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The anti-proliferation effect of BJ-601 in human vascular endothelial
cells

FlI ﬁ%gl

A RO (angiogenesis) 1 WAL K » SIEE A

Uil J’JIUI SR o T rF; W = RIRLP R pter 0 BRI 5 o 7[:);“57”71/ ol B

ﬁ‘]‘ﬁ%"l BJ-601 %) * tgj%ﬁﬁﬁ@ A5 Mal(human umbilical vein endothellal cell »

HUVEC) ¥ * &ty Hz’f%(i"fgﬂ‘Jsz’ﬁﬁElﬁEJ(human dermal micro-vascular endothelial

cell » HDMVEC) % Eﬁlfj#ﬂﬁrﬂ ™ E'}%&'?]‘F{‘ F‘“Elfj [EH ig&ﬂ

¢th@ﬂ » BJ- 601 [El HUVEC » HDMVEC v % =% % ﬂ]ﬁ“ﬂ[":” ) &l ?fﬂﬁjﬂ

FRl=e BJ-601 £l L«Irﬁ']@éf;“%( dose-dependent )- I'] 3H-thymidine incorporation

° J’JIU' s > gk 24 ) Eﬁ = > BJ-601 FFEHH Jﬂjrﬂj[ 5w DNA Elfjfﬁ 7o
& }{ﬁ”ElijlﬁﬁFjﬁiﬁT} GO/Gl 1] F{|"'] Western blotting =1 =5 {1 {{RFIZ(] - [ L5}

Jl') BJ-601 i Elix » 'l U%D{El’jwlﬁ*ﬁﬂ@;iﬁ (cell cycle arrest) * FTJELJ Sl

p21 ~ p27 & p53 FEfHATE F'FJ“EEILJ*E“J[I 2555 HIF] | anti-cdk?2 antibody

anti-cdk4 antibody 3% ¢ J@jrd&&# (immuno-precipitation ) &l [IZERE A1

cdk2-cyclin complex 5 EFF f p27 I'] =1 cdk4-cyclin complex F’EFF A p21 F{U’F}"ék&
A E TIPS G o AP Kinase assay 3L - p21 K p27 fi JJFEKJ[IK'TIT‘I]THJ cdk2 fiv

I > S ARG GOIGL 4 -

¢7ﬁpj}l R BJ-601 % HUVEC % HDMVEC Ry '%Elqa;gw RSO

=2 5 > W= BJ-60L 5P Fser <t AUl > [yl WA RS IO o
jsr

e b iR

Recently, anti-angiogenesis has become an attractive, potential strategy for cancer
therapy. In this thesis, we investigated the anti-proliferation effect of BJ-601 on
human umbilical vein endothelial cell (HUVEC) and human dermal micro-vascular
endothelial cell (HDMVEC), and its underlying molecular mechanism.

In this study, we demonstrated that BJ-601 induced a dose-dependent inhibition on
HUVEC and HDMVEC. After treatment of the cells with BJ-601 for 24 hours, the
DNA synthesis was reduced, and the cell cycle was arrested in GO/G1 phase
evidenced by H3-thymidine incorporation studies. Using western blotting analysis, we
demonstrated that BJ-601 changed the level of the cell cycle related proteins; the level
of cyclin-dependent protein kinase inhibitors, p21, p27, and p53, were significantly
increased, while the level of cyclin-dependent protein kinase-2 (cdk-2) protein was
decreased. Furthermore, immuno-precipitation study show that the cdk4-cyclin-linked



p21 as well as the cdk2-cyclin-linked p27 proteins were significantly increased after
BJ-601 treatment. Using kinase assay method to measure the kinase activity, we
further demonstrated that the cdk-2 activity was decreased in the BJ-601 treated
HDMVEC.

In this study, we delineated the possible mechanisms of the BJ-601 inhibitory effects
on the cell cycle of HUVEC and HDMVEC. The findings from the present study
suggest that BJ-601 might have the potential to inhibit the occurrence of angiogenesis.



