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ABSTRACT

Establishing that a nanoparticle dispersion can, in fact, be treated as a solution has an important
practical ramification, namely the application of solubility theories for solvent selection.
However, what distinguishes a solution and dispersion has remained ambiguously understood.
Based on the recent progress in statistical thermodynamics on multiple-component solutions,
here we establish the condition upon which a nanoparticle dispersion can be considered a single-
phased solution. We shall provide experimental evidence already found in the literature showing

the solution nature of nanoparticle dispersions.
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1. Introduction

Dispersions of nanoparticles and colloids have not only been of scientific interest but also of
technological importance. In the literature, the terms such as colloidal dispersion, suspension, and
solution have been used interchangeably [1]. IUPAC has provided a definition for dispersion
which has evolved over the years [2—4]. The latest definition, in the context of polymer dispersion,
is “[m]aterial comprising more than one phase where at least one of the phases consists of finely
divided phase domains, often in the colloidal size range, dispersed throughout a continuous phase”
(italics have been added for emphasis) [4]. The size of the continuous phase domain is one of the
characterizing feature of dispersion [3]. In addition, the term “suspension” is used specially when
dispersed phase particles are greater than colloidal in size [1]. However, polymer and protein

“solutions” are often treated effectively as colloidal dispersions [1].

Such conflicting statements raise the following questions. What, really, is the difference between
a dispersion and a suspension, or a dispersion and a solution? Here, the difference in scale between
colloidal (defined as “a state of subdivision, implying that the molecules or polymolecular particles
dispersed in a medium have at least in one direction a dimension roughly between 1 nm and 1 pm,
or that in a system discontinuities are found at distances of that order” [2]) and molecular (defined
as “[a]n electrically neutral entity consisting of more than one atom™ [2]) is evident. However, can
the phase stability be defined specially in terms of thermodynamic phases and degrees of freedom
[5-7]? Indeed, whether a carbon nanotube dispersion is a “true solution” in a thermodynamic sense
has been debated in the literature [8—12]. What, really, is the condition upon which a dispersion is

considered to be in a stable, single phase?



These questions arise both for a theoretical and applied perspective. Dispersion plays a key role
in product formulation which involves nanoparticles, polymers and solid particles [13—-16]. A
rational approach to nanoparticle dispersion would be beneficial for choosing and screening
candidate solvents, if solution models can be applied to dispersions [17-19]. From a theoretical
perspective, what distinguishes a solution from surface adsorption has been founded on the Gibbs
phase rule, which governs the number of independently-quantifiable interactions via statistical
thermodynamics,[5—7], yet the condition for when a mixture (dispersion) can be considered a
solution has not been written down in an experimentally-tractable manner. Hence, the chief aim of
this paper is twofold:

1. to establish the condition upon which a dispersion can be considered a single phase and,

therefore, a solution, and

2. to provide experimental evidence already found in the literature in the light of the criterion.

In the following, we shall establish a universal theoretical criterion upon which a dispersion can
be considered a solution, based on recent progress in thermodynamic phase stability condition
[20,21] and statistical thermodynamics of fluctuation [5-7,22,23]. The same criterion will be
shown to be the foundation for a wide range of experimental techniques. Some techniques, such
as gravitational sedimentation and analytical ultracentrifugation, employ an external field (such as
gravity and centrifugal force), whereas others, such as osmotic and scattering measurements, do
not employ an external field. However, the application of the external field is merely to visualize

the same universal criterion, as will be clarified below. The conclusion from gravitational and



centrifugal sedimentation is equivalent to scattering and osmotic measurements, because they all

probe the same criterion.

We start the discussion with the behaviour of systems in the presence of gravity or centrifugal
forces, because the common notion is that dispersions settle out, whereas solutions remain stable.
As we shall show below, phase separation is a discontinuity in the concentration profiles under an

external field that couples with the mass or density.
2. Detecting phase separation via sedimentation under gravity

Whether a system separates or crashes out after standing under gravity has been invoked as the
criterion distinguishing a solution from dispersion [11,24]. However, even molecular solutions,
under gravity, do exhibit concentration inhomogeneity [21,25]. Hence, it is necessary to write

down the condition for gravity-induced phase separation in a quantitative manner.

Consider a vertical column that contains solvent (species 1) and “dispersion” (species 2) in
equilibrium and let h be the height from the bottom. Let us first note that the chemical potential of

the solution species, u,, must be constant everywhere [21,25],
—0= (% Otz Ok
e =0=(22), ar+ (), v+ (2), e 0
due to the mutual cancellation of the chemical potential changes due to gravitational potential
energy, pressure and the molality composition of the “dispersion”, c. See Appendix A for more

detailed explanation on our derivation. The partial derivatives can be evaluated as the following

[21,25]:



(52),, =2 e
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where M, is the molar mass of species 2. Note that the partial molar volume v, is now dependent

on the height h and that the changes in P and h are related as

dP = —pgdh )
where
p = ciM; + c; M, (5)

Combining all above, we obtain

(32) (-5) =Mz ~v2p)g ©)

What is important here is that the composition ¢ depends on h. Nevertheless, we can show that
the following stability condition, reminiscent of the one for homogeneous solution, is applicable

at each h:
opo
(52),,>0 ™

To derive Eq. (7), let us introduce the free energy of mixing in a horizontal-slice subsystem at the
height h, defined as

g™ = (1 = x)py + xp, — (1 = x)pf — x5 3)
where x; is the mole fraction of the species i. Note that y; is independent of h but x; is dependent
on h. Here we generalize the stability condition in the absence of an external field [20] to the

solution under gravity, as

azgmix

2
0x5

>0 9)



Since the Gibbs-Duhem equation at constant temperature and pressure applies to the horizontal-
slice subsystem at every h, within which the pressure (gravity) is taken as constant,

x1duq + x,dpu, =0 (10)
Using Eq. (10), Eq. (9) can be rewritten as

62gmix_aﬁ_%=(1 x_Z)%_iaﬁ>0 (11)

dx2 0x,  0xy x1/) 0xy;  xq 0x

Since ¢ increases monotonously with x, because ¢ = x,/x;, Eq. (11) is equivalent to Eq. (7).

Now we have the stability condition at hand in the presence of gravity (Eq. (7)). Eq. (6) shows

that, because its left-hand side is always finite, the stability condition is broken ((%) — 0) only

when —Z—; diverges. Thus, whether the dispersion really “separates” should be judged

thermodynamically, by the discontinuous change in nanoparticle concentration c¢ along the height.
The chief role of gravity here is to make the thermodynamic stability condition (Eq. (7)) visible

through the continuity / discontinuity of concentration profile along the height.

Let us apply our stability theory to gold nanospheres dispersed in water, whose diameter range
from 13 to 150 nm, reported by Midelet et al. [26], who have obtained the equilibrium distribution
c(h) att = oo based on their sedimentation kinetic that has been shown to follow the classical

Mason-Weaver theory [27],

c(h) = Bcy exp (— hio) (12)

where c is the initial concentration, hy = is the characteristic height, and B is a constant

2= V2p
arising from the conservation of mass within a system of finite size, all reported in Ref [26]. Hence

the stability condition is whether



dc(h) _ Bco _h
"~ dh hg exp( ho) (13)

. . ) 1 dc(h) . . . . .
is finite. Figure 1 shows that —— ;(h) is obviously finite for smaller-sized nanoparticles.
0

. . . 1 dc(h) . . o
However, as the particle diameter increases — C—% increases drastically, bringing the system
0

closer to phase separation. Based on the above, how can we judge if the system is phase separated?
A possible practical criterion would be when h,, the characteristic length in the variation of
concentration profile, becomes in the same order as the particle size. In our example in Figure 1,
the largest particle has hy = 12 pm, which is still two order of magnitude larger than its diameter
(150 nm). However, these two values are much closer than for the smallest nanoparticle, 13 nm in

diameter with h = 18 mm.

Note that our stability condition, namely the convergence of dc/dh, is a general condition that
can be used regardless of the model, whereas its application to gold nanoparticle dispersions have
relied upon the Mason-Weaver theory [27] which pre-supposes particles in dilution, in which h =
0 as “bottom” of the dispersion. However, for sufficiently large c, there is a sediment phase in h <
0 region where c(h) is expected to be near-constant. Incorporating such a case would be difficult,
yet even in such cases we can still take h = 0 as the bottom of the “dispersion” phase (i.e. the top
of the sediment phase) and look for the characteristic length hj in the exponential evolution of

c(h) in the dispersion region (h > 0).

3. Evidence from osmotic stability via ultracentrifugation and scattering



Gravity-induced sedimentation is a slow process which can take weeks before reaching
equilibrium [26-29]. Hence, a quicker evaluation of phase stability is needed in practice.
Sedimentation equilibrium using analytical ultracentrifuge (AUC) [30-32] and light, X-ray or
neutron scattering [23,33,34], despite their apparent difference, provides an equivalent route to
evaluating phase stability. Note also that the same formalism can be applied to the centrifugal
forces (with the angular velocity w and radius r from the axis of rotation) to derive a well-known

relationship,

Ouz\ (__dc \ _1 _ 2
(52). (m365) =302 = v2p)o (14)
in which the divergence of — % breaks the phase stability [21,31,35]. Thus, the chief role of the

centrifugal field is to visualize the thermodynamic stability condition (Eq. (7)) through the

continuity / discontinuity concentration profile, c(r), along the radius.

What is particularly useful is that the thermodynamic stability condition (Eq. (7)) can be

expressed in a different yet equivalent expression, in terms of the osmotic pressure II, as

(Z_?)T,ﬂl >0 (152)
(:_Z)T,h >0 (15b)

The equivalence between Eqgs. (7) and (15) is shown in Appendix B. It is through the osmotic
representation of the stability condition that a close relationship between AUC and scattering,
unexpected as it may seem, becomes apparent. Both techniques can probe how the osmotic

pressure II depend on the particle concentration. AUC probes this via [36,37]

an (5)
(g)wl = S ame (16)

w? dr?



Scattering probes this condition via

(a_“)w L — (17)

6C2 1 - }Ill}(l) S(quZ)
where the structure factor, S(q, ¢;), as a function of the wavenumber ¢, can be obtained from the

scattering intensity, 1(q, ¢,), as

I(q.c2)
S(a,c2) = 7 (18)

where P(q) is the form factor [38—40]. Under this condition, the well-known relationship between

the divergence of lirr(l) S(q, c;) and phase separation can be seen clearly in Eq. (17). The stability
q—)

condition expressed osmotically in Eq. (18) is more complex than the approach in Section 2 for

dinc
TZ

the need to consider both (a—p) and . In fact, the former is related to the condition of phase
P.py

Cc
separation without the external force (centrifugal force) whereas the latter is expressed as a profile
of ¢ as a function of r and is concerned with centrifugal sedimentation. The relationship to the

virial coefficients will turn out to be useful in our discussion below.

What is common between AUC and scattering is a link to the osmotic pressure Il and its particle
concentration dependence. It is common in the literature to report the osmotic second osmotic
virial coefficient. However, there are two types of virial coefficients: molality (c)-based A,, and

molarity (c,)-based B,,, each related to II as

% = ¢;¢ + Ayyc? + 0(c?) (19)
% = ¢, + Byyc2 + 0(c?) (20)

Even though, a direct conversion of B,, to A,, [35] involves the partial molar volume of the

particle which may not be available in the literature, we can exploit an equivalent form of the



stability condition, Eq. (15b), which comes from the monotonous relationship between ¢ and c,
[41]. Hence, both molarity- and molality-based virial coefficients can be used as the measure of

stability.

The virial expansion establishes a formal analogy between osmotic pressure and gas pressure.
This is why a “gas-like” phase reported in dispersed hydrophobic silica particles [42] and a
“colloidal gas” phase for the mixtures of colloid and non-adsorbing polymers [43] both signify
single-phase behaviour, where the former used up to the fourth virial coefficient to demonstrate
phase stability. However, a positive second virial coefficient without higher-order contributions is
a sufficient piece of evidence for phase stability, because Il is an increasing function of
concentration (either ¢ or ¢,) in the concentration region in which the measurement took place,
hence the phase stability condition (Eq. (15) or Eq. (20)) is satisfied. A finite, positive B, has
been reported for magnetic nanoparticle (oleic acid-coated iron oxide), dispersed in decalin using
AUC [44,45]; silica nanoparticles in aqueous polyethylene oxide solutions exhibits an increasing
[T along the nanoparticle concentration [46]; a large positive yet finite B,, via turbidity has been
reported from PDMS-grafted silica nanoparticles in octamethyltrisiloxane solvent [47]. For SAXS,
most of the experiments aim at determining the size and shape of nanoparticles using the Porod
region of q [48—51], unlike the case of biological macromolecules and their assemblies [38,52] for
which the g = 0 behaviour has mainly been studied. Yet a finite, positive B,, for carbon

nanotubes in NMP evidences its phase stability [8].

We emphasise that that our main concern here is not the sign of B,,, which infers the tendency

for nanoparticles towards aggregation or repulsion [38,52]. Rather, the thermodynamic stability

10



. . . oIl
condition is the finiteness of (T)
2/ T

, namely, the finiteness of lirré S(q, c;) according to Eq. (17).
M a-

Hence a finite B,, determined from a convergent series in Eq. (18) is therefore a guarantee for the

. a1 . )
finiteness of (T) at small c,. Thus, we can extend the range of available evidence further by
27 Tpq

noting that the finiteness of (g_n) as the thermodynamic stability condition, based on Egs. (17)
T

c
27T, uq

and (18), is equivalent to the convergence of scattering intensity /(q, c;) at the g — 0 limit.

When the radius of gyration R of a nanoparticle is calculated from the Guinier plot, InI(q) =

2
In1(0) — %, pre-supposes the convergence of 1(0). Even though interparticle interference,

arising from nanoparticle aggregation or repulsion between them, makes I(q) deviate from the
form factor, the deviation due to interparticle interference, namely the structure factor [38,52],
remains finite at ¢ — 0 when the thermodynamic stability condition is satisfied, as can be seen
from Egs. (17) and (20). The question here is not about the accuracy of fitting R, in the presence
of interparticle interference but about the fact that R, can be determined as a finite parameter,

which comes from the fact that the concentration effect is indeed a correction to the form factor,

and that the structure factor, 1/ (:TH) , 1 finite, hence did not make I(q) diverge at g — 0.
2 T!#l

Thus, a report of R, from the Guinier plot provides evidence for phase stability. Consequently, the
routine report of R, for nanoparticles [48-51] serves as the evidence for a single-phase behaviour

of nanoparticle dispersions.

4. How a degree of freedom is lost in fluctuation

11



All the discussion so far were based on the thermodynamic stability condition, which also has the

following relationship to concentration fluctuation, ((§c)? ) [53,54]:

o) _ ket
( dc )T,p TNy {(80)2) @1

This relationship provides a complementary insight into phase stability and how it is broken via

the order of magnitude of ((6¢)? ) [22,23,33,54-56]. To this end, expressing the relative error of

c in terms of the Kirkwood-Buff integrals (KBIs), G;;, between the species i and j [22,54,55] is

helpful.
L 4Gy +G11-2G
((icz)2)=\/clx2 22V 11 12 (22)

See Appendix C for derivation. Now we perform an order-of-magnitude analysis of Eq. (22),
whose significance is explained also in Appendix C. According to Eq. (22),

e if'the system is in a single phase, the KBIs are all convergent with the magnitude of 0(1),
hence « ) 0(1/\/_) and ((6¢)?) is 0(1/V);
e if the system is phase separated, the KBIs are divergent with the magnitude of O(V),[5]

hence |&¢ C) nd ((6¢)?) are both 0(1).

Thus, under phase stability, ¢ is allowed the error (fluctuation) ((6c)?) of the order
0(1/V) [56]. When the stability condition is broken, the fluctuation reaches the same order as ¢

(namely, O(1)), which means that ¢ can no longer be determined within the required precision.

Thus, when the KBIs reaches the order of the system volume, the fluctuation (error) of

concentration becomes in the same order of magnitude as the concentration itself. Concentration,

12



therefore, ceases to be a thermodynamic variable, that is to say, one thermodynamic degree of

freedom is lost. This is the microscopic interpretation of phase instability via Egs. (21) and (22).

5. Connection to phase diagram, solubility and particle-particle interaction

So far, we have focused on a direct observation of phase stability condition via scattering and
osmotic pressure, as well as via visualisation using external fields (gravity and centrifugal forces).
Another piece of evidence for the single-phased nature of nanoparticle dispersion comes from the
temperature dependence of nanoparticle solubility [57], taken together with evidence that
solubility is reversible and thermodynamic [57], and that nanoparticle concentration below
saturation concentration can be attained as indicated with the phase diagram [58]. According to
the Gibbs phase rule, when a dispersion (consisting of solvent and nanoparticles, i.e., 2
components) is in a single phase, its degree of freedom is 2 — 1 + 2 = 3. Under constant pressure,
the system still has 2 degrees of freedom, meaning that the temperature and nanoparticle
concentration can be changed independently below the phase boundary. This is consistent with the
degrees of freedom for a mixture in a single phase calculated from the Gibbs phase rule. The same
degrees of freedom remain even when solvent mixtures with fixed composition are used, allowing
the independent change of temperature and nanoparticle concentration, evidencing again the

single-phase nature of nanoparticle dispersion.

However, care must be taken when applying the concept of solubility, or solvation free energy,

directly to the modelling of phase stability. The transfer free energy of a nanoparticle from its pure

phase to dispersion could be modelled as the difference in nanoparticle’s solvation free energy

13



between the two phases [59]. Yet, contrary to their assumption [59], a positive free energy of
transfer does not automatically mean phase separation, because it can simply be from low
solubility. However, at a nanoparticle concentration, transfer free energy becomes concentration-
independent, which has been referred to as “saturation nanoparticle concentration” [59]. This is
equivalent to the concentration at which the thermodynamic phase stability (Eq. (7)) is broken.

Thus, the existence of saturation concentration can indeed be used to infer phase separation.

In addition to solvation free energy, pairwise interaction free energy between two nanoparticles
as a function of separation, ®(7), have been modelled using the DLVO theory and its extension,
xDLVO theory [60,61]. The basic premise of this approach is that the nanoparticle is stable when
the minimum of pairwise interaction energy is more than the thermal energy. However, there are
two reasons as to why this supposition is fundamentally different from the stability condition in
the thermodynamic sense. Firstly, to judge whether the thermodynamic stability condition is
broken, calculating higher-order virial coefficients is indispensable, as has already been discussed
in Section 3. Secondly, even the second virial coefficient, which is a contributor to the
thermodynamic stability condition, involves contributions not only from the free energy minimum
but also from all particle-particle distances from zero to infinity, as can be seen from its definition

[62,63],
1 oo @(r)
By, = — Efo dr [exp (— k,TrT)] 4mr? (23)
It is for these reasons that the DLVO theory cannot probe the thermodynamic stability condition.

However, if there is any correlation between the thermodynamic stability condition and the

suppositions of DLVO theory is a worthwhile question for further investigation.

14



The solution-like nature of nanoparticles in solvents makes it possible to use the tools and
insights from the statistical thermodynamics of solutions and to apply them to rationalize
experimental observations. Size-selective precipitation of nanoparticles is important not only in
fabricating uniform-sized nanoparticle samples but also as a support for the single-phase nature of
dispersions [64—67]. Especially important is the establishment of the partition coefficient,
regardless of dispersant concentration, between dispersed and flocculated phases [66,67].
Consequently, the modulation of the partition coefficient, or equivalently the transfer free energy,

upon the addition of poor solvents (referred to as species 3) can be described as [5,68]

_ (aﬁ)
U3/ p c,0

= 3(Gp3 — Ga1) (24)
where G, and G,3 are the Kirkwood-Buff integrals describing nanoparticle-poor solvent and
nanoparticle-good solvent interactions, respectively. Even though this equation is exact under
dilute nanoparticle concentration, it is applicable when the effect of poor solvent on a nanoparticle
is much stronger than nanoparticle-nanoparticle interaction [69]. G,; and G,3 can be quantified
when Eq. (24) is solved simultaneously with the volume of nanoparticle,

V, = —c1V1Gyq — c3V3Go3 + RTKr (25)
where V; and V3 are the partial molar volumes of good and poor solvents in the bulk phase,

respectively, and k7 is the isothermal compressibility of the bulk solvent mixture, which makes a

negligibly small contribution [5,68].

Clarification of the mechanism of precipitation requires the calculation of G,; and G,3, just like
many other chemical and biochemical processes whose mechanisms have been elucidated via such
calculations. However, qualitative insight can be drawn already from Eq. (24). The addition of

poor solvents increases u; while the chemical potential of nanoparticle, u,, goes up. Therefore,

15



_ (6#2)
Ous/ 1 p -0

is negative and is more so for a poorer solvent. Consequently, according to Eq.
(24), G553 — G, < 0, showing that the poor solvent is more excluded overall from the nanoparticle
compared to the good solvent. The question of size-dependent precipitation could thus be
quantified via the Kirkwood-Buff integrals, directly from experimental data, in a model-free

manner. Note that there is a large excluded volume effect to the Kirkwood-Buff integrals, which

are dependent on particle size; this may give rise to the discrimination based on size.

Thus, upon the establishment of dispersion phase stability, state-of-the-art tools from the
statistical thermodynamics of solutions can be applied to rationalize nanoparticle solubility and its

modulation by poor solvents. Hence “dispersion phase stability” is a subset of “solution stability”.

6. Conclusion

This paper has established the condition upon which a “nanoparticle dispersion” can be considered
as a solution in a single phase and how this condition can be probed using experimental
measurements from diverse techniques. The key was the stability condition, a universal
thermodynamic condition applicable to wide-ranging and seemingly unrelated experimental
techniques, such as gravitational sedimentation, ultracentrifugation, osmotic pressure, turbidity
and scattering. The thermodynamic stability condition is universally applicable regardless of
whether an external field, such as gravity or centrifugal force, has been applied. The role of the
external field is chiefly to visualise thermodynamic stability condition via the continuity of
concentration profile. We have thus established a universal guideline for establishing a

nanoparticle dispersion as a solution.

16



Prior to this paper, no such universal guideline was established. In addition to the previous
evidence supporting the solution nature of nanoparticles based on phase diagrams [42] [43], our
new guideline has increased the available evidence from experimental observations, previously
not expected or intended to be the evidence. Moreover, conditions based on solvation free energy
difference [59] and the xDLVO theory [60,61] are shown not have a direct connection to the

stability condition.

Having established the universal criterion for the solution nature of a nanoparticles in solvents,
the future work focuses not only on systematic experimental investigation to probe nanoparticle
phase stability which is currently underway but also to apply the statistical thermodynamics theory
of preferential solvation (as outlined in Section 4) to the quantification of interactions underpinning

dispersion stability and size-selective precipitation.
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Appendix A
Here we present derivations and justifications for needed to derive Eq. (6).

To derive Eq. (1), it is necessary to observe that the chemical potential u,, being an intensive
thermodynamic quantity (which does not depend on system size), depends only on intensive
thermodynamic quantities [20]. In the absence of the gravity, a single-phase system consisting of
two components has three degrees of freedom, according to the Gibbs phase rule [20]. Under
constant temperature, the remaining degrees of freedom is two. This means that u, is a function
of two intensive parameters. Here we choose P and c as the two intensive parameters. In the
presence of the gravity, u, depends also on the height h. Therefore, we can express the change of

Uz, du,, in terms of dP, dc, and dh as,

dy, = (%)h’c dP + (‘%)P’C dh + (%)W de (A)

Combining Eq. (A1) with the constancy of u,, namely, du, = 0, yields Eq. (1).

Egs. (2) and (3) come from the definition of the partial molar volume as well as gravitational
potential energy. Eq. (4) can be justified from the fact that the lower the position the larger the
pressure, and the increment in the pressure dP upon the reduction of height (—dh) comes from

per-area gravity of the solution, pgdh. Eq. (6) can be derived straightforwardly from Eqgs. (1)-(5).

Appendix B

18



Here we show that the phase stability under isobaric condition is equivalent to that under osmotic

equilibrium. To do so, we need to convert an isobaric system u,(c, P) to an osmotic system

pa(c, i), via

du, = ("%)T’P dc + (‘%)T,C dp = (‘%)T,P dc + v,dP (B1)

together with the following relationship from the Gibbs-Duhem equation

(52),,. ==Go), . (B2)

Eq. (B1) can be justified by the fact that the chemical potential, u,, is an intensive physical
quantity independent of system size. Hence u, depends only on intensive physical quantities.
According to the Gibbs phase rule, there are 2 — 1 + 2 = 3 independent intensive parameters for
a two-component, single-phase system. Under constant temperature, the remaining degrees of
freedom is two. Consequently, when ¢ and P are chosen as the intensive parameters, u, is
dependent upon them, i.e., u,(c, P); when ¢ and u, are chosen, the same logic leads to u,(c, 1).
Eq. (B1) is obtained from the total differentiation for u,(c, P). Eq. (B2) comes from the Gibbs-
Duhem equation under constant T, c;du, + c,du, = dP . Differentiating this equation with

respect to ¢ while keeping p4 constant (dy,; = 0) yields Eq. (B2).

Combining Egs. (B1) and (B2), we obtain

&Gy, = G0y, t o2 (G, (®3)

Finally, the Gibbs-Duhem equation (c;v; + c,v, = 1), when used in conjunction with Eq. (B3),

can simplify Eq. (B3) to the following form:

(), =2 (), =) B0
oc/Tp c2 \oc/r ¢ \oc/ry,
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. . . . . oP
where the osmotic pressure II in the rightmost term comes from the physical meaning of (%) ;
T!Hl

the constant p, signifies the presence of the semi-permeable membrane which passes through
water only. Accordingly, the change of pressure that accompanies the change of c is in fact that of
the osmotic pressure. Thus, Eq. (B4) shows that the phase stability condition can be written in two

different yet equivalent manner

(%)T,P >0 or (Z_I;I)T’ﬂl >0 (B5)

The stability condition for a binary system (Eq. (B5)) can be readily generalized to multiple-
component systems. Here, let us only consider a three-component system for simplicity. Let i = 3

be an additional component. When the solvent composition (the ratio between components 1 and

N . . .
2 This requires a semi-
1+N3

3) are fixed, Eq. (BS) is still valid, provided that ¢ be extended to ¢ = -

permeable membrane which passes through components 1 and 3 but not 2. When nanoparticle
concentration is dilute, keeping the ratio between N; and N3 together with u, is equivalent to the

constancy of both p; and u3, under which condition Eq. (B5) is still valid.

Appendix C

First, we derive Eq. (22) from Eq. (21). Eq. (21) comes from Eq. (30) of Ref [22]. We need to

rewrite ((8¢)? ) in terms of the Kirkwood-Buff integrals (KBIs), defined as [56]

G = (6Ni8N;)—6;j(N)
b (N:XN ;)

(CI)
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where N; is the number of component i and &;; is Kronecker’s delta. This necessitates us to link

the concentration fluctuation ((6c)? ) in terms of the number fluctuations. The link between the

two is provided by the following equation (see Eq. (17) of Ref [22]).

2

((60)%) = s [((BN)? ) = 2L (SN 6Ny ) + T2 ((6N)? )] (C2)
From Eq. (C1), it follows that

2 (N1)?
((6N,)*) = == Gy +(Ny) (C3)

2 (N2)?
((6N,)°) = 7622 + (N2) (C4)
(N8N, ) = T Gy, (C5)

Substituting Egs. (C3)-(C5) into Eq. (C2) yields

2y W11V |V —
((66)?) = G257 | + o + Gua + Gz — 265 (C6)

. _ 1o NN 1 : — _(Na2)
Using ¢ = (N,)/{(N,), o + TR AT SRR TR (where the mole fraction x, ot (N2>),
and ¢; = (N;)/V, Eq. (C6) can be rewritten as
((Bc)?) 1 1

2 7 [Cle +Gyp + Gy — 2612] (C7)

which yields Eq. (22) straightway.

The second aim of this Appendix is to explain how to perform the order-of-magnitude analysis.
As a first step, let us remember that there are two types of thermodynamic quantities: extensive
and intensive. Extensive quantities (such as N;, V, energy and free energy) scales with system size
whereas intensive quantities (such as P, T and y;) are independent of the system size. Here, we
incorporate concentrations, such as ¢ = N, /N; and ¢; = N;/V, as intensive quantities. Note that

the extensive quantities, such as N; and V, are macroscopic in scale; this is expressed as O(V), in
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the same order of magnitude as the system size, V. Consequently, ¢ and c;, following their

definitions, are % = 0(1), which do not scale with the system size.

Based on this setup, let us carry out an order of magnitude analysis of Eq. (22). When the

dispersion is in a single phase, u,, being free energy per mole, by definition, is 0(1), hence

(%) = 0(1). Consequently, the right-hand side of Eq. (22) must also be 0(1). Since (N;) =
T,P

o0(V),{(6c)?)=0 (%), as has been employed in the main text.

. o a : : .
When the phase stability condition is broken, (ﬁ) = 0, meaning that its order of magnitude
T,P

becomes smaller than O(1), which is denoted as 0(1). As discussed in the main text, this takes

place when ((8c)? ) = 0(1), as can be seen in Eq. (22).

References

[1] J. Mewis, N.J. Wagner, Colloidal Suspension Rheology, Cambridge University Press,
Cambridge, 2011. doi:10.1017/CB0O9780511977978.

[2]  A.D. McNaught, A. Wilkinson, [IUPAC Compendium of Chemical Terminology. The Gold
Book, Second Edition, Blackwell, Oxford, 1997.

[3] R.G. Jones, J. Kahovec, R. Stepto, E.S. Wilks Michael Hess, T. Kitayama, W. Val
Metanomski, A. Jenkins, P. Kratochvil, Compendium of Polymer Terminology and
Nomenclature ITUPAC Recommendations 2008 With advice from: Compendium of

Polymer Terminology and Nomenclature [UPAC Recommendations 2008.

22



[4]

[3]

[6]

[7]

[8]

[9]

[10]

[11]

S. Slomkowski, J. V. Aleman, R.G. Gilbert, M. Hess, K. Horie, R.G. Jones, P. Kubisa, 1.
Meisel, W. Mormann, S. Penczek, R.F.T. Stepto, Terminology of polymers and
polymerization processes in dispersed systems (IUPAC recommendations 2011), Pure
Appl. Chem. 83 (2011) 2229-2259. doi:10.1351/PAC-REC-10-06-03.

S. Shimizu, N. Matubayasi, Preferential solvation: Dividing surface vs excess numbers, J.
Phys. Chem. B. 118 (2014) 3922-3930. doi:10.1021/jp410567c.

S. Shimizu, N. Matubayasi, Unifying hydrotropy under Gibbs phase rule, Phys. Chem.
Chem. Phys. 19 (2017) 23597-23605. doi:10.1039/c7¢cp02132a.

S. Shimizu, N. Matubayasi, A unified perspective on preferential solvation and adsorption
based on inhomogeneous solvation theory, Phys. A Stat. Mech. Its Appl. 492 (2018) 1988—
1996. doi:10.1016/j.physa.2017.11.113.

S.D. Bergin, V. Nicolosi, P. V. Streich, S. Giordani, Z. Sun, A.H. Windle, P. Ryan, N.P.P.
Niraj, Z.T.T. Wang, L. Carpenter, W.J. Blau, J.J. Boland, J.P. Hamilton, J.N. Coleman,
Towards solutions of single-walled carbon nanotubes in common solvents, Adv. Mater. 20
(2008) 1876—-1881. doi:10.1002/adma.200702451.

J.N. Coleman, Liquid-phase exfoliation of nanotubes and graphene, Adv. Funct. Mater. 19
(2009) 3680-3695. doi:10.1002/adfm.200901640.

V.A. Davis, ANN.G. Parra-Vasquez, M.J. Green, P.K. Rai, N. Behabtu, V. Prieto, R.D.
Booker, J. Schmidt, E. Kesselman, W. Zhou, H. Fan, W.W. Adams, R.H. Hauge, J.E.
Fischer, Y. Cohen, Y. Talmon, R.E. Smalley, M. Pasquali, True solutions of single-walled
carbon nanotubes for assembly into macroscopic materials, Nat. Nanotechnol. 4 (2009)
830-834. doi:10.1038/nnano.2009.302.

K.E. Geckeler, T. Premkumar, Carbon nanotubes: Are they dispersed or dissolved in

23



[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

liquids?, Nanoscale Res. Lett. 6 (2011) 136. doi:10.1186/1556-276X-6-136.

O. Kleinerman, L. Liberman, N. Behabtu, M. Pasquali, Y. Cohen, Y. Talmon, Direct
Imaging of Carbon Nanotube Liquid-Crystalline Phase Development in True Solutions,
Langmuir. 33 (2017) 4011-4018. doi:10.1021/acs.langmuir.7b00206.

S. Baghel, H. Cathcart, N.J. O’Reilly, Polymeric Amorphous Solid Dispersions: A Review
of Amorphization, Crystallization, Stabilization, Solid-State Characterization, and Aqueous
Solubilization of Biopharmaceutical Classification System Class II Drugs, J. Pharm. Sci.
105 (2016) 2527-2544. doi:10.1016/j.xphs.2015.10.008.

R. Greenwood, Review of the measurement of zeta potentials in concentrated aqueous
suspensions using electroacoustics, Adv. Colloid Interface Sci. 106 (2003) 55-81.
doi:10.1016/S0001-8686(03)00105-2.

O. Diat, M.L. Klossek, D. Touraud, B. Deme, 1. Grillo, W. Kunz, T. Zemb, Octanol-rich
and water-rich domains in dynamic equilibrium in the pre-ouzo region of ternary systems
containing a hydrotrope, J. Appl. Crystallogr. 46 (2013) 1665-1669.
doi:10.1107/S002188981302606X.

C.P. Reis, R.J. Neufeld, S. Vilela, A.J. Ribeiro, F. Veiga, Review and current status of
emulsion/dispersion technology using an internal gelation process for the design of alginate
particles, J. Microencapsul. 23 (2006) 245-257. doi:10.1080/02652040500286086.

C.M. Hansen, Hansen solubility parameters : a user’s handbook, CRC Press, Boca Raton,
FL, 2007.

M.S.P. Shaffer, A.H. Windle, Analogies between polymer solutions and carbon nanotube
dispersions, Macromolecules. 32 (1999) 6864—6866. doi:10.1021/ma990095t.

M.J. Green, N. Behabtu, M. Pasquali, W.W. Adams, Nanotubes as polymers, Polymer

24



[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

(Guildf). 50 (2009) 4979—4997. doi:10.1016/j.polymer.2009.07.044.

I. Prigogine, R. Defay, Chemical Thermodynamics, Longmans, London, 1954.

G. Lewis, M. Randall, K.S. Pitzer, L. Brewer, Thermodynamics. 2nd edition., McGraw Hill,
New York N.Y., 1961.

S. Shimizu, N. Matubayasi, Hydrotropy and scattering: pre-ouzo as an extended near-
spinodal  region, Phys. Chem. Chem. Phys. 19 (2017) 26734-26742.
doi:10.1039/c7¢cp04990k.

S. Shimizu, N. Matubayasi, Statistical thermodynamic foundation for mesoscale
aggregation in ternary mixtures, Phys. Chem. Chem. Phys. 20 (2018) 13777-13784.
doi:10.1039/c8cp01207e.

T. Premkumar, R. Mezzenga, K.E. Geckeler, Carbon nanotubes in the liquid phase:
Addressing  the issue of  dispersion, Small. 8 (2012)  1299-1313.
doi:10.1002/smll.201101786.

E.A. Guggenheim, Thermodynamics : an advanced treatment for chemists and physicists,
North-Holland, 1986.

J. Midelet, A.H. El-Sagheer, T. Brown, A.G. Kanaras, M.H.V. Werts, The Sedimentation
of Colloidal Nanoparticles in Solution and Its Study Using Quantitative Digital
Photography, Part. Part. Syst. Charact. 34 (2017) 1-10. doi:10.1002/ppsc.201700095.

M. Mason, W. Weaver, The settling of small particles in a fluid, Phys. Rev. 23 (1924) 412—
426. doi:10.1103/PhysRev.23.412.

I. Joekes, F. Galembeck, Osmosedimentation equilibrium under gravity: Average molecular
weights and second virial coefficient of aqueous silver sols, J. Colloid Interface Sci. 104

(1985) 311-317. do0i:10.1016/0021-9797(85)9004 1-4.

25



[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

F. Galembeck, P.R. Robilotta, E.A. Pinheiro, 1. Joekes, N. Bernardes, Rapid sedimentation
under gravity. Basic theory and experimental demonstrations, J. Phys. Chem. 84 (1980)
112-115. doi:10.1021/j100438a025.

K.L. Planken, H. Coélfen, Analytical ultracentrifugation of colloids, Nanoscale. 2 (2010)
1849-1869. doi:10.1039/cOnr00215a.

T.M. Laue, Sedimentation equilibrium as thermodynamic tool, Methods Enzymol. 259
(1995) 427-452. doi:10.1016/0076-6879(95)59055-2.

L. Costenaro, C. Ebel, Thermodynamic relationships between protein-solvent and protein-
protein interactions, Acta Crystallogr. Sect. D Biol. Crystallogr. 58 (2002) 1554—-1559.
doi:10.1107/S0907444902014397.

D. Gazzillo, Stability of fluids with more than two components I. General thermodynamic
theory and concentration-concentration structure factor, Mol. Phys. 83 (1994) 1171-1190.
C. Lupis, Chemical Thermodynamics of Materials, North Holland, Dortrecht, 1983.

P.R. Wills, M.P. Jacobsen, D.J. Winzor, Direct Analysis of Solute Self-Association by
Sedimentation Equilibrium, Biopolymers. 38 (1996) 119-130.

H. Eisenberg, Analytical ultracentrifugation in a Gibbsian perspective, Biophys. Chem. 88
(2000) 1-9. doi:10.1016/S0301-4622(00)00205-2.

E.F. Casassa, H. Eisenberg, Thermodynamic analysis of multicomponent solutions, Adv.
Protein Chem. 19 (1964) 287-395. doi:10.1016/S0065-3233(08)60191-6.

L. Pollack, SAXS Studies of Ion—Nucleic Acid Interactions, Annu. Rev. Biophys. 40 (2011)
225-242. doi:10.1146/annurev-biophys-042910-155349.

B.J. Anderson, C.F. Zukoski, Nanoparticle stability in polymer melts as determined by

particle second virial measurement, Macromolecules. 40 (2007) 5133-5140.

26



[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

doi:10.1021/ma0624346.

D.I. Svergun, M.H.J. Koch, Small-angle scattering studies of biological macromolecules in
solution, Reports Prog. Phys. 66 (2003) 1735-1782. doi:10.1088/0034-4885/66/10/R0S.
P.R. Wills, D.J. Winzor, Rigorous analysis of static light scattering measurements on
buffered  protein  solutions,  Biophys. Chem. 228 (2017) 108—113.
doi:10.1016/j.bpc.2017.07.007.

S. Emmett, B. Vincent, Phase separation in dispersions of weakly interacting particles
induced by non-adsorbing polymer, Phase Transitions. 21 (1990) 197-206.
doi:10.1080/01411599008206891.

H.N. Lekkerkerker, W.C. Poon, P.N. Pusey, A. Stroobants, P.B. Warren, Phase behaviour
of colloid + polymer mixtures, Epl. 20 (1992) 559-564. doi:10.1209/0295-5075/20/6/015.
B. Luigjes, D.M.E. Thies-Weesie, A.P. Philipse, B.H. Erné, Sedimentation equilibria of
ferrofluids: I. Analytical centrifugation in ultrathin glass capillaries, J. Phys. Condens.
Matter. 24 (2012) 8. doi:10.1088/0953-8984/24/24/245103.

B. Luigjes, D.M. E Thies-Weesie, B.H. Erné, A.P. Philipse, Sedimentation equilibria of
ferrofluids: II. Experimental osmotic equations of state of magnetite colloids, J. Phys.
Condens. Matter. 24 (2012) 245104-245111. doi:10.1088/0953-8984/24/24/245104.

C.A. Quant, K.T. Marla, J.C. Meredith, Osmotic pressure and chemical potential of silica
nanoparticles in aqueous poly(ethyleneoxide) solution, Colloids Surfaces A Physicochem.
Eng. Asp. 317 (2008) 129-135. doi:10.1016/j.colsurfa.2007.10.004.

N. Dutta, S. Egorov, D. Green, Quantification of nanoparticle interactions in pure solvents
and a concentrated PDMS solution as a function of solvent quality, Langmuir. 29 (2013)

9991-10000. doi:10.1021/1a303495a.

27



[48]

[49]

[50]

[51]

[52]

[53]

[54]

[55]

[56]

S. Fouilloux, A. Désert, O. Taché, O. Spalla, J. Daillant, A. Thill, SAXS exploration of the
synthesis of ultra monodisperse silica nanoparticles and quantitative nucleation growth
modeling, J. Colloid Interface Sci. 346 (2010) 79-86. doi:10.1016/j.j¢is.2010.02.052.

D.L. Green, J.S. Lin, Y.F. Lam, M.Z.C. Hu, D.W. Schaefer, M.T. Harris, Size, volume
fraction, and nucleation of Stober silica nanoparticles, J. Colloid Interface Sci. 266 (2003)
346-358. doi:10.1016/S0021-9797(03)00610-6.

T. Li, A.J. Senesi, B. Lee, Small Angle X-ray Scattering for Nanoparticle Research, Chem.
Rev. 116 (2016) 11128-11180. doi:10.1021/acs.chemrev.5b00690.

B.R. Pauw, C. Kistner, A.F. Thiinemann, Nanoparticle size distribution quantification:
results of a small-angle X-ray scattering inter-laboratory comparison, J. Appl. Crystallogr.
50 (2017) 1280-1288. doi:10.1107/s160057671701010x.

D.P. Goldenberg, B. Argyle, Self crowding of globular proteins studied by small-angle X-
ray scattering, Biophys. J. 106 (2014) 895-904. doi:10.1016/j.bpj.2013.12.004.

A.B. Bhatia, D.E. Thornton, Structural aspects of the electrical resistivity of binary alloys,
Phys. Rev. B. 2 (1970) 3004-3012.

K. Nishikawa, Simple relationship between the Kirkwood-Buff parameters and the
fluctuations in the particle number and concentration obtained by small-angle X-ray
scattering: Application to tert-butyl alcohol and water mixtures, Chem. Phys. Lett. 132
(1986) 50-54.

H. Hayashi, K. Nishikawa, T. lijima, Easy derivation of the formula relating the fluctuations
of a binary system to the X-ray scattering intensity extrapolated to s = 0, J. Appl.
Crystallogr. 23 (1990) 134—-135. doi:10.1107/S0021889889012331.

S. Shimizu, N. Matubayasi, Hydrotropy: Monomer-micelle equilibrium and minimum

28



[57]

[58]

[59]

[60]

[61]

[62]

[63]

[64]

hydrotrope  concentration, J. Phys. Chem. B. 118 (2014) 10515-10524.
doi:10.1021/jp505869m.

J.A. Powell, R.M. Schwieters, K.W. Bayliff, E.N. Herman, N.J. Hotvedt, J.R. Changstrom,
A. Chakrabarti, C.M. Sorensen, Temperature dependent solubility of gold nanoparticle
suspension/solutions, RSC Adv. 6 (2016) 70638—70643. doi:10.1039/c6ral 5822f.

H. Yan, S. Cingarapu, K.J. Klabunde, A. Chakrabarti, C.M. Sorensen, Nucleation of gold
nanoparticle superclusters from solution, Phys. Rev. Lett. 102 (2009) 1-4.
doi:10.1103/PhysRevLett.102.095501.

L.M. Wheeler, N.J. Kramer, U.R. Kortshagen, Thermodynamic Driving Force in the
Spontaneous Formation of Inorganic Nanoparticle Solutions, Nano Lett. 18 (2018) 1888—
1895. doi:10.1021/acs.nanolett. 7b05187.

B. Vincent, J. Edwards, S. Emmett, A. Jones, Depletion flocculation in dispersions of
sterically-stabilised particles (“soft spheres”), Colloids and Surfaces. 18 (1986) 261-281.
doi:10.1016/0166-6622(86)80317-1.

S.R. Saunders, M.R. Eden, C.B. Roberts, Modeling the precipitation of polydisperse
nanoparticles using a total interaction energy model, J. Phys. Chem. C. 115 (2011) 4603—
4610. doi:10.1021/jp200116a.

W.G. McMillan, J.E. Mayer, The Statistical Thermodynamics of Multicomponent Systems,
J. Chem. Phys. 13 (1945) 276-305. doi:10.1063/1.1724036.

T.L. Hill, Statistical Mechanics. Principles and Selected Applications., McGraw-Hill, New
York, 1956.

C.B. Murray, D.J. Norris, M.G. Bawendi, Synthesis and Characterization of Nearly

Monodisperse CdE (E =S, Se, Te) Semiconductor Nanocrystallites, J. Am. Chem. Soc. 115

29



[65]

[66]

[67]

[68]

[69]

(1993) 8706—8715. doi:10.1021/ja00072a025.

T. Vossmeyer, L. Katsikas, M. Giersig, I.G. Popovic, K. Diesner, A. Chemseddine, A.
Eychmiiller, H. Weller, CdS nanoclusters: Synthesis, characterization, size dependent
oscillator strength, temperature shift of the excitonic transition energy, and reversible
absorbance shift, J. Phys. Chem. 98 (1994) 7665-7673. doi:10.1021/;100082a044.

D. Segets, C. Lutz, K. Yamamoto, S. Komada, S. Sii3, Y. Mori, W. Peukert, Classification
of zinc sulfide quantum dots by size: Insights into the particle surface-solvent interaction of
colloids, J. Phys. Chem. C. 119 (2015) 4009—4022. doi:10.1021/jp508746s.

C. Menter, D. Segets, Scalable classification of nanoparticles: A proof of principle for
process design, Adv. Powder Technol. 30 (2019) 2801-2811.
doi:10.1016/j.apt.2019.08.027.

S. Shimizu, Estimating hydration changes upon biomolecular reactions from osmotic stress,
high pressure, and preferential hydration experiments, Proc. Natl. Acad. Sci. 101 (2004)
1195-1199. doi:10.1073/pnas.0305836101.

S. Shimizu, Y. Nagai Kanasaki, Effect of solute aggregation on solubilization, J. Mol. Liq.

274 (2019) 209-214. doi:10.1016/j.molliq.2018.10.102.

30



1 T T ] l ] 1 1 1
50 nm j
10000 :
1000|100 nm 4
) |-:: 100% k|
SBEY L ]
| & 108
| E
1 l\l E|
— ;
0.1
|
' \ \, 13 nm 1
001 L L 1 1 L 1 L
s 5 10

Figure 1. Phase stability of gold nanoparticles with different diameters (13—150 nm), based on the

experimental data in Ref [26]. Phase stability under gravity is guaranteed by the convergence of

dc . . . dc .
— As the nanoparticle diameter increases — o becomes closer to divergence.
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