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Intestine: a major dose limiting organ

Patients treated with radical radiotherapy each year for pelvic cancer : 
30 000 in France, Haydont et al., BJR, 2007
12 000 in the UK, Andreyev, Gut, 2005

3M in the USA, Hauer-Jensen et al., Acta Oncol, 2003 

Affects patients’ quality of life and treatment outcome



The main feature of delayed radiation-induced toxicity is fibrosis

Antifibrotic treatment aiming at Reversing established fibrosis is highly needed
- No interference with anti-tumor treatment
- Focused treatment to the patients who need it 
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Radiation enteropathy
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Hypothesis

Fibrosis maintenance and CTGF expression in 
Radiation enteropathy

is TGF-β1-Independent
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Low dose of TGF-β1
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Prophylactic strategy
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Experimental radiation enteropathy : 
Wistar rats (n=5-10) ileum surgically removed from the abdominal cavity

and locally irradiated et 19 Gy-RX

Haydont et al., Clin Cancer Res, 2007

19 Gy
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19 Gy

Haydont et al. Int J Radiat Oncol Biol Phys,2007

No RI lesion in 6/10 rats

No improvement of acute phase









Transfer into the clinic :
Phase II/III trial in patients treated for pelvic cancer
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Is Rho/ROCK activation specific to radiation enteropathy?

Lung fibrosis

Dr Paule Opolon
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Reversion of Bleomycin-induced lung fibrosis in C57B6mice 
using Rho/ROCK inhibitors
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Metaplastic reaction (pre-cancerous lesion) in 2 Simvastatin treated mice
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1- Radiation-induced lung fibrosis: thorax irradiation 16-17 Gy
Etude histologique: 15, 26, 36 w

2- Mixing cocktails: Rho and PDGF-R inhibition

3- Sanofi-Aventis: New ROCK inhibitor

Ongoing experiments…
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Genetic basis

Epigenetic basis

SNPs

Late toxicity
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Tissue remodeling
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