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Functional chromopeptide nanoarchitectonics:
molecular design, self-assembly and
biological applications
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Chromoproteins are a class of delicate natural compounds that elegantly complex photosensitive species

with proteins and play a central role in important life processes, such as photosynthesis. Inspired by

chromoproteins, researchers integrate simple peptides and photosensitive molecular motifs to generate

chromopeptides. Compared with chromoproteins, chromopeptides exhibit a relatively simple molecular

structure, flexible and adjustable photophysical properties, and a capability of programmable self-

assembly. Chromopeptide self-assembly has attracted great attention as the resultant high-level

architectures exhibit an ingenious combination of photofunctions and biofunctions. This review

systematically summarizes recent advances in chromopeptide nanoarchitectonics with particular focus on

the design strategy, assembly mechanism, and structure–function relationship. Among them, the effect of

peptide sequences and the variation in photophysical performance are critically emphasized. On this basis,

various applications, including biomedicine and artificial photosynthesis, are discussed together with the

future prospects of chromopeptide nanoarchitectonics. This review will provide insights into chromopep-

tide nanoarchitectonics and corresponding materials with precise designs, flexible nanostructures and ver-

satile functions. In addition, knowledge involving chromopeptide nanoarchitectonics may aid in the

development of many other kinds of supramolecular biological materials and bioengineering techniques.
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1 Introduction

Natural compounds and their organization provide inspiration
for new and fascinating opportunities to develop innovative bio-
materials.1–3 Chromoproteins are a class of functional proteins
bearing a chromophoric group, which are used as building blocks
for achieving diversified nanoarchitectonics and creating high
functional systems similar to biological systems.4–6 Typical exam-
ples of natural chromoproteins include the fluorescent protein
family, haemoglobin, flavoproteins, ferritin, and chloroplastin.7–9

These proteins are characterized by electronic absorption in the
visible or near-infrared (NIR) spectral range and may serve as
enzymes, photoreceptors, photocatalysts or electron transferring
elements. Chromopeptides, which are derived from chromopro-
teins, integrate the programmable flexibility of peptide motifs and
optical functions of chromophores, showing an ingenious combi-
nation of peptide and chromophore properties.

Chromopeptides are structurally simplified analogues of
chromoproteins, which perform synergistic functions similar to
those of natural chromoproteins. For example, actinomycin D,
also named dactinomycin, is a natural chromopeptide composed
of a heterocyclic chromophore and two cyclic pentapeptide lac-
tone rings.10 The compound functions as a transcription inhibitor

and prevents RNA polymerase elongation. Chromopeptide, as its
name implies, is composed of a peptide motif and a chromo-
phore, in which the peptide motif is covalently or noncovalently
coupled with a chromophore, such as porphyrins, cyanines and
anthocyanins. Compared to chromoproteins, chromopeptides
have relatively simple chemical structures, flexible and adjustable
photophysical properties, and capabilities of programmable self-
organization.

Since as early as the 1990s, very extensive attention has been
directed to chromopeptides with biomimetic and phototherapeu-
tic functions. For example, a series of synthetic analogues of heme
proteins, called heme–peptide complexes, have been synthesized
to elucidate the inherent structure–function relationship of nat-
ural heme proteins and their catalytic functions.11–13 As a simpli-
fied model, the heme–peptide complex provides a fundamental
explanation of the molecular mechanisms of heme protein reac-
tions and mimics the O2 binding, activation and hydrocarbon
hydroxylation chemistry processes with haemoglobin, peroxidase,
and cytochrome P450. During the following years, a vast number
of research studies focused on the design and synthesis of
covalently linked photosensitizer–peptide conjugates to achieve
precise and effective phototherapy against tumours.14–18 The
porphyrin and chlorin parent compounds constitute the base of
many potent photosensitizers for clinical photodynamic therapy
(PDT). However, many of these compounds exhibit drawbacks,
such as cytotoxicity, limited permeability and low targeting
ability.19–22 Peptides are most commonly used for enhancing
photosensitizer targeting specificity and decreasing nonspecific
phototoxicity because their synthesis process is straightforward
and they are easily conjugated to photosensitizers.23,24 These
chromopeptides, also called third-generation photosensitizers,
have shown increased PDT efficacy compared with that of uncon-
jugated photosensitizers.

Chromopeptide self-assembly based on the principles of
nanoarchitectonics is an important strategy for designing a wide
spectrum of functional biomimetic materials and devices for
nanomedicine and nanobiotechnology.23,25,26 For example, in
organisms, a growing number of bacterially secreted proteins
self-assemble and form fibrillar amyloid-like nanostructures to
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fight infections. In chlorosomes, biopigments self-assemble into
large supramolecular structures to capture light and transfer
energy. Inspired by the self-assembly behaviour in biological
systems, efforts have been devoted to exploring the self-assembly
process of well-designed small biological molecules. The self-
assembly process of amino acid-encoded peptides (such as ion-
complementary peptides,27 amphiphilic peptides,28,29 aromatic
peptides,30 and cyclic peptides31) has led to the formation of
various well-ordered nanostructures that accurately mimic the
function of natural proteins. However, the peptide building
blocks reported previously seldom involved in the introduction
of biologically derived chromophores and the fabrication of
corresponding nanomaterials.28,30,32,33 As a new family of pep-
tide building blocks, chromopeptide self-assembly provides an
ingenious combination of peptide and chromophore properties
as well as synergistic functions that are inaccessible to individual
molecular units.34,35 In recent years, we have witnessed increas-
ing work on the self-assembly of chromopeptides and their
unique functions and potential applications, ranging from light
harvesting and biomimetic catalysis to cancer diagnosis and
treatment. However, despite numerous highly innovative and
original studies, advances in chromopeptide self-assembly have
not been summarized.

In this review, we present the self-assembly of chromopep-
tides, with a focus on the molecular design, assembly process
control, structure regulation, function integration and biologi-
cal applications of chromopeptide-based assembly materials
(Fig. 1). The first section introduces the molecular strategies of
designing chromopeptides, including the following typical
combination types between the chromophores and peptide
motifs: noncovalent combination and covalent conjugation.
The second section describes principles and examples on how
to regulate the self-assembly process, the resulting supramole-
cular structures and their functions. The following section
covers the potential applications of chromopeptide assemblies,
such as imaging, phototherapy, biomimetic photocatalysis and
photosynthesis. With an overview of chromopeptide nanoarch-
itectonics, we can systematically understand this kind of new
emerging peptide building blocks. More importantly, this

review presents a versatile tool to develop functional biomi-
metic materials for a variety of applications.

2 Molecular design principles for
chromopeptides

Chromoproteins are composed of chromophores and protein
segments, mostly conjugated in a noncovalent manner.36 Chro-
moprotein complexes based on self-assembly or aggregation of
chromoproteins are naturally occurring complexes with unique
features. One typical example is the purple bacterial antenna
complex system, in which 9 a/b-apoprotein pairs are assembled
on a cylinder with a hollow radius of 14 Å and an outer wall
radius of 34 Å. Inside each a/b-apoprotein pair are bound three
NIR bacteriochlorophylls (BChl) with histidines from a-(His 31)
and b-(His 30). The BChls in the complex system form an
overlapped ring-like supramolecular structure, which facilitates
efficient light harvesting and electron transfer.37 In many cases,
the chromophores inside the chromoprotein supramolecular
structure are either single molecular units or arranged in a
definite but loosely-packed pattern, which depends on the
functions of the chromoprotein.4,38

Comparably, chromopeptides are much more flexible in
molecular composition and can be obtained via both covalent
and noncovalent bonds.7,39 Besides, the chromophore motifs in
the chromopeptide may have stronger interaction and closer
attachment with each other than those in chromoprotein. By
designing chromopeptide molecules and assembling well-
defined supramolecular structures, multiple unique physical
properties and novel functionalities can be achieved. This
section summarizes the molecular design principles together
with the self-assembled structures of chromopeptides.

2.1 Noncovalent assembly of chromophores and peptides as
building blocks

Similar to chromoprotein, as a biomimetic case, the chromo-
phore and peptide building blocks are noncovalently coas-
sembled. The noncovalent combination provides maximal

Fig. 1 Schematic representation of the chromopeptide molecular structure, self-assembly and representative biological applications.
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freedom for each motif during assembly,40,41 and the resulting
supramolecular assemblies may exhibit diverse nanostructures,
morphologies and properties, which are not only dependent on
the intrinsic properties of each component, but can also be
regulated by the sequence of the peptide motif, the noncovalent
binding site, the molar ratio between building blocks, and many
other environmental conditions as well as external species.

The coassembly of chromophores and polypeptides with
charged repeating residues has been demonstrated to be efficient
in inducing J-aggregate formation. One example is the coassembly
of poly(L-Lys) and sulfonated porphyrin(tetrakis(4-sulfonatophenyl)
porphine (TPPS)), yielding rod-like assemblies.42,43 In addition, the
coassembly of chromophores and peptide dendrimers with well-
defined and controllable end groups has been shown to produce
higher ordered structures. For example, a natural zinc(ii) porphyrin
derivative Zn–mesoporphyrin IX coordinates with the well-designed
peptide dendrimer to generate assemblies of porphyrin–dendri-
mers and realizes enhanced electron transfer, which is mainly
because the porphyrins stack more densely in the peptide dendri-
mers and the light energy delocalizes better.44,45

Importantly, the coassembly between peptides and chromo-
phores may be controlled precisely and flexibly. Fry et al.
reported that self-assembly of an amphliphilic octapeptide with
an N-palmitoyl group, namely, c16-AHL3K3, in neutral aqueous
media afforded micelles with an average diameter of 6 nm.
Whereas by introducing a natural heme derived chromophore,
(PpIX)Zn, which was chosen to mimic natural light-harvesting
species, micelles still formed and their size grew from 6 nm to
30 nm along with the molar ratio between chromophores and
peptides increasing from 1 : 60 to 1 : 6.46 The change in micellar
size is considered to be occurring due to the competing inter-
actions. In the absence of (PpIX)Zn, the micelles form due to
the presence of a hydrophobic palmitoyl core and electrostatic
repulsion between the neighboring positively charged lysine.
Upon incorporating (PPIX)Zn, additional forces are introduced:
(1) electrostatic attraction between lysine and the negatively
charged carboxyl moieties on the macrocycle and (2) Zn–
histidine coordination. Probably, the former dominantly
contributes to the micelle size enlargement. Meanwhile, the
coassembly morphologies were influenced by the solution pH
and the peptide sequence.47 Taking the pH value as an exam-
ple, the micelle at pH = 7 spontaneously converted to fibres
with the pH increasing to 11. Herein, the high pH close to the
pKa of lysine reduces electrostatic repulsion, shortening the
distances between individual peptide molecules to a van der
Waals range. Synergistically, leucines assist in the formation of
long-aspect ratio nanofibers by serving as a b-sheet structural
motif. These coassembly conditions have great impacts on the
spin states of (PpIX)Zn. As a consequence, the photophysical
properties together with its resulting catalytic activities can be
finely tuned by coassembling with peptides.

Remarkably, the coassemly morphology is varied if the
chromophore is in a relatively high concentration. Yan et al.
represented a hierarchical assembly scenario of dipeptides and
TPPS with a defined molar ratio.48 In an acidic solution, the
dipeptide, diphenylalanine (FF), is a singly charged cation

([FF]+), and TPPS is dianionic ([H4TPPS]2�). Coassembly of TPPS
and FF led to the formation of a porous microsphere with a molar
ratio of 2.3 : 1, consistent with the charge-neutralized 2 : 1 dipep-
tide–porphyrin ionic complex. The formation of microspheres
occurred in two sequential steps as follows: driven by the p–p
interactions between intermolecular TPPS molecules, TPPS
first assembled to form an ordered J-aggregation structure;
and then, driven by the electrostatic interaction between [FF]+

and [H4TPPS]2�, a spherical structure with porosity, multiple
chambers and a high degree of hydration was eventually formed
(Fig. 2A–C). Interestingly, the microassembly morphology drasti-
cally varies depending on the peptide properties. Substituting
amphiphilic FF with hydrophilic dilysine (KK) afforded a hier-
archically organized fibre bundle.49 The coassembly of hydrophi-
lic KK and porphyrin also preferentially formed nanorod-shaped J-
aggregates via strong p–p interactions of TPPS at the beginning
and then spontaneously grouped into fibre bundles with aniso-
tropic birefringence and photoluminescence; this occurred due to
the synergistic effects between long-range electrostatic repulsion
and short-range van der Waals attraction (Fig. 2A, D and E).
The coassembled nanoplatforms exhibited remarkable differ-
ences in their nanostructure morphologies, which was attributed
to the difference in the hydrophilic and hydrophobic properties of
the peptides. FF molecules show strong hydrophobicity and tend
to insert into the interior of the porphyrin J-aggregate structure,
while hydrophilic KK molecules tend to be fixed on the surface
of porphyrin J-aggregates, thus enhancing the directivity of
porphyrin nanorods and promoting the directional growth of
nanorods into the fibre bundle structure (Fig. 2A). These results
also indicated that organic chromophores like porphyrin at a high
concentration usually form strong p–p interactions, and thus
prefer aggregation to oligomers before coassembly with peptides.
Compared with the porphyrin alone, the chromopeptide system
exhibits much enhanced resistance to photodegradation and
potential applications such as light-harvesting antennae and
sustainable photocatalytic activity.

2.2 Self-assembly of molecular chromopeptide conjugates

Since chemical modification of peptides is facile, the chromo-
phore and peptide segments could also be covalently conjugated
and integrated into a new molecular building block. Herein, the
chromophore is selected or designed by considering its unique
functions like fluorescence, photodynamic activity, photo-
thermal conversion, photocatalysis, and so forth. The peptide
is adopted based on both its biological activity and its properties
on tuning assembly. Depending on their photophysical proper-
ties and biological activities, the compounds can be directly
conjugated or spaced with a linking group. Different covalent
conjugation strategies lead to various assembled nanostructures,
as classified in the following subsections.

2.2.1 Direct conjugation of the chromophore and peptide
segments. In this manner, the chromophore and peptide seg-
ments are conjugated via covalent bonds, and the conjugation
may be at the N-, C-, or residue terminal of the peptide.
Chromophores and their derivatives, such as porphyrin-based
chromophores, biliverdin or indocyanine, usually contain
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carboxylic groups, which facilitate amidation with the terminal
amino group of the peptide and afford a new molecular chro-
mophore–peptide conjugated compound (Fig. 3A).21,39,50–53

In the field of PDT, conjugating a photosensitizer (a tetra-
pyrrole compound, such as porphyrin and chlorin) to natural
cationic antimicrobial peptides (such as buforin II, a 21 amino
acid peptide, or magainin 2, a 23 amino acid peptide) results in
the formation of a porphyrin–peptide conjugate with combined
antimicrobial and PDT functions.54,55 In addition to improving
the solubility of hydrophobic photosensitizers, antimicrobial
peptides also improve the PDT effect against different bacterial
targets.56 In addition, a de novo designed six-residue oligoargi-
nine cationic peptide has been linked to a chlorin derivative
(purpurin, P18) to selectively kill Gram-positive bacteria by
inserting into the cell membrane, thus improving the photo-
dynamic activity.57 To improve the delivery of PDT for malignant
tumours, cell-penetrating peptides (CPPs) have emerged as promis-
ing delivery agents for enhancing the cytosolic delivery. The short
oligoarginine peptide sequence GRKKRRQRRRPPQ, which is
derived from the human immunodeficient virus (HIV)-1 Tat protein
residue 48–60, has been conjugated to hydrophobic porphyrins and
chlorins to enhance their uptake in cancer cells.58 In addition,
Toddorovski et al. synthesized a series of peptide–porphyrin con-
jugates by coupling a porphyrin carboxyl group to an amino group
(either the N-terminal or the Lys side chain) of the peptide shuttle,
exhibiting an ability to cross the blood-brain barrier (BBB) and
potential antiviral activities (Fig. 3B).50

The chromopeptide can also be designed to exhibit unique
properties and complicated functions. Lu et al. used a

fluorescence probe CREKA-Cy5.0 to determine the binding
specificity of CREKA to the fibrin–fibronectin complexes
in metastatic tumours (Fig. 3C).59 Zheng et al. reported a
stimulus-responsive molecular beacon composed of a pyro-
pheophorbide (Pyro) and a singlet oxygen quencher motif
which were covalently connected by a fibroblast activation
protein (FAP)-responsive peptide.60 The chromopeptide com-
pound was intrinsically nontoxic due to the quenching of ROS.
By FAP activation, the peptide is cleaved, and the remaining
species turn to generate 1O2 for cancer treatment. In a similar
manner, Wang et al. designed a conjugate by combining P18,
responsive peptide-sequenced YVHDC and CPP-sequenced
GYGRKKRRQRRR (Fig. 3D).61 It can be cleaved by caspase-1
and trigger assembly from monomer to aggregates. In addition,
Kim et al. reported an internalizing cyclic peptide iRGDC-
conjugated pyro derivative, which was further conjugated with
quencher BK01 (pyropheophorbide-iRGDC-BK01).62 The conju-
gate was designed as an in situ self-implantable photosensiti-
zer. Its molecular functions include cancer cell internalization
and photosensitization activated by tumour-selective proteoly-
tic/reductive cleavage of the iRGD segment. Li et al. conjugated
the cyclic pentapeptide cRGDfk and chlorin e6 (Ce6) to silk
fibroin (SF) polypeptides.63 SF acts as an integrator, which not
only supports the photodynamic effect of Ce6 and the tumour
targeting effect of cRGDfk but also improves the biocompat-
ibility and biosafety of the chromopeptide materials. The above
works show that the variations in each functional motif and its
conjugation site are limitless; thus, the chromopeptide proper-
ties and applications may be constructed on-demand.

Fig. 2 (A) Schematic illustration of the fabrication of microspheres and fibre bundles by the coassembly of TPPS with amphiphilic FF and hydrophilic KK,
respectively. (B) SEM image of the porphyrin-FF microsphere, showing irregular surface texture. (C) SEM image of the microsphere cross-section,
showing a porous, multichambered interior. (D) TEM image of the porphyrin-KK bundled fibres. (E) Anisotropic photoluminescence at the intersection of
orthogonal fibre bundles. Reproduced from ref. 48,49 with permission from [John Wiley and Sons], copyright [2014, 2015].
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More interestingly, some natural photosensitizers and their
derivatives contain more than one carboxylic group, and a great
majority of peptide molecules contain multiple binding sites,
which provides more abundant possibilities for modification
and is advantageous for multifunctional molecular design.64

Fernandez et al. conjugated two different chromophore mole-
cules with dipeptide FF to obtain chromopeptide molecules via
amidation. The two molecules exhibited the same one-
dimensional nanofibre morphology under different assembly
mechanisms.65 Varying the protective group of the chromopep-
tide molecules or changing the external environment, such as
the solvent, can produce assemblies with different structures.
Coutsolelos et al. synthesized eight peptide–chromophore

conjugates and assembled them by changing the solvent ratio
to obtain adjustable sizes and structures, such as spiky spheres,
nanofibres, hydrogels, and nanospheres.66

2.2.2 Conjugating chromopeptides with linkers or other
chemical groups. In many cases, directly conjugating peptide
motifs and chromophores via amidation does not support an easy
synthesis process or functional applications of chromopeptide-
based materials. As optimized strategies, these two parts may be
conjugated or modified by external chemical groups. Introducing
external chemical groups either tunes the assembling structures
or optimizes the material functionality.

The additional linker functions as a spacer that separates
the peptide motif and chromophore to an appropriatedistance

Fig. 3 (A) Basic structures of chromophores. ‘‘R’’ indicates an alkyl or alkenyl substituent, and ‘‘X’’ indicates the functional group for covalent linkage with
the peptide chain. Reproduced from ref. 39 with permission from [John Wiley and Sons], copyright [2018]. Example structures of directly conjugated
chromopeptides: (B) Chromopeptide directly conjugated between antiviral porphyrin and trans-BBB peptide AGILKRW. Reproduced from ref. 50 with
permission from the [American Chemical Society], copyright [2021]. (C) Chromopeptide conjugated by Cy5.0 and target peptide CREKA. Reproduced
from ref. 59 with permission from the [Nature Publishing Group], copyright [2015]. (D) Chromopeptide conjugated by P18, responsive peptide YVHDC
and cell penetrating peptide GYGRKKRRQRRR. Reproduced from ref. 61 with permission from the [American Chemical Society], copyright [2016].
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so that their respective functions are trivially affected by each
other. 6-Aminohexanoic acid (Ahx) is an o-amino acid with a
hydrophobic and flexible structure and is a typical space linker
that contains both terminal amino and carboxylic groups; in
addition, a general solid phase peptide synthesis procedure
similar to that of amino acids can be performed with Ahx.67 For
example, by inserting an Ahx residue between a cyclic 13-mer
oligopeptide (Pep42, sequenced cyclic CTVALPGGYVRVC) and a
fluoroalkyl zinc phthalocyanine, both the singlet oxygen (1O2)
generation of phthalocyanine and the targeting ability toward
the chaperone protein GRP78 of Pep42 were maintained.68

Nevertheless, the bioconjugate is resistant to decomposition
under 1O2 generation. The zinc phthalocyanine-Ahx-Pep42 bio-
conjugates were designed to provide access to a new class of
photoactive probes that can be useful for the rational develop-
ment of catalytic materials. A similar effect was observed for a
designed chlorin-type photosensitizer–peptide conjugate.69 The
researchers conjugated tetraphenylchlorrin (TPC) via a spacer
(6-aminohexanoic acid, Ahx) to a vascular endothelial growth
factor (VEGF) receptor-specific heptapeptide (ATWLPPR)
(Fig. 4A). TPC was adopted as a model photosensitive chromo-
phore that is easily available. TPC and ATWLPPR were coupled
through the linker Ahx to achieve individualization. The photo-
physical properties of TPC remained unchanged after coupling

with Ahx-ATWLPPR. In addition, the combination of ATWLPPR
with Ahx does not affect the combination between the hepta-
peptide and neuropilin-1 (NRP-1). The presence of the Ahx
spacer increased the flexibility of the molecule, and its length,
and the nature of the molecule attached to it, impacted
receptor affinity.

In addition to optimizing the distance between the peptide
motifs and chromophores, the linker also provides a unique
avenue for tuning the amphiphilicity of the conjugate. Poly-
ethylene glycol (PEG) has been demonstrated to be a chemically
inert, biocompatible and amphiphilic substance.70,71 PEG that
exhibits low degrees of polymerization and consists of a few
periodic ethylene glycol units is a suitable candidate for cou-
pling chromophores and peptide motifs for biological applica-
tions. Drag et al. designed a specific tetrapeptide sequenced Ac-
Abu-DTyr-Leu-Gln-VS. for the main proteases of coronavirus
disease 2019 (COVID-19) with an inhibition rate constant of
812 � 70 M�1 s�1. To visualize the SARS-CoV main proteinase
activity in patient samples, they further designed fluorescence
activity-based probes (ABPs) that conjugate a dye to the tetra-
peptide via a PEG(4) linker.72 Due to the adequate length and
amphiphilicity of PEG(4), the conjugate almost maintained
its inhibitory activity with inhibition rate constants as high as
439 � 34 M�1 s�1, and the detection sensitivity reached as low
as 5 nM with a 2.5 mM conjugate solution.

In many cases, utilizing a PEG linker can realize the
controllable construction of self-assembled nanostructures. It
was reported that PEG chains have an important function of
improving the circulation time of assemblies in blood, and
connecting the assemblies with PEG can improve their
stability.73,74 Li et al. designed a self-delivery chimeric chromo-
pepetide conjugate composed of a photosensitizer PpIX, a
PEG(8) linker and a melanoma-specific antigen sequenced
KVPRNQDWL (Fig. 4B).75 The PpIX intrinsically has photody-
namic activity under irradiation light and facilitates apoptosis
and/or necrosis of melanoma cells with an intense immune
response. This chromopeptide could self-assemble into sphe-
rical nanoparticles with an average size of 102 nm and a low
polydispersity index of 0.197, which facilitated tumour accu-
mulation through an enhanced penetration and retention
(EPR) effect. A similar effect was found for the PpIX-PEG(8)-
RDEVDG-K(TPE)-V-CONH2 chromopeptide conjugate, in which
TPE was a tetraphenylethylene derivative connected to the e-
amino group of Lys.76 The conjugate with the PEG(8) linker
exhibited a switchable morphology under different pH condi-
tions. At pH = 7.4, the conjugate self-assembled into spherical
nanoparticles, and under mildly acidic conditions, the conju-
gate exhibited a spherocylinder morphology.

Remarkably, the design of the linker depends on the
chemical properties of each molecular motif and the intended
function of the conjugate. However, it is not always easy to
create an excellent design. Innovatively, researchers explored a
toolbox for reliable parallel imaging of active neutrophil serine
proteases, which contains a set of fluorescent probes, linkers
and peptides (Fig. 4C).77 The N-terminus contains fluorescent
tags, and the linkers include PEG and Ahx. The researchers

Fig. 4 (A) Molecular structure of a chromopeptide, namely, TPC–Ahx–
ATWLPPR, in which an Ahx linker (marked with blue background) was
employed for conjugation between a chlorin-type photosensitizer (TPC)
and peptide motif. Reproduced from ref. 69 with permission from [Else-
vier], copyright [2006]. (B) Molecular structure of another chromopeptide,
namely, PpIX-PEG(8)-KVPRNQDWL, in which a PEG(8) linker (marked with
blue background) was employed for conjugation between the PpIX motif
and peptide motif. Reproduced from ref. 75 with permission from [John
Wiley and Sons], copyright [2019]. (C) Representative structures of the
motifs in the toolbox, including fluorescent motifs, linkers and specific
sequences. Reproduced from ref. 77 with permission from the American
Chemical Society, copyright [2017].
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attempted all possible combinations of motifs for each peptide
specifically identifying NE, PR3, CATG or NSP4 in complex
mixtures. As a result, highly selective chromopeptides that are
responsive to different protein targets were screened. The
amidation coupling described in the foregoing section shows
limitations, that is, the carboxylic groups are necessary on both
the chromophore motifs and the linkers, which may lead to
tedious chemical modifications. In addition, an analogous
method was applied to conjugate carboxyl-absent phthalocya-
nine with bioactive peptides, which have been successfully used
as receptor-targeting bifunctional agents.78

With the burgeoning of ‘‘click chemistry’’, the conjugation
between chromophores and peptides becomes more efficient
and flexible.79 The covalent bond formation can occur under
mild conditions and be accurately controlled in situ. These
methods of conjugating chromophores and peptide motifs
remain under development. Prospectively, the relationship
between molecular structures and self-assembled nanostruc-
tures together with their functions will be valuable to investigate.

3 Effects of intermolecular
interactions on the assembly of
chromopeptide

Intermolecular interactions are the underlying mechanism of
self-assembly.80–82 Representative intermolecular interactions
include hydrogen-bonding interactions, electrostatic interac-
tions (or Coulombic forces), hydrophobic interactions and
van der Waals forces. The intensity and anisotropy of each
interaction defined by a certain (combination of) molecule(s)
lead to various self-assembled nanostructures. In fact, the
method of peptide design has been utilized by many research-
ers to achieve the desired self-assembly nanostructures. There
have been mature discussions on the assembly of peptides with
diverse secondary structures. For example, peptides can be
artificially designed as primary sequences and show the assem-
bling tendency to certain supramolecular structures such as
amyloids, hydrogels, and so forth, depending on the assembly
properties of each amino acid residue and their integrated
effects.83 It is also true for those broadly studied peptide
derivatives like lipopeptides and peptide–drug conjugates,
where the modification group of linear alkyl chains provided
hydrophobic interactions to the assembled system, and the
assembly of drug molecular moieties was regulated by the
conjugated peptide.84,85 However, the situation becomes more
complicated for the chromopeptide, as the chromophore exhi-
bits a p-electron conjugated structure with intermolecular p–p
interactions. These p–p interactions between chromopeptides
are stronger and more anisotropic than those between indivi-
dual peptides. Consequently, peptides bearing a chromophore
show a more complicated self-assembly behaviour than that of
chromophore-free peptide motifs.

A series of pH-sensitive self-assembling amphiphilic dye–
cyclopeptide conjugated nanoprobes were designed.86 The dye
(CH1055) contained a fluorescent skeleton in the second

near-infrared window (NIR-II) and was modified with a propio-
nate group to reduce hydrophobicity. It was found that the size
and structure of the assembly depend on the molecular design.
When the dye and cyclopeptide were conjugated at a 1 : 1 molar
ratio, CH-c(RGDfk) solid nanospheres were formed, and the
size was approximately 80 nm. When the molar ratio was 1 : 3
(note that the dye contains four conjugatable branches), inho-
mogeneous CH-3c(RGDfk) nanovesicles were formed. Provided
that the dye and the cyclopeptide were conjugated by a PEG(2)
linker, size-reduced CH-PEG(2)-c(RGDfk) nanospheres with
diameters of approximately 10 nm were formed. Clearly, the
variance in these nanostructures is strictly related to the
molecular structure of the chromopeptide.

Obtaining precise knowledge of the intermolecular interac-
tions between chromopeptides is of paramount importance,
and performing quantitative investigation on the contributions
of intermolecular interactions is essential to control the self-
assembled nanostructure and its functions in a more delicate
way. Yan’s group reported that FF-conjugated tetraphenylpor-
phyrin (TPP-G-FF) could self-assemble into robust nanodots
with a diameter of approximately 25 nm and excellent stability
(Fig. 5A and B).53 Molecular dynamics simulation revealed that
the colloid stability resulted from the counterbalance between
hydrogen-bonding interactions, which were contributed by the
carboxyl group of peptides and solvent, as well as p–p interac-
tions contributed by the porphyrins. Notably, individual FF is a
self-assembled dipeptide that may afford various assembling
structures depending on the assembly process,87,88 while in
contrast, the FF motif in TPP-G-FF played a role of inhibiting
nanodot overassembly or overgrowth caused by the intense p–p
interaction from the TPP motif, and providing aqueous stability
for the nanodots (Fig. 5C). Such difference indicated that the
p–p interactions between chromophore motifs were very strong
and dominated the assembly. The overall effect of these inter-
actions led to more complete fluorescence quenching of the
nanodots compared to that of the TPP-FF monomeric solution;
thus, the nanodots are an excellent candidate for a photother-
mal agent. Consequently, the photothermal conversion effi-
ciency of the nanodots self-assembled by the peptide–
porphyrin conjugate reached 54.2%, which is comparable to
that of widely applied inorganic nanomaterials,89,90 such as
commercial Au nanoshells (13%) and nanorods (21%) and
black phosphorus quantum dots (28.4%). Furthermore, Yan
et al. proposed a new mechanism coined as ‘‘supramolecular
photothermal effects’’, which is controlled by simple and
flexible noncovalent intermolecular interactions for efficient
thermal conversion.91,92

Recently, Yan et al. demonstrated that the intermolecular
interactions, as well as the structural, energy-conversion, and
therapeutic properties of supramolecular assemblies, can be
customized by using amino acid-encoded peptide sequences.93

The researchers selected pheophorbide A (PheoA), a natural
chlorophyll derivative as the model chromophore because it
absorbed far-red light strongly and had a carboxyl group avail-
able for coupling with peptides. Four oligopeptides sequenced as
Asp (D), di-Asp (DD), FF, di-Tyr (YY) and tetraaspartic acid

Review Article Chem Soc Rev

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

9 
M

ar
ch

 2
02

3.
 D

ow
nl

oa
de

d 
on

 2
/2

2/
20

26
 1

:0
4:

57
 P

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2cs00675h


2696 |  Chem. Soc. Rev., 2023, 52, 2688–2712 This journal is © The Royal Society of Chemistry 2023

(DDDD), respectively, with distinct hydrophobicity were conjugated
to PheoA to afford a chromopeptide building block. Remarkably,
PheoA-FF self-assembled into nanoparticles, while the other con-
jugates self-assembled into nanofibrils. This is because FF is
hydrophobic, while Y and D residues provide hydrophilic and
anisotropic hydrogen-bonding interactions. All these nanoplat-
forms exhibited fluorescence quenching efficiencies higher than
85% and photothermal conversion efficiencies higher than 40%.
The singlet oxygen quantum yields of the PheoA-D, PheoA-DD,
PheoA-DDDD, PheoA-FF, and PheoA-YY nanoplatforms, in con-
trast, were distinguished by 0.214, 0.397, 0.494, 0.115, and 0.106,
respectively. It seems that more hydrophilic nanofibres tended to
exhibit higher singlet-oxygen quantum yields. In addition, these
nanomaterials also exhibited different cellular internalization and
disassembly behaviours in physiological environments. This study
suggests that supramolecular assemblies based on chromopeptide
conjugates with optimized phototherapeutic functions can be
intentionally regulated by controlling noncovalent interactions
through encoding the amino acid or peptide sequence.

4 Dynamically assembled
nanostructures

Chromopeptide self-assembly is a strategy to produce desirable
nanostructures and material properties by organizing designed
molecular building blocks. Thermodynamics and kinetics of

peptide self-assembly play key roles in structural modulation
and function integration.33 Since the chromopeptide building
blocks can be flexibly designed and their assembly process can
be precisely controlled, the resulting assembled structures and
functions are diverse and fascinating. This section focuses on
how to modulate the nanostructures and functions of chromo-
peptide assemblies.

The thermodynamic and kinetic conditions, including sol-
vent, concentration, spaciotemporal variance in species, tem-
perature, and so forth, are external environments that strongly
affect the chromopeptide self-assembly process as well as the
nanostructures and their functionality.

Self-assembled chromopeptide materials have a wide range
of biological applications, mainly in physiological settings.
Therefore, pH is among the most important thermodynamic
parameters. Utilizing the pH difference between normal tissue
(pH E 7.4) and the tumour region (pH o 6.5), a self-
transformable pH-driven chromopeptide (PpIX-AEQNPIYWA-
RYADWLFTT-PLLLLDLALLVDADEGT, a conjugate of protopor-
phyrin and a membrane-anchoring peptide) was designed.94

The peptide is pH-responsive; thus, the chromopeptide remained
monomeric due to hydrophilicity at pH E 7.4, while the peptide
motif turned into an a-helical structure and inserted into the cell
membrane after the pH was reduced to 6.5. The pH-triggering
dynamics of the chromopeptide facilitated the in situ generation
of ROS upon light irradiation and direct damage to tumour
membranes.

Fig. 5 (A) Schematic illustration of the self-assembly of a peptide–porphyrin conjugate (TPP-G-FF) into photothermal nanodots. (B) TEM image and DLS
size distribution of the nanodots. The inset shows a picture of the nanodots in an aqueous solution. (C) Underlying intermolecular interaction mechanism
of TPP-G-FF molecules obtained by MD simulation. Reproduced from ref. 53 with permission from the American Chemical Society, copyright [2017].
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Notably, the thermodynamic conditions are highly related to
self-assembly kinetics and lead to complexity in the self-assembly
pathway. Therefore, a chromopeptide building block may self-
organize into more than one kind of assembly depending on the
thermodynamic and kinetic conditions. Yan and co-workers pre-
pared a model chromopeptide molecule, FF-conjugated phthalo-
cyanine (PF, Fig. 6A), in which phthalocyanine is an excellent
self-assembling unit due to its highly symmetrical structure and
unique intermolecular p–p interactions. The model building
block, PF, could self-assemble into nanoparticles by rapid pre-
cipitation; specifically, a very small amount of DMSO solution of
PF was simply titrated into water. However, by increasing the ratio
between DMSO and water and titrating the DMSO solution of PF
into water repeatedly over 72 h, a new self-assembly morphology
was obtained rather than nanoparticles (Fig. 6B).95,96 The new
morphology was helical nanofibrils, which exhibited a greater
thermodynamic stability than that of nanoparticles. Compared
with the PF monomer and nanoparticles, more interestingly, the
nanofibrils exhibited a very large redshifted absorption (105 nm)
and moved to the NIR region (Fig. 6C). The variance in self-
assembled nanostructures occurred because rapid precipitation is
an entropy-dominated process and the molecules are isotropically
assembled. In contrast, the slow and fractional titration allows
the molecules to find a thermodynamically favoured supra-
molecular structure and is an enthalpy-dominated process. Due
to the closely stacked phthalocyanine motifs that contain unique
p–p interactions between them, the absorption spectroscopy also
drastically changes (Fig. 6D). This pathway-selective self-assembly

provides more possibilities for the functionalization of chromo-
peptide materials.

The kinetic control of chromopeptide self-assembly can be
accompanied by stimulus-triggered chemical reactions. In this
way, the nanostructures and functions of nanomaterials exhibit
dynamic variation depending on the external environment. For
example, a P18-peptide (sequenced PLGVRGRGD) was designed
for cancer diagnostics and phototherapy.97 The chromopeptide
diffused in the physiological environment and targeted avb3

integrins due to the presence of the terminal RGD ligand.
Furthermore, the PLGVRG motif is enzyme responsive and can
be cleaved by the overexpression of gelatinase in the tumour
microenvironment, causing the chromopeptide to decompose.
Consequently, the chromopeptide simultaneously self-assembled
into nanofibres at tumour sites, exhibiting an assembly induced
retention (AIR) effect, which resulted in an improved imaging
signal and enhanced phototherapeutic efficacy.

The coupling between self-assembly and enzyme-responsive
reactions usually renders a cascaded synergistic effect. A chimeric
chromopeptide C16-K(PpIX)-PEG(8)-KDEVD-1MT (PpIX-1MT) was
designed, in which C16 is a hydrophobic palmitoyl group, the
photosensitizer PpIX is conjugated to the e-amino group of Lys,
DEVD is a caspase-3-sensitive peptide sequence, and 1MT refers to
1-methyltryptophan.98 The chromopeptide PpIX-1MT could initi-
ally form nanoparticles in phosphate buffer solution (PBS) and
accumulate in tumour regions; then, reactive oxygen species
(ROS) are produced and 1MT is released upon caspase-3 cleavage,
which triggers an intense immune response. Similarly, a tumour

Fig. 6 Kinetically controlled self-assembly of phthalocyanine–diphenylalanine (PF) enables a very large redshifted absorption. (A) Molecular structure of
chromopeptide PF. (B) Schematic illustration of two assembly processes and the resulting assembly morphologies. (C) Electronic absorption spectra of
the two assemblies. (D) Underlying thermodynamics of PF assemblies. Reproduced from ref. 95,96 with permission from the [Chinese Chemical Society],
copyright [2019, 2021].
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extracellular acidity-responsive conjugated chromopeptide
PpIX-Ahx-AEAEAKAKAEAEAKAK (PEAK) was designed, in which
the e-amino group of each Lys residue was initially protected by
an acid-labile dimethylmaleic anhydride (DMA) group.99 PEAK
underwent self-assembly into stable nanoparticles, which was
driven by the synergistic effect of ionic complementarity (a
special kind of electrostatic interaction), hydrogen-bonding
interactions, van der Waals forces and hydrophobic interac-
tions. Comparably, in a tumour environment with a low pH, the
DMA groups were cleaved, baring the positively charged amino
group. Due to the enhanced ionic complementarity, the nano-
particles transformed into nanorods, which facilitated the
internalization of tumours, thus achieving improved photo-
therapeutic efficacy. Remarkably, chromopeptide design with
dynamic and tunable self-assembly ability provides opportu-
nities to realize complicated functions.

5 Applications

Self-assembled chromopeptide systems offer unique advan-
tages for biological applications. As a key component of chro-
mopeptides, peptide motifs exhibit good biocompatibility,
biodegradability, programmability and diverse biological func-
tionalities. Chromophores with tunable optical properties offer
multiple opportunities in diagnosis, therapy, energy conver-
sion, etc. Utilizing bioactive peptides may greatly expand the
functionality of self-assembled chromopeptide systems. In
addition, assembling chromopeptides offers a solution for
inhibiting the enzymatic degradation and rapid metabolism
of chromopeptides in the biological environment. Thus, based
on the knowledge of the self-assembly mechanism detailed
above, self-assembled chromopeptide systems may be promis-
ing candidates for bioimaging, phototherapy, combined ther-
apy, biomimetic photocatalysis and photosynthesis.

5.1 Imaging

Similar to chromoproteins, chromopeptides play an important
role as powerful imaging tools. Some chromopeptides perform
imaging functions that can be used as guidance tools for
optical biopsy to specifically illuminate malignant disease
areas. For example, BLZ-100 is a chromopeptide that contains
a chlorotoxin peptide (36-amino acid peptide)100,101 and the
NIR fluorescence imaging molecule indocyanine green (ICG)
can specifically label solid tumour tissue and emit fluorescence
in the NIR range for intraoperative visualization of human
tumours. Importantly, chromopeptides can then self-assemble
into supramolecular nanostructures with imaging capabilities
(Table 1). This subsection summarizes chromopeptide nanoma-
terials applied for bioimaging.

Chromopeptide nanomaterials disassemble to emit fluores-
cence signals after reaching the target site in vivo over time, so
these materials can potentially be used as bioimaging agents
for cell imaging and in vivo fluorescence imaging (FLI). This is
mainly because the excited pigment molecules in the chromo-
peptide system release energy through fluorescence emission
and return to the ground state. Yan et al. utilized the hydro-
phobic and p–p stacking interactions between a cationic diphe-
nylalanine (CDP) derived from FF and hydrophobic
photosensitive Ce6 to self-assemble into chromopeptide spherical
nanoparticles (CCNPs).19 The self-assembled chromopeptide
nanospheres were taken up by MCF-7 cells and decomposed over
time to release fluorescent signals, thereby realizing FLI of cells
in vitro and dynamic fluorescence distribution in mice in vivo.
Compared with the molecular state of photosensitive Ce6, chro-
mopeptide nanoassemblies show enhanced structural stability,
thus achieving longer imaging sessions in vivo. When the peptide
motif of the chromopeptide is endowed with specific biological
activity, controllable intelligent imaging becomes a reality. For
example, a chromopeptide conjugate was designed, which

Table 1 Summary of chromopeptide assemblies for imaging

Chromopeptide-based nanomaterials Chromophore Peptide Morphology Application Ref.

CCNPs Ce6 CDP Nanoparticles FLI 19
TCASS Cy AVPIAQKDEVDKLVFFAECG Nanofibres FLI 102
ZB NPs BV His-containing Nanoparticles PAI 103
ZBMn NPs BV His-containing Nanoparticles PAI/MRI
P18-PLG P18 PLGVRG Nanofibres PAI 97
PD-NFs PheoA D Nanofibres PAI 93
PDD-NFs PheoA DD Nanofibres —
PFF-NPs PheoA FF Nanoparticles —
PYY-NFs PheoA YY Nanofibres PAI
PDDDD-NFs PheoA DDDD Nanofibres —
PWG Porphyrin WG Nanoparticles FLI 104
TP5-ICG NFs ICG TP5 Nanofibres PAI 105
ZnPc-GGK(B)COOH NP ZnPc GGK(B)-COOH Nanoparticles FLI 106
ZnPc-GGK(B)CONH2 NP ZnPc GGK(B)-CONH2 Nanoparticles FLI
PPP-NDs Porphyrin FF Nanodots PAI 53
PF NPs ZnPc FF Nanoparticles FLI/PAI 107
PEAK-DMA PpIX AEAEAKAKAEAEAKAK Nanoparticles FLI 99
ACPP-PpIX PpIX R9GPLGLAGE8 — FLI 108
PPF Pyro GDEVDGSGK — FLI 109
ELP-IR820 IR820 Elastin-like polypeptides (ELPs) Nanoparticles — 110
MRI ICG RADA32�melittin Hydrogel FLI/PAI 111

‘‘—’’ represents ‘‘Not provided’’.

Chem Soc Rev Review Article

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

9 
M

ar
ch

 2
02

3.
 D

ow
nl

oa
de

d 
on

 2
/2

2/
20

26
 1

:0
4:

57
 P

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2cs00675h


This journal is © The Royal Society of Chemistry 2023 Chem. Soc. Rev., 2023, 52, 2688–2712 |  2699

consisted of a tumour-specific recognition motif (sequenced
AVPIAQK), an enzymatic cleavage linker (sequenced DEVD), a
self-assembly motif (sequenced KLVFFAECG) and a cyanine dye
Cy.102 Under the action of the tumour recognition motif, chro-
mopeptide molecules entered tumour cells and were cleaved by
caspase-3/7 to trigger self-assembly in vivo, while the remaining
residues self-assembled into b-sheet nanofibres under the action
of hydrogen bonds. Due to the significant permeability of chro-
mopeptide molecules, these self-assembled nanofibres in vivo
exhibited high cumulative efficiency, and the fluorescent signals
used for ex vivo imaging of intact patient bladders exhibited high
specificity and sensitivity, which had an important clinical value
in image-guided surgery for bladder cancer.

In addition, chromopeptide nanomaterials are also applied
in photoacoustic imaging (PAI), a nonionizing imaging mod-
ality based on the photoacoustic (PA) effect,112–114 which
depends on the physiochemical properties of the chromophore
segment. Yan et al. constructed a series of supramolecular
assemblies based on well-designed chromopeptides. For exam-
ple, the researchers designed nanoparticles with broad NIR
absorption using the endogenic biopigment biliverdin (BV) and
a His-containing peptide (Z-His-Obzl, ZHO), which can be used
as PAI contrast agents for diagnosing tumours with high spatial
resolution and penetration depth.103 More importantly, the
metal ion Mn2+ was integrated into the chromopeptide nano-
particles, which enhanced the photostability of the nano-
particles and endowed the nanoparticles with magnetic
resonance imaging (MRI) capabilities. Dual-modal imaging,
which integrates PAI and MRI, offers precise imaging guidance
for photothermal therapy (PTT) of tumours. Chromopeptide
assemblies are widely used in FLI and PAI because they contain
natural chromophores. In addition, chomopeptide assemblies
are also considered to have great potential in other imaging
fields. On the one hand, the assemblies can be used as a carrier
of other imaging agents; on the other hand, the assemblies
with other imaging capabilities such as ultrasound imaging can
be obtained by designing the molecular structure of chromo-
peptides. However, it still requires researchers to explore the
application of chromopeptide assemblies much more in the
imaging field.

5.2 Phototherapy

Phototherapy is a clinically approved technique that involves
treating diseases with a laser, which is used as a scalpel.115–118

Compared with conventional therapeutic methods, phototherapy
exhibits several advantages, including minimal invasiveness, con-
venient operation, fast recovery and strong specificity. For photo-
therapeutic purposes, the chromophore plays a key role in
converting light energy to reactive oxidative species (ROS, for
PDT, Section 5.2.1) or to local tumour hyperthermia (for photo-
thermal therapy, Section 5.2.2), which leads to disease suppres-
sion under different mechanisms. The photoconversion
mechanism depends on both the intrinsic physiochemical proper-
ties of the chromophore and the supramolecular structure of the
chromopeptide assemblies. Coincidentally, the peptide motifs in
the chromopeptide system interact with chromophores to form

assembled materials with different structures and flexible func-
tions, providing the possibility to tune the physical and chemical
properties of phototherapeutic agents (Table 2); thus, the system
exhibits high potential for phototherapy applications.

5.2.1 Photodynamic therapy. Chromopeptide assemblies
can be used for PDT due to their enhanced photochemical
stability along with their improved safety as photochemical
sensitizers. PDT is a photochemical reaction process in which
the photosensitive chromophore returns from the excited state
to the ground state under laser irradiation to produce ROS and
kills the diseased tissue.132 In this method, the chromophore
motif must involve a large yield of singlet oxygen, considerable
stability, biocompatibility and degradability. Effective PDT can
be realized through the molecular design of chromopeptide
motifs and by regulating the assembly process.

5.2.1.1 Photodynamic antitumour therapy. Chromopeptide
assemblies can effectively treat tumours in terms of the PDT
effect. Inspired by the multicomponent self-organization of nat-
ural proteins, pigments and metal ions in metalloproteins,133–136

Yan et al. chose metal-binding amino acids or peptides, photo-
sensitizer Ce6 and metal ions Zn2+ to construct multicomponent
coordination chromopeptide-based assemblies (Fig. 7A).137 Metal
coordination is a directional and reversible chemical bond, and
its bonding strength is stronger than that of noncovalent
interactions.138,139 Therefore, the chromopeptide-based assem-
blies formed by metal coordination show strong colloidal stability,
which is not exhibited by those formed through nonmetal
coordination. More importantly, the assemblies showed that
the photosensitizers exhibited a capacity for ultrasensitive pH-
responsive release. This is closely related to metal coordination.
The protonation of the imidazole group at pH values below 5.0
effectively weakens the coordination between His and Zn2+. The
sensitive response to the pH increase can be attributed to the
improved solubility of His-containing amino acids or peptides at
pH values above 8.5, which diminished the self-assembly hydro-
phobic interactions. In addition, since the coordination inhibited
intramolecular motion, the emission path of Ce6 was effectively
enhanced, and the nonradiative heat release path was suppressed,
showing high ROS yield in vitro (Fig. 7B) and highly efficient PDT
in vivo (Fig. 7C and D). By purposefully designing chromo-
peptides, mimicking the composition of metalloproteins, and
utilizing a coordinated self-assembly approach, it is possible to
successfully combine robust blood circulation and targeted burst
release into a single chromopeptide system for efficient photo-
dynamic cancer treatment.

In many cases, the photodynamic therapeutic efficacy is
remarkably influenced by the nanoparticle morphology.
Inspired by the dynamic changes in the morphology of mole-
cular assemblies in organisms to complete different life pro-
cesses, van Hest et al. prepared pH-responsive transformable
chromopeptide-based nanomaterials using Try–Gly–porphyrin
conjugates (PWG) as the assembly motif.104 These nanomater-
ials appeared like a nanoparticle under neutral conditions.
Comparably, when exposed to acidic conditions, such as the
tumour microenvironment, the nanoparticles converted into
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nanofibres, which was mainly because the protonation of PWG
promoted the formation of intermolecular hydrogen bonds.
These chromopeptide nanofibres enhanced intersystem crossing
through fibrillar transformation to promote the generation of
singlet oxygen, realized the effective accumulation and long-term
retention of photosensitive drugs at the tumour site, and thus
exhibited excellent antitumour therapeutic effects in vivo. Sur-
prisingly, researchers used PpIX and low pH insertion peptides
(pHLIP) to design a chromopeptide self-assembled material with
an ability to anchor membranes through pH-driven secondary
structure transformation, which was not affected by tumour
heterogeneity.94 Specifically, the material showed a structural
transition from random coils at pH 7.4 to a-helices at pH 6.5 or
5.5 through the action of pHLIP; thus, the material can sponta-
neously insert into the lipid bilayer without cell internalization
to achieve tumour-specific accumulation and realize in situ PDT

on the cell membrane. In addition, Yu et al. developed tumour
microenvironment-adaptable chromopeptide-based superhe-
lices and nanoparticles by coassembling pentapeptide FF-Amp-
FF (AmpF) with Ce6.140 The adaptation occurred because the 4-
amino-proline amide bond in AmpF was trans-isomerized at a
low pH (6.5) and cis-isomerized at a high pH (7.2). More
importantly, compared with nanoparticles, nanofibres formed
by reversible transformation of nanoparticles in the cytoplasm
produced higher levels of ROS, so the therapeutic effect could be
maintained even with a reduction in dosage. Although the
chromopeptide assemblies used for anti-tumour have increased
intelligence, most of them are based on the passive transport of
nanomaterials, which requires nanomaterials to have strong
structural stability. In addition, the active targeting of the lesion
needs to be strengthened, especially the chromopeptide assem-
blies applied in photodynamic therapy of cancer.

Table 2 Summary of chromopeptide assemblies for applications in phototherapy and combinational phototherapy

Chromopeptide-based
nanomaterials Chromophore Peptide Morphology Application Ref.

CCNPs Ce6 CDP Nanoparticles PDT 19
ZB NPs BV His-containing Nanoparticles PTT 103
ZBMn NPs BV His-containing Nanoparticles PTT
P18-PLGVRGRGD P18 PLGVRGRGD Nanofibres Targeted therapy combined with PTT 97
PD-NFs PheoA D Nanofibres PTT 93
PDD-NFs PheoA DD Nanofibres —
PFF-NPs PheoA FF Nanoparticles —
PYY-NFs PheoA YY Nanofibres PTT
PDDDD-NFs PheoA DDDD Nanofibres —
PWG Porphyrin WG Nanoparticles PDT 104
TP5-ICG NFs ICG TP5 Nanofibres Immunotherapy combined with PTT 105
ZnPc-GGK(B)COOH NP ZnPc GGK(B)-COOH Nanoparticles Chemotherapy combined with PDT 106
ZnPc-GGK(B)CONH2 NP ZnPc GGK(B)-CONH2 Nanoparticles Chemotherapy combined with PDT
PPP-NDs Porphyrin FF Nanodots PTT 53
PF NPs ZnPc FF Nanoparticles PDT and PTT 107
PEAK-DMA PpIX AEAEAKAKAEAEAKAK Nanoparticles PDT 99
ACPP-PpIX PpIX R9GPLGLAGE8 — PDT 108
PPF Pyro GDEVDGSGK — PDT 109
ELP-IR820 IR820 Elastin-like polypeptides

(ELPs)
Nanoparticles PTT 110

MRI ICG RADA32�melittin Hydrogel PTT 111
Pep@Ce6 Ce6 Cationic polypeptide Spherical

micelles
PDT 119

APP Ce6 GKRWWKWWRRPLGVRGC — PDT 120
ELTST Ppa GPLGLAG Nanovesicles Chemotherapy combined with PDT 121
Ce6-DEVD-MMAE Ce6 DEVD Nanoparticles Chemotherapy combined with PDT 122
MEL/Ce6@HA Ce6 Melittin Nanoparticles Chemotherapy combined with PDT 123
PAPP-DMA PpIX PKKKRKV Nanoparticles Targeted therapy combined with PDT 124
UCNPs@TiO2-Ce6-TAT Ce6 TAT Core/shell Targeted therapy combined with PDT 125
pnPNP PpIX PKKKRKV Nanorods Targeted therapy combined with PDT 126
M-ChiP PpIX rFxrFxrFxr Spherical

micelles
Targeted therapy combined with PDT 127

HB-PA HB CRGDKGPDC Nanovesicles Targeted therapy combined with PDT 128
Ppa-iRGDC-BK01 Ppa iRGDC — Targeted therapy combined with PDT 62
ChiP-Exo PpIX PKKKRKV Exosomes Targeted therapy combined with PDT 129
TPC-Ahx-ATWLPPR TPC ATWLPPR — Targeted therapy combined with PDT 69
ZnPc-BBN ZnPc YQRLGNWAVGHLM — Targeted therapy combined with PDT 78
RGD-L-Pyro Pyro cRGDfK — Targeted therapy combined with PDT 130
RGD-L-Glu-Pyro Pyro cRGDfK — Targeted therapy combined with PDT
PPMA PpIX KVPRNQDWL Nanoparticles Immunotherapy combined with PDT 75
PpIX-1MT PpIX KDEVD Nanoparticles Immunotherapy combined with PDT 98
mPEG-Pep-IDOi/ICG ICG PVGLIG Core–shell Immunotherapy combined with PTT 131
IR780-M-APP IR780 NYSKPTDRQYHF-NH2 Nanoparticles Immunotherapy combined with PDT 132

‘‘r’’ represents d-Arg and ‘‘Fx’’ represents l-cyclohexylalanine; ‘‘—’’ represents ‘‘Not provided’’.
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5.2.1.2 Photodynamic antibacterial therapy. Chromopeptide
assemblies are not only used in photodynamic anti-tumour
therapy, but also used in antibacterial therapy. PDT for bacterial
infection has attracted great attention because it has the advan-
tage of rare drug resistance, but it is also limited by the short life
of ROS and the poor sensitivity to Gram-negative bacteria. The
researchers used chlorin e6 (Ce6)-conjugated a-cyclodextrin
(a-CD) and a polyethylene glycol (PEG)ylated polypeptide (Pep)
as assembly units to obtain chromopeptide-based micelles
(Pep@Ce6), which showed good therapeutic effects in bacterial
infections caused by Gram-negative bacteria.119 This was because
cationic chromopeptide-based micelles had enhanced bacterial
membrane capture ability, and could effectively play a photody-
namic role in eliminating biofilms and inactivate persistent cells.

In addition, Staphylococcus aureus infection is also the most
common type of bacterial infection, and the increase in drug

resistance is also a major threat to the treatment of these
infections. Xia and other workers designed a chromopeptide
based on the covalent coupling of Ce6 with the polycationic
antimicrobial peptide (GKRWWKWRR) modified by the gelati-
nase cutting peptide sequence (PLGVRG).141 The chromopeptide
could eliminate bacterial infection and inhibit the formation of
bacterial biofilms in vitro under laser irradiation. When Ce6 was
coupled with dimer peptides, the wound healing speed and
quality of mice infected with Staphylococcus aureus were also
improved. More importantly, they found that after assembling
the chromopeptide with gold nanoclusters (AuNc), a synergistic
effect between gelatinase responsive release of chromopeptides
and photodynamic therapy was achieved.120 Because the gelati-
nase secreted by Staphylococcus aureus effectively promoted the
release of chromopeptide molecules containing antibacterial
peptides from AuNc, the therapeutic effect of Staphylococcus

Fig. 7 (A) Schematic illustration of a chromopeptide system formed by multicomponent self-assembly. (B) Fluorescence intensity of cells, showing the
ROS produced by different groups of drugs after irradiation. (C) Tumour growth profiles during the observation in vivo. (D) Photographs of all mice or
tumours in different groups after treatment in vivo. Reproduced from ref. 137 with permission from the [American Chemical Society], copyright [2018].
(E) Schematic illustration of the formation of chromopeptide-based nanoparticles. (F) PAI (upper) and (below) T1-weighted MRI of chromopeptide-based
nanoparticles in mice. Reproduced from ref. 103 with permission from [John Wiley and Sons], copyright [2019].
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aureus was superior to that of Escherichia coli. The chromopep-
tide assemblies are expected to provide guidance for the devel-
opment of materials for the treatment of bacterial infection and
the promotion of wound healing. At present, many chromopep-
tides have been designed, but whether they can be assembled
and how they can be released at specific lesion sites after
assembly need further study. In addition, some research studies
has found that the peptide itself has antibacterial activity,142,143

which greatly promotes the application of chromopeptides in
antibacterial therapy.

5.2.2 Photothermal therapy. Many chromopeptide assemblies
can convert photoenergy into heat energy through a thermal release
mechanism to ablate diseased tissues or tumours, so these assem-
blies are also used in cancer photothermal therapy (PTT).144–146

Compared with PDT, PTT exhibits several advantages, as it is not
limited by oxygen and releases heat through nonradiative vibra-
tional relaxation pathways. Therefore, how to regulate the photo-
sensitive chromophore molecules in the chromopeptide system to
release more heat is a challenge in effective photothermal therapy.

Inspired by light-absorbing haemoglobin photothermal bio-
logical macromolecules, Yan et al. proposed a method for the
self-assembly of chromopeptide conjugates to prepare nano-
dots for photothermal antitumour therapy.53 Chromopeptide
conjugates (TPP-G-FF) were formed by connecting FF and
porphyrin with glutaric anhydride as a linker. These conjugates
self-assembled in water to produce nanodots with a uniform
distribution. The formation mechanism of chromopeptide
nanodots was studied by molecular dynamics simulation, and
the results showed that TPP tended to form J-aggregates due to
p–p interactions, and the strong hydrophilic interaction
between FF and solvent was beneficial for increasing the
nanodot stability. Therefore, the fluorescence emission path
and singlet oxygen generation path of the chromopeptide-
based nanodots are nearly suppressed, so the photoenergy
tends to be converted to the local high temperature. Hence,
chromopeptide-based nanodots can achieve more efficient
photothermal transformation, generate higher local temperatures
and enhance antitumour effects and can also be used as ideal PAI
agents. However, although the chromopeptide-based nanodots
greatly improved the stability, there were still problems, i.e., an
insufficient absorption wavelength and insufficient laser penetra-
tion. Specifically, Yan and co-workers assembled chromophore BV
and peptide motif ZHO into chromopeptide-based nanoparticles
(ZB NPs) with NIR broadband wavelength absorption through
noncovalent interactions.103 ZBMn NPs were obtained by integrat-
ing Mn2+ into ZB NPs to further improve the stability and
MRI capabilities (Fig. 7E). As expected, the obtained ZBMn NPs
broadened the absorption spectrum to a longer NIR region and
exhibited efficient photothermal conversion. Moreover, compared
with nanoparticles without metal ions, ZBMn NPs exhibited
excellent stability after illumination, mainly due to the coordina-
tion of metal ions and peptide chain imidazoles. PAI and MRI
showed that the maximum accumulation of nanoparticles at the
tumour site occurred 6 h after tail vein administration (Fig. 7F).
These chromopeptide-based nanoparticles utilize a clear meta-
bolic mechanism, which provides the possibility for clinically

transforming chromopeptide-based nanoparticles to photother-
mal agents under the guidance of multimodal imaging. The PTT
effect of ZBMn NPs was verified in mice. The results showed that
the tumours were ablated without recurrence in the PTT group
during the whole observation period, while the tumour volume of
the control group increased rapidly over time. The tumour
photographs recorded over time clearly showed that after photo-
thermal treatment with ZBMn NPs, the tumour first scabbed and
then slowly fell off without recurrence.

Chromopeptide photothermal agents have shown advan-
tages for solving the poor penetration and low accumulation
efficiency of nanomaterials at tumour sites. For example, Wang
et al. developed a molecular-level deep tissue penetration and
NIR laser-guided in situ self-assembly strategy, which greatly
improved the penetration depth and accumulation of nanoma-
terials at tumour sites.147 This was achieved by integrating a
thermally responsive scaffold (poly(b-thioester)) into a chromo-
peptide system that contained the photothermal molecule ICG
and functional peptides (cytotoxic and cell penetrating pep-
tides). Specifically, the obtained molecular-level substances
reached the interior of the tumour at normal body temperature
and generated heat under laser irradiation, resulting in ther-
moresponsive in situ self-assembly into spherical nanoparticles,
which was beneficial for intratumoral aggregation and cell
killing. Given the in situ self-assembly effect of chromopeptides
under NIR laser irradiation, many other drugs with high
anticancer activity can be integrated into the chromopeptides
to achieve enhanced antitumour effects. In addition, Yan et al.
designed five chromopeptide conjugates by encoding peptide
sequences with amino acids, which can self-assemble into
assemblies with different optical properties.93 By regulating
the self-assembly process, assemblies with a stable structure
and excellent photothermal performance were finally opti-
mized, and the tumours in mice were successfully eliminated.
PTT can ablate tumour lesions, and in antibacterial therapy,
there are also some reports of using inorganic photothermal
materials to resist bacteria.148 However, few chromopeptide
assemblies are used for photothermal antibacterial therapy. It
is believed that with the attention paid to chromopeptides,
chromopeptide assemblies will also have rapid development in
photothermal antibacterial and other biomedical fields.

5.3 Combinational phototherapy

A combination of phototherapy and other theranostic methods
may lead to synergistic effects, which will be a future trend in
cancer therapeutics. The combined methods mainly include
chemotherapy, targeted therapy, immunotherapy and other
therapies. For combinational phototherapeutic purposes, it is
necessary to design chromopeptides more precisely and inge-
niously and endow them with multiple functions.

5.3.1 Chemotherapy combined phototherapy. Chemother-
apy, which is among the most traditional methods of treating
cancer, works through chemical drugs that exhibit killing
effects.149 However, due to a lack of selectivity, chemotherapeutic
drugs cannot reach and accumulate at the tumour site; thus,
these drugs cause large toxic side effects on normal tissues.150,151
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In addition to exhibiting phototherapeutic activity, chromopep-
tide assemblies can be used to carry chemotherapeutic drugs;
thus, these assemblies realize the combination of phototherapy
and chemotherapy and improve the efficacy and safety of
tumour treatment to a certain extent. A chromopeptide-based
material with a programmed stimuli-responsive liposomal vesi-
cle structure was reported, and this material could be loaded
with a lipophilic oxaliplatin prodrug of hexadecyloxaliplatin
carboxylic acid (HOC) and hydrophilic doxorubicin hydrochlor-
ide (DOX) (Fig. 8A).121 Chromopeptide nanovesicle structures
(LTSL) consisted of a photoresponsive PPa, a GPLGLAG hepta-
peptide spacer, a PEG chain and a temperature-sensitive lipo-
some (TSL). Drug-loaded nanovesicles (ELTSL) accumulated at
tumour sites through the enhanced permeability and retention
(EPR) effect, PEG antennae were cleaved by intratumoral matrix
metalloproteinase 2 (MMP-2), and the remaining components
could be internalized into tumour cells. Under NIR laser

irradiation, chromophore PPa generated heat to release che-
motherapeutic drugs and generated ROS to exert photodynamic
effects. Through cryo-transmission electron microscopy (cryo-
TEM), DOX deposits in the vesicles were observed to disappear
after laser irradiation, which demonstrated that heat energy
allowed the chemotherapeutic drugs to be released (Fig. 8B).
After being administered through the tail vein in mice, the
vesicles exhibited a slight thermal effect of 45 1C at the tumour
site after 10 min of 670 nm laser irradiation, which demon-
strated that heat-induced drug release could be achieved in vivo
(Fig. 8C). More importantly, significant nuclear damage and
cytoplasmic degradation were found in the tumour tissue in
the treatment group but not in the control groups, which further
verified the feasibility of the chromopeptide-based material for
chemotherapy combined with phototherapy (Fig. 8D).

In addition, the combination of chemotherapy with photo-
therapy has overcome the limitations of PDT, i.e., the poor

Fig. 8 (A) Chemical structure of the chromopeptide-based chemotherapy combined with phototherapy material with a programmed stimulus-
responsive liposome vesicle structure. (B) Cryo-TEM images of the chromopeptide-based material before and after laser irradiation. (C) Photothermal
profile of the chromopeptide-based vesicles in vivo. (D) H&E staining of the tumour sections in different groups of mice. Reproduced from ref. 121 with
permission from [John Wiley and Sons], copyright [2017].
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tissue penetration and rapid consumption of oxygen. Kim et al.
designed a chromopeptide conjugate using the chromophore
Ce6, a caspase 3 cleavable peptide (DEVD) and the anticancer
drug monomethyl auristatin E (MMAE), which self-assembled
into nanoparticles with an average size of 90.8 � 18.9 nm.122

Compared with PDT alone, this combined treatment method
induced cancer cell apoptosis with a lower irradiation intensity
and activated caspase 3 to cleave the anticancer drug MMAE,
completing the additional process of killing cancer cells in the
absence of a laser.

In the chromopeptide system, some peptides exhibit anti-
tumour effects similar to those of chemotherapy drugs, so these
chromopeptide assemblies can also realize the combined
effects of chemotherapy and phototherapy without being
additionally loaded with chemotherapeutic drugs. Melittin is
among the most effective therapeutic peptides and is used as a
chemical medicine for treating many diseases, such as
cancer.152,153 However, melittin involves serious haemolysis
problems and exhibits nonspecific cytotoxicity. Based on this,
Wu et al. constructed a chromopeptide supramolecular assem-
bly using melittin, photosensitizer Ce6 and hyaluronic acid
(HA).123 The assembly effectively reduced the side effects of
melittin, and Ce6 synergistically promoted the membrane lysis
efficiency of melittin with laser irradiation, thus realizing
chemotherapy combined with photodynamic antitumour ther-
apy. Although chromopeptide-based nanomaterials can play an
important role in the combined treatment of chemotherapy
and phototherapy, these materials are useless against highly
malignant tumours with metastatic and recurrent tendencies,
mainly because these chromopeptide-based nanomaterials
cannot effectively accumulate in tumour tissues. Therefore,
performing in-depth exploration and development of the active
targeting functionality of chromopeptide-based materials is the
next goal of this research.

5.3.2 Targeted therapy combined phototherapy. The correct
implementation of phototherapy is actually a targeted therapy,
which only produces poison in areas in which the photosensi-
tizers accumulate and laser irradiation occurs.154 However, the
method still has limitations, including insufficient targeting,
which induces unavoidable side effects in the normal body, such
as systemic photosensitivity. With increasing research, in addi-
tion to expensive antibodies with large molecular weights, some
peptide sequences with small molecular weights and low immu-
nogenicity have been developed to exhibit targeting functions.
Therefore, using these peptide sequences with targeting activity
to design chromopeptide assemblies will result in great progress
towards improving the clinical outcomes of tumour patients.

As the most important cell structure, the nucleus is often the
target during material design.155 Han and co-workers designed
a nucleus-targeting amphiphilic chimeric chromopeptide con-
jugate, including PpIX, a PEG linker and a DMA-modified
nuclear localization peptide sequence PKKKRKV, which self-
assembled into spherical nanoparticles.124 The chromopeptide
assemblies exhibited a negative charge on the surface and
remained stable under physiological conditions. In a tumour
microenvironment, because the DMA group responded to

acidity, the charge on the assemblies reversed and the surface
exhibited a positive charge for nuclear targeting, which accel-
erated tumour cell interaction. It was observed that many PAPP-
DMA nanoparticles entered the nucleus after the cells were
incubated for 24 h, while nanoparticles that changed the
sequence of targeted peptides remained in the cytoplasm.
These chromopeptide assemblies in which the nucleus was the
target exhibited a prolonged blood circulation time, achieving
maximum drug accumulation in the tumour cell nucleus and
effectively reducing the toxic side effects after PDT. Similarly,
another group used the nuclear targeting peptide TAT in chro-
mopeptide assemblies to prevent the efflux of light-sensitive
chromophore molecules, which occurred due to the presence
of P-glycoprotein in multidrug-resistant cancers.125

To further improve the efficiency of targeted drug delivery,
carrier-free self-delivery chromopeptide-based nanorods were
designed that target the plasma membrane and cell nucleus.126

The nanorods were self-assembled by chromopeptide conju-
gates containing a hydrophobic alkyl chain that can target the
plasma membrane, PpIX, a peptide sequence PKKKRKV for
nuclear localization, and a hydrophilic PEG chain. Plasma
membrane-based targeting of PDT directly induced cell necrosis,
enhanced membrane permeability, and increased the cellular
uptake of nanorods. Subsequently, with the participation of the
nuclear targeting peptide, the in situ generation of ROS caused
oxidative damage to the DNA chain of cells, achieving an
enhanced PDT effect. To improve the biocompatibility of tar-
geted drug delivery systems, researchers also used exosome-
modified chromopeptide assemblies (ChiP-Exo) to reduce immu-
nogenicity and systemic toxicity.129 In addition, the researchers
designed a self-delivery chromopeptide-based nanoparticle
(M-ChiP) to dually target mitochondria and plasma membranes
towards photodynamic tumour therapy.127

Some proteins that are overexpressed on the surface of tumour
cells are also commonly used as targets for drug delivery. Xu et al.
chose an amphiphilic iRGD peptide (internalizing RGD,
CRGDKGPDC) and chemically modified with hydrophilic Arg, a
hydrophobic alkyl chain and a Pro sequence to obtain a new
molecule, which self-assembled into spherical nanovesicles.128

The target receptor of iRGD is the integrin receptor (avb3, avb5

and avb1), which is overexpressed in tumour endothelial cells and
tumour cells. After binding to the receptor, iRGD was cleaved by
tumour-related proteases, thereby exposing its C-terminus motif
(CRGDK/R). Then, the sequence bound to tumour endothelial
cells and the tumour cell transmembrane receptor glycoprotein
neuropilin-1 receptor (NRP-1) to mediate the penetration of
vesicles into the tumour. Therefore, the photosensitizer hypocrel-
lin B (HB) was loaded into iRGD-based vesicle structures to
produce chromopeptide assemblies, achieving enhanced photo-
sensitizer accumulation, penetration and PDT. In addition, due to
repeated administration, PDT also exhibits side effects that
cannot be ignored. Based on iRGD targeted therapy, a chromo-
peptide conjugate (Ppa-iRGDC-BK01) was designed to solve the
potential issue through an iRGD peptide.62 Chromopeptide con-
jugates formed a reservoir by self-aggregation at the injection site,
while a supermolecular depot was formed after the targeting,
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penetration, reactivation of photosensitive molecules and the
heat-promoted assembly of body temperature were complete; as
a result, the effect of the long-released photosensitizer was
achieved and repeated administrations were not necessary.

As a channel for drug delivery systems, tumour blood vessels
have also been used as another target by researchers to admin-
ister drugs in recent years.156 As a part of tumour blood vessels,
tumour vascular endothelial cells are widely used as targets; the
cells exhibit more stable gene expression compared with that of
tumour cells and are not prone to drug resistance. In tumour
vascular endothelial cells, the vascular endothelial growth
factor and its receptors are closely related to tumour angiogen-
esis and subsequent development.157,158 Aided by the killing
effect of phototherapy, some researchers combined the tar-
geted peptide of vascular endothelial cells with a photosensitive
chromophore to obtain chromopeptide conjugates for cancer
treatment.69,159 However, little research has been performed on
this vascular-targeted chromopeptide assembly. Although
many materials have been designed to target tumour cells,
the efficiency of drugs reaching cells after passing through
layers of barriers in the body is less than 1%.160,161 Due to this
low drug availability, repeated dosing is necessary, which
increases the side effects. Therefore, the material design of
chromopeptide assemblies based on tumour vascular targeting
can still be further developed.

5.3.3 Immunotherapy combined phototherapy. Photother-
apy can cause immune-stimulatory immunogenic cell death
(ICD) of tumour cells.162 In general, the immune synergistic
effect against tumours is further enhanced by introducing
peptide fragments with immune activity into the chromopep-
tide system or by regulating the precise assembly of chromo-
peptides to successfully construct assemblies with virus-like
structures.

As a class of immunomodulators, peptides with multiple
immunoregulatory functions have the ability to enhance or
suppress the body’s immune system.163,164 Yan et al. selected
two clinically approved water-soluble small molecules, thymo-
pentin TP5 (RKDVY) and ICG, which coassembled into
chromopeptide-based supramolecular assemblies (TP5-ICG
NFs) for localized combined photothermal immunotherapy
against pancreatic cancer (Fig. 9A).105 A TEM image showed
that the assemblies were nanofibre structures (Fig. 9B), which
was also consistent with an atomic force microscopy (AFM)
image (Fig. 9C). In addition, Fourier transform infrared (FTIR)
spectroscopy showed the movement of characteristic wave-
bands, especially the sulfonic acid group of ICG and the amide
group of TP5, which verified that this fibre structure was
dominated by hydrogen bonding (Fig. 9D and E). Due to the
presence of hydrogen bonds, most of the ICG in the nanos-
tructure prevented unstable alkenes from oxidizing, thereby
improving the light stability (Fig. 9F) and photo-to-heat conver-
sion efficiency. Two pancreatic tumour cell lines, Pan02 and
BxPC-3, were used to evaluate the in vitro photothermal treatment
effects of nanofibres. Compared with the laser group alone,
the two cell lines showed obvious cell necrosis and apoptosis in
the nanofibre treatment group, which demonstrated that the

nanofibres are strongly phototoxic (Fig. 9G). The immune analysis
results showed that after TP5-ICG NFs treatment, the frequency
CD3+ T cells, CD3+CD4+ T cells and CD3+CD8+ T cells in the
mouse spleen was significantly enhanced compared with those of
other controls, indicating that the immunity of the mice was
enhanced. The changes in cytokine levels were also measured by
flow cytometry. Compared with the control group, the frequency
of CD4+ IL-4+ T cells and CD8+ INF-g+ T cells produced by mice in
the TP5-ICG NFs group was the highest, which was caused by TP5,
demonstrating that TP5 can be effectively delivered through
nanofibres to enhance the immune effect. The results of haema-
toxylin and eosin (H&E) staining showed that organs in the TP5-
ICG NFs group did not exhibit metastatic or inflammatory lesions
under the effect of immune regulation, while organs in the control
group contained metastatic tumour lesions in the liver and
spleen. Therefore, the combination of immunotherapy and photo-
thermal therapy can effectively inhibit tumour growth and elim-
inate metastasis (Fig. 9H). The use of clinically approved drugs in
this work has further promoted the practical transformation and
application of chromopeptide assemblies, but in addition to its
application in the treatment of pancreatic cancer, whether it can
be extended to experimental models closer to clinical ones needs
further research.

In addition to targeting and immunomodulatory functions,
chromopeptide systems can act as antigens. A chromopeptide
conjugate (PpIX-PEG(8)-KVPRNQDWL) was prepared by con-
necting PpIX with an antigen peptide using a PEG(8) linker.75

The conjugates self-assembled into spherical nanoparticles
(PPMA) that exhibited good dispersity and stability and effec-
tively generated ROS. After laser irradiation, nanoparticles in
tumour cells produced ROS, which induced necrosis or apop-
tosis of tumour cells and then further generated an immune
response under the stimulation of PDT. In addition, introducing
a melanoma-specific antigen peptide (KVPRNQDWL) activated
specific cytotoxic T cells, which significantly enhanced the anti-
tumour immune response and effectively inhibited the growth of
melanoma in mice. This work shows a good tumour treatment
effect, but whether the presence and length of the linker will
affect the treatment effect of the chromopeptide has not yet been
thoroughly studied. Although progress has been made with
chromopeptide-based nanomaterials in phototherapy combined
with immunotherapy, in-depth exploration of peptide functions
remains necessary. For example, more specific tumour antigen
peptides could be found to design more suitable and powerful
materials to treat malignant tumours that are difficult to resect
or highly metastatic.

In addition, immunotherapy drugs can be integrated with
the chromopeptide system into a single platform. Recently, a
new molecule was formed by linking an immune checkpoint
inhibitor to a chromopeptide conjugate containing the enzyme-
responsive peptide sequence DEVD and chromophore PpIX.98

These molecules self-assembled into nanoparticles with a par-
ticle size of approximately 50 nm and achieved a cascade of
synergistic immunotherapy and phototherapy antitumour
effects. The nanoparticles exhibited good stability in different
solutions that simulated physiological environments. In a
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mouse model of lung tumour metastasis established by colon
cancer cells, the nanoparticles were passively transported to the
tumour site under the EPR effect and generated ROS under
laser irradiation to induce cell apoptosis. Subsequently, under
the action of caspase-3 in tumour cells, 1MT was released to
inhibit the indoleamine-2,3-dioxygenase (IDO) pathway and
activate CD8+ T cells. A chromopeptide-based nanoprodrug
platform with a core–shell nanostructure was constructed by
coassembling the chromophore ICG with a conjugate
composed of PEG, a peptide sequence (PVGLIG) and an indo-
leamine 2,3-dioxygenase (IDO) inhibitor (trade name
Epacadostat).131 In a tumour microenvironment (TME), the
PEG layer with a core–shell structure was stripped by matrix
metalloproteinase-2 (MMP-2), and its size changed from
140 nm to under 40 nm, which enhanced cellular uptake.

Under near-infrared laser irradiation, small-scale nanodrugs
convert light energy into heat energy to directly kill tumour
cells and generate tumour-related antigens to trigger the
immune response. In addition, IDO drugs were released to
regulate the T-cell response in the TME, realizing the combi-
nation of phototherapy and immune checkpoint blocking
therapy. To solve the problems with anti-PD-L1 (the low stabi-
lity and inability to precisely control the drug loading of the
antibody), Luan et al. designed a chromopeptide molecule
(IR780-M-APP), which was connected by the anti-PD-L1 peptide
(APP) and photosensitizer IR780 through peptide segments,
and replaced the antibody with APP.132 These molecules self-
assembled into nanoparticles with accurate and controllable
APP loading. Under laser irradiation, the nanoparticles exert a
photodynamic effect, leading to immunogenic cell death,

Fig. 9 (A) Schematic illustration of chromopeptide-based supramolecular nanofibres (TP5-ICG NFs) towards localized photothermal immunotherapy.
(B) TEM image and (C) AFM image of TP5-ICG NFs. (D) UV-vis absorption spectra and (E) FTIR spectra of free TP5, free ICG and TP5-ICG NFs.
(F) Photostability results of free ICG and TP5-ICG NFs. (G) CLSM images of the phototoxicity of TP5-ICG NFs. (H) Photograph of tumours harvested from
mice in different groups at 21 days. Reproduced from ref. 105 with permission from [John Wiley and Sons], copyright [2021].
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which activates the immune response and blocks the PD-1/PD-
L1 pathway to promote immunotherapy.

5.4 Biomimetic photocatalysis and photosynthesis

Photocatalysis technology is called ‘‘artificial photosynthesis’’,
which involves the conversion of light energy into chemical
energy in the presence of a catalyst.7,165–167 The reaction process
involves several basic processes, excitation activation, energy
transfer, charge separation, electron transfer, and catalytic reac-
tion. Chromopeptides exhibit several advantages, including pro-
grammable sequences, tunable self-assembly architecture and
ability to easily mimic natural light-harvesting complexes. The
light-harvesting, energy transfer, and electron transfer properties
generated by chromophore fragments on chromopeptides can
be flexibly tuned by peptide-modulated self-assembly (Table 3).

To imitate natural photosynthesis, Park et al. selected
tetra(hydroxyphenyl) porphyrin (THPP), which exhibits similar
optical and electrochemical properties to chlorophyll a, as the
model light-collecting molecule and adsorbed it onto nano-
tubes with FF through hydrophobic interactions to simulate
natural photosynthetic system I.168 Compared with a single FF
nanotube, the J-aggregate formed by the THPP layer on the
surface of the FF nanotube realized stronger exciton coupling
between THPP monomers, and its structure is similar to the
natural light capture complex containing chlorophyll molecules.
Furthermore, Pt nanoparticles (nPt) were deposited on light-
harvesting peptide nanotubes through a self-mineralization
method to mimic the charge separation function of quinone in
natural photosystems. The results also showed that the nanotubes
with added Pt successfully promoted the regeneration of NADH
and the synthesis of oxidoreductase under visible light. In addi-
tion, Yan and Mann et al. designed multifunctional biomimetic
chromopeptide microspheres by coassembling FF and TPPS to
simulate the natural light-harvesting system.48 To demonstrate
the photocatalytic reduction ability of the microspheres, the
microsphere solution was irradiated under light for 150 min,
and the results showed that 4-nitrophenol (4-NP) could be
reduced to 4-aminophenol (4-AP). More importantly, the micro-
sphere structure introduced a higher stability, effectively pre-
vented photodegradation, and could be used as a reasonable
photosynthesis model to simulate the energy capture and trans-
formation of primitive abiotic cells.

Inspired by the self-assembly of chromophores that is regulated
by natural proteins, Yan et al. proposed a strategy to construct a
bionic functional system through a peptide-regulated process of

porphyrin self-assembly. The researchers constructed a series of
chromopeptide systems, manufactured artificial photosystems via a
molecular self-assembly strategy, and mimicked the architectural
principles and functional mechanisms of the photosynthetic
system.48,49,169–171,173,174 For example, they constructed a hierarch-
ical fibre bundle chromopeptide structure with an organization
similar to that of pigments in chlorosomes through coassembling
peptide KK and TPPS.49 The surface of the chromopeptide fibre
bundle was positively charged, which contributed to the miner-
alization of TiO2 nanoparticles. In addition, after the photoreduc-
tion of platinum potassium(ii) tetrachloride, the chromopeptide
assemblies also promoted the in situ mineralization of Pt nano-
particles on the fibre (Fig. 10A). More importantly, when TiO2/Pt
was introduced into the chromopeptide fibre bundle, the whole
system generated hydrogen, which was similar to the original
reaction centre model, indicating that the chromopeptide assem-
blies realized the biomimetic structure of the green sulfur bacteria
(Fig. 10B).169 In another example, inspired by pathological pro-
cesses of cystine stones, the researchers introduced Zn2+ metal
ions into the chromopeptide system and obtained hierarchically
ordered microspheres via coordination and hydrogen bonds. These
microspheres are formed from the splitting growth of nanorods
and can be effectively encapsulated with TPPS and alcohol dehy-
drogenase (ADH) through electrostatic effects (Fig. 10C). These
chromopeptide-based microspheres simultaneously mimicked the
structure of grana and the light-dark coupled reactions in chlor-
oplasts, resulting in enhanced sustainability in photocatalytic fuel
production (Fig. 10D).170

Compared with other biomimetic light-trapping nanostruc-
tures, chromopeptide-based materials exhibit good biocompat-
ibility and biodegradability. The chromophore is responsible
for light absorption, and the peptide regulates the structure
and solubility. Self-assembled nanomaterials of chromophores
and peptide conjugates with fixed stoichiometric ratios are also
used to enrich biomimetic photosynthetic materials. Collini and
co-workers designed a nanoarchitecture by the self-assembly of
pyropheophorbide–peptide conjugates, which acted as artificial
light harvesters.175 Among them, the self-assembly of peptide
fragments promoted the formation of an exciton network struc-
ture that exhibited broad spectral absorption of pigment mole-
cules. The excitation energy of the system could be gathered into
a variety of long-life dark states at an ultrafast speed, which
showed that the system exhibited great potential for capturing
light efficiently. In addition, Gazit et al. constructed nanofibre-
based multiporous microspheres that exhibited broad-spectrum

Table 3 Summary of chromopeptide assemblies for application in biomimetic photocatalysis and photosynthesis

Chromopeptide-based
nanomaterials Chromophore Peptide Morphology Application Ref.

FF/porphyrin/Pt THPP FF Nanotubes Light-harvesting and biomimetic photosynthesis 168
TPPS/FF TPPS FF Hierarchical porous Microsphere Light-harvesting and photocatalysis 48
TPPS/KK/Pt TPPS KK Fibre Photocatalysis 49
TPPS/KK/TiO2/Pt TPPS KK Fibre Biomimetic photobacteria and H2 evolution 169
TPPS/Cystine/ADH TPPS Cystine Microsphere Biomimetic photoenzyme and fuel synthesis 170
TPPS/Fmoc-Leu TPPS Fmoc-Leu Urchin-like microsphere Light-harvesting 171
MCpP-FF TPP FF Multiporous microsphere Photosynthesis 172
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photosensitivity and remarkable electron transfer characteris-
tics, and these microspheres were obtained by the self-assembly
of a conjugate composed of porphyrin and phenylalanine.172

Therefore, the microsphere could also be used as an antenna for
artificial photosynthesis. Although current biomimetic materi-
als, including chromopeptide-based materials, show high effi-
ciency in light capture, the overall energy efficiency for
photosynthesis still remains low. However, their roles in pushing
this field forward cannot be ignored. Chromopeptide-based
materials provide a reference for further designing simple func-
tional materials to imitate the complex process of natural

photocatalysis and photosynthesis. In addition to the chromo-
peptide assemblies based on porphyrin and its derivatives, the
biomimetic photocatalysis and photosynthesis potential of other
chromophores such as cyanines still need to be explored.

6. Conclusions

Research studies on chromopeptides and chromopeptide self-
assembly have emerged as an attractive and on-developing field
(Fig. 11). Chromopeptides are a biologically-derived building
block inspired by natural chromoprotein, which integrate the
functions of both chromophores and peptides. Because of their
elegant molecular structure and flexible design, chromopep-
tides have been used to construct a variety of self-assembled
nanostructures with fascinating functions. The molecular
structure of the chromopeptides can be formed by both cova-
lent bonds and noncovalent bonds. Cooperative intermolecular
interactions between chromopeptide assemblies lead to parti-
cular structures and functions. By precisely and ingeniously
designing the molecular structure of the chromopeptides and
controlling the key factors in the self-assembly process (ther-
modynamics and kinetics), the expected nanostructures and
material properties can be achieved. The strategy of chromo-
peptide self-assembly has promoted the development of
peptide-based biomedical nanomaterials and biomimetic
nanomaterials with integration of optical and biological func-
tions. Their applications in imaging, phototherapy and combi-
nation therapy as well as in biomimetic photocatalysis and
photosynthesis have been well demonstrated.

Despite the abundant achievements in the study of chromo-
peptides, challenges still remain in several aspects. One is how
to precisely regulate the self-assembly process and chromopep-
tide structures. Due to the presence of both chromophores and
peptide motifs in the chromopeptide system, their assembly
behaviors are drastically different due to the variance in the

Fig. 10 (A) Schematic diagram of molecular evolution towards mimicking
primitive hydrogen-producing photobacteria by self-organization of TPPS
and peptides. (B) TEM image of the hybrid fibres showing mineralized
nanoparticles. Reproduced from ref. 169 with permission from [John Wiley
and Sons], copyright [2015]. (C) Schematic representation of the hierarch-
ical chloroplast mimics fabricated by the Zn2+-directed assembly of
cystine with encapsulation of porphyrin and enzyme molecules for photo-
enzymatic reactions. (D) Time dependence of H2 production on the
microspheres in the presence of K2PtCl4 and NADH (red line) or K2PtCl4,
NADH and ethanol (black line). Reproduced from ref. 170 with permission
from [John Wiley and Sons], copyright [2016].

Fig. 11 Functional chromopeptide nanoarchitectonics in retrospect and prospect. More attention should be paid to the computational simulation
guided precisely chromopeptide self-assembly regulation, as well as the diversify applications of chromopeptides.
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types and strengths of intermolecular interactions. Therefore,
regulating the assembly of chromopeptides requires integra-
tion of the interaction of the two types of motifs, chromophores
and peptides. This undoubtedly greatly increases the technical
difficulty of regulating the assembly. In order to achieve the
purpose of precise regulation, we believe that, on one hand, it is
necessary to pay attention to the design of the chromophore
motif, that is, to concentrate on the functionality of the
choromophores and their assembly properties, for example,
to match their intermolecular interaction strengths with the
peptide. Molecular design and synthesis may be required in
certain cases. On the other hand, we recommended to make
sufficient use of computational simulation to assist molecular
design. Both classical molecular dynamics and artificial-
intelligence-based prediction have been widely used in peptide
sequence design and assembly,176,177 but rarely in chromopep-
tides. Establishing a model suitable for the self-assembly of
chromopeptides through computational simulation for refin-
ing a set of more quantitative structure–activity relationships
will greatly benefit. The second challenge is to diversify the
application of chromopeptides. Theoretically, chromopeptides
can be applied to a wider range of scenarios such as light
harvesting, biological charge transport, and energy transfer, in
addition to the fields mentioned in this review. However, these
applications depend on the properties and functions of chro-
mopeptide assemblies, which in turn are closely related to their
supramolecular structures. Limited by the current assembly
regulation technique, it is still difficult to realize the applica-
tions that require rigorous supramolecular structures of chro-
mopeptides. Thankfully, however, there have been a handful of
reports of this kind, albeit abiotic ones.178–180 Therefore, along
with improving precise assembly, it is suggested to fully utilize
the biological advantages of natural pigment derivatives and
peptides to expand their application scenarios, thereby promoting
the diversified development of chromopeptide self-assembly from
biomedical and artificial photosynthesis materials to bioengineer-
ing technology and industrial products. We believe that chromo-
peptide assemblies will be designed more flexibly and intelligently
as researchers focus more on this burgeoning field.
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