UNAALD 240630

- 4 2 Z = 0‘ . - . . .
"lumﬂﬂaﬂ'lmﬁ(NO) ﬁgﬂwamﬁu‘luﬂimmmﬂhﬂmu"lclm inducible nitric oxide synthase

i4
o

(NOS) WuMiaNuReITesTuMsfaneTan e Isafnannmssnauae Tunisaneiih
[y ar 4?1/ = = ‘s o < v d

msasnaouna lnsyaulumnalumsdudinisuialunsnoon leavesans BMC4l Guilueyius

ferulic acid Aduns1wr Iminaslsz@nningeiiqga Taewudias BMC41 aunsaaanisnia lu

= ) 1 & as 1 t o I's

a3neen lad 1dludnuuzRduduanududy im 1c, vy 7.1 M Tumaduun Tnsvhes RAW

264.7 ﬁgﬂﬂszé’uﬁw lipopolysaccharide (LPS) %’ay)amm western-blot LAY reverse transcription-

polymerase chain reaction WUIET BMC41 eunsnaadSunallsdy uazmRNA ve9 iNOS Tu

Y A4 o Y g 2 Y o & a a s Y o w

anvarRTufuanuduTuriiourumsfudemsuan luasnoon las MIAUDNIAUYDIAT

3/ 3 | 1
BMC41 iAadu Tasmsiuds iNOS promoter activity HATA1TAANTIAABUNVDY nuclear factor KB
¥ '
p65 (NF-KB) ingtiunfed uennntidawunms BMC41 swnsomtenihldinanisudasosn
= o Az Yy oo oo
v041U5AY agmRNA ¥99 HO-1 ludnvaznyunuaududuvssaisnagoutazaduns
o 3 o 4 o a 3

SNy studwenAInves HO-1 1ag zinc protoporphyrin X (ZnPP IX) yatluensdudon

S est o @ o o o

Anvee HO-1 uagmisminmsueuyeusn lea (CO) Taud Tulnalu (hemoglobin) @111708ANS

3
Qs

a a ¢ y Ay TR A o
vdamsnan luasnoon leduesms BMC4a1 deyan lananuaudasldiungs BMC41 fignd

e

By

o 4 [} =W 0
wmsonayluaaduunIasve Tagedradsafaniunsnszqu HO-1.



ABSTRACT 262630

High amount of nitric oxide (NO) produced by inducible nitric oxide synthase (iNOS) appears
to be involved in pathogenesis of various inflammatory diseases. In this study, we evaluated the
molecular mechanism underlying the inhibition of NO production of BMC41, the most potent newly
synthesized ferulic acid derivatives. BMC41 compound suppressed strikingly NO production in
lipopolysaccharide (LPS)-stimulated RAW 264.7 macrophage cells in concentration-dependent manner
with an IC,, value of 7.1 UM. Western-blot and reverse transcription-polymerase chain reaction data
showed that down-regulation of iNOS protein and mRNA expression was coincident with inhibition of
NO production. BMC41 has shown the anti-inflammatory action by suppression of iNOS promoter
activity and blockade of nuclear translocation of nuclear factor KB p65 (NF-KB). Interestingly,
BMCA41 induced the expression of HO-1 mRNA and protein in a concentration- and a time-dependent
manner. Inhibition of HO-1 activity by HO-1 inhibitor, zinc protoporphyrin IX (ZnPP IX) and carbon
monoxide (CO) scavenger, hemoglobin (Hb), reversed the suppression of NO production by BMC41.
These data suggest that BMC41 exert an anti-inflammatory effect in macrophages, at least in part, via

mediation of HO-1.



