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Alditols in complex with boronophenylalanine for
improving aqueous solubility for boron neutron
capture therapy
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Boron neutron capture therapy (BNCT) aimed at treating brain tumors is deteriorated by the poor

aqueous solubility of the BNCT agent, boronophenylalanine (BPA). Solubilizers, such as sorbitol, manni-

tol and xylitol and their mixing formulas, the storage temperature and time, acid adjusters, and antioxi-

dants, as well as lyophilization conditions were studied. HPLC, 1H-NMR, and scanning electron

microscopy (SEM) were used to investigate the alditol–BPA samples. HPLC results showed that the

stability of sorbitol–BPA samples improved when the antioxidant Na2S2O5 was used, 98.25 ± 0.31% vs.

94.37 ± 1.24%, P < 0.05. The osmolality ratio of sorbitol–BPA, 0.83 ± 0.03, was lower than that of

saline, 1.0, making it physiologically compatible. SEM results of the lyophilized samples showed a pro-

portion of sorbitol–BPA vs. H2O in a molar ratio of 1 : 10. Sorbitol was the best solubilizer according to

the 1H-NMR-derived integral ratio in the decreasing order of sorbitol–BPA, mannitol–BPA, fructose–

BPA and xylitol–BPA with the values of 12.15 ± 1.30, 6.65 ± 0.61, 6.13 ± 1.90 and 4.77 ± 0.72, P <

0.05, respectively. The antioxidant Na2S2O5 improved the stability of sorbitol–BPA at 25 °C according

to the 1H-integral ratio of 17.60 ± 2.15 vs. 12.67 ± 1.62, P = 0.10. The differences were not statistically

significant. From both the HPLC and 1H-integral results, sorbitol emerges as the optimal solubilizer for

PBA for further in vivo studies.

1. Introduction

Boron neutron capture therapy (BNCT) is a binary technology
for treatment of tumors, mostly for recurrent brain tumors.1,2

The enriched 10B atom is covalently bonded to bioactive mole-
cules. Once they accumulate in the tumor lesion, the sub-
sequent bombardment of the epithermal neutrons from an
external beam source can produce fused unstable 10B particle
composites. Such a composite can split into two particles with
linear energy transfer. The two highly energetic particles of 7Li
and the alpha ion (4He+) can damage the surrounding tumor
cells within a cell-diameter range.1,3–7

BNCT agents require (1) low intrinsic toxicity, (2) high tumor
uptake (∼20–50 μg 10B), (3) selective uptake in tumors with a
ratio greater than 3 and (4) relatively rapid clearance from blood
and normal tissues.2 Boron clusters or boron cages, such as

BSH and nanoparticles, are used to coordinate boron atoms for
delivery.8–10 These conjugates are advantageous because of their
higher loading of 10B atoms. Significant damage to the tumor
cells would be possible if they can be targeted to the tumor
cells. Evaluation of the delivery efficiency in vivo is important
for modifying the molecular targeting.11,12 When examining the
tumor types on a clinical basis, brain tumors might be an
obstacle for these big particles to freely transport across the
blood–brain barrier.13 Such a barrier is also a big obstacle for
small molecules. Only very few of them can be developed as
pharmaceuticals for brain tumor therapy.

Among the BNCT agents studied so far, boronophenylala-
nine (BPA) is the most advanced in the preclinical stage
(Fig. 1).2,14–16

Fig. 1 Two potential degraded metabolites, tyrosine and phenylalanine,
are used as authentic standards to analyze the HPLC chromatograms of
the lyophilized alditol-BPA samples stored over various timelines.
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Serving as one of the essential amino acid nutrients for
brain metabolism, phenylalanine is an ideal vehicle for deli-
vering boron-10 atoms for targeting BNCT. Being structurally
similar to phenylalanine, BPA may cross the BBB through the
LAT-1 transporter, a membrane protein abundantly over-
expressed in brain tumors.14 However, due to its poor aqueous
solubility (1.6 g L−1), a sufficient amount of 10B atoms (900 mg
kg−1) is barely achieved during clinical treatment of a patient.
Hence, fructose is used as a complexing agent with the diol
groups of BPA through dehydration to attain the above concen-
tration requirement (Fig. 2 and 3). The limited shelf life of
fructose–BPA is a drawback. For example, the solution formu-
lation can last for 12 days in storage in the dark at room temp-
erature or 2–8 °C.17,18 Moreover, its equilibrated open keto or
aldehyde form is readily attacked by amino groups of other
proteins in vivo. This may alter its physiological function and
result in unexpected biological side effects, e.g. lactic acidosis
and even fatalities.

Hence, without forming anomers, the alditols produced
from reduced aldoses would be an alternative candidate
(Fig. 2).

For the purpose of applying the formulation of BPA in
humans, a pH value of 7.4 is required to meet physiological
conditions. Inorganic acids such as HCl are mostly used to
adjust the alkalinity when preparing the sample of fructose–
BPA. Organic acids, such as gluconic acid and sialic acid, with
both carboxylic acid and polyhydroxy groups, exert both com-
plexation and pH adjustment. These dual functionalities may
reduce the amount of reagent required for solubilization,
thereby reducing the osmolality.

2. Materials and methods
2.1 General

AVortex Genie 2 was used for the 60 mg-scale preparation. A lab-
oratory magnetic stirrer at 1000 rpm or higher was used for one-
gram and 3-gram scale preparations. All alditols, BPA, reagents
and HPLC solvents were purchased from Acros (Geal, Belgium)
and Alfa (Binfield, Berkshire, UK). NMR spectroscopy, including
1H-NMR (500 MHz), was performed on a Bruker Avance
500 MHz instrument (Bruker, Germany). The deuterated-solvent
D2O employed for NMR spectroscopy was purchased from
Aldrich (St. Louis, MO, USA). The HPLC system comprised an
Agilent 1100 series quarternary pump G1311A, which is coupled
with a column Chemcopack Chemcosorb 7-ODS-H 5 μm 10 ×
250 mm and equipped with a stand of the G1328B manual
injector and Rheodyne injector 7725i with a 500 μL loop. The
sample was eluted through a UV detector G1314A with a flow
cell G1314-60086 4 MPa at 260 nm using isocratic eluents: 80%
CH3OH (aq.) at a flow rate of 3 mL min−1.

Osmotic pressure measurement was performed using
Advanced Instruments, Model 3320 Osmometer at Institute of
Biological Medicine, Industrial Technology Research Institute,
Taiwan. Scanning electron microscopy was performed using a
High Resolution Thermal Field Emission Scanning Electron
Microscope JEOL, JSM-7610F at National Tsinghua University.
Graphpad prism V was used to generate the statistical data.
Student’s t-test and analysis of variance (ANOVA) models were
used for two and more than two groups of data and the
P-value of 0.05 was set as the standard. P values were provided
in some cases when larger standard deviation was obtained.

2.2 BPA–saccharide complex preparation

2.2.1 60 mg-scale preparation. To an Eppendorf tube
(5 mL) was added an aliquot of 2 mL of 0.15 N NaOH (aq.) and
BPA (60 mg), sequentially. The mixture was vigorously vibrated
at full-scale power for 2 min using a vortex shaker. After
adding 64 mg of alditols, the full-scale vibration was continued
for 10–15 min. The solution concentration was controlled at
3.0% W/V for BPA and at 3.2% W/V for alditols. The mixture
with an initial pH of 8.5 was first adjusted to 8.0 by adding 6 N
HCl (1–8 μL) and subsequently through additional 3 N HCl
(∼15 μL) to the desired pH values 7.6, 7.4, 7.2 and 7.0, respect-
ively. After filtration using a 0.22 μm membrane filter, the fil-
trate was transferred to another Eppendorf tube (5 mL) for sub-
sequent immersion in a Dewar flask containing liquid N2 for
5 min. The frozen sample was lyophilized under 0.1 Pa at
20 °C for 18 h and at 25 °C for 6 h (Fig. 4). The yield was 75%.
The workflow can be found in the SI.

2.2.2 One-gram protocol. To a wide-neck PP bottle (50 mL)
were added NaOH (0.15 N, 40 mL), BPA (1.2 g) and the alditols
(1.28 g), sequentially. Stirring was performed with a magnetic
stirrer in a full power mode using 1000 rpm or more. The acid
portions of 6 N HCl (75 μL) and 3 N HCl (20 μL) were used,
respectively. The filtration was performed with a PTFE mem-
brane filter, 0.20 μm with 47 mm ID. The filtrates were distribu-
ted over 4 PP bottles (50 mL) and the subsequent lyophilization

Fig. 2 Saccharide and its reduced forms used for this complexation
and the dissolution study.

Fig. 3 Reported formation of the fructose–BPA complex for improving
aqueous solubility.19,20

Paper RSC Pharmaceutics

248 | RSC Pharm., 2026, 3, 247–255 © 2026 The Author(s). Published by the Royal Society of Chemistry

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

8 
N

ov
em

be
r 

20
25

. D
ow

nl
oa

de
d 

on
 4

/7
/2

02
6 

12
:2

9:
09

 A
M

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5pm00180c


was performed as described above. The setup can be found in
the SI. A white soft solid was obtained in 82.8% yield (2.05 g).

2.2.3 3-Gram scale protocol. To a 250 mL wide-neck pp
bottle were added NaOH (aq., 0.15 N, 100 mL), BPA reagent
(3 g) and the alditols (3.2 g), sequentially. Stirring was also per-
formed with a magnetic stirrer at a full power mode with at
least 1000 rpm. The acid portion of 6 N HCl (245 μL) was used
straightforwardly to attain pH = 7.4. Filtration was performed
with a PTFE membrane filter, 0.20 μm with 47 mm ID. The fil-
trates were distributed over 10 PP bottles (50 mL). The lyophili-
zation procedure was the same as above, and a white solid was
obtained in 82.2% yield (5.1 g).

2.2.4 Dual formula preparation. The preparation is the
same as that performed for 2.2.1. To an Eppendorf tube (5 mL)
were added an aliquot of 2 mL of 0.15 N NaOH (aq.) and BPA
(60 mg), sequentially. The mixture was vigorously vibrated
using full-scale power for 2 min using a vortex shaker. After
adding 64 mg of alditols in the desired mixing ratio, the full-
scale vibration was continued for 10–15 min. The subsequent
procedure followed that of section 2.2.1.

2.3 Auxiliary formulation

The procedure was the same as that used for 60 mg-scale
preparation. A stock solution of sialic acid was prepared from
1 g sialic acid (SA) in H2O (5 mL). The acidity was approxi-
mated to be about 2 M comparable to 3 N HCl. Commercial
gluconic acid (GA) obtained as a solution in 6.4 M was directly
used. After the alkaline mixture turned clear, an inorganic acid
solution of 6 N HCl was added first to the mixture to reach pH
8.0. SA or GA were added until the desired pH values of 7.6, 7.4
7.2 and 7.0 were obtained (∼30 μL).

In the preparation using an antioxidant, Na2S2O5 was pre-
pared in a concentration of 5 g per 100 mL (aq.) and 4 μL was
added to the solution whose pH has been adjusted. In the case
of ascorbic acid, the same concentration of 5 g per 100 mL
and the same volume (4 μL) were used.

2.4 High-performance liquid chromatography (HPLC)
preparation

The suspected degraded byproducts, tyrosine and phenyla-
mine, were confirmed in each chromatography. These auth-

entic samples were prepared in 5 mg per 0.5 mL. Two aliquots
(5 and 10 μL) were intentionally mixed with the alditol–BPA
samples for injection, respectively. The identities of the
unknown peaks from alditol–BPA could be confirmed. The
same method was also applied to the other potentially
degraded byproduct, tyrosine. Alditol–BPA samples may show
broadened peaks due to tailoring in the case of xylitol–BPA.
Such a sample might be due to the hardened appearance after
storage. We also noted a pH increase from 0.2 to 0.4 after dis-
solution. HPLC results of a two-component formula such as
SA/sorb–BPA showed asymmetric peak patterns. This did not
seriously disturb the identification of the byproducts. The
baselines of the chromatograms all appeared reasonably.

3. Results and discussion

We studied the factors that may affect the preparation, the dis-
solution, and the physical and chemical properties of BPA
samples. Solubilizers such as three alditols and their mixing
formulas, the storage temperature and time, acid adjusters
and antioxidants as well as lyophilization protocols are the
issues to be studied.

The physical appearance of the lyophilized samples after
storage and dissolution was also compared with the chromato-
graphic and spectroscopic data from HPLC and 1H-NMR. In
addition, scanning electron microscopy (SEM) was also used to
investigate the network of the lyophilized samples.

Improving the solubility of BPA using alditols such as man-
nitol and sorbitol has been reported.18,21 The side effects were
also noted. For example, mannitol was associated with diur-
esis. Its 2-epimer, sorbitol, with relatively high osmotic
pressure may limit the loading of more boron atoms.21,22

Therefore, osmotic pressure of our samples was measured to
evaluate their physical compatibility.

During lyophilization, the conventional precooling con-
ditions at −78 °C through indirect gas–liquid contact were
time-consuming.23 The straightforward immersion into liquid
N2 solution via liquid–liquid direct contact can shorten the
precooling time. Subsequent lyophilization was performed
under 0.1 Pa at 20 °C for 18 h and 25 °C for 6 h (Fig. 4). The
present laboratory-scale lyophilization makes the procedure
facile.

3.1 Physical chemical description of the samples after
lyophilization, storage and dissolution

In general, the lyophilized samples after storage for more than
3 months could be dissolved in H2O within 1 min. Some
examples such as the room-temperature-stored xylitol–BPA
samples with a solidified appearance were difficult to break.
They required a longer dissolution time, ca. 1–3 min, com-
pared with sorbitol–BPA in less than 15 s. The solution state
could last for 2 days without precipitation. These lyophilized
samples were found to degrade into two byproducts i.e. tyro-
sine and phenylalanine (Fig. 1). HPLC was used to analyze
these degraded byproducts. The HPLC chromatograms indi-

Fig. 4 Lyophilization conditions employed for the formation of alditol–
BPA complexes.
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cated their gradual increase, as shown in Fig. 5 and SI,
Table S12.

The boron content of the lyophilized samples was further
analyzed by inductive coupled plasma mass analysis (ICP-MS).
The boron was preserved in 80–90% compared to the samples
prior to the preparation (data not shown). The loss of boron
might be due to the filtration procedure for sterilization before
lyophilization.

3.2 HPLC analyses

The HPLC data showed that sorbitol–BPA samples stored at
−20 °C might be better than those stored at 25 °C, 97.17 ±
0.48% vs. 94.37 ± 1.24%, P = 0.18 (Fig. 6). These differences are
not statistically significant. The antioxidant Na2S2O5 did
improve the stability of the sorbitol–BPA group at 25 °C from
98.25 ± 0.31% vs. 94.37 ± 1.24%, P < 0.05 (Fig. 7).

When both the antioxidant and lower storing temperature
of −20 °C were employed, the intact form in 96.36 ± 0.72% was

not better than that at 25 °C, 98.25 ± 0.31%, P < 0.05.
Synergistic effects were not obtained. Although ascorbic
acid (AA) was better than Na2S2O5 from 99.56 ± 0.11% vs.
98.25 ± 0.31%, P < 0.05, the relatively short storage of 47–81
days vs. 224 days may not be sufficient to judge the results.
Similar results will be discussed in the section of 1H-NMR
study.

Acid adjusters using sialic acid might be better than the in-
organic acid HCl, 98.38 ± 0.53% vs. 97.17 ± 0.48%, P = 0.15
(Fig. 8). However, these differences are not statistically signifi-
cant. 6.4 M gluconic acid was better than sialic acid according
to 99.02 ± 0.31% vs. 98.38 ± 0.53%, P = 0.36.

All these samples exhibited significant stabilities with less
than 5% degraded byproducts after storage for 90–180 days. In
addition, after a longer storage for more than 270 days, sorbi-
tol–BPA preserved more intact fraction, 94–97%.

Fig. 8 HPLC results of sorbitol–BPA samples. Intact BPA% remained
after using organic acid adjusters. 97.17 ± 0.48%, 98.38 ± 0.53%, 99.02
± 0.31%, P = 0.06 (from left).

Fig. 5 Stability analysis of the BPA–alditol mixture through HPLC. The
intact BPA and degraded byproducts tyrosine and phenylamine are
shown. Antioxidation: Na2S2O5, RT: room-temperature storage, −20 °C:
−20 °C storage, −82 °C: freezing was performed at −196 °C unless
specified, § Sorb: sorbitol, SA: sialic acid, Xyl: xylitol, Man: mannitol, Fru:
fructose, GA: gluconic acid, AA: ascorbic acid as the antioxidant, dual
formula: sorbitol + sialic acid ranging from 2 : 1 to 7 : 1, sorbitol + xylitol
ranging from 1 : 2 to 3 : 1 and sorbitol + mannitol ranging from 2 : 3 to
4 : 1.

Fig. 6 HPLC results of the sorbitol–BPA samples. Comparison of the
intact BPA samples after storage at −20 °C for 250 days and at 25 °C for
221 days, 97.17 ± 0.48% vs: 94.37 ± 1.24%, P = 0.18.

Fig. 7 HPLC results of the alditol–BPA samples. Comparison of the
intact BPA% by examining the antioxidation effect, 98.25 ± 0.31, 99.56 ±
0.11, 96.36 ± 0.72%, 95.14 ± 1.92%, 94.37 ± 1.24, P < 0.05 (from left).
anti: Na2S2O5 as the antioxidant, AA: ascorbic acid as the antioxidant.
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3.3 Osmotic pressure analysis

Osmolality measurement results are shown in Fig. 9 and SI,
Table S13. In general, the solution of these samples exerted a
lower osmotic pressure ratio than that of saline, 0.49–0.99 vs.
1.0. Even in the group of double concentrated samples, the
osmotic pressure ratio of 1.7–1.8 was still less than the
expected ratio of 2.0 (data not shown). Notably, the xylitol–BPA
group exhibited larger osmolality when compared with sorbi-
tol–BPA and mannitol–BPA at −20 °C storage, 0.97 ± 0.11 vs.
0.83 ± 0.03 vs. 0.82 ± 0.03, P = 0.24. However, these differences
are not statistically significant. The finding was consistent
with the inferior solubility of xylitol–BPA when dissolving the
rock-like samples after storage for more than one month. The
overall smaller osmolality ratio of 0.50–0.99 indicates the prac-
ticality of using the present protocol.

3.4 Morphological description

Field-emission scanning electron microscopy (SEM) was per-
formed on a JEOL JSM-7610F at an acceleration voltage of 15.0
kV at magnifications ranging from 200 to 2500 fold. As dis-
played in Fig. 10a–j and a zoom-in image in Fig. 11, numerous
holes were distributed over plastic-like plates. Notably, an irre-
gular layer was also observed. These holes are suggested to be
the water molecules evacuated after freeze-drying.

3.5 1H-NMR study

All the lyophilized samples were prepared in D2O for sub-
sequent 1H-NMR experiment (Fig. 12).

Pure BPA samples were not soluble in D2O and only precipi-
tates were observed. Two larger peaks at 7.15 and 7.45 ppm are
different from those of the free form, 7.25 and 7.65 ppm. The
downfield is suggested to be the electron donating effect
through the three erythro alkoxy groups and the anionic boron
atom. The conjugated complex disrupts the BPA–BPA hydrogen
bonding, thereby inducing a new hydrogen bond between the

Fig. 9 Bart chart of the osmotic pressure ratios of the BPA–saccharide
lyophilized samples after dissolution.

Fig. 10 The micrographs of the lyophilized alditol–BPA samples were
obtained through scanning electron microscopy (SEM). Various zoom-in
graphs were produced at a 200–2500 fold magnification. Samples
obtained from conditions such as semipreparation (a and j), precooling
at −82 °C (f ) and dual-component formula (a, g–i) were employed.
Numerous holes distributed over these plastic-like plates are suggested
to be the space occupied by water molecules when evacuated after
lyophilization.
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complex of sorbitol–BPA and H2O. Therefore, the ratio of aro-
matic 1H-integrals of sorbitol–BPA vs. BPA can be regarded as
an index of the aqueous solubility. The 1H-integral ratio of the
complexing conjugate alditol–BPA vs. free BPA is summarized
in Fig. 13 and SI, Table S14.

Data of sorbitol–BPA, mannitol–BPA, xylitol–BPA and fruc-
tose–BPA from 25 °C and −20 °C storage were averaged to afford
the integral ratios of 12.15 ± 1.30%, 6.65 ± 0.61%, 4.77 ± 0.72%
and 6.13 ± 1.90%, P < 0.05, respectively (Fig. 14). The highest
ratio of sorbitol–BPA is also in agreement with the dissolution
finding. The solution state of sorbitol–BPA remains the longest.

The antioxidant Na2S2O5 improved the stability of sorbitol–
BPA at 25 °C, 17.60 ± 2.15 vs. 12.67 ± 1.62, P = 0.10 (Fig. 15).
But the antioxidation effect was not significant at −20 °C,
10.67 ± 2.12 vs. 11.37 ± 2.39, P = 0.84. Similar to the former

HPLC results, the synergistic effect was not obtained. Ascorbic
acid (AA) also benefited the complex formation, 14.68 ± 1.07
vs. 12.67 ± 1.62, P = 0.53. The differences from the three
examples are not statistically significant.

As shown in Fig. 16, the two organic acid adjusters i.e.
sialic acid (SA) and gluconic acid (GA) both can improve the
complexing ratio of BPA–sorbitol, 14.01 ± 2.71 vs. 12.36 ± 0.33
vs. 11.37 ± 2.39, P = 0.70. However, these differences are not
statistically significant. The dual-component formula did not
improve the complexation ratio (Fig. 17).

From these comparisons, sorbitol exerts the best complexa-
tion with BPA.

As shown in Fig. 18a, sorbitol complexed with BPA in a
stable conformation. Not only the threo OH groups were
involved in forming the tetrahedral borate, but also the flexible
backbone allowed an additional hydrogen bonding between

Fig. 11 The microstructures of Fig. 10j are envisaged as the polymer-
ized plate formed by larger BPA–sorbitol molecular chains accompanied
by the holes of water evacuated. A molar ratio of 10 for H2O vs. BPA–
sorbitol was assumed.

Fig. 12 Different chemical shifts of sorbitol–BPA from that of free BPA
in aromatic regions are specified.

Fig. 13 The overall comparison of the 1H-integral ratio of the alditol–
BPA samples from this study. Bar chart of these 1H-integral ratios for
alditol–BPA samples was prepared under various conditions.

Fig. 14 Complexation ratios were affected through solubilizers. The
1H-integral ratio of solubilizer–BPA to free BPA from −20 °C and 25 °C-
stored samples, 12.15 ± 1.30, 6.65 ± 0.61, 4.77 ± 0.72 and 6.13 ± 1.90, P
< 0.05 (from left).
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carboxylate and alcohol. A similar interaction also took place
in xylitol–BPA (Fig. 18b). The shorter backbone, however,
restricted the free rotation and limited an optimal hydrogen
bonding.

Whereas the dissolution could be assisted through fructose and
alditols, the role played by sialic acid has been barely reported in
the literature. A study of complexation between phenyl boric acid
(PBA) (Fig. 18c and d) and SA indicates that both the associated
conjugates of trigonal planar boric ester (Fig. 18e) and tetrahedral
borate (Fig. 18f) were obtained at pH from 2 to 9.24 In our work,
the pH of around 8.5 was used to generate alditol–BPA conjugates.
Hence, the adjustment of pH using organic acids such as SA
might yield similar results (Fig. 19a, II and III). Because the
alanine side chain in BPA contains biphasic groups at physiologi-
cal pH, an additional conjugate might be present (Fig. 19a, I).

Fig. 15 The effects of antioxidants, Na2S2O5 (anti) and ascorbic acid
(AA), on the complexation ratio of sorbitol–BPA are compared, 17.60 ±
2.15, 14.68 ± 1.07, 10.67 ± 2.12, 12.67 ± 1.62, 11.37 ± 2.39, P = 0.20
(from left).

Fig. 16 Acid adjusters, sialic acid and gluconic acid affect the sorbitol–
BPA complexing ratio, 14.01 ± 2.71, 12.36 ± 0.33, 11.37 ± 2.39, P = 0.70
(from left).

Fig. 17 Comparison of 1H-integral in the dual-component formula in
the complexation study, 12.67 ± 1.62, 11.08 ± 0.43, 11.59 ± 1.03, 9.75 ±
0.75, P = 0.24 (from left).

Fig. 18 Simulated sketch of the both (a) sorbitol–BPA and (b) xylitol–
BPA showed energy minimization via extra hydrogen bond formation in
addition to the covalent tetraborate formation through dehydration. The
estimated complexation is obtained from software Chemdraw
MM2 mode. Literature work shows the complexing modes of (c) phenyl
boric acid (PBA) and (d) phenyl borate (PB) with sialic acid to form the
conjugate, (e) PBA–SA and (f ) PB–SA, respectively.

Fig. 19 (a) Energy minimization through software Chemdraw
MM2 mode to derive the optimal molecular interaction between sialic
acid and BPA complex (I). The conjugates (II) and (III) were hypothesized
according to the literature study of phenyl boric acid and simplified
phenyl borate. (b) No conjugate could be formed according to the
literature.
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Under alkaline conditions (pH > 9), the ionic tetrahedral
borate could not form an SA complexing conjugate according
to the reported work (Fig. 19b).24 Complexes II and III were
thought to be minor because either BPA–BPA or SA–BPA (I)
conjugate exerts stronger dipole–dipole interactions. These
can be evidenced from the abovementioned literature
examples where only the simplified boric acid benzene was
chosen as a probing model. The alanine biphasic group would
complicate the study. Although alanine-containing BPA had
been probed, only meta-BPA but not the para isomer was
employed. Para-BPA induced much stronger BPA–BPA inter-
actions. Hence, the weak interaction of meta-BPA–meta-BPA
was easily disrupted by forming a hydrogen bond with H2O.
The aqueous solubility was improved by 100-fold compared
with the para-isomer.12,25 Moreover, in their study, the carboxy
group was intentionally protected as an ester form to minimize
the undesired dipole–dipole interaction.26

4. Conclusions

Alditols including sorbitol, mannitol and xylitol are complexed
with BPA for improving its aqueous solubility. Among them,
sorbitol–BPA exerts the highest 1H-integral ratio. Dissolution
results also show that sorbitol–BPA is the most aqueous-
soluble formulation.

The samples stored at −20 °C are better than those stored at
room temperature in view of the long-term storage stability from
HPLC analysis. These were evidenced from instantaneous dis-
solution and durability of the solution state as well as their physi-
cal appearance. Such a finding is also in agreement with the data
from the 1H-NMR study. Moreover, antioxidants such as Na2S2O5

and ascorbic acid may improve the stability from both HPLC ana-
lysis and the 1H-NMR study, whereas the differences are not stat-
istically significant. Organic acid adjusters i.e. sialic acid and glu-
conic acid can increase the complexation ratio.

In general, all the alditol–BPA samples exert lower osmotic
ratios than that of saline 0.55–0.99 vs. 1.0. Xylitol–BPA is the
highest one with a ratio of 0.99 ± 0.11 compared with that of
sorbitol–BPA, 0.83 ± 0.03. Thus, the smaller osmotic pressure
allows more dosage of BPA for loading. For example, the
double-loading sorbitol–BPA combination at a concentration
of 6.0% W/V provides an osmotic ratio of 1.70–1.80 lower than
the expected ratio of 2, as shown in SI, Table S5. The current
concentrated-acid-adjusting conditions give a lower osmotic
pressure ratio of 0.8–1.0.

SEM results also showed that the complex of sorbitol–BPA
produced more holes over the plastic-like microstructures.
This may facilitate spontaneous water absorption during the
dissolution stage.

Structural modeling using MM2 mode suggests that the
longer backbone of sorbitol forms an optional hydrogen bond
with BPA. Xylitol with the same stereochemical configuration
but one carbon shorter forms improper hydrogen bonding.
The improved dissolution of sorbitol–BPA supports the
mechanistic suggestion.

In preclinical studies, the volume that can be administered
to small animals, such as mice or rats, is inherently limited
due to their body size and physiological tolerance. This often
poses a challenge when delivering poorly soluble compounds
like BPA, as large volumes may not be feasible or may compro-
mise animal health. By improving the BPA solubility, higher
doses can be delivered within the permissible volume limits,
enabling more accurate dosing, minimizing variability, and
enhancing the feasibility of preclinical BNCT studies.

Clinically, higher solubility improves the delivery of the
required BPA dose in a smaller infusion volume and over a
shorter time period. This not only reduces the treatment
burden on patients, but also has the potential to benefit those
with fluid-restricted conditions, such as individuals with
cardiac or renal impairments, where minimizing the infusion
volume is critical.
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