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Neutral particle mass spectrometry with
nanomechanical systems
Eric Sage1,2, Ariel Brenac3,4, Thomas Alava1,2, Robert Morel3,4, Cécilia Dupré1,2, Mehmet Selim Hanay5,w,

Michael L. Roukes5, Laurent Duraffourg1,2, Christophe Masselon1,6,7 & Sébastien Hentz1,2

Current approaches to mass spectrometry (MS) require ionization of the analytes of interest.

For high-mass species, the resulting charge state distribution can be complex and difficult

to interpret correctly. Here, using a setup comprising both conventional time-of-flight MS

(TOF-MS) and nano-electromechanical systems-based MS (NEMS-MS) in situ, we show

directly that NEMS-MS analysis is insensitive to charge state: the spectrum consists of a

single peak whatever the species’ charge state, making it significantly clearer than existing

MS analysis. In subsequent tests, all the charged particles are electrostatically removed from

the beam, and unlike TOF-MS, NEMS-MS can still measure masses. This demonstrates

the possibility to measure mass spectra for neutral particles. Thus, it is possible to envisage

MS-based studies of analytes that are incompatible with current ionization techniques and

the way is now open for the development of cutting-edge system architectures with unique

analytical capability.
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O
f all analytical techniques, mass spectrometry (MS) has
grown fastest over the past two decades1,2; it is now
recognized as an essential tool in a variety of fields of

modern research ranging from environmental chemistry3 to
structural biology4 or even astrophysics5. After ionization of the
analytes of interest, the spectrum generated is interpreted on the
mass-to-charge ratios of the different ions. Thanks to the ground-
breaking development of soft ionization methods6,7, MS is no
longer limited to applications involving small volatile molecules,
but can be used to study massive, supramolecular assemblies8–10.
Nevertheless, routine use of MS in the MDa to GDa range
remains challenging as, in this mass range, correct analysis
requires a large number of charges per particle to produce mass-
to-charge ratios compatible with the detection capacities of most
mass analysers11. The enormous number of charge states
obtained may produce difficult to interpret spectra due to
overlapping peaks9 as well as drastic changes of physical state
compared with buffered solution. In some cases, the study of
molecules in their ‘native’ form (due to, for example,
dissociation9,12) can be made complex. Moreover, it has been
estimated that only one analyte ion out of 103–105 generated at
ambient pressure is generally detected13. This state of affairs has
led to extensive efforts to understand and improve the efficiency
of ionization and ion transmission13,14 as well as ion detection, in
particular for high masses8,15.

Mass sensing has been widely performed since the mid-nineties
using micro- and nanomechanical resonators, which detect
changes in resonance frequency on mass accretion on their
surface16–18. A mass resolution of a few Daltons was recently
reported19. While the first nano-electromechanical systems
MS (NEMS-MS) was being developed20, a procedure to
simultaneously deduce both the mass and position of a single
particle present on the resonator by monitoring several resonance
modes was designed by the same group and later performed at
the microscale21. This effort eventually culminated in real-time
acquisition of NEMS-MS for single particles22. In systems
equipped with standard ion sources, this experiment
demonstrated that NEMS can detect and measure ionized
molecules. However, NEMS-based measurements have never
been benchmarked against the results obtained with a well-
established MS system. This lack of comparison probably stems
from the fact that NEMS operate in a mass range where there is
no accepted mass standard (i.e., the atomic or molecular
calibrants used in MS23,24). Furthermore, NEMS-MS has an

attribute distinguishing it from all other MS systems—it can
measure both neutral and ionized molecules—but this attribute
has yet to be exploited.

In this article, we demonstrate the unique features of
NEMS-MS using an experimental setup where both neutral and
ionized metallic nanoclusters can be produced on demand. This
novel hybrid setup makes it possible to acquire mass spectra for
these nanoclusters by both NEMS-MS and time-of-flight MS
(TOF-MS).

Results
Setup. The setup consisted of four main vacuum chambers (see
Fig. 1a): a nanocluster source, an intermediate chamber equipped
with electrostatic deflection plates, a deposition chamber and
an in-line TOF mass spectrometer. Metallic nanoclusters were
generated using a sputtering gas aggregation technique25.
Nanoclusters were then expelled into the vacuum deposition
chamber (10� 5mbar) through a differential pumping stage. The
metallic cluster sizes and the cluster deposition rate could be
tuned by adjusting the operating parameters (see Supplementary
Methods). The deposition rate was measured thanks to a quartz
crystal microbalance (QCM) placed on a translational stage.
Upon retraction of this stage, the nanomechanical resonator
shown in Fig. 1b was exposed to the cluster flux. When both
NEMS and QCM were retracted, the particle flux could enter
the acceleration region of the in-line TOF mass spectrometer,
where the mass-to-charge distribution of charged particles was
measured. Transmission electronic microscopy (TEM) performed
on nanoclusters deposited on TEM grids showed that the TOF
module accurately detects the total mass distribution for the
clusters26 (see Supplementary Methods). The configuration of the
deposition chamber makes it possible to perform QCM, TOF-MS
and NEMS-MS measurements sequentially; this setup ensures
that the cluster distribution remains unchanged within the
timeframe of the experiment (typically from 30min to several
hours; detailed in Supplementary Methods).

Comparison of TOF-MS and NEMS-MS. For our experiments,
we chose tantalum as the analyte as it is both dense (16.6 g.cm� 3)
and readily condenses into large clusters. The cluster populations
generated follow a log normal distribution law with mean masses
of up to 4.5MDa (diameter up to 9.5 nm). The TOF and
NEMS-MS mass spectra acquired for various populations, with
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Figure 1 | Hybrid setup for TOF-MS and NEMS-MS of nanoparticles. (a) Diagram showing the full setup from left to right: the cluster source, an

intermediate chamber comprising deflection plates, the deposition chamber and an in-line TOF mass spectrometer. Both NEMS holder and QCM are

retractable, making sequential NEMS-MS, TOF-MS and QCM measurements possible in identical operating conditions. (b) Colourized scanning electron

microscope image of a typical doubly clamped in-plane resonator used in this study. The beams were designed to resonate around 25MHz for mode 1 and

65MHz for mode 2. Typical dimensions for the resonant beam were: 160 nm (thickness), 300 nm (width) and 5–10 mm (length). Electrostatic actuation was

used, and in-plane motion transduction was performed using piezoresistive nanogauges in a bridge configuration to allow background cancellation. Gate

electrodes were specifically patterned for mode 1 and mode 2 actuation. A bias voltage at o�no was applied at the centre of the nanogauge bridge and

the tension/compression in the nanogauges at o was used to mix the differential output down atno, a few 10 s of kHz (see also Supplementary Methods).

Manufacturing details and electrical operation are described elsewhere31.
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mean masses down to 470 kDa were compared. Excellent
matching of both the central mass and the width of the main peak
distribution was obtained between the two techniques, particu-
larly for larger particles (see Supplementary Fig. 5). As the mass
resolution of a nanomechanical sensor is constant over the whole
mass range27, it provides lower relative uncertainty for heavier
particles. This contrasts with current MS systems where the
resolving power (capacity to distinguish between two peaks with
similar masses) decreases as mass increases11. A comparison
between NEMS-MS and TOF-MS for a cluster population centred
on 2,420 kDa is presented in Fig. 2. NEMS-MS spectra displayed a
single peak, but additional peaks were present on the TOF-MS
spectrum. These additional peaks were visible in a wide range of
operating conditions for cluster generation (clusters typically
measured 4 nm or more). Regardless of the mass distribution
generated, the mass ratios between these peaks remained constant
and equal to 1/2 and 1/3. However, multimodal size distributions
were never observed with TEM measurements26, indicating that
the true particle mass distribution is represented by a single peak.
The multiple peaks detected with TOF-MS can thus be attributed
to the presence of multiple charge states in the compound
analysed, which is a common phenomenon in current MS. Thus,
different charge states lead to several peaks because ion-based
MS is sensitive to the mass-over-charge ratio (m/z). This
phenomenon can become problematic when a number of
charge states co-exist, since it decreases the signal-to-noise ratio
(because the ions of interest are spread over multiple peaks).
When this occurs with mixtures to be analysed, spectral
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Figure 3 | Demonstration of neutral-particle MS. Results of TOF-MS and NEMS-MS analysis of populations with and without charged particles.

Charged particles can be removed by tuning the voltage on the deflection plates in the intermediate chamber: when this potential is set to 0V

(upper graphs), both ionized and neutral particles flow towards the deposition chamber, while with a voltage of 40V (lower graphs) only neutral particles

enter the deposition chamber. Three different nanoparticle populations were produced and measured using different experimental settings. These

populations had mean masses of around 1,300, 2,300 and 3,400 kDa. The TOF displays singly, doubly and even triply charged particles when ions are not

deflected. However, just like any ion-based MS instrument, the TOF is unable to produce spectra for the populations composed solely of neutral particles.

NEMS-MS successfully detects the particles regardless of their charge states and delivers identical spectra for all configurations.
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interpretation requires specific procedures to deal with
overlapping multiply charged envelopes9,28,29. Moreover, the
interpretation of spectra containing multiple charge states with
low isotopic resolution becomes a real issue, since it can be
difficult to distinguish between the presence of species at a
fraction of the mass ðmxzÞ of a particular analyte of mass m and the
presence of a multiply charged version of the same analyte
ðmxzÞ ref. 30. To identify a species, the instrument resolution must
be sufficient to resolve multiple peaks, and assign charge numbers
to deduce a precise mass. NEMS-MS detection provides a clear,
single peak, unlike m/z detection that displays multiple charge
states. Indeed, the resolution—70 kDa as directly measured based
on Allan deviation31—is amply sufficient to resolve any of the
apparent peaks present on the TOF-MS spectrum, and indeed, in
other acquisitions, clusters with mean masses o500 kDa were
successfully measured. Figure 2 clearly shows that NEMS-MS
spectra provide a clean signal, untainted by the compounding
effect of multiple charge states. Consequently, this spectrum
unequivocally shows that the nanoparticle population produced
can be represented by a single distribution with a well-defined
peak value corresponding to its mass. NEMS-MS can thus avoid
possible spectrum misinterpretation or loss of information caused
by peak overlap. This attribute could be of great interest when
analysing mixtures, that is, for the vast majority of MS
measurements.

Mass spectrum of neutral particles. The results presented here
demonstrate that NEMS-MS is insensitive to charge and can be
used to directly measure mass. This potentially represents a major
paradigm shift in MS since ionization could be circumvented
altogether. Without ionization, it will be possible to analyse
compounds in their native state, regardless of their charge. To
confirm that this is possible, we went on to investigate whether
the NEMS device could detect neutral particles. A DC voltage of
40V was applied to the deflection plates located in the inter-
mediate chamber. This voltage caused charged particles (known
to form in the cluster source) to deviate from the straight flow line
and collide with the plate (producing a black spot on the plates,
see Supplementary Fig. 2d) while neutral particles were
unperturbed and continued on towards the deposition chamber.
TOF and NEMS-MS spectra were acquired with and without
electrostatic deflection: Figure 3 shows the first mass spectra
obtained for neutral particles. While no signal was observed with
the TOF module (confirming the absence of charged particles),
NEMS-MS successfully measured the mass distribution for the
neutral particle population. Once again, the peak mass of the
undeflected, singly charged TOF spectra correlated very well with
both the deflected (neutrals only) and undeflected (both ions
and neutrals) NEMS-MS spectra, confirming that the mass
distributions for neutral and ionized clusters were identical.

Discussion
Analysis of large (supra-) molecular entities is extremely
challenging using ion-based MS methods as a high number of
charges is required to produce mass-to-charge ratios compatible
with the detection capacity of most mass analysers11. Very few
instruments are capable of resolving successive charge states in
this high-mass/high-charge regime10. Moreover, not all species
ionize with equal efficiency24,30. Thus, MS is inherently non-
quantitative and internal standards must be used to calibrate the
analytical response23. Although charge detection MS circumvents
charge state assignment issues by simultaneously measuring the
charge and the m/z of individual ions, it still requires highly
charged particles (hundreds to thousands) when analysing
massive ions8,32. In ionization-based MS in general, the extent

of charging required in some cases may make it complex to study
the analyte in its ‘native’ form, as it would be found in buffered
solution9, and may even induce unwanted dissociation. A clear
limitation of ionization-based MS is the instruments’ limit-of-
detection, which is determined by the ionization source’s
ionization/sampling efficiency, as well as the efficiency of ion
transmission and detection. For example, electrospray ionization
(ESI), the preferred source for use with macroions, has a
combined ionization/sampling efficiency (ratio between the
ionic current after the inlet capillary and the total spray
current) well o1% (ref. 14). This is due in part to a rapidly
expanding charged droplet/ion plume caused by Coulomb
repulsion and to the shape of the electric field, which disperses
the sample across a much larger area than that of the inlet to the
mass spectrometer. Standard ion detectors also have a diminished
efficiency at high masses due to their exponentially decreasing
quantum efficiency15. During our experiments, only one particle
out of a few million entering the TOF spectrometer was generally
detected by the micro channel plate detector (MCP). This is
mainly due to the proportion of charged particles (25%) and to
the secondary electron yield of the MCP (measured in the 10� 6

range, as expected with this high-mass range). The yield of the
TOF-MCP pair can be improved by increasing the voltage, but
not by much more than a factor of 50. On the other hand, one
particle out of a hundred million particles was detected by our
single NEMS detector despite its small cross-section (around
2 mm2). We believe it is feasible to achieve B10% detection
efficiency through use of ultradense arrays of nanoscale
resonators placed in a configuration covering the entire particle
beam. Elsewhere we have demonstrated the requisite
CMOS-compatible techniques for very large scale integration of
NEMS33.

The suitability of NEMS-MS for analysis of both biological and
metallic particles in the MDa to the GDa range has already been
shown22. In this study, we demonstrate that NEMS-MS directly
measures mass independently of charge. This clarifies the
spectrum obtained, simplifying analysis and facilitating the
identification of the sample. We demonstrate directly, for the
first time, that NEMS-MS is compatible with analysis of neutral
particles. This result makes the development of weakly ionizing or
non-ionizing methods for the transfer of particles into the gas
phase highly relevant. Microdispensing could be particularly
suitable for high-mass entities. For example, surface acoustic wave
nebulization is an ionization technique that has been shown to be
even softer than electrospray ionization34. In addition, particles
have almost no velocity as they reach the mass spectrometer inlet,
and can thus be sampled with optimal efficiency. Combining
nebulizers and ultradense arrays of NEMS offers the potential of
new analytical capabilities and limits-of-detection several orders
of magnitude lower than today’s technology. These features
could help elucidate unsolved questions in various fields, such as
the study of new materials8, large dendrimers in analytical
chemistry35,36 or easily dissociated, poorly soluble membrane
proteins37 in structural biology. A similar combination could also
be used to monitor nanoparticle levels in the environment and
residual diseases in real time.

References
1. Van Duijn, E. Current limitations in native mass spectrometry based structural

biology. J. Am. Soc. Mass Spectrom 21, 971–978 (2010).
2. Dove, A. Mass spectrometry raises the bar. Science 328, 920–922 (2010).
3. Heberer, T. Occurrence, fate, and removal of pharmaceutical residues in the

aquatic environment: a review of recent research data. Toxicol. Lett. 131, 5–17
(2002).

4. Robinson, C. V., Sali, A. & Baumeister, W. The molecular sociology of the cell.
Nature 450, 973–982 (2007).

ARTICLE NATURE COMMUNICATIONS | DOI: 10.1038/ncomms7482

4 NATURE COMMUNICATIONS | 6:6482 | DOI: 10.1038/ncomms7482 | www.nature.com/naturecommunications

& 2015 Macmillan Publishers Limited. All rights reserved.

http://www.nature.com/naturecommunications


5. Joblin, C., Masselon, C., Boissel, P., De Parseval, P. & Muller, J.
Simulation of interstellar aromatic hydrocarbons using ion cyclotron
resonance. preliminary results. Rapid Commun. Mass Spectrom. 11, 1619–1623
(1997).

6. Fenn, J. B. Electrospray wings for molecular elephants (Nobel lecture). Angew.
Chem. Int. Ed. 42, 3871–3894 (2003).

7. Tanaka, K. The origin of macromolecule ionization by laser irradiation (Nobel
Lecture). Angew. Chem. Int. Ed. 42, 3860–3870 (2003).

8. Doussineau, T. et al. Direct molar mass determination of self-assembled
amphiphilic block copolymer nanoobjects using electrospray-charge detection
mass spectrometry. ACS Macro Lett. 1, 414–417 (2012).

9. Benesch, J. L. P. & Robinson, C. V. Mass spectrometry of macromolecular
assemblies: preservation and dissociation. Curr. Opin. Struct. Biol. 16, 245–251
(2006).

10. Snijder, J., Rose, R. J., Veesler, D., Johnson, J. E. & Heck, A. J. R. Studying 18
MDa virus assemblies with native mass spectrometry. Angew. Chem. Int. Ed.
52, 4020–4023 (2013).

11. Chang, H.-C. Ultrahigh-mass mass spectrometry of single biomolecules and
bioparticles. Annu. Rev. Anal. Chem. 2, 169–185 (2009).

12. Doussineau, T. et al. Charging megadalton poly(ethylene oxide)s by
electrospray ionization. A charge detection mass spectrometry study. Rapid
Commun. Mass Spectrom. 25, 617–623 (2011).

13. Page, J. S., Kelly, R. T., Tang, K. & Smith, R. D. Ionization and transmission
efficiency in an electrospray ionization – mass spectrometry interface. J. Am.
Soc. Mass Spectrom 18, 1852–1590 (2007).

14. Marginean, I. et al. Analytical characterization of the electrospray ion source in
the nanoflow regime. Anal. Chem. 80, 6573–6579 (2008).

15. Twerenbold, D. et al. Single molecule detector for mass spectrometry with
mass-independent detection efficiency. Proteomics 1, 66–69 (2001).

16. Thundat, T., Wachter, E. a., Sharp, S. L. & Warmack, R. J. Detection of
mercury vapor using resonating microcantilevers. Appl. Phys. Lett. 66, 1695
(1995).

17. Ilic, B. et al. Enumeration of DNA molecules bound to a nanomechanical
oscillator. Nano Lett. 5, 925–929 (2005).

18. Gil-santos, E. et al. Nanomechanical mass sensing and stiffness spectrometry
based on two-dimensional vibrations of resonant nanowires. Nat. Nanotechnol.
5, 641–645 (2010).

19. Chaste, J. et al. A nanomechanical mass sensor with yoctogram resolution. Nat.
Nanotechnol. 7, 301–304 (2012).

20. Naik, A. K., Hanay, M. S., Hiebert, W. K., Feng, X. L. & Roukes, M. L. Towards
single-molecule nanomechanical mass spectrometry. Nat. Nanotechnol. 4,
445–449 (2009).

21. Schmid, S., Dohn, S. & Boisen, A. Real-time particle mass spectrometry based
on resonant micro strings. Sensors 10, 8092–8100 (2010).

22. Hanay, M. S. et al. Single-protein nanomechanical mass spectrometry in real
time. Nat. Nanotechnol. 7, 602–608 (2012).

23. Brun, V., Masselon, C., Garin, J. & Dupuis, A. Isotope dilution
strategies for absolute quantitative proteomics. J. Proteomics 72, 740–749
(2009).

24. Tang, K., Page, J. S. & Smith, R. D. Charge competition and the linear dynamic
range of detection in electrospray ionization mass spectrometry. J. Am. Soc.
Mass Spectrom. 15, 1416–1423 (2004).

25. Morel, R., Brenac, A., Bayle-Guillemaud, P., Portemont, C. & La Rizza, F.
Growth and properties of cobalt clusters made by sputtering gas-aggregation.
Eur. Phys. J. D 24, 287–290 (2003).

26. Morel, R., Brenac, A., Portemont, C., Deutsch, T. & Notin, L. Magnetic
anisotropy in icosahedral cobalt clusters. J. Magn. Magn. Mater. 308, 296–304
(2007).

27. Ekinci, K. L., Huang, X. M. H. & Roukes, M. L. Ultrasensitive
nanoelectromechanical mass detection. Appl. Phys. Lett. 84, 4469 (2004).

28. Cunniff, J. B. & Vouros, P. Mass and charge state assignment for proteins and
peptide mixtures via noncovalent adduction in electrospray mass spectrometry.
J. Am. Soc. Mass Spectrom. 6, 1175–1182 (1995).

29. Marty, M. T., Zhang, H., Cui, W., Gross, M. L. & Sligar, S. G. Interpretation and
deconvolution of nanodisc native mass spectra. J. Am. Soc. Mass Spectrom. 25,
269–277 (2014).

30. Ma, B. Challenges in computational analysis of mass spectrometry data for
proteomics. J. Comput. Sci. Technol. 25, 107–123 (2010).

31. Mile, E. et al. In-plane nanoelectromechanical resonators based on silicon
nanowire piezoresistive detection. Nanotechnology 21, 165504 (2010).

32. Keifer, D. Z. et al. Charge detection mass spectrometry of bacteriophage P22
procapsid distributions above 20 MDa. Rapid Commun. Mass Spectrom. 28,
483–488 (2014).

33. Bargatin, I. et al. Large-scale integration of nanoelectromechanical systems for
gas sensing applications. Nano Lett. 12, 1269–1274 (2012).

34. Huang, Y. et al. Surface acoustic wave nebulization produces ions with lower
internal energy than electrospray ionization. J. Am. Soc. Mass Spectrom. 23,
1062–1070 (2012).

35. Baytekin, B. et al. How useful is mass spectrometry for the characterization of
dendrimers? ‘Fake defects’ in the ESi and MALDI mass spectra of dendritic
compounds. Int. J. Mass Spectrom. 249–250, 138–148 (2006).

36. Johnson, J. a., Finn, M. G., Koberstein, J. T. & Turro, N. J. Construction of
linear polymers, dendrimers, networks, and other polymeric architectures by
copper-catalyzed azide-alkyne cycloaddition ‘click’ chemistry. Macromol. Rapid
Commun. 29, 1052–1072 (2008).

37. Sharon, M. How far can we go with structural mass spectrometry of protein
complexes? J. Am. Soc. Mass Spectrom 21, 487–500 (2010).

Acknowledgements
We acknowledge partial support from the LETI Carnot Institute NEMS-MS project. We
also thank Carine Marcoux for her support with the device fabrication, A.-K. Stark for
technical discussions as well as Professor Jean-Claude Tabet for his advice on the writing
of the manuscript. S.H. would like to thank Professor Dan Frost for carefully proof-
reading the text.

Author contributions
E.S., A.B. and R.M. performed the experiments. C.D. fabricated the devices. L.D. and
S.H. conceived the idea, supervised the investigation, and discussed the results and their
impact with C.M. E.S., A.B., T.A., C.M. and S.H. wrote the manuscript. All the authors
commented on the manuscript.

Additional information
Supplementary Information accompanies this paper at http://www.nature.com/
naturecommunications

Competing financial interests: The authors declare no competing financial interest.

Reprints and permission information is available at http://npg.nature.com/
reprintsandpermissions/

How to cite this article: Sage, E. et al. Neutral particle mass spectrometry with
nanomechanical systems. Nat. Commun. 6:6482 doi: 10.1038/ncomms7482 (2015).

This work is licensed under a Creative Commons Attribution 4.0
International License. The images or other third party material in this

article are included in the article’s Creative Commons license, unless indicated otherwise
in the credit line; if the material is not included under the Creative Commons license,
users will need to obtain permission from the license holder to reproduce the material.
To view a copy of this license, visit http://creativecommons.org/licenses/by/4.0/

NATURE COMMUNICATIONS | DOI: 10.1038/ncomms7482 ARTICLE

NATURE COMMUNICATIONS | 6:6482 | DOI: 10.1038/ncomms7482 | www.nature.com/naturecommunications 5

& 2015 Macmillan Publishers Limited. All rights reserved.

http://www.nature.com/naturecommunications
http://www.nature.com/naturecommunications
http://npg.nature.com/reprintsandpermissions/
http://npg.nature.com/reprintsandpermissions/
http://creativecommons.org/licenses/by/4.0/
http://www.nature.com/naturecommunications

	Neutral particle mass spectrometry with nanomechanical systems
	Introduction
	Results
	Setup
	Comparison of TOF-MS and NEMS-MS
	Mass spectrum of neutral particles

	Discussion
	Additional information
	Acknowledgements
	References




