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[ Journey toward unraveling the molecular basis of
hereditary hair disorders]
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[Rapid and sensitive detection of UGT1A1
polymorphisms associated with irinotecan toxicity
by a novel DNA microarray ]
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The inhibitory mechanism of T on MDA-MB-231
breast cancer cell migration and the mechanism
of inhibiting the SPC-induced abnormal
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[Rapid and sensitive detection of UGT1A1
polymorphisms associated with irinotecan toxicity
by a novel DNA microarray ]
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The inhibitory mechanism of T on MDA-MB-231
breast cancer cell migration and the mechanism
of inhibiting the SPC-induced abnormal
contraction.

G-l A B A
ONan Li, Min Zhang, Bochao Lyu, Ying Zhang,
Hiroko Kishi, Tomoka Morita, Sei Kobayashi

Cell adhesion, migration and invasion are
critical steps for carcinogenesis and cancer
metastasis. Ca2+-independent abnormal
contraction, vasospasm causes angina and
cerebral vasospasm, which lower a patient’s
quality of life and sometimes deprive their life. T
is a polymethoxylated flavonoid that is abundant
in citrus fruit peel. It has many beneficial
bioactivities, such as anti-oxidant, anti-
inflammatory, and anti-cancer. The aims of this
study were to check whether T had inhibitory
effects on both cancer cell migration and
sphingosylphosphorylcholine (SPC) -induced
abnormal vasocontraction and to elucidate those
mechanisms.

Herein, T showed the ability to inhibit
migration, in highly metastatic breast cancer
MDA-MB-231 cells at non-toxic doses. Further
investigation revealed that T decreased the
phosphorylation level of focal adhesion kinase
(FAK) at Tyr 576 and paxillin at Tyr 31.
Moreover, T treatment downregulated the
expressions of RhoA, ROCKII, and Cdc42, thereby
impairing cell migration and actin assembly.

On the other hand, we used T in different doses
to explore its inhibitory effect on the SPC-induced
abnormal vasoconstriction. T rapidly inhibited
the SPC-induced abnormal vasoconstriction and
SPC-induced

phosphorylation levels of both myosin

decreased the increased
phosphatase target subunit 1 at Thr853 and
myosin light chain, indicating that T inhibited the

abnormal vasoconstriction through SPC/Rho-
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kinase pathway.

To our knowledge, this is the first report to
show that T has potent inhibitory effects on both
the cancer cell migration and on the SPC-induced
abnormal vasoconstriction leading to vasospasm
and sudden death. T would great application
prospects on these two lethal diseases.

NO.10
Madagascine induces vasodilatation via
activation of AMPK

7R A: 247, Dalian Medical University "

OBochao Lyu, Dapeng Chen?, Yuan Lin?,
Ying Zhang, Tomoka Morita, Hiroko Kishi,
Sei Kobayashi

The effects of madagascine on contractions of
rat mesenteric resistance arteries (MRAs)
induced by K+, methoxamine, and endothelin-1
were respectively studied. The aim of this study
is to characterize the vasodilatory effect of
madagascine on vasoconstriction and reveal the
potential mechanisms. The vasodilatory effect of
madagascine (0.3-100 # M) in endothelium intact
MRAs was blocked by an endothelial NO
synthase (eNOS) inhibitor, L-NAME and an
AMPK inhibitor, compound C. Madagascine (10
u M) also significantly relaxed the
sphingosylphosphorylcholine (SPC) -induced
abnormal contraction without endothelium and
the effect was abolished by compound C.
Madagascine significantly increased the
phosphorylation level of eNOS in endothelial cells
and decreased both the SPC-induced
phosphorylation levels of myosin phosphatase
target subunit 1 (MYPT1) and myosin light
chain 20 (MLC20) in vascular smooth muscle
(VSM) cells, which were canceled by the small
interfering RNA-induced knockdown of AMPK. In
summary, madagascine exerted vasodilatation

through activating AMPK, leading to the

activation of eNOS in the endothelium and the
inhibition of SPC/ROCK/MYPT1 in VSM. This
study suggests the potential value of madagascine
in  amelioration of vasospasm-related

cardiovascular diseases.
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Tx1x, M OARBTH 5 Ca2+IEEKA D
I3 5 H W O > 7 VRERE L LT, SPC—
Fyn—Rho¥ F—ERZFHE L T& /2. HIZ, £t
MK EPASS, IMAF OIEFIMICITEEZ L 27,
Fyn®iG AL % Pl U T 545 DG % R 50 2Pl §
2HERML, EBICEPAIXE RO BEITHL
THEHER L. L LEPARIRENETH 5720,
R G- DA HE T & D BB O b I A3 B 7% 72
B, AWFZETIE, Fi7zi, BRSO IR %
POt 3° S F G O A & B3 2 KB R OB
2T, KEBUEWEAZER L 7-0THET 5. 7
FEEIIRICHBWT, WEA (30 M) (3B
2 & % Ca2HEAAEDIEF I % 12 & A EHl
W2, Ca2+3IEARAFE o FLH MU % 2 WIS PI) L 72,
WEAZ, BEWIGH ORho¥ F — ¥ ot b2 (2
FEAICHH L. 2, MIFEEoMEICLD
SPC—Fyn—Rho¥ F — B I £ 12 b 5
TBHIEDPRRBENT20, b b IR E
ST LWEAORROME L2 25, FRE (30
u M) WA A E 2 2 B L 7.
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SPC/Fyn/ROK®RIC & 5 INETFEHEBEIIED S 7
FIUREICH T B AN DFEMIEEEX D F
W R b D 1Z | D fEEA
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4G10IZ X 2 eI TR & B IR &~ 7 & BUR 53 #T
ek a8 7a 5+ I 7 20 F 2 W TFyn®d
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b LA PRI 35 & O & IAS P i RLRR 1 B v
T, SPCHIBIZ X D ¥ X v F VIINKMAYING S 1
% BUE 53 % 20T B HAURE S 7z, HIZ, SPCH
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Ca2HEAA DR IR L 2o 72, BT, =T R
Jis B B IR (< 3B W T 3 PD1506061X SPCILC & % i %
WL 72, DLEofR2 S, SPC/Fyn/ROKRIC X
% I - 195 B8 DU 38 & OV U4661900# 12 A v 2%
A VIEB5 5525, @AY T ABSHIC X 5 Ca2+
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