Open Access Article. Published on 26 September 2020. Downloaded on 7/24/2025 8:15:49 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Nanoscale
Advances

W) Check for updates ‘

Cite this: Nanoscale Adv., 2020, 2,
5296

Received 26th August 2020
Accepted 22nd September 2020

DOI: 10.1039/d0na00714e

rsc.li/nanoscale-advances

I ROYAL SOCIETY
PPN OF CHEMISTRY

In situ embedding dual-Fe nanoparticles in
synchronously generated carbon for the synergistic
integration of magnetic resonance imaging and
drug deliveryt

Hui Zhang,? Jianping Zhang,® Qiangian Zhang,? Xiaofeng Liu,® Yongtai Yang,?
Yun Ling 22 and Yaming Zhou (2 *2

In situ incorporating versatile magnetic iron nanoparticles into ordered mesoporous carbon (OMC) by
means of synthetic methodology for functional integration is a great challenge. Inspired by the
phenomenon of uniovular twins in nature, a homometallic [Feg(ps-O)4(O3PPh)3(0O,CCMes)i3] ({FegPz})
cluster was synthesized and used as the ovulum to in situ produce dual-Fe nanoparticle (y-Fe,Oz and
Fe(POs)s)-functionalized OMC (dual-Fe/OMC). In vitro magnetic resonance imaging (MRI) studies
showed a longitudinal relaxation (r;) and transverse relaxation (r,) of 9.74 and 26.59 mM~t s~ with a r»/r;
ratio of 273 at 0.5 T. The MRI
a subcutaneous Hela tumor. In addition, the low cytotoxicity, considerable loading capacity and delivery

performances were further examined by mouse model with

of doxorubicin hydrochloride (DOX) were also studied in vitro. These results demonstrate the feasibility
of the concept of uniovular twins in the one-pot preparation of dual-Fe/OMC for functional integration.

Introduction

Integrating magnetic nanoparticles into porous materials is
a feasible way to develop theranostic nanomaterials for the
combination of magnetic resonance imaging (MRI) and drug
delivery systems (DDSs)."” Generally, iron (Fe) or gadolinium
(Gd) compounds that possess superparamagnetic or para-
magnetic properties are clinical candidates for MRL*® As for
DDSs, ordered mesoporous carbons (OMCs) are regarded as
a kind of promising candidates owing to their large pore
volumes, high surface areas and excellent biocompatibility.****
Thus, structures in the form of a magnetic core coated by OMCs
have been proposed for functional integration.">” However,
only one single small magnetic core is not sufficient to produce
substantial MRI contrast effect. Although increasing the size of
the magnetic core is practical for the improvement of the MRI
contrast effect, the drug-carrying capacity and biocompatibility
are compromised in this way. In addition, it would lead to an
unexpected transition from superparamagnetic to ferromag-
netic for iron oxide when the size is larger than 20 nm.*®" An
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optional structure-model is to uniformly embed abundant
magnetic nanoparticles into OMCs.

The co-assembly of magnetic precursors with carbon sources
is a facile way to achieve such form of composites. Gd- (for T;-
weighted MRI) and Fe-based (for T,-weighted MRI) nano-
particles have each been incorporated into OMCs.?*** Conse-
quently, Gd- and Fe-based nanoparticle co-functionalized
OMC s have been explored to further achieve the combined T;-
T, MRI with DDSs.**** However, Gd-based compounds would
produce a risk of severe nephrogenic systemic fibrosis.”**”
Biocompatible Fe/OMCs are therefore more desired in the
exploration of combined biofunctions. Besides downsizing the
iron oxide nanoparticles to enhance the T; signal (at the
expense of the T, effect),*** introducing another kind of Fe-
based paramagnetic nanoparticle is a way that is worth
considering. However, producing dual-Fe nanoparticles
synchronously with the generation of OMC in the one-pot
pyrolysis reaction remains a significant challenge by means of
the synthetic methodology.

In this work, inspired by the phenomenon of uniovular twins
in nature, a homometallic [Fey(ns-O)4(O3PPh);(0,CCMe;) 3]
({FeoPs}) cluster was synthesized and used as the ovulum for
a proof-of-principle study. The co-assembly of {FeqP;} with resol
was achieved via the evaporation-induced self-assembly (EISA)
method. This was followed by the one-pot carbonization
process, leading to the in situ generation of dual-Fe (y-Fe,O; and
Fe(PO;);) nanoparticles functionalized OMC (denoted as dual-
Fe/OMC). The dual-Fe nanoparticles had a size of around
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5 nm, and were well dispersed and embedded in the OMC
matrix. In vitro MRI studies demonstrate a longitudinal relaxa-
tion (ry) of 9.74 mM ™' s™" and a transverse relaxation (r;) of
26.59 mM ' s™! with a r,/r; ratio of 2.73 at 0.5 T. Based on the
mouse model with a subcutaneous tumor, the MRI tomography
contrast effects were also examined. In addition, the in vitro
studies further demonstrate its low cytotoxicity, considerable
loading capacity and capability of delivering doxorubicin
hydrochloride (DOX).

Experimental section
Materials and characterization

Poly(ethylene  oxide)-block-poly(propylene  oxide)-block-poly-
(ethylene oxide) triblock copolymer (Pluronic F127, M,, = 12 600,
PEO; osPPO;(PEO; ¢¢) purchased from Acros Corp.
Fe(NOs);-9H,0O, pivalic acid, phenylphosphonic acid
(C¢HsPO3H,), acetonitrile (MeCN), trimethylamine, phenol,
formalin solution (37 wt%), sodium hydroxide, hydrochloric
acid, tetrahydrofuran (THF), ethanol (EtOH), ether (Et,O) and
doxorubicin hydrochloride (DOX) were purchased from Aladdin.
Dulbecco minimum essential medium (DMEM) and 4,6-
diamidino-2-phenylindole (DAPI) were purchased from Sigma-
Aldrich. All chemicals were used as received without any
further purification.

Thermal Gravimetric Analysis (TGA) was carried out on
a Mettler Toledo TGA/SDTA 851 thermoanalyzer from 40 to
600 °C at a heating rate of 10 °C min " under N,/airflow. Powder
X-ray diffraction (PXRD) data were recorded on a Bruker D8
Advance diffractometer at 40 kV, 40 mA with Cu K, radiation (4
= 1.5406 A). Small-angle X-ray scattering (SAXS) measurements
were taken on a Nanostar U SAXS system (Bruker, Germany)
using Cu K, radiation (40 kv, 35 mA). Transmission Electron
Microscopy (TEM) measurements were conducted on a JEM-
2100 microscope (JEOL, Japan) operated at 200 kV. N, sorp-
tion was measured on an ASAP 2020 gas adsorption apparatus
(Micromeritics) at 77 K. X-ray photoelectron spectroscopy (XPS)
was recorded on a Perkin Elmer PHI 5000C ESCA system (Perkin
Elmer, USA). Inductively coupled plasma atomic emission
spectroscopy (ICP-AES) were measured using a PerkinElmer
Avio 200 Optical Emission Spectrometer. Before gas absorption,
the samples were degassed under vacuum at 200 °C for 10 h.
The UV-vis absorbance spectra were collected on a Perkin Elmer
UV Spectrometer Lambda 750S. The confocal laser-scanning
microscopy (CLSM) measurement was performed with an
Olympus FluoView FV1000 confocal laser scanning microscope
and a 60x (oil-immersion) objective lens. Magnetic measure-
ments were carried out on a MPMS (SQUID) VSM magnetometer
equipped with a 7 T magnet. Zero Field Cooled (ZFC) and field
cooled (FC) experiments were carried out by measuring the
static magnetization at a field of 100 Oe as the temperature was
swept from 10 to 350 K at a rate of 2 K min~" in a sample cooled
in the absence of an applied field (ZFC), and in a sample cooled
under an applied field (FC). The magnetization isotherm was
collected at 300 K between —2 and 2 T. The in vitro MRI scans
were performed on a 0.5 T MR system (Shanghai Niumai
MesoMR23-060H-I), a 1.5 T MR system (Siemens Aera 1.5 T MRI

were
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Scanner, Erlangen, Germany) and a 3 T MR system (Siemens
Prisma 3 T MRI Scanner, Erlangen, Germany).

Sample preparation

{FesP;} cluster. A mixture of [Fe™;(13-0)(0,C'Bu)s(HO,C'Bu);,]
(0,C'Bu)* (0.06 g, 0.05 mmol), CsHsPO;H, (0.008 g, 0.05 mmol)
and acetonitrile (4 mL) was placed in a 10 mL teflon-line autoclave,
and was stirred at room temperature for 5 min. The mixture was
then heated at 150 °C for 24 h, followed by cooling down to room
temperature. Red crystals [Feo(i3-0)4(O3PPh);3(0,CCMe;);5]
({FeqoP;}) were collected by filtration. Yield: 60% (based on Fe).

Dual-Fe/OMC. The products were prepared via EISA method,
and then followed by one-pot pyrolysis. Typically, 0.1 g of
Pluronic F127 was dissolved in 5 g of THF. Then, 0.6 g of the
resol precursor solution (20 wt% in THF) was added. After
stirring for 10 min at room temperature, 5 g of THF dissolved
with n mg of {FesP;} was dropped into the above mixture. After
stirring for another 2 h, the mixture was cast onto a Petri dish
(diameter = 150 mm), followed by evaporation of THF for 8 h at
room temperature. Then, they were subjected to thermocuring
at 100 °C for 24 h. Finally, the as-made products were scraped
off the dishes and carbonized at a defined temperature 7T for 3 h
with a heating rate of 1 °C min~' under N, flow. The obtained
composites were denoted as dual-Fe/OMC-n-T. Accordingly, the
dosage n was varied from 6 to 30 mg with an increment of 6 mg
in the case of T = 600 °C. At n = 24 mg, the carbonization
temperature 7 was varied from 600 to 800 °C with an increment
of 100 °C.

v-Fe,03/OMC. The preparation is similar to that of dual-Fe/
OMC-24-600, except {FeoP;} is replaced with iron acetylaceto-
nate. It should be mentioned that the dosage of iron acetyla-
cetonate was calculated based on the molar amount of y-Fe,O;
in the dual-Fe/OMC-24-600.

Fe(PO3);/OMC. The preparation is similar to that of dual-Fe/
OMC-24-600, except {FeqP;} is replaced with iron phenyl-
phosphonate. It should be mentioned that the dosage of iron
phenylphosphonate was calculated based on the molar amount
of Fe(PO3); in the dual-Fe/OMC-24-600.

All of the above-prepared samples were surface-activated
with 15% H,0, solution for 2 h at room temperature on
a shaker.

MR imaging studies

In vitro. The composites were dispersed in deionized water
at various iron concentrations. Tj-weighted MR images were
acquired using a multi-slice, multi-echo sequence under the
following parameters: TR/TE = 200/14 ms, 256 x 192 matrices,
100 x 100 mm? fields of view, Sweep Width (SW) = 20 kHz, and
a slice thickness of 3 mm. T,weighted MR images were
acquired using a fast spin-echo sequence to reduce the acqui-
sition time under the following parameters: TR/TE = 3000/100
ms, 256 x 192 matrices, 100 x 100 mm? fields of view,
SW = 20 kHz, a slice thickness of 3 mm. The specific relaxivity
values of r; and r, were calculated through the curve fitting of 1/
Ty (s™") and 1/T, (s~ ") vs. iron concentration (mmol L™1).

Nanoscale Adv., 2020, 2, 5296-5304 | 5297


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d0na00714e

Open Access Article. Published on 26 September 2020. Downloaded on 7/24/2025 8:15:49 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Nanoscale Advances

In vivo. Female BALB/c nude mice were purchased from the
Shanghai Slac Laboratory Animal Co., Ltd. Animal experiments
were carried out according to the protocols approved by the
Animal Care and Use Committee of Fudan University. Mice
bearing HeLa tumors were prepared by subcutaneous injection of
2 x 10° HeLa cells into the right back of the hind leg of the
female BALB/c nude mouse. A series of sequential MRI at varying
time points (pre 0 h, 0.25 h, 1 h, 2 h and 4 h) was acquired on MRI
equipment (7.0 T Bruker, small animal) after intratumoral
injection of DOX@dual-Fe/OMC-24-600 (10 mg Fe per kg).

In vitro cell assay

Cell cytotoxicity. The cytotoxicity of dual-Fe/OMC-24-600 on
HelLa cells was evaluated by Cell Counting Kit-8 (CCK-8) assay.
HeLa cells were harvested by trypsinization and seeded into
a 96-well cell culture plate at 1 x 10* per well, and incubated for
24 h at 37 °C under 5% CO,. Then, the HeLa cells were co-
cultured with 1-160 ug mL™" of dual-Fe/OMC-24-600 for 4 h.
The CCK-8 kit was then (10 pL per well) added to each well, and
incubated at 37 °C for 1.5 h. Enzyme dehydrogenase in the
living cells was oxidized with this kit to the orange carapace.
The quality was assessed calorimetrically by using a multi-
reader (TECAN, Infinite M200, Germany). The measurements
were based on the absorbance values at 450 nm. The viability of
the cell was then calculated by the following eqn (1):

Abs~(sample) - Abs~(blank)

Viability % =
Y Abs~(comrol) - Abs'(blank)

x 100% (1)

Drug loading. The 30 mg of dual-Fe/OMC-24-600 was
dispersed into 2 mL (1 mg mL™ ') of DOX solution. The mixture
was stirred for about 12 h at room temperature under dark
condition. Then, the DOX-loaded sample was collected by
centrifugation and washed with PBS solution. The supernatant
and washed solutions were collected. The concentration of DOX
in the collection solution was determined at its maximum
absorbance of 481 nm by UV/VIS spectrophotometer. These
steps were repeated for the DOX-loaded dual-Fe/OMC-24-600
until the DOX concentration of the solution was steady. The
drug loading capacity (LC) was calculated by the following eqn
(2):

Wpox

sample

LCpox (%) = x 100% 2
where Wpox was the loaded weight of DOX, and Wampie Was the
weight of the activated dual-Fe/OMC-24-600 sample.

Cellular uptake evaluation. HeLa cells (5 x 10*) were seeded
on 10 mm confocal glass bottom dishes for 24 h. Then, the cell
culture medium was changed to fresh DMEM with DOX@dual-
Fe/OMC-24-600 (100 ug mL™"). After incubation at 37 °C for
0.5 h, the cells were rinsed three times with PBS, followed by
fixing with paraformaldehyde solution for 15 min at 4 °C. Then,
the nuclei of the HeLa cells were stained by DAPI (1 pg mL™%).
Finally, the cells were washed with PBS solution twice. The
stained cells were imaged using an Olympus FluoView FV1000
confocal microscope (ex/em: 488/580-680 nm for DOX, ex/em:
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405/550-650 nm for DAPI). Following the same procedure, the
HeLa cells were treated with DOX@dual-Fe/OMC-24-600 for
different time periods (1 h, 2 h, and 4 h).

Results and discussion
Preparation and characterization of dual-Fe/OMC

In order to follow the method of evaporation-induced self-
assembly (EISA) to prepare the functional ordered mesoporous
carbon (OMC),** metallic precursors bearing properties of good
solubility in organic solvents and synchronous decomposition
with resol are required. A homometallic cluster of {FeoP;} con-
sisting of phenylphosphonate and pivalate ligands was therefore
screened out from the CCDC database, and synthesized accord-
ing to literature reports.**?* Scanning Electron Microscopy (SEM),
powder X-ray diffraction (PXRD), and Fourier transform infrared
spectroscopy (FT-IR) characterizations demonstrated the
successful isolation of the {FeoPs} cluster (Fig. 1 and S17). Its
solubility was then carefully examined by ultrasonic dispersion of
{FeoP;} (10 mg) in 3 mL of the individual solvents, H,O, EtOH,
THF and Et,O, revealing its solubility property in common
organic solvents. Thermal gravimetric analysis (Fig. Sict) and
variable-temperature PXRD characterizations showed that there
was no obvious weight loss or crystal phase transformation as the
temperature increased from 30 to 350 °C, indicating an excellent
physical property that is capable of avoiding uncontrollable
migration before pyrolysis. Furthermore, the PXRD pattern of the
residues obtained at 600 °C revealed the presence of diffraction
peaks assigned to y-Fe,O3 (JCPDS card no. 39-1346) and Fe(POs);
(JCPDS card no. 38-0109) (Fig. S1d¥). All of these results suggest
that the {FeoP;} cluster fulfills the requirements of the EISA
method in the preparation of dual-Fe/OMC under the concept of
uniovular twins.

7.5 10.0 125 15.0 17.5 20.0
26 (%)

Fig. 1 (@) An SEM image of crystalline {FegPs} in an octahedral
geometry. (b) The crystal structure of {FegP=} from CCDC showing Fe
and P in a polyhedron geometry, while other organic groups are
omitted for clarity. (c) Opticalimages of {FegP=} in different solvents. (d)
PXRD patterns of as-made {FegPs}, as well as its temperature-
dependent crystal structure transformation.

This journal is © The Royal Society of Chemistry 2020
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Scheme 1 Schematic illustration of the preparation procedure for
dual-Fe/OMC.

Brief procedures for the preparation of dual-Fe/OMC is
portrayed in Scheme 1. A reddish-brown film was obtained by
EISA of resol, F127 and {FeP;}. Pyrolysis of the film at a defined
temperature 7T resulted in the isolation of a black powder carbon
composite, which was named as dual-Fe/OMC-n-T accordingly
(n: doping amount of {FegP;} in mg, T: pyrolysis temperature).
As a representative example, characterizations of dual-Fe/OMC-
24-600 are described here. Its porosity was evaluated by N,
sorption at 77 K (Fig. 2a), which showed a type-IV isotherm with
a H,-type hysteresis loop. The Brunner-Emmet-Teller (BET)
surface area was calculated to be 662 m* g~ ' with a mean pore
size of 3.4 nm by BJH method based on the desorption
isotherm. The small-angle X-ray scattering (SAXS) pattern
revealed three reflection peaks at 0.6 nm %, 1.1 nm™ %, and 1.3
nm " assigned to the (100), (110) and (200) planes of the 2D
hexagonal Pemm structure, respectively (Fig. 2b). Together with
the results of the transmission electron microscopy (TEM)
images (Fig. S2t) and Raman spectroscopy (Fig. S3t), the
formation of dual-Fe/OMC can be concluded. The presence of
homogenously dispersed Fe and P in the OMC was identified by
elemental mapping (Fig. 2c). The elements were further
revealed to be in the state of Fe*" and P** by XPS (Fig. S41) with
a ratio close to 3 : 1 by ICP-AES (Table S1%).***® This is consis-
tent with the stoichiometry of {FeoP;}. Their species were
revealed by PXRD, which showed diffraction peaks at 26 = 35.6°,
43.3°, 57.3°, and 62.9° that matched well with those of y-Fe,03
(JCPDS card no. 39-1346). In addition, 26 = 29.4° and 32.2° were
assigned to the (112), (132) planes of Fe(POs); (JCPDS card no.
38-0109), respectively (Fig. S5at). High-resolution TEM images
further confirmed the species of y-Fe,O; and Fe(PO;); (lattice
fringe, d = 0.250 and 0.278 nm, respectively), which were well
embedded in the OMC matrix with a particle size of around

This journal is © The Royal Society of Chemistry 2020
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Fig. 2 (a) N, isotherm of dual-Fe/OMC-24-600 at 77 K (inset: pore
size distribution by BJH). (b) SAXS spectrum of dual-Fe/OMC-24-600.
(c) HAADF-STEM image. (d) Overlay maps of C, O, P and Fe elements.
The corresponding EDS maps of C (e), O (f), Fe (g), and P (h).

5 nm (Fig. S5bf). In addition, we also explored the effects of
dosage and pyrolysis temperature on the synchronous genera-
tion of dual-Fe/OMC, which showed the decrease of the BET
surface area, pore volume, as well as the deconstruction of OMC
with the increase of dosage or pyrolysis temperature (Table 1).
Furthermore, the TEM images showed that the Fe-based
nanoparticle size increased from 1 nm to 20 nm with
increasing dosage or pyrolysis temperature (Fig. S6-S117).

MRI performance of dual-Fe/OMC

All of the above studies demonstrate the successful preparation
of dual-Fe/OMC under the concept of uniovular twins, in which
the dual-Fe (y-Fe,O; and Fe(PO;);) nanoparticles were in situ

Table 1 A summary of the general structural information of the dual-
Fe/OMC-n-T

Dual-Fe/ Particle size
OMC (nm)

n BET Pore volume Pore size

(mg) T(C) (m’g™) (em’g’)  (am)  y-Fe,04/Fe(POy);
6 600 711 0.36 3.4 1-2

12 600 680 0.36 3.4 1-2

18 600 671 0.34 3.4 ~3

24 600 662 0.34 3.4 ~5

30 600 550 0.27 3.4 ~20

24 700 771 0.45 3.5 ~9

24 800 849 0.48 3.5 ~15

Nanoscale Adv., 2020, 2, 5296-5304 | 5299
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produced from {FeoP;}, and well dispersed and embedded in
the synchronously generated OMC matrix. Considering the well-
dispersed dual-Fe nanoparticles available for magnetic reso-
nance imaging (MRI) and the favourable high BET surface area
for drug delivery, dual-Fe/OMC-24-600 was therefore further
explored as a potential theranostic material. The magnetic
properties of dual-Fe/OMC-24-600 were explored before MRI
evaluation. A field-dependent magnetic study (M-H plot) at 300
K showed a S-type magnetic hysteresis loop with the magnetic
remanence (M), coercivity (H,), saturation magnetization (M)
of 0.076 emu g~ ', 13.35 Oe and 1.07 emu g * (Fig. 3a). The thin
hysteresis loop with almost zero M, and extremely low H, sug-
gested a superparamagnetic behavior. The temperature-
dependent magnetization measurements were also carried out
in the range of 10 to 350 K at 100 Oe under zero-field-cooled
(ZFC) and field-cooled (FC) conditions, which showed that the
two curves were almost coincident above Ty = 30 K (Fig. 3b). To
further fundamentally understand the magnetic role of the
dual-Fe (y-Fe,O; and Fe(POs);) nanoparticles, y-Fe,03/OMC*
and Fe(PO3);/OMC were prepared (Fig. S121) and studied as
comparisons, respectively. The M-H plot and ZFC/FC curves of
v-Fe,0;/OMC demonstrate a typical superparamagnetic
behavior with a M; value of 2.28 emu g~ . On the other hand,
the M-H plot of Fe(PO;);/OMC displayed a trend of linear
increase of the magnetization with increasing magnetic field,
suggesting a predominantly paramagnetic behavior (Fig. 3a and
b).****2 In this context, the magnetic property of dual-Fe/OMC-
24-600 could be viewed as an apparent behavior of the para-
magnetic Fe(PO3); and superparamagnetic y-Fe,Os.

To further evaluate the MRI contrast effect of dual-Fe/OMC-
24-600, the longitudinal (T;) and transverse (75) relaxation times
were in vitro measured in an aqueous solution of different Fe(ur)

~2 gecre] ok —8—ZFC of dual-FelOMC-24-600
.2 (AR S LY ~C=FC of dual-Fe/OMC-24-600
b ( g ] —e—2FC of Fe(PO,),OMC
2 .
E1 qosanmenf E 45| R —O-FCofFepoy,oMC
K B - %y, —e—2FCof 1-Fe,0,/0MC
So 5 é
-3 1 -
8 %08
N N
§ L m—— - 3 =
= dual-Felomc-24-600 | 0.4 o
g = ;Fe,0JOMC g
=21, ..an" |« Fepoyomc T SR
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20 50 100 150 200 250 300 350
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Magpnetic Field (kOe)
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Fig. 3 (a) The magnetic hysteresis loops and, (b) ZFC and FC magnetic
curves of dual-Fe/OMC-24-600 (olive), y-Fe,O3/OMC (purple), and
Fe(POsz)3s/OMC (dark red). (c) The T;-weighted MR image and (d) T»-
weighted MR image of dual-Fe/OMC-24-600 in agueous solution at
0.5T and 32 °C.
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ion concentrations at room temperature. At B, = 0.5 T, the r,
maps show a clear Fe(ur)-concentration dependent change from
dark to bright, which is due to the shortening of the spin-lattice
relaxation time with increasing Fe(in) concentration (Fig. 3¢ and
d). From the slope of the 1/T; (R;) plot versus Fe(u) ion
concentration, r; is estimated to be 9.74 mM ' s, suggesting
the effect of dual-Fe/OMC-24-600 asthe T;-weighted MRI
contrast agent. The r; values are higher than those of other MRI
contrast agents (FeP, Fe@MSNs, MnFe-LDH) and commercially
available Gd contrast agents, such as Gd-DTPA and Gd-
DOTA.#** On the other hand, the r, images showed a clear
Fe(m)-concentration dependent change from bright to dark, and
the r, value was calculated to be 26.59 mM ' s, suggesting
good sensitivity as a T, MRI contrast agent. The r,/r; ratio is
estimated to be ~2.7 in the range of 2-10,*° indicating the
simultaneous combination of the T; and T, contrast effects. The
inherent 7; and T, weighted contrast in the dual-Fe/OMC
sample may be related to the presence of the small magnetic
nanoparticles y-Fe,Oz; and Fe(POj;);. Following the rule of a less
exploitable trend of T; effect at higher field strengths,** the
efficiency of the T; relaxivity decreases from r; = 9.74 to 5.29
and 1.40 mM " s~'. Meanwhile, the T, relaxivity increases from
26.59 to 62.41 and 89.33 mM ' s ! as B, increases from 0.5 to
1.5 and 3.0 T (Fig. S13 and S14t). Taking the magnetic and MRI
properties of Fe(POj3);/OMC and y-Fe,O3/OMC in consideration,
the T;- and T,-weighted MR contrast effects of dual-Fe/OMC-24-
600 could be ascribed to the synergistic integration of para-
magnetic Fe(PO;); and superparamagnetic +y-Fe,O; nano-
particles in the synchronously generated OMC matrix. The in
vivo MRI performances were tentatively examined at 7 T on the
mouse model with a subcutaneous HeLa tumor. After intra-
tumoral injection with a dosage of 10 mg Fe per kg (Fig. 4),
a darker T, effect was recorded at ¢ = 0.25 h with a signal
intensity decrease of ~70%, as compared with that before
injection (¢ = 0 h). It was kept even at ¢ = 4 h with a decrease of

Oh

0.25h

1h

25h

4h

Fig. 4 MR images of female BALB/c nude mouse bearing Hela tumor
before (0 h) and after intratumor injection of dual-Fe/OMC-24-600
after 0.25, 1, 2.5, 4 h at 7 T room temperature (tumor site at the right
back of hind leg, circled as dashed line).

T,-weighted T,-weighted
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Table2 A summary of the calculated in vitro relaxation rates of r; and r, for dual-Fe/OMC-24-600, y-Fe,O3/OMC and Fe(PO3)3/OMC (R%: linear

fitting)

Sample B, (T) r(mM s R r, (mM s R Tty

Dual-Fe/OMC-24-600 0.5 9.74 0.99 26.59 0.99 2.73
1.5 5.29 0.98 62.41 0.10 11.80
3.0 1.40 0.99 89.33 0.99 63.81

v-Fe,03/OMC 1.5 0.89 0.93 175.24 0.99 196.90

Fe(PO;);/OMC 1.5 3.87 0.97 10.26 0.95 2.65

~55%. In contrast, the T, effect remained dark, which is similar
to that before injection (¢ = 0 h), rather than brighter images.
This phenomenon could be ascribed to the high concentration
of the Ty contrast agent (owing to the intratumoral injection)
and the less exploitable T, effect at 7 T (Table 2).

In vitro internalization of dual-Fe/OMC inside the tumor cells

Before the in vitro internalization studies, the cytotoxicity and
drug loading capacity of dual-Fe/OMC-24-600 were evaluated
first. The in vitro cellular cytotoxicity was performed on HeLa cell
lines by the cell counting kit-8 (CCK-8) assay. After 4 h incuba-
tion, the results showed that there was no significant decrease of
the cell viability with increasing concentration. Even at 160 ug
mL ™", the cell viability still remained above 88%, indicating the
low toxicity of dual-Fe/OMC-24-600 within the tested concentra-
tion range (Fig. 5a). Meanwhile, the therapeutic effect of the
DOX@dual-Fe/OMC-24-600 on cancer cells was also performed,
which showed that apoptosis or necrosis occurred. In addition,
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Fig. 5 (a) Viability of Hela cells after incubation with dual-Fe/OMC-
24—600 at different concentrations. (b) Loading amount of DOX vs. the
loading cycles in the DOX solution (1 mg mL™) at room temperature.
(c) CLSM images of Hela cells incubated with DOX@dual-Fe/OMC-
24-600 for 0.5, 1, 2, and 4 h. Blue and red fluorescence represent the
DAPI and DOX in cells, respectively.
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the cell viability was decreased to 80% when the HeLa cells were
incubated with higher DOX@dual-Fe/OMC-24-600 concentra-
tions (160 ug mL™") (Fig. S151). Therefore, the reduction in the
viability of HeLa cells is attributed to the DOX released from
DOX@dual-Fe/OMC-24-600. Considering the OMC structure, the
drug loading capacity of dual-Fe/OMC-24-600 was then studied
using doxorubicin (DOX) as the probe. As recorded by the
decrease of the UV-vis signals, DOX was gradually loaded into
dual-Fe/OMC-24-600, resulting in the isolation of DOX@dual-Fe/
OMC-24-600 with a capacity of 112 mg g~ (Fig. 5b).

Based on the above results, DOX@dual-Fe/OMC-24-600
(concentration of 100 ug mL ") was incubated with HeLa cells
for 0.5 h, 1 h,2 h and 4 h at 37 °C. The cellular uptake and drug
release were studied by confocal laser scanning microscopy
(CLSM) (Fig. 5¢), which showed the blue fluorescence of DAPI
staining the nuclei after 0.5 h incubation. Meanwhile, the weak
red fluorescence assigned to DOX was observed in the cyto-
plasm, indicating the endocytosis of DOX@dual-Fe/OMC-24-
600 and the initial release of DOX into the cells. With the
increase of the incubation time from 0.5 h to 4 h, more stained
cells were identified simultaneously with the obviously
enhanced fluorescence of DOX, demonstrating a continuous
DOX delivery from DOX@dual-Fe/OMC-24-600.

Conclusions

Taking the unique advantage of the concept of uniovular twins,
the {FeyP;} cluster was synthesized and studied as the ovulum to
co-assemble with resol via EISA method. It was then followed by
the one-pot pyrolysis reaction to in situ produce the dual-Fe
(Fe(PO3); and vy-Fe,O3) nanoparticles functionalized ordered
mesoporous carbon (dual-Fe/OMC). Despite the less exploitable
T, effect at higher field strengths, dual-Fe/OMC was characterized
by the combined T;-T, MRI contrast effect at 0.5 T and consid-
erable drug delivery property, owing to the synergetic integration
of well dispersed paramagnetic Fe(PO3); and superparamagnetic
v-Fe,O; nanoparticles in the OMC matrix. Our results demon-
strate the feasibility of the concept of uniovular twins in the
preparation of functional integrated OMCs, as well as shed some
light on developing novel nanomaterials with combined T;-T,
dual modal MRI and DDSs for potential theranostics.

Ethical approval

All animal procedures were performed in accordance with the
Guidelines for Care and Use of Laboratory Animals of Fudan

Nanoscale Adv., 2020, 2, 5296-5304 | 5301


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d0na00714e

Open Access Article. Published on 26 September 2020. Downloaded on 7/24/2025 8:15:49 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Nanoscale Advances

University, and approved by the Animal Ethics Committee of
Fudan University.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

We gratefully acknowledge the financial support from the
National Key Technologies R&D Program of China
(2017YFA0205103), National Natural Science Foundation of
China (NO. 21971045), the Natural Science Foundation of
Shanghai (Grant 18ZR1402900), and Shanghai Leading
Academic Discipline Project (B108).

Notes and references

1 N. Z. Knezevic, I. Gadjanski and J. O. Durand, Magnetic
nanoarchitectures for cancer sensing, imaging and therapy,
J. Mater. Chem. B, 2019, 7, 9-23.

2 S. M. Dadfar, K. Roemhild, N. I. Drude, S. von Stillfried,
R. Knuchel, F. Kiessling and T. Lammers, Iron oxide
nanoparticles: diagnostic, therapeutic and theranostic
applications, Adv. Drug Delivery Rev., 2019, 138, 302-325.

3 L. Chen, J. L. Zhang, X. J. Zhou, S. G. Yang, Q. Q. Zhang,
W. Z. Wang, Z. W. You, C. Peng and C. L. He, Merging
metal organic framework with hollow organosilica
nanoparticles as a versatile nanoplatform for cancer
theranostics, Acta Biomater., 2019, 86, 406-415.

4]. Liu, S. Z. Qiao, Q. H. Hu and G. Q. Lu, Magnetic
nanocomposites with mesoporous structures: synthesis
and applications, Small, 2011, 7, 425-443.

5Y. Wang and H. C. Gu, Core-shell-type magnetic
mesoporous silica nanocomposites for bioimaging and
therapeutic agent delivery, Adv. Mater., 2015, 27, 576-585.

6 K. Boll, A. Zimpel, O. Dietrich, S. Wuttke and M. Peller,
Clinically approved MRI contrast agents as imaging labels
for a porous iron-based MOF nanocarrier: a systematic
investigation in a clinical MRI setting, Adv. Ther., 2020, 3, 12.

7 K. Y. Ni, Z. H. Zhao, Z. J. Zhang, Z. J. Zhou, L. Yang,
L. R. Wang, H. Ai and J. H. Gao, Geometrically confined
ultrasmall gadolinium oxide nanoparticles boost the T
contrast ability, Nanoscale, 2016, 8, 3768-3774.

8 R. X. Wei, T. T. Zhou, C. J. Sun, H. Y. Lin, L. J. Yang,
B. W. Ren, Z. Chen and J. H. Gao, Iron-oxide-based twin
nanoplates with strong 7, relaxation shortening for
contrast-enhanced magnetic resonance imaging, Nanoscale,
2018, 10, 18398-18406.

9 A. Avasthi, C. Caro, E. Pozo-Torres, M. P. Leal and
M. L. Garcia-Martin, Magnetic nanoparticles as MRI
contrast agents, Top. Curr. Chem., 2020, 378, 40.

10 M. Gisbert-Garzaran, J. C. Berkmann, D. Giasafaki,
D. Lozano, K. Spyrou, M. Manzano, T. Steriotis,
G. N. Duda, K. Schmidt-Bleek, G. Charalambopoulou and
M. Vallet-Regi, Engineered pH-responsive mesoporous

5302 | Nanoscale Adv., 2020, 2, 5296-5304

View Article Online

Paper

carbon nanoparticles for drug delivery, ACS Appl. Mater.
Interfaces, 2020, 12, 14946-14957.

11 L. Chen, J. Zheng, J. L. Du, S. P. Yu, Y. Z. Yang and X. G. Liu,
Folic acid-conjugated magnetic ordered mesoporous carbon
nanospheres for doxorubicin targeting delivery, Mater. Sci.
Eng., C, 2019, 104, 109939.

12 Q. F. Zhao, Y. Z. Lin, N. Han, X. Li, H. J. Geng, X. D. Wang,
Y. Cui and S. L. Wang, Mesoporous carbon nanomaterials
in drug delivery and biomedical application, Drug Delivery,
2017, 24, 94-107.

13 S. Asgari, A. Pourjavadi, S. H. Hosseini and
S. Kadkhodazadeh, A pH-sensitive carrier based-on
modified hollow mesoporous carbon nanospheres with
calcium-latched gate for drug delivery, Mater. Sci. Eng., C,
2020, 109, 10.

14 L. Chen, H. Zhang, J. Zheng, S. P. Yu, J. L. Du, Y. Z. Yang and
X. G. Liu, Thermo-sensitively and magnetically ordered
mesoporous carbon nanospheres for targeted controlled
drug release and hyperthermia application, Mater. Sci.
Eng., C, 2018, 84, 21-31.

15 L. L. Wang, T. Lei, Z. X. Ren, X. Jiang, X. G. Yang, H. P. Bai
and S. X. Wang, Fe;0,@PDA@MnO, core-shell
nanocomposites for sensitive electrochemical detection of
trace Pb(u) in water, J. Electroanal. Chem., 2020, 864, 114065.

16 D. Shi, H. Yang, S. F. Ji, S. Jiang, X. F. Liu and D. N. Zhang,
Preparation and characterization of core-shell structure
Fe;0,@C magnetic nanoparticles, Procedia Eng., 2015, 102,
1555-1562.

17 R. Liu, S. Mi, Y. Y. Li, C. Chen, Y. Xie, Q. Chen and Z. Y. Chen,
Synthesis of monodispersed Fe;0,@C  core/shell
nanoparticles, Sci. China: Chem., 2016, 59, 394-397.

18 Wahajuddin and S. Arora, Superparamagnetic iron oxide
nanoparticles: magnetic nanoplatforms as drug carriers,
Int. J. Nanomed., 2012, 7, 3445-3471.

19 R. R. Qiao, C. H. Yang and M. Y. Gao, Superparamagnetic
iron oxide nanoparticles: from preparations to in vivo MRI
applications, J. Mater. Chem., 2009, 19, 6274-6293.

20 S.]. Zhang, X. Q. Qian, L. L. Zhang, W. J. Peng and Y. Chen,
Composition-property relationships in multifunctional
hollow mesoporous carbon nanosystems for PH-responsive
magnetic resonance imaging and on-demand drug release,
Nanoscale, 2015, 7, 7632-7643.

21 Y. Kuang, Y. Cao, M. Liu, G. Y. Zu, Y. J. Zhang, Y. Zhang and
R. ]J. Pei, Geometrical confinement of gadolinium oxide
nanoparticles in poly(ethylene glycol)/arginylglycylaspartic
acid-modified mesoporous carbon nanospheres as an
enhanced T; magnetic resonance imaging contrast agent,
ACS Appl. Mater. Interfaces, 2018, 10, 26099-26107.

22 S.Mohapatra, S. R. Rout, R. K. Das, S. Nayak and S. K. Ghosh,
Highly hydrophilic luminescent magnetic mesoporous
carbon nanospheres for controlled release of anticancer
drug and multimodal imaging, Langmuir, 2016, 32, 1611-
1620.

23 L. L. Feng, D. Yang, F. He, S. L. Gai, C. X. Li, Y. L. Dai and
P. P. Yang, A core-shell-satellite structured Fe;O,@g-C3N,-
UCNPs-PEG for T,/T,-weighted dual-modal MRI-guided
photodynamic therapy, Adv. Healthcare Mater., 2017, 6, 13.

This journal is © The Royal Society of Chemistry 2020


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d0na00714e

Open Access Article. Published on 26 September 2020. Downloaded on 7/24/2025 8:15:49 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Paper

24

25

26

27

28

29

30

31

32

33

34

35

Q. Q. Zhang, P. Y. Wang, X. M. Li, Y. T. Yang, X. F. Liu,
F. Zhang, Y. Ling and Y. M. Zhou, Preparation of highly
dispersed gamma-Fe,O; and GdPO, co-functionalized
mesoporous carbon spheres for dual-mode MR imaging
and anti-cancer drug carrying, J. Mater. Chem. B, 2017, 5,
3765-3770.

Q. Q. Zhang, P. Y. Wang, Y. Ling, X. M. Li, L. X. Xia,
Y. T. Yang, X. F. Liu, F. Zhang and Y. M. Zhou, Single
molecular wells-dawson-like heterometallic cluster for the
in situ functionalization of ordered mesoporous carbon:
a Ty- and T,- weighted dual-mode magnetic resonance
imaging agent and drug delivery system, Adv. Funct. Mater.,
2017, 27, 9.

H. B. Harvey, V. Gowda and G. Cheng, Gadolinium
deposition disease: a new risk management threat, J. Am.
Coll. Radiol., 2020, 17, 546-550.

J. D. Schlaudecker and C. R. Bernheisel, Gadolinium-
associated nephrogenic fibrosis, Am. Fam.
Physician, 2009, 80, 711.

H. Jung, B. Park, C. Lee, J. Cho, J. Suh, J. Park, Y. Kim, J. Kim,
G. Cho and H. Cho, Dual MRI T, and T, contrast with size-
controlled iron oxide nanoparticles, J. Nanomed.
Nanotechnol., 2014, 10, 1679-1689.

H. Wei, O. T. Bruns, M. G. Kaul, E. C. Hansen, M. Barch,
A. Wisniowska, O. Chen, Y. Chen, N. Li, S. Okada,
J. M. Cordero, M. Heine, C. T. Farrar, D. M. Montana,
G. Adam, H. Ittrich, A. Jasanoff, P. Nielsen and
M. G. Bawendi, Exceedingly small iron oxide nanoparticles
as positive MRI contrast agents, Proc. Natl. Acad. Sci. U. S.
A., 2017, 114, 2325-2330.

L. Y. Wang, J. Huang, H. B. Chen, H. Wy, Y. L. Xu, Y. C. Li,
H. Yi, Y. A. Wang, L. Yang and H. Mao, Exerting enhanced
permeability and retention effect driven delivery by
ultrafine iron oxide nanoparticles with T;-T, switchable
magnetic resonance imaging contrast, ACS Nano, 2017, 11,
4582-4592.

C. Bai, P. Hu, N. Liu, G. Feng, D. Liu, Y. Chen, M. Ma, N. Gu
and Y. Zhang, Synthesis of ultrasmall Fe;O, nanoparticles as
T;-T, dual-modal magnetic resonance imaging contrast
agents in rabbit hepatic tumors, ACS Appl. Nano Mater.,
2020, 3, 3585-3595.

Y. Meng, D. Gu, F. Q. Zhang, Y. F. Shi, H. F. Yang, Z. Li,
C. Z. Yu, B. Tu and D. Y. Zhao, Ordered mesoporous
polymers and homologous carbon  frameworks:
amphiphilic surfactant ~ templating  and direct
transformation, Angew. Chem., Int. Ed., 2005, 44, 7053-7059.
E. I. Tolis, M. Helliwell, S. Langley, J. Raftery and
R. E. P. Winpenny, Synthesis and characterization of
iron(IlI) phosphonate cage complexes, Angew. Chem., Int.
Ed., 2003, 42, 3804-3808.

E. L. Tolis, L. P. Engelhardt, P. V. Mason, G. Rajaraman,
K. Kindo, M. Luban, A. Matsuo, H. Nojiri, J. Raftery,
C. Schroder, G. A. Timco, F. Tuna, W. Wernsdorfer and
R. E. P. Winpenny, Studies of an Feg tridiminished
icosahedron, Chem.-Eur. J., 2006, 12, 8961-8968.

N. V. Gerbeleu, A. S. Batsanov, G. A. Timko, I. T. Struchkov,
K. M. Indrichan and G. A. Popovich, Synthesis and structure

systemic

This journal is © The Royal Society of Chemistry 2020

36

37

38

39

40

41

42

43

44

45

46

47

View Article Online

Nanoscale Advances

of trinuclear and hexanuclear mu-3-oxopivalates of iron(III),
Dokl. Akad. Nauk SSSR, 1987, 293, 364-367.

J. K. Kim, J. K. Lee, K. H. Kang, J. W. Lee and I. K. Song,
Catalytic decomposition of phenethyl phenyl ether to
aromatics over Pd-Fe bimetallic catalysts supported on
ordered mesoporous carbon, J. Mol. Catal. A: Chem., 2015,
410, 184-192.

B. Elsener, M. Crobu, M. A. Scorciapino and A. Rossi,
Electroless deposited Ni-P alloys: corrosion resistance
mechanism, J. Appl. Electrochem., 2008, 38, 1053-1060.

M. A. Korotin, D. W. Boukhvalov, N. V. Gavrilov, S. S. Kim,
S. O. Cholakh and E. Z. Kurmaev, Mixed substitution in P-
doped anatase TiO, probed by XPS and DFT, Phys. Status
Solidi B, 2018, 255, 5.

Z. K. Sun, B. Sun, M. Qiao, J. Wei, Q. Yue, C. Wang, Y. Deng,
S. Kaliaguine and D. Y. Zhao, A general chelate-assisted co-
assembly to metallic nanoparticles-incorporated ordered
mesoporous carbon catalysts for Fischer-Tropsch
synthesis, J. Am. Chem. Soc., 2012, 134, 17653-17660.

J. M. Rojo, J. L. Pizarro, J. R. Fernandez, J. M. Greneche,
M. I Arriortua, M. T. Fernandez-Diaz and T. Rojo,
Magnetic properties of M(PO;); (M = Fe, Mo)
a comparative neutron diffraction study, J. Mater. Chem.,
2003, 13, 1723-1730.

J. M. Rojo, J. L. Mesa, L. Lezama and T. Rojo, Magnetic
properties of the Fe(PO;); metaphosphate, J. Solid State
Chem., 1999, 145, 629-633.

W. J. Zhou, W. He, X. D. Zhang, J. A. Liu, Y. Dy, S. P. Yan,
X. Y. Tian, X. A. Sun, X. X. Han and Y. Z. Yue, Simple and
rapid synthesis of Fe(PO;); by microwave sintering, J.
Chem. Eng. Data, 2009, 54, 2073-2076.

G. M. Huang, K. L. Zhang, S. Chen, S. H. Li, L. L. Wang,
L. P. Wang, R. Liu, J. H. Gao and H. H. Yang, Manganese-
iron layered double hydroxide: a theranostic nanoplatform
with pH-responsive MRI contrast enhancement and drug
release, J. Mater. Chem. B, 2017, 5, 3629-3633.

G. M. Huang, R. Liu, Y. H. Huy, S. H. Li, Y. Wu, Y. Qiu, J. Y. Li
and H. H. Yang, FeOOH-loaded mesoporous silica
nanoparticles as a theranostic platform with pH-responsive
MRI contrast enhancement and drug release, Sci. China:
Chem., 2018, 61, 806-811.

Y. Qiu, W. W. Lin, L. L. Wang, R. Liu, J. G. Xie, X. Chen,
F. F. Yang, G. M. Huang and H. H. Yang, Iron phosphide
nanoparticles as a pH-responsive T; contrast agent for
magnetic resonance tumor imaging, RSC Adv., 2019, 9,
30581-30584.

L. R. Wang, X. L. Zhu, X. Y. Tang, C. Q. Wu, Z. ]J. Zhou,
C. J. Sun, S. L. Deng, H. Ai and J. H. Gao, A multiple
gadolinium complex decorated fullerene as a highly
sensitive T; contrast agent, Chem. Commun., 2015, 51,
4390-4393.

T. Guo, Y. Lin, Z. Li, S. Chen, G. M. Huang, H. R. Lin,
J. Wang, G. Liu and H. H. Yang, Gadolinium oxysulfide-
coated gold nanorods with improved stability and dual-
modal magnetic resonance/photoacoustic imaging contrast
enhancement for cancer theranostics, Nanoscale, 2017, 9,
56-61.

Nanoscale Adv., 2020, 2, 5296-5304 | 5303


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d0na00714e

Open Access Article. Published on 26 September 2020. Downloaded on 7/24/2025 8:15:49 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Nanoscale Advances

48 F. Q. Hu, Q. J. Jia, Y. L. Li and M. Y. Gao, Facile synthesis of
ultrasmall PEGylated iron oxide nanoparticles for dual-
contrast T;- and T,-weighted magnetic resonance imaging,
Nanotechnology, 2011, 22, 245604.

49 P. Caravan, J. J. Ellison, T. J. McMurry and R. B. Lauffer,
Gadolinium(m) chelates as MRI contrast agents: Structure,
dynamics, and applications, Chem. Rev., 1999, 99, 2293-
2352.

50 M. Pernia Leal, S. Rivera-Fernandez, J. M. Franco, D. Pozo,
J. M. de la Fuente and M. L. Garcia-Martin, Long-
circulating PEGylated manganese ferrite nanoparticles for
MRI-based molecular imaging, Nanoscale, 2015, 7, 2050-
2059.

5304 | Nanoscale Adv., 2020, 2, 5296-5304

View Article Online

Paper

51 G. Klug, T. Kampf, S. Bloemer, J. Bremicker, C. H. Ziener,
A. Heymer, U. Gbureck, E. Rommel, U. Noth,
W. A. Schenk, P. M. Jakob and W. R. Bauer, Intracellular
and extracellular 7; and T, relaxivities of magneto-optical
nanoparticles at experimental high fields, Magn. Reson.
Med., 2010, 64, 1607-1615.

52 P. Caravan, Strategies for increasing the sensitivity of
gadolinium based MRI contrast agents, Chem. Soc. Rev.,
2006, 35, 512-523.

53 T. Lam, P. Pouliot, P. K. Avti, F. Lesage and A. K. Kakkar,
Superparamagnetic iron oxide based nanoprobes for
imaging and theranostics, Adv. Colloid Interface Sci., 2013,
199-200, 95-113.

This journal is © The Royal Society of Chemistry 2020


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d0na00714e

	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e

	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e

	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e
	In situ embedding dual-Fe nanoparticles in synchronously generated carbon for the synergistic integration of magnetic resonance imaging and drug deliveryElectronic supplementary information (ESI) available. See DOI: 10.1039/d0na00714e


