BRAE{LEE

Chinese Association for Clinical Bio

el

o HIE R

The Chinese Physiological Sacie

r“i

|2

® £

int Annual Conference of B
£

% g
e 5w
i 1%
™ &3

J—
e
el Seal
e O
,..M M@m
e o i
o e EC
m %m
=z —




Abstracts '6f_'3't§"m Poster Presentations

ety

Tyrosine Kinases and NF-kB Pathways in

figTseng, Chuen-Mao Yang, Ph.D"
Sharmacology, Chang Gung University, Tao-Yuan, Taiwan

g evidences shaw that the dry eye Induces inflammation on the
through increases of pro-inflammatory mediators and catalytic
i metalloproteinases (MMPs), MMP-9 especially, have been
d fo play 2 key role in the pathogenesis of inflammation and tissue
0 in cornea. Many studies have shown that MMP-8 can be induced
fimuli such as 1L-1f, which may contribute 1o collagen degradation
defing in the inflammatory responses of comea. However, the
¢ underlying |L-1B-induced MMP-8 expression in cormea remain

and Methods:

pplied the Statens Seruminstitut Rabbit Corneal Cells (SIRCs) to
mechanisms of |L-1B-induced MMP-9 expression. Data obtained
blot, RT-PCR. co-immunoprecipitation, cell fraction isolation, and
rase activity analyses coupled to using pharmacelogical inhibitors
neling molecules, including c-Src (PP1), EGFR (AG1478), PDGFR
3K (LY284002), and NF-kB (Bay11-7082)

siudy, we demonstrated that IL-1f-up-regulated MWMP-9 protein,
omoter activity, which were attenuated by FP1, AG1478, AG1296,
Bay11-7082, Moreover, IL-1p can stimulate Akl phosphorylation
-attenuated by pretreatment with PF1, AG1478, AG1286, or
These signalings lead to both IkBa degradation and NF-kB pB5
in SIRCs. Interestingly. we found that IL-1§ stimulates c-Sre,
DGFR complex formation resulting in up-regulation of MMP-9.

is revealed that |L-1p-induced MMP-9 expression is mediated
dependent transactivation of EGFR and PI3K/Akt cascade linking
vation in SIRCs.

uced MMP-9 Expression is Mediated through ‘
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Study on The Mechanisms of PPE8-induced Apoptosis

Through Endoplasmic Reticulum Stress. ‘
W |, EA Y MRS R

Chih-hsiang Tseng, Jin-Cherng Lien, Ting-Chia Ko, Te-Ling Lu*

" Departmant of Pharmacy, College of Pharmacy, China Meadical University, Taichung,
Taiwan.

‘ Graduate Institute of Pharmaceutical Chemistry, College of Pharmacy, China Medical
University, Taichung, Talwan

“Department of Pharmacy, Mackay Memorial Hospital, Hsinchu, Taiwan. ‘
Backgrounds:

To investigate the mechanisms of cell death induced by the new synthetic
compound of naphthoquinone treatment |n human non-small lung carcinoma ‘
cell line H1299
Materials and Methods:

The effect of PPES on H1299 cells viability was obtained by MTS assay.
Mophological changes of ER observed by immunofluorescence microscopy.
Expression levels of ER-related protein were determined lo investigate their
role in PPES-induced cell death by western blotting assay. The effect of PPES- ‘

induced ER stress and cell viability of H1299 cells were invesligated by siRNA
knockdown of IRET,
Results:

PPE8-induced cell death was on dose-dependenl manner, PPES-induced
ER morphological changes, PPE8-induced ER stress was evidenced by
increased expression of p-IRE1 and p-JNK in H1299 cells. Knockdown of IRE1
expression by siRNA reduced PPE&-induced JNK phosphorylation and cell
death (n H1299 cells, ‘
Conclusion:

Our data demanstrated that PPES can induce cell death through ER stress
in human non-small lung carcinoma cell line H1299. Thus, PPES may serve as
an anticancer agent by Inducing ER stress in human nan-small cell lung cancer.

anism of Endomitosis Inhibited by PKA

HH 1
seng, ' Wei-Ming Kan, Ph.D. "
Pharmacology, School of Medicine. National Cheng Kung University

omenan of polyploidy, also known as endomitosis, s composed
an of cylokinesis and re-synthesis of DNA. The deregulation of
amgy cause physiological abnarmality. [t's reported that endomitosis
d by cAMP-PKA signaling axis. However, the relationship of
rs and endomitosis is still not clear. In this study. we investigale
sm in inhibition of endomitosis by PKA isoforms in human
ia (HEL) cells.

d Methods:

arythroleukemia (HEL) cells were cultured in RPMI 1640 containing
L mM sadium pyruvate, 2 ml glutamine and 100 1Wml streptomycin/
i the humidified incubator at 37°C with 5% C02, Cells were collecled
f for a 4-day period after drug treatment. PMA (25nM). a common
far induction of polyploidization in HEL cells, and forskalin (FSK,
wiyl cyclase activator, is used for raising cAMP level, The cell cycle
. delected with immunolabeling and Acurri C6 flow cytometry, and
h Flowjo software,

ults, the raising of p21 activity started at second day after PMA
FSK can reverse PMA-induced sffect. The levels of eyclin B1 and
e not significantly allered between PMA trealment and PMAIFSK

Miso, the level of cyclin D3 was indeed increased In PMA-treated

nown as cetl cycle inhibitor, may has its specific function in the

andomitosis. Furthermore, cyclin D3, involved in G1 phase, is indeed

ant role in endomitosis, To Investigate the effect of cAMP on

ed factors, we will continually study the alternation of cell cycle-

ftlors under PMA treatment and PMA/FSK co-treatment, Next, we

ne which PKA isoforms is the downstream of cAMP and clarify the
hanism of cAMP-PKA signaling pathway.
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The effects of marine-derived compound, WSS-10 on ‘

6-hydroxydopamine model of Parkinson’s disease
R CHSTE EER | EHE REGT BRE FEE R E
Chien-Wei Feng', Han-chun Hung', Chun-Hong Chen', Shi-Ying ‘
Huang®, Yen-Yo Lin, Wu-Fu Chen®, Jyh-Horng Sheu?, Zhi-Hong Wen®
'Doctaral Degree Pragram in Marine Biotechnolagy. Natianal Sun Yat-sen Univarsity,
‘Dapartmant of Marine Biotechnology and Resources, MNational Sun Yat-sen University, ‘

‘Department of Neurosurgery, Kaahsiung Chang Gung Memnorial Hospital and Chang
Gung Universily Collage of Medicine, Kachsiung . Talwan

Backgrounds:

Parkinson's disease (PD), an imporlant neurodegenerative disorder, Is
characterized by the progressive loss of dopaminergic (DA) neurons in the ‘
substantia nigra results in motor defects. However, current treatments for PD
are limited and drug of PD is needed urgently. Our previous studies had found
that marine-derived compound, WSS-10 provides neuroprotection against
B-hydroxydopamine (6-OHDA}nduced neurotoxicity by anti-apoptotic and anti-
inflammatory actions. The present study. we would further examine the cellular
mechanisms of neuroptrotetive effect of WSS-10 in Parkinsen's animal madels. ‘

Material and methods:

Zebrafish larvae were treated with 6-OHDA in the absence or in the
presence of WSS-10. Motor aciivities {total distance and velocity) were
monitored by animal behavior system (SINGA). In Parkinson's rat model was
induced by lesion of middle forebrain bundle (MFB). After lesian, amphetamine- ‘
induced rotation behavior was evaluated every week. One month after lesion.
rats were sacrificed after reperfusion and the section of brains were performed
in immunahistochemical analysis.

Results:

WS55-10 markedly rescued the deficit of loco-motar activily in 8-OHDA-
treated zebrafish. In addition, WS3-10 also attenuated the number of
amphetamine-induced rotation behavior and DA neuranal death in 6-OHDA
rat madel of PD. After kriock down of DJ-1 protein sxpression by siRNA could
decrease the protective effects of WSS-10 on 8-OHDA-induced cytotoxicily in
neuron cells. ‘

Conclusion:
We confirmed the therapeutic efficacy of WSS-10 in zebrafish and rat FD
madel. Moreaver, we strong proposed that WSS-10 is a promising candidate for

the treatment of Parkinson's disease through DJ-1 mediated cascade. ‘
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