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Sir: To date, several papers have
been published dealing with the
comparison of serological and mo-
lecular typing for HLA class I on
cadaveric organ donors [1, 5, 6] lym-
phocytes. These analyses unani-
mously demonstrated an impressive
advantage of the DNA technology
over serotyping to the point that it is
practised routinely today by many
laboratories. The above mentioned
studies referred to serological typing
data performed in many different
centers participating in the Collabo-
rative Transplant Study or involved
a limited number of cases.

We wanted to address the ques-
tion of how often cadaver organ do-
nors are mistyped in our setting,
where all HLA typing tests are cen-
tralized in a unique laboratory. This
question is more than academic, due
to clinical and ethical implications.
In a system like ours {8], where
HLA matching is an important pa-
rameter for kidney allocation, errors
in HLA typing can change the re-
cipient selection and have a negative
impact on the transplant outcome,
especially in re-transplants and sen-
sitized patients.

With this aim, we repeated with
DNA techniques HLA-A, B cyto-
toxicity tests of 340 cadaveric organ
donors referred to the North Italy

Table 1 HLA-AB determinations discrepant with the 2 methodologies (serology/PCR-
SSOP). The discrepancies are underlined in bold

Sample HLA-A, B serologic typing HLA-A, B genomic typing
5487 Al,32;B7,8 A*1, 3; B*07, 08
5627 All,28; B35 A*11; B*35

5662 A2, 3;B38,50 A*2; B*38, 50
5674 A1,19; B17,55 A*1; B*57, 55
5789 A2,11;B51,35 A*2; B*51, 35
5951 A24; B51, 35 A*24, 32; B*51, 35
5460 Al, 2; B51 A*01, 02; B¥18, 51
5671 A2, 3; B51 A*02, 03; B*15, 51
5672 A3;B7,54 A*03; B*07

5746 A2,24;B51, 53 A*02,24; B*51
5759 A2,32; B35, 61 A*02,32; B*48, 35
5762 A2,26;B37,37 A*02,26; B*37, 38
5781 A2;B18,52 A*(2; B*52

5935 A24 32; B39, 61 A*24, 32: B*61
5939 A2, 31; B13,47 A*02,31; B*13
5921 Al,3;B51,35 A*01,03; B*78, 35

Transplant program (NITp) [8] from
20t November 1996 to 20" October
1997. HLA-A B molecular typing
was performed with PCR-SSOP on
DNA isolated from peripheral
blood [4] whereas serotyping was
done on T-lymphocytes isolated
from lymphnode or peripheral
blood using immunomagnetic beads
(Class I Dynabeads, Dynal A.S.,
Oslo, Norway). For microlympho-
cytotoxicity test we used a locally
assembled 60 well typing tray and a
commercially available tray (72
wells, Pel-Freez, Clinical Systems,
Brown Deer, W1 53223, USA).
PCR-SSOP was carried out using
primers amplifying exons 2 and 3
and a total of 66 probes (28 for A
locus and 38 for B locus) supplied by
LIFECODES Corporation, Stam-
ford, CT, USA. Molecular typing
was carried out in blind fashion.
HIL A results were considered dis-
crepant if broad specificities were
different or missed even if due to
clerical errors. The discrepancies
detected with the 2 techniques were
resolved with PCR-SSP.

Sixteen typing results were dis-
crepant with the 2 methods (serolo-
gy and PCR-SSOP) (Table 1). Six
discrepancies were detected at A lo-
cus, and 10 at B locus. In one case

(sample 5762) the discrepancy was
due to a clerical error. All PCR-
SSOP data were confirmed by PCR-
SSP.

This comparison analysis shows
that in our setting, 4.7 % of cadaver
donor HLA-A B typing results are
incorrect. This percentage is lower
than that revealed by other studies
[1, 5, 6]. The difference could be at-
tributable to the fact that in our se-
ries all donor HLLA determinations
are carried out in the laboratory of
the Reference Center. We also not-
ed that the HLA specificities were
more often falsely assigned (false
positive), rather than missed, and
that the discordant results, except in
the case of B*78, did not involve al-
leles difficult to detect serologically.

In conclusion, the error rate in
serological definition of HLA-A,B
molecules argues for the use of a
rapid DNA technique in addition to
serological typing. PCR-SSP meth-
od [2, 3, 7] is particularly appropri-
ate, being fast, sufficiently simple in
interpretation for most people with
the minimum of training, and not
influenced by personal interpreta-
tion. For the time being, we think it
is prudent to maintain both meth-
ods. Consequently we have started a
prospective study for HLLA Class I
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typing of all cadaver kidney donors
with serology and PCR-SSP to eval-
uate the feasibility of this approach
and the possible improvement of-
fered by the combined use of the

2 methodologies.
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