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Graft-versus-host disease (GVHD) is secondary to bone-marrow transplantation and leads to a 

systemic inflammatory disorder, were allogeneic transplant leads to a higher risk, 30-60%, with a 

mortality rate up to 50%. We evaluated the role of Anandamide (AEA), an endocannabinoid, in the 

modulation of inflammation in GVHD.  Methods: GVHD was induced in BALB-c mice by the 

transplant of 1x107 bone-marrow cells and 3x107 splenocytes from C57BL/6. GVHD-mice received 

daily with 10 mg/Kg of AEA, starting on the day of disease induction and clinical score was accessed 

every two days. Mice were euthanized at the 7th day for the following analysis. Results: AEA levels 

were unaltered in the intestine and blood serum, and was increased in the liver of GVHD mice when 

compared to syngeneic transplanted mice. Mice were first treated with MAFP, an irreversible 

inhibitor of FAAH, the enzyme responsible for AEA hydrolysis, increasing survival and reducing 

clinical score, without preventing weight loss. Next, mice were treated with exogenous AEA, 

increasing survival and reducing clinical score, not interfering with engraftment in bone-marrow or 

spleen. Histopathological score was decreased in the intestine. The cytokines (CCL2, CCL3, CCL5, 

TNF-α, and IFN-γ) were unchanged, with increased IL-10. The number of CD4/CD8 lymphocytes was 

reduced and both were less. AEA reduced cell adhesion in intravital analysis, reducing CD11b, a 

molecule that composes Mac-1α, an important integrin responsible for adhesion. The reduction in 

adhesion was abolished in the presence of CB2 antagonist, and AEA effects were mimicked by CB2 

selective agonist JWH133. AEA also increases survival by interaction with CB2 receptor. Conclusion: 

These findings collaborate to further understand how the increase of endogenous cannabinoids such 

as AEA might contribute to the regulation of the systemic inflammation caused by GVHD. Further 

analysis is necessary to better comprehend the full mechanism behind this regulation. 

 


