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Biology of CD154

= (CD154 is expressed on various types of cells,
including activated T cells.

- . . . CD
= Through interactions with its receptor, CD40, -

CD154 plays an important role in regulating = Cyt0|<ine\Production
interactions between T cells and antigen- CD80/CD86 upregulation
presenting cells and thus affects several el
important functional events thought to be

involved in allograft rejection. Antigen-presenting cell
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TNX-1500: next generation anti-CD154 monoclonal antibody

SELECTIVELY MODIFIED
anti-CD40L AB

TNX-1500 is engineered to target CD154 ~ "“P=maiul <
therapeutically while reducing Fc-

receptor binding to overcome previously =
reported thrombogenicity.

Mutated FcyR-
binding region
FcyR-modulated <

Fe region FcRn-binding

region
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*TNX-1500 is an investigational new drug and has not been approved for any indication Il e S Member Mass Genra pegham o
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Aims of the study

In this study, we compared TNX-1500 with conventional anti-CD154 antibodies in
terms of platelet activation in vitro and evaluated the efficacy of TNX-1500 to
prevent kidney allograft rejection in an NHP kidney transplantation model.
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Assay for platelet activation
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Platelet activation after exposure to anti-CD154 immune complex

Activated platelets
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Treatment regimens for NHP kidney transplantation

TNX-1500 monotherapy
(n=6)

TNX-1500 + MMF
(n=6)

TNX-1500 + Rapamycin
(n=3)

Conventional immunosuppression
(n=37)

No immunosuppression
(n=3)
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TNX monotherapy 20 mg/kg weekly

MMF daily
TNX weekly TNX g2 weeks
TNX weekly TNX g2 weeks

Steroids
Tacrolimus
MMF

No immunosuppression
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Kidney allograft survival

Graft survival
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Days post-transplantation

No thrombosis-related complications were observed.
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Long-term observation beyond 180 days
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Conclusion

* Fc-modification effectively prevented platelet activation

 TNX-1500 inhibited renal allograft rejection without thromboembolism in NHPs

 TNX-1500 can be an effective alternative to conventional immunosuppression
therapy in kidney transplantation

* Optimal dosage for clinical application remains to be clarified
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