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Abstract: New highly lipophilic enantiopure crown ethers containing a heterocyclic unit have been
synthesized. Phase transport, UV-Vis- and fluorescence spectrophotometric investigations as well
as electrochemical studies on the complexation of the new macrocycles with several amine and
amino acid derivatives were also carried out. Achiral amines were used for studying the structural
preference of the new macrocycles. Among the studied structural features of the guest molecules,
the intermolecular -7t interaction showed the most significant effect on complexation, which
made the aralkylamine-type compounds the most preferable guest molecules. The studied liquid
membrane-based applications and photophysical investigations showed appreciable enantiomeric
recognition toward some aralkylamine model compounds with homochiral preferences. New
crown ether derivatives (R,R)-2 and (S,5)-2 were successfully applied as enantioselective carrier and
sensor molecules.

Keywords: chirality; ion-selective electrode; macrocycles; membrane transport; molecular recognition

1. Introduction

The synthesis of chiral macrocycles possessing an enantiomeric recognition ability has been
the focus of interest since the beginning of supramolecular chemical research. The first chiral host
molecule was synthesized by Stoddart and Szarek [1]. A few years later, chiral macrocycles capable
of discriminating between the enantiomers of amine derivatives were also reported [2,3]. As the
individual enantiomers of bioactive compounds often have completely different effects on living
organisms, there is a growing demand today to isolate stereoisomers and investigate them separately
in all fields of applied chemistry. Amines are very important targets for enantioselective discrimination
studies because they are the common building blocks of several bioactive compounds. Numerous
publications have focused on the supramolecular interaction-based stereoselective differentiation
of amine compounds by chiral macrocyclic hosts, which has resulted in a number of applications
using them as sensor [4-10], selector [11,12] and transporter [13] molecules. It is known that crown
ethers can be successfully used as host molecules for protonated amine guest compounds, since the
ammonium subunit can be stably coordinated by the nucleophilic heteroatoms of the macrocycle
ring [14]. It was also found that the conformational rigidity of the host molecule increases the degree
of enantiomeric recognition. The conformational rigidity of the macrocycles usually can be attained by
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incorporating a heterocyclic subunit [14]. Therefore, several macrocycles containing heteroaromatic
subunits have been prepared and their enantiomeric discrimination ability toward protonated amine
compounds has been thoroughly investigated. Numerous studies have been reported on crown ethers
containing a pyrimidine [15,16], phenanthroline [17],triazole [18], pyridine [19,20], phenothiazine [21],
phenazine [22], acridine [22] and also a phosphorus-containing aromatic subunit [23].

Acridino- and acridono-crown ethers have several advantages compared to their heterocyclic
analogues. The acridine subunit makes the framework of the crown ether more rigid, resulting in
increased selectivity for molecular recognition [22]. Furthermore, due to their chromogenic and
fluorogenic properties, their complexing abilities can be studied by sensitive photophysical methods
such as UV-Vis and fluorescence spectroscopies. Crown ethers containing an acridine subunit have
been successfully used as enantioselective sensor [24-27] or selector molecules [28-30]. In various
applications, it is desirable to incorporate a suitable substituent at position 9 of the acridine subunit
to avoid its oxidation [31]. An important requirement for synthetic membrane-based applications of
macrocycles is to provide high lipophilicity to increase the membrane solubility of the compounds.
Thus, typically long alkyl chains are incorporated into the polyether ring of the macrocycles [32].

In this paper, we describe the synthesis and characterization of new highly lipophilic enantiopure
18-crown-6 ether derivatives containing an acridine or an acridin-9(10H)-one unit (Figure 1).
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Figure 1. Schematics of new lipophilic enantiopure crown ethers.

The molecular recognition studies of these synthetic host molecules toward selected amines are
also reported. The discriminating abilities of the new crown ethers were probed by using them in liquid
membrane-based sensor and selector applications. Methods similar to the transport process presented
herein may subsequently serve as the basis for enantiomeric separation or phase transfer catalytic
processes, while the sensor function can be useful in determining the enantiomeric composition of
known chiral amine compounds.

2. Results and Discussion

2.1. Synthesis

Previous studies have demonstrated that a higher enantioselectivity can be achieved when the
alkyl substituents at the chiral centres are located closer to the aromatic subunit [25,27]. For this
reason, the reported [32] decyl-substituted enantiopure ethylene glycol derivatives (R)-3 and (5)-3
were treated with tosyl chloride in pyridine to obtain tosylates (R)-4 and (5)-4 in good yields, as shown
in Scheme 1. Tosylates (R)-4 and (S)-4 were then reacted with the reported [33] acridin-9(10H)-onediol
(5) in the presence of a weak base Cs,CO3 under similar conditions that are described [22,28,34-36] for
the synthesis of similar compounds to obtain (R,R)-6 and (S,S)-6 derivatives, which can be used as
intermediates for enantiopure crown ethers (R,R)-7 and (S,S5)-7.
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Scheme 1. Schematics of the attempted synthesis of enantiopure lipophilic crown ethers containing an

acridin-9(10H)-one unit.

Unfortunately, the expected products (R,R)-6 and (S,5)-6 could not be isolated, probably due to
the steric hindrance of the long alkyl groups at the chiral centres. Because of these results, we aimed to
create the asymmetric centres with a C-C bond farther from the aromatic unit.

The syntheses of new enantiopure didecyl-substituted crown ether ligands (R,R)-2 and (S,5)-2

were carried out in two ways, as outlined in Scheme 2.
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Scheme 2. Synthesis of new lipophilic enantiopure crown ethers (R,R)-1, (S,5)-1, (R,R)-2 and (S,5)-2.

In the first case (Procedure “A”), 9-phenylacridine-4,5-diol (9) was reacted with decyl-substituted
enantiopure oligoethylene glycol ditosylate (R,R)-10 or (S,5)-10 to perform macrocyclization. The
9-phenylacridine-4,5-diol (9) was prepared starting from an acridin-9(10H)-one derivative (8) based
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on a reported procedure [31], while the tetraethylene glycol ditosylates (R,R)-10 and (S,5)-10 were
synthesized according to an enantioselective synthesis method reported in the literature [32]. Under the
applied conditions using secondary tosylates, the macrocyclization proceeds by an SN2 mechanism with
a total inversion of configuration (see Scheme 1) in accordance with the previous studies [22,28,34-36].
In the case of primary tosylates, even by changing the reaction conditions racemization does not take
place during the ring closure reaction (see Scheme 2).

In the second case (see procedure “B”), acridin-9(10H)-onediol (5) was used for the macrocyclization
reaction in a similar manner to that described in Procedure “A”, using a weak base in dimethyl sulfoxide
(DMSO) at 60 °C. The resulting crown compounds (R,R)-1 and (5,5)-1 were used for the next steps of the
synthesis after purification by column chromatography. It is known that acridines can be substituted
regioselectively at position 9 of their aromatic rings because of the electropositive character of the
9-C-atom [37]. It is also known that acridin-9(10H)-ones can be converted to 9-chloroacridines using
phosphoryl chloride at a relatively high temperature of 90 °C [37]. The chloro-derivatives (R,R)-11 and
(5,5)-11 were prepared by the modification of the reported method [37], applying an improved work-up
procedure with an almost quantitative yield. Due to the instability of 9-chloro-acridino-compounds, the
crude 9-chloro-derivatives (R,R)-11 and (S,5)-11 were treated with C-C coupling agents without further
purification to afford the 9-phenylsubstituted macrocycles (R,R)-2 and (S,5)-2, applying a reported [31]
modified Kharasch-reaction in the presence of palladium and copper catalysts together.

The low yields of the C-C coupling reactions can be attributed to the instability of the
9-chloro-acridine derivatives, as acridin-9(10H)-one analogues were also isolated as by-products
in all the coupling reactions, indicating that the transformation of the chloro-compound took place.

Previous studies have shown that the substitution with the phenyl group after macrocyclization
generally results in a reduced overall yield [31]. Due to the long carbon chains of the ditosylates and
the phenyl group of the acridine unit, steric hindrance effects the ring closure in both procedures
“A” and “B” (see Scheme 2). Thus, only a low overall yield of each multistep reaction starting from
dimethoxyacridin-9(10H)-one (8) could be obtained.

2.2. Membrane Transport Studies

2.2.1. Investigation of the Influence of Structure on Molecular Recognition

Phase transfer catalytic processes are widely studied because they have an important role in
the execution of several reactions. Phase transfer catalysts facilitate the completion of reactions by
transferring materials between two immiscible phases. Similar transport processes can be accomplished
by the new lipophilic crown ether derivatives reported here, which are suitable candidates for the
selective transport of metal ions or protonated biogenic amines and their counterions by a passive
transport mechanism driven by the concentration gradient between the phases. In addition, these
crown ether derivatives may be useful hosts in the development of procedures for the separation of
amines, even in extraction-based enantiomeric separation processes.

The main purpose of our research was to determine the structural preference of these new crown
ethers toward amines. Moreover, studies on the transport may provide valuable information for
planning efficient carrier molecule-based transfer and extraction processes. For studying the liquid
membrane transport, we used an apparatus shown in Figure 2 which is very similar to the transport
equipment recommended in the literature [38—40].

At the beginning the source phase was an aqueous solution (2 mL) of acetic acid salts of various
amines in 1 mol/L concentration, while the receiving phase was 6 mL of distilled water. The bulk liquid
membrane was a solution of the crown ether in 12 mL of dichloromethane, which proved to be an
appropriate solvent due to its high apolarity and density. Using an apolar membrane solvent prevents
membrane leakage and allows only the carrier-mediated transport of the amines. The concentration
of crown ethers in the membrane was 1 mmol/L, and thus the amines were present in more than a
hundredfold excess during the transport. The transported weight-percentage value of the ammonium
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salt content in the receiving phase was chosen as output parameter as well as flux, since it includes
information about both the transport time and the geometry of the applied apparatus. The structural
preference of the crown ethers toward the amine model compounds was investigated from various
aspects (Figure 3A-D). The results are summarized in Figure 3.

source phase receiving phase

direction of transport ~—<LJ liquid membrane

magnetic stirrer

Figure 2. Bulk liquid membrane cell used for phase transport studies (active transfer surface:
7.07 x 107* m?2).

A B C D
O g O g ™
a a a
ZNONH, by 37 NH,  b)220 NH,  b)220
12 15 15 a) 24
N b) 220
>_\ a)3 @ a) 27 o@ a) 26 15
NH, b) 28 HN— b) 248 NH, b)238 NH,
13 16 18
F
a)2 < >—\ 048 F>—( ) a)28 OO a) 92
%NHZ b) 19 'Tl_ b) 440 F NH,  b)257 b) 843
14 17 19 20

Figure 3. Transported amounts of amines after 20 h of transport time, measuring the ammonium
salt contents of the receiving phase using crown ether (R,R)-2 as a carrier: (a) transported rate of
amines in percent (%); (b) transported quantity of amines as flux (mol/(s X m?) x 107). The notations
(A-D) indicate the grouping according to structural features: (A) aliphatic amines, (B) aralkylamines
with different numbers of N-alkyl substituents, (C) aralkylamines with different para-substituents,
(D) aralkylamines with different aromatic ring systems

According to our experience, the acridono crown ethers (R,R)-1 and (5,5)-1 are not suitable
transport molecules for amines. This is probably due to their inability to form complexes with
protonated amines, a presumption which is supported by different methods in this paper below.

It can be seen that the branching of the chain in the case of aliphatic amines adversely affects the
transport efficiency (see Figure 3A). In the case of amines containing an aromatic unit, the flux values
increased compared to aliphatic amines. The improved transport ability compared to alkyl amines can
be attributed to the -7 interaction between the aromatic moiety of the ligand and the heterocyclic unit
of the host molecule. Alkylation of the amino group causes increased amounts of transported amines,
which is due to increased lipophilicity (see Figure 3B). Although in this experiment higher lipophilicity
was found to be favoured for transport through the apolar bulk membrane, in solution-phase studies
primary amines are preferred for complexation because of the greater number of possible hydrogen
bonds and for steric reasons [41]. The presence of an electron-donating or electron-withdrawing
substituent at position 4 of the aromatic ring has only a negligible effect on the transport (see Figure 3C).
Therefore, the degree of 7t-m interaction within the complex seemed to be only slightly dependent on
the electropositive nature of the aromatic unit of the guest molecule. The presence of a larger aromatic
system, such as a naphthyl group, proved to be the most significant of all the variations examined (see
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Figure 3D). This is due to the larger degree of 7t-m interaction within the complex. Moreover, it results
in a further increase in lipophilicity.

2.2.2. Enantioselective Phase Transport Studies

After studying the structural relationships of complex formation, we aimed to study the
enantioselective transport of crown ethers (R,R)-2 and (5,5)-2. Since the highest transport efficiency
was achieved for 1-(naphthalen-1-yl)methanamine (20), the kinetic study of enantioselective phase
transport was performed with its chiral analogue 1-(naphthalen-1-yl)ethan-1-amine (R)-21 and (5)-21
((R)-NEA and (S)-NEA) and its phenyl analogue 1-phenylethan-1-amine (R)-22 and (5)-22 ((R)-PEA
and (5)-PEA) as model compounds (see Figure 10).

Stereoselectivity takes place in two stages of the process. The first step is a stereoselective
liquid-liquid extraction at the source phase-membrane interface. Since the membrane diffusion is
carrier-mediated, in principle the stabilities of the complexes are determining. Stereoselectivity is
triggered by the sterically limited positions of substituents at the chiral centres. The discrimination
of the enantiomers is caused by steric repulsion, a strong nonbonding interaction, among various
attractive interactions. In case of a heterochiral complex, the same orientation of the two largest groups
attached to the chiral centres results in a steric repulsion. This inhibitory effect is not present in the
case of the homochiral complex, and thus greater stability is expected (Figure 4).

Z+
VI
O
O
=
T
(%)

Ha

(S)-protonated aralkylamine (R)-protonated aralkylamine

repulsion no repulsion
(R,R)-2-(S)-protonated aralkylamine (R,R)-2-(R)-protonated aralkylamine
Heterochiral complex Homochiral complex

Figure 4. Steric repulsion causing the expected homochiral preference of the enantiopure crown ether
(R,R)-2 to aralkylamine complexation as an example.

Consequently, in the following transport studies the enantiomeric excess of aralkylammonium
salts estimated by optical rotation refers to the enantiomer of the homochiral preference. The transport
kinetics using chiral amine model compounds NEA (21) and PEA (22) and the change in the estimated
enantiomeric excess as a function of time are illustrated in Figure 5.
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Figure 5. Time dependence diagrams for the transport of racemic NEA (21) (A) and racemic PEA (22)
(B) using crown ether (R,R)-2 as a carrier.

The greater transport efficiency for NEA (21) is due to the enhanced intermolecular 7-7t interaction
between the aromatic systems and also to the increased lipophilicity, as mentioned earlier. Since none
of these effects have stereochemical dependence, the increase in the transported amount of ammonium
salts does not result in a higher enantioselectivity.

According to expectations, the proportion of the preferred enantiomer in the receiving phase
decreased as the transport process progressed. At the initial state of the transport, the ratio of the two
protonated amine enantiomers in the source phase is the same, and thus the host molecule is more
likely to form a complex with the preferred enantiomer, resulting an increased flux of this stereoisomer
through the membrane. After some time, the proportion of the preferred enantiomer in the source
phase decreases continuously, so the probability of complex formation with the preferred stereoisomer
by the host molecule also decreases, while the probability of the complexation of the less-preferred
enantiomer increases in parallel. The amount of transported protonated amines increases continuously
during the process, regardless of the enantiomeric composition. Therefore, the optimum time of kinetic
separation should be determined by considering both the amount and the enantiomeric composition
of each protonated amine in the receiving phase.

The quantitative efficacy and the selectivity of the process for the enantiomeric discrimination of
optically active compounds can be combined and characterized by the following equation [42]:

E=T (%)P (%), (1)

where E is a parameter to characterize the enantioselective transport efficiency, T stands for transported
amount of ammonium salts and P refers to the enantiomeric proportion estimated by optical purity.
The maximum value of parameter E is obtained at a transport time of 2 h in the case of NEA (21) and
6 h for PEA (22), which can be considered as the optimum times for the processes. In the case of NEA
(21) the receiving phase is saturated after 18 h by reaching the equilibrium value (see Figure 5A). A
couple of smaller swings in the measured values may be observed until the concentration gradient
equilibrates between the phases. Since, in the case of PEA (22), less stereochemically independent
effects take place, the decrease in the proportion of the preferred enantiomer in the receiving phase is
expected to be observed later.

The type of selected counterions did not have a decisive effect either on the transported amount or
on the enantioselectivity (Table 1), indicating that the carrier-mediated transport is weakly dependent on
the solubility of the amine salts in the membrane. This suggests that the intermolecular 7t-7 interaction
plays a much more important role in the transport of ammonium salts as well as in complexation.



Molecules 2020, 25, 2571 8 of 23

Table 1. Effect of counter ions on the transport of racemic protonated NEA (21) after 10 h of transport
time using macrocycle (R,R)-2 as a carrier.

Counter Ions Transported Amount (%) Optical Purity (%)
acetate 45 5
t-butyl sulfonate 42 7
chloride 42 7
p-toluenesulfonate 38 5

Finally, the effect of temperature was also investigated, and the results are shown in Table 2.

Table 2. The effect of temperature on the transport of racemic acetic acid salt of NEA (21) after 2 h of
transport time using macrocycle (R,R)-2 as a carrier.

Temperature (°C) Transported Amount (%) Optical Purity (%)
10 10 68
15 12 62
20 16 53

As expected, it was found that the increase in temperature positively influences the transported
quantities and negatively affects the enantioselectivity.

These studies have shown that the crown ethers (R,R)-2 and (S,5)-2 are suitable carriers for
enantiomeric enrichment between liquid phases, which can be useful in the enantioseparation,
transport or extraction of protonated chiral aralkylamines primarily.

2.3. Spectrophotometric Investigation of Enantiomeric Recognition

The applicability of a macrocycle is based on the ability of the host molecule to distinguish the
preferred guest molecule from a mixture of other molecules. This property can be quantified by the
AlogK value, which denotes the difference in the logarithms of the stability constants (K) of the two
host-guest complexes. Spectrophotometric measurements were carried out to study the complex
formation and determine the complex stability constants.

First, the enantiomeric recognition ability of macrocycle (S,S)-1 was investigated by its titration
with the perchlorate salts of (R)-PEA and (S)-PEA (22) in acetonitrile using UV-Vis-spectroscopy. The
resulting absorption spectra are shown in Figure 6.

A 1.8 B 186 c 0.7
- —— (8, S)-crown ether N \ —— (S, 8)-crown ether N 0.5 WM PEAHCIQ,
% —1.0eq % ——10eq 06
T 25eq ¥ 25eq

12 s 50eq 121 i 50eq 05

S a 10.0eq = 10.0 eq
2k i6 04

g

08 0.8

0.3

Absorbance
Absorbance
Absorbance

04 04 02

0.1

0.0 0.0 0.0
180 210 240 270 300 330 180 210 240 270 300 330 180 210 240 270 300 330

Wavelength (nm) Wavelength (nm) Wavelenght (nm)

Figure 6. The absorption spectra of crown ether (S,5)-1 in the presence of PEA-salts (R)-22 and (S5)-22
(A,B) and the absorption spectrum of PEA (22) as a background signal (C).

In absence of complexation, no spectral change was observed in the absorption bands of the
macrocycle (S,5)-1; the increase in absorbance below 230 nm resulted only from the background
absorbance of the ammonium salt (see Figure 6C). This confirms the inability of the crown derivatives
(R,R)-1 and (S5,5)-1 to be membrane carriers of protonated amines. This may be explained by
the presumption that the carbonyl group of the macrocycle is capable of forming an intermolecular
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hydrogen bond with the ammonium proton of the salt, thereby inhibiting complex formation. Moreover,
the heteroatom of the acridin-9(10H)-one subunit has a reduced electron donor ability, and thus it
cannot interact with a protonated guest molecule; due to the stability of the acridin-9(10H)-one form,
tautomerism to the 9-hydroxyacridine form is unlikely to take place.

The same titration was performed in the case of the crown ether (S,5)-2. The absorption spectra
resulting from the titration with the two enantiomers of PEA (22) are shown in Figure 7.
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Figure 7. The UV absorbance changes of the crown ether (S,S5)-2 in the presence of PEA (22) enantiomers
(A,B) and the titration curves (C).

It can be observed that adding more and more PEA (22) enantiomer causes the absorbance at 265 nm
(the absorption maximum of crown ether (5,5)-2) to decrease steadily, indicating complex formation.

Titration curves were plotted using the absorption maximum values at 265 nm (see Figure 7C).
The difference between the two titration curves is due to the difference in the stability of the
diastereomeric complexes.

Titration was also performed using fluorescence spectroscopy. The series of fluorescence emission
spectra upon the titration of (S,S)-2 with the two enantiomers of PEA (22) are shown in Figure 8A,B,
and the titration curve is presented in Figure 8C. The excitation wavelength was 265 nm. The titration
curves were plotted using the fluorescence emission maximum values at 465 nm. Complex formation
results in a partial quenching of the fluorescence emission spectra.

A —— (S, S)-crown sther B — (8.5)-crown ether c
T %0 73'5 eq ?;30 eg 3 900 —D02eq 80eq 7 800 = (R)-PEATHCIO,
& eq —— 16eq @ 0Beq —16eq o . u ‘
T 10eq —— eq T 1.0eq 32eq T ® (SHPEATHCIO,
= 2.0eq 64 eq 5 20eq 64 eq g =
g 600 10eq g 6004 40eq £ 6001 *a
= g b= g £ * .
3 z 3 z 8 .
§ 300 F& § 3004 Fili 3 400 :
2 E ] 35 g :
e gy g s 2 2 ¢
c =] =}
= ’ - = =
w0 w g T T T T 1 L 200 T T T
350 400 450 500 550 640 350 400 450 500 550 600 0 2 4 & 8
Wavelength (nm) Wavelength (nm) [PEA*HCIOQ,] / [crown ether]

Figure 8. Fluorescence quenching of (S,5)-2 upon titration with perchlorate salts of PEA enantiomers
(R)-22 (A) and (S)-22 (B) and the titration curves (C).

On the observed spectral changes caused by the diastereomeric complex formation of the crown
ether (S,5)-2 with the two enantiomers of PEA (22), global nonlinear functions were fitted over the
entire wavelength range to determine the complex stability constants (logK values) (Figure 9). There is
no overlap between the absorption and fluorescence emission spectra, and thus self-absorption and
the resulting error do not need to be considered.
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Figure 9. Fitted nonlinear functions for the determination of complex stability constants.

The complex stability constants were determined by the method described in Section 4.4 of
the Experimental section (Equation (2)). According to our calculations, 1:1 crown ether:ammonium
ion complex stoichiometry is preferred. The stability constants of crown ether (5,5S)-2-ammonium
perchlorate enantiomer complexes were determined for three other primary ammonium perchlorate
model compounds besides PEA (22). The results are summarized in Figure 10.

o RiH, o RiH, Ammonium salts logK AlogKisir)
OO (R)-21 5.56+0.03 o1
v s ($)-21 5.67 +0.03 ‘
(821 (8)-22 (R)-22 5.45+0.01 0.19
o o (S)-22 5.64+0.01 '
+ +
HiCO™ 8 NH, HCO™ NH, (R)-23 5.36+0.02 o
(5)-23 524 +0.02
(R)-24 4.78 £0.02
(R)-23 (R)-24 ~0
(S)-23 (S)-24 (5)-24 4.74 £ 0.04

Figure 10. The logarithms of the stability constants (logK values) for the complexes of crown ether
(5,5)-2 with the enantiomers of different primary ammonium salts and their differences (AlogKs/r)
values), expressing the degree of enantiomeric recognition.

There is an appreciable difference between the stability constants of some complexes formed
with the enantiomers of ammonium salts 21-23, indicating enantiomeric discrimination. The degree
of enantioselectivity is expressed by the value of AlogK(s/r). In accordance with the observations of
transport experiments, homochiral preference is observed, and thus the (S,S)-crown ether forms a
more stable complex with the (S)-enantiomer of the protonated amine. An exception to this is the
phenylglycine methyl esters (PGME) (R)-23 and (5)-23, which can be explained by nomenclature rules:
the preferred configuration of the guest molecule can be determined by the opposite stereo-descriptor
due to the presence of an ester group. In the case of the phenylalanine methyl esters (PAME) (R)-24 and
(5)-24, there is no enantiomeric discrimination, which may be explained by the fact that the chiral centre
is not close enough to the aromatic moiety, and thus the 7i-7t interaction cannot sufficiently fix the guest
molecule inside the complex for expressing steric repulsion. From the results, it can be generalized that
the enantiomers of protonated primary amines or amino acid derivatives with an aromatic unit and a
chiral centre directly attached to the m-system form complexes with (S,S)-2 with different stabilities.
Therefore, the new crown ether (5,5)-2 or its enantiomer is a suitable optical enantiosensor molecule
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and can also be applied in other enantioselective sensor devices for distinguishing protonated amine
derivatives with the mentioned structural features.

2.4. Development of Enantioselective Potentiometric Sensors

From the aspect of signalization, potentiometric electrodes are one of the most popular chemical
sensors; they are easy to use, low-cost, miniature devices. They provide the analytical information
as an electrical signal, which is advantageous for instrument development. A widely used type of
electrochemical sensor is the synthetic neutral ionophore-based ion-selective membrane electrode
shown in Figure 11, which can contain a crown ether immobilized in a plasticized PVC (polyvinyl
chloride) membrane. The potentiometric signal is obtained as the electromotive force (EMF) of the
measuring cell formed by the reference electrode and the ion-selective indicator electrode.

indicator
electrode

reference
electrode

Ag/AgCIY | Ag/AgCI

electrolyte 1

v

inner filling
solution

v

i
P |

electrolyte 2

liquid
junctions

ion-selective
membrane

>

Figure 11. Illustration [43] of the potentiometric cell used for the present electrochemical studies.

Following the incorporation of macrocycles 1 and 2 into the bulk membranes, the indicator
electrodes were calibrated using a dilution series of racemic protonated amine model compounds
21-24 in aqueous solutions. A regression line was fitted to the linear range of the calibration curve to
determine the slope of the response function. The curve obtained for the crown ether (R,R)-1 is shown
in Figure 12A, while the calibration curve for the macrocycle (R,R)-2 is shown in Figure 12B.

A B
5004 500+
Slope: 50.9 mV/decade / Slope: 53.1 mV/decade
R’=0.995 R=0.995 /
p /
S 400 ' S 400 !
E 400 / £ 400 :
T é w
= 4 = /
Ll o L
3004 N 300+ L
7 % 5 -4 3 2 - 7 6 5 -4 3 2 -
logc log Camine

amine

Figure 12. Calibration curves of the membrane electrodes containing the crown ether (R,R)-1 (A) or
(R,R)-2 (B) as an ionophore with the hydrochloride salt of racemic NEA (21).
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The electrode gives a near-Nernstian response to protonated NEA (21), with an average slope
of 50.9 mV/decade in the case of crown ether (R,R)-1 and 53.1 mV/decade in the case of macrocycle
(R,R)-2 in the concentration range of 10~1-10~* M and with a potentiometric response time of 40 s. The
calibration curve is linear between the 10~! and 10~% M concentrations. Below 10~* M, a decreased
slope of the calibration curve was observed. The detection limit is approximately 1 x 107> M.

The sensor can be used for analysis in aqueous media between pH 4 and 7 using maximum 20%
of organic solvent content (investigated by adding either methanol or acetone). The protonation of the
basic nitrogen of the sensor molecule takes place below pH 4, while in alkaline media the precipitation
of amines from water can take place. Large amounts of organic solvent in the water samples result in a
shift in the response and may cause membrane damage. Although higher membrane affinities of the
amine salts with more lipophilic counterions would be expected due to the increased Hoffmeister-type
selectivity, the use of different anions (investigated with acetate and chloride salts) did not influence the
response signal. We have found that the potentiometric selectivity coefficients for protonated aliphatic
amine derivatives (investigated with isopropyl amine and isobutyl amine) are more than 6 orders of
magnitude lower than for aromatic amines. As aliphatic protonated amines show a lower affinity
for these apolar membranes and are less preferred by the ionophores, they do not give an electrode
response comparable to protonated aralkylamines. As protonated aralkylamine derivatives are much
preferred for complexation, they can selectively be detected in the presence of aliphatic impurities.

The enantioselectivities of ligands 1 and 2 for the enantiomers of protonated aralkylamine
derivatives 21-24 were assessed by alternately immersing the electrode in aqueous 1073 M (R)- and
(S)-aralkylammonium chloride solutions and recording the electrochemical responses (EMF). The
results for NEA (21) are shown in Figure 13.

A B v (R)-NEA*HCI
380+ 380+ . _NEA*
v (RMNEAHCI (S)-NEA*HCI
s (S}-NEA*HCI v . . . . .
S } LT . S
E . Y E _
o 3704 a A N o 3704 AEMF=13.9 mv
= a a =
w AEMF=2.5 mV w
360 . . , . . . 360 . . . . T s
0 2 4 6 8 10 12 0 2 4 6 8 10 12
Measurement No. Measurement No.

Figure 13. Measured electromotive force (EMF) values of ionophore (R,R)-1 (A) or (R,R)-2 (B) containing
ion-selective membranes in the presence of enantiomers of NEA (21).

In accordance with the membrane transport and spectrophotometric investigations, the electrode
containing (R,R)-1 was not able to distinguish the enantiomers of NEA (21), while the electrode
containing (R,R)-2 showed a marked difference in potential response toward the enantiomers with a

homochiral preference. The differences in the EMF values were used to calculate the potentiometric

pot  fr
(S/R)” Psr
ratio of the stability constant of the two diastereomeric complexes formed by crown ethers and the

different enantiomers of protonated amines [44]. In this case, the potentiometric selectivity factors
will be comparable to the selectivity constants obtained in spectrophotometric determinations. The
selectivity factors of ligands (R,R)-1 and (R,R)-2 assessed by potentiometry for the enantiomers of
protonated amine derivatives 21-24 are shown in Table 3.

selectivity factors (K ). The selectivity coefficient ideally gives a good approximation of the
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Table 3. Selectivity of ligands (R,R)-1and (R,R)-2 for the enantiomers of aralkylamine hydrochloride salts
21-24 expressed as the difference in EMF values in 1073 M aralkylammonium chloride solutions and the
corresponding potentiometric and enantioselectivity factors obtained by carrying out 12 measurements.

Ammonium  AEMF! Potentiometric Enantioselectivity > Estimated
Macrocycle Salts (mV) Selectivity 2 KFIg/tS) Enantioselectivity‘z—’ﬁ AlogKgys) *
1 21 25 0.89 +0.02 1.12 +0.03 0.05+0.01
1 22 ~0 =1 ~ ~0
1 23 ~0 ~1 ~1 ~0
1 24 =0 ~1 ~1 ~0
2 21 13.9 0.55 + 0.02 1.83 £ 0.07 0.26 + 0.02
2 22 11.3 0.60 + 0.03 1.66 + 0.09 0.22 +0.02
2 23 -13.4 1.79 £ 0.10 0.56 + 0.03 -0.25 + 0.02
2 24 3.9 0.85 +0.03 1.18 +£0.05 0.07 +0.02
'EMF = EMFg — EMFs. 2 Kflg; 5~ % 3 B : the stability constant for the complex of the (R,R)-host molecule

with the (S)-guest molecule; B3 : stability constant for the complex of the (R,R)-host molecule with the (R)-guest

molecule. * log K(rssy = logKg —logKs, where logK is the logarithm of the complex stability constant of the
(R,R)-host molecule with the given enantiomer of the guest molecule, in this case estimated by the logarithm of the
potentiometric selectivity coefficients.

Electrochemical measurements confirm the results of the transport experiments and those of
the spectroscopic examinations. There are no significant differences among the selectivity values
determined by the various methods. Only small divergences occur due to the application of different
solvents or to differences in the applied methods. In the case of crown ether 1, no significant complex
formation occurred with the protonated amine derivatives, which may have a structural cause discussed
previously. Only for NEA (21) was a slightly detectable difference in enantioselectivity observed, which
could be quantified by potentiometry. In the case of macrocycle 2, only the enantiomers of PAME (24)
could not be discriminated well. For the other three aralkylammonium salts 21-23, there are significant
differences in the stability constants of the complexes formed with the enantiomers.

3. Conclusions

We reported the synthesis and characterization of new enantiopure highly lipophilic acridono-
and acridino-crown ether derivatives, including the synthetic difficulties encountered during the
preparation of the new compounds. The new macrocycles proved to be useful candidates as sensor,
selector and transporter molecules in various liquid membrane-based applications.

The molecular recognition of the new macrocycles and related structural preferences toward
several protonated amine guest molecules were studied by liquid membrane phase transport. We have
shown that the complexation of protonated aralkylamine derivatives is preferable. A comparison of
the crown ethers showed that macrocycles containing a heteroaromatic unit in their acridine form
are more effective in the complexation of protonated amines than their acridin-9(10H)-one analogues.
The instability of the acridine subunit was eliminated by the incorporation of a phenyl substituent at
position 9.

The enantiomeric recognition of the chiral host molecules was studied by membrane transport,
solution-phase UV-Vis and fluorescence spectroscopies, as well as by electrochemical methods. Effective
enantiomeric recognition was observed when the protonated amine or amino acid derivative had a
chiral centre as close as possible to its aromatic moiety. In the context of these studies, we have found
structural and physicochemical relationships which may be useful in the design of membrane-based
applications of similar host molecules.

For quantifying the enantioselectivity toward chiral protonated amines and amino acid derivatives,
the new lipophilic crown ethers were investigated using four model compounds by photophysical
methods and also by potentiometry. Similar results were obtained by the different methods. The
reported ion-selective membrane electrode proved to be effective in determining the enantiomeric
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composition of the protonated aralkylamine model compounds. The latter analytical method is fast
and requires simple instrumentation and a very small amount (1 mg) of sensor molecule.

In the future, we plan to develop an enantiomeric enrichment process based on separation by
an (R,R)-2 or (S,5)-2-containing liquid membrane, which is expected to allow a high throughput
enantiomeric enrichment of bioactive amines on a milligram scale.

4. Experimental

4.1. General

The starting materials and reagents were purchased from Sigma-Aldrich Corporation (USA,
owned by Merck) and used without further purification unless otherwise noted. Solvents were
dried and purified according to well established methods [45]. Silica Gel 60 Fys4 (Merck, Darmstadt,
Germany) and aluminium oxide 60 Fys4 neutral type E (Merck, Germany) plates were used for
thin-layer chromatography (TLC). All the reactions were monitored by TLC and visualized by UV
lamp. Aluminium oxide (neutral, activated, Brockman I) and Silica Gel 60 (70-230 mesh, Merck) were
used for column chromatography. Purifications by preparative thin-layer chromatography (PTLC)
were carried out using Silica gel 60 Fy54 (Merck, Germany) plates of 2 mm layer thickness (art No.:
1.05744) or aluminium oxide 60 F;54 neutral type E (Merck, Germany) plates of 0.25 mm layer thickness
(art No.: 1.05727). The ratios of solvents for the eluents are given in volumes (mL/mL). Evaporations
were carried out under a reduced pressure unless otherwise stated.

The new compounds were characterized by their physical constants such as melting point,
optical rotation, thin-layer chromatography retention factor (R¢), infrared, 'H-NMR and *C-NMR
spectroscopies and MS or HRMS spectrometry. ' H-NMR and *C-NMR spectra of the starting materials
and the new compounds are available in Supplementary Materials from Figure S1 to Figure S14.
Spectroscopic measurements were carried out at room temperature. The melting points were taken on
a Boetius micro-melting point apparatus and are uncorrected. The infrared spectra were recorded on
a Bruker Alpha-T FT-IR spectrometer (Bruker Corporation, Billerica, MA, USA) using KBr pastilles.
Optical rotations were taken on a Perkin-Elmer 241 polarimeter (PerkinElmer Inc., Waltham, MA,
USA) that was calibrated by measuring the optical rotations of both the enantiomers of menthol.
The NMR spectra were recorded on a Bruker 300 Avance spectrometer (Bruker Corporation, USA; at
300 MHz for 'H and at 75.5 MHz for '3C spectra). Mass spectra were recorded on an Agilent-1200
Quadrupole LC/MS Instrument (Agilent Technologies, Inc., Santa Clara, CA, USA) using electrospray
ionization. HRMS analyses were performed on a Thermo Velos Pro Orbitrap Elite (Thermo Fisher
Scientific, Darmstadt, Germany) system. The ionization method was ESI (electrospray ionization)
and operated in positive ion mode. The protonated molecular ion peaks were fragmented by CID
(collision-induced dissociation technique) at a normalized collision energy of 35%—45%. The samples
were dissolved in methanol. Data acquisition and analysis were accomplished with Xcalibur software
version 2.2 (Thermo Fisher Scientific, Germany). The UV-Vis spectra were recorded on a UNICAM
UV4-100 spectrophotometer controlled by VIZION 3.4 software (ATI UNICAM, Knutsford, UK). The
fluorescence emission spectra were recorded on a Perkin-Elmer LS 50B luminescent spectrometer
(PerkinElmer Inc., USA) and corrected by FL. Winlab 3.0 spectrometer software (PerkinElmer Inc.,
USA). Quartz cuvettes with a path length of 1 cm were used in all cases. Elemental analyses were
performed in the Microanalytical Laboratory of the Department of Organic Chemistry, Institute for
Chemistry, L. E6tvos University, Budapest, Hungary. Chiral chromatography was performed on a
VWR Hitachi Elite (Hitachi Ltd., Tokyo, Japan) HPLC system, involving a Diode Array Detector L-2450,
LaChrom L-2310 pump, L-2200 autosampler, and L-2300 column oven, using a Reprosil Chiral MIA
HPLC column (100 x 4.6 mm). Isocratic elution was applied with a solvent system of a 1:9 mixture
of isopropanol/CH3CN + 0.1% trifluoroacetic acid and applying a flow rate of 0.4 mL/min at 20 °C.
UV absorbance detection was carried out at 280 nm. For the determination of enantiomeric purity
of crown compounds, a mixture containing both of the enantiomers with an enantiomeric ratio of
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(R,R):(S,S) = 1:2 was measured. Chromatograms for new enantiopure crown compounds are available
in Supplementary Materials from Figure 515 to Figure S16.

4.2. Synthesis of New Compounds

4.2.1. (2R)-1-(Benzyloxy)dodecan-2-yl-4-Methylbenzene-1-Sulfonate [(R)-4]: See Scheme 1

Enantiopure monobenzyl-monohydroxy compound (R)-3 (2.00 g, 6.84 mmol) was dissolved in
pyridine (10 mL), and a solution of tosyl chloride (1.96 g, 10.26 mmol) in pyridine (10 mL) was added
dropwise to the stirred solution of the hydroxy compound. The reaction mixture was stirred at room
temperature for 2 days. The solvent was removed and the residue was dissolved in a mixture of ethyl
acetate (100 mL) and water (200 mL). The phases were shaken well and separated. The pH of the
aqueous phase was adjusted to 7 with dilute hydrochloric acid (10 m/m%). The aqueous phase was
extracted with ethyl acetate (3 X 100 mL). The combined organic phase was extracted with saturated
aqueous sodium chloride solution (100 mL), dried over magnesium sulphate and filtered and the
solvent was removed. The crude product was purified by column chromatography on silica gel using
an ethyl acetate/hexane (1:10) mixture as an eluent to give (R)-4 (2.90 g, 95%) as a colourless oil.

R¢ = 0.65 (silica gel TLC, ethyl acetate/hexane 1:4). [a]zDS = 45.76 (c = 1.02, CH,Cl,). 'H-NMR
(CDCl3): 8 [ppm]: 0.90 (t, ] = 6.5 Hz, 3H, CHj3 group located at the end of the decyl chain); 1.10-1.39
(m, 18H, CH; groups of the decyl chain); 2.43 (s, 3H, para-CHj3 of tosyl group); 3.47-3.60 (m, 2H, CHj
group attached to the benzyloxy group); 4.37-4.50 (m, 2H, benzyl CH,); 4.66 (p, ] = 5.3 Hz, 1H, CH
group attached to the decyl chain); 7.20-7.27 (m, 3H, aromatic protons at the meta and para positions
of the benzyl group); 7.29-7.41 (m, 4H, aromatic protons at the ortho positions of the benzyl group and
the aromatic ring of the tosyl group); 7.80 (d, | = 8.3 Hz, 2H, the other two aromatic protons of the tosyl
group). 3C-NMR (CDCl;): § [ppm]: 14.33 (CH3 group located at the end of the decyl chain); 21.82
(para-CHj; of the tosyl group); 22.90 (CH; group of the decyl chain); 24.95 (CH; group of the decyl
chain); 29.44 (CH; group of the decyl chain); 29.53 (CH; group of the decyl chain); 29.58 (CH, group
of the decyl chain); 29.69 (CH, group of the decyl chain); 29.79 (CH; group of the decyl chain); 31.78
(CH; group of the decyl chain); 32.12 (CH; group of the decyl chain); 71.14 (CH; group attached to the
benzyloxy group); 73.47 (benzyl CHy); 82.18 (CH group attached to the decyl chain); 127.81 (ArCH);
127.88 (ArCH); 128.05 (ArCH); 128.54 (ArCH); 129.75 (ArCH); 134.61 (ArC); 137.97 (ArC); 144.54 (ArC).
IR: Vimax [em™1]: 2923, 2853, 1597, 1454, 1362, 1188, 1174, 1097, 907, 813, 735, 697, 665, 554. HRMS:
mfz = [MH*]: 447.25158, [M]: 446.24908. Anal. Calcd. for CysH3gO04S: C 69.92; H 8.58; S 7.18. Found: C
69.73;, H 8.56; S 7.20.

4.2.2. (25)-1-(Benzyloxy)dodecan-2-yl-4-Methylbenzene-1-Sulfonate [(S)-4]: See Scheme 1

Tosylate (S)-4 was prepared in the same way as described above for (R)-4, starting from
monohydroxy compound (S)-3 (2.00 g, 6.84 mmol). Yield: 2.92 g (95 %). [a]%)S =—-6.01 (c =1.16, CH,Cl,).
The other physical and spectroscopic data of (S)-4 concurred with those of (R)-4.

4.2.3. (8R,16R)-8,16-Bis(decyl)-6,9,12,15,18-Pentaoxa-25-Azatetracyclo [2
1.3.1.05'26.019'24]heptacosa—1,3,5(26),19,21,23—Hexaen—27—one [(R,R)-1]: See Scheme 2

4,5-Dihydroxyacridin-9(10H)-on (5) (1.23 g, 5.42 mmol) and caesium carbonate (8.83 g, 27.10 mmol)
were stirred in 100 mL of pure and dry DMSO. The mixture was stirred under argon atmosphere at
room temperature for 15 min. Then, the enantiopure glycol derivative (R,R)-10 (5.11 g, 6.53 mmol)
in 100 mL of dry and pure DMSO was added dropwise to the stirred mixture. After addition, the
reaction mixture was raised to 60 °C and stirred at this temperature for 1 week. Water (500 mL) was
added to the mixture and it was extracted with ethyl acetate (3 X 500 mL). The combined organic phase
was extracted with water (6 x 500 mL) and then with saturated aqueous sodium chloride solution
(2 x 500 mL) to remove most of the DMSO. The organic phase was dried over magnesium sulphate and
filtered and the solvent was removed. The crude product was purified by column chromatography on
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neutral aluminium oxide using an ethyl acetate/hexane (1:5) mixture as an eluent. The product needed
further purification by PTLC on aluminium oxide using a toluene/ethanol (200:1) mixture as an eluent
to give (R,R)-1 (758 mg, 21%) as yellow crystals.

M.p. =85 °C. R¢ = 0.75 (silica gel TLC, methanol/dichloromethane 1:20). [a]2D5 =-23.15 (c = 0.44,
CH,Cl,). 'TH-NMR (CDCls): & [ppm]: 0.89 (t, ] = 6.5 Hz, 6H, CHj3 groups located at the end of the
decyl chains); 1.04-1.70 (m, 36H, CH; groups of the decyl chains); 3.28-4.38 (m, 14H, CH, groups of
the macrocyclic ring); 7.07 (d, ] = 7.4 Hz, 1H, ArCH of the heterocyclic moiety); 7.18 (t, ] = 8.0 Hz, 2H,
ArCH groups of the heterocyclic moiety); 7.35 (d, ] = 8.1 Hz, 1H, ArCH of the heterocyclic moiety); 7.80
(d, ] = 8.1 Hz, 1H, ArCH of the heterocyclic moiety near the attaching macroring), 8.07 (d, ] = 8.1 Hz,
1H, ArCH of the heterocyclic moiety near the attaching macroring); 9.31 (s, broad, 1H, NH of the
heterocyclic moiety). 3C-NMR (CDCl3): & [ppm]: 14.14 (CH3 groups located at the end of the decyl
chains); 22.72 (CH, of decyl chains); 25.60 (CH, of decyl chains); 29.37 (CH; of decyl chains); 29.67 (CHy
of decyl chains); 29.84 (CH,; of decyl chains); 31.58 (CH; of decyl chains); 31.94 (CH; of decyl chains);
70.26 (CH; of the macrocyclic ring); 71.07 (CH; of the macrocyclic ring); 72.01 (CH groups attached to
the decyl chains); 77.90 (CH, groups of the macroring near the heterocyclic moiety); 112.03 (ArCH of
the heterocyclic moiety); 118.52 (ArCH of the heterocyclic moiety); 120.72 (ArCH of the heterocyclic
moiety); 122.14 (ArCH of the heterocyclic moiety); 127.99 (ArCH of the heterocyclic moiety); 129.85
(ArCH of the heterocyclic moiety); 131.41 (ArCH of the heterocyclic moiety); 146.63 (ArC groups of the
heterocyclic moiety attached to the macroring); 177.95 (C=0 carbon of the heterocyclic moiety). IR:
Vmax [em™1]: 3425, 2923, 2853, 1736, 1624, 1610, 1531, 1490, 1466, 1421, 1369, 1339, 1265, 1225, 1178,
1116, 1092, 803, 747. HRMS: m/z = [MH]: 666.46814, [M]: 665.46554. Anal. Calcd. for C4HgzNOg: C
73.95; H9.54; N 2.10. Found: C 74.20; H 9.52; N 2.15. The enantiomeric purity was determined by
chiral HPLC and found to be >97%.

4.2.4. (85,165)-8,16-Bis(decyl)-6,9,12,15,18-Pentaoxa-25-Azatetracyclo
[21.3.1.05'26.019'24]heptacosa-1,3,5(26),19,21,23—Hexaen—27—one [(S,5)-1]: See Scheme 2

Macrocycle (S,5)-1 was prepared in the same way as described above for (R,R)-1, starting from
4,5-dihydroxyacridin-9(10H)-on (5) (1.20 g, 5.29 mmol) and enantiopure glycol derivative (S,5)-10
(4.99 g, 6.37 mmol). Yield: 774 mg (22%). [a]ZDS = +23.08 (c = 0.43, CH,Cl,). The other physical and

spectroscopic data of (S,S)-1 concurred with those of (R,R)-1.

4.2.5. (8R,16R)-8,16-Bis(decyl)-27-Phenyl-6,9,12,15,18-Pentaoxa-25-Azatetracyclo[21.3.1.0%26,01%24]
heptacosa-1,3,5(26),19,21,23(27),24-Heptaene [(R,R)-2]: See Scheme 2

Procedure “A”

9-Phenylacridine-4,5-diol (9) was prepared according to the literature [31]. A mixture of dihydroxy
derivative 9 (1.00 g, 3.48 mmol), didecyl-substituted tetraethylene glycol ditosylate (R,R)-10 (3.27 g,
4.18 mmol), finely powdered anhydrous caesium carbonate (9.07 mg, 27.84 mmol) and dry and pure
DMSO (200 mL) were stirred vigorously under an argon atmosphere at room temperature for 15 min,
then the temperature of the mixture was raised to 60 °C and kept at this temperature for 1 week. Water
(500 mL) was added to the reaction mixture and it was extracted with ethyl acetate (3 X 500 mL). The
combined organic phase was extracted with water (6 x 500 mL) and then with saturated aqueous
sodium chloride solution (2 X 500 mL) to remove most of the DMSO. The organic phase was dried over
magnesium sulphate and filtered and the solvent was evaporated. The crude product was purified
by column chromatography on silica gel, using dichloromethane as an eluent. The product needed
further purification by PTLC on silica gel with dichloromethane as an eluent to gain (R,R)-2 (126 mg,
5%) as light brown crystals.

M.p. > 360 °C. R¢ = 0.42 (silica gel TLC, dichloromethane). [a]%S = —-23.12 (c = 0.42, CH,Cl,).
IH-NMR (CDCl3): & [ppm]: 0.89 (t, ] = 6.7 Hz, 6H, CHj groups located at the end of the decyl
chains); 1.20-1.75 (m, 36H, CH, groups of the decyl chains); 3.75-3.94 (m, 6H, two CH, groups of the
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macrocyclic ring and the two CH groups of the macroring attached to the decyl chains); 4.00-4.18 (m,
4H, CH; groups of the macroring); 4.33—4.47 (m, 4H, CH, groups of the macroring near the aromatic
moiety); 6.91 (d, ] = 7.5 Hz, 2H, ArCH groups of the heterocyclic moiety near the macrocyclic ring);
7.19 (d, ] = 8.8 Hz, 2H, ArCH groups of the heterocyclic moiety); 7.29 (t, | = 8.3 Hz, 2H, ArCH groups of
the heterocyclic moiety); 7.42 (d, ] = 7.0 Hz, 2H, aromatic protons at the ortho positions of the phenyl
group attached to the acridine unit); 7.51-7.61 (m, 3H, the other protons of the phenyl group attached
to the acridine unit). 1>*C-NMR (CDCl3): § [ppm]: 14.29 (CH3 groups located at the end of the decyl
chains); 22.86 (CH, of decyl chains); 25.84 (CH; of decyl chains); 29.12 (CH, of decyl chains); 29.51
(CH; of decyl chains); 29.81 (CH; of decyl chains); 29.91 (CH; of decyl chains); 30.38 (CH; of decyl
chains); 32.09 (CH; of decyl chains); 32.29 (CH,; of decyl chains); 70.73 (CH, groups of the macroring);
71.55 (CH; groups of the macroring); 73.28 (CH, groups of the macroring); 78.37 (CH groups of the
macroring attached to the decyl chains); 106.75 (ArCH groups of the heterocyclic moiety); 118.43
(ArCH groups of the heterocyclic moiety); 125.90 (ArC); 126.73 (ArCH); 128.29 (ArCH); 128.51 (ArCH);
130.54 (ArCH); 136.91 (ArC); 141.15 (ArC); 146.26 (ArC); 154.86 (ArC). IR: Vmax [cm™~]: 3363, 3062,
2957, 2921, 2851, 1731, 1650, 1632, 1567, 1469, 1462, 1416, 1262, 1232, 1107, 1088, 1023, 802, 756, 728, 703,
671, 665. HRMS: m/z = [MH™]: 726.50855, [M]: 725.50192. Anal. Calcd. for C47He;NOs: C 77.75; H
9.30; N 1.93. Found: C 77.71; H 9.29; N 1.92. Enantiomeric purity was determined by chiral HPLC and
found to be >98%.

Procedure “B”

The crown compound (R,R)-1 (1.70 g, 2.55 mmol) and phosphorus pentachloride (0.53 g, 2.55 mmol)
were dissolved in phosphoryl chloride (10 mL, 109.60 mmol) and the temperature of the resulting
mixture was raised to 90 °C and stirred at this temperature for 2 h under an argon atmosphere.
The reaction mixture was slowly poured into a mixture of trimethylamine (400 mL of aqueous
solution, 40 m/m%) and ice (400 g) with external cooling (ice water bath). (A large excess of the
trimethylamine solution was required because of the acid-sensitivity of the chloro-compound (R,R)-11.)
After destroying the excess reagent, the pH of the solution was adjusted to 9 with aqueous hydrochloric
acid (10 m/m%) and extracted with diethyl ether (4 X 500 mL). The combined organic phase was dried
over magnesium sulphate and filtered and the solvent was removed. The yellow crystalline crude
product (R,R)-11 was obtained quantitatively and was used without purification and characterization
because of its degradability.

A solution of crude (R,R)-11 (1.73 g, 2.53 mmol) in dry and pure toluene (30 mL) was added
dropwise to a stirred suspension of phenylmagnesium bromide (3 M in THEF, 4.22 mL, 12.65 mmol),
palladium acetate (29 mg, 0.13 mmol), dilithium tetrachloro cuprate (0.1 M in THF, 1.30 mL, 0.13 mmol)
and dry toluene (10 mL) under an argon atmosphere at room temperature. The resulting mixture was
stirred for 24 h then cooled down to 0 °C. The solvent was removed and the residue was taken up
in ethyl acetate (100 mL) and water (100 mL). The pH of the aqueous phase was adjusted to 7 using
aqueous hydrochloric acid (10 m/m%). The phases were shaken well and separated. The aqueous
phase was extracted with ethyl acetate (4 x 100 mL). The combined organic phase was dried over
magnesium sulphate and filtered and the solvent was removed. The crude product was purified by
column chromatography on silica gel using dichloromethane as an eluent, yielding (R,R)-2 (220 mg,
12% (based on starting material (R,R)-1)), which was identical in every aspect to that prepared by
Procedure “A”.

4.2.6. (8S,16S)-8,16-Bis(decyl)-27-Phenyl-6,9,12,15,18-Pentaoxa-25-Azatetracyclo[21.3.1.0%26.01924]
heptacosa-1,3,5(26),19,21,23(27),24-Heptaene [(S,5)-2]: See Scheme 2

Procedure “A”

Macrocycle (S,S)-2 was prepared in the same way as described above for (R,R)-2, starting from
9-phenylacridine-4,5-diol (9) (1.00 g, 3.48 mmol) and didecyl-substituted tetraethylene glycol ditosylate
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(5,5)-10 (3.27 g, 4.18 mmol). Yield: 151 mg (6%). [a]2D5 = +21.13 (c = 0.40, CH,Cl,). The other physical
and spectroscopic data of (S,5)-2 concurred with those of (R,R)-2.

Procedure “B”

Macrocycle (§,5)-2 was prepared in the same way as described above for (R,R)-2, starting from
crown compound (5,5)-1 (1.70 g, 2.55 mmol). Yield: 257 mg (14%) (based on the crown compound
(5,5)-1). The other physical and spectroscopic data of (S,5)-2 concurred with those of (R,R)-2.

4.3. Transport Studies

For the preparation of the source phases, amines were added to a molar equivalent amount
of acetic acid, and the salts formed were dissolved in water (1 mol/L) unless otherwise indicated.
The transported quantities were determined both by weight and UV absorbance measurements. For
the measurements, the receiving phases were evaporated and the masses of the solid residues were
determined by a Mettler Toledo X5105 microanalytical balance (Mettler Toledo, Columbus, OH, USA)
to the nearest 0.1 mg. For UV-Vis measurements, the ammonium salts were dissolved uniformly in
ethanol. Spectrophotometric determinations were carried out using a 5-point calibration curve as a
function of the ammonium salt concentration in ethanol. UV-absorption spectra and calibration curves
of amine derivatives are available in Supplementary Materials from Figure S17 to Figure S38. The
error of the transported amounts of ammonium salts was smaller than +1.0 mg based on both the
weight and spectrophotometric measurements. In the case of the determination of the enantiomeric
excess of chiral amine derivatives, the ammonium salts were liberated by adding 2 mL of 10 m/m%
aqueous sodium hydroxide solution; these aqueous phases were extracted with dichloromethane
(3 X 2mL), dried over magnesium sulphate, filtered, evaporated and dissolved in dichloromethane.
The resulting solutions were investigated by polarimetry to determine the ratios of the mixtures of
stereoisomers. The optical purity data were determined by measuring the specific rotations of the
samples () and comparing them to the optical rotation of the enantiomerically pure component
(¢max)- The errors of the optical purity values were less than +2.0%. The degree of membrane leakage
was less than 5.0% for NEA (21), less than 2.0% for other aralkylammonium salts, and negligible for
aliphatic amine derivatives. Unless otherwise noted, the measurements were carried out at 15 °C to
avoid theevaporation of some solvents of the phases and to maintain constant volume ratios. During
the transport time, the membrane phase was stirred at 200 rpm using a magnetic stirrer. In order to
regenerate the membrane, the bulk (dichloromethane) phase was separated from the source phase
with a shaking funnel, the organic phase was then extracted with 3 X 2 mL of aqueous 10 m/m% acetic
acid solution to remove the amines. The organic phase was dried over magnesium sulphate, filtered
and evaporated. The purity of the resulting carrier was checked by TLC. All the values reported are
derived from the average of three measurements.

4.4. Spectrophotometric Investigations

The concentrations of the solutions of macrocycles were 50 pmol/L in acetonitrile for the UV-Vis
measurements and 5 umol/L in acetonitrile for the fluorescence titrations. For spectrophotometric
titrations, the hydrogen perchlorate salts of the primary amines in acetonitrile were added to the
solutions containing the crown ether using a Hamilton syringe. The results were corrected with the
background signal and dilution effect of the added ammonium salts.

The stability constants of the complexes were determined by a global nonlinear regression analysis
using OriginPro 8.6 (OriginLab Corp., Northampton, MA, USA) software. For the determination of the
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complex stability constant based on the observed partial fluorescence quenching by complexation, the
following equation was used [46]:

Fyor  H+ L+ - y(H + L)+ &) -4 [HL)

Fo—F. 2.[H] ’

@)

where F is the measured fluorescence intensity, Fy is the starting fluorescence of the host molecule, F_ is
the fluorescence of the fully complexed host, K, is the association constant of the complex, (H) is the
concentration of the host and (L) is the concentration of the added ligand at a given point of titration.
For easier handling, the equation has been aligned to F:

H) + 1] + 2 = \([H] + 1) + &) - 4[H)-L]

F:PO_(FO_FC)' 2[H]

®)

Fy is a wavelength-dependent variable. During fitting, F. and K, were defined as parameters,
while the values of (H) and (L) were given as constants.

Fluorescence titration curves and fitted nonlinear functions of enantiopure macrocycles for
determining the complex stability constants toward enantiomers of various chiral protonated amine
derivatives are available in Supplementary Materials from Figure S39 to Figure S47.

4.5. Electrochemical Measurements

For potentiometric measurements, a Philips IS-561 (Glasblaserei Moller, Switzerland) electrode
body was used with an Ag/AgCl/3 mol/L KCl//1 mol/L. KCl double-junction reference electrode
(Metrohm, Herisau, Switzerland) in a Radelkis OP-208/1 precision pH-meter (Radelkis Ltd., Budapest,
Hungary). Amounts of 10~ mol/L of aqueous racemic solutions of the investigated protonated
primary amines were used as the inner filling solution during calibrations, even in the cases of
selectivity measurements.

To incorporate ligands 1 and 2 into the potentiometric sensor, the following membrane
composition was made: 1 mg of ionophore, 33 mg of PVC powder (Corvic S 704, ICI), 66 mg
of dioctyl sebacate (DOS) apolar plasticizer, and one equivalent (regarding the ionophore) potassium
tetrakis(4-chlorophenyl)borate lipophilic ionic additive were dissolved in 2 mL of THEF. This solution
was placed into a 20 mm diameter teflon ring. After the evaporation of the solvent, a 7 mm diameter
disk was cut out from the membrane and incorporated into the electrode body.

All the potentiometric measurements were carried out in distilled water at room temperature. All
the data reported are the average of at least three independent measurements. For the measurements,
the sample solutions were stirred at 100 rpm using a magnetic stirrer. The EMF of the cell was measured
by varying the concentration of the stirred solutions in the range from 1.0 X 107 to 1.0 x 10~ M by
serial dilution. For calibration, the EMF values were recorded both with increasing and decreasing
concentrations. Each point of the diagrams is the average of three independent measurements. The
deviation was below +1.0 mV in every case. Between two different sample solutions, the electrode
pair was washed with distilled water and then wiped off. The response time of the membrane
electrodes—i.e., the time in which the stable and constant potentials were recorded—was determined
by measuring the potentials at different times. The potential values were recorded 60 s after immersing
the electrode into the test solution. The lower detection limit was determined by a graphical method
according to the definition reported in the literature [47]. The potentiometric selectivity coefficients
were determined by the separate solution method based on the Nikolsky—Eisenman equation [47]
from the EMF data measured for the hydrochloric acid salts of the enantiomers of amines. The
activity coefficients in the electrochemical relationships used in the calculations were estimated by the
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concentration data and were not corrected. To quantify the membrane selectivity, the potentiometric
selectivity coefficients were calculated by Equation (4):

pot . EMFR - EMFS aRr
log Kir/s) = S o8 Tz @
where log KE?; 5) depends on the membrane composition, the complex stability constants of the

ionophore with the individual ions and the lipophilicity of the ions measured. In our case, ag and ag are
the activities of the enantiomers in each solution and induce EMFg and EMFg potentials respectively,
S is the slope of the potentiometric calibration curve as a function of ammonium ion activity in the
solution and zg and zg are the charges of the enantiomers.

Electrochemical calibration curves and potentiometric selectivity measurements of ion-selective
membrane electrode are available in Supplementary Materials from Figure 548 to Figure S53.

Supplementary Materials: The following are available online. Figure S1. 'H-NMR spectrum of intermediates
(R)-3 and (S)-3; Figure S2. 13C-NMR spectrum of intermediates (R)-3 and (S)-3; Figure S3. IH-NMR spectrum of
intermediate 5: Figure S4. BC-NMR spectrum of intermediate 5; Figure S5. TH-NMR spectrum of intermediate
9 (after shaking with D,0); Figure S6. 13C-NMR spectrum of intermediate 9; Figure S7. 'H-NMR spectrum of
intermediates (R,R)-10 and (S,5)-10; Figure S8. 13C-NMR spectrum of intermediates (R,R)-10 and (S,5)-10; Figure S9.
TH-NMR spectrum of compounds (R)-4 and (S)-4; Figure $10. '3C-NMR spectrum of compounds (R)-4 and (S)-4,
Figure S11. TH-NMR spectrum of macrocycles (R,R)-1 and (S,5)-1; Figure S12. BBC-NMR spectrum of macrocycles
(R,R)-1 and (S,5)-1, Figure S13. IH-NMR spectrum of macrocycles (R,R)-2 and (S,S)-2; Figure S14. BC-NMR
spectrum of macrocycles (R,R)-2 and (S,5)-2; Figure S15. Chromatogram for macrocycles (R,R)-1 and (S,S)-1;
Figure S16. Chromatogram for macrocycles (R,R)-2 and (S,S)-2; Figure S17. UV-absorption spectrum of amine
derivative 12; Figure S18. UV-absorption calibration curve for amine derivative 12 at the excitation wavelength of
202 nm; Figure S19. UV-absorption spectrum of amine derivative 13; Figure S20. UV-absorption calibration curve
for amine derivative 13 at the excitation wavelength of 202 nm; Figure S21. UV-absorption spectrum of amine
derivative 14; Figure S22. UV-absorption calibration curve for amine derivative 14 at the excitation wavelength of
202 nm; Figure S523. UV-absorption spectrum of amine derivative 15; Figure S24. UV-absorption calibration curve
for amine derivative 15 at the excitation wavelength of 248 nm; Figure S25. UV-absorption spectrum of amine
derivative 16; Figure S26. UV-absorption calibration curve for amine derivative 16 at the excitation wavelength of
207 nm; Figure S27. UV-absorption spectrum of amine derivative 17; Figure S28. UV-absorption calibration curve
for amine derivative 17 at the excitation wavelength of 207 nm; Figure S29. UV-absorption spectrum of amine
derivative 18; Figure S30. UV-absorption calibration curve for amine derivative 18 at the excitation wavelength of
226 nm; Figure S31. UV-absorption spectrum of amine derivative 19; Figure S32. UV-absorption calibration curve
for amine derivative 19 at the excitation wavelength of 204 nm; Figure S33. UV-absorption spectrum of amine
derivative 20; Figure S34. UV-absorption calibration curve for amine derivative 20 at the excitation wavelength of
280 nm; Figure S35. UV-absorption spectrum of amine derivative 21; Figure S36. UV-absorption calibration curve
for amine derivative 21 at the excitation wavelength of 280 nm; Figure S37. UV-absorption spectrum of amine
derivative 22; Figure S38. UV-absorption calibration curve for amine derivative 22 at the excitation wavelength
of 207 nm; Figure S39. Fluorescence titration of macrocycle (S,5)-2 with (R)-NEA (21)*HCIOy; Figure S40.
Fluorescence titration of macrocycle (S,S)-2 with (S)-NEA (21)*HCIOy; Figure S41. Fitted nonlinear functions for
determining the stability constants of (S,5)-2 with the enantiomers of NEA (21)*HClOy; Figure S42. Fluorescence
titration of macrocycle (S,5)-2 with (R)-PGME (23)*HCIOy; Figure S43. Fluorescence titration of macrocycle
(5,5)-2 with (S)-PGME (23)*HClOy; Figure S44. Fitted nonlinear functions for determining the stability constants
of (S,5)-2 with the enantiomers of PGME (23)*HClOy; Figure 545. Fluorescence titration of macrocycle (S,5)-2
with (R)-PAME (24)*HClOy; Figure S46. Fluorescence titration of macrocycle (S,S)-2 with (5)-PAME (24)*HCIOy;
Figure S47. Fitted nonlinear functions for determining the stability constants of (S,S)-2 with the enantiomers
of PAME (24)*HCIOy; Figure 548. Calibration curve for racemic PEA (22)*HC]; Figure S49. Measurements to
determine potentiometric selectivity toward enantiomers of PEA (22)*HCI; Figure S50. Calibration curve for
racemic PGME (23)*HCI; Figure S51. Measurements to determine potentiometric selectivity toward enantiomers
of PGME (23)*HCI; Figure S52. Calibration curve for racemic PAME (24)*HCI; Figure S53. Measurements to
determine potentiometric selectivity toward enantiomers of PAME (24)*HCL

Author Contributions: Conceptualization, AG,; methodology, A.G.; formal analysis, AG.; investigation, AG.
and B.A.A.; resources, V.H.; writing—original draft preparation, A.G,; writing—review and editing, B.A.A., VH,,
T.T.,, PH.; visualization, A.G. and B.A.A; supervision, V.H., T.T., PH.; project administration, T.T., PH.; funding
acquisition, PH. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by the National Research, Development and Innovation Office, grant number
K128473 and the New National Excellence Program (UNKP-19-3) of the Ministry for Innovation and Technology.



Molecules 2020, 25, 2571 21 of 23

10

NEMZETI KUTATAS, FEJLESZTESI  Uj Nemzeti
ES INNOVACIOS HIVATAL Kivdlgség Program

Acknowledgments: The authors thank Panna Vezse for her help in processing and evaluating the results. Thanks
to Miklés Dékany for HRMS measurements. The authors express their thanks to Daniel Ster for his valuable
technical assistance during this work. Thanks to Dennis Mitchell for revising the English of the manuscript.

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

References

1.  Stoddart, J.F.,; Szarek, W.A. Medium heterocyclic rings from carbohydrate precursors. Can. |. Chem. 1968, 46,
3061-3069. [CrossRef]

2. Kyba, E.P; Siegel, M.G.; Sousa, L.R.; Sogah, G.D.; Cram, D.J. Chiral, hinged, and functionalized
multiheteromacrocycles. J. Am. Chem. Soc. 1973, 95, 2691-2692. [CrossRef]

3. Kyba, E.P; Koga, K.; Sousa, L.R; Siegel, M.G.; Cram, D.]J. Chiral recognition in molecular complexing. J. Am.
Chem. Soc. 1973, 95, 2692-2693. [CrossRef]

4. Qing, G.Y,; He, Y.B.; Zhao, Y.; Hu, C.G,; Liu, S.Y.; Yang, X. Calix [4] arene-based chromogenic chemosensor for
the a-phenylglycine anion: Synthesis and chiral recognition. Eur. J. Org. Chem. 2006, 1574-1580. [CrossRef]

5. Schnopp, M.; Haberhauer, G. Highly Selective Recognition of «-Chiral Primary Organoammonium Ions by
C3-Symmetric Peptide Receptors. Eur. . Org. Chem. 2009, 2009, 4458-4467. [CrossRef]

6.  Ballistreri, EP.; Pappalardo, A.; Tomaselli, G.A.; Toscano, R.M.; Sfrazzetto, G.T. Heteroditopic chiral
uranyl-salen receptor for molecular recognition of amino acid ammonium salts. Eur. J. Org. Chem. 2010,
2010, 3806-3810. [CrossRef]

7. Wang, C.; Wu, E.; Pu, L. Enantioselective Fluorescent Recognition by Using a 1,1’-Binaphthyl-2,2’-diamine
Derivative. Eur. |. Org. Chem. 2017, 2017, 4736-4739. [CrossRef]

8. Zhao,F;Du, Y, Tian,].; Shi, D.; Wang, Y.; Hu, L.; Yu, S.; Yu, X,; Pu, L. Enantioselective Fluorescent Recognition
of Amino Acids in Aqueous Solution by Using a Chiral Aldehyde Probe. Eur. |. Org. Chem. 2018, 2018,
1891-1895. [CrossRef]

9. Scaramuzzo, F.A.; Badetti, E.; Licini, G.; Zonta, C. Second-generation tris (2-pyridylmethyl) amine-zinc
complexes as probes for enantiomeric excess determination of amino acids. Eur. J. Org. Chem. 2017, 2017,
1438-1442. [CrossRef]

10. Xiao, M.; Yu, S.; Chen, L.; Huang, Z.; Wen, K.; Xu, Y.; Zhao, F,; Yu, X; Pu, L. Fluorous-Phase-Based Chiral
Assay with Circular Dichroism Spectroscopy. Eur. J. Org. Chem. 2017, 2017, 1413-1417. [CrossRef]

11. Tuliano, A.; Attolino, E.; Salvadori, P. (S)-Leucine and [(S)-1-(1-Naphthyl) ethylJamine as Chiral Building
Blocks for a Bifunctional System — Synthesis of a New Chiral Stationary Phase and Evaluation of Its Biselector
Properties in the HPLC Resolution of Racemic Compounds. Eur. J. Org. Chem. 2001, 2001, 3523-3529.
[CrossRef]

12, Verkuijl, B.J.; Schoonen, A.K.; Minnaard, A.].; de Vries, ].G.; Feringa, B.L. The Use of N-Type Ligands in the
Enantioselective Liquid-Liquid Extraction of Underivatized Amino Acids. Eur. J. Org. Chem. 2010, 2010,
5197-5202. [CrossRef]

13.  Adhikari, B.B.; Fujii, A.; Schramm, M.P. Calixarene-mediated liquid-membrane transport of choline conjugates.
Eur. J. Org. Chem. 2014, 2014, 2972-2979. [CrossRef] [PubMed]

14. Zhang, X.X,; Bradshaw, ].S.; Izatt, R.M. Enantiomeric recognition of amine compounds by chiral macrocyclic
receptors. Chem. Rev. 1997, 97, 3313-3362. [CrossRef]

15. Redd, ].T;; Bradshaw, ].S.; Huszthy, P,; I1zatt, R M. New pyrimidino-crown ether ligands. J. Heterocycl. Chem.
1994, 31, 1047-1052. [CrossRef]

16. Redd, ].T.; Bradshaw, J.S.; Huszthy, P; Izatt, R.M. Pyrimidino-and proton-ionizable pyrimidono-crown ether
ligands: Synthesis and preliminary complexation studies. J. Inclusion Phenom. Mol. Recognit. Chem. 1997, 29,
301-308. [CrossRef]


http://dx.doi.org/10.1139/v68-507
http://dx.doi.org/10.1021/ja00789a050
http://dx.doi.org/10.1021/ja00789a051
http://dx.doi.org/10.1002/ejoc.200500704
http://dx.doi.org/10.1002/ejoc.200900510
http://dx.doi.org/10.1002/ejoc.201000566
http://dx.doi.org/10.1002/ejoc.201700681
http://dx.doi.org/10.1002/ejoc.201701773
http://dx.doi.org/10.1002/ejoc.201601381
http://dx.doi.org/10.1002/ejoc.201601643
http://dx.doi.org/10.1002/1099-0690(200109)2001:18&lt;3523::AID-EJOC3523&gt;3.0.CO;2-
http://dx.doi.org/10.1002/ejoc.201000790
http://dx.doi.org/10.1002/ejoc.201400025
http://www.ncbi.nlm.nih.gov/pubmed/26161034
http://dx.doi.org/10.1021/cr960144p
http://dx.doi.org/10.1002/jhet.5570310459
http://dx.doi.org/10.1023/A:1007980102236

Molecules 2020, 25, 2571 22 of 23

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.
27.

28.

29.

30.

31.

32.

33.

34.

Wang, T.; Bradshaw, J.S.; Huszthy, P; Kou, X.; Dalley, N.K.; Izatt, R.M. Recognition by a new chiral
dimethyl-substituted phenanthrolino-18-crown-6 diester ligand of the enantiomers of various organic
ammonium perchlorates. J. Heterocycl. Chem. 1994, 31, 1-10. [CrossRef]

Bradshaw, J.S.; Chamberlin, D.A.; Harrison, PE.; Wilson, B.E.; Arena, G.; Dalley, N.K.; Lamb, ].D.; Izatt, RM.;
Morin, F.G.; Grant, D.M. Proton-ionizable crown compounds. 1. Synthesis, complexation properties, and
structural studies of macrocyclic polyether-diester ligands containing a triazole subcyclic unit. J. Org. Chem.
1985, 50, 3065-3069. [CrossRef]

Jones, B.A.; Bradshaw, ].S.; Izatt, RM. The synthesis of chiral dimethyl substituted macrocyclic
polyether-diester ligands. |. Heterocycl. Chem. 1982, 19, 551-556. [CrossRef]

Izatt, RM.; Wang, T.; Hathaway, ] K.; Zhang, X.X.; Curtis, ].C.; Bradshaw, ].S.; Zhu, C.Y.; Huszthy, P. Factors
influencing enantiomeric recognition of primary alkylammonium salts by pyridino-18-crown-6 type ligands.
J. Inclusion Phenom. Mol. Recognit. Chem. 1994, 17, 157-175. [CrossRef]

Kormos, A.; Méczar, I.; Pal, D.; Baranyai, P.; Kupai, J.; Téth, K.; Huszthy, P. Synthesis and enantiomeric
recognition studies of a novel 5,5-dioxophenothiazine-1,9 bis (thiourea) containing glucopyranosyl groups.
Tetrahedron Asymmetry 2013, 24, 62—65. [CrossRef]

Huszthy, P.; Samu, E.; Vermes, B.; Mezey-Vandor, G.; Négradi, M.; Bradshaw, J.S.; Izatt, R M. Synthesis of
novel acridino-and phenazino-18-crown-6 ligands and their optically pure dimethyl-substituted analogues
for molecular recognition studies. Tetrahedron 1999, 55, 1491-1504. [CrossRef]

Székely, G.; Csordas, B.; Farkas, V.; Kupai, J.; Pogany, P; Santa, Z.; Szakacs, Z.; Toéth, T.; Holl6si, M.; Nyitrai, J.;
et al. Synthesis and Preliminary Structural and Binding Characterization of New Enantiopure Crown Ethers
Containing an Alkyl Diarylphosphinate or a Proton-lonizable Diarylphosphinic Acid Unit. Eur. J. Org. Chem.
2012, 2012, 3396-3407. [CrossRef]

Prodi, L.; Bolletta, F; Montalti, M.; Zaccheroni, N.; Huszthy, P.; Samu, E.; Vermes, B. Luminescence
signalled enantiomeric recognition of chiral organic ammonium ions by an enantiomerically pure
dimethylacridino-18-crown-6 ligand. New J. Chem. 2000, 24, 781-785. [CrossRef]

Kertész, J.; Moczar, I.; Kormos, A.; Baranyai, P.; Kubinyi, M.; Téth, K.; Huszthy, P. Synthesis and enantiomeric
recognition studies of dialkyl-substituted 18-crown-6 ethers containing an acridine fluorophore unit.
Tetrahedron: Asymmetry 2011, 22, 684-689. [CrossRef]

Pu, L. Supramolecular optical chemosensors for organic analytes. Cherm. Rev. 2004, 104, 1687-1716. [CrossRef]
Kertész, ].; Huszthy, P.; Kormos, A.; Bertha, F.; Horvath, V.; Horvai, G. Synthesis of new optically active
acridino-18-crown-6 ligands and studies of their potentiometric selectivity toward the enantiomers of
protonated 1-phenylethylamine and metal ions. Tetrahedron: Asymmetry 2009, 20, 2795-2801. [CrossRef]
Lakatos, S.; Fetter, J.; Bertha, F.; Huszthy, P; Téth, T.; Farkas, V.; Orosz, G.; Holl6si, M. Preparation of a
new chiral acridino-18-crown-6 ether-based stationary phase for enantioseparation of racemic protonated
primary aralkyl amines. Tetrahedron 2008, 64, 1012-1022. [CrossRef]

Németh, T.; Lévai, S.; Kormos, A.; Kupai, J.; Téth, T.; Balogh, G.T.; Huszthy, P. Preparation and studies
of chiral stationary phases containing enantiopure acridino-18-crown-6 ether selectors. Chirality 2014, 26,
651-654. [CrossRef]

Lévai, S.; Németh, T.; Fédi, T.; Kupai, J.; Téth, T.; Huszthy, P.; Balogh, G.T. Studies of a pyridino-crown
ether-based chiral stationary phase on the enantioseparation of biogenic chiral aralkylamines and «-amino
acid esters by high-performance liquid chromatography. J. Pharm. Biomed. Anal. 2015, 115, 192-195.
[CrossRef]

Németh, T.; Toth, T.; Balogh, G.T.; Huszthy, P. Synthesis and Fluorescence Spectroscopic Studies of Novel
9-phenylacridino-18-crown-6 Ether Type Sensor Molecules. Period. Polytech. Chem. Eng. 2017, 61, 249-257.
[CrossRef]

Szabé, T.; Hirsch, E.; Téth, T.; Huszthy, P. Synthesis and transport studies of new enantiopure lipophilic
crown ethers containing a diarylphosphinic acid unit. Tetrahedron: Asymmetry 2014, 25, 1443-1449. [CrossRef]
Huszthy, P; Kontos, Z.; Vermes, B.; Pintér, A. Synthesis of novel fluorescent acridono-and
thioacridono-18-crown-6 ligands. Tetrahedron 2001, 57, 4967-4975. [CrossRef]

Samu, E.; Huszthy, P.; Somogyi, L.; Hollési, M. Enantiomerically pure chiral phenazino-crown ethers:
Synthesis, preliminary circular dichroism spectroscopic studies and complexes with the enantiomers of
1-arethyl ammonium salts. Tetrahedron: Asymmetry 1999, 10, 2775-2795. [CrossRef]


http://dx.doi.org/10.1002/jhet.5570310101
http://dx.doi.org/10.1021/jo00217a010
http://dx.doi.org/10.1002/jhet.5570190320
http://dx.doi.org/10.1007/BF00711856
http://dx.doi.org/10.1016/j.tetasy.2012.11.020
http://dx.doi.org/10.1016/S0040-4020(98)01128-4
http://dx.doi.org/10.1002/ejoc.201101769
http://dx.doi.org/10.1039/b004600k
http://dx.doi.org/10.1016/j.tetasy.2011.03.011
http://dx.doi.org/10.1021/cr030052h
http://dx.doi.org/10.1016/j.tetasy.2009.11.011
http://dx.doi.org/10.1016/j.tet.2007.09.056
http://dx.doi.org/10.1002/chir.22361
http://dx.doi.org/10.1016/j.jpba.2015.07.011
http://dx.doi.org/10.3311/PPch.11277
http://dx.doi.org/10.1016/j.tetasy.2014.10.006
http://dx.doi.org/10.1016/S0040-4020(01)00408-2
http://dx.doi.org/10.1016/S0957-4166(99)00287-6

Molecules 2020, 25, 2571 23 of 23

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

Szalay, L.; Farkas, V.; Vass, E.; Holl6si, M.; Moczar, 1.; Pintér, A Huszthy, P. Synthesis and selective
lead (II) binding of achiral and enantiomerically pure chiral acridono-18-crown-6 ether type ligands.
Tetrahedron: Asymmetry 2004, 15, 1487-1493. [CrossRef]

Huszthy, P; Farkas, V.; Téth, T.; Székely, G.; Holl6si, M. Synthesis and preliminary studies on novel
enantiopure crown ethers containing an alkyl diarylphosphinate or a proton-ionizable diarylphosphinic acid
unit. Tetrahedron 2008, 64, 10107-10115. [CrossRef]

Weissberger, A.; Taylor, E.C. An Acridines the Chemistry of Heterocyclic Compounds; Acheson, RM., Ed.;
John Wiley & Sons, Inc.: New York, NY, USA, 1973; Volume 2, pp. 9-378, ISBN 0-471-37753-8.

Bartsch, R.A.; Way, ].D. Chemical Separations with Liquid Membranes: An Overview; Chapter 1 of ACS Symposium
Series; Chemical Separations with Liquid Membranes; American Chemical Society: Washington, DC, USA,
1996; Volume 642, pp. 1-10, ISBN 9780841234475. [CrossRef]

Chrisstoffels, L.A.J.; de Jong, F; Reinhoudt, D.N. Mechanistic Studies of Carrier-Mediated Transport
Through Supported Liquid Membranes; Chapter 3 of ACS Symposium Series; Chemical Separations with
Liquid Membranes; American Chemical Society: Washington, DC, USA, 1996; Volume 642, pp. 18-56,
ISBN 9780841234475. [CrossRef]

Peterson, R.T.; Lamb, J.D. Rational Design of Liquid Membrane Separation Systems; Chapter 4 of ACS Symposium
Series; Chemical Separations with Liquid Membranes; American Chemical Society: Washington, DC, USA,
1996; Volume 642, pp. 57-74, ISBN 9780841234475. [CrossRef]

Steed, ].E.; Atwood, J.L. (Eds.) Supramolecular Chemistry; John Wiley & Sons Ltd.: West Sussex, UK, 2013;
Volume 2, pp. 180-194, ISBN 978-0-470-51233-3.

Fogassy, E.; Lopata, A.; Faigl, F,; Darvas, F.; Acs, M.; Téke, L. A quantitative approach to optical resolution.
Tetrahedron Lett. 1980, 21, 647—650. [CrossRef]

El-Rahman, M.K.A.; Salem, M.Y. Ion selective electrode (in-line analyzer) versus UV-spectroscopy (at-line
analyzer); which strategy offers more opportunities for real time monitoring of the degradation kinetics of
pyridostigmine bromide. Sens. Actuators B 2015, 220, 255-262. [CrossRef]

Morf, W.E. The Principles of Ion-Selective Electrodes and of Membrane Transport; Morf, W.E., Ed.; Elsevier:
New York, NY, USA, 1981; Volume 2, pp. 264-296, ISBN 0-444-99749-0.

Riddick, J.A.; Bunger, W.B.; Sakano, T.K. Organic Solvents: Physical Properties and Methods of Purification;
Techniques of Chemistry; Weissberger, A., Ed.; Wiley-Interscience: New York, NY, USA, 1986; Volume 4,
pp- 1344-1400, ISBN 0471084670.

Van de Weert, M; Stella, L. Fluorescence quenching and ligand binding: A critical discussion of a popular
methodology. J. Mol. Struct. 2011, 998, 144-150. [CrossRef]

Bakker, E.; Bithlmann, P.; Pretsch, E. Carrier-based ion-selective electrodes and bulk optodes. 1. General
characteristics. Chem. Rev. 1997, 97, 3083-3132. [CrossRef]

Sample Availability: Samples of the new crown compounds are available from the authors.

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1016/j.tetasy.2004.03.024
http://dx.doi.org/10.1016/j.tet.2008.07.111
http://dx.doi.org/10.1021/bk-1996-0642.ch001
http://dx.doi.org/10.1021/bk-1996-0642.ch003
http://dx.doi.org/10.1021/bk-1996-0642.ch004
http://dx.doi.org/10.1016/S0040-4039(01)85582-9
http://dx.doi.org/10.1016/j.snb.2015.05.092
http://dx.doi.org/10.1016/j.molstruc.2011.05.023
http://dx.doi.org/10.1021/cr940394a
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results and Discussion 
	Synthesis 
	Membrane Transport Studies 
	Investigation of the Influence of Structure on Molecular Recognition 
	Enantioselective Phase Transport Studies 

	Spectrophotometric Investigation of Enantiomeric Recognition 
	Development of Enantioselective Potentiometric Sensors 

	Conclusions 
	Experimental 
	General 
	Synthesis of New Compounds 
	(2R)-1-(Benzyloxy)dodecan-2-yl-4-Methylbenzene-1-Sulfonate [(R)-4]: See Scheme 1 
	(2S)-1-(Benzyloxy)dodecan-2-yl-4-Methylbenzene-1-Sulfonate [(S)-4]: See Scheme 1 
	(8R,16R)-8,16-Bis(decyl)-6,9,12,15,18-Pentaoxa-25-Azatetracyclo [2 1.3.1.05,26.019,24]heptacosa-1,3,5(26),19,21,23-Hexaen-27-one [(R,R)-1]: See Scheme 2 
	(8S,16S)-8,16-Bis(decyl)-6,9,12,15,18-Pentaoxa-25-Azatetracyclo [21.3.1.05,26.019,24]heptacosa-1,3,5(26),19,21,23-Hexaen-27-one [(S,S)-1]: See Scheme 2 
	(8R,16R)-8,16-Bis(decyl)-27-Phenyl-6,9,12,15,18-Pentaoxa-25-Azatetracyclo[21.3.1.05,26.019,24] heptacosa-1,3,5(26),19,21,23(27),24-Heptaene [(R,R)-2]: See Scheme 2 
	(8S,16S)-8,16-Bis(decyl)-27-Phenyl-6,9,12,15,18-Pentaoxa-25-Azatetracyclo[21.3.1.05,26.019,24] heptacosa-1,3,5(26),19,21,23(27),24-Heptaene [(S,S)-2]: See Scheme 2 

	Transport Studies 
	Spectrophotometric Investigations 
	Electrochemical Measurements 

	References

