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ABSTRACT:

    

INTRODUCTION

Member  of   the  p53   family,  TP63  gene  gives   rise  
to   transcripts   that   encode   either   full-­length   isoforms  
containing  an  amino-­transactivation  (TA)  domain  (TAp63)  

maintenance   of   the   proliferative   potential   of   epithelial  

their   role   in   normal   development   and  homeostasis,   the  
large   majority   of   squamous   malignancies   display   p63  
immunoreactivity  suggesting  that,  similar  to  p53,  p63  is  

both  the  complexity  of  the  gene  and  the  lack  of  reliable  
antibodies  for  each  individual  isotype,  the  role  of  p63  in  

Recent  data  suggested  that  p63
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that  the  p63  gene,  especially  TAp63  isoforms,  could  act  as  
p63  is  rarely  mutated  

in  human  cancer  in  contrast  to  classic  tumor  suppressor  

antimicrobial   peptides   either   constitutively   secreted  

from   subpopulations   of   macrophages   and   Paneth   cells  

lining  numerous  organs  (oral,  nasal  and  epidermal  mucosa,  

therefore,  might   also   link   innate   and   adaptive   immune  

inducing  dendritic  cell  and  tumor-­associated  macrophage  

in  vitro  data  support  

the   implication   of   these   small   antimicrobial   peptides  

in   vitro  

in   vitro   and   in  
vivo

RESULTS

5   cells  

The   experimental   procedures   are   extensively   described   in   the  
  A  representative  experiment  is  
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-­

interference   strategy   both   in   normal   keratinocytes  

The  
experimental   procedures   are   extensively  
described   in   the   “Materials   and   Methods”  

at   the   indicated   times   after   actinomycin   D  

means  ±  SD  of   four   independent   transfection  

P  
<



Oncotarget4www.impactjournals.com/oncotarget

   By   immunohistochemistry,   the   expression  

P  <
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P  < P  <
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beta   receptor   system   is   highly   expressed   on   vascular  

on   tumor   sections,   the   average   number   of   neoformed  
blood  vessels  per  mm

higher   tumor   vascularisation   compared   to   cancers  

impact   on   the   endothelial   cell   recruitment,   Boyden  

antibody   partially   abrogated   the   migration   induced   by  

in  vivo

relative  vascular  area  compared  to  negative  control  (PBS)  

of   blood   vessels   in   both   cervical   and   head   and   neck  

the   average   number   of   podoplanin    vessels   per   mm

chemotactic   migration   of   lymphatic   endothelial   cells  

in  vivo

P

       Age  (y),  median  
(SD)
      Sex
            Male

      Smoker
            yes
            no 6 6
      Drinker
            yes 6 6
            no
      Primary  site

9
9

      T  stage

5

            positive 9 9
            negative
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structures,  lined  by  alpha  SMA-­negative  endothelial  cells,  

response   from   optical   microscopy   observation   (Prox-­

higher   tumor   lymphangiogenesis   compared   to   cancers  

DISCUSSION

lymphangiogenesis  also  promotes  the  tumor  progression  
and  regional  lymph  node  involvement  is  both  early  sign  
of  metastasis   and   one   of   the   strongest   poor   prognostic  

targets  that  might  prevent  the  very  initial  stage  of  tumor  
spreading  from  the  primary  site  and,  therefore,  increase  

number  of  blood  vessels  per  mm
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basis   of   blood   and   lymphatic   abnormalities   associated  

be  regulated  by  multiple  factors  and  be  cell  or  tissue-­type  

average  number  of  lymphatic  vessels  per  mm
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cells   and   demonstrated   that,   in   contrast   to   TAp63  

and  probably  because  of  the  small  size  of  these  peptides  

in  vitro  

proliferation,   radiation   resistance   and   unfavorable  

factor  expression  and  cancer  microenvironment  has  not  

may  explain  partially  the  increased  density  of  blood  and  

in  vitro

cells  suggesting  that  these  peptides  could  promote  blood  
in  

vitro
in  vivo

also   found   that   this   enhanced   angiogenesis   is   reduced  

not  reveal  a  potential  mechanism  and  used  a  pan-­antibody  
targeting  all  p63  transcripts;;  thus  different  p63  isoforms  

increased  blood  and  lymphatic  vessel  density  in  the  tumor  

Therefore,   a   treatment   strategy   aimed   at   reducing   the  

MATERIALS  AND  METHODS
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3,  

immunolabeled  tissues  by  using  a  semi-­quantitative  score  
of   the   intensity  and  extent  of   the   staining  according   to  

provide  a  global  score  for  each  case,  the  results  obtained  

validated   using   a   computerized   image   analysis   system  

)  
and  lymphatic  (Podoplanin )  vessels  in  tumor  

mm
used   to   quantify   the   number   and   the   vessel   density   in  

blood  and  lymphatic  vessels,  anti-­alpha  SMA  and  anti-­

by   reverse   transcription   as   previously   described  

D3  
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by  

5   cells   per  

5  cells  

by  using  the  Alamar  blue  colorimetric-­based  assay  (AbD  
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t  test  (immunostaining)  or  a  Mann-­

as   the   time   from   the  date  of   registration   to   the  date  of  

P

ACKNOWLEDGEMENT   AND   GRANT  
SUPPORT

REFERENCES

transactivating,   death-­inducing,   and   dominant-­negative  

essential   for   the   proliferative   potential   of   stem   cells   in  

limelight:  crucial  roles  in  the  suppression  of  tumorigenesis  

  

     

     
Recent  advances  in  the  research  and  development  of  human  

cervical  human  papillomavirus-­associated  (pre)neoplastic  

neutrophil  defensins  selectively  chemoattract  naive  T  and  
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  G,     

and   tube   formation  of  human  umbilical  vein  endothelial  

  and  
of  p63  leads  to  increased  cell  migration  and  up-­regulation  

Regulation  of  p63  isoforms  by  snail  and  slug  transcription  

  

in   melanoma   that   confers   chemoresistance   and   a   poor  

  

of   the   p63   gene,   exert   opposite   effects   on   the  
)   gene  

and   squamous   metaplasia   in   smokers:   implications   for  

cervical   squamocolumnar   junction   during   development,  

  


