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Role of B cells in the development of DSA and AMR
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Donor-Recipient Matching Based on Predicted
Indirectly Recognizable HLA Epitopes Independently

Predicts the Incidence of De Novo Donor-Specific HLA
Antibodies Following Renal Transplantation
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PIRCHE-II Is Related to Graft
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FIGURE 2 | Mooaling of the increased hazard on graft failure for each Predicted Indirectly ReCognizable HLA Epitopes prasented by recipsant HLA class Il
{FIRCHE-II). Basad on the multivariable analyses, the kidnay graft failune nsk is plotted as a function of the numbear of PIRCHE-I for both the overall cohort and for
the first-transplantations only group. For exampls for the overall cobort, 2 patient with a FIRCHE- value of 2. 718 [Inf2.718) = 1] has a hazard of 1.13 on kidnay graft
failure, wheraas a patiant with a PIRCHE-Il value of 7.388 [=2.718°2.718; In{7.388) = 2] has a hazard of 1.26 (an increase of 0.13 comparad with a PIRCHE-I valua
of 2.718) on kidney graft failure. Similar calculations were parformed for other FIRCHE-I values and for the first-transplantations only group. Tha differencas in
hazard on kidney graft failure between different PIRCHE-Il values decrease for higher PIRCHE- values.
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A Comparison of HLA Molecular Mismatch

Methods to Determine HLA Immunogenicity

Chris Wiebe, MD,"* Vasilis Kosmoliaptsis, MD, PhD,** Denish Pochinco,” Craig J. Taylor, PhD,”
and Peter Nickerson, MD'=®

Background. Antbody-mediated rejection is a major cause of premature graft loss in kidney transplantation. Multiple scoring
systemns are available to assess the HLA mismatch between donors and recipients at the molecular level; however, their comelation
with the development of de novo donor-specific antibody (dnDSA) has not been compared in recipients on active immunosuppression.
Methods. HLA-DR[4 54,5/DQ5 maecular mismatch was determined using eplet analysis, amino acid mismatch, and electrostatic
mismatch for 596 renal tfransplant recipients and comelated with HLA-DR/DQ dnDSA development. The molecular mismatch scores
were evaluated in multivariate models of postiransplant dnDSA-free survival. Results. Eplet mismatch comelated with amino
acid mismatch and electrostatic mismatch (RF = 0.85-0.96). HLA-DR dnDSA-free survival correlated with HLA-DR eplet mis-
match (hazards ratio [HR], 2.50 per 10 eplets mismatched; P < 0.0001), amino acid mismatch (HR, 1.49 per 10 amino acids
mismatched; P < 0.0001), and electrostatic mismatch (HR, 1.23 per 10 units mismatched; P < 0.0001). HLA-DQ dnDSA-
free survival correlated with HLA-DQ eplet mismatch (HR, 1.98 per 10 eplets mismatched; P < 0.0001), amino acid mismatch
(HR, 1.24 per 10 amino acids mismatched; P < 0.0001), and electrostatic mismatch (HR, 1.14 per 10 units mismatched;
P < 0.0001). All 3 methods were significant multivariate correlates of dnDSA development after adjustment for recipient age,
baseline immunosuppression, and nonadherence. Conclusions. HLA molecular mismatch represents a precise method
of allcimmune risk assessment for renal transplant patients. The method used to determine the molecular mismatch is likely
to be driven by familiarity and ease of use as highly correlated results are produced by each method.

(Transplantation 2018:102: 1338-1343) )
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Utility of epitope or eplet matching in the
allocation of donor kidney for transplantation

 Preventing future allosensitization (e.g.
pediatric)

e Selecting suitable donor kidney for highly
sensitized patients

e Identifying  acceptable vs. unacceptable
immunogenic epitopes (e.g. KPD)
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