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Imlifidase for transplantation of hypersensitized patients with positive cross-match
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OBJECTIVES

OBIJECTIVE:

Decipher the biology of ABMR and anti-HLA antibody rebound after kidney transplantation with a positive
cross-match and Imlifidase treatment to improve patient’s (Antibodies) selection and post-transplantation
care.



STUDY DESIGN AND METHODS
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RESULTS: patients characteristics at transplantation

N=22 patients

Male sex (n (%)) 11 (50 %)
Age (median (IQR)) 52.5 (45.3 — 58.0)
Time on dialysis (years, median (IQR)) 8.0 (6.5-17.0)
Time on the waiting list (years, median (IQR)) 7.0(4.6-11.0)
Prior kidney transplants (n (%))

0 2 (9 %)

1 11 (50 %)

>1 9 (41%)
Previous Kidney graft transplantectomy 14/33 (42 %)
Sensitization events (number of patients (%))

Past pregnancy 7 (32 %)

Past blood transfusion 18 (82 %)
Pre-transplant sensitization

cPRA (mean = SD) 99.9+0.3 %
Positive CDC CM (n (%)) 1 (4.5 %)
Positive FC CM (n (%)) 22 (100 %)
Number of DSA (MFI cut-off 500) (median (IQR)) 4 (3-5)

Class I (n (%)) 2(2-3)

Class | (n (%)) 2(0.75-3)
Sum of DSA MFI 12 094 (7351 — 23 676)
Immunodominant DSA MFI (median (IQR)) 6699 (4365 — 9120)

Class | (n (%)) 11 (50 %)

Class Il (n (%)) 11 (50 %)




RESULTS: patients outcomes rejection 6 months

Immunodominant DSA MFI
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Occurrence of early (First month) clinical ABMR in 45 % of patients, associated with strong DSA rebound,
and ABMR related phenotypes in other 27%.




iDSA MFI pre-transplantation

iDSA MFI post-transplantation

RESULTS: DSA and Rejection

Prediction of ABMR with pre-Tx DSA

Early clinical ABMR
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(Weak) significant association between iDSA MFI pre-transplantation and occurrence of early clinical ABMR
Significant association between iDSA MFI post-transplantation and occurrence of early clinical ABMR (rebound)




RESULTS: HLA-specific mBC associated with previous

TO P . :
All HLA specificities Mismatch from previous grafts
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Correlation r=0,29 p<0,0001 r=0,41 p<0,0001

HLA specificities of previous grafts are associated with Higher anti-
HLA Ab MFI and more frequent specific memory B cells pre-
transplantation, particularly if the graft has not been retrieved.
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RESULTS: Preformed mBC and anti-HLA Ab rebound

All HLA specificities

Anti-HLA Ab MFI at highest timepoint

HLA sp-mBC at TO (ratio)

Correlation r =0.28 p value < 0.0001
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Anti-HLA antibodies against previous grafts are associated with stronger rebound and associated with more frequent

HLA-specific memory B cells.




RESULTS: Bulk cell phenotypes associated with outcomes

B-cell phenotype
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RESULTS: Bulk B cell phenotypes association with DSA rebound and mBC

TO flow cytometry B cell clusters

Association with rebound of immunodominant DSA
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SUMMARY

® Early clinical ABMR occurs in more than 40 % of hypersensitized patients transplanted with a positive cross-match,
desensitized with Imlifidase.

® Early clinical ABMR is associated with strong rebound of DSA.

® HLA antigens from previous grafts (especially if the graft is still present) are associated with specific memory B cells
that drives rapid antibody rebound.

® Bulk cell phenotyping before transplantation identifies cell populations associated with post-transplantation
rebound (germinal center B cells).

® B cells driving DSA rebound (memory B cells, Germinal center B cells) may not be efficiently targeted by associated

IS drugs (Rituximab).

Our study adds new insights in the understanding of mechanisms driving DSA rebound and ABMR after
cross-match positive transplantation with Imlifidase, that could improve selection strategies of allowed
DSA and pave the way to new associated therapeutic strategies.
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RESULTS: memory/role of transplantectomy?

Anti-HLA antibodies (SAB) at TO HLA-specific mBC at TO Anti-HLA antibodies (SAB) at rebound
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Anti-HLA Ab against previous MM show higher MFI at baseline, more frequent detection of specific mBC and higher rebound.
Association between the presence of the previous graft and higher level of anti-HLA Ab and mBC versus transplantectomy
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RESULTS: Anti-HLA antibodies evolution

Ab (Highest timepoint)
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