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tallic iron–palladium (FePd)
nanoparticle loaded macrophages for targeted
tumor photothermal therapy in NIR-II biowindows
and magnetic resonance imaging†

Yang Yang, ‡a Mng Lyu,‡ac Jing-Hua Li,‡b Dao-Ming Zhu,‡a Yu-Feng Yuan*b

and Wei Liu*a

Nanoparticles working in the NIR-II biowindows possess larger maximum permissible exposure (MPE) and

desirable penetration depth to the laser. However, most NIR-II responsive nanomaterials lack tumor

targeting and Magnetic Resonance Imaging (MRI) ability. This greatly limits their applications. This study

reported ultra-small bimetallic iron–palladium (FePd) nanoparticle loaded macrophages for targeted

tumor photothermal therapy in NIR-II biowindows and magnetic resonance imaging. The crystal phase,

morphology, absorption spectrum and photothermal performance of the synthesized samples were

systematically characterized. The effects of photothermal therapy and nuclear magnetic imaging (MRI)

were studied both in vitro and in vivo. Since FePd nanoparticles have both iron and palladium elements,

it had a good MRI imaging capability and high photothermal conversion efficiency (36.7%). After binding

to macrophages, FePd nanoparticles@macrophages (FePd@M) showed a good tumor targeting ability

and were used for targeting NIR-II photothermal therapy and MRI imaging of tumors. The results of

photothermal treatment showed that the tumor volume decreased by 90% compared to the control

group, and no significant organ toxicity was observed. The results of MRI imaging showed that the

FePd@M has the best imaging effect. The nanoparticles with the excellent NIR-II PTT ability and MRI

effect have overcome the problem of tumor targeting and avoid the rapid removal of ultra-small

nanoparticles. The FePd@M delivery system provides new ideas for material construction in the NIR-II

region and has great clinical application potential.
1. Introduction

Cancer is still a serious public health problem in the world.1 The
top three cancers by mortality rate are lung cancer, liver cancer,
and gastric cancer.2 Among them, hepatocellular carcinoma
(HCC) is a terrible malignant tumor, and 500 000 people die of
liver cancer every year in the world.3 However, conventional
chemotherapy, as the most common treatment, oen causes
patients to suffer due to systemic toxicity and side effects.4

There is an urgent need for new and more effective treatment
strategies for HCC.
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The development of some nanomaterials with unique phys-
ical and chemical properties provides an opportunity to design
multifunctional nanoscale platforms.5 At present, the nano-
technology treatment has brought unprecedented opportuni-
ties for the precise treatment of cancer, with small side effects
and good therapeutic effect.6 In particular, nanomaterial-
mediated photothermal therapy (PTT) can locally transform
the near-infrared (NIR) light transmitted by the tissue into
thermal ablation of cancer cells.7,8 PTT is less invasive and
requires lower intensity radiation, which is more selective for
cancer cells.9 The near-infrared photothermal therapy is a very
promising treatment with the advantages of high efficiency,
minimal invasiveness, and strong selectivity.10–12 Especially in
the near-infrared two-region biological window (NIR-II, 1000–
1350 nm), the blood and so tissue absorption are the smallest,
and the imaging resolution and light penetration depth are
greatly improved.13 More and more attention is devoted to this
area enables people to explore many nanomaterials respond to
the NIR-II window, including transition metals sulde/oxide
semiconductor,14–16 precious metal nanomaterials,17–19 and
polymer nanocomposites.20 At the same time, these
This journal is © The Royal Society of Chemistry 2019
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nanomaterials usually have photoacoustic imaging and
computerized tomography (CT) imaging capabilities.18,21,22

Tumor-targeted precision imaging is also the key to accurate
tumor therapy.23 However, most NIR-II responsive nano-
particles lack tumor targeting and magnetic resonance imaging
ability, which greatly limits their application.

Here, we have designed an ultra-small bimetallic iron–palla-
dium (FePd) nanoparticles loaded macrophages for targeted
tumor photothermal therapy in NIR-II biowindows and magnetic
resonance imaging as shown in Fig. 1. This nanoparticles with
a particle size of about 4 nm have both strong NIR-II photothermal
absorption capacity (about 45% photothermal conversion effi-
ciency) and good Magnetic Resonance Imaging (MRI) capabilities.
What's more, the ultra-small size (<6 nm) of nanoparticles let it be
eliminated renally.24 Therefore, FePd NPs are a biocompatible
nanomaterial. However, nanoparticles such a small size range (<20
nm) are rapidly aggregated in blood, passivated by serum protein
adsorption onto the nanoparticle surfaces, losing therapeutic
potentials.25–28 In order to improve the targeting of the FePd NPs to
tumor tissues, macrophages are used as carriers to deliver FePd
NPs in our study. Macrophages have been proven as an excellent
nanoparticles carrier with small side effects and good tumor tar-
geting.29–32 FePd NPs loaded macrophages (FePd@M) can be tar-
geted to the tumor site, which also greatly increased the
accumulation of nanoparticles in the tumor site. Compared with
the control group and exposed nanoparticles, FePd@M showed
a stronger photothermal treatment effect (about 90%of tumors are
ablated) and better nuclear magnetic imaging. Our work provides
new ideas for designing NIR-II response nanoparticles, and the
multifunctional FePd@M compound has good clinical application
potential.
Fig. 1 Ultra-small iron–palladium (FePd) nanoparticles with Near-Infr
photothermal therapy and magnetic resonance imaging.

This journal is © The Royal Society of Chemistry 2019
2. Results and discussions
Preparation and characterization of FePd nanoparticles

Transmission electron microscopy (TEM) was employed to
visually the structure of FePd nanoparticles, as shown in Fig. 2a
and S1,† it revealed that the FePd nanoparticle have a uniform
size distribution and the size of the FePd nanoparticle is about
3.8 nm. The XRD patterns as shown in Fig. 2c, it demonstrated
peaks of {111}, {200}, {220} and {311} facet. The obvious lattice
fringe in HRTEM image as shown in Fig. S2† and revealed an
interplanar spacing of 0.230 nm in correspondence to the {111}
lattice plane of Pd phase. The optical absorption spectra of the
FePd nanoparticle and FePd@M are acquired on a UV-visible-
NIR spectrophotometer. FePd NPs have good absorption in
the NIR-II region (Fig. 2d), and FePd@M also has good stability
(Fig. S3†). As shown in Fig. 2b, the Fe and Pd element mapping
pattern from FePd nanoparticles further proved that it was
successfully prepared. EDS spectra of FePd NPs showed an
atomic content is 42.8% for Fe and 57.2% for Pd (Fig. 2e).
Bright-eld images of pure nanoparticles and macrophages
before and aer uptake of FePd nanoparticles as shown in
Fig. 2f–h.
In vitro photothermal ability of FePd nanoparticles

We veried the in vitro photothermal conversion capability of
FePd nanoparticles and FePd@M. As shown in Fig. 3a and c, the
nanoparticles showed good heating capacity under 1064 nm
laser irradiation and could rise up to more than 50 �C in 5
minutes. The greater the concentration, the more obvious the
effect of temperature rise. It is also worth noting that the
temperature risen of macrophages carrying the same quality
ared-II (NIR-II) region photothermal responsive for targeted tumor

RSC Adv., 2019, 9, 33378–33387 | 33379
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Fig. 2 Characterization of FePd nanoparticle: (a) TEM image of FePd NPs with different magnifications. (b) SEM image and corresponding
elemental mapping images of Fe and Pd. Scale bars ¼ 1 mm. (c) XRD spectra; (d) absorbance spectra and (e) EDS spectra of FePd NPs. (f) Bright-
field image of pure FePd NPs. (g) Bright-field image of macrophages. (h) Bright-field image of FePd@M.
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materials is consistent with that of pure materials, indicating
that the photothermal conversion ability of nanoparticles has
not changed aer macrophage phagocytosis. Subsequently, we
veried its photothermal cycling ability (as shown in Fig. 3b).
The results show that the FePd nanoparticles have good pho-
tothermal cycling ability and can be repeatedly heated by the
laser. We further calculated the photothermal conversion effi-
ciency of the material, and the photothermal conversion effi-
ciency of the FePd nanoparticles was about 36.7% (Fig. 3d and
e), this was calculated according to the method established by
Roper and co-workers33 and indicated good photothermal
properties of FePd NPs. In general, FePd nanoparticles have
good photothermal conversion capability in the NIR-II optical
window and can be used for photothermal therapy.
The biocompatibility and cellular uptake of FePd
nanoparticles

Good biocompatibility of nanomaterials is an essential
prerequisite for biomedical applications.34 To evaluate the
33380 | RSC Adv., 2019, 9, 33378–33387
biocompatibility of FePd nanoparticles, FDA/PI live/dead cell
staining was used, live cells were stained green by FDA, and
dead cells were stained red by PI. From the uorescence
diagram in Fig. 4a and S4,† aer the macrophages were incu-
bated with PBS and FePd nanoparticles of different concentra-
tion (200, 300, 400 and 500 mg ml�1) for 24 and 48 hours
(Fig. S3†), substantially no red uorescence showing dead cells
appeared. At the same time, ow cytometry (Fig. S5†) and CCK-8
(Fig. 4c) assay was also performed. The apoptotic ow results
showed that macrophages did not apoptosis even in the pres-
ence of high concentrations of FePd NPs (500 mg ml�1), indi-
cating that macrophages have the ability to carry FePd NPs, and
FePd nanoparticles didn't cause damage to cells. FePd NPs have
a good biocompatibility.

Phagocytosis of FePd nanoparticles by macrophages is an
important condition for macrophages as a good carrier.30 In
order to quantitatively determine the phagocytosis of FePd NPs
by macrophages, we used ICP-AES to detect the content of iron
and palladium in cells. As shown in Fig. 4b, macrophages were
This journal is © The Royal Society of Chemistry 2019
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Fig. 3 In vitro photothermal ability of FePd nanoparticles. (a) The infrared thermal images of pure water and FePd nanoparticles (500 mg ml�1)
irradiated for 0 and 3min (1064 nm, 1.0W cm�2). (b) The photothermal response of FePd nanoparticles aqueous solution (500 mgml�1) with a NIR
laser (1064 nm, 1.0 W cm�2), and then the laser was shut off. Repeat three times. (c) Temperature elevation of water and FePd nanoparticles
aqueous solutions with different concentrations as a function of irradiation time exposure to 1064 nm NIR laser (1.0 W cm�2). The temperatures
were measured. Every 10 s using a thermocouple microprobe. (d) The photothermal response of FePd nanoparticles aqueous solution (500 mg
ml�1) with a NIR laser (1064 nm, 1.0W cm�2), and then the laser was shut off. (e) Linear time data versus�ln q obtained from the cooling period of
(d).
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able to efficiently phagocytose FePd nanoparticles aer being
cultured with different concentrations of FePd nanoparticles.
The experimental data show that when the concentration of
FePd nanoparticles is 500 mg ml�1, the phagocytosis of the cells
is about 360 mg, which shows the high phagocytic efficiency of
macrophages to FePd nanoparticles.
In vivo biodistribution and tumor targeting of FePd@M

The most critical factor for the use of nanoparticles for tumor
treatment or imaging is the amount of accumulation at the
tumor site. The body's immune system removes most of the
nanoparticles, so it is urgent to develop nanoparticles that
target tumor sites. Therefore, we have studied the distribution
in vivo and tumor targeting of FePd@M nanoparticles. To
validate FePd@M in vivo distribution and tumor targeting
capabilities, In vivo imaging system (IVIS) and organ ex vivo
imaging was used. Firstly, macrophages and FePd NPs were co-
cultured to form FePd@M, and then injected into the mice
implanted with human liver cancer cell line Huh-7 tumors by
tail vein. The pure FePd NPs were injected into the Huh-7
tumor bearing mice as a control group. As shown in the
Fig. 5a, pure macrophage and FePd@M both have a large
accumulation in the liver of mice, which is due to the
This journal is © The Royal Society of Chemistry 2019
reticuloendothelial systems (RES) absorption.30 The FePd@M
showed a very bright Cy5 uorescence at the tumor site,
indicating that the FePd@M also accumulate in the tumor site,
and the pure material accumulates very little in the tumor site.
Subsequently, we performed imaging of main organs aer the
mice were sacriced as shown in Fig. 5b. It was found that the
FePd@M had a stronger accumulation at the tumor site than
the pure NPs, corresponding to the results of in vivo imaging.
To further validate the targeting of FePd@M to tumor tissue,
we quantitatively tested the content of nanomaterials in each
organ through ICP-AES. As shown in the Fig. 5c, for the pure
FePd NPs group, we detected high concentrations of palla-
dium ions in the liver and spleen, and the concentration at the
tumor site was low (15.26 � 2.08 mg g�1). This is probably
because ultra-small nanoparticles are easily removed in vivo,
and the EPR effect at the tumor site is relatively weak.35 On the
contrary, in addition to the higher accumulation in the liver
and spleen, FePd@M also have a very strong accumulation in
the tumor site (51.10 � 9.34 mg g�1), and the concentration of
palladium ions in the tumor site is 3–4 times larger than that
of the pure NPs group. In general, FePd@M have a good tumor
targeting ability and avoid the fatal defects of ultra-small
nanoparticles.
RSC Adv., 2019, 9, 33378–33387 | 33381
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Fig. 4 The biocompatibility of the FePd nanoparticles: (a) FDA/PI staining (viable cells are stained green with FDA and dead cells are stained red
with PI) after the macrophages were incubated with PBS and FePd nanoparticles of different concentration (200, 300, 400 and 500 mg ml�1) for
24 hours; (b) quantitative determination of macrophages uptake of FePd; (c) cell viability of RAW 264.7 cells determined by CCK-8 assay after
incubating with different concentrations of FePd NPs for 0, 24, 36, 48, 72 and 96 h.

RSC Advances Paper

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

7 
O

ct
ob

er
 2

01
9.

 D
ow

nl
oa

de
d 

on
 1

1/
16

/2
02

5 
6:

42
:4

9 
PM

. 
 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
In vitro and in vivo MRI

The nanoparticles currently available for nuclear magnetic
imaging include Fe3O4, MnO2, Gd3+-containing polymers,
etc. However, due to the tumor targeting and single func-
tion, the application is greatly limited. Therefore, it is
urgent to synthesize a multifunctional nanoparticle to
target tumor magnetic imaging. Our synthetic FePd nano-
particles which contain iron, may be used as a novel nuclear
magnetic imaging contrast agent, combined with the tar-
geting ability of macrophages, we have veried the MRI in
vivo and in vivo capabilities of FePd@M. Firstly, we use the
MRI system to measure the R2 value of FePd nanoparticles.
As shown in the Fig. 6a, as the concentration of FePd
nanoparticles increased, the T2 image gradually becomes
black, the relaxation time is shortened, and the relaxation
rate is increased. The value of the T2-weighted relaxation
33382 | RSC Adv., 2019, 9, 33378–33387
rate R2 of FePd nanoparticles is 30.80 mM�1 S�1. It shows
that the material has better MRI capability and is concen-
tration dependent and can be further used for nuclear
magnetic imaging in vivo.

To evaluate nuclear magnetic imaging in vivo, when the
tumor volume carrying Huh-7 mice grew to approximately 400
mm3, we injected 200 ml of FePd (1 mg ml�1) and FePd@M
(containing 1 mg ml�1 FePd) by tail vein injection. Then we
used the MRI system to detect the MRI of the tumor site. As
shown in Fig. 6b, the MRI image showed that the MR image of
the tumor site of the pure FePd was darker than that of the PBS
group, and the MRI signal in the FePd@M group tumor site was
stronger than the PBS and FePd groups. It indicates that the
FePd@M group has a good enrichment ability at the tumor site
and can be used for nuclear magnetic imaging targeting tumor
tissues.
This journal is © The Royal Society of Chemistry 2019
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Fig. 5 In vivo biodistribution of FePd and FePd@M in mice bearing Huh-7 tumors: (a) in vivo fluorescence tracking of the Cy5-labeled FePd, pure
macrophage and FePd@M after intravenous injection; (b) ex vivo fluorescence images of the tumors and major organs including heart (He), liver
(Li), spleen (Sp), lung (Lu), and kidney (Ki) at 24 h after intravenous injection of dye-labeled FePd and dye-labeled FePd@M; (c) biodistribution of Pd
at 24 h post-injection of the FePd and FePd@M.
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In vivo photothermal therapy

Currently photothermal therapy is a widely studied therapy. The
reagents commonly used in photothermal therapy include
precious metal nanoparticles,36–40 small molecule reagents,41–43

carbon based nanomaterials,44–46 in vivo photothermal effect is
This journal is © The Royal Society of Chemistry 2019
the most direct vericationmethod for evaluating nanoparticles
for photothermal therapy, so we veried the photothermal
treatment of FePd@M nanoparticles in vivo. We randomly
divided BALB/c nude mice bearing Huh-7 liver tumor into four
groups. When the tumor volume of BALB/c nude mice grew to
RSC Adv., 2019, 9, 33378–33387 | 33383
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Fig. 6 In vitro and in vivoMRI imaging. (a) T2 relaxation rate values (R2) of FePd nanoparticles at different concentrations. The inset shows R2 and
R2 value of FePd nanoparticles and its T2-weighted MR images at different Fe concentrations. (b) Representative in vivo T2-weighted MR images
of Huh-7 tumor-bearing mice before and after injection of PBS, FePd, FePd@M.
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about 200 mm3, each mouse was injected with 200 ml of PBS
solution, pure macrophages, pure FePd nanoparticles (500 mg
ml�1) and FePd@M (containing 500 mg ml�1 FePd) through the
tail vein. Aer 24 hours, the mice were anesthetized and irra-
diated with a 1064 nm laser (1.0 W cm�2) for 3 min at the tumor
site for photothermal therapy. At the same time, an infrared
camera is used to monitor the temperature change of the tumor
site. As shown in Fig. 7a and b, there was no signicant change
in the temperature of the tumor site in the PBS group and
macrophages group, and the temperature of the tumor site in
the FePd group increased by about 10 �C, while the temperature
of the tumor site in the FePd@M group increased signicantly,
and increased to about 60 �C aer 3 minutes. It is indicated that
the nanoparticles have good photothermal conversion effi-
ciency and can be heated to a temperature exceeding the
tolerance of the cells (42 �C).22,47 In addition, the FePd@M group
had a better temperature-increasing effect than the FePd group,
indicating that the FePd@M was abundantly enriched in the
tumor site of the mouse, and the photothermal effect was more
obvious.

In order to evaluate the anti-tumor effect of FePd@M aer
photothermal treatment of tumor sites in mice, we measured
the body weight and tumor volume of each group every two
33384 | RSC Adv., 2019, 9, 33378–33387
days. As shown in Fig. 7c, rapid tumor growth was obtained in
the PBS group, macrophages group, and the tumor grew from
about 200 mm3 to 650 mm3. While the tumor volume was
inhibited by 15% in the FePd group, tumor volume was
inhibited by 90% in the FePd@M group. Due to its good tar-
geting, FePd@M can be largely accumulated in the tumor site.
Under laser irradiation, the caused high temperature is enough
to kill a large number of cancer cells. However, the pure FePd
nanoparticles can't be accumulated in the tumor site effectively,
so the treatment effect is not obvious. To further verify the
destruction of tumor tissue, we stained TUNEL and Ki67 for
tumor tissue of each group. As shown in Fig. 7e, the FePd@M
group had the greatest degree of apoptosis and minimal cell
proliferation compared to the other groups, it is further
explained that FePd@M has good photothermal therapeutic
effect. It should be noted that there was no signicant change in
body weight in all treatment groups and indicating good
biocompatibility of FePd@M (Fig. 7d).

Similarly, 4T1 tumor-bearing BALB/c mice were used to
evaluate the photothermal effect of FePd in other models. As
shown in Fig. S6,† we veried the photothermal treatment of
FePd@M nanoparticles in vivo of 4T1 tumor-bearing BALB/c
mice. As shown in Fig. S6(a),† in comparison, the tumor
This journal is © The Royal Society of Chemistry 2019
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Fig. 7 In vivo photothermal therapy and cytotoxicity. (a) Thermal images of Huh-7 tumor-bearing mice after injection of PBS, FePd, macro-
phages, FePd@macrophages and exposure to 1064 nm laser irradiation. (b) Heating curves of Huh-7 tumors upon 1064 nm laser irradiation after
injection of PBS, FePd, macrophages, FePd@macrophages as a function of irradiation time. (c) Tumor volume curves after injection of PBS, FePd,
macrophages, FePd@macrophages and exposure to 1064 nm laser irradiation. (d) Treatment side effects were assessed by mice body weight in
PBS, FePd, macrophages, FePd@macrophages group. (e) Representative TUNEL and Ki-67 stained tumor slice images of mice after injection of
PBS, FePd, macrophages, FePd@macrophages and exposure to 1064 nm laser irradiation. Scale bars ¼ 100 mm. (f) Histopathologic examination
of the tissues including heart, liver, spleen, lung and kidney from BALB/c nude mice after intravenous administration of PBS, FePd (500 mg ml�1)
and FePd@M (containing 500 mg ml�1 FePd) with NIR irradiation for 20 d. Scale bars ¼ 100 mm.
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temperature under 1064 nm NIR laser irradiation showed the
FePd@M group has a very slight change, and increased to about
65 �C. The tumor volumes of the four groups were measured
every 2 days using a digital caliper, as shown in Fig. S6(b),† in
the groups of PBS, macrophage, FePd group, the volumes
reaching 700 mm3, while the FePd@M group was completely
eradicated. As shown in Fig. S6(c),† no signicant difference in
body weight was observed between the treatment group and the
control group within 14 days, indicating that the cells and
nanoparticles had no toxic and side effects on the mice. Tumor
slice images as shown in Fig. S6(d),† the FePd@M group had the
greatest degree of apoptosis, further proof, FePd@M group has
a good photothermal treatment effect.
In vivo cytotoxicity evaluation

In order to evaluate the potential toxicity of FePd nanoparticles,
histopathological analysis methods were used to detect the
toxicity in vivo. Aer 15 days, the mice were sacriced and the
main organs such as heart, liver, spleen, lung and kidney were
taken for H&E staining. As shown in Fig. 7f, it is apparent that
no signicant organ damage or inammatory damage was
observed in the control group and the experimental group
throughout the treatment period, indicating that the FePd
nanoparticles have good biocompatibility in vivo.
3. Conclusions

Overall, we have successfully designed an ultra-small multi-
functional FePd nanoparticles with Near-Infrared-II (NIR-II)
photothermal response for targeted tumor photothermal
This journal is © The Royal Society of Chemistry 2019
therapy and magnetic resonance imaging. A series of experi-
mental results shows that the FePd nanoparticles have good
biocompatibility and photothermal conversion efficiency
(36.7%) in NIR-II region. By binding to macrophages, FePd@M
has a good tumor targeting ability, and can be quickly and
accurately accumulated in tumor site. Subsequently, it can be
used for NIR-II photothermal therapy and tumor MRI imaging.
The nanoparticles we built overcome the problem of tumor
targeting and avoid the rapid removal of ultra-small nano-
particles. The FePd@M delivery system provides new ideas for
material construction in the NIR-II region and has a great
clinical application potential.
Conflicts of interest

There are no conicts of interest to declare.
Acknowledgements

This work was supported by National Natural Science Founda-
tion for Outstanding Youth Foundation (Grant No. 61722405),
National Key R&D Program for Major Research Instruments
(Grant No. 81527801), National Key R&D Program (Grant No.
2016YFC1000701). All animal procedures were performed in
accordance with the Guidelines for Care and Use of Laboratory
Animals of Wuhan University and experiments were approved
by the Animal Ethics Committee of Wuhan University. All the
animals in this study received humane care in compliance with
the institution's guidelines for the maintenance and use of
laboratory animals in research.
RSC Adv., 2019, 9, 33378–33387 | 33385

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c9ra05649a


RSC Advances Paper

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

7 
O

ct
ob

er
 2

01
9.

 D
ow

nl
oa

de
d 

on
 1

1/
16

/2
02

5 
6:

42
:4

9 
PM

. 
 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
References

1 R. L. Siegel, K. D. Miller and A. Jemal, Cancer statistics, 2015,
Ca-Cancer J. Clin., 2015, 65, 5–29.

2 V. Hernandez-Gea, S. Toffanin, S. L. Friedman and
J. M. Llovet, Role of the microenvironment in the
pathogenesis and treatment of hepatocellular carcinoma,
Gastroenterology, 2013, 144, 512–527.

3 Z. Wang, Y. S. Wang, Z. M. Chang, L. Li, Y. Zhang, M. M. Lu,
X. Zheng, M. Li, D. Shao, J. Li, L. Chen and W. F. Dong,
Berberine-loaded Janus nanocarriers for magnetic eld-
enhanced therapy against hepatocellular carcinoma, Chem.
Biol. Drug Des., 2017, 89, 464–469.

4 Y. Liu, X. Zhang, L. Luo, L. Li, Y. He, J. An and D. Gao, Self-
Assembly of Stimuli-Responsive Au–Pd Bimetallic
Nanoowers Based on Betulinic Acid Liposomes for
Synergistic Chemo-Photothermal Cancer Therapy, ACS
Biomater. Sci. Eng., 2018, 4, 2911–2921.

5 W. Zhang, Y. Wang, X. Sun, W. Wang and L. Chen,
Mesoporous titania based yolk-shell nanoparticles as
multifunctional theranostic platforms for SERS imaging
and chemo-photothermal treatment, Nanoscale, 2014, 6,
14514–14522.

6 M. R. Choi, K. J. Stanton-Maxey, J. K. Stanley, C. S. Levin,
R. Bardhan, D. Akin, S. Badve, J. Sturgis, J. P. Robinson,
R. Bashir, N. J. Halas and S. E. Clare, A cellular Trojan
Horse for delivery of therapeutic nanoparticles into
tumors, Nano Lett., 2007, 7, 3759–3765.

7 Y. Liu, P. Bhattarai, Z. Dai and X. Chen, Photothermal
therapy and photoacoustic imaging via nanotheranostics in
ghting cancer, Chem. Soc. Rev., 2019, 48, 2053–2108.

8 Y. Deng, X. Tian, S. Lu, M. Xie, H. Hu, R. Zhang, F. Lv,
L. Cheng, H. Gu, Y. Zhao and Y. Pan, Fabrication of
Multifoliate PtRu Bimetallic Nanocomplexes for Computed
Tomography Imaging and Enhanced Synergistic
Thermoradiotherapy, ACS Appl. Mater. Interfaces, 2018, 10,
31106–31113.

9 D. de Melo-Diogo, C. Pais-Silva, D. R. Dias, A. F. Moreira and
I. J. Correia, Strategies to Improve Cancer Photothermal
Therapy Mediated by Nanomaterials, Adv. Healthcare
Mater., 2017, 6, 2192–2659.

10 K. F. Chu and D. E. Dupuy, Thermal ablation of tumours:
biological mechanisms and advances in therapy, Nat. Rev.
Cancer, 2014, 14, 199–208.

11 Y. Huang, N. He, Y. Wang, D. Shen, Q. Kang, R. Zhao and
L. Chen, Self-assembly of nanoparticles by human serum
albumin and photosensitizer for targeted near-infrared
emission uorescence imaging and effective phototherapy
of cancer, J. Mater. Chem. B, 2019, 7, 1149–1159.

12 J. Lai, G. Deng, Z. Sun, X. Peng, J. Li, P. Gong, P. Zhang and
L. Cai, Scaffolds biomimicking macrophages for
a glioblastoma NIR-Ib imaging guided photothermal
therapeutic strategy by crossing blood-brain barrier,
Biomaterials, 2019, 211, 48–56.

13 X. Yu, A. Li, C. Zhao, K. Yang, X. Chen and W. Li, Ultrasmall
Semimetal Nanoparticles of Bismuth for Dual-Modal
33386 | RSC Adv., 2019, 9, 33378–33387
Computed Tomography/Photoacoustic Imaging and
Synergistic Thermoradiotherapy, ACS Nano, 2017, 11,
3990–4001.

14 Z. Chen, Q. Wang, H. Wang, L. Zhang, G. Song, L. Song,
J. Hu, H. Wang, J. Liu, M. Zhu and D. Zhao, Ultrathin
PEGylated W18O49 nanowires as a new 980 nm-laser-driven
photothermal agent for efficient ablation of cancer cells in
vivo, Adv. Mater., 2013, 25, 2095–2100.

15 C. Guo, H. Yu, B. Feng, W. Gao, M. Yan, Z. Zhang, Y. Li and
S. Liu, Highly efficient ablation of metastatic breast cancer
using ammonium-tungsten-bronze nanocube as a novel
1064 nm-laser-driven photothermal agent, Biomaterials,
2015, 52, 407–416.

16 A. Li, X. Li, X. Yu, W. Li, R. Zhao, X. An, D. Cui, X. Chen and
W. Li, Synergistic thermoradiotherapy based on PEGylated
Cu3BiS3 ternary semiconductor nanorods with strong
absorption in the second near-infrared window,
Biomaterials, 2017, 112, 164–175.

17 K. W. Hu, T. M. Liu, K. Y. Chung, K. S. Huang, C. T. Hsieh,
C. K. Sun and C. S. Yeh, Efficient near-IR hyperthermia
and intense nonlinear optical imaging contrast on the gold
nanorod-in-shell nanostructures, J. Am. Chem. Soc., 2009,
131, 14186–14187.

18 X. Ding, C. H. Liow, M. Zhang, R. Huang, C. Li, H. Shen,
M. Liu, Y. Zou, N. Gao, Z. Zhang, Y. Li, Q. Wang, S. Li and
J. Jiang, Surface plasmon resonance enhanced light
absorption and photothermal therapy in the second near-
infrared window, J. Am. Chem. Soc., 2014, 136, 15684–15693.

19 M. Manikandan, N. Hasan and H. F. Wu, Platinum
nanoparticles for the photothermal treatment of Neuro 2A
cancer cells, Biomaterials, 2013, 34, 5833–5842.

20 L. Li, Y. Liu, P. Hao, Z. Wang, L. Fu, Z. Ma and J. Zhou,
PEDOT nanocomposites mediated dual-modal
photodynamic and photothermal targeted sterilization in
both NIR I and II window, Biomaterials, 2015, 41, 132–140.

21 X. Yu, A. Li, C. Zhao, K. Yang, X. Chen and W. Li, Ultrasmall
Semimetal Nanoparticles of Bismuth for Dual-Modal
Computed Tomography/Photoacoustic Imaging and
Synergistic Thermoradiotherapy, ACS Nano, 2017, 11,
3990–4001.

22 J. Zhou, Y. Jiang, S. Hou, P. K. Upputuri, D. Wu, J. Li,
P. Wang, X. Zhen, M. Pramanik, K. Pu and H. Duan,
Compact Plasmonic Blackbody for Cancer Theranosis in
the Near-Infrared II Window, ACS Nano, 2018, 12, 2643–
2651.

23 Y. Huang, Q. Liu, Y. Wang, N. He, R. Zhao, J. Choo and
L. Chen, Gold nanorods functionalized by a glutathione
response near-infrared uorescent probe as a promising
nanoplatform for uorescence imaging guided precision
therapy, Nanoscale, 2019, 11, 12220–12229.

24 W. Poon, Y. N. Zhang, B. Ouyang, B. R. Kingston, J. L. Wu,
S. Wilhelm and W. C. W. Chan, Elimination Pathways of
Nanoparticles, ACS Nano, 2019, 5785–5798.

25 E. Blanco, H. Shen and M. Ferrari, Principles of nanoparticle
design for overcoming biological barriers to drug delivery,
Nat. Biotechnol., 2015, 33, 941–951.
This journal is © The Royal Society of Chemistry 2019

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c9ra05649a


Paper RSC Advances

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

7 
O

ct
ob

er
 2

01
9.

 D
ow

nl
oa

de
d 

on
 1

1/
16

/2
02

5 
6:

42
:4

9 
PM

. 
 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
26 A. C. Eier and C. S. Thaxton, Nanoparticle therapeutics:
FDA approval, clinical trials, regulatory pathways, and case
study, Methods Mol. Biol., 2011, 726, 325–338.

27 J. Kim, C. Jo, W. G. Lim, S. Jung, Y. M. Lee, J. Lim, H. Lee,
J. Lee and W. J. Kim, Programmed Nanoparticle-Loaded
Nanoparticles for Deep-Penetrating 3D Cancer Therapy,
Adv. Mater., 2018, e1707557.

28 S. D. Li and L. Huang, Pharmacokinetics and biodistribution
of nanoparticles, Mol. Pharmaceutics, 2008, 5, 496–504.

29 A. Aalipour, H. Y. Chuang, S. Murty, A. L. D'Souza, S. M. Park,
G. S. Gulati, C. B. Patel, C. Beinat, F. Simonetta, I. Martinic,
G. Gowrishankar, E. R. Robinson, E. Aalipour, Z. Zhian and
S. S. Gambhir, Engineered immune cells as highly sensitive
cancer diagnostics, Nat. Biotechnol., 2019, 531–539.

30 Z. Li, J. Shao, Q. Luo, X. F. Yu, H. Xie, H. Fu, S. Tang,
H. Wang, G. Han and P. K. Chu, Cell-borne 2D
nanomaterials for efficient cancer targeting and
photothermal therapy, Biomaterials, 2017, 133, 37–48.

31 Z. Li, H. Huang, S. Tang, Y. Li, X. F. Yu, H. Wang, P. Li,
Z. Sun, H. Zhang, C. Liu and P. K. Chu, Small gold
nanorods laden macrophages for enhanced tumor
coverage in photothermal therapy, Biomaterials, 2016, 74,
144–154.

32 W. Zhang, M. Wang, W. Tang, R. Wen, S. Zhou, C. Lee,
H. Wang, W. Jiang, I. M. Delahunty, Z. Zhen, H. Chen,
M. Chapman, Z. Wu, E. W. Howerth, H. Cai, Z. Li and
J. Xie, Nanoparticle-Laden Macrophages for Tumor-Tropic
Drug Delivery, Adv. Mater., 2018, e1805557.

33 D. K. Roper, W. Ahn and M. Hoepfner, Microscale Heat
Transfer Transduced by Surface Plasmon Resonant Gold
Nanoparticles, J. Phys. Chem. C, 2007, 111, 3636–3641.

34 D.-M. Zhu, W. Xie, Y.-S. Xiao, M. Suo, M.-H. Zan, Q.-Q. Liao,
X.-J. Hu, L.-B. Chen, B. Chen, W.-T. Wu, L.-W. Ji,
H.-M. Huang, S.-S. Guo, X.-Z. Zhao, Q.-Y. Liu and W. Liu,
Erythrocyte membrane-coated gold nanocages for targeted
photothermal and chemical cancer therapy,
Nanotechnology, 2018, 29, 084002.

35 L. Milane, S. Ganesh, S. Shah, Z. F. Duan and M. Amiji,
Multi-modal strategies for overcoming tumor drug
resistance: hypoxia, the Warburg effect, stem cells, and
multifunctional nanotechnology, J. Controlled Release,
2011, 155, 237–247.

36 Y. Chang, Y. Feng, Y. Cheng, R. Zheng, X. Wu, H. Jian,
D. Zhang, Z. Tang, Z. Wang, J. Hao and H. Zhang,
Anisotropic Plasmonic Metal Heterostructures as
Theranostic Nanosystems for Near Infrared Light-Activated
Fluorescence Amplication and Phototherapy, Adv. Sci.,
2019, 1900158.
This journal is © The Royal Society of Chemistry 2019
37 M. Ji, M. Xu, W. Zhang, Z. Yang, L. Huang, J. Liu, Y. Zhang,
L. Gu, Y. Yu, W. Hao, P. An, L. Zheng, H. Zhu and J. Zhang,
Adv. Sci., 2016, 28, 3094–3101.

38 Y. Liu, J. R. Ashton, E. J. Moding, H. Yuan, J. K. Register,
A. M. Fales, J. Choi, M. J. Whitley, X. Zhao, Y. Qi, Y. Ma,
G. Vaidyanathan, M. R. Zalutsky, D. G. Kirsch, C. T. Badea
and T. Vo-Dinh, A Plasmonic Gold Nanostar Theranostic
Probe for In Vivo Tumor Imaging and Photothermal
Therapy, Theranostics, 2015, 5, 946–960.

39 D. Lin, T. Qin, Y. Wang, X. Sun and L. Chen, Graphene oxide
wrapped SERS tags: multifunctional platforms toward
optical labeling, photothermal ablation of bacteria, and
the monitoring of killing effect, ACS Appl. Mater. Interfaces,
2014, 6, 1320–1329.

40 X. Su, Y. Wang, W. Wang, K. Sun and L. Chen, Phospholipid
Encapsulated AuNR@Ag/Au Nanosphere SERS Tags with
Environmental Stimulus Responsive Signal Property, ACS
Appl. Mater. Interfaces, 2016, 8, 10201–10211.

41 M. S. Kim, M. J. Haney, Y. Zhao, D. Yuan, I. Deygen,
N. L. Klyachko, A. V. Kabanov and E. V. Batrakova,
Engineering macrophage-derived exosomes for targeted
paclitaxel delivery to pulmonary metastases: in vitro and in
vivo evaluations, Nanomedicine, 2018, 14, 195–204.

42 C. Jiang, H. Cheng, A. Yuan, X. Tang, J. Wu and Y. Hu, HSA-
IR780, Acta Biomater., 2015, 14, 61–69.

43 Q. Chen, L. Xu, C. Liang, C. Wang, R. Peng and Z. Liu,
Photothermal therapy with immune-adjuvant
nanoparticles together with checkpoint blockade for
effective cancer immunotherapy, Nat. Commun., 2016, 7,
13193.

44 M. Qiu, D. Wang, W. Liang, L. Liu, Y. Zhang, X. Chen,
D. K. Sang, C. Xing, Z. Li, B. Dong, F. Xing, D. Fan, S. Bao,
H. Zhang and Y. Cao, Novel concept of the smart NIR-
light-controlled drug release of black phosphorus
nanostructure for cancer therapy, Proc. Natl. Acad. Sci. U. S.
A., 2018, 115, 501–506.

45 W. Chen, J. Ouyang, H. Liu, M. Chen, K. Zeng, J. Sheng,
Z. Liu, Y. Han, L. Wang, J. Li, L. Deng, Y. N. Liu and
S. Guo, Black Phosphorus Nanosheet-Based Drug Delivery
System for Synergistic Photodynamic/Photothermal/
Chemotherapy of Cancer, Adv. Mater., 2017, 29, 1521-4095.

46 C. Tchounwou, S. S. Sinha, B. P. Viraka Nellore, A. Pramanik,
R. Kanchanapally, S. Jones, S. R. Chavva and P. C. Ray,
Hybrid Theranostic Platform for Second Near-IR Window
Light Triggered Selective Two-Photon Imaging and
Photothermal Killing of Targeted Melanoma Cells, ACS
Appl. Mater. Interfaces, 2015, 7, 20649–20656.

47 S. H. Yun and S. J. J. Kwok, Light in diagnosis, therapy and
surgery, Nat. Biomed. Eng., 2017, 1, 2157-846X.
RSC Adv., 2019, 9, 33378–33387 | 33387

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c9ra05649a

	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...

	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...
	Ultra-small bimetallic irontnqh_x2013palladium (FePd) nanoparticle loaded macrophages for targeted tumor photothermal therapy in NIRtnqh_x2010II...


