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Objectives

Review approach to incompatible
transplantation

Describe the role of therapeutmpheresisn
ABO Incompatible live donor kidney
transplantation

Outcomes followindABOitransplantation at

our center



Applications

Preconditioning for incompatible kidney
transplantation

Acute antibodymediated rejection
Rescue therapy for recurrent FSGS



Incompatible Transplantation

Anti-HLA
ABO



Rationale for Incompatible

Transplantation

Incompatibilities are common

HLA sensitization
40% of waiting list PRA>0
20% with PRA>80
10% with PRA 9700

ABO incompatible

35% chance that donor and recipient will be
Incompatible



Rationale for Incompatible

Transplantation
~ 3500 potential live donors are excluded

from donation each year as a result of blood
group incompatibility

Segev, DL et al. Am J Trans. (5) 2005



Options for Incompatible Recipients

Three options:
Deceased donor waiting list
Kidney paired donation
ABO incompatible ABO)) transplantation



Deceased Donor Transplantation



UNOS Waiting List
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OPTN data as of May 6, 2011



Deceased Donor Kidney

Transplant Procedures
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Walitlist Time

<1 year
(32.9%)

1z 3 years

\ (41.1%)

OPTN data as of May 6, 2011



Median Time to Transplantation by

Blood Group
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Mortality on the Waiting List

4,619 patients died while waiting for a kidney
in 2010
12.6 deaths per day

OPTN data as of May 6, 2011



Deceased Donor Transplantation

Prevalence of ESRD
Limited supply of deceased donor organs



Kidney Paired Donation
lmsompatible




Kidney Paired Donation

Compatible>




Blood Group O Exclusion

Excludes blood group O recipients
Include pairs with donespecific anttHLA
antibody



Kidney Paired Donation

Likelihood of Matching

D R PRA< 80 PRA > 80 PRA< 80 PRA > 80 Subgroup
100 pairs 100 pairs | 1000 pairs 1000 pairs size
O —» O 53% 56% 14% 19%
A —> O 2% 30%
B — A 70% 83% 8% 5%

SegewDL, et al. JAMA. 2005;293:188890.
SegeVDL, et al. AJT. 2005; 5: 242855.




UNOS Deceased Donor Waitlist by

Blood Group
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JHH KPD Waitlist by Blood Group

Recipients
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JHH KPD Waitlist by Blood Group
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Johns Hopkins KPD

Paired donation with 20 other transplant

centers
One of four UNOS coordinating centers
Successful transplantation through KPD:

Number of pairs involved
4EA OAAT AEEOG6 OEAO UIT O¢
exchange



Role of ABOi Transplantation

Large proportion of ESRD patients will not be
able to undergo transplantation through:
Deceased donor transplantation
Supply-demand problem

KPD transplantation
Demographic issue
Number of available pairs



Role of ABOi Transplantation

Increased risk associated with this additional
Immunologic barrier
Is the risk worth 1t?



Incompatible live donor
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ABOi Transplantation

- T AEEAEAA 41 EUIl 711 AT ¢
Based on our experience treating antibedy
mediated rejection due to donespecific
anti-HLA antibody
Therapeuticapheresisbased approach

IVIG infusions following eagbheresis
treatment



Incompatible Kidney Transplant

Program

Specialized Incompatible Kidney Transplant
service and clinic
Multidisciplinary service:

Apheresisservice
Blood bank
HLA lab
Transplant nephrologists
Transplant surgeons
Transplantpharamacists
Psychologist
Social worker




Preoperative Evaluation

Initial evaluation
Donor and recipient medical, psychological, and
social evaluations
HLA typing and antibody titers

ABO antibody testing
Standard tube titrations using serial dilutions

IgG gel method



Plasmapheresis Protocol

Remove 1 plasma volume per procedure
Replace at 100% of volume removed
Replacement fluid:

5% albumin

FFP

Pheresis treatments immediately prior to and following
transplant procedure




Apheresis Planning

Starting isoagglutinin  Pretransplant Posttransplant
AHG titer PP/IVIG treatments PP/IVIG treatments
<16 2 2
16-32 3 2-3
64 < 3
128 5—6 -
256 78 4
512 9-10 >
>512 >10 6

PP, plasmapheresis; AHG, anti-human globulin.



Immunologic Objectives of

Preconditioning

Preoperative
Preventhyperacuterejection

Pre-transplant goal titer of 16 or less
Postoperative

Prevent acute antibody mediated rejection

Duration of posttransplantpheresisdetermined
oy antibody titer




Preoperative Preparation

All recipients are Immunized
Pneumococcus
Meningococcus

H. influenza
Do not use routine preoperative splenectomy
or anttCD20 induction



Role of Splenectomy

N=14 patients
Accelerated vascular rejection in patients
who did not receivaplenectomy

Alexandre et al, Transplant Proc 1985



