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~ DECLARATIONS

- Nil relevant to this talk



The state"of.play
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Each year, the number of
people on the waiting list
continues to be much larger
than both the number of
donors and transplants,
which grow slowly.
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Proposed Mechanisms of
Transplantation Tolerance

Donor Passenger
Leukocytes

!

Induction Phase:

Accelerated T cell response In
recipient lymphoid tissues =2
Apoptosis of graft-reactive T
lymphocytes

!

Maintenance Phose:
Donor microchimerism?
Regulatory T cells?

Hepatocytes and
Nonparenchymal Liver
Cells as Tolerogenic APCs

!

t IL-10 and TGF-B
Apoptosis of CD8+ T cells
Inhibition of Thi cytokine
production
Preferential Th2 and Treg
differentiation

High-dose
Antigen Effect

!

Insufficient cytokines and
T cell clones to initiate
alloimmune response

Soluble and Cell-bound
MHCclass | Molecules

!

Induces anergy/apoptosis
of CD8+ T cells

Presented by tolerogenic
APCs within the liver

Absorption/neutralization
of cytotoxic antibowdles

FIG1 Proposed mechanisms for the immunomodulatory properties of the transplanted liver. Abbreviations: APC, antigen-presenting cell; IL-
10, interdeukin-10; TGF-B, transforming growth factor B. Adapted with permission from SO/ Immunology.* Copyright 2017, Shuo Wang et al.




Early results

1. Worsened patient and graft
survival |

= More ABMR

= Higher rates of vascular
complications

* Higher rates of CMV
complications

= Higher rates of biliary
complications

World Journal of
Gastroenterology

META-ANALYSIS

Outcomes after liver transplantation in accordance with
ABO compatibility: A systematic review and meta-analysis
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Liver transplantation with dececased ABO-incom patible
donors is life-saving but associated with increased risk of
rejection and post-transplant complications
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Pathogenesis

B, AB
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none
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Besides RBC’s, blood type antigens also exist on lymphocytes, platelets, epithelial
and endothelial cells.




Game changer KNIGHT
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= Better understanding of
immunogenic processes such as
immunogenic accommodation

= Splenectomy

= 2003 Anti-CD20 monoclonal AB
~ introduced '

= Plasma exchange therapies

= De-sensitization

= Antigen specific
immunoadsorption
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Adult ABO incompatible Survival 1987-2016 - Pediatric ABO incompatible Survival 1987-2016
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[— ABD compatible ABO compatible

FIG3 UNOS 1987-2016 deidentified patient-level data. (A) Overall adult survival stratified by donor/recipient blood type relationship in
LT (ABO-ILT versus ABO-CLT). (B) Overall pediatric survival stratified by donor/recipient blood type relationship in LT (ABO-ILT versus

ABO-CLT). y axis: percentage recipient survival of total recipients. x axis: years after LT.




TaeLE 2. [

Clinical outcomes between ABOI and non-ABOQI group
ABDI (n = 29) Nom-ABOi (n =131) P

Bacterial infection 10 (34.5%) 33 (25.29 u: 0.356
CMV infection 14 (48.3%) 42 (32.1%) 0.131
Fungal infection 1 (3.4 1' 9 (6.9%) 0.691

PVSAVT 3 (10.3%) f (5.3%) 0.390

Vo 1 (3.4 %] T (5.3%) 0.9499
HAT 1 (3.4 %) 3 (2.3%) 0.554
Biliary complication 3 (10.3%) 24 (18.3%) 0.415
ACR 1.3 (44 .8%) 46 (35.1 %) 0.396
AMR 2 (6.9%) 0 {0%) 0.036

CAV, cytomegalovines; PVS, portal wain stenosts; PAT, portal & nmibosk; HVS, hepatic vein ste
nosks; HAT, hepatic arery thrombosis




Clinical outcomes between rituximab-treated and non-rituximab-treated ABOi group

Rifuximab-treated ABOI (until 2010, n=3) Rituximab-treated ABOI (from 2010, n =7) Mon-rituximab-freated ABOi (n=19) P
Baclerial infection 3 (100.0% 1 [14.3% b (31.6%)

CMV infection

Fungal infection
PYSAVT
HVS

HAT

Biliary complication
ACR
AMR

2 (66.7%)
1 (33.3%)
1 (33.3%)
0 (0%)

0 (0%)

1 (33.3%)
2 (66.7%)
1 (33.3%)

3 (42.9%
0 (0%}
1 (14.3%
0 (0%}
1 (14.3%
0 (%)
0 (0%}
1 (14.3%

9 (47 4%)
0 (0%)

1 (5.3%)
1 (5.3%)
0 (0%)

2 (10.5%)
11 (57 9}
0 (0%)

N_




A summary of the results
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= Safe in paediatrics with comparable results especially with wait list
~ mortality taken into account

» 1, 3and 5 year patient and graft survival in adult living donor ABOI
comparable

* DES inthe HCC group was comparable

= Rates of cmv infection, biliary compiications and ABMR higher in
ABOi '

= Data on acute liver failurefurgent indications is still lacking



The Johannesburg WDGMC experience
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= 25 cases: 7 pediatric and 18 adult

* Indications: Acute, HCC, Metatstatic colorectal cancer, NASH, Biliary
atresia, polycystic and others

= Protocolised treatment constantly evolving



Criteria

e —————

= 1. Must fulfil general transplant candidate selection criteria
= 2. No ABOc graft available
= 3. Initial ABO isoagglutinin titer of less than 512

* 4. Must be willing to accept an ABOi transplant and undergoe
extended consenting process



Our protocol

* Pre-transplant exchange
= Thymoglobulin induction

- Post-operative exchange targeting ISOAGGLUTININ levels of <1:32
but as low as possible _

= Rituximab targeted against CD 19/ CD 20 levels
~ = Routine immunosuppression with steroid/CIN/MMF
* Immunoglobulin

= Attention to CMV and other infectious complications



what we have learnt so far..

e —————

1. The process can be and is life saving even in ALF without de-
~ sensitization |

2. Plasma exchange is associated with significant morbidity
(immunoadsorption columns)

3. The infection risk appears comparable as the studies suggest

4. More dangerous issue appears to be the "RUNAWAY IMMUNITY
TRAIN" |

5. We have to constantly evolve the protocol: thymoglobulin use,
IVlg, Plex and others



TAKE HOME




