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5 55 PEAL BB O i 2R Table 1. PPARYy transactivation activities of the compounds®.

(Table 1), 7 X K %ﬁ RN GAL4PPARY
(a-c) W7 I FFHFEL  compd L R EC-, (uM)’ Epa (%) ICso (uM)?
(3a-c) (RIS OMIE  2a CONH  Phenyl 075012 2425  NT

. 310, +2,
VELZ 3 e LB e B e e 20 CONH  Benzyl 031£005  30£22  NT

RS o 20 CONH  Phenethyl 187£0.10  51+40  NT

(Ema) D39 DM 23S 55 NHCO  Phenyl 029004  19%15  NT
SNT-. FIT, Emx D5E4E 3 NHCO  Benzyl 071+009 6511 NT
o g e g 3¢ NHCO  Phenethyl 057+016 7311 NT
aES %ZH;EX%%J&?HJ 3d NHCO  4-Ethynylphenyl 0.14+002 1800  NT
ETED @m0 EEICES 2. NHCO  1-Naphthyl 0.04£002 1635  NT
LI LamlE Bd-) 2o o NHCO  2-Naphthyl ND <10 >50

~ P 39 NHCO  4-Biphenyl ND <10 >50
L. %@’%% gﬁ?‘jfi 3h NHCO  Styryl NA - 47:13
PPARYT > &% F =X MEM 3 NHCO  Phenylethynyl ND <10 0.17 £ 0.02
BRT T o= ) F =R 0.08 £0.009 80 3.1 NT
3i OAIBIZEREh L. 2-F 7 pioglitazone 4.2+0.86 100 NT

- — 2 All values are expressed as the mean + SEM of at least two independent experiments
%zl/{zlx AR 47 = =LK " h P

performed in triplicate. ® ECso is the concentration giving 50% of the maximal activity

IS & /u k PPAR77 :/g observed for a given compound. ¢ Emax is given as a relative value compared to the
maximal activity of pioglitazone. ¢ ICso is the concentration of test compound that affords

= MEMBBNRD a 50% decrease in the maximal activity of pioglitazone (30 pM).ND means not

j’bfi Mo T- T LM % 5'3 ﬁ'“ﬂ% determined. NA means no activity”e.\.t. 10 uM. NT means not tested.
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SR, X 5T PPARyT X A=A MEMENAIIZH EL7ZZ LD T I R OBLEEFIEI23 20 S
ThHDHIENRBEINT- (Table 2, Figure 6). Z OFIOM, 5b ORI~ U EED 6 (\LIZ
F 28 AL LA 5e 3 5b L0 LV CoR U 7 b— MEMB L OSRE 2R3 2 2V L
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{b&W 5f AR Lo, TEMERHIORER, 5FIXIER 12907172 CoR U 7 /b— MEMF LT PPARy
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Table 2. PPARYy antagonist profiles of the compounds?.
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N N

Compd. R’ R? RrR® PPARyICs, (uM)® NCoR ECs (uM)°

3h H H H 4713 3.8+£047 , g

5b F H H 0.84+0.17 1.5+ 0.04

5d F H F 0.58 £ 0.02 0.71£0.02 =3 =t ; 'SM = 4
5e F F H 0.7540.07 0.96 +0.08 _ og [M]

5f F F F 0.19+0.004 0.22 + 0.01 Figure 6. Concentration-dependent effects
a Al values are expressed as the mean + SEM of at least two independent of antagonists on CoR (NCoR) recruitment
experiments performed in triplicate. ® 1Cso is the concentration of test to PPARYy.

compound that affords a 50% decrease in the maximal activity of pioglitazone

(30 uM). ¢ ECso is the concentration giving 50% of the maximal activity 120 - D TO070907
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