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Abstract
Dynamic light scattering (DLS) and nanoparticle tracking analysis (NTA) are widely used
to determine the size of biological nanoparticles in liquid. In both cases, one first measures
the nanoparticle diffusion coefficient and then converts it to the nanoparticle radius via the
Stokes-Einstein relation. This relation is based on the no-slip boundary condition. Now,
there is evidence that this condition can be violated in biologically relevant cases (e.g., for
vesicles) and that in such situations the partial-slip boundary condition is more suitable. I
show (i) how the latter condition can be employed in the context of DLS and NTA and (ii)
that the use of the former condition may result in underestimation of the nanoparticle radius
by about 10 nm compared with the nominal one.

Keywords Size of nanoparticles · Dynamic light scattering · Nanoparticle tracking
analysis · Stokes-Einstein relation · Partial-slip boundary condition

Biological nanoparticles, e.g., lipid vesicles, micelles, bicelles, virions, and lipid or col-
loidal nanoparticles employed for drug or RNA delivery, are usually suspended in liquid,
and the determination of their size is an important step in their studies and/or the use in
applications. Although in general the measurement of size can be done by employing var-
ious techniques (reviewed in [1]), practically, it is often performed by using DLS and/or
NTA. DLS is based on the analysis of the correlations in the normalized intensity of the scat-
tered light (reviewed in [2–4]). In the simplest case of monodisperse particles with single
scattering, the corresponding correlation function is, for example, represented as:

g2(q, τ ) = 1 + exp(−2Dq2τ), (1)

where D is the particle diffusion coefficient, q is the amplitude of the scattering vector, and
τ is the time interval between measurements. NTA is complementary to DLS, and its use is
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based on the conventional relation between the mean-square displacement of particles and
time (reviewed in [5–8]):

〈�x2〉 + 〈�y2〉 = 4Dt, (2)

or the corresponding Green function:

G(r, t) = G(�x, t)G(�y, t), (3)

where G(�x, t) = (4πDt)−1/2 exp(−�x2/4Dt) (G(�y, t) is defined by analogy). Both
these techniques measure D. The nanoparticle size or, more specifically, hydrodynamic
radius (R) is then determined by using the Stokes-Einstein relation between D and R:

D = kBT

6πηR
, (4)

where kB is the Boltzmann constant, T is temperature, and η is the liquid viscosity. In the
case of spherical nanoparticles (such particles are under consideration below), the hydro-
dynamic radius is considered to be equal to the nominal radius. Other ingredients and/or
extensions of the theory underlying DLS and NTA are focused on the details of calculation
of the correlation function (including, e.g., multiple scattering [3]), details of calculation
of the mean-square displacement (including, e.g., specification of the lower and upper lim-
its [8]), ways of determination of the nanoparticle-sized distribution (including the iterative
histogram method [9, 10] and curve-fitting [11, 12]; see also Ref. [13]), and the factors
(e.g., long-range electrostatic interaction [14]) complicating diffusion of nanoparticles. For
the comparison of the DLS and NTA results obtained for monodisperse nanoparticles of
independently characterized size, one can see, for example, Refs. [6, 13, 15].

Biological nanoparticles (e.g., vesicles, micelles, and enveloped and non-enveloped viri-
ons) are often fully or nearly spherical, and for DLS and NTA characterization of such
particles the Stokes-Einstein relation (4) is accepted axiomatically (see the above-mentioned
references). In fact, the use of this relation for the determination of the size of nanoparticles
can be viewed as one of the basic principles of DLS and NTA. Its textbook derivation is
based on the detailed balance principle relating the diffusion coefficient and mobility:

D = kBT α, (5)

and the Stokes relation between the force and the particle-drift velocity:

F = 6πηRv. (6)

For the mobility, this relation yields

α = 1

6πηR
. (7)

Substituting this expression into (5) results in (4).
The derivation of the Stokes relation (6) is known to be based on the no-slip condition at

the interface between a nanoparticle and liquid. In fact, this condition implies two conditions
concerning the normal and tangential velocities. Both of them should vanish. In physics,
the no-slip boundary condition has long been considered to be obviously correct and is
still often (e.g., in the literature related to DLS and NTA) accepted without discussion.
During the past two decades, there were attempts to scrutinize experimentally whether this
condition really holds (see, for example, the article by Joseph and Tabeling [17], published
in 2005 and containing a discussion of earlier studies, and more recent articles [18–24]).
The outcome of the available studies performed at macroscopic interfaces is that it can
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be violated, and in such cases the condition for the velocity along the interface should be
reformulated in terms of a partial slip boundary as:

v(0) = b
∂v

∂z

∣∣∣∣
z=0

, (8)

where z is the normal coordinate (z = 0 corresponds to the flat interface), v(0) is the
velocity at the interface, and b > 0 is the length corresponding to extrapolation of the
velocity, v(z), to the region with z < 0 down to v = 0 (Fig. 1).

Formally, condition (8) means that the liquid velocity is finite at the interface. Physi-
cally, the properties of the liquid just near the interface are different compared with those
far from the interface. The scale of the size of this region can be comparable with 1 nm, and
the difference of the properties is expected to influence what happens there, i.e., in a thin
layer of thickness δ ≤ 1 nm. From this perspective, condition (8) is expected to correspond
to the region just above this layer, i.e., at z � δ rather than literally at z = 0 (this aspect is
discussed, e.g., in Ref. [16]), and one could expect that condition (8) would work provided
b � δ. If however b is small (comparable with δ), the velocity v(0) determined by (8) is
nearly negligible, and condition (8) becomes equivalent to the conventional no-slip bound-
ary condition as it is expected to be in this limit. Thus, condition (8) can be used down to
b = 0. For the attempts to construct microscopic models allowing interpretation of b, one
can read, for example, recent articles [25, 26] and references therein.

In the theoretical literature, one can find a generalization of the boundary condition (8)
to spherically shaped particles (Sec. 4.20 in [27]). It implies a linear relation between the
tangential velocity of liquid relative to the interface and the stress:

βvθ = �rθ |r=R , (9)

Fig. 1 Velocity of liquid (solid line) along the liquid–solid interface as a function of the coordinate normal
to the interface. The dashed line shows extrapolation of the velocity to the region below the interface so that
v = 0 at z = −b. Note that in reality b is positive (or zero) and accordingly −b is negative
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where r and θ are the polar coordinates, and β is the coefficient of proportionality. In
general, the stress is defined as

�rθ = η

[
1

r

∂vr

∂θ
+ r

∂

∂r

(vθ

r

)]
. (10)

At the interface, the radial velocity vr vanishes, and accordingly the first term in the right-
hand part of (10) can be dropped, and accordingly (9) can be rewritten as:(

β + η

r

)
vθ = η

∂vθ

∂r
. (11)

If a nanoparticle is large so that
β � η/r, (12)

η/r can in (11) be neglected. In this limit, and condition (11) should be equivalent to (8).
This means that β, η, and b are related as

η/β = b. (13)

With this relation, condition (12) can be rewritten as

r � b. (14)

The latter condition is often more convenient because b can be measured experimentally
(see Table 1 below).

With partial-slip boundary condition (11), the steady-state motion of liquid around a
nanoparticle can be described analytically (Sec. 4.20 in [27]), and the force acting on a
nanoparticle is given by

F = 6πηRv
R + 2b

R + 3b
. (15)

The corresponding expressions for the mobility and diffusion coefficient (according to (5))
are as follows:

α = 1

6πηR

R + 3b

R + 2b
, (16)

D = kBT

6πηR

R + 3b

R + 2b
. (17)

Table 1 Results of measurements of b for some materials (in historical order). The accuracy of such
measurements can usually be debated

Material b (nm) Ref.

Glass 50±50 [17]

Chlorodimethyloctylsilane 57±100 [17]

Borosilicate glass 0 [18]

Octadecyltrichlorosilane 19±2 [18]

DPPC lipid � 10 [19]

Silanized glass 45±15 [20]

DOPC lipid � 6 [21]

Graphite � 10 [22]

Mica 0 [23]

Octadecyltrichlorosilane � 28 [23]
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For b � R and b � R, we respectively have

R + 2b

R + 3b
� 1 − b

R
and

R + 2b

R + 3b
� 2

3
.

In these limits, expression (17) is reduced, respectively, to:

D � kBT

6πη(R − b)
, (18)

D � kBT

4πηR
. (19)

In DLS and NTA, as already noted, the nanoparticle radius is determined by using rela-
tion (4) based on the no-slip boundary condition. If in reality this condition is not valid,
the use of relation (4) will result in a systematic error in the determination of the nanopar-
ticle radius. In particular, these techniques will yield the apparent nanoparticle radius, Rap.
According to (17), (18), and (19), this radius is expected to be related with the nominal
radius, R, as:

Rap = R
R + 2b

R + 3b
, or (20)

Rap � R − b provided b � R, and (21)

Rap � 2R/3 provided b � R. (22)

In the context of experiments, these relations between the apparent and nominal nanoparticle
radii are valid provided there are no other systematic errors in measurements. What they
indicate is that the apparent radius may be smaller that the nominal radius (Fig. 2). This is
the main message of this communication.

The extent of reduction of the apparent radius compared with the nominal radius depends
on b. Physically, b is expected to be appreciable for hydrophobic materials. Accurate mea-
surements of b are still challenging. Some results of such measurements performed at

Fig. 2 Apparent nanoparticle radius as a function of the ratio of b and the nominal radius (according to (20)).
The results shown in this figure imply that b is independent of R. In principle, however, b can depend on R
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macroscopic surfaces are collected in Table 1. One can see that b may be appreciable for bio-
logically relevant materials. Lipid molecules, for example, are composed of a hydrophilic
head and two hydrophobic hydrocarbon chains so that the exterior part of lipid bilayers is
hydrophilic [28], and accordingly one might expect that for them b would be negligible. The
corresponding experiments indicate, however, that b is about 10 nm [19, 21]. The accuracy
of measurements of b is unfortunately not high. With this reservation, the ratio Rap/R can
be calculated with this value of b as a function of R for the values of R typical for small
vesicles (Fig. 3). Roughly, this value of b characterizes the scale of how the no-slip bound-
ary condition can influence the DLS- and NTA-measured size of vesicles, and accordingly
it has been indicated in the abstract.

Another interesting aspect is whether the difference between the apparent and nominal
nanoparticle radii is observed in the experiments aimed at validation of DLS and/or NTA.
Looking through the corresponding studies, one can conclude that from this perspective the
available results are somewhat contradictory. In a few studies, for example, monodisperse
polystyrene nanobeads of specified size were used to prove the accuracy of DLS and/or
NTA [6, 13, 15]. For sizes from 60 to 1000 nm, DLS is found to overestimate slightly (by
about 10%) the size whereas NTA reproduces the nominal size (Table 1 in [6]). The results
obtained for 100-nm-sized beads [13] are similar. For sizes of 92, 269, and 343 nm, DLS
is reported to overestimate slightly (by about 10%) the size while NTA underestimates the
size (by up to about 30%) (Fig. 1 in [15]). Although, as already noted, the results of these
experiments and some other similar experiments reported by different groups are not in full
mutual agreement, the scale of the difference between the measured and nominal sizes is
comparable with that predicted by my analysis focused on the partial-slip boundary condi-
tion. This is an additional argument indicating that the related corrections can be important
along with some other corrections which should be discussed in each specific case. The
latter is beyond my goals because such discussions are expected to include tiny details of
measurements (which are often not published with the data (see, for example, the discussion
in [29])) and accordingly should be done by the corresponding experimentalists.

Fig. 3 Apparent nanoparticle radius as a function of the nominal radius for b = 10 nm (according to (20))
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Finally, one can notice that what happens near the interface between a nanoparticle and
liquid or, more specifically, the value of b in condition (8) may obviously depend on the
presence of surfactant there [30, 31]. It can influence the results of measurements undesir-
ably because the corresponding surface coverage can be appreciable even in the presence
of traces of these species in solution. In the other way around, surfactants can be used to
modify intentionally the interface in order to reach one goal or another.

Taken together, the results presented and discussed in this communication extend the
basis for the interpretation of DNS and NTA measurements. The key conclusion is that the
partial-slip boundary conditions can be relevant in the context of DNS and NTA measure-
ments of size of biological nanoparticles, e.g., vesicles. It does not exclude, however, that
the interpretation of such measurements can be complicated by other factors.

Funding Information Open access funding provided by Chalmers University of Technology.

Compliance with ethical standards

Conflict of interest The author declares that he has no conflict of interest.

Open Access This article is licensed under a Creative Commons Attribution 4.0 International License,
which permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as
you give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons
licence, and indicate if changes were made. The images or other third party material in this article are included
in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the material. If
material is not included in the article’s Creative Commons licence and your intended use is not permitted
by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from the
copyright holder. To view a copy of this licence, visit http://creativecommonshorg/licenses/by/4.0/.

References

1. Merkus, H.G.: Particle Size Measurements: Fundamentals, Practice, Quality, p. 533. Springer, Berlin
(2009)

2. Berne, B.J., Pecora, R.: Dynamic Light Scattering: with Applications to Chemistry, Biology, and Physics,
p. 376. Dover Publications, New York (2000)

3. Zakharov, P., Scheffold, F.: Dynamic and static light scattering: selected applications. In: Kokhanovsky,
A. (ed.) Light Scattering Reviews 4: Single Light Scattering and Radiative Transfer, pp. 433–467.
Springer, Chichester (2009)

4. Stetefeld, J., McKenna, S.A., Patel, T.R.: Dynamic light scattering: a practical guide and applications in
biomedical sciences. Biophys. Rev. 8, 409–427 (2016)

5. Malloy, A., Carr, B.: Nanoparticle tracking analysis - The HaloTM system. Part. Part. Syst. Charact. 23,
197–204 (2006)

6. Filipe, V., Hawe, A., Jiskoot, W.: Critical evaluation of nanoparticle tracking analysis (NTA) by
NanoSight for the measurement of nanoparticles and protein aggregates. Pharmac. Res. 27, 796–810
(2010)

7. Van der Meeren, P., Kasinos, M., Saveyn, H.: Relevance of two-dimensional brownian motion dynamics
in applying nanoparticle tracking analysis. Meth. Molec. Biol. 906, 525–534 (2012)

8. Kim, A., Bernt, W., Cho, N.-J.: Improved size determination by nanoparticle tracking analysis: influence
of recognition radius. Anal. Chem. 91, 9508–9515 (2019)

9. Braeckmans, K. et al.: Sizing nanomatter in biological fluids by fluorescence single particle tracking.
Nano Lett. 10, 4435–4442 (2010)

10. Walker, J.G.: Improved nano-particle tracking analysis. Meas. Sci. Technol. 23, 065605 (2012)
11. Saveyn, H., De Baets, B., Thas, O., Hole, P., Smith, J., Van der Meeren, P.: Accurate particle size distri-

bution determination by nanoparticle tracking analysis based on 2-D Brownian dynamics simulation. J.
Coll. Interf. Sci. 352, 593–600 (2010)

http://creativecommonshorg/licenses/by/4.0/


Vladimir P. Zhdanov

12. Kestens, V., Bozatzidis, V., De Temmerman, P.-J., Ramaye, Y., Roebben, G.: Validation of a particle
tracking analysis method for the size determination of nano- and microparticles. J. Nanopart. Res. 19,
271 (2017)

13. Matsuura, Y., Ouchi, N., Nakamura, A., Kato, H.: Determination of an accurate size distribution of
nanoparticles using particle tracking analysis corrected for the adverse effect of random Brownian
motion. Phys. Chem. Chem. Phys. 20, 17839 (2018)

14. Matsuura, Y., Ouchi, N., Banno, H., Nakamura, A., Kato, H.: Accurate size determination of polystyrene
latex nanoparticles in aqueous media using a particle tracking analysis method. Coll. Surf. A 525, 7–12
(2017)

15. Kim, A., Ng, W.B., Bernt, W., Cho, N.-J.: Validation of size estimation of nanoparticle tracking analysis
on polydisperse macromolecule assembly. Sci. Rep. 9, 2639 (2019)

16. Vinogradova, O.I.: Drainage of a thin liquid film confined between hydrophobic surfaces. Langmuir 11,
2213–2220 (1995)

17. Joseph, P., Tabeling, P.: Direct measurement of the apparent slip length. Phys. Rev. E 71, 035303 (2005)
18. Cottin-Bizonne, C., Cross, B., Steinberger, A., Charlaix, E.: Boundary slip on smooth hydrophobic

surfaces: Intrinsic effects and possible artifacts. Phys. Rev. Lett. 94, 056102 (2005)
19. Cross, B., Steinberger, A., Cottin-Bizonne, C., Rieu, J.-P., Charlaix, E.: Boundary flow of water on

supported phospholipid films. Europhys. Lett. 73, 390–395 (2006)
20. Lasne, D., Maali, A., Amarouchene, Y., Cognet, L., Lounis, B., Kellay, H.: Velocity profiles of water

flowing past solid glass surfaces using fluorescent nanoparticles and molecules as velocity probes. Phys.
Rev. Lett. 100, 214502 (2008)

21. Leroy, S., Steinberger, A., Cottin-Bizonne, C., Trunfio-Sfarghiu, A.-M., Charlaix, E.: Probing biolubri-
cation with a nanoscale flow. Soft Matter 5, 4997–5002 (2009)

22. Li, D., Jing, D., Pan, Y., Khurshid, A., Zhao, X.: Slip length measurement of water flow on graphite
surface using atomic force microscope. Adv. Mater. Res. 941-944, 1581–1584 (2014)

23. Chen, L., Zhao, X., Pan, Y.: Establishment of a standard method for boundary slip measurement on
smooth surfaces based on AFM. Appl. Sci. 9, 1453 (2019)
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