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8 #9(Purposc)]
Allogralt rejection has been an obstacle for the long-lerm survival of paiienls lor many vears.
Current strategies to :ackle trapsplani tejeclion ¢re nof as optimal as expected. especially for long-
term treatzerts. CDT0, & tlowor necrosis factor (INFY family member crivicaliyv expressed on antigen-
presenting vells and siroagly but transiently up-reguiated durioe [vmphocyle activaiion represents an
izpuriant co-stimulalory molecule that induces effective T ceil responses, We used an antihody
targeliag CDT0 Lo investigate (he effects in the seiling of organ transplantation

(ks & DN B (Methods/Results))
Mlethods: We used a mouse heterotopic cardiac transplantation medel to evaluate the elfects of
treatment with the antihody targeting mouse CDFO (FRTD) on transplantalion lolerance and (s
immunoregulatory activily
Resulis: FRT0-freated C3H recipient mice permanently accepled B8 Iully mismatched cardiac allogralts.
Consisient with the graft survival. (he infiliration of CD§' T celis in the gralt was reduced,
dendritic cells were differentiated into a tolerogenic status, and the number of rezulatory T cells
was elevaled both in the graft and the recirienl’ s spleen. In addition, naive C3H recipients given an
agoptive transfer of spleen cells from the primery recipients with FRID treatment accepted a heart
graft from & matching BS donor but not third-parly BALB/c micr.

(# $5(Conclusion))

: Our Tindirngs show that treatment with FR70 induced regulatory ¢ells and inhibited cyfotoxic T cell

' proliferation, which led io permanen! acceplace ol mouse cardiac allogralfts. These [indings highlight
the potential role of anti-CD70 antibodies as a clinically effective (reatmeni for allografi
rejeclion.
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This sfudy finds a new target that can be used for transpiant patients. As we all know. patients who
undergo transplantation will suffer from the transplunied organ rejeclion or failure. Normallv, we
need to have them have the drugs to preven! rejeclion. Bul for now. none of the drugs cab ensutc the
success of transplanted organs survive. So it demapds us to [ind a new and more largeted drug to
prevent organ rejection.  Here, (his study finds & new target fhat can be used for these patients.

! Regulatory T cells (Tregs) and Demdriiic cells (DCS) play an important role in fransplanted organ
rejection.  This siudy observed Lhai by using a novel drug f{o increase Tregs, and zpuse heart
lransplanls survive long-term and show no signs of rejection

This siudy investirated how the drug works and the guestions were addressed: P How does ihis
treatment increase Tregs and Talerageneic DCs? 2) Mow do Tress and Tolerogeneic DCs arise and function
afi{er this treatment? This sindy has examined the lfunclien of (hese Tregs and Tolerogeneic BCs Lo
assess their cxpression of specific genes. This study also assessed why we see more Tregs and fewer T
cells wsualiy seen in rejection and locked a4l the effect of this ancibody on other T cell subtvpes
This new treatment straiegy nol only prevents rejection in the short term but also prevents lomg-term
injury. This is a very exciling prospect as there is currently no treatment available to patiewis to
prevent this lung-term injury. We believe that this drug has the potential o be & very imporlant new
lrealmen( strategy for hearf (ransplant recipients in the future and may help to make tlese precious
grafts survive longer and function better.

This research is worth beipg granted a docieral degree medicine)




