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Scheme 1. Synthesis of 7-substituted benzoyloxy PPPA derivatives 3a-ac
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Figure 2. Structure of 7-benzoyloxy
PPPA detrivative 2

BEL 72 T-EEA A VT % VK 3a-ac OIEHREHMEI O R, £ 0FEE
RV ACAT2 HEIBEZ R L. BB L % 0o- < m- < p-B¥DNET ACAT2 FHEE
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SEMREIN, AV EVRECETHGED L RETKFEEREZE T
5 HEMARHT ACAT2 HER I T2 REREZIRO N o7, 7L, pir
K FueXsERSTCIRT7 I /EHEFE TS 3z, 3ac D ACAT2 [HETRIEIZ 1 IKHIRK
ZET LA, —F7A4VH AL LBIRECEHT2 L, 7037/ RV ANVTF
VEEEME 3 T p-m bR A ANTFUBEE NI, O T EELBZE T
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Table 1. ACAT1 and 2 inhibitory activity and isozyme selectivity of 7-substituted benzoyloxy PPPA derivatives 3a-ac

IC5p (M} IC 5g (uM)
compound R ACAT1 ACAT2 s compound R ACAT1 ACAT2 s
3a pOMe 0.51 0.0008 637.0 3p ot 0.19 0.0050 38.0
3b p-CN 4.16 0.00C9 4622.0 3q PN 0.66 0.0050 132.0
3c pie 0.27 0.0009 300.0 3r m-Cl o2 0.0070 30.0
3d m-F 023 0.0009 256.0 3s m-She 0.11 0.0090 12,2
3e pCl 0.69 0.0010 690.0 3t m-CN 2.23 0.0100 223.0
3f pEt 0.19 0.0010 190.0 3u o-Me 0.42 0.0100 42.0
3g m-Br 012 0.0012 100.0 3v m-vinyl 0.15 0.0110 13.6
3h p-F 0.79 0.0017 465.0 3w m-OMe 0.15 0.0150 10.0
3i pBr 0.83 0.0020 415.0 3x o-F 1.00 0.0300 333
3j SMe 0.54 0.0027 200.0 3y o-Cl 1.00 0.0600 16.7
3Kk ol 117 0.0040 2925 PPPA (1) > 80.00 0.0700 >1000.0
3 DNC, 7.41 0.0050 1482.5 3z PNH, >1.47 0.2000 =74
3m pvinyl 0.71 0.0050 142.0 3aa o-OMe 2.68 0.2300 1.7
3n m-Me 0.65 0.0050 130.0 3ab o-CN 1.62 0.2900 5.6
30 m-l 0.25 0.0050 50.0 3ac p-OH >1.46 0.3400 >1.5

The derivatives were sorted in decending order of ACAT 2 inhibitory activity.
*Selectivity index (S1); 1G5y (ACAT1)IC s (ACATZ)

—7 Figure 3 12T L H 2, LII-RYPYFr7
2 F - VEEFES D 1 &R ACAT2 FHERE A
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RTBELFIIA N TALEE 1112V
PUVFr 7Ry =ML LRI TR p-v T ) Ry
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Figure 3. Structure of 1,11-O-benzylidene
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Scheme 2. Synthesis of 1,11-O-benzylidene-7-p-cyanobenzoyloxy PPPA derivatives 6a-i
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Table 2. ACAT1 and 2 inhibitory activity and isozyme

selectivity of 1,11-

O-benzylidene-

7-p-cyanobenzoyloxy PPPA derivatives 6a-i

IC 50 (uM)

compound R3 ACATH ACAT2 st

PPPA (1) - >B80.00 0.0700 >1000.0
6a Ph 2.80 0.0060 466.7
6b o-MePh >72.80 0.0118 >B8161.0
6c m-MePh 373 0.0078 478.2
ad p-MePh 8.1 0.0097 8361
6e o-MeOPh >71.00 00368  >1929.3
6f o-FPh 033 0.0068 485
69 a-naphiyl >69.10 00232 29784
6h o,p-diMePh 10.00 0.0066 1516.2
6i o,0-diMePh >71.20 0.0072  >99164

*Selectivity index (SI): IG5, (ACAT1VIC s, (ACAT2)

1,11-0-0,0-P A F ARy PV ForHFEEK 6 5B L., FBEZFTML-E A, &4
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