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l and production rates for a green
continuous flow synthesis of magnetite
nanoparticles: a comparative study of
ethylenediamine additives

Georgina Zimbitas, †a Laura Norfolk,†b Jan Sefcik c and Sarah Staniland ‡*b

Scalable synthesis of precise magnetite nanoparticles (MNPs) with controlled properties remains a key

challenge for applications in biomedical technologies, data storage, and environmental remediation.

Bioinspired additive-driven methods offer greener, tunable synthesis routes, but often suffer from low

production rates and limited scalability. Here we demonstrate that our green co-precipitation synthesis

with ethylenediamine additives, using continuous static mixing, offers exceptional particle control along

with a staggering theoretical production rate of up to 311 g per day, representing a fivefold increase over

previously reported methods. This study presents a comprehensive comparison of five ethylenediamine-

based additives — EDA, DETA, TETA, TEPA, and PEHA — across three systems: batch, millifluidic, and

continuous static mixing. All five additives robustly enhanced octahedral particle morphology (38–84%

faceted), compared to the control (no additive, 32% faceted), with a longer chain additive showing the

greatest morphological control. These results suggest favourable binding of ethylenediamines to the

[111] face of magnetite. This inherently scalable system offers a viable path to industrial-scale, shape-

tuned MNP production. TEPA emerged as a standout additive, later refined in a Design of Experiments

(DoE) study. While that study focused on a single system, our broader screening establishes critical

parameters across additives and synthesis modes, laying the foundation for future optimisation of green,

scalable MNP synthesis.
1. Introduction

Nanoparticle production is a huge industry, with the global
market share estimated to surpass $180 billion by 2028,1 and
demand for magnetic nanoparticles (MNPs) in particular has
recently garnered signicant attention, as they have applica-
tions in areas including ferrouids,2,3 carbon capture,4 high-
density data storage,5 magnetic drug delivery,6 magnetic reso-
nance imaging,7–9 and as therapeutic agents in cancer treat-
ment.10,11 Critical to these applications is the ability to tailor the
size, morphology, and magnetic characteristics of the particles,
which directly inuence their performance in vivo and in tech-
nological systems. In addition, as demand grows, so does the
necessity for environmentally sustainable and green
manufacturing processes. MNPs are widely adapted for use
e, Canterbury Christ Church University,

Sheffield, Sheffield S3 7HF, UK. E-mail: S.

d@dsit.gov.uk

ing, University of Strathclyde, Glasgow G1

Technology Transfer, UK Government.

8–7810
through coatings or surface functionalisation, to be water-
soluble,12 highly biocompatible, or biodegradable depending on
the coating used.13 Spherical nanocrystalline magnetite (Fe3O4)
and maghemite (g-Fe2O3) particles with diameters less than
20 nm exhibit superparamagnetic behaviour wherein their
magnetisation can randomly ip direction due to thermal
energy, and as such have been termed SPIONs (super-
paramagnetic iron oxide nanoparticles). Therefore SPIONs do
not have remnant magnetisation in the absence of a magnetic
eld (unlike larger particles) with the particles instead behaving
as if they were paramagnetic.2

This “switchable” magnetism is especially attractive in
nanomedicine as it allows for MNPs to be magnetically directed
to desired sites (such as tumours).6 Once the eld is removed
the particles are less likely to agglomerate, increasing their half-
life in the human body.14

Many synthetic methodologies and biomedical studies have
focused on the use of spherical SPIONs as these are easily
synthesised. However, varying the shape leads to different
biocompatibility and magnetic properties. A wide research
interest in the prospective capabilities of highly faceted SPIONs
has recently seen rapid growth of literature involving the use of
non-spherical particles.15–17 For example, octahedral magnetite
© 2025 The Author(s). Published by the Royal Society of Chemistry
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Fig. 1 Schematic representations of set-ups used to demonstrate the
concept of developing progressive “green” magnetite synthesis
systems: (a) Optimised batch RTCP synthesis of magnetite with and
without bioinspired additives, (b) millifluidic flow synthesis method,26

(c) continuous static mixing set-up, including 2 pumps, 2 feed solu-
tions, a collected precipitate solution, and a Y-mixer. Supply routes are
designated with arrows: feed and collected routes are solid lines and
N2 gas supply in dashed lines, (d) abbreviated names and chemical
structures of the bioinspired additive ethylenediamine series used.
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particles have been found to exhibit an enhanced specic
absorption rate for magnetic hyperthermia and increased
performance as MRI contrast agents compared to spherical
particles.18 It is thus crucial to develop techniques to synthesise
non-spherical particles, and to tailor both shape and size of
particles to create bespoke SPIONs for specic applications.

What is also of signicance is the pressing need for alter-
native green synthetic production routes that can be industrially
scaled-up. Traditional synthesis methods include oxidative
precipitation,19 hydrothermal synthesis,20 and thermal decom-
position,21 and can produce highly dened particles with
specic shapes such as cubic,22–24 nanoowers,16,24 and octahe-
dral,22,24 however most techniques utilise toxic precursors, large
quantities of organic solvents, and/or extensive heating and
vacuum use, making such SPION manufacture challenging for
environmental compliance.

A simple, room temperature co-precipitation (RTCP) method
is an aqueous technique that requires no organic solvents. The
pH of a mixed valence iron salt solution is slowly raised by
addition of a base, resulting in the precipitation of magnetite
(and potentially other iron oxides), all under ambient green
conditions. A pH titration study of the RTCP system revealed
a strong dependence on the ferric ratio, with lower ratios
producing higher proportions of non-magnetite iron oxides.25

This process is difficult to nely control, with small variations in
reaction conditions resulting in signicant changes to the
reaction products, such as formation of a broad distribution of
SPIONs being of mostly undened morphology.26 So, while this
route is both scalable and environmentally compliant, the
precision, non-spherical morphological control and reproduc-
ibility required is lost.

A promising way to exert control over particle formation in
this green synthesis regime is to use an additive. Capping
ligands as additives have long been known to increase faceting
control of the SPION product and are commonly used in
nanomaterial syntheses,24,27 as they also provide some control
over the particle size distribution of the forming nanoparticles.
Such control over nanoparticle shape and size distribution has
been achieved in nature with the assistance of proteins. In
general, bound proteins or additives can lower the surface
energy of a developing crystal face, stabilising that surface and
slowing its growth, resulting in it dominating the nal particle
morphology.28 Our previous studies reveal the success of
protein-additive RTCP green synthesis with marked increase in
morphological and phase/size control over particles formed in
vitro.28–30 Whilst several proteins and peptides have shown
promise as biological additives for sustainable nanoparticle
synthesis, proteins are expensive and time-consuming to
produce and purify, making them unsuitable for scale-up. The
concept of additives for green synthesis can be extended to
simpler molecules – that are not only readily purchased or
synthesised, but are also more compatible with scale-up – to
develop a range of bioinspired additives containing function-
alities found to be highly effective in nature.

With knowledge that amine-rich lysine proteins bind
strongly to magnetite surfaces to control the morphology,28 we
investigated a green synthesis route of MNP production
© 2025 The Author(s). Published by the Royal Society of Chemistry
utilising bioinspired ethylenediamine-based compounds con-
sisting of amine groups on an aliphatic –CH2 CH2– backbone
(Fig. 1d), with the series being: ethylenediamine (EDA), di-
ethylenetriamine (DETA), triethylenetetramine (TETA), tetra-
ethylenepentamine (TEPA), and pentaethylenehexamine
(PEHA). The series increases in length by one ethylenediamine
unit per molecules (Fig. 1d).

Several ethylenediamine-based compounds have shown
potential for inuencing MNP shape, and in a batch RTCP
environment these amines were found to signicantly increase
the proportion of octahedral/faceted particles formed.31

Whereas the use of such compounds appears promising,
systematic comparisons across additive types, concentrations,
and ow conditions remain rare. Moreover, production rates
using batch RTCP have typically remained low, hindering their
industrial applicability.

Batch manufacturing oen relies on simpler, widely avail-
able equipment, however it is continuous manufacturing that is
highly attractive for ensuring reproducibility, consistency, and
precision in achieving critical quality attributes of particulate
products under steady-state operating conditions.32–34 Several
synthetic methodologies for making magnetic nanoparticles
have been implemented using continuous processing,
including ambient temperature precipitation,35–38 hydrothermal
synthesis,35 thermal decomposition,39 oxidative precipitation,40

and high temperature precipitation41 in the presence of
surfactants. Fluidic synthesis has been utilised for SPIONs on
the small scale, with maghemite42 and magnetite26,43,44 particles
both being synthesised on a milliuidic scale (Fig. 1b).

The key challenge in scaling up RTCP processes is to increase
the space-time-yield of the overall process, meaning the same
end-product quality needs to be achieved in a much shorter
Nanoscale Adv., 2025, 7, 7798–7810 | 7799
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reaction time comparable to residence time, noting that the
reaction continues in the collection vessel at room temperature
residence times. This, in turn, requires much more efficient
mixing, which is typically a rate limiting step in precipitation
processes. Very efficient mixing can be achieved under certain
continuous ow conditions using static mixers,45,46 with mixing
times on the order of 10–100 ms at typical ow conditions.
Scale-up of batch and continuous ow both come with their
own problems, but in general batch process scale-up is oen
fraught with difficulties due to heat and mass transfer issues,
whereas by comparison continuous static mixing scale-up is
inherently scalable in terms of ow rates, allowing relatively
straightforward scale-up towards industrial scale
manufacturing.

In this study, we present a comprehensive screening of ve
ethylenediamine-derived additives – EDA, DETA, TETA, TEPA,
PEHA – under three different synthesis conditions: batch RTCP
(stirred ask), milliuidic (laminar, coaxial ow in narrow
channels), and a novel continuous static mixing system. Green
RTCP additive-enhanced synthesis is employed using a contin-
uous static mixing set-up, resulting in the production rate of
SPIONs orders of magnitude higher compared to batch and
milliuidic systems, while achieving the same end-product
quality. Specically, using the continuous static mixer under
laboratory conditions resulted in theoretical yields of up to 311
g per day. Unlike other RTCP additive-enhanced procedures, the
RTCP synthesis described in this paper can be characterised as
“green” as the process is performed in ambient conditions so
does not require heating, toxic organic solvents are not
employed, and minute amounts of additives are used. Our
unique approach is used to push the boundaries of SPION
production rates more than ve times higher than reported in
the previous literature. Our continuous static mixing approach
can facilitate further scale-up for industrial production of
tailored faceted SPIONs.

This work establishes key synthetic parameters inuencing
MNP morphology and magnetic properties, and reveals that
longer-chain additives provide superior morphological control,
likely via preferential binding to magnetite's [111] crystal faces.

These ndings also provide a foundational dataset for future
optimisation strategies. Notably, building upon the results
presented here, there was a subsequent Design of Experiments
optimisation focused on TEPA alone,47 which validated several
key trends identied in our broader screening. In that study,
lower magnetism was observed at lower Fe3+/Fe2+ ratios,
whereas stoichiometric ratios close to 0.6 generally produced
particles with the highest magnetic properties. In addition, Fe/
TEPA ratios of 59 : 1 and 50 : 1, combined with Fe3+/Fe2+ ratios
of 0.59 and 0.6 respectively, resulted in optimal isotropic
faceted particle formation, thereby further highlighting the
signicance of a ferric ratio close to 0.6.

2. Materials and methods

Unless otherwise stated, all experimental procedures, reagent
sources, and characterisation techniques are as described in
our previous studies.26,31 Detailed optimisation of the TEPA-
7800 | Nanoscale Adv., 2025, 7, 7798–7810
based RTCP synthesis conditions has since been published
separately,47 and only a general overview is provided here for
continuity.

Ultrapure MilliQ water (Merck MilliQ integral purication
system) was used. All reagents were purchased from Sigma
Aldrich, unless otherwise stated, and used as purchased.

In all 3 systems described in this paper additives were pre-
mixed into the relevant solution (either Fe precursor or NaOH)
prior to loading into the apparatus or, in the case of batch
synthesis, prior to NaOH addition. This was done to ensure the
additive was already present once mixing had commenced. All
solutions were prepared immediately before use and handled
under N2 to minimise oxidation. Reservoirs remained sealed
throughout operation. No post-injection of additives was
performed.

2.1 Batch room temperature co-precipitation

Optimisation of the TEPA RTCP system, including precise
tuning of the Fe3+/Fe2+ ratio and additive concentration, was
conducted separately using a Design of Experiments approach
and has been published in full.47 In this study, the TEPA data
included reects the initial screening conditions used across all
ve additives for comparative purposes.

A solution of ferrous sulphate (0.4 mmol) and ferric sulphate
(0.3 mmol) was made via addition of salts to deoxygenated
MilliQ water (20 mL) that had been sparged with N2 for at least
30 minutes in a two-neck round bottom ask. This is referred to
as the 0.6 ferric ratio solution, previously established as the
optimal ratio for magnetite formation due to its proximity to the
stoichiometric ratio of ferric and ferrous iron in Fe3O4 (2 : 1).26

The solution was le to stir for 5 minutes using magnetic stir-
ring to ensure dissolution of the iron salts. 500 mmol NaOH (8
mL) sparged with N2 was then added at a rate of 50 mLmin−1 for
a total of 160 minutes using a Harvard Apparatus 11 plus
syringe pump driver under an atmosphere of N2. The reaction
was le to age for an hour under the inert atmosphere, and the
reaction mixture was then magnetically separated and washed
at least three times with N2-sparged MilliQ water to remove any
nonmagnetic iron oxide by-products. The particles were dried in
a 40 °C oven overnight, and then ground with a pestle and
mortar for analysis. A schematic representation for this set-up
can be seen in Fig. 1a.

2.2 Milliuidic ow

A simple schematic representation of the set-up can be seen in
Fig. 1b. For the full synthetic methodology and device fabrica-
tion details please refer to Norfolk et al.26. Briey, it is a co-axial
uidic device with a uidic junction between the two streams of
reactants. The Fe precursor solution is introduced through the
central capillary (inner, core ow), while the NaOH solution is
introduced through the surrounding channel (sheath ow),
resulting in a focused core stream. This conguration promotes
rapid mixing and particle formation downstream while
reducing clogging at the inlet. The device was cleaned prior to
use with 500 mM HCl and then with MilliQ water for several
minutes. A solution of 50 mM mixed valence (ferrous and ferric
© 2025 The Author(s). Published by the Royal Society of Chemistry
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sulphate) iron salts with a 0.6 ferric ratio, and a solution of 1 M
NaOH were both deoxygenated via sparging with N2 for
a minimum of 30 minutes. A Harvard Apparatus 11 plus syringe
pump driver was connected to the outer sheath ow inlet loaded
with a 10 mL Luer lock syringe of NaOH and connected to
a millimetric co-axial uidic device via polyether ether ketone
(PEEK) capillary tubing. This outer ow was set at a ow rate of
360 mL min−1. A second syringe pump driver was connected to
the inner core ow and loaded with a 10 mL Luer lock syringe
lled with 8 mL of 0.6 ferric ratio Fe salt solution and connected
via PEEK capillary tubing. This was set at a ow rate of 90
mL min−1. The NaOH syringe was relled as required. The total
ow was taken as (90 + 360)mL min−1 = 450 mL min−1 through
0.508 mm inner diameter PEEK tubing, thus producing
a channel Reynolds number of approximately Re z 18 for
a water solution at 18 °C. This conrms strictly laminar ow and
mixing that arises from coaxial focusing, rather than turbu-
lence. Taking under consideration the fact that milliuidic
systems are prone to fouling from clogging, with this being
exacerbated in a system producing magnetic nanoparticles,
precautions were taken to minimise this effect. Issues were
addressed by selecting a specic diameter of tubing, ensuring
a straight uidic channel, and adjusting the needle used to cast
the device so as to ensure a smoother co-axial junction.26

The iron oxide material formed and owed to the end of the
device where it reached the exit port and dripped into a round
bottom ask which was kept under an atmosphere of N2. The
iron oxide product was magnetically separated and washed
three times with deoxygenated MilliQ water and subsequently
dried in a vacuum oven at 40 °C overnight. The particles were
then ground with a pestle and mortar for analysis.
2.3 Continuous static mixing

As in the case of the milliuidic ow system, the Fe solutions
used here were of a ferric ratio of 0.6. In addition, a total iron
concentration of 50 mM and NaOH concentration of 500 mM
were used, to remain consistent with previously conducted
research.31 Two Watson Marlow 520DuN (Zwijnaarde, Belgium)
cased peristaltic pumps were used, with one attached to the
NaOH feed and the other attached to the Fe solution feed.
Mixing and instantaneous precipitation both occur in a plastic
Y-shaped static mixer which was connected to an outlet tube
leading to the collection vessel. Both pumps were set to 10
rounds per minute, averaging approximately 112 mL min−1.
When both pumps were running concurrently this setup
resulted in a residence time of approximately 2 s for the mixed
solution in the outlet tube.

Fe solution was fed through one pump, whereas NaOH
solution was co-currently fed through the other pump (Fig. 1c)
in a 1 : 1 volumetric ow ratio. Feed solutions each contained
a magnetic stirrer bar, with the solutions placed on magnetic
plates to be under constant mild stirring throughout the
experimental run. All solutions (feeds and product output) were
constantly supplied with N2 throughout the run to ensure the
solutions were sparged of oxygen, thus minimising the possi-
bility of unwanted oxidation occurring at any stage of the
© 2025 The Author(s). Published by the Royal Society of Chemistry
precipitation process. The feed solutions were le to stir for at
least 5 minutes under a constant atmosphere of N2 prior to
mixing, to ensure deoxygenation was complete.

Modied lids were used to avoid the re-dissolution of O2 into
any of the three solutions (Fe solution stock, NaOH stock,
collection vessel) during the experimental runs. These modied
lids incorporated 3 openings: one for the pump feed tubing, one
for the N2 supply, and the third with tubing that allowed for gas/
pressure to escape the vessel. Once the initial 5 minutes of
stirring of the feed solutions was complete, both peristaltic
pumps were turned on (counterclockwise ow) for mixing to
occur. Mixed solution was collected only aer the ow became
constant. Timing the collection of 15–20 mL of mixed solution
resulted in a calculated ow rate of 110–120 mL min−1 from
both pumps combined, with an average of 112 mLmin−1 across
the 31 experiments. At the ow rates used (approximately 2 mL
s−1 with inner tube diameter of 2 mm), and assuming room
temperature of 18 °C, the Reynolds number was calculated as
being approximately 1200, well below the threshold for turbu-
lence (Re > 4000), identifying the system as operating under
laminar conditions with mixing efficiency determined by the
static mixing elements rather than turbulence.

Once mixing was initiated, the system would operate for
short durations (up to 90 s per run), aer which the lines were
ushed to prevent cross-contamination and to remove depos-
ited material. This occurred between all precipitation runs.
Visual inspection revealed some build-up of precipitate within
the Y-mixer and outlet tubing, consistent with the tendency of
such designs to foul during nanoparticle precipitation. As such,
the system was ushed out with in-house ultrapure MilliQ water
until the uid ran clear from the collection tube. The ow was
then reversed on both pumps (clockwise) and MilliQ water was
then le to ow out of the feeding tubes, again, until the water
ran clear.

32 experiments are included in this study with effects of the
amine additive, additive-to-total iron ratio, and additive addi-
tion point. Each additive was tested at three different additive :
total iron ratios: 1 : 100, 1 : 1000 and 1 : 10 000. The additive was
introduced via either the Fe solution or NaOH inlet (referred to
as addition points), resulting in a total of six experiments for
each additive.

The full list of conditions can be seen in Table 1, with the
amines used being TEPA (experiments 2–7), TETA (experiments
8–13), PEHA (experiments 14–19), DETA (experiments 20–25)
and EDA (experiments 26–31). A control experiment, whereby
no additive was used, was also performed for comparison
(experiment 1). The collected particles were magnetically sepa-
rated, washed three times with deoxygenated MilliQ water, and
dried in a vacuum oven at 40 °C overnight. The particles were
then ground with a pestle and mortar for analysis.
2.4 Characterisation

2.4.1 Transmission electron microscope (TEM). For
sample analysis of magnetic nanoparticles, a 1 mg mL−1

suspension of nanoparticles was sonicated for 1 minute in
hexane, aer which a 10 mL sample was dropped onto a carbon
Nanoscale Adv., 2025, 7, 7798–7810 | 7801
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Table 1 Additives and additive : iron ion molar ratios used for
magnetite precipitation with 500mmol NaOH and 50mmol total Fe at
a 0.6 ferric ratio

Additive : iron ion 1 : 100 1 : 1000 1 : 10 000
Additive
added to:Additive Number of experiment

No additive 1 N/A
TEPA 2 3 4 50 mM Fe

5 6 7 500 mM NaOH
TETA 8 9 10 50 mM Fe

11 12 13 500 mM NaOH
PEHA 14 15 16 50 mM Fe

17 18 19 500 mM NaOH
DETA 20 21 22 50 mM Fe

23 24 25 500 mM NaOH
EDA 26 27 28 50 mM Fe

29 30 31 500 mM NaOH
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coated copper TEM grid and allowed to dry down for
a minimum of one hour. Grids were imaged using a FEI Tecnai
G2 Spirit electron microscope (Thermo Scientic, Waltham,
MA, United States) and discrete particles of the TEM images
were analysed using ImageJ soware (v1.52, public domain,
National Institute of Health, MD, USA). For each sample
a minimum of 200 particles were randomly selected for
measurement. TEM image analysis for particle size and shape
was performed with the aid of ImageJ soware via the method
described in Norfolk et al.31 The methodology used is oen
employed, however it is subject to a degree of error. This,
coupled with the fact that the magnetic nanoparticles would
agglomerate, means shape and size analysis via TEM alone is
difficult and as such the results presented here are approxi-
mations that do, nonetheless, allow for comparisons and indi-
cations of observable trends between the samples presented in
this paper.

2.4.2 X-ray diffraction (XRD). XRD data of samples was
collected by analysis of dry iron oxide nanoparticles in a Bruker
D8 powder diffractometer (Bruker, Coventry, United Kingdom).
Diffraction images were collected at 0.022-degree increments
from 20–80°, using a xed wavelength of l = 1.54178 Å from
a Cu Ka X-ray source. Whereas some impurities may be present
(e.g., due to undesirable oxidation occurring prior to XRD
measurements), the particles examined were black, indicating
magnetite and not maghemite, the latter of which has brown
coloured nanoparticles. In addition, the iron solutions used
were of a ratio that strongly favours the formation of magnetite.
Therefore, the presence of maghemite cannot be excluded, but
is also not signicant enough to inuence the overall results.

Reference lines for spinel (magnetite/maghemite), wüstite
(FeO), and hematite (a-Fe2O3) have been overlaid in the XRD
patterns of Fig. 3d, and are represented as M, W, and H
respectively. Numbers in brackets refer to the crystal plane of
the respective peak. The gure reveals that despite efforts to
avoid oxidation it can occur to a small degree, and this appears
to be the case for the control and TEPA samples shown in the
gure. The other samples lacked FeO and hematite features,
7802 | Nanoscale Adv., 2025, 7, 7798–7810
indicating oxidation had indeed been avoided as they mainly
consisted of peaks for the expected spinal product.

2.4.3 Vibrating sample magnetometry (VSM). Magnetic
susceptibility and saturation magnetisation were measured on
a known quantity of dry iron oxide nanoparticles. Specically,
1–5 mg of accurately weighed powder precipitate was examined
using a MPMS 3 SQUID magnetometer (Quantum Design,
Surrey, United Kingdom) in vibrating sample mode, with the
samples packed in size 3 gelatine capsules and immobilised
with polytetrauorethylene (PTFE) tape. The samples were run
at 300 K between−3 and 3 T with a sweep rate of 0.01 T s−1. The
magnetisation result was then linearly scaled to the equivalent
of 1 gr of the measured sample. The data presented is cropped
at saturation magnetisation for ease of viewing.

3 Results & discussion
3.1 Comparison of continuous static mixing system with
batch RTCP and milliuidic ow systems: scale-up in the
absence of additives

Three systems were investigated: batch RTCP, milliuidic ow,
and continuous static mixing. The latter two ow systems are
passive (static) mixers, meaning that moving parts where not
partaking in the mixing: the milliuidic device relies on coaxial
laminar sheath ow, while the larger-scale continuous static
system uses a static mixer (Y-mixer) for rapid inline mixing. All
three systems used the same room-temperature co-precipitation
(RTCP) synthesis, whereby the pH of a solution of mixed valence
ferrous/ferric iron ions was raised to precipitate out the iron
oxide nanoparticles under an inert atmosphere. Varying the
ferrous/ferric ratio results in different iron oxides being formed.
Magnetite (Fe3O4) is the desired product and is most readily
formed at a ratio of 0.6 ferric ions26 which is close to the stoi-
chiometric 2 : 1 ratio of Fe3+/Fe2+ ions in the structure of
magnetite.

In this study a 50mmol mixed valence iron solution, with the
iron species xed to the 0.6 ferric ratio, was used for all three
systems. The concentration of NaOH was set at 500 mmol for
the batch RTCP and continuous static mixing set-up, as this was
previously optimised for the batch RTCP system.31 500 mmol
NaOH resulted in non-magnetic iron oxides in the milliuidic
system whereas 1 M NaOH was found to be optimum.26 As such,
1 M NaOH was used in the milliuidic system.

Each sample was analysed by TEM imaging to ascertain
shape and size of particles formed, XRD for crystallinity and
phase identication, and VSM for magnetic data. More infor-
mation on how particle shape and size were acquired can be
found in the SI, under Sections S1and S2. In brief, visual
inspection was performed, whereby particles that were clearly
faceted were identied as such, whereas remaining particles
(e.g., overlapping, blurry, and/or particles of uncertain shape)
were classied as unidentied.

Using only magnetically separated material and assuming
that a 100% conversion rate of the precursor is achieved, the
theoretical production rates for each system were calculated as
presented in the SI (Section S12), and are summarised as follows:
0.69 g per day for batch RTCP, 0.50 g per day milliuidic ow
© 2025 The Author(s). Published by the Royal Society of Chemistry
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system, and 311 g per day for the continuous static mixing
system.

For each system, control reactions were carried out to
ascertain the morphology and quality of particles formed when
no additive was present. The milliuidic 0.6 control reaction
has previously been published,26 and this reaction has been
selected to act as a comparison between the three systems. TEM
images of the particles formed across each of these three set-up
systems are shown in Fig. 2a. All ve ethylenediamine additives
signicantly inuenced particle morphology compared to the
no-additive control (Fig. 2b).

While the control condition produced a majority of unde-
ned or spherical particles (32% faceted), the addition of any
ethylenediamine increased the proportion of faceted particles
to between 38-84%, depending on concentration and chain
length. Overall, longer chain additives (TETA, TEPA, PEHA)
consistently produced a higher percentage of well-dened
octahedral morphologies, indicating a stronger interaction
with the [111] crystal face of magnetite. These results align with
previous studies showing that basic residues, such as amines,
stabilise specic crystal facets via selective adsorption.28

When compared to the particles of the continuous static
mixer, the particles formed in the batch RTCP and milliuidic
ow systems were found to exhibit minimal shape control, as
shown in Fig. 2b, with undened particles being the primary
constituent of the two reactions. Specically, the proportion of
undened particles varied from 92% for the milliuidic ow
system, to 94% for the batch RTCP systems. The continuous static
mixing system exhibited a higher degree of shape control,
producing 32% faceted particles. A signicant variation was also
observed in particle size, as shown in Fig. 2c. Themilliuidic ow
and continuous static mixing systems produced particle sizes of
8.7 ± 4.1 nm and 9.2 ± 3.6 nm respectively, whereas the batch
Fig. 2 Results for the MNPs formed at the 0.6 ferric ratio. Colour codes
mixing (blue). (a) representative TEM images. White circles indicate approx
(c) particle size frequency distribution, (d) magnetic data, (e) production

© 2025 The Author(s). Published by the Royal Society of Chemistry
RTCP system resulted in particle sizes of 19.5 ± 6.2 nm, thus
resulting in particles almost double the size of those produced in
the other two systems, and with amuch broader size distribution.
This behaviour is consistent with previous reports showing that
ow reactors improve mixing efficiency and supersaturation
homogeneity, thereby favouring numerous nucleation events over
extensive growth and limiting polydispersity.26,31,50 Flow rate also
plays an important role, with higher ow rates increasing shear
and reducing mixing and residence times, thus further
promoting nucleation relative to growth, leading to smaller
average particle sizes. Lower ow rates result in less efficient
mixing, leading to the formation of larger particles, broader
distributions, or even aggregation and fouling.50

Results show the milliuidic ow system produced nano-
particles with the narrowest size distribution among the three
synthesis modes (Fig. 2c). This is probably due to the stable ow
and well-dened residence time achieved in the channel
system, which minimised variability in nucleation and growth
environments. While the system allowed for continuous pro-
cessing, the reliance on laminar sheath ow constrained scale-
up potential and mixing efficiency. Yields remained low,
consistent with previous studies usingMms6-modied particles
in milliuidic channels.26

Overall faceting trends followed those seen in the batch
system, with longer-chain additives yielding a higher propor-
tion of octahedral particles. The milliuidic ow setup consis-
tently delivered more monodisperse particle populations,
however, throughput remained limited due to small channel
dimensions and low operational ow rates, resulting in theo-
retical production rates well below those of the static mixer
system. These observations conrm the utility of milliuidic
processing for producing high-quality, uniform nanoparticles,
particularly where low volume and tight size control are critical.
used: batch RTCP (red), millifluidic flow (green), and continuous static
imate average size of particles, (b) comparison of shape analysis results,
rate comparison of the three synthetic methods.

Nanoscale Adv., 2025, 7, 7798–7810 | 7803
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Nonetheless, its scale-up potential is restricted due to geometric
and ow regime constraints.

Magnetic data gathered from the three systems shows
a relatively high magnetic moment (emu g−1) of material from
each reaction, having values of 85.8 emu g−1 (batch RTCP), 73.8
emu g−1 (milliuidic ow), and 71.4 emu g−1 (continuous static
mixing) at a eld strength of 3 T, with pure magnetite having
a value of 92 emu g−1 by comparison. Both milliuidic ow and
continuous static mixing produced slightly less magnetic
particles than those formed in the batch RTCP system. XRD
data (SI, Section S3) for each reaction was found to be consistent
with magnetite. The presence of lesser magnetic particles could
be due to the oxidation of the nanoparticles. Whereas precau-
tions were taken to minimise the degree of oxidation, the
possibility of it occurring remained. For the milliuidic system
the reagent solutions were pre-sparged with N2. They were then
loaded into syringes which are not perfectly airtight, thus
possibly allowing a small amount of oxidation to occur
throughout the reaction process, leading to the potential of less
magnetic particles. In the continuous static mixing system,
each stock solution and the resultant mixed solution are
consistently sparged with N2 throughout the experiment, with
the retention time in the system being signicantly lower than
the time required in the milliuidic ow system due to the
disparity in the ow rates. Despite this, the collected nano-
particles remained in solution for an extended period of time as
they needed to be transported for analysis, again possibly
resulting in a slight degree of oxidation and, subsequently,
slightly lower magnetisation compared to the batch RTCP
system.

In summary, both milliuidic ow and continuous static
mixing systems show a consistency in size of particles produced,
being of 10 nm, while batch RTCP synthesis offers particles of
20 nm. When comparing the milliuidic ow system to the
continuous static mixing system, the later produces similar
highly magnetic magnetite particles but at a far greater produc-
tion rate than the former, with the promise and potential for
further scale-up. Assuming a 100% conversion rate of the
precursor and including only magnetically separated material,
a theoretical production rate was calculated for all three systems
run over a 24-hour period (Fig. 2e and SI, Section S12).

Results show the continuous static mixing system can
potentially offer an impressive improvement in particle
production capacity, producing over 311 g of bespoke nano-
particles per day (SI, Section S12).

Properties of the nanocrystals are, however, not only associ-
ated with their size but also their shape.48,49 As such there is
a need to achieve a narrow particle size distribution of a uniform
shape in order to obtain high-quality nanoparticle production.
3.2 Effect of EDA series of additives in the continuous static
mixing system

A series of amines (Fig. 1d and Table 1) were selected for use as
additives in the continuous static mixing system. DETA-PEHA
additives have been shown to inuence the morphology of
particles formed in RTCP reactions via adsorption to the [111]
7804 | Nanoscale Adv., 2025, 7, 7798–7810
crystal face of developing magnetite nanocrystals producing
octahedral nanocrystals. Computational modelling has shown
this is due to preferential adsorption to the [111] crystal face (over
[100]) of the forming magnetite nanocrystals, increasing its
dominance in the nal crystal habit. Here we test if such addi-
tives can inuence the morphology of magnetite nanoparticles
formed in the large-scale continuous static mixing system.

Each ethylenediamine additive, from chain length (number of
ethylene units) n = 1–5 (EDA (n = 1); DETA (n = 2); TETA (n = 3);
TEPA (n= 4); PEHA (n= 5)), was added at various concentrations
(additive : iron ratios 1 : 100, 1 : 1000, and 1 : 10 000) and tested
with addition in each of the iron and NaOH channel inlets. For
consistency with results from the previous section, and so the
continuous static mixing results without additives can be used as
a control, the reaction conditions were identical to those of
previous sections (0.6 ferric ion ratio with iron solution of
50 mmol and NaOH solution of 500 mmol concentration).

Fig. 3 shows the results for the particles formed when an
additive was added to the iron solution inlet at the highest
additive : iron ion ratio, that being 1 : 100. TEM images (Fig. 3a)
show the morphology is signicantly improved with the addi-
tion of any of the selected ethylenediamine-based additives,
resulting in clearly more faceted and angular nanoparticles
from 32% (control) to 58–84% with additives (Fig. 3b). 2D TEM
images were used to distinguish faceted and non-faceted
particles, with faceted particles appearing to be cubic, hexag-
onal, octahedral, and diamond-shaped. It is important to note
here that when a 3D shape is visualised in 2D, an octahedral
particle most commonly appears to be diamond shaped but can
also appear hexagonal or even square if viewed down different
axes. As such, TEM images here were not used to assign
a specic shape to the particles, but rather to easily distinguish
faceted and non-faceted particles. In this case, TEPA presence
shows the most control with 84% faceted particles compared to
57% for EDA and 58% for DETA, the latter two of which offer the
least control. Fig. 3c shows that compared to the control,
particle size is not signicantly affected by the addition of the
ethylenediamine additives.

These results generally agree with a previous batch study
with the same additive series, whereby crystallisation was
directed to faceted (octahedral) particles.30 Previously, TETA,
TEPA, and PEHA were observed to offer excellent morphological
control, which is reected similarly in these results. At this
point we must note that the additive presence could not offer
quite the same level of morphological control here as that
achieved in a batch process (batch process previously produced
1.2× more octahedral/faceted particles relative to each addi-
tive),31 however the timeframe in which particles were obtained
using the continuous static mixer set-up is substantially quicker
(seconds, as opposed to hours).
3.3 Effect of process conditions in the continuous static
mixing system

All additives were used in further studies to investigate the
effect of additive concentration and addition points. The ratios
of 1 : 100, 1 : 1000, and 1 : 1000 of additive : iron ions were
© 2025 The Author(s). Published by the Royal Society of Chemistry
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Fig. 3 Comparison of effect of additives on magnetite nanoparticles formed with continuous flow mixing at 1 : 100 additive iron ratios (Fe inlet)
(coloured) and batch RTCP control (black). (a) TEM images, (b) shape analysis, (c) particle size distribution, (d) XRD, (e) magnetic data.
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selected to investigate additive effectiveness as well as additive
addition location (introduced in either the iron or base reagent
solution). The 3 different concentrations with 2 different addi-
tion points resulted in 6 different particle samples to analyse for
each additive (total of 30 data sets, see SI Fig. S4–S8 for TEM,
size and shape analysis, XRD and magnetism for each additive
individually).

The addition of additives in any proportion resulted in an
increase in proportion of faceted particles observed, with
a minimum of 38% and a maximum of 84% being observed
(Fig. 4a) compared to 32% in the comparable control. The
general trend is that more control is exerted over faceted
particle formation using additives at the longer amine lengths.

Prior molecular dynamics simulations of the batch system
revealed that reactions with PEHA each exert similarly good
control, which was not the case for DETA.31 In these simulations
DETA shows no preference for either the [111] or [100] face of
magnetite, and hence does not as efficiently promote faceted
particle morphology. Modelling also showed the longer ethyl-
enediamine additive molecules can bind strongly to the [111]
surface, with increased numbers of both Fe–N and O–H inter-
actions.31 We propose the same advantage of longer additive
chains in the batch system applies for the continuous mixing
system presented here. There is, however, an exception to this
trend; for the highest concentration of additives (1 : 100) added
to either the iron or NaOH solution, we see TEPA has the highest
quality (proportion of faceted) particles, followed by a reduction
of faceted particles for PEHA (for the same conditions, Fig. 4a).
This, again, is very interesting and suggests there is an optimum
number of amine groups beyond which control over crystal
habit is reduced. At the additive : iron 1 : 100 ratio, the PEHA
© 2025 The Author(s). Published by the Royal Society of Chemistry
concentration used will have more amine groups present than
the equivalent TEPA used, however the amines PEHA intro-
duces may go beyond the optimum amines required under
these conditions. As such, the highest quantity of faceted
particles is achieved for PEHA at the middle concentration of 1 :
1000 additive : iron ratio, producing 70% faceted particles
compared to 67% at the 1 : 100 ratio.

While the main difference in faceted particle formation is
seen by varying additives, there are some trends seen with
respect to the reagent inlet the additive is introduced in and the
additive : iron ion ratio. In general, introduction of additives via
the Fe solution inlet resulted in higher percentages of faceted
particles produced with respect to introduction via the NaOH
inlet, under the same conditions, with the difference becoming
more evident at longer additive chain lengths. This behaviour
could hint to a small advantage of protonating the longer
amines, which would only occur in the more acidic iron solu-
tion. This could be expected to be attractive to a negatively
chargedmagnetite surface. It is not clear why the neutral EDA in
basic conditions would produce more faceted particles than the
EDA introduced to the reaction in the acidic iron solution. The
continuous static mixing environment is muchmore effective in
homogenising local concentrations compared to more hetero-
geneous environments in mixed asks or under laminar ow
conditions, so that local concentrations of positive and negative
ions are much more uniform.

When TEPA was used at the highest concentration of 1 : 100,
a high percentage of faceted particles were produced from use
in either inlet (84% with additive added via Fe solution
compared to 80% via NaOH solution). For the medium and
lowest additive : iron concentrations (1 : 10 000 and 1 : 1000),
Nanoscale Adv., 2025, 7, 7798–7810 | 7805
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Fig. 4 Effect of additive : iron ratios and additive feed (addition to Fe or NaOH inlet) for each additive. (a) Effect on percentage faceted particles,
(b) effect on saturation magnetisation, (c) effect on mean particle diameter (more details can be found in the SI, Sections S9–S11). Range bars
show highest and lowest values measured. Data from (a) and (b) are from single representative experiments, whereas data from (c) is from
samples containing approximately 200 particles.
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faceted particle percentages showed an upward trend with
amine chain length from DETA to PEHA, and introduction of
additives through the Fe solution inlet showed a higher efficacy
to longer chain amine additives than introduction via the NaOH
solution inlet. TEPA appeared to be highly effective at the 1 : 100
concentration, a lot more so than PEHA.

In general, higher quantities of faceted particles occur with
higher concentrations of additives across the full range of
additives and regardless of inlet solution (Fig. 4a and SI, Section
S9) with the exception of PEHA and TETA 1 : 100 (NaOH inlet),
as already discussed. For example, EDA at a 1 : 100 additive :
iron ion ratio produces 58% faceted particles compared to 38%
at the 1 : 10 000 concentration when added via the iron solution,
showing approximately 20% difference. Similarly, for EDA
added via the NaOH solution, the 1 : 100 ratio yields 57%
faceted particles versus 43% at the 1 : 10 000 ratio, again
showing approximately 15–20% difference. There is a much
smaller difference with concentration for DETA (insignicant
for DETA in the NaOH solution) and a larger difference
observed for TETA and TEPA (excluding the TEPA 1 : 100 result
discussed prior) (Fig. 4a).

While this trend is consistent it is worth noting that the
additive concentration increased by 100-fold between the
lowest and highest concentration for only a marginal 15–20%
improvement. These marginal improvements in particle shape
would not be likely to offset additional costs of using 10- or
100-times larger amounts of additives per unit mass of parti-
cles produced, meaning it would appear to be most cost
effective to use the lower additive concentration. Furthermore,
it is worth highlighting the most faceted SPIONs (70%) are
7806 | Nanoscale Adv., 2025, 7, 7798–7810
achieved with PEHA at the mid-concentration of 1 : 1000
introduced through the iron ion channel (Fig. 4a), demon-
strating that there is a more signicant difference seen by
varying the additive used rather than varying additive
concentration.

The effect of the additive is predominantly conned to
altering the particle morphology, with no signicant difference
observed in magnetism (Fig. 4b and SI, Section S10) or size
(Fig. 4c and SI, Section S11) across all additives, concentrations,
and addition inlet. The magnetic saturation of all samples lies
between 83.5 emu g−1 (for PEHA NaOH 1 : 10 000) and 65.8 emu
g−1 (for PEHA Fe 1 : 100) (SI, Section S10). It is noteworthy that
PEHAmagnetic saturation is highest (higher than in the control
sample) for the lowest concentration of additive in base, with
magnetic saturation reducing as the concentration of additive
increases, then reducing furthermore with additive added in the
iron channel at the lowest to highest concentration, giving the
lowest magnetic saturation (Fig. 4b). There is a small increase in
magnetic saturation in samples produced with increasing
length of additives, added in NaOH, whereas the magnetic
saturation of samples produced with additives in the iron
solution see a peak at DETA and TETA. The highest saturation
quantities are from samples produced with the lowest concen-
tration of additives. There is no difference in size across all
particles, in keeping with the data from the batch study and the
hypothesis that the amine is not nucleating particles but is
solely a shape controlling additive.

Among the ve additives screened, TEPA emerged as
particularly effective in producing highly faceted, monodisperse
particles across all three systems. Its performance under RTCP
© 2025 The Author(s). Published by the Royal Society of Chemistry
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conditions prompted further optimisation using a Design of
Experiments strategy, which has been reported separately.47

Range bars shown in Fig. 4c represent the minimum and
maximum particle sizes measured from approximately 200
particles per sample, with the majority of particle sizes falling
close to the mean, as veried from frequency distributions (see
SI, Sections S4–S8).

The results from that study validated several of the trends
identied in our broader screening, particularly the inuence of
Fe/additive ratio and Fe3+/Fe2+ composition on particle
morphology and magnetisation. Specically, Fe/TEPA ratios of
59 : 1 and 50 : 1, combined with Fe3+/Fe2+ ratios of 0.59 and 0.6
respectively, were found to yield optimal isotropic faceted
particles with enhanced magnetic properties. These ndings
reinforce the signicance of a ferric ratio close to 0.6 and
demonstrate how our wide screening dataset can inform
predictive optimisation of synthesis conditions.
4 Conclusions

Table 2 summarises the results presented in this study. When
producing specic iron oxides, ne-tuning and control over
particle morphology is readily achieved using thermal decom-
position and hydrothermal syntheses, however these methods
use excess amounts of energy and oen employ organic
solvents, making them hazardous to the environment and very
costly. Using room-temperature co-precipitation techniques
have the downside of producing inconsistent particles with
a high degree of polydispersity28 and oen include the forma-
tion of undesired oxides,25,51 however they are performed under
ambient conditions and usually use aqueous-based solvents,
making RTCP energy and cost efficient, but also more envi-
ronmentally friendly. Current RTCP methods do not produce
enough desirable products to be commercially viable, and as
such the aim is to increase their productivity. In this paper we
have demonstrated that this is possible using a continuous
static mixer set-up and utilising the capping agent abilities of
specic ethylenediamine additives. Particles formed using
RTCP conditions generally exhibit a high degree of poly-
dispersity. Such was the case across the three different systems
(batch RTCP, milliuidic ow, and larger-scale continuous
static mixing) used in this paper when examining particles
formed without the addition of additives. There is poor shape
control, with undened morphologies making up 68%
(continuous static mixing) to 94% (batch) of the particles
present. The batch system produces particles approximately
Table 2 Summary of results obtained for 3 different systems: batch RT
(cont. static)

Parameter: Batch Mill

Size distribution Broad Narr
Faceting Additive-dependent, variable Add
Productivity Low Very
Scalability Low Lim
Reproducibility Variable Goo

© 2025 The Author(s). Published by the Royal Society of Chemistry
twice the diameter (20 nm) of those formed in the other two
uidic systems (9–11 nm). Despite this, each system produces
highly magnetic particles, with themost magnetic being formed
in the batch system. The inclusion of ethylenediamine-based
additives signicantly affected the morphology of the resul-
tant particles, with the addition of any of the additives
increasing the proportion of faceted particles from 6–32% for
the controls, to 38–84%. These results suggest additives play
a key role in shape direction of the forming iron oxide particles.
The addition of additive in any proportion led to a substantial
increase in ratio of faceted particles observed, with a general
trend of more additive resulting in a higher proportion of
faceted particles.

TEPA showed to be a notable exception, showing more
faceted particle control at the high amine : iron ion ratio
concentration of 1 : 100. TEPA's performance under RTCP
conditions prompted further optimisation using a Design of
Experiments (DoE) strategy, which has been reported sepa-
rately.47 The broader screening performed in our current work
thus provides a valuable framework for identifying promising
additive candidates and optimising synthesis conditions in
future targeted studies. Compared to TEPA, the longer chain
PEHA amine showed a lower percentage of faceted particles at
the 1 : 100 ratio. This is possibly due to the amount of PEHA
amine groups being too high from the combined effect of longer
additive chain length and high additive concentration, thus
causing a detrimental effect on the forming faceted particles.
Overall, the increase in faceted particles present due to additive
addition supports the hypothesis that the amines exhibit
favourable binding via adsorption to the [111] face of the iron
oxide.

What should also be taken into consideration is the ow
within the systems used. While additives such as polyamines
strongly inuence nal particle morphology,31 the ow environ-
ment provides a baseline level of control, enabling reproducibility
and preventing the broad distributions typically seen in batch
RTCP. Optimal ow rates were taken under consideration for the
milliuidic ow system, however the continuous static mixer
system did not explore multiple ow options. This is something
to take under consideration moving forward with regards to
optimising nanoparticle morphology and production yields.

Each system was operated successfully under the conditions
described here, however fouling and clogging remain an
important consideration for long-term continuous operation. In
the static mixing system, precipitate build-up was observed
within the Y-mixer and outlet tubing in under 90 s, requiring
CP (batch), millifluidic flow (millifluidic), and continuous static mixing

iuidic Cont. Static

ow Moderate
itive-dependent, improved High, consistent across additives
low High (311 g per day)
ited (channel size) High (ow-rate scalable)
d High
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ushing between runs. The milliuidic reactor was somewhat
more stable over extended operation, in agreement with
previous studies (Norfolk et al. 2019 (ref. 26)), nonetheless some
degree of fouling and leaking did occur. These observations
highlight that while efficient mixing and nanoparticle forma-
tion are achievable, mitigation of fouling will be a factor to
consider for future scale-up and sustained continuous
production.

In addition, not only is throughput inherently limited in
a milliuidic sheath ow system, but also the system renders
itself unsuitable for scale-up since millimetric channels are
required to ensure the required laminar ow. The highest
production rate reported to date for MNPs has been 2.6 g h−1, or
62 g per day, using high temperature precipitation35 with the
addition of surfactants.

In conclusion, using an additive-enhanced synthesis in
a continuous static mixing system we demonstrated robust,
scalable production of highly faceted iron oxide nanoparticles.
The novelty presented here is the high theoretical productivity
of the continuous static mixing system, reaching up to 311 g per
day at laboratory scale, a vefold increase over previously re-
ported RTCP methods (see SI, Section S12). Efficient inline
mixing, driven by static mixing elements, signicantly reduced
residence time without sacricing product quality. This
approach is inherently amenable to both scale-up and scale-out,
facilitating translation of magnetite synthesis to continuous
manufacturing at kilogram scale per day using green chemistry.

This versatile process provides an alternative, “greener” bi-
oinspired additive method, where minute amounts of additives
are needed, water is used as a solvent, and the reactions are all
performed at room temperature. Recent studies have also
begun incorporating static mixing into nanoparticle synthesis,
including multistep modular systems and high-temperature
surfactant-based routes,50,52 however the method described in
this study achieves comparable control over particle
morphology and magnetic properties using a simpler, greener,
and ambient-temperature approach. This highlights the
potential for continuous static mixers to not only scale SPION
production but do so in a manner that aligns with environ-
mentally sustain-able practices.

These ndings establish continuous static mixing as a scal-
able and robust method for producing shape-controlled SPIONs
under green RTCP conditions.
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O. Chubykalo-Fesenko, R. Chantrell, L. Balcells,
M. Angelakeris, P. Morales M. and D. Serantes, How Size,
Shape and Assembly of Magnetic Nanoparticles Give Rise
to Different Hyperthermia Scenarios, Nanoscale, 2021,
13(37), 15631–15646, DOI: 10.1039/D1NR03484G.

16 S. K. Shaw, A. Biswas, A. Gangwar, P. Maiti, C. L. Prajapat,
S. S. Meena and N. K. Prasad, Synthesis of Exchange
Coupled Nanoowers for Efficient Magnetic Hyperthermia,
J. Magn. Magn. Mater., 2019, 484, 437–444, DOI: 10.1016/
j.jmmm.2019.04.056.

17 A. G. Roca, L. Gutiérrez, H. Gavilán, M. E. Fortes Brollo,
S. Veintemillas-Verdaguer, M. Morales and P. del, Design
Strategies for Shape-Controlled Magnetic Iron Oxide
Nanoparticles, Adv. Drug Delivery Rev., 2019, 138, 68–104,
DOI: 10.1016/j.addr.2018.12.008.

18 J. Mohapatra, A. Mitra, M. Aslam and D. Bahadur,
Octahedral-Shaped Fe3O4 Nanoparticles with Enhanced
Specic Absorption Rate and R2 Relaxivity, IEEE Trans.
Magn., 2015, 51(11), 1–3.

19 B. Wang, Q. Wei and S. Qu, Synthesis and Characterization
of Uniform and Crystalline Magnetite Nanoparticles via
© 2025 The Author(s). Published by the Royal Society of Chemistry
Oxidation-Precipitation and Modied Co-Precipitation
Methods, Int. J. Electrochem. Sci., 2013, 8, 8.

20 G. Guleria, S. Kumar, S. Thakur, D. K. Sharma, S. Thakur,
S. Kalia and M. Shandilya, Biomedical Potential of
Hydrothermally Synthesized Zinc Oxide Nanoparticles for
Antifungal Evaluation and Cytotoxicity Analysis, Appl.
Organomet. Chem., 2023, 37(12), e7270, DOI: 10.1002/
aoc.7270.

21 T. K. Oanh Vuong, T. T. Le, H. D. Do, X. T. Nguyen,
X. C. Nguyen, T. T. Vu, T. L. Le and D. L. Tran, PMAO-
Assisted Thermal Decomposition Synthesis of High-
Stability Ferrouid Based on Magnetite Nanoparticles for
Hyperthermia and MRI Applications, Mater. Chem. Phys.,
2020, 245, 122762, DOI: 10.1016/
j.matchemphys.2020.122762.

22 W. Li, S. S. Lee, J. Wu, C. H. Hinton and J. D. Fortner, Shape
and Size Controlled Synthesis of Uniform Iron Oxide
Nanocrystals through New Non-Hydrolytic Routes,
Nanotechnology, 2016, 27(32), 324002, DOI: 10.1088/0957-
4484/27/32/324002.

23 A. Nikitin, M. Fedorova, V. Naumenko, I. Shchetinin,
M. Abakumov, A. Erofeev, P. Gorelkin, G. Meshkov,
E. Beloglazkina, Y. Ivanenkov, N. Klyachko, Y. Golovin,
A. Savchenko and A. Majouga, Synthesis, Characterization
and MRI Application of Magnetite Water-Soluble Cubic
Nanoparticles, J. Magn. Magn. Mater., 2017, 441, 6–13, DOI:
10.1016/j.jmmm.2017.05.039.

24 H. Fatima, D.-W. Lee, H. Joong Yun and K.-S. Kim, Shape-
Controlled Synthesis of Magnetic Fe3O4 Nanoparticles
with Different Iron Precursors and Capping Agents, RSC
Adv., 2018, 8(41), 22917–22923, DOI: 10.1039/C8RA02909A.

25 A. E. Rawlings, J. P. Bramble, A. M. Hounslow,
M. P. Williamson, A. E. Monnington, D. J. Cooke and
S. S. Staniland, Ferrous Iron Binding Key to Mms6
Magnetite Biomineralisation: A Mechanistic Study to
Understand Magnetite Formation Using pH Titration and
NMR Spectroscopy, Chem.–Eur. J., 2016, 22(23), 7885–7894.

26 L. Norfolk, A. E. Rawlings, J. P. Bramble, K. Ward, N. Francis,
R. Waller, A. Bailey and S. S. Staniland, Macrouidic Coaxial
Flow Platforms to Produce Tunable Magnetite
Nanoparticles: A Study of the Effect of Reaction Conditions
and Biomineralisation Protein Mms6, Nanomaterials, 2019,
9(12), 1729, DOI: 10.3390/nano9121729.

27 T. Yang, Y. Shi, A. Janssen and Y. Xia, Surface Capping
Agents and Their Roles in Shape-Controlled Synthesis of
Colloidal Metal Nanocrystals, Angew. Chem., Int. Ed., 2020,
59(36), 15378–15401, DOI: 10.1002/anie.201911135.

28 A. Rawlings, J. Bramble, A. A. Tang, L. Somner, A. E.
Monnington, D. Cooke, M. McPherson, D. Tomlinson and
S. Staniland, Phage Display Selected Magnetite Interacting
Adhirons for Shape Controlled Nanoparticle Synthesis,
Chem. Sci., 2015, 6(10), 5586–5594, DOI: 10.1039/
C5SC01472G.

29 S. S. Staniland and A. E. Rawlings, Crystallizing the Function
of the Magnetosome Membrane Mineralization Protein
Mms6, Biochem. Soc. Trans., 2016, 44(3), 883–890.
Nanoscale Adv., 2025, 7, 7798–7810 | 7809

https://doi.org/10.1016/j.matchemphys.2022.126859
https://doi.org/10.7150/ntno.86467
https://doi.org/10.7150/ntno.86467
https://doi.org/10.3390/nano12071102
https://doi.org/10.1186/s11671-021-03628-6
https://doi.org/10.1186/s11671-021-03628-6
https://doi.org/10.3390/nano13020348
https://doi.org/10.1186/s12951-020-00704-4
https://doi.org/10.2147/IJN.S30320
https://doi.org/10.2147/IJN.S30320
https://doi.org/10.1039/D1NR03484G
https://doi.org/10.1016/j.jmmm.2019.04.056
https://doi.org/10.1016/j.jmmm.2019.04.056
https://doi.org/10.1016/j.addr.2018.12.008
https://doi.org/10.1002/aoc.7270
https://doi.org/10.1002/aoc.7270
https://doi.org/10.1016/j.matchemphys.2020.122762
https://doi.org/10.1016/j.matchemphys.2020.122762
https://doi.org/10.1088/0957-4484/27/32/324002
https://doi.org/10.1088/0957-4484/27/32/324002
https://doi.org/10.1016/j.jmmm.2017.05.039
https://doi.org/10.1039/C8RA02909A
https://doi.org/10.3390/nano9121729
https://doi.org/10.1002/anie.201911135
https://doi.org/10.1039/C5SC01472G
https://doi.org/10.1039/C5SC01472G
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5na00773a


Nanoscale Advances Paper

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

5 
O

ct
ob

er
 2

02
5.

 D
ow

nl
oa

de
d 

on
 6

/1
5/

20
26

 6
:5

5:
15

 A
M

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
30 J. M. Galloway, A. Arakaki, F. Masuda, T. Tanaka,
T. Matsunaga and S. S. Staniland, Magnetic Bacterial
Protein Mms6 Controls Morphology, Crystallinity and
Magnetism of Cobalt-Doped Magnetite Nanoparticles in
Vitro, J. Mater. Chem., 2011, 21(39), 15244–15254, DOI:
10.1039/C1JM12003D.

31 L. Norfolk, K. Kapusta, D. Cooke and S. Staniland,
Ethylenediamine Series as Additives to Control the
Morphology of Magnetite Nanoparticles, Green Chem.,
2021, 23(15), 5724–5735, DOI: 10.1039/D1GC01539G.

32 W. K. Wong, J. T. Y. Chin, S. A. Khan, F. Pelletier and
E. C. Corbos, Robust Continuous Synthesis and in Situ
Deposition of Catalytically Active Nanoparticles on Colloidal
Support Materials in a Triphasic Flow Millireactor, Chem.
Eng. J., 2022, 430, 132778, DOI: 10.1016/j.cej.2021.132778.

33 L. Panariello, S. Damilos, H. D. Toit, G. Wu, A. N. P.
Radhakrishnan, I. P. Parkin and A. Gavriilidis, Highly
Reproducible, High-Yield Flow Synthesis of Gold
Nanoparticles Based on a Rational Reactor Design
Exploiting the Reduction of Passivated Au(III), React. Chem.
Eng., 2020, 5(4), 663–676, DOI: 10.1039/C9RE00469F.

34 V. Sebastián and K. Jensen, Nanoengineering a Library of
Metallic Nanostructures Using a Single Microuidic
Reactor, Nanoscale, 2016, 8(33), 15288–15295, DOI:
10.1039/C6NR04104C.

35 M. O. Besenhard, A. P. LaGrow, A. Hodzic, M. Kriechbaum,
L. Panariello, G. Bais, K. Loizou, S. Damilos, M. Margarida
Cruz, N. T. K. Thanh and A. Gavriilidis, Co-Precipitation
Synthesis of Stable Iron Oxide Nanoparticles with NaOH:
New Insights and Continuous Production via Flow
Chemistry, Chem. Eng. J., 2020, 399, 125740, DOI: 10.1016/
j.cej.2020.125740.

36 F. Haseidl, B. Müller and O. Hinrichsen, Continuous-Flow
Synthesis and Functionalization of Magnetite: Intensied
Process for Tailored Nanoparticles, Chem. Eng. Technol.,
2016, 39(11), 2051–2058, DOI: 10.1002/ceat.201600163.

37 P. L. Suryawanshi, S. H. Sonawane, B. A. Bhanvase,
M. Ashokkumar, M. S. Pimplapure and P. R. Gogate,
Synthesis of Iron Oxide Nanoparticles in a Continuous
Flow Spiral Microreactor and Corning® Advanced Flow™
Reactor, Green Process. Synth., 2018, 7(1), 1–11, DOI:
10.1515/gps-2016-0138.

38 J. Bemetz, A. Wegemann, K. Saatchi, A. Haase, U. O. Häfeli,
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