UnARsa

o

417l TeIANTINDNOENULLAINAHNWANFNNTE I8N RAUETIL ANz Ta AT a AN IS

X s aa ' - 1 ] o a a o o =
Wasanuazmading HsnasudnlumasueailasaniiniyFaendiauuaznisuansaaniiuaasianlodsininais
o . ' a ama Ao o o & a Ao Ly @ '
nagAnamNIzkinaRaliTesAndu Hansainainiesmaisaianlgnasunziialunasanaaauss

a ' s Ak o ¥ a A g ] o ' < vl o
pifluissiatadng Teinliiiafwezudnaunsnazanagadaaviiunnalusenieg Agddinseanuuuansann
ane WiiwseadUnfanas Inanisdnulsgnsiasaaireniauniliiduanslulessinin Geninanymgnu

1
aaa

anslulesinivlazgnnszfuanizlumadusiiofedjisesdndunazdantlaestnseaiiandfimanizs

(]

P e

- @ = X P N o a P % N A o
LIRANTLT sLuﬂq?ﬂﬂﬂqutﬁ?\?’ﬁiqﬂ"ﬂﬂ\i@’]?VLUI@?QT—]VW\IQT]@@HLL'U']JSL‘V?NIP]?Q@?'T\?VHQLﬂﬂJLW@uq@\?WLsﬁﬂNmﬂﬂu

Tassafrandannuniluissamadaaansainudgnsainias 1iun  preussomerin G, preussomerin 1, (+)-

aa

phaseolinone Wag (+)-phomenone douilfihdedilnsaaiaily quinone propionic acid N{uy methyl 3 Wﬂﬁ
{F&n9n trimethyl lock 1‘71'L‘gm@mﬂﬁmﬂﬁﬁ?mm:ﬁmmu‘?ﬁﬂﬁu quinone propionic acid &4LATIZHAINNINN
Ufj7i3813231974 trimethy! hydroquinone methanesulfonic acid uaz 3,3-dimethyl acrylic acid lfansuansinaine
lactone W&11 lactone N¥iNUfjisesiaiUN-bromosuccinimide 6 quinone propionic acid wisanudansed
arslulasaniinl faaniinljiseeamesiiadusendne quinone propionic acid ﬁummﬁ’mu??qw%rmm%mw N
m@ﬁ@@ﬁmﬂﬁnwdmmmiﬁlﬁqmewﬂlﬁﬁqﬁ%mmLﬂﬂ‘llrmw? Lmzwmaqu'ﬁrﬁmmﬁaé’wmﬂﬁﬂ
sulforhodamine uay MTT lneuleudieuiuaisafinainidas aannisdnsmadngnslulesdninaingnsada
u’?‘zw%rmm%@m;ﬁ 4 gipdenuuiwanaslumadlnd (Vero cells) waznuAnuuRnanacluTa gz
na&ay (KB, BC-1, NCI-H187 and MCF-7 cells) ';T\iﬁmiﬁmLLU?@M?TﬂN@?NTmﬂm'@‘ﬂmm’éw quinone propionic

o

Aumylansanduesansainisgnsainimes disiussieamefanadunisumigiaridundrAtysianisinissie

an

e = = A A o = A a & a a So o
IR ’ﬂ?;I’Nbliﬂ[:’HNmiﬂm:r’]LWfﬂﬂuﬂuﬁl@iﬂ LL@z@qQﬁﬂHqLWNLmeNﬂ')qN@’]N’]?ﬂluﬂ’]?Lﬂmﬂg ?ﬂq?ﬁﬂmu@q?lluiﬂ

o Ao o X
2ANNANAILATIE UL




Abstract

The bioreductive anticancer agent was designed based on the differences of physiological properties
and biochemistry between tumor cells and normal cells. It has been reported that tumor cells are hypoxia,
overexpressed of reductases and hence optimal for a reduction reaction. Many fungal cytotoxic compounds
exhibit good anticancer activity in vitro, but show high toxicity in the normal cells. To lessen their toxicity
during biodistribution, the fungal cytotoxic compounds’ structures were modified to be bioreductive agents as
they are hypothesized to be activated via reduction reaction in body. The bioreductive compounds have been
designed consisting of chemical carrier and fungal cytotoxic structures; preussomerin G, preussomerin |, (+)-
phaseolinone, and (+)-phomenone. The chemical carrier is quinone propionic acid containing trimethyl lock
which was reported to facilitate reduction activation. Two reactions have been performed to obtain the
quinone propionic acid. Trimethyl hydroquinone was firstly reacted with methanesulfonic acid and 3,3-
dimethyl acrylic acid yielding corresponding lactone. Then, the lactone was further reacted with N-
bromosuccinimide to form quinone propionic acid carrier. The bioreductive compounds were synthesized
from the esterification of quinone propionic acid and fungal cytotoxic compounds. The chemical structures
were confirmed by using spectrometry. The anticancer activity of these bioreductive agents were also
determined based on sulforhodamine and MTT assay and compared to their parent compounds in normal
cells and cancer cell lines. It was found that the synthesized bioreductive agents were less active in the
normal cells (Vero cells) compared to their parent compounds. Modification of fungal extract compounds by
forming ester linkage at the hydroxyl group also led to less cytotoxicity in cancer cells studied (KB, BC-1, NCI-
H187 and MCF-7 cells) in stead of showing cytotoxcity as expected from the bioreductive activation. The
hydroxyl group of fungal extract compounds was speculated to be important functional group for their
cytotoxicity. Further study of this assumption needs to be confirmed. More experiment should be conducted

to test whether bioreductive activation of the synthesized bioreductive agents really occurs in the cancer cells.
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