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Strategies to Circumvent Discrepancies in Pre-Transplant Donor Specific Antibodies
Workup

Dear Editor,
such as complement-dependent cytotoxic crossmatch (CDC-

Accurate assessment of donor-specific antibodies (DSAs) plays
P ( ) play XM) and flow crossmatch (FC-XM) provide negative results.

a pivotal role in pre-transplant evaluation to mitigate the risk
of graft rejection.! However, a challenging dilemma arises We present two cases to illustrate the diagnostic challenges
when DSA-SAB results show positive results, but other assays, encountered during the pre-transplant workup:

Cutoff [1000]

= IIIIIl
0

@
1ofay

- IR
1200
Cutoff [1000]
1000
2 s
E
3 s
& 400
o IIIIIIIII
0
DRI e 5 s z
DR35S *
boA R R R - T 7= T T
DQB
oPA
1, [N ——————

A esaErsewe\owticwe N

118as0ve0IBETRIewe\Cwisiowz I

133 aasvasssesiessBeicutins I

1oe-Ar s eSS Sweweicw I
[ ]
[PUE——— |
17 anivn
172 AAGE\BSE\RS I\ w27 ]
[EYSIEIE—— |
R —
[ETI—— |
[oTn— |
]
Ry .
[EDIPI———T |
130-A31p5\850 8T S [
167422827\ w137 I
RS ————
EEAP————
161.421A291813\862 8w Bwe\Cw10Vowe. [N
R ———
[T —— |
157 K2R B\ s I
166-A23\A66\B44\07\ B\ 0w\ v w7 [N
1o vasznErew v iovaicn I
PESTSIRS——T |
[E I —————
[P ———
125 AR ESIBETSwCwL<Cne [
7RI ET e ewecwicn?

[EATT——— |
156 A2ATINBSS BB e\ O [

w..,.
-58BEEZ
26 a2z BB e\
185433 A32\B 30\ BB e \Cw1 i [
175-A30A74B1 31872 \BweBwe v e [
1es-asvaesEznewa\cwton: [
ProprveR ST —— ]
127-A31\A321B60\B8 1w B\ w1 [
1es-Azs\Aa3\Be2Bs5\ews\Cwi7ewe [
132-2eansenastiewscwieicws [N
120-824\8311852\861\Bwe Bws\owi0vews [N
176-A3\A32\B10\827 B \Bws\CwSvCws. [
125-A3086sEPEBWE\CwE\Cwe [
03B 857871 B et o7 [
p5-A3\851\87\Bwes\Bws\Cw 1w [
754111831 B35BA2\Bw\Cwes o [
-aso\eeaasmswercw mews [N
EEEENER

193-A301A36\BS8\B6S B e Cws v [
15 — torewr
176-30W7a\835EE LBwe\CwiTCwe. [
a 50 o

192-A291Am\851\8 56\ Bwe\Cwt o s [
T R
164-A241A26\860\877Bwe\Bwe\CwrCwe [

nnnnn

sas0rnoes [
[ ——— |

Raw Value
. 8888 &
o I
-
1so0ncs [
]
1s3-or10re0rsav0esoc” [
-
&
-
¥

R —
. s

rt—
e ——— |

Figure 1: Assessment of true or false anti-HLA antibodies: a case. Figure showing broad
reactivity to (a) HLA-class | single antigen beads profile; (b) HLA-class Il single antigen
beads profile; (c) HLA-class | PRA beads profile; (d) HLA-class Il PRA beads profile. Colored
rectangles indicate the MFI of antibodies for corresponding HLA antigens. (a and b): Red
color indicates MFI > 1000, purple indicates MFI < 1000 and dark green indicates MFI < 500.
(c and d): Green color indicates negative bead reactions for a particular HLA antigen, and
orange indicates positive bead reactions. (Y-axis: MFI values, X-axis: SAB HLA specificity)
HLA: Human leukocyte antigen, PRA: Panel reactive antibody.
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Case 1: A 3l-year-old man underwent a pre-transplant
evaluation including CDC-XM, FC-XM, panel reactive antibody
(PRA) testing, and DSA-SAB assay with his father as a donor.
Despite negative results in CDC-XM and FC-XM, the DSA-SAB
assay revealed unexpected weak-to-moderate positivity (MFI
range = 1000-5000) against a wide range of HLA class | and
class Il antigens [Figure 1a and 1b]. PRA testing showed no-
HLA sensitization [Figure 1c and 1d], but the test negative
control (CON) values were high, indicating the nonspecific
binding, which leads to false-positive tests. In such a scenario,
PRA testing alongside DSA-SAB helps.?

Case 2: A 33-year-old man was planned for transplant with
his sister as a donor. Patient exhibited HLA class Il positivity
for self-antigen DRB1*13:01, in DSA-SAB testing (Immucor).
However, CDC-XM and FC-XM were negative. Repeat
testing with another kit from a different vendor (One
Lambda, Inc.) showed the absence of antibodies for self-
antigen DRB1*13:01. Reported false positivity may occur
due to the presence of antibodies to denatured antigens.*?

We propose stepwise strategies to address these diagnostic
challenges:

1. Patient history should be assessed thoroughly for
sensitization events.

2. Conduct high-resolution typing and utilize multiple
assays to determine true antibodies, including different
platforms, solid-phase assays and kits from other vendors.

3. Perform epitope analysis to decipher antibody
specificities.*

This letter emphasizes the importance of quality control,

technical validation, and personalized patient-focused

assessments in pre-kidney transplant evaluations.
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Conservatively Managed Spontaneous Splenic Rupture in a Hemodialysis Patient

Dear Editor,

A 68-year-old diabetic male with 8-year dialysis vintage
reported to Emergency room in March 2023, with a 4-day
history of pain left upper abdomen radiating to the left
shoulder (Kehr’s sign). He appeared anxious with BP of
100/70 mm HG and pulse of 96/min. On examination, there
was tenderness and guarding in the left hypochondrium.
His hemoglobin was 9.6 g/dl and was leucocyte count was
13,900/cmm. USS showed large tear with a hematoma in
the spleen and CT confirmed Class 3 tear (moderate—severe)
with hematoma [Figure 1]. Other relevant investigations
were negative. As the patient was hemodynamically
stable, it was decided to manage him conservatively with
close hemodynamic observation, bed rest and avoidance
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of anticoagulants (during HD) and antiplatelet drugs.
Ambulation was started after a week and heparin was
reintroduced after 2 weeks. The patient recovered smoothly.
Appropriate patient consent was obtained.

Splenic tear usually results following road traffic accident
or trauma. Spontaneous splenic rupture (SSR) is rarely
reported. Liu et al. in a series of 251 cases of ruptured
spleen found 8 cases of SSR (3.2%).! In an analysis of risk
factors in 848 reported cases of SSR over 28 years, Renzulli
et al.? found underlying neoplasm (30.3%), infection (27.3%)
or non-infectious causes (20.0%), and drug-/treatment-
related (6.8%) causes as possible risk factors. Management
included splenectomy in 84.1% of cases. As per ASST
classification, our patient had moderate—severe injury.
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