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Abstract

Objectives: The aim of this study was to measure blood concentrations of environ-
mental pollutants in Norwegian donors and evaluate the risk of pollutant exposure
through blood transfusions.

Background: Transfused blood may be a potential source of exposure to heavy
metals and organic pollutants and presents a risk to vulnerable patient groups such as
premature infants.

Methods/Materials: Donors were randomly recruited from three Norwegian blood
banks: in Bergen, Tromsga and Kirkenes. Selected heavy metals were measured in whole
blood using inductively coupled plasma mass spectrometry (ICP-MS), and perfluoroalkyl
substances (PFAS) were measured in serum by ultrahigh-pressure liquid chromatography
coupled with a triple-quadrupole mass spectrometer (UHPLC-MS/MS).

Results: Almost 18% of blood donors had lead concentrations over the limit suggested
for transfusions in premature infants (0.09 pmol/L). About 11% of all donors had mer-
cury concentrations over the suggested limit of 23.7 nmol/L. Cadmium was higher than
the limit, 16 nmol/L, in 4% of donors. Perfluorooctanoate (PFOA) and perfluorooctane
sulfonate (PFOS) concentrations were over the suggested limit of 0.91 ng/mL in 68%
and 100% of the donors, respectively. PFAS concentrations and heavy metal concentra-
tions increased with donor's age.

Conclusion: A considerable percentage of donors had lead, PFOS and PFOA concentra-
tions over the suggested limits. In addition, at each study site, there were donors with high
mercury and cadmium concentrations. Selecting young donors for transfusions or mea-
surements of pollutants in donor blood may be a feasible approach to avoid exposure

through blood transfusions to vulnerable groups of patients such as premature infants.
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periods of life with rapid growth and development, such as during preg-

nancy and childhood. In infants, even low concentrations, transferred

Environmental pollutants are ubiquitous and represent a global threat to from the mother during pregnancy or by later exposure, may disturb neu-

both animals and humans.2® The potential for harm is especially great in rological and cognitive development and lead to permanent disabilities.®
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Various measures have been taken to limit human exposure to
environmental pollutants. These include restriction of lead in gasoline,
paint and consumer products by replacing mercury-containing devices
with mercury-free alternatives (eg, in thermometers), by food advi-
sories, by restricting the use of cadmium in electronics and pigments,
by secure waste handling and by other actions to limit emissions to
the environment.”1° However, the possible transfer of pollutants via
blood transfusions has not been the focus.

During blood transfusions, pollutants present in the donor's blood
are transferred to the recipients. Transfused blood, as well as blood
components, may represent a substantial source of environmental
pollutant exposure for the recipients, particularly for vulnerable
groups such as premature infants who receive multiple blood transfu-
sions.1114 Blood transfusions were shown to increase heavy metal
concentrations in premature infants.®

Previous published studies have shown that a considerable per-
centage of blood donors have lead concentrations that may cause
concern.®” As a result, in some medical institutions, lead testing is
required before transfusions.*®2°

Although exposure to lead and other heavy metals has been
addressed, exposure to organic pollutants through donor blood is less
studied. There are few studies of perfluoroalkyl substances (PFAS) in
blood donors.?*2* These studies did not specifically address the risk of
PFAS exposure via blood transfusions to premature infants. Animal stud-
ies showed unfavourable effects of prenatal PFAS exposure, such as low
birthweight, enlarged liver, impaired lung and kidney development and
lipid metabolism changes.?>?¢ Reduced fetal growth was also demon-
strated in humans after exposure to mixtures of pollutants such as PFAS,
phthalates, lead, mercury, cadmium, thallium and arsenic.?’ Studies of
prenatal PFAS exposure in humans showed unfavourable health effects,
such as lower birthweight but greater weight and adiposity later in
life,28-30 increased risk of impaired neuropsychological development in
early childhood®! and increased number of respiratory tract infections in
the first 10 years of life.3?

The aim of this multicentre study was to measure blood concen-
trations of lead, cadmium, mercury and PFAS in Norwegian blood
donors and to evaluate the potential risk for pollutant exposure

through blood transfusions with special focus on premature infants.

2 | MATERIALS AND METHODS

2.1 | Ethical approval

The study was approved by the Regional Committee for Medical and
Health Research Ethics, Western Norway. All the participants gave
written informed consent for participation in the study.

2.2 | The study population

Blood donors who were accepted for donation were randomly

selected to participate in the present study. Donors were recruited

from three Norwegian blood banks: in Bergen, Tromsg and Kirkenes.
The rationale for this design was to recruit a representative sample of
Norwegian blood donors from three different geographical regions
in Norway: the Arctic region Finnmark (Kirkenes), Northern Norway
(Tromsg) and Western Norway (Bergen). During the study, all the
blood donors routinely attending the blood banks were consecu-
tively invited to participate in the study, and only one person
refused to participate. No exclusion criteria were applied. As it
was planned in advance, 201 donors were recruited from Bergen,
101 donors from Tromsg and 50 donors from Kirkenes, for a total
of 352 participants. The difference in number of the participants
from different sites reflects the relative size of the population in
these areas. Age, gender and number of previous blood donations

were registered.

2.3 | Analysis of heavy metals

Lead, mercury and cadmium were measured in whole blood using induc-
tively coupled plasma mass spectrometry (ICP-MS) on Perkin Elmer DRC-
e in standard mode (Table Table S1) at the Department of Medical Bio-
chemistry and Pharmacology, Haukeland University Hospital, Bergen.
Limits of quantification (LOQs) for lead, mercury and cadmium were
0.0267 pmol/L, 3.25 nmol/L and 1.615 nmol/L, respectively. Limits of
quantification were defined as five times the within-day analytical
SD. Limits of detection (LODs) were 0.0160 pmol/L for lead, 1.95 nmol/L
for mercury and 0.969 nmol/L for cadmium.

The between-run analytical coefficients of variation (CVa) for cad-
mium, mercury and lead were 4.4%, 2.9% and 4.2%, respectively. All
analyses complied with UKNEQAS for trace elements (Royal Surrey
County Hospital, Guildford, UK) and Seronorm Trace Elements Whole
Blood (Sero AS, Billingstad, Norway) acceptable range.

24 | Analysis of PFAS

Perfluorohexane sulfonate (PFHxS), perfluorooctane sulfonate (PFOS),
perfluorononane sulfonate (PFNS), perfluorooctanoate (PFOA), per-
fluorononanoate (PFNA) and perfluorodecanoate (PFDA) were
analysed in serum by ultrahigh-pressure liquid chromatography triple-
guadrupole mass-spectrometry (UHPLC-MS/MS, Waters, Milford,
MA, USA) at the Department of Laboratory Medicine, University Hos-
pital of North Norway, Tromsg. The LODs were set as concentrations
calculated by the Targetlynx software for each individual sample
(LODi) and each individual PFAS with a signal to noise ratio of
3, divided by the related sample amount. Mean LODs (SD) were
0.030 ng/mL (0.048 ng/mL) for PFOS, 0.112 ng/mL (0.037 ng/mL)
for PFOA, 0.011 ng/mL (0.006 ng/mL) for PFHxS, 0.014 ng/mL
(0.005 ng/mL) for PENA and 0.015 ng/mL (0.007 ng/mL) for PFDA.
LOQs for PFAS were defined as three times their LODs. For quality
assurance, four blank samples, four SRM 1958 (NIST, Gaithersburg,
Maryland) and three bovine serum samples (Sigma Aldrich, Steinheim,

Germany) were prepared and analysed within each batch of
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96 samples in order to control for background and carry-over effects.
Details on sample preparation and instrumental analyses were
described earlier.3® All the quality controls were within the acceptance
limits. CVa was <10% for all measured PFAS. All PFAS analyses were
within the acceptable ranges of the international quality control pro-
gramme: the Arctic Monitoring and Assessment (AMAP) Ring Test for
Persistent Organic Pollutants in Human Serum (organised by the
Laboratoire de toxicologie, Institut National de Santé Publique du
Quebec, Canada).

2.5 | Estimation of tolerable intravenous doses

251 | Lead

The maximum concentration for lead in donor blood given to small
children was set to 0.15 pmol/L (0.031 ug/mL) by Rhainds and
Delage,*” and this limit was later used by various centres.*®2%3* How-
ever, Bearer et al estimated an even lower limit of acceptable lead
concentration of 0.09 pmol/L for intravenous exposure in infants with
extreme low birthweight.!? This threshold was based on the assump-
tion of 10% lead absorption in the gastrointestinal tract and the provi-
sional tolerable weekly intake (PTWI) of 25 pg/kg from the 1996
World Health Organisation (WHO) guidelines for drinking water qual-
ity.3> Given that only 10% of lead is absorbed from the gastrointesti-
nal system, a daily permissible dose would be 0.36 pg/kg; for a donor
unit of 20 mL/kg blood transfusion, the concentration must be less
than 0.018 pg/mL or 0.09 pmol/L.

252 | Mercury

Whole-blood concentration of mercury in a general population is
usually <50 nmol/L (< 10 ng/mL).3¢ The US Environmental Protection
Agency (EPA) estimated a maximum daily intake of mercury that
is not likely to cause harmful effects during a lifetime, known as a ref-
erence dose (RdF) for dietary methyl mercury of 0.1 pg/kg/day.”38
Assuming that about 95% of methylmercury is absorbed from the
gastrointestinal tract, the acceptable limit for mercury will be
0.095 pg/kg/day or 23.7 nmol/L (4.75 ng/mL) for the donor unit of
20 mL/kg.

253 | Cadmium

In 2011, the European Food Safety Authority (EFSA) defined
2.5 pg/kg/week (22.25 nmol/kg/week) as the tolerable weekly
intake of cadmium, which provides an estimate of a tolerable daily
intake (TDI) of 0.357 pg/kg/day (3.18 nmol/kg/day).%’

Based on the conservative assumption that only 10% of the oral
dosage is absorbed, the intravenous tolerable dose would be
0.32 nmol/kg. For a 20 mL/kg transfusion, this corresponds to a
whole-blood cadmium concentration of 16 nmol/L (1.80 ng/mL).

254 | Selected PFAS

In the 2008 report from the EFSA, the TDI for PFOS was defined as
150 ng/kg/day.*® However, in 2015, the Danish EPA established a
TDI of 30 ng/kg per day for PFOS and a TDI of 100 ng/kg per day
for PFOA*' PFAS are readily absorbed after dietary exposure with
the highest gastrointestinal uptake estimated as 91%.%? Taking into
consideration the 91% absorption and 20 mL/kg transfusion, a
daily acceptable venous dose for PFOS 1.37 ng/mL and for PFOA
4.55 ng/mL was estimated. In 2016, the US EPA issued a reference
dose (RfD) of 20 ng/kg per day, valid both for PFOS and PFOA.** If
we use this threshold to calculate a daily acceptable venous dose, it
will be 0.91 ng/mL for 20 mL/kg transfusion for both PFOS and
PFOA. In 2018, the EFSA proposed new tolerable weekly intake (TWI)
oral doses for PFOS and PFOA: 13 and 6 ng/kg/week, respectively.**
If we consider only one transfusion of 20 mL/kg blood per week, then
the tolerable venous dose for PFOS will be 0.59 ng/mL and for PFOA
0.27 ng/mL (the limit will be lower if the number of transfusions
increases). The TDlIs for other PFAS, such as PFHxS, PFNA and PFDA,
are not established yet. Therefore, we chose a young and relatively
healthy general Norwegian population without occupational exposure
to PFAS for the comparison. The 97.5 percentile of serum PFHxS,
PFNA and PFDA concentrations measured in Norwegian adolescents
(15-19 years old) from the Fit Futures study were applied as thresh-
olds: 7.66 ng/mL for PFHxS, 1.61 ng/mL for PFNA and 0.79 ng/mL
for PFDA.*3

2.6 | Statistical analyses

Statistical analyses were performed using the SPSS programme
(IBM Corp. IBM SPSS Statistics for Windows, Version 24.0., IBM
Corp., Armonk, New York). To reduce possible bias of left-censored
data analyses, we have used the actual values below the LOQs for
both PFAS and heavy metal concentrations. Chi-square test was
used for comparisons of proportions. Spearman correlation was
performed to evaluate associations between various PFAS and
heavy metals. A two-tailed t-test was used to compare age and
number of blood donations between the study sites. Heavy metals
and PFAS concentrations were not normally distributed according
to distribution plots, skewness estimates, QQ-plots and the
Kolmogorov-Smirnov test. Therefore, the non-parametric Mann-
Whitney U test was used for comparisons between the different
study sites. All the heavy metals and PFAS concentrations were
logio-transformed before the statistical analyses because of the
skewed distribution. We have checked the homoscedasticity and
normality of residuals distribution by graphic inspection of residuals
and linearity of the relations between the variables using the
Passing-Bablok test and found that log-transformed concentrations
satisfy these assumptions. Multiple linear regression analyses were
performed for log-transformed concentrations of heavy metals and
PFAS as continuous variables to evaluate associations with age,

gender and number of blood donations. Beta-coefficients were



AVERINA ET AL.

Ly

back-transformed as 10P to evaluate the associations between the
independent variables and concentrations of pollutants. All statisti-
cal tests were two-sided. A P-value <.05 was considered statisti-

cally significant.

3 | RESULTS

General characteristics of the study population are shown in Table 1.
Blood donors in Kirkenes were slightly older than in Bergen and
Tromsg and had a higher percentage of women. Age and gender dis-
tribution in the entire study population was similar to another study

of the Norwegian donors, with approximately 50% of donors being
women.** The study population included blood donors of all ages
from three geographic areas in Norway (Arctic, Northern Norway and
Western Norway). The study population included both newly rec-
ruited blood donors with few blood donations and experienced blood
donors with numerous blood donations up to and more than 60 dona-
tions. The mean number of blood donations was similar for all study
sites. We assume that the study population was fairly representative
of the general Norwegian blood donor population.

Concentrations of lead, mercury and cadmium in donor blood are
shown in Table 2. Overall, 4.5% of all blood donors had lead levels
higher than the highest suggested limit for lead concentration in the

" . TABLE 1 General characteristics of
Bergen Tromsg Kirkenes Entire study . .
n =201 n =101 n=50 n =352 the study population: The Norwegian
donor study
Age range, y 19-72 20-66 19-66 19-72
Mean age, y (SD) 43.1 (15.6) 41.4(12.3) 46.1 (11.1)° 43.0(14.2)
Mean blood donations (SD) 26.2 (31.2) 26.7 (25.3) 25.2 (20.9) 26.2 (28.2)
Women 47.8% 51.5% 64.0% 51.1%
0-1 blood donations 13.9% 7.9% 6.1% 11.1%
2-10 blood donations 33.8% 30.7% 26.5% 31.9%
11-20 blood donations 12.0% 17.8% 14.3% 13.9%
21-40 blood donations 15.4% 17.9% 38.8% 19.4%
41-60 blood donations 10.0% 11.9% 8.2% 10.3%
>60 blood donations 14.9% 13.9% 6.1% 13.4%
Note: Two-tailed t-test, Chi-squared test.
3P < .05 compared with Tromsg.
bp < .05 compared with Bergen.
Bergen Tromsg Kirkenes Entire study TAB LF 2 Concentrations of heavy
n =201 n =101 n =50 n = 352 metals in blood (pmol/L and nmol/L): The
Norwegian donor study
Lead, mean (SD), pmol/L 0.068 (0.05) 0.057 (0.03) 0.081 (0.08) 0.067 (0.05)
Lead, median, pmol/L 0.055 0.049 0.062° 0.055
Lead, range, pmol/L <LOD-0.586 <LOD-0.159 <LOD-0.439 <LOD-0.586
Lead >0.15 pmol/L 5.8% 2.0% 6.0% 4.5%
Lead >0.09 umol/L 10.9% 20.9%" 20.0% 17.9%
Mercury, mean (SD), nmol/L 13.2 (13.5) 12.6 (9.2) 8.73 (6.0) 12.4 (11.7)
Mercury, median, nmol/L 10.2 11.0 7.38%P 9.49
Mercury, range, nmol/L <LOD-129 <LOD-39.6 <LOD-31.3 <LOD-129
Mercury >50 nmol/L 2.0% 0.0%° 0.0%" 1.1%
Mercury >23.7 nmol/L 11.9% 11.9% 2.0%*° 10.5%
Cadmium, mean (SD), nmol/L 3.65 (4.04) 2.43(2.22) 4.94 (4.72) 3.48 (3.80)
Cadmium, median, nmol/L 241 1.89° 2.92° 2.30
Cadmium, range, nmol/L <LOD-34.6 <LOD-16.8 <LOD-21.5 <LOD-34.6
Cadmium >16 nmol/L 2.5% 1.0% 4.0% 2.3%

Note: Mann-Whitney U test, Chi-squared test.

3P < .05 compared with Tromsg.
bp < .05 compared with Bergen.
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donor blood (0.15 pmol/L = 0.031 pg/mL), whereas almost 18% of
blood donors had lead concentrations over the alternative limit of
0.09 pmol/L (0.018 pg/mL) suggested for transfusions in premature
infants. Lead concentrations over the limit of 0.09 pmol/L were signif-
icantly more often measured in Tromsga donors than in Bergen donors.
We evaluated age as a possible criterion to select blood with the

TABLE 3 Associations of heavy

o’
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lowest lead concentrations. Our calculations showed that the optimal
age cut-off is 22 years or younger, and 0% of donors in this age group
had lead concentrations over the limit 0.09 umol/L (0.018 pg/mL). If
we used the age cut-off of 40 years or younger, there were 5.2%
donors with lead blood levels over this limit. In the age group of over
40 years, a high lead concentration was found in 28% of donors.

metal blood concentrations with age, Gender (men vs women) Age (y) Number of blood donations
gender and number of blood donations: Heavy metals® B P-value p P-value p P-value
The Norwegian donor study (n = 352) Lead 118 002 102 <0001 100 9
Mercury 1.15 .093 1.03 <.0001 1.00 41
Cadmium 0.77 <.0001 1.02 <.0001 1.00 .10

Note: Presented p-coefficients were back-transformed as 10,
2Multiple linear regression models with log10-transformed heavy metal concentrations as dependent
variables and gender, age and number of blood donations as covariates.

TABLE 4 Concentrations of selected
PFASs in blood (ng/mL): The Norwegian

donor study
PFOS, mean (SD)

PFOS, median
PFOS, range

PFOS > 12.8 ng/mL°
PFOS > 1.37 ng/mL
PFOS > 0.91 ng/mL
PFOS > 0.59 ng/mL
PFOA, mean (SD)
PFOA, median
PFOA, range

PFOA > 4.9 ng/mLP
PFOA > 4.55 ng/mL
PFOA > 0.91 ng/mL
PFOA > 0.27 ng/mL
PFHXS, mean (SD)
PFHXxS, median
PFHxS, range
PFHXS > 7.66 ng/mL®
PFNA, mean (SD)
PFNA, median
PFNA, range

PFNA >1.61 ng/mL°
PFDA, mean (SD)
PFDA, median
PFDA, range

PFDA >0.79 ng/mL®

Bergen Tromsg Kirkenes Entire study
n =201 n=101 n =50 n =352
5.71(3.34) 6.31 (3.68) 5.35(4.47) 5.83(3.62)
4.88 5.27 4.71° 491
1.46-23.8 1.30-19.8 1.75-32.3 1.30-32.3
4.0% 5.9% 4.0% 4.5%
100% 99.0% 100% 99.7%
100% 100% 100% 100%
100% 100% 100% 100%
1.41(0.76) 1.20 (0.56) 1.04 (0.37) 1.30(0.67)
1.26 1.08¢ 0.94¢ 1.16
0.48-4.97 0.42-4.15 0.43-2.25 0.42-4.97
0.5% 0% 0% 0.3%

1.0% 0% 0% 0.6%
72.6% 65.3% 56.0% 68.2%
100% 100% 100% 100%
0.87(1.01) 0.83(0.63) 0.59 (0.40) 0.82(0.85)
0.64 0.62 0.49*¢ 0.62
0.15-10.4 0.21-3.72 0.22-2.67 0.15-10.4
0.5% 0% 0% 0.3%

0.60 (0.36) 0.62 (0.30) 0.61(0.39) 0.61(0.34)
0.52 0.52 0.51 0.52
0.15-2.61 0.17-1.70 0.21-2.66 0.15-2.66
1.5% 2.0% 2.0% 1.7%

0.27 (0.17) 0.33(0.21) 0.27 (0.19) 0.29 (0.19)
0.23 0.25° 021 0.24
0.04-1.16 0.07-1.27 0.08-1.21 0.04-1.27
2.0% 4.0% 2.0% 2.6%

Note: Mann-Whitney U test. Chi-squared test.

3P < .05 compared with Tromsg.

b97.5 percentile concentration in a young population from Tromsg area (The Fit Futures study).
P < .05 compared with Bergen.
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TABLE 5 Associations of selected

Gender (men vs women) Age (y) Number of blood donations PFAS serum concentrations with age,
PFAS? p P-value B P-value B P-value gender and number of blood donations
PFOS 1.75 <.0001 1.02 <.0001 .99 <.0001
PFOA 1.14 .006 1.01 <.0001 .995 <.0001
PFHxS 1.84 <.0001 1.01 <.0001 .99 <.0001
PFNA 1.15 .008 1.02 <.0001 .998 .018
PFDA 1.04 .52 1.02 <.0001 .998 .04

Note: The Norwegian donor study (n = 352).

®Multiple linear regression models with log10-transformed PFAS concentrations as dependent variables
and gender, age and number of blood donations as covariates. Presented p-coefficients were back-

transformed as 10°.

Mercury concentrations were not especially high in blood donors:
only 1.1% had mercury concentrations over 50 nmol/L (10 ng/mL).
However, 10.5% of all donors had mercury concentrations over the
suggested limit for donor blood (23.7 nmol/L = 4.75 ng/mL). Donors
from Tromsg and Bergen had significantly higher concentrations of
mercury compared with the donors from Kirkenes. Median and mean
cadmium concentrations were highest in Kirkenes donors (2.92 and
4.94 nmol/L, respectively), of which 4% had concentrations higher
than the suggested limit for donor blood (16 nmol/L = 1.80 ng/mL).

Table 3 shows that lead, mercury and cadmium blood concentra-
tions are significantly positively associated with age. The results of
the regression analyses show that a 1-year increase in age was associ-
ated with a 2% increase of lead and cadmium concentrations and with
a 3% increase of mercury concentration. There was no significant
association between the number of blood donations for lead, mercury
and cadmium. Men had significantly higher concentrations of lead
than women, whereas women had higher concentrations of cadmium.

Lead, mercury and cadmium blood concentrations were significantly
correlated with each other (Table S2). Lead and mercury concentrations
were significantly correlated with serum PFAS concentrations (Table S2).

Concentrations of individual PFAS that were measured in donor
serum with a detection frequency of 100% are shown in Table 4. PFAS
concentrations in general were not high in this donor population com-
pared to the 97.5 percentile concentrations derived from the Fit
Futures study of the young general population from Tromsg.*® Only
0.3% to 4.5% of the donors were above 97.5 percentile concentrations
of different PFAS measured in the Fit Futures study of teenagers.*®
However, 100% of all donors had PFOS concentrations over the esti-
mated limits of 0.91 and 0.59 ng/mL for the donor blood. About 68%
of all donors had PFOA concentrations above the limit of 0.91 ng/mL
in blood based on the US EPA RfD for oral intake of 20 ng/kg per day.

If the 2018 EFSA TWI limit for PFOA was applied, then 100% of
donors had PFOA concentrations over the limit. Even though these
doses of PFOS and PFOA were lower than the acute cytotoxic doses
(0.1 mg/kg/day), they were over the limits, indicating possible health
effects in humans.*!

Concentrations of selected PFAS increased with age (PFOS, PFOA,
PFHxS, PFNA, PFDA) and decreased with number of blood donations
(Table 5). Furthermore, it was observed that men had generally higher
concentrations of PFOS, PFOA, PFHxS and PFNA than women (Table 5).

4 | DISCUSSION

Several publications are suggesting that measures should be taken in
order to limit lead concentrations in donor blood given to premature
infants and small children.'21317:4547 The lead limit of 0.15 pmol/L
used in this study and previously published studies was calculated
from WHOQ's PTWI and adjusted for bioavailability and other fac-
tors.? The limit of 0.15 umol/L for lead was used by several stud-
ies'834. however, a lower limit of 0.09 pmol/L was suggested for
transfusions in premature infants.!! The lead threshold of 0.09 pmol/L
was discussed in the recent publication in the Nature Pediatric
Research®; no safe concentration of lead was identified, and WHO
had not re-issued the PTWI for lead. The exposure limit based on the
PTWI of 25 pg/kg/week was associated with a significant decrease of
IQ in children.®® The meta-analyses of epidemiological data by the
Joint FAO/WHO Expert Committee on Food Additives showed that a
chronic dietary lead exposure of 0.6 pg/kg/day (4.2 pg/kg/week) cor-
responded to a 1 1Q point decrease in children.*®

Lead concentrations in our study were lower than in blood donors
from other countries: median concentration of 0.055 pmol/L (range
0.019-0.586 pmol/L)  compared  with ~ 0.082 umol/L  (range
0.011-2.90 pmol/L) in Canadian donors.r In our study, 4.5% of the
blood donors had a blood lead concentration above the limit of
0.15 pmol/L compared to 15.5% in other studies.!” Between 10% and
20% of donors at all of our study sites had lead concentrations over the
limit of 0.09 pmol/L, resulting in the risk of lead exposure to premature
infants and potential harmful effects.

Female donors had higher cadmium concentrations than males.
There is no industry in Norway with occupational exposure to cad-
mium that could explain this gender difference. Studies in other
European populations showed the same gender difference in cad-
mium concentrations and possible association with sex hormones in
women.*?*° Another possible explanation of gender differences in
cadmium concentrations may be different lifestyle and diet habits.
Smoking and diet are known sources of cadmium exposure.**->* Pop-
ulation studies showed that Norwegian women smoke at least as
much as men.’?>>® Unfortunately, we do not have data on smoking
and diet for our study population to test this hypothesis.

All study sites had blood donors with mercury and cadmium con-
centrations above the suggested limits for donor blood. Mercury
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concentrations over the suggested limit of 23.7 nmol/L (4.75 ng/mL)
were found in 1 of every 10 donors. Prenatal exposure to mercury
was reported to be associated with reduced fetal growth and lower
birthweight,s“'55 as well as with adverse effects on neonates' neuro-
behavioral development, poorer language skills at the age of

5657 and with the increased risk of respiratory infections dur-

5 years
ing the first year of life.>® Mercury and lead are identified as one of
the developmental neurotoxicants.>*° Cadmium exposure was also
reported to be associated with delayed growth in early childhood®®
and with adverse effects on neurodevelopment and cognitive function
in children.®%%? Thus, there is emerging evidence that the exposure of
small children to heavy metals may result in cognitive damage.

The present study, as well as previous studies, used heavy metal
limits for donor blood based on the oral TDIs. However, there is a limi-
tation in this approach as the current knowledge indicates that there

dé34% or mercury,“ and for cadmium as well,

are no safe levels for lea
the limit for tolerable intake has been challenged.®®%” It has been
demonstrated that transfused blood may cause an increase in the

14,15,45,68,69

levels of lead and mercury in the blood of the recipients,

and even very small amounts of lead may have negative effects on
children. 1643

PFOS, PFOA, PFHxS, PFNA and PFDA serum concentrations in
the Norwegian donors were not higher than in previous studies of
blood donors in Germany, USA and South Korea (Table $3).2%2224
Very few donors had concentrations of PFHxS, PFNA and PFDA over
the 97.5 percentile concentration of these PFAS in the adolescent
Norwegian population. However, the concentrations of the
recognised organic pollutants PFOS and PFOA were over the
suggested limits for donor blood (based on the 2018 EFSA TWIs) in
100% of donors. It is, however, unknown if few blood transfusions
with these concentrations of PFOS and PFOA may cause permanent
health damage in infants. The estimation of the acceptable venous
concentrations based on the oral TWIs for PFAS is not an optimal
approach as the number of transfusions during the week may vary.
The long-term health effects of these PFAS concentrations received
not as a chronic alimentary exposure, but with few blood transfusions,
are not known. Further research in this field is required.

We suggest that measures to limit the exposure of paediatric recip-
ients of blood products to heavy metals and other pollutants should be
evaluated by the appropriate regulatory bodies. The present work and
several other studies have shown that blood levels of environmental
pollutants tend to increase with the individual's age in cross-sectional
studies.2”4%7071 Selecting young donors for transfusions to infants may
therefore be a feasible approach to reduce the risk of adverse health
effects. Our data showed that the optimal cut-off for donor's age for
selecting blood with the lowest lead concentrations was 22 years or
younger; this corresponds with the results from the study of Canadian
donors that suggested 23 years as a possible age cut-off.!” It may also
be appropriate to ask donors for known sources of exposure (eg, occu-
pational, special dietary habits, smoking etc.). However, the ultimate
precaution would be to measure heavy metal and other pollutant con-
centrations in donor blood before transfusions to premature infants and

other particularly vulnerable patients.

o’
o) T W LE Y-

ACKNOWLEDGMENTS

The authors thank Tina Rosvold and Alexander Blg, Department of Med-
ical Biochemistry and Pharmacology, Haukeland University Hospital,
Bergen, for analyses of heavy metals and Mirjana Grujic Arsenovic, the
chief-doctor for Immunology and Transfusion Medicine, Department for
Laboratory Medicine, University Hospital of North Norway, for support
of the study. They also thank Sten-Kristian Odden and Christina Ripman
Hansen, Department for Laboratory Medicine, University Hospital of
North Norway, for their help with sample preparation and analysis of
PFAS and Gro Rauhala at Kirkenes Hospital for her help with recruitment
of donors and sample preparations.

M.A. was involved in planning the project, supervised the data
collection, analysed and interpreted the data and took the lead in writ-
ing the manuscript; prof. B.B. designed and directed the project,
supervised the blood sample analyses for heavy metals, aided in inter-
preting the results and made substantial contributions to writing the
manuscript; S.H. supervised the serum samples analyses for PFAS and
contributed to interpretation of the results and to writing the manu-
script; and T.H., M.K. and E.K.K. were involved in planning the project,
supervised the data collection and participated in drafting the article
and revising it critically. All authors provided critical feedback and

contributed to the final manuscript.

CONFLICT OF INTEREST
The authors have no competing interests.

ORCID

Maria Averina "= https://orcid.org/0000-0003-0195-1871

REFERENCES

1. AMAP. AMAP assessment 2015: human health in the Arctic. Arctic
Monitoring and Assessment Programme (AMAP); 2015.

2. EPA US. Persistent organic pollutants: a global issue. A global
response; 2014.

3. WHO. Air pollution. 2019, https://www.who.int/airpollution/en/.
Accessed January 3, 2020.

4. EEA. Consumption of hazardous chemicals; 2018, https://www.eea.
europa.eu/airs/2018/environment-and-health/production-of-
hazardous-chemicals. Accessed January 3, 2020.

5. Grandjean P, Landrigan PJ. Neurobehavioural effects of developmen-
tal toxicity. Lancet Neurol. 2014;13(3):330-338.

6. Rauh VA, Margolis AE. Research review: environmental exposures,
neurodevelopment, and child mental health—new paradigms for the
study of brain and behavioral effects. J Child Psychol Psychiatry. 2016;
57(7):775-793.

7. Bose-O'Reilly S, McCarty KM, Steckling N, Lettmeier B. Mercury
Exposure and Children's Health. Curr Probl Pediatr Adolesc Health
Care. 2010;40(8):186-215.

8. Bellinger DC, Chen A, Lanphear BP. Establishing and achieving
national goals for preventing lead toxicity and exposure in children.
JAMA Pediatr. 2017;171(7):616-618.

9. Removing mercury, protecting people's health. Bull World Health
Organ. 2018;96(1):6-7.

10. Turner A. Cadmium pigments in consumer products and their health
risks. SciTotal Environ. 2019;657:1409-1418.

11. Bearer CF, Linsalata N, Yomtovian R, Walsh M, Singer L. Blood transfu-
sions: a hidden source of lead exposure. Lancet. 2003;362(9380):332.


https://orcid.org/0000-0003-0195-1871
https://orcid.org/0000-0003-0195-1871
https://www.who.int/airpollution/en/
https://www.eea.europa.eu/airs/2018/environment-and-health/production-of-hazardous-chemicals
https://www.eea.europa.eu/airs/2018/environment-and-health/production-of-hazardous-chemicals
https://www.eea.europa.eu/airs/2018/environment-and-health/production-of-hazardous-chemicals

= Lty

12.

13.

14.
15.
16.
17.
18.

19.

20.
21

22.

23.
24,

25.

26.

27.

28.
29.

30.

31

32.

AVERINA ET AL.

Gehrie E, Keiser A, Dawling S, Travis J, Strathmann FG, Booth GS. Pri-
mary prevention of pediatric lead exposure requires new approaches
to transfusion screening. J Pediatr. 2013;163(3):855-859.

Janicka M, Binkowski LJ, Btaszczyk M, et al. Cadmium, lead and mer-
cury concentrations and their influence on morphological parameters
in blood donors from different age groups from southern Poland.
J Trace Elem Med Biol. 2015;29:342-346.

Zubairi H, Visintainer P, Fleming J, Richardson M, Singh R. Lead expo-
sure in preterm infants receiving red blood cell transfusions. Pediatr
Res. 2015;77(6):814-818.

Elabiad MT, Christensen M. Changes in premature infant mercury and
lead blood levels after blood transfusions. Am J Perinatol. 2014;31
(10):863-868.

Canfield RL, Henderson CR, Cory-Slechta DA, Cox C, Jusko TA,
Lanphear BP. Intellectual impairment in children with blood lead con-
centrations below 10 microg per deciliter. N Engl J Med. 2003;348
(16):1517-1526.

Delage G, Gingras S, Rhainds M. A population-based study on blood
lead levels in blood donors. Transfusion. 2015;55:2633-2640.

New HV, Stanworth SJ, Engelfriet CP, et al. Neonatal transfusions.
Vox Sang. 2009;96(1):62-85.

Rhainds M, Delage G. Health risk assessment of lead exposure from
blood transfusion. Epidemiology. 2006;17(6):5492.

Rhainds M. Evaluation du risque de transmission et d'une exposition
significative au plomb associé a la transfusion de sang. L'Institut
national de santé publique du Québec; 2010.

Fromme H, Wockner M, Roscher E, Volkel W. ADONA and per-
fluoroalkylated substances in plasma samples of German blood donors
living in South Germany. Int J Hyg Environ Health. 2017;220:455-460.
Cho CR, Lam NH, Cho BM, Kannan K, Cho HS. Concentration and
correlations of perfluoroalkyl substances in whole blood among sub-
jects from three different geographical areas in Korea. Sci Total Envi-
ron. 2015;512-513:397-405.

Sochorova L, Hanzlikova L, Cerna M, et al. Perfluorinated alkylated
substances and brominated flame retardants in serum of the Czech
adult population. Int J Hyg Environ Health. 2017;220:235-243.

Olsen GW, Mair DC, Lange CC, et al. Per- and polyfluoroalkyl sub-
stances (PFAS) in American Red Cross adult blood donors,
2000-2015. Environ Res. 2017;157:87-95.

Cui L, Zhou QF, Liao CY, Fu JJ, Jiang GB. Studies on the toxicologi-
cal effects of PFOA and PFOS on rats using histological observation
and chemical analysis. Arch Environ Contam Toxicol. 2009;56(2):
338-349.

De Witt J. Toxicological Effects of Perfluoroalkyl Substances. Switzer-
land: Humana Press, Springer International Publishing; 2015.

Govarts E, Remy S, Bruckers L, et al. Combined effects of prenatal
exposures to environmental chemicals on birth weight. Int J Environ
Res Public Health. 2016;13(5):495.

Starling AP, Adgate JL, Hamman RF, Kechris K, Calafat AM,
Dabelea D. Prenatal exposure to per- and polyfluoroalkyl substances
and infant growth and adiposity: the healthy start study. Environ Int.
2019;131:104983.

Chen Q, Zhang X, Zhao Y, et al. Prenatal exposure to
perfluorobutanesulfonic acid and childhood adiposity: a prospective
birth cohort study in Shanghai, China. Chemosphere. 2019;226:
17-23.

Lauritzen HB, Larose TL, Oien T, et al. Prenatal exposure to persistent
organic pollutants and child overweight/obesity at 5-year follow-up:
a prospective cohort study. Environ Health. 2018;17(1):9.

Niu J, Liang H, Tian Y, et al. Prenatal plasma concentrations of
Perfluoroalkyl and polyfluoroalkyl substances and neuropsychological
development in children at four years of age. Environ Health. 2019;18
(1):53.

Impinen A, Nygaard UC, Lodrup Carlsen KC, et al. Prenatal exposure
to perfluoralkyl substances (PFASs) associated with respiratory tract

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

infections but not allergy- and asthma-related health outcomes in
childhood. Environ Res. 2018;160:518-523.

Huber S, Brox J. An automated high-throughput SPE micro-elution
method for per fluoroalkyl substances in human serum. Anal Bioanal
Chem. 2015;407(13):3751-3761.

Newman N, Carey PM. Donor blood lead levels and transfusion safety
in a vulnerable population. Transfusion. 2015;55(11):2544-2546.

White KMR, Anderson Berry AL, White SF, Moran D, Lyden E,
Bearer CF. Donor blood remains a source of heavy metal exposure.
Pediatr Res. 2019;85(1):4-5.

Burtis CA, Ashwood ER, Bruns DE, eds. Tietz Textbook of Clinical
Chemistry and Molecular Diagnosis. 5th ed. St. Louis: Elsevier; 2012.
US Environmental Protection Agency (U.S. EPA). Methylmercury
(MeHg) (CASRN 22967-92-6). Referenced Dose for Chronic Oral
Exposure (RfD) Integrated Risk Information System; 2001, https://
cfpub.epa.gov/ncea/iris/iris_documents/documents/subst/0073_
summary.pdf. Accessed January 3, 2020.

Mortensen ME, Caudill SP, Caldwell KL, Ward CD, Jones RL. Total
and methyl mercury in whole blood measured for the first time in the
U.S. population: NHANES 2011-2012. Environ Res. 2014;134:
257-264.

EFSA. EFSA panel on contaminants in the food chain (CONTAM); sci-
entific opinion on tolerable weekly intake for cadmium. EFSA Journal.
2011;9(2):1975.2011.

EFSA. Opinion of the scientific panel on contaminants in the food
chain on Perfluorooctane sulfonate (PFOS), perfluorooctanoic acid
(PFOA) and their salts. EFSA J. 2008;653:1-131.

EFSA. Risk to human health related to the presence of per-
fluorooctane sulfonic acid and perfluorooctanoic acid in food. EFSA J.
2018;16(12):5194.

Trudel D, Horowitz L, Wormuth M, Scheringer M, Cousins IT,
Hungerbuhler K. Estimating consumer exposure to PFOS and PFOA.
Risk Anal. 2008;28(2):251-269.

Averina M, Brox J, Huber S, Furberg AS. Perfluoroalkyl substances in
adolescents in northern Norway: lifestyle and dietary predictors. The
Tromso study, fit futures 1. Environ Int. 2018;114:123-130.

Misje AH, Bosnes V, Gasdal O, Heier HE. Motivation, recruitment and
retention of voluntary non-remunerated blood donors: a survey-
based questionnaire study. Vox Sang. 2005;89(4):236-244.

Bearer CF, O'Riordan MA, Powers R. Lead exposure from blood trans-
fusion to premature infants. J Pediatr. 2000;137(4):549-554.

Bulleova S, Rothenberg SJ, Manalo MA. Lead levels in blood bank
blood. Arch Environ Health. 2001;56(4):312-313.

Elabiad MT, Hook RE. Lead content of blood transfusions for extremely
low-birth-weight infants. Am J Perinatol. 2013;30(9):765-769.
Evaluations of the Joint FAO/WHO Expert Committee on Food Addi-
tives (JECFA): Lead; 2011. http://apps.who.int/food-additives-
contaminants-jecfa-database/chemical.aspx?chemID=3511. Accessed
January 3, 2020.

Echeverria R, Vrhovnik P, Salcedo-Bellido |, et al. Levels and determi-
nants of adipose tissue cadmium concentrations in an adult cohort
from southern Spain. Sci Total Environ. 2019;670:1028-1036.

Caini S, Bendinelli B, Masala G, et al. Predictors of erythrocyte cad-
mium levels in 454 adults in Florence, Italy. Sci Total Environ. 2018;
644:37-44.

Richter P, Faroon O, Pappas RS. Cadmium and cadmium/zinc ratios
and tobacco-related morbidities. Int J Environ Res Public Health. 2017,
14(10):1154.

Langhammer A, Johnsen R, Holmen J, Gulsvik A, Bjermer L. Cigarette
smoking gives more respiratory symptoms among women than
among men. The Nord-Trondelag health study (HUNT). J Epidemiol
Community Health. 2000;54(12):917-922.

The Central Bureau of Statistics, Norway (SSB). Tobacco, alcohol and
other drugs; 2016. https://www.ssb.no/en/helse/statistikker/royk/
aar/2017-01-18. Accessed January 3, 2020.


https://cfpub.epa.gov/ncea/iris/iris_documents/documents/subst/0073_summary.pdf
https://cfpub.epa.gov/ncea/iris/iris_documents/documents/subst/0073_summary.pdf
https://cfpub.epa.gov/ncea/iris/iris_documents/documents/subst/0073_summary.pdf
http://apps.who.int/food-additives-contaminants-jecfa-database/chemical.aspx?chemID=3511
http://apps.who.int/food-additives-contaminants-jecfa-database/chemical.aspx?chemID=3511
https://www.ssb.no/en/helse/statistikker/royk/aar/2017-01-18
https://www.ssb.no/en/helse/statistikker/royk/aar/2017-01-18

AVERINA ET AL.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Murcia M, Ballester F, Enning AM, et al. Prenatal mercury exposure
and birth outcomes. Environ Res. 2016;151:11-20.

Vigeh M, Nishioka E, Ohtani K, et al. Prenatal mercury exposure and
birth weight. Reprod Toxicol. 2018;76:78-83.

Vejrup K, Brandlistuen RE, Brantsaeter AL, et al. Prenatal mercury
exposure, maternal seafood consumption and associations with child
language at five years. Environ Int. 2018;110:71-79.

Wang J, Wu W, Li H, et al. Relation of prenatal low-level mercury
exposure with early child neurobehavioral development and explora-
tion of the effects of sex and DHA on it. Environ Int. 2019;126:14-23.
Emeny RT, Korrick SA, Li Z, et al. Prenatal exposure to mercury in
relation to infant infections and respiratory symptoms in the New
Hampshire birth cohort study. Environ Res. 2019;171:523-529.
Grandjean P, Herz KT. Methylmercury and brain development: impre-
cision and underestimation of developmental neurotoxicity in
humans. Mt Sinai J Med. 2011;78(1):107-118.

Chatzi L, lerodiakonou D, Margetaki K, et al. Associations of prenatal
exposure to cadmium with child growth, obesity, and Cardiometabolic
traits. Am J Epidemiol. 2019;188(1):141-150.

Wang Y, Chen L, Gao Y, et al. Effects of prenatal exposure to cad-
mium on neurodevelopment of infants in Shandong, China. Environ
Pollut. 2016;211:67-73.

Kippler M, Bottai M, Georgiou V, et al. Impact of prenatal exposure to
cadmium on cognitive development at preschool age and the impor-
tance of selenium and iodine. Eur J Epidemiol. 2016;31(11):1123-1134.
Lanphear BP, Hornung R, Khoury J, et al. Low-level environmental
lead exposure and children's intellectual function: an international
pooled analysis. Environ Health Perspect. 2005;113(7):894-899.
Jakubowski M. Low-level environmental lead exposure and intellec-
tual impairment in children—the current concepts of risk assessment.
Int J Occup Med Environ Health. 2011;24(1):1-7.

Bose-O'Reilly S, McCarty KM, Steckling N, Lettmeier B. Mercury
exposure and children's health. Curr Probl Pediatr Adolesc Health Care.
2010;40(8):186-215.

66.

67.

68.

69.

70.

71.

o’
o) T W LE Y- >

Satarug S, Vesey DA, Gobe GC. Health risk assessment of dietary
cadmium intake: do current guidelines indicate how much is safe?
Environ Health Perspect. 2017;125(3):284-288.

Gustin K, Tofail F, Vahter M, Kippler M. Cadmium exposure and cog-
nitive abilities and behavior at 10 years of age: a prospective cohort
study. Environ Int. 2018;113:259-268.

Adamovich K. Effect of exchange transfusion on blood lead levels in
newborn infants. Kinderarztliche Praxis. 1987;55(4):197-200.

Takci S, Asci A, Erkekoglu P, Yigit S, Kocer-Gumusel B, Yurdakok M.
Lead and mercury levels in preterm infants before and after blood
transfusions. Biol Trace Elem Res. 2019;188(2):344-352.

Behinaein S, Chettle DR, Fisher M, et al. Age and sex influence
on bone and blood lead concentrations in a cohort of the
general population living in Toronto. Physiol Meas. 2017;38(3):
431-451.

Flotre CH, Varsi K, Helm T, Bolann B, Bjorke-Monsen AL. Predictors
of mercury, lead, cadmium and antimony status in Norwegian
never-pregnant women of fertile age. PLoS One. 2017;12(12):
e0189169.

SUPPORTING INFORMATION

Additional supporting information may be found online in the

Supporting Information section at the end of this article.

How to cite this article: Averina M, Hervig T, Huber S,

Kjeer M, Kristoffersen EK, Bolann B. Environmental pollutants
in blood donors: The multicentre Norwegian donor study.
Transfusion Med. 2020;30:201-209. https://doi.org/10.1111/
tme.12662



https://doi.org/10.1111/tme.12662
https://doi.org/10.1111/tme.12662

	Environmental pollutants in blood donors: The multicentre Norwegian donor study
	1  INTRODUCTION
	2  MATERIALS AND METHODS
	2.1  Ethical approval
	2.2  The study population
	2.3  Analysis of heavy metals
	2.4  Analysis of PFAS
	2.5  Estimation of tolerable intravenous doses
	2.5.1  Lead
	2.5.2  Mercury
	2.5.3  Cadmium
	2.5.4  Selected PFAS

	2.6  Statistical analyses

	3  RESULTS
	4  DISCUSSION
	ACKNOWLEDGMENTS
	  CONFLICT OF INTEREST
	REFERENCES


