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Functional Experimentation
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Abstract
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i Aase] s a Hi levels of HAase

are clavated in many c«lnws wdu-unldarl THYALY) s the major :wnor-ﬁhfnd'nuu W!mvmmudm
HYAL! were overexpression in human breast cancer, Breast cances celis with higher HAase expression, exhi
significantly r imvasion ability through matrigel than those cells with lower HAase expression, and knnduim af
HYALY expression in breast cancer celis resulted in decreased cell growth, adhesion, invasion and angiogenesis, Here, to
further elucidate the function of HYALT in breast cancer, we rsequences of forcing HYALY expression In
breast cancer cells by tramsfoction of expression plasmid, Compared with control, HYALY up-regulated cells showed
increased the HAase activity, and reduced the W!ﬁﬂﬂn of HA in vitro. Meantime, upregul of HYAL1 promated the
cell growth, migration, invasion and angiogenesis in vitro. Moreaves, in nude mlur madal foecing HYALY wxpression
induced breast cancer cell wenograft tumor growth and by
forcing HYALY expression in vivo. These nangsmémmnlmmkwmmwnﬂwm
behavior of breast cancer.
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Introduction be imvolved in tumor progressson [14], In sddition, HAase &
amoctited with increased tumor cell cyiding [15]. The HAase
Estratellular msirix (ECM) & closely correlated with tumor  levels serve a an accurate marker for deteciing prostate and

i acid (A} it & con of the ECM, it bladder tamon [9-10]. In humiss, six HAsse geoes have been
i an unsalfaserd  anicese linear gheosaminoghean polymer  dentified. Hyahmoniduse-1 (HYALL was ociginally putificd from
comipicised o repeating ghurumnic acsd and N-acetylghaosamine human plasma and urine [16-17), it i the major twmor-gerived
disaccharide motif [1]. HA keeps tiasues hydrated, maintsine  HAsse expressed in bladder and prostate caneer taaaes, and it ha

varmitic: balance and enrdlige integrity [2-3). HA abso actively

reyulates eedl arlbesioti, migration, ami probiferation by interscting

with specific coll siface receptons such as CI44 and RHAMM
[4]. The soacentiution of HA i clévied b several inflamanatory
discases apd yarious carcioomas, iochding bladder, prostate,
breast, brg, exhom, aved so forth [5-10], Small fragments of HA,
geocrated by Fiyahironidase (HAuc), stimulae  sngiogenesis
(1,12). In tumoe tasaes, § may promots wmer growth and
metastash probably b -mn I\ suppoting tumor coll magration

they wre endogheridaoes, as they degrade the [-Noacetyl-D-

ghucosaminidic lnkages in e A pobymer [1], HAase has bers
shuwn s altes the expression of CDMH isuforms, which may also

@ PLES DNE | www.plosona.ceg

characterzeed expeessson at the mBNA ansd protein Jevels i o
cells [9,10]. HYALI i a ~35-60) kD protein, and it is consisted
with 435 amino acids, As elevated level of HYAL] has been found
n prostase, Bladder, breast, head amd neck cancers, eie [5-10,18
2], HYALI was the fit HAase w be recogmioed as being
expressed by tumor crlly and it expresson correbites with their
ivasive and metsttic potcoial (5], No HYALL expresion is
observed in the tumorasocisted strama, although  HYALL
expression appears 1o correlate and perhagn mduee A produc-
tiom s the: tume ed stroena [21-29)

Asmany the six

HYALI and Hyaluronidase-2 HYALY)
are widely distrib jegrade high molocular weight (MW) HA
[23]. The HYAI oo high MW HA into ~20 kDa HA
frugments [24], which are transparted intracellarly and further
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