UNANL

svalas9n13: RMU5080017
Falasens: nazasenaywlnsimzarglasaamsuansaanvasenlaslolalasa A 450
FawnIse: F09AIEATINTEH AT.NWNITIM 131199
AMZIATBANTAS NAINLIABVDBUAK
E-mail Address: kanok_ja@kku.ac.th
szaza1las9n13: 1 51IAK 2549 D19 30 NOAINLW 2552

o '

. o o . . o
wazaduaulasninladgudumsdaynanngs diterpenoid luayulwsnmzanalas

o

gamsugadaanued klalasy W 450 wWda 1 laun CYP1A1, CYP1A2 uaz CYP1B1
A8AIYU aryl hydrocarbon receptor (AhR) anidszilullIouifsunuaInssdunuuuves
CYP1A laun benz[a]anthracene, B-naphthoflavone waz 2,3,7,8-tetrachlorodibenzo-p-dioxin
lwaoadaugunduszduvasmyludaowus c57BL6 ey wuuanlainminladaunsn
wilghmIuaasaanuas CYPIAT uay CYP1A2 lusnsmeiiudsduasenuanututu oy
Tiwlasuuasmsuaadosnues CYPIB1 uaz AhR wananiigswuiueulasnslnladd
dnamwlumaigsugninmsmiiainmsusasasnaasdn  CYP1AT lunnazdumauaasean

(2

< @ [ a o o &
AILANINBATHE MILURTHE LASRUTIOUSVDILDW loa] LLazﬂ'ﬁLﬁillfm‘ﬁ%ﬂ’m’liﬂQﬂEJUEJGVLG]

]
a

¢ resveratrol Failuanidiu AnR uazaailumiwemy testosterone wuiutastdnyd
Agdasumsuaassnumwit  namsaneniseiudussnwunfsasisdnanwuesrin
nzanslasuazuanlasniWladnsyse lomd Tuusiduansiildinednesdszidunalnms
muqu%ﬁmsmﬁmﬁwm CYP1A1 wanannil inafia microarray 9fiududnannasnann
ya3uanlasnilnlas mamu’[‘ﬁﬁagamaaﬁuslu%kﬂu%ﬁgﬂmﬁmﬁm?aﬂ'usﬁgd"l,@”l@ml,aui@
s lWladandrs  anuamsneil aﬁum;su‘lﬁﬁiamiiszaamﬂfﬂwmmmhﬂu
miLmeTmaLé‘an%?amﬂﬁﬁma‘%uqmmwaﬂ'waum@;auwa HasunandngnnuaLaule
imﬂwvl,aﬁb‘fiaLﬂumwé'ﬂlumg‘uvl,wsf: fsnusamigainusnasugninsmieainms
LRAIB8NVIEH CYP1AT ﬁgﬂﬂiz@iﬂ@Umimzﬁuﬁmmwaa CYP1A @afu cYP1A1 1T
Sunanfisufiaveusdemsidouutas procarcinogen lifuansnanzi5s eavin S9onaiums
WntsnmansrovsSilussmoliiAuanndusniame laansamsalddona lnnauns
AN RANTRY

dvan: Winzanoles, wawlasnalnwlas, owlmilolalasy A 450, CYP1A1, CYP1A2,
CYP1B1, 3-methylcholanthrene, [-naphthoflavone, testosterone, microarray,

orchiectomy



Abstract
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Project Title: Influence of Herbal Medicine “Andrographis paniculata” on Expression of
Cytochrome P450 Enzymes
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Effects of andrographolide, the major diterpenois constituent of Andrographis
paniculata, on the expression of cytochrome P450 familyl members, including CYP1A1,
CYP1A2, and CYP1B1, as well as on aryl hydrocarbon receptor (AhR) expression in
primary hepatocyte cultures and liver of male C57BL/6 mouse were investigated in
comparison with the effects of typical CYP1A inducers, including benz[a]anthracene, [-
naphthoflavone  (B-NF), and  2,3,7,8-tetrachlorodibenzo-p-dioxin.  Andrographolide
significantly induced the expression of CYP1A1 and CYP1A2 mRNAs in a concentration-
dependent manner, but did not induce that of CYP1B1 or AhR. Interestingly,
andrographolide plus the typical CYP1A inducers synergistically induced CYP1A1
expression, and the synergism was blocked by an AhR antagonist, resveratrol, or deficiency
of male sex hormone, testosterone. The CYP1A1 protein expression and enzyme activity
showed a similar pattern of induction. This is the first report that shows that
andrographolide has a potency to induce CYP1A1 enzyme and indicates that
andrographolide could be a very useful compound for investigating the regulatory
mechanism of the CYP1A1 induction pathway. The microarray assay was employed to
analyze genes whose expression was modified by andrographolide and to confirm
andrographolide-synergistic induction of B-NF-induced CYP1A1 expression. In addition, our
findings suggest preparing advice for rational administration and elucidating drug interaction

and risk assessment with the use of A. paniculata, according to its ability to induce CYP1A1.
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