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in physicochemical changes of the NPs, 
which induces release and/or activation of 
theranostic agents. Among various types, 
light-responsive theranostic NPs have 
been widely studied. The facile spatiotem-
poral control over the activation of the NPs 
and the release of therapeutic payloads 
by the light have been reported,[2] while 
vicinal side effects, such as unintended 
thermal, chemical, or electrical damages, 
have been avoided.

However, these theranostic NPs, typi-
cally injected via intravenous routes, 
have suffered from their low efficiency of 
reaching target tumor sites. It is particu-
larly a critical issue for the NPs targeting 
brain tumors due to the blood–brain bar-
rier (BBB).[3] The BBB is an essential pro-
tective barrier that protects the central 
nervous system from external pathogens 
and also blocks the delivery of theranostic 
NPs into the brain. Therefore, a novel 
method for the localized delivery of thera-

nostic NPs by detouring the BBB is needed to treat the brain 
tumor effectively.[4]

To activate the theranostic NPs, long-wavelength lights 
such as red light and/or near-infrared (NIR) light have been 
used owing to their deep penetration depth in biological tis-
sues.[5] However, the low energy photons are often not enough 

The low delivery efficiency of light-responsive theranostic nanoparticles (NPs) 
to target tumor sites, particularly to brain tumors due to the blood–brain 
barrier, has been a critical issue in NP-based cancer treatments. Further-
more, high-energy photons that can effectively activate theranostic NPs are 
hardly delivered to the target region due to the strong scattering of such 
photons while penetrating surrounding tissues. Here, a localized delivery 
method of theranostic NPs and high-energy photons to the target tumor 
using microneedles-on-bioelectronics is presented. Two types of micronee-
dles and flexible bioelectronics are integrated and mounted on the edge of 
surgical forceps. Bioresorbable microneedles containing theranostic NPs 
deliver the NPs into target tumors (e.g., glioblastoma, pituitary adenoma). 
Magnetic resonance imaging can locate the NPs. Then, light-guiding/
spreading microneedles deliver high-energy photons from bioelectronics to 
the NPs. The high-energy photons activate the NPs to treat tumor tissues by 
photodynamic therapy and chemotherapy. The controlled thermal actuation 
by the bioelectronics accelerates the diffusion of chemo-drugs. The proposed 
method is demonstrated with mouse tumor models in vivo.

1. Introduction

Stimuli-responsive theranostic nanoparticles (NPs) have a 
potential for the local treatment of cancers while minimizing 
unwanted side effects of damaging other normal tissues.[1] The 
interplay between theranostic NPs and external stimuli results 
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to efficiently activate various theranostic functions of the NPs. 
Although there have been several approaches proposed to 
solve this insufficient energy issue, such as the upconversion 
or multiphoton-activation method,[6] the efficiency of such 
methods to boost the energy of the delivered light still needs 
further improvement. Therefore, the deficient light energy 
to activate theranostic NPs presents a challenging research 
topic.

On the contrary, short-wavelength light sources such as 
blue light and/or ultraviolet (UV) light exhibit high efficiency 
for the activation of the NPs due to their high energy.[7] 
Thus, their application can be a potential solution for the 
low energy issue of long-wavelength lights. Protoporphyrin 
and Ce6 dyes for the photodynamic therapy (PDT) absorb 
light energy far more efficiently when activated by UV light 
(≈365  nm; 3.4  eV) than red light (≈650  nm; 1.9  eV).[8] How-
ever, the delivery of such high-energy photons to theranostic 
NPs deep inside the target tumor is difficult due to the scat-
tering and absorption of the high-energy photons by sur-
rounding tissues and fluids.

2. Results and Discussion

We herein present a localized delivery method of theranostic 
NPs and high-energy photons using microneedles-on-bioelec-
tronics. Besides transdermal delivery, microneedles have been 
widely studied for the delivery of therapeutic payload or diag-
nosis due to their effective penetration into the target site.[9] The 
high-energy photons are used to activate the theranostic NPs 
that are locally delivered to the target tumor (e.g., glioblastoma, 
pituitary adenoma). For the localized delivery of theranostic 
NPs and high-energy photons, two types of functionalized 
microneedles and the flexible bioelectronics are integrated and 
mounted on the minimally invasive surgical forceps. Figure 1 
describes the proposed method. The step-by-step procedures 
are depicted in Figure S1 (Supporting Information).

First, the hyaluronic-acid-based bioresorbable microneedles 
(BMNs) containing theranostic NPs are administered to the 
target tumor region (Figure  1a). After penetrating the tumor 
tissue, the BMNs are dissolved by biofluids, and the NPs are 
locally delivered into the tumor (Figure 1b). Whereas the BBB 
limits the intravenous delivery of the NPs to the brain, this 
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Figure 1.  Localized delivery of theranostic NPs and their activation by high-energy photons. a) Localized delivery of theranostic NPs to glioblas-
toma bypassing the BBB by using BMNs. b) Biodegradation of the BMNs and release of the NPs inside the target tumor. c) Delivery of the high-
energy photons via the LMNs with Al2O3 microparticles (MPs) and controlled application of the heat by the bioelectronics. d) Activation of the 
NPs by the high-energy photons and accelerated diffusion of the therapeutic agents by the controlled thermal actuation. e) Release of the ROS 
and Dox from the NPs by the irradiation of the high-energy photons. f ) Application of the proposed method to the minimallyinvasive treatment 
of pituitary adenoma.
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localized delivery method allows the NPs to bypass the BBB and 
be delivered to the target brain tumor (e.g., glioblastoma). The 
thin thickness of the forceps minimizes the size of the surgical 
incision, which reduces the associated pain and recovery time.

Second, the epoxy-based light-guiding/spreading micronee-
dles (LMNs) integrated with the flexible bioelectronics are 
administered to the target brain region (Figure  1c). For the 
application of the LMNs, the delivered theranostic NPs can 
be located by imaging tools such as magnetic resonance (MR) 
imaging. The high-energy photons (3.4 eV) are generated by the 
light-emitting diode (LED) in the bioelectronics, and the LMNs 
guide the generated photons to the NPs inside the tumor. The 
alumina (Al2O3) microparticles embedded in the LMNs can 
scatter and diffuse the guided photons to nearby tumor tissues 
(Figure 1d). The LMNs with microparticles not only guide but 
also spread high-energy photons inside the tumor tissues. The 
delivered high-energy photons activate the theranostic NPs.

The multifunctional theranostic NP consists of an iron oxide 
core and a mesoporous silica shell doped with PDT dyes. On 
the surface of the shell, linkers are grafted to conjugate chemo-
therapy drugs (e.g., Doxorubicin (Dox)). The core is used for 
MR imaging. By the irradiation of high-energy photons, the 
PDT agents generate reactive oxygen species (ROS) on the 
NP surface, and the Dox are released from the NP surface by 
the photochemical cleavage of linkers (Figure  1e). Because 
of the short lifetime of ROS in biological systems, the locally 
generated ROS effectively treat target tumor but rarely induce 
damage to nearby normal tissues.[10] The heat generated from 
the LED, which is controlled by the temperature sensor in the 
bioelectronics, enhances the diffusion of therapeutic moieties 
inside tumor tissues by increasing the diffusivity as well as the 
cell membrane permeability (Figure 1d).[11]

Besides glioblastoma, the same method can also be applied 
to other types of brain tumors such as pituitary adenoma 
(Figure 1f). Pituitary adenoma is a tumor that occurs in the ade-
nohypophysis of the pituitary gland. Under the oncogenesis of 
pituitary adenoma, an excessive amount of hormones is secreted, 
which induces various complications.[12] The minimally invasive 
resection surgery is generally employed for the removal of pitui-
tary adenoma. In this procedure, a camera-equipped endoscope 
with thin surgical forceps is inserted to visualize and remove 
pituitary adenoma.[13] However, there is a potential risk in the 
conventional surgical approach because normal pituitary gland 
tissues near the adenoma might be damaged during the surgical 
resection procedure due to its small size.[13a] The microneedle-
based treatment can avoid and/or minimize such a risk.

The detailed synthetic protocol of theranostic NPs is 
described in the Supporting Methods (Supporting Information). 
Cetyltrimethylammonium bromide is used for the transfer 
of as-synthesized hydrophobic iron oxide NPs from organic 
medium to aqueous phase and the formation of mesopores. 
After addition of tetraethyl orthosilicate, and protoporphyrin 
IX–(3-aminopropyl)triethoxysilane to form the silica shell, the 
shell surface is functionalized with amine-groups and thiol-
groups. Amine-groups and thiol-groups are conjugated with 
photolabile linker and poly(ethylene glycol), respectively. After 
the reaction of amine-groups at the photolabile linker on silica 
shell with succinic anhydride to form carboxylic acid moiety, 
Dox is immobilized on theranostic NPs.

BMNs are fabricated by the two-step molding process 
(Figure 2a). A mixture of hyaluronic acid and theranostic NPs 
in deionized water (DI water) is poured into a prefabricated 
mold, and the trapped air in the mold is removed by applying 
a vacuum. After microneedle mold is filled with the solution 
without voids, DI water in the base solution is evaporated. 
Then, solidified microneedles in the mold are detached from 
the mold.

The BMN is designed to have a dimension of 0.25  mm × 
2 mm (diameter × length; individual microneedle) and an inter-
needle space of 2 mm (Figure 2b). The fluorescence images of a 
microneedle containing the PDT dye (green) doped on the NPs 
and the Dox (red) loaded on the NPs (Figure 2c left and right, 
respectively) show the uniform distribution of the theranostic 
NPs inside the BMN. The images also confirm that the tip of 
the fabricated microneedle has a sharp edge for the facile pen-
etration of the microneedles into the target tissue.

BMNs are mechanically sturdy enough to smoothly pen-
etrate the target tumor tissue without mechanical damages 
to the BMNs during the insertion procedure. The mechanical 
strength of the BMNs is estimated by the compression test 
(Figure 2d). Metal weights are placed on the BMNs to apply the 
external force along the vertical direction. Maximum pressures 
that the sharp edge (i.e., 0–1.1  mm) and pillar (1.1–2  mm) of 
the BMNs can endure are 1.4 and 13.8 MPa, respectively, which 
are high enough to penetrate the soft brain tissue including the 
brain tumor tissue (e.g., Young’s modulus of the brain and the 
brain tumor are 7.4 and 11.4 kPa[14]).

For further characterization, BMNs are applied to the 
artificial brain tissue that consists of 0.6% agar gel, fabri-
cated by following the previously reported method.[15] BMNs 
smoothly penetrate the artificial brain tissue, which confirms 
the mechanical strength of the BMNs (Figure  2e). As BMNs 
are inserted into the artificial tissue, they are dissolved by bio-
fluids within 1–2  min (Figure  2f). By applying high-energy 
photons (3.4  eV) to the delivered theranostic NPs by the dis-
solution of BMNs, the loaded Dox can be released from the 
NPs. Figure 2g shows the release and diffusion of the Dox to 
the nearby artificial tissue by the irradiation of the high-energy 
photons for 20  min at 37  °C. Drugs (Dox; red fluorescence) 
are confined in the NPs without the irradiation of photons 
(Figure  2g, left), whereas they are released by the irradiation 
(Figure  2g, right). More quantitative plots for analyzing the 
fluorescent signal intensity can be found in Figure S2b (Sup-
porting Information).

The theranostic agents from the NPs can diffuse naturally 
due to the concentration gradient. Nevertheless, such mass 
transfer based on the natural diffusion is quite slow. Therefore, 
thermal actuation is utilized to accelerate the mass transfer. 
The measurement setup using the confocal microscope and its 
focusing position to observe the drug diffusion inside the artifi-
cial tissue is illustrated in Figure 2h (more details in Figure S3, 
Supporting Information). Figure 2i,j shows diffused drugs (Dox; 
red fluorescence) under 37 and 47 °C after 20 min near the edge 
of the BMNs. The diffusion of Dox is slow at 37  °C, and the 
interneedle space is partially filled with the diffused drug mole-
cules (Figure 2i). However, the thermal actuation (ΔT = 10 °C) 
can accelerate the drug diffusion so that the drugs can spread 
and fill the inter-needle space more rapidly (Figure  2j). More 
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quantitative plots for analyzing the fluorescent signal intensity 
can be found in Figure S2d, S2f (Supporting Information).

LMNs are made of a photocurable transparent polymer 
(epoxy; NOA63, Norland Products Inc., USA), and Al2O3 micro-
particles are embedded inside the LMNs (Figure 3a,b for the 
optical and scanning electron microscope (SEM) images, 
respectively). The fabrication method of LMNs is similar to that 
of BMNs (see the Supporting Methods, Supporting Informa-
tion). The LMNs have a dimension of 0.3 × 3  mm (diameter 
× length; individual microneedle) and an interneedle space 
of 2  mm. The longer length of LMNs than that of BMNs is 
favorable for the delivery of photons to the diffused NP. The 
Al2O3 microparticle has a diameter of 1  µm and a refractive 
index of ≈1.8 at the operating wavelength.[16] The LMNs with 
Al2O3 microparticles guide and spread high-energy photons 
into the target tissue, and the high-energy photons activate the 

theranostic NPs inside the tumor. The sharp needle-like shape 
of the microneedle is efficient at penetrating the cancer tissue.

In particular, the Al2O3 microparticles embedded in the 
LMNs play an essential role in the scattering and diffusion 
of the guided photons. According to the optical simulation, 
the microparticles induce the strong Mie scattering under the 
wavelength of 365  nm (Figure  3c).[17] The microparticle with 
optimum material properties (e.g., n = 1.8 and diameter = 1 µm) 
scatters the incident UV light strongly (Figure  3d). Detailed 
conditions and methods for the optical analysis, including the 
development of the optical simulation model, are described in 
Supporting Methods and Figure S4 (Supporting Information). 
The guided photons spread to nearby tissues due to the light 
scattering. The scattering enables the photons to overcome the 
total internal reflection at the interface between the microneedle 
and the tissue in the absence of microparticles (Figure 3e). In 
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Figure 2.  Fabrication, design, and characterization of BMNs. a) Schematic illustrations that show the fabrication process of BMNs using the cured 
mold. b) Optical camera image of BMNs. c) Fluorescence microscopy image of a BMN with the PDT dye (left) and that with the Dox (right). The 
PDT dye and Dox are doped or grafted on the theranostic NPs and then loaded inside the BMNs. d) Compression test (load–displacement curve) 
of the BMNs by applying the metal weights on the BMNs. e) Fluorescence microscopy image of a BMN that penetrates the artificial brain tissue. 
f ) Optical camera image of the plate of the BMN after the dissolution of microneedles. The white dotted boxes show the location of BMNs before 
their dissolution. g) Release and diffusion of Dox from the theranostic NPs without (left) and with (right) the irradiation of high-energy photons 
from the bioelectronics. h) Measurement position of the fluorescence image to observe the diffusion of the Dox using confocal microscopy. i,j) 
Fluorescence microscopy images for observing the drug diffusion in the artificial tissue by the irradiation of high-energy photons for 20 min at  
37 °C (i) and 47 °C (j).
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addition, the parallel propagating light, which does not spread 
with the LMN only, can be effectively diffused by the LMN with 
the microparticles (Figure S5, Supporting Information).

To further investigate the light-spreading by the LMN with 
microparticles, another simulation model was set as shown in 
Figure  3f. Four simulation domains that surround the LMN 
with a distance of 150 µm capture the diffused light. According 
to the light distribution obtained in the parametric studies, 
the optimized concentration and size of the microparticles are 
5  ×  108 cm−3 and 1  µm, respectively (Figure S6, Supporting 

Information). The simulation results exhibit that the LMN 
without microparticles concentrates the light at the tip, whereas 
the LMN with microparticles spreads the light throughout the 
microneedle (Figure  3g; and Figure S7a, Supporting Informa-
tion). Optical camera images of the microneedle support the 
simulation results (Figure 3h). The guided light is focused at the 
edge of the LMN without microparticles, but the light spreads 
throughout the microneedle including the pillar of the LMN 
with microparticles. Figure 3i; and Figure S7b (Supporting Infor-
mation) exhibit the calculated light flux delivered to the tissue 
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Figure 3.  Design and characterization of LMNs. a) Optical images of LMNs. b) SEM images of LMNs. c) Optical simulation of the scattering efficiency 
by the Al2O3 microparticles (MPs) with various refractive indices and diameters. d) Electric field distributions of the scattered light by the single micro-
particles with the refractive index of 1.5 (left) and 1.8 (right), respectively. e) Electric field simulation at the interface between the microneedle and the 
tissue for the LMN without (left) and with (right) the microparticles. The refractive index of tissue is set as 1.36. f) Schematic illustration of the model 
for the optical simulation to visualize the light-guiding and light-spreading by the LMN. g) Light distributions captured by two domains (i.e., D3 and 
D4): LMN without (left) and with (right) microparticles. The microparticle concentration is set as 5 × 108 cm–3. h) Photographs of the LMN without 
(left) and with (right) the microparticles (scale bar = 0.3 mm). i) Simulated depth profile of the light flux in the brain tissue depending on the length 
of the LMN. j) Measurement of the light delivered into the optical phantom by the LMN with microparticles depending on the length of the LMN.  
k) Simulated depth profile of the light flux in the brain tissue. l) Optical simulation of the light penetration into the brain tissue for three cases: direct 
UV irradiation without LMNs (left; scale bar = 1 mm), direct NIR irradiation without LMNs (middle), and UV delivery through LMNs with microparticles 
(right). m) Optical camera images of the optical phantom for three cases: details are the same as those of Figure 3l.
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by the LMN depending on the length of the LMN (with 365 nm 
light). Because the total light flux and the light penetration depth 
increase as the length of the LMN becomes longer according to 
the simulation, the longest length of the LMN (3 mm long) was 
selected. Also, the experimental results using the custom-made 
optical phantom confirm that the longer LMN delivers the light 
deeper (Figure 3j). Details for the optical measurement and the 
fabrication of the optical phantom are described in Supporting 
Methods and Figure S8 (Supporting Information).

The calculated flux of the light delivered by the LMN with 
microparticles is much higher than control cases (i.e., UV or 
NIR delivery without LMNs), particularly at the deep tissue 
regions (Figure  3k). For example, Figure  3l compares the cal-
culated light distributions of three cases: 1) UV delivery without 
the LMNs (control), 2) NIR delivery without the LMNs (control), 
and 3) UV delivery via the LMNs with microparticles. The UV 
photons cannot reach over ≈1  mm depth without LMNs due 

to their scattering and absorption by the tissue. The NIR pho-
tons can penetrate ≈2 mm since the scattering and absorption 
of the NIR light are lower than those of the UV light. Despite 
the deeper penetration of NIR, its energy can still be insuffi-
cient to activate the theranostic NPs.[18] On the other hand, 
the LMNs with microparticles deliver the high-energy photons 
more deeply (≈3 mm), even more than the NIR case. The exper-
imental results of three cases (Figure 3m) support the simula-
tion results (Figure 3l). Therefore, the activation of theranostic 
NPs by UV photons at the deep tissue region can be achieved 
using the LMNs with Al2O3 microparticles.

The theranostic NP consists of two parts, the iron oxide 
NP core used for the MR imaging and the mesoporous silica 
shell on which the PDT dyes and Dox are loaded for photoac-
tive treatments (Figure 4a). The uniform size of the core and 
the mesoporous structure of the shell are observed by the 
transmission electron microscopy (Figure S9a,b Supporting 
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Figure 4.  Design and characterization of theranostic NPs and microneedles-on-bioelectronics. a) Schematic illustration of the theranostic NP. b) R2 
relaxivity change of the theranostic NP at various iron concentrations, measured with a 3T MR scanner. c) Relative intracellular ROS generation by thera-
nostic NPs measured from the fluorescence intensity change of DCFH-DA before (left) and after (right) the irradiation. d) Time-dependent drug release 
profile from the theranostic NPs without (control) and with (experiment) the irradiation of high-energy light (3.4 eV). e) Cell viability (U-87 MG cells) 
result of the control group, the “UV only” group, the “NPs only” group, and the therapy group. f) Photograph of the microneedles-on-bioelectronics 
attached on the tip of the surgical forceps. The inset shows the light emission from LMNs integrated on the LED. g) Wavelength-dependent intensity 
of the emitted light from LMNs integrated on the LED and the typical light absorbance by the theranostic NPs. h) The energy of the emitted light 
can be controlled by the applied current to the LED. i) Infrared camera images of the artificial tissue when the LED is turned on (right) and off (left).  
j) Cyclic temperature change profile.
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Information). The presence of iron ions at the core and silicon 
ions at the shell is analyzed with energy-dispersive X-ray spec-
troscopy (Figure S9c, Supporting Information). After disper-
sion in water, the hydrodynamic diameter of NPs, measured by 
the dynamic light scattering, is 115 nm (Figure S9d, Supporting 
Information). The transverse (r2) relaxivity of theranostic NPs 
is measured using a 3 T preclinical MR scanner. The r2 relax-
ivity of 36.9 ×  10−3  m−1 s−1 is determined from the relaxation 
rate (R2) variation of the theranostic NPs with various iron con-
centrations (Figure 4b). T2-weighted MR images of the optical 
phantom that contains theranostic NPs with various concen-
trations show that the MR signal intensity attenuates as the 
concentration of the NPs increases (Figure S9e, Supporting 
Information).

Based on this NP platform, two kinds of photoactive thera-
peutic moieties, the PDT dye (e.g., protoporphyrin) and the Dox 
with the photoresponsive linker, are loaded on the NPs for the 
localized light-responsive cancer treatment. Details for the syn-
thesis and characterization of NPs are described in Methods 
Section (Supporting Information). We characterized the thera-
peutic performance of the synthesized NPs in vitro as follows.

The intracellular generation of ROS by theranostic NPs under 
the absorption of delivered high-energy photons is observed in 
human primary glioblastoma cells (U-87 MG) using confocal 
microscopy. The ROS-sensitive probe (2′,7′-dichlorofluorescin 
diacetate; DCFH-DA) is employed to estimate the intracellular 
ROS generation from fluorescence intensity changes.

After the irradiation of high-energy photons, the strong fluo-
rescence is observed, which indicates that the NPs effectively 
generate ROS in vitro (Figure 4c).

The Dox is covalently linked to the NP via a photoresponsive 
linker. The absorption of the high-energy photons causes the 
phototriggered cleavage of the linker to release loaded Dox from 
the NP. The in vitro drug release profiles from the theranostic 
NPs without or with the irradiation of high-energy photons are 
investigated by monitoring the chemo-drug concentration with 
UV–vis absorption spectroscopy (Figure  4d; and Methods Sec-
tion, Supporting Information). The results showed that more 
than 60% of the chemo-drug is released with the light irradia-
tion, while NPs without the light irradiation show negligible 
drug release. These indicate that the light-driven activation of 
the NPs enables the precisely controlled drug delivery while 
minimizing the leakage of loaded drugs in the absence of the 
light irradiation.

The treatment efficacy of the photo-triggered NPs against 
the glioblastoma cells was evaluated by using the live/dead cell 
viability assay in vitro. As shown in Figure 4e; and Figure S10, 
Supporting Information, the control group (no treatment), the 
“UV only” group (UV irradiation without NPs), and the “NPs 
only” group (NPs only without UV irradiation) show negligible 
cancer cell death. However, the therapy group treated by the 
NPs with the UV irradiation exhibits a cancer cell viability less 
than 10%, which confirms the therapeutic efficacy.

For the minimally invasive cancer treatment, the LMNs and 
flexible bioelectronics are integrated on the edge of the surgical 
forceps. The LMNs and the flexible device can be mounted on 
the tip or the side of the forceps depending on applications and 
surgical procedures (Figure  4f; and Figure S11a, Supporting 
Information, respectively). The flexible bioelectronics device 

consists of the LMNs, an LED, a temperature sensor, electrical 
interconnects, and wire pads. The LMNs are placed on the LED 
(Figure 4f, inset) to assist the deep penetration of high-energy 
photons into target tumor tissues. The ultrathin temperature 
sensor is integrated under the LED to control the heat gener-
ated by the LED. Detailed layouts and magnified images of the 
bioelectronics are shown in Figure S11b,c, Supporting Informa-
tion. The fabrication details are described in Methods Section 
and Figure S12, Supporting Information.

Figure  4g shows the wavelength-dependent intensity of the 
emitted light from the LED through LMNs (blue curve) and the 
typical light absorbance by the NPs (red curve). The wavelength 
for the peak of the emitted light and that for the light absorption 
by the NPs overlap each other. Therefore, the photons guided 
by LMNs can activate the NPs to generate ROS and release Dox. 
The electrical current applied to the LED is linearly correlated 
with the energy of light emitted from the LED (Figure 4h), and 
thus the light intensity can be precisely controlled.

Since the optical conversion efficiency of the LED is not 
100%, the applied electrical energy to the LED is converted 
into both light and heat. The LED used in this study (SST-
10-UV, LUMINUS, USA) has a peak wavelength of 365 nm 
and thermal resistance of 1.4 °C W−1. The generated heat can 
raise the temperature of the artificial tissue by controlling the 
supplied power to the LED (Figure  4i). The target tempera-
ture of around 47  °C can be achieved with a current level of 
200–240  mA (Figure S13a, Supporting Information). After 
the temperature sensor is calibrated (Figure S13b, Supporting 
Information), it can monitor the temperature of the artificial 
tissue during the heating (Figure S13c, Supporting Informa-
tion). The time to reach the thermal steady state is less than 
1  min (Figure S13d, Supporting Information). The heating by 
the LED can be monitored by the temperature sensor, and thus 
the facile control of the heating can be achieved (Figure 4j).

We evaluated the proposed method by using two types of 
animal models in vivo. After the subcutaneous implantation of 
glioblastoma (U-87 MG) and pituitary adenoma (AtT-20) cells 
to the immunocompromised mice, tumors were grown until 
their size of the long side becomes 5-7 mm. The experimental 
procedures are as follows (Figure 5). First, the skin covering 
the tumor is dissected to apply microneedles onto the tumor. 
BMNs are then applied to the tumor. BMNs are dissolved by 
biofluids, and theranostic NPs are released into the tumor. 
Then, LMNs on the bioelectronics deliver high-energy photons 
and activate the theranostic NPs (Figure 6a). MR imaging can 
be used to locate the NPs (Figure S14, Supporting Information). 
The heat generated by the LED accelerates the diffusion of the 
released therapeutic agents while the temperature is monitored 
by the temperature sensor. The treated tumor tissue is covered 
by the bioglue. Finally, the skin is covered, sutured, and disin-
fected. For the negative control group, the implanted tumor was 
exposed for the same period of time as the treatment group, 
and then sutured, and disinfected without applying BMNs and/
or LMNs.

The treatment efficacy of the glioblastoma model is 
assessed by monitoring the time-dependent change in the 
tumor volume via the T2-weighted MR imaging (Figure 6b-d).  
The tumor volume of the negative control group has con-
tinuously increased over two weeks, while the tumor growth 
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has been suppressed in the therapy group during the moni-
toring period of two weeks after therapy (Figure 6e). After two 
weeks, the mean tumor volume change of the negative control 
group was 520%, whereas that of the therapy group was –12% 
(Figure 6f; p = 0.0006). This difference in the tumor volume 
results in a difference in the survival rate between two groups 
(Figure 6g; p = 0.0001). The therapy group had a median sur-
vival time of 42 days, 24 days longer than the negative control 
group. The treatment efficacy is confirmed by the haematox-
ylin and eosin (H&E) and terminal deoxynucleotidyl trans-
ferase dUTP nick-end labelling (TUNEL) staining (Figure 6h). 
More necrosis is observed in the therapy group than the con-
trol group. Also, the apoptosis of the deep tumor tissues is 
induced in the therapy group, while the control group shows 
no evidence of the apoptosis. Furthermore, the therapeutic 
efficacy of UV and heat only (without BMNs) was evaluated in 
the glioblastoma model (Figure S15, Supporting Information), 
demonstrating that the in vivo therapeutic effect of UV and 
heat only is limited.

As another demonstration, the same method was applied 
to the subcutaneous pituitary adenoma model. The treatment 
procedures for the pituitary adenoma model are the same as 
that of the glioblastoma model. After three weeks from the 
treatment, the suppression of the tumor growth is confirmed 
by the T2-weighted MR imaging in the therapy group, while the 
notable tumor growth is observed in the negative control group 
(Figure 6i). Figure 6j shows the time-dependent change of the 
tumor volume over three weeks after the therapy. The nega-
tive control group has shown continuous tumor growth, while 
the therapy group has shown the suppression of the tumor 
growth. After three weeks, the mean tumor volume changes 

show a large difference between the two groups (Figure  6k;  
p = 0.0038). These results are supported by the higher survival 
rate of the therapy group than that of the control group (Figure 6l;  
p = 0.0004).

The treatment efficacy of pituitary adenoma is confirmed 
further by analysing the hormone level, body weight, and skin 
condition. Pituitary adenoma produces an excessive amount 
of adrenocorticotropic hormone (ACTH) which causes Cush-
ing’s disease.[19] Therefore, the tumor growth and the conse-
quent overproduction of ACTH accompany symptoms such as 
growth retardation, skin thinning, and skin keratinization.[19,20] 
The ACTH level in the plasma of the therapy group is much 
lower than that of the control group due to the suppression of 
the tumor growth (Figure 6m; p = 0.0006). Besides, the ACTH 
level of the therapy group exhibits a similar concentration com-
pared to that of normal mice in the control group. The treat-
ment recovers the body weight loss due to the high ACTH level 
(Figure  6n; p  = 0.0177), and the thin and keratinized skin is 
rebounded to the normal skin condition after 4 weeks from the 
treatment (Figure  6o). The treatment efficacy of the pituitary 
adenoma model is confirmed by the H&E and TUNEL staining 
(Figure  6p). More necrosis and apoptosis of the tumor tissue 
are observed in the therapy group than the control group. The 
detailed procedure for the histology is the same as that for the 
glioblastoma model.

3. Conclusion

We propose a novel method for the localized delivery 
of theranostic NPs and high-energy photons using the 

Figure 5.  Surgical procedures for the demonstration of the proposed method. When the skin is incised and the tumor is exposed, the tumor is typically 
located on the interior skin. After BMNs are dissolved, the high-energy photons generated by the LED are delivered through the LMNs. Heat from the 
LED accelerates the diffusion of therapeutic moieties. Then, the treated surface of the tumor is covered by the bioglue. Finally, the skin and the tumor 
are restored (the treated side of the tumor faces inward), sutured, and disinfected.
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microneedles-on-bioelectronics. The theranostic NPs were 
released from BMNs locally and activated by high-energy pho-
tons guided by LMNs on the bioelectronics. The activated thera-
nostic NPs generate cytotoxic ROS and released Dox, and the 
thermal actuation controlled by the bioelectronics accelerates 
the diffusion of the released therapeutic moieties. We have 
demonstrated our delivery and activation method with brain 
tumor models in vivo. The tumor growth was suppressed and 
the survival rate was increased. Further studies including the 
optimization of the microneedle designs, the development of 
advanced multifunctional bioelectronics,[21] and the optimization 
of the application protocols are required in the future. The inte-

gration of these systems with medical devices such as an endo-
scope can facilitate access to tumors located at internal organs.

4. Experimental Section
A detailed description of procedures and characterization methods can 
be found in the Supporting Information.

Supporting Information
Supporting Information is available from the Wiley Online Library or 
from the author.

Figure 6.  Demonstration of the proposed method by using subcutaneous brain tumor models in vivo. a) Image of the LMNs on the bioelectronics 
applied to the subcutaneous tumor model after the prior application of BMNs. b–d) MR images of the control group (left) and the therapy group 
(right) at 0 weeks (b), at 1 week after therapy (c), and at 2 weeks after therapy (d). e) Time-dependent glioblastoma volume change of the control 
and therapy group (nNeg.Ctrl. = 7, nTherapy = 7). f) Box-and-whisker plot of the glioblastoma volume of the control and therapy group at 2 weeks after 
therapy, Line: median, Box: 25th–75th percentiles, Whisker: min to max, ***p < 0.001 by Mann–Whitney U-test. g) Kaplan–Meier survival rate plot of 
two groups (nNeg.Ctrl. = 7, nTherapy = 7), ***p < 0.001 by log-rank test. h) Histology images of the glioblastoma tissue stained with H&E and TUNEL.  
i) MR image of the control group (left) and the therapy group (right) at 3 weeks after therapy, which shows the volume of pituitary adenoma. j) Time-
dependent tumor (pituitary adenoma) volume change of the control and therapy group (nNeg.Ctrl. = 7, nTherapy = 7). k) Box-and-whisker plot of the tumor 
volume (right) of the control and therapy group at 3 weeks after therapy, Line: median, Box: 25th–75th percentiles, Whisker: min to max, **p < 0.01 by 
Mann–Whitney U-test. l) Kaplan–Meier survival rate plot of the control and therapy group (nNeg.Ctrl. = 7, nTherapy = 7), ***p < 0.001 by log-rank test. m) 
The ACTH concentration in the plasma of the pituitary adenoma model (nNeg.Ctrl. = 7, nTherapy = 7, nNormal = 3) at 3 weeks after therapy, NS; p >0.05, 
***p< 0.001 by Mann–Whitney U-test, respectively. n) Body-weight change of two groups (nNeg.Ctrl. = 5, nTherapy = 7) at 3 weeks after therapy, *p< 0.05 
by Mann–Whitney U-test. o) Image of the skin for the negative control (left) and therapy (right) group. p) Histology images of the pituitary adenoma 
tissue stained with H&E and TUNEL.
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