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Learning Objectives

1) Defining the population which should be considered for
desensitization therapy in heart transplantation

2) Discussing therapeutic options for management of circulating
antibodies

3) Appraising efficacy of currently available treatment options

4) Reviewing potentially promising future therapies
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Who Needs Desensitization?
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Sensitization Limits the Suitable Donor Pool..
Waiting Time bgPRAGroup in Candidates Undergoing Heart Transplant
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Outcomes on the Heart Transplant Waiting LiscBRAGroup
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PostTransplant Mortality According to PigansplantPRA
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Group Transplant Year 1 Year 2 Year 3
Control (PRA 0%) 8468 6997 5729 4582
CPRA 60.1% to 80% 259 192 144 108
CPRA 80.1% to 100% 214 162 125 95
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How Do We Do It? - Desensitization Therapies

Combined Strategies

Approaches Therapies

Antibodyremoval TherapeutidPlasma Exchange,
Immunoadsorption
Toalter antibodyproduction
B cellmodulation RituximaldObinutuzumab
Plasmecelldepletion Bortezomild Carfilzomib
Immunomodulation IVIG

(Abinactivation

Complemenblockade Eculizumab
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Multimodal Mechanisms aiIgActivity
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Mechanism ofVIgActivity - F@bQ, ependent
Pathway

| Blocking cellular receptors Cytokine, autoantibody
neutralization
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Mechanism otVIgActivity - Fcdependent Pathway
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RituximabObinutuzumab

T cell Macrophage CD20+ B cell Dendritic cell MNeutrophil

Stem cell Pro-B Immature B Mature B Activated B Me mrlr,:[:s Plasmablast Plazsma cell
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Desensitization Protocal Rituximab/IVIG

Day O IV 1g 1g/kg x2d
Day 7 Rituximab 1g

Day 30 IV 1g 1g/kg x2d
Day 44 Check PRA
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Desensitization
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Panel Reactive Antibody Levels
coB888883888

J

N=21

\X
e

Individual reductions in mean PRA levels of treated

sensitized heart transplant candidates.
Treatments: plasma exchand¥|g rituximab
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Desensitizatiorg Posttransplant Outcomes
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Mechanism - Bortezomib

Proteasome inhibitor active against plasma cells

Protem—\ Cell
~

Bortezomib
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Proteasome
Normalbreakdown Bortezomib blocks the proteasome, Protein imbalance
of proteins causing an imbalance of proteins in can lead to cell
the cells death
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Refractory Antibodieg Plasmapheresis/bortezomib:

cPRA O50% after IVIg/ritux
protocol

/ Plasmapheresis

Days 1, 4, Bortezomib 1.3
7,10 mg/m 2

Day 24 Check PRA

T~

Repeat 2-wk cycle
if cPRA +50%
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