LB 4c %

FIRTH 2- (ZFFR) MEnE-4-F% 4b (0.85g, 5.2mmol), 3.45-=HAEFE 4a (1 g
6.2 mmol ) FIFRERAT (0.93 g, 6.76 mmol) VAT 30 mL N,N- ~HFFFB R, £ 90 CHit:
KL 1N, AE B Z= R SR BEIN 100 mL vk, H LR LBEAEE(50 mLx3), A IFA NI,
FIVIRI S BRI S, ToKIRERAN T, DR LT, DRI R RkaAr, ARk
FEEEE AR AIE R R MR 2.8 288 = S/)Zii3 2 i BT 4¢ (1.47g, 773
93.2%).

'H NMR (400 MHz, CDCl3) § 9.97 (s, 1H), 8.65 (m, 1H), 7.63 (m, 2H), 7.27 (m, 1H),

14



10

15

20

WO 2022/001881 PCT/CN2021/102420

7.01 (m, 1H).

B LAY 4d

i T A 3,5- /-4 (-5 T )L g -4-J2) A ) R S 4e (1.47 g, 4.85 mmol) &
F 50 mL 2.8, £ 0°CiN\ NaBH, (184 mg, 4.85 mmol), ZHILIHFERM 0.5 /NI, Ik
JEHAE, IMAIK, H IR GREAE(100 mLx2), S IFAHUME, FHRM UL IRE,
ToAKERER A1, L UERR 25 T80, DEMOR R IR AT, HIREOHE (il v LU IR A R (i
Bk/ 2.0 g =2/1) 23R A EREAEY) 4d (1.04 g, 7=%: 70.3%).

'"H NMR (400 MHz, CDCl3) & 8.59 (m, 1H), 7.24 (m, 1H), 7.11 (m, 2H), 6.99 (m, 1H),
4.75 (m, 2H), 2.19 (m, 1H)o

B AW 4 1%

H(3,5- -4 ((Q-CHRF ) MEnE-4-5) 5 5 I F B 4d (68 mg , 0.22 mmol) &
F 5 mL TEM NN-ZHFEEFERZ S, 0 CTFMANEAM@E Pl 60%7 &, 16 mg, 0.40

mmol), FiL FHFEIN 5 85, IMALEY 1f (43 mg, 020 mmol), $HiFE R 1 /N
5, MNP EARER B, FRERA = DA A R(C AR e/ = 10/D)4i1L,
BRAEEATY 4 (31 mg, 32.1 %)

'H NMR (400 MHz, CDCl3) § 8.58 (m, 1H), 7.24 (m, 1H), 7.16 (m, 2H), 6.96 (m, 1H),
5.45 (s, 2H), 4.32 — 4.23 (m, 2H), 4.19 (m, 2H), 3.78 (m, 2H), 3.46 — 3.37 (m, 2H). MS (ESI):
m/z 482.9 [M+H] .

SHER 5 LAY S Bl
X 3
NJ\AO/\@:Z/@N(CF
5 F
/\Q: Q /\@ /C(CFs £t /\C[ /G/CF;, ()Yk

<\NJ\N
F CF,
5 F
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—& LB Sb &

FIR T 6- CEFEFIE ) MEE-3-F7 5a(0.85 g, 52mmol), 3.4.5-RAFE 4a(l g
6.2 mmol) MR #1(0.93 g, 6.76 mmol) ¥&T 30 mL N,N- -G+, 7£ 90 °C it
RBL 1/, A AT RJEEI 100 mL 9KK, AR LBE#EEL(50 mLx3), A A,
PRI S BB O, KRR T, 198 R 5 TR, DR IRk 4i, FIRERA:
AL LTI R AR R 2.8 = S/1)2i15 2 8 AR89 5b (1.34 g, 7~
. 85.0 %),

B LAY Se il &

FIRTH 3,5- -4 ( (6- CERPED ilue-3-30) 45 B PIE Sb (1.34 g, 4.4 mmol)
BT 50 mL ZEEH, £ 0 °C I\ NaBH, (167 mg, 4.4 mmol), =iEHFER N 0.5 /N,
WEW L, IMAIK, 2R ZEEREEN(100 mLx2), & IFAHAM, FHEMERTE, L
IKERBREN T4, PRI TN, RO IR A,  FRE R A il LA B R 2R CFr Tk g
IR TG = 2/)4AF BRIl RAR & 724 5¢ (0.77 g, 723E: 57.3 %)

'H NMR (400 MHz, CDCl3) § 8.46 (m, 1H), 7.63 (m, m 1H), 7.30 (m, 1H), 7.09 (m, 2H),
4.73 (m, 2H), 2.40 (m, 1H),

E= AW S il

K (3,554~ (Co- C= D Hbmg-3-88) %000 28 EL) HlE 5¢ (43 mg, 0.14 mmol)
BT 5 mL TR NN-—HEFERESD, 0 CFIMASLM@E Wit 60% & &, 11 mg,
0.28 mmol), =l FHFERN S 2805, I 1f (30 mg, 0.14 mmol), HFERE1 h 5,
TN S KRN, IR (i LU R /(R P b/ T EE = 10/1)2E4k, 53]
O B AR B2 5 (11 mg, 723 16.3%).

'H NMR (400 MHz, CDCl5) § 8.50 (m, 1H), 7.63 (m, 1H), 7.28 (m, m 1H), 7.15 (m, 2H),
5.45 (s, 2H), 4.33 — 4.27 (m, 2H), 4.20 (m, 2H), 3.78 (m, 2H), 3.46 — 3.39 (m, 2H). MS (ESI):
m/z 482.9 [M+H] ",

KR 6 LB 6 (%

I :
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o}
F HO e £ s . By
/\@F U /\@[o A /\@[o ~ <N\)§/k(:|
F F F I\/O
4a 6a 6b 6¢c 1f

b
b —=2zV

o
NJLN
- N)\H\o P2
e hasdsl
4 F
6

F—D LB 4b &

FI K 6- AL E-4-1% 62 (0.5 g, 4.6 mmol), 3.4,5- =52 HEL 4a (0.88 g, 5.5 mmol)
FIRRFRA(0.823 g, 5.95 mmol) V& T 30 mL N,N- - FIEFEE T, 78 90 °C FitdE s 2 7
W, AHTIRERIN 100 mL KK, H LR ZEEFEL(S0 mLx3), A AN, HIMFE
WARTEWBE S, TOKBRIRAN T, RLDEBR L TR, DRI, FIRE A (a2 A
el AR R AT 2 B = 10/1) 20403 31 38 t[E AR R4 6b (0.4 g, 7% 34.8 %),

'HNMR (400 MHz, CDCl3) § 9.94 (m, 1H), 8.39 (m, 1H), 7.63 — 7.55 (m, 2H), 6.72 —
6.64 (m, 2H), 2.50 (s, 3H).

FE LA 6c &

FIR T 354 (-4 EHE) PR 6b (04 g, 1.6 mmol) AT
50mL ZFEt, fE0°C i NaBH, (71 mg, 1.86 mmol), ZiLiHER N 0.5 /NI, JE
Wi, A, H IR CBERER(100 mLx2), HFFATHAE, FHSACNE R, KA
FRAN T, L UERR TR, VBB IR AR, AR (il DL I R i R CRhi e/ 2 1
LBE =4/ AT B B HRER ) 6¢ (0.34 g, 77 %: 85.7 %).

'H NMR (400 MHz, CDCl3) § 8.29 (m, 1H), 7.07 (m, 2H), 6.70 (m, 1H), 6.65 (m, 1H),
4.73 (s, 2H), 3.20 (m, 1H), 2.50 (s, 3H).

FE=0 LA 6 il
5 mL T NN-— ARG R, 0°CIMANEAIE P b 60% 5=, 11 mg, 0.28
mmol), FIE TP 5 2505, N 1f (30 mg, 0.14 mmol), HFEM 1 h J5, AL
HKERRBL, AR A DL IR AR R(C SRR EE = 10124k, 534 A
YEFRRE= ) 6 (6 mg, 77ZE: 10%).

'H NMR (400 MHz, CDCls) & 8.35 (m, 1H), 7.12 (m, 2H), 6.67 (m, 2H), 5.44 (s, 2H),
17
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433 —4.27 (m, 2H), 4.19 (m, 2H), 3.78 (m, 2H), 3.45 — 3.38 (m, 2H), 2.50 (s, 3H). MS (ESI):
m/z 429.0 [M+H]".

SEREB 7T A T &

<\N )OI\ N

X I Z

ogacdes
7 F

[¢]
F HO P =
Aedhe S e sde e lardegese
E ™ o N o N N)YKCI
F F F (0]
4a 7a 7b 7c 1f

(o}

B S
= ey
7 F
B LB T KB %
R T 6-FFALIE-3-BF 7a (0.57 g, 5.2 mmol), 3.45-=HAFEE 4a (1 g 6.2 mmol)All
10 BRERH(0.93 g, 6.76 mmol) ¥&T 30 mL N,N- ~HFIEFE LA, 76 00 CHFER M 1 /N,
AEBNZESFEIN 100 mL KK, H R CEEAEL(S0 mLx3), &HHAHAH, HHMmEil
KBS, ToKIRBRAN T, S DERR 250, DRV ik s, FREBSOAE: (3505 A
Vel R AR LR OB = 10/1)2E4015 2 5 i 4474 7b (0.91g, 772E: 70.2 %)o
'H NMR (400 MHz, CDCl3) § 9.92 (s, 1H), 8.28 (s, 1H), 7.62 — 7.49 (m, 2H), 7.18 — 7.10
15 (m, 2H), 2.54 (s, 3H)s
L BT Te W&
FIRTH 3,5- -4 ( (6-FFLnbng-3-3L) &L FKFEE 7b (0.91 g, 3.6 mmol) &
F 50 mL HEES, 76 0°CINA NaBH, (161 mg, 4.3 mmol), ZikiH N 0.5 /M, 8L
Wi, A, H IR CBRAER (100 mLx<2), A IFFAAHUAE, FEAE A Al T g
20 TCOKBREREN TR, S UERRE TN, DEMORE RS, PR G DAE B AR A R CRrm
Bk/ 2. B = 4/1) 23 BT AR =) 7e (0.89 g, F=#: 98.4 %)o

'H NMR (400 MHz, CDCl3) & 8.20 (m, 1H), 7.16 — 6.98 (m, 4H), 4.69 (m, 2H), 2.88 (m,

18
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1H), 2.50 (s, 3H).
F=0 WA T 1%
H(3,5- i -4-((6-FF ik e -3 -2 S ) R ) U BE 7¢ (35 mg, 0.14 mmol)i& T S mL +

B NN-— R R, 0C R IMANEEIE Wik 60% 7 &, 11 mg, 0.28 mmol), =
BERBHER 5 80, IS 1f (30 mg, 0.14 mmol), PR 1/ E, A
D BIKPER IS, FHREIAE (T DA AR R (R P e/ B = 10/1)2E4k, B3A G
[ 4724 7 (12 mg, 20.0 %)o

'H NMR (400 MHz, CDCl3) & 8.27 (m, 1H), 7.14 — 7.02 (m, 4H), 5.42 (s, 2H), 432 —
4.25 (m, 2H), 4.19 (m, 2H), 3.77 (m, 2H), 3.45 — 3.36 (m, 2H), 2.51 (s, 3H). MS (ESI): m/z
429.0 [M+H] .

SRl 8 fLE) 8 [ %

f—: B 8b K&

FHIL K 2- B LM IE-5-BF 8a (0.25 g, 2.3 mmol), 3.4.5-=F AT 8a (044 g, 2.7
mmol ) FIBRER4H(0.41 g, 2.9 mmol) V& T 30 mL N,N-—FIREFEL T, £ 90 CHPE R 2
ANBE, AENTR RSB 100 mL vKK, H R GEEFEEX(S0 mLx3), A IFFANAHE, HEA
SACTIE S, TOKBRIREN T, S DERR TR, BRSSP R (i
DA A 3R (T 22 2B = 10/1) 254043 B 3 A [ 4474 8b (0.24 g, 7% 41.7 %),

'HNMR (400 MHz, CDCl3) § 9.93 (s, 1H), 8.39 (s, 2H), 7.64 — 7.54 (m, 2H), 2.72 (s, 3H).

Fb AW 8c 1%

19
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FIE K 3,5- T -4- C (Q-FFLmsng-s-5L) HHL) ZEFEE 8b (024 g, 0.96 mmol) &
F 50 mL BEES, £E 0°CHNA NaBH, (30 mg, 0.79 mmol), =IIRFER 0.5 /N, Jel/E
wdd, IAIK, H B CEEAAR(100 mLx2), SIFAHAE, FEANTE R, Tk
BRAN T, L UERR TR, DR IR AR, RO (s DA R R Ch e 2 12
5 LBR =4 AR R TR 8¢ (0.17 g, 77EE: 70.2 %).
'HNMR (400 MHz, CDCl3) & 8.33 (s, 2H), 7.04 (m, 2H), 4.71 (m, 2H), 2.70 (s, 3H).
=0 A 8 &
H(3,5- T TR-4—((2- FF g -5 ) R L) R B 8¢ (35 m, 0.14 mmol)i& T 5 mL F
BRI NN-— R EFE I F, 0°C FIMANSABIW Pt b 60% 5 &, 11 mg, 0.28 mmol),
10 FER TP 5 25805, IS 1f (30 mg, 0.14 mmol), FEFESN 1 /MG, I
N BB R, FIRERA: (B 38 DLBE IR AR R (AP b/ B = 10/D)2if, H31H
i 74 8 (8 mg, 13.3%)o
'H NMR (400 MHz, CDCl3) & 8.34 (s, 2H), 7.13 (m, 2H), 5.43 (s, 2H), 4.32 — 4.24 (m,

2H), 4.19 (m, 2H), 3.77 (m, 2H), 3.42 (m, 2H), 2.69 (s, 3H). MS (ESI): m/z 429.9 [M+H]",
15

SKHF 9 LB 9 %

-
|
9 F

o]
F  HO . -
|
i ! . S
F F F
4a 9a 9b 9c¢

o]
_ L
LE <\N\ ‘N F CF.
o Sasdes
9 F
F—0: WA b ] %
20 FIRTH 4- (ZFFR) KH 9a (084 g, 52mmol), 3.4,5-=FAEFE 4a(lg, 62

mmol ) FIRREZ4F(0.93 g, 6.76 mmol) T 30 mL N,N- ~FEERELI T, #£90°C HiHE RN
1 /B, AAR|Z B 100 mL 7KK, H 4R OEEAEI(S0 mLx3), &HANAE, HA
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SUCEN K IEGESS, ToKBRBRAN T, I IERRE TR, SRR RS, FIREROH: (A3
RLABE I AR R (AT 02 OB = 5/1)2EA0AF 3 5 (A [ A4 9b (1.33 g, 77 % 84.6%).

'H NMR (400 MHz, CDCl3) § 9.94 (m, 1H), 7.59 (m, 4H), 7.04 (m, 2H).

B B 9 &

BT 3,5- -4 (4- (Z|PFE) REE KPR 9b (133 g, 4.4 mmol) BT
50 mL R ZFE, 7E 0°C i\ NaBH, (166 mg, 4.4 mmol), FEiRHMEERMN 0.5 /N, I8
JEAAE, MK, HI R ZBE#EEL(100 mLx2), & IFANAE, FEAEIBKIE RS %,
ToKBRBRAN T, 1LVERR £ TN, DM IRAE, AR i i A A R Ol
TR/ 2R B =2/1) SiAFBITE AR 9¢ (0.85g, F=%: 63.4%).

'H NMR (400 MHz, CDCl5) § 7.57 (m, 2H), 7.09 — 7.00 (m, 4H), 4.72 (m, 2H), 2.03 (m,
1H).

F= AW 9 Ml

W 3,5-F-4- (4- (A R RED FEE9e (43 mg, 0.14 mmol) T

SmL T NN-F R FE R F, 0 CTRIMASE it 60% & &, 11 mg, 0.28
mmol) , Eild THHRE S A8 iE, IMALEY1If (30 mg, 0.14 mmol) , kKR
B2 1 /NI, NS ARV RSE, PR AR i DL BE Il R R (&R be/ Y = 10/1)
aifk, BEIAENAE Y9 (O mg, 13.4%)o

'H NMR (400 MHz, CDCl3) § 7.56 (m, 2H), 7.16 — 7.09 (m, 2H), 7.00 (m, 2H), 5.44 (s,
2H), 4.30 (m, 2H), 4.20 (m, 2H), 3.78 (m, 2H), 3.46 — 3.35 (m, 2H). MS (ESI): m/z 481.9
[M+H]",

SERER) 10 L5 10 FOHI %

0O

(NJLIN
F
% Q.
(0]
K/ (0] OCF3
10 F
o]
F  HO OCF3 sy e —
O/ U O O, G
F o} OCF, o} OCF, NJ\H\Q
F F F K/O
4a 10b 10 11

10a

C

e NJJ\N
=, <\\I r
IORAOEYL
© 0 OCF,
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B2 LA 10b K%

FIRTH 3- (ZHPEE) ZEBY 10a (0.50 g, 2.8 mmol), 3,4,5-=FAFE 4a (05 g,
3.1 mmol)FIFREZHF(0.5 g, 3.64 mmol) 4T 30 mL N,N- ~HF I RE T, 76 90°CHtHE
22 /N, AETEOREFEIN 100 mL VKoK, H ZBRZBREEN(S0 mLx3), & HAHE, H
VAN SN DE U, KRBT, I D8RR 2570, DEVROR R Ik 4,  FHRERCA:
L LB BRI R CA IR R 2.8 = 10/1)2i e/ BB A4 10b (0.73 g, F235K:
81.9 %).

'H NMR (400 MHz, CDCl3) § 9.94 (s, 1H), 7.64 — 7.54 (m, 2H), 7.34 (m, 1H), 7.00 (m,
1H), 6.87 (m, 2H).

F b AW 10¢ [l

FITH 4- G- (ZRPEIL) FHEE) -3,5- FAFE 10b (0.73 g, 2.3 mmol) ¥4
F 50 mL HEEF, {E0°CHIA NaBH, (86 mg, 2.28 mmol), =IEMFEN 0.5 /N, Ji/E
Whs, MMAK, FZBRZEEAEL(100 mLx2), & IFAHUMH, FIMmmE K iE sk,
ToKBRBR AN T, I IERRE TR, IR IR AE, I RE O (i E DABE R R Ch
fik/ .08 OB = 4/D)AIR BT AR 10¢ (0.57g, 772 77.4%).

'H NMR (400 MHz, CDCl3) § 7.30 (m, 1H), 7.06 (m, 2H), 6.94 (m, 1H), 6.85 (m, 1H),
6.81 (s, 1H), 4.72 (m, 2H), 1.94 (m, 1H).

=2 A 10 K%

W a- (3- ( ZmPAEE ) R ) 3,5-SF oK ) FIEF 10 (48 mg, 0.15 mmol) ¥
T 5 mL R N N-Z IR BERE 0 CRAAZMM@E b 60% 7, 11 mg, 0.28
mmol), ZF THFEREL S 7385, IMALEY 1f (30 mg, 0.14 mmol), FEHERAL 1 /N
J& s TN B ARV KIS, A B A 1 vk A I R A SR (U P e/ P = 10/1)2li4k, 13
B A4 10 (18 mg, 25.8%)o

'H NMR (400 MHz, CDCl3) § 7.30 (m, 1H), 7.11 (m, 2H), 6.93 (m, 1H), 6.83 (m, 2H),
5.44 (s, 2H), 4.34 — 4.27 (m, 2H), 4.20 (m, 2H), 3.78 (m, 2H), 3.46 — 3.38 (m, 2H). MS (ESI):
m/z 497.9 [M+H] .

SERER 11 ALAW 11 RO %
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<\\N F CF,
N)YKOA@[O@[CI
TG O 2 AR G,

n@

F— AW 11b Kl

FIL W3- 4- (ZFF L) W 11a (025 g, 1.27 mmol), 3,4,5-=F A FEE 4a (0.22
g, 1.4 mmol)RIERIRE! (0.23 g, 1.65 mmol) 7&T 20 mL N,N- ~HEFEZH, 78 90°CHi
PR 2 /NI, A ETR R JGRIN 100 mL UKoK, F 2.8 ZERFEEL(S0 mLx3), &I HLAH,
IS BB, ToKER RN T18, Rl DERR T80, JEVRORUE IR AE, FITERR
RS E LT B RIA RCA TR 28R 2.8 = 10/)4ib 3 2 8 alA % 11b (032 g, 77
K 748%).

'H NMR (400 MHz, CDCl3) § 9.95 (s, 1H), 7.69 — 7.56 (m, 3H), 7.10 (m, 1H), 6.92 (m,
1H).

Fb AW 1e 1%

FE TR 4- G-F-4- (P FEH) -3,5- FAFE 11b (0.32 g, 0.95 mmol)
T 50 mL FEES, £ 0°CHIA NaBH, (36 mg, 0.94 mmol), =IEHFEI 0.5 /N,
RS, K, 28 ZEE2EE(100 mLx2), &AM, MK BB
e ToKBRIRAN M, 1 PEIR 2 0), DEVROR IR A, PRI (i vk AR IR P& R (A
TR TR B = 4/1) 215 3] A AR AR ) 11¢ (0.15 g, 773E: 46.6%).

'H NMR (400 MHz, CDCl3) & 7.62 (m, 1H), 7.13 — 7.00 (m, 3H), 6.90 (m, 1H), 4.74 (m,
2H), 1.88 (m, 1H).

F=00 a1 A
W (4-G-F-4-(Z R ) R 2 )-3,5- R OR ) B 11¢ (67 mg, 0.20 mmol) & T 5 mL T
PR NN-— BB SBH, 0°C R IMAZALB@ Pt 60% 5=, 15 mg, 0.38mmol), =
RN 5 5, LA 1f (40 mg, 0.19 mmol), $EdERB 1 /PEE, A
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BRI, IR B DB IR AR R (R b/ R = 10/1)4ifk, #Balat
A7) 11 (21 mg, 21.4%).

'H NMR (400 MHz, CDCl3) § 7.62 (m, 1H), 7.14 (m, 2H), 7.06 (m, 1H), 6.89 (m, 1H),
5.45 (s, 2H), 4.34 — 4.26 (m, 2H), 4.21 (m, 2H), 3.78 (m, 2H), 3.52 — 3.37 (m, 2H). MS (ESI):
m/z 515.9 [M+H] ",

SEHER 12 AL AW 12 FOHI %

0
J
(N\ 'N F OCF
N 0 3
o8 LA
12 F

o}
i F HO\©:CI 5 7 F /@Eoca 5 o F/©(00F3 <\NJHN
F OCF, 0 Cl 0 cl NJ\H\CI
F F F K/o
4a 12a 12b 12¢ 1f

o
CL ot o,
eaacde
12 F

F— AW 12b Kl

FIRTH 3-H4-(ZFFEHEL) KM 12a (0.50 g, 2.4 mmol), 3,4,5- = F K F % 4a (0.41
g, 2.6 mmol)FIEREREH (0.42 g, 3.04 mmol) V& T 20 mL NN- - HF IR+, 7 90°CHi
FERCNL 2 /NI, AR RIGRIN 100 mL 3KK, 2.8 Z B EL(50 mLx3), & IEA NI,
FIV AN SN IR TR BESS , ToK BRI 1, 1L DERR 5T, DEMORE 4,  HIRERR
FEETEVE LA IR R CRMER B8 85 = 10/1) 2013 B B lE A4 12b (0.62 g, 7~
£ 73.2%).

=5

'H NMR (400 MHz, CDCls) § 9.94 (s, 1H), 7.63 — 7.54 (m, 2H), 7.29 (m, 1H), 7.07 (m,
1H), 6.90 (m, 1H).

B LAY 12¢ 1%

FETHE 4- G-F4- (CHRFES KA -3,5-“FAFEE 12b (0.62 g, 1.8 mmol)
7T 50 mL FEEH, 7€ 0°CHI NaBH, (62 mg, 1.94 mmol), ZFiRHFESN 0.5 /N,
RS, IMAIK, 2R ZEEREEL(100 mLx2), &AM, FIMm KR
e JOKBRIRAN M, 1 PEIR 20, DBV IR A, PRI (i vk AR IR i R (A
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T/ R B8 = 4/ D)2 BT AR 12¢ (0.53 g, 77Z8: 83.0 %),
'H NMR (400 MHz, CDCl3) § 7.25 (m, 1H), 7.06 (m, 2H), 7.01 (m, 1H), 6.87 (m, 1H),
4.72 (s, 2H), 2.04 (m, 1H).

B AE 12 Kl
B (4- B-F-4- (CHRPEIL FEEI) 3,5- 2 F/FEE) FEE 12¢ (67 mg, 0.19 mmol)

BT S mL TEEM NN-ZHREFE G, 0°C NIMASANE Y+ 60% &8, 15 mg,
0.38 mmol), Fid NHFRALS 58S, IAKAEY) 1f (40 mg, 0.19 mmol), FF:RAML 1
NI S N KRR R, FRE ST €38k AT AR A4 SR (&R e/ R BE = 10/1)4k
1, 1321 ERE A 12 (19 mg, 18.8%).

'H NMR (400 MHz, CDCl3) & 7.23 (m, 1H), 7.16 — 7.08 (m, 2H), 7.03 (m, 1H), 6.86 (m,
1H), 5.44 (s, 2H), 4.30 (m, 2H), 4.20 (m, 2H), 3.78 (m, 2H), 3.46 — 3.39 (m, 2H). MS (ESI):
m/z 531.8 [M+H]

SEREf 13 LA 13 [ %

O
M
O e o
13 F

[¢]
O
T F Cl I 0 CFs T 0 CFs3 N(f\(km
o]
4a 13b 13c 1f

13a

X
P N™ °N
e CN
_ - NJ\H\O F/@ECI
k/o o) CFs
13 F

F—L: LAY 13b 1%

FIL K 4-E3- (CHRFPE) EF 13a (0.5 g, 2.5 mmol), 3.4,5-=FAFE 4a (0.45
g, 2.8 mmol)FIFRERH(0.46 g, 3.3 mmol) ¥&T 30 mL N,N-~FILFEEfLH, {5 90°CHiH:
KL 2 /NIE, AR R EEIN 100 mL 4KK, 4R B #EEL(50 mLx3), A AN,
FIVEAI S K T E e, ToKERBRIN T8, DEBR £ 850, IEMOR R ikas, ARG
R L LB B AA RO IR 2R 2.8 = 10/1)2iE 13 3 #5474 13b (0.6 g, 77
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71.3%).

'H NMR (400 MHz, CDCls) § 9.94 (s, 1H), 7.64 — 7.55 (m, 2H), 7.45 (m, 1H), 7.31 (m,
1H), 7.05 (m, 1H).

B BT 13 1%

FE TR 4- 4-53- CCHRFE) REAE) -3,5- “HAFEE 13b (0.6 g, 1.78 mmol) ¥
T 50 mL FEEF, fE0°CHIA NaBH, (67 mg, 1.78 mmol), =IEIFERN 0.5 /N, I8
JEAAE, MK, HI R ZBE#EEL(100 mLx2), & IFANAE, FEAEIBKIE RS %,
ToKBRBR AN T, I IERRE TR, RO IR AR, I REBRE (s AT R R Chh
fik/ 2,08 OB = 4/D)AEAAF 2] A AR 13¢ (0.28 g, T7ZE: 46.4%).

'H NMR (400 MHz, CDCl5) § 7.41 (m, 1H), 7.28 (m, 1H), 7.08 — 7.00 (m, 3H), 4.73 (m,
2H), 1.94 (m, 1H).

F= AW 13 1%

B (4 (4-53- (PR FEIL 35- A B 13¢ (64 m, 0.19 mmol)
BT 5 mL TR NN-FRERERG T, 0°C RIS Pt T 60% 5 &, 15 mg,
0.38 mmol), Z i MHERAL S 55 E, IMALEH 1f (40 mg, 0.19 mmol), FEHER AL 1
INEJE S TN KRN, FIRER RE L LB R AIA R &R B/ EBE = 10/1)46
b, B2 A EE A~ 13 (29 mg, 29.6%)o

'H NMR (400 MHz, CDCl3) § 7.41 (m, 1H), 7.30 (m, 1H), 7.13 (m, 2H), 6.99 (m, 1H),
5.44 (s, 2H), 430 (m, 2H), 4.20 (m, 2H), 3.78 (m, 2H), 3.57 — 3.35 (m, 2H). MS (ESI): m/z
515.9 [M+H] .

SEiEsl 14 LAY 14 Il

iy
e
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o]
o% FHO w4 o% F Cl BoW HO F Cl <\NJ\N
—_— E——
F Cl (o) O NJ\H\Q
F
F F L_o
4a 14b 14¢ 1f

14a

o
e 1)
eaaedey
14 F

F—4: B 14b [ &

FIL TR 4--3-FHIKW 14a (1 g, 7.0 mmol), 3,4,5-=HIEFEE 4a (1.2 g, 7.5 mmol)
MIBRRH(1.3 g, 9.1 mmol) ¥&T 30 mL NN-_HEFEEZS, 7£ 90°CHiH: A 2 /i),
AETREEIN 100 mL vk, H MR OEEAH(S0 mLx3), &IFA N, IS
IKIEWGE G, ToKERBRIN T8, L UERR £ TR, DRI, IR (it LA
JR AR R (A 2R B8 = 10/1) 25 AR BB k9 14b (1.2 g, 772 60.6%).

'H NMR (400 MHz, CDCl3) & 9.92 (s, 1H), 7.61 — 7.51 (m, 2H), 7.30 — 7.23 (m, 1H),
6.85 (m, 1H), 6.73 (m, 1H), 2.34 (s, 3H).

FED LAY 14e 1%

FI R 4-(4-F-3- IR AL -3,5- R 14b (1.2 g, 4.24 mmol) 35T 50 mL
R, 76 0°CHN NaBH, (161 mg, 4.2 mmol), ZIEIHEEI 0.5 /NS, JEW4E,
NIK, 8 CERFEEL(100 mLx2), A IFANAH, A SRS, ToKImRER
BT, ILDERR LA, DEBRUSIRAE, FIRERE (v LA I R R R R LR <
B =4/1)ZEATF BT PR 14¢ (0.89 g, 772 73.7%).

FE=0 LAY 14 1%

W (3,5-2F-4- ( (2- (ZHFHD mbme-4-J8) FHL) 5 FEE 14¢ (40 mg , 0.14
mmol) VAT 5 mL TR NN-ZHREREZS, oCTHIMASMI@ Pitid 60% 5 &,
11 mg, 0.28 mmol), =R FHHIRA 5 5405, MALEY 1f (30 mg, 0.14 mmol), #i
PR 1 /NG, IO Bk K S, R B R ik LB A R S P e/ F B =
10/1)2E4k, 1331 E A 14 (16 mg, 24.7%).

'H NMR (400 MHz, CDCl3) & 7.23 (m, m 1H), 7.13 — 7.05 (m, 2H), 6.80 (m, 1H), 6.70
(m, 1H), 5.43 (s, 2H), 4.33 — 4.25 (m, 2H), 4.20 (m, 2H), 3.77 (m, 2H), 3.46 — 3.36 (m, 2H),
2.32 (s, 3H). MS (ESI): m/z 461.9 [M+H] .
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SEHEB 15 LA 15 Bl

X
Y
F
A ~
(0]
~ 0" N"CF,
F
15
cl cl cl ¢l
HO~~Nh, N|)§N e HO\L Nl)*N B HOI )'\ll\);hll\ I J‘q\\/’l HO A~
CIJ\%\CI NN NP B HNT N el
N H)\o{\ " oon Lo
152 b 150 15¢ 15d 150
OH al OMs cl Q I
Eur N NRNS P N HO F AN mis N
—_— I —_— | P _ )\Hk + N | —_— o F
N N cl N Cl © CF3 N o )
K/O K/O k/O F K/O 0 CF3
15¢ 15g 15h 4d 15 F
5 F—A: LAY 15b [ &
L X
HO\/\NH2 N NI N DIPEA I NI N
c/\/\m CHsCN ”)\fkm
O O
15a 1b 15b

FIRTH 2,4,6- =5 -5-F A FEMEIE 1b (1.5 g, 7.03 mmol), ZFEZ 15a (0.64 g, 10.48
mmol)Fl — R 2.8 (1.36 g, 10.52 mmol) ¥ T 70 mL ZJiE, FE MR RBL 3 /DI E,
PR AR, FHREROA: (s DA IR R RSP b/ B = 20/1)2i4k, 132K 15b

10 (1.35g, 80.6%).

'H NMR (400 MHz, DMSO) & 7.99 (m, 1H), 4.77 (m, 1H), 3.73 (s, 3H), 3.52 (m, 2H),

3.39 (m, 2H).

B ALEW 15¢ %

cl cl
Ho\L Ny BB HO\|\ N|)§N
I, I
O OH
15 15b 15¢

FEERY T ¥ 15b ( 135 g, 5.7 mmol Y V& T 50 mL Jo/K ZR e, S8 =
RALEN (285 mL, IM), OC FHtFERAL 4 /INGF 5, IR B VAR K O R, 80k k4, H

28
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TERCAE CIE R ABE IR A R (R e/ R RE=10/1) BEAT 0B 2ife, 15330 &%

15¢ (1.09 g, 85.4 %)o
F=0 AW 15d ] &

cl Cl
HOI NJ§N PPhg/DIAD NIJ§N
I ¥
N)\/‘\m HN)\/ku
Ho on o
15¢ 15d
5 RSN, B =250 .8 g, 14.5 mmol )& T 50 mL FE7K THF H, 22183 i DIAD

(2.87 mL, 14.6 mmol), 0°C i+ S A 15 4381 &, 00 15¢ (1.09 g, 4.87 mmol) ) THF/DMF
W (30mL/SmL), O°CRHH:R B 4 /NG, WINAKEK B, 2R 2 ER#ATZEEL,
BIHENZ, TRKRERN T B, WORMAE, FRERORE (i BRI R R (& b/ B
=40/1)&lifk, 133 A EFE A 15d (1.0 g, 99.6 %).
10 'H NMR (400 MHz, CDCls) & 7.14 (s, 1H), 4.30 (m, 2H), 3.75 — 3.66 (m, 2H).
BIUL: AW 15 [ &

Cl OH Cl

N| =N + HO\/\/l ﬂ. H\ N| =N
NG N/\/km
o o

15d 15e 15f

FIL K 15d (1.0 g 4.85 mmol) ¥ T 40 mL DMF &, I ABRERS (0.92g, 6.64 mmol)

15 F3-MUARE (123 g 6.61 mmol), TE 80°C FHEFE MM 2 /INEHG |, /KK N, FH 2.1
ZEGHATHL, AIANUR, TOKBRINTH, KA HUZRMERA, SRS, AIRER:
R L IBE R A R(C AT /P = 20/)2itk, B3 A=Y 15f 0.58 g
453 %)o

'H NMR (400 MHz, CDCl3) & 4.26 (m, 2H), 3.77 — 3.70 (m, 2H), 3.61 — 3.54 (m, 3H),

20 3.30 (m, 1H), 1.84 (m, 2H).
FET. N ALE Y 15h 1]
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OH Cl OMs Cl J?\
N)§N MsCI/Et;N NJ§N K,COs N7 N
| - | P —_— \ |
NN cl N Cl dioxane/H,O N Cl
K/O k/o K/O
15f 159 15h

FIE T 15F (0.58 g, 2.2 mmol) FI=ZJ% (0.67 g, 6.6 mmol) ¥&T 30 mL T
CHEFET, 0°CTIHEIMPREBEA (0.30 g, 2.6 mmol), 0°C RHERER 1 /NI, BB
WO AE, BT T — DR A E— B EPEET 60 mL 45 SH/ /K HIVR G 7
(171, viv), FIETFIMAGRERA (0.9 g 6.6 mmol), 90°C FHtHER LR, WIEkYE, A%k
WA i A I i 2R ( &0 e/ P EE=10/1) 4lifk, 153 E G474 15h (85 mg,
16.8 %)

'H NMR (400 MHz, CDCls) & 4.19 — 4.14 (m, 2H), 3.97 — 3.90 (m, 2H), 3.56 (m, 2H),

3.44 (m, 2H), 2.14 (m, 2H).
FH5: LAY 15 Kl

0} o}
N F o /\@[OQCFg
F
15h 4d 15
K (3,5- -4 - (2= CE R R HEng-4-28) 508 358 B 4d (79 mg, 0.26 mmol)
VAT S mL TR NN-F BT, 0 CTRIMASE @ Yr+ 60% &, 11 mg,
0.26 mmol), ZEE FHFERAL S 73815, TN 15k (40 mg, 0.18 mmol), FHRM 1h )5,
M EARERIZRL,  FRERCRE t il LABE I A R(C S b/ FEE = 10/)2Ek, 133
0 B AR AR 0 15 (12 mg, 7238 13.4%).
'H NMR (400 MHz, CDCl5) § 8.61 (m, 1H), 7.20 (m, 3H), 6.99 (m, 1H), 5.47 (m, 2H),
4.19 (m, 2H), 4.05 —3.97 (m, 2H), 3.58 — 3.50 (m, 2H), 3.40 (m, 2H), 2.17 (m, 2H). MS (ESI):

m/z 497.1 [M+H] ",
LB 16 ALAY 16 (1] %

X
L
N)ﬁ/ko F/©/CF3
N
L_o N
F
16
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X i
(\N IN HO F@(CF:S (\NJJ\lN
+ R —
AN Bg s de
O
K/ F K/O 0 X N
F
15h 5¢ 16

) L) HEE S¢ (61 mg, 0.20 mmol)
T S mL THEM NN- R PEG, 0C FIASAE Wik F 60% &5, 8mg,
0.20 mmol), = FHFERAL 5 2805, I 15k (30 mg, 0.13 mmol), HFERN 1h J5,
TN BRI, FIRERRE i LU A A R (R e/ EE = 10/1)2E4k, 53]
A AFRRE =) 16 (11 mg, 772 17.0%).

'H NMR (400 MHz, CDCl3) § 8.49 (m, 1H), 7.62 (m, 1H), 7.28 (m, m 1H), 7.17 (m, 2H),
5.43 (s, 2H), 4.17 (m, 2H), 4.03 — 3.95 (m, 2H), 3.55 — 3.49 (m, 2H), 3.37 (m, 2H), 2.15 (m,

2H). MS (ESI): m/z 497.1 [M+H]
LHE 17 AW 17 Kl &

X I
(\N |N HO F Z | (\NJ\IN
+ —_—
AN A Ao A
O
0] o N
F
15h 7c 17

H(3,5- - T-4-((6-FF L iE -3- ) 5 B 2R ) B 7e (50 mg, 0.20 mmol) VAT 5 mL
TR NN-HRIEEREERZ S, 0 C RIS E Wit 60% 7%=, 8 mg, 0.20 mmol),
FIL RN 5 A8 S, N 15k (30 mg, 0.13 mmol), WFERM 1 h )G, IADEK
VER B, FRERAE Bk A AMA R(CEF 5/ R EE = 10/D)2ifk, B33 A AR
B 17 (18 mg, 773 31.3%).

'H NMR (400 MHz, CDCl3) & 8.26 (s, 1H), 7.09 (m, 4H), 5.42 (s, 2H), 4.16 (m, 2H), 3.99
(m, 2H), 3.51 (m, 2H), 3.36 (m, 2H), 2.51 (s, 3H), 2.14 (m, 2H). MS (ESI): m/z 443.1 [M+H]".
S 18 AL G 18 (1%
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Y
18
H(2,3- AL FEL (38mg , 0.26 mmol) VAT 5 mL T NN-— R B RS fG
0C FINANGEALE i 60% &, 11 mg, 0.26 mmol), ZIE FHidk s 5 455,
IMAAY 15h (40 mg, 0.18 mmol), FEFERRL 1 /NS, A ERKE R, AR
FEETEL LB A R (SR b/ R = 10/1)404k, 1931 ([ B A 74 18 (16 mg, 26.5%)o
'H NMR (400 MHz, CDCl3) & 7.45 (m, 1H), 6.95 — 6.83 (m, 2H), 5.42 (s, 2H), 4.20 (m,

2H), 4.04 — 3.95 (m, 2H), 3.56 — 3.49 (m, 2H), 3.40 (m, 2H), 2.16 (m, 2H). MS (ESI): m/z

336.1 [M+H] .
SLHEH 19 AL A 19 (1%

O
CIL
N0 F
(3 ﬁF
19 F
¥ (3,4,5- = H ) FEE (42 mg,0.26 mmol) T 5 mL T N,N-— FF B Bk G,

0°C FINANEALEN @it 60% & &, 11 mg, 0.26 mmol), =L FHHERN 5 485,
IMAAAY) 15h (40 mg, 0.18 mmol), FFEREL 1 /NG, AP EKE KIS, HITER
RS E AT R R &R B/ B = 10/D)4i4k, 23] A G E T2 19 (15 mg, 23.6%)o

'H NMR (400 MHz, CDCl3) 8 7.33 (m, 2H), 5.43 (s, 2H), 4.20 (m, 2H), 4.06 — 3.96 (m,
2H), 3.57 — 3.49 (m, 2H), 3.41 (m, 2H), 2.18 (m, 2H). MS (ESI): m/z 354.1 [M+H]",

YR

WA A P AT I R T A T2 A Dy LpPLA2 #0157 i A6 A 4036 P HO AT ] i
M 58 7 ik B L IR BRI

(1) FEHN Lp-PLA2 Jll5Z (rhLp-PLA2), 1Y PED6 (1)l 52

PED6 & — M ARt IBENE, 7] M Invitogene BY Molecular Probes ELFEMSC . H: Sn3
B AR RIS IE A, sn2 A7 B47 Bodipy %GR FL)EHF, — H A Lp-PLA2
BEWTZY, RERBOE FL FEF, SRR, (H)& Lp-PLA2 57 m] LABE (X i 24 (17
AL AR 5O 9
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W Trik: BHRkaY (k1 FiR) 5 DMSO W E#ILL 13 1BE, &
Rl i 384 LI EMR VR . 285 H] ECHO VAR 73 e 48 MUEAR E468% 0.01 SFHE &4
3] 384 L Greiner784076 4% , %% 5 4+ B 50 mM HEPES, pH7.4, 150 mM NaCl, ImM CHAPS
PR M GZEMERTP AW N 4 nM B8 110 pM FIEZ A Lp-PLA2 ) in|
5 WEMZALP. BB 500 rpm &0 10 #04F, 43t 30 2R & S, K 5 Mot Bk g
BN 384 L Greiner784076 #%, #% LA 500 rpm 50> 10 Fh4f, ORI FIEE 20 2405,
H ViewLux i SR AR IXAE ex 480/ em 540 WHURGHREE, {# ] Excel [ XL fl A4 7Y
BEAT EZAN QC 3, HEE pIC50, S5 RFITE 1.

#1
WA T thLp-PLA2 (pICsp)
1 7.8
2 8.0
3 8.5
4 9.9
5 9.7
6 9.8
7 9.6
8 9.0
9 9.8
10 9.7
11 10.0
12 10.1
13 9.8
14 9.7
15 10.2
16 10.1
17 10.3
18 8.0
19 8.4
FHPEA A 8.9
Rilapladib
10 (2> AI3 Lp-PLA2 52 (XY Thio-PAF il )

ML 52 RIS PAF (B R LR RO M B IE S 00, EK A A2 H S R, 5
CPM 32 50 /R N B A I 5 5 016 R S R B Jie, 83 505 FEAGL I, mI DA B h AT 3%
BeE . IR LA Lp-PLA2 #1716 A ML b Lp-PLA2 BRI HIH1TE 1 -
W TE: BRI A (k2 fiR) 5 DMSO SR IEPIEL(1:3), Zidfikk
15 il Bk 384 FLAVRERAIIEIR . I ECHO WA 7 Bo s IR L4642 0.01 Tt tb 5403 384
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1L Greiner784076 IR, S8 IMATHSG S5 20 R 8 TR A AL - BTEL 500 rpm
B0 10 FPBR, 4t 30 B TRIEE G, I BRAVO WAL FR GGG 2 M- IREm, &
2.5 mM [ 2-5348 PAF  (ZFEVEW), 32 uM CPM(DMSO ¥ 7)1 3.2 mM N-Z.3 5 Sk Bt
WHE (NEM) 2243 (50 mM HEPES, pH7.4, 150 mM NaCl, ImM CHAPS F4 B (1) 2
VEWD IE) 384 fL Greiner784076 {REBMR, 2 8t E, H 5 Wt 5%H =M LBRAE KR
R, B %5 TR E 40 43805, F Envision & EARAAE ex 380/ em 485 1EHUR LIRS,
fi ] Excel 9 XL LA BALBAT -EZE AT QC 87, 115 pICS0, Z5R 7T 2,

*2

wEMI T Thio-PAF (pICs)
1 6.5
2 6.8
3 73
4 7.9
5 7.7
6 7.8
7 7.7
8 7.4
9 8.0
10 7.8
11 8.0
12 7.8
13 7.9
14 7.8
15 8.1
16 8.0
17 8.1
18 6.9
19 72
BHOPE AL & |78
Rilapladib
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WA E K P

v AER (D B, BOLEAR R AR, ShEREE . XS
. AERT R BORR SR B R 2T EE,

Horp,

ni o n3 % BTN 0. 1 3K 2;

Riv Ro S EMHEH: -H, B, 5. mEm, b, Uil Uit
Fobedk, pifUbedk. pifUbESEEE. Mbedk. bttt

Xis Xo S EMOLIIEH: Wk, -O-. -S-B-NR'-;

REH: -H. febk, Ak BB be

Ar NPT Z 55 3 BT W 55 BE B0 2% 55 36 o (I EUR T 00 1 B HL
REERUAS, PrAREUE & A I F . 3 bodk, iU, bedd B, Qe k.
AW TR AW B T S8 T S8 T 18 =18 SN 0 7B 3, e 78 3 E MU E =B SN
BE, BRI, B, PRGeSh. JRERAL. HILER SIS

Y N-H. R, Bk, iUt pafUhesaldt . bt e, s, M
BrE L. B, Bk, L. -OAr. -SAr. -NH-Ar'. -NMe-Ar'. -NR"EK-R"-Ar';

Ar'ife 5 FEER 95 I O FE BN 05 HE O U AR 04 1 B AN IR RAR,
PR AR & FMOr i B R, bedk. mifQbedk. Geflds, Bk, Bhes. xiflbe
L, UAREERE . TURGT AR R, B, L. ROk, WEEE. MRLTAk. JREREE. 5
LRI HE s

R"Jy e B B e Bt

R"A I LEHE

Z HOBLS.,

2. MRIEBCRIZER 1 iR D A WE B AR Rk, N IEIR . ShEIER. X
MR AR B A A BUHR G IR B BT Rz i Eh, HARMEAE T,
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