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The curative efficacy of allogeneic hematopoietic cells transplantation is considerably reduced by Graft-versus-Host

Disease (GvHD) which causes significant mortality and morbidity.

GVHD represents a pathology for which immunosuppressive approaches -like corticosteroids- remain to this day the first
line of treatment. However, the corticosteroid therapy is associated with many iatrogenic complications and the prognosis

of GvHD is poor in case of non-response to this treatment.

Therefore, there is a significant need for alternative treatments of GvHD avoiding such side effects.

EFS research team has developed a new innovative treatment for the GvHD consisting in the administration of High-
Density Lipoproteins (HDL) allowing the modulation of inflammatory lipid metabolism and the reduction of GvHD with

less toxicity.

INVENTION
EFS invention relates to the repeated administration of HDL for the

prevention or the treatment of GvHD or Cytokine Release Syndrome
(CRS).
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DESCRIPTION

LPS are largely studied in the pathophysiology of GvHD. LPS from gram-
negative bacteria translocate from the intestine to the bloodstream
during the alteration of the intestinal barrier that occurs during intestinal
GvHD, aggravating the disease through maturation of antigen-presenting
cells (APC) and thereby the activation of cytotoxic T lymphocytes.

EFS researchers discovered that the repeated administration of HDL in
the context of GvHD neutralizes free LPS, reduces the APC maturation
leading to a decrease activation of GvHD effector cells. This decreases
the occurrence and severity of experimental acute GvHD. Furthermore,
EFS preliminary results in a CRS in vivo model show that HDL
administration by its anti-inflammatory properties reduced the
production of pro-inflammatory cytokines in recipient mice.

Therefore, the repeated administration of HDL, allows to prevent and
treat GvHD and CRS without inducing toxic effects.

ADVANTAGES
e Anti-inflammatory effects
e Avoid repeated uses of immunosuppressive treatment including
corticosteroid
¢ No impact on the immune reconstitution of the graft

APPLICATIONS
Prevention and treatment of GvHD and CRS
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