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MOSLEMI ET AL.

leveraging an existing dataset of imputed genotypes for two cohorts of
approximately 90,000 each (Danish Blood Donor Study and Copenhagen
Biobank) and present a more comprehensive overview of blood types for
our Danish donor cohort.

Study Design and Methods: Blood types were predicted from genome array
data using known variant determinants. Prediction accuracy was confirmed by
comparing with preexisting serological blood types. The Vel blood group was
used to test the viability of using genetic prediction to narrow down the list of
candidate donors with rare blood types.

Results: Predicted phenotypes showed a high balanced accuracy >99.5% in
most cases: A, B, C/c, Co*/Co®, Do*/Do°, E/e, Jk*/Jk°, Kn?/Kn®, Kp*/Kp®,
M/N, S/s, Sd?, Se, and Yt*/Yt®, while some performed slightly worse: Fy*/Fy®,
K/k, Lu*/Lu®, and Vel ~99%-98% and C% and P, ~96%. Genetic prediction
identified 70 potential Vel negatives in our cohort, 64 of whom were confirmed
correct using polymerase chain reaction (negative predictive value: 91.5%).
Discussion: High genetic prediction accuracy in most blood groups demon-
strated the viability of generating blood types using preexisting genotype data
at no cost and successfully narrowed the pool of potential individuals with the

KEYWORDS

1 | INTRODUCTION

Blood group antigens are epitopes on glycans or (glyco)
proteins with antigenic potential found on the surface
of red blood cells. Understanding the antigenic nature
of blood groups was instrumental in enabling the
transfusion of blood between donors and recipients at
dramatically decreased risk for potentially lethal
complications.

Blood typing is a crucial component in proper man-
agement and allocation of donated blood. However, with
44 officially recognized blood group systems containing
354 antigens," testing every donor for all blood groups is
currently neither economically nor logistically feasible.

While the exact testing protocol differs slightly among
regional Danish blood banks, most routinely test donors
for selected antigens in the ABO and Rh blood groups.
Additionally, in most places, first-time donors are tested
for selected antigens in the following blood group sys-
tems: Duffy, MNS, Kell, and Kidd.

In contrast, the blood groups Colton, Dombrock,
Knops, Lutheran, P1Pk, Sid, Vel, Yt, and secretor status
are not tested at all, or only tested in a limited capacity,
or only routinely tested in certain regions.

rare Vel-negative phenotype from 180,000 to 70.

ABO, blood group systems, blood groups, Danish blood type rates, Danish population,
Denmark, Diego, Dombrock, donor blood typing, Duffy, erythrocyte antigens, genetic blood
typing, Kell, Kidd, Knops, Lewis, Lutheran, MNS, P1PK, Rh, secretor, Vel, Yt

Besides its potential in research-related applications,
more comprehensive blood type data in these lesser
tested blood groups have utility in improving the match-
ing of donors and recipients, for example, to locate
donors with an exceedingly rare blood type or a rare com-
bination of blood types or to avoid alloimmunization in
patients with chronic transfusion needs.>”

Fortunately, the vast majority of blood group antigens
have single nucleotide determinants, making them ideal
candidates for genetic blood typing.*® While custom
sequencing solutions exist for the purpose of genetic
blood group typing,”® sequencing a large portion of Dan-
ish donors from scratch using these solutions would
come at considerable cost and time.

The Danish Blood Donor Study (DBDS)>' already
has an existing dataset of over 90,000 donors genotyped
on an Illumina Global Screening Array (GSA) chip, with
subsequent imputation by deCODE genetics.'"'?

The main aim of this study was to test the viability of
using our existing genetic dataset to enrich DBDS donor
blood types with a more comprehensive coverage of certain
lesser tested blood group antigens. This was considered a
worthwhile pursuit primarily because the genotypes were
already available and using them would come at only a
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limited additional cost. Furthermore, an extended dataset of
blood types could be used to improve blood bank manage-
ment and aid in future blood-type-related research.

While there is interest in and benefits® to replacing tra-
ditional serological methods completely with genetic
methods, such an approach would require techniques, such
as whole genome sequencing, that offer more precision
than GSA typing alone can provide."® As such, the aim of
the project from the onset was not to attempt to replace tra-
ditional serological blood typing methods, but to
complement them.

The secondary goals of the project were to compare
our genetic prediction accuracy to recent studies using
alternate genetic methods'*'> and using the available
data to provide an overview of the blood antigen preva-
lence in the Danish population.

2 | MATERIALS AND METHODS

21 | Study cohorts

This study is based on two cohorts (Table 1). The main
cohort consisted of genotyped donors (N = 92,841) partici-
pating in DBDS, a nationwide prospective epidemiological
study of Danish blood donors'? who were included during
the period 2010-2016. The secondary cohort consists of gen-
otyped patients (N = 96,022) from the Copenhagen Hospi-
tal Biobank (CHB)'® genetic study on transfusion and
transfusion outcome. Both cohorts have been genotyped by
deCODE Genetics, Iceland, using the same Infinium GSA
from Illumina. This array includes more than 600,000
genetic variants across the genome. Using additional data
from the deCODE North European reference panel, the
Ilumina array data were used to impute genetic variants
across the genome with reasonable accuracy down to a
minor allele frequency (MAF) of 0.01. This dataset can
therefore be used to detect genetic blood type variants
directly located on the array as well as blood type variants
imputed based on adjacent markers. Each imputed locus
has an associated imputation information score'’ (info-
score) between 0 and 1 which can be seen as a measure of
its probabilistic certainty. The info-score threshold where
one considers an imputation too unreliable to use is a mat-
ter of preference according to need or desire for accuracy.
At deCODE, imputations with an info-score below 0.75
were considered too unreliable and were discarded.

2.2 | Phenotype cohorts

The serological blood types for the CHB cohort were
sourced from a larger historical dataset of blood types,

TRANSFUSION-=

TABLE 1 Cohort demographic data.
Cohort N (%) Median age [min:max]
DBDS 92,841 49 [23:70]
DBDS (M) 47,314 (51%)
DBDS (F) 45,527 (49%)
CHB 96,022 79 [23:115]
CHB (M) 52,622 (56%)
CHB (F) 43,400 (44%)

Note: Demographic statistics for the two cohorts, Danish Blood Donor Study
(DBDS) and Copenhagen Hospital Biobank (CHB). Tally (), median,
maximum and minimum age, broken down for total cohort, males (M), and
females (F) separately.

not confined to DBDS alone; however, the dataset cov-
ered only ABO and RhD blood types. All serologically
determined blood types for the DBDS cohort were
sourced from the five Danish regional blood banks. In
addition to the serological blood types, in the Capital
Region, 19,142 randomly selected donors had been
tested using TagMan'® polymerase chain reaction
(PCR) probes specific for the rs566629828'° variant,
identifying 15 Vel-negative and 19,127 Vel-positive
donors.

Blood types determined by each region are stored in
local databases, from which they are manually exported on
a regular basis and shared with researchers as part of the
DBDS study. Differences in the number and types of tests
available from each region are due to different local testing
policies, practices, and equipment. Since the dataset covers
millions of tests across dozens of types made over the span
of decades, during which local regional test policies, equip-
ment, and protocols were subject to change, providing an
overview of the history behind their creation is beyond the
scope of this study.

2.3 | Blood group genetics

Previous research has placed antigens that are products
of single or closely linked genes in the same blood group
system and traced the origin of many antigen types to
single nucleotide variants (SNVs) within these genes.*
This simplified our genotype-based blood type prediction
by focusing the process on examination of SNVs at spe-
cific locations in the genome.

Although many causative polymorphisms can exist
within one blood group gene, in most blood groups, all
but a few of these variants are typically rare (<1%). In
such cases, we ignored the rare variants and instead
focused our predictions around the few variants that
confer the blood group antigen status in a majority of
the population.*
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Positive rate
0.9981
0.0849
0.0016
0.6274
0.8489
0.6717
0.8181
0.0752
0.9812
0.0196
0.9999
0.7675
0.7316
0.9987
0.0726
0.1910
0.7319
0.0873
0.9800
0.7160
0.9102
0.5101
0.7822
0.7716
0.8193
0.6608
0.0315
0.8152
0.0417
0.9749
0.2870
0.2013
0.7990
0.9992
0.9984
0.0752

TABLE 5 Estimated Danish blood

95% CI Source .
group antigen rates.

[0.9979-0.9983] SNV
[0.0836-0.0862] SNV
[0.0014-0.0018] Serology
[0.6252-0.6296] SNV
[0.8472-0.8505] SNV
[0.6696-0.6738] SNV
[0.8163-0.8198] SNV
[0.0744-0.076] Serology
[0.9795-0.9828] Serology
[0.0189-0.0202] SNV
[0.9998-0.9999] SNV
[0.7656-0.7694] SNV
[0.7296-0.7336] SNV
[0.9985-0.9988] SNV
[0.0715-0.0738] SNV
[0.1888-0.1932] Serology
[0.7289-0.7349] Serology
[0.0854-0.0892] Serology
[0.9769-0.9828] Serology
[0.7139-0.718] SNV
[0.9089-0.9115] SNV
[0.5078-0.5124] SNV
[0.7803-0.784] SNV
[0.7689-0.7743] Serology
[0.8175-0.821] SNV
[0.6587-0.663] SNV
[0.0307-0.0324] Serology
[0.8143-0.8161] Serology
[0.0398-0.0436] Serology
[0.9742-0.9756] SNV
[0.2849-0.289] SNV
[0.1995-0.2031] SNV
[0.7971-0.8008] SNV
[0.9987-0.9996] PCR
[0.9982-0.9986] SNV
[0.0741-0.0764] SNV

Note: Estimated rate of positive antigen status for the Danish population in several blood groups. Columns 1 and 2
denote blood group system and antigen, respectively. Columns 3 and 4 denote the rate of positive phenotype and
95% confidence interval (CI) in the Danish population. The last column denotes the source of the estimated rate,
either imputed single nucleotide variants (SNVs), or serological testing (serology), or polymerase chain

reaction (PCR).

2.4 | Validation of predicted Vel

genotypes

A selection of potential Vel-negative cases within the
DBDS (N =38) and CHB (N =37) cohorts was

identified based on the imputed rs566629828'° vari-
ant. Validation was performed by assessing DNA
extracted from archived frozen blood samples if avail-
able, and subsequent genotype confirmation was per-
formed using a SMIM1 exon 3-specific PCR spanning
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the 17-bp deletion that confers the Vel-negative blood
type.*’

3 | STATISTICS AND PROCESSING

3.1 | Genotype processing

The unphased genetic data were stored in plink format
and were read using custom Python (v3.5) scripts. Blood
group antigen types were generated either using interpre-
tation of single SNVs or a consensus of several SNVs
when multiple associated SNVs are known to confer a
certain blood type (Table 2). Associated SNVs were iden-
tified using relevant textbooks* and online resources.*!

3.2 | Statistics

Rstudio (R v4.1.0) was used for data processing and statis-
tical analysis. Serological blood type data were manually
inspected for any invalid entries, and cohort identifica-
tion was performed using unique donor IDs.

Pearson's Chi-squared testing®* was used to compare
blood group antigen rates derived from genetic and sero-
logical data. Fisher's exact test>> was used to obtain 95%
confidence intervals for each blood type rate. Accuracy of
genetic blood typing was calculated using the balanced
accuracy F-measure (Fl-score).”*%° Balanced accuracy
was selected since it weighs both precision and recall
equally, thereby making it a better metric for judging pre-
diction accuracy in low- or high-prevalent phenotypes
where class distribution is uneven.

4 | RESULTS

41 | Accuracy estimation

The accuracy of genetically determined blood types was
estimated using preexisting serologically determined
blood types as the golden standard (Table 3). Most of the
genetic blood types had a high balanced accuracy of over
99.5%, with some achieving a good balanced accuracy of
~99% (Fy*/Fy®, Lu?/Lu®, and Vel) and ~98% (K/k).
However, two (CV and P1) only demonstrated a lower
balanced accuracy of ~96% (Table 3).

4.2 | Antigen rate estimation

We estimated the rate of antigen types based on serologi-
cal tests and genetic predictions separately. Comparison

TRANSFUSION-=

of calculated blood type rates for the serological and
genetic sources revealed slight differences (Table 4). We
selected a mix of predicted and serological sources to esti-
mate final representative rates for the Danish population
(Table 5).

The use of a mix was necessary since not all blood
types were consistently serologically tested, in which case
they could not be expected to be representative of the
entire cohort, nor the Danish population.

43 | Vel antigen

Out of 179.855 individuals with an available imputed
genotype for the rs566629828 variant, 75 were predicted
to be homozygous for the 17 bp SMIM1 deletion that
results in the rare Vel-negative phenotype. Frozen blood
samples were available for 70 of these, of which 64 were
confirmed to be true Vel negatives (negative predictive
value [NPV]: 91.5%). Upon including the 19,142 donors
whose Vel status had previously been verified by Capitol
Region using PCR tests, the balanced accuracy for genetic
prediction of Vel status rises above 99%.

5 | DISCUSSION

The imputed genotypes from the Infinium GSA were
used to predict phenotypes with an achieved balanced
accuracy of over 99.5% for a majority of the attempted
blood groups: A, B, C/c, Co*/Co®, Do*/Do®, E/e, Fy*/Fy®,
Jk?/Jk®, Kn*/Kn®, Kp*/Kp®, M/N, S/s, Se, Vel, and
YE/YE.

A small subset of antigens did not reach such a high
accuracy but came close by achieving a balanced accu-
racy of 99% (Fy*/Fy®, Lu®/Lu®, and Vel) and 98% (K/k).
While no definitive cause for any discordant predictions
can be offered, it should be noted that in case of Lu®/Lu®,
K/k, and Vel, the MAF and info-scores are lower than
ideal, which could well explain the larger-than-ideal
number of false positives and false negatives.

Two antigens (C and P1) fell somewhat shorter than
the rest with a balanced accuracy of only 96%. The C" vari-
ant (rs138268848) is located in the highly polymorphic
region of the homologous RHD and RHCE genes and is fur-
ther impacted by a relatively low MAF of 0.0169. For the
above reasons, imputation of this variant is challenging,
which explains its lower info-score and resulting lower pre-
diction accuracy. As such, the only way to improve the
genetic prediction of C%, Lu®/Lu®, K/k, and Vel is by way
of future improvements to the imputation process or possi-
bly by using a denser genotyping array that directly includes
these and other SNVs of interest with low MAFs.
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The C" antithetical antigen MAR and the alternative
C* antigen were never included in this study because of
their high and low prevalence, respectively, which means
that their respective variants were not imputed. However,
even if they had been imputed, they may well have pre-
sented a similar challenge. They are of even greater
importance in some populations, particularly in Finland,
and all three will likely need strategies for improvement.

The lower observed prediction accuracy for the P1
antigen cannot be explained by info-score or low MAF.
The cause could be unknown factors beyond the variant
(rs5751348) controlling P1 antigen status. This is a likely
explanation as said SNV is a potential binding site for
transcription factors that influence the expression levels
of the involved A4GALT gene.”’ This manner of influenc-
ing antigen status is different and less direct than most
other causative SNVs covered in this study. In most other
cases, the causative SNV either directly causes a protein
residue change or is a null mutation.

In case of Fy*/Fy®, a likely culprit for the number of
false positives could be rare causative variants other than
the one used in this study (rs12075). The Plasmodium
vivax parasite has known associations with the Duffy
blood group.?® Since the parasite uses Duffy antigens as
binding sites, Duffy-negative individuals that are homo-
zygous for FY*B™ (rs2814778) are protected against
infection. As such the mutation that gives rise to this phe-
notype is common in sub-Saharan Africa.?® Said variant
is very rare in Europe (MAF 0.00344) and not imputed in
our genotype dataset due to its MAF falling below 0.01.
Therefore, any individuals with African ancestry who is a
carrier of the given variant could result in an erroneous
prediction in the Duffy blood group system.

Genetic blood type prediction using any genetic vari-
ants with lower than 0.01 MAF was not possible due to
our genotype data lacking such variants. Other blood
groups could not be predicted with acceptable accuracy
due to higher genetic complexity (A-subtypes, Le*/Le®,
RhD, and FORS1).

The accuracy of our genetic predictions for the ABO
blood group compared favorably to the transfusion medi-
cine array (TM-array) previously designed and used by
Guo et al.'* While close, our accuracy of ~99% was
slightly higher than their ~98% accuracy in the ABO
blood group. Like ours, their array can predict several
other blood types; however, their prediction accuracy for
these blood groups was not published and therefore could
not be compared to.

Another study achieved an even higher final accuracy
of 99.9% by developing 35 competitive allele-specific PCR
assays in 1034 Danish blood donors."” This is an impres-
sive figure even if the study involved a limited number of
donors compared to ours. The high accuracy of their

study is to be expected since PCR is a highly accurate
genotyping technique and preferable when absolute
accuracy is a high priority. However, to make use of their
technique in our cohort would have required retesting
over 90,000 DBDS donors, while our predictions used
already existing genotypes at no cost and can be applied
to all future genotyped DBDS donors and potentially
other donors globally where the GSA and similar arrays
have been used.

Although the main aim of this study was to predict
blood types for GSA-genotyped DBDS donors, we opted
to include the CHB cohort as well since they offered
access to a larger dataset of genotypes and phenotypes in
certain blood groups, thereby improving assessment of
genetic blood typing accuracy and blood type rate
calculations.

51 | Antigen rate estimation

While serological data from the DBDS cohort were ini-
tially planned to form the majority of blood group anti-
gen rate estimation for the entire Danish population, the
genetic cohort of non-donors unveiled a slight difference
between the two. This bias revealed that some rates
derived from the DBDS cohort deviated from the CHB
cohort by a few percentages in some cases (Table 4). This
was to be expected since blood banks have a bias for cer-
tain ABO blood types,’*>" resulting in an overrepresenta-
tion of donors with the desired blood type compared to
the background population. In such cases, we could
default to using the CHB genetic cohort for blood type
rate calculations to represent the Danish population
more accurately. However, the ABO blood group has
known associations to the risk of arterial thrombosis.**
The magnitude of this potential bias in the CHB cohort is
unknown due to a lack of an unbiased cohort for compar-
ison. As such, we chose to omit ABO blood type rate esti-
mations for the Danish population (Table 5). It should be
noted that the existence of other types of unknown biases
cannot be ruled out in other blood groups, in either the
DBDS or CHB cohorts.

5.2 | Serological confirmation of
discrepancies

Attempts were made to redo the serological blood tests of
40 individuals whose serologically determined and genet-
ically predicted blood types were in conflict. Certain
blood types such as ABO and RhD are serologically con-
firmed with each donation; in such cases, the serologi-
cally determined blood type can be considered correct,
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and any conflicting predicted blood type should be erro-
neous, if not representing a rare weak variant not
observed despite repeated clinical typings. However, in
the case of blood types where routine retesting does not
take place, a serological reconfirmation could be per-
formed, provided that the donor in question was still
active. In 38 of 40 selected cases, retesting confirmed the
serologically obtained type to be correct, but in the two
remaining cases, the genetically predicted type turned
out to be the correct one. Neither serological nor genetic
testing results are 100% reliable, but the above results
lead us to conclude that serological testing is likely to be
more reliable than the imputed genotypes in our dataset,
which is not too surprising after all.

The sources of inaccuracies in the genotypes could be
due to a variety of reasons, such as array typing errors
and human factors such as misplaced samples and impu-
tation errors since it is a statistical inference technique.
The low balanced accuracy of 96% achieved for CV is
likely due to the genomic region being difficult to impute
accurately. This is backed up by the info-score of the C%-
causative variant being lower (0.91). Consequently, there
is a high correlation between a lower info-score (Table 2)
of the variant used and lower accuracy of the resulting
genetic blood typing (Table 3). Another factor could be
cases where blood type status is conferred by rare alterna-
tive genetic variants that due to their rarity are not part
of our genotypes.

The source of inaccuracies in serological results could
be experimental or clerical human error in the laboratory
or inherent inaccuracies in the antibody-based hemagglu-
tination test being used at each individual blood bank.

Given the above uncertainty and the general complexity
of the human genome, the desired accuracy of 100% in any
given method for all donors is probably not achievable.

5.3 | Genetic confirmation of inferred
Vel blood types

The Vel blood group was an ideal candidate for testing
the feasibility of finding rare donors using our existing
genotypes. The Vel-negative blood type is rare, found
only in approximately 1 in 1276 Danish donors, accord-
ing to random PCR testing performed by the Capital
Region and close to the frequency reported from South-
ern Sweden." Since the small deletion that confers Vel
status'® was not on the GSA chip, it had to be imputed.
The low info-score of the imputed variant (Table 2) can
be attributed to the low MAF of the rs566629828 variant
(0.0221) rendering accurate imputation difficult.

Due to lack of commercially available reagents
approved by regulatory authorities, serological typing of

Vel status has remained largely infeasible outside
of using in-house reagents based on patient-derived anti-
sera. Besides, recently developed monoclonal antibodies
are not yet available for diagnostic use.>>** As such, apart
from genetic screening efforts, Vel typing is not normally
performed in blood banks.

Currently, only one of five regions in Denmark (the
Capital Region) performs blood typing tests for Vel status
by using PCR probes specific for the SMIM1 deletion. At
the time of writing, 19,142 persons had been randomly
tested for Vel status using this method, resulting in the
identification of 15 individuals with the Vel-negative
blood type.

However, by utilizing our genotyped cohort, we man-
aged to identify 75 potential Vel negatives, five of whom
had already been confirmed via the aforementioned PCR
probes by Capitol Region. We tested the viability of using
genetically predicted blood types to narrow down the
search for rare blood type donors. We used PCR tech-
niques to confirm the inferred genotype of the remaining
potential Vel negatives with available frozen blood sam-
ples. Despite the relatively low info-score of 0.87 for
rs566629828, PCR confirmed 64 of 70 (NPV: 91.4%)
potential Vel negatives to be true negatives (Table 3). In
order to identify 64 Vel-negative donors, the Capital
Region would have had to genotype over 80,000 persons
at random, when we achieved this based on already exist-
ing genotypes while performing only 70 confirmations by
PCR. This remarkable increase in efficiency proves the
viability of using this method to locate donors with rare
blood types such as Vel negatives.

5.4 | Strengths and limitations

The main strength of this study is the high accuracy of
genetic blood types derived from our large cohort dataset
at very limited cost. However, some shortcomings were
identified during the course of the project. Our genotypes
proved insufficient for blood types that are determined by
more than one SNV or are determined by more complex
genetics. As such, attempts to genetically predict the
blood types Le*/Le® in the Lewis system, RhD in the Rh
system, and A-subtypes (A; vs. A;) in the ABO system
failed. One of the possible reasons for this failure was our
genotype datasets lacking phasing information. When
two heterozygous causative SNVs are in partial linkage
disequilibrium, phased genotype data that identify the
DNA strand placement of each genotype are needed to
resolve ambiguity in interpreting the resulting pheno-
type. In addition, the RhD blood group could not be
typed due to its complicated genetic underpinning® and
the absence of several important variants in our dataset.
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The other shortcoming of our genetic dataset is the
lack of variants with lower than 0.01 MAF. This prevents
prediction of low- or high-prevalence antigens with
known SNVs (Cr?, Dh?, Di?, Erik, Hy, Jo?, Js*/Js®, LW?/
LW®, Mit, Mur, Scl, U}, U, Wr%/Wr°, Wu, etc.). Due to
the statistical nature of the imputation process, even if
present, many of these variants would likely have had
low info-scores. The low info-scores would likely have
resulted in unreliable genotypes, with an unknown exact
degree of accuracy due to lack of serological results to
compare them to. However, as demonstrated by Vel, even
relatively unreliable predictions of rare antigen types can
prove useful for greatly narrowing down the pool of
potential blood donors with certain rare, desired blood
types. Antigens with a very skewed prevalence can in
rare cases cause hemolytic disease®**° and can therefore
be of interest in rare blood type allocation.

It is worth mentioning that the antigen rates in our
DBDS cohort might differ slightly from the general popu-
lation as blood donors might not perfectly reflect the
whole population. This is demonstrated in the differences
seen in the ABO blood group (Table 4) due to specific
blood bank preferences for group O blood.*

It should also be noted that the genetic predictions
used in this project are somewhat specific to a European
genetic cohort. Other genetic cohorts such as Asian and
African have other blood type variants specific for or
more common in their population, which must be
accounted for to achieve highly accurate genetic blood
typing. This could also mean that blood donors of other
ethnic backgrounds than the majority of a cohort like
ours may suffer lower accuracy due to the reasons dis-
cussed above.

6 | CONCLUSION

The very high accuracy of genetic prediction in selected
blood types supports the feasibility of applying this tech-
nique to the existing DBDS genetic cohort and potentially
blood donor cohorts in other countries with minor method-
ological modifications. Despite the high accuracy of genetic
typing in the clinically important blood group systems ABO
and Rh (C/c and E/e), they may fall short of the rigorous
requirements needed to supplant traditional serological tests
for the purpose of blood transfusion, even if serology is not
fool-proof either. However, the accuracy is nevertheless ade-
quate to generate blood type data for other uses such as nar-
rowing down the number of candidate donors with a
specific or rare blood type and performing blood type-
related correlation studies.

Since genetic data are available for over 180,000 pet-
sons, which represent about 3% of the Danish population,*

antigen ratios derived from this cohort can be regarded as a
good approximation for the entirety of the Danish popula-
tion. Calculated Danish blood group antigen rates are made
available here, while the generated antigen status for the
90,000 genotyped DBDS donors is being made available for
use by DBDS researchers and regional blood bank staff to
aid in future research and blood bank strategies.
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