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  Rapid  stretch  iajury (RSI) is an  in vitro  vnodel  that mimics

many  features ofexperimenta[  tt'uumatic brain iniury in vivo.  Gap

junctions (GJ) centribute  te vasodilatation  and  vaseconstriction

and,  perhaps, to cerebral vascuiar  regulatory  mechanisms  such  as

auteregulation.  Rat  vascular  smooth  muscle  cells (A7r5, MCC)

were  seeded  onto  six-well  FlexPlates (F]excell International)

that had a silastic bottom and  provided the ability  to deform

and  iniure the cells. Mild, moderate  and  severe groups of  RSI

(S.S, 6.5, 7.5 mm  deformation) were  pvoduced  using a model

94A  cell  iajury contro]ler  (Commonwealth Blotechno]ogy).

Cell iajury was  defined as  the percept of  Hoechst 33343 stained

cells that stained  with  propidium iodide (PI). GJ  communicat{on

was  assa}Jed using  fiuorescence recoveiy  after  photobleaching

(FRAP). Cells were  loaded with  5-carbox.vfluoreseein diacetate

and  lntraceltular fiuorescence was  rneasured  using  confocal

fiuorescence microscepy  (Zeiss LSM510).  FRAP  was  expressed

as percent of  baseilne fiuorescence. Intracellular Ca++  and

ROS  were  imaged using  the fluereseent dyes fluo-4 AM  and

H2DCFDA,  respectively.  RSI  produced level dependent increases

in intracellutar Ca++  and  ROS  and  PI staining  and  decreases in
GJ  communication.  SOD  or  the Ca++  chelatog  EGTA,  lmproved

GJ communication  and  reduced  the percentage ofPI  s!ained  cells,

These results  suggest  that increases in intraceLlular Ca++  and

ROS  contribute  to cell irijury and  impaired GJ cQmmunication

aftcr  RSI  in A7r5 cells  in vitro.
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  Immunohistochemistry (IHC) is now  routine!y  used  as  tests

of  expression  of  hormone receprors  and  HER2  (c-erbB-2) proto-

oncegene  for patients with  breast cancers  in erder  to identify

eligibiiity  to endocrine  anid  trastuzumab  therapies, respectively,

Despite the development of  various  chemothrapeutic  agents,

mortality  due to ovarian  cancer  (OC) has almost unchanged

during recent  ten years. More  effective  treatment options  based on

molecular  pathways of  tumor  growth and  unetastasis  are  needed.

HER2  alse  expresses  in OCs, but its prognostic significanee  is

controversial. Vaseular  endothelial  growth factors (VEGFs) are

frequently detected in OCs, and  clinical  trials using  bevacizumab,

an  anti-VEGF  antibody,  are ongoing.  Other possible molecular

targets detectable with  IHC  for patients with  OCs comprise
                                                  ,

platelet-derived gre-th  faetor recepters  (PDGFRs). WTI  (Wilms
tumor 1), and  aotinin-4, PDGFRs,  type III receptor  tyrosinc
kinase that can  be treated by imatinib mesylate,  were  freguentty

expressed  and  activated by autocrine  manner  in OCs. Ovarlan

serous  adenocarcinomas  were  mostly  immunopositive  for

VLrTi, and  the intensity of  WTI  immunoreaction was  correlated

with  WTI  mRNA  levels and  patients' ciinical  outcome.

Immunotherapy using  vaccinization  ofWTI  protein is ef  interest.

Actinin-4, an  actin-bundling  protein, that enhances  cell motility,

was  also  frequently expressed  in OCs, High  actinin-4  expression

was  correlated  with serous  histology and  poorer pregnosls.

Development of  target therapies against  these moiecules  might

contribute to  decrease in mortality  due to OCs.
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