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In situ monitoring of block copolymer self-assembly via solvent exchange 
through controlled dialysis with light and neutron scattering detection 
Martin Fauquignon,* Lionel Porcar,* Annie Brûlet, Jean-François Le Meins, Olivier Sandre, Jean-Paul 
Chapel, Marc Schmutz, and Christophe Schatz*  

ABSTRACT: Solution self-assembly of amphiphilic block copolymers (BCs) is typically performed by solvent to water ex-
change. However, BC assemblies are often trapped in metastable states depending on the mixing conditions, such as the 
magnitude and rate of water addition. BC self-assembly can be performed under near thermodynamic control by dialysis 
which accounts for a slow and gradual water addition. In this letter we report the use of a specifically designed dialysis cell 
to continuously monitor by dynamic light scattering and small-angle neutron scattering the morphological changes of 
PDMS-b-PEG BCs self-assemblies during THF-to-water exchange. The complete phase diagrams of near-equilibrium struc-
tures can then be established. Spherical micelles first form before evolving to rod-like micelles and vesicles, decreasing the 
total developed interfacial area of self-assembled structures in response to increasing interfacial energy as the water content 
increases. The dialysis kinetics can be tailored to the time scale of BC self-assembly by modifying the membrane pore size, 
which is of interest to study the interplay between thermodynamics and kinetics in self-assembly pathways.  

 
Amphiphilic block copolymers (BCs) in solution can gen-
erate a variety of self-assembled structures depending on 
their block length and chemical composition.1–4 Compared 
to surfactants which self-assemble into micellar structures 
at equilibrium, BC assemblies are often trapped in long-
lived metastable states due to slow polymer chain dynam-
ics associated with large molecular weight, hydrophobicity 
or glassy state of polymers.5–13 BC self-assembly can be fa-
cilitated by dissolving the block copolymer in a good sol-
vent for both blocks before adding a selective solvent, most 
often water, which is good for one block and poor for the 
other. The resulting morphologies are related to the water 
content in solvent mixtures and polymer concentration, 
which can be depicted by composition-morphology maps 
obtained through turbidity or electron microscopy obser-
vations14,15 and by computer simulation,16–18 in particular 
coarse-grained methods. A recurring issue with the solvent 
exchange method is the equilibrium state of BC aggregates, 
which depends not only on the final water content but also 
on the magnitude and rate of the water jump.14,19–21 In order 
to promote the formation of near-equilibrium morpholo-
gies, as expected to build phase diagrams, water should be 
added slowly and gradually, by analogy with the conditions 
used for thermal annealing in bulk and thin film studies.22 
A fast and large water jump can lead to kinetically arrested 
morphologies, which is the basis of the flash nanoprecipi-
tation technique.23,24 In order to achieve slow and homoge-
neous mixing conditions, the mixing process should pref-
erably rely on low Peclet Number solvent inter-diffusion 
rather than turbulent convection.25 Microfluidic technol-
ogy based on the principle of flow focusing,26 multilamina-
tion27,28 or chaotic laminar mixing28,29 allows for such 

mixing conditions, but is inherently limited to short self-
assembly time scales (< 1-10 s), which is insufficient for 
some BC systems to reach their final equilibrium morphol-
ogy. For example, depending on the water content in the 
medium, the equilibration of BC vesicles may take several 
minutes and even hours due to slow reorganization pro-
cesses.14,19,25,30 Compared to microfluidic techniques, dialy-
sis, which also relies on the principle of solvent interdiffu-
sion, remains the simplest approach to achieve near-equi-
librium BC self-assembly without time-scale restrictions.31–

33 However, morphology changes of BC structures can be 
hardly monitored in real time using dialysis bags or tubings 
unless sample aliquots are collected for further analysis. 
Yet, this approach suffers from several limitations: i) the 
polymer concentration cannot be kept constant during 
regular dialysis, ii) morphology changes occurring over 
narrow ranges of solvent composition can be overlooked, 
iii) sampling disrupts dialysis equilibrium, iv) physical ag-
ing of collected samples before any analysis is inevitable. 
In this study, we performed for the first time kinetic mon-
itoring of BC self-assembly during slow solvent exchange 
using a dedicated dialysis cell designed for in situ time-re-
solved light and small-angle neutron scattering experi-
ments (Figure 1A). The main objective of this letter is to 
highlight the capability and relevance of the dialysis-scat-
tering coupling approach to reveal the intrinsic properties 
of BC self-assembly under near-equilibrium conditions. 
Only under these circumstances, good understanding of 
the physical phenomena can be captured.

https://dx.doi.org/10.1021/acsmacrolett.3c00286


 

 

Figure 1. (A) Exploded view of the dialysis setup used for continuous kinetic monitoring of BC self-assembly: ① Lateral reservoirs 
containing water (2 × 250 mL), ② Scattering cell containing the BC solution in THF (V = 4.5 mL), ③ Quartz windows (thickness 
= 1 or 2 mm), ④ Reservoir stirring, ⑤ Cell stirring, ⑥ Custom-cut ultrafiltration disc in regenerated cellulose of defined porosity 
(× 2). ⑦ Conductivity probe. All plastic parts are made in solvent-resistant PEEK. (B) Configuration of the remote DLS head (top) 
and SANS (bottom) detection. (C) Tr-DLS and Tr-SANS mapping of the dialysis of PDMS27-b-PEG17 at 5 g/L in THF against water: 
intensity-weighted size distribution (hydrodynamic diameters) obtained by a SBL inverse Laplace transform analysis (top) and 
SANS curves (bottom) as function of the water fraction. The upturn at very low-q of the scattered intensity that is visible for solvent 
dialysis alone was systematically subtracted from the SANS curves of polymer solution dialysis (Figure S3). 

 

Our approach is therefore complementary to fast flow 
mixing with SAXS or SANS detection,34,35 previously used 
to study non-equilibrium properties of BC self-assem-
bly.36–38 
Polydimethylsiloxane-block-polyethylene glycol (PDMS-
b-PEG) diblock copolymers forming vesicles upon THF 
exchange with water were used as model BCs. The self-
assembly properties of PDMS-b-PEG BCs either alone or 
with lipids has been reported in previous works.39,40 The 
critical aggregation concentration was found to be on the 
order of 0.01 g/L with the BC compositions used in the 
present work.41 Both the high conformational flexibility 
(persistence length = 5.5 Å)42 and the rubbery state of 
PDMS blocks (Tg = -123°C)43 should favor vesicle for-
mation under near-equilibrium conditions.  
The BC solution in THF at a concentration of 0.5% (w/v) 
was introduced into the scattering discoid cell, which was 
separated from two water-containing reservoirs by cellu-
lose membranes (Figure 1A and Picture S1). Deuterated 
solvents were used for SANS experiments. The scattering 

cell and reservoirs were continuously stirred at low speed 
(50 rpm) to allow homogeneous solvent inter-diffusion. 
Importantly, the cell design allowed the BC concentra-
tion to be kept constant over the entire dialysis time. 1 
mM NaCl was added in the reservoirs to monitor the pro-
gress of dialysis from the ionic conductivity (Figures S1A-
S1B) while providing isotonicity of the system (see Sup-
porting Information). By varying the membrane porosity, 
the almost complete solvent exchange can be achieved in 
less than 10 hours (100 kDa membrane) or up to over 20 
hours (10 kDa membrane) (Figure S1C). The data pre-
sented in this letter were obtained with PDMS27-b-PEG17 
(hydrophilic mass fraction, f = 26%) using a 10 kDa mem-
brane for which the THF/water exchange rate is low (< 
0.1 vol. % min-1) (Figure S1D). Does this exchange rate 
match the structural change kinetic of the BC? In princi-
ple yes if we refer to previous works with polystyrene-b-
polyacrylic acid BCs of large MW, for which typical relax-
ation times below ~ 5 min were mainly found for 1 vol.% 
water jumps performed at different polymer concentra-
tions and initial



 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Figure 2. (A) Neutron scattering intensities averaged at low q (0.0028-0.0075 Å-1) and middle q (0.052-0.057 Å-1), light scattering intensity (q 
= 0.0027 Å-1) and interfacial tension between PDMS and the solvent mixture (see also Figure S14) as function of water volume fraction. Three 
areas of interest are identified (see text). (B) Main results derived from SANS curves fitting plotted as function of the water volume fraction: 
i) volume fractions of the aggregate morphologies, ii) characteristic sizes of BC aggregates (for fw > 60%, light orange and light blue symbols 
correspond to the cylinder radius kept constant and the membrane thickness imposed as twice the radius of the rod-like micelles, in accord-
ance with the cryo-TEM images), iii) solvation rate (𝛹𝛹)of PDMS blocks in BC assemblies, expressed as the volume fraction of THF-d8 remain-
ing in the core of aggregates (see Eq.18 in the supporting information). The arrows highlight small discontinuities corresponding to morpho-
logical transitions. C) Cryo-TEM analysis of the dialyzed BC solution at defined water volume fractions (see also Figures S8-S13).  



 

water contents in the critical regions of the phase dia-
gram where morphological transition occurs.44,45 Data 
collected with another copolymer composition and 
membrane porosity are provided in the supplementary 
material and will be discussed further. 
A nanoparticle size analyzer combining time-resolved 
DLS (Tr-DLS) and in situ remote optical probe (VASCO 
KINTM, Cordouan Technologies)46 was used for kinetic 
monitoring of the dialysis (Figure 1B). By providing valu-
able information about the hydrodynamic size and size-
dispersity of BC aggregates, Tr-DLS gives a first insight 
into the pathway of vesicle formation (Figure 1C and Fig-
ure S2). For low water volume fractions (fw < 25%), DLS 
measurements were poorly resolved due to almost com-
plete contrast matching of the PDMS block in THF (nPDMS 
= 1.407, nTHF = 1.405). The first detectable structures were 
~10 nm-diameter aggregates, most likely micellar aggre-
gates, which developed in solution for 25% < fw < 50%. A 
second population of 100 nm-diameter aggregates ap-
peared abruptly at fw = 55%. Thereafter, micelles grew and 
tended to fuse with the larger aggregates before the end 
of dialysis, which was stopped after 22 hours, correspond-
ing to fw = 80%. 
Solvent exchange was monitored under similar condi-
tions by time-resolved small angle neutron scattering 
(Tr-SANS) to determine the aggregate morphology (Fig-
ure 1B). Tr-SANS measurements were performed on the 
D22 beamline at Institut Laue-Langevin (ILL, Greno-
ble).47–49 SANS calibration of the dialysis setup was car-
ried out by means of H2O/D2O exchange, to check that 
the exchange was indeed total (unpublished results).  
SANS curves were acquired in 5-minute increments dur-
ing dialysis (see Supporting Information), i.e. the water 
fraction increased by a maximum of 0.5 vol.% during one 
acquisition (Figure S1.D). SANS curves obtained during 
dialysis are reproduced in Figure 1C where the color shift 
highlights the structural changes in BC self-assembly 
when the water content increases (individual intensity 
curves are reported in Figure S6). At the very low q-end, 
the upturn of the scattered intensity for fw < 20% stems 
in part from long-range fluctuations in the solvent com-
position, as verified by dialyzing THF-d8 without copoly-
mer against D2O (Figure S3) and more importantly from 
the presence of some supramolecular assemblies with 
sizes exceeding 200 nm according to cryo-TEM analysis 
(Figure S8). The aggregates exhibit a cluster-like struc-
ture composed of weakly interacting BC micelles coexist-
ing with free BC micelles, as previously reported for sim-
ilar BC systems close to the critical micellar concentra-
tion.50 Their formation at low water contents can be at-
tributed to the low interfacial energy of the core-forming 
PDMS and the limited repulsive hydration forces be-
tween PEG blocks. The fact that they could not be seen 
by DLS was due to the almost iso-refractive conditions at 
the beginning of the dialysis. For fw > 20%, these supra-
micellar assemblies were not detected on SANS curves at 
low q (Figure S6), indicating their metastable state. The 

variation in scattering intensity at low q and middle q, af-
ter subtraction of the pure solvent contribution and ig-
noring the small-q upturn, provides a qualitative yet in-
formative insight into BC self-assembly. Notably, discon-
tinuities were found in the low-q SANS intensity profile 
and to a lesser extent in the LS intensity variation for wa-
ter fractions of 10%, 50% and 65% suggesting solvent-in-
duced morphological transitions depicted by the three 
regions in Figure 2A. The intensity in the mid-q region 
increased sharply for 10 % < fw < 50%, which was at-
tributed to BC self-assembly triggered by the PDMS de-
solvation (Figure 2B). Then, the decrease in intensity ob-
served for fw > 50% might reflect a change in interface 
structure.  
SANS curves were fitted using a combination of a small 
number of form factors (sphere, cylinder, vesicle) to in-
troduce as few fitting parameters as possible (see sup-
porting information). Only for fw < 10% the curves could 
not be adequately fitted due to the too low scattered in-
tensity (Figure 2A). However, small spherical micelles 
(R= 5 nm) could be well detected by cryo-TEM at low wa-
ter contents (fw = 8%), as shown in Figure 2C. Then, short 
cylindrical micelles of almost constant size (R = 3-5 nm, 
L = 15 nm) were fitted in a wide range of water fractions, 
i.e. between 10% and 50%, where PDMS blocks are grad-
ually de-solvated (Figure 2B). Cylinders appear to be ra-
ther polydisperse, both in size and shape, as seen by cryo-
TEM (Figure 2c). For fw > 50% the system enters a critical 
zone characterized by a steep elongation of small cylin-
ders into rod-like micelles, the length of which could be 
accurately determined by SANS up to 150 nm, as imposed 
by the configuration used in SANS (Figure 2B and Figure 
S5). However, cryo-TEM shows that rods reached much 
greater lengths, in the micron range for fw > 65%. At the 
same time, the first vesicles developed in solution, the 
proportion of which gradually increased with fw at the ex-
pense of the rods. When the dialysis was stopped after 22 
hours (fw = 78%), the BC solution contained 60% vesicles 
and 40% rod-like micelles. The THF content in the vesi-
cle membrane was presumably equal to that of the me-
dium, i.e, 20 vol.% (Figure 2B). The solution was then 
stored for 40 days at room temperature. The initially bi-
modal size distribution (DLS) gradually turned into a 
monomodal distribution (Figure S7A). Only vesicles of 
smaller radius (R = 19 nm) could be detected by SANS 
(Figure S7B) and cryo-TEM (Figure 2C and S13). The 
membrane thickness of the equilibrated vesicles (δ = 7 
nm) was slightly smaller than that imposed for the fitting 
of the rod-vesicle mixtures during dialysis (Figure 2B). 
The overall self-assembly mechanism of PDMS27-b-
PEG17 with increasing water content is in agreement with 
the typical spherical micelles  rod-like micelles  vesi-
cles transition pathway reported for several BC sys-
tems.14,20,25 It is consistent with an increase of the interfa-
cial tension of the core-forming PDMS as the solvent po-
larity increases. Micellar aggregates of spherical shape 
first form (fw < 10%) to minimize the total

  



 

 

 

Figure 3. Cryo-TEM images of the PDMS27-b-PEG17 copolymer solution at fw = 80% illustrating the most probable transition 
pathway from rod-like micelles to vesicles (scale bar = 100 nm) (top). Highlighting of the areas of interest (bottom). Three different 
stages can be distinctly observed from left to right: i) membrane formation at the rod end-caps, ii) membrane bending, iii) mem-
brane closure into vesicle. 

interfacial area, which in turn accounts for the core chain 
stretching in the radial directions due to packing con-
straints (localization of junctions at the interface, uni-
form density of PDMS segments in the core).51–54 In the 
process of core enlargement by attraction of copolymers 
from the solution, when the entropy penalty associated 
with the stretching is too high, aggregates must adopt an-
other geometry to relax the stretching and thus minimize 
the total free energy.14,53 As a result, aggregates of reduced 
curvature (hence, higher packing density) are succes-
sively formed with increasing water content : rod-like mi-
celles for fw > 10% and vesicles for fw > 65%. Inverted BC 
structures previously reported55,56 cannot form further 
beyond the vesicular structure due to the reduced mobil-
ity of BC chains at very high water contents.14 
The continuous monitoring of solvent exchange using 
LS/SANS detection and supported by cryo-TEM imaging 
revealed some important aspects: i) The critical water 
fraction at which micellization takes places (fw < 10%) is 
in the same range as that obtained for PS-b-PAA copoly-
mers containing large PS blocks.14 However, no jump in 
scattering intensity could be associated to the micelliza-
tion due to the too low micelle size and isorefractive con-
ditions in the case of LS detection. ii) The variation of 
SANS intensity at low q allows the identification of breaks 
at fw = 50% and fw = 65% (Figure 2A) associated to the 
formation of rod-like micelles and vesicles, respectively. 
It coincides with small discontinuities found in the vari-
ation of the PDMS solvation rate (arrows in Figure 2B). 
This can be further appreciated from the variation of the 
interfacial tension of PDMS with THF:water mixtures 
that shows a marked increase above fw = 50%, indicating 
that the rod-to-vesicle transition is indeed driven by an 

increase in the interfacial energy between the hydropho-
bic core of self-assemblies and the solvent (Figure 2B and 
Figure S4D). iii) The possible mechanism by which this 
transition occurs is shown in Figure 3 where cryo-TEM 
images obtained at fw = 80% depict the flattening of the 
rod ends into lamella, followed by the gradual bending of 
lamella into vesicles, as previously reported theoretically 
and experimentally.20,44,57–60 iv) PDMS-b-PEG copolymers 
containing small and soft hydrophobic blocks could not 
fully equilibrate even after 22 hours of dialysis. The 
achievement of a unique vesicular morphology, as ex-
pected from the BC composition,10 required more than 
one month due to slow chain dynamics and strong repul-
sive interaction among BC aggregates.61 This excludes 
that in many situations BC self-assembly can truly reach 
the final equilibrium state at high water contents, espe-
cially for BCs containing large, rigid or crystalline hydro-
phobic blocks.20,62,63  
The shorter PDMS23-b-PEG13 copolymer (f = 26%) fol-
lowed a quite similar self-assembly pathway (Figures S15, 
S16, S17 and Table S3) as previously described but with 
marked differences regarding the vesicle volume fraction 
and also the vesicle dispersity, as can be seen from the 
well-defined oscillations in the mid-q region of SANS 
curves (Figure S15). Finally, the influence of the dialysis 
kinetics was investigated with PDMS27-b-PEG17 using a 
100 kDa membrane instead (Figures S18, S19, S20 and Ta-
ble S4). In such conditions, 80% of THF was exchanged 
by water in less than 8 hours (Figure S1C). The striking 
point of this faster dialysis was the formation of the first 
vesicles at fw = 25% compared to fw = 65% with a 10 kDa 
membrane. The rapid increase in interfacial energy due 
to fast water diffusion may exert additional constraints 



 

on the copolymer packing, inducing a shift of the critical 
water content required for vesicle formation.27,63 The wa-
ter exchange rate was 2 to 3 times higher than with the 10 
kDa membrane at the beginning of the dialysis (< 1 h) 
where the polymer chain dynamics is high in relation 
with the large THF content (Figure S1D). Therefore, the 
formation of inhomogeneities cannot be completely ex-
cluded even if the cell and the reservoirs are continuously 
stirred. However, no kinetically trapped structure was 
observed, the equilibrium between rod and vesicle mor-
phologies slowly evolving in favor of vesicles as the water 
fraction increased.  
In conclusion, the new dialysis cell coupled with 
LS/SANS detection enables continuous monitoring of BC 
self-assembly in an evolving energy landscape, depending 
on the fraction and addition rate of selective solvent. The 
approach could be applied to other supramolecular sys-
tems controlled by the diffusion of selective solvents or 
any other molecular entities capable of triggering self-as-
sembly including acids or bases, ions, H-bonding agents 
or small-molecule ligands.64–69 

ASSOCIATED CONTENT  
Supporting_Information. This material is available free of 
charge via the Internet at http://pubs.acs.org. 

Corresponding Authors 
 
Martin Fauquignon - Univ. Bordeaux, CNRS, Bordeaux INP, 
LCPO, UMR 5629, F-33600, Pessac, France; Email: mar-
tin.fauquignon@gmail.com 
 
Lionel Porcar - Institut Laue-Langevin (ILL), F-38042 Gre-
noble, France; Email: porcar@ill.fr 
 
Christophe Schatz - Univ. Bordeaux, CNRS, Bordeaux INP, 
LCPO, UMR 5629, F-33600, Pessac, France; Email: 
schatz@enscbp.fr 

Authors 

Annie Brûlet - Laboratoire Léon Brillouin, Commissariat à 
l’Energie Atomique et aux Energies Alternatives (CEA) Sac-
lay, F-91191 Gif-sur-Yvette, France 

Jean-François Le Meins - Univ. Bordeaux, CNRS, Bordeaux 
INP, LCPO, UMR 5629, F-33600, Pessac, France  

Olivier Sandre - Univ. Bordeaux, CNRS, Bordeaux INP, 
LCPO, UMR 5629, F-33600, Pessac, France  

Jean Paul Chapel - Centre de Recherche Paul Pascal 
(CRPP), UMR CNRS 5031, Université de Bordeaux, F-33600 
Pessac, France 

Marc Schmutz - Université de Strasbourg, CNRS, Institut 
Charles Sadron, UPR 22, F-67034 Strasbourg, France  

Funding sources 

This work was supported by the French National Re-
search Agency (ANR), under the grant ANR 18-CE06-0016 
(SISAL project).  

REFERENCES 
(1) Hamley, I. Block Copolymers in Solution: Fundamen-

tals and Applications: Hamley/Block Copolymers in Solution: 
Fundamentals and Applications; 2005. 
https://doi.org/10.1002/9780470016985. 

(2) Mai, Y.; Eisenberg, A. Self-Assembly of Block Copoly-
mers. Chem. Soc. Rev. 2012, 41 (18), 5969–5985. 
https://doi.org/10.1039/c2cs35115c. 

(3) Karayianni, M.; Pispas, S. Block Copolymer Solution 
Self-Assembly: Recent Advances, Emerging Trends, and Appli-
cations. J. Polym. Sci. 2021, 59 (17), 1874–1898. 
https://doi.org/10.1002/pol.20210430. 

(4) Blanazs, A.; Armes, S. P.; Ryan, A. J. Self-Assembled 
Block Copolymer Aggregates: From Micelles to Vesicles and 
Their Biological Applications. Macromol. Rapid Commun. 2009, 
30 (4–5), 267–277. https://doi.org/10.1002/marc.200800713. 

(5) Tian, M.; Qin, A.; Ramireddy, C.; Webber, S. E.; Munk, 
P.; Tuzar, Z.; Prochazka, K. Hybridization of Block Copolymer 
Micelles. Langmuir 1993, 9 (7), 1741–1748. 
https://doi.org/10.1021/la00031a022. 

(6) Choi, S.-H.; Lodge, T. P.; Bates, F. S. Mechanism of 
Molecular Exchange in Diblock Copolymer Micelles: Hypersen-
sitivity to Core Chain Length. Phys. Rev. Lett. 2010, 104 (4). 
https://doi.org/10.1103/PhysRevLett.104.047802. 

(7) Hayward, R. C.; Pochan, D. J. Tailored Assemblies of 
Block Copolymers in Solution: It Is All about the Process. Mac-
romolecules 2010, 43 (8), 3577–3584. 
https://doi.org/10.1021/ma9026806. 

(8) Nicolai, T.; Colombani, O.; Chassenieux, C. Dynamic 
Polymeric Micelles versus Frozen Nanoparticles Formed by 
Block Copolymers. Soft Matter 2010, 6 (14), 3111–3118. 
https://doi.org/10.1039/B925666K. 

(9) Jain, S.; Bates, F. S. Consequences of Nonergodicity in 
Aqueous Binary PEO−PB Micellar Dispersions. Macromolecules 
2004, 37 (4), 1511–1523. https://doi.org/10.1021/ma035467j. 

(10) Discher, D. E.; Eisenberg, A. Polymer Vesicles. Science 
2002, 297 (5583), 967–973. https://doi.org/10.1126/sci-
ence.1074972. 

(11) Denkova, A. G.; Mendes, E.; Coppens, M.-O. Non-
Equilibrium Dynamics of Block Copolymer Micelles in Solution: 
Recent Insights and Open Questions. Soft Matter 2010, 6 (11), 
2351–2357. https://doi.org/10.1039/C001175B. 

(12) Nagarajan, R. “Non-Equilibrium” Block Copolymer 
Micelles with Glassy Cores: A Predictive Approach Based on 
Theory of Equilibrium Micelles. Liq. Films Interfaces Colloidal 
Dispers. 2015, 449, 416–427. 
https://doi.org/10.1016/j.jcis.2014.12.077. 

(13) Lodge, T. P.; Seitzinger, C. L.; Seeger, S. C.; Yang, S.; 
Gupta, S.; Dorfman, K. D. Dynamics and Equilibration Mecha-
nisms in Block Copolymer Particles. ACS Polym. Au 2022. 
https://doi.org/10.1021/acspolymersau.2c00033. 

(14) Shen, H.; Eisenberg, A. Morphological Phase Diagram 
for a Ternary System of Block Copolymer PS310-b-
PAA52/Dioxane/H2O. J. Phys. Chem. B 1999, 103 (44), 9473–
9487. https://doi.org/10.1021/jp991365c. 

(15) Battaglia, G.; Ryan, A. J. Effect of Amphiphile Size on 
the Transformation from a Lyotropic Gel to a Vesicular Disper-
sion. Macromolecules 2006, 39 (2), 798–805. 
https://doi.org/10.1021/ma052108a. 

(16) Campos-Villalobos, G.; Siperstein, F. R.; Charles, A.; 
Patti, A. Solvent-Induced Morphological Transitions in Methac-
rylate-Based Block-Copolymer Aggregates. J. Colloid Interface 
Sci. 2020, 572, 133–140. https://doi.org/10.1016/j.jcis.2020.03.067. 

(17) Wang, Z.; Yin, Y.; Jiang, R.; Li, B. Morphological Trans-
formations of Diblock Copolymers in Binary Solvents: A 

http://pubs.acs.org/
mailto:martin.fauquignon@gmail.com
mailto:martin.fauquignon@gmail.com
mailto:porcar@ill.fr
mailto:schatz@enscbp.fr


 

Simulation Study. Front. Phys. 2017, 12 (6), 128201. 
https://doi.org/10.1007/s11467-017-0678-6. 

(18) Zhu, Q.; Tree, D. R. Simulations of Morphology Con-
trol of Self-Assembled Amphiphilic Surfactants. J. Polym. Sci. 
2023, n/a (n/a). https://doi.org/10.1002/pol.20220771. 

(19) Choucair, A. A.; Kycia, A. H.; Eisenberg, A. Kinetics of 
Fusion of Polystyrene-b-Poly(Acrylic Acid) Vesicles in Solution. 
Langmuir 2003, 19 (4), 1001–1008. 
https://doi.org/10.1021/la026187k. 

(20) Han, Y.; Yu, H.; Du, H.; Jiang, W. Effect of Selective 
Solvent Addition Rate on the Pathways for Spontaneous Vesicle 
Formation of ABA Amphiphilic Triblock Copolymers. J. Am. 
Chem. Soc. 2010, 132 (3), 1144–1150. 
https://doi.org/10.1021/ja909379y. 

(21) Bovone, G.; Cousin, L.; Steiner, F.; Tibbitt, M. W. Sol-
vent Controls Nanoparticle Size during Nanoprecipitation by 
Limiting Block Copolymer Assembly. Macromolecules 2022, 55 
(18), 8040–8048. https://doi.org/10.1021/acs.macromol.2c00907. 

(22) Bates, F. S.; Fredrickson, G. H. Block Copolymer Ther-
modynamics: Theory and Experiment. Annu. Rev. Phys. Chem. 
1990, 41 (1), 525–557. https://doi.org/10.1146/an-
nurev.pc.41.100190.002521. 

(23) Johnson, B. K.; Prud’homme, R. K. Mechanism for 
Rapid Self-Assembly of Block Copolymer Nanoparticles. Phys. 
Rev. Lett. 2003, 91 (11), 118302. 
https://doi.org/10.1103/PhysRevLett.91.118302. 

(24) Saad, W. S.; Prud’homme, R. K. Principles of Nanopar-
ticle Formation by Flash Nanoprecipitation. Nano Today 2016, 11 
(2), 212–227. https://doi.org/10.1016/j.nantod.2016.04.006. 

(25) Fürst, C.; Zhang, P.; Roth, S. V.; Drechsler, M.; Förster, 
S. Self-Assembly of Block Copolymers via Micellar Intermediate 
States into Vesicles on Time Scales from Milliseconds to Days. 
Self-Assem. 2016, 107, 434–444. https://doi.org/10.1016/j.poly-
mer.2016.09.087. 

(26) Xu, J.; Zhang, S.; Machado, A.; Lecommandoux, S.; 
Sandre, O.; Gu, F.; Colin, A. Controllable Microfluidic Produc-
tion of Drug-Loaded PLGA Nanoparticles Using Partially Water-
Miscible Mixed Solvent Microdroplets as a Precursor. Sci. Rep. 
2017, 7 (1), 4794. https://doi.org/10.1038/s41598-017-05184-5. 

(27) Thiermann, R.; Mueller, W.; Montesinos-Castellanos, 
A.; Metzke, D.; Löb, P.; Hessel, V.; Maskos, M. Size Controlled 
Polymersomes by Continuous Self-Assembly in Micromixers. 
Polymer 2012, 53 (11), 2205–2210. https://doi.org/10.1016/j.poly-
mer.2012.03.058. 

(28) Chen, H.; Celik, A. E.; Mutschler, A.; Combes, A.; 
Runser, A.; Klymchenko, A. S.; Lecommandoux, S.; Serra, C. A.; 
Reisch, A. Assembly of Fluorescent Polymer Nanoparticles Us-
ing Different Microfluidic Mixers. Langmuir 2022, 38 (26), 7945–
7955. https://doi.org/10.1021/acs.langmuir.2c00534. 

(29) Bresseleers, J.; Bagheri, M.; Lebleu, C.; Lecomman-
doux, S.; Sandre, O.; Pijpers, I. A. B.; Mason, A. F.; Meeuwissen, 
S.; Nostrum, C. F. van; Hennink, W. E.; Hest, J. C. M. van. Tuning 
Size and Morphology of MPEG-b-p(HPMA-Bz) Copolymer Self-
Assemblies Using Microfluidics. Polymers 2020, 12 (11). 
https://doi.org/10.3390/polym12112572. 

(30) Wu, M.; Wang, Y.; Han, Y.; Cui, J.; Jiang, W. A Facile 
Method for Preparation of Uniform Polymeric Vesicles with 
Tunable Size. Nanoscale 2018, 10 (31), 14860–14867. 
https://doi.org/10.1039/C8NR02901F. 

(31) Tuzar, Z.; Webber, S. E.; Ramireddy, C.; Munk, P. As-
sociation of Polystyrene-Poly(Methacrylic Acid) Block Copoly-
mers in Aqueous Media. In Polymer Preprints (American Chem-
ical Society, Division of Polymer Chemistry); 1991; Vol. 32, pp 
525–526. 

(32) La, S. B.; Okano, T.; Kataoka, K. Preparation and Char-
acterization of the Micelle-Forming Polymeric Drug Indometh-
acin-Incorporated Poly(Ethylene Oxide)-Poly(β-Benzyl L-

Aspartate) Block Copolymer Micelles. J. Pharm. Sci. 1996, 85 (1), 
85–90. https://doi.org/10.1021/js950204r. 

(33) Vangeyte, P.; Gautier, S.; Jérôme, R. About the Meth-
ods of Preparation of Poly(Ethylene Oxide)-b-Poly(ε- Caprolac-
tone) Nanoparticles in Water - Analysis by Dynamic Light Scat-
tering. Colloids Surf. Physicochem. Eng. Asp. 2004, 242 (1–3), 
203–211. https://doi.org/10.1016/j.colsurfa.2004.04.070. 

(34) Grillo, I. Applications of Stopped-Flow in SAXS and 
SANS. Curr. Opin. Colloid Interface Sci. 2009, 14, 402–408. 
https://doi.org/10.1016/j.cocis.2009.04.005. 

(35) Lopez, C. G.; Watanabe, T.; Adamo, M.; Martel, A.; 
Porcar, L.; Cabral, J. T. Microfluidic Devices for Small-Angle 
Neutron ScatteringThis Article Will Form Part of a Virtual Spe-
cial Issue on Advanced Neutron Scattering Instrumentation, 
Marking the 50th Anniversary of the Journal. Journal of Applied 
Crystallography, 2018, 51, 570–583. 

(36) Lund, R.; Willner, L.; Monkenbusch, M.; Panine, P.; 
Narayanan, T.; Colmenero, J.; Richter, D. Structural Observation 
and Kinetic Pathway in the Formation of Polymeric Micelles. 
Phys. Rev. Lett. 2009, 102 (18), 188301. 
https://doi.org/10.1103/PhysRevLett.102.188301. 

(37) Lund, R.; Willner, L.; Richter, D. Kinetics of Block Co-
polymer Micelles Studied by Small-Angle Scattering Methods; 
Advances in Polymer Science; 2013; Vol. 259, p 158. 
https://doi.org/10.1007/12_2012_204. 

(38) Kalkowski, J.; Liu, C.; Leon-Plata, P.; Szymusiak, M.; 
Zhang, P.; Irving, T.; Shang, W.; Bilsel, O.; Liu, Y. In Situ Meas-
urements of Polymer Micellization Kinetics with Millisecond 
Temporal Resolution. Macromolecules 2019, 52 (9), 3151–3157. 
https://doi.org/10.1021/acs.macromol.8b02257. 

(39) Dao, T. P. T.; Brûlet, A.; Fernandes, F.; Er-Rafik, M.; 
Ferji, K.; Schweins, R.; Chapel, J.-P.; Fedorov, A.; Schmutz, M.; 
Prieto, M.; Sandre, O.; Le Meins, J.-F. Mixing Block Copolymers 
with Phospholipids at the Nanoscale: From Hybrid Polymer/Li-
pid Wormlike Micelles to Vesicles Presenting Lipid 
Nanodomains. Langmuir 2017, 33 (7), 1705–1715. 
https://doi.org/10.1021/acs.langmuir.6b04478. 

(40) Fauquignon, M.; Ibarboure, E.; Le Meins, J.-F. Mem-
brane Reinforcement in Giant Hybrid Polymer Lipid Vesicles 
Achieved by Controlling the Polymer Architecture. Soft Matter 
2021, 17 (1), 83–89. https://doi.org/10.1039/d0sm01581d. 

(41) Fauquignon, M. Development of Polymer/Lipid Hy-
brid Vesicles as Cell Membrane Models and Micro/Nano-Reac-
tors. Ph.D. Dissertation, University of Bordeaux, France, 2019. 

(42) Smith, J. S.; Borodin, O.; Smith, G. D. A Quantum 
Chemistry Based Force Field for Poly(Dimethylsiloxane). J. Phys. 
Chem. B 2004, 108 (52), 20340–20350. 
https://doi.org/10.1021/jp047434r. 

(43) Dvornic, P.; Jones, R.; Ando, W.; Chojnowski, J. Silicon 
Containing Polymers. Kluwer Acad. Publ. Dordr. Neth. 2000, 
185–211. 

(44) Chen, L.; Shen, H.; Eisenberg, A. Kinetics and Mecha-
nism of the Rod-to-Vesicle Transition of Block Copolymer Ag-
gregates in Dilute Solution. J. Phys. Chem. B 1999, 103 (44), 
9488–9497. https://doi.org/10.1021/jp9913665. 

(45) Burke, S. E.; Eisenberg, A. Kinetics and Mechanisms of 
the Sphere-to-Rod and Rod-to-Sphere Transitions in the Ter-
nary System PS310-b-PAA52/Dioxane/Water. Langmuir 2001, 17 
(21), 6705–6714. https://doi.org/10.1021/la010640v. 

(46) Riedl, J. C.; Sarkar, M.; Fiuza, T.; Cousin, F.; Depeyrot, 
J.; Dubois, E.; Mériguet, G.; Perzynski, R.; Peyre, V. Design of 
Concentrated Colloidal Dispersions of Iron Oxide Nanoparticles 
in Ionic Liquids: Structure and Thermal Stability from 25 to 200 
°C. J. Colloid Interface Sci. 2022, 607, 584–594. 
https://doi.org/10.1016/j.jcis.2021.08.017. 

(47) Chapel, J.-P.; Brûlet, A.; Cousin, F.; Le Meins, J.-F.; 
Porcar, L.; Pucci, C.; Schatz, C. Self-Assembly of Amphiphilic 



 

Block Copolymers under Close-to-Equilibrium Conditions 
through Controlled Water Dialysis; Institut Laue-Langevin 
(ILL), 2018. doi:10.5291/ILL-DATA.9-11-1852. 

(48) Chapel, J.-P.; Fauquignon, M.; Porcar, L.; Sandre, O.; 
Schatz, C. In Situ Dialysis Testing.; Institut Laue-Langevin (ILL), 
2020. doi:10.5291/ILL-DATA.TEST-3115. 

(49) Sandre, O.; Brûlet, A.; Chapel, J.-P.; Fauquignon, M.; 
Le Meins, J.-F.; Porcar, L.; Schatz, C. Stepwise Encapsulation of 
Magnetic Nanoparticles into Amphiphilic Block Copolymer Vesi-
cles through Controlled Water Dialysis; Institut Laue-Langevin 
(ILL), 2020. doi:10.5291/ILL-DATA.9-12-578. 

(50) Lombardo, D.; Munaò, G.; Calandra, P.; Pasqua, L.; 
Caccamo, M. T. Evidence of Pre-Micellar Aggregates in Aqueous 
Solution of Amphiphilic PDMS–PEO Block Copolymer. Phys. 
Chem. Chem. Phys. 2019, 21 (22), 11983–11991. 
https://doi.org/10.1039/C9CP02195G. 

(51) Zhulina, Ye. B.; Birshtein, T. M. Conformations of 
Block-Copolymer Molecules in Selective Solvents (Micellar 
Structures. Polym. Sci. USSR 1985, 27 (3), 570–578. 
https://doi.org/10.1016/0032-3950(85)90238-2. 

(52) Halperin, A.; Tirrell, M.; Lodge, T. P. Tethered Chains 
in Polymer Microstructures. In Macromolecules: Synthesis, Or-
der and Advanced Properties; Springer Berlin Heidelberg: Berlin, 
Heidelberg, 1992; pp 31–71. https://doi.org/10.1007/BFb0051635. 

(53) Zhang, L.; Eisenberg, A. Multiple Morphologies and 
Characteristics of “Crew-Cut” Micelle-like Aggregates of Poly-
styrene-b-Poly(Acrylic Acid) Diblock Copolymers in Aqueous 
Solutions. J. Am. Chem. Soc. 1996, 118 (13), 3168–3181. 
https://doi.org/10.1021/ja953709s. 

(54) Borisov, O. V.; Zhulina, E. B.; Leermakers, F. A. M.; 
Müller, A. H. E. Self-Assembled Structures of Amphiphilic Ionic 
Block Copolymers: Theory, Self-Consistent Field Modeling and 
Experiment. In Self Organized Nanostructures of Amphiphilic 
Block Copolymers I; Müller, A. H. E., Borisov, O., Eds.; Springer 
Berlin Heidelberg: Berlin, Heidelberg, 2011; pp 57–129. 
https://doi.org/10.1007/12_2011_114. 

(55) Gröschel, A. H.; Walther, A. Block Copolymer Micelles 
with Inverted Morphologies. Angew. Chem. Int. Ed. 2017, 56 (37), 
10992–10994. https://doi.org/10.1002/anie.201703765. 

(56) Shen, H.; Eisenberg, A. Block Length Dependence of 
Morphological Phase Diagrams of the Ternary System of PS-b-
PAA/Dioxane/H2O. Macromolecules 2000, 33 (7), 2561–2572. 
https://doi.org/10.1021/ma991161u. 

(57) Yamamoto, S.; Maruyama, Y.; Hyodo, S. Dissipative 
Particle Dynamics Study of Spontaneous Vesicle Formation of 
Amphiphilic Molecules. J. Chem. Phys. 2002, 116 (13), 5842–5849. 
https://doi.org/10.1063/1.1456031. 

(58) Antonietti, M.; Förster, S. Vesicles and Liposomes: A 
Self-Assembly Principle Beyond Lipids. Adv. Mater. 2003, 15 (16), 
1323–1333. https://doi.org/10.1002/adma.200300010. 

(59) Uneyama, T. Density Functional Simulation of Spon-
taneous Formation of Vesicle in Block Copolymer Solutions. J. 

Chem. Phys. 2007, 126 (11), 114902. 
https://doi.org/10.1063/1.2463426. 

(60) Blanazs, A.; Madsen, J.; Battaglia, G.; Ryan, A. J.; 
Armes, S. P. Mechanistic Insights for Block Copolymer Mor-
phologies: How Do Worms Form Vesicles? J. Am. Chem. Soc. 
2011, 133 (41), 16581–16587. https://doi.org/10.1021/ja206301a. 

(61) Zhang, L.; Eisenberg, A. Thermodynamic vs Kinetic 
Aspects in the Formation and Morphological Transitions of 
Crew-Cut Aggregates Produced by Self-Assembly of Polysty-
rene-b-Poly(Acrylic Acid) Block Copolymers in Dilute Solution. 
Macromolecules 1999, 32 (7), 2239–2249. 
https://doi.org/10.1021/ma981039f. 

(62) Fu, Z.; Wang, Y.; Li, F.; Niu, X.; Li, L.; Liu, D.; Liu, Z.; 
Guo, X. Access to Different Transient Assemblies through Ki-
netic Control over the Self-Assembly of Amphiphilic Block Co-
polymers Using a Versatile Micromixer. Chem. Eng. Sci. 2021, 
246, 116998. https://doi.org/10.1016/j.ces.2021.116998. 

(63) Vena, M. P.; de Moor, D.; Ianiro, A.; Tuinier, R.; Pat-
terson, J. P. Kinetic State Diagrams for a Highly Asymmetric 
Block Copolymer Assembled in Solution. Soft Matter 2021, 17 
(4), 1084–1090. https://doi.org/10.1039/D0SM01596B. 

(64) Cui, H.; Chen, Z.; Zhong, S.; Wooley, K. L.; Pochan, D. 
J. Block Copolymer Assembly via Kinetic Control. Science 2007, 
317 (5838), 647–650. https://doi.org/10.1126/science.1141768. 

(65) Mattia, E.; Otto, S. Supramolecular Systems Chemis-
try. Nat. Nanotechnol. 2015, 10 (2), 111–119. 
https://doi.org/10.1038/nnano.2014.337. 

(66) Tantakitti, F.; Boekhoven, J.; Wang, X.; Kazantsev, R. 
V.; Yu, T.; Li, J.; Zhuang, E.; Zandi, R.; Ortony, J. H.; Newcomb, 
C. J.; Palmer, L. C.; Shekhawat, G. S.; de la Cruz, M. O.; Schatz, 
G. C.; Stupp, S. I. Energy Landscapes and Functions of Supra-
molecular Systems. Nat. Mater. 2016, 15 (4), 469–476. 
https://doi.org/10.1038/nmat4538. 

(67) Lee, J. Y.; Song, Y.; Wessels, M. G.; Jayaraman, A.; 
Wooley, K. L.; Pochan, D. J. Hierarchical Self-Assembly of Poly(d 
-Glucose Carbonate) Amphiphilic Block Copolymers in Mixed 
Solvents. Macromolecules 2020, 53 (19), 8581–8591. 
https://doi.org/10.1021/acs.macromol.0c01575. 

(68) McCourt, J. M.; Kewalramani, S.; Gao, C.; Roth, E. W.; 
Weigand, S. J.; Olvera de la Cruz, M.; Bedzyk, M. J. Electrostatic 
Control of Shape Selection and Nanoscale Structure in Chiral 
Molecular Assemblies. ACS Cent. Sci. 2022, 8 (8), 1169–1181. 
https://doi.org/10.1021/acscentsci.2c00447. 

(69) Schnitzer, T.; Preuss, M. D.; van Basten, J.; 
Schoenmakers, S. M. C.; Spiering, A. J. H.; Vantomme, G.; Mei-
jer, E. W. How Subtle Changes Can Make a Difference: Repro-
ducibility in Complex Supramolecular Systems. Angew. Chem. 
Int. Ed. 2022, 61 (41), e202206738. 
https://doi.org/10.1002/anie.202206738. 

 



 

SYNOPSIS TOC 

 

 

 

 

 

 

 

 

 

 

 

 


