
This journal is © The Royal Society of Chemistry 2022 Mater. Horiz., 2022, 9, 1641–1648 |  1641

Cite this: Mater. Horiz., 2022,

9, 1641

Multi-compartment supracapsules made from
nano-containers towards programmable release†
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The assembly of nanomaterials into suprastructures offers the

possibility to fabricate larger scale functional materials, whose

inner structure strongly influences their functionality for a vast

range of applications. In spite of the many current strategies,

achieving multi-compartment structures in a targeted and versatile

way remains highly challenging. Here, we describe a controllable

and straightforward route to create uniform suprastructured mate-

rials with a multi-compartmentalized architecture by confining

primary nanocapsules into droplets using a cross-junction micro-

fluidic device. Following solvent evaporation from the droplets, the

nanocapsules spontaneously assemble into precisely sized multi-

compartment particles, which we term supracapsules. Thanks to

the process, each spatially separated nanocapsule unit retains its

cargo and functionalities within the resulting supracapsules.

However, new collective properties emerge, and, particularly, pro-

grammable release profiles that are distinct from those of single-

compartment capsules. Finally, the suprastructures can be

disassembled into single-compartment units by applying ultra-

sonication, switching their release to a burst-release mode. These

findings open up exciting opportunities to fabricate multi-

compartment suprastructures incorporating diverse functionalities

for materials with emerging properties.

Introduction

Suprastructures are 3D objects originated by the assembly of
smaller constituents; in particular, they comprise microscale

materials constituted by the assembly of colloidal nano-
particles, which are held together as the result of the interplay
between their interactions, and that are known as
supraparticles.1–4 One of the most appealing features of assem-
bling suprastructures is the possibility to integrate different
nanomaterials to endow the resulting object with multiple
functionalities. Often, those assemblies display a collective
enhancement of properties compared to the individual nano-
scale building blocks and can even show features that are
different from those of their constituents.4–7 In order to direct
the properties of the suprastructures, it is therefore not only
essential to select and control the properties of nanomaterials
that are used as the building blocks for assembly, but also to
tailor their inner structure. For instance, by controlling
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New concepts
In this manuscript, we demonstrate a robust and straightforward method
to construct multi-compartment suprastructures from nanocapsules (also
known as nano-containers), which we term supracapsules. Beyond the
use of conventional nanoparticles as building blocks to make
suprastructures, the assembly of nanocapsules opens up an opportunity
for introducing multiple compartments within a suprastructure.
Compared with the suprastructures made from nanoparticles,
supracapsules display the unique ability to incorporate many distinct
units that preserve their liquid cargoes and combine their functions.
Thanks to the internal multi-compartment structure, supracapsules also
display programmable release kinetics that are distinct from single-
compartment nanocapsules. Therefore, they provide a flexible and
versatile alternative to regulate cargo release, i.e. for biomedical
applications. We further show that it is possible to disassemble
supracapsules on demand through ultra-sonication, adding an external
switch for the release of multiple encapsulated cargoes. The
understanding of emerging features from multicompartment
architectures within supracapsules provides useful insights to design
the next generation of suprastructured materials for many advanced
applications. We envision that fabricating multi-compartment
suprastructures could have significant impact not only in materials
science, but also in other research fields such as biomedicine and
artificial cells.
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colloidal interactions during assembly, the internal architec-
tures of supraparticles can be varied from those of close-packed
spheres8 to the ones of Janus-like,9–12 core–shell,13–15 or meso-
porous structures.2,16–18 Thanks to the existence of a vast range
of synthetic nanomaterials and assembly strategies, suprapar-
ticles have shown outstanding performance in applications
including catalysis,3,19 photonics,20–22 and microrobotics.23–25

In spite of these advances, producing suprastructures with
multiple internal compartments remains a significant challenge.
Multi-compartmentalized materials have a structure that confines
two or more distinct domains loaded with different cargoes, which
are simultaneously transported and are spatially separated.26,27

Recently, examples of multi-compartment liposomes,28–30 polymer-
somes,31–33 microgels,34,35 and capsosomes,36–38 have emerged as
vehicles for multi-drug delivery,35,39 as hierarchical microreactors,40

and as cell mimics.41,42 However, their realization requires
either multiple emulsification steps to produce double emulsion
droplets or additional post-chemical reactions to form the
compartments.31,36,43

Here, we present a straightforward assembly approach to
produce supraparticles with a multi-compartment structure
based on the organization of nanocapsules, instead of com-
monly used nanoparticles, into a suprastructure by using
droplet-templated assembly. We show that dextran-based nano-
capsules with various cargoes can be synthesized and then
confined into monodisperse oil droplets within an oil-in-water
emulsion generated at a flow-focusing microfluidic geometry.
After evaporating the oil, the nanocapsules spontaneously
organize into close-packed clusters, which we term supracap-
sules (Fig. 1a). On the one hand, the process leads to supra-
capsules that have spatially separated compartments, which
preserve the functions and properties of the initial nanocap-
sules. On the other hand, our supracapsules display distinctive

release kinetics compared to single nanocapsules, whereby the
release profile can be programmed by controlling the proper-
ties of the assemblies. Moreover, the supracapsules can be
disassembled on demand through ultra-sonication, adding
external control to the release profiles of encapsulated cargoes.

Results and discussion

We first synthesized dextran-based nanocapsules with various
water-soluble cargoes to act as the building blocks of our
supracapsules. Dextran was chosen since it is a biocompatible
and biodegradable polymer that has been widely used in
biomedical applications.44,45 Nanocapsules were formed by
the polyaddition reaction of dextran at the interface of droplets
in a water-in-oil miniemulsion (Fig. S1, ESI†). The resulting
dextran-based nanocapsules have an average diameter of 243 �
92 nm and a 5 nm thick shell (Fig. S3, ESI†), and were dispersed
in cyclohexane. Details of the nanocapsule synthesis are pro-
vided in the ESI.†

We then proceeded to fabricate the multi-compartment
supracapsules by using droplet-templated assembly.46 In this
process, we start from a nanocapsule dispersion in oil (cyclo-
hexane), which is broken into droplets. Upon evaporation of the
oil, nanocapsules assembled into spherical clusters. To
generate monodisperse cyclohexane droplets, and thus mono-
disperse supracapsules, we designed and employed a silicon-
based microfluidic device containing a cross-junction (Fig. S2,
ESI†). Due to the formation of monodisperse droplets at this
cross-junction, the resulting supracapsules have a narrow size
distribution (Fig. 1b). Closer inspection of the morphology of
the supracapsules reveals that they are tightly packed on the
surface of the original droplets (Fig. 1c and Fig. S4, ESI†), whilst
imaging of the cross-section by means of cryogenic electron
microscopy shows that the nanocapsules are packed across the
entire supracapsule volume to form a multi-compartment
structure (Fig. 1d).

Assuming that the interior structure of the supracapsules is
homogeneous (as shown in Fig. 1d), the diameter of the
supracapsules (dsc) can be directly predicted based on the
droplet size before cyclohexane evaporation (ddrop) as follows:

dsc ¼ ddrop �
Cnc

fv

� �1
3

(1)

where Cnc is the initial volume fraction of nanocapsules in the
oil droplets and fv is the packing density of nanocapsules
within the formed supracapsules. According to eqn (1), the size
of the supracapsules can be tuned by changing the initial
droplet size and the initial concentration of nanocapsules. In
a series of experiments, shown in Fig. 2a, we changed the
average droplet diameter between 15–30 mm by tuning input
flow rates entering the microfluidic device (Table S1, ESI†), and
varied the concentration of nanocapsules from 0.9 vol% to
7.1 vol%. Data demonstrate that the diameter of the supracap-
sules can be precisely tuned between 2 and 20 mm (Fig. 2b),
following the predicted scaling; dsc p ddrop(Cnc)1/3 (Fig. 2c). By

Fig. 1 Fabrication of supracapsules. (a) Assembly scheme of nanocap-
sules towards the fabrication of supracapsules by evaporation-induced
self-assembly from emulsion droplet templates. The spheres of different
colors (yellow, red and green) represent nanocapsules with different
encapsulated cargoes. (b) Optical micrographs of supracapsules with a
monodispersed size, as obtained by microfluidics. (c) SEM image of
supracapsules after drying. (d) Cryo-SEM micrograph of the cross-
section of a supracapsule after freeze-fracture. Scale bars are 20 mm,
5 mm, and 2 mm in panels (b), (c) and (d), respectively.
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fitting the slope of the data shown in Fig. 2c, we obtain an
average packing density of the nanocapsules ( fv) of 0.47 � 0.07.
Based on the value of packing fraction, we estimate that our
supracapsules contain from 800 to 130 000 nanocapsules. The
high number of compartments may be beneficial for biomedi-
cal applications such as therapeutic delivery.26

One of the key features of multi-compartmentalized struc-
tures is that the separated units should preserve their func-
tions. After establishing accurate size control of supracapsules,
we test whether different cargoes are effectively retained after
assembly. We therefore produced three different populations of
nanocapsules, the first two each encapsulating a different
water-soluble fluorescent dye coupled to a high molecular
weight polymer (B5000 Da), Cy5-PEG (red) and FITC-PEG
(green), respectively, and the third one without any fluorescent
dye. We then mixed these three types of nanocapsules in a
1 : 1 : 3 volume ratio in cyclohexane to form supracapsules. After
assembly, no appreciable amount of dye is released from the
supracapsules over a period of 72 hours (Fig. S6, ESI†). As
shown by the high-resolution confocal images in Fig. 3a, the
Cy5-PEG and FITC-PEG dyes are localized in separate nanoscale
compartments, indicating that our assembly strategy allows the
compartmentalization of different payloads. As a further proof
that original functions are retained after assembly, we encap-
sulated superparamagnetic iron oxide nanoparticles (with an
average diameter of 10 nm) within the nanocapsules. Fig. 3b
shows that the nanocapsules and supracapsules exhibit the
same magnetic properties. Moreover, assembly into supracap-
sules, in which the magnetization of all the constituent nano-
capsules is combined, enables easy separation (Fig. 3c and
Video S1, ESI†) and manipulation with an external magnetic
field (Fig. 3d and Video S2, Fig. S7, ESI†).

Controlled release is an important feature for nanocapsules.
After assembly, it is essential to understand how the multi-
compartmentalized architecture affects the release profiles
from supracapsules. To study their release profiles, Cy5 (Mw =
519 Da without coupled PEG) was used as the model cargo and
encapsulated within the nanocapsules. We produced supracap-
sules with three different average diameters (5 mm, 12 mm and

16 mm, Fig. 4a) and compared their release profiles with those of
individual nanocapsules (having a diameter of 243� 92 nm) for the
same total Cy5 concentration. As shown in Fig. 4b, the release
profiles of Cy5 from both nanocapsules and supracapsules follow an
exponential curve, indicating a first-order kinetic process.47,48 In
particular, dye release from the nanocapsules reaches a plateau after
4 hours, while the same amount of nanocapsules assembled into
5 micron supracapsules takes around 6 hours to reach the release
plateau. The half-life time of dye release within nanocapsules and
supracapsules can be calculated by the exponential curves from
Fig. 4b. These values increase as a function of supracapsule
diameter, following a quadratic growth model (Fig. 4c). Both the
release profiles and the scaling indicate that the release is diffusion-
dominated.48 We can thus assume that the encapsulated Cy5 would
diffuse through the polymer shell to a perfect sink with a constant
diffusion path length and diffusion coefficient. The hypothesis of a
perfect sink is further supported by the fact that the total dye
concentration in the system is below the micromolar range and
therefore the release rate is not affected by the dye concentration
outside of the loaded units (see Methods). The effective release rate
(Mt/MN) of dyes in nanocapsules and supracapsules can be further
calculated based on a model proposed by Crank,48,49 i.e.

Mt

M1
¼ 4

L

ffiffiffiffiffiffi
Dt

p

r
(2)

Fig. 2 Tuning the size of supracapsules. (a) Generation of monodisperse
oil droplets of various sizes within the microfluidic device, with the droplet
size being controlled by the flow rate (scale bar is 50 mm). (b) Images of
supracapsules of various sizes (scale bar is 20 mm). (c) Diameter
of supracapsules (dsc) as a function of ddrop(Cnc)1/3. ddrop is the diameter
of droplets and Cnc is the volume concentration of nanocapsules.

Fig. 3 Multi-functional supracapsules with different cargoes. (a) High-
resolution confocal microscopy images of supracapsules assembled using
a 1 : 1 : 3 volume ratio of nanocapsules Cy5-PEG (red) : FITC-PEG (green) :
non-fluorescent. Scale bar is 5 mm. (b) Magnetic response of nanocapsules
encapsulating superparamagnetic nanoparticles and of their assembled
supracapsules characterized by vibrating-sample magnetometer.
(c) Photographs showing the separation of magnetic supracapsules.
(d) Trajectory of a magnetic supracapsule in water under directed mag-
netic fields. The cartoon insets indicate the positions of the magnet. Scale
bars are 50 mm.
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where Mt and MN are cumulative mass of dye at time t and infinity
(plateau), respectively; L is the diffusion path length; D is the
effective diffusion coefficient of the dye. In the case of nanocap-
sules, the shell thickness (5 nm measured by cryo-TEM) is the
diffusion path length. Accordingly, the diffusion coefficient of Cy5
in nanocapsules (Dnanocapsules) is 4.85 � 10�22 m2 s�1, and the
effective D of Cy5 in supracapsules decreases to 1.02� 10�22 m2 s�1

(Table S2, ESI†).
Since the assembled nanocapsules are held together by van

der Waals forces, they can be physically separated by applica-
tion of a strong external energy input. Indeed, we show that
after sonication for one minute, 12 mm diameter supracapsules
disassembled to small clusters with an average diameter of
764 � 474 nm. After 5 minutes sonication, the size of clusters
further decreased to 291 � 75 nm, indicating that the supra-
capsules completely disassemble into single nanocapsules
(Fig. 4d). Additionally, sonication enables the further tuning
of the release profile of encapsulated cargoes. For example,
once sonication is initiated, Cy5 is completely released within
minutes (Fig. 4e). This phenomenon also agrees with reported
burst-release behaviour in other types of nanocapsules.50,51

Significantly, we were able to take advantage of this feature
and use it to tune the release behaviour of supracapsules. As
shown in Fig. 4f, supracapsule release kinetics can be changed
from a ‘‘sustained-release’’ mode to a ‘‘burst-release’’ mode

upon sonication. After sonication, all the dye molecules con-
tained within supracapsules are completely released with the
profile reaching the same plateau.

Conclusions

Our results demonstrate that the assembly of nanocapsules
into a multi-compartment suprastructure, which we term
supracapsules, is possible via droplet-templated assembly
within a microfluidic device. This assembly approach can easily
produce uniform multi-compartment objects thanks to the
monodispersed droplets generated by the microfluidic device.
The diameter of the supracapsules can then be easily tuned by
changing droplet size and nanocapsule concentration during
the process. Due to the flexibility of this assembly strategy, we
successfully combined different units, i.e. nanocapsules with
different types of cargoes, into multi-compartment suprastruc-
tures while preserving the encapsulated cargoes and their
functions. In addition to the model systems studied herein,
this flexible strategy can be extended to nanocapsules contain-
ing other cargoes, e.g. with a series of enzymes for multi-
component microreactors as cell mimics.37,42

One of the key features of using nanocapsules is that the
entrapped cargoes can be controllably released via diffusion

Fig. 4 Programmable release of supracapsules. (a) Size distributions of supracapsules with different average diameters (5 mm, 12 mm and 16 mm,
respectively). (b) Release profiles of nanocapsules and supracapsules with various sizes. (c) Half-life time of dye release as a function of the diameter of
nanocapsules and supracapsules. (d) Nanocapsule cluster size, ranging from intact supracapsules (12 mm diameter) to individual nanocapsules as a
function of sonication time. The inset cartoon schematically shows the disassembly process. (e) Release profiles of nanocapsules without and with
sonication. Sonication is applied at the beginning of dye release. (f) Release profiles of supracapsules (with an average diameter of 12 mm) without and
with sonication. Sonication is applied when dye has been released for 4 hours.
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through the nanocapsules’ shells. Compared with single-
compartment nanocapsules, multi-compartment supracap-
sules present distinctive and programmable release profiles
owing to their internal structure, which provide a more flexible
and versatile alternative to systems that require additional
coatings to regulate cargo release.52–54 Furthermore, sonication
can be used to disassemble the supracapsules back into single
nanocapsules, adding an external switch for the release of
encapsulated cargoes. Such a disassembly ability could be
especially useful for scenarios that require a single material
with dynamically adjustable size, e.g. for delivering drug from
arteries to arterioles and capillaries.55–57

In summary, the proposed microfluidic-assisted assembly
strategy not only enables fine control over the formation of
supracapsules, but also allows for a wide choice of building
blocks. In the future, microfluidic assembly could be extended
to nano-containers with various stimuli-responsive releases,
endowing the resulting supracapsules with multiple release
profiles, e.g. to fulfil the requirements for complex therapeutic
delivery. We finally envision that this assembly strategy could
have a significant impact not only in materials science, but also
in other research fields such as biomedicine and artificial cells.

Materials and methods
Supracapsules synthesis

Supracapsules were prepared by the droplet-templated
assembly of nanocapsules. Dextran-based nanocapsules were
synthesized by a polyaddition reaction in a water-in-oil
miniemulsion44,45 (Fig. S1, ESI†). The resulting nanocapsule
suspension was emulsified using a droplet-based microfluidic
device containing a cross-junction (Fig. S2, ESI†) to form
monodisperse oil droplets in a water phase containing
0.2 wt% of sodium dodecyl sulfate (SDS). The concentration
of the nanocapsule suspension and the flow rates of oil phase
and water phase in the microfluidic device were varied to
control the final size of supracapsules. The generated oil-in-
water emulsion was collected in an open Eppendorf tube to
allow evaporation of cyclohexane inside a fume hood. After the
evaporation, nanocapsules self-assembled to form supracap-
sules. The droplets and supracapsules were imaged by bright-
field and fluorescence microscopy (using a Leica Eclipse
inverted microscope). ImageJ was used to manually measure
the sizes of over 100 droplets generated in the microfluidic
device and the resulting supracapsules. Confocal microscopy
was performed with a Nikon NSTORM (Nikon Ltd, UK) system
equipped with a Rescan Confocal Microscope RCM1 (Confo-
cal.nl, the Netherlands). We used a sCMOS camera (Orca Flash
4.0 V2) and a Nikon SR Apochromat TIRF 100� objective with
oil immersion. The different laser excitations were at 488 nm
and 647 nm, in order to excite the FITC and Cy5 dyes,
respectively. The setup was fully controlled by NIS Elements
(Nikon Ltd, UK). Multicolor z-stacks were acquired with a step
size of 250 nm. Image analysis was performed using the open
source FIJI ImageJ software and the NIS Elements from Nikon.

The surface morphology of supracapsules was further charac-
terized by SEM. The cross-section of supracapsules after cryo-
cutting was imaged by cryo-SEM.

Magnetic response and guided motion of supracapsules

The magnetic properties of nanocapsules and supracapsules
were measured by the vibrating sample magnetometry (PPMS
Model 6000). Additionally, the magnetic supracapsules were
placed in a Petri dish and their movement was controlled by
displacing a permanent block magnet (NdFeB, Ø = 19.1 mm,
height 6.4 mm) at different positions. The trajectories of
supracapsules over time were analysed using ImageJ with
particle Tracking MATLAB algorithms. To measure the oscilla-
tory motion of supracapsules shown in Fig. S7 (ESI†), a custo-
mized setup with two pairs of independent Helmholtz coils58

was used to generate an oscillatory magnetic field. The
recorded image sequences were analysed using custom
MATLAB algorithms to extract the positions of the supracap-
sules in each frame.

Release experiments

The release of the encapsulated payload in nanocapsules and
supracapsules was measured using a fluorescence microplate
reader (Spark 10M, TECAN) with lex = 620 nm and lem =
680 nm. In order to monitor the payload release in an aqueous
environment, nanocapsules in a cyclohexane suspension were
redispersed into 0.2 wt% of SDS solution by solvent-exchange
method (details in ESI†). The final concentration of Cy5 in
nanocapsules suspension was diluted to 0.96 mmol L�1. In
order to compare the release profiles of nanocapsules and
supracapsules with different sizes with the same total dye
concentration, Cy5 concentration in the fabricated supracap-
sules was also adjusted to 0.96 mmol L�1 by adding the appro-
priate volume of 0.2 wt% of SDS solution. Subsequently, 50 mL
aliquots of the aqueous suspensions at different periods of time
were extracted and diluted with 450 mL of MilliQ water. The
diluted sample was immediately centrifuged for 15 minutes
using a relative centrifugal force of 14 000 to remove the
nanocapsules or supracapsules. The supernatant was then
collected and its fluorescence intensity was measured. The
sediment was also collected at the end of the release experi-
ment and redispersed in MilliQ water to measure the residual
fluorescence intensity and estimate the amount of payload
irreversibly attached to the nanocapsules or supracapsules after
reaching the release equilibrium. The release experiments for
each sample were repeated at least three times. Given that the
total dye concentration is below the micromolar range, we can
consider the solvent to act as a perfect sink at all times and thus
apply the model reported in eqn (2).

Disassembly of supracapsules

1 mL of the prepared supracapsule suspension was first diluted
into 9 mL of MilliQ water in a 15 mL glass vial. Sonication was
applied by inserting a sonication tip (Fisher Scientific Q500
sonicator with a tip diameter of 6.2 mm) and sonicating with a
cycle of 20 s pulse and 10 s pause at 20% amplitude. The
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sonication times varied from 1 to 20 minutes. In the sonication-
release experiment, a sonication time of 5 minutes was used.
After sonication, the supracapsule cluster size was measured by
dynamic light scattering (Zetasizer Nano ZS, Malvern).

All other methods and characterizations are described in
details in ESI.†
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