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control	  unit	  

RNA	  
so many effects... same control unit? 
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RNA	  content	  
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cytosolic	  RNA	  
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membrane	  permeability	  

CTR	   SWT	  
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known	  effect	  
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What	  happens	  with	  RNA?	  
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Nature	  Reviews	  Immunology	  2006	  

Toll-‐like	  receptor	  3	  
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Pilot:	  TLR-‐3	  acGvaGon	  in	  HUVECs	  
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Part	  I	  	  
	  

in	  vitro	  experiments	  
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TLR-‐3	  reporter	  cells	  
posiGve	  proof	  



www.carelab.at 

TLR-‐3	  gene	  knock-‐down	  with	  siRNA	  
negaGve	  proof!	  

read-‐out	  gene:	  
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Part	  II	  
	  

	  in	  vivo	  experiments	  
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Animal	  model	  

hind	  limb	  ischemia	  	  
	  

wild	  type	  vs.	  TLR-‐3	  k.o.	  mice	  

HLI	   3	  weeks	   +28h	  

Time	  Course:	  

+	  4	  weeks	  

Shock 
Wave 

therapy 

+24h	  

• Molecular             
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TLR-‐3	  signalling	  



www.carelab.at 

TLR-‐3	  signalling	  –	  in	  vivo	  
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TLR-‐3	  signalling	  –	  in	  vivo	  
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TLR-‐3	  signalling	  –	  in	  vivo	  
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TLR-‐3	  signalling	  –	  in	  vivo	  
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morphological	  outcome	  
immunohistochemistry	  
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Tissue	  necrosis	  
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angiogenesis	  
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angiogenesis	  
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laser	  doppler	  perfusion	  imaging	  
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laser	  doppler	  perfusion	  imaging	  
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Summary	  

-‐  release	  of	  nucleic	  acids	  
-‐  sBmulaBon	  of	  the	  innate	  immune	  system	  via	  TLR-‐3	  

-‐  environment	  for	  regeneraGon	  

Shock waves cause 
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Summary	  

-‐  effects	  are	  missing	  in	  knock-‐down	  and	  knock-‐out	  models	  

-‐  majority	  of	  SWT	  effects	  are	  mediated	  by	  TLR-‐3	  
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Innate	  immunity	  


