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Abstract: We assessed a reactivity of chloroacetyl-modified tripeptides consisting of various amino
acid residues (Cl-3X) and mercaptoundecahydrododecaborate (BSH) by converting Cl-3X to its
reactant (BS-3X). We showed that the CI-3X consisting of basic amino acid residues (e.g., Arg) reacted
with BSH effectively and its conversion decreased as the number of Arg residues in the CI-3X
decreased. Furthermore, a reactivity of the peptides with introduction of an alkyl linker between the
triarginine and the chloroacetyl group (Cl-Cn-3R) with BSH decreased with increasing alkyl linker
length. These results indicate that an electrostatic attraction of positively charged amino acid residues
in the tripeptides and negatively charged BSH causes BSH to gather in a vicinity of the chloroacetyl
group, resulting in an accelerated reaction. This work should aid a development of new boron agents
using BSH in boron neutron capture therapy.

Keywords: BSH; peptide; boron neutron capture therapy (BNCT)

1. Introduction

Boron neutron capture therapy (BNCT) is a cancer treatment method involving the
killing of only nearby cancer cells by « and ”Li particles generated via an irradiation of
epithermal neutrons to agents containing a boron isotope '°B delivered to tumor tissue [1,2].
Many researchers have developed boron agents derived from 4-borono-L-phenylalanine
(BPA) or mercaptoundecahydrododecaborate (BSH; a thiol derivative composed of 12 1°B
atoms) for BNCT [3-5]. With boron agents, it is expected that the cell killing effect will be
higher as they are closer to the target cell nucleus [6]. Therefore, we [6,7] and Nakase’s
group [8] conjugated BSH with cell-penetrating peptide (CPP), and reported that the
BSH-CPPs delivered into cells showed effective BSH-induced cell killing. In previous
studies [7,9], we used a maleimide group for the conjugation of BSH and CPP, while other
researchers used the conjugation of BSH and carborane with functionalized molecules
by a Michael addition reaction via the maleimide group [8,10-14]. However, the use of
the maleimide group produces enantiomers, and the enantiomers may show different
carcinogenicity and teratogenicity [15]. Therefore, in this study, we used a chloroacetyl
group instead of the maleimide group to achieve achiral BSH-CPP conjugation.

Gabel’s protocol is well known as a general synthetic method for conjugating BSH
and functional molecules using a protected BSH and an alkyl halide [16-30]. This protocol
is completed by reacting BSH once protected with a cyanoethyl group with the alkyl halide
(alkyl bromide and alkyl iodide, etc.) at a relatively high temperature and/or for a long
time, and then deprotecting the protecting group. On the other hand, our compounds,
BSH-CPPs, completed the reaction without protection of BSH at room temperature and
in a short time, as described in results below. Therefore, we were interested in the high
reactivity between peptides modified with the chloroacetyl group and BSH. In other words,
we were interested in why the BSH-CPP reaction proceeds under mild conditions. In this
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study, we hypothesized that a progression of this reaction might be related to the sequence
of peptides in the vicinity of the reaction site.

We synthesized tripeptides consisting of various amino acid residues with the chloroacetyl
group modification at the N-terminus, Cl-X, CI-2R, CI-1R and CI-Cn-3R, as shown in
Figure 1A. Using these peptides, we investigated an effect of amino acid residues in the
tripeptide on the reactivity of BSH and the chloroacetyl group. We also investigated an
effect of the number of arginines contained in the tripeptide, that is, the number of positive
charges, on the reactivity of BSH and the chloroacetyl group. Furthermore, we evaluated
an effect of an alkyl linker inserted between the chloroacetyl group and the tripeptide, that
is, a distance between the positive charge and the reactive site, on the reactivity of the BSH
and the chloroacetyl group. Based on the obtained results, we discussed a mechanism by
which this reaction proceeds.

A

0 CI-3X : X=A(Ala), D (Asp), E (Glu), F (Phe),
CI\/U\ G (Gly), H (His), | (lle), K (Lys), L (Leu),
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Figure 1. (A) Chemical structures of chloroacetyl-modified tripeptides (Cl-3X, CI-2R and CI-1R) and
chloroacetyl-modified tripeptides into which an alkyl linker (Cl-Cn-3R) was introduced. Eg indicates
a water-soluble linker consisting of six ethylene glycol residues. (B) Representative route of synthesis
of BSH-modified tripeptides (BS-3R) from CI-3R.

2. Materials and Methods

Undecahydro-mercaptocloso-dodecaborate (NayB1,H;1SH; BSH) was purchased from
Katchem (Prague, Czechia). 9-Fluorenylmethyloxycarbonyl group (Fmoc)-derivatized super
acid labile-poly(ethylene)glycol (Fmoc-NH-SAL-PEG) resin, Fmoc-derived amino acids, Fmoc-
derived alkyl linkers, piperidine, O-(1H-benzotriazol-1-yl)-N,N,N’,N'-tetramethyluronium
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hexafluorophosphate (HBTU), N-methylmorpholine (NMM), trifluoroacetic acid (TFA) and
triisopropylsilane (TIPS) were purchased from Watanabe Chemicals (Hiroshima, Japan).
N,N’-Dimethylformamide (DMF), N-methyl-2-pyrrolidinone (NMP), diethyl ether, acetoni-
trile, triethylamine (TEA), dimethyl sulfoxide (DMSO) and dichloromethane (DCM) were
purchased from Fujifilm Wako Pure Chemical Corporation (Osaka, Japan). Chloromethyl-
carbonyloxysuccinimide (ClAc-OSu) was synthesized using a procedure described in
literatures (Figures S1 and S2) [31,32].

Twenty-four tripeptides consisting of a chloroacetyl group on the N-terminal, CI-3X,
Cl-2R, CI-1R and Cl-Cn-3R, were synthesized on Fmoc-NH-SAL-PEG resin by conventional
solid-phase peptide synthesis. Fmoc deprotection was performed with 20% piperidine in
DMF for 7 min at room temperature. After washing seven times with DMF, Fmoc-derived
amino acids and Fmoc-derived alkyl linkers were coupled with HBTU/NMM reagents for
50 min at room temperature. No capping step was performed. After the final step, ClAc-
OSu was bound with the elongated peptide chain in NMP on the resin and the resin was
washed with DCM and treated with 95% TFA, 2.5% water and 2.5% TIPS for 1.5 h at room
temperature. Crude peptides were precipitated in diethyl ether and washed with diethyl
ether until neutral pH was reached. The crude peptides were purified by reverse-phase high-
pressure liquid chromatography (HPLC) on a C18 preparative column (Cadenza 5CD-C18;
Imtakt, Japan) with buffer A (0.1% TFA in water) and buffer B (acetonitrile). Identification
of the peptides was performed using matrix-assisted laser desorption/ionization-time-of-
flight (MALDI-TOF) mass spectrometry (Shimadzu AXIMA Confidence) (see Supporting
Information: Figures S3-526) and HPLC using a C18 analytical column (Cadenza CD-C18;
Imtakt) and a linear gradient from 0% to 100% of B solvent. The detection was carried out at
230 nm and the flow rate was 1.0 mL/min (see Supporting Information: Figures 527-550).
Obtained chloroacetyl-modified tripeptides were reacted with BSH as shown in Figure 1B.
These tripeptides were dissolved in DMSO/water (=1/4 v/v) before 1.5 eq. BSH aqueous
solution was added to the peptide solution. TEA was further added to the mixture, the pH
in the solution was adjusted to 8 and the reaction mixture was stirred at room temperature.
A final concentration of the peptides in the reaction solution was 5.0 mM. Part of the
solution was taken out and HPLC was performed using a C18 analytical column (see
Supporting Information: Figures 551-574). For peptides whose reaction progress was
confirmed, the reaction was stopped by adding 0.5% TFA to the reaction solution until the
pH reached 4. The reaction mixtures were purified by preparative HPLC and identified
by MALDI-TOF mass spectrometry (Figures S75-584) and HPLC (Figures S85-594) in the
same manner as above.

3. Results and Discussion
3.1. Reactivity of BSH with CI-3X

First, we performed HPLC on the CI-3R/BSH reaction mixture and CIl-3A /BSH reac-
tion mixture (Figure 2). In HPLC of CI-3R before the reaction without adding BSH (0 min),
a peak derived from CI-3R was confirmed at a retention time of 8.8 min (Figure 2A). In
the HPLC at 30 min after adding BSH, the peak at 8.8 min disappeared and a new peak
appeared at 10.3 min. It was confirmed by MALDI-TOF mass spectrometry that the peak
at 10.3 min represented a reactant BS-3R (Figures S77 and S87). We also confirmed that
the obtained BS-3R was successfully delivered in cells (Figure S95). On the other hand,
in HPLC of CI-3A before the reaction, a peak at 9.3 min was observed, which was also
observed after 30 min; the other peak was not observed (Figure 2B). These results indicate
that the reaction of the chloroacetyl group with BSH is dramatically dependent on the
amino acid residues in the tripeptide. Therefore, we next investigated a reactivity of BSH
with chloroacetyl-modified tripeptides containing other amino acid residues.
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Figure 2. HPLC chromatograms of reaction mixtures of (A) Cl-3R and BSH, and (B) CI-3A and BSH
at 0 min (black broken lines) and after 30 min (red solid lines).

To investigate whether chloroacetyl group-modified tripeptides consisting of 17 stan-
dard amino acids (CI-3X; three standard amino acids, Cys, Met and Pro, were excluded
from this assay) react with BSH, we performed HPLC on each reaction mixture of tripep-
tides and BSH. The reactivity of tripeptides with BSH clearly differed depending on the
amino acid residues (Table 1 and Figures S51-567). Of the 17 amino acid residues, the
reaction proceeded with tripeptides containing basic amino acids Arg, Lys and His, but the
reaction did not proceed at all with the other 14 amino acid residues. These results indicate
that tripeptides containing basic amino acids play an important role in the progress of the
reaction with BSH. In other words, the results suggest that positively charged amino acid
residues electrostatically interact with negatively charged BSH to accelerate the reaction
between the chloroacetyl group and BSH. Therefore, we further investigated a relationship
between the number of positively charged amino acid residues in tripeptides and the
reaction of BSH with chloroacetyl groups.
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Table 1. Amino acid residues contained in chloroacetyl-modified tropeptides and whether the
reaction with BSH proceeded with them.

Tripeptides for Which the Reaction Tripeptides for Which the Reaction Did Not
Proceeded Proceed
BS-3X BSH/CI-3X
- X = Ala, Asp, Glu, Phe, Gly, Ile, Leu, Asn, Gln,
X =His, Lys, Arg Ser, Thr, Val, Trp, Tyr

3.2. Reactivity of BSH with CI-3R, CI-2R and CI-1R

If the progress of the reaction is caused by an electrostatic interaction between posi-
tively charged amino acid residues and negatively charged BSH, the reactivity is expected to
depend on the number of positively charged amino acid residues. Therefore, we performed
HPLC on reaction mixtures of tripeptides consisting of Arg/Ala mixed sequences and
BSH and plotted the conversion of the chloroacetyl-modified tripeptides to BSH-modified
tripeptides to assess the reactivities (Figure 3, Figures 568 and S69). CI-3R, a chloroacetyl-
modified tripeptide consisting of three sequential Arg residues, reached 100% conversion
after 30 min (black filled circles), whereas the conversion of Cl-2R, a chloroacetyl-modified
tripeptide containing two Arg residues with BSH, was 69%, showing a clear reduction.
Moreover, the conversions of CI-2R were 84% and 90% after 90 and 150 min, respectively
(red filled circles). Furthermore, the conversion of Cl-1R, a chloroacetyl-modified tripeptide
containing an Arg residue, was 29% after 30 min, 45% after 90 min and 54% after 150 min
(blue filled circles). These results show that the reactivity decreases as the number of posi-
tively charged amino acid residues (Arg) in the tripeptide decreases. In other words, the
results show that the chloroacetyl group in the tripeptide reacts with BSH via electrostatic
interaction of the amino acid residues with BSH.

100

80

60

40

Conversion (%)

20

0 30 60 90 120 150
Reaction time (min)

Figure 3. Time dependence of the conversion of CI-3R (black filled circles), Cl-2R (red filled circles)
and CI-1R (blue filled circles) to corresponding BSH-modified tripeptides.

3.3. Reactivity of BSH with CI-Cn-3R

If the reaction of BSH with the chloroacetyl group involves electrostatic interaction
of an adjacent basic peptide with BSH, the reaction is expected to depend on a distance
between the chloroacetyl group and the basic amino acid residues in the peptides. Therefore,
we assessed the conversion of Cl-Cn-3R, in which an alkyl linker was introduced between
the chloroacetyl group and triarginine, to BS-Cn-3R (Figure 4 and Figures S70-574). The
longer the carbon chain in the alkyl linker, the greater the distance between the chloroacetyl
group and triarginine is expected to be. Peptides with a glycine linker (C1) inserted between
triarginine and the chloroacetyl group, Cl-C1-3R, underwent a rapid reaction similar to that
of chloroacetyl-modified triarginine without a linker, CI-3R, and after 30 min of reaction,
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the conversion reached 100%. However, a peptide with insertion of a 3-alanine linker
(C2), CI-C2-3R, had conversion of only 27% after 30 min of reaction and 45% and 56%
after 90 and 150 min, respectively. These results indicate that the insertion of the C2 linker
dramatically reduced the promotion of the tripeptide’s reactivity with BSH, resulting in
reactivity similar to that of tripeptide containing one arginine. Cl-Cn-3R introduced with
C4, C7 and C11 linkers showed further reductions in reactivity with BSH. The rates of
conversion to reactant, BS-Cn-3R, after 150 min were 34%, 27% and 8%, respectively. These
results indicate that the reactivity decreases as the distance between the amino acid residues
and the reactive site increases. They also indicate that the reaction is promoted by the
gathering of BSH in the vicinity of the reactive site via electrostatic interaction between
BSH and basic amino acid residues.

100
e CI-C1-3R
0Cl-C2-3R
80 r ®Cl-C4-3R
®CI-C7-3R
60 | ©CI-C11-3R

Conversion (%)

0 30 60 90 120 150
Reaction time (min)

Figure 4. Time dependence of conversion of CI-Cn-3R to BS-Cn-3R. nn = 1 (black filled circles), n =2
(black open circles), n = 4 (red filled circles), n = 7 (blue filled circles) and n = 11 (green filled circles).

4. Conclusions

To assess the reactivity of Cl-3X to BSH, we evaluated the conversion of Cl-3Xs con-
sisting of various amino acid residues. The results showed that, when the basic tripeptide
is modified with the chloroacetyl group, the desired reaction proceeds. The reactivity of
Cl-3X to BSH depended on the number of basic amino acid residues in the tripeptide,
and the results suggested that the electrostatic interaction between the positively charged
amino acids in Cl-3X and the negatively charged BSH accelerates the reaction of Cl-3X
with BSH. Furthermore, we found that the reaction proceeds depending on the distance
created due to the introduction of the alkyl linker. In other words, these results revealed
that arginine is involved in the reaction of BSH with the chloroacetyl group, indicating
that an increasing number of cationic groups (Arg) and the proximity of the cationic group
to the chloroacetyl group accelerate this reaction. Although it is necessary to investigate
the effects of counter cations and solvents in order to reach detailed conclusions, based
on these findings, we considered that the reaction achieved by our method applied here
proceeds as follows (Figure 5). BSH has a negative charge of —2, and it is considered that
the reaction accelerates because of easier access to the chloroacetyl group (reactive site) in
the vicinity of the positively charged basic amino acid residue by electrostatic interaction
with the residues. In this study, unprotected BSH was used, unlike in Gabel’s protocol. It is
known that two functional molecules bind to BSH using the unprotected BSH. However,
we obtained no evidence that two CI-3Xs bound to BSH. Perhaps electrostatic repulsion
by the first positively charged tripeptide bound to BSH prevents the addition of another
tripeptide. This method requires the attachment of positive and negative charges to two
molecules to be conjugated, respectively, and could be applied to conjugating relatively
large molecules such as peptides. This work should help the development of new boron
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agents for BNCT, such as CPP and BSH conjugates. In the future, we plan to investigate the
cell killing effect of BSH-peptides obtained by this method.

Lack ofe/ecrrostatlc interaction

"D

Neutral or Acidic amino acid units

BSH

CI-CH,-

{Eﬁ

Nearby reactive site Electrostatic
interaction

9
cl- CH c @S-CHZ-C

Basic amino GCId units

Reactive srte in the distance

Cl- CH C

A/ky/ linker

Figure 5. Proposed schematic of the promotion of reactivity of chloroacetyl-modified peptide with
BSH by the basic amino acid residue close to the chloroacetyl group.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
:3390/pr10112200/s1,: Figure S1: 'H NMR spectrum of ClAc-OSu, Figure S2: 13C NMR spectrum
of ClAc-OSu, Figures S3-526: MALDI-TOF mass spectra of tripeptides, Figures 527-S50: RP-HPLC
charts of tripeptides, Figure S51-574: RP-HPLC charts of reaction mixture of BSH and tripeptide,
Figure S75-584: MALDI-TOF mass spectra of BSH peptides, Figure S85-594: RP-HPLC charts of
BSH peptides.

Author Contributions: Conceptualization, H.M.; Methodology, M.K,; Validation, M.K. and K.I;
Formal analysis, K.I.; Resources, H.M. and M.K,; Data Curation, K.I. and M.K.; Writing—Original
Draft, M.K,; Visualization, M.K.; Supervision, M.K.; Project administration, M.K.; Funding acquisition.
H.M. and M.K,; Investigation, N.Y. and K.I; Writing—Review and Editing, M.K. and K.I. All authors
have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

Barth, R.F.; Vicente, M.G.H.; Harling, O.K ; Kiger, W.S., IIL; Riley, K.J.; Binns, PJ.; Franz, M.; Wagner, EM.; Suzuki, M.; Aihara, T.;
et al. Current status of boron neutron capture therapy of high grade gliomas and recurrent head and neck cancer. Radiat. Oncol.
2012, 7, 146-166. [CrossRef] [PubMed]

Kato, I.; Ono, K.; Sakurai, Y.; Ohmae, M.; Maruhashi, A.; Imahori, Y.; Kirihata, M.; Nakazawa, M.; Yura, Y. Effectiveness of BNCT
for recurrent head and neck malignancies. Appl. Radiat. Isot. 2004, 61, 1069-1073. [CrossRef] [PubMed]

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, 213139-213158. [CrossRef]

Barth, R.F.; Mi, P,; Yang, W. Boron delivery agents for neutron capture therapy of cancer. Cancer Commun. 2018, 38, 1-15.
[CrossRef]

Lamba, M.; Goswami, A.; Bandyopadhyay, A. A periodic development of BPA and BSH based derivatives in boron neutron
capture therapy (BNCT). Chem. Commun. 2021, 57, 827-839. [CrossRef] [PubMed]

Michiue, H.; Sakurai, Y.; Kondo, N.; Kitamatsu, M.; Bin, F; Nakajima, K.; Hirota, Y.; Kawabata, S.; Nishiki, T.; 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] [PubMed]

Iguchi, Y.; Michiue, H.; Kitamatsu, M.; Hayashi, Y.; Takenaka, F,; Nishiki, T.; 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]



Processes 2022, 10, 2200 80f9

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Nakase, I.; Katayama, M.; Hattori, Y.; Ishimura, M.; Inaura, S.; Fujiwara, D.; Takatani-Nakase, T.; Fujii, L; 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]

Kitamatsu, M.; Nakamura-Tachibana, A.; Ishikawa, Y.; Michiue, H. Improvement of water solubility of mercaptoundecahydrodo-
decaborate (BSH)-peptides by conjugating with ethylene glycol linker and interaction with cyclodextrin. Processes 2020, 9, 167.
[CrossRef]

Kimura, S.; Masunaga, S.; 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. Bioorg. Med. Chem.
2011, 19, 1721-1728. [CrossRef]

Ol’shevskaya, V.A.; Alpatova, V.M.; Radchenko, A.S.; Ramonova, A.A.; Petrova, A.S.; Tatarskiy, V.V.; Zaitsev, A.V.; Kononova,
E.G.; Ikonnikov, N.S.; Kostyukov, A.A.; et al. -Maleimide substituted meso-arylporphyrins: Synthesis, transformations,
physico-chemical and antitumor properties. Dyes Pigm. 2019, 171, 107760-107773. [CrossRef]

Chen, J.; Yang, Q.; Liu, M.; Lin, M.; Wang, T.; Zhang, Z.; Zhong, X.; Guo, N.; Lu, Y,; Xu, J.; et al. Remarkable boron delivery of
iRGD-modified polymeric nanoparticles for boron neutron capture therapy. Int. J. Nanomed. 2019, 14, 8161-8177. [CrossRef]
[PubMed]

Nakase, I.; Aoki, A.; Sakai, Y.; Hirase, S.; Ishimura, M.; Takatani-Nakase, T.; Hattori, Y.; Kirihata, M. Antibody-based receptor
targeting using an Fc-binding peptide-dodecaborate conjugate and macropinocytosis induction for boron neutron capture therapy.
ACS Omega 2020, 5, 22731-22738. [CrossRef] [PubMed]

Ol’shevskaya, V.A.; Alpatova, V.M.; Makarenkov, A.V.; Kononova, E.G.; Smol’yakov, A.F,; Peregudov, A.S.; Rys, E.G. Synthesis
of maleimide-functionalized carboranes and their utility in Michael addition reactions. New ]J. Chem. 2021, 45, 12159-12167.
[CrossRef]

Smith, S.W. Chiral toxicology: It's the same thing ... only different. Toxicol. Sci. 2009, 110, 4-30. [CrossRef] [PubMed]
Nakamura, H.; Ueno, U.; Lee, ].D.; Ban, H.S; Justus, E.; Fan, P.; Gabel, D. Synthesis of dodecaborate-conjugated cholesterols for
efficient boron delivery in neutron capture therapy. Tetrahedron Lett. 2007, 48, 3151-3154. [CrossRef]

Justus, E.; Awad, D.; Hohnholt, M.; Schaffran, T.; Edwards, K.; Karlsson, G.; Damian, L.; Gabel, D. Synthesis, liposomal
preparation, and in vitro toxicity of two novel dodecaborate cluster lipids for boron neutron capture therapy. Bioconjugate Chem.
2007, 18, 1287-1293. [CrossRef]

Lee, ].D.; Ueno, M.; Miyajima, Y.; Nakamura, H. Synthesis of boron cluster lipids: Closo-dodecaborate as an alternative hydrophilic
function of boronated liposomes for neutron capture therapy. Org. Lett. 2007, 9, 323-326. [CrossRef]

El-Zaria, M.E.; Nakamura, H. New strategy for synthesis of mercaptoundecahydrododecaborate derivatives via click chemistry:
Possible boron carriers and visualization in cells for neutron capture therapy. Inorg. Chem. 2009, 48, 11896-11902. [CrossRef]
Stogniy, M.Y.; Sivaev, 1.B.; Petrovskii, P.V.; Bregadze, V.I. Synthesis of monosubstituted functional derivatives of carboranes from
1-mercapto-ortho-carborane: 1-HOOC(CHj)nS-1,2-CB1gH1; and [7-HOOC(CH;)nS-7,8-CoBgHj1 |- (n = 1-4). Dalton Trans. 2010,
39, 1817-1822. [CrossRef]

Kusaka, S.; Hattori, Y.; Uehara, K.; Asano, T.; Tanimori, S.; Kirihata, M. Synthesis of optically active dodecaborate-containing
L-amino acids for BNCT. Appl. Radiat. Isot. 2011, 69, 1768-1770. [CrossRef]

Hattori, Y.; Kusaka, S.; Mukumoto, M.; Uehara, K.; Asano, T.; Suzuki, M.; Masunaga, S.; Ono, K.; Tanimori, S.; Kirihata, M.
Biological evaluation of dodecaborate-containing L-amino acids for boron neutron capture therapy. J. Med. Chem. 2012, 55,
6980-6984. [CrossRef] [PubMed]

Nakamura, H.; Ueda, N.; Ban, H.S.; Ueno, M.; Tachikawa, S. Design and synthesis of fluorescence-labeled closo-dodecaborate
lipid: Its liposome formation and in vivo imaging targeting of tumors for boron neutron capture therapy. Org. Biomol. Chem.
2012, 10, 1374-1380. [CrossRef] [PubMed]

Asano, R.; Nagami, A.; Fukumoto, Y; Miura, K.; Yazama, F.; Ito, H.; Sakata, I; Tai, A. Synthesis and biological evaluation of new
BSH-conjugated chlorin derivatives as agents for both photodynamic therapy and boron neutron capture therapy of cancer. J.
Photochem. Photobiol. B Biol. 2014, 140, 140-149. [CrossRef] [PubMed]

Genady, A.R; Ioppolo, J.A.; Azaam, M.M.; El-Zaria, M.E. New functionalized mercaptoundecahydrododecaborate derivatives for
potential application in boron neutron capture therapy: Synthesis, characterization and dynamic visualization in cells. Eur. J. Med.
Chem. 2015, 93, 574-583. [CrossRef]

Worm, D.J.; Els-Heindl, S.; Kellert, M.; Kuhnert, R.; Saretz, S.; Koebberling, J.; Riedl, B.; Hey-Hawkins, E.; Beck-Sickinger, A.G. A
stable meta-carborane enables the generation of boron-rich peptide agonists targeting the ghrelin receptor. J. Pept. Sci. 2018, 24,
€3119. [CrossRef]

Mochizuki, M.; Sato, S.; Asatyas, S.; Lesnikowski, Z.J.; Hayashi, T.; Nakamura, H. Raman cell imaging with boron cluster
molecules conjugated with biomolecules. RSC Adv. 2019, 9, 23973-23978. [CrossRef]

Worm, D.]J.; Hoppenz, P; Els-Heindl, S.; Kellert, M.; Kuhnert, R.; Saretz, S.; Kébberling, ]J.; Riedl, B.; Hey-Hawkins, E.; Beck-
Sickinger, A.G. Selective neuropeptide Y conjugates with maximized carborane loading as promising boron delivery agents for
boron neutron capture therapy. J. Med. Chem. 2020, 63, 2358-2371. [CrossRef]

Takeuchi, K.; Hattori, Y.; Kawabata, S.; Futamura, G.; Hiramatsu, R.; Wanibuchi, M.; Tanaka, H.; Masunaga, S.; Ono, K.; Miyatake,
S.; et al. Synthesis and evaluation of dodecaboranethiol containing kojic acid (KA-BSH) as a novel agent for boron neutron
capture therapy. Cells 2020, 9, 1551. [CrossRef]



Processes 2022, 10, 2200 90f9

30. Kubasov, A.S.; Turyshev, E.S.; Novikov, I.V.; Gurova, O.M.; Starodubets, P.A.; Golubev, A.V.; Zhizhin, K.Y.; Kuznetsov, N.T.
Theoretical and experimental comparison of the reactivity of the sulfanyl-closo-decaborate and sulfanyl-closo-dodecaborate
anions and their mono-S-substituted derivatives. Polyhedron 2021, 206, 115347-115356. [CrossRef]

31. Woods, M.; Sherry, A.D. An improved and versatile synthetic route to 6,7:13,14-dibenzo-1,8,4,11-dioxadiazacyclotetradecane.
Inorg. Chim. Acta. 2003, 351, 395-398. [CrossRef]

32. Kawamura, A.; Miinzel, M.; Kojima, T.; Yapp, C.; Bhushan, B.; Goto, Y.; Tumber, A.; Katoh, T.; King, O.N.F,; Passioura, T.; et al.
Highly selective inhibition of histone demethylases by de novo macrocyclic peptides. Nat. Commun. 2017, 8, 14773-14782.
[CrossRef] [PubMed]


http://www.tcpdf.org

