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The humoral theory of chronic rejection
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The humoral theory of chronic rejection
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Size matters

Calcitonine Immunoglobulin
~3,5 kDa 150 kDa

=> Good tissue diffusion => Poor tissue diffusion



DSA are sequestrated in the circulation
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Conclusion (1)

1. Chronic rejection = 1st cause of allograft loss

2. Current dogma = CR is due a vascular disease due anti-HLA DSA




Limits of the current dogma
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Missing-self induced NK-mediated rejection
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Missing-self induced NK-mediated rejection
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Molecular pathways of MS-induced activation
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Molecular pathways of MS-induced activation
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Pilot (unpublished) clinical study
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Conclusion (2)

1. Chronic vascular rejection = 1st cause of allograft loss

2. Current dogma = CVR is due to anti-HLA DSA

3. Missing self can trigger NK cell activation and a previoulsy

overlooked (and potentially curable) DSA-independent CVR



Conclusion (3)

1. Chronic vascular rejection = 1st cause of allograft loss

2. Current dogma = CVR is due to anti-HLA DSA

3. Missing self can trigger NK cell activation and a previoulsy

overlooked (and potentially curable) DSA-independent CVR

4. Paragidm shift in our understanding of rejection!!
-adaptive vs innate allorecognition

-alloantigen vs lack of self
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Understanding the molecular mechanisms underlying other
forms of DSA-independent CVR
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MS synergizes with non-Cplt-fixing DSA to
accelerate graft loss in chronic AMR

Koenig et al, JASN, 2021
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MS synergizes with non-Cplt-fixing DSA to
accelerate graft loss in chronic AMR

Koenig et al, JASN, 2021
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MS synergizes with non-Cplt-fixing DSA to
accelerate graft loss in chronic AMR
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