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Determination of unacceptable human leukocyte antigen (HLA) mismatches (UAM) 
before kidney transplantation (KT) aims at minimizing immunological risk and 
routinely involves Luminex single antigen bead (SAB) testing. SAB-UAM criteria, 
however, often lack standardization. We implemented standardized mean 
fluorescence intensity (MFI)-based SAB-UAM criteria in four German transplant 
centers and prospectively studied the consequences on waitlist composition as well 
as waiting time, early antibody-mediated rejection (AMR) and graft loss in 267 patients. 
HLA were deemed unacceptable in case of CDC-reactivity or antibodies against known 
HLA from previous transplants irrespective of MFI. For all other antibodies, the MFI cut- 
off was 5.000 with the exception of 10.000 for anti-HLA DQ. We observed significant 
accumulation of highly sensitized patients (virtual panel-reactivity >95%) on the waiting 
list during the study period. Median time to KT was longer in patients with UAM, but 
differences were not statistically significant. Patients with preformed donor-specific anti- 
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HLA antibodies (DSA) below the UAM cut-off criteria (39/267) experienced more AMR 
episodes compared to DSA-negative patients (10.3% vs. 1.3%, p < 0.001). Graft 
survival, however, was not statistically different over a median follow-up of four years. 
Standardized SAB-UAM criteria associated with good short-term outcomes but 
resulted in accumulation of highly sensitized patients on the waiting list.

Keywords: highly sensitized, kidney transplantation (KT), outcome, unacceptable HLA antigen mismatches, 
waiting time

INTRODUCTION

Successful kidney transplantation (KT) remains a cornerstone in 
the treatment of end-stage renal disease [1], significantly 
improving patient survival and quality of life [2, 3]. 
Overcoming the immunological barriers between donor and 
recipient, however, remains a critical challenge.

To avoid transplantation of human leukocyte antigen 
(HLA)-incompatible grafts with a high risk of early 
antibody-mediated rejection (AMR) and premature graft 
loss, transplant physicians and tissue typing laboratories 
have for long defined unacceptable HLA antigen 
mismatches (UAM) prior to KT. When a patient has anti- 
HLA antibodies that are considered high-risk, organs carrying 
these HLA will be excluded for a patient and the respective 
HLA will be declared unacceptable. The stricter UAM are 
defined, the lower is the risk of early rejection at the cost of 
prolonging waiting times due to an increasing donor pool 
restriction [4–6].

In the last 20 years, the Luminex single antigen bead (SAB) test 
has revolutionized anti-HLA antibody detection, providing a 

highly sensitive and specific semiquantitative measurement of 
antibody strength expressed as mean fluorescence intensity 
(MFI). Many studies have demonstrated that the presence of 
donor-specific anti-HLA antibodies (DSA) detected by the SAB 
test prior to KT correlates with an increased risk of early AMR 
and graft loss, even in the absence of cytotoxicity in CDC 
assays [7–12].

The relationship between the MFI and clinical outcomes 
in DSA-positive patients is less clear [13]. Whereas some 
studies have demonstrated a positive association between 
MFI levels and the incidence of early AMR and premature 
graft loss [7, 8, 10, 14–16], other studies have reported poorer 
graft survival in DSA-positive patients regardless of MFI 
levels [10, 12, 17].

The SAB test has some well-described technical limitations 
that can result in false-positive results [17, 18]. Moreover, the lack 
of a truly quantitative measure and potential differences in 
pathogenicity do not allow for a precise prediction of the 
immunological risk of a given antibody based on its MFI 
alone, resulting in a low predictive value of DSA in an 
individual patient [19]. Consequently, UAM algorithms are 
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almost always individualized, lack standardization, and are highly 
variable between transplant centers.

In an attempt to standardize UAM criteria and balance the 
risk between early immunological complications and 
prolonged waiting times, we implemented CDC- and MFI- 
based SAB-UAM criteria at four German transplant centers. 
We used MFI thresholds that had previously been shown to 
result in excellent short-term clinical outcomes [20]. A 
retrospective analysis applying the same SAB-UAM criteria 
to a cohort transplanted at our own center in the pre-Luminex 
era further suggested that patients transplanted against DSA 
that fulfilled these SAB-UAM criteria had a high risk of 
premature graft loss, whereas patients with preformed DSA 
below the thresholds of our algorithm had excellent outcomes 
[19]. To further minimize risk, all known HLA from previous 
transplants were deemed unacceptable if antibodies against 
these HLA were detected in the SAB test [21, 22]. In this 
manuscript, we give a comprehensive overview of the 
consequences of this SAB-UAM algorithm, namely changes 
in waitlist composition over time as well as the impact on 
waiting time prior to KT, the incidence of early AMR, and graft 
loss, in a prospective cohort of KT patients.

PATIENTS AND METHODS

HLA Typing
Serological HLA typing of both donors and recipients 
was performed according to standards of the European 
Federation for Immunogenetics. During patient 
recruitment (01.01.2019 until 31.12.2021), donor and 
recipient HLA typing was only mandatory for HLA-A, -B, 
and -DR in the Eurotransplant region but was most often 
extended by the local tissue typing laboratories. Completeness 
of 11-loci donor and recipient HLA typing is shown in 
Supplementary Table S1.

HLA Antibody Testing
For three transplant centers (Regensburg, GRBTP; 
Würzburg, GWZTP; and Erlangen, GNBTP), HLA 
antibody testing was done at quarterly intervals in the 
tissue typing laboratory at Erlangen University Hospital. 
Screening was done using a commercial solid-phase 
microsphere-based assay (LSM12; One Lambda Inc., Los 
Angeles, CA). Sera were analyzed on a LABScan 
200 Luminex (Luminex Corp., Austin, TX) flow analyzer, 
applying a threshold ratio for positive results of 2.5. In 
positive sera, HLA specificity was determined by a single- 
antigen assay for HLA class I and/or HLA class II antigens 
(LABScreen Single Antigen, Class I or II, respectively, both 
One Lambda Inc.). The tests were performed according to the 
manufacturers’ instructions and analyzed on a LABScan 
200 Luminex flow analyzer, applying a baseline-adjusted 
MFI cutoff for positive reactions of 500.

In Mainz (GMZTP), screening and specification of HLA 
antibodies was performed using a commercial solid-phase 
microsphere-based assay (LSA Class I and Class II; Immucor 

GTI Diagnostics Inc., Waukesha, WI, USA). Sera were analyzed 
on a LABScan 200 Luminex flow analyzer (Luminex Corp., 
Austin, TX). All assays were conducted according to the 
manufacturers’ instructions. Sera were considered positive 
for specific HLA antibodies when the raw MFI was above 
750 and the MFI/LRA (lowest ranked antigen) ratio was 
greater than the bead/lot-specific cut-off provided by the 
manufacturer.

Definition of Luminex-Based Unacceptable 
HLA Antigen Mismatches (SAB-UAM)
HLA were classified as UAM prior to KT if at least one of the 
predefined criteria (Figure 1) were met at any time. Once an HLA 
was classified as unacceptable, it remained listed as such, 
irrespective of subsequent reductions in antibody MFI, lack of 
antibody detection, or a negative result in CDC-testing. During 
patient recruitment, UAM could only be reported to ET on the 
serological level.

Impact of SAB-UAM Assignment on Wait 
List Composition and Waiting Time
The impact of UAM on waiting time in adult (≥18 years) 
patients listed for KT via the standard Eurotransplant Kidney 
Allocation System (ETKAS) or the Eurotransplant Senior 
Program (ESP) was studied in a cross-sectional approach at 
five time points. The first was in September 2018, prior to 
implementation of the current SAB-UAM algorithm. Until 
then, UAM assignment was not systematically performed but 
rather done on an individual patient’s basis, considering 
mostly CDC-specificities and HLA against which antibodies 
directed against HLA from previous transplants were detected 
in Luminex SAB testing. The remaining time points were after 
implementation of the current SAB-UAM algorithm at the 
three transplant centers (GRBTP, GWZTP, and GNBTP) in 
June 2019, and three (March 2022), four (May 2023) and six 
(June 2025) years later. As in GMZTP, the SAB-UAM criteria 
were only implemented in February 2020, the GMZTP June 
2019 waitlist data were omitted from analysis. Highly 
immunized patients listed in the acceptable mismatch 
(AM)-program were excluded, as were patients listed for 
multi-organ transplantation, with kidney-after-other-organ 
status, or with a high urgency status. Waiting time was 
defined as the time between the date of first dialysis and 
the respective reference date. Virtual panel reactivity (vPRA) 
levels were calculated based on UAM by ET using the 
Eurotransplant Reference Laboratory (ETRL) donor 
frequency calculator at https://www.etrl.org (last accessed 
on June 25, 2025).

Clinical Study Protocol and Patients
The SAB-UAM algorithm was prospectively implemented for all 
adult (≥18 years) patients on the kidney and kidney-pancreas 
waiting lists of the participating transplant centers (GRBTP 
starting 01.01.2019, GWZTP on 21.02.2019, GNBTP on 
01.05.2019, and GMZTP on 01.02.2020) and was maintained 
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unchanged until the end of the recruitment phase on 31.12.2021. 
Patient recruitment into the study, however, varied considerably 
between the four centers, mostly because of the constraints of the 
COVID pandemic in GNBTP and GWZTP 
(Supplementary Figure S1).

Patients that were transplanted against UAM for any reason 
but included in the study were excluded from analyses (n = 4). 
Study data were collected using REDCap electronic data capture 
tools hosted at Regensburg University Hospital [23] at baseline 
(day of KT) as well as at 14 days, 3 months, 6 months, 12 months, 
and then yearly thereafter.

All patients gave their written informed consent. The study 
was approved by the local institutional review boards of the 
participating centers (GRBTP 18-1153_1-101, GNBTP 
410_19 Bc, GWUTP 9/19_awbz, and GMZTP 2019- 
14663_1-NIS).

Assignment of DSA
Patients were categorized as DSA-positive if they had HLA 
antibodies against donor HLA in the most recent Luminex 
SAB assay prior to transplantation. Assignment of donor- 
specificity was performed on the serological level based on the 
available donor HLA typing. In cases of DSA against self-HLA, 
high-resolution typing of both donor and recipient was 
performed retrospectively (n = 4). This approach revealed true 
donor-specificity in 1/4 cases. All other cases were counted as 
DSA-negative. Missing HLA typing was retrospectively 
performed in case of potential DSA. With this approach, 
patient categorization into DSA-positive or DSA-negative was 
possible in all patients with detectable anti-HLA antibodies. DSA 
were considered positive with MFI ≥1000 in the most recent SAB 
assay prior to KT.

Diagnosis of Rejection
All rejection episodes were biopsy-proven. Biopsies were 
obtained either as protocol biopsies on days 14, 90, and at 
1 year (GRBTP) or when clinically indicated (all centers). 
Specimens were evaluated on light microscopy and 
immunohistochemistry for C4d and SV40 staining and were 
graded according to the BANFF 2019 classification [24].

Statistical Analysis
Statistical analysis was performed using IBM SPSS version 
28.0.0.0 (SPSS Inc., Chicago, IL, USA). Data are presented as 
median (interquartile range, IQR) or median (range). For 
categorial data, comparisons were based on the chi-square test 
or Fisher’s exact test. Mann-Whitney-U- and Kruskal-Wallis- 
tests were used to compare interval scaled or metric data. The 
Kaplan-Meier method was used to conduct survival analyses and 
group differences were evaluated by the log-rank test. All tests 
performed were two-sided. P < 0.05 was considered statistically 
significant.

RESULTS

Consequences of SAB-UAM on Wait List 
Composition and Waiting Time
We first analyzed the consequences of the new SAB-UAM 
algorithm on the waiting list composition of the four 
participating transplant centers after exclusion of all highly 
sensitized patients listed in the AM program. Cross-sectional 
analysis of the active kidney waiting list at various time points 
over a period of 7 years revealed a continuous decrease from 
666 patients in 2018 to 534 patients in 2025 (Table 1), following a 
general trend in Germany [25]. Implementation of SAB-UAM in 
early 2019 in three of the participating centers resulted in a 
fourfold increase in patients with vPRA > 95% (1.7% vs. 7.3%, p < 
0.001). Median vPRA in sensitized patients also increased 
significantly from 60.4% to 81.5% (p < 0.001) (Table 1). Ever 
since, the proportion of sensitized patients (vPRA >0%) 
continuously increased from 19.8% in 2018 to 39.3% in 2025, 
with the most dramatic effect on the proportion of patients with 
vPRA >95% (1.7% vs. 11.0%, p < 0.001) (Table 1). Whereas 
overall waiting time did not change significantly over time 
(Supplementary Table S2), we noticed accumulation of highly 
sensitized patients (vPRA >95%) who waited 3 years longer in 
2025 as compared to non-sensitized patients (7.3 vs. 4.2 years, p < 
0.001, Table 2).

Characteristics of Transplanted Patients
267 patients were included in the study, of which 39 (14.6%) had 
pretransplant DSA with MFI levels below the UAM-SAB criteria. 
As expected, more DSA-positive patients were sensitized and had 
higher vPRA levels as compared to DSA-negative patients, with a 
higher rate of patients with previous transplantations in the 
former group as compared to the latter. Median MFImax was 
2009 (IQR 1373–2988) in DSA-positive patients. The rate of 
living donations was comparable between the groups (23.1% vs. 
21.1%). Thymoglobulin induction was used significantly more 

FIGURE 1 | Standardized criteria of unacceptable HLA mismatches 
(UAM). CDC, complement-dependent cytotoxicity; MFI, mean fluorescence 
intensity of anti-HLA antibodies detected in the Luminex single-antigen bead 
(SAB) test.
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often in DSA-positive as compared to DSA-negative patients 
(61.5% vs. 13.6%). Maintenance immunosuppression consisted of 
tacrolimus, mycophenolate, and prednisolone in the vast 
majority of patients. Three patients were lost to follow-up; all 
other patients were followed for a minimum of 3 years. Median 
follow-up was 4 years in DSA-positive and 3 years in DSA- 
negative patients (p = 0.09) (Table 3).

Waiting Time
Median waiting time prior to deceased donor KT was longer in 
UAM-positive as compared to UAM-negative patients in both 
the standard kidney allocation system ETKAS (8.6 vs. 7.7 years) 
and the senior program ESP (5.6 vs. 4.8 years) [26]. However, 
these differences were not statistically significant 
(Supplementary Table S3). Of note, in ETKAS, the difference 
in median waiting time between UAM-positive and UAM- 
negative patients decreased to 5 months after exclusion of 
patients prioritized during allocation because of a full-house 
(serological match in HLA A, B, and DR) organ (Table 4).

Incidence of AMR
We observed a significantly higher incidence of early AMR in 
patients with preformed DSA as compared to DSA-negative 
patients. 4/39 DSA-positive patients experienced AMR within the 
first 6 months after KT as compared to 3/228 DSA-negative patients 
(10.3% vs. 1.3%, p = 0.01). 2/4 vs. 2/3 of the respective index biopsies 
were C4d-positive. 2/4 of the AMR episodes in DSA-positive 

patients were found in protocol biopsies at 3 months in patients 
with stable graft function. Of note, six additional DSA-negative 
patient biopsies fulfilled the criteria of DSA-negative C4d-negative 
microvascular inflammation (MVI), as proposed by the recent Banff 
2022 update [27]. Protocol biopsies were only performed in one 
(GRBTP) out of the four participating centers. However, the 
incidence of early AMR and MVI episodes was not statistically 
different between GRBTP and the other centers (Supplementary 
Table S4). One of the DSA-positive patients with early AMR lost his 
graft during follow-up due to a combination of AMR and BK 
nephropathy following ABO-incompatible living KT. The incidence 
of early T cell-mediated rejection (TCMR) was comparable between 
the groups (7.7% vs. 11.4%, p = 0.78).

Incidence of De Novo DSA
Post-transplant DSA screening was performed in approximately 
80% of patients (Supplementary Table S8). During follow-up, 4/ 
39 (10.9%) of patients with preformed DSA developed additional 
de novo DSA, whereas de novo DSA were detected in 16/228 (7%) 
of patients without DSA at the time of KT (p = 0.51, 
Supplementary Table S9).

Graft Function
Graft function (eGFR) remained stable in both patient groups 
during follow-up but was significantly higher in DSA-positive 
patients at early time points (Supplementary Table S5). 
Albuminuria was generally low but highly variable with no 

TABLE 1 | vPRA over time in patients on the waiting list.

vPRA category Time of analysis

09/2018 n = 666 06/2019a n = 590 03/2022 n = 622 05/2023 n = 563 06/2025 n = 534 p

vPRA = 0% 534 (80.2) 442 (74.9) 424 (68.2) 369 (65.5) 324 (60.7) <0.001
0% < vPRA ≤50% 47 (7.1) 39 (6.6) 61 (9.8) 62 (11.0) 84 (15.7) <0.001
50% < vPRA ≤85% 61 (9.2) 40 (6.8) 53 (8.5) 52 (9.2) 51 (9.6) 0.457
85% < vPRA ≤95% 13 (2.0) 26 (4.4) 27 (4.3) 20 (3.6) 16 (3.0) 0.092
vPRA >95% 11 (1.7) 43 (7.3) 57 (9.2) 60 (10.7) 59 (11.0) <0.001
vPRA [%], median (IQR)b 60.4 (34.1–82.3) 81.5 (46.5–97.6) 73.5 (27.9–96.3) 72.7 (32.1–96.7) 64.6 (23.9–97.1) 0.009

Data are shown as n (% of total) unless indicated otherwise.
aData from GMZTP excluded.
bOnly patients with vPRA >0%. vPRA, virtual panel reactivity based on unacceptable antigen mismatches.

TABLE 2 | Waiting time in years according to vPRA on 01.06.2025 (n = 534).

vPRA category Waiting time

vPRA = 0% 4.2 (2.7–6.3)

0% < vPRA ≤50% 4.8 (3.1–7.3)

50% < vPRA ≤85% 5.9 (3.2–8.4)

85% < vPRA ≤95% 5.9 (3.3–8.6)

vPRA >95% 7.3 (5.1–10.1)

Data are shown as median (IQR).
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significant differences between DSA-positive and DSA-negative 
patients (Supplementary Table S6).

Graft Loss and Patient Death

6/39 (15.4%) DSA-positive patients lost their graft during 
follow-up as compared to 16/228 (7.0%) DSA-negative 
patients (p = 0.11). Graft survival at one, two, and three 
years in DSA-positive as compared to DSA-negative patients 

TABLE 3 | Baseline characteristics of the study cohort.

Characteristic DSA-positive (n = 39) DSA-negative (n = 228) p

Transplant center 0.13
Mainz 15 (38.5) 54 (23.7)
Würzburg 2 (5.1) 35 (15.4)
Regensburg 18 (46.2) 107 (46.9)
Erlangen 4 (10.3) 32 (14.0)

Donor
Female 23 (59.0) 124 (54.4) 0.73
Age [years] 54 (44–59) 56 (47–66) 0.09
Living donor 9 (23.1) 48 (21.1)
ETKAS 22 (56.4) 124 (54.4)

Full-house allocation 3 (7.7) 22 (9.6) 1.00
ESP 6 (15.4) 50 (21.9)
AM 1 (2.6) 1 (0.4)
KPTX 1 (2.6) 4 (1.8)
HU 0 (0.0) 1 (0.4)
HLA-A/B/DR mismatches 4 (3–4) 3 (2–4) 0.14

Transplantation
Cold ischemia time (h:min) 7:23 (4:27–11:54) 8:05 (4:54–12:18) 0.30
Warm ischemia time (h:min) 0:36 (0:29–0:48) 0:37 (0:30–0:48)a 0.49

Recipient
Female 19 (48.7) 79 (34.6) 0.11
Age [years] 51 (40–62) 57 (47–65) 0.11
HLA antibodies before KT 39 (100.0) 114 (50.0) <0.001
vPRA >0% 20 (51.3) 27 (11.8) <0.001

vPRAb 71.7 (37.8–89.3) 47.0 (22.0–84.0) 0.16
Retransplantation 12 (30.8) 17 (7.5) <0.001
Time on dialysis (years)c 7.0 (2.8–9.6) 6.4 (3.6–8.7) 0.92
Preemptive 2 (5.1) 16 (7.0) 1.00
AB0-incompatible 2 (5.1) 16 (7.0) 1.00

HLA-DSA
No. Of HLA-DSAd 1 (1–5) - -
Class I only 18 (46.2) - -
Class II only 19 (48.7) - -
Class I + II 2 (5.1) - -
MFImax 2009 (1373–2988) - -

Induction therapy <0.001
Basiliximab 15 (38.5) 197 (86.4)
Thymoglobulin 24 (61.5) 31 (13.6)

Initial immunosuppression 0.29
TAC-MMF 0 (0.0) 14 (6.1)
TAC-MMF-Pred 38 (97.4) 204 (89.5)
Other 1 (2.6) 10 (4.4)

Follow-up (years) 4.0 (3.0–4.3) 3.0 (3.0–4.0) 0.09

Data are shown as median (IQR) or n (% of total) unless indicated otherwise.
a2 missing.
bOnly vPRA >0%.
cWithout preemptive KTX.
dData are shown as median (range). MFImax, highest mean fluorescence intensity of all DSA in cases of more than one DSA.
ETKAS, Eurotransplant Kidney allocation system; ESP, Eurotransplant Senior Program; AM, Acceptable Mismatch program; KPTX, kidney-pancreas transplantation; HU, high urgency; 
vPRA, virtual panel reactivity; TAC, tacrolimus; MMF, mycophenolate; Pred, prednisolone.

TABLE 4 | Waiting time (years) prior to KTX.

Allocation program UAM-positive UAM-negative p

ETKAS 8.7 (7.6–10.0) [n = 33] 8.2 (6.1–10.3) [n = 91] 0.14
ESP 5.6 (4.6–9.6) [n = 6] 4.8 (3.2–7.0) [n = 49] 0.18

Data are shown as median (IQR). Patients in the acceptable mismatch (AM)-program, 
with high urgency status and after full house allocation, were excluded from analysis.
UAM, unacceptable HLA mismatches; ETKAS, Eurotransplant Kidney Allocation System; 
ESP, Eurotransplant Senior Program.
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was 92.3% vs. 95.6%, 87.2% vs. 92.1%, and 84.5% vs. 89.5%, 
respectively (log rank p = 0.14, Figure 2). Two graft losses in 
the DSA-positive group occurred in patients with previous 
biopsy-proven AMR. There was no graft loss in patients with 
previous AMR in the DSA-negative group (Table 5). Graft 
survival censored for death at one, two, and three years was 
94.9% vs. 96.5%, 92.2% vs. 94.7%, and 89.4% vs. 93.3% in DSA- 
positive vs. DSA-negative patients, respectively (log rank 0.10, 
Figure 3). Multivariable Cox regression analysis identified 
thymoglobulin-induction treatment and donor age as 
independent predictors for graft loss, whereas the presence 
of preformed DSA and sensitization (vPRA >0%) prior to KT, 
TCMR, and AMR were not (Table 6).

During follow-up, 5/39 (12.8%) DSA-positive patients died, 
whereas death occurred in 22/229 (9.6%) DSA-negative patients 
(p = 0.57, Table 5). Patient survival at one, two, and three years post 
KT was comparable between the groups (94.8% vs. 98.2%, 92.2% vs. 
94.7% and 92.2% vs. 94.3%, log rank p = 0.70, Supplementary 
Figure S2). Of note, significantly more DSA-positive patients died 
from infection as compared to patients without DSA (80.0% vs. 
18.2%, p < 0.05, Supplementary Table S7).

DISCUSSION

A standardized UAM algorithm integrating CDC reactivity, 
MFI-based SAB test results, and HLA typing information from 
previous transplants was associated with good short-term 
outcomes in our cohort. Graft survival of patients with 
preformed DSA defined as acceptable by the SAB-UAM 
criteria was superior at 3 years compared to previous studies 
comprising comparable patient populations and DSA 
characteristics [8, 10, 12]. At the same time, waiting times 
between patients with and patients without UAM were not 
statistically different in both ETKAS and the ESP, underscoring 
the clinical utility of the chosen UAM criteria.

Given the small sample size of the DSA-positive cohort and 
the associated low event numbers, we acknowledge that our 
study is underpowered to demonstrate equivalence in 

outcome and waiting times between DSA-positive and 
DSA-negative patients. Likewise, in the Cox model, the 
number of events relative to the number of covariates was 
limited, which is why the risk estimates, especially for DSA 
and UAM, should be interpreted with caution. As protocol 
biopsies were performed only in one center (GRBTP), and two 
of the four early AMR episodes in DSA-positive patients were 
detected on protocol biopsies in patients with stable graft 
function, there is a potential detection bias in our study 
(Supplementary Table S4). Again, the low number of 
events does not justify any final conclusion. Systematic 
protocol biopsies might be a valuable tool to detect early 
subclinical rejection in patients with preformed or de novo 
DSA [28, 29], especially as new treatment options for AMR 
have recently emerged [30].

For the definition of UAM, plausibility testing of SAB test results 
was restricted to known HLA from previous transplants. To reflect 
clinical reality, we did not include other sensitizing events such as 
blood transfusions or previous pregnancies, for which detailed HLA 
typing information is often not available. Prior transplantations 
have the strongest impact on allosensitization, likely due to the 
long-term persistence of alloantigens following KT [31]. However, 
there is no clinical evidence that antibodies elicited during 
pregnancies or blood transfusions or even antibodies of 
unknown etiology are clinically less relevant [32]. In our cohort, 
the outcome of DSA-positive women with previous pregnancies 
was not different from all other DSA-positive patients (not shown). 
Larger studies must be undertaken to find out whether meticulous 
plausibility testing considering all previous sensitization events can 
further improve risk stratification.

In case of HLA antibodies not clearly related to a previous KT, 
we applied MFI cutoffs of 5.000 (10.000 for anti-HLA DQ due to the 
higher antigen density on anti-DQ beads) for the definition of 
UAM, as these boundaries were shown to retrospectively identify 
the majority of DSA-positive KT patients with poor renal outcome 
[19]. However, it is well established that the MFI only incompletely 
reflects the immunological risk of a given antibody. Despite a 
positive correlation of the MFI with early AMR episodes in 
many studies [7, 8, 10, 14–16], the impact of the MFI on long- 
term graft survival in DSA-positive patients is less clear [7, 8, 10, 12, 
14, 17]. It remains to be shown whether incorporation of dilution/ 
titration studies to address the technical limitations of the SAB assay 

FIGURE 2 | Overall graft survival stratified by the presence of 
pretransplant donor-specific anti-HLA antibodies (DSA).

TABLE 5 | Graft loss and patient death.

Outcome parameter DSA-positive 
(n = 39)

DSA-negative 
(n = 228)

p

Graft loss 6 (15.4) 16 (7.0) 0.11
Graft loss after 

previous AMR
2 (5.1) 0 (0.0) 0.02

Death 5 (12.8) 22 (9.6) 0.57
Death with functioning 

allograft
4 (10.3) 16 (7.0) 0.51

Death and/or graft loss 10 (25.6) 32 (14.0) 0.09

Data are shown as n (% of total). DSA, donor specific anti-HLA antibody; AMR, antibody- 
mediated rejection.
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[33] or incorporation of other test systems, such as B cell memory 
[34, 35] or C1q [36] assays, will further improve UAM algorithms.

In our study, SAB assays from two different manufacturers were 
used for risk stratification at the participating tissue typing 
laboratories. It was previously shown that both assays detect most 
antibodies with MFI levels above 4000 [37]. However, 
methodological differences in MFI levels might have consequences 
on both outcome and waiting times as well when strict MFI 
thresholds are used for classification of DSA and UAM.

One of the major limitations of our study is the assignment of 
both SAB-UAM and DSA based on serological HLA typing data. 
Recently, Senev and colleagues showed that DSA assignment based 
on second-field high-resolution HLA typing revealed 
misclassification of donor-specificity in over 20% of patients. 
This approach was clinically relevant as graft survival in these 
patients was comparable to DSA-negative patients [38]. High- 
resolution typing, however, is still not routinely performed at the 
time of organ allocation in deceased-donor transplantation due to 
both time and financial constraints but might become available 
soon [39]. As noted in a recent review by Bezstarosti et al., clinical 
evidence for a clear benefit for prospective epitope/eplet matching 
both in terms of waiting time and clinical outcome is still lacking 
[40]. Nevertheless, allel-specific and molecular assignment of UAM 
based on epitope/eplet analysis has the potential to further improve 
individual risk stratification and help enlarge the donor pool, 
especially in highly sensitized patients. Comparing epitope/eplet 
patterns of antibody profiles with previous sensitizing events could 
help establish plausibility when defining UAM [41] and allowed for 
the delisting of irrelevant UAM in a recent study [42].

Irrespective of how UAM are defined, it is well established that an 
increasing donor pool restriction results in longer waiting times, with 
the most dramatic effect in highly sensitized patients [4, 6, 43]. What 
has not been reported in detail previously is the significant and 
continuous accumulation of highly sensitized patients on the waiting 
list following implementation of SAB-UAM. Due to the stringent 
entry criteria, these patients were not accepted in the ET AM 
program despite high vPRA levels and a highly restricted donor 
pool. We have previously shown that the transplant rate of highly 
sensitized patients not listed in the AM program is less than half than 

that of AM patients, with this population being numerically twice 
that of the AM population in Germany [4]. From an equal 
opportunity perspective, these findings illustrate the urgent need 
to implement better compensation mechanisms for highly sensitized 
patients during allocation. Besides potential new therapeutic 
strategies such as imlifidase induction treatment [44], novel 
delisting strategies will have to be developed to enable timely 
transplantation of highly sensitized patients at acceptable 
immunological risks [36, 45].

Ultimately, sensitization is only one of many factors that 
influence waiting time prior to KT [4]. Finding the sweet spot 
between an acceptable immunological risk and increased waiting 
times remains a critical challenge when defining UAM 
algorithms. A satisfactory answer to what acceptable waiting 
times are is highly complex and beyond the scope of this 
manuscript. Besides the medical aspects that are often 
discussed in isolation, i.e. the clinical condition of an 
individual patient and the well-known survival benefit and 
better quality of life after KT as compared to remaining on 
dialysis, other aspects such as equity have to be considered as well.

DATA AVAILABILITY STATEMENT

Publicly available clinical datasets were analyzed for this study 
and entered into and retrieved from a RedCap-based 
study database.

ETHICS STATEMENT

All patients gave their written informed consent. The study was 
approved by the local institutional review boards of the 
participating centers (GRBTP 18-1153_1-101, GNBTP 410_19 
Bc, GWUTP 9/ 19_awbz, and GMZTP 2019-14663_1-NIS).

AUTHOR CONTRIBUTIONS

FK participated in research design and data analysis and wrote 
the paper. KH, KL, MK, JW-M, JW, TD, and BB participated in 
the performance of the research, KA, ML, BS, and AJ participated 

FIGURE 3 | Death-censored allograft survival stratified by the presence 
of pretransplant donor-specific anti-HLA antibodies (DSA).

TABLE 6 | Multivariate Cox regression analysis of graft loss.

Variable Hazard ratio 95% confidence interval p

Retransplantation 0.260 0.045–1.484 0.13
DSA 2.209 0.673–7.252 0.19
UAM 0.754 0.184–3.091 0.70
Thymoglobulin 4.220 1.560–11.414 0.01
Living donation 0.273 0.060–1.241 0.09
Age of donor 1.047 1.005–1.091 0.03
Age of recipient 0.997 0.959–1.037 0.90
AMR 1.867 0.290–12.038 0.51
TCMR 1.810 0.603–5.438 0.29

DSA, donor specific anti-HLA antibody; UAM, unacceptable HLA mismatches; AMR, 
antibody-mediated rejection.

Transplant International | Published by Frontiers January 2026 | Volume 38 | Article 15497 8

Köppen et al. Unacceptable Mismatches after Kidney Transplantation



in data analysis, and DZ designed the study, analyzed data, and 
wrote the paper. All authors contributed to the article and 
approved the submitted version.

FUNDING

The author(s) declared that financial support was not received for 
this work and/or its publication.

CONFLICT OF INTEREST

The author(s) declared that this work was conducted in the 
absence of any commercial or financial relationships that 
could be construed as a potential conflict of interest.

GENERATIVE AI STATEMENT

The author(s) declared that generative AI was not used in the 
creation of this manuscript.

Any alternative text (alt text) provided alongside figures in this 
article has been generated by Frontiers with the support of 
artificial intelligence and reasonable efforts have been made to 
ensure accuracy, including review by the authors wherever 
possible. If you identify any issues, please contact us.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: 
https://www.frontierspartnerships.org/articles/10.3389/ti.2025. 
15497/full#supplementary-material

REFERENCES

1. Suthanthiran M, Strom TB. Renal Transplantation. N Engl J Med (1994) 331(6): 
365–76. doi:10.1056/NEJM199408113310606

2. Schnuelle P, Lorenz D, Trede M, van der Woude FJ. Impact of Renal Cadaveric 
Transplantation on Survival in End-Stage Renal Failure: Evidence for Reduced 
Mortality Risk Compared with Hemodialysis During Long-Term Follow-Up. 
J Am Soc Nephrol (1998) 9(11):2135–41. doi:10.1681/ASN.V9112135

3. Port FK, Wolfe RA, Mauger EA, Berling DP, Jiang K. Comparison of Survival 
Probabilities for Dialysis Patients vs Cadaveric Renal Transplant Recipients. 
JAMA (1993) 270(11):1339–43. doi:10.1001/jama.1993.03510110079036

4. Zecher D, Zeman F, Drasch T, Tieken I, Heidt S, Haasnoot GW, et al. 
Impact of Sensitization on Waiting Time Prior to Kidney Transplantation 
in Germany. Transplantation (2022) 106(12):2448–55. doi:10.1097/TP. 
0000000000004238

5. Wissing KM, Abramowicz D. Unacceptable Human Leucocyte Antigens: How 
to Navigate Between Increased Immunological Risk and Waiting Time? 
Nephrol Dial Transpl (2017) 32(5):745–7. doi:10.1093/ndt/gfx028

6. Ferrante Hde, Smeulders B, Tieken I, Heidt S, Haasnoot GW, Claas FHJ, et al. 
Immunized Patients Face Reduced Access to Transplantation in the 
Eurotransplant Kidney Allocation System. Transplantation (2023) 107(10): 
2247–54. doi:10.1097/TP.0000000000004687

7. Lefaucheur C, Loupy A, Hill GS, Andrade J, Nochy D, Antoine C, et al. 
Preexisting Donor-Specific HLA Antibodies Predict Outcome in Kidney 
Transplantation. J Am Soc Nephrol (2010) 21(8):1398–406. doi:10.1681/ 
ASN.2009101065

8. Zecher D, Bach C, Staudner C, Böger CA, Bergler T, Banas B, et al. 
Characteristics of Donor-Specific Anti-HLA Antibodies and Outcome in 
Renal Transplant Patients Treated with a Standardized Induction Regimen. 
Nephrol Dial Transpl (2017) 32(4):730–7. doi:10.1093/ndt/gfw445

9. Mohan S, Palanisamy A, Tsapepas D, Tanriover B, Crew RJ, Dube G, et al. 
Donor-Specific Antibodies Adversely Affect Kidney Allograft Outcomes. J Am 
Soc Nephrol (2012) 23(12):2061–71. doi:10.1681/ASN.2012070664

10. Ziemann M, Altermann W, Angert K, Arns W, Bachmann A, Bakchoul T, et al. 
Preformed Donor-Specific HLA Antibodies in Living and Deceased Donor 
Transplantation: A Multicenter Study. Clin J Am Soc Nephrol (2019) 14(7): 
1056–66. doi:10.2215/CJN.13401118

11. Amico P, Hönger G, Mayr M, Steiger J, Hopfer H, Schaub S. Clinical Relevance 
of Pretransplant Donor-Specific HLA Antibodies Detected by Single-Antigen 
Flow-Beads. Transplantation (2009) 87(11):1681–8. doi:10.1097/TP. 
0b013e3181a5e034

12. Kamburova EG, Wisse BW, Joosten I, Allebes WA, van der Meer A, Hilbrands 
LB, et al. Differential Effects of Donor-Specific HLA Antibodies in Living 
Versus Deceased Donor Transplant. Am J Transpl (2018) 18(9):2274–84. 
doi:10.1111/ajt.14709

13. Ziemann M, Suwelack B, Banas B, Budde K, Einecke G, Hauser I, et al. 
Determination of Unacceptable HLA Antigen Mismatches in Kidney 
Transplant Recipients. HLA (2021) 100:3–17. doi:10.1111/tan.14521

14. Kannabhiran D, Lee J, Schwartz JE, Friedlander R, Aull M, Muthukumar T, 
et al. Characteristics of Circulating Donor Human Leukocyte Antigen-Specific 
Immunoglobulin G Antibodies Predictive of Acute Antibody-Mediated 
Rejection and Kidney Allograft Failure. Transplantation (2015) 99(6): 
1156–64. doi:10.1097/TP.0000000000000511

15. Schwaiger E, Eskandary F, Kozakowski N, Bond G, Kikić Ž, Yoo D, et al. 
Deceased Donor Kidney Transplantation Across Donor-Specific Antibody 
Barriers: Predictors of Antibody-Mediated Rejection. Nephrol Dial Transpl 
(2016) 31(8):1342–51. doi:10.1093/ndt/gfw027

16. Wehmeier C, Amico P, Sidler D, Wirthmüller U, Hadaya K, Ferrari-Lacraz S, 
et al. Pre-Transplant Donor-Specific HLA Antibodies and Risk for Poor First- 
Year Renal Transplant Outcomes: Results from the Swiss Transplant Cohort 
Study. Transpl Int (2021) 34(12):2755–68. doi:10.1111/tri.14119

17. Wisse BW, Kamburova EG, Joosten I, Allebes WA, van der Meer A, 
Hilbrands LB, et al. Toward a Sensible Single-Antigen Bead Cutoff 
Based on Kidney Graft Survival. Transplantation (2019) 103(4):789–97. 
doi:10.1097/TP.0000000000002357

18. Wehmeier C, Hönger G, Schaub S. Caveats of HLA Antibody Detection by 
Solid-Phase Assays. Transpl Int (2020) 33(1):18–29. doi:10.1111/tri.13484

19. Zecher D, Bach C, Preiss A, Staudner C, Utpatel K, Evert M, et al. Analysis of 
Luminex-Based Algorithms to Define Unacceptable HLA Antibodies in CDC- 
Crossmatch Negative Kidney Transplant Recipients. Transplantation (2018) 
102(6):969–77. doi:10.1097/TP.0000000000002129

20. Marfo K, Ajaimy M, Colovai A, Kayler L, Greenstein S, Lubetzky M, et al. 
Pretransplant Immunologic Risk Assessment of Kidney Transplant Recipients 
with Donor-Specific Anti-Human Leukocyte Antigen Antibodies. 
Transplantation (2014) 98(10):1082–8. doi:10.1097/TP.0000000000000191

21. Süsal C, Roelen DL, Fischer G, Campos EF, Gerbase-DeLima M, Hönger G, 
et al. Algorithms for the Determination of Unacceptable HLA Antigen 
Mismatches in Kidney Transplant Recipients. Tissue Antigens (2013) 82(2): 
83–92. doi:10.1111/tan.12137

22. Süsal C, Seidl C, Schönemann C, Heinemann FM, Kauke T, Gombos P, et al. 
Determination of Unacceptable HLA Antigen Mismatches in Kidney 
Transplant Recipients: Recommendations of the German Society for 
Immunogenetics. Tissue Antigens (2015) 86(5):317–23. doi:10.1111/tan.12682

23. Redcap. Redcap.Uni-Regensburg. Available online at: https://redcap.uni- 
regensburg.de/ (Accessed August 13, 2025).

24. Loupy A, Haas M, Roufosse C, Naesens M, Adam B, Afrouzian M, et al. The 
Banff 2019 Kidney Meeting Report (I): Updates on and Clarification of Criteria 
for T Cell- and Antibody-Mediated Rejection. Am J Transpl (2020) 20(9): 
2318–31. doi:10.1111/ajt.15898

25. Eurotransplant. Statistics Report Library. Available online at: https://statistics. 
eurotransplant.org/index.php?search_type=waiting+list&search_organ= 

Transplant International | Published by Frontiers January 2026 | Volume 38 | Article 15497 9

Köppen et al. Unacceptable Mismatches after Kidney Transplantation

https://www.frontierspartnerships.org/articles/10.3389/ti.2025.15497/full#supplementary-material
https://www.frontierspartnerships.org/articles/10.3389/ti.2025.15497/full#supplementary-material
https://doi.org/10.1056/NEJM199408113310606
https://doi.org/10.1681/ASN.V9112135
https://doi.org/10.1001/jama.1993.03510110079036
https://doi.org/10.1097/TP.0000000000004238
https://doi.org/10.1097/TP.0000000000004238
https://doi.org/10.1093/ndt/gfx028
https://doi.org/10.1097/TP.0000000000004687
https://doi.org/10.1681/ASN.2009101065
https://doi.org/10.1681/ASN.2009101065
https://doi.org/10.1093/ndt/gfw445
https://doi.org/10.1681/ASN.2012070664
https://doi.org/10.2215/CJN.13401118
https://doi.org/10.1097/TP.0b013e3181a5e034
https://doi.org/10.1097/TP.0b013e3181a5e034
https://doi.org/10.1111/ajt.14709
https://doi.org/10.1111/tan.14521
https://doi.org/10.1097/TP.0000000000000511
https://doi.org/10.1093/ndt/gfw027
https://doi.org/10.1111/tri.14119
https://doi.org/10.1097/TP.0000000000002357
https://doi.org/10.1111/tri.13484
https://doi.org/10.1097/TP.0000000000002129
https://doi.org/10.1097/TP.0000000000000191
https://doi.org/10.1111/tan.12137
https://doi.org/10.1111/tan.12682
https://redcap.uni-regensburg.de/
https://redcap.uni-regensburg.de/
https://doi.org/10.1111/ajt.15898
https://statistics.eurotransplant.org/index.php?search_type=waiting+list&search_organ=kidney&search_region=Germany&search_period=by+year&search_characteristic=&search_text=&search_collection=
https://statistics.eurotransplant.org/index.php?search_type=waiting+list&search_organ=kidney&search_region=Germany&search_period=by+year&search_characteristic=&search_text=&search_collection=


kidney&search_region=Germany&search_period=by+year&search_ 
characteristic=&search_text=&search_collection= (Accessed August 13, 2025).

26. WebShare. ET Manual Chapter 4 Kidney (ETKAS and ESP). Available online 
at: https://webshare.zenya.work/zfstn9tqqqt1kgs1/Document.aspx? 
websharedocumentid=de5f10d4-328f-439c-86a7-e8412b75c9a2 (Accessed 
November 10, 2025).

27. Naesens M, Roufosse C, Haas M, Lefaucheur C, Mannon RB, Adam BA, et al. 
The Banff 2022 Kidney Meeting Report: Reappraisal of Microvascular 
Inflammation and the Role of Biopsy-Based Transcript Diagnostics. Am 
J Transpl (2024) 24(3):338–49. doi:10.1016/j.ajt.2023.10.016

28. Loupy A, Vernerey D, Tinel C, Aubert O, Duong van Huyen JP, Rabant M, 
et al. Subclinical Rejection Phenotypes at 1 Year Post-Transplant and Outcome 
of Kidney Allografts. J Am Soc Nephrol (2015) 26(7):1721–31. doi:10.1681/ 
ASN.2014040399

29. Wiebe C, Gibson IW, Blydt-Hansen TD, Karpinski M, Ho J, Storsley LJ, et al. 
Evolution and Clinical Pathologic Correlations of De Novo Donor-Specific 
HLA Antibody Post Kidney Transplant. Am J Transpl (2012) 12(5):1157–67. 
doi:10.1111/j.1600-6143.2012.04013.x

30. Mayer KA, Schrezenmeier E, Diebold M, Halloran PF, Schatzl M, 
Schranz S, et al. A Randomized Phase 2 Trial of Felzartamab in 
Antibody-Mediated Rejection. N Engl J Med (2024) 391(2):122–32. 
doi:10.1056/NEJMoa2400763

31. Wehmeier C, Hönger G, Cun H, Amico P, Hirt-Minkowski P, Georgalis A, 
et al. Donor Specificity But Not Broadness of Sensitization Is Associated with 
Antibody-Mediated Rejection and Graft Loss in Renal Allograft Recipients. Am 
J Transpl (2017) 17(8):2092–102. doi:10.1111/ajt.14247

32. Sicard A, Amrouche L, Suberbielle C, Carmagnat M, Candon S, Thervet E, et al. 
Outcome of Kidney Transplantations Performed with Preformed Donor- 
Specific Antibodies of Unknown Etiology. Am J Transpl (2014) 14(1): 
193–201. doi:10.1111/ajt.12512

33. Tambur AR, Bestard O, Campbell P, Chong AS, Barrio MC, Ford ML, et al. 
Sensitization in Transplantation: Assessment of Risk 2022 Working Group 
Meeting Report. Am J Transpl (2023) 23(1):133–49. doi:10.1016/j.ajt.2022.11.009

34. Wehmeier C, Karahan GE, Krop J, de Vaal Y, Langerak-Langerak J, Binet I, 
et al. Donor-Specific B Cell Memory in Alloimmunized Kidney Transplant 
Recipients: First Clinical Application of a Novel Method. Transplantation 
(2020) 104(5):1026–32. doi:10.1097/TP.0000000000002909

35. van den Broek DAJ, Meziyerh S, van der Helm D, van den Born JC, Sanders JSF, 
Hepkema BG, et al. Repeated HLA-DRB1 and HLA-DQB1 Mismatches Without 
Preformed DSA Affect Graft Survival, Rejection and DSA Development: A 
Multicenter Analysis. HLA (2025) 105(5):e70264. doi:10.1111/tan.70264

36. García-Jiménez S, Paz-Artal E, Trujillo H, Polanco N, Castro MJ, Del Rey MJ, 
et al. A Personalised Delisting Strategy Enables Successful Kidney 
Transplantation in Highly Sensitised Patients with Preformed Donor-Specific 
Anti HLA Antibodies. HLA (2024) 103(6):e15572. doi:10.1111/tan.15572

37. Clerkin KJ, See SB, Farr MA, Restaino SW, Serban G, Latif F, et al. Comparative 
Assessment of Anti-HLA Antibodies Using Two Commercially Available 
Luminex-Based Assays. Transpl Direct (2017) 3(11):e218. doi:10.1097/TXD. 
0000000000000734

38. Senev A, Emonds M-P, van Sandt V, Lerut E, Coemans M, Sprangers B, et al. 
Clinical Importance of Extended Second Field High-Resolution HLA 
Genotyping for Kidney Transplantation. Am J Transpl (2020) 20(12): 
3367–78. doi:10.1111/ajt.15938

39. Devriese M, Da Silva S, Le Mene M, Rouquie J, Allain V, Kolesar L, et al. Two- 
Field Resolution On-Call HLA Typing for Deceased Donors Using Nanopore 
Sequencing. HLA (2024) 103(3):e15441. doi:10.1111/tan.15441

40. Bezstarosti S, Heidt S. The Progress and Challenges of Implementing HLA 
Molecular Matching in Clinical Practice. Transpl Int (2025) 38:14716. doi:10. 
3389/ti.2025.14716

41. Bezstarosti S, Kramer CSM, Claas FHJ, Fijter JW, Reinders MEJ, Heidt S. 
Implementation of Molecular Matching in Transplantation Requires Further 
Characterization of Both Immunogenicity and Antigenicity of Individual HLA 
Epitopes. Hum Immunol (2022) 83(3):256–63. doi:10.1016/j.humimm.2021. 
12.002

42. Battle RK, Rennie TJW, Phelan PJ, Abel AA, McConnell S, Turner DM. Highly 
Sensitised Patients Awaiting Deceased Donor Renal Transplants Are 
Disadvantaged by the Presence of Denatured HLA Antibody Detected in 
Routine HLA Antibody Testing. HLA (2022) 100(1):24–36. doi:10.1111/tan. 
14578

43. Ziemann M, Heßler N, König IR, Lachmann N, Dick A, Ditt V, et al. 
Unacceptable Human Leucocyte Antigens for Organ Offers in the Era of 
Organ Shortage: Influence on Waiting Time Before Kidney Transplantation. 
Nephrol Dial Transpl (2017) 32(5):880–9. doi:10.1093/ndt/gfw462

44. Weerd AEde, Roelen DL, van de Wetering J, Betjes MGH, Heidt S, Reinders 
MEJ. Imlifidase Desensitization in HLA-Incompatible Kidney Transplantation: 
Finding the Sweet Spot. Transplantation (2024) 108(2):335–45. doi:10.1097/TP. 
0000000000004689

45. Cucchiari D, Mancebo-Sierra E, Caro JL, Meneghini M, Pérez-Saez MJ, López 
BR, et al. A Multicenter Prospective Cohort Study Evaluating Impact of an 
Active Delisting Strategy to Enable Kidney Transplantation in Wait-Listed 
Candidates with Calculated Panel Reactive Antibody ≥99.9. Kidney Int (2025) 
108:927–37. doi:10.1016/j.kint.2025.04.031

Copyright © 2026 Köppen, Koch, Lopau, Heller, Luber, Spriewald, Amann, Jung, 
Weinmann-Menke, Drasch, Werner, Banas and Zecher. This is an open-access article 
distributed under the terms of the Creative Commons Attribution License (CC BY). 
The use, distribution or reproduction in other forums is permitted, provided the 
original author(s) and the copyright owner(s) are credited and that the original 
publication in this journal is cited, in accordance with accepted academic practice. No 
use, distribution or reproduction is permitted which does not comply with these terms.

Transplant International | Published by Frontiers January 2026 | Volume 38 | Article 15497 10

Köppen et al. Unacceptable Mismatches after Kidney Transplantation

https://statistics.eurotransplant.org/index.php?search_type=waiting+list&search_organ=kidney&search_region=Germany&search_period=by+year&search_characteristic=&search_text=&search_collection=
https://statistics.eurotransplant.org/index.php?search_type=waiting+list&search_organ=kidney&search_region=Germany&search_period=by+year&search_characteristic=&search_text=&search_collection=
https://webshare.zenya.work/zfstn9tqqqt1kgs1/Document.aspx?websharedocumentid=de5f10d4-328f-439c-86a7-e8412b75c9a2
https://webshare.zenya.work/zfstn9tqqqt1kgs1/Document.aspx?websharedocumentid=de5f10d4-328f-439c-86a7-e8412b75c9a2
https://doi.org/10.1016/j.ajt.2023.10.016
https://doi.org/10.1681/ASN.2014040399
https://doi.org/10.1681/ASN.2014040399
https://doi.org/10.1111/j.1600-6143.2012.04013.x
https://doi.org/10.1056/NEJMoa2400763
https://doi.org/10.1111/ajt.14247
https://doi.org/10.1111/ajt.12512
https://doi.org/10.1016/j.ajt.2022.11.009
https://doi.org/10.1097/TP.0000000000002909
https://doi.org/10.1111/tan.70264
https://doi.org/10.1111/tan.15572
https://doi.org/10.1097/TXD.0000000000000734
https://doi.org/10.1097/TXD.0000000000000734
https://doi.org/10.1111/ajt.15938
https://doi.org/10.1111/tan.15441
https://doi.org/10.3389/ti.2025.14716
https://doi.org/10.3389/ti.2025.14716
https://doi.org/10.1016/j.humimm.2021.12.002
https://doi.org/10.1016/j.humimm.2021.12.002
https://doi.org/10.1111/tan.14578
https://doi.org/10.1111/tan.14578
https://doi.org/10.1093/ndt/gfw462
https://doi.org/10.1097/TP.0000000000004689
https://doi.org/10.1097/TP.0000000000004689
https://doi.org/10.1016/j.kint.2025.04.031
https://creativecommons.org/licenses/by/4.0/

	A Prospective Multicenter Luminex-Based Clinical Algorithm to Define Unacceptable HLA Mismatches Before Kidney Transplantat ...
	Introduction
	Patients and Methods
	HLA Typing
	HLA Antibody Testing
	Definition of Luminex-Based Unacceptable HLA Antigen Mismatches (SAB-UAM)
	Impact of SAB-UAM Assignment on Wait List Composition and Waiting Time
	Clinical Study Protocol and Patients
	Assignment of DSA
	Diagnosis of Rejection
	Statistical Analysis

	Results
	Consequences of SAB-UAM on Wait List Composition and Waiting Time
	Characteristics of Transplanted Patients
	Waiting Time
	Incidence of AMR
	Incidence of De Novo DSA
	Graft Function
	Graft Loss and Patient Death

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Conflict of Interest
	Generative AI Statement
	Supplementary Material
	References


