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cCHU Lille, Unité Fonctionnelle de Toxicolo
dUniv. Lille, UFR3S, Département de Pharm
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a HPIC-ICP-MS method for the
quantification and speciation of gadolinium-based
contrast media in surface waters†

Manon Dalla Costa,a David Dumoulin, *a Marie Lenski, bc Anne Garatbde

and Gabriel Billona

Over the last few decades, numerous speciation methods involving hyphenated ICP-MS strategies have

been developed to study gadolinium-based contrast agents (GBCAs), whose concentrations are steadily

increasing in surface water in France, Europe and around the world. Most of these methods involve the

extensive use of organic solvents and often require the use of an additional aerosol desolvation module.

Here, a new sensitive chromatographic method has been developed to study the speciation of the six

GBCAs currently marketed in France (i.e. Gd-DOTA, Gd-BT-DO3A, Gd-HP-DO3A, Gd-DTPA-BMA, Gd-

DTPA and Gd-BOPTA). This HPIC-ICP-MS method, involving the use of an anion-exchange column,

allows the separation of the charged GBCAs in less than 15 min, while using only 2% of methanol in the

eluent and a standard ICP-Q-MS configuration. The detection limits obtained, ranging from 2 to 5 ngGd
L−1, are comparable to reference methods in the literature and are therefore well suited to

environmental studies. An environmental application has been successfully carried out on water samples

from the Marque River (Northern France), which is affected by the presence of numerous WWTPs. This

application highlights the fact that GBCAs account for over 90% of Gd pollution in river water.
1. Introduction

Rare earth elements (REEs) are a family of elements corre-
sponding to the 15 lanthanides, ranging from lanthanum (La, Z
= 57) to lutetium (Lu, Z = 71), as well as scandium and yttrium.
With the exception of cerium and europium, REEs are mostly
found in the +III oxidation state.1–3 These elements are found in
abundance in the mantle of the Earth's crust, with concentra-
tions ranging from a few mg kg−1 to several tens of mg kg−1.4–6

REEs are used in many elds, including metallurgy, ceramics
and catalysis, as well as in the design of batteries, glass and
magnets.1,2,6 Increasing improvements in new technologies are
also leading to the growing use of these REEs, particularly in
rechargeable batteries and catalytic converters.1,7,8 Several
studies show that global REE consumption is set to increase by
around 150% by 2030.8,9 Unfortunately, this increase in the
extraction and use of rare earths has, for decades, resulted in an
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increased presence of positive anomalies in the levels of these
elements in the environment, particularly in surface
waters.1,4,6,10–13

In the case of gadolinium (Gd, Z = 64), positive anomalies
have been observed in France and Europe with proportions of
anthropogenic Gd up to 45 to 100% of total Gd.4,12,14–18 Like
other REEs, Gd has a number of industrial applications in the
nuclear, metallurgy, electronics, information technologies and
medical sectors.19,20 In this latter eld, Gd has been extensively
used as a contrast agent in magnetic resonance imaging
examinations in France since 1988.6,19 Gadolinium-based
contrast agents (GBCAs) are organometallic complexes
composed of a Gd3+ ion and a ligand, which may be structured
in a linear or macrocyclic complex. In France, six GBCAs are
marketed, with sales set to reach 2.5 million boxes a year by
2023 (Fig. 1). Since 2017, the European Medicines Agency (EMA)
has suspended themarketing or limited the use of certain linear
GBCAs. As a result, macrocyclic complexes now account for 99%
of GBCAs marketed in France, according to data from Ameli,20

the French health insurance (data from 2023).
Over the last few decades, the increasing use of GBCAs has

led to an increase in their concentrations in surface waters,
ranging from ng L−1 to mg L−1 in France and world-
wide.14,15,18,19,21,22 In addition, these compounds are hardly
degraded during the conventional treatment stages of waste-
water treatment plants (WWTPs), and end up in the discharge
from these plants and subsequently in surface waters.23–27
This journal is © The Royal Society of Chemistry 2025
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Fig. 1 Structure of the 6 GBCAs currently in use in France with their main characteristics and proportion of use in 2023.
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Studies have demonstrated the capability of linear GBCAs to
accumulate in the organs, bones or brain tissue of patients
treated with linear GBCAs, but to date, there is no evidence of
lesions or diseases due to this accumulation of Gd in the human
body.28–30 In surface waters, these complexes have no known
health or environmental toxicity. Nevertheless, these complexes
can undergo so-called transmetallation mechanisms, whereby
the Gd3+ ion can be replaced by another metal such as Fe3+, Cu2+

or Zn2+.31–33 Consequently, the release of Gd3+ ions can lead to
health and environmental risks.34–37

Several speciation and quantication methods have been
developed to monitor these compounds in the environment.
The large majority of these methods involve LC-ICP-MS
coupling using a HILIC-type chromatographic column.14,27,38–43

However, despite good sensitivities (limit of detection (LOD)
ranging from 1.3 to 160 ng L−1 depending on the compounds
and studies) and good resolutions, these methods require the
use of large quantities of organic solvents such as acetonitrile or
methanol, which are known to be hazardous to health and the
environment. In addition, the high presence of organic solvents
during ICP-MS measurements results in the formation of
a carbon deposit on the sampling and skimming cones, leading
to a decrease and instability in signal intensity.44 To overcome
this problem, the addition of gaseous oxygen to the plasma is
generally the method used. Another option relies on modica-
tion of the sample introduction system (e.g. the use of an
additional membrane desolvation module). However, both
these strategies entail additional analysis costs and instru-
mental modications.45
This journal is © The Royal Society of Chemistry 2025
Here, a method based on high-pressure ion chromatography
coupled with inductively coupled plasma mass spectrometry
(HPIC-ICP-MS) is proposed in order to reconcile the factors of
green chemistry, cost and efficiency. In concrete terms, the aim
of this study is to provide a method using less than 2% organic
solvents, which considerably reduces environmental, health
and economic impacts, while offering respectable performance
in terms of speciation and quantication limits. The present
method is also easily transferable to other laboratories that are
not equipped to analyse organic solvents by ICP-MS.
2. Materials and methods
2.1. Chemicals

All solutions were prepared using ultrapure water (Milli-Q
gradient, Millipore, r = 18.2 MU cm). Gadolinium-based
contrast agents were obtained either in the form of pure
compounds by Merck (Darmstadt, Germany) or in the form of
commercial injectable solutions provided by the pharmacy of
the Lille University Hospital (CHU) or by Bracco Imaging France
(Massy, France) in the case of Prohance® (Gd-BT-DO3A). The
stock REEmultistandard solution (100mg L−1 in 5%HNO3) was
purchased from SCP science (Analytichem, Courtaboeuf,
France). Nitric acid (67–69%, ultrapure trace metal grade) and
methanol (LC-MS grade) were purchased from VWR interna-
tional (Fontenay-sous-Bois, France) and Merck, respectively. All
other chemicals used in this study were of ACS reagent or
analytical grade purity.
J. Anal. At. Spectrom., 2025, 40, 2150–2161 | 2151
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2.2. Instrumentation

A high-performance liquid chromatography system (HPLC Bio-
inert 1260 Innity II, Agilent Technologies) equipped with
a biocompatible quaternary pump and a metal-free autosam-
pler was used as the separating system. Separation of GBCAs
was performed using a Thermo Scientic Dionex IonPac AG7
guard column (10 mm particle diameter, 2 mm internal (i.d.),
50 mm length) coupled with a Thermo Scientic Dionex IonPac
AS7 analytical column (10 mm particle diameter, 2 mm i.d.,
250 mm length). The volume of injection was set at 25 mL, and
the ow rate of the mobile phase was xed at 450 mL min−1. The
outlet of the HPLC column was directly connected to the ICP
nebulizer using a 40 cm PEEK capillary tubing (125 mm i.d.). An
inductively coupled plasma single quadrupole mass spectrom-
eter (ICP-MS 7900, Agilent Technologies) was used as a detector.
The spectrometer was equipped with a PFA concentric nebulizer
(0.2 mL min−1), a quartz double pass spray chamber cooled at
2 °C, a quartz torch (2.5 mm i.d.) and nickel cones. X-lenses
were selected as an ion optic conguration. High purity He
(>99.999%) was used as the collision gas in the octopole reac-
tion system (ORS) in combination with kinetic energy discrim-
ination. In this method, the choice of using 158Gd was based on
its higher isotopic abundance (24.8%) than 157Gd (15.7%). The
use of He gas not only counterbalances the polyatomic inter-
ferences that can interact with 158Gd but also results in a very
low background signal close to zero during analysis. Plasma
parameters were tuned daily to get optimal signals. Chro-
matograms were processed using the Agilent MassHunter
soware by integrating the areas of the peaks. Operating
conditions and data acquisition parameters are listed in
Table 1.

For the determination of total gadolinium and other REEs,
the samples were directly analysed using a single quadrupole
Agilent Technologies ICP-MS 7850 quadrupole according to the
method previously developed by Trommetter et al. (2020).46

These total concentrations in water were used to determine
the concentrations of anthropogenic Gd (Gdanth), i.e. the
proportions of Gd originating from anthropogenic sources.
Gdanth was determined by the difference between the total Gd
measured (Gdmes) and the value of the Gd anomaly (Gd*)
according to eqn (1) described by Lerat-Hardy et al. (2019).12 The
Gd concentrations are commonly normalized by those in
a reference geological value such as EUS (European Shale).47

This reference takes into account the specicities of Europe'
geochemical environment. Gd* therefore corresponds to this
normalization, i.e. the ratio of Gdmes to the EUS reference of Gd.
Table 1 Optimised ICP-MS settings for HPIC-ICP-MS

RF power (W) 1550
RF matching (V) 1.8
Nebulizer gas (L min−1) 1.12
He gas (mL min−1) 5
Sample depth (mm) 8
Integration time (s) 0.15
Monitored isotope 158Gd

2152 | J. Anal. At. Spectrom., 2025, 40, 2150–2161
If Gd* or any other REE* has a value greater than 1, this means
that a positive environmental anomaly has been observed.

Gdanth ¼ Gdmes � Gdmes

Gd*

¼ Gdmes �Gdmes

�
Gdmes

ðNdmes � 0:2Þ þ ðTbmes � 0:8Þ (1)

Ndmes and Tbmes correspond to the total concentrations of
neodymium and terbium measured in the samples. As
mentioned by Hissler et al., there is no standardized method for
calculating Gdanth. The choice of comparisons between Gd and
other REEs depends on the specic characteristics of the envi-
ronment studied in each study. Here, Nd* and Tb* are lower
than 1 (data are in the ESI section†), making them good
comparators for Gd in this study.11,12
3. Results and discussion
3.1. Optimisation of chromatographic parameters

An anion exchange column was used to separate the various Gd-
based contrast agents studied. Of the six studied compounds,
three are charged. An optimisation of chromatographic
parameters was thus essential to obtain optimal separations.
Several tests were therefore carried out to dene the ideal
eluent, the pH of the mobile phase and the elution gradient,
with methanol used as the organic solvent. The method was
developed by successive analyses of the GBCA standards.
Indeed, the analytical development was initially carried out by
injecting a mixture of two GBCAs, followed by the addition of
a third compound, and so on. In previous studies, ammonium
acetate was the most widely used eluent.24,27,38,39,41,42 In this
study, two eluents were tested: ammonium acetate and
ammonium nitrate. In our case, ammonium nitrate was found
to improve considerably peak resolution and compound sepa-
ration comparied with ammonium acetate.

The elution gradient was also studied. Several tests were
carried out both in the presence and absence of MeOH, as well
as varying the concentration of NH4NO3 in the mobile phase. In
all the experiments, the NH4NO3 solution is set at pH 7 by
Fig. 2 Influence of NH4NO3 concentration on the resolution factor R.
A threshold value (red line), for which resolution is acceptable, is
established in the literature at R = 1.5.

This journal is © The Royal Society of Chemistry 2025
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Fig. 3 Influence of NH4NO3 (mM) and MeOH (%) mobile phase
composition on 1 mg L−1 of Gd-BOPTA elution time and peak intensity.

Paper JAAS

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

0 
Ju

ne
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
15

/2
02

5 
8:

55
:3

7 
PM

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
adding NaOH to keep it as close as possible to the pH of surface
water.

Preliminary tests were carried out on Gd-DOTA and Gd-DTPA
in isocratic mode using only NH4NO3 at concentrations ranging
Fig. 4 Influence of the separation mode (gradient or isocratic) on 1 mg
L−1 of Gd-BOPTA elution time and peak intensity. The mobile phase
used in isocratic mode was 50 mM NH4NO3 with 2% MeOH. Gradient
mode starts with 50 mM NH4NO3 and 2% MeOH, increasing to 70 mM
from 2.5 to 8.0 min.

Fig. 5 Influence of the steeper gradient of NH4NO3 on 100 ng L−1 of
intensity. (A) the gradient starts at 50 mM NH4NO3 with 2% MeOH, then in
NH4NO3 with 2% MeOH and increases to 70 mM from 2.5 to 8.0 min.

This journal is © The Royal Society of Chemistry 2025
from 30 to 60 mM. The aim was to achieve the best possible
separation of these two compounds, over the shortest possible
analytical run. The resolution factor (eqn (2)) was determined
for each condition and is presented in Fig. 2.

R ¼ 2� RT2 �RT1

w1 þ w2

(2)

In eqn (2), RTx corresponds to the retention time of peak n°x
and wx to the width of peak n°x at baseline.

The best compromise between resolution factor and reten-
tion time (RT) was attained using an NH4NO3 concentration of
50 mM (R = 1.83 and 4 min run time).

The addition of MeOH in the NH4NO3 eluent (50 mM) was
needed to elute Gd-BOPTA in less than 15 min and limit peak
broadening. Tests performed on Gd-BOPTA (1 mg L−1) alone
were therefore carried out with different concentrations of
NH4NO3 and MeOH (Fig. 3). A test performed with 40 mM
NH4NO3 without MeOH was also carried out, but it resulted in
a Gd-BOPTA retention time exceeding 20 min. The presence of
5% MeOH in the 40 mM NH4NO3 elution solution led to the
elution of Gd-BOPTA with a RT = 18.04 min, but with a peak
spreading over 4 min. Increasing the NH4NO3 concentration
resulted in shorter RT (<12 min) and narrower peaks (<2.5 min).
For the other GBCAs, the presence of MeOH also contributed to
faster elution and allowed the reduction of NH4NO3 content in
the eluent. Using 2%MeOH and 50 mMNH4NO3, Gd-DOTA and
Gd-DTPA had RTs of 1.13 min and 2.63 min, respectively,
compared to 1.33 min and 4.14 min without MeOH.

Given that 50 mM NH4NO3 and 2% MeOH are needed to
correctly separate Gd-DOTA and Gd-DTPA in less than 2.5 min,
the variation of NH4NO3 concentration was tested in a gradient
mode from 50 mM to 70 mM, from 2.5 to 8.0 min. The
comparison of Gd-BOPTA elution in isocratic and gradient
mode is shown in Fig. 4. The use of a gradient mode allows
elution of Gd-BOPTA with a higher intensity and a lower
retention time and peak spread.

The uncharged GBCAs (Gd-DTPA-BMA; Gd-BT-DO3A; Gd-HP-
DO3A) exhibited almost identical RTs, resulting in a single peak
for all three compounds tested in a mixture. This is consistent
Gd-BT-DO3A (Peak 1) and Gd-DOTA (Peak 2) elution time and peak
creases to 70 mM from 2.5 to 8.0 min. (B) the gradient starts at 20 mM

J. Anal. At. Spectrom., 2025, 40, 2150–2161 | 2153
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Table 2 Optimised chromatographic conditions

Mobile phase eluents

A = NH4NO3 (100 mM/pH 7)
B = Ultrapure water
C = MeOH

Operating conditions

Flow rate (mL min−1) 450
Injected volume (mL) 25

Elution gradient

Time (min) A (%) B (%) C (%)

0 20 78 2
2 20 78 2
2.5 70 28 2
8 70 28 2
8.1 20 78 2
15 20 78 2
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with the present ion-exchange column, which can only separate
charged compounds. In addition, a steeper gradient of NH4NO3

concentration was required in order to separate these
uncharged compound peaks from Gd-DOTA. Fig. 5 illustrates
the separation of Gd-BT-DO3A and Gd-DOTA (at 100 ng L−1) in
gradient modes from 20 mM to 70 mM of NH4NO3 (A) and from
50 mM to 70 mM of NH4NO3 (B), both increasing from 2.5 to
8.0 min. The peak resolutions achieved were 0.78 and 1.3 under
conditions A and B, respectively. Although this resolution factor
is not fully acceptable (R < 1.5), the two compounds can still be
dissociated in this speciation method.

The separation of Gd-BT-DO3A, Gd-BOPTA, Gd-DOTA and
Gd-DTPA from a mixed solution at 100 ng L−1 under the opti-
mised chromatographic conditions (Table 2) is shown in Fig. 6.
Fig. 6 Chromatogram of a 100 ng L−1 mixed solution of Gd-BT-DO3A,
Peak assignment: 1, Gd-BT-DO3A; 2, Gd-DOTA; 3, Gd-DTPA; 4, Gd-BO

2154 | J. Anal. At. Spectrom., 2025, 40, 2150–2161
The chromatogram shows four peaks with different RTs and
intensities. Even if the last compound elutes at 10.5 min, a run
time of 15 min is needed to stabilise the column in view of the
next injection and also to be able to highlight the presence of
new compounds in natural samples. This acceptable run time
means that around thirty samples (including the calibration
range) can be produced in an 8-hour day.

Calibration curves (up to 500 ng per L Gd) were linear for all
compounds at both low and high concentrations (correlation
coefficients: $0.9995). All the data are provided in the ESI
section.† The LOD corresponds to a ratio of compound signal to
residual noise upstream of the peak (S/N) equal to 3. The limit
of quantication (LOQ) was dened in this study as S/N = 10.
These limits determined for each GBCA molecule are presented
Gd-DOTA, Gd-DTPA and Gd-BOPTA under the optimised conditions.
PTA.

This journal is © The Royal Society of Chemistry 2025
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Table 3 LOD and LOQ of GBCAs evaluated in this study compared to other studies

Reference

LOD and LOQ in ng L−1 of Gd

Gd-BT-DO3A Gd-HP-DO3A
Gd-DTPA-
BMA Gd-DOTA Gd-DTPA Gd-BOPTA

LOD LOQ LOD LOQ LOD LOQ LOD LOQ LOD LOQ LOD LOQ

This work 2 4 2 4 2 8 2 4 4 8 5 30
Macke et al. (2021)18 1.73 5.98 2.2 7.08 — — 1.73 5.98 2.2 7.39 2.99 10.22
Okabayashi et al. (2021)42 6.6 22 22 72 3.7 13 5.9 20 3.4 11 — —
Birka et al. (2013)14 13 44.03 — — — — 16 58.18 14 48.75 — —

Table 4 Main characteristics of the methods used in the different studies

Reference Separation mode Detection method Preconcentration/dilution process

This work IC ICP-QMS None
Macke et al. (2021)18 IC TQ ICP-MS prepFAST M5
Okabayashi et al. (2021)42 HILIC ICP-QMS None
Birka et al. (2013)14 HILIC Q ICP-MS None
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in ng L−1 of Gd (Table 3). These values have a reproducibility of
around 5%. The obtained values show that the present method
is as sensitive as, or evenmore sensitive than, previous methods
found in the literature (Table 3 and 4).14,18,42

In the environment, Gd concentrations range from <
1 ng L−1 to several hundred ng L−1 in surface waters (rivers),
and can even reach the mg L−1 level in WWTPs.14,15,21,43 In this
context, the analytical method developed here, with its low LOD
and LOQ, appears to be suitable for environmental studies. In
addition, triplicate measurements of the calibration range
standards were carried out in two analyses on two different
days. This experiment showed that the error did not exceed 3%
of the concentration.
3.2. pH-dependent stability of GBCAs

GBCA stability was tested using buffer solutions at different pH
values (from 4.0 to 10.0). Buffer solutions were prepared from
Fig. 7 Influence of the pH on the concentration of GBCA standards
doped to 1 mg L−1 initially. These values have a reproducibility of
around 3%.

This journal is © The Royal Society of Chemistry 2025
KH2PO4 (0.01 M) and K2HPO4 (0.01 M). The standard solutions
were spiked at 1 mg L−1 in these buffer solutions and immedi-
ately analysed by HPIC-ICP-MS. The inuence of the pH on the
response of these compounds is illustrated in Fig. 7. With the
exception of Gd-DTPA-BMA, the compounds were found to be
stable between pH 5 and pH 9. At pH 10, most compounds
undergo a 10 to 20% decrease in their initial concentration. At
pH 4, a decrease of around 77%, 81% and 93% was observed for
Gd-BOPTA, Gd-DTPA and Gd-DTPA-BMA, respectively. The
latter was found very sensitive to changes of pH (Fig. 7). One
hypothesis would be the possible hydrolysis of the amide
functions of this compound, leading to a structural modica-
tion of the ligand and a possible release of free Gd3+ ions.

Concerning RTs (ESI section†), no signicant inuence of
pH was observed for Gd-DTPA-BMA or Gd-HP-DO3A, whose RTs
remained stable at 0.99 min and 1.00 min, respectively. At pH
10, Gd-DTPA and Gd-BOPTA presented a slight decrease in RT
(from 6.08 min to 6.00 min at pH 10 and from 10.2 min to
10.1 min at pH 10, respectively), whereas Gd-BT-DO3A exhibited
a slightly increasing RT (from 1.00 min to 1.04 min at pH 10).
Gd-DOTA was stable from pH 5 to pH 9 at around 1.40 min, but
increased slightly at pH 4 (1.45 min) and decreased slightly at
pH 10 (1.33 min).

In light of these observations, with the exception of Gd-
DTPA-BMA, analysis of the GBCAs studied raises no problems
over a pH range of 5 to 9. By contrast, pH 4 and pH 10 seem to
contribute to a structural modication of the GBCAs. Hypoth-
eses can be studied, in particular, on the release of Gd3+ ions,
especially at an acidic pH where the carboxylate functions of the
ligands could be protonated. In addition, the slight changes of
RTs observed at pH 4 and pH 10 are probably related to a vari-
ation in the affinity of these compounds with the stationary
phase of the column. Further tests are needed to investigate
these hypotheses, but these are beyond the scope of this paper.
J. Anal. At. Spectrom., 2025, 40, 2150–2161 | 2155

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5ja00203f


JAAS Paper

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

0 
Ju

ne
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
15

/2
02

5 
8:

55
:3

7 
PM

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
In any case, for natural samples, the pH of the water, although it
may vary slightly, should have no impact on the stability of the
GBCAs.
3.3. Quantication of Gd-based contrast agents in surface
water

In order to validate the present method for surface water anal-
ysis, two samples were taken from the Marque River at Ville-
neuve d'Ascq (France) and another one directly from the
discharge of the WWTP into this small river during a sampling
Fig. 8 Location of the sampling points in the Marque River.

2156 | J. Anal. At. Spectrom., 2025, 40, 2150–2161
campaign carried out on 15th October 2024. The Marque River
rises in Mons-en-Pévèle and ows into the Deûle at Marquette-
lez-Lille aer 32 km. In addition, eight WWTPs discharge their
effluent into the Marque River or one of its 22 tributaries.48

Sampling point P1 corresponds to the point upstream of the
WWTP into the Marque River, approximately 50 m from the
discharge. Point P2 corresponds to the direct discharge of the
WWTP into the Marque River, and P3 is located downstream at
1300 m of the WWTP (Fig. 8). All samples were collected using
a telescopic pole and 500 mL uoropolymer (FEP) bottles
washed with acid beforehand. For each sample, the bottle was
This journal is © The Royal Society of Chemistry 2025
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Fig. 9 Chromatogram of sampled surface water at P1 ((A): original chromatogram; (B): enlarged view of (A)). Peak assignment: (1) uncharged
GBCA; (2) Gd-DOTA.
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rinsed three times with water from the sampling point. For total
metal analysis, water samples were immediately ltered on site
using 0.45 mm cellulose acetate lters and acidied to 2% v/v
with ultrapure nitric acid (HNO3). For the GBCA speciation
analysis, the samples were ltered as above but were not acid-
ied. All samples were stored at 4 °C in polypropylene vials
before the analyses were carried out the same day.

Acidied samples were rst analysed by ICP-MS to obtain
total REE concentrations. These concentrations were used to
highlight the consequent Gd anomalies through REE patterns
normalized to the European Shale (EUS) reference standards.12

Total REE concentrations and REE patterns are presented in the
ESI section.†

Non-acidied samples were analysed by HPIC-ICP-MS for
GBCA speciation. Fig. 9–11 show the chromatograms obtained
for each sample, with enlarged views of the rst two minutes of
the run.

For each sampling point, only two peaks were observed, the
rst one corresponding to uncharged GBCAs and the second
one to Gd-DOTA. These peaks were assigned by comparing the
RTs of standardised commercial solutions of GBCAs. The other
compounds were not observed, which can be explained by their
Fig. 10 Chromatogram of WWTP's discharge at P2 ((A): original chromato
(2) Gd-DOTA.

This journal is © The Royal Society of Chemistry 2025
very limited use in France. Concentrations were determined by
integration of the peaks aer calibration curves using stan-
dards. The proportion of Gdanth was calculated according to eqn
(1) from the total concentrations of Gd and the other rare earth
elements in the samples. Several hypotheses can be made
concerning the composition of peak no. 1 (Fig. 9–11). In view of
the use of GBCAs in France, there is a high probability that this
peak corresponds essentially to a mixture of Gd-BT-DO3A (17%
of use in France) and Gd-HP-DO3A (9%), with a majority of Gd-
BT-DO3A. In addition, these two compounds have a similar
response and therefore a close calibration slope. Indeed, only
a 4% error in concentration was found between these two cali-
brations. Thus, in view of the proportion used in France (17%)
and the low percentage of error in concentration (4%) between
these two calibrations, for our study, the calibration range for
Gd-BT-DO3A is sufficient to approximate the values of the peak
no. 1. The main results are shown in Table 5.

A signicant difference was observed between the sampling
points. Indeed, a lower concentration of GBCA was obtained
upstream of the WWTP (P1 – 95 ng L−1) compared to the
WWTP's discharge (P2 – 507 ng L−1) and downstream (P3 –

159 ng L−1). The presence of these compounds in P1 is not
gram; (B): enlarged view of (A)). Peak assignment: (1) uncharged GBCA;
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Fig. 11 Chromatogram of sampled surface water at P3 ((A): original chromatogram; (B): enlarged view of (A)). Peak assignment: (1) uncharged
GBCA; (2) Gd-DOTA.

Table 5 Concentrations of GBCAs found (ng L−1 of Gd) in the stations
P1, P2 and P3 measured by HPIC-ICP-MS and total Gd concentrations
in these samples measured by ICP-MS. These values have a repro-
ducibility of around 5%a

P1 P2 P3

Uncharged-GBCA (ng L−1) 42 227 72
Gd-DOTA (ng L−1) 53 279 87P

GBCA (ng L−1) 95 507 159
Total Gd (ng L−1) 101 522 172
Gdanth (ng L−1) 99 521 169
%Gdanth (%) 98 99 98

a GdAnth is therefore clearly quite exclusively linked to the presence of
GBCAs. From Table 5, it can be seen that Gd-uncharged and Gd-DOTA
correspond to the majority of the Gd found in the Marque River, with
z42% and z52% of the total Gd, respectively. Furthermore, only Gd-
DOTA and Gd-uncharged were detected, which is in accordance with
the use of these compounds in France.
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surprising since other discharges of WWTPs upstream corre-
spond to a total nominal capacity of 46 320 p.e. By comparison,
the WWTP of Villeneuve d'Ascq has a nominal capacity of over
151 000 p.e. A decrease in GBCA concentrations was observed
between the discharge (P2) and the downstream's point (P3) of
the WWTP (69% loss for uncharged-GBCA and for Gd-DOTA).
This is explained by dilution of the discharge into the river
and is supported by the prole of other more conventional
tracers (i.e. chloride ions, nitrate ions, conductivity.), which
exhibit the same trend between these three points. To this end,
a statistical comparison (least squares method), carried out on 8
other tracers plus gadolinium, demonstrated the latter's
conservative behaviour in our study area (ESI section†).1,49 In
addition, the total Gd concentration corresponds to 98% of
Gdanth upstream, 99% in the discharge and 98% downstream of
the WWTP (Table 5).
4. Conclusion

In this study, a new HPIC-ICP-MS method allowing the specia-
tion and the quantication of GBCAs in water has been
2158 | J. Anal. At. Spectrom., 2025, 40, 2150–2161
developed. This method has been successfully applied to real
environmental samples. This new analytical method, with low
environmental impact, offers good performance in terms of
detection and quantication limits (LOD = 2–5 ng L−1 of Gd;
LOQ = 4–30 ng L−1 of Gd), and is therefore perfectly suited to
environmental studies. It also offers reasonable analysis times
(15 min) and does not require any instrumental modications.
Nevertheless, one point remains to be developed: the speciation
of uncharged GBCAs. For the moment, the quantity of
uncharged GBCAs is determined on the basis of the calibration
of Gd-BT-DO3A (the uncharged GBCA most widely used in
France). Although the error associated with this approximation
is minimal, it would be desirable in the future to have specia-
tion for all three uncharged GBCAs. In addition, this method
could be further optimised, particularly if a higher analysis rate
is required. Indeed, the gradient can be further improved to
reduce the analysis time. It should also be possible to reduce the
injection volumes by reducing the column size.

Analyses of natural samples have revealed the presence of
GBCA pollution in surface waters in northern France, corre-
sponding to 93 and 98% of Gdanth, depending on where the
samples were taken. In addition, the WWTP of Villeneuve
d'Ascq discharges increases the concentrations of these
compounds that behave like other conventional conservative
tracers. Finally, this method could therefore provide valuable
information for monitoring and controlling this emerging
pollution in countries that use GBCAs for MRI.
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35 S. Szabó, G. Zavanyi, G. Koleszár, D. del Castillo, V. Oláh and
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