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Abstract Laser ablation–inductively coupled plasma–mass
spectrometry (LA-ICP-MS) is a widely accepted method for
direct sampling of solid materials for trace elemental analysis.
The number of reported applications is high and the applica-
tion range is broad; besides geochemistry, LA-ICP-MS is
mostly used in environmental chemistry and the life sciences.
This review focuses on the application of LA-ICP-MS for
quantification of trace elements in environmental, biological,
and medical samples. The fundamental problems of LA-ICP-
MS, such as sample-dependent ablation behavior and elemen-
tal fractionation, can be even more pronounced in environ-
mental and life science applications as a result of the large
variety of sample types and conditions. Besides variations in
composition, the range of available sample states is highly
diverse, including powders (e.g., soil samples, fly ash), hard
tissues (e.g., bones, teeth), soft tissues (e.g., plants, tissue thin-
cuts), or liquid samples (e.g., whole blood). Within this article,
quantification approaches that have been proposed in the past
are critically discussed and compared regarding the results
obtained in the applications described. Although a large vari-
ety of sample types is discussed within this article, the quan-
tification approaches used are similar for many analytical

questions and have only been adapted to the specific ques-
tions. Nevertheless, none of them has proven to be a univer-
sally applicable method.
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Introduction

Laser ablation (LA) in combination with inductively coupled
plasma–mass spectrometry (ICP-MS) is a powerful technique
for the direct elemental analysis of solid samples. This tech-
nique provides major, minor, and trace element information
with a wide elemental coverage, excellent limits of detection,
and a linear dynamic range of up to 10 orders of magnitude,
while also enabling microanalysis, depth profiling analysis,
and 2-dimensional elemental mapping. Further advantages
of LA-ICP-MS are minimal sample preparation, high sample
throughput, access to isotopic information, and the possibility
of analyzing both conductive and non-conductive and opaque
and transparent materials [1–4].

However, two fundamental aspects of processes involved
constrain the ability of LA-ICP-MS to act as a universal meth-
od for direct analysis of solid samples. The first major draw-
back of LA-ICP-MS is that the abundances of the ions detect-
ed after m/z separation are often not entirely representative of
the composition of the original sample. In the literature, this
problem is often referred to as Belemental fractionation^ [5, 6],
although this term is also used to describe time-dependent
changes in the composition of the ion beam in the mass spec-
trometer. Besides the ablation process itself (e.g., non-
stoichiometric effects due to the preferred ablation of more
volatile compounds), the transport of the aerosol particles
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from the ablation chamber into the ICP (e.g., differences in
gravitational settling between smaller and larger particles) and
vaporization, atomization, and ionization in the ICP (less effi-
cient for larger particles) are also important contributors to
fractionation effects. A detailed discussion of the individual
contributions to elemental fractionation and the strategies de-
veloped for minimizing the influence exerted can be found in
the literature [7–14].

The second major problem connected with the use of LA-
ICP-MS for direct analysis of solid samples is the difference in
the interaction between the laser beam and the sample surface
observed for various matrices, causing changes in the mass of
analyte ablated per pulse due to differences in the properties of
the matrices investigated (e.g., absorptivity, reflectivity, and
thermal conductivity). The aerosol particles produced during
ablation of different matrices may vary in size and geometry,
thus having an effect on the sample transport efficiency from
the ablation cell to the plasma [15]. Both effects contribute to
differences in the mass load of the plasma and give rise to
matrix effects, since the vaporization, atomization, and ioni-
zation efficiencies of the analytes introduced into the plasma
depend on the mass load [16]. Sample-related Bmatrix effects^
therefore jeopardize the accuracy of LA-ICP-MS analysis and
complicate quantification [2–4, 17–20].

As a result, elemental fractionation andmatrix effects occur
simultaneously, leading to LA-ICP-MS signals that are not
representative of the elemental composition of the sample in-
vestigated. The sensitivity or absolute signal intensity can vary
significantly for samples with the same analyte concentra-
tions, but different matrix compositions and/or physical prop-
erties. At this point, it has to be mentioned that mass spectro-
metric separation and detection of the ions generated can also
contribute to the bias in LA-ICP-MS results. However, an
explanation of the corresponding sources of bias is beyond
the scope of this work; details on these issues can be found
in a recently published review article [21]. Figure 1 schemat-
ically summarizes the individual steps of LA-ICP-MS analy-
sis prone to elemental fractionation and matrix effects.

As a consequence of the increasing interest in the use of
LA-ICP-MS in various scientific fields, research has been
devoted to overcoming the aforementioned drawbacks. In
the few last years, attempts were made to address the limita-
tions of LA-ICP-MS by improving the instrumental parame-
ters relevant to aerosol formation. Most of this work focused
on the influence of the wavelength of the laser radiation (es-
pecially important for transparent materials) and the pulse du-
ration (especially important for metallic samples). With the
use of shorter ultraviolet wavelengths and pulse durations in
the femtosecond (fs) range, instead of the nanosecond range, a
significant reduction of elemental fractionation and matrix
effects is enabled. Furthermore, the laser beam profiles were
changed from Gaussian to (pseudo) flat-top profiles, leading
to optimized ablation performance. However, complete

elimination of these effects is still not possible. Ongoing re-
search is therefore dedicated to methodological developments
that permit correct quantification with the currently available
instrumentation for LA-ICP-MS analysis.

The purpose of this review is to summarize state of the art
procedures and recent developments in quantitative LA-ICP-
MS analysis of samples originating from the fields of life
sciences and environmental chemistry. In addition to tradition-
al approaches, novel concepts for the preparation of matrix-
matched standards, such as the deposition of elemental coat-
ings or thin polymeric films containing an internal standard on
the sample surface, as well as quasi-simultaneous measure-
ment of standard and sample using a spinning platform will
be presented. Capabilities and limitations of the different ap-
proaches will be compared, critically examined, and evaluated
on the basis of their suitability for general use.

Common concepts for quantification in LA-ICP-MS

Even though the application range of LA-ICP-MS is wide and
the sample types analyzed are various, some approaches for
quantification are applied to a large variety of sample types.
The basic principles of the methods described below are the
same, while modifications thereof will be presented in the
sections dedicated to specific sample types.

External calibration utilizing certified reference materials
(CRMs) which match the composition of the sample to be
investigated to the largest possible extent—preferably exact-
ly—is the most reliable method for accurate quantification in
LA-ICP-MS [20, 22–24]. If this prerequisite is met, ablation,
transport, atomization, and ionization of sample and standard
can be considered to be (nearly) identical, enabling reliable
quantification. For each CRM, a detailed certificate is avail-
able containing information regarding component concentra-
tions. Additionally, in the literature, preferred concentration
values are available for non-certified sample constituents
[25]. However, the lack of appropriate CRMs for the majority
of sample types (in particular for samples from environmental,
biological, or medical origin) limits the applicability of this
approach. Thus, alternative quantification strategies are
mandatory.

A promising approach for quantification is the preparation
of matrix-matched calibration standards, prepared from mate-
rial with the same matrix as the sample [26–29]. Procedures
for sample preparation preceding LA-ICP-MS analysis report-
ed in the literature include fusion with borate, embedding in a
polymer resin, or preparation of a pressed disk in the presence
of a binder. Benefits of these sample preparation approaches
are that they facilitate the addition of one or more internal
standards, known amounts of the analyte(s) of interest (for
standard addition purposes) or isotopically enriched spikes
(for isotope dilution purposes), as well as the possibility to
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adjust the analyte concentrations as required (dilution). A ma-
jor drawback is the applicability to powdered samples only;
samples that are compact in their native form require addition-
al sample pretreatment (i.e., milling, grinding). Furthermore, it
has to be considered that this type of adjustment of the sample
matrix is automatically accompanied by analyte dilution,
which decreases the detection power of the analysis approach.

A frequently applied method in combination with external
calibration (i.e., CRMs and in-house standards) is signal nor-
malization to an internal reference or internal standard
[30–33]. This approach can be used to further improve the
accuracy of the quantification results, since the influence of
remaining differences between sample and standard can be
minimized. Variations in sample ablation and transport as well
as ICP-related alterations in signal intensity (e.g., changing
plasma conditions) can be corrected for using an internal stan-
dard. A precondition for the successful application of this
method is that the internal standard element and the analyte
element are homogeneously distributed within the sample,
and that their behavior during ablation, transport, and ioniza-
tion is similar. In this course, crucial parameters are, e.g., the
form in which the element is transported from the ablation cell
into the ICP (gaseous or particulate) and its mass and ioniza-
tion potential. The element being used as internal standard can
either occur naturally in the sample or is added during the
sample preparation process. Optimally, the concentration of
the element used as internal standard in the sample is known.
However, for successful application it is sufficient that the
concentrations in the standard and sample are equal.

BSolid–liquid^ calibration inwhich a dual flow system allows
simultaneous introduction of a nebulized aqueous standard solu-
tion and laser ablated material is an attractive alternative to the
use of matrix-matched solid standards [3, 34, 35]. In this proce-
dure, the carrier gas flow coming from the ablation cell is mixed
with an aerosol generated by nebulization of an aqueous standard

solution. Besides the addition of aerosol to the gas lines leading
to the ICP [36], the use of micronebulizers has also been pro-
posed to add the aerosol to the gas flow directly at the site of
material ablation [36, 37]. Not only standards with natural isoto-
pic composition [36] but also isotopically enriched standards
[37] have been used for such experiments. Standard and blank
solution are alternately added to the sample stream, such that the
accompanying difference in signal intensity can be used to quan-
tify the analyte concentrations in the sample. A correction for the
differences in ablation efficiency is required and when aiming to
maintain the advantages of Bdry plasma^ conditions, such as a
reduced level of oxide interferences, the wet aerosol must be
desolvated prior to its mixing with the sample aerosol.
However, for special applications, wet plasma conditions may
also offer improved measurement conditions, e.g., in terms of
signal stability [38]. Thismethod enables quantification based on
aqueous standards, and can compensate for matrix-related ioni-
zation differences. However, possible variations in ablation effi-
ciency or altered transport efficiencies cannot be accounted for.

Although the quantification approaches mentioned above
have been successfully applied in several research fields, in-
cluding material sciences, geo- and cosmochemistry, environ-
mental chemistry, biology, and medicine [3, 4, 14, 19, 22, 23,
39], their successful application to any kind of sample is not
guaranteed. Thus, further improvements are required, which
could be achieved either by reducing the extent of matrix
effects by using optimized instrumental parameters (e.g., laser
radiation wavelength, pulse duration, robustness of ICP) or by
developing alternative strategies for quantification.

Analysis of hard tissues and compact samples

Naturally occurring compact materials, such as rocks andmin-
erals, bones, teeth, claws, feathers, or nails, require no

Fig. 1 Sources of error in LA-
ICP-MS analysis, * not discussed
within this review
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pretreatment like milling or pressing prior to LA-ICP-MS
analysis. However, often it might be necessary to flatten the
exposed sample surface using a grinding and/or polishing
step. Within this review, only samples of biological origin will
be discussed. Samples of geological origin will not be de-
scribed in detail here; for this kind of samples, detailed infor-
mation can be found in journals devoted to geology and
geochemistry.

While quantitative determination of major, minor, and trace
elements in the samples mentioned above is the main field of
application of LA-ICP-MS, the technique also offers the pos-
sibility of performing spatially resolved analysis, which is of
interest for studying element distributions (mapping or imag-
ing and depth profiling analysis) or inhomogeneities (solid or
fluid inclusions) in many materials. Applications solely dedi-
cated to visualizing elemental distributions are also beyond
the scope of this paper, which focuses on those applications
in which estimation of bulk or local concentrations forms at
least part of the investigation and, possibly, some effort is
made for cross-validation using an alternative analytical ap-
proach. Yet, calibration approaches discussed here can self-
evidently also be deployed in mapping or imaging
applications.

Biogenic carbonates: calibration

Although LA-ICP-MS lends itself specifically well to spatial-
ly resolved analysis, its application for bulk analysis is justi-
fied in cases where a dedicated area across a given set of
samples has to be reproducibly analyzed in situ in order to
enable comparison. This has been specifically exploited for
the investigation of fish otoliths at their cores and edges for the
purpose of origin determination of fish populations [31,
40–47], or for the investigation of changes in the prevailing
conditions, reflected in the microchemistry of very narrow
otolith bands [32, 48–50]. The daily accretion of calcium car-
bonate layers in otoliths and their permanent retention of
chemical fingerprints in the form of various elemental impu-
rities make them an ideal target for this type of investigation
[51]. Similar incremental growth behavior and chemical ma-
trix are found inmussel shells and corals. Combined with their
immobility, it makes these objects valuable environmental
monitors [26, 27, 52–54]. Also larvae tracking applications
have been reported for mussels [55, 56]. This type of investi-
gation can be summarized under the term sclerochronology.

The different NIST SRM glasses 610, 612, and 614
(National Insti tute of Standards and Technology,
Gaithersburg, USA), with certified trace element concentra-
tions over approximately three orders of magnitude, from the
low microgram per gram level to hundreds of micrograms per
gram, are by far the most frequently used materials for cali-
brating biogenic calcium carbonate measurements by LA-
ICP-MS [31, 32, 40–43, 46, 48–50, 52–56]. Trying to

improve the analytical results, Arkhipkin et al. compensated
for the difference in matrix composition between the NIST
SRM glass and biogenic calcium carbonate via the introduc-
tion of in-house correction factors [46]. However, according
to Jochum et al., calibration using NIST SRM glasses as such
already results in accurate values for the refractory elements,
whereas a closer matrix-matching using calcium carbonate
pellets has to be applied for low boiling point elements, such
as Pb [53]. Another decisive parameter for measurement ac-
curacy when using the NIST SRM glasses for calibration is
the set of reference concentrations used for these materials
[53, 57, 58]. Custom-made fused glasses are an alternative
to the NIST SRM glasses for calibration purposes. Such
glasses were prepared by Sinclair et al. by blending biogenic
carbonate (coral powder) with silica in a ratio of 1:1, followed
by fusion at 1650 °C and by Perkins et al. by blending
Li2B4O7 in excess with synthetic CaCO3,MgO, and gravimet-
ric additions of the analytes of interest, followed by fusion
over a burner flame [26, 27]. Sinclair et al. obtained reference
concentrations for their glasses using solution-based isotope
dilution either by ICP-MS or thermal ionization mass spec-
trometry for all elements other than B, which was calibrated
via LA-ICP-MS against NIST SRM 612 using B concentra-
tions from the literature [26].

Besides NIST SRM glasses, carbonate pellets represent the
second largest group of calibration materials in the field of
biogenic carbonate analysis by LA-ICP-MS [27, 44, 45, 47,
52, 53, 59]. Different carbonate materials pressed into pellets
have been used, including the commercially available synthet-
ic calcium carbonates USGS MACS-1 and MACS-3 (United
States Geological Survey, Reston, VA, USA) [44, 52, 53], fish
otolith powder NRC FEBS-1 (National Research Council
Canada, Ottawa, Canada) [47], synthetic in-house carbonates
prepared by co-precipitation [45], or in-house standards pre-
pared from gravimetric blends of the analytes of interest and
either commercially available calcium carbonate or crushed
biogenic carbonate [27]. In one case, the authors blended
NIST SRM glasses and carbonate pellets to obtain calibration
standards, without revealing whether all materials were used
in the same calibration function [52]. However, despite the
multitude of calibration materials obviously at hand, the fact
that otoliths also contain a significant amount of organic mat-
ter is commonly not accounted for [27, 51].

Without exception, all authors use Ca as internal standard
element for normalization, albeit with little agreement regard-
ing their choice of the Ca nuclide used for this purpose. This is
mainly a question of user experience, instrumental sensitivity,
and the means available to overcome spectral interference. All
Ca isotopes, apart from the most abundant (40Ca) and the least
abundant (46Ca), have been reported in papers related to LA-
ICP-MS analysis of biogenic calcium carbonates and refer-
enced in this review. There is also a fair amount of disagree-
ment with respect to the Ca concentration assumed or
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measured for otoliths, which is critical for obtaining accurate
data. Whereas some authors calculate a theoretical Ca concen-
tration based on CaCO3 stoichiometry [32, 40, 41, 45, 48, 50],
others measure it in advance using conventional solution neb-
ulization ICP-MS or ICP-OES [31, 47]. As a result, reported
Ca concentrations range from 35 to 40 %. Even when esti-
mates are based on CaCO3 stoichiometry only, some disagree-
ment is possible.

Biogenic hard tissues: claws, feathers, fish scales,
and hair: calibration

LA-ICP-MS also becomes an asset when minimally invasive
sampling and analysis are required. LA-ICP-MS has been
used for the quantitative analysis of animal claws, feathers,
fish scales, snake tail clippings, animal hair, human hair, and
human finger nails [60–71].

Ethier et al. and Kaimal et al. used the NIST SRM612 glass
as a standard in the context of multi-element analysis of bad-
ger claws and bird feathers, respectively [60–62]. Both teams
used concentration data obtained via LA-ICP-MS for statisti-
cal classification of their results. Whereas Ethier et al. used S
as an internal standard as a consequence of the high cysteine
content of the sample matrix keratin [60, 61], Kaimal et al.,
used 42Ca, assuming a homogeneous Ca distribution [62]. For
Ethier et al., the use of S as internal standard, quantified in
advance using conventional solution nebulization ICP-MS,
required the introduction of inter-element sensitivity factors,
established from the ICP-MS mass response curve obtained
upon ablation of NIST SRM glass. The authors indicated that
this approach only yields semiquantitative data. Human and
animal hair, as well as human finger nails or clippings thereof,
all predominantly comprised of keratin, have been the subject
of many studies owing to their capability as a biomonitor of
past (trace) element exposure [66–70]. The application of in-
house hair or nail material for calibration is quite common-
place in this context [66–70]. Rodushkin and Axelsson used
in-house finger nail material, powdered and pressed into a
pellet, for calibration of finger nail measurements [70].
Reference concentrations were obtained from conventional
solution nebulization ICP-MS after sample digestion. For hair
analysis, the certified GBW07601 hair reference material
(Institute of Geophysical and Geochemical Exploration,
Lanfang, China) was used for calibration [70]. Similarly,
Stadlbauer et al. used BCR CRM 397 hair reference material
(Institute for Reference Materials and Measurements, Geel,
Belgium), pressed into a pellet with polyethylene as a binder
[71]. Bartkus et al. and Arriaza et al. both used whole in-house
hair standards, quantified for Pb and As by conventional so-
lution nebulization and hydride generation ICP-MS, for cali-
bration of LA-ICP-MS measurements [68, 69]. Dressler et al.
pursued calibration of LA-ICP-MS measurements of mouse
and human hair by simultaneous aspiration of multi-element

solutions (at several concentration levels) via a conventional
nebulizer [66]. The wet aerosol was mixed on-line with the
dry aerosol coming from the ablation chamber in the injector
tube of the ICP torch. Differences in aerosol generation and
transport efficiencies between solution nebulization and LA
were assessed by ablating in-house hair material with known
analyte element concentrations. The in-house hair standard
material was prepared by immersion of hair strands in a
multi-solution, subsequent drying, and digestion of the mate-
rial thus obtained for the determination of reference concen-
trations via conventional solution nebulization ICP-MS. Sela
et al. used a similar approach, but one based on standard
addition using an ultrasonic nebulizer equipped with a
desolvation unit [67]. The dry aerosol intended for calibration
was directed through the ablation cell for mixing with the LA
aerosol before introduction into the ICP. Concentrations were
determined for single hair strands and hair powder, both fixed
on carbon tabs. As for the internal standard, both 32S and 34S
have been used for hair and finger nail samples [66, 67, 70].
Rodushkin and Axelsson report S concentrations of 4.77±
0.41% and 3.30±0.56% for hair and finger nails, respectively
[70]. S concentrations were obtained on the basis of hair and
finger nail samples of approximately 100 Swedish individ-
uals. Stadlbauer et al. used a quadrupole-based ICP-MS in-
strument equipped with a reaction cell and adopted sulfur in
the form of (32S16O)+ as internal standard to avoid spectral
overlap of the 32S+ peak with that from the oxygen dimer
ion 16O2

+ at m/z=32 [71]. Also 13C has been reported as an
internal standard for LA-ICP-MS analysis [68, 69]. However,
the use of 13C as internal standard is associated with some
major drawbacks. Those will be described in the chapter
‘measurement of soft tissues and protein samples’ in the
section ‘internal standards’ in more detail.

Holá et al. and Flem et al. both developed LA-ICP-MS
methods for trace element quantification in fish scales as an
alternative to otolith sampling [63, 64]. Since fish scales con-
tain (Ca-deficient) hydroxyapatite, Holá et al. used NIST
SRM1486 bonemeal for external calibration [63]. In contrast,
Flem et al. used not less than six different glass reference
materials for calibration, namely NIST SRMs 610, 612, 614,
616, NIST SRM 1830 soda limestone float glass, and USGS
TB-1 basaltic glass [64]. TB-1 was only introduced for cali-
bration of Sr. Flem et al. commented that for the purpose of
their study, normalized data only would have sufficed, yet
calibration against the different glasses was included in order
to be able to at least provide concentration estimates for later
use. Both groups used Ca as an internal standard, determined
by electron microprobe analysis in both cases [63, 64]. Flem
et al. quote an average Ca concentration of 37.4±0.4 % for a
set of fish scales [64], whereas Holá indicate Ca concentra-
tions for three line scans on one fish scale ranging from 23.5 to
26.5 % [63]. Holá et al. also gave some indication of the
homogeneity of Ca in fish scales through a spatial distribution
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map obtained by electron microprobe analysis [63].
Alternatively, calibration using spiked hydroxyapatite pre-
pared as in-house calibration materials has been reported for
LA-ICP-MS investigations of (human) bone and teeth [71].

The last example given describes the direct analysis of
water snake tail clippings by LA-ICP-MS as an ecotoxicology
tool [65]. Given the complexity of the sample material con-
taining inorganic bone, calcium carbonate, muscle blood, and
skin, Jackson et al. resorted to in-house preparation of matrix
calibration standards from water snake tail sample material
[42]. Reference concentrations were obtained from conven-
tional solution nebulization ICP-MS and 13C was used as in-
ternal standard for LA-ICP-MS.

Validation

It is not uncommon to omit validation from the analytical
procedure entirely, which may be justified in cases where
consistency of results is more important than accuracy, such
as in statistical classification of the samples analyzed among
different groups [40, 42, 43, 46, 62, 64]. In cases where ana-
lyte concentrations are obtained via LA-ICP-MS using non-
matrix-matched standards, one should refrain from comparing
results to other sets of data obtained for the same sample type
by a different analytical approach without validating the quan-
titative results. Several approaches for this purpose were re-
ported in the literature. Validation by re-measuring the cali-
bration standard, in this case NIST SRM 610 glass, as a sam-
ple has also been described, but this is clearly a far from ideal
assessment of measurement accuracy [32]. This is appreciated
by some authors through the introduction of a reference ma-
terial as an unknown in the analytical protocol. Different ref-
erence materials including USGSMACS-1 andMACS-3 syn-
thetic calcium carbonate, NIES-022 fish otolith powder
(National Institute for Environmental Studies, Tsukuba,
Japan), and NRC FEBS-1 fish otolith powder have been used
for this purpose, as have the limestone reference materials GSJ
JLS-1 (Geological Survey of Japan, Tsukuba, Japan), GSR-6
(Ministry of Land and Resources, Beijing, China), and BAS
CRM-393 (Bureau of Analysed Samples Ltd, Middlesbrough,
UK) [27, 41, 44, 47, 53].

Some authors also validated their LA-ICP-MS results by
conventional solution nebulization ICP-MS. Phung et al. per-
formed LA-ICP-MS analysis in holes left by micro-drill sam-
pling for solution nebulization ICP-MS analysis and subse-
quently compared results from both procedures involving
two different LA-ICP-MS facilities [52]. Results agree gener-
ally within the quoted analytical errors, with a few exceptions
depending on the hole analyzed. Sinclair et al. converted LA-
ICP-MS line scans on corals into average concentrations for
five elements and compared these to results from solution
nebulization ICP-MS of a digest of the same sample [26].
Deviations ranged from approximately −3 to 30 % between

the two methods. Dressler et al., Sela et al., and Rodushkin
and Axelsson all compare their LA-ICP-MS results for human
hair and nail samples to results from conventional solution
nebulization ICP-MS [66, 67, 70]. Dressler et al. achieve
agreement within analytical error [66], and the results of
Rodushkin and Axelsson also showed a good correlation of
LA-ICP-MS and solution nebulization ICP-MS results; gen-
erally, LA-ICP-MS results are within 30 % of solution nebu-
lization ICP-MS results. Average LA-ICP-MS results obtain-
ed by Holá et al. for fish scales are generally higher than the
corresponding solution nebulization ICP-MS data, which is
also explained by the complexity of the sample matrix, i.e.,
analyte enrichment in the uppermost layer ablated from fish
scales [63].

There is a general agreement between the authors regarding
the use of gas blanks for baseline correction. Typically, limits
of detection are calculated from three or ten times the standard
deviation of the gas blank, divided by the slope of the calibra-
tion line or the instrumental sensitivity [31, 42, 44–46, 48].
However, as discussed by Rodushkin and Axelsson, detection
limits in LA-ICP-MS depend on the volume of ablated mate-
rial, the analyte mass, the ionization energy of the analyte, its
isotopic abundance, and the ion transmission efficiency [70].
Aerosol size distribution and transport efficiency to the ICP-MS
presumably play a role too. For the analysis of hair and nail,
detection limits in LA-ICP-MS range from picograms per gram
to nanograms per gram and are quoted as only marginally
nferior to conventional solution nebulization ICP-MS as a result
of sample dilution after digestion for the latter approach.

Measurement of soft tissues and protein samples

In recent years, LA-ICP-MS has also become a technique of
growing interest in the life sciences. The effect of variations in
trace elemental concentrations, and especially metal–protein
interactions are increasingly studied in biological and biomed-
ical investigations [72]. The sample types reported on vary
from native samples, such as plant material [73–76], and thin
sections of animal/human body tissues (e.g., liver [77], brain
[78–80], eye tissue [81], kidney [82], and others), to electro-
phoretically separated metalloproteins [83, 84]. Typically, nat-
ural element distributions within the biological samples were
investigated. In special cases, the use of isotopic analysis has
been reported (e.g., as tracers for metal uptake in organisms).
For example, Florez et al. exposed Daphnia magna to isoto-
pically enriched Zn tracers and produced isotope ratio images
with 30-μm spatial resolution [85]. A more detailed descrip-
tion of possibilities and limitations of isotopic analysis can be
found elsewhere [86].

Like in every other field of LA-ICP-MS applications, quan-
tification is a crucial aspect. Problems aggravating reliable
quantification are the large variety of sample types and
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properties, as well as a lack of suitable standard materials.
However, especially when thin sections of sample material
are used (preparation of thin sections is common practice in
the medical sciences), some aspects of quantification are fa-
cilitated, and some new issues may arise. Those thin-cuts typ-
ically have thicknesses of 5–20 μm, thus providing the oppor-
tunity to ablate the sample material (the entire depth)
completely with a few laser shots, i.e., during one cycle of
analysis. The analysis of thin layers renders the analysis of
tissue sample much easier, since differences in penetration
depth of the laser beam into the sample material do not need
to be considered. This gives the opportunity of applying thin
layers containing a standard for signal normalization above or
below the sample. Those also have to be completely ablated
along with the sample. Independently from the quantification
strategy used, reliable quantitative analysis is only possible
when the thin sections of the samples have equal thicknesses.
Some quantification approaches that will be described in later
sections rely on this assumption as they cannot compensate
for varying layer thickness. If the tissue thicknesses are vary-
ing within one sample or the whole tissue sample can not be
ablated in a single run, i.e., for thicker samples or bulk mate-
rial, internal standardization has to be used as for many other
types of samples described in this article.

Quantitative imaging approaches

A large number of LA-ICP-MS applications involving soft
tissue samples aim to unravel the 2-dimensional trace element
distributions (bioimaging or mapping) [87–89]. To preserve
information on the spatial analyte distribution, tissue samples
are analyzed as thin slices without any prior homogenization
step. Three major problems have to be addressed to ensure
reliable analysis results: material ablation and aerosol trans-
port are highly matrix-dependent, the efficiency and location
of the ionization process in the ICP are a function of the
particle size distribution of the aerosol produced via LA
[24], which, similarly, is matrix-dependent, and during the
measurement time, instrument instability and signal drift
may occur because of changing experimental conditions
(e.g., cone conditions, vacuum pressure). As a result of those
factors, even the measurement of reliable qualitative distribu-
tion maps is not self-evident; ensuring reliable quantitative
results is even more challenging. Not all approaches that have
been presented in the past are capable of adequately address-
ing the complete range of limitations mentioned.

Solid standard materials

Another method for quantification is the use of solid standard
materials. Thereby, a suitable standard material can be
manufactured for almost every sample type. CRMs for tissues
are only scarcely available, and are in most cases not

compatible with the specific experimental conditions (e.g.,
tissue types, trace elements selected, and/or concentration
range).

While quantitative elemental analysis of homogenous ma-
terials using LA-ICP-MS can often rely on matrix-matched
standards, biological samples may significantly differ in their
composition even within several sections of a single sample,
and therefore different methods are needed to ensure accurate
quantification. Various approaches have been proposed and
used to facilitate and improve the quantification of trace ele-
mental distributions in biological tissues and to overcome the
problem of often pronounced sample inhomogeneity. Even
though many alternative methods for quantification have been
proposed, the classical and still most often used method is the
use of matrix-matched standards [90]. Those have to be pre-
pared in-house and tuned to the specific application. The prep-
aration of matrix-matched tissue standards has been described
by Hare et al. [90] in detail. In short, the selected tissue is
homogenized and spiked with an aqueous standard containing
the elements of interest; the spiking process is performed at
different concentrations enabling the determination of calibra-
tion functions. An aliquot of the homogenized and spiked
tissues is acid digested for determining the actual analyte ele-
ment concentrations in the standards. After freezing of the
standard, a cryo-cut of desired thickness is prepared for LA-
ICP-MS measurement. Alternative approaches for quantifica-
tion in LA-ICP-MS analysis of biological tissue using solid
standards aim at rendering the process of standard preparation
easier. Approaches to facilitate the manufacturing process of
standard materials use gelatin [91], agarose gel [92], or sol-gel
[93] standards, spiked with appropriate amounts of the ele-
ments of interest. The preparation of those materials is similar
to that of matrix-matched tissue standards, but less tedious.
The goal is to minimize the handling of biological materials
and still end up with standards with a similar matrix compo-
sition (mostly in terms of carbon content and density). One
approach uses a polymeric film, spiked with the elements of
interest, applied to a glass slide before attaching a thin section
of the sample [94]. Assuming simultaneous ablation of stan-
dard and sample material, this approach will lead to correction
for matrix effects during the measurement—similar to a single
standard addition approach. Another way to facilitate standard
preparation for analysis of biological tissues is printing of
standards onto paper using a commercially available office
inkjet printer [95, 96]. Conventional paper can be used for
standard preparation, and the inks may be spiked with ele-
ments of interest. This method has been successfully used to
quantify trace elements in different biomaterials.
Reifschneider et al. proposed a method to reduce matrix ef-
fects by embedding biological tissues into epoxy resins [97].
In the embedding method used, complete penetration of the
resin into the tissue material was ensured. The standards are
prepared from epoxy resins without embedded tissue; as the
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main matrix material is the epoxy resin, no major difference in
matrix composition exists between standards and samples. All
methods discussed so far try to simulate the ‘average’ matrix
conditions in the tissues presented. But, a biological sample
can be very inhomogeneous and matrix compositions may
vary significantly, even within a single sample. Local varia-
tions in the matrix composition can lead to inaccurate quanti-
tative results because of alterations in material ablation, aero-
sol transport, and analyte ionization efficiencies. The ap-
proaches for quantification described can reduce such
matrix-related effects on the ablation and analyte ionization.
Still, those approaches offer no possibility for the correction of
instrument instability and/or signal drift or for the reduction of
signal variations originating from inhomogeneities in the sam-
ple matrix.

Internal standards

Similar to conventional solution ICP-MS measurements, an
internal standard can help to correct for changes in the signal
intensity originating from instrument instability and/or signal
drift. During the long measurement times of imaging experi-
ments (usually 4–30 h), gas flow rates, cone and vacuum
conditions, and other experimental conditions may vary.
Furthermore, the pronounced inhomogeneity of the samples
investigated with profoundly changing matrix compositions
require the use of (an) internal standard(s) for reliable quanti-
fication [98]. In most publications, carbon has been proposed
as the internal standard, as it is abundant in every biological
sample and is often uniformly distributed across the sample.
However, it has been shown that carbon is not an optimal
internal standard [99], as its ionization potential is significant-
ly higher than those of commonly investigated elements, such
as most transition metals, and an altered carbon load in the
plasma may change the ionization efficiency of some of the
analytes monitored substantially. Furthermore, the transport of
carbon into the ICP can partly occur in the form of carbon
dioxide, which will lead to transport properties and efficien-
cies that can markedly differ from those elements that are
transported as particulate matter only [99]. Therefore, normal-
ization to carbon as internal standardmay lead to distortions of
the actual analyte distribution, causing inaccurate quantifica-
tion results. Sulfur has also been proposed as a sample-
inherent internal standard [77]; however, it is not evenly dis-
tributed in most tissues and, because of its high first ionization
energy, similar problems as mentioned for carbon may be
expected. Therefore, alternative approaches for signal normal-
ization have been developed to improve the existing quantifi-
cation methods. Both online addition of wet aerosol [36, 37]
and the method with the spiked polymer layers [94] or the
epoxy resin [97] have used signal normalization as part of
the quantification approach. However, in the first two ap-
proaches mentioned, no internal standard in the traditional

meaning was used, as ablation of sample and internal standard
take place subsequently, and not simultaneously. Another way
to normalize the analyte signal which was proposed by Konz
et al. [100] and shown to be feasible for quantification [81, 95]
is the sputtering of the samples with a thin gold layer; howev-
er, this approach only provides a pseudo-internal standard for
the same reason. Only the epoxy embedding method provides
a true internal standard. The tissue samples are immersed in
the epoxy resin containing the internal standard; the resin
completely penetrates the tissue material. Therefore, the inter-
nal standard is ablated simultaneously with the sample mate-
rial. Combining the preparation of external standards with
matrices similar to the sample material with the use of an
internal or pseudo-internal standard can counteract the
matrix-related effects on the material ablation, aerosol trans-
port, and analyte ionization, as well as that of instrument in-
stability and/or signal drift.

The necessity of instrumental drift correction was de-
scribed by Hare et al. [20] and shown by Bonta et al. [95] in
later experiments. As mentioned earlier, the long measure-
ment times of LA-ICP-MS imaging experiments may cause
significant changes in the instrument sensitivity. This was il-
lustrated in an imaging experiment of a printed pattern with
blue ink [95]. Blue ink contains copper, which was investigat-
ed as the analyte of interest. The pattern has been coated with a
thin gold layer for use as a pseudo-internal standard. Features
with equal amounts of ink deposition (i.e., copper concentra-
tion) measured at different time points were compared regard-
ing the signal intensity. Figure 2 shows the signal of 65Cu with
and without correction to the gold signal. During the 4.5-h
measurement time, the absolute signal intensity for 65Cu de-
creased by 25 %, indicating a strong sensitivity drift.
Normalization to gold as pseudo-internal standard corrects
for this drift and keeps the sensitivity constant throughout
the measurement time. Thus, the necessity and feasibility of
signal normalization is underlined as the results show that an

Fig. 2 Signal intensities at different time points with and without gold
normalization; averages of 25 data points are displayed (n=25)
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internal standard is necessary for reliable LA-ICP-MS imag-
ing experiments.

In summary, quantitative determination of trace elements in
biological tissues using LA-ICP-MS is still a challenging task,
requiring extensive knowledge of sample composition and
properties. Until now, no universal method has been
established. Even though the preparation of matrix-matched
standards seems to be the most straightforward method, some
problems still remain. None of the other alternative methods
are recognized as a reliable alternative to matrix-matched tis-
sue standards because, as with every method, some limitations
have to be considered.

Electrophoretically separated metalloproteins

Besides the analysis of native soft tissues, also other soft sam-
ple materials can be analyzed using LA-ICP-MS. A major
group of samples are electrophoretic gels. Separation of pro-
teins or peptides in porous gel matrices is a commonly used
bioanalytical method [101, 102]. The biomolecules can be
separated on the basis of their mobility in a gel matrix, and
visualized using staining methods. Subsequent identification
(e.g., using mass spectrometry) can be performed. With the
increasing knowledge on metalloproteins, metal detection
within the separated proteins has also gained importance.
Sensitive elemental analytical techniques that allow for direct
analysis of the metals from the gels, like LA-ICP-MS, are a
powerful tool to obtain quantitative information on the metal
content after electrophoretic separation of the proteins.
Quantification of metal contents in electrophoretically sepa-
rated gels is significantly different from trace element quanti-
fication in biological tissues, as a result of the homogeneous
composition of the separation gel. However, some crucial as-
pects also have to be considered to ensure reliable results.
Micronebulization of an aqueous standard at the ablation site
using either standards with natural isotopic composition [36],
or isotopically enriched solutions [37], has been proposed for
quantification. In those approaches, changes in ablation and/or
ionization behavior of the analytes are not taken into account
and therefore an approach with species-specific isotope dilu-
tion was proposed by Konz et al. [103]. While in all other
methods, the standard is added after material ablation, this
method relies on direct addition of the standard to the sample
and provides the possibility to compensate for all changes that
affect the protein of interest. However, the disadvantage of the
method is the fact that the protein of interest has to be available
in pure form with an isotopically enriched metal cofactor.

Because the thickness of the gels is typically in the order of
1 mm, the entire thickness is not ablated during a few laser
shots. Therefore, the use of carbon as internal standard has
been proposed [104]. Still, transferring the proteins to a mem-
brane after separation (blotting) is used far more often, as this
allows one to avoid direct analysis of the gel. The investigation

of so-called Western blot membranes using LA-ICP-MS has
been described in detail elsewhere [105, 106]. In contrast to
tissue analysis, the variety of proposed methods in the field of
protein analysis is smaller. As with tissue samples, thus far, no
optimal quantification method has been found.

Analysis of powdered samples

Sample preparation

Most LA-ICP-MS applications in the fields of environmental
research and life sciences focus either on obtaining bulk infor-
mation (with high precision and accuracy) or on obtaining
spatially resolved information, sometimes only semiquantita-
tively. In contrast to the compact samples discussed in the
previous sections, powdered samples require some kind of
pretreatment prior to LA-ICP-MS measurement. The ap-
proaches most frequently applied for the preparation of com-
pact samples from powders include milling/grinding/sieving
for sample homogenization, combined with pelletization
[107–112], fusion to sample disks [29, 107, 113–115], or
mounting/embedding [110, 116–119] of the sample in a poly-
meric resin. In some cases, alternative approaches such as
ablating standard and sample in quick succession by placing
them on a rotary platform or electroplating have been reported
[28, 33, 120–125].

During pelletization, the sample powder is compacted
using a hydraulic press. Usually, the sample is mixed with a
binder to improve powder grain adhesion and to produce sta-
ble pellets. Also additives (in liquid or solid form) can be
introduced for internal standardization, quantification (e.g.,
for standard addition or isotope dilution purposes), or to affect
laser–sample interaction (i.e., increased energy absorption at
the applied laser wavelength). To achieve a better homogene-
ity, the components are often milled or ground prior to mixing.
The pressing step is usually optimized in terms of press power
and pressing time. Depending on the ratio of binder to sample,
target analytes may be diluted by up to a factor of 10. Thereby,
matrix differences between samples will be reduced, but the
detection power is decreased. Pelletization is a very easy ap-
proach without the need of high-tech equipment. The homo-
geneity achieved in pressed pellets is sufficient for most ap-
plications. However, in some cases the reproducibility achiev-
able is constrained by the sample homogeneity.

For fusion, the sample powder is usually combined with
lithium tetraborate or lithium metaborate or a mixture of both.
At high temperatures (over 1000 °C), the sample is dissolved in
the molten flux and, after cooling, very homogeneous fusion
disks are obtained. Like with pelletization, additives can be
introduced for internal standardization or quantification. Also
by diluting with flux, the matrix similarity increases, while the
sensitivity decreases. Fully automated fusion generators are
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available, reproducibly delivering homogenous samples and
requiring only little analyst effort. Compared to pelletization,
borate fusion offers a better homogeneity. However, fusion
may be problematic for analytes with low boiling points (below
1000 °C), like As, Cd, or Zn. Analyte losses cannot be elimi-
nated and therefore might give rise to systematic errors. Of
course, with this type of sample preparation, information on
Li and B as analyte elements is also lost.

The third approach that is frequently used is mounting/em-
bedding. By mounting, the powdered samples are attached on
an adhesive surface, like sticky tape or not completely dried
epoxy resin. The surface can be coated before or after sample
exposition to vary adhesive effects, or to introduce standards.
Mounting is mostly used for qualitative and semiquantitative
analysis. Adhesiveness is a limiting factor since the surface
must be sticky enough to retain powder particles even after
the nearby surface has been subjected to laser irradiation; total
damage of the investigated particles or removal of particles next
to the ablation site has to be prevented. The sample particulates
can also be embedded completely in epoxy resin. After embed-
ding, the resins usually need to be cut and polished prior to LA
analysis. During preparation of the epoxy resins, standards and
other supplements (e.g., surfactants for particle isolation) can
also be added to improve the results. With both methods, infor-
mation on individual particles can be obtained, which is not
possible with pelletization or fusion. This aspect extends the
possibilities of LA-ICP-MS (e.g., for 2-dimensional mapping),
but the sample preparation is very tedious. However, as a result
of the possibly widely different composition of the single par-
ticles, reliable quantification is practically impossible.

Quantification strategies

Application of CRMs and in-house standards

Signal quantification using solid standards could be accom-
plished using either CRMs or in-house prepared standards.
Usually, sample and standard need to be converted into a com-
pact sample pellet or disk by one of the methods described in the
previous section. Regardless of the sample preparation technique
used, in all cases an element initially present in the sample and
standard or added during sample preparation is used as an inter-
nal standard to correct for differences in ablation, transport, and
ionization efficiencies. Concentrations of the internal standard in
the sample and standard must be determined by complementary
techniques (e.g., SEM-EDX, energy dispersive x-ray analysis) or
must be sufficiently well known on the basis of stoichiometry.

Hondrogiannis et al. [108] used LA-ICP-TOF-MS to suc-
cessfully classify 25 vanilla samples according to their origin.
Three grams of vanilla powder was directly pressed into a
sample pellet. External calibration was achieved versus
NIST SRM 1549 (non-fat milk powder), NIST SRM 1575a
(trace elements in pine needles), NIST SRM 1515 (apple

leaves), NIST SRM 1547 (peach leaves), and NIST SRM
1570a (trace elements in spinach leaves). The method was
validated using NIST SRM 1573a (tomato leaves). Eze et al.
used LA-ICP-MS to investigate the composition of coal fly
ash [33]. Fusion disks of each sample were prepared accord-
ing to an automatic gas fusion procedure (Claisse M4 gas
fusion instrument) with Claisse Flux as binder material.
Quantification of 18 elements was achieved via external cali-
bration versus NIST SRM 612 and using 29Si as an internal
standard. USGS BCR-2 or BHVO 2G CRMs were used for
method validation. Scarciglia et al. investigated soil and
paleosoil samples [123]. Thin sections were prepared for
LA-ICP-MS analysis and for calibration NIST SRM 612
was relied on because of the lack of soil CRMs. SiO2, quan-
tified with SEM-EDX, was used as an internal standard.
Relative standard deviations (RSDs) were less than 8 % for
all elements and less than 5 % for most of them. Further
applications include the analysis of Sahara dust samples
[118], desert varnish [121], soil samples [116], biomass ashes
[29], fly ash samples [113], ash related deposits [120], coral
skeletons [125], and forensic investigations [110]. Detailed
information can be found in Table 1.

If no suitable CRMs are available, or the range of analytes
cannot be covered, the preparation of in-house standards is
another possibility for quantification. Coedo et al. determined
six elements in electric arc furnace flue dust [111]. Samples
were pressed into pellets using paraffin and cellulose/N-butyl-
methacrylate. Standards were prepared by spiking synthetic
ZnO/Fe2O3 matrix (1:1) with multi-element solution stan-
dards and Rh as an internal standard. The approach was val-
idated with four reference materials. Su et al. [112] determined
the distribution of metals in single wood fibers. The fibers
were fixed by pressing them onto pellets with graphite pow-
der. For quantification, matrix-matched pellets were prepared
with cellulose powder and softwood pulp, doped with multi-
element standards. The difference in the amount of ablated
material was compensated for by introducing a mass coeffi-
cient. Fitzpatrick et al. investigated sol-gel processes to estab-
lish in-house calibration standards [28]. They showed that S
and Se can be added up to 3 % of the total xerogel concentra-
tion, while for transition metals the corresponding maximum
level is 0.01 %. The xerogels thus obtained were used for
calibration in the LA-ICP-MS analysis of NIST SRMs 610
and 612 (trace elements in glass), achieving satisfactory re-
sults with RSDs comparable to those achieved using glass
CRMs. According to their work, xerogels seem to be a feasi-
ble alternative for glass CRMs. However, no accurate results
could be produced for samples with high sulfide contents.

Improved standard approaches

Compared to the reported approaches using CRMs and in-
house prepared matrix-matched standards, the quantification
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strategies can be even further improved by exploiting the con-
cepts of single standard addition, multiple standard additions,
or isotope dilution. Thus, remaining differences between sam-
ple and standard can be further compensated for, enhancing the
quality of LA-ICP-MS analysis. Okuda et al. used LA-ICP-MS
to analyze aerosol samples collected on cellulose nitrate filters
[124]. The filters were directly ablated and 15 elements were
investigated. Calibration was achieved by spiking the filters
with standard solutions. Precisions better than 10%RSD could
be achieved, except for Al (11 %) and Cu (18 %).

da Silva and Arruda [73] prepared sample pellets for the
measurement of Se and S in sunflower leaves, which were
spiked with different amounts of the elements of interest.
Different certified materials were used for validation of the
method. Jiménez et al. [109] investigated compost samples
for the presence of toxic metals. The samples were homoge-
nized, ground, sieved several times, and pressed into pellets
(200 mg). Quantification was achieved by external calibration
versus matrix-matched standards (BCR-144R and CRM029-
050) and standard addition with aqueous standards. The RSDs
for quantification were better than 10 % for most elements.
Particle size and therefore milling time were identified as fac-
tors having a high impact on the method precision.

If applicable for the target analyte(s), the addition of
isotope-enriched spikes is also feasible, enabling analyte
quantification using isotope dilution. This approach offers
best results in terms of precision and accuracy, but is also
expensive and limited to elements for which at least two iso-
topes can be measured interference-free. Malherbe et al. in-
vestigated the potential of this approach for the analysis of
different CRMs. Prior to LA-ICP-MS measurement, sample
disks were prepared by borate fusion [114]. NIST SRM 1944
(New York/New Jersey waterway sediment), NIST SRM
2586 (trace elements in soil containing lead from paint),
NIST SRM 2702 (inorganics in marine sediment), NIST
SRM 2710a (Montana I soil), NIST SRM 2711a (Montana
II soil), and NIST SRM 2780 (hard rock minewaste) and a
meteorite sample were analysed. The results obtained were in
good agreement with the corresponding certified values and
the precision was better than 3 % RSD for all elements inves-
tigated. For the analysis of powdered samples, the previously
described concept of liquid standard nebulization is also used
for quantification of LA-generated aerosols. Fernández et al.
[107] proposed a quantification method with on-line double
isotope dilution for a wide range of matrices. Samples were
either analyzed directly (NIST SRMs 610, 612, and 614),
pressed into pellets (USGS MESS-2 and PACS-2), or fused
with lithium borate (NIST SRMs 2710a, 2711a, 1944, 2702,
and 2780). The ablated aerosol of either standard or sample is
mixed with the nebulized isotope-enriched spike solution or
blank solution. The RSDs ranged from 6 to 21 % for pressed
pellets and from 3 to 21 % for borate fusion. Lloyd et al.
analyzed uranium oxide grains, retrieved from soil and dust

samples [117]. The grains were mounted on epoxy resin; the
latter was then ground and polished to access the interior of
the grains. As a result of the lack of a suitable standard refer-
ence material containing 236U, quantification was achieved by
introducing liquid reference materials NBL U950a (uranium
particles) and NBL U010 (uranium isotopic standard) via a
desolvating nebulizer. Natural uraninite grains were used as
tertiary reference material to correct for mass bias. U isotope
ratio analysis was implemented successfully with precisions
of 0.4 % and 2.7 % RSD for 235U/238U and 236U/238U,
respectively.

Specific approaches

Claverie et al. [115] proposed a new approach for quantification
of six elements of environmental concern, e.g., in soil or sedi-
ment samples, using pellets fixed on a spinning platform.
Samples as well as standards were prepared by lithium borate
fusion. By placing standard and sample next to each other on a
platform, which is spinning at a high speed during laser abla-
tion, quasi-simultaneous ablation of sample and standard is
achieved. The mixed ablation aerosols are analyzed and quan-
tification is based on standard addition or isotope dilution. For
five standard referencematerials andmeteorite rock, an average
precision of 10 % RSD could be achieved. The experimental
results obtained comparedwell with the corresponding certified
values with maximum deviations of 15 %. Lu et al. [119] tried
to overcome the need for an internal standard for LA-ICP-MS
analysis of carbonate materials. Using an equation-based ap-
proach, the so-called MRM-NoIS calibration strategy, a suc-
cessful quantification of different carbonate minerals was
achieved by using four reference materials (NIST SRM 610,
USGSMACS-3, USGSGP-4, MPI-DING). For trace elements
RSDs of less than 10 % and for rare earth elements (REEs) and
major compounds RSDs of less than 5 % were observed.
Cizdziel et al. investigated plutonium in US soil and dust sam-
ples [122]. Pu was spiked with a tracer, leached from the sam-
ple, and extracted from the leachate by anion exchange chro-
matography. Afterwards, the recovered analyte was
electroplated on a stainless steel planchette disk for LA-ICP-
MS analysis. LA-ICP-MS results were compared with liquid
ICP-MS results, which were validated using NIST SRM 4350b
(river sediment, radioactivity), NIST SRM 4353 (rocky flats
soil number 2), and IAEA 385 (radionuclides in Irish Sea sed-
iment). The authors reported a successful fingerprinting of Pu
in soil and dust samples with LA-ICP-MS.

Figures of merit

Since detection limits and data for the level of reproducibility
achieved have not been published in any of the reviewed con-
tributions, this section aims at providing a comparison
between the methods, accounting for all special applications.
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Besides the approach used for preparation of compact sam-
ples, the quantification strategy also has to be taken into con-
sideration. Furthermore, sample homogeneity is another lim-
iting factor (especially for pressed pellets). Also, the concen-
tration ranges of the target analytes as well as the instrumen-
tation applied influence the quality of the results obtained.

In general, detection limits (LOD) were found to vary be-
tween several micrograms per kilogram and some milligrams
per kilogram, depending on the instrumentation used and the
analyte of interest. With pelletization, LODs around
0.035 mg kg−1 were obtained for different elements in vanilla
samples [108]; for compost samples [109], values ranging
from 0.01 to 0.8 mg kg−1 were reported. For fusion, the
LODs varied from 0.02 to 4 mg kg−1 [114] with SF-ICP-MS
and Q-ICP-MS. For tape mounting analysis and subsequent
LA-ICP-MS analysis using SF-ICP-MS, detection limits from
0.3 μg kg−1 to 10 mg kg−1 were observed [118]. LODs vary-
ing from 0.001 to 0.5 mg kg−1 were reported for direct anal-
ysis of the sample without pretreatment [121].

In contrast to sensitivity, the reproducibility of a measure-
ment is less dependent on the MS instrumentation used.
Overall, reported RSDs were in the order of less than 3 to
50 %. The pelletization approach resulted in measurement
reproducibilities varying between 6 and 21 % for the elements
Pb, Rb, and Sr [107], and 6 to 14 % for 11 elements in vanilla
[108] and less than 15 % for 12 elements in soil [110]. Fusion
approaches showed comparably lower RSDs, a result which
could be attributed to the improved sample homogeneity ob-
tained with this approach. Published results vary between less
than 3 % [114], 3 and 21% for Pb, Rb, and Sr [107], and 10%
for six elements in environmental matrices [115], depending
on target element and calibration strategy. For applications
using the mounting/embedding approach for sample prepara-
tion, RSDs ranged from 15 to 50 % for the halogens Cl, Br,
and I in ashed soil samples [116], and 15 to 25 % for 60
elements in dust samples using fs-LA-ICP-MS [118]. Poorer
RSDs often result from the low analyte signals observed when
analyzing single particles, which give rise to very small
amounts of ablated material only.

Dried droplet analysis of liquid samples

As demonstrated in the previous sections, LA-ICP-MS is a
versatile tool for solid sampling, suited for both bulk analysis
and for mapping analyte distributions, as well as for combi-
nations thereof. Consequently, the vast majority of samples
being analyzed by LA-ICP-MS today are solids, especially
since LA-ICP-MS circumvents the sometimes cumbersome
digestion procedures otherwise required. For liquid samples
and sample solutions, sample introduction in ICP-MS analysis
is traditionally accomplished using a nebulizer. Pneumatic
nebulizers are available in numerous modifications to suit

practically any kind of liquid matrix [126]. However, heavily
matrix-loaded liquid samples, such as urine or blood, present a
challenge even for the most matrix-tolerant nebulizers. Such
demanding matrices require at least dilution or partial diges-
tion, which results in an increased workload. If high sample
throughput is required, alternative sample introduction
methods are therefore necessary.

As an alternative to pneumatic nebulization, laser ablation
of dried liquids offers the aforementioned matrix-tolerance
and sample throughput. In this section, the concept and some
practical aspects of dried droplet laser ablation will be
discussed. The performance of the method, as well as instru-
mental limitations will be highlighted, and a comprehensive
overview of the related literature, including application exam-
ples, will be given.

The concept of dried droplet laser ablation

The basic concept of dried droplet laser ablation consists of
depositing a well-defined volume of liquid sample on a solid
support, evaporating the solvent, and examining the remain-
ing dried residue by means of LA-ICP-MS. To unmistakably
state that only the dried residue of a liquid sample is being
analyzed, the term Bdried droplet laser ablation^ will be used
throughout. To the best of our knowledge, Yang et al. intro-
duced this method to ICP-MS in 2005 [127]. The present
review will focus exclusively on the ablation of dried liquid
samples, although it has been demonstrated that direct liquid
ablation is also possible [128, 129].

As simple as the concept of dried droplet laser ablationmay
seem, its implementation can hold some pitfalls. One risk is to
compromise the natural homogeneity inherent to the liquid
sample. Method development in dried droplet laser ablation
should therefore aim at preserving the sample’s original ele-
mental composition throughout the analytical process, or at
providing a sound strategy to compensate for any inhomoge-
neities introduced artificially during sample preparation.
There are some methods reported in the literature that appear
to be similar to dried droplet laser ablation in the sense that
some part of a liquid sample is dried and analyzed by laser
ablation. However, with those methods, the homogeneity of
the liquid sample is abandoned by design. Hence, it is difficult
or impossible to obtain quantitative information. Such
methods are, for example, the combination of thin-layer chro-
matography with laser ablation [130–134] or the analysis of
substrates which are immersed in a sample, removed from the
liquid, and subsequently dried [135, 136].

The motivation for using dried droplet laser ablation in-
stead of more established sample introduction techniques is
in all cases reported to be (a combination of) the following
four features: coverage of (sub-)microliter sample volumes,
while offering (sub-)microgram per liter detection limits in
case of ICP-MS detection, removal of solvent to allow
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coupling ICP-MS as an element-specific detector to chro-
matographic systems and to obtain less polyatomic interfer-
ences arising from the solvent, simplification of sample logis-
tics, as well as direct sampling of challenging liquid matrices.
Although some of these features could also be achieved with
alternative solid sampling methods, such as solid sampling
graphite furnace AAS or electrothermal vaporization (ETV)
ICP-MS, dried droplet laser ablation offers two significant
advantages over graphite furnace techniques. First, it is a gen-
uine multi-element technique as opposed to conventional
AAS, or compared to high-resolution continuum source
AAS with limited multi-element capabilities. Secondly, LA
allows complete desorption of the sample, whereas in ETV
carbide formation may hamper correct quantification (e.g.,
[137, 138]). Such problems are not observed with LA [139].
In some cases, sample throughput was found to be higher with
dried droplet laser ablation than with ETV-ICP-MS [139] but
this certainly depends on the measurement protocols deployed
and cannot be generalized.

Preparation of dried droplets

As stated above, the key aspect of dried droplet laser ablation
is to preserve the inherent homogeneity of the liquid sample
throughout sample preparation and measurement. If an artifi-
cial inhomogeneity is newly introduced, this should be done
in a reproducible way, in order to be able to fully compensate
for it. From everyday experience, it is well known that dried
residues, e.g., coffee stains in the kitchen, are usually far from
being homogeneously shaped. It is the scope of this section to
provide some very basic physical insights into the processes
involved in droplet-drying, although the literature on this topic
is vast and the interested reader is referred to the numerous
specialized reviews. Three parameters play a major role in
terms of dried droplet shape: (a) choice of the surface used
for droplet deposition, (b) drying conditions, and (c) the ma-
trix of the liquid sample:

(a) When drying droplets on hydrophilic surfaces, ring-
shaped residues are frequently obtained. This Bcoffee
stain effect^ was described by Deegan et al. [140, 141]
to be caused by a radial flow, which transports liquid
from the core of the droplet to its perimeter, where the
solvent evaporates more easily. This radial flow is the
consequence of one precondition inherent to this physi-
cal model: the contact line (the perimeter of the droplet)
does not shrink during the drying process. Several au-
thors provided experimental data to support this model
(e.g., [142–144]). Contrarily, in the case of a hydropho-
bic surface, deposition of concentric rings or small spots
in the center of the droplet can be observed [145–147], as
the contact line continuously or periodically shrinks
while drying.

(b) In addition to the flow patterns that lead to ring deposi-
tion, the interaction of dissolved or colloidal matter with
the contact area, as well as convective currents can con-
tribute to the dried pattern [144, 148]. Such convective
currents are related to the drying rate, which in turn de-
pends on temperature, relative humidity, and heat con-
ductivity of the substrate [144, 149, 150]. Hence, the
experimental setup might also influence the shape of
the dried residue.

(c) Finally, the matrix of the sample (e.g., salt or protein
concentration) also influences the shape of the dried res-
idue [151, 152]. In the first publications that describe
dried droplet laser ablation, small sample aliquots of
20 μL were pipetted onto hydrophobic polystyrene
plates and dried under ambient conditions [127, 139,
153]. Owing to differences in the matrix (purely inorgan-
ic salts in the case of standards, with organic constituents
in case of samples), the shape and size of the dried resi-
due depended strongly on the sample matrix [127].

In view of the aforementioned three parameters, a drying
droplet is a complex system and it is easy to understand that
the morphology of the final dried residue is difficult to predict.
Although the references provided show that it is indeed pos-
sible to control the morphology of the dried residue, such
experiments are most likely beyond the scope of analytical
laboratories. However, it is possible to minimize the influence
of those factors, which have the most pronounced effect. As
the choice of the solid substrate plays a major role in terms of
droplet morphology, this factor was considered and optimized
in most reported cases of dried droplet laser ablation. The
following three types of solid substrates were applied: 1. hy-
drophobic surfaces, 2. filter paper (paper diameter much great-
er than droplet diameter), and 3. confined, circular, and hydro-
philic areas (diameter of circular area no greater than droplet
diameter). For visualization, examples of these approaches are
provided in Fig. 3.

Method I Using a hydrophobic surface for droplet deposition
results in a small dried residue, as described above. Typical
diameters of dried residues are around 100–1600 μm, depend-
ing on droplet volume and sample matrix (Table 2). As the
droplet shrinks continuously, the coffee stain effect will be
observed only at a very late stage of the drying process, or
not at all. Hence, it is straightforward to ablate the entire dried
residue with only a few laser pulses. Hsieh et al. [154, 155]
demonstrated that this approach allows for external calibration
when quantifying metals in whole blood. Yet, as other authors
have found, the extreme preconcentration on a small spot has
the disadvantage of pronounced matrix effects by co-existing
sample constituents. For example, Yang et al. [127] showed
significant signal suppression by sodium present in the sam-
ple. On the other hand, deposition of droplets on a substrate
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that enhances sample ablation as a result of strong interaction
with the laser light has been demonstrated [156, 157], in com-
bination with automated deposition of liquids. Table 2 sum-
marizes the literature that applied the approach of hydropho-
bic surfaces.

Method II Applying a droplet on a large piece of filter paper
makes sample preparation very easy, as the liquid is immedi-
ately absorbed by capillary action [158, 159]. Once dried, the
residues can be easily transported and stored as the analyte is
incorporated in the paper fibers [160]. Consequently, blotting
cards are widely used in clinical settings [161], e.g., in collec-
tion of blood samples. Yet, even if the dispensed volume of
sample is well defined, differences in viscosity can lead to a
different migration behavior on the paper, combined with
chromatographic effects [162, 163]. Careful design of laser
ablation patterns is therefore required. Table 3 gives an over-
view of papers that report on analysis of Bfreely migrated^
droplets on filter paper, via LA ICP-MS. Also, typical diam-
eters of dried residues and applied sample volumes are given.

Method III By providing a hydrophilic area with a clearly
defined border, samples can only migrate within this area.
Therefore, samples with low viscosity or challenging matrix
are confined on the same area as purely aqueous samples. This
approachwas used by Choi et al. [164] to analyze photo-resist,
deposited on micro-machined polymer pillars. A somewhat
different approach was presented by Aramendía et al. [160]
who applied precut disks of filter paper on a hydrophobic
surface. By doing so, large volumes of sample could be ap-
plied on a small area, thus enhancing sensitivity 10-fold [160].

However, the coffee stain effect is very pronounced with this
type of sample preparation, since the precut filter disk is the
ideal model of a fixed contact line (as described above, a fixed
contact line results in a constant droplet area during the drying
process. As the evaporation on the rim of the droplet is faster
than in the center of the droplet, a liquid flow is created which
transports material to the rim of the droplet which is the origin
of the coffee stain effect). Crater-shaped analyte distributions
were therefore obtained [18, 160, 165]), as also observed in
MALDI-MS [166]. Table 4 gives an overview of the related
literature and typical sample loadings (microliters per milli-
meter squared).

Quantification approaches, sensitivity,
and reproducibility

The quantification process also needs to be adapted to the
approach used for sample preparation. The sensitivity is influ-
enced to a large extent by the analyte loading, i.e., the amount
of sample per unit area (e.g., microliters per millimeter
squared). In Tables 2–4, this value can be compared for the
three application modes (methods I–III), and in general,
highest analyte loading is observed with method I. However,
as discussed above, matrix effects are most pronounced with
this approach; therefore, lower analyte loadings (method II or
method III) can be beneficial, depending on the individual
analytical setup and sample type.

In the case of sample preparation on a hydrophobic surface
(method I), the small residue can be ablated completely using
spot, grid, or line patterns. Thus, the entire signal is collected
in a short time, giving rise to a sensitivity which is comparable
to that achievable with conventional nebulizer systems. Yang
et al. [127] even demonstrated a 2–7-fold improved absolute
sensitivity (counts per nanogram) compared to pneumatic
nebulization when analyzing aqueous standard solutions.
This finding is also due to the fact that the transport efficiency
of laser ablation systems is superior to that of pneumatic neb-
ulizer systems [127]. The general sensitivity of dried droplet
laser ablation in combination with hydrophobic surfaces ob-
tained in practice can therefore be expected to be similar to
that with pneumatic nebulization (see Table 2).

Partial ablation of freely deposited droplets (method II)
might result in erroneous results, as demonstrated in [160],
unless closely matrix-matched standards are used [158]. The
reason for this is that sample-to-sample variations in terms of
viscosity result in different sample spread across the filter. The
complete consumption of the dried residue [159] is a feasible
way to avoid this problem, but requires specialized laser
equipment. If the deposited volumes are very small [167,
168], quantitative ablation from filter paper becomes easy,
especially in the presence of substances that improve the laser
ablation yield, such as black ink deposited prior to the droplet
[167, 168].

Fig. 3 Strategies for sample application in dried droplet LA analysis.
Deposition of a defined sample volume on hydrophobic surfaces (a),
filter paper with dimensions much greater than droplet diameter (b),
and confined, circular, hydrophilic areas with diameter of circular area
no greater than droplet diameter (c). Dried residues after evaporation of
the solvent on a hydrophobic surface (d), filter paper (e), and precut filter
disks of filter paper (f)
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In the case of uniform sample geometry due to circular
hydrophobic areas (method III), the coffee stain effect is very
pronounced, as discussed above. Although a quite homoge-
neous analyte distribution is obtained in the center of the
droplet, the extent of ring formation will depend on the sample
matrix. Therefore, standard addition or isotope dilution is re-
quired if the laser is focused onto the center of the filter disk.
In a recent publication, Nischkauer et al. [165] showed that the
bias resulting from this centrosymmetric distribution of
analytes can be easily compensated for. Instead of performing
laser ablation only in the center [160] or only in the rim [18] of
the precut filter disk, it was proposed to perform radial line
scans that pass across the entire sample, including the center.
The resulting U-shaped signal was then integrated and was
found to be proportional to the concentration in the initially
liquid sample, without the need to ablate the entire filter disk,
and without the need for matrix-matching or the use of an
internal standard [165].

The reproducibility of dried droplet laser ablation is intrin-
sically compromised, compared to pneumatic nebulization, as
a result of the additional error introduced by repeated droplet
deposition and by the transient signal mode. Interdroplet re-
producibilities range between 3 % and 23 % RSD for samples
measured directly, with typical values ranging between 3 %

and 10 % RSD [127, 137, 154, 155, 157, 158, 160, 165,
167–173]. When automated, droplet deposition can be
achieved with greater precision [174, 175], but the higher
uncertainty inherent to solid sampling techniques will most
likely persist. In case of isotope dilution and isotope ratio
measurements, better reproducibility was reported (540 ppm
RSD interspot [18], 0.55–0.77 % RSD for species-specific
isotope dilution [153]) than in the case of pure quantitative
measurements.

Conclusions

Although geoscience is still the main field of application of
LA-ICP-MS, its use in the fields of environmental research
and life sciences increased continuously during the last few
years. High sensitivity combined with excellent spatial reso-
lution is the main reason for using LA-ICP-MS in the analysis
of hard and soft tissues, as well as of powdered environmental
samples. The capabilities for performing imaging studies or
isotope ratio measurements are additional advantages of LA-
ICP-MS. The applications published so far cover a wide range
of sample matrices, target analytes, and concentration ranges.
Nevertheless, they have one common problem—reliable

Table 5 Selection of frequently applied procedures for signal quantification in LA-ICP-MS analysis

Quantification approach Biogenic carbonates Hard tissues Soft tissue Powdered samples Liquid samples

CRM/SRM 27, 38–48, 50–54 58–62 108, 118, 121, 123 154

In-house prepared standards

Non matrix-matched standards

Use of well-characterized materials 43 64–68 158

Thin films on sample or substrate 94

Gelatin, agarose gel, sol-gel standards 91, 92, 93 32

Printed pattern 95, 96 167, 168

Dried droplets (aqueous standards) 127, 138, 154, 157

Matrix-matched standards

Preparation of pellets 69 71, 109, 111, 112

Fusion to disks 31, 32 29, 33, 113–115

Embedding into polymer resin 97 116, 120

Homogenized tissues 90

Matrix-adjusted dried droplets 155, 164, 169–173

Specific approaches 63, 66, 67

Nebulized liquid standards

Calibration/standard addition 64, 65 88, 89 117

IDMS 89, 103 107

Internal standard correction

Sample-inherent element 27, 28, 38, 39, 43, 46 58–67 75, 104 29, 118, 123, 125

Homogeneously spiked to the sample 90, 97 110, 114 127, 139, 160, 169

Applied as thin layer on/below sample 79, 94, 95, 100 160

On-line addition of dried aerosol 88, 89
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quantification. The strategies used to circumvent the influence
of elemental fractionation and matrix effects in LA-ICP-MS
analysis, which are considered as the main problems hamper-
ing reliable quantification, are rather similar, although the
resulting interferences differ between individual applications.
Table 5 presents a compilation of the most frequently applied
approaches for quantification, indicating that the use of in-
house prepared standards in combinationwith an internal stan-
dard is the dominating strategy. Improved concepts for sample
preparation as well as for application of matrix-matched stan-
dards will further enhance the potential of LA-ICP-MS for the
analysis of environmental, biological, and biomedical sam-
ples. The choice of an appropriate internal standard is still of
major concern in many applications, especially when no
sample-inherent element is available. Thus, further methodo-
logical developments are required, e.g., in the case of tissue
analysis the application of polymeric layers or thin metal coat-
ings has been shown to be promising. Special attention should
be paid to the application of fs-laser systems, which offer
distinct improvements in terms of matrix effects and elemental
fractionation. Another prerequisite for the acceptance of LA-
ICP-MS as an alternative to traditional procedures for the
quantitative determination of trace elements is the availability
of appropriate reference materials. Especially for life science
applications, the development and production of a larger range
of CRMs is highly desirable. In contrast, for environmental
samples (soil, fly ash, dust, etc.) a wide variety of CRMs is
available. However, as those materials have been designed for
liquid analysis after mineralization, none of them is applicable
for direct LA-ICP-MS analysis because of their inhomogene-
ity on the microscale. Particularly considering the comparabil-
ity of measurement results, the availability of at least a couple
of compact standard materials with sufficient homogeneity
should be aspired to.

Acknowledgments The research presented in this contribution was fi-
nancially supported by the Austrian Science Fund (FWF): P25030-N28.
M.B. wants to thank the MEIBio PhD program of the Vienna University
of Technology for providing a scholarship for the period 2013–2016. R.
Alexandru is acknowledged for providing the photographs in Figure 3.

Open Access This article is distributed under the terms of the Creative
Commons Att r ibut ion 4 .0 In terna t ional License (ht tp : / /
creativecommons.org/licenses/by/4.0/), which permits unrestricted use, dis-
tribution, and reproduction in any medium, provided you give appropriate
credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made.

References

1. Russo RE, Mao X, Borisov OV (1998) Laser ablation sampling.
TrAC Trends Anal Chem 17(8–9):461–469. doi:10.1016/s0165-
9936(98)00047-8

2. Durrant SF (1999) Laser ablation inductively coupled plasma
mass spectrometry: achievements, problems, prospects. J Anal
At Spectrom 14(9):1385–1403. doi:10.1039/a901765h

3. Becker JS (2002) Applications of inductively coupled plasma
mass spectrometry and laser ablation inductively coupled plasma
mass spectrometry in materials science. Spectrochim Acta B At
Spectrosc 57(12):1805–1820. doi:10.1016/s0584-8547(02)
00213-6

4. Günther D, Hattendorf B (2005) Solid sample analysis using laser
ablation inductively coupled plasma mass spectrometry. TrAC
Trends Anal Chem 24(3):255–265. doi:10.1016/j.trac.2004.11.
017

5. Fryer BJ, Jackson SE, Longerich HP (1995) The design, operation
and role of the laser-ablation microprobe coupled with an induc-
tively coupled plasma-mass spectrometer (LAM- ICP-MS) in the
Earth sciences. Can Mineral 33(2):303–312

6. Longerich HP, Günther D, Jackson SE (1996) Elemental fraction-
ation in laser ablation inductively coupled plasma mass spectrom-
etry. Anal Bioanal Chem 355(5–6):538–542. doi:10.1007/
s0021663550538

7. Guillong M, Günther D (2002) Effect of particle size distribution
on ICP-induced elemental fractionation in laser ablation-
inductively coupled plasma-mass spectrometry. J Anal At
Spectrom 17(8):831–837. doi:10.1039/b202988j

8. Hattendorf B, Latkoczy C, Günther D (2003) Peer reviewed: laser
ablation-ICPMS. Anal Chem 75(15):341 A–347 A. doi:10.1021/
ac031283r

9. Russo RE, Mao XL, Liu C, Gonzalez J (2004) Laser assisted
plasma spectrochemistry: laser ablation. J Anal At Spectrom
19(9):1084. doi:10.1039/b403368j

10. Hergenröder R, Samek O, Hommes V (2006) Femtosecond laser
ablation elemental mass spectrometry. Mass Spectrom Rev 25(4):
551–572. doi:10.1002/mas.20077

11. Koch J, Günther D (2006) Femtosecond laser ablation inductively
coupled plasma mass spectrometry: achievements and remaining
problems. Anal Bioanal Chem 387(1):149–153. doi:10.1007/
s00216-006-0918-z

12. Fernández B, Claverie F, PécheyranC, Donard OFX (2007) Direct
analysis of solid samples by fs-LA-ICP-MS. TrAC Trends Anal
Chem 26(10):951–966. doi:10.1016/j.trac.2007.08.008

13. Pisonero J, Günther D (2008) Femtosecond laser ablation induc-
tively coupled plasma mass spectrometry: fundamentals and capa-
bilities for depth profiling analysis. Mass Spectrom Rev 27(6):
609–623. doi:10.1002/mas.20180

14. Resano M, Garcia-Ruiz E, Vanhaecke F (2010) Laser ablation-
inductively coupled plasma mass spectrometry in archaeometric
research. Mass Spectrom Rev 29(1):55–78. doi:10.1002/mas.
20220

15. Günther D, Heinrich CA (1999) Comparison of the ablation be-
haviour of 266 nm Nd:YAG and 193 nm ArF excimer lasers for
LA-ICP-MS analysis. J Anal At Spectrom 14(9):1369–1374. doi:
10.1039/a901649j

16. Kroslakova I, Günther D (2006) Elemental fractionation in laser
ablation-inductively coupled plasma-mass spectrometry: evidence
formass load inducedmatrix effects in the ICP during ablation of a
silicate glass. J Anal At Spectrom 22(1):51. doi:10.1039/
b606522h

17. Russo R (2002) Laser ablation in analytical chemistry—a review.
Talanta 57(3):425–451. doi:10.1016/s0039-9140(02)00053-x

18. ResanoM, AramendíaM, Rello L, CalvoML, Bérail S, Pécheyran
C (2012) Direct determination of Cu isotope ratios in dried urine
spots by means of fs-LA-MC-ICPMS. Potential to diagnose
Wilson's disease. J Anal At Spectrom 28(1):98. doi:10.1039/
c2ja30262d

19. ShaheenME, Gagnon JE, Fryer BJ (2012) Femtosecond (fs) lasers
coupled with modern ICP-MS instruments provide new and

Recent advances in quantitative LA-ICP-MS analysis 6611

http://dx.doi.org/10.1016/s0165-9936(98)00047-8
http://dx.doi.org/10.1016/s0165-9936(98)00047-8
http://dx.doi.org/10.1039/a901765h
http://dx.doi.org/10.1016/s0584-8547(02)00213-6
http://dx.doi.org/10.1016/s0584-8547(02)00213-6
http://dx.doi.org/10.1016/j.trac.2004.11.017
http://dx.doi.org/10.1016/j.trac.2004.11.017
http://dx.doi.org/10.1007/s0021663550538
http://dx.doi.org/10.1007/s0021663550538
http://dx.doi.org/10.1039/b202988j
http://dx.doi.org/10.1021/ac031283r
http://dx.doi.org/10.1021/ac031283r
http://dx.doi.org/10.1039/b403368j
http://dx.doi.org/10.1002/mas.20077
http://dx.doi.org/10.1007/s00216-006-0918-z
http://dx.doi.org/10.1007/s00216-006-0918-z
http://dx.doi.org/10.1016/j.trac.2007.08.008
http://dx.doi.org/10.1002/mas.20180
http://dx.doi.org/10.1002/mas.20220
http://dx.doi.org/10.1002/mas.20220
http://dx.doi.org/10.1039/a901649j
http://dx.doi.org/10.1039/b606522h
http://dx.doi.org/10.1039/b606522h
http://dx.doi.org/10.1016/s0039-9140(02)00053-x
http://dx.doi.org/10.1039/c2ja30262d
http://dx.doi.org/10.1039/c2ja30262d


improved potential for in situ elemental and isotopic analyses in
the geosciences. Chem Geol 330–331:260–273. doi:10.1016/j.
chemgeo.2012.09.016

20. Hare D, Austin C, Doble P (2012) Quantification strategies for
elemental imaging of biological samples using laser ablation-
inductively coupled plasma-mass spectrometry. Analyst 137(7):
1527. doi:10.1039/c2an15792f

21. Agatemor C, Beauchemin D (2011) Matrix effects in inductively
coupled plasma mass spectrometry: a review. Anal Chim Acta
706(1):66–83. doi:10.1016/j.aca.2011.08.027

22. Orellana FA, Gálvez CG, Roldán MT, García-Ruiz C (2013)
Applications of laser-ablation-inductively-coupled plasma-mass
spectrometry in chemical analysis of forensic evidence. TrAC
Trends Anal Chem 42:1–34. doi:10.1016/j.trac.2012.09.015

23. Konz I, Fernández B, Fernández ML, Pereiro R, Sanz-Medel A
(2012) Laser ablation ICP-MS for quantitative biomedical appli-
cations. Anal Bioanal Chem 403(8):2113–2125. doi:10.1007/
s00216-012-6023-6

24. Koch J, Günther D (2011) Review of the state-of-the-art of laser
ablation inductively coupled plasma mass spectrometry. Appl
Spectrosc 65(5):155–162. doi:10.1366/11-06255

25. JochumKP, Nohl U, Herwig K, Lammel E, Stoll B, Hofmann AW
(2005) GeoReM: a new geochemical database for reference mate-
rials and isotopic standards. Geostand Geoanal Res 29(3):333–
338. doi:10.1111/j.1751-908X.2005.tb00904.x

26. Sinclair DJ, Kinsley LPJ, McCulloch MT (1998) High resolution
analysis of trace elements in corals by laser ablation ICP-MS.
Geochim Cosmochim Acta 62(11):1889–1901. doi:10.1016/
s0016-7037(98)00112-4

27. Perkins WT, Fuge R, Pearce NJG (1991) Quantitative analysis of
trace elements in carbonates using laser ablation inductively
coupled plasma mass spectrometry. J Anal At Spectrom 6(6):
445. doi:10.1039/ja9910600445

28. Fitzpatrick AJ, Kurtis Kyser T, Chipley D, Beauchemin D (2008)
Fabrication of solid calibration standards by a sol–gel process and
use in laser ablation ICPMS. J Anal At Spectrom 23(2):244. doi:
10.1039/b712366c

29. Vassilev SV, Vassileva CG, Baxter D (2014) Trace element con-
centrations and associations in some biomass ashes. Fuel 129:
292–313. doi:10.1016/j.fuel.2014.04.001

30. Longerich HP, Jackson SE, Günther D (1996) Inter-laboratory
note. Laser ablation inductively coupled plasma mass spectromet-
ric transient signal data acquisition and analyte concentration cal-
culation. J Anal At Spectrom 11(9):899. doi:10.1039/
ja9961100899

31. Davies CA, Brophy D, Jeffries T, Gosling E (2011) Trace elements
in the otoliths and dorsal spines of albacore tuna (Thunnus alalunga,
Bonnaterre, 1788): an assessment of the effectiveness of cleaning
procedures at removing postmortem contamination. J ExpMar Biol
Ecol 396(2):162–170. doi:10.1016/j.jembe.2010.10.016

32. Ranaldi MM, Gagnon MM (2008) Zinc incorporation in the oto-
liths of juvenile pink snapper (Pagrus auratus Forster): the influ-
ence of dietary versus waterborne sources. J Exp Mar Biol Ecol
360(1):56–62. doi:10.1016/j.jembe.2008.03.013

33. Eze CP, Fatoba O, Madzivire G, Ostrovnaya TM, Petrik LF,
Frontasyeva MV, Nechaev AN (2013) Elemental composition of
fly ash: a comparative study using nuclear and related analytical
techniques / SkŁad Pierwiastkowy PopioŁÓw Lotnych: Studium
Przypadku Z Wykorzystaniem Metod Nuklearnych I
Analitycznych. Chem Didact Ecol Metrol 18(1–2):19–29. doi:
10.2478/cdem-2013-0014

34. Gunther D, Cousin H, Magyar B, Leopold I (1997) Calibration
studies on dried aerosols for laser ablation-inductively coupled
plasma mass spectrometry. J Anal At Spectrom 12(2):165–170.
doi:10.1039/A604531F

35. Leach JJ, Allen LA, AeschlimanDB, Houk RS (1998) Calibration
of laser ablation inductively coupled plasma mass spectrometry
using standard additions with dried solution aerosols. Anal Chem
71(2):440–445. doi:10.1021/ac980855i

36. O' Connor C, Sharp BL, Evans P (2006) On-line additions of
aqueous standards for calibration of laser ablation inductively
coupled plasma mass spectrometry: theory and comparison of
wet and dry plasma conditions. J Anal At Spectrom 21(6):556–
565. doi:10.1039/b600916f

37. Pickhardt C, Izmer AV, Zoriy MV, Schaumloffel D, Becker JS
(2006) On-line isotope dilution in laser ablation inductively
coupled plasma mass spectrometry using a microflow nebulizer
inserted in the laser ablation chamber. Int J Mass Spectrom 248(3):
136–141. doi:10.1016/j.ijms.2005.11.001

38. Aramendia M, Resano M, Vanhaecke F (2010) Isotope ratio de-
termination by laser ablation-single collector-inductively coupled
plasma-mass spectrometry. General capabilities and possibilities
for improvement. J Anal At Spectrom 25(3):390–404. doi:10.
1039/B922856J

39. Liu Y, Hu Z, Li M, Gao S (2013) Applications of LA-ICP-MS in
the elemental analyses of geological samples. Chin Sci Bull
58(32):3863–3878. doi:10.1007/s11434-013-5901-4

40. Wang CH (2014) Otolith elemental ratios of flathead mullet Mugil
cephalus in Taiwanese waters reveal variable patterns of habitat
use. Estuar Coast Shelf Sci 151:124–130. doi:10.1016/j.ecss.
2014.08.024

41. D’Avignon G, Rose GA (2013) Otolith elemental fingerprints dis-
tinguish Atlantic cod spawning areas in Newfoundland and
Labrador. Fish Res 147:1–9. doi:10.1016/j.fishres.2013.04.006

42. Fairclough DV, Edmonds JS, Lenanton RCJ, Jackson G, Keay IS,
Crisafulli BM, Newman SJ (2011) Rapid and cost-effective as-
sessment of connectivity among assemblages of Choerodon
rubescens (Labridae), using laser ablation ICP-MS of sagittal oto-
liths. J Exp Mar Biol Ecol 403(1–2):46–53. doi:10.1016/j.jembe.
2011.04.005

43. Kemp J, Swearer SE, Jenkins GP, Robertson S (2011) Otolith
chemistry is more accurate than otolith shape in identifying cod
species (genus Pseudophycis ) in the diet of Australian fur seals
(Arctocephalus pusillus doriferus). Can J Fish Aquat Sci 68(10):
1732–1743. doi:10.1139/f2011-088

44. Schuchert PC, Arkhipkin AI, Koenig AE (2010) Traveling around
Cape Horn: otolith chemistry reveals a mixed stock of Patagonian
hoki with separate Atlantic and Pacific spawning grounds. Fish
Res 102(1–2):80–86. doi:10.1016/j.fishres.2009.10.012

45. Tabouret H, Bareille G, Claverie F, Pécheyran C, Prouzet P,
Donard OFX (2010) Simultaneous use of strontium:calcium and
barium:calcium ratios in otoliths as markers of habitat: application
to the European eel (Anguilla anguilla) in the Adour basin, South
West France. Mar Environ Res 70(1):35–45. doi:10.1016/j.
marenvres.2010.02.006

46. Arkhipkin AI, Schuchert PC, Danyushevsky L (2009) Otolith
chemistry reveals fine population structure and close affinity to
the Pacific and Atlantic oceanic spawning grounds in the migra-
tory southern blue whiting (Micromesistius australis australis).
Fish Res 96(2–3):188–194. doi:10.1016/j.fishres.2008.11.002

47. Vasconcelos RP, Reis-Santos P, Tanner S, Maia A, Latkoczy C,
Günther D, Costa MJ, Cabral H (2008) Evidence of estuarine
nursery origin of five coastal fish species along the Portuguese
coast through otolith elemental fingerprints. Estuar Coast Shelf
Sci 79(2):317–327. doi:10.1016/j.ecss.2008.04.006

48. Ranaldi MM, Gagnon MM (2010) Trace metal incorporation in
otoliths of pink snapper (Pagrus auratus) as an environmental
monitor. Compar Biochem Physiol C Toxicol Pharmacol 152(3):
248–255. doi:10.1016/j.cbpc.2010.04.012

49. Collingsworth PD, Van Tassell JJ, Olesik JW, Marschall EA
(2010) Effects of temperature and elemental concentration on

6612 A. Limbeck et al.

http://dx.doi.org/10.1016/j.chemgeo.2012.09.016
http://dx.doi.org/10.1016/j.chemgeo.2012.09.016
http://dx.doi.org/10.1039/c2an15792f
http://dx.doi.org/10.1016/j.aca.2011.08.027
http://dx.doi.org/10.1016/j.trac.2012.09.015
http://dx.doi.org/10.1007/s00216-012-6023-6
http://dx.doi.org/10.1007/s00216-012-6023-6
http://dx.doi.org/10.1366/11-06255
http://dx.doi.org/10.1111/j.1751-908X.2005.tb00904.x
http://dx.doi.org/10.1016/s0016-7037(98)00112-4
http://dx.doi.org/10.1016/s0016-7037(98)00112-4
http://dx.doi.org/10.1039/ja9910600445
http://dx.doi.org/10.1039/b712366c
http://dx.doi.org/10.1016/j.fuel.2014.04.001
http://dx.doi.org/10.1039/ja9961100899
http://dx.doi.org/10.1039/ja9961100899
http://dx.doi.org/10.1016/j.jembe.2010.10.016
http://dx.doi.org/10.1016/j.jembe.2008.03.013
http://dx.doi.org/10.2478/cdem-2013-0014
http://dx.doi.org/10.1039/A604531F
http://dx.doi.org/10.1021/ac980855i
http://dx.doi.org/10.1039/b600916f
http://dx.doi.org/10.1016/j.ijms.2005.11.001
http://dx.doi.org/10.1039/B922856J
http://dx.doi.org/10.1039/B922856J
http://dx.doi.org/10.1007/s11434-013-5901-4
http://dx.doi.org/10.1016/j.ecss.2014.08.024
http://dx.doi.org/10.1016/j.ecss.2014.08.024
http://dx.doi.org/10.1016/j.fishres.2013.04.006
http://dx.doi.org/10.1016/j.jembe.2011.04.005
http://dx.doi.org/10.1016/j.jembe.2011.04.005
http://dx.doi.org/10.1139/f2011-088
http://dx.doi.org/10.1016/j.fishres.2009.10.012
http://dx.doi.org/10.1016/j.marenvres.2010.02.006
http://dx.doi.org/10.1016/j.marenvres.2010.02.006
http://dx.doi.org/10.1016/j.fishres.2008.11.002
http://dx.doi.org/10.1016/j.ecss.2008.04.006
http://dx.doi.org/10.1016/j.cbpc.2010.04.012


the chemical composition of juvenile yellow perch (Perca
flavescens) otoliths. Can J Fish Aquat Sci 67(7):1187–1196. doi:
10.1139/F10-050

50. Ranaldi MM, Gagnon MM (2009) Accumulation of cadmium in
the otoliths and tissues of juvenile pink snapper (Pagrus auratus
Forster) following dietary and waterborne exposure. Compar
Biochem Physiol C Toxicol Pharmacol 150(4):421–427. doi:10.
1016/j.cbpc.2009.06.007

51. Sturrock AM, Trueman CN, Darnaude AM, Hunter E (2012) Can
otolith elemental chemistry retrospectively track migrations in ful-
ly marine fishes? J Fish Biol 81(2):766–795. doi:10.1111/j.1095-
8649.2012.03372.x

52. Phung AT, Baeyens W, Leermakers M, Goderis S, Vanhaecke F,
Gao Y (2013) Reproducibility of laser ablation–inductively
coupled plasma–mass spectrometry (LA–ICP–MS)measurements
in mussel shells and comparison with micro-drill sampling and
solution ICP–MS. Talanta 115:6–14. doi:10.1016/j.talanta.2013.
04.019

53. Jochum KP, Scholz D, Stoll B, Weis U, Wilson SA, Yang Q,
Schwalb A, Börner N, Jacob DE, Andreae MO (2012) Accurate
trace element analysis of speleothems and biogenic calcium car-
bonates by LA-ICP-MS. Chem Geol 318–319:31–44. doi:10.
1016/j.chemgeo.2012.05.009

54. Edinger EN, Azmy K, Diegor W, Siregar PR (2008) Heavy metal
contamination from gold mining recorded in Porites lobata skele-
tons, Buyat-Ratototok district, North Sulawesi, Indonesia. Mar
Pollut Bull 56(9):1553–1569. doi:10.1016/j.marpolbul.2008.05.
028

55. Dunphy BJ, Millet M-A, Jeffs AG (2011) Elemental signatures in
the shells of early juvenile green-lipped mussels (Perna canalicu-
lus) and their potential use for larval tracking. Aquaculture 311(1–
4):187–192. doi:10.1016/j.aquaculture.2010.12.016

56. Fodrie FJ, Becker BJ, Levin LA, Gruenthal K, McMillan PA
(2011) Connectivity clues from short-term variability in settlement
and geochemical tags of mytilid mussels. J Sea Res 65(1):141–
150. doi:10.1016/j.seares.2010.09.001

57. Pearce NJG, Perkins WT, Westgate JA, Gorton MP, Jackson SE,
Neal CR, Chenery SP (1997) A compilation of new and published
major and trace element data for NIST SRM 610 and NIST SRM
612 glass reference materials. Geostand Geoanal Res 21(1):115–
144. doi:10.1111/j.1751-908X.1997.tb00538.x

58. Jochum KP, Weis U, Stoll B, Kuzmin D, Yang Q, Raczek I, Jacob
DE, Stracke A, Birbaum K, Frick DA, Günther D, Enzweiler J
(2011) Determination of reference values for NIST SRM 610–617
glasses following ISO guidelines. Geostand Geoanal Res 35(4):
397–429. doi:10.1111/j.1751-908X.2011.00120.x

59. Barats A, Pécheyran C, Amouroux D, Dubascoux S, Chauvaud L,
Donard OFX (2007) Matrix-matched quantitative analysis of
trace-elements in calcium carbonate shells by laser-ablation ICP–
MS: application to the determination of daily scale profiles in
scallop shell (Pecten maximus). Anal Bioanal Chem 387(3):
1131–1140. doi:10.1007/s00216-006-0954-8

60. Ethier DM, Kyle CJ, Nocera JJ (2014) Tracking animal movement
by comparing trace element signatures in claws to spatial variabil-
ity of elements in soils. Sci Total Environ 468–469:699–705. doi:
10.1016/j.scitotenv.2013.08.091

61. Ethier DM, Kyle CJ, Kyser TK, Nocera JJ (2013) Trace elements
in claw keratin as temporally explicit indicators of geographic
origin in terrestrial mammals. Ann Zool Fenn 50(1–2):89–99.
doi:10.5735/086.050.0108

62. Kaimal B, Johnson R, Hannigan R (2009) Distinguishing breed-
ing populations of mallards (Anas platyrhynchos) using trace ele-
ments. J Geochem Explor 102(1):44–48. doi:10.1016/j.gexplo.
2009.02.001

63. Holá M, Kalvoda J, Nováková H, Škoda R, Kanický V (2011)
Possibilities of LA-ICP-MS technique for the spatial elemental

analysis of the recent fish scales: line scan vs. depth profiling.
Appl Surf Sci 257(6):1932–1940. doi:10.1016/j.apsusc.2010.09.
029

64. Flem B, Moen V, Grimstvedt A (2005) Trace element analysis of
scales from four populations of Norwegian Atlantic salmon
(Salmo salar L.) for stock identification using laser ablation in-
ductively coupled plasma mass spectrometry. Appl Spectrosc
59(2):245–251. doi:10.1366/0003702053085188

65. Jackson BP, Hopkins WA, Baionno J (2003) Laser ablation-ICP-
MS analysis of dissected tissue: a conservation-minded approach
to assessing contaminant exposure. Environ Sci Technol 37(11):
2511–2515. doi:10.1021/es026416p

66. Dressler VL, Pozebon D, Mesko MF, Matusch A, Kumtabtim U,
Wu B, Sabine Becker J (2010) Biomonitoring of essential and
toxic metals in single hair using on-line solution-based calibration
in laser ablation inductively coupled plasma mass spectrometry.
Talanta 82(5):1770–1777. doi:10.1016/j.talanta.2010.07.065

67. Sela H, Karpas Z, Zoriy M, Pickhardt C, Becker JS (2007)
Biomonitoring of hair samples by laser ablation inductively
coupled plasma mass spectrometry (LA-ICP-MS). Int J Mass
Spectrom 261(2–3):199–207. doi:10.1016/j.ijms.2006.09.018

68. Bartkus L, Amarasiriwardena D, Arriaza B, Bellis D, Yañez J
(2011) Exploring lead exposure in ancient Chilean mummies
using a single strand of hair by laser ablation-inductively coupled
plasma-mass spectrometry (LA-ICP-MS). Microchem J 98(2):
267–274. doi:10.1016/j.microc.2011.02.008

69. Arriaza B, Amarasiriwardena D, Cornejo L, Standen V, Byrne S,
Bartkus L, Bandak B (2010) Exploring chronic arsenic poisoning
in pre-Columbian Chilean mummies. J Archaeol Sci 37(6):1274–
1278. doi:10.1016/j.jas.2009.12.030

70. Rodushkin I, AxelssonMD (2003)Application of double focusing
sector field ICP-MS for multielemental characterization of human
hair and nails. Part III. Direct analysis by laser ablation. Sci Total
Environ 305(1–3):23–39. doi:10.1016/s0048-9697(02)00463-1

71. Stadlbauer C, Reiter C, Patzak B, Stingeder G, Prohaska T (2007)
History of individuals of the 18th/19th centuries stored in bones,
teeth, and hair analyzed by LA–ICP–MS—a step in attempts to
confirm the authenticity of Mozart’s skull. Anal Bioanal Chem
388(3):593–602. doi:10.1007/s00216-007-1266-3

72. Fu D, Finney L (2014) Metalloproteomics: challenges and pro-
spective for clinical research applications. Expert Rev Proteomics
11(1):13–19. doi:10.1586/14789450.2014.876365

73. da Silva MA, Arruda MA (2013) Laser ablation (imaging) for
mapping and determining Se and S in sunflower leaves.
Metallomics 5(1):62–67. doi:10.1039/c2mt20154b

74. Wu B, Becker JS (2012) Imaging techniques for elements and
element species in plant science. Metallomics 4(5):403–416. doi:
10.1039/c2mt00002d

75. Koelmel J, Amarasiriwardena D (2012) Imaging of metal bioac-
cumulation in hay-scented fern (Dennstaedtia punctilobula) rhi-
zomes growing on contaminated soils by laser ablation ICP-MS.
Environ Pollut 168:62–70. doi:10.1016/j.envpol.2012.03.035

76. Lefevre I, Vogel-Mikus K, Jeromel L, Vavpetic P, Planchon S,
Arcon I, Van Elteren JT, Lepoint G, Gobert S, Renaut J, Pelicon
P, Lutts S (2014) Differential cadmium and zinc distribution in
relation to their physiological impact in the leaves of the accumu-
lating Zygophyllum fabago L. Plant Cell Environ 37(6):1299–
1320. doi:10.1111/pce.12234

77. M-M P, Weiskirchen R, Gassler N, Bosserhoff AK, Becker JS
(2013) Novel bioimaging techniques of metals by laser ablation
inductively coupled plasma mass spectrometry for diagnosis of
fibrotic and cirrhotic liver disorders. PLoS ONE 8(3):e58702.
doi:10.1371/journal.pone.0058702

78. Hare DJ, Lee JK, Beavis AD, van Gramberg A, George J, Adlard
PA, Finkelstein DI, Doble PA (2012) Three-dimensional atlas of

Recent advances in quantitative LA-ICP-MS analysis 6613

http://dx.doi.org/10.1139/F10-050
http://dx.doi.org/10.1016/j.cbpc.2009.06.007
http://dx.doi.org/10.1016/j.cbpc.2009.06.007
http://dx.doi.org/10.1111/j.1095-8649.2012.03372.x
http://dx.doi.org/10.1111/j.1095-8649.2012.03372.x
http://dx.doi.org/10.1016/j.talanta.2013.04.019
http://dx.doi.org/10.1016/j.talanta.2013.04.019
http://dx.doi.org/10.1016/j.chemgeo.2012.05.009
http://dx.doi.org/10.1016/j.chemgeo.2012.05.009
http://dx.doi.org/10.1016/j.marpolbul.2008.05.028
http://dx.doi.org/10.1016/j.marpolbul.2008.05.028
http://dx.doi.org/10.1016/j.aquaculture.2010.12.016
http://dx.doi.org/10.1016/j.seares.2010.09.001
http://dx.doi.org/10.1111/j.1751-908X.1997.tb00538.x
http://dx.doi.org/10.1111/j.1751-908X.2011.00120.x
http://dx.doi.org/10.1007/s00216-006-0954-8
http://dx.doi.org/10.1016/j.scitotenv.2013.08.091
http://dx.doi.org/10.5735/086.050.0108
http://dx.doi.org/10.1016/j.gexplo.2009.02.001
http://dx.doi.org/10.1016/j.gexplo.2009.02.001
http://dx.doi.org/10.1016/j.apsusc.2010.09.029
http://dx.doi.org/10.1016/j.apsusc.2010.09.029
http://dx.doi.org/10.1366/0003702053085188
http://dx.doi.org/10.1021/es026416p
http://dx.doi.org/10.1016/j.talanta.2010.07.065
http://dx.doi.org/10.1016/j.ijms.2006.09.018
http://dx.doi.org/10.1016/j.microc.2011.02.008
http://dx.doi.org/10.1016/j.jas.2009.12.030
http://dx.doi.org/10.1016/s0048-9697(02)00463-1
http://dx.doi.org/10.1007/s00216-007-1266-3
http://dx.doi.org/10.1586/14789450.2014.876365
http://dx.doi.org/10.1039/c2mt20154b
http://dx.doi.org/10.1039/c2mt00002d
http://dx.doi.org/10.1016/j.envpol.2012.03.035
http://dx.doi.org/10.1111/pce.12234
http://dx.doi.org/10.1371/journal.pone.0058702


iron, copper, and zinc in the mouse cerebrum and brainstem. Anal
Chem 84(9):3990–3997. doi:10.1021/ac300374x

79. Becker JS, Matusch A, Palm C, Salber D, Morton KA (2010)
Bioimaging of metals in brain tissue by laser ablation inductively
coupled plasma mass spectrometry (LA-ICP-MS) and
metallomics. Metallomics 2(2):104–111. doi:10.1039/b916722f

80. Wang LM, Becker JS, Wu Q, Oliveira MF, Bozza FA, Schwager
AL, Hoffman JM, Morton KA (2010) Bioimaging of copper al-
terations in the aging mouse brain by autoradiography, laser abla-
tion inductively coupled plasma mass spectrometry and immuno-
histochemistry. Metallomics 2(5):348–353. doi:10.1039/c003875j

81. Konz I, Fernandez B, FernandezML, Pereiro R, Gonzalez-Iglesias
H, Coca-Prados M, Sanz-Medel A (2014) Quantitative
bioimaging of trace elements in the human lens by LA-ICP-MS.
Anal Bioanal Chem. doi:10.1007/s00216-014-7617-y

82. Moreno-Gordaliza E, Giesen C, Lazaro A, Esteban-Fernandez D,
Humanes B, Canas B, Panne U, Tejedor A, Jakubowski N,
Gomez-Gomez MM (2011) Elemental bioimaging in kidney by
LA-ICP-MS as a tool to study nephrotoxicity and renal protective
strategies in cisplatin therapies. Anal Chem 83(20):7933–7940.
doi:10.1021/ac201933x

83. Becker JS, Mounicou S, ZoriyMV, Lobinski R (2008) Analysis of
metal-binding proteins separated by non-denaturating gel electro-
phoresis using matrix-assisted laser desorption/ionization mass
spectrometry (MALDI-MS) and laser ablation inductively
coupled plasma mass spectrometry (LA-ICP-MS). Talanta 76(5):
1183–1188. doi:10.1016/j.talanta.2008.05.023

84. Sanz-Medel A, Montes-Bayon M, del Rosario Fernandez de la
Campa M, Encinar JR, Bettmer J (2008) Elemental mass spec-
trometry for quantitative proteomics. Anal Bioanal Chem 390(1):
3–16. doi:10.1007/s00216-007-1615-2

85. Florez MR, Aramendia M, Resano M, Lapena AC, Balcaen L,
Vanhaecke F (2013) Isotope ratio mapping by means of laser
ablation-single collector-ICP-mass spectrometry: Zn tracer studies
in thin sections of Daphnia magna. J Anal At Spectrom 28(7):
1005–1015. doi:10.1039/C3JA50087J

86. Urgast DS, Feldmann J (2013) Isotope ratio measurements in bi-
ological tissues using LA-ICP-MS - possibilities, limitations, and
perspectives. J Anal At Spectrom 28(9):1367–1371. doi:10.1039/
C3JA50058F

87. Becker JS (2010) Imaging of metals, metalloids, and non-metals
by laser ablation inductively coupled plasma mass spectrometry
(LA-ICP-MS) in biological tissues.MethodsMol Biol 656:51–82.
doi:10.1007/978-1-60761-746[-‐]4_3

88. Becker JS, Zoriy M, Matusch A, Wu B, Salber D, Palm C (2010)
Bioimaging of metals by laser ablation inductively coupled plas-
ma mass spectrometry (LA-ICP-MS). Mass Spectrom Rev 29(1):
156–175. doi:10.1002/mas.20239

89. Konz I, Fernandez B, Fernandez ML, Pereiro R, Sanz-Medel A
(2012) Laser ablation ICP-MS for quantitative biomedical appli-
cations. Anal Bioanal Chem 403(8):2113–2125. doi:10.1007/
s00216-012-6023-6

90. Hare DJ, Lear J, Bishop D, Beavis A, Doble PA (2013) Protocol
for production of matrix-matched brain tissue standards for imag-
ing by laser ablation-inductively coupled plasma-mass spectrom-
etry. Anal Methods 5(8):1915–1921. doi:10.1039/C3ay26248k

91. Gholap D, Verhulst J, Ceelen W, Vanhaecke F (2012) Use of
pneumatic nebulization and laser ablation-inductively coupled
plasma-mass spectrometry to study the distribution and bioavail-
ability of an intraperitoneally administered Pt-containing chemo-
therapeutic drug. Anal Bioanal Chem 402(6):2121–2129. doi:10.
1007/s00216-011-5654-3

92. Stark HJ, Wennrich R (2011) A new approach for calibration of
laser ablation inductively coupled plasma mass spectrometry using
thin layers of spiked agarose gels as references. Anal Bioanal Chem
399(6):2211–2217. doi:10.1007/s00216-010-4413-1

93. Sela H, Karpas Z, Cohen H, Zakon Y, Zeiri Y (2011) Preparation
of stable standards of biological tissues for laser ablation analysis.
Int J Mass Spectrom 307(1–3):142–148. doi:10.1016/j.ijms.2011.
01.022

94. Austin C, Hare D, Rawling T, McDonagh AM, Doble P (2010)
Quantification method for elemental bio-imaging by LA-ICP-MS
using metal spiked PMMA films. J Anal At Spectrom 25(5):722–
725. doi:10.1039/b911316a

95. Bonta M, Lohninger H, Marchetti-Deschmann M, Limbeck A
(2014) Application of gold thin-films for internal standardization
in LA-ICP-MS imaging experiments. Analyst 139(6):1521–1531.
doi:10.1039/c3an01511d

96. Bellis DJ, Santamaria-Fernandez R (2010) Ink jet patterns asmod-
el samples for the development of LA-ICP-SFMS methodology
for mapping of elemental distribution with reference to biological
samples. J Anal At Spectrom 25(7):957–963. doi:10.1039/
b926430b

97. Reifschneider O, Wehe CA, Raj I, Ehmcke J, Ciarimboli G,
Sperling M, Karst U (2013) Quantitative bioimaging of platinum
in polymer embedded mouse organs using laser ablation ICP-MS.
Metallomics 5(10):1440–1447. doi:10.1039/c3mt00147d

98. Vanhaecke F, Vanhoe H, Dams R, Vandecasteele C (1992) The use
of internal standards in ICP-MS. Talanta 39(7):737–742

99. Frick DA, Günther D (2012) Fundamental studies on the ablation
behaviour of carbon in LA-ICP-MS with respect to the suitability
as internal standard. J Anal At Spectrom 27(8):1294–1303. doi:10.
1039/c2ja30072a

100. Konz I, Fernandez B, Fernandez ML, Pereiro R, Gonzalez H,
Alvarez L, Coca-Prados M, Sanz-Medel A (2013) Gold internal
standard correction for elemental imaging of soft tissue sections
by LA-ICP-MS: element distribution in eye microstructures. Anal
Bioanal Chem 405(10):3091–3096. doi:10.1007/s00216-013-
6778-4

101. Rabilloud T, Chevallet M, Luche S, Lelong C (2010) Two-
dimensional gel electrophoresis in proteomics: Past, present and
future. J Proteomics 73(11):2064–2077. doi:10.1016/j.jprot.2010.
05.016

102. Beranova-Giorgianni S (2003) Proteome analysis by two-
dimensional gel electrophoresis and mass spectrometry: strengths
and limitations. Trac Trend Anal Chem 22(5):273–281. doi:10.
1016/S0165-9936(03)00508-9

103. Konz I, Fernandez B, Fernandez ML, Pereiro R, Sanz-Medel A
(2011) Absolute quantification of human serum transferrin by
species-specific isotope dilution laser ablation ICP-MS. Anal
Chem 83(13):5353–5360. doi:10.1021/ac200780b

104. JiménezM, GomezM, Rodriguez L,Martinez L, Castillo J (2009)
Some pitfalls in PAGE-LA-ICP-MS for quantitative elemental
speciation of dissolved organic matter and metalomics. Anal
Bioanal Chem 393(2):699–707. doi:10.1007/s00216-008-2384-2

105. Giesen C, Waentig L, Panne U, Jakubowski N (2012) History of
inductively coupled plasma mass spectrometry-based immunoas-
says. SpectrochimActa B 76:27–39. doi:10.1016/j.sab.2012.06.009

106. Sanz-Medel A, Montes-Bayon M, Bettmer J, Fernandez-Sanchez
ML, Encinar JR (2012) ICP-MS for absolute quantification of
proteins for heteroatom-tagged, targeted proteomics. Trac Trend
Anal Chem 40:52–63. doi:10.1016/j.trac.2012.07.020

107. Fernandez B, Rodriguez-Gonzalez P, Garcia Alonso JI, Malherbe
J, Garcia-Fonseca S, Pereiro R, Sanz-Medel A (2014) On-line
double isotope dilution laser ablation inductively coupled plasma
mass spectrometry for the quantitative analysis of solid materials.
Anal Chim Acta 851:64–71. doi:10.1016/j.aca.2014.08.017

108. Hondrogiannis EM, Ehrlinger E, Poplaski A, Lisle M (2013) Use
of laser ablation-inductively coupled plasma-time of flight-mass
spectrometry to identify the elemental composition of vanilla and
determine the geographic origin by discriminant function analysis.
J Agric Food Chem 61(47):11332–11337. doi:10.1021/jf4025536

6614 A. Limbeck et al.

http://dx.doi.org/10.1021/ac300374x
http://dx.doi.org/10.1039/b916722f
http://dx.doi.org/10.1039/c003875j
http://dx.doi.org/10.1007/s00216-014-7617-y
http://dx.doi.org/10.1021/ac201933x
http://dx.doi.org/10.1016/j.talanta.2008.05.023
http://dx.doi.org/10.1007/s00216-007-1615-2
http://dx.doi.org/10.1039/C3JA50087J
http://dx.doi.org/10.1039/C3JA50058F
http://dx.doi.org/10.1039/C3JA50058F
http://dx.doi.org/10.1007/978-1-60761-746%5B-%E2%80%90%5D4_3
http://dx.doi.org/10.1002/mas.20239
http://dx.doi.org/10.1007/s00216-012-6023-6
http://dx.doi.org/10.1007/s00216-012-6023-6
http://dx.doi.org/10.1039/C3ay26248k
http://dx.doi.org/10.1007/s00216-011-5654-3
http://dx.doi.org/10.1007/s00216-011-5654-3
http://dx.doi.org/10.1007/s00216-010-4413-1
http://dx.doi.org/10.1016/j.ijms.2011.01.022
http://dx.doi.org/10.1016/j.ijms.2011.01.022
http://dx.doi.org/10.1039/b911316a
http://dx.doi.org/10.1039/c3an01511d
http://dx.doi.org/10.1039/b926430b
http://dx.doi.org/10.1039/b926430b
http://dx.doi.org/10.1039/c3mt00147d
http://dx.doi.org/10.1039/c2ja30072a
http://dx.doi.org/10.1039/c2ja30072a
http://dx.doi.org/10.1007/s00216-013-6778-4
http://dx.doi.org/10.1007/s00216-013-6778-4
http://dx.doi.org/10.1016/j.jprot.2010.05.016
http://dx.doi.org/10.1016/j.jprot.2010.05.016
http://dx.doi.org/10.1016/S0165-9936(03)00508-9
http://dx.doi.org/10.1016/S0165-9936(03)00508-9
http://dx.doi.org/10.1021/ac200780b
http://dx.doi.org/10.1007/s00216-008-2384-2
http://dx.doi.org/10.1016/j.sab.2012.06.009
http://dx.doi.org/10.1016/j.trac.2012.07.020
http://dx.doi.org/10.1016/j.aca.2014.08.017
http://dx.doi.org/10.1021/jf4025536


109. Jiménez MS, Gomez MT, Castillo JR (2007) Multi-element anal-
ysis of compost by laser ablation-inductively coupled plasmamass
spectrometry. Talanta 72(3):1141–1148. doi:10.1016/j.talanta.
2007.01.006

110. Jantzi SC, Almirall JR (2014) Elemental analysis of soils using
laser ablation inductively coupled plasma mass spectrometry (LA-
ICP-MS) and laser-induced breakdown spectroscopy (LIBS) with
multivariate discrimination: tape mounting as an alternative to
pellets for small forensic transfer specimens. Appl Spectrosc
68(9):963–974. doi:10.1366/13-07351

111. Coedo AG, Padilla I, Dorado MT (2005) Determination of minor
elements in steelmaking flue dusts using laser ablation inductively
coupled plasma mass spectrometry. Talanta 67(1):136–143. doi:
10.1016/j.talanta.2005.02.029

112. Su P, Ek P, Ivaska A (2012) Determination of metal ions in single
wood fiber by LA-ICP-MS. Holzforschung 66(7):833–840. doi:
10.1515/hf-2011-0182

113. Piispanen MH, Arvilommi SA, Broeck BV, Nuutinen LH, Tiainen
MS, Perämäki PJ, Laitinen RS (2009) A comparative study of fly
ash characterization by LA-ICP-MS and SEM-EDS. Energy Fuel
23(7):3451–3456. doi:10.1021/ef801037a

114. Malherbe J, Claverie F, Alvarez A, Fernandez B, Pereiro R,
Molloy JL (2013) Elemental analyses of soil and sediment fused
with lithium borate using isotope dilution laser ablation-
inductively coupled plasma-mass spectrometry. Anal Chim Acta
793:72–78. doi:10.1016/j.aca.2013.07.031

115. Claverie F, Malherbe J, Bier N, Molloy JL, Long SE (2013)
Standard addition method for laser ablation ICPMS using a spin-
ning platform. Anal Chem 85(7):3584–3591. doi:10.1021/
ac303307u

116. Piispanen MH, Niemelä ME, Tiainen MS, Laitinen RS (2012)
Prediction of bed agglomeration propensity directly from solid
biofuels: a look behind fuel indicators. Energy Fuel 26(4):2427–
2433. doi:10.1021/ef300173w

117. Lloyd NS, Parrish RR, Horstwood MSA, Chenery SRN (2009)
Precise and accurate isotopic analysis of microscopic uranium-
oxide grains using LA-MC-ICP-MS. J Anal At Spectrom 24(6):
752. doi:10.1039/b819373h

118. Macholdt DS, JochumKP, Stoll B,Weis U, AndreaeMO (2014)A
new technique to determine element amounts down to femtograms
in dust using femtosecond laser ablation-inductively coupled
plasma-mass spectrometry. Chem Geol 383:123–131. doi:10.
1016/j.chemgeo.2014.06.001

119. Lu C, Yongsheng L, Zhaochu H, Shan G, Keqing Z, Haihong C
(2011) Accurate determinations of fifty-four major and trace ele-
ments in carbonate by LA–ICP-MS using normalization strategy
of bulk components as 100 %. Chem Geol 284:283–295

120. Piispanen MH, Tiainen MS, Laitinen RS (2009) Comparative
study of deposits with laser ablation inductively coupled plasma
mass spectrometry and scanning electronmicroscopy−energy-dis-
persive spectrometry. Energy Fuel 23(7):3446–3450. doi:10.1021/
ef801039g

121. Nowinski P, Hodge V, Lindley K, Cizdziel J (2010) Elemental
analysis of desert varnish samples in the vicinity of coal-fired
power plants and the Nevada Test Site using laser ablation
ICPMS. Open Chem Biomed Methods J 3(1):153–168. doi:10.
2174/1875038901003010153

122. Cizdziel JV, Ketterer ME, Farmer D, Faller SH, Hodge VF (2008)
(239, 240, 241)Pu fingerprinting of plutonium in western US soils
using ICPMS: solution and laser ablation measurements. Anal
Bioanal Chem 390(2):521–530. doi:10.1007/s00216-007-1741-x

123. Scarciglia F, Tuccimei P, Vacca A, Barca D, Pulice I, Salzano R,
Soligo M (2011) Soil genesis, morphodynamic processes and
chronological implications in two soil transects of SE Sardinia,
Italy: traditional pedological study coupled with laser ablation

ICP-MS and radionuclide analyses. Geoderma 162(1–2):39–64.
doi:10.1016/j.geoderma.2011.01.004

124. Okuda T, TenmokuM, Kato J, Mori J, Sato T, Yokochi R, Tanaka S
(2006) Long-term observation of trace metal concentration in aero-
sols at a remote island, Rishiri, Japan by using inductively coupled
plasma mass spectrometry equipped with laser ablation. Water Air
Soil Pollut 174(1–4):3–17. doi:10.1007/s11270-005-9000-2

125. Mertz-Kraus R, Brachert TC, Jochum KP, Reuter M, Stoll B
(2009) LA-ICP-MS analyses on coral growth increments reveal
heavy winter rain in the Eastern Mediterranean at 9 Ma.
Palaeogeogr Palaeoclimatol Palaeoecol 273(1–2):25–40. doi:10.
1016/j.palaeo.2008.11.015

126. Mora J, Maestre S, Hernandis V, Todolí JL (2003) Liquid-sample
introduction in plasma spectrometry. TrAC Trends Anal Chem
22(3):123–132. doi:10.1016/s0165-9936(03)00301-7

127. Yang L, Sturgeon RE, Mester Z (2005) Quantitation of trace
metals in liquid samples by dried-droplet laser ablation inductive-
ly coupled plasma mass spectrometry. Anal Chem 77(9):2971–
2977. doi:10.1021/ac048275a

128. Günther D, Frischknecht R, Müschenborn H-J, Heinrich CA
(1997) Direct liquid ablation: a new calibration strategy for laser
ablation-ICP-MS microanalysis of solids and liquids. Fresenius J
Anal Chem 359(4–5):390–393. doi:10.1007/s002160050594

129. Boué-Bigne F, Masters BJ, Crighton JS, Sharp BL (1999) A cal-
ibration strategy for LA-ICP-MS analysis employing aqueous
standards having modified absorption coefficients. J Anal At
Spectrom 14(11):1665–1672. doi:10.1039/a905479k

130. Resano M, García Ruiz E, Mihucz VG, Móricz ÁM, Záray G,
Vanhaecke F (2007) Rapid screening method for arsenic specia-
tion by combining thin layer chromatography and laser ablation-
inductively coupled plasma-dynamic reaction cell-mass spectrom-
etry. J Anal At Spectrom 22(9):1158. doi:10.1039/b704963c

131. Lafleur JP, Salin ED (2008) Speciation of chromium by high-
performance thin-layer chromatography with direct determination
by laser ablation inductively coupled plasma mass spectrometry.
Anal Chem 80(17):6821–6823. doi:10.1021/ac8010582

132. Meermann B, Möller I, Nowak S, Luftmann H, Karst U (2010)
Iodine speciation using thin-layer chromatography coupled to in-
ductively coupled plasma-mass spectrometry by means of an ex-
traction device. J Anal At Spectrom 25(10):1654. doi:10.1039/
c003512b

133. Vorapalawut N, Martinez Labrador M, Pohl P, Caetano M,
Chirinos J, Arnaudguilhem C, Bouyssiere B, Shiowatana J,
Lobinski R (2012) Application of TLC and LA ICP SF MS for
speciation of S, Ni and V in petroleum samples. Talanta 97:574–
578. doi:10.1016/j.talanta.2012.04.040

134. Chirinos J, Oropeza D, González J, Ranaudo M, Russo RE (2013)
Determination of vanadium/nickel proportionality in the
asphaltene fraction of crude oil using thin-layer chromatography
with femtosecond laser ablation–inductively coupled plasma–
mass spectrometry. Energy Fuel 27(5):2431–2436. doi:10.1021/
ef3020052

135. Vorapalawut N, Pohl P, Bouyssiere B, Shiowatana J, Lobinski R
(2011) Multielement analysis of petroleum samples by laser abla-
tion double focusing sector field inductively coupled plasma mass
spectrometry (LA-ICP MS). J Anal At Spectrom 26(3):618. doi:
10.1039/c0ja00118j

136. Asai S, Limbeck A (2014) LA-ICP-MS of rare earth elements
concentrated in cation-exchange resin particles for origin attribu-
tion of uranium ore concentrate. Accessed 9 Jan 2015

137. Grinberg P, Willie S, Sturgeon RE (2005) Determination of U, Th
and Pu in natural waters, biological materials and clinical samples
by ETV-ICP-MS. J Anal At Spectrom 20(8):717. doi:10.1039/
b502550h

138. Nischkauer W, Herincs E, Puschenreiter M, Wenzel W, Limbeck
A (2013) Determination of Pt, Pd and Rh in Brassica Napus using

Recent advances in quantitative LA-ICP-MS analysis 6615

http://dx.doi.org/10.1016/j.talanta.2007.01.006
http://dx.doi.org/10.1016/j.talanta.2007.01.006
http://dx.doi.org/10.1366/13-07351
http://dx.doi.org/10.1016/j.talanta.2005.02.029
http://dx.doi.org/10.1515/hf-2011-0182
http://dx.doi.org/10.1021/ef801037a
http://dx.doi.org/10.1016/j.aca.2013.07.031
http://dx.doi.org/10.1021/ac303307u
http://dx.doi.org/10.1021/ac303307u
http://dx.doi.org/10.1021/ef300173w
http://dx.doi.org/10.1039/b819373h
http://dx.doi.org/10.1016/j.chemgeo.2014.06.001
http://dx.doi.org/10.1016/j.chemgeo.2014.06.001
http://dx.doi.org/10.1021/ef801039g
http://dx.doi.org/10.1021/ef801039g
http://dx.doi.org/10.2174/1875038901003010153
http://dx.doi.org/10.2174/1875038901003010153
http://dx.doi.org/10.1007/s00216-007-1741-x
http://dx.doi.org/10.1016/j.geoderma.2011.01.004
http://dx.doi.org/10.1007/s11270-005-9000-2
http://dx.doi.org/10.1016/j.palaeo.2008.11.015
http://dx.doi.org/10.1016/j.palaeo.2008.11.015
http://dx.doi.org/10.1016/s0165-9936(03)00301-7
http://dx.doi.org/10.1021/ac048275a
http://dx.doi.org/10.1007/s002160050594
http://dx.doi.org/10.1039/a905479k
http://dx.doi.org/10.1039/b704963c
http://dx.doi.org/10.1021/ac8010582
http://dx.doi.org/10.1039/c003512b
http://dx.doi.org/10.1039/c003512b
http://dx.doi.org/10.1016/j.talanta.2012.04.040
http://dx.doi.org/10.1021/ef3020052
http://dx.doi.org/10.1021/ef3020052
http://dx.doi.org/10.1039/c0ja00118j
http://dx.doi.org/10.1039/b502550h
http://dx.doi.org/10.1039/b502550h


solid sampling electrothermal vaporization inductively coupled
plasma optical emission spectrometry. Spectrochim Acta B At
Spectrosc 89:60–65. doi:10.1016/j.sab.2013.08.013

139. Grinberg P, Yang L, Mester Z, Willie S, Sturgeon RE
(2006) Comparison of laser ablation, electrothermal vapor-
ization and solution nebulization for the determination of
radionuclides in liquid samples by inductively coupled
plasma mass spectrometry. J Anal At Spectrom 21(11):
1202. doi:10.1039/b607911c

140. Deegan RD, Bakajin O, Dupont TF, Huber G, Nagel SR, Witten
TA (1997) Capillary flow as the cause of ring stains from dried
liquid drops. Nature 389(6653):827–829. doi:10.1038/39827

141. Deegan R, Bakajin O, Dupont T, Huber G, Nagel S, Witten T
(2000) Contact line deposits in an evaporating drop. Phys Rev E
62(1):756–765. doi:10.1103/PhysRevE.62.756

142. Berteloot G, Hoang A, Daerr A, Kavehpour HP, Lequeux F, Limat
L (2012) Evaporation of a sessile droplet: inside the coffee stain. J
Colloid Interface Sci 370(1):155–161. doi:10.1016/j.jcis.2011.10.
053

143. Kajiya T, Kaneko D, Doi M (2008) Dynamical visualization of
Bcoffee stain phenomenon^ in droplets of polymer solution via
fluorescent microscopy. Langmuir 24(21):12369–12374. doi:10.
1021/la8017858

144. Bhardwaj R, Fang X, Somasundaran P, Attinger D (2010) Self-
assembly of colloidal particles from evaporating droplets: role of
DLVO interactions and proposition of a phase diagram. Langmuir
26(11):7833–7842. doi:10.1021/la9047227

145. Adachi E, Dimitrov AS, Nagayama K (1995) Stripe patterns
formed on a glass surface during droplet evaporation. Langmuir
11(4):1057–1060. doi:10.1021/la00004a003

146. Uno K, Hayashi K, Hayashi T, Ito K, Kitano H (1998) Particle
adsorption in evaporating droplets of polymer latex dispersions on
hydrophilic and hydrophobic surfaces. Colloid Polym Sci 276(9):
810–815. doi:10.1007/s003960050314

147. Sefiane K (2014) Patterns from drying drops. Adv Colloid Interf
Sci 206:372–381. doi:10.1016/j.cis.2013.05.002

148. Ristenpart W, Kim P, Domingues C, Wan J, Stone H (2007)
Influence of substrate conductivity on circulation reversal in evap-
orating drops. Phys Rev Lett 99(23). doi:10.1103/PhysRevLett.
99.234502

149. Latterini L, Blossey R, Hofkens J, Vanoppen P, Schryver FC,
Rowan AE, Nolte RJM (1999) Ring formation in evaporating
porphyrin derivative solutions. Langmuir 15(10):3582–3588.
doi:10.1021/la981602n

150. Fang X, Li B, Petersen E, Seo Y-S, Samuilov VA, Chen Y,
Sokolov JC, Shew C-Y, Rafailovich MH (2006) Drying of DNA
droplets. Langmuir 22(14):6308–6312. doi:10.1021/la060479u

151. Gorr HM, Zueger JM, McAdams DR, Barnard JA (2013) Salt-
induced pattern formation in evaporating droplets of lysozyme
solutions. Colloids Surf B: Biointerfaces 103:59–66. doi:10.
1016/j.colsurfb.2012.09.043

152. Sobac B, Brutin D (2014) Desiccation of a sessile drop of blood:
cracks, folds formation and delamination. Colloids Surf A
Physicochem Eng Asp 448:34–44. doi:10.1016/j.colsurfa.2014.
01.076

153. Yang L, Sturgeon RE, Mester Z (2005) Dried-droplet laser abla-
tion ICP-MS of HPLC fractions for the determination of
selenomethionine in yeast. J Anal At Spectrom 20(5):431. doi:
10.1039/b500926j

154. Hsieh H-F, Chang W-S, Hsieh Y-K, Wang C-F (2009) Lead de-
termination in whole blood by laser ablation coupled with induc-
tively coupled plasma mass spectrometry. Talanta 79(2):183–188.
doi:10.1016/j.talanta.2009.03.027

155. Hsieh H-F, Chang W-S, Hsieh Y-K, Wang C-F (2011) Using
dried-droplet laser ablation inductively coupled plasma mass

spectrometry to quantify multiple elements in whole blood. Anal
Chim Acta 699(1):6–10. doi:10.1016/j.aca.2011.05.002

156. PešO, Jungová P, Vyhnánek R, Vaculovič T, Kanický V, Preisler J
(2008) Off-line coupling of capillary electrophoresis to substrate-
assisted laser desorption inductively coupled plasma mass spec-
trometry. Anal Chem 80(22):8725–8732. doi:10.1021/ac801036x

157. Jungová P, Navrátilová J, Peš O, Vaculovič T, Kanický V, Šmarda
J, Preisler J (2010) Substrate-assisted laser desorption inductively-
coupled plasma mass spectrometry for determination of copper in
myeloid leukemia cells. J Anal At Spectrom 25(5):662. doi:10.
1039/b919811c

158. Cizdziel JV (2007) Determination of lead in blood by laser abla-
tion ICP-TOF-MS analysis of blood spotted and dried on filter
paper: a feasibility study. Anal Bioanal Chem 388(3):603–611.
doi:10.1007/s00216-007-1242-y

159. Aramendía M, Rello L, Bérail S, Donnard A, Pécheyran C,
Resano M (2015) Direct analysis of dried blood spots by
femtosecond-laser ablation-inductively coupled plasma-mass
spectrometry. Feasibility of split-flow laser ablation for simulta-
neous trace element and isotopic analysis. J Anal At Spectrom
30(1):296–309. doi:10.1039/c4ja00313f

160. Aramendía M, Rello L, Vanhaecke F, Resano M (2012) Direct
trace-elemental analysis of urine samples by laser ablation-
inductively coupled plasma mass spectrometry after sample depo-
sition on clinical filter papers. Anal Chem 84(20):8682–8690. doi:
10.1021/ac3018839

161. Demirev PA (2013) Dried blood spots: analysis and applications.
Anal Chem 85(2):779–789. doi:10.1021/ac303205m

162. Cobb Z, Vries R, Spooner N, Williams S, Staelens L, Doig M,
Broadhurst R, Barfield M, van de Merbel N, Schmid B, Siethoff
C, Ortiz J, Verheij E, van Baar B, White S, Timmerman P (2013)
In-depth study of homogeneity in DBS using two different tech-
niques: results from the EBF DBS-microsampling consortium.
Bioanalysis 5(17):2161–2169. doi:10.4155/bio.13.171

163. Ren X, Paehler T, ZimmerM, Guo Z, Zane P, Emmons GT (2010)
Impact of various factors on radioactivity distribution in different
DBS papers. Bioanalysis 2(8):1469–1475. doi:10.4155/bio.10.96

164. Choi H, Ma S, Lee JS, Lim HB (2010) Array-type microchip
sampling to determine trace metal in photoresist used in semicon-
ductor manufacturing process. J Anal At Spectrom 25(5):710. doi:
10.1039/b916064g

165. Nischkauer W, Vanhaecke F, Bernacchi S, Herwig C, Limbeck A
(2014) Radial line-scans as representative sampling strategy in
dried-droplet laser ablation of liquid samples deposited on pre-
cut filter paper disks. Spectrochim Acta B At Spectrosc 101:
123–129. doi:10.1016/j.sab.2014.07.023

166. Gabriel SJ, Schwarzinger C, Schwarzinger B, Panne U, Weidner
SM (2014) Matrix segregation as the major cause for sample in-
homogeneity in MALDI dried droplet spots. J Am Soc Mass
Spectrom 25(8):1356–1363. doi:10.1007/s13361-014-0913-0

167. Foltynová P, Bednařík A, Kanický V, Preisler J (2014) Diode laser
thermal vaporization ICP MS with a simple tubular cell for deter-
mination of lead and cadmium in whole blood. J Anal At
Spectrom. doi:10.1039/c4ja00113c

168. Foltynová P, Kanický V, Preisler J (2012) Diode laser thermal
vaporization inductively coupled plasma mass spectrometry.
Anal Chem 84(5):2268–2274. doi:10.1021/ac202884m

169. Razmislevicien I, Padarauskas A, Pranaityt B, Naujalis E (2010)
Determination of Cr(VI) by dispersive liquid-liquid
microextraction and dried-droplet laser ablation ICP-MS. Curr
Anal Chem 6(4):310–315. doi:10.2174/1573411011006040310

170. Narukawa T, Willie S (2010) Dried deposits of biological tissues
solubilized using formic acid for LA ICP-TOF-MS. J Anal At
Spectrom 25(7):1145. doi:10.1039/b927309c

171. Do T-M, Hsieh H-F, Chang W-C, Chang E-E, Wang C-F (2011)
Analysis of liquid samples using dried-droplet laser ablation

6616 A. Limbeck et al.

http://dx.doi.org/10.1016/j.sab.2013.08.013
http://dx.doi.org/10.1039/b607911c
http://dx.doi.org/10.1038/39827
http://dx.doi.org/10.1103/PhysRevE.62.756
http://dx.doi.org/10.1016/j.jcis.2011.10.053
http://dx.doi.org/10.1016/j.jcis.2011.10.053
http://dx.doi.org/10.1021/la8017858
http://dx.doi.org/10.1021/la8017858
http://dx.doi.org/10.1021/la9047227
http://dx.doi.org/10.1021/la00004a003
http://dx.doi.org/10.1007/s003960050314
http://dx.doi.org/10.1016/j.cis.2013.05.002
http://dx.doi.org/10.1103/PhysRevLett.99.234502
http://dx.doi.org/10.1103/PhysRevLett.99.234502
http://dx.doi.org/10.1021/la981602n
http://dx.doi.org/10.1021/la060479u
http://dx.doi.org/10.1016/j.colsurfb.2012.09.043
http://dx.doi.org/10.1016/j.colsurfb.2012.09.043
http://dx.doi.org/10.1016/j.colsurfa.2014.01.076
http://dx.doi.org/10.1016/j.colsurfa.2014.01.076
http://dx.doi.org/10.1039/b500926j
http://dx.doi.org/10.1016/j.talanta.2009.03.027
http://dx.doi.org/10.1016/j.aca.2011.05.002
http://dx.doi.org/10.1021/ac801036x
http://dx.doi.org/10.1039/b919811c
http://dx.doi.org/10.1039/b919811c
http://dx.doi.org/10.1007/s00216-007-1242-y
http://dx.doi.org/10.1039/c4ja00313f
http://dx.doi.org/10.1021/ac3018839
http://dx.doi.org/10.1021/ac303205m
http://dx.doi.org/10.4155/bio.13.171
http://dx.doi.org/10.4155/bio.10.96
http://dx.doi.org/10.1039/b916064g
http://dx.doi.org/10.1016/j.sab.2014.07.023
http://dx.doi.org/10.1007/s13361-014-0913-0
http://dx.doi.org/10.1039/c4ja00113c
http://dx.doi.org/10.1021/ac202884m
http://dx.doi.org/10.2174/1573411011006040310
http://dx.doi.org/10.1039/b927309c


inductively coupled plasma mass spectrometry. Spectrochim Acta
B At Spectrosc 66(8):610–618. doi:10.1016/j.sab.2011.06.008

172. Hsieh H-F, Chen Y-H, Wang C-F (2011) A magnesium hydroxide
preconcentration/matrix reduction method for the analysis of rare
earth elements in water samples using laser ablation inductively
coupled plasma mass spectrometry. Talanta 85(2):983–990. doi:
10.1016/j.talanta.2011.05.011

173. Kumtabtim U, Siripinyanond A, Auray-Blais C, Ntwari A, Becker
JS (2011) Analysis of trace metals in single droplet of urine by laser

ablation inductively coupled plasma mass spectrometry. Int J Mass
Spectrom 307(1–3):174–181. doi:10.1016/j.ijms.2011.01.030

174. FittschenUEA,BingsNH,Hauschild S, Förster S, Kiera AF, Karavani
E, Frömsdorf A, Thiele J, Falkenberg G (2008) Characteristics of
picoliter droplet dried residues as standards for direct analysis tech-
niques. Anal Chem 80(6):1967–1977. doi:10.1021/ac702005x

175. Holthoff E, Farrell M, Pellegrino P (2013) Standardized sample
preparation using a drop-on-demand printing platform. Sensors
13(5):5814–5825. doi:10.3390/s130505814

Recent advances in quantitative LA-ICP-MS analysis 6617

http://dx.doi.org/10.1016/j.sab.2011.06.008
http://dx.doi.org/10.1016/j.talanta.2011.05.011
http://dx.doi.org/10.1016/j.ijms.2011.01.030
http://dx.doi.org/10.1021/ac702005x
http://dx.doi.org/10.3390/s130505814

	Recent advances in quantitative LA-ICP-MS analysis: challenges and solutions in the life sciences and environmental chemistry
	Abstract
	Introduction
	Common concepts for quantification in LA-ICP-MS
	Analysis of hard tissues and compact samples
	Biogenic carbonates: calibration
	Biogenic hard tissues: claws, feathers, fish scales, and hair: calibration
	Validation

	Measurement of soft tissues and protein samples
	Quantitative imaging approaches
	Solid standard materials
	Internal standards

	Electrophoretically separated metalloproteins

	Analysis of powdered samples
	Sample preparation
	Quantification strategies
	Application of CRMs and in-house standards
	Improved standard approaches
	Specific approaches

	Figures�of merit

	Dried droplet analysis of liquid samples
	The concept of dried droplet laser ablation
	Preparation of dried droplets
	Quantification approaches, sensitivity, and reproducibility

	Conclusions
	References


