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Objectives to learn :
Prevalence :
Some recent prospective data for CRE
Mechanisms :
Some experimental tracks emerge very recently

Diagnosis & clinical aspects :
Need grading
No anatomical boundaries
Management :
Few data about nutritional support & monitoring
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A Patients expect their symptoms to be given legitimacy,
even if they cannot be cured but amended.

AMalfunctions of gastrointestinal physiology,
depending of the affected site, which if correctly diagnosed
may enable a patient with difficult symptoms to be helped.
AGrading of symptoms is needed for multicentre trials.
APrediction of combination of treatments needed is difficult.
AMany patients will also need some long-term support.

AThe lack of randomised trials reflects multifacet aspect of
this poorly recognised disease-and t he medi cal
lack of interest in this area.

AThey are few chronic disorders where the effect on patients,
IS so little recognised and for which there is such an absence

of support
J Andreyev. Lancet Oncol 2007; 8 :100-47
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Acute RE _ Chronic RE

- 30 seconds » 3 mo to 30 years

- Epi(endo) thelial lesions to/and Endo(epi)thelial lesions

- Severity (Grading) of ARE 1 to be available in records




Radiation therapy, alone or combined with other types of treatment, is
given to 70% of all cancer patients. Cancer specific survival is improved
with higher radiation dose,and technical improvements limit exposure of
normal tissues like the bowel.

Nevertheless, delayed radiation enteropathy continues to be a
dose-limiting factor for long -term uncomplicated cancer cure.

Prevalence estimates of moderate and severaéate bowel effects
varies from 5% -30%

Larsen A, Reitan JB, Aase ST, Hauedensen M
World J Gastroenterol 2007; 13(26): 3613613.
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A Surgery before RT :
for example, after RT for prostate cancer

A Preexistingcardiovascular disease:

3500 patients irradiated for advanced uterine cervical
carcinomas : smoking status : yes
hypertensive disease and diabetes mellitus : yes

A Severe acute Gl symptoms during RT:

553 patients receiving RT for prostate cancer
Preventing acute symptoms could be a strategy
to help reduce the risk of delayed radiation effects

Larsen A, et al World J Gastroenterol 2007; 13: 3613613.
Heemsbergen WD, et al Int J Radiat Oncol Biol Phys 2006; 66:-20.
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Accjuirse microveaseular dysiunciion if) CRE
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- Reactive oxygen species (ROS) production
from isolated microvessels

Case report : 2 year post Rx; lleal webs & stricture formation

lleal 20 cm resection, submucosal arterioles
Hatoum OA et al Gut 2005: 54: 1797-1800



Endothelial dysfunction in the pathogenesis

of Radiation Enteropathy

Extrinsic pathway Intrinsic pathway
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« Loss of thromboresistance »
Oxydative damage + down regulation of TM

Wang J et al:World J Gastro 2007;13:3047-55
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Table 1 Potential pharmacological strategies for modulating
post-radiation endothelial dysfunction to ameliorate

development of radiation enteropathy and some of their

respective limitations

Intervention Major limitation

Flatelet aggregation inhibitors  [Narrow therapeutic window (bleeding)

Diirect thrombin mhibitors Narrow therapeutic window (bleeding)

Thrombin receptor blockers Blocks only cellular thrombin effects

Eecombinant thrembomeodulin Does not restore endothelial
thrombomeodulin

Activated protein C Cmly partly blocks the effects of
preformed thrombin

Statins [Non-specificity

itamin E Non-specificity and variable efficacy

Proteinase

Activated Rpl

n
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Serosal adhesions ====p strictures : lleal resection



