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Learning Objectives

Provide the information informing the application of personalized medicine to transplant care.
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Without Personalized Medicine:

Some Benefit, Some Do Not
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Table 1 Some major aims and results from the IHWSs®

WS number Date Place Chairman Some important aims and results Reference
1 June 1964 Durham, NC, USA  D. Bernard Amos Comparison of different typing techniques 64
Results: very little consistency!
2 August 1965 Leiden, Holland Jon J. van Rood Comparison of different ‘local’ specificities 65
Results: strong correlations between several
3 June 1967 Turin, Italy Ruggero Ceppellini Establish the genetics of leucocyte antigens 66
Results: strong correlations between more
‘local’ specificities; most are encoded
by genes at one chromosomal region; HLA
4 January 1970 Los Angeles, Paul |. Terasaki Further definition of HLA specificities 67
CA, USA Eleven HLA specificities accepted
5 May 1972 Evian, France Jean Dausset Use of HLA in anthropology 68
Established HLA frequencies in different populations
6 June 1975 Aarhus, Denmark Flermming Focus on HLA LD antigens by exchange of 69
Kissmeyer-Nielsen homozygous typing cells. HLA-Dw1-6 accepted
More HLA-A and -B antigens and five -Cw
antigens accepted
7 September 1977 Oxford, UK Julia and Walter Focus on antigens expressed on B cells 70
F. Bodmer HLA-DRw1-7 accepted, strong correlations to
corresponding HLA-Dw antigens
8 February 1980 Los Angeles, Paul |. Terasaki Focus on applications 71
CA, USA A possible beneficial effect of HLA matching in

renal transplantation from unrelated donors

From Thorsby. Tissue Antigens 2009
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SIGNIFICANCE OF THE POSITIVE CROSSMATCH TEST IN KIDNEY
TRANSPLANTATION*

RamoN Pater, M.R.C.P., aND PauL 1. TErASAKI, PH.D.

Abmact Crossmatch tests of the prospective
donor's with the
scmm of the prospective recipient in 225 trans-
plants showed that eight of 195 with negative cross-
match failed to function immediately, in contrast to
24 of 30 with positive crosomatch (p Iess than
0.001). failure
higher numbers among patients wnh a higher risk
of having i such females

and patients ivi The

effect was not a nonspeclﬂc ona. for more |mmed|-
ate failures occurred among transplants from unre-
lated than among those from related donors. The
corresponding frequency of positive crossmatch
was also lower among related donors. The pres-
ence of preformed cytotoxic antibodies against the
donor appears to be a strong contraindication for

REFORMED allogeneic antlbodles present in a

(80 per cent) when a direct positive crossmatch can
bed d

ipient were first lated as being resp
ble for immediate failure of a kidney transplant in
1964.' At that time it was suggested that a cross-
match test of the prospective recipient’s serum

MATERIAL AND METHODS
The 226 ludney transplant recipients were bled be-

against the donms cells could be of imy . In fore ion, and the serums tested against
the i four years, additional evid ph: of 10 to 40 randomly selected persors.®
has firmed the d ic d of kidney On the basis of these reactions, serums were di-
grafts in who have fi 1 antibodi vided into three groups: positive (those reacting

Immediate failure has also been observed when
cytotoxic antibodies were not present,* and a case in
which failure did not occur in spite of a positive
crossmatch has been reported.?

Because prospective kidney-transplant patients are
often sensitized, it is of critical importance to deter-
mine the clinical outcome when a sufficiently Iame

with 20 per cent or more of cell samples of random
persons); negative (those reacting with less than 10
per cent of cell samples of random persons); and
doubtful (those reacting with 10 to 20 per cent of
cell samples of random persons). Whether the anti-
bodies detected against random lymphocytes were
specific to the donor’s lymphocytes was determined
by hing of the recipient’s serum in three

number of these patients have receiv
With the help of many transplant centers over the
past four years, we have accumulated the results of
248 kidney transplants performed in 63 patients
with preformed cytotoxic antibodies and 163 with-
out. It is the purpose of this communication to doc-
ument the high risk of immediate failure (43 per

different volumes of 0.0005, 0.0015 and 0.0045 ml
against the donor’s lymphocytes. Clinical data per-
taining to the patients were kindly supplied by the
transplant centers concerned.

RESULTS

cent) when kidneys are ! d into
with preformed antibodies and an even greater risk

“From the Department of Surgery, University of California, Los
Angeles, School of Medicine (address reprint requests to Dr. Patel at
the Department of Surgery. University of California Center for the
Health Sciences, Los Angeles. Cal. 90024).

Supported in part by research graats (AM 02375, AM 07513 and
Al 04444) from the National Institutes of Health, United States
lc Heahh Service, aad by » coniract (PH 43 65 994) with the aton:
al Institute of Allergy and Infectious Diseases (computing assistance
Obiained from the Health Sciences Computing Facility. UCLA, spon.
sored by NIH Grant FR-3).

of

Preformed cytotoxic antibodies against lympho-
cytes of random persoms were present in 131 serum
samples among 681 prospective recipients of first
kidney transplants — a figure of 19.2 per cent
(Table 1). This proportion is somewhat lower than
that previously reported from our laboratory in 218
recipients? and could reflect improvements in typing
technics.

The female recipients had a significantly higher

The New England Joumnal of Medicine

Graft
Rejection

24 6
8 187

Functioning

Crossmatch Graft

Positive
Negative

Paradigm Transplantation is

limited by individual immune

incompatibility that gives rise
to an immune response,
which can beneasured



Figure 1 Evolution of human leukocyte antigen antibody testing
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Evolution and Clinical Pathologic Correlations of
De Novo Donor-Specific HLA Antibody Post Kidney

Transplant
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Alloantibody Measurement

A Preformed DSA is a clearly established risk factor for
graft loss.

A De novo DSA is a clearly established risk factor for graft
loss, and a likely biomarker for n@aaherence.

A Modern immunosuppression, when used well, is good at
preventing DSA formation.

A The cost effectiveness of serial DSA monitoring is not we
established and protocols for DSA monitoring are not
standardized.



American Joumal of Transplantation 2013; 13: 1871-1879
Wiley Periodicals Inc.

& Copyright 2013 The American Saciety of Transplantation
and the American Society of Transplant Surgeons

Brief Communication

doi: 10.1002/ajt.12286

Standardization and Cross Validation of Alloreactive

IFNy ELISPOT Assays Within the Clinical Trials in

Organ Transplantation Consortium
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Changes T cell Phenotype with Age

Reduced thymus, increased reliance on homeostatic proliferation
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Variable Exhaustion/Senescence
Profiles at Presentation for Transplant
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