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Signal 3
Cytokines and proliferation

*  mTOR inhibitors (Sirolimus, Everolimus)
e Antiproliferatives (Mycopholate, Azathioprine
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 Narrow Therapeutic window * Eifective at preventing acute
rejection

« Multiple off target side effects _ _
« Weaning or replacing CNI

Including Nephrotoxicity with alternative drugs often
resulted in:
In




Tacrolimus inhibits regulatory T-cells Tacrolimus prevents acute

activation of T-cells and acute

May favor central memory effector T-cells rejection

Donor specific antibodies remains significant
cause of graft loss

especially with non-adherence or low tacrolimus
levels
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Chronic Alloimmune injury
Difficult to detect
Refractory to treatment

Risk of chronic immune activation may decrease
opportunity to mitigate side effects









Stages of Antibody Mediated Rejection
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Belatacept (LEA29Y)

s L
B + No cell division
* No cytokine
production
« Anergy
* Apoptosis




* Increased risk of early acute eGFR similar to tacrolimus and

cellular rejection better than cyclosporine despite
Higher when compared to tacrolimus early rejectlon
. PTLDin EBV R-  Less off target side effects
« Refractory Infections (e.g CMV) * Avoid tacrolimus related nephrotoxicity,

vasoconstriction, and neurotoxicity

* |V infusion
e Cost

* No significant drug interactions
* No levels to monitor




Increased risk of acute cellular rejection
with either:

de novo belatacept
or
converstion to belatacept from CNI

Additional maintenance
immunosuppression

Selecting patients with
low immunologic risk

Other co-stimulatory
blockade agents

Despite early A
Belatacept may have a
favorable chronic
Immunologic profile

Decreased DSA
Costimulation required for

germinal cell activation of
B-cells and Isotype switching

Enhanced regulatory T-cells
in favor or effector memory
T cells







ASCEND Study Design and Objective

Randomization, Additional maintenance
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Does siplizumab allow for the use of belatacept (and deriving the benefit of CNI avoidance)
while minimizing the risk of early rejection episodes observed in the belatacept trials?









BESTOW StUdy DGSlgn Other co-stimulatory

blockade agents

Arm 1:
*ATG

Arm 2:
*ATG

Tacrolimus
MPA
Prednisone

Tegoprubart
MPA
Prednisone

Primary endpoint: 12 month eGFR
Secondary endpoints: Graft survival, PTDM, BPAR



Despite early ACR risk,

Increased risk of earl _ ,
y Costimulation blockade

acute cellular rejection with

costimulation blockade may have a

favorable chronic
immunologic profile

Additional maintenance Belatacept, MPA, Pred +
Immunosuppression Sipilizumab (CD2 mAb)

Selecting patients with
low immunologic risk

SQ Abatacept + MPA and Pred

Other co-stimulatory Tegoprubart (CD40L mADb)
blockade agents + MPA and Pred




De novo DSA
with 40%
decrease in
10-year graft
survival in low-
risk patients















Additional maintenance Selecting patients with Different co-stimulatory
immunosuppression low immunologic risk blockade agents
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