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Near-infrared (NIR) organic small molecule indocyanine green (ICG) could respond well to
808 nm laser to promote local high temperature and ROS generation for realizing
photothermal therapy (PTT)/photodynamic therapy (PDT). However, the high content of
GSH in the tumor microenvironment (TME) limited the further therapeutic performance of
ICG. Herein, injectable agarose in situ forming NIR-responsive hydrogels (CIH)
incorporating Cu-Hemin and ICG were prepared for the first time. When CIH system
was located to the tumor tissue through local injection, the ICG in the hydrogel could
efficiently convert the light energy emitted by the 808 nm laser into thermal energy,
resulting in the heating and softening of the hydrogel matrix, which releases the Cu-Hemin.
Then, the over-expressed GSH in the TME could also down-regulated by Cu-Hemin,
which amplified ICG-mediated PDT. In vivo experiments validated that ICG-based PDT/
PTT and Cu-Hemin-mediated glutathione depletion could eliminate cancer tissues with
admirable safety. This hydrogel-based GSH-depletion strategy is instructive to improve
the objective response rate of PDT.

Keywords: indocyanine green, glutathione, photothermal therapy, photodynamic therapy, hydrogel
INTRODUCTION

At present, the clinical treatment based on cancer has fallen into a great predicament, which has
become a treatment difficulty and research hotspot in the current medical field. Tumor
microenvironment (TME) is different from healthy tissue environment. For example, TME is
usually weakly acidic with high content of GSH and high heat sensitivity, which has encouraged
researchers to develop new treatments to treat tumors (1). In recent years, the emergence and rapid
development of photothermal therapy (PTT) has provided new ideas for the treatment of solid
tumors (2–4). PTT is a new photophysical technology that converts the light energy into heat energy
through photothermal conversion reagent, and then generates a local high temperature at a specific
lesion, thereby using the heat energy to directly kill tumor cells (5, 6). PTT is less invasive and more
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precise than traditional chemotherapy, surgery and radiotherapy
(7–9). Many copper-based compounds have good photothermal
efficiency and are used as PTAs, and molybdenum-based
compounds are also widely used in PTT (10, 11). Among
them, the photothermal reagent indocyanine green (ICG) has
attracted the attention of researchers due to its excellent
biocompatibility and photothermal properties as it has strong
near-infrared (NIR) light absorption at 808 nm (12). Not only
that, ICG can act as a photosensitizer and transfer the energy to
the surrounding oxygen molecules to generate chemically active
reactive oxygen species (ROS) (13, 14). ROS could interact with
biofilms, destroy cell structure and function, and inactivate
cellular proteins, thereby killing cancer cells (15–17). ROS
(such as superoxide anion, hydroxyl radical, hydrogen
peroxide) could induce apoptosis and even leads to cell
necrosis through oxidative stress (18, 19). However, the high
content of the reducing substance glutathione (GSH) in the
tumor microenvironment (TME) neutralizes the toxicity of
ROS and largely inhibits the efficiency of ICG-based PDT
(17, 20, 21).

As a typical tumor marker, GSH is widely present in TME, it
is the most abundant biological thiol in cells, and plays a crucial
role in pathological processes and biochemical pathways (22, 23).
It exists in both reduced and oxidized states, and more than 90%
of cellular GSH exists in reduced form (24, 25). Therefore, the
regulation of reduced glutathione (GSH) is the focus in tumor
therapy. The intracellular concentration of GSH (≈10 mM in
TME) in cancer cells is much higher than that in normal cells,
therefore the effect of ROS-based therapeutics is easily regulated
by GSH (24, 26). Nanomaterials can treat various diseases due to
their particularity (18, 19, 27), to this end, researchers have
developed various GSH-consumable nanomaterials to address
this challenge. For example, Fan et al. designed a FeS2-based
nanozyme with high glutathione oxidase (GSH-OXD) activity
and enhanced its tumor permeability through folic acid (FA)
modification, thereby disrupting the redox homeostasis of the
tumor site (28). Thus, FeS2 effectively depletes intracellular GSH,
and at the same time produces a large amount of ·OH to kill
tumors. Cai et al. developed novel Cu-Hemin-PEG-LA
nanosheets to achieve synchronized GSH depletion and
ferroptosis (29). As a new type of nanomaterial, Cu-Hemin has
a good tumor killing effect, and the synthesis method is simple
and convenient. It can kill tumor tissue well at low doses. Cu-
Hemin depletes intracellular GSH and enhances oxidative stress
levels. Therefore, Cu-Hemin could well cooperate with ICG to
optimize the therapeutic window of individualized medicine,
achieving powerful tumor ablation effect. However, it is difficult
to co-deliver ICG and Cu-Hemin to tumor sites simultaneously.

Although the traditional intravenous injection of
nanomaterials to the tumor site improves the therapeutic
efficiency to a certain extent, the uncontrollable release of
nanomaterials and the complex physiological environment of
the body make the accumulation of nanocarriers in tumor tissue
still less than 10% (30–32). Macroscopic drug delivery systems
such as light-responsive hydrogels (LRH) are promising smart
controlled release systems (33–35). The hydrogel-carrying
Frontiers in Oncology | www.frontiersin.org 2
nanomaterials can aggregate at the tumor site and achieve
almost 100% drug penetration (31). And LRH could achieve
controlled release carriers for precise on-demand treatment. For
example, Zhu et al. simultaneously encapsulated the
photothermal agent Pd-C SAzyme and the chemotherapeutic
drug camptothecin (CPT) into agarose hydrogels to form a light-
controlled oxidative stress amplifier, achieving better
photothermal/immunotherapy (15). Notably, this stimuli-
responsive hydrogel can tune the rate and extent of carrier
release by changing external parameters such as laser power,
irradiation time, gel size. Therefore, the simultaneous delivery of
ICG and Cu-Hemin into tumor sites using hydrogels is an ideal
macroscopic transport mode.

In this study, we performed a simple treatment of the tumor
microenvironment regulator Cu-Hemin nanosheets and the
photothermal agent ICG with agarose to form a composite
hydrogel Cu-Hemin-ICG-hydrogel (CIH) (Scheme 1). CIH
can stay at the tumor site for a long time after injection, and
respond intelligently to 808nm laser. The ICG converts light
energy into heat under NIR laser irradiation, and softens the
hydrogel to release the Cu-Hemin while generating local high
temperature in the mean time. ICG can also absorb 808 nm laser
energy to stimulate surrounding oxygen molecules to generate
ROS, and Cu-Hemin can amplify ROS generation by depleting
intracellular GSH. This combination of modulating redox
homeostasis and phototherapy achieved good tumor-
suppressive effects in both in vitro and in vivo experiments.
Importantly, agarose is regardas a safe drug approved by
American Food and Drug Administration (FDA) (31). The
experimental group of CIH combined with 808 nm laser did
not have any adverse reactions during the treatment. This
indicates that our designed therapeutic system achieves the
unification of treatment and system safety. This way of ICG-
based enhancing photothermal/photodynamic therapy by
depleting GSH is instructive for the subsequent development
of novel nano-therapeutic systems.
RESULTS AND DISCUSSION

Cupric nitrate, PVP and hemin were mixed and stirred
overnight, and the Cu-Hemin nanosheets were obtained by
centrifugation (29). The transmission electron microscopy
(TEM) images of Cu-Hemin are shown in Figure 1A, Cu-
Hemin exhibits a random sheet-like structure with small
nanoscale dimensions. The Cu-Hemin was characterized by
XRD and XPS (Figures 1B–D), and the results showed that
the Cu-Hemin was successfully prepared, which was similar to
the Cu-Hemin Metal-organic frame (MOF) prepared by the
predecessors (29). The results of zeta potential values
(Figure S1) for Cu-Hemin nanosheets showed that our
parpared Cu-MOF is stable. GSH, as an important intracellular
regulatory metabolite, is overexpressed in tumor cells (36, 37).
We configured different concentrations of Cu-Hemin to explore
its ability to destroy GSH. As shown in the Figure 1E, GSH was
depleted to different degrees after co-incubating with Cu-Hemin
June 2022 | Volume 12 | Article 918416
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SCHEME 1 | Schematic illustration of Cu-Hemin nanosheets and indocyanine green co-loaded hydrogel for photothermal therapy and amplified photodynamic therapy.
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for several hours, and showed a concentration-dependent
relationship. This result is encouraging that Cu-Hemin can
respond to high intracellular levels of GSH and disrupt redox
homeostasis after reaching the tumor site.

Then we prepared pure hydrogel and CIH by a simple
method. As shown in the Figure 2A, the hydrogel will solidify
at room temperature and will not flow down the tube wall, while
the solidification performance of CIH with ICG and Cu-Hemin
showed no difference. Scanning electron microscopy (SEM)
results showed that the hydrogels displayed a typical porous
structure with uniform distribution and neat arrangement of
pore structures, which are essential in drug delivery and facilitate
drug diffusion (Figure S2). Simultaneously, the storage modulus
of this thermosensitive hydrogel varies with temperature.
Figure 2B showed that the storage modulus of CIH decreases
significantly at hyperthermia, which reflected that CIH softens
with increasing temperature. We continued to study the time-
Frontiers in Oncology | www.frontiersin.org 3
temperature profiles of ICG solutions exposed to low-power NIR
laser irradiation. Firstly, the absorption spectrum of ICG
confirms that it has good absorption ability at 808 nm
(Figure 2D). We configured different concentrations of ICG
solutions (0, 20 and 100 mg/mL) and continuously exposed them
to laser irradiation. Infrared thermal imaging (Figure 2C) shows
that ICG can exert strong photothermal conversion performance
under the irradiation of low-power laser. The temperature of the
ICG solution (200 ug/mL) increased about 19°C (Figure 2E)
after irradiation, thus confirming that ICG is an efficient
photothermal conversion agent.

The good photothermal properties of ICG prompted us to
move forward. We placed CIH in a glass dish, and after standing
for a while, laser irradiation was performed, and infrared thermal
images were recorded. As shown in the Figures 3A, B, the
hydrogel temperature increased significantly after irradiation
and gradually softened. Relevant 3D temperature diagram
June 2022 | Volume 12 | Article 918416
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(Figure 3C) also verified similar results. This indicates that the
encapsulated ICG has satisfactory photothermal performance
and can be used for subsequent investigations.

The good antitumor effect of PDT mainly comes from the
direct cytotoxic effect on tumor cells and the indirect destruction
of TME to regulate cell death (38–41). A large amount of ROS is
generated during the PDT process (42). Based on this, we used
DCFH-DA to verify the content of ROS in cells treated with
different groups. In the presence of ROS, DCFH is oxidized to
form a fluorescent substance DCF, and the green fluorescence
intensity is proprtional to the intracellular reactive oxygen
species level (43). The control group and the NIR-treated
group exhibited weak green fluorescence, which is the
interference signal of endogenous H2O2 in the TME
(Figure 4A). Although Cu-Hemin could induce a fast decline
of cellular GSH contents, encapsulation of hydrogels hampered
its efficiency of diffusion to tumor cells. As a result, the CIH
group exhibited a completely different difference in fluorescence
intensity with or without NIR treatment. The IH + NIR group
produced moderately intense green fluorescence, which was
benefited from the effect of the photosensitizer ICG. The
convergence of CIH with NIR achieved the strongest
fluorescence effect, as ICG could generate a large amount
of ROS in response to laser irradiation, furthermore, Cu-
Hemin could reduce intracellular GSH to protect ROS from
being consumed. Corresponding quantitative analysis of ROS
generation are consistent with fluorescence images (Figure 4B).
ROS combined with high temperature could eradicate cancer
cells. We used the MTT assay kit to explore the cell viability after
different treatments, and the results are shown in Figure 4C. The
efficacy of ICG-based PTT/PDT was limited by TME, while the
Frontiers in Oncology | www.frontiersin.org 4
introduction of Cu-Hemin greatly enhanced the efficacy of PDT.
Cell viability between CIH + NIR and IH + NIR groups had
significant difference. We fixed the concentration of Cu-Hemin
to tackle with TME, and changed the concentration of ICG to
perform gradient control experiments, the relative results were
shown in Figure 4D. It is difficult to evoke cell death in the
presence of low concentration of ICG + power laser, and the
killing effect increases with the increase of ICG concentration.

Many photothermal agents are used to achieve PTT, although
many gold nanomaterials have localized surface plasmon resonance
(LSPR) properties, they could strongly absorb near-infrared light
and efficiently convert the light into localized heat, thereby
generating heat (44, 45). However, the photothermal conversion
efficiency of gold nanoparticles at 808 nm is less than 20%, which
obviously cannot meet the clinical needs (13). Carbon-based
materials are widely used in photothermal therapy, including
graphene oxide and graphene quantum dots (46, 47). ICG has
good biocompatibility and NIR light-absorbing abilities, which
makes it have good clinical potential in photothermal/
photodynamic therapy. We continued to explore the light-heat
responsive effect of CIH in vivo. Compared with the control group,
the tumor temperature of the mice treated by CIH + NIR group
increased by about 17°C after 10 minutes, which is conducive to
killing tumor cells (Figures S3, S4). In view of the above results, we
continued to explore CIH-based in vivo anti-tumor effect. In this
study, 4T1 cells were injected subcutaneously into the mice to
establish a 4T1 breast cancer subcutaneous tumormodel. As tumors
reached approximately 200 mm3 in size, tumor-bearing BALB/c
mice were randomly assigned into five groups: (1) PBS; (2) NIR; (3)
CIH; (4) IH + NIR and (5) CIH + NIR. Each group was given
corresponding treatment. As shown in the Figure 5A, the NIR
A B C

D E

FIGURE 1 | Characterization analysis of Cu-Hemin. (A) TEM image of Cu-Hemin nanosheets. (B) XRD pattern of Cu-Hemin. (C) The XPS spectrum of Cu-Hemin.
(D) The Cu 2p XPS spectra of Cu-Hemin nanosheets. (E) The relative GSH content of the supernatant after the reaction of various concentrations Cu-hemin and
10 mm GSH in mixed solution for 24 h.
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group and the PBS group alone hardly had any tumor suppressive
effect, and IH-based PTT/PDT produced a moderate tumor
suppression rate. As CIH partly exchanges with external media, a
small amount of Cu-Hemin penetrates into the tumor site to
achieve slightly antitumor effect. Notably, CIH combined with
NIR group could eliminate tumor tissues, as Cu-Hemin could
impart oxidative damage toward the tumor, then, ICG fully
utilized abnormal TME modulated by Cu-Hemin to intensify
PDT. And our treatment was safe, as the mice body weight did
not change drastically during the treatment period (Figure 5B), but
increased slowly. After the treatment, we took vital organs (heart,
liver, spleen, lungs, and kidney) of the mice for pathological analysis,
and the results also showed that the mice did not have any
inflammation and adverse conditions (Figure S5). This result is
clinically significant, as many cargos permitted good therapeutic
effects, but are also associated with high long-term risks. Figure 5C
Frontiers in Oncology | www.frontiersin.org 5
showed that the mice tumor weight and volume change curve is
consistent. Furthermore, after the treatment of CIH combined with
laser irradiation group, tumor proliferation signal Ki-67 was
significantly inhibited (Figure 5D). Terminal deoxynucleotidyl
transferase-mediated dUTP-biotin nick end labeling (TUNEL)
also demonstrated CIH + NIR group induced profound cell
apoptosis. Our designed GSH-consuming strategy amplified the
ICG-mediated PDT efficiency, PTT also assisted certain therapeutic
effects without any side effects.
CONCLUSION

In conclusion, our designed CIH-based PTT/PDT can induce a
large amount of ROS, which can damage cellular and protein
structures, thereby inducing tumor cell apoptosis. The over-
A B

C D

E

FIGURE 2 | Characterization analysis of ICG. (A) The prepared image of pure hydrogel (i) and CIH (ii). (B) Rheological and temperature curves for the prepared CIH.
(C) The corresponding thermal images and (E) photothermal heating curves of CIH at different concentrations (ICG: 0, 20 and 100 mg/mL) under an 808 nm (NIR-I)
laser irradiation at a power density of 0.5 W/cm. (D) Absorption spectrum of ICG solution.
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A B C

FIGURE 3 | Digital image analysis of softening effect of CIH. (A) The morphology of the prepared CIH before and after 0.5 W/cm2 808 nm laser irradiation for 5 min.
(B) The infrared thermal images of the prepared CIH before and following irradiation. (C) Relevant 3D temperature diagram in 2B.
A

B C D

FIGURE 4 | In vitro experiments. (A) Fluorescence images of 4T1 cells stained by DCFH-DA to indicate nanoparticle-induced ROS generation. Scar bar: 50 mm.
(B) Corresponding quantitative analysis of ROS generation in 4A. (C) Viability of 4T1 cells cultured in the presence of various formulations. (D) Cell viability of 4T1
cells following the CIH treatments under different ICG concentration. **P < 0.01; Student’s t-test.
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expressed GSH in the tumor microenvironment was also down-
regulated by Cu-Hemin, thereby alleviating the degree of ROS
neutralization and further enhancing the therapeutic effect of
PDT. Both animal and cell models demonstrate the potent
therapeutic effects of our combined system. Hydrogels with
safe properties will benefit further clinical applications in the
future, and we will continue to develop novel nano-systems for
biological applications.
DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in
the article/Supplementary Material. Further inquiries can be
directed to the corresponding author.
ETHICS STATEMENT

The animal experiments were carried out according to the
protocol approved by the Ministry of Health in People’s
Republic of PR China and were approved by Wuhan University.
Frontiers in Oncology | www.frontiersin.org 7
AUTHOR CONTRIBUTIONS

SZ and SW: Methodology, Validation, Formal analysis, Roles,
Writing – original draft. CL: Conceptualization, Writing – review
and editing. ML: Conceptualization, Writing – review and
editing. QH: Project administration, Funding acquisition,
Formal analysis, Data curation. All authors contributed to the
article and approved the submitted version.
FUNDING

This work was supported by National Natural Science
Foundation of China (31800085).
SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at:
https://www.frontiersin.org/articles/10.3389/fonc.2022.918416/
full#supplementary-material
REFERENCES

1. Su X, Cao Y, Liu Y, Ouyang B, Ning B, Wang Y, et al. Localized Disruption
of Redox Homeostasis Boosting Ferroptosis of Tumor by Hydrogel Delivery
System. Mater Today Bio (2021) 12:100154. doi: 10.1016/j.mtbio.2021.
100154

2. Ding K, Zheng C, Sun L, Liu X, Yin Y, Wang L. NIR Light-Induced Tumor
Phototherapy Using ICG Delivery System Based on Platelet-Membrane-
A

D

B C

FIGURE 5 | In vivo experiments. (A) Relative changes of tumor volume in mice bearing 4T1 tumors after indicated treatments. (B) Body weight changes of treated
mice. (C) Tumor weight measured following the indicated treatments. (D) Representative digital photos of tumors collected from various groups. (D) TUNEL and Ki-
67 tumor sections from the indicated treatment groups. **P < 0.01; Student’s t-test.
June 2022 | Volume 12 | Article 918416

https://www.frontiersin.org/articles/10.3389/fonc.2022.918416/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fonc.2022.918416/full#supplementary-material
https://doi.org/10.1016/j.mtbio.2021.100154
https://doi.org/10.1016/j.mtbio.2021.100154
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Zhu et al. Cu-Hemin and ICG for Therapy
Camouflaged Hollow Bismuth Selenide Nanoparticles. Chin Chem Lett (2020)
31(5):1168–72. doi: 10.1016/j.cclet.2019.10.040

3. Lin H, Gao S, Dai C, Chen Y, Shi J. A Two-Dimensional Biodegradable
Niobium Carbide (MXene) for Photothermal Tumor Eradication in NIR-I
and NIR-II Biowindows. J Am Chem Soc (2017) 139(45):16235–47. doi:
10.1021/jacs.7b07818

4. Jiang Y, Upputuri PK, Xie C, Lyu Y, Zhang L, Xiong Q, et al. Broadband
Absorbing Semiconducting Polymer Nanoparticles for Photoacoustic
Imaging in Second Near-Infrared Window. Nano Lett (2017) 17(8):4964–9.
doi: 10.1021/acs.nanolett.7b02106

5. Lyu M, Zhu D, Duo Y, Li Y, Quan H. Bimetallic Nanodots for Tri-Modal CT/
MRI/PA Imaging and Hypoxia-Resistant Thermoradiotherapy in the NIR-II
Biological Windows. BioMater (2019) 233:119656. doi: 10.1016/
j.bioMater.2019.119656

6. Zhu D, Lyu M, Huang Q, Suo M, Liu Y, Jiang W, et al. Stellate Plasmonic
Exosomes for Penetrative Targeting Tumor NIR-II Thermo-Radiotherapy.
ACS Appl Mater Interfaces (2020) 12(33):36928–37. doi: 10.1021/
acsami.0c09969

7. Chen N, Fu W, Zhou J, Mei L, Yang J, Tian Y, et al. Mn2+-Doped ZrO2 PDA
Nanocomposite for Multimodal Imaging-Guided Chemo-Photothermal
Combination Therapy. Chin Chem Lett (2021) 32(8):2405–10. doi: 10.1016/
j.cclet.2021.02.030

8. Yu X, Ma H, Xu G, Liu Z. Radiotherapy Assisted With BioMater to Trigger
Antitumor Immunity. Chin Chem Lett. (2022) 3(3):1331–6. doi: 10.1016/
j.cclet.2021.07.073

9. Huang C, Chen T, Zhu D, Huang Q. Enhanced Tumor Targeting and
Radiotherapy by Quercetin Loaded Biomimetic Nanoparticles. Front Chem
(2020) 8:225. doi: 10.3389/fchem.2020.00225

10. Ai K, Huang J, Xiao Z, Yang Y, Bai Y, Peng J. Localized Surface Plasmon
Resonance Properties and Biomedical Applications of Copper Selenide
NanoMater. Mater Today Chem (2021) 20:100402. doi: 10.1016/
j.mtchem.2020.100402

11. Wang J, Sui L, Huang J, Miao L, Nie Y, Wang K, et al. MoS2-Based
Nanocomposites for Cancer Diagnosis and Therapy. Bioact Mater (2021) 6
(11):4209–42. doi: 10.1016/j.bioactmat.2021.04.021

12. Chen Q, Xu L, Liang C, Wang C, Peng R, Liu Z. Photothermal Therapy With
Immune-Adjuvant Nanoparticles Together With Checkpoint Blockade for
Effective Cancer Immunotherapy. Nat Commun (2016) 7:13193. doi: 10.1038/
ncomms13193

13. Liu Y, Bhattarai P, Dai Z, Chen X. Photothermal Therapy and Photoacoustic
Imaging via Nanotheranostics in Fighting Cancer, Chemical Society Reviews.
Chem So. Rev (2019) 48:2053–2108. doi: 10.1039/C8CS00618K

14. Jiang N, Zhou Z, Xiong W, Chen J, Shen J, Li R, et al. Tumor
Microenvironment Triggered Local Oxygen Generation and Photosensitizer
Release From Manganese Dioxide Mineralized Albumin-ICG Nanocomplex
to Amplify Photodynamic Immunotherapy Efficacy. Chin Chem Lett (2021)
32(12):3948–53. doi: 10.1016/j.cclet.2021.06.053

15. Zhu D, Chen H, Huang C, Li G, Wang X, Jiang W, et al. H2O2 Self-Producing
Single-Atom Nanozyme Hydrogels as Light-Controlled Oxidative Stress
Amplifier for Enhanced Synergistic Therapy by Transforming “Cold”
Tumors. Adv Funct Mater (2022):32(16):2110268. doi: 10.1002/
adfm.202110268

16. Zhu D, Zhang J, Luo G, Duo Y, Tang BZ. Bright Bacterium for Hypoxia-
Tolerant Photodynamic Therapy Against Orthotopic Colon Tumors by an
Interventional Method. Adv Sci (2021):8(15):2004769. doi: 10.1002/
advs.202004769

17. Zhu D, Zhang T, Li Y, Huang C, Suo M, Xia L, et al. Tumor-Derived
Exosomes Co-Delivering Aggregation-Induced Emission Luminogens and
Proton Pump Inhibitors for Tumor Glutamine Starvation Therapy and
Enhanced Type-I Photodynamic Therapy. BioMater (2022) 283:121462. doi:
10.1016/j.bioMater.2022.121462

18. Zhao T, Wu W, Sui L, Huang Q, Nan Y, Liu J, et al. Reactive Oxygen Species-
Based NanoMater for the Treatment of Myocardial Ischemia Reperfusion
Injuries. Bioact Mater (2022) 7:47–72. doi: 10.1016/j.bioactmat.2021.06.006

19. Chen L, Huang Q, Zhao T, Sui L, Wang S, Xiao Z, et al. Nanotherapies for
Sepsis by Regulating Inflammatory Signals and Reactive Oxygen and Nitrogen
Species: New Insight for Treating COVID-19. Redox Biol (2021) 45:102046.
doi: 10.1016/j.redox.2021.102046
Frontiers in Oncology | www.frontiersin.org 8
20. Cao R, Sun W, Zhang Z, Li X, Du J, Fan J, et al. Protein Nanoparticles
Containing Cu(II) and DOX for Efficient Chemodynamic Therapy via Self-
Generation of H2O2. Chin Chem Lett (2020) 31(12):3127–30. doi: 10.1016/
j.cclet.2020.06.031

21. Dai Y, Ding Y, Li L. Nanozymes for Regulation of Reactive Oxygen Species
and Disease Therapy. Chin Chem Lett (2021) 32(9):2715–28. doi: 10.1016/
j.cclet.2021.03.036

22. Zhou Z, Liang H, Yang R, Yang Y, Dong J, Di Y, et al. GSH Depletion-Induced
Activation of Dimersomes for Potentiating the Ferroptosis and
Immunotherapy of "Cold" Tumor. Angewandte Chemie (2022) 61(22):
e202204830. doi: 10.1002/ange.202202843

23. Wang Q, Sun M, Li D, Li C, Luo C, Wang Z, et al. Cytochrome P450 Enzyme-
Mediated Auto-Enhanced Photodynamic Cancer Therapy of Co-
Nanoassembly Between Clopidogrel and Photosensitizer. Theranostics
(2020) 10(12):5550–64. doi: 10.7150/thno.42633

24. Mishchenko TA, Balalaeva IV, Vedunova MV, Krysko DV. Ferroptosis and
Photodynamic Therapy Synergism: Enhancing Anticancer Treatment. Trends
Cancer (2021) 7(6):484–7. doi: 10.1016/j.trecan.2021.01.013

25. Xiong Y, Xiao C, Li Z, Yang X. Engineering Nanomedicine for Glutathione
Depletion-Augmented Cancer Therapy. Chem Soc Rev (2021) 50(10):6013–
41. doi: 10.1039/D0CS00718H

26. Niu B, Liao K, Zhou Y, Wen T, Quan G, Pan X, et al. Application of
Glutathione Depletion in Cancer Therapy: Enhanced ROS-Based Therapy,
Ferroptosis, and Chemotherapy. BioMater (2021) 277:121110. doi: 10.1016/
j.bioMater.2021.121110

27. Zhu Y, Zhao T, Liu M, Wang S, Liu S, Yang Y, et al. Rheumatoid Arthritis
Microenvironment Insights Into Treatment Effect of NanoMater. Nano Today
(2022) 42:101358. doi: 10.1016/j.nantod.2021.101358

28. Meng X, Li D, Chen L, He H, Wang Q, Hong C, et al. High-Performance Self-
Cascade Pyrite Nanozymes for Apoptosis-Ferroptosis Synergistic Tumor
Therapy. ACS Nano (2021) 15:5735–51. doi: 10.1021/acsnano.1c01248

29. Li K, Xu K, He Y, Lu L, Mao Y, Gao P, et al. Functionalized Tumor-Targeting
Nanosheets Exhibiting Fe(II) Overloading and GSH Consumption for
Ferroptosis Activation in Liver Tumor. Small (2021) 17(40):e2102046. doi:
10.1002/smll.202102046

30. Yang D. Recent Advances in Hydrogels. Chem Mater (2022) 34(5):1987–9.
doi: 10.1021/acs.chemmater.2c00188

31. Qiu M, Wang D, LiangW, Liu L, Zhang Y, Chen X, et al. Novel Concept of the
Smart NIR-Light-Controlled Drug Release of Black Phosphorus
Nanostructure for Cancer Therapy. Proc Natl Acad Sci USA (2018) 115
(3):501–6. doi: 10.1073/pnas.1714421115

32. Zhu D, Zheng Z, Luo G, Suo M, Li X, Duo Y, et al. Single Injection and
Multiple Treatments: An Injectable Nanozyme Hydrogel as AIEgen Reservoir
and Release Controller for Efficient Tumor Therapy. Nano Today (2021)
37:101091. doi: 10.1016/j.nantod.2021.101091

33. Xing R, Liu K, Jiao T, Zhang N, Ma K, Zhang R, et al. An Injectable Self-
Assembling Collagen-Gold Hybrid Hydrogel for Combinatorial Antitumor
Photothermal/Photodynamic Therapy. Adv Mater (2016) 28(19):3669–76.
doi: 10.1002/adma.201600284

34. Zhao S, Zhang L, Deng L, Ouyang J, Xu Q, Gao X, et al. NIR-II Responsive
Hydrogel as an Angiogenesis Inhibition Agent for Tumor Microenvironment
Reprogramming. Small (2021) 17(47):e2103003. doi: 10.1002/smll.202103003

35. Huang C, Chen B, Chen M, Jiang W, Liu W. Injectable Hydrogel for Cu(2+)
Controlled Release and Potent Tumor Therapy. Life (Basel) (2021) 11(5):391
doi: 10.3390/life11050391

36. Meng X, Deng J, Liu F, Guo T, Liu M, Dai P, et al. Triggered All-Active Metal
Organic Framework: Ferroptosis Machinery Contributes to the Apoptotic
Photodynamic Antitumor Therapy. Nano Lett (2019) 19(11):7866–76. doi:
10.1021/acs.nanolett.9b02904

37. Shen L, Zhou T, Fan Y, Chang X, Wang Y, Sun J, et al. Recent Progress in
Tumor Photodynamic Immunotherapy. Chin Chem Lett (2020) 31(7):1709–
16. doi: 10.1016/j.cclet.2020.02.007

38. Yu CY, Xu H, Ji S, Kwok RT, Lam JW, Li X, et al. Mitochondrion-Anchoring
Photosensitizer With Aggregation-Induced Emission Characteristics
Synergistically Boosts the Radiosensitivity of Cancer Cells to Ionizing
Radiation. Adv Mater (2017) 29(15):1606167. doi: 10.1002/adma.201606167

39. Zhang T, Zhang J, Wang FB, Cao H, Zhu D, Chen X, et al. Mitochondria-
Targeting Phototheranostics by Aggregation-Induced NIR-II Emission
June 2022 | Volume 12 | Article 918416

https://doi.org/10.1016/j.cclet.2019.10.040
https://doi.org/10.1021/jacs.7b07818
https://doi.org/10.1021/acs.nanolett.7b02106
https://doi.org/10.1016/j.bioMater.2019.119656
https://doi.org/10.1016/j.bioMater.2019.119656
https://doi.org/10.1021/acsami.0c09969
https://doi.org/10.1021/acsami.0c09969
https://doi.org/10.1016/j.cclet.2021.02.030
https://doi.org/10.1016/j.cclet.2021.02.030
https://doi.org/10.1016/j.cclet.2021.07.073
https://doi.org/10.1016/j.cclet.2021.07.073
https://doi.org/10.3389/fchem.2020.00225
https://doi.org/10.1016/j.mtchem.2020.100402
https://doi.org/10.1016/j.mtchem.2020.100402
https://doi.org/10.1016/j.bioactmat.2021.04.021
https://doi.org/10.1038/ncomms13193
https://doi.org/10.1038/ncomms13193
https://doi.org/10.1039/C8CS00618K
https://doi.org/10.1016/j.cclet.2021.06.053
https://doi.org/10.1002/adfm.202110268
https://doi.org/10.1002/adfm.202110268
https://doi.org/10.1002/advs.202004769
https://doi.org/10.1002/advs.202004769
https://doi.org/10.1016/j.bioMater.2022.121462
https://doi.org/10.1016/j.bioactmat.2021.06.006
https://doi.org/10.1016/j.redox.2021.102046
https://doi.org/10.1016/j.cclet.2020.06.031
https://doi.org/10.1016/j.cclet.2020.06.031
https://doi.org/10.1016/j.cclet.2021.03.036
https://doi.org/10.1016/j.cclet.2021.03.036
https://doi.org/10.1002/ange.202202843
https://doi.org/10.7150/thno.42633
https://doi.org/10.1016/j.trecan.2021.01.013
https://doi.org/10.1039/D0CS00718H
https://doi.org/10.1016/j.bioMater.2021.121110
https://doi.org/10.1016/j.bioMater.2021.121110
https://doi.org/10.1016/j.nantod.2021.101358
https://doi.org/10.1021/acsnano.1c01248
https://doi.org/10.1002/smll.202102046
https://doi.org/10.1021/acs.chemmater.2c00188
https://doi.org/10.1073/pnas.1714421115
https://doi.org/10.1016/j.nantod.2021.101091
https://doi.org/10.1002/adma.201600284
https://doi.org/10.1002/smll.202103003
https://doi.org/10.3390/life11050391
https://doi.org/10.1021/acs.nanolett.9b02904
https://doi.org/10.1016/j.cclet.2020.02.007
https://doi.org/10.1002/adma.201606167
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Zhu et al. Cu-Hemin and ICG for Therapy
Luminogens: Modulating Intramolecular Motion by Electron Acceptor
Engineering for Multi-Modal Synergistic Therapy. Adv Funct Mater (2022)
32(16):12110526. doi: 10.1002/adfm.202110526

40. Duo Y, Zhu D, Sun X, Suo M, Zheng Z, Jiang W, et al. Patient-Derived
Microvesicles/AIE Luminogen Hybrid System for Personalized Sonodynamic
Cancer Therapy in Patient-Derived Xenograft Models. BioMater (2021)
272:120755. doi: 10.1016/j.bioMater.2021.120755

41. Gao D, Guo X, Zhang X, Chen S, Wang Y, Chen T, et al. Multifunctional
Phototheranostic Nanomedicine for Cancer Imaging and Treatment. Mater
Today Bio (2020) 5:100035. doi: 10.1016/j.mtbio.2019.100035

42. Li J, Zhuang Z, Zhao Z, Tang BZ. Type I AIE Photosensitizers: Mechanism
and Application. View (2021) 3(2):20200121. doi: 10.1002/VIW.20200121

43. Huang C, Liu Z, Chen M, Du L, Liu C, Wang S, et al. Tumor-Derived
Biomimetic Nanozyme With Immune Evasion Ability for Synergistically
Enhanced Low Dose Radiotherapy. J Nanobiotech (2021) 19(1):457. doi:
10.1186/s12951-021-01182-y

44. Ding X, Liow CH, Zhang M, Huang R, Li C, Shen H, et al. Surface Plasmon
Resonance Enhanced Light Absorption and Photothermal Therapy in the
Second Near-InfraredWindow. J Am Chem Soc (2014) 136(44):15684–93. doi:
10.1021/ja508641z

45. Zhou J, Jiang Y, Hou S, Upputuri PK, Wu D, Li J, et al. Compact Plasmonic
Blackbody for Cancer Theranosis in the Near-Infrared II Window. ACS Nano
(2018) 12(3):2643–51. doi: 10.1021/acsnano.7b08725

46. Tchounwou C, Sinha SS, Viraka Nellore BP, Pramanik A, Kanchanapally R,
Jones S, et al. Hybrid Theranostic Platform for Second Near-IR Window Light
Triggered Selective Two-Photon Imaging and Photothermal Killing of
Frontiers in Oncology | www.frontiersin.org 9
Targeted Melanoma Cells. ACS Appl Mater Interfaces (2015) 7(37):20649–
56. doi: 10.1021/acsami.5b05225

47. Guo W, Chen Z, Feng X, Shen G, Huang H, Liang Y, et al. Graphene
Oxide (GO)-Based Nanosheets With Combined Chemo/Photothermal/
Photodynamic Therapy to Overcome Gastric Cancer (GC) Paclitaxel
Resistance by Reducing Mitochondria-Derived Adenosine-Triphosphate
(ATP). J Nanobiotech (2021) 19(1):146. doi: 10.1186/s12951-021-
00874-9
Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Zhu, Wang, Liu, Lyu and Huang. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the
original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.
June 2022 | Volume 12 | Article 918416

https://doi.org/10.1002/adfm.202110526
https://doi.org/10.1016/j.bioMater.2021.120755
https://doi.org/10.1016/j.mtbio.2019.100035
https://doi.org/10.1002/VIW.20200121
https://doi.org/10.1186/s12951-021-01182-y
https://doi.org/10.1021/ja508641z
https://doi.org/10.1021/acsnano.7b08725
https://doi.org/10.1021/acsami.5b05225
https://doi.org/10.1186/s12951-021-00874-9
https://doi.org/10.1186/s12951-021-00874-9
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Cu-Hemin Nanosheets and Indocyanine Green Co-Loaded Hydrogel for Photothermal Therapy and Amplified Photodynamic Therapy
	Introduction
	Results and Discussion
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Supplementary Material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


