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Increased antibiotic resistance has made bacterial infections a global concern, which requires novel
non-antibiotic-dependent antibacterial strategies to address the menace. Antimicrobial peptides (AMPs)
are a promising antibiotic alternative, whose antibacterial mechanism is mainly to destroy the membrane
of bacteria. Gallium ions exhibit an antibacterial effect by interfering with the iron metabolism of
bacteria. With the rapid development of nanotechnology, it is worth studying the potential of gallium-
AMP-based nanocomposites for treating bacterial infections. Herein, novel gallium-based metal-organic
frameworks (MOFs) were synthesized at room temperature, followed by in situ loading of the model
AMP melittin. The obtained nanocomposites exhibited stronger antibacterial activity than pure MEL and
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gallium ions, achieving the effects of “one plus one is greater than two". Moreover, the nanocomposites
showed favorable biocompatibility and accelerated healing of a wound infected by methicillin-resistant
Staphylococcus aureus by down-regulation of inflammatory cytokines IL-6 and TNF-a. This work
presents an innovative antibacterial strategy to overcome the antibiotic resistance crisis and expand the
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1. Introduction

Bacterial infections have become one of the top ten causes of
death, posing a serious threat to human health." As the first
line of immune defence for the human body, healthy skin can
prevent bacteria and other pathogenic microorganisms from
invading the body. After skin injury, bacteria can easily invade
the body through the wound, so, it is important to treat the
wound in a timely fashion and correctly.”™* Antibiotics are the
preferred method for treating bacterial infections, but impro-
per use of antibiotics leads to the emergence of more drug-
resistant strains, reducing the effectiveness of infected wound
treatment.””” Consequently, new strategies with less drug resis-
tance for antibacterial therapy are indispensable.

Taking advantage of the potent broad-spectrum antibacter-
ial activity, unique antibacterial mechanisms, and relatively
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weak induced drug resistance, antimicrobial peptides (AMPs)
have become a good candidate to replace antibiotics.* ' Never-
theless, some AMPs are limited by their poor stability under
physiological conditions, and strong toxicity to eukaryotic cells
(e.g., inducing hemolysis)."*'* To overcome these problems,
numerous strategies have been developed to improve the
stability of AMPs and to attenuate their toxicity to host cells,
such as the optimization of their chemical structures and the
loading of these peptides by using carriers."**®

The rapid development of nanotechnology also provides
promising methods for treating antibiotic-resistant bacteria.
Through rational design, nanomaterials with an adjustable
size, surface modification of drugs or functional groups, and
stimulus responsiveness (drug release, generation of heat,
reactive oxygen species, etc.) can be obtained. These materials
either serve as carriers for the targeted delivery of antibiotics or
have their own antibacterial properties.'”” > For example,
through vacancy engineering and facet engineering, our group
and co-workers synthesized a series of metal sulfide-based
nanomaterials with photothermal and photodynamic antibac-
terial activities.>' %

Metal-organic frameworks (MOFs) are a class of porous
nanomaterials composed of metal ions and organic ligands
and also hold great promise for antibacterial therapy.>**” On
the one hand, MOFs exhibit high loading capacity for drugs

This journal is © The Royal Society of Chemistry 2023
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(including antibiotics, photosensitizers, and photothermal
molecules) due to their micro-porosity and easy functionaliza-
tion. Additionally, some drugs also act as organic linkers. On
the other hand, the released metal ions in MOFs could increase
the antibacterial activity of MOFs.

Gallium (Ga), a kind of group IIIA metal, has an iron-like
ionic radius but is redox-inactive.?® As an iron mimetic, Ga
displays antimicrobial and anti-tumor activities as it can inter-
fere in iron homeostasis in tumor, bacterial, or fungal cells,
leading to a reduction of ribonucleotide reductase, mitochon-
drial dysfunction, and changes in proteins of iron transport
and storage.”*' In particular, as an FDA approved drug, the
antibacterial mechanism, effect, and application of gallium
nitrate have been extensively studied.**"**> Although there have
been many studies on antibacterial MOFs, few studies on
gallium-based MOFs have been reported.*® In this study, we
synthesized a Ga-based MOF as a platform to load melittin
(MEL), a typical AMP stemmed from honeybee (Apis mellifera)
venom, and investigated its antibacterial activity against clin-
ical isolated methicillin-resistant Staphylococcus aureus (MRSA)
and Escherichia coli (E. coli). The MEL-loaded MOF (MM) was
synthesized under mild pH and room temperature conditions.
Importantly, the Ga ion and MEL can achieve synergistic
antibacterial activity, reducing the side effects of MEL and
can be used to treat wound infections.

2. Experimental
2.1. Materials

CTAB was bought from Biotopped. Gallium nitrate hydrate was
bought from Shanghai Dibai Biotechnology. Disodium ter-
ephthalate (Na,BDC) was bought from Energy Chemical. MEL
and fluorescein isothiocyanate (FITC)-MEL were synthesized by
ChinaPeptides, China. MRSA (NKC281) was isolated from the
Tianjin Third Central Hospital, Tianjin, China. E. coli is DH5a
cells bought from Beijing Dingguo Changsheng Biotechnology.

2.2. Synthesis of MOFC and MM

Ga(NO;); (100 mg) and Na,BDC (84 mg) were dissolved in
10 mL of H,O, respectively. Then, CTAB (40 mg) was dissolved
in the Na,BDC solution and stirred for 5 min. Finally, the
Ga(NO3); solution was added using an injection pump at
5 mL min~", followed by magnetic stirring for 1 h. A white
precipitate (MOFC) was obtained after the mixture was centri-
fuged (5000 rpm, 3 min). The white precipitate was then
washed with H,O 3 times and collected by centrifugation. The
obtained MOFC was dispersed in H,O and stored at 4 °C for
further experiments.

For the synthesis of MM, 10 mL of MEL was added into
the Na,BDC-CTAB mixture with a final concentration of
1 mg mL'. Then, Ga(NQ;); solution (1 mg mL™ ') with
the same volume was added using an injection pump at
5 mL min~", followed by magnetic stirring for 1 h. A white
precipitate was collected by centrifugation and washed three
times with H,O.

This journal is © The Royal Society of Chemistry 2023
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The characterization of the nanocomposites was mainly
performed using a scanning electron microscope (SEM,
TESCAN MIRA LMS, Czech), an X-ray diffractometer (XRD,
SmartLab-SE, Japan), and a nanoparticle size/potentiometer
(DLS and zeta potential, Malvern Panalytical, Zetasizer Nano
ZS, UK).

The degradation rate of MOFC was determined by the
concentration of Ga ions in the supernatant, which was mea-
sured using an inductively coupled plasma optical emission
spectrometer (ICP-OES, Agilent 5110, USA). The CTAB residual
in the final product was determined by testing the Br concen-
tration using an inductively coupled plasma mass spectrometer
(ICP-MS, Agilent 7800, USA).

2.3. MEL-loading/releasing assays

To measure the MEL-loading capacity, FITC labeled MEL
(FITC-MEL) was used to prepare MM. Then, the contents of
FITC-MEL in the supernatants and washing solutions were
analysed using a fluorescence microplate reader (PerkinElmer,
USA) to quantify the concentration of FITC-MEL. The
MEL-loading capacity was calculated by (the FITC-MEL content
of the initial solution - the content in the supernatant - the
content in the washing solution)/the content of nanoparticles x
100%."

The MEL-releasing capacity of MM was detected in PBS
(pH 7.4) and MES (pH 6.0) buffers, respectively. After incuba-
tion for 8, 16, 24, and 48 h, the suspensions were sampled and
centrifuged at 8000 rpm for 5 min. The FITC-MEL concen-
tration of the supernatants was quantified using a fluorescence
microplate reader. The MEL releasing capacity of MM was
calculated using the FITC-MEL content in the supernatant/the
initial FITC-MEL content x 100%.

2.4. Antibacterial activity of MM

The MRSA strain NKC281 was isolated from the Third Central
Hospital of Tianjin and stored in the Laboratory of Modern
Mycology. The strain was cultured overnight at 37 °C and
resuspended to ODgoo = 0.01. Then, 100 pL of the cell suspen-
sion with different concentrations of MOFC, MEL, Ga ions and
MM was added in 96-well plates and cultured at 37 °C for 12 h.
The final ODgo, was then tested. The suspension was also
diluted 1000 times and the number of viable MRSA was tested
by colony-forming unit (CFU) assays on LB solid plates.

For E. coli, the strain was cultured overnight at 37 °C and
resuspended to ODggo = 0.01. Then, 100 pL of the cell suspen-
sion with different concentrations of MEL, Ga ions and MM was
added in 96-well plates and cultured at 37 °C for 12 h. The final
ODggo Was then tested.

For SEM observation, 100 pL of MRSA in LB liquid medium
(ODggp = 1) was mixed with PBS, MOFC, MEL, MM, Ga ion
(10 ppm), Ga ion (150 ppm), and Ga ion + MEL (10 + 10 ppm),
respectively. The mixture was then plated on a piece of cover
glass, and the cells were fixed by 3% formaldehyde for 2 h,
dehydrated by ethanol solutions (30, 50, 70, 90 and 100% of
volume fraction, respectively), dried using a freeze drier (10N,
SCIENTZ, China), and observed using a SEM.
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2.5. Membrane potential tests

Membrane potential changes in the bacteria with different
treatments were detected using a BacLight Bacterial Membrane
Potential Kit (Invitrogen). Initially, The MRSA cells (ODgg, = 0.5)
were incubated with PBS (set as the control group), MOFC,
MEL, and MM, respectively for 2 h. The bacteria were then
collected, washed, and re-dispersed in PBS. Bis-(1,3-dibutyl-
barbituric acid) trimethine oxonol (DiBAC,(3)) was added to
all samples at a final concentration of 8 uM and stained for
15 min. The fluorescence intensity of the samples was evalu-
ated using a flow cytometer (Guava easyCyte6-2L, USA).

2.6. ROS production tests

100 pL of MRSA suspensions (ODggo = 0.5) was incubated with
MOFC, MEL, MM and PBS at 37 °C in a 96-well microplate for
2 h. Then, 1 pM 2’,7’-dichlorofluorescin diacetate (DCFH-DA)
was added. The cells were further incubated for 0.5 h. The
fluorescence intensity of the cells was measured using a
fluorescence microplate reader (excitation wavelength
488 nm and emission wavelength = 520 nm).

2.7. Cytotoxicity assay

The DC2.4 cells were cultured in DMEM medium including
10% (v/v) fetal bovine serum (Gibco), penicillin (100 U mL™ %),
and streptomycin (100 U mL™ ") in a humidified atmosphere of
5% CO, at 37 °C. 1 x 10" cells were then seeded in a 96-well
plate and incubated 24 h. Then different amounts of MM,
MOFC, and MEL were added into the cell cultures, and the
cells were incubated for another 24 h. The cell viability was
detected using the CCK-8 assay kit (Solarbio, China). The
apoptosis of cells was also evaluated using a flow cytometer
(Guava easyCyte6-2L, USA).

2.8. In vivo wound healing

The wound healing efficiency in vivo was evaluated using a
mouse skin-infection model. The animal experiments
were approved by the Animal Care and Use Committee at
Nankai University (Approval number 2023-SYDWLL-000367).
The wound of mice was infected with 100 pL of MRSA
(1 x 108 cells per mL), and smeared with 100 pL of PBS, MOFC,
MEL and MM (0.1 mg mL™") per day for three times, respec-
tively. The wounds were observed for 7 days for photographing
and sampling. The wounds with surrounding tissues were
collected and homogenized in PBS, and the number of MRSA
was tested using CFU assays in solid LB plates.

2.9. Histological evaluation

The collected wound tissues as well as the main organs of mice
(i.e., heart, liver, spleen, lungs, and kidneys) were fixed with 4%
formaldehyde, embedded in paraffin, and stained by hematox-
ylin and eosin (H&E) for histopathological observation.

2.10. Cytokine expression

The homogenized wound tissues were centrifuged, and the
levels of IL-6 and TNF-u in supernatants were tested using the
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corresponding ELISA kits (Jianglaibio) based on the manufac-
turer’s instructions.

2.11. Statistical analysis

Each experiment was performed in triplicate. The data were
described as mean =+ standard deviation (SD). All statistical
analyses were performed using the ANOVA test (P < 0.05) using
the SPSS software (Version 22, IBM, USA).

3. Results and discussion
3.1. Synthesis and characterization of the nanocomposites

Traditionally, Ga-based MOFs were prepared via the solvother-
mal method using autoclaves at high temperature, making it
difficult to achieve one-step drug loading.’” To solve this
problem, we changed the organic ligand from 1,4-dicarboxy-
benzene to disodium terephthalate (Na,BDC),*® and Ga-based
MOFs could be easily synthesized by simply mixing Na,BDC
and Ga(NOj;); at room temperature in the aqueous phase (M0).
In order to reduce the size of the MOF and improve its
stability, we further introduced the surfactant CTAB during
synthesis.***°

The scanning electron microscopy (SEM) results showed
that the synthesized MO appeared as rod-like crystallites of
1-2 pum length (Fig. S1, ESIf), which was similar to our
previously synthesized MIL-68(Ga).>” In the presence of CTAB,
the obtained MOFC became an irregular shape, with some
short and sharper rod like particles, and the size was less than
1 pm (Fig. 1a). With the addition of MEL, MM exhibited jujube
stone-like shape, and the size and shape of MM were more
uniform compared with those of MOFC (Fig. 1b). The change of
size was further confirmed by DLS (Fig. S2a and Fig. 1c, ESIt).
Considering that MEL can also act as the positive surfactant,
the addition of MEL could also regulate the shape of MM and
reduce its size. The zeta potential results showed that MO is
nearly neutral (2.5 mV, Fig. S2b, ESIt), while MOFC and MEL
are positive (about 12 mV). The MEL loaded MOFC, i.e., MM,
was much more positive (27 mV, Fig. 1d). The interaction
between MEL and MOFC may change their conformation,
leading to the exposure of more positive groups and conse-
quently higher zeta potential of the obtained MM than single
MEL or MOFC. Moreover, the XRD patterns of M0, MOFC and
MM implied the existence of crystalline structure, which is
consistent with our previous results (Fig. 1e).**”

The MEL loading capacity of MOFC was obviously higher
than that of our previously reported MOF-MEL nanocomposite
as about 90% of MEL was loaded in the MM,"” and the final
loading capacity was 45%. To investigate the MEL release
capacity, the as-prepared MM was incubated in PBS buffer
(pH 7.4) and MES buffer (pH 6.0), respectively. The release
amount of FITC-MEL was tested at different time nodes and the
results are shown in Fig. 1f. The release capacity of MEL was
more potent at pH 6.0 than pH 7.4, which was attributed to the
pH sensitivity of MM. Moreover, the stabilities of MOFC and
MM in the aqueous solution were evaluated. After incubation at

This journal is © The Royal Society of Chemistry 2023
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Fig. 1 Characterization of Ga-based MOFs. (a) SEM image of MOFC. (b) SEM image of MM. (c) DLS results of MM and MOFC. (d) Zeta potentials of MOFC,
MEL and MM. (e) XRD patterns of MO, MOFC and MM. (f) MEL release curves of MM at different pH values.

pH 6.0 and pH 7.4 for 12 h, the solution was centrifuged and
the amount of Ga in the supernatant was tested using an
inductively coupled plasma optical emission spectrometer
(ICP-OES). As shown in Fig. S3 (ESI}), ~30% of MM and 36%
of MOFC were degraded at pH 6.0, while 6% of MM and 8% of
MOFC were degraded at pH 7.4. To see whether there was CTAB
residual in MM, we tested the bromine (Br) content of MM after
cleaning up by ICP-MS, and the results showed that neglectable
CTAB existed in MM (<1 pg per mg MM).

3.2. Antibacterial activity of MM

As both Ga and MEL have been demonstrated with antibacterial
activity, we then evaluated the antibacterial activity of MM on
the growth of drug resistance strains, MRSA (isolated from
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clinic). MRSA was incubated with four treatments (MOFC,
Ga(NOs);, MEL, and MM) at a series of concentrations
(0-80 ppm) for 12 h, respectively, and the ODgy, value was
measured to evaluate the effect of concentration on antibacter-
ial activity. As shown in Fig. 2a, compared with MOFC,
Ga(NOs3); exhibited moderate antibacterial activity in the tested
concentration. This is acceptable as Ga(NO;); has antibacterial
properties but requires a relatively high concentration.** Note-
worthily, less than 10% of bacterial cells survived with 10 ppm
of MEL, indicating the strong antibacterial activity of MEL.
More strikingly, nearly no bacterial cells survived in the
presence of 5 ppm MM, demonstrating that MM exhibits the
best antibacterial activity. As MOFC can be degraded to release
Ga®', we then tested the synergy effects of Ga®>" and MEL. As
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100 -

80 -

\ﬂabilgy%
<)

0 T . v > @ o %
0 125 25 5 10 20 40 &0
Concentration (ppm)

0 T T T T T
0 2 4 8 16 32
Concentration (ppm)

Fig. 2 Antibacterial curves of different agents. (a) Antibacterial curves of MOFC, Ga ions, MEL and MM. (b) Antibacterial curve of MEL with different

concentration of Ga ions (the concentration of MEL is 5 ppm).
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shown in Fig. 2b, the addition of Ga(NO3); could enhance the
antibacterial effect of MEL obviously, suggesting that the
release of MEL and Ga®" in MM plays a key role in the potent
antibacterial activity of MM.

The antibacterial activity of the nanocomposites against
MRSA was also verified by counting live cells on agar plates.
MRSA was incubated with different drugs at the same concen-
tration (10 ppm) for 2 hours, and then plated on LB solid plates
for 24 h. As shown in Fig. S4 (ESIT), the comparison of bacterial
colonies growing on the plates demonstrated that the antibac-
terial activity of MM was much stronger than other agents.

Then, we carried out SEM experiments to observe the
morphological changes of MRSA after different treatments
(Fig. 3a). Compared with the untreated MRSA, many large cell
fragments could be observed in the MM treated group, while in
the MEL-treated group, only several cells were destroyed com-
pletely. Moreover, the antibacterial activity of Ga ions is
concentration-dependent, as the low concentration of Ga ions

MEL .J‘lL‘
MOFC
{ Gaion ‘

Control ‘

101 102 103 104 10°
Fluorescence intensity
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could not kill MRSA, while a high amount of Ga ions could
effectively kill MRSA. Interestingly, MEL with a low concen-
tration of Ga ions exhibited much stronger antibacterial activity
than MEL at the same concentration (10 ppm). In order to
confirm that the fragments were broken bacterial cells rather
than the MOF materials, energy dispersive spectroscopy (EDS)
analysis for C, N, O, Ga elements of the Ga ion + MEL group was
conducted. As shown in Fig. S5 (ESIt), there was almost no Ga,
considering that when the Ga ions and MEL in combination
were added to the bacterial cultures, the fragments in SEM all
belonged to MRSA, suggesting that high concentrations of Ga
ions as well as Ga ions + MEL could also effectively kill MRSA.

Cell membrane depolarization is a well-established mecha-
nism for antibacterial agents."’ The membrane potential of
MRSA after different treatments (10 ppm) was then tested by
staining of DiBAC,(3), a specific probe that can enter depolar-
ized cells, leading to enhanced fluorescence.*” As shown in
Fig. 3b, MOFC and Ga(NOj3); could change the membrane
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Fig. 3 Effect of the agents on the MRSA morphology (a), membrane depolarization (b), and ROS accumulation (c). (a) SEM images of the MRSA cells
treated with PBS (control), MM (10 ppm), MEL (10 ppm), Ga(NO3)s (10 ppm), Ga(NO3)3 (150 ppm), and Ga(NOsz)z + MEL (10 ppm + 10 ppm). (b) Membrane
depolarization degree of the bacterial cells tested by flow cytometry. (c) ROS levels of MRSA with different treatments. The asterisks indicate a significant

difference between the groups (P < 0.05).
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potential of MRSA a little. However, MRSA treated with MEL
and MM exhibited a prominent enhancement of membrane
potential, suggesting that MEL and MM could induce bacterial
inactivation via a membrane depolarization mechanism.*?

Another antibacterial mechanism is inducing oxidative
damage through reactive oxygen species (ROS) generation by
drugs.** The effects of Ga(NO;);, MOFC, MEL and MM on
bacterial ROS generation were then investigated. As shown in
Fig. 3¢, at 10 ppm of different agents, Ga(NO;); promoted ROS
production compared to MOFC. This phenomena can be
explained by recent studies, ie., Ga(NOj3); could induce the
intracellular accumulation of ROS.***>*¢ Meanwhile, MM has
the most significant effect on enhancing bacterial ROS levels,
leading to the greatest damage to cells.

Apart from Gram-positive bacteria, we also tested the anti-
bacterial activity of MM on Escherichia coli (E. coli), a typical
Gram-negative bacterium. As shown in Fig. S6 (ESIt), both MEL
and MM exhibit antibacterial activity toward E. coli, but the
concentration needed was higher than MRSA, which was con-
sistent with the previously reported results, indicating a greater
sensitivity of Gram-positive bacteria to MEL compared with
Gram-negative bacteria.*”

3.3. MM does not exhibit cytotoxicity to DC2.4 cells

Though exhibiting potent antibacterial activity, the cytotoxicity
towards mammalian cells at therapeutic doses should also be
considered. The cytotoxicity of the agents was then assessed via
the CCK-8 method. After incubation with 20 ppm of different
agents at 37 °C for 24 h, the viability of DC2.4 cells was
examined. As shown in Fig. 4a, the relative cell viability was
more than 80% after Ga(NO;);, MOFC and MM treatments, in
favour of the potential in vivo application for MM. However,
only about 20% of cells survived in the presence of MEL, thus
limiting the clinical application of MEL. The cytotoxicity of MM
and MEL was also compared through flow cytometry. As shown
in Fig. 4b and c, after 12 h incubation of MEL, 10.2% of DC2.4
cells were dead and 56.1% of cells were apoptotic. In contrast,
after incubation of MM, the cell viability was 88.35%, further
indicating that MM exhibited much less cytotoxicity towards
DC2.4 cells compared to MEL. Based on the MEL loading
capacity of MM, the MEL concentration in the MM group was

View Article Online
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less than 10 ppm, which was a key reason for less cytotoxicity
compared with the MEL group.

3.4. Invivo antibacterial activity of MM

Based on the excellent antibacterial results of MM in vitro, the
MRSA-infected mouse model was used to test the wound
healing ability in vivo.*® The wounds on the backs of mice were
infected by MRSA and then treated with PBS (control), MOFC,
Ga(NO;);, MEL and MM, respectively. After 7 days, the wound
healing rate of the control group was less than 40%. MEL
improved wound healing to some extent, while the MM treated
group exhibited the highest healing rate (above 90%), demon-
strating that MM effectively promoted wound healing against
bacterial infections (Fig. 5a and c). Consistently, histological
analysis further showed that the MM treated group exhibited
the best tissue regeneration ability (Fig. 5b). Moreover, the MM
treated group exhibited the lowest level of bacteria on the
wound tissue than other groups (Fig. 5d). Additionally, the
histopathological analysis of the main tissues, including heart,
liver, spleen, lungs and kidneys, for the MM group and that for
the control group were compared. As shown in Fig. S7 (ESIY),
there was no histological damage or abnormality between two
groups, demonstrating the good biosafety of MM.

Inflammatory response is a defensive phenomenon in the
human body. The expression levels of inflammatory cytokines,
including IL-6 and TNF-u, were tested to evaluate the healing
effect of MM.***° Excessive amount of IL-6 can bring pain and
affect the immune system.> As shown in Fig. 6a, all agent
treated groups exhibited a reduced amount of IL-6, and the IL-6
level of the Ga(NOj3);-treated group was lower than the groups
treated with MEL or MOFC, which was attributed to the anti-
inflammatory effects of Ga.>* Strikingly, the IL-6 levels of the
MM-treated group was much lower than those of other groups,
demonstrating that MM strongly reduces IL-6 production to
inhibit inflammation for rapid wound healing.

Excessive expression of TNF-u is also detrimental to wound
healing as it may inhibit cell migration and collagen deposition
and even damage microvessels.>® As shown in Fig. 6b, the
TNF-a levels of the mice treated with MM or MEL were also
much lower than those of the control group and the groups
treated with Ga(NO;); or MOFC. Together, these results
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Fig. 4 Cell cytotoxicity of DC2.4 cells treated with Ga(NOz)3, MOFC, MEL and MM. (a) Cell viability of DC2.4 cells treated with different agents (20 ppm)
evaluated using the CCK-8 agents. The cell viability of DC2.4 cells treated with MM (b) and MEL (c) evaluated by flow cytometry. The asterisk indicates a
significant difference, and "ns” indicates no significance between the groups (P < 0.05).
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Fig. 5 In vivo antibacterial activity of MM against MRSA. (a) Images of mouse wounds on day 1 and day 7. (b) Histopathological images of the wound
tissues on day 7 (the scale bar is 100 um). (c) Wound healing rate on day 7. (d) Bacterial burden in the wound tissues on day 7. The asterisks indicate a

significant difference between the groups (P < 0.05).
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Fig. 6 IL-6 (a) and TNF-a (b) expression in the wounds with different treatments. The asterisks indicate a significant difference between the groups

(P < 0.05).

revealed that MM significantly downregulated the production
of the inflammatory cytokines IL-6 and TNF-a, which acceler-
ated wound healing.

4. Conclusions

In conclusion, this study developed a novel gallium-based MOF
platform for loading AMPs for the synergistic inhibition of

10452 | J Mater. Chem. B, 2023, 11,10446-10454

drug-resistant bacteria and wound healing. Gallium-based
MOFs, which were synthesized at mild room temperature,
efficiently loaded the model antimicrobial peptide MEL, form-
ing nanocomposites MM with high antibacterial activity and
good biocompatibility to mammalian cells. Notably, the
obtained nanocomposites showed much higher antibacterial
activity against methicillin-resistant Staphylococcus aureus and
Escherichia coli as compared to MEL and gallium ions. The MM

This journal is © The Royal Society of Chemistry 2023
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nanocomposites further accelerated wound healing via down
regulation of the inflammatory cytokines IL-6 and TNF-o.
Owing to the potent antibacterial activity, good biocompatibil-
ity and easy preparation, the MM nanocomposites can serve as
an excellent candidate for treating antibiotic-resistant bacteria.
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