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Simple Summary: Many boron-containing compounds have been synthesized and proposed as
boron-delivery agents for boron neutron capture therapy for cancers, including brain tumors and
melanomas. However, only a few have been investigated in clinical studies, leaving their potential
efficacy for cancer treatment unknown. With the recent availability of accelerator-based neutron
sources, clinical trials are underway using the boronated amino acid (L)-4-hydroxyboryl phenylala-
nine. Simultaneously, there is renewed interest in the development of multi-functional boron-delivery
agents for cancer diagnosis and treatment. Promising agents can deliver therapeutic amounts of
boron into tumor cells with high specificity and low toxicity. Among the different classes of boron-
containing compounds, peptide-, porphyrin-, liposome-, and nanoparticle-based-delivery agents are
the most promising due to their tumor-targeting and concurrent imaging abilities. A systematic and
comparative evaluation of these agents in clinical trials would allow the determination of their full
potential for cancer treatment.

Abstract: Boron neutron capture therapy (BNCT) is a binary cancer treatment that involves the
irradiation of 10B-containing tumors with low-energy neutrons (thermal or epithermal). The alpha
particles and recoiling Li nuclei that are produced in the 1°B-capture nuclear reaction are high-linear-
energy transfer particles that destroy boron-loaded tumor cells; therefore, BNCT has the potential
to be a localized therapeutic modality. Two boron-delivery agents have been used in clinical trials
of BNCT in patients with malignant brain tumors, cutaneous melanoma, or recurrent tumors of the
head and neck region, demonstrating the potential of BNCT in the treatment of difficult cancers. A
variety of potentially highly effective boron-delivery agents have been synthesized in the past four
decades and tested in cells and animal models. These include boron-containing nucleosides, peptides,
proteins, polyamines, porphyrins, liposomes, monoclonal antibodies, and nanoparticles of various
types. The most promising agents are multi-functional boronated molecules and nanoparticles
functionalized with tumor cell-targeting moieties that increase their tumor selectivity and contain a
radiolabel or fluorophore to allow quantification of °B-biodistribution and treatment planning. This
review discusses multi-functional boron agents reported in the last decade, but their full potential
can only be ascertained after their evaluation in BNCT clinical trials.

Keywords: boron; BNCT; anticancer agents

1. Introduction

Boron neutron capture therapy (BNCT) is based on the very high cross section of 1°B
nuclei for neutron capture (3838 barns), compared with those of biologically abundant
nuclei such as 2C (0.0034 barn), 'H (0.33 barn), and N (1.8 barns). The 1B (n,«x)”Li nuclear
capture reaction produces excited !B nuclei that undergo spontaneous fission to produce
high-linear-energy transfer (high-LET), alpha particles (*He) and recoiling 7Li nuclei, along
with 2.4 MeV of kinetic energy [1-3]. Since the high-LET particles have limited path lengths
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in tissue (5-9 pm), BNCT could be a localized therapeutic modality, capable of destroying
10B-containing tumor cells in the presence of 1°B-free healthy cells.

BNCT has been used clinically for over 60 years for the treatment of difficult-to-treat
cancers, including high-grade gliomas, recurrent head and neck tumors, and metastatic
melanomas [4-7]. Due to the potential of BNCT, a large number of boron-containing drugs
have been synthesized and investigated as BNCT agents, but just a handful have been
tested in experimental tumor-bearing animals [8-13]. Of these, only a few have been
investigated in BNCT clinical trials, due in part to the lack of availability and high cost
of neutron sources. Until 2014, only specially designed nuclear reactors could produce
thermal (<0.5 eV) or epithermal (0.5 eV to 10 keV) neutrons for BNCT trials. However,
since then, accelerator-based neutron sources have been developed that could be installed
in laboratories and hospitals, facilitating pre-clinical evaluation of potential boron-delivery
agents, as well as patient treatment [6].

In general, a promising boron agent should deliver a therapeutic amount of '°B of
about 30 pg 1°B/g to target tumors, with high tumor-to-normal tissue (T/N) and tumor-
to-blood (T/B) concentration ratios (>3:1), and low systemic toxicity [8-13]. In addition,
the boron agent should persist within the tumor during the neutron irradiation treatment
but be rapidly eliminated after treatment. To facilitate quantification of 1°B distribution
and treatment planning, the boron drug can be radiolabeled, for example, with 8F, or
conjugated to a fluorophore without altering its pharmacokinetic properties. On the other
hand, to increase tumor specificity and high T/N and T/B, the boron agent can be attached
to a tumor-targeting moiety such as a peptide or monoclonal antibody. Boronated agents
that accumulate in tumors based only on the enhanced permeability and retention (EPR)
effect tend to display high boron concentration in the blood, which might cause side
effects due to blood vessel damage upon neutron irradiation. For the treatment of brain
tumors, it is also desirable that the boron agent be able to permeate across the blood-brain
barrier (BBB) or be used in combination with BBB disruption drugs, such as mannitol
or Cereport. Furthermore, the investigation of potential drug combinations, drug doses,
delivery formulations, and administration procedures in clinical trials should be thoroughly
investigated to ensure the success of BNCT [6]. The development of multi-functional
agents can also allow for dual therapies, such as the combination of chemotherapy with
BNCT [14,15].

The major challenges to date in compound development for BNCT have been the
requirements for selective tumor-targeting with minimal normal tissue uptake, and for
the delivery of therapeutic boron concentrations to tumors. Several classes of boron-
containing compounds have been proposed for BNCT, including amino acids, peptides,
proteins, polyamines, nucleosides, carbohydrates, porphyrins, liposomes, monoclonal
antibodies, polymers and nanoparticles (e.g., quantum dots, gold, silica) [8-13]. The boron
sources in these compounds are often the neutral isomeric carboranes—ortho-, meta-, and
para-CyB1gHj,, the negatively charged closo-BioHyp% ™, closo-CBy1Hyp~, nido-CyBoHin ™,
and [3,3-Co (1,2-C,BgHj1)2]~, due to their high boron content and ease of attachment
to both small and large molecules and nanoparticles. In this review, we will focus on
promising multi-functional boron-delivery agents that have been proposed for BNCT,
based on currently available experimental cell and animal studies, with an emphasis on
those reported in the last decade.

2. Clinically Approved Agents for BNCT

Two boron-containing agents have been approved for clinical use, sodium mercaptoun-
decahydro-closo-dodecaborate (BSH, 1) and (L)-4-dihydroxy-borylphenylalanine (L-BPA,
2) [1-6], as shown in Figure 1. Despite the high boron content of BSH (60%), this agent
lacks tumor specificity and was found to have lower BNCT therapeutic efficacy compared
with L-BPA [6,11]. Therefore, L-BPA is the most used boron compound in BNCT clinical
trials, usually delivered as a water-soluble fructose or sorbitol complex, 10B-enriched, and
18F-labeled to allow for positron emission tomography (PET) imaging prior to neutron
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irradiation. In 2020, L-BPA was marketed under the name Borofalan (Steboronine®) by the
company Stella Pharma, as its D-sorbitol complex and 99% '“B-enriched. Despite its low
boron content (5%), L-BPA is taken up preferentially in tumor cells by L-type amino acid
transporter 1 (LAT1, SLC7AD), efficiently delivering boron to target tumors with T/N~2:1,
following administration of up to 700 mg/kg dose in clinical trials.

COO

©B

0BH NH3

B(OH),

1: BSH 2: L-BPA 3: 3-BPA

Figure 1. Structures of clinically approved agents for BNCT: BSH and L-BPA, and of recently reported
3-BPA.

Despite promising results for the clinical efficacy of L-BPA, several challenges remain,
including its required high dosage for cancer treatment, low water solubility, and low
tumor-targeting ability. Furthermore, solubilization of L-BPA with fructose or sorbitol
cannot be used in patients with fructose intolerance. Therefore, the meta isomer of L-BPA,
(L)-3-dihydroxy-borylphenylalanine or 3-BPA (3), was recently evaluated in various LAT1-
expressing tumor cells (B16F10, T3M-4, U87MG, A549) and in BALB/c mice bearing B16F10
or T3M-4 subcutaneous tumors [16]. Comparative studies with L-BPA indicate that the
3-BPA isomer (3) has similar biodistribution and tumor-targeting ability, but superior water
solubility, and therefore does not require a solubilizing sugar for administration.

Other boron-containing amino acids have been investigated as boron-delivery agents
for BNCT. In particular, boron derivatives of naturally occurring L-tyrosine and L-dope
amino acids, both precursors of melanin and substrates for tyrosinase, were synthesized
and shown to have enhanced selectivity toward SK-23 melanoma cells with high tyrosi-
nase expression [17]. Several boron derivatives of unnatural amino acids have also been
investigated, revealing enhanced tumor uptake and persistence, but these tend to display
increased toxicity and lower water-solubility compared with L-BPA [18].

3. Boronated Peptides and Monoclonal Antibodies

Boron-containing linear and cyclic peptides that target specific protein receptors
overexpressed in cancer cells, and cell-penetrating peptides (CPPs) with multiple arginine
residues, can potentially deliver the required high boron amount to tumor cells with higher
T/N than L-BPA. Such targeting peptides have been directly functionalized with various
boron clusters, and/or linked to other compounds, including porphyrins, liposomes,
and nanoparticles to produce multi-functional agents. For example, BSH bearing three
arginines and a ®*Cu-DOTA ligand for PET imaging (shown in Figure 2), was shown to
target U87 glioma tumors in mice more selectively compared with ®*Cu-labeled BSH [19].
This BSH-3R-DOTA-%4Cu (4) agent displayed a T/B of 2.8 at 6 h post-injection, and a similar
tumor uptake to a BSH-11R derivative of larger molecular weight [20]. In a more recent
study, an octa-arginine CPP bearing the D-enantiomer of arginine with enhanced stability
and the mitochondria-targeting p[RLARLAR], peptide were conjugated to a carboxyl-
functionalized closo-dodecaborane cluster [21]. The conjugate bearing the p[RLARLAR],
peptide displayed mitochondria localization and four-fold increased uptake in C6 glioma
cells, compared with BSH. On the other hand, the octa-arginine conjugate showed decreased
cellular uptake and no mitochondria localization. Furthermore, thermal neutron irradiation
of the C6 cells following treatment with the p[RLARLAR], conjugate revealed a significantly
higher ATP depletion and cell-killing effect compared with the octa-arginine conjugate and
with BSH. Therefore, although CPPs generally increase tumor cell uptake, their boronated
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derivatives display lower tumor-selectivity compared with receptor-specific targeting
peptides [22,23].
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Figure 2. Structure of BSH-3R-DOTA-%*Cu.

RGD-containing peptides have been shown to bind to integrin ocv33 overexpressed
at the surface of tumor cells. The cyclic ¢(RGDfK) peptide attached to BSH or to ortho-
carborane clusters were prepared and evaluated in mice bearing SCCVII tumors [24,25].
These conjugates showed high in vitro integrin av33 affinity, and higher tumor uptake
and retention compared with BSH. Furthermore, the ortho-carborane derivative conju-
gated to two c(RGDfK) peptides, designated GPU-201 (5) and shown in Figure 3, was
administered IP to tumor-bearing mice and irradiated with a thermal neutron beam at the
Kyoto University reactor, giving a significantly larger enhancement ratio in the Q cells and
the total (Q + P) cell population compared with BSH [25]. The conjugation of c(RGDfK)
to a cysteine residue of bovine serum albumin (BSA) functionalized with a maleimide-
functionalized closo-dodecaborate (MID), produced the multi-functional cRGD-MID-BSA
which was evaluated in U87MG (integrin ov33 positive) and A549 (integrin av 33 negative)
cells [26]. Upon thermal neutron irradiation at the Kyoto University reactor, cRGD-MID-
BSA produced higher cell-killing efficiency in the U87MG cells compared with L-BPA
and MID-BSA, which showed similar effects. Furthermore, the Cy5-labeled conjugate,
Cy5-cRGD-MID-BSA, was shown to selectively accumulate in US87MG gliomas and colon
26 tumors in mice, delivering a higher amount of boron to tumors than did Cy5-MID-BSA.
Upon thermal neutron irradiation, the cRGD-MID-BSA conjugate showed enhanced tumor
growth suppression than did MID-BSA [26].

oC
OBH

5: GPU-201

Figure 3. Structure of GPU-201.

A 36-amino acid neuropeptide Y has recently been functionalized with meta-carborane
clusters, due to their higher stability compared with ortho-carborane, and evaluated in cells
overexpressing hY; receptors (MCF-7 and HEK293) [27]. The boron-rich neuropeptide
was shown to have high selectivity and accumulation in hY;R-expressing cells and low
cytotoxicity. The bombesin peptide sBB2L known to target the gastric-releasing peptide
receptor (GRPR), has also been functionalized with meta-carboranes and sugar moieties,
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and tested in GRPR-expressing PC3 cells [28]. The conjugate was shown to be efficiently
internalized into the PC3 cells and displayed low cytotoxicity.

The specific targeting of EGFR-overexpressing cells has been achieved by using the
monoclonal antibodies (mAbs) Cetuximab and L8A4 which target EGFR overexpressed
in tumors such as gliomas, bearing up to 1000 boron atoms [29,30]. Boronated polyami-
doamine dendrimers conjugated to mAb Cetuximab (BD-C225) or mAb L8A4 (BD-L8A4)
were administered to rats bearing F98 gliomas; the highest BNCT efficacy was observed
by using a combination of BD-C225 and BD-L8A4 administered by convection-enhanced
delivery [29]. In addition, a study using rats with F98,,gGpr gliomas reported the best sur-
vival data using convection-enhanced delivery of BD-L8A4, either alone or in combination
with L-BPA [30]. Although the use of mAbs has shown high tumor selectivity, some of
the disadvantages compared to peptides are that antibodies are difficult to produce and
derivatize, have poor tumor cell internalization, and are expensive to obtain.

4. Porphyrin Derivatives for BNCT

Porphyrin-based compounds offer high promise as boron-delivery agents since some
of these derivatives are already used in the clinic for the treatment of cancer and other
diseases using photodynamic therapy (PDT). The intrinsic fluorescence properties of this
type of compound allows for fluorescence-based detection and quantification of boron
accumulated in blood, tumors, and other tissues. Furthermore, porphyrins form robust
complexes with a variety of metal ions, including ®*Cu(II), which allows their use in PET
and other imaging technologies. Development of sensitizers for clinical application in PDT
requires access to relatively large quantities of drug precursors. Thus, most successful
porphyrinoid sensitizers have been synthesized from natural materials that are available in
bulk (e.g., animal blood, leaves, algae, yeasts); alternatively, easily synthesized porphyri-
noids such as 5,10,15,20-tetraphenylporphyrin (TPP) and phthalocyanine (Pc) derivatives
have been used [31].

So-called purified hematoporphyrin derivative (Photofrin, porfimer sodium) was the
first porphyrin derivative to be approved by the FDA for use in PDT. It is a complex mixture
of substances derived eventually from hemin via protoporphyrin-IX (6, PP-IX). It is used for
the treatment of lung, esophageal, bladder and cervical cancer, as well as for melanoma [32].
Several boronated derivatives of PP-IX have been proposed as boron agents for BNCT [33],
for example, BOPP (7) [34] and VCDP (8) [35], as shown in Figure 4. These porphyrins were
shown to have high tumor-cell uptake, due in part to their high affinity for the low-density
lipoprotein (LDL) receptors, which are upregulated in many tumors, including gliomas.
The tumor boron content was further enhanced by the co-administration of BOPP and
L-BPA, and by delivery through convection-enhanced procedures.

COOH COOH ®CorCH COOH COOH
COOH COOH

6: PP-IX 7: BOPP 8: VCDP

Figure 4. Boronated derivatives of protoporphyrin-IX 6.
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5,10,15,20-Tetra(3-hydroxyphenyl)chlorin (Foscan), synthesized from the correspond-
ing 5,10,15,20-tetra(3-hydroxyphenyl)porphyrin (9), is currently approved in Europe for
the treatment of head, neck, prostate, pancreatic and breast cancers [36]. It has the advan-
tage that an intense long-wavelength absorption is present in the chlorin chromophore
and this enables the use of long-wavelength light which travels deeper into tissues. It
also is a mixture but has been fully characterized as four atropisomers (due to hindered
rotation about the chlorin-hydroxyphenyl bonds). Boronated derivatives of 9 have been
investigated as BNCT agents, including HyTCPH (10) [37], H,TCP (11) [38,39] and their
metalated (copper and zinc) complexes (Figure 5). The Zn(Il) metalloporphyrins often
show enhanced fluorescence, while the Cu(Il) complexes allow for tumor imaging via
64Cu-PET. The tetra-anionic HyTCP displays enhanced water solubility compared with
the neutral porphyrin derivatives, low toxicity, and high tumor cell uptake. A porphyrin
analog of H,TCP bearing eight boron clusters directly attached to the porphyrin ring,
designated HyOCP, was also reported [40]. Although this derivative features a high boron
content by weight and was shown to have low toxicity toward V79 lung and human glioma
T98G cells, its tumor cell uptake was lower than that observed for HyTCP (11). Other por-
phyrin derivatives of high boron content, bearing up to 16 boron clusters via attachment of
cobaltabis(dicarbollides) have been proposed as boron-delivery agents for BNCT [41]. The
cellular uptake of these derivatives into HEp2 cells was shown to increase with the number
of cobaltabis(dicarbollide) groups, up to six. Toxicity studies in Balb/c mice revealed
maximum tolerated doses (MTD) above 150 mg/kg [42]. Enhanced tumor cell uptake of
boron-containing porphyrins can be achieved by conjugating a cell-penetrating peptide to
the porphyrin ring [43].

13: H,TPFC

Figure 5. Boronated derivatives of 5,10,15,20-tetra(3-hydroxyphenyl)porphyrin 9.

The fluorinated porphyrin HyTPFP (12) and several of its derivatives attached to a
triethylene glycol or polyamine chain were investigated and shown to have low toxicities
and high uptake into T98G glioma cells [44]. These fluorinated porphyrin analogs could
be used for dual imaging by fluorescence and '8F-PET. The chlorin derivative HyTPFC
(13) showed enhanced water solubility and a stronger long-wavelength absorption around
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640 nm compared with 12. H,TPFC (13) was shown to deliver a higher amount of boron
to melanotic melanoma B16F1 and rat glioma F98 cells, and to tumor-bearing mice, than
L-BPA [45]. A significant inhibition of tumor growth was observed upon light irradiation
3 h after IV injection of HyTPFC (13) into mice, and administration via CED in combination
with L-BPA enhanced the BNCT effect compared with HyTPFC or L-BPA alone [45].

Chlorin, bacteriochlorin, and phthalocyanine derivatives are promising as dual sensi-
tizers for both BNCT and PDT because they display intense long-wavelength absorption in
the red region of the visible spectrum where tissues have increased transparency to light.
For example, mono-aspartylchlorin eg (NPe6, LS-11, Talaporfin, Laserphyrin) has been
used as a PDT photosensitizer in multiple clinical trials [46]. The current source of the
chlorophyll a that is used for synthesis of NPEG6 is the Spirulina alga which does not produce
any chlorophyll b (unlike spinach, the earlier source, which produces both chlorophyll
a and b). This sensitizer is used for colorectal cancer, and glioma. Another chlorophyll
derivative, HPPH (Photochlor), enjoys the long-wavelength absorption maximum (665 nm)
characteristic of the chlorin chromophore and has clinical applications in PDT treatment of
basal cell carcinoma, lung, esophageal and head /neck cancers [47]. The bacteriochlorin
chromophore absorbs at an even longer wavelength than chlorophyll derivatives; for exam-
ple, the palladium complex TOOKAD is useful for PDT treatment of prostate cancer, and
absorbs at 763 nm [48].

Several boron-containing chlorophyll a derivatives have been investigated [49], includ-
ing chlorins 14 and 15, shown in Figure 6. Similar to porphyrins, this type of compound
also binds to LDL [50], and as a result typically shows preferential accumulation in tumor
cells. These compounds exhibited high phototoxicity in human lung A549 cells upon light
irradiation [51]. Studies in tumor-bearing mice showed that compound 15 accumulated
preferentially in the tumor with a T/N ratio of about 3:1, 3 h after IV injection of the
sensitizers [52].

O 1-
/.\\
5 o)
Co o0BH
2o oCH
B
J
o]
2 NH ®) 1-
o} MeOOC O D
MeOOC (CHy) XA
Meooc MeOOC  HN > H%\/Qo/\/o ob?ﬂw
HN n=4,6o0r8 RS ®
w My ’ EA

Figure 6. Representative boronated derivatives of chlorophyll a.

Phthalocyanines (Pcs) are readily synthesized, feature high chemical stability, and
have many commercial applications, including use as non-bleaching automobile paint. The
aluminum complex of phthalocyanine tetrasulfonate (Photosens) absorbs above 675 nm
and has been approved in Russia for PDT treatment of skin, mouth, breast, stomach and
intestinal cancers [53]. Though relatively easy to synthesize, this compound is a mixture
related to various possible positions for the sulfonic acid groups on the fused benzene rings
and tends to persist in the skin for weeks after administration. Several boron-containing
Pcs [54,55] and related porphyrazines [56] have been reported as potential PDT and BNCT
sensitizers, including anionic and cationic derivatives such as 16 and 17, respectively, shown
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in Figure 7. Pc 17 was shown to have low cytotoxicity and high uptake in rat osteosarcoma
UMR-106 cells [54].

A
NMeEt, o V&!}‘.ﬁ.

oBH
oCor CH NMeEt2 E‘ZM"N
17

Figure 7. Representative boronated derivatives of Pcs.

Boron dipyrromethenes, known as BODIPYs, have also been investigated as PDT
and/or BNCT sensitizers. This type of molecule displays intense absorption and fluores-
cence emissions similar to those of porphyrin derivatives but has a lower molecular weight
and higher solubility. Furthermore, the fluorine atom on the BF, moiety of BODIPYs can be
replaced by '8F allowing for dual imaging by PET and fluorescence [57]. BODIPYs bearing
one or two boron clusters, such as 18-20 shown in Figure 8, were synthesized and investi-
gated for their cytotoxicity, cellular uptake, and BBB permeability [58,59]. These studies
indicated that these BODIPYs exhibit low toxicity, high uptake into glioma T98G cells, and
moderate BBB permeability, particularly for compound 19, due to its low molecular weight
(<400 Da) and enhanced hydrophobicity (log P ~1.5).

oS ®!
CEX o)
N
S
J = =
A . =N N Y
,é!é FF B FF
v 18 ®CorCH 19

Figure 8. Representative boronated BODIPYs.

5. Boron-Containing Liposomes

Nanoscale carriers, such as liposomes, present a viable strategy for improving the
delivery of boron compounds to the targeted tissues. Liposomes offer several advantages
as drug delivery systems such as high loading efficiency, proven clinical safety, selectivity
towards tumors, easy surface modification, and increased drug stability [60-62]. Lipo-
somes are able to encapsulate large amounts of boron drug(s) within their closed lipid
bilayers and/or the aqueous core (Figure 9), which allows the controlled release of the 1°B
compounds. Boron-functionalized lipids have also been used as an alternative strategy
to incorporate boron [11,63,64]. The enhanced permeability and retention effect (EPR) of
liposomes ensures the therapeutic accumulation of boron into the target tumor tissues.
Other than '°B-containing compounds, liposomes have also been reported as efficient
delivery systems for other agents, such as C-X-C chemokine receptor type 4, which targets
triple negative breast cancer, and nerve growth factors (into brain tissue), overcoming the
blood-brain barrier [65,66].
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Boron-encapsulating liposomes Boron-lipid liposomes

Figure 9. Strategies of boron conjugation to liposomes [63].

BSH-encapsulated liposomes were first reported by Yanagie et al. [63]. Liposomes
containing 1°B compound (Cs, ™ 1BSH) were conjugated with monoclonal antibodies
specific to the carcinoembryonic antigen (CEA). In vitro studies showed the ability of these
immunoliposomes to selectively bind to CEA-bearing cells and significantly suppress
tumoral growth upon thermal neutron irradiation. Their cytotoxic effect was observed
to be dependent upon the density of antibodies conjugated to the liposomes and the
concentration of 1°B delivered.

Lee et al. encapsulated nido-carborane anions into PEGylated liposomes and inves-
tigated their activity as BNCT agents [67]. The boronated liposomes were prepared by
the thin-film and hydration method, achieving a 47.5 & 3.1% nido-carborane loading. The
loading yields were significantly higher than 32.5 &= 1.5% reported by Xu et al. in a similar
experiment using hydrophilic boron compounds incorporated into the aqueous core of
liposomes [68]. Lee and his co-workers observed a high boron uptake into the tumors
relative to normal tissues, which can be attributed to the PEG effect. A PEG hydration
layer forms at the surface of liposomes preventing their adsorption into macrophages and
serum proteins, ensuring a prolonged residence time for the liposomes in circulation [64].
Liposome uptake in the liver and spleen in the reticuloendothelial system (RES) was low.
The viability of the CT26 cancer cells on treatment using 70 uM nido-carborane and thermal
neutron irradiation (1.94 x 10* /ecm?-s) was 17.1% compared to the irradiated control cells.
In vivo studies on the efficacy of these boronated liposomes on tumor models exhibited
slow tumor growth in mice injected with boronated liposomes upon neutron irradiation.
The BNCT group treated with 21 mg °B/kg showed 330% tumor growth by volume over
25 days compared to a 3963% increase in the control group and 3952% in the group sub-
jected to neutron irradiation only. These results demonstrate the ability of the synthesized
boronated liposomes to significantly suppress tumor growth.

PEGylated liposomes have also been prepared by post insertion where the PEG is
added after liposome formation [64]. These were evaluated in comparison to the con-
ventional PEGylated liposomes where PEG lipid is added before the liposome forma-
tion. While the post-PEG liposomes used only half of the amount of PEG required for
pre-PEG liposomes, their physicochemical properties were found to be similar. Both li-
posomes had an average size of 100 nm, a polydispersity index of 0.08, an encapsulation
efficiency of 68% and equivalent charge densities. In vitro cytotoxicity and cell uptake
studies on RAW 264.7 and B16 melanoma cells determined that the PEGylation methods
did not affect cell viability. Both methods delivered a therapeutic amount of boron (up to
10° 19B atoms/tumor cell) for effective BNCT [69]. The average boron concentration of the
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liposomes was , of tumor tissue, which exceeded the 30 ug '°B/g considered sufficient for
effective BNCT [8,13].

The BNCT activity of liposomal boron-delivery systems has been investigated on
rabbit hepatic cells upon intra-arterial infusion of °BSH [70]. The °BSH-entrapped
transferrin-conjugated polyethylene glycol liposomes were prepared with distearoyl-boron
lipid (*°BSH-TF-PEG-DSBL). The TF-conjugated liposomes had previously been observed
to be useful for cytoplasmic delivery in vivo [71]. This is due to their ability to easily bind to
cancer cells and be internalized by endocytosis, thus facilitating the discharge of liposomes
into the tumor tissue. '’ BSH-PEG-DSBL liposomes and '’BSH-PEG liposomes were also
prepared for comparison and 15 mg 1°B/kg of each was administered to tumor-bearing
rabbits. The 1B accumulation in the VX-2 tumors using DSBL liposomes was two-fold
higher than the 1B accumulation using °BSH-PEG, after both 24 and 48 h. These liposomes
also showed selectivity towards hepatic tumors with the '°B concentrations being twice
as high as those accumulated in normal hepatic tissues. After 72 h, 1’BSH-TF-PEG-DSBL
liposomes were observed to have 25 pg/g 1B concentration in the tumors compared to
10-15 pg/g in the normal hepatic tissues. Reduction of the administered dose of '’BSH-TF-
PEG-DSBL to 6.4 mg 1°B/kg maintained the high B concentration (25 ug/g) 72 h after
injection. Suppression of tumor growth was observed after thermal neutron irradiation
(2 x 10'2 n/cm™?2) 48 h after intra-arterial injection of the 10BSH-TF-PEG-DSBL liposome.

Several research groups continue to show liposomal modification with PEG as a
promising strategy to overcome barriers in boron delivery for BNCT [72-75]. However,
PEGylation is known to stabilize the liposomes by lowering their interaction with serum
proteins and avoiding removal by the reticuloendothelial system. Longevity of liposomes
in the bloodstream may result in poor uptake into the targeted cells [76]. Besides transfer-
rin, other tumor targeting moieties such as folate, monoclonal antibodies and epidermal
growth factors have also been used in conjunction with liposomes to improve their delivery
efficiency [8,64,76]. Folate receptors and epidermal growth factor receptors (EGFR) are
overexpressed in tumor cells compared to normal cells. This makes them suitable targets
when folate or epidermal growth factor-conjugated liposomes are used for boron deliv-
ery [76]. For example, EGFR-targeted PEG liposomes exhibited a high (90 ppm) cellular
uptake of 19B. The killing effect of the liposome complex on glioma cells was ten-fold higher
than that of the neutron-only control cells at an irradiation strength of 3 x 102 n/cm? [77].
Specific binding of these liposomes to HER2 receptors in SK-BR-3 breast cancer cells was
also observed. The HER2-targeted “B-containing liposomes achieved 132 ppm intracellular
concentrations of 1°B with 67% retention after 48 h [78].

Cationic liposomes as boron carriers have also been used in BNCT due to their ability
to preferentially target the cell nucleus. [79]. Ristori et al. successfully loaded glucosyl-
carborane and lactosyl-carborane into charged 1,2-dioleoyl-3-trimethylammonium-propane
(DOTAP) and zwitterionic 1,2-dioleoyl-glycero-3-phosphoethanolamine (DOPE) [80]. These
cationic liposomes increased the !B concentration in the cells 30 times more than the
concentrations observed with °BPA. This is attributed to their favorable electrostatic
interactions with the negatively charged outer plasma membranes [81].

Combinational BNCT and chemotherapy were reported by Li et al. based on their boron-
encapsulated liposome, boronsome [82]. The carboranyl phosphatidylcholine-based liposome
exhibited an intracellular uptake of 182 pug/10° cells, which was 61% higher than BPA. Positron-
emission tomography (PET) imaging with ®*Cu showed long retention in the cells, up to 48 h,
with low uptake in normal tissues. The tumor-to-blood ratio was 4 £ 0.3, which is a significant
improvement over BPA. In vivo studies using mouse models showed suppressed tumor growth
upon treatment with boronsome followed by neutron irradiation, and the therapeutic outcomes
were further amplified by encapsulation of chemotherapy drugs.

6. Boron-Containing Nanoparticles

Boron-containing nanoparticles (NPs) have lately gained considerable attention as
promising delivery systems for tumor-targeted BNCT. NPs have been demonstrated to
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exhibit selective and high tumor uptake, limiting toxicity to normal tissues, improving
cellular stability and delivering high boron content [13,83-85]. Elemental boron NPs
present a viable tool that can be used to deliver therapeutic amounts of boron into tumors
for BNCT due to their high boron content [86]. With the aim of overcoming their lack of
tumor-targeting ability and frequent aggregation in aqueous solutions, Zaboronok and
co-workers identified hydroxyethyl cellulose (HEC) as a suitable polymeric stabilizer
for the NPs [87]. The HEC-stabilized elemental boron NPs were able to deliver high
boron concentrations to tumor cells and featured functional groups that could be used
to link the NPs to tumor-targeting molecules. Furthermore, the NPs were observed to
have high stability in aqueous solutions with no aggregation seen up to 90 days after
incubation. This is due to the noncovalent interactions between the HEC polymer and
the boron nanoparticles. There was no cell cytotoxicity observed in T98G, U87, and U251
human glioma cells with the minimum therapeutic concentration (20 ng/mL) administered.
In vitro studies revealed that the HEC-stabilized elemental boron NPs were superior to
BPA as they significantly hindered the colony-forming capacity in all the irradiated cells.
Recently, Kaniowski et al. developed functionalized boron-containing NPs capable of
localizing in the cell cytoplasm [88]. The complex NPs prepared from 1,2-dicarba-closo-
dodecaborane (C;B19Hj2) conjugated with antisense oligonucleotides showed an ability
to penetrate cellular membranes and accumulate in high order structures within the cells.
These complexes, upon enrichment with 1°B atoms, can be used for dual anticancer therapy
by downregulating the EGFR oncogene in cancer cells and B delivery for BNCT.

Gold nanoparticles (AuNPs) are the most used nanoparticles in nanomedicine owing
to their unique physicochemical and optical properties, their ease of preparation and surface
functionalization. Multi-functional nanosystems have been exploited as valuable tools for
targeted drug delivery, controlled release of therapeutic agents, anticancer therapy, cell
labeling and imaging, among other applications [89-91]. Preliminary studies demonstrated
that boron cages can be readily linked to AulNPs, presenting a promising approach capable
of delivering sufficient 1B atoms for BNCT. Wu and co-workers reported the in vivo
distribution of boronated AuNPs in tumors via non-invasive imaging [92]. The AuNPs
were PEGylated and modified with carborane cages on the surface and finally linked to an
anti-HER?2 antibody (61 IgG). The diameter of the active targeting AuNPs was determined
by DLS to be 54.48 4 14.72 nm and the radiolabeling efficiency was 60 & 5%. Biodistribution
studies assessed by ICP-MS indicated antibody-linked AuNPs had the highest T/N ratio
(12.02 & 0.94) which agreed with those derived by MicroSPECT/CT imaging (12.02 4= 0.94).
In vitro cellular uptake (19.66 £ 2.71) and internalization assays (15.40 £ 1.72) using N87
human gastric cancer cells indicated higher ratios for the antibody-linked AuNPs compared
with non-targeted AuNPs.

An innovative approach towards developing tumor-selective gold nanoclusters con-
taining nido-carborane amino derivatives (GNCs-CB) was reported by Wang et al. [93].
The theranostic ability of this delivery nanosystem was demonstrated by precise tumor
imaging and prolonged tumor accumulation. This allowed for accurate tumor-targeted
delivery of the boron-rich nanoclusters for BNCT and enabled the monitoring of the pro-
cess by fluorescence imaging. Recently, albumin-AuNP theranostic agents were prepared
by conjugation of undecahydro-closo-dodecaborate (B12Hj,) or anticancer nucleotide tri-
fluorothymidine (TFT) to bimodal human serum albumin, linking the derivatives with
AuNPs [94]. Boron-enriched AuNPs bearing radiolabeling isotopes (1?4 or ®4Cu) at the
core or shell have also been investigated for their tumor accumulation and biodistribution
properties [95-97]. Labeling NPs enables the simultaneous delivery of boron atoms for
therapeutic purposes as well as determining the !B concentration in specific tissues via
non-invasive methods [13,98].

Magnetic drug-targeting methods are based on attaching therapeutic agents onto de-
livery systems that are magnetically responsive [99,100]. This enables the precise targeting
of tissues using a magnetic field and the process is monitored in real-time by imaging.
For example, iron-boron (Fe-B) NPs have been used for their multiple functions in BNCT
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guided by magnetic resonance imaging (MRI) [101]. The Fe-B NPs possess high neutron
capture therapy ability from the boron, coupled with the magnetic properties of iron. This
enables MRI-guided localization of 1B atoms in the target tissues, assisted by magnetic
hyperthermia and magnetophoretic accumulation [102]. Recently, magnetic NPs have
been based on iron oxides attached to a carborane cage [102-105]. Korolkov et al. suc-
cessfully attached isopropyl-o-carborane on Fe3O4 NPs pre-modified on the surface with
tetraethoxysilane (TEOS) and (3-glycidylpropyl) trimethoxysilane (GPTMS) [105]. These
NPs were characterized by various spectroscopic methodologies for their morphology,
structure, and chemical composition. Cytotoxicity assays were performed in vitro using
various human cell lines for prostate, pancreatic, colon and cervical cancer. The results
indicated non-toxicity of the NPs prepared in concentrations lower than 200 pg/mL. These
studies showed desirable biocompatibility of the NPs with the tissues which facilitates
their degradation in the lysosomes and clearance from the cells.

Mesoporous materials such as silica NPs are favored as boron-delivery vehicles due to
their easily tunable size, large mesopore volume for high boron-loading capability, easy sur-
face functionalization and biocompatibility for both in vitro and in vivo studies [106,107].
Recently, Wang et al. designed carborane-enriched dendritic mesoporous silica nanospheres
(DMSNs) that were able to selectively target the overexpressed integrin receptors in pan-
creatic tumor sites [106]. The mesopores were loaded with doxorubicin (DOX), and both
a fluorescence tracer and an anticancer drug for synergistic treatment of cancer by BNCT
and chemotherapy. Wang and his colleagues achieved a high boron-loading capacity of
141.5 mg/g enabling the delivery of sufficient amounts of B atoms (24.4 pg °B/g) to
the tumor cells. Theranostic °B-enriched boron NPs coated with a thin layer of silica to
form 1°B-SiO, NPs were also investigated for BNCT in glioblastoma multiforme (GBM)
cells [108]. Silica coating improved the biocompatibility of the NPs and enabled surface
modification with fluorescein isothiocyanate (FITC)-labeled RGD-K peptide. The NPs were
able to selectively target GBM tumor cells, delivering a large amount (50.5 pg 1B /g) of
10B to the cells. MRI-guided in vivo studies significantly suppressed murine brain tumors
and increased the half-life of mice from 22 days to 39 days.

Since the discovery of carbon nanotubes (CNTs), significant attention has been drawn
towards them owing to their unique properties, such as excellent conductivity, ther-
mal stability, nanoscaled size and their potential applications in biomedical nanotech-
nology [109,110]. Both single-walled CNTs and multi-walled CNTs have been studied
for applications as drug delivery systems. Due to their size (100-300 nm), functionalized
CNTs avoid uptake by the RES prolonging their circulation in the blood stream as well
as improving their bioavailability. Gao and co-workers designed nido-carborane units
supported on water-soluble single-walled CNTs [111]. These nanocomposites were tumor
specific, delivering 21.5 pg 108/ g into the tumor within 48 h of administration. However,
water solubility and biocompatibility are the main challenges faced by CNT-based delivery
systems. Boron nitride nanotubes (BNNTs), which are structural analogs of CNTs, have
been considered as a better alternative candidate for BNCT applications. BNNTs feature
high boron density (approximately 50%) equivalent to hundreds or thousands for each
nanotube [111,112]. Further, boron-enriched BNNTs have superior thermal and chemical
stability compared to CNTs, in addition to their ability to resist oxidation and superior
biocompatibility [13]. In a bid to enhance the selective targeting of GBM, Ciofani et al.
reported folate-conjugated BNNTs coated with biocompatible poly-l-lysine [113]. The
BNNTs were further functionalized with a fluorescent probe to enable tracking. In vitro
studies showed the nanotubes selectively localized in the GBM cells. Covalent grafting of
transferrin onto BNNTs has also been successfully achieved demonstrating enhanced cellu-
lar uptake in human endothelial cells [114]. This has significant potential in accessing the
brain through the BBB as transferrin receptors are highly expressed in brain cells. Another
study by Nakamura and co-workers reported methoxy-poly(ethyleneglycol)-1,2-distearoyl-
sn-glycero-3-phosphoethanolamine functionalized BNNT (BNNT-DSPE-PEG2000) that
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accumulated in B16 melanoma cells three times higher than BSH, delivering a high BNCT
antitumor effect [115].

Boron phosphates (BPO,) are inert materials that can be prepared as NPs with a 1°B
concentration at approximately 10%. Preliminary studies investigated the compatibility of
folic functionalized BPO4 NPs against different types of cells [116]. Cytotoxicity studies
on rat neoplastic cell lines were also performed with the folate-BPO4 NPs and the results
were comparable to BPA indicating the potential of functionalized BPO4NPs as a boron-
delivery agent. Improving on these findings, °B-enriched BPO4NPs (98.5% '°B loading)
were synthesized and modified on the surface with anti-EGFR antibodies equipping them
with tumor-targeting ability [117]. A high accumulation of '°B atoms (63 ug 1°B/g tumor
tissue) was observed in the head and neck cancer tumor sites and the T/B ratio was 4.27. The
anti-EGF-1"BPO, NPs induced 72% cellular death compared to only 30% observed using BPA.

For effective BNCT, most of the current delivery strategies rely on 1°B-enriched boron
precursors to achieve therapeutic boron levels in the tumor cells. To avoid the high costs as-
sociated with the 9B enrichment process, Chiang et al. prepared non-'B-enriched polymer-
coated boron carbon oxynitride (BCNO) NPs to conduct a BNCT theranostic study [118].
BNCO is a non-toxic earth phosphor that requires no additional labeling modifications for
its applications, due to its photoluminescence property. Chiang and his co-workers were
able to modulate the optical, cellular uptake and cytotoxicity properties to achieve sufficient
tumoricidal effect. Recently, studies have been carried out to investigate the co-assembly of
BNCO NPs within acid-labile polyethylene glycol-graft-polyethyleneimine (PEG-g-PEI)
DHGC [119]. Change in the zeta potential and hydrodynamic size of the BNCO/DHGC
nanoparticle complex was also investigated at different mixing ratios. Stable aqueous
dispersion was achieved for all the mixing ratios. To modulate the surface charge and size
of the nanoassemblies, the mixing ratio, ionic strength, molecular weight and pH of the
solution can be adjusted. Electrostatic colloidal co-assembly therefore proved a potential
synthetic tool useful in developing hybrid nanosystems for effective BNCT applications.

Recently, additional multi-functional boron-delivery systems for BNCT have been
proposed. These materials are being designed to possess superior properties in biocompati-
bility, immune evasion, bioimaging and active cell targeting. Bio-mimicking principles with
cell membranes derived from optimized cells have been used to prepare exosome-coated
boron containing carbon dots (BCDs) [120,121]. Carbon dots have good photoluminescence
properties, attracting potential applications in tumor theranostics. Li and his co-workers
reported enhanced T/N ratios and a curative BNCT effect on brain glioma cells using
exosome encapsulated BCDs [121]. Fluorescence-guided imaging with these nanosystems
achieved an excellent match between boron and neutron exposure. Wang et al. designed
metal-organic frameworks (MOFs) from zirconium meso-tetra(4-carboxyphenyl)porphyrin
(Zr-TCPP) [122]. TCPP, a porphyrin derivative, enabled selective cellular uptake in the
tumor with high accumulation efficiency. Optimized Zr-TCPP MOFs with suitable size
were selected to achieve a maximum loading of boric acids and studied for BNCT applica-
tions. The excellent fluorescence properties of TCPPs enabled visualization and accurate
boron quantification which improved the curative effect of BNCT on glioma cells studied
by Wang and his group.

7. Conclusions

Tumor-targeted boron-delivery agents that are radio-labeled or linked to a fluorophore,
and able to deliver a therapeutic amount of B to tumors with high T/N and T/B, are
promising multi-functional agents for BNCT. On the other hand, non-targeted boron
compounds, including the two clinically approved drugs for BNCT, show enhanced tumor
accumulation mainly due to the enhanced permeability and retention (EPR) effect, but this
leads to suboptimal T/N and T/B, which can cause adverse treatment side effects. Cell
surface receptors overexpressed in cancer cells are promising targets for enhanced selective
tumor therapy. Monoclonal antibodies (mAbs) and peptides are among the most effective
tumor-homing agents, and their conjugation with boron-delivery agents has produced
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promising agents. While mAbs efficiently target cell surface receptors, such as EGFR, their
tumor cell internalization is limited and often does not lead to significant boron localization
in key organelles, including the cell mitochondria and nuclei. Smaller biomolecules, such
as peptides, are an attractive alternative. Peptides are easy to synthesize and functionalize
and can be rapidly cleared from blood and tissues by proteolytic enzymes. To ensure
persistence in the tumor during treatment, several strategies can be adopted to increase
their stability, including the use of D-amino acids. Both cell-targeting and cell-penetrating
peptides have been functionalized with boron clusters leading to promising conjugates
with enhanced biological properties relative to the clinically approved BNCT agents. Of
these, the cell-targeting peptides tend to be more effective in the selective delivery of boron
to tumors.

Another promising strategy is the use of a boronated agent that allows the dual
therapy of cancer, for example, chemotherapy-BNCT and PDT-BNCT. In the latter, the use
of porphyrin derivatives is very promising, as they are well-known photosensitizers and
have been widely used in clinical photodynamic therapy. In addition, porphyrin derivatives
can easily be conjugated to peptides, radio-labeled, and /or complexed with ®*Cu(II) and
other metal ions, allowing for PET imaging and quantification of boron localized in tissue.

Finally, nanoparticles and liposomes are highly promising multi-functional agents with
the ability to carry large boron loads and other molecules. Considerable success has been
demonstrated using these strategies, resulting in improved cellular uptake of 1°B atoms, high
tumor-boron accumulation, and precise targeting of overexpressed receptors in tumor cells.
The theranostic capabilities of the nanomaterials have been demonstrated, enabling the dual
function of delivering a therapeutic dose of B atoms for effective BNCT as well as monitoring
of the process. The ease of preparation and functionalization of liposomes and nanoparticles,
along with their biocompatibility properties present a promising avenue that may overcome
the current challenges of BPA and BSH in clinical trials.

Author Contributions: Conceptualization, M.d.G.H.V,; investigation, S.0.0., KM.S. and M.d.G.H.V,;
resources, M.d.G.H.V,; data curation, 5.0.0., KM.S. and M.d.G.H.V,; writing—original draft prepara-
tion, 5.0.0., KM.S. and M.d.G.H.V,; writing—review and editing, KM.S. and M.d.G.H.V.; visual-
ization, S.0.0., KM.S. and M.d.G.H.V,; supervision, KM.S. and M.d.G.H.V,; project administration,
M.d.G.H.V,; funding acquisition, M.d.G.H.V. All authors have read and agreed to the published
version of the manuscript.

Funding: This research was funded by the National Science Foundation, grant number CHE-2055190.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or
in the decision to publish the results.

References

1.  Soloway, A.H.; Tjarks, W.; Barnum, B.A.; Rong, F-G.; Barth, R.F.,; Codogni, L.M.; Wilson, J.G. The Chemistry of Neutron Capture
Therapy. Chem. Rev. 1998, 98, 2389-2390. [CrossRef] [PubMed]

2. Barth, R.E; Coderre, J.A.; Vicente, M.G.H.; Blue, T.E. Boron Neutron Capture Therapy of Cancer: Current Status and Future
Prospects. Clin. Cancer Res. 2005, 11, 3987-4002. [CrossRef] [PubMed]

3. Barth, R.F; Vicente, M.H.; Harling, O.K.; Kiger, W.S., 3rd; Riley, K.J.; Binns, PJ.; Wagner, EM.; Suzuki, M.; Aihara, T,; Kato, I; et al.
Current status of boron neutron capture therapy of high grade gliomas and recurrent head and neck cancer. Radiat. Oncol. 2012,
7,146. [CrossRef] [PubMed]

4. Kankaanranta, L.; Seppéld, T.; Koivunoro, H.; Saarilahti, K.; Atula, T.; Collan, J.; Salli, E.; Kortesniemi, M.; Uusi-Simola, J.;
Viliméki, P; et al. Boron Neutron Capture Therapy in the Treatment of Locally Recurred Head-and-Neck Cancer: Final Analysis
of a Phase I/1I Trial. Int. ]. Radiat. Oncol. Biol. Phys. 2012, 82, e67—€75. [CrossRef]

5. Hopewell, ].; Gorlia, T.; Pellettieri, L.; Giusti, V.; H-Stenstam, B.; Skold, K. Boron neutron capture therapy for newly diagnosed
glioblastoma multiforme: An assessment of clinical potential. Appl. Radiat. Isot. 2011, 69, 1737-1740. [CrossRef]

6.  Moss, R.L. Critical review, with an optimistic outlook, on Boron Neutron Capture Therapy (BNCT). Appl. Radiat. Isot. 2014,
88, 2-11. [CrossRef]

7.  Barth, RF; Zhang, Z.; Liu, T. A realistic appraisal of boron neutron capture therapy as a cancer treatment modality.

Cancer Commun. 2018, 38, 36-37. [CrossRef]


https://doi.org/10.1021/cr980493e
https://www.ncbi.nlm.nih.gov/pubmed/11848966
https://doi.org/10.1158/1078-0432.CCR-05-0035
https://www.ncbi.nlm.nih.gov/pubmed/15930333
https://doi.org/10.1186/1748-717X-7-146
https://www.ncbi.nlm.nih.gov/pubmed/22929110
https://doi.org/10.1016/j.ijrobp.2010.09.057
https://doi.org/10.1016/j.apradiso.2011.03.022
https://doi.org/10.1016/j.apradiso.2013.11.109
https://doi.org/10.1186/s40880-018-0280-5

Cancers 2023, 15, 3277 15 of 19

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Hu, K;; Yang, Z.; Zhang, L.; Xie, L.; Wang, L.; Xu, H.; Josephson, L.; Liang, S.H.; Zhang, M.-R. Boron agents for neutron capture
therapy. Coord. Chem. Rev. 2020, 405, 213139. [CrossRef]

Sibrian, V.; Vicente, M.G.H. Boron Tumor-Delivery for BNCT: Recent developments and perspectives. In Boron Science: New
Technologies & Applications; Hosmane, N.S., Ed.; CRC Press: Boca Raton, FL, USA, 2011; pp. 203-232, ISBN 978-1-4398-2662-1.
Nakamura, H.; Kirihata, M. Boron Compounds: New Candidates for Boron Carriers in BNCT. In Neutron Capture Therapy;
Sauerwein, W., Wittig, A., Moss, R., Nakagawa, Y., Eds.; Springer: Berlin/Heidelberg, Germany, 2012; pp. 99-116, ISBN
978-3-642-31333-2.

Barth, R.E; Mi, P,; Yang, W. Boron delivery agents for neutron capture therapy of cancer. Cancer Commun. 2018, 38, 35. [CrossRef]
Xuan, S.; Vicente, M.G.H. Recent development of Boron Delivery Agents for Boron Neutron Capture Therapy. In Medicinal
Chemistry of Boron Compounds; Vinas, C., Hey-Hawkins, Eds.; Wiley Publishers: Hoboken, NJ, USA, 2019; pp. 298-342.

Ali, F; Hosmane, N.S.; Zhu, Y. Boron Chemistry for Medical Applications. Molecules 2020, 25, 828. [CrossRef]

Couto, M.; Alamon, C.; Nievas, S.; Perona, M.; Dagrosa, M.A.; Teixidor, F.; Cabral, P.; Vifas, C.; Cerecetto, H. Bimodal Therapeutic
Agents Against Glioblastoma, One of the Most Lethal Forms of Cancer. Chem. A Eur. ]. 2020, 26, 14335-14340. [CrossRef]
[PubMed]

Teixeira, R.G.; Marques, F.; Robalo, M.P.; Fontrodona, X.; Garcia, M.H.; Crich, S.G.; Vifas, C.; Valente, A. Ruthenium carboranyl
complexes with 2,2'-bipyridine derivatives for potential bimodal therapy application. RSC Adv. 2020, 10, 16266-16276. [CrossRef]
[PubMed]

Kondo, N.; Hirano, E; Temma, T. Evaluation of 3-Borono-L-Phenylalanine as a Water-Soluble Boron Neutron Capture Therapy
Agent. Pharmaceutics 2022, 14, 1106. [CrossRef] [PubMed]

Bonjoch, J.; Drew, M.G.B.; Gonzalez, A.; Greco, F,; Jawaid, S.; Osborn, H.M.L; Williams, N.A.O.; Yaqoob, P. Synthesis and Evalua-
tion of Novel Boron-Containing Complexes of Potential Use for the Selective Treatment of Malignant Melanoma. J. Med. Chem.
2008, 51, 6604-6608. [CrossRef]

Barth, R.F; Kabalka, G.W.; Yang, W.; Huo, T.; Nakkula, R.J.; Shaikh, A.L.; Haider, S.A.; Chandra, S. Evaluation of unnatural cyclic
amino acids as boron delivery agents for treatment of melanomas and gliomas. Appl. Radiat. Isot. 2014, 88, 38—42. [CrossRef]
Iguchi, Y.; Michiue, H.; Kitamatsu, M.; Hayashi, Y.; Takenaka, F.; Nishiki, T.-I.; Matsui, H. Tumor-specific delivery of BSH-3R for
boron neutron capture therapy and positron emission tomography imaging in a mouse brain tumor model. Biomaterials 2015,
56, 10-17. [CrossRef]

Michiue, H.; Sakurai, Y.; Kondo, N.; Kitamatsu, M.; Bin, F; Nakajima, K.; Hirota, Y.; Kawabata, S.; Nishiki, T.-I.; Ohmori, I.; et al.
The acceleration of boron neutron capture therapy using multi-linked mercaptoundecahydrododecaborate (BSH) fused cell-
penetrating peptide. Biomaterials 2014, 35, 3396-3405. [CrossRef]

Nakase, I.; Katayama, M.; Hattori, Y.; Ishimura, M.; Inaura, S.; Fujiwara, D.; Takatani-Nakase, T.; Fujii, I.; Futaki, S.; Kirihata, M.
Intracellular target delivery of cell-penetrating peptide-conjugated dodecaborate for boron neutron capture therapy (BNCT).
Chem. Commun. 2019, 55, 13955-13958. [CrossRef]

Worm, D.J.; Els-Heind], S.; Beck-Sickinger, A.G. Targeting of peptide-binding receptors on cancer cells with peptide-drug
conjugates. Pept. Sci. 2020, 112, e24171. [CrossRef]

Hoppenz, P,; Els-Heindl, S.; Beck-Sickinger, A.G. Peptide-Drug Conjugates and Their Targets in Advanced Cancer Therapies.
Front. Chem. 2020, 8, 571. [CrossRef]

Kimura, S.; Masunaga, S.-1.; Harada, T.; Kawamura, Y.; Ueda, S.; Okuda, K.; Nagasawa, H. Synthesis and evaluation of cyclic
RGD-boron cluster conjugates to develop tumor-selective boron carriers for boron neutron capture therapy. Bioorganic Med. Chem.
2011, 19, 1721-1728. [CrossRef] [PubMed]

Masunaga, S.-I.; Kimura, S.; Harada, T.; Okuda, K.; Sakurai, Y.; Tanaka, H.; Suzuki, M.; Kondo, N.; Maruhashi, A,
Nagasawa, H,; et al. Evaluating the Usefulness of a Novel 10B-Carrier Conjugated With Cyclic RGD Peptide in Boron Neutron
Capture Therapy. World J. Oncol. 2012, 3, 103. [CrossRef] [PubMed]

Kawai, K.; Nishimura, K.; Okada, S.; Sato, S.; Suzuki, M.; Takata, T.; Nakamura, H. Cyclic RGD-Functionalized closo-Dodecaborate
Albumin Conjugates as Integrin Targeting Boron Carriers for Neutron Capture Therapy. Mol. Pharm. 2020, 17, 3740-3747.
[CrossRef] [PubMed]

Worm, D.J.; Hoppenz, P; Els-Heindl, S.; Kellert, M.; Kuhnert, R.; Saretz, S.; Kobberling, J.; Riedl, B.; Hey-Hawkins, E.;
Beck-Sickinger, A.G. Selective Neuropeptide Y Conjugates with Maximized Carborane Loading as Promising Boron Deliv-
ery Agents for Boron Neutron Capture Therapy. |. Med. Chem. 2019, 63, 2358-2371. [CrossRef]

Hoppenz, P; Els-Heindl, S.; Kellert, M.; Kuhnert, R.; Saretz, S.; Lerchen, H.-G.; Kobberling, J.; Riedl, B.; Hey-Hawkins, E.;
Beck-Sickinger, A.G. A Selective Carborane-Functionalized Gastrin-Releasing Peptide Receptor Agonist as Boron Delivery Agent
for Boron Neutron Capture Therapy. . Org. Chem. 2019, 85, 1446-1457. [CrossRef]

Yang, W.; Wu, G.; Barth, R.E; Swindall, M.R.; Bandyopadhyaya, A.K.; Tjarks, W.; Tordoff, K.; Moeschberger, M.; Sferra, T.J.;
Binns, PJ.; et al. Molecular Targeting and Treatment of Composite EGFR and EGFRvVIII-Positive Gliomas Using Boronated
Monoclonal Antibodies. Clin. Cancer Res. 2008, 14, 883-891. [CrossRef]

Yang, W.; Barth, R.; Wu, G.; Tjarks, W.; Binns, P; Riley, K. Boron neutron capture therapy of EGFR or EGFRVIII positive gliomas
using either boronated monoclonal antibodies or epidermal growth factor as molecular targeting agents. Appl. Radiat. Isot. 2009,
67,5328-5331. [CrossRef]


https://doi.org/10.1016/j.ccr.2019.213139
https://doi.org/10.1186/s40880-018-0299-7
https://doi.org/10.3390/molecules25040828
https://doi.org/10.1002/chem.202002963
https://www.ncbi.nlm.nih.gov/pubmed/32738078
https://doi.org/10.1039/D0RA01522A
https://www.ncbi.nlm.nih.gov/pubmed/35498822
https://doi.org/10.3390/pharmaceutics14051106
https://www.ncbi.nlm.nih.gov/pubmed/35631692
https://doi.org/10.1021/jm8007745
https://doi.org/10.1016/j.apradiso.2013.11.133
https://doi.org/10.1016/j.biomaterials.2015.03.061
https://doi.org/10.1016/j.biomaterials.2013.12.055
https://doi.org/10.1039/C9CC03924D
https://doi.org/10.1002/pep2.24171
https://doi.org/10.3389/fchem.2020.00571
https://doi.org/10.1016/j.bmc.2011.01.020
https://www.ncbi.nlm.nih.gov/pubmed/21315608
https://doi.org/10.4021/wjon477w
https://www.ncbi.nlm.nih.gov/pubmed/29147290
https://doi.org/10.1021/acs.molpharmaceut.0c00478
https://www.ncbi.nlm.nih.gov/pubmed/32845640
https://doi.org/10.1021/acs.jmedchem.9b01136
https://doi.org/10.1021/acs.joc.9b02406
https://doi.org/10.1158/1078-0432.CCR-07-1968
https://doi.org/10.1016/j.apradiso.2009.03.030

Cancers 2023, 15, 3277 16 of 19

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

Pandey Ravindra, K.; Zheng, G. Porphyrins as Photosensitizers in Photodynamic Therapy. In The Porphyrin Handbook; Kadish,
K.M.,, Smith, K.M., Guilard, R., Eds.; Elsevier: Amsterdam, The Netherlands, 2000; pp. 157-230.

Usuda, J.; Kato, H.; Okunaka, T.; Furukawa, K.; Tsutsui, H.; Yamada, K.; Suga, Y.; Honda, H.; Nagatsuka, Y.; Ohira, T.; et al.
Photodynamic Therapy (PDT) for Lung Cancers. . Thorac. Oncol. 2006, 1, 489-493. [CrossRef]

El-Zaria, M.E.; Ban, H.S.; Nakamura, H. Boron-Containing Protoporphyrin IX Derivatives and Their Modification for Boron
Neutron Capture Therapy: Synthesis, Characterization, and Comparative In Vitro Toxicity Evaluation. Chem. A Eur. ]. 2010,
16, 1543-1552. [CrossRef]

Ozawa, T.; Afzal, J.; Lamborn, K.R.; Bollen, A.W.; Bauer, W.; Koo, M.-S.; Kahl, S.B.; Deen, D.F. Toxicity, biodistribution, and
convection-enhanced delivery of the boronated porphyrin BOPP in the 9L intracerebral rat glioma model. Int. ]. Radiat. Oncol.
2005, 63, 247-252. [CrossRef]

Miura, M.; Gabel, D.; Oenbrink, G.; Fairchild, R.G. Preparation of carboranyl porphyrins for boron neutron capture therapy.
Tetrahedron Lett. 1990, 31, 2247-2250. [CrossRef]

Triesscheijn, M.; Ruevekamp, M.; Aalders, M.; Baas, P,; Stewart, F.A. Outcome of mMTHPC Mediated Photodynamic Therapy is
Primarily Determined by the Vascular Response. Photochem. Photobiol. 2005, 81, 1161-1167. [CrossRef] [PubMed]

Smilowitz, H.M.; Slatkin, D.N.; Micca, P.L.; Miura, M. Microlocalization of lipophilic porphyrins: Non-toxic enhancers of boron
neutron-capture therapy. Int. |. Radiat. Biol. 2013, 89, 611-617. [CrossRef]

Fabris, C.; Vicente, M.H.; Hao, E.; Friso, E.; Borsetto, L.; Jori, G.; Miotto, G.; Colautti, P.; Moro, D.; Esposito, J.; et al. Tumour-localizing
and -photosensitising properties of meso-tetra(4-nido-carboranylphenyl)porphyrin (H2TCP). J. Photochem. Photobiol. B: Biol. 2007,
89, 131-138. [CrossRef]

Jori, G.; Soncin, M.; Friso, E.; Vicente, M.; Hao, E.; Miotto, G.; Colautti, P.; Moro, D.; Esposito, J.; Rosi, G.; et al. A novel
boronated-porphyrin as a radio-sensitizing agent for boron neutron capture therapy of tumours: In vitro and in vivo studies.
Appl. Radiat. Isot. 2009, 67, S321-5324. [CrossRef]

Gottumukkala, V.; Luguya, R.; Fronczek, ER.; Vicente, M.G.H. Synthesis and cellular studies of an octa-anionic 5,10,15,20-
tetra[3,5-(nido-carboranylmethyl)phenyl]porphyrin (H2OCP) for application in BNCT. Bioorganic Med. Chem. 2005, 13, 1633—-1640.
[CrossRef] [PubMed]

Hao, E.; Sibrian-Vazquez, M.; Serem, W.; Garno, J.C.; Fronczek, ER.; Vicente, M.G.H. Synthesis, Aggregation and Cellular
Investigations of Porphyrin—Cobaltacarborane Conjugates. Chem. A Eur. ]. 2007, 13, 9035-9042. [CrossRef]

Bhupathiraju, N.D.K.; Gottumukkala, V.; Hao, E.; Hu, X.; Fronczek, ER.; Baker, D.G.; Wakamatsu, N.; Vicente, M.G.H. Synthesis
and toxicity of cobaltabisdicarbollide-containing porphyrins of high boron content. J. Porphyrins Phthalocyanines 2011, 15, 973-983.
[CrossRef]

Sibrian-Vazquez, M.; Hao, E.; Jensen, T.].; Vicente, M.G.H. Enhanced Cellular Uptake with a Cobaltacarborane—Porphyrin—HIV-1
Tat 48—60 Conjugate. Bioconjugate Chem. 2006, 17, 928-934. [CrossRef]

Bhupathiraju, N.V.5.D.K,; Hu, X.; Zhou, Z.; Fronczek, ER.; Couraud, P-O.; Romero, I.A.; Weksler, B.; Vicente, M.G.H. Synthesis
and in Vitro Evaluation of BBB Permeability, Tumor Cell Uptake, and Cytotoxicity of a Series of Carboranylporphyrin Conjugates.
J. Med. Chem. 2014, 57, 6718—-6728. [CrossRef]

Hiramatsu, R.; Kawabata, S.; Tanaka, H.; Sakurai, Y.; Suzuki, M.; Ono, K.; Miyatake, S.-1.; Kuroiwa, T.; Hao, E.; Vicente, M.G.H.
Tetrakis(p-Carboranylthio-Tetrafluorophenyl)Chlorin (TPFC): Application for Photodynamic Therapy and Boron Neutron Capture
Therapy. J. Pharm. Sci. 2015, 104, 962-970. [CrossRef] [PubMed]

Pushpan, S.K.; Venkatraman, S.; Anand, V.G.; Sankar, ].; Parmeswaran, D.; Ganesan, S.; Chandrashekar, T.K. Porphyrins in
Photodynamic Therapy—A Search for Ideal Photosensitizers. Curr. Med. Chem. Agents 2002, 2, 187-207. [CrossRef] [PubMed]
Loewen, G.M.; Pandey, R.; Bellnier, D.; Henderson, B.; Dougherty, T. Endobronchial photodynamic therapy for lung cancer.
Lasers Surg. Med. 2006, 38, 364-370. [CrossRef] [PubMed]

Chen, Q.; Huang, Z.; Luck, D.; Beckers, J.; Brun, P-H.; Wilson, B.C.; Scherz, A.; Salomon, Y.; Hetzel, EW. Preclinical Studies in
Normal Canine Prostate of a Novel Palladium-Bacteriopheophorbide (WST09) Photosensitizer for Photodynamic Therapy of
Prostate Cancer. Photochem. Photobiol. 2007, 76, 438-445. [CrossRef]

Mironov, A.F. Chemical Transformations of Chlorophyll a and Possible Areas for Application of Its Derivatives. Russ. J. Gen. Chem.
2019, 89, 1952-1983. [CrossRef]

Golovina, V.G.; Rychkov, N.G.; Ol'shevskaya, A.V.; Zaitsev, V.A.; Kalinin, N.V,; Kuzmin, A.V,; Shtil, A.A. Differential Binding
Preference of Methylpheophorbide a and its Diboronated derivatives to Albumin and low density Lipoproteins. Anti Cancer
Agents Med. Chem. 2013, 13, 639-646. [CrossRef]

Grin, M.A; Titeev, R.A.; Brittal, D.I.; Chestnova, A.V.; Feofanov, A.; Lobanova, I.A.; Sivaev, I.B.; Bregadze, V.I.; Mironov, A.F.
Synthesis of cobalt bis(dicarbollide) conjugates with natural chlorins by the Sonogashira reaction. Russ. Chem. Bull. 2010,
59, 219-224. [CrossRef]

Volovetsky, A.B.; Sukhov, V.S,; Balalaeva, 1.V.; Dudenkova, V.V,; Shilyagina, N.Y.; Feofanov, V.; Efremenko, A.V.; Grin, M.A;
Mironov, A.E; Sivaev, LB.; et al. Pharmacokinetics of Chlorin eg-Cobalt Bis(Dicarbollide) Conjugate in Balb/c Mice with Engrafted
Carcinoma. Int. J. Mol. Sci. 2017, 18, 2556. [CrossRef]

Ormond, A.B.; Freeman, H.S. Dye Sensitizers for Photodynamic Therapy. Materials 2013, 6, 817-840. [CrossRef]


https://doi.org/10.1016/S1556-0864(15)31616-6
https://doi.org/10.1002/chem.200901532
https://doi.org/10.1016/j.ijrobp.2005.05.030
https://doi.org/10.1016/0040-4039(90)80197-T
https://doi.org/10.1562/2005-04-04-RA-474
https://www.ncbi.nlm.nih.gov/pubmed/15934792
https://doi.org/10.3109/09553002.2013.782446
https://doi.org/10.1016/j.jphotobiol.2007.09.012
https://doi.org/10.1016/j.apradiso.2009.03.071
https://doi.org/10.1016/j.bmc.2004.12.016
https://www.ncbi.nlm.nih.gov/pubmed/15698781
https://doi.org/10.1002/chem.200700752
https://doi.org/10.1142/S1088424611003902
https://doi.org/10.1021/bc060047v
https://doi.org/10.1021/jm500786c
https://doi.org/10.1002/jps.24317
https://www.ncbi.nlm.nih.gov/pubmed/28756849
https://doi.org/10.2174/1568011023354137
https://www.ncbi.nlm.nih.gov/pubmed/12678743
https://doi.org/10.1002/lsm.20354
https://www.ncbi.nlm.nih.gov/pubmed/16788932
https://doi.org/10.1562/0031-8655(2002)0760438PSINCP2.0.CO2
https://doi.org/10.1134/S1070363219090354
https://doi.org/10.2174/1871520611313040012
https://doi.org/10.1007/s11172-010-0065-8
https://doi.org/10.3390/ijms18122556
https://doi.org/10.3390/ma6030817

Cancers 2023, 15, 3277 17 of 19

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

Nar, I; Bortolussi, S.; Postuma, I.; Atsay, A.; Berksun, E.; Viola, E.; Ferrari, C.; Cansolino, L.; Ricciardi, G.; Donzello, M.P; et al. A
Phthalocyanine-ortho-Carborane Conjugate for Boron Neutron Capture Therapy: Synthesis, Physicochemical Properties, and
in vitro Tests. Chempluschem 2019, 84, 345-351. [CrossRef]

Pietrangeli, D.; Rosa, A.; Pepe, A.; Altieri, S.; Bortolussi, S.; Postuma, I.; Protti, N.; Ferrari, C.; Cansolino, L.; Clerici, A.M.; et al.
Water-soluble carboranyl-phthalocyanines for BNCT. Synthesis, characterization, and in vitro tests of the Zn(ii)-nido-carboranyl-
hexylthiophthalocyanine. Dalton Trans. 2015, 44, 11021-11028. [CrossRef] [PubMed]

Pietrangeli, D.; Ricciardi, G. Neutral and polyanionic carboranylporphyrazines: Synthesis and physico-chemical properties.
Appl. Radiat. Isot. 2009, 67, S97-S100. [CrossRef] [PubMed]

Liu, S;; Lin, T.-P; Li, D.; Leamer, L.; Shan, H.; Li, Z.; Gabbai, EP.; Conti, P.S. Lewis Acid-Assisted Isotopic 18 19% Exchange in
BODIPY Dyes: Facile Generation of Positron Emission Tomography/Fluorescence Dual Modality Agents for Tumor Imaging.
Theranostics 2013, 3, 181-189. [CrossRef] [PubMed]

Gibbs, ].H.; Wang, H.; Bhupathiraju, N.D.K.; Fronczek, ER.; Smith, K.M.; Vicente, M.G.H. Synthesis and properties of a series of
carboranyl-BODIPYs. J. Organomet. Chem. 2015, 798, 209-213. [CrossRef] [PubMed]

Xuan, S.; Zhao, N.; Zhou, Z.; Fronczek, FR.; Vicente, M.G.H. Synthesis and in Vitro Studies of a Series of Carborane-Containing
Boron Dipyrromethenes (BODIPYs). J. Med. Chem. 2016, 59, 2109-2117. [CrossRef]

Eloy, ].O.; de Souza, M.C; Petrilli, R.; Barcellos, J.P.A.; Lee, R.J.; Marchetti, ]. M. Liposomes as carriers of hydrophilic small
molecule drugs: Strategies to enhance encapsulation and delivery. Colloids Surf. B Biointerfaces 2014, 123, 345-363. [CrossRef]
Al-Jamal, W.T.; Kostarelos, K. Liposomes: From a Clinically Established Drug Delivery System to a Nanoparticle Platform for
Theranostic Nanomedicine. Acc. Chem. Res. 2011, 44, 1094-1104. [CrossRef]

Olusanya, T.O.; Calabrese, G.; Fatouros, D.G.; Tsibouklis, J.; Smith, J.R. Liposome formulations of o-carborane for the boron
neutron capture therapy of cancer. Biophys. Chem. 2019, 247, 25-33. [CrossRef]

Nakamura, H. Liposomal Boron Delivery for Neutron Capture Therapy. In Methods in Enzymology; Elsevier: Amsterdam, The
Netherlands, 2009; Volume 465, pp. 179-208. ISBN 978-0-12-381379-4.

Takeuchi, I.; Kanno, Y.; Uchiro, H.; Makino, K. Polyborane-encapsulated PEGylated Liposomes Prepared Using Post-insertion
Technique for Boron Neutron Capture Therapy. J. Oleo Sci. 2019, 68, 1261-1270. [CrossRef]

Xie, Y.; Ye, L.; Zhang, X.; Cui, W,; Lou, J.; Nagai, T.; Hou, X. Transport of nerve growth factor encapsulated into liposomes across
the blood-brain barrier: In vitro and in vivo studies. J. Control. Release 2005, 105, 106-119. [CrossRef]

Liu, D.; Guo, P.; McCarthy, C.; Wang, B.; Tao, Y.; Auguste, D. Peptide density targets and impedes triple negative breast cancer
metastasis. Nat. Commun. 2018, 9, 2612. [CrossRef] [PubMed]

Lee, W,; Sarkar, S.; Ahn, H.; Kim, J.Y,; Lee, Y.J.; Chang, Y.; Yoo, ]. PEGylated liposome encapsulating nido-carborane showed
significant tumor suppression in boron neutron capture therapy (BNCT). Biochem. Biophys. Res. Commun. 2020, 522, 669—675.
[CrossRef] [PubMed]

Xu, X.; Khan, M.A; Burgess, D.]. Predicting hydrophilic drug encapsulation inside unilamellar liposomes. Int. . Pharm. 2012,
423,410-418. [CrossRef] [PubMed]

Nakanishi, A.; Guan, L.; Kane, R.R.; Kasamatsu, H.; Hawthorne, M.F. Toward a cancer therapy with boron-rich oligomeric
phosphate diesters that target the cell nucleus. Proc. Natl. Acad. Sci. USA 1999, 96, 238-241. [CrossRef] [PubMed]

Yanagie, H.; Yanagawa, M.; Morishita, Y.; Shinohara, A.; Dewi, N.; Nonaka, Y.; Furuya, Y.; Mizumachi, R.; Murata, Y,;
Nakamura, H.; et al. Suppression of Tumor Growth in a Rabbit Hepatic Cancer Model by Boron Neutron Capture Therapy
With Liposomal Boron Delivery Systems. In Vivo 2021, 35, 3125-3135. [CrossRef]

Ishida, O.; Maruyama, K.; Tanahashi, H.; Iwatsuru, M.; Sasaki, K.; Eriguchi, M.; Yanagie, H. Liposomes Bearing Polyethyleneglycol-
Coupled Transferrin with Intracellular Targeting Property to the Solid Tumors In Vivo. Pharm. Res. 2001, 18, 1042-1048. [CrossRef]
Kanygin, V.; Zaboronok, A.; Taskaeva, L.; Zavjalov, E.; Mukhamadiyarov, R.; Kichigin, A.; Kasatova, A.; Razumov, L; Sibirtsev, R.;
Mathis, B.J. In Vitro and In Vivo Evaluation of Fluorescently Labeled Borocaptate-Containing Liposomes. |. Fluoresc. 2021,
31, 73-83. [CrossRef]

Lozano, N.; Al-Ahmady, Z.S.; Beziere, N.S.; Ntziachristos, V.; Kostarelos, K. Monoclonal antibody-targeted PEGylated liposome-
ICG encapsulating doxorubicin as a potential theranostic agent. Int. . Pharm. 2015, 482, 2-10. [CrossRef]

Kolate, A.; Baradia, D.; Patil, S.; Vhora, I.; Kore, G.; Misra, A. PEG—A versatile conjugating ligand for drugs and drug delivery
systems. J. Control. Release 2014, 192, 67-81. [CrossRef]

Zavijalov, E.; Zaboronok, A.; Kanygin, V.; Kasatova, A.; Kichigin, A.; Mukhamadiyarov, R.; Razumov, I; Sycheva, T.; Mathis, B.].;
Maezono, S.E.B.; et al. Accelerator-based boron neutron capture therapy for malignant glioma: A pilot neutron irradiation study
using boron phenylalanine, sodium borocaptate and liposomal borocaptate with a heterotopic U87 glioblastoma model in SCID
mice. Int. |. Radiat. Biol. 2020, 96, 868—878. [CrossRef]

Shimizu, K.; Oku, N. Liposomes Conjugated with a Pilot Molecule. In Cancer Drug Delivery Systems Based on the Tumor
Microenvironment; Matsumura, Y., Tarin, D., Eds.; Springer: Tokyo, Japan, 2019; pp. 187-216, ISBN 978-4-431-56878-0.

Kullberg, E.B.; Wei, Q.; Capala, J.; Giusti, V.; Malmstrom, P--U.; Gedda, L. EGF-receptor targeted liposomes with boronated
acridine: Growth inhibition of cultured glioma cells after neutron irradiation. Int. . Radiat. Biol. 2005, 81, 621-629. [CrossRef]
[PubMed]

Wei, Q.; Kullberg, E.B.; Gedda, L. Trastuzumab-conjugated boron-containing liposomes for tumor-cell targeting; development
and cellular studies. Int. J. Oncol. 2003, 23, 1159-1165. [CrossRef] [PubMed]


https://doi.org/10.1002/cplu.201800560
https://doi.org/10.1039/C5DT00394F
https://www.ncbi.nlm.nih.gov/pubmed/25995094
https://doi.org/10.1016/j.apradiso.2009.03.023
https://www.ncbi.nlm.nih.gov/pubmed/19375333
https://doi.org/10.7150/thno.5984
https://www.ncbi.nlm.nih.gov/pubmed/23471211
https://doi.org/10.1016/j.jorganchem.2015.05.009
https://www.ncbi.nlm.nih.gov/pubmed/26688595
https://doi.org/10.1021/acs.jmedchem.5b01783
https://doi.org/10.1016/j.colsurfb.2014.09.029
https://doi.org/10.1021/ar200105p
https://doi.org/10.1016/j.bpc.2019.01.003
https://doi.org/10.5650/jos.ess19218
https://doi.org/10.1016/j.jconrel.2005.03.005
https://doi.org/10.1038/s41467-018-05035-5
https://www.ncbi.nlm.nih.gov/pubmed/29973594
https://doi.org/10.1016/j.bbrc.2019.11.144
https://www.ncbi.nlm.nih.gov/pubmed/31787237
https://doi.org/10.1016/j.ijpharm.2011.12.019
https://www.ncbi.nlm.nih.gov/pubmed/22207162
https://doi.org/10.1073/pnas.96.1.238
https://www.ncbi.nlm.nih.gov/pubmed/9874802
https://doi.org/10.21873/invivo.12607
https://doi.org/10.1023/A:1010960900254
https://doi.org/10.1007/s10895-020-02637-5
https://doi.org/10.1016/j.ijpharm.2014.10.045
https://doi.org/10.1016/j.jconrel.2014.06.046
https://doi.org/10.1080/09553002.2020.1761039
https://doi.org/10.1080/09553000500332137
https://www.ncbi.nlm.nih.gov/pubmed/16298943
https://doi.org/10.3892/ijo.23.4.1159
https://www.ncbi.nlm.nih.gov/pubmed/12963999

Cancers 2023, 15, 3277 18 of 19

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

Koltover, I; Salditt, T.; Réadler, J.O.; Safinya, C.R. An Inverted Hexagonal Phase of Cationic Liposome-DNA Complexes Related to
DNA Release and Delivery. Science 1998, 281, 78-81. [CrossRef]

Ristori, S.; Oberdisse, J.; Grillo, I; Donati, A.; Spalla, O. Structural Characterization of Cationic Liposomes Loaded with
Sugar-Based Carboranes. Biophys. J. 2005, 88, 535-547. [CrossRef] [PubMed]

Altieri, S.; Balzi, M.; Bortolussi, S.; Bruschi, P;; Ciani, L.; Clerici, A.M.; Faraoni, P,; Ferrari, C.; Gadan, M.A.; Panza, L.; et al.
Carborane Derivatives Loaded into Liposomes as Efficient Delivery Systems for Boron Neutron Capture Therapy. J. Med. Chem.
2009, 52, 7829-7835. [CrossRef] [PubMed]

Li, J.; Sun, Q.; Lu, C.; Xiao, H.; Guo, Z.; Duan, D.; Zhang, Z.; Liu, T.; Liu, Z. Boron encapsulated in a liposome can be used for
combinational neutron capture therapy. Nat. Commun. 2022, 13, 2143. [CrossRef]

Ailuno, G.; Balboni, A.; Caviglioli, G.; Lai, F.; Barbieri, F; Dellacasagrande, I.; Florio, T.; Baldassari, S. Boron Vehiculating
Nanosystems for Neutron Capture Therapy in Cancer Treatment. Cells 2022, 11, 4029. [CrossRef]

Sumitani, S.; Oishi, M.; Nagasaki, Y. Carborane confined nanoparticles for boron neutron capture therapy: Improved stability,
blood circulation time and tumor accumulation. React. Funct. Polym. 2011, 71, 684-693. [CrossRef]

Dymova, M.A.; Taskaev, S.Y.; Richter, V.A ; Kuligina, E.V. Boron neutron capture therapy: Current status and future perspectives.
Cancer Commun. 2020, 40, 406-421. [CrossRef]

Uspenskii, S.A.; Khaptakhanova, P.A.; Zaboronok, A.A.; Kurkin, T.S.; Volkova, O.Y.; Mechetina, L.V,; Taranin, A.V.; Kanygin, V.V,;
Akira, M.; Taskaev, S.Y. Elemental Boron Nanoparticles: Production by Ultrasonication in Aqueous Medium and Application in
Boron Neutron Capture Therapy. Dokl. Chem. 2020, 491, 45-48. [CrossRef]

Zaboronok, A.; Khaptakhanova, P; Uspenskii, S.; Bekarevich, R.; Mechetina, L.; Volkova, O.; Mathis, B.].; Kanygin, V.; Ishikawa, E.;
Kasatova, A.; et al. Polymer-Stabilized Elemental Boron Nanoparticles for Boron Neutron Capture Therapy: Initial Irradiation
Experiments. Pharmaceutics 2022, 14, 761. [CrossRef] [PubMed]

Kaniowski, D.; Ebenryter-Olbiniska, K.; Kulik, K.; Suwara, J.; Cypryk, W.; Jakobik-Kolon, A.; Le$nikowski, Z.; Nawrot, B.
Composites of Nucleic Acids and Boron Clusters (C;B19Hj,) as Functional Nanoparticles for Downregulation of EGFR Oncogene
in Cancer Cells. Int. J. Mol. Sci. 2021, 22, 4863. [CrossRef] [PubMed]

Alkilany, A.M.; Murphy, C.J. Toxicity and cellular uptake of gold nanoparticles: What we have learned so far? J. Nanoparticle Res.
2010, 12, 2313-2333. [CrossRef] [PubMed]

Cioran, A.M.; Teixidor, F.; Krpetic, Z.; Brust, M.; Vifas, C. Preparation and characterization of Au nanoparticles capped with
mercaptocarboranyl clusters. Dalton Trans. 2014, 43, 5054-5061. [CrossRef]

Sawant, R.R.; Torchilin, V.P. Multifunctional nanocarriers and intracellular drug delivery. Curr. Opin. Solid State Mater. Sci. 2012,
16, 269-275. [CrossRef]

Wu, C.-Y;; Lin, J.-J.; Chang, W.-Y,; Hsieh, C.-Y,; Wu, C.-C.; Chen, H.-S.; Hsu, H.-J.; Yang, A.-S.; Hsu, M.-H.; Kuo, W.-Y. De-
velopment of theranostic active-targeting boron-containing gold nanoparticles for boron neutron capture therapy (BNCT).
Colloids Surf. B Biointerfaces 2019, 183, 110387. [CrossRef] [PubMed]

Wang, J.; Chen, L.; Ye, ].; Li, Z.; Jiang, H.; Yan, H.; Stogniy, M.Y.; Sivaev, I.B.; Bregadze, V.I.; Wang, X. Carborane Derivative
Conjugated with Gold Nanoclusters for Targeted Cancer Cell Imaging. Biomacromolecules 2017, 18, 1466-1472. [CrossRef]
[PubMed]

Popova, T.V,; Pyshnaya, L.A.; Zakharova, O.D.; Akulov, A.E.; Shevelev, O.B.; Poletaeva, J.; Zavjalov, E.L.; Silnikov, V.N,;
Ryabchikova, E.I; Godovikova, T.S. Rational Design of Albumin Theranostic Conjugates for Gold Nanoparticles Anticancer
Drugs: Where the Seed Meets the Soil? Biomedicines 2021, 9, 74. [CrossRef]

Wu, C.-Y,; Hsieh, H.-H.; Chang, T.-Y,; Lin, J.-J.; Wu, C.-C.; Hsu, M.-H,; Lin, M.-C.; Peng, S.-L. Development of MRI-Detectable
Boron-Containing Gold Nanoparticle-Encapsulated Biodegradable Polymeric Matrix for Boron Neutron Capture Therapy (BNCT).
Int. ]. Mol. Sci. 2021, 22, 8050. [CrossRef]

Pulagam, K.R.; Gona, K.B.; Gémez-Vallejo, V.; Meijer, ].; Zilberfain, C.; Estrela-Lopis, I.; Baz, Z.; Cossio, U.; Llop, J. Gold
Nanoparticles as Boron Carriers for Boron Neutron Capture Therapy: Synthesis, Radiolabelling and In Vivo Evaluation. Molecules
2019, 24, 3609. [CrossRef]

Pulagam, K.R.; Henriksen-Lacey, M.; Uribe, K.B.; Renero-Lecuna, C.; Kumar, J.; Charalampopoulou, A.; Facoetti, A.; Protti, N.;
Goémez-Vallejo, V.; Baz, Z.; et al. In Vivo Evaluation of Multifunctional Gold Nanorods for Boron Neutron Capture and
Photothermal Therapies. ACS Appl. Mater. Interfaces 2021, 13, 49589—-49601. [CrossRef] [PubMed]

Sauerwein, W.A.G.; Sancey, L.; Hey-Hawkins, E.; Kellert, M.; Panza, L.; Imperio, D.; Balcerzyk, M.; Rizzo, G.; Scalco, E.;
Herrmann, K.; et al. Theranostics in Boron Neutron Capture Therapy. Life 2021, 11, 330. [CrossRef] [PubMed]

Shapiro, B.; Kulkarni, S.; Nacev, A.; Muro, S.; Stepanov, P.Y.; Weinberg, I.N. Open challenges in magnetic drug targeting.
WIREs Nanomed. Nanobiotechnology 2015, 7, 446—457. [CrossRef] [PubMed]

Clemons, T.D.; Kerr, R.H.; Joos, A. Multifunctional Magnetic Nanoparticles: Design, Synthesis, and Biomedical Applications. In
Comprehensive Nanoscience and Nanotechnology; Elsevier: Amsterdam, The Netherlands, 2019; pp. 193-210, ISBN 978-0-12-812296-9.
Torresan, V.; Guadagnini, A.; Badocco, D.; Pastore, P.; Medina, G.A.M.; van Raap, M.B.E; Postuma, I.; Bortolussi, S.; Beki¢, M.;
Coli¢, M.; et al. Biocompatible Iron-Boron Nanoparticles Designed for Neutron Capture Therapy Guided by Magnetic Resonance
Imaging. Adv. Health Mater. 2021, 10, €2001632. [CrossRef]

Malik, A.; Butt, T.T.; Zahid, S.; Zahid, F.; Waquar, S.; Rasool, M.; Qazi, M.H.; Qazi, A.M. Use of Magnetic Nanoparticles as
Targeted Therapy: Theranostic Approach to Treat and Diagnose Cancer. J. Nanotechnol. 2017, 2017, 1098765. [CrossRef]


https://doi.org/10.1126/science.281.5373.78
https://doi.org/10.1529/biophysj.104.049080
https://www.ncbi.nlm.nih.gov/pubmed/15489297
https://doi.org/10.1021/jm900763b
https://www.ncbi.nlm.nih.gov/pubmed/19954249
https://doi.org/10.1038/s41467-022-29780-w
https://doi.org/10.3390/cells11244029
https://doi.org/10.1016/j.reactfunctpolym.2011.03.010
https://doi.org/10.1002/cac2.12089
https://doi.org/10.1134/S0012500820030027
https://doi.org/10.3390/pharmaceutics14040761
https://www.ncbi.nlm.nih.gov/pubmed/35456595
https://doi.org/10.3390/ijms22094863
https://www.ncbi.nlm.nih.gov/pubmed/34064412
https://doi.org/10.1007/s11051-010-9911-8
https://www.ncbi.nlm.nih.gov/pubmed/21170131
https://doi.org/10.1039/C3DT52872C
https://doi.org/10.1016/j.cossms.2012.09.001
https://doi.org/10.1016/j.colsurfb.2019.110387
https://www.ncbi.nlm.nih.gov/pubmed/31394419
https://doi.org/10.1021/acs.biomac.6b01845
https://www.ncbi.nlm.nih.gov/pubmed/28351146
https://doi.org/10.3390/biomedicines9010074
https://doi.org/10.3390/ijms22158050
https://doi.org/10.3390/molecules24193609
https://doi.org/10.1021/acsami.0c17575
https://www.ncbi.nlm.nih.gov/pubmed/34643365
https://doi.org/10.3390/life11040330
https://www.ncbi.nlm.nih.gov/pubmed/33920126
https://doi.org/10.1002/wnan.1311
https://www.ncbi.nlm.nih.gov/pubmed/25377422
https://doi.org/10.1002/adhm.202001632
https://doi.org/10.1155/2017/1098765

Cancers 2023, 15, 3277 19 of 19

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.
113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

Yang, Z.; Cui, B.; Bu, Y.; Wang, Y. Preparation of flower-dewdrops Fe304/carbon-SiO2 microsphere for microwave-triggered
drug delivery. J. Alloys Compd. 2019, 775, 826-835. [CrossRef]

Dutta, B.; Shetake, N.G.; Gawali, S.L.; Barick, B.; Barick, K.; Babu, P.; Pandey, B.; Priyadarsini, K.; Hassan, P. PEG mediated
shape-selective synthesis of cubic Fe304 nanoparticles for cancer therapeutics. J. Alloys Compd. 2018, 737, 347-355. [CrossRef]
Korolkov, I; Ludzik, K.; Kozlovskiy, A.; Fadeev, M.; Shumskaya, A.; Gorin, Y.; Marciniak, B.; Jazdzewska, M.; Chudoba, D.;
Kontek, R.; et al. Carboranes immobilization on Fe304 nanocomposites for targeted delivery. Mater. Today Commun. 2020,
24,101247. [CrossRef]

Wang, Y.; Xu, Y.; Yang, J.; Qiu, X.; Li, N,; Zhu, Y,; Yan, L.; Li, W,; Huang, X,; Liang, K.; et al. Carborane based mesoporous
nanoparticles as a potential agent for BNCT. Mater. Chem. Front. 2021, 5, 2771-2776. [CrossRef]

Vares, G.; Jallet, V.; Matsumoto, Y.; Rentier, C.; Takayama, K.; Sasaki, T.; Hayashi, Y.; Kumada, H.; Sugawara, H. Functionalized
mesoporous silica nanoparticles for innovative boron-neutron capture therapy of resistant cancers. Nanomed. Nanotechnol. Biol. Med.
2020, 27, 102195. [CrossRef]

Kuthala, N.; Vankayala, R.; Li, Y.; Chiang, C.; Hwang, K.C. Engineering Novel Targeted Boron-10-Enriched Theranostic
Nanomedicine to Combat against Murine Brain Tumors via MR Imaging-Guided Boron Neutron Capture Therapy. Adv. Mater.
2017, 29, 1700850. [CrossRef] [PubMed]

Endo, M.; Strano, M.S.; Ajayan, PM. Potential Applications of Carbon Nanotubes. In Carbon Nanotubes: Advanced Topics in the
Synthesis, Structure, Properties, and Applications; Topics in applied physics; Jorio, A., Dresselhaus, G., Dresselhaus, M.S., Eds.;
Springer: Berlin/Heidelberg, Germany, 2008; ISBN 978-3-540-72864-1.

De Volder, M.FL.; Tawfick, S.H.; Baughman, R.H.; Hart, A.J. Carbon nanotubes: Present and future commercial applications.
Science 2013, 339, 535-539. [CrossRef] [PubMed]

Gao, S.; Zhu, Y.; Hosmane, N. Nanostructured Boron Compounds for Boron Neutron Capture Therapy (BNCT) in cancer
treatment. In Boron-Based Compounds; Hey-Hawkins, E., Teixidor, C.V., Eds.; John Wiley & Sons, Ltd.: Chichester, UK, 2018;
pp. 371-388, ISBN 978-1-119-27560-2.

Golberg, D.; Bando, Y.; Tang, C.C.; Zhi, C.Y. Boron Nitride Nanotubes. Adv. Mater. 2007, 19, 2413-2432. [CrossRef]

Ciofani, G.; Raffa, V.; Menciassi, A.; Cuschieri, A. Folate Functionalized Boron Nitride Nanotubes and their Selective Uptake
by Glioblastoma Multiforme Cells: Implications for their Use as Boron Carriers in Clinical Boron Neutron Capture Therapy.
Nanoscale Res. Lett. 2009, 4, 113-121. [CrossRef]

Ciofani, G.; Del Turco, S.; Genchi, G.G.; D’alessandro, D.; Basta, G.; Mattoli, V. Transferrin-conjugated boron nitride nanotubes:
Protein grafting, characterization, and interaction with human endothelial cells. Int. . Pharm. 2012, 436, 444-453. [CrossRef]
Nakamura, H.; Koganei, H.; Miyoshi, T.; Sakurai, Y.; Ono, K.; Suzuki, M. Antitumor effect of boron nitride nanotubes in
combination with thermal neutron irradiation on BNCT. Bioorganic Med. Chem. Lett. 2015, 25, 172-174. [CrossRef] [PubMed]
Achilli, C.; Grandi, S.; Ciana, A.; Guidetti, G.F.; Malara, A.; Abbonante, V.; Cansolino, L.; Tomasi, C.; Balduini, A.;
Fagnoni, M.; et al. Biocompatibility of functionalized boron phosphate (BPO4) nanoparticles for boron neutron capture therapy
(BNCT) application. Nanomed. Nanotechnol. Biol. Med. 2014, 10, 589-597. [CrossRef]

Kuthala, N.; Shanmugam, M.; Yao, C.-L.; Chiang, C.-S.; Hwang, K.C. One step synthesis of 10B-enriched 10BPO4 nanoparticles
for effective boron neutron capture therapeutic treatment of recurrent head-and-neck tumor. Biomaterials 2022, 290, 121861.
[CrossRef]

Chiang, C.-W.; Chien, Y.-C.; Yu, W.-].; Ho, C.-Y.; Wang, C.-Y,; Wang, T.-W.; Chiang, C.-S.; Keng, P.-Y. Polymer-Coated Nanoparticles
for Therapeutic and Diagnostic Non-'"B Enriched Polymer-Coated Boron Carbon Oxynitride (BCNO) Nanoparticles as Potent
BNCT Drug. Nanomaterials 2021, 11, 2936. [CrossRef]

Chien, Y.-C.; Hsu, Y.-T.; Chiang, C.-W.; Keng, PY.; Wang, T.-W. Investigating the electrostatic complexation of BCNO nanoparticles
with a stimuli-responsive double hydrophilic graft copolymer. Giant 2023, 14, 100162. [CrossRef]

Shao, M.; Lopes, D.; Lopes, ].; Yousefiasl, S.; Macdrio-Soares, A.; Peixoto, D.; Ferreira-Faria, L.; Veiga, F.; Conde, J.; Huang, Y.; et al.
Exosome membrane-coated nanosystems: Exploring biomedical applications in cancer diagnosis and therapy. Matter 2023,
6,761-799. [CrossRef]

Li, J.; Kong, J.; Ma, S.; Li, J.; Mao, M.; Chen, K.; Chen, Z.; Zhang, ].; Chang, Y.; Yuan, H.; et al. Exosome-Coated 10 B Carbon Dots
for Precise Boron Neutron Capture Therapy in a Mouse Model of Glioma In Situ. Adv. Funct. Mater. 2021, 31, 2100969. [CrossRef]
Wang, Z.; Chen, Z.; Zhang, Z.; Li, J.; Chen, K,; Liang, H.; Lv, L.; Chang, Y.; Liu, S.; Yang, W.; et al. Multifunctional high boron
content MOFs nano-co-crystals for precise boron neutron capture therapy for brain glioma in situ. Nano Today 2022, 45, 101558.
[CrossRef]

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


https://doi.org/10.1016/j.jallcom.2018.10.164
https://doi.org/10.1016/j.jallcom.2017.12.028
https://doi.org/10.1016/j.mtcomm.2020.101247
https://doi.org/10.1039/D0QM00867B
https://doi.org/10.1016/j.nano.2020.102195
https://doi.org/10.1002/adma.201700850
https://www.ncbi.nlm.nih.gov/pubmed/28620939
https://doi.org/10.1126/science.1222453
https://www.ncbi.nlm.nih.gov/pubmed/23372006
https://doi.org/10.1002/adma.200700179
https://doi.org/10.1007/s11671-008-9210-9
https://doi.org/10.1016/j.ijpharm.2012.06.037
https://doi.org/10.1016/j.bmcl.2014.12.005
https://www.ncbi.nlm.nih.gov/pubmed/25522821
https://doi.org/10.1016/j.nano.2013.10.003
https://doi.org/10.1016/j.biomaterials.2022.121861
https://doi.org/10.3390/nano11112936
https://doi.org/10.1016/j.giant.2023.100162
https://doi.org/10.1016/j.matt.2023.01.012
https://doi.org/10.1002/adfm.202100969
https://doi.org/10.1016/j.nantod.2022.101558

	Introduction 
	Clinically Approved Agents for BNCT 
	Boronated Peptides and Monoclonal Antibodies 
	Porphyrin Derivatives for BNCT 
	Boron-Containing Liposomes 
	Boron-Containing Nanoparticles 
	Conclusions 
	References

