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Abstract: Porphyrin’s excellent biocompatibility and modifiability make it a widely studied photoac-
tive material. However, its large π-bond conjugated structure leads to aggregation and precipitation
in physiological solutions, limiting the biomedical applications of porphyrin-based photoactive mate-
rials. It has been demonstrated through research that fabricating porphyrin molecules into nanoscale
covalent organic frameworks (COFs) structures can circumvent issues such as poor dispersibility
resulting from hydrophobicity, thereby significantly augmenting the photoactivity of porphyrin
materials. Porphyrin-based COF materials can exert combined photodynamic and photothermal
effects, circumventing the limitations of photodynamic therapy (PDT) due to hypoxia and issues
in photothermal therapy (PTT) from heat shock proteins or the adverse impact of excessive heat
on the protein activity of normal tissue. Furthermore, the porous structure of porphyrin COFs
facilitates the circulation of oxygen molecules and reactive oxygen species and promotes sufficient
contact with the lesion site for therapeutic functions. This review covers recent progress regarding
porphyrin-based COFs in treating malignant tumors and venous thrombosis and for antibacterial
and anti-inflammatory uses via combined PDT and PTT. By summarizing relevant design strategies,
ranging from molecular design to functional application, this review provides a reference basis for
the enhanced phototherapy application of porphyrin-based COFs as photoactive materials. This
review aims to offer valuable insights for more effective biomedical applications of porphyrin-based
COFs through the synthesis of existing experimental data, thereby paving the way for their future
preclinical utilization.

Keywords: porphyrin; covalent organic frameworks; photodynamic therapy; photothermal therapy;
reactive oxygen species

1. Introduction

Similar to chemotherapy and radiotherapy, phototherapy has been proven to be an
effective and highly promising therapeutic modality for the treatment of malignant tu-
mors [1,2]. Due to its operational simplicity, cost-effectiveness, and non-invasiveness,
phototherapy has consistently attracted the attention of numerous researchers and become
an area of in-depth investigation [3]. Phototherapy can be categorized into two primary
mechanisms: PDT and PTT [4]. Conventional PDT converts light energy into chemical
energy, which, through energy transfer, transforms the oxygen molecules around pho-
tosensitizers into cytotoxic reactive oxygen species (ROS) [5–8]. This process oxidizes
biomacromolecules within cells, inducing oxidative stress and ultimately achieving thera-
peutic effects [9]. PTT transforms light energy into thermal energy, causing cellular proteins
or enzymes to denature at elevated temperatures, leading to apoptosis or necrosis [10–12].
PTT has been widely used in the treatment of a variety of diseases to date [13–15].

Pharmaceutics 2024, 16, 1625. https://doi.org/10.3390/pharmaceutics16121625 https://www.mdpi.com/journal/pharmaceutics

https://doi.org/10.3390/pharmaceutics16121625
https://doi.org/10.3390/pharmaceutics16121625
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/pharmaceutics
https://www.mdpi.com
https://orcid.org/0000-0002-3296-7078
https://orcid.org/0000-0002-8045-279X
https://doi.org/10.3390/pharmaceutics16121625
https://www.mdpi.com/journal/pharmaceutics
https://www.mdpi.com/article/10.3390/pharmaceutics16121625?type=check_update&version=1


Pharmaceutics 2024, 16, 1625 2 of 21

Currently, many materials that possess photodynamic or photothermal capabilities un-
der light exposure have been identified [4]. These photoactive materials include inorganic
metallic substances such as gold nanoparticles [16], tungsten [17,18], and molybdenum
oxides [19], as well as organic compounds like phthalocyanine compounds [20,21], methy-
lene blue [22,23], and porphyrin derivatives [24–26]. Despite their potential, inorganic
metallic materials still face challenges related to biometabolism and safety. Among the
organic materials, porphyrins stand out for their excellent photostability and biocompatibil-
ity [27,28]. Moreover, the molecular structure of porphyrins is easily modifiable, and they
can be designed into multiligand structures, facilitating the development of multifunctional
materials through coordination complexes or covalent crosslinking [29,30]. A wealth of
research demonstrates that, through rational molecular synthesis and customized system
design, porphyrin-based materials can simultaneously exert synergistic photodynamic
and photothermal effects [30]. The combination of these two phototherapeutic mecha-
nisms overcomes the limitations of individual treatments, making the functional design of
nanoplatforms for combined PDT and PTT more straightforward [31]. It also avoids the
complexity of integrating two distinct therapeutic materials into a single system and the
potential time lags when applying both phototherapies concurrently [32,33]. Therefore, the
design of such systems holds significant research and application value.

Covalent organic frameworks, consisting of carbon, oxygen, nitrogen, hydrogen, and
phosphorus, are crystalline and reticular structures [34,35]. COFs exhibit large specific
surface areas and low densities, making them extensively studied in gas separation, energy
storage, electronic conduction, and catalysis [35,36]. Additionally, the organic molecular
characteristics of COFs confer good biocompatibility, and their porous nature allows for
the loading of appropriately sized drug molecules, enabling effective drug delivery and
controlled release, thus laying the foundation for biomedical applications [37–39]. Notably,
there has been a surge in research focusing on the preparation of porphyrin-based COFs for
biomedical applications [40,41]. These studies not only highlight the safety and improved
water dispersibility of hydrophobic porphyrin molecules when incorporated into COFs but
also demonstrate the potential to mitigate the impact of hypoxia or heat shock proteins on
the performance of porphyrin-based photosensitizers used in monotherapy. Consequently,
further exploration of the structural design and phototherapeutic mechanisms of porphyrin-
based COFs is of great significance.

This review summarizes recent advancements in the preparation and post-modification
of porphyrin-based COFs for enhanced photodynamic therapy and photothermal ther-
apy and their application in the treatment of malignant tumors, antibacterial and anti-
inflammatory conditions, and venous thrombosis (Figure 1). By synthesizing and sum-
marizing these research efforts, this review aims to provide a reference for the molecular
design of nanosystems with dual phototherapeutic functionalities. It particularly empha-
sizes the principles behind the enhanced phototherapeutic efficacy of porphyrin-based
COFs under the dual action of PDT and PTT. From the molecular architecture to functional
implementation, this work offers a detailed blueprint for the biomedical application of
porphyrin photosensitizers, supporting the development of more effective treatments for a
variety of diseases.
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mors, antibacterial and anti-inflammatory conditions, and venous thrombosis. Reproduced with 
permission from [42–45]. Copyright (2019), Elsevier. Copyright (2021), American Chemical Society. 
Copyright (2022), John Wiley & Sons, Ltd. Copyright (2024), Elsevier. 
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Figure 1. The preparation and post-modification of porphyrin-based COFs for enhanced photody-
namic therapy and photothermal therapy and their application in the treatment of malignant tumors,
antibacterial and anti-inflammatory conditions, and venous thrombosis. Reproduced with permission
from [42–45]. Copyright (2019), Elsevier. Copyright (2021), American Chemical Society. Copyright
(2022), John Wiley & Sons, Ltd. Copyright (2024), Elsevier.

2. Synthesis of Porphyrin-Based COFs and Their Biomedical Applications

The excellent biocompatibility and design flexibility of porphyrin molecules make
them one of the most widely studied photoactive materials [28]. By reacting the free
end groups of COFs with monoamino porphyrins, the loading of monoamino porphyrin
molecules can be achieved for phototherapy research, without affecting the size and mor-
phology of the COFs. This defect functionalization strategy demonstrates the feasibility
and effectiveness of combining COFs with porphyrin-based photosensitizers (Table 1).
Exploiting the symmetry of porphyrin molecules, photosensitizer molecules with four
amino groups can be synthesized for the construction of the COF backbone. Under illumi-
nation from a single light source, these COFs can simultaneously achieve the combined
functions of PDT and PTT (Table 1). The porous nature of COFs facilitates the loading
of various small organic molecules. The structural characteristics of porphyrin-based
COFs enable the easy realization of multimodal imaging-guided multifunctional thera-
peutic strategies. These features provide a scientifically sound and effective approach for
the treatment of various diseases, including malignant tumors, venous thrombosis, and
antibacterial/anti-inflammatory therapies (Table 1). This review summarizes the differ-
ent biomedical applications of COFs prepared with various porphyrins and compiles the
methods for the nanoscale processing of porphyrin-based COFs, offering valuable insights
(Table 1).
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Table 1. Porphyrin COFs for synergistic PDT and PTT applications.

Material
Structure Function/Therapeutic

Advantages Ref
Porphyrin Nanoscale COF

VONc for PTT
Porphyrin for PDT

VON@COF-Por
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preparation methods that can effectively load porphyrin molecules or encapsulate photo-
active species within their pores is a fascinating and worthwhile area of study. 

For instance, Dong et al. synthesized TPB-DMTP-COF using 1,3,5-tris(4-aminophe-
nyl)benzene and 2,5-dimethoxyterephthaldehyde as primary precursors, with polyvi-
nylpyrrolidone (PVP) as a dispersing agent and acetic acid as a catalyst [46]. The residual 
aldehyde groups on the synthesized TPB-DMTP-COF were then reacted with monoamino 
porphyrin to produce COF-Por, which was further used to encapsulate a phthalocyanine 
derivative (VONc) within its channels, resulting in VONc@COF-Por (Figure 2A). TEM im-
ages confirmed the spherical nanoparticle morphology of VONc@COF-Por, with a diam-
eter of about 140 nm (Figure 2B). The singlet oxygen generation capability of the material 
was tested using 1,3-diphenylisobenzofuran (DPBF) as a singlet oxygen scavenger. Upon 
irradiation with red LED light (50 mW/cm2) for 7 min, the UV absorbance of DPBF in the 
presence of VONc@COF-Por decreased significantly, retaining only around 20% of its in-
itial intensity (Figure 2C). This indicates that VONc@COF-Por effectively generated sin-
glet oxygen under red light, leading to the degradation of DPBF. Furthermore, the photo-
thermal conversion of VONc@COF-Por under 808 nm laser irradiation (1.5 W/cm2) was 
assessed. As shown in Figure 2D, the temperature of the VONc@COF-Por solution in-
creased from 23.6 °C to 58.1 °C after 10 min of irradiation, whereas the control water sam-
ple showed minimal temperature change, demonstrating the material’s superior photo-
thermal conversion performance. Given the excellent singlet oxygen generation and pho-
tothermal conversion capabilities of VONc@COF-Por, its antitumor efficacy both in vitro 
and in vivo was evaluated. MCF-7 cells were chosen as the target, and the cytotoxicity 
was assessed by an MTT assay [54–56]. Figure 2E illustrates that increasing concentrations 
of VONc@COF-Por led to the effective inhibition of cell proliferation, whether through 
PDT alone, PTT alone, or a combination of both. The IC50 values for PDT and PTT were 
found to be 131 µg/mL and 93 µg/mL, respectively. Notably, the combined PDT and PTT 
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3. Nanoscale COFs for Combined PDT and PTT

Porphyrin-based photosensitizers incorporated into nMOFs have been extensively
studied in PDT research. Lin et al. demonstrated that when porphyrins are integrated
into the MOF framework, the periodic and ordered arrangement of atoms within the
MOF crystal structure leads to enhanced singlet oxygen generation efficiency due to the
spatial separation of hydrophobic photosensitizer molecules [49–51]. This makes such
porous materials effective carriers for the loading of hydrophobic porphyrin molecules
for phototherapeutic applications against cancer cell proliferation [51]. Similarly, COFs,
which are also porous and crystalline but devoid of metal elements, offer excellent bio-
compatibility, long-range order, and larger pore sizes, which make them another widely
researched carrier [52]. However, conventional COF synthesis often requires stringent
conditions, including anhydrous and anaerobic environments at high temperatures and
pressures, which can hinder reproducibility and scalability [53]. Thus, developing milder
COF preparation methods that can effectively load porphyrin molecules or encapsulate
photoactive species within their pores is a fascinating and worthwhile area of study.

For instance, Dong et al. synthesized TPB-DMTP-COF using 1,3,5-tris(4-aminophenyl)
benzene and 2,5-dimethoxyterephthaldehyde as primary precursors, with polyvinylpyrroli-
done (PVP) as a dispersing agent and acetic acid as a catalyst [46]. The residual aldehyde
groups on the synthesized TPB-DMTP-COF were then reacted with monoamino porphyrin
to produce COF-Por, which was further used to encapsulate a phthalocyanine deriva-
tive (VONc) within its channels, resulting in VONc@COF-Por (Figure 2A). TEM images
confirmed the spherical nanoparticle morphology of VONc@COF-Por, with a diameter
of about 140 nm (Figure 2B). The singlet oxygen generation capability of the material
was tested using 1,3-diphenylisobenzofuran (DPBF) as a singlet oxygen scavenger. Upon
irradiation with red LED light (50 mW/cm2) for 7 min, the UV absorbance of DPBF in
the presence of VONc@COF-Por decreased significantly, retaining only around 20% of
its initial intensity (Figure 2C). This indicates that VONc@COF-Por effectively generated
singlet oxygen under red light, leading to the degradation of DPBF. Furthermore, the
photothermal conversion of VONc@COF-Por under 808 nm laser irradiation (1.5 W/cm2)
was assessed. As shown in Figure 2D, the temperature of the VONc@COF-Por solution in-
creased from 23.6 ◦C to 58.1 ◦C after 10 min of irradiation, whereas the control water sample
showed minimal temperature change, demonstrating the material’s superior photothermal
conversion performance. Given the excellent singlet oxygen generation and photother-
mal conversion capabilities of VONc@COF-Por, its antitumor efficacy both in vitro and
in vivo was evaluated. MCF-7 cells were chosen as the target, and the cytotoxicity was
assessed by an MTT assay [54–56]. Figure 2E illustrates that increasing concentrations
of VONc@COF-Por led to the effective inhibition of cell proliferation, whether through
PDT alone, PTT alone, or a combination of both. The IC50 values for PDT and PTT were
found to be 131 µg/mL and 93 µg/mL, respectively. Notably, the combined PDT and PTT
treatment resulted in an IC50 value of 42 µg/mL, highlighting the enhanced efficacy of
the dual-modality approach, which offers the potential to achieve therapeutic outcomes
at lower doses (Figure 2F). In vivo studies on MCF-7 cell proliferation in mice (Figure 2G)
(administration via intratumoral injection) showed that, while individual PDT and PTT
treatments initially suppressed tumor growth, the tumors eventually regrew. However, the
combined PDT and PTT treatment completely inhibited tumor growth, with no increase in
tumor volume observed over time, underscoring the effectiveness of the VONc@COF-Por
platform in synergistic phototherapy. These results provide new insights into the design of
porphyrin-based porous materials for biomedical applications and highlight the advantages
of combined PDT and PTT for cancer treatment.
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Figure 2. (A) Synthesis steps of VONc@COF-Por. (B) TEM images of VONc@COF-Por NPs. (C) 1O2

generation ability of VONc@COF-Por detected by DPBF under irradiation of a red LED. (D) Tem-
perature changes in the solutions of VONc@COF-Por under red LED irradiation and/or NIR laser
irradiation (808 nm). (E) Cell viabilities of various groups under different treatments. (F) IC50 of
VONc@COF-Por under different treatments. (G) Relative tumor weight changes in different groups
with different treatments. (i) Control, (ii) Laser, (iii) Dark, (iv) PDT, (v) PTT, (vi) PDT + PTT. (ns: no
significant difference, * p < 0.05, *** p < 0.001) Reproduced with permission from [46]. Copyright
(2019), American Chemical Society.

4. Nanoscale COFs for Multimodal Imaging-Guided Phototherapy

Functionalizing COFs with defects and modifying the free terminal groups with
monoamino porphyrins can indeed enable the loading of porphyrins for tumor photo-
dynamic therapy. However, the inability of these COF-based photosensitive materials
to specifically target cancer cells and their bioadhesion in biological media can limit the
accumulation of the materials on the cancer cell surface, thus reducing the effective delivery
of the photosensitizer to the tumor site. To address this, Feng et al. employed a core–
shell strategy, growing COF materials, synthesized from 2,5-dimethoxyterephthaldehyde
(DMTP) and 1,3,5-tris(4-aminophenyl)benzene (TPBA) monomers, onto the surface of
polypyrrole (PPy) to form PPy@COF nanocomposites [47]. Subsequently, porphyrin
molecules were loaded via the reactive free terminal groups of the COF, yielding the
PPy@COF-Por nanoplatform (Figure 3A). To reduce the bioadhesion and enhance the
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targeting of cancer cells, the authors extracted HCT116 cancer cell membranes, which
were then used to coat the nanoplatforms through sonication, resulting in the mPPy@COF-
Por nanoplatform. The resulting nanoplatform was designed to perform multimodal
imaging (thermography/photoacoustic/fluorescence)-guided 808 nm laser-activated PPy-
induced PTT and red-light-activated porphyrin-induced PDT (Figure 3B). The homotypic
targeting ability of the cancer cell membrane coating not only improved the targeting
specificity but also reduced the adhesion in biological media, facilitating the movement of
the nanoplatforms towards cancer cells. Additionally, the self-thermophoretic motion of
the mPPy@COF-Por nanomotors, activated by mild 808 nm laser irradiation, promoted the
directed movement of the nanoplatforms in biological media, enhancing their accumulation
on the cancer cell surface. This NIR light-induced self-thermophoretic effect provides a
new avenue for enhanced combined PDT and PTT.
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Figure 3. (A) Synthetic steps of mPPy@COF-Por nanomotor. (B) The mechanism of the synergistic
antitumor therapy using mPPy@COF-Por nanomotors. (C) The ROS generation ability of the different
groups after different treatments. (i) DPBF + mPPy@COF-Por + 808 nm laser, (ii) DPBF + PPy +
660 nm laser, (iii) DPBF + PPy@COF + 660 nm laser, (iv) DPBF + PPy@COF-Por + 660 nm laser,
(v) DPBF + mPPy@COF-Por + 660 nm laser. (D) The temperature elevation induced by mPPy@COF-
Por (at a concentration of 600 µg mL−1) under various power densities (0.5, 1, 1.5, and 2 W cm−2)
of an 808 nm laser. (E) The mean square displacement (MSD) curves of mPPy@COF-Por at various
power levels (0, 0.8, and 1.5 W cm−2) and in PBS and cell medium (CM). (F) Tumor volume changes
in different groups with different treatments. (i) PBS, (ii) mPPy@COF-Por, (iii) PBS + 660 nm +
808 nm lasers, (iv) mPPy@COF-Por + low-power 808 nm laser, (v) mPPy@COF-Por + 660 nm laser,
(vi) mPPy@COF-Por + high-power 808 nm laser, (vii) mPPy@COF-Por + 660 nm + high-power 808 nm
lasers, (viii) mPPy@COF-Por + 660 nm + low-power and high-power 808 nm lasers. (*** p < 0.001,
**** p < 0.0001) Reproduced with permission from [47]. Copyright (2023), John Wiley & Sons, Ltd.
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The singlet oxygen generation capacity of the materials was assessed using DPBF
as a singlet oxygen scavenger. As depicted in Figure 3C, the UV absorbance of DPBF at
413 nm decreased with prolonged 660 nm red light exposure, indicating the effective singlet
oxygen generation by both PPy@COF-Por and mPPy@COF-Por. The encapsulation with
cancer cell membranes did not significantly affect the singlet oxygen production. The pho-
tothermal conversion of the materials was also examined. Under 808 nm laser irradiation,
mPPy@COF-Por could efficiently convert light energy into heat. The solution temperature
could rise from 21.6 ◦C to 51.3 ◦C after 2 W/cm2 irradiation for 10 min (Figure 3D), show-
casing the material’s excellent photothermal properties. The self-thermophoretic motility of
the nanoplatforms in different 808 nm laser powers and media was characterized, revealing
that the average squared displacement (MSD) of the mPPy@COF-Por nanomotors increased
with the laser power, suggesting passive Brownian motion (Figure 3E). This 808 nm light-
activated self-propulsion enhanced the accumulation of the nanoplatforms on the cancer
cell surface. After confirming the PDT, PTT, and self-thermophoretic motility of the materi-
als, the therapeutic effects of mPPy@COF-Por on HCT116 xenograft mouse models were
evaluated. As shown in Figure 3F, neither PDT nor PTT alone (groups 5 and 6, respectively)
could fully inhibit the continuous proliferation of cancer cells. However, the combined
PDT and PTT mechanism, activated by 808 nm and 660 nm light (group 7), effectively
suppressed the proliferation of HCT116 cancer cells, with only three small tumors remain-
ing. Interestingly, in group 8, where low and high 808 nm power and 660 nm light were
sequentially applied, only one small tumor remained, demonstrating the best antitumor
effect. This system leverages the homotypic targeting ability of the cancer cell membrane to
enhance the accumulation of the nanoplatforms on cancer cells and the NIR light-induced
self-thermophoretic motion to promote the directed movement and cellular uptake of the
nanoplatforms. With these enhancements, the mPPy@COF-Por nanoplatform achieved
outstanding combined PDT/PTT antitumor efficacy, providing valuable preclinical data
for the application of porphyrin-loaded COF-based photosensitive materials. Although
the 808 nm light-activated self-thermophoretic effect may diminish for deeper tissue, the
utilization of the higher levels of GSH and hydrogen peroxide in cancer cells to activate the
directional movement of nanomotor drugs may be a promising future research direction.

5. Porphyrin COFs for Combined PDT and PTT

Defect functionalization and the reaction of free terminal groups in COFs can indeed
achieve the loading of porphyrin photosensitizers. However, such designs typically result
in the relatively low loading of porphyrin photosensitizers and are limited to PDT effects
only. To achieve a combined PDT and PTT therapeutic effect, additional photothermal
agents must be incorporated, and two different light sources are required for activation. On
one hand, the use of multiple light sources complicates the treatment process and increases
the cost due to the requirement for more sophisticated laser equipment. On the other hand,
the non-simultaneous occurrence of PDT and PTT may prevent the synergistic mechanisms
from being fully realized. Photothermal therapy can elevate the local temperature of the
tumor tissue, thereby improving blood circulation and oxygen transport, which is beneficial
in alleviating the hypoxia that inhibits PDT. Therefore, it is highly desirable and worth
investigating to develop a single-light-source-activated photosensitive material capable of
delivering both PDT and PTT.
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To this end, researchers have envisioned the direct synthesis of porphyrin-based COFs
using tetra-aminoporphyrin molecules, which would not only increase the loading effi-
ciency of photosensitizers but also enable combined PDT and PTT treatment under a single
light source. For example, Tian et al. prepared a porphyrin-based COF-366 reticular poly-
mer via a Schiff base reaction between tetra-aminoporphyrin and terephthalaldehyde [42].
To control the morphology to a nano-sized structure, the authors employed an ultrasonic-
assisted exfoliation method to obtain COF-366 nanoparticles (NPs) (Figure 4A). Under
635 nm laser irradiation, the COF-366 NPs were capable of generating singlet oxygen
and converting light energy into thermal energy. Moreover, the photothermal conversion
property of the prepared COF-366 NPs endowed them with the capacity for photoacoustic
imaging. After cellular internalization, the COF-366 NPs could exhibit a combined PDT
and PTT therapeutic effect under the guidance of photoacoustic imaging and a single light
source (Figure 4A). TEM images showed that the prepared COF-366 NPs presented as
nanoparticles with a relatively small but non-uniform size (Figure 4B), which was suitable
for cellular uptake. The authors then used DPBF as a singlet oxygen scavenger to test
the singlet oxygen generation capability of the COF-366 NPs (Figure 4C). As illustrated
in Figure 4C, under continuous 635 nm laser irradiation, the UV absorbance of DPBF
continuously decreased, and the extent of the decrease was mitigated upon the addition
of the reductant vitamin C. These results confirmed that the COF-366 NPs can effectively
generate singlet oxygen under laser irradiation. Next, the photothermal conversion effi-
ciency of the COF-366 NPs was evaluated. As shown in Figure 4D, with the increase in
the light power density from 0.8 W/cm2 to 2 W/cm2, the temperature of the COF-366 NP
solution gradually increased, reaching a maximum temperature rise greater than 20 ◦C.
These results indicate that the COF-366 NPs meet the requirements for photothermal agents.
After verifying the singlet oxygen generation and photothermal properties of the material,
the authors tested its cytotoxicity. As shown in Figure 4E, after cellular internalization,
the COF-366 NPs under 635 nm laser irradiation could achieve a combined PDT and PTT
anticancer effect. In cellular experiments, the authors inhibited the PTT effect by lowering
the ambient temperature and the PDT effect by adding vitamin C. It was found that the
combined PDT and PTT treatment had a significantly enhanced inhibitory effect on cell
viability compared to either PDT or PTT alone. The COF-366 NPs prepared in this system
have a broad absorption range, extending into the near-infrared region, suggesting that
they may possess photoacoustic imaging capabilities. According to the data in Figure 4F,
after intravenous injection, the photoacoustic signal intensity in the tumor region gradually
increased and reached a peak at 12 h, indicating that the COF-366 NPs not only have good
photoacoustic imaging characteristics but also can effectively accumulate in tumor tissue,
showing their potential as tumor-targeting imaging agents. Subsequently, the authors
evaluated the in vivo antitumor effect of the COF-366 NPs in a 4T1 tumor-bearing mouse
model, recording the changes in the tumor volume over 14 days (Figure 4G). It was found
that, compared to individual PDT or PTT, the combined PDT and PTT treatment exhibited
the best antitumor effect. This result demonstrates that porphyrin-based COFs, under a
single light source, can achieve complete tumor inhibition, offering a new design concept
for biomedical applications of porphyrin-based COFs.



Pharmaceutics 2024, 16, 1625 10 of 21Pharmaceutics 2025, 17, x FOR PEER REVIEW 10 of 22 
 

 

 

Figure 4. (A) Preparation of COF-366 NPs for PAI-guided phototherapy. (B) Scanning electron mi-
croscopy image of COF-366 nanoparticles. (C) 1O2 generation ability of COF-366 NPs after different 
treatments (Vc was used as the ROS scavenger). (D) Temperature changes in the solution of COF-
366 NPs under 635 nm laser irradiation with various power densities. (E) Cytotoxicity of COF-366 
NPs after different treatments. (F) Photoacoustic images of the tumor following intravenous injec-
tion at various time points. (G) Tumor volume changes after different treatments. (***p < 0.001) Re-
produced with permission from [42]. Copyright (2019), Elsevier. 

6. Nanoscale COFs for Combined PDT/PTT/Gas Therapy 
Although a single light source can activate porphyrin-based COFs for combined PDT 

and PTT, the hypoxic microenvironment still limits the efficacy of PDT. Therefore, em-
ploying strategies that generate oxygen can significantly mitigate the limitations imposed 
by hypoxia on PDT. A common approach is to use Pt NPs [57–59] or MnO2 [60–63] to 
catalyze the excess hydrogen peroxide within cancer cells to produce oxygen. In addition, 
the delivery of high concentrations of NO donor materials via carriers can also alleviate 
the inhibition of PDT by hypoxia [45]. High concentrations of NO not only interact with 
reactive oxygen species (ROS) to induce oxidative stress or nitrosative stress, ultimately 

Figure 4. (A) Preparation of COF-366 NPs for PAI-guided phototherapy. (B) Scanning electron
microscopy image of COF-366 nanoparticles. (C) 1O2 generation ability of COF-366 NPs after
different treatments (Vc was used as the ROS scavenger). (D) Temperature changes in the solution
of COF-366 NPs under 635 nm laser irradiation with various power densities. (E) Cytotoxicity of
COF-366 NPs after different treatments. (F) Photoacoustic images of the tumor following intravenous
injection at various time points. (G) Tumor volume changes after different treatments. (*** p < 0.001)
Reproduced with permission from [42]. Copyright (2019), Elsevier.

6. Nanoscale COFs for Combined PDT/PTT/Gas Therapy

Although a single light source can activate porphyrin-based COFs for combined PDT
and PTT, the hypoxic microenvironment still limits the efficacy of PDT. Therefore, employ-
ing strategies that generate oxygen can significantly mitigate the limitations imposed by
hypoxia on PDT. A common approach is to use Pt NPs [57–59] or MnO2 [60–63] to catalyze
the excess hydrogen peroxide within cancer cells to produce oxygen. In addition, the
delivery of high concentrations of NO donor materials via carriers can also alleviate the in-
hibition of PDT by hypoxia [45]. High concentrations of NO not only interact with reactive
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oxygen species (ROS) to induce oxidative stress or nitrosative stress, ultimately leading to
DNA damage and apoptosis in cancer cells, but also indirectly suppress the expression of
HIF-1α and normalize the tumor vasculature, thereby reducing the impact of the hypoxic
microenvironment on aerobic PDT [64–66]. Therefore, the integration of NO donors with
PDT is a promising research direction [67–69]. The porous nature of COFs makes them
a suitable carrier for NO donors. Based on this, Zhou et al. synthesized COF NPs using
tetra-aminoporphyrin and terephthalaldehyde and then utilized the π–π stacking interac-
tions of the COF’s conjugated structure to load the NO donor molecule N,N′-di-substituted
butyl-N,N′-dinitro-1,4-phenylenediamine (BNN6), resulting in C/B NPs [45]. BNN6 has
some degree of photothermal responsiveness. The authors then coated the C/B NPs with
a layer of MnO2 to create a multifunctional combination therapy nanoplatform, C/B@M
NPs (Figure 5). Under the weakly acidic conditions inside cancer cells, the MnO2 shell
would be degraded, releasing BNN6. The photothermal effect generated by the porphyrin-
based COFs under laser irradiation would then prompt BNN6 to release NO. In acidic
conditions, the released Mn2+ ions can serve as a contrast agent for magnetic resonance
imaging (MRI), which can guide the accumulation of the nanoplatform at the tumor site
and determine the optimal timing for administration. Additionally, MnO2 can catalyze the
decomposition of excess hydrogen peroxide within cancer cells to produce oxygen, thereby
alleviating the hypoxic microenvironment that limits PDT. Consequently, under 660 nm
laser irradiation, this system can achieve the triple-combined therapy of MRI-guided PDT,
PTT, and NO-mediated gas therapy. This system takes advantage of the COF’s inherent
porous structure to incorporate NO donors and the ease of surface modification to coat
with MnO2, a catalyst that generates oxygen from hydrogen peroxide. The MnO2 coating
serves to prevent premature singlet oxygen generation by the porphyrin-based COFs under
natural light, avoiding damage to normal tissue, and to prevent the early release of NO,
ensuring that NO is only released at therapeutic concentrations. Low concentrations of NO
not only fail to kill cancer cells but may also promote their metastasis and proliferation.
The perfect design of this system, from structure to function, provides a new concept for
the enhancement of the combined PDT and PTT treatment of porphyrin-based COFs under
light irradiation.
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7. Staggered Stacking COFs for Phototherapy-Induced Immunotherapy

PDT and PTT not only synergize with each other but also both can trigger immuno-
genic cell death (ICD). This therapeutic mechanism not only helps to alleviate the resistance
of the tumor immune-suppressive microenvironment to immunotherapy but can also
enhance the efficacy of immune checkpoint blockade (ICB) therapy, thereby achieving
the effective inhibition of distant tumors and recurrent tumors. The development of a
nanoplatform that integrates porphyrin-based COFs for phototherapy with its induced
immunotherapeutic effects may further promote preclinical applications. For instance,
Sun et al. synthesized an alternating stacked COF nanoplatform named COF-618-Cu via a
solvothermal reaction using 5,10,15,20-tetrakis(4-aminophenyl)porphyrin copper(II) (TAPP-
Cu) and tetra-aldehyde monomer (L-BT) (Figure 6A,B) [48]. After the validation of the
crystal structure and comparison of the photo-physicochemical properties, the authors
found that the prepared COF-618-Cu could achieve excellent combined PDT and PTT
therapeutic effects (Figure 6C). Hydrophobic porphyrin photosensitizer molecules tend
to aggregate in aqueous solutions, leading to aggregation-induced quenching (ACQ) and
photobleaching, which affects their phototherapy applications (Figure 6C). While preparing
porphyrins into eclipsed stacking COFs can improve the photostability of hydrophobic por-
phyrin molecules, strong ACQ issues still occur. Moreover, due to the high concentration
of glutathione (GSH) and the hypoxic microenvironment within cancer cells, the photother-
apy performance of eclipsed stacked COF materials remains challenged. Surprisingly,
the staggered stacked COF-618-Cu nanoplatform not only exhibits catalase-like activity,
converting excessive intracellular hydrogen peroxide into oxygen to mitigate the hypoxia
limitation on PDT efficacy, but also displays glutathione peroxidase-like activity (Figure 6C).
By reducing the cellular GSH concentration, it amplifies the ROS treatment effect. Un-
der 660 nm laser irradiation, the COF-618-Cu nanoplatform demonstrates superior ROS
generation capabilities, regardless of whether there are normoxic or hypoxic conditions.
The combination of COF-618-Cu’s PDT efficiency and its photothermal conversion ability
can induce robust ICD, remodel the tumor immune-suppressive microenvironment, and
synergize with αPD-1 to inhibit the proliferation of distant tumors and the recurrence of
regrown tumors. The unique and superior mechanistic process of COF-618-Cu paves a
new path for the enhancement of the phototherapy applications of porphyrin-based COFs,
offering a promising approach to overcoming the existing limitations and improving the
therapeutic outcomes in oncology.
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8. Nanoscale COFs for Prevention of Venous Thrombus Formation via Phototherapy

Porphyrin-based COFs exhibit excellent singlet oxygen generation under light irra-
diation, making them suitable for PDT. The porous structure and large specific surface
area of COFs make them ideal for the loading of drug molecules, enabling multimodal
imaging and combined therapeutic approaches. These multifunctional properties open up
possibilities for the treatment of various diseases. Besides combating malignant tumor cells,
the PDT and PTT capabilities of porphyrin-based COFs can be harnessed for the treatment
of cardiovascular diseases, which pose significant health risks [44]. Among these, venous
thrombosis, which is characterized by high recurrence and mortality rates, is a crucial area
of medical research aimed at improving quality of life [70–72]. Researchers have discovered
that the PTT effect can lead to the degradation of fibrin in thrombi, while PDT can prevent
the subsequent blockage of blood vessels by fragmented clots [44]. Therefore, porphyrin-
based COFs that combine PTT and PDT may be a promising material for venous thrombosis
treatment. These materials possess good biocompatibility and excellent photostability, and
their non-invasive PDT and PTT treatment modalities have been extensively studied. The
non-pharmacological treatment of venous thrombosis through PDT and PTT may bring
new hope to the management of this cardiovascular condition.

Against this backdrop, Li et al. developed a core–shell-structured melanin–porphyrin
COF (MPC) nanoplatform by first extracting melanin from cuttlefish and then performing
a Schiff base reaction between tetrakis(aminophenyl)porphyrin and terephthalaldehyde
on the surface of the melanin core [44]. They subsequently loaded hirudin into the COF’s
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porous structure to create the HMPC nanoplatform (Figure 7A). To enhance the targeting of
the thrombus, the authors isolated platelets from blood and mixed the platelet membrane
with HMPC through sonication, forming the HMPC@PM nanoplatform (Figure 7A). Due
to the homotypic targeting ability of the platelet membrane, the HMPC@PM nanoplatform
can specifically reach the thrombus site in veins. Once at the thrombus, the HMPC@PM
nanoplatform is activated by a 635 nm laser to excite the porphyrin COF for PDT, while a
1064 nm laser is used to activate the melanin core for PTT, achieving a combined throm-
bolysis effect (Figure 7B). The excessive heat from PTT causes the fibrin in the thrombus
to fragment, and the ROS produced by PDT prevent the fragmented clots from causing
secondary blockages. Notably, the hirudin loaded within the porphyrin-based COFs had
a high loading rate of 97%, with slow and sustained release over 14 days (Figure 7B).
Hirudin, a 65–66-amino-acid peptide, is the most potent natural specific inhibitor of throm-
bin. Compared to heparin, hirudin exhibits superior anticoagulant activity and significantly
reduces the risk of thrombosis recurrence, without the potential side effect of thrombocy-
topenia. This biomimetic nanosystem presents a highly promising approach to enhancing
thrombolytic therapy and reducing the bleeding risks associated with thrombotic diseases.
The successful application of this system further expands the biomedical applications of
porphyrin-based COFs, bringing hope to the treatment of cardiovascular diseases and
representing a significant breakthrough in the medical field.
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9. Nanoscale Por-COFs for Combined PDT/PTT/Gas Therapy in Chronic Wound Infections

Apart from malignant tumors and cardiovascular diseases, pathogen infections can
also affect human health by impeding the treatment of wound-related conditions [73,74].
Microbial infections, which contribute to rising mortality rates, have become a critical focus
of medical research, particularly in the development of new antimicrobial therapies [75,76].
Traditional antibiotics are prone to inducing resistance, often leading to treatment failure
and the need for repeated interventions [43]. Thus, developing novel antimicrobial strate-
gies is essential and holds significant importance in improving quality of life, especially
in elderly populations. Porphyrin-based COFs, known for their good biocompatibility,
have been found to exert combined PDT and PTT effects under 635 nm red light. PDT,
through the generation of singlet oxygen, can selectively and effectively damage bacteria,
and its low toxicity and non-invasive nature make it a promising strategy for antimicrobial
applications [74]. PTT, by generating localized hyperthermia, can also induce bacterial
apoptosis [75]. Therefore, porphyrin-based COFs capable of producing a combined PDT
and PTT effect under light irradiation represent a highly promising class of photosensitizers
for antimicrobial therapy. Moreover, the porous nature and π–π stacking interactions of
COFs allow for the efficient loading of various organic small molecules, further enhancing
the combined PDT and PTT therapeutic effects.

For example, Sun et al. synthesized boronate ester COFs (TP-Por COF) using por-
phyrin diboronic acid and 2,3,6,7,10,11-hexahydroxytriphenylene (HHTP) units [43]. By
exploiting the exfoliable layered structure of the COFs, the authors obtained few-layer TP-
Por COF nanosheets (TP-Por CON) through sonication and purification steps (Figure 8A).
Subsequently, the π–π stacking interactions of the COFs were utilized to encapsulate N,N′-
di-sec-butyl-N,N′-dinitro-1,4-phenylenediamine (BNN6) within the TP-Por CON, creating
a multifunctional therapeutic platform, TP-Por CON@BNN6 (Figure 8A). BNN6, a NO
donor, releases NO radicals upon photothermal activation. NO-mediated gas therapy
enhances the combined PDT and PTT effects and plays a crucial role in wound contraction
and immune responses. NO is widely used in antimicrobial treatments and can reduce
inflammatory factors. The TP-Por CON@BNN6 platform, with its good biocompatibil-
ity and biodegradable boronate ester linkages, demonstrated effective antibacterial and
anti-inflammatory activity under single light irradiation. The combined PDT/PTT/gas
therapy provided by TP-Por CON@BNN6 significantly promoted the healing of chronic
wounds infected with Staphylococcus aureus (Figure 8B). The successful application of
this system once again highlights the potential of porphyrin-based COFs to treat various
diseases effectively through simultaneous PDT and PTT mechanisms. These applications
underscore the fact that porphyrin-based COFs are not just single photosensitizers but also
highly effective carriers for drug molecules. By rationally designing the frameworks of
porphyrin-based COFs to impart multifunctional capabilities, more synergistic therapeutic
approaches become possible. The integration of multiple treatment modalities into a single
structure combines the advantages of each while mitigating their drawbacks, opening up
new possibilities for the biomedical applications of porphyrin-based COFs.
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10. Comparative Advantages and Disadvantages of Different COF Structures for
Loading of Porphyrin Molecules

In this review, the preparation of porphyrin-based COFs primarily involves two
structural approaches for the loading of photosensitizer molecules. One approach is to
first synthesize COFs with a nanoscale structure and then react the residual free end
groups of the COFs with amine-functionalized porphyrin molecules [46,47]. This loading
method does not alter the original size and morphology of the COFs. Ensuring the good
water dispersibility of the COFs can, to some extent, achieve the aqueous dispersibility
of the porphyrin-based COFs. Such COF carrier materials also offer the potential for
large-scale production. The preparatory conditions for this optimized COF synthesis
strategy are relatively mild. The porphyrin molecules loaded onto these COFs can be well
separated, which is beneficial for PDT. However, this method may not achieve the high
loading of photosensitizers. Furthermore, to achieve combined PDT and PTT, an additional
photothermal agent and a laser source are required to activate the composite material,
which may complicate the design of the composite.

The second approach involves using tetrakis(aminophenyl)porphyrin as a monomeric
unit in the construction of the COF framework [42]. This preparation method can achieve
the higher loading of photosensitizer molecules. The high density of porphyrin molecules
allows for combined PDT and PTT effects under a single light source. Additionally, the
porous structure of these COFs can be utilized to load appropriately sized organic small
molecules, enabling combined treatments such as gas therapy. However, it should be noted
that the synthesis conditions for these COFs are generally more stringent, requiring high
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temperatures, high pressures, and anhydrous and anaerobic environments, which can limit
large-scale production. Moreover, the dispersibility of these COFs may be poor, necessitat-
ing intensive ultrasonication or other methods for further processing. Nonetheless, with
the advancements of nanotechnology, the preparation methods for porphyrin-based COFs
are becoming increasingly diverse, and their applications are expanding.

In this review, we summarize and compare the phototherapeutic activity of COFs
loaded with different porphyrin photosensitizers, as well as their advantages and dis-
advantages in biomedical applications. However, it is important for researchers to note
that the incorporation of photosensitizer molecules, including porphyrins and BODIPY
molecules, into the structural composition of COFs is not a prerequisite for these materials
to exhibit phototherapeutic activity. For example, Deng et al. discovered that COF-808 and
COF-909, formed from certain non-photosensitive tetra-aldehyde precursors linked with
p-phenylenediamine molecules, can also exert photodynamic activity under light irradia-
tion [77]. This is because the conjugated structure of COFs can narrow the gap between the
frontier orbitals of non-photosensitive molecules, thereby facilitating efficient electron–hole
separation. The charge transfer process promotes the formation of superoxide and hydroxyl
radicals from oxygen molecules. This provides new insights into the phototherapeutic
applications of COFs.

11. Conclusions

This review summarizes recent advancements in the application of porphyrin-based
COFs for the combined photodynamic and photothermal therapy of malignant tumors and
venous thrombosis and for antibacterial treatment and wound healing. As a class of purely
organic crosslinked polymers, COFs offer excellent biocompatibility [78–80]. The periodic
and ordered arrangement of porphyrin molecules within the COF framework provides
an effective carrier strategy for the targeted delivery of hydrophobic porphyrin molecules
to lesion sites [52]. This review encapsulates the design concepts and the photophysical
and photochemical advantages of systems that utilize dual light sources for combined PDT
and PTT. Additionally, it discusses the synergistic mechanisms when PTT and PDT are
simultaneously activated by a single light source, offering crucial insights for the biomedical
application of porphyrin-based COF nanoplatforms.

Despite the extensive research on porphyrin-based COFs for disease treatment, several
challenges remain, limiting their broader biomedical application and clinical translation.
(1) The synthesis of most COFs still requires harsh conditions, including high-temperature,
high-pressure, and anhydrous and anaerobic environments, which pose limitations for
large-scale biomedical applications. (2) Porphyrin photosensitizers typically exhibit weak
molar extinction coefficients at their maximum absorption wavelengths (640–660 nm),
which may limit the energy conversion efficiency of the corresponding photoactive ma-
terials. Developing porphyrin-based COFs with enhanced molar extinction coefficients
is a promising direction for future research [30]. (3) Most porphyrin-based COFs are
synthesized using amide linkages, which may require a long time to degrade within
cells [35,81]. Therefore, the design and synthesis of porphyrin-based COFs should consider
their biodegradability. For instance, boronate ester-linked porphyrin-based COFs could
serve as a viable alternative [43,82]. (4) Although porphyrin-based COFs exhibit excellent
photochemical properties, the poor targeting ability of these nanoplatforms remains a criti-
cal issue. Integrating these materials with biomimetic structures, such as cell membranes,
could enhance their targeting capabilities [47,83]. However, the safety of such structures
must be carefully evaluated before use. (5) The combination of immunotherapy and tumor
therapy can bring new hope for tumor treatment [84,85]. Both photodynamic therapy and
photothermal therapy can induce immune effects through different mechanisms. Therefore,
further research on the immune effects caused by porphyrin-based COFs during photother-
apy may further enhance the elimination of diseased tissue. (6) Despite the improvement
in the aqueous dispersion stability of hydrophobic porphyrin molecules by incorporating
them into COFs materials, it is important to note that the stacking interactions between lay-
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ers within the COF structure can still lead to the significant aggregation-induced quenching
of some porphyrin molecules. This phenomenon results in the phototoxicity of porphyrin-
based COFs being lower than that of individual porphyrin molecules. Developing more
sophisticated and rationally designed porphyrin-based COFs could further advance the
preclinical applications of porphyrin photosensitizers. Porphyrin-based COFs are relatively
new biomedical nanomaterials, and more in-depth medical research is needed, supported
by additional data. This review provides a valuable reference for the biomedical application
of these materials, highlighting the importance of addressing the current challenges to
unlock their full potential.
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2. Warszyńska, M.; Repetowski, P.; Dąbrowski, J.M. Photodynamic therapy combined with immunotherapy: Recent advances and

future research directions. Coord. Chem. Rev. 2023, 495, 215350. [CrossRef]
3. Pham, T.C.; Nguyen, V.-N.; Choi, Y.; Lee, S.; Yoon, J. Recent Strategies to Develop Innovative Photosensitizers for Enhanced

Photodynamic Therapy. Chem. Rev. 2021, 121, 13454–13619. [CrossRef] [PubMed]
4. Li, X.; Lovell, J.F.; Yoon, J.; Chen, X. Clinical development and potential of photothermal and photodynamic therapies for cancer.

Nat. Rev. Clin. Oncol. 2020, 17, 657–674. [CrossRef] [PubMed]
5. Chatterjee, D.K.; Fong, L.S.; Zhang, Y. Nanoparticles in photodynamic therapy: An emerging paradigm. Adv. Drug Deliv. Rev.

2008, 60, 1627–1637. [CrossRef]
6. Hong, G.; Chang, J.-E. Enhancing Cancer Treatment Through Combined Approaches: Photodynamic Therapy in Concert with

Other Modalities. Pharmaceutics 2024, 16, 1420. [CrossRef] [PubMed]
7. Preis, E.; Bakowsky, U. Photodynamic Therapy: A Rising Star in Pharmaceutical Applications. Pharmaceutics 2024, 16, 1072.

[CrossRef] [PubMed]
8. Rajaram, J.; Mende, L.K.; Kuthati, Y. A Review of the Efficacy of Nanomaterial-Based Natural Photosensitizers to Overcome

Multidrug Resistance in Cancer. Pharmaceutics 2024, 16, 1120. [CrossRef] [PubMed]
9. Lucky, S.S.; Soo, K.C.; Zhang, Y. Nanoparticles in Photodynamic Therapy. Chem. Rev. 2015, 115, 1990–2042. [CrossRef]
10. Chen, Q.; Wen, J.; Li, H.; Xu, Y.; Liu, F.; Sun, S. Recent advances in different modal imaging-guided photothermal therapy.

Biomaterials 2016, 106, 144–166. [CrossRef]
11. Bian, W.; Wang, Y.; Pan, Z.; Chen, N.; Li, X.; Wong, W.-L.; Liu, X.; He, Y.; Zhang, K.; Lu, Y.-J. Review of Functionalized

Nanomaterials for Photothermal Therapy of Cancers. ACS Appl. Nano Mater. 2021, 4, 11353–11385. [CrossRef]
12. Su, G.; Miao, D.; Yu, Y.; Zhou, M.; Jiao, P.; Cao, X.; Yan, B.; Zhu, H. Mesoporous silica-coated gold nanostars with drug payload

for combined chemo-photothermal cancer therapy. J. Drug Target. 2019, 27, 201–210. [CrossRef]
13. Yu, Y.; Zhou, M.; Zhang, W.; Huang, L.; Miao, D.; Zhu, H.; Su, G. Rattle-Type Gold Nanorods/Porous-SiO2 Nanocomposites as

Near-Infrared Light-Activated Drug Delivery Systems for Cancer Combined Chemo–Photothermal Therapy. Mol. Pharm. 2019,
16, 1929–1938. [CrossRef] [PubMed]

14. Chen, G.; Ullah, A.; Xu, G.; Xu, Z.; Wang, F.; Liu, T.; Su, Y.; Zhang, T.; Wang, K. Topically applied liposome-in-hydrogels for
systematically targeted tumor photothermal therapy. Drug Deliv. 2021, 28, 1923–1931. [CrossRef] [PubMed]

15. Liu, Y.; Ye, Z.; Yang, W.; Hu, Y.; Zhao, Y.; Li, Z.; Xu, B.; Chen, D.; Tu, J.; Shen, Y. A triple enhanced permeable gold nanoraspberry
designed for positive feedback interventional therapy. J. Control. Release 2022, 345, 120–137. [CrossRef]

16. Vines, J.B.; Yoon, J.-H.; Ryu, N.-E.; Lim, D.-J.; Park, H. Gold Nanoparticles for Photothermal Cancer Therapy. Front. Chem. 2019, 7,
167. [CrossRef] [PubMed]

17. Zhou, Z.; Kong, B.; Yu, C.; Shi, X.; Wang, M.; Liu, W.; Sun, Y.; Zhang, Y.; Yang, H.; Yang, S. Tungsten Oxide Nanorods: An Efficient
Nanoplatform for Tumor CT Imaging and Photothermal Therapy. Sci. Rep. 2014, 4, 3653. [CrossRef] [PubMed]

18. Zhang, S.; Shi, Y.; He, T.; Ni, B.; Li, C.; Wang, X. Ultrathin Tungsten Bronze Nanowires with Efficient Photo-to-Thermal Conversion
Behavior. Chem. Mater. 2018, 30, 8727–8731. [CrossRef]

https://doi.org/10.1016/j.ccr.2023.215367
https://doi.org/10.1016/j.ccr.2023.215350
https://doi.org/10.1021/acs.chemrev.1c00381
https://www.ncbi.nlm.nih.gov/pubmed/34582186
https://doi.org/10.1038/s41571-020-0410-2
https://www.ncbi.nlm.nih.gov/pubmed/32699309
https://doi.org/10.1016/j.addr.2008.08.003
https://doi.org/10.3390/pharmaceutics16111420
https://www.ncbi.nlm.nih.gov/pubmed/39598543
https://doi.org/10.3390/pharmaceutics16081072
https://www.ncbi.nlm.nih.gov/pubmed/39204417
https://doi.org/10.3390/pharmaceutics16091120
https://www.ncbi.nlm.nih.gov/pubmed/39339158
https://doi.org/10.1021/cr5004198
https://doi.org/10.1016/j.biomaterials.2016.08.022
https://doi.org/10.1021/acsanm.1c01903
https://doi.org/10.1080/1061186X.2018.1499746
https://doi.org/10.1021/acs.molpharmaceut.8b01298
https://www.ncbi.nlm.nih.gov/pubmed/30916972
https://doi.org/10.1080/10717544.2021.1974607
https://www.ncbi.nlm.nih.gov/pubmed/34550040
https://doi.org/10.1016/j.jconrel.2022.03.010
https://doi.org/10.3389/fchem.2019.00167
https://www.ncbi.nlm.nih.gov/pubmed/31024882
https://doi.org/10.1038/srep03653
https://www.ncbi.nlm.nih.gov/pubmed/24413483
https://doi.org/10.1021/acs.chemmater.8b04437


Pharmaceutics 2024, 16, 1625 19 of 21

19. Zhan, Y.; Liu, Y.; Zu, H.; Guo, Y.; Wu, S.; Yang, H.; Liu, Z.; Lei, B.; Zhuang, J.; Zhang, X.; et al. Phase-controlled synthesis
of molybdenum oxide nanoparticles for surface enhanced Raman scattering and photothermal therapy. Nanoscale 2018, 10,
5997–6004. [CrossRef]

20. Li, X.; Peng, X.-H.; Zheng, B.-D.; Tang, J.; Zhao, Y.; Zheng, B.-Y.; Ke, M.-R.; Huang, J.-D. New application of phthalocyanine
molecules: From photodynamic therapy to photothermal therapy by means of structural regulation rather than formation of
aggregates. Chem. Sci. 2018, 9, 2098–2104. [CrossRef]

21. Zheng, B.-D.; He, Q.-X.; Li, X.; Yoon, J.; Huang, J.-D. Phthalocyanines as contrast agents for photothermal therapy. Coord. Chem.
Rev. 2021, 426, 213548. [CrossRef]

22. Sahu, A.; Choi, W.I.; Lee, J.H.; Tae, G. Graphene oxide mediated delivery of methylene blue for combined photodynamic and
photothermal therapy. Biomaterials 2013, 34, 6239–6248. [CrossRef] [PubMed]

23. Xu, X.; Wu, H.; Yang, Y.; Liu, B.; Tian, J.; Bao, H.; Liu, T. PLGA-coated methylene blue nanoparticles for photoacoustic imaging
and photodynamic/photothermal cascaded precisely synergistic therapy of tumor. RSC Adv. 2022, 12, 1543–1549. [CrossRef]

24. Hu, H.; Wang, H.; Yang, Y.; Xu, J.-F.; Zhang, X. A Bacteria-Responsive Porphyrin for Adaptable Photodynamic/Photothermal
Therapy. Angew. Chem. Int. Ed. 2022, 61, e202200799. [CrossRef] [PubMed]

25. Akbar, A.; Khan, S.; Chatterjee, T.; Ghosh, M. Unleashing the power of porphyrin photosensitizers: Illuminating breakthroughs in
photodynamic therapy. J. Photochem. Photobiol. B 2023, 248, 112796. [CrossRef] [PubMed]

26. Wu, D.; Du, X.; Xue, Q.; Zhou, J.; Ping, K.; Cao, Y.; Liu, S.; Zhu, Q. Supramolecular Porphyrin Photosensitizers Based on
Host−Guest Recognition for In Situ Bacteria-Responsive Near-Infrared Photothermal Therapy. Adv. Healthc. Mater. 2024, 13,
2401662. [CrossRef]

27. Zou, Y.; Chen, J.; Luo, X.; Qu, Y.; Zhou, M.; Xia, R.; Wang, W.; Zheng, X. Porphyrin-engineered nanoscale metal-organic
frameworks: Enhancing photodynamic therapy and ferroptosis in oncology. Front. Pharmacol. 2024, 15, 1481168. [CrossRef]
[PubMed]

28. Zhang, Q.; Wang, X.; Chen, J.; Wu, J.; Zhou, M.; Xia, R.; Wang, W.; Zheng, X.; Xie, Z. Recent progress of porphyrin metal–organic
frameworks for combined photodynamic therapy and hypoxia-activated chemotherapy. Chem. Commun. 2024, 60, 13641–13652.
[CrossRef] [PubMed]

29. Zheng, X.; Wang, L.; Pei, Q.; He, S.; Liu, S.; Xie, Z. Metal–Organic Framework@Porous Organic Polymer Nanocomposite for
Photodynamic Therapy. Chem. Mater. 2017, 29, 2374–2381. [CrossRef]

30. Zheng, X.; Wang, L.; Guan, Y.; Pei, Q.; Jiang, J.; Xie, Z. Integration of metal-organic framework with a photoactive porous-organic
polymer for interface enhanced phototherapy. Biomaterials 2020, 235, 119792. [CrossRef]

31. Overchuk, M.; Weersink, R.A.; Wilson, B.C.; Zheng, G. Photodynamic and Photothermal Therapies: Synergy Opportunities for
Nanomedicine. ACS Nano 2023, 17, 7979–8003. [CrossRef]

32. Naskar, A.; Kim, K.-s. Friends against the Foe: Synergistic Photothermal and Photodynamic Therapy against Bacterial Infections.
Pharmaceutics 2023, 15, 1116. [CrossRef] [PubMed]

33. Zha, K.; Zhang, W.; Hu, W.; Tan, M.; Zhang, S.; Yu, Y.; Gou, S.; Bu, P.; Zhou, B.; Zou, Y.; et al. Three-Step Regenerative
Strategy: Multifunctional Bilayer Hydrogel for Combined Photothermal/Photodynamic Therapy to Promote Drug-Resistant
Bacteria-Infected Wound Healing. Adv. Funct. Mater. 2024, 34, 2308145. [CrossRef]

34. Feng, X.; Ding, X.; Jiang, D. Covalent organic frameworks. Chem. Soc. Rev. 2012, 41, 6010–6022. [CrossRef]
35. Ding, S.-Y.; Wang, W. Covalent organic frameworks (COFs): From design to applications. Chem. Soc. Rev. 2013, 42, 548–568.

[CrossRef] [PubMed]
36. Waller, P.J.; Gándara, F.; Yaghi, O.M. Chemistry of Covalent Organic Frameworks. Acc. Chem. Res. 2015, 48, 3053–3063. [CrossRef]

[PubMed]
37. Bhunia, S.; Deo, K.A.; Gaharwar, A.K. 2D Covalent Organic Frameworks for Biomedical Applications. Adv. Funct. Mater. 2020, 30,

2002046. [CrossRef]
38. Guan, Q.; Zhou, L.-L.; Li, W.-Y.; Li, Y.-A.; Dong, Y.-B. Covalent Organic Frameworks (COFs) for Cancer Therapeutics. Chem. Eur.

J. 2020, 26, 5583–5591. [CrossRef]
39. Esrafili, A.; Wagner, A.; Inamdar, S.; Acharya, A.P. Covalent Organic Frameworks for Biomedical Applications. Adv. Healthcare

Mater. 2021, 10, 2002090. [CrossRef]
40. Chen, M.; Li, H.; Liu, C.; Liu, J.; Feng, Y.; Wee, A.G.H.; Zhang, B. Porphyrin- and porphyrinoid-based covalent organic frameworks

(COFs): From design, synthesis to applications. Coord. Chem. Rev. 2021, 435, 213778. [CrossRef]
41. Chen, J.; Zhu, Y.; Kaskel, S. Porphyrin-Based Metal–Organic Frameworks for Biomedical Applications. Angew. Chem. Int. Ed.

2021, 60, 5010–5035. [CrossRef] [PubMed]
42. Wang, D.; Zhang, Z.; Lin, L.; Liu, F.; Wang, Y.; Guo, Z.; Li, Y.; Tian, H.; Chen, X. Porphyrin-based covalent organic framework

nanoparticles for photoacoustic imaging-guided photodynamic and photothermal combination cancer therapy. Biomaterials 2019,
223, 119459. [CrossRef]

43. Sun, B.; Ye, Z.; Zhang, M.; Song, Q.; Chu, X.; Gao, S.; Zhang, Q.; Jiang, C.; Zhou, N.; Yao, C.; et al. Light-Activated Biodegradable
Covalent Organic Framework-Integrated Heterojunction for Photodynamic, Photothermal, and Gaseous Therapy of Chronic
Wound Infection. ACS Appl. Mater. Interfaces 2021, 13, 42396–42410. [CrossRef] [PubMed]

https://doi.org/10.1039/C8NR00413G
https://doi.org/10.1039/C7SC05115H
https://doi.org/10.1016/j.ccr.2020.213548
https://doi.org/10.1016/j.biomaterials.2013.04.066
https://www.ncbi.nlm.nih.gov/pubmed/23706688
https://doi.org/10.1039/D1RA07689B
https://doi.org/10.1002/anie.202200799
https://www.ncbi.nlm.nih.gov/pubmed/35332634
https://doi.org/10.1016/j.jphotobiol.2023.112796
https://www.ncbi.nlm.nih.gov/pubmed/37804542
https://doi.org/10.1002/adhm.202401662
https://doi.org/10.3389/fphar.2024.1481168
https://www.ncbi.nlm.nih.gov/pubmed/39512824
https://doi.org/10.1039/D4CC04512B
https://www.ncbi.nlm.nih.gov/pubmed/39497649
https://doi.org/10.1021/acs.chemmater.7b00228
https://doi.org/10.1016/j.biomaterials.2020.119792
https://doi.org/10.1021/acsnano.3c00891
https://doi.org/10.3390/pharmaceutics15041116
https://www.ncbi.nlm.nih.gov/pubmed/37111601
https://doi.org/10.1002/adfm.202308145
https://doi.org/10.1039/c2cs35157a
https://doi.org/10.1039/C2CS35072F
https://www.ncbi.nlm.nih.gov/pubmed/23060270
https://doi.org/10.1021/acs.accounts.5b00369
https://www.ncbi.nlm.nih.gov/pubmed/26580002
https://doi.org/10.1002/adfm.202002046
https://doi.org/10.1002/chem.201905150
https://doi.org/10.1002/adhm.202002090
https://doi.org/10.1016/j.ccr.2021.213778
https://doi.org/10.1002/anie.201909880
https://www.ncbi.nlm.nih.gov/pubmed/31989749
https://doi.org/10.1016/j.biomaterials.2019.119459
https://doi.org/10.1021/acsami.1c10031
https://www.ncbi.nlm.nih.gov/pubmed/34472332


Pharmaceutics 2024, 16, 1625 20 of 21

44. Li, S.; Zhang, K.; Ma, Z.; Zhang, W.; Song, Z.; Wang, W.; Han, H. Biomimetic Nanoplatelets to Target Delivery Hirudin for
Site-Specific Photothermal/Photodynamic Thrombolysis and Preventing Venous Thrombus Formation. Small 2022, 18, 2203184.
[CrossRef]

45. Zhou, S.; Wu, C.; Shen, P.; Zhou, L.; Wang, W.; Lv, K.; Wei, C.; Li, G.; Ma, D.; Xue, W. Tumor microenvironment-responsive
multifunctional nanoplatform with selective toxicity for MRI-guided photothermal/photodynamic/nitric oxide combined cancer
therapy. Chem. Eng. J. 2024, 481, 148618. [CrossRef]

46. Guan, Q.; Zhou, L.-L.; Li, Y.-A.; Li, W.-Y.; Wang, S.; Song, C.; Dong, Y.-B. Nanoscale Covalent Organic Framework for Combinato-
rial Antitumor Photodynamic and Photothermal Therapy. ACS Nano 2019, 13, 13304–13316. [CrossRef]

47. Feng, J.; Yang, S.-P.; Shao, Y.-Q.; Sun, Y.-Y.; He, Z.-L.; Wang, Y.; Zhai, Y.-N.; Dong, Y.-B. Covalent Organic Framework-Based
Nanomotor for Multimodal Cancer Photo-Theranostics. Adv. Healthc. Mater. 2023, 12, 2301645. [CrossRef] [PubMed]

48. Zhang, L.; Xiao, Y.; Yang, Q.-C.; Yang, L.-L.; Wan, S.-C.; Wang, S.; Zhang, L.; Deng, H.; Sun, Z.-J. Staggered Stacking Covalent
Organic Frameworks for Boosting Cancer Immunotherapy. Adv. Funct. Mater. 2022, 32, 2201542. [CrossRef]

49. Wang, C.; Liu, D.; Lin, W. Metal–Organic Frameworks as A Tunable Platform for Designing Functional Molecular Materials. J.
Am. Chem. Soc. 2013, 135, 13222–13234. [CrossRef]

50. Lu, K.; Aung, T.; Guo, N.; Weichselbaum, R.; Lin, W. Nanoscale Metal–Organic Frameworks for Therapeutic, Imaging, and
Sensing Applications. Adv. Mater. 2018, 30, 1707634. [CrossRef] [PubMed]

51. Ni, K.; Luo, T.; Nash, G.T.; Lin, W. Nanoscale Metal–Organic Frameworks for Cancer Immunotherapy. Acc. Chem. Res. 2020, 53,
1739–1748. [CrossRef] [PubMed]

52. Lu, Z.; Bai, S.; Jiang, Y.; Wu, S.; Xu, D.; Chen, Y.; Lan, Y.; An, Y.; Mao, J.; Liu, X.; et al. Porphyrin-Based Covalent Organic
Framework for Imaging-Guided Cancer Combinatorial Immuno-Sonodynamic Therapy. Adv. Funct. Mater. 2022, 32, 2207749.
[CrossRef]

53. Tan, K.T.; Ghosh, S.; Wang, Z.; Wen, F.; Rodríguez-San-Miguel, D.; Feng, J.; Huang, N.; Wang, W.; Zamora, F.; Feng, X.; et al.
Covalent organic frameworks. Nat. Rev. Methods Primers 2023, 3, 1. [CrossRef]

54. Chen, G.; Zhao, Y.; Xu, Y.; Zhu, C.; Liu, T.; Wang, K. Chitosan nanoparticles for oral photothermally enhanced photodynamic
therapy of colon cancer. Int. J. Pharm. 2020, 589, 119763. [CrossRef] [PubMed]

55. He-Yang, J.; Zhang, W.; Liu, J.; Xue, P.; Zhou, X. Human breast milk oligosaccharides attenuate necrotizing enterocolitis in rats by
suppressing mast cell accumulation, DPPI activity and TLR4 expression in ileum tissue, and regulating mitochondrial damage of
Caco-2 cells. Int. Immunopharmacol. 2020, 88, 106881. [CrossRef] [PubMed]

56. Zhao, Y.; Zheng, Y.; Zhu, Y.; Zhang, Y.; Zhu, H.; Liu, T. M1 Macrophage-Derived Exosomes Loaded with Gemcitabine and
Deferasirox against Chemoresistant Pancreatic Cancer. Pharmaceutics 2021, 13, 1493. [CrossRef]

57. Yang, X.; Liu, R.; Zhong, Z.; Huang, H.; Shao, J.; Xie, X.; Zhang, Y.; Wang, W.; Dong, X. Platinum nanoenzyme functionalized
black phosphorus nanosheets for photothermal and enhanced-photodynamic therapy. Chem. Eng. J. 2021, 409, 127381. [CrossRef]

58. Zhu, Y.; Yang, Y.; Li, N.; Luo, C.; Hou, X. Anthracene-based fluorescent MOFs decorated by platinum nanozymes as a multifunc-
tional nanoplatform for enhanced photodynamic therapy and self-monitoring of real-time singlet oxygen. Chem. Eng. J. 2022, 446,
137333. [CrossRef]

59. Hao, Y.; Liu, T.; Zhou, H.; Xu, R.; Li, K.; Chen, M.; Chen, Y. Oxygen-supplying ROS-responsive prodrug for synergistic
chemotherapy and photodynamic therapy of colon cancer. Front. Pharmacol. 2024, 15, 1325544. [CrossRef]

60. Zhu, W.; Dong, Z.; Fu, T.; Liu, J.; Chen, Q.; Li, Y.; Zhu, R.; Xu, L.; Liu, Z. Modulation of Hypoxia in Solid Tumor Microenvironment
with MnO2 Nanoparticles to Enhance Photodynamic Therapy. Adv. Funct. Mater. 2016, 26, 5490–5498. [CrossRef]

61. Zhang, W.; Li, S.; Liu, X.; Yang, C.; Hu, N.; Dou, L.; Zhao, B.; Zhang, Q.; Suo, Y.; Wang, J. Oxygen-Generating MnO2 Nanodots-
Anchored Versatile Nanoplatform for Combined Chemo-Photodynamic Therapy in Hypoxic Cancer. Adv. Funct. Mater. 2018, 28,
1706375. [CrossRef]

62. Liu, J.; Du, P.; Liu, T.; Córdova Wong, B.J.; Wang, W.; Ju, H.; Lei, J. A black phosphorus/manganese dioxide nanoplatform:
Oxygen self-supply monitoring, photodynamic therapy enhancement and feedback. Biomaterials 2019, 192, 179–188. [CrossRef]
[PubMed]

63. Wang, C.; Xiao, Y.; Zhu, W.; Chu, J.; Xu, J.; Zhao, H.; Shen, F.; Peng, R.; Liu, Z. Photosensitizer-Modified MnO2 Nanoparticles
to Enhance Photodynamic Treatment of Abscesses and Boost Immune Protection for Treated Mice. Small 2020, 16, 2000589.
[CrossRef]

64. Zheng, X.; Jin, Y.; Liu, X.; Liu, T.; Wang, W.; Yu, H. Photoactivatable nanogenerators of reactive species for cancer therapy. Bioact.
Mater. 2021, 6, 4301–4318. [CrossRef]

65. Huang, L.; Zhao, S.; Wu, J.; Yu, L.; Singh, N.; Yang, K.; Lan, M.; Wang, P.; Kim, J.S. Photodynamic therapy for hypoxic tumors:
Advances and perspectives. Coord. Chem. Rev. 2021, 438, 213888. [CrossRef]

66. Xia, M.; Yan, Y.; Pu, H.; Du, X.; Liang, J.; Sun, Y.; Zheng, J.; Yuan, Y. Glutathione responsive nitric oxide release for enhanced
photodynamic therapy by a porphyrinic MOF nanosystem. Chem. Eng. J. 2022, 442, 136295. [CrossRef]

67. Fan, W.; Yung, B.C.; Chen, X. Stimuli-Responsive NO Release for On-Demand Gas-Sensitized Synergistic Cancer Therapy. Angew.
Chem. Int. Ed. 2018, 57, 8383–8394. [CrossRef]

68. Wan, S.-S.; Zeng, J.-Y.; Cheng, H.; Zhang, X.-Z. ROS-induced NO generation for gas therapy and sensitizing photodynamic
therapy of tumor. Biomaterials 2018, 185, 51–62. [CrossRef] [PubMed]

https://doi.org/10.1002/smll.202203184
https://doi.org/10.1016/j.cej.2024.148618
https://doi.org/10.1021/acsnano.9b06467
https://doi.org/10.1002/adhm.202301645
https://www.ncbi.nlm.nih.gov/pubmed/37557883
https://doi.org/10.1002/adfm.202201542
https://doi.org/10.1021/ja308229p
https://doi.org/10.1002/adma.201707634
https://www.ncbi.nlm.nih.gov/pubmed/29971835
https://doi.org/10.1021/acs.accounts.0c00313
https://www.ncbi.nlm.nih.gov/pubmed/32808760
https://doi.org/10.1002/adfm.202207749
https://doi.org/10.1038/s43586-022-00181-z
https://doi.org/10.1016/j.ijpharm.2020.119763
https://www.ncbi.nlm.nih.gov/pubmed/32898629
https://doi.org/10.1016/j.intimp.2020.106881
https://www.ncbi.nlm.nih.gov/pubmed/32795899
https://doi.org/10.3390/pharmaceutics13091493
https://doi.org/10.1016/j.cej.2020.127381
https://doi.org/10.1016/j.cej.2022.137333
https://doi.org/10.3389/fphar.2024.1325544
https://doi.org/10.1002/adfm.201600676
https://doi.org/10.1002/adfm.201706375
https://doi.org/10.1016/j.biomaterials.2018.10.018
https://www.ncbi.nlm.nih.gov/pubmed/30453214
https://doi.org/10.1002/smll.202000589
https://doi.org/10.1016/j.bioactmat.2021.04.030
https://doi.org/10.1016/j.ccr.2021.213888
https://doi.org/10.1016/j.cej.2022.136295
https://doi.org/10.1002/anie.201800594
https://doi.org/10.1016/j.biomaterials.2018.09.004
https://www.ncbi.nlm.nih.gov/pubmed/30218836


Pharmaceutics 2024, 16, 1625 21 of 21

69. Yuan, Z.; Lin, C.; He, Y.; Tao, B.; Chen, M.; Zhang, J.; Liu, P.; Cai, K. Near-Infrared Light-Triggered Nitric-Oxide-Enhanced
Photodynamic Therapy and Low-Temperature Photothermal Therapy for Biofilm Elimination. ACS Nano 2020, 14, 3546–3562.
[CrossRef] [PubMed]

70. Zhong, Z.; Fang, C.; He, S.; Zhang, T.; Liu, S.; Zhang, Y.; Wang, Q.; Ding, X.; Zhou, W.; Wang, X. Sequential Release Platform of
Heparin and Urokinase with Dual Physical (NIR-II and Bubbles) Assistance for Deep Venous Thrombosis. ACS Biomater. Sci. Eng.
2020, 6, 6790–6799. [CrossRef]

71. Liu, C.-H.; Liu, M.-C.; Jheng, P.-R.; Yu, J.; Fan, Y.-J.; Liang, J.-W.; Hsiao, Y.-C.; Chiang, C.-W.; Bolouki, N.; Lee, J.-W.; et al.
Plasma-Derived Nanoclusters for Site-Specific Multimodality Photo/Magnetic Thrombus Theranostics. Adv. Healthc. Mater. 2023,
12, 2301504. [CrossRef]

72. Zhao, Z.; Li, X.; Wang, Y.; Liu, C.; Ling, G.; Zhang, P. Biomimetic platelet-camouflaged drug-loaded polypyrrole for the precise
targeted antithrombotic therapy. J. Nanobiotechnol. 2023, 21, 439. [CrossRef] [PubMed]

73. Shan, J.; Zhang, X.; Cheng, Y.; Song, C.; Chen, G.; Gu, Z.; Zhao, Y. Glucose metabolism-inspired catalytic patches for NIR-II
phototherapy of diabetic wound infection. Acta Biomater. 2023, 157, 200–209. [CrossRef]

74. Zhou, W.; Jiang, X.; Zhen, X. Development of organic photosensitizers for antimicrobial photodynamic therapy. Biomater. Sci.
2023, 11, 5108–5128. [CrossRef] [PubMed]

75. Lu, M.; Li, S.; Liu, Y.; Xu, B.; Liu, S.; Zhang, J.; Zhou, D.; Liu, H. Advances in phototherapy for infectious diseases. Nano Today
2024, 57, 102327. [CrossRef]

76. Xu, Q.; Li, Q.; Ding, M.; Xiu, W.; Zhang, B.; Xue, Y.; Wang, Q.; Yang, D.; Dong, H.; Teng, Z.; et al. Flexible nanoplatform facilitates
antibacterial phototherapy by simultaneously enhancing photosensitizer permeation and relieving hypoxia in bacterial biofilms.
Acta Biomater. 2024, 184, 313–322. [CrossRef] [PubMed]

77. Zhang, L.; Wang, S.; Zhou, Y.; Wang, C.; Zhang, X.-Z.; Deng, H. Covalent Organic Frameworks as Favorable Constructs for
Photodynamic Therapy. Angew. Chem. Int. Ed. 2019, 58, 14213–14218. [CrossRef] [PubMed]

78. Shi, Y.; Yang, J.; Gao, F.; Zhang, Q. Covalent Organic Frameworks: Recent Progress in Biomedical Applications. ACS Nano 2023,
17, 1879–1905. [CrossRef] [PubMed]

79. Singh, N.; Won, M.; Xu, Y.; Yoon, C.; Yoo, J.; Li, M.; Kang, H.; Kim, J.S. Covalent organic framework nanoparticles: Overcoming
the challenges of hypoxia in cancer therapy. Coord. Chem. Rev. 2024, 499, 215481. [CrossRef]

80. Zhou, L.-L.; Guan, Q.; Dong, Y.-B. Covalent Organic Frameworks: Opportunities for Rational Materials Design in Cancer Therapy.
Angew. Chem. Int. Ed. 2024, 63, e202314763. [CrossRef]

81. Li, Y.; Chen, W.; Xing, G.; Jiang, D.; Chen, L. New synthetic strategies toward covalent organic frameworks. Chem. Soc. Rev. 2020,
49, 2852–2868. [CrossRef] [PubMed]

82. Zhang, G.; Li, X.; Liao, Q.; Liu, Y.; Xi, K.; Huang, W.; Jia, X. Water-dispersible PEG-curcumin/amine-functionalized covalent
organic framework nanocomposites as smart carriers for in vivo drug delivery. Nat. Commun. 2018, 9, 2785. [CrossRef]

83. Zou, Y.; Wu, J.; Zhang, Q.; Chen, J.; Luo, X.; Qu, Y.; Xia, R.; Wang, W.; Zheng, X. Recent advances in cell membrane-coated
porphyrin-based nanoscale MOFs for enhanced photodynamic therapy. Front. Pharmacol. 2024, 15, 1505212. [CrossRef]

84. Chen, D.; Wang, H. The clinical and immune features of CD14 in colorectal cancer identified via large-scale analysis. Int.
Immunopharmacol. 2020, 88, 106966. [CrossRef]

85. Hu, M.; Zhou, W.; Wang, Y.; Yao, D.; Ye, T.; Yao, Y.; Chen, B.; Liu, G.; Yang, X.; Wang, W.; et al. Discovery of the first potent
proteolysis targeting chimera (PROTAC) degrader of indoleamine 2,3-dioxygenase 1. Acta Pharm. Sin. B 2020, 10, 1943–1953.
[CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1021/acsnano.9b09871
https://www.ncbi.nlm.nih.gov/pubmed/32069025
https://doi.org/10.1021/acsbiomaterials.0c01372
https://doi.org/10.1002/adhm.202301504
https://doi.org/10.1186/s12951-023-02197-3
https://www.ncbi.nlm.nih.gov/pubmed/37990207
https://doi.org/10.1016/j.actbio.2022.12.001
https://doi.org/10.1039/D3BM00730H
https://www.ncbi.nlm.nih.gov/pubmed/37382383
https://doi.org/10.1016/j.nantod.2024.102327
https://doi.org/10.1016/j.actbio.2024.06.018
https://www.ncbi.nlm.nih.gov/pubmed/38897337
https://doi.org/10.1002/anie.201909020
https://www.ncbi.nlm.nih.gov/pubmed/31347259
https://doi.org/10.1021/acsnano.2c11346
https://www.ncbi.nlm.nih.gov/pubmed/36715276
https://doi.org/10.1016/j.ccr.2023.215481
https://doi.org/10.1002/anie.202314763
https://doi.org/10.1039/D0CS00199F
https://www.ncbi.nlm.nih.gov/pubmed/32377651
https://doi.org/10.1038/s41467-018-04910-5
https://doi.org/10.3389/fphar.2024.1505212
https://doi.org/10.1016/j.intimp.2020.106966
https://doi.org/10.1016/j.apsb.2020.02.010
https://www.ncbi.nlm.nih.gov/pubmed/33163345

	Introduction 
	Synthesis of Porphyrin-Based COFs and Their Biomedical Applications 
	Nanoscale COFs for Combined PDT and PTT 
	Nanoscale COFs for Multimodal Imaging-Guided Phototherapy 
	Porphyrin COFs for Combined PDT and PTT 
	Nanoscale COFs for Combined PDT/PTT/Gas Therapy 
	Staggered Stacking COFs for Phototherapy-Induced Immunotherapy 
	Nanoscale COFs for Prevention of Venous Thrombus Formation via Phototherapy 
	Nanoscale Por-COFs for Combined PDT/PTT/Gas Therapy in Chronic Wound Infections 
	Comparative Advantages and Disadvantages of Different COF Structures for Loading of Porphyrin Molecules 
	Conclusions 
	References

