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ABSTRACT

The anti-gastric ulcer activity of hardwickic acid, a compound
isolated from a Thai medicinal plant “Plau Yai" (Croton oblongifolius,
Euphorbiaceae} was assessed in comparison with the reference drugs using
various experimental models in rats. The results obtained revealed that
hardwickic acid at the doses of 25, 50 and 100 mg/kg decreased ulcer
lesions when tested by the most commonly utilized experimental models
include restraint water immersion stress-, indomethacin- and ethanol-
induced gastric ulcers. At the high dose (100 mg/kg), hardwickic acid
reduced gastric secretion and total acidity, and increased gastric mucus
when assessed in the pylorus ligation, and the gastric wall mucus
determination of ethano! induced gastric ulcer experiments, respectively.
Furthermore, hardwickic acid showed an antioxidant property on FeCl-

ascorbic acid stimulated lipid peroxidation in rat liver homogenate,

The inhibitory effect on stress-induced gastric ulceration might be

due to its anti-secretory activity through antagonism at histamine and/or



cholinergic receptors. Furthermore, the inhibitory influence on histamine-
induced vascular problem is also likely. Hardwickic acid exhibited a
protective effect against ethanol-induced as well as indomethacin-induced
gastric lesions, and the gastroprotective effect may be shared by an
increase of gastric mucus, especially at the high dose (100 mg/kg).
Anyhow, it is not possible to exclude that the anti-ulcer effect of hardwickic
acid is mediated by an inhibition of 5-lipoxygenase pathway or leukotriene’s
antagonistic activity, since other studies have indicated the roles of
leukotrienes, lipoxygenase derived metabolites of arachidonic acid in the
experimental models of gastric ulcers induced by ethano!, indomethacin and
stress. Additionally, antioxidant activity of hardwickic acid may also play a

role in the other gastroprotective mechanisms of hardwickic acid.



Vi

|
=4

Foidasineniinug rafnunsfisusalunssimnzamiaeans
Hardwickic acid ann w& e (Croten
oblongifolius Roxb.)

Fadiden weimiuwee Anfiayessemd

ANBNANARTUNNTTUTR #1113 T UNRTI N

ATUZATTNNITARLANETNUS
26 7. AR noyaulng  Usranunssunis
3. o9 870 Thimes NFIUAS
NA. A7, 8971 wilastina  nasunng

. ;g. UFef (@eenidTagy nssunag
UNARNER

nsszfiugneiuniafausalunssmizanmseas hardwickic acid
Sufluasfiatpuanidaniisaglndng Ae Wénlnel (Croton oblongifolius,
Euphorbiaceae) Wienweufuennnsgm  Taelduuudnaesineilumymg
FINNTNARBINLIN hardwickic acid wum 25, 50 way 100 Haanfurenianiy
FNNTAAANIIRARATUNTINZEINT  HENAGELAEULLA19 NI RALLS
lunszmnzamsitenidie nensziulfiRaunalunssmizenmsfoeiaml
Lﬁmm'mLﬂ?amimﬂmﬁﬂﬁ’agiuﬁﬂ aulalmiiu uazienuea Hardwickic
acid lurumge (100 Hadnfusailaniu) mmmammsﬁmuﬁ"'ﬁqﬂﬂﬂuﬂ:
Uinnunsalunsuiwizainig LL@:Lﬁ'umsvza’"qLﬁfamﬁawmmuﬁqa?ﬁﬂwgn
nrzmazasfigndinlaia  waznassuBnadlenlundiinssinzanmssny
&éiu uenannd] hardwickic acid feflnnuanRdueyyadas: Wenagevlag
msnszfuliinsuunisletinefeanfvdulufimdenstnesslsd  uas

NIALARARLIN



vii
Qrgl = 173 oy =
grashunsdiiausalunszinize s annisnsssulfifamnuieiun
- ¢ . r '
mmﬁmmmnqm%ﬂmmsﬂmmqnmuﬂ:mﬂaalum‘::mﬂzmms Tmeinnsaan
e o= = 4 o a =l e A v 2
g uEaniiy uazniraladueaniawined vireenadhinasinnisdudaniuy
Antnfvesnaaninasiindaniii Hardwickic acid gvslunisnilasninin
WHATUNTEINNERITAINENINeR  wazdulamwnndy  Teanaiiaannnalnidien

ar

A msLﬁmﬁmmLﬁ@ﬂ'Lum:quzﬂfm'\?‘fmmﬂmﬂummm@d (100 Hadndu
Raflaniw) mm”la‘ﬁmqug”ﬂummﬁmLLNaiun?:LWﬂﬁﬂﬂﬁqsﬁaﬂﬁﬂq 21447
dhunsdudaauled 5 lavenddug visequrudalalnstud asaniinng
ﬁnmﬁuﬂmiﬁtﬁuﬁqmmmm'ﬁﬂﬂhﬁ‘ﬁuz{ Fofuamluladveansneznd
InfinfiRnanniewlslladeniaus luuuudtaasfinssguliiiaunalunssimng
awnadieeniues aulaumdy uazanuesLn u@nmnﬁqm‘%”m@waﬁmz
184 hardwickic acid fenafivnunnlunininflasnisifaunalunssmnzenng

Bndas



