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A series of tert-butanesulfinamide type compounds, which were decorated with phenol receptors, were
found to recognize chlorine ion, nitrate ion, and acetate ion by 'H NMR titration experiments. The results
indicated that the interaction between subject molecule and anion was enhanced with the increase of the
acidity of the phenolic O-H group. Furthermore, the tert-butyl group seemed to play a role in the anion
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Anions, such as chloride, nitrate, acetate, phosphate, and sulfate
ion, play important roles in the areas of biological, medical, envi-
ronmental, and life science.! In general, the functions of anions
are achieved by recognition between a substrate and anion. There-
fore, the study of the recognition of anions has moved on from
being an area solely of academic interest to a fundamental pillar
of supramolecular chemistry and attracted great attention.” Fur-
thermore, the anion recognition has also been used to develop a
very efficient organocatalytic strategy, ie anion-binding catalysis,
which realized a number of challenge organic transformations.®
As is known, featuring the molecular complementarity of the two
partners, highly specific anion binding may occur through a series
of multifarious noncovalent interactions, such as electrostatic,
hydrophobic, hydrogen-bonding, and anion-interactions.* Based
on the various associative interactions, plenty of subject molecules
have been designed and synthesized for the application in anion
recognition, transport, sensing, and extraction.” Among them,
hydrogen bond type compounds, by virtue of their diversity and
modification of structure and convenient synthesis, have become
the most widely studied anion receptors.® As a result, traditional
receptors containing N-H groups, such as amide, sulfonamide,
urea, thiourea, and pyrrole, have been extensively employed.’
Recently, some new fashioned hydrogen bond donors, such as
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squaramides and aliphatic polyols, have also been developed as
efficient anion receptors.® It is worth mentioning that the studied
hydrogen bond sources of the aforementioned anion receptors
are mostly N-H groups. Relative fewer examples of the anion
receptors bearing phenolic hydroxyl groups were reported.’ In fact,
in nature, multiple hydrogen bonds using both N-H and O-H
donors were verified responsible for the anion recognition and
transport process.'® Therefore, designing a new kind of receptors,
especially cooperative with N-H and O-H functional groups, which
have great ability of recognizing biologically important anions, is
still a formidable challenge and highly desirable.
tert-Butanesulfinamide, which was developed by Ellman and
coworkers, has been widely used as a chiral auxiliary in asymmet-
ric synthesis.!! Recently, chiral sulfinamide based organocatalysts
have been reported for a series of important asymmetric transfor-
mations.'>'> However, unlike sulfonamides, sulfinamide based
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Scheme 1. Structure of the receptors.
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Figure 1. Stack plot of "H NMR spectra (400 MHz, CDCls) of receptor L1 (5 x 107> M) upon addition of Cl~ ((BusN)CI).
receptors have not been used in anion recognition. Herein, tert-
butanesulfinamide based phenols, which had been used as chiral
Table 1 _ _ o Lewis base catalysts in reduction of aromatic ketimines,'>* were
Association constants (Ky(1:1)) of receptors with various anions in CDCl3 chosen as Cooperative body of N=H and O-H donors to examine
cl- NO3 AcO~ their anion recognition ability.
1 443+21° 152 +1.0° 472+2.1" Six target compounds (Scheme 1) were prepared from salicy-
L2 85.3 + 3.6 78.3+4.8" 298.0 +10.4" laldehyde and tert-butanesulfinamide in two steps following the
L3 697.5+37.1° 812+59° - ) reported procedures.'*® Furthermore, disulfinyl compound L7,'*¢
a a . . .
14 414:08 18013 1080£29" which had double sulfinamide symmetrical structure, was also
L5 65968 36927 184.2£10.0 repared to investigate its anion binding ability (Scheme 1)
L6 95.8 +9.0° 40.0+2.4" 346.0 +41.3" prepare estigal & abiliity e 1)
L7 <10 <10 <10 Initially, we investigated a range of potential guest anions by L1.

2 The association constants were determined by the chemical shift of proton of
phenolic hydroxyl.

b The association constants were determined by the chemical shift of aromatic
proton.

TH NMR experiment of a 1:1 mixture of L1 and several anions was
performed to examine the binding abilities. Since L1 showed poor

binding ability with the less basic anions (Br—, I7), we mainly
tested the binding behavior of chlorine ion (Cl~), nitrate ion
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Figure 2. Stack plot of '"H NMR spectra (400 MHz, CDCl5) of receptor L3 upon addition of AcO™. Ratio of concentration [AcO~]/[L3] is shown above.

Figure 3. Optimized geometry of L3 and chloride complex in CHCl; calculated with
the M06-2x/6-311+G(d,p) (SMD) method.

(NO3), and acetate ion (AcO™) in this work. As shown in Figure 1,
the O-H of L1 had an obvious downfield shift from 7.843 ppm to
9.605 ppm. This result indicated that the O-H had a strong interac-
tion with Cl~. Meanwhile, the aromatic proton of L1 at around
7 ppm had some shifts, which illustrated that the aromatic proton
also participated in Cl~ binding. Unexpectedly, the proton of the
tert-butyl group at 1.262 ppm shifted upfield a little bit. It seemed
that the C-H of the tert-butyl group played a small role in the pro-
cess of anion recognition as a potential weak hydrogen bond donor.
All the evidences showed that L1 and CI~ had multiple hydrogen
bond interactions.

We then examined the titrations of other receptors (L2-L7)
and different anions (Cl-, NO3 and AcO~). The binding affinity
was indicated by the changes of the chemical shifts of the proton
of the phenolic hydroxyl group or aromatic proton. And the bind-
ing affinity data are summarized in Table 1. All the titration
curves of receptors to anions give the best fit for the 1:1 binding
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model in agreement with Job’s plot shown in the Supporting
information.

Among the examined three anions, NO3 showed the weakest
binding interactions with all the receptors. This maybe due to that
the basicity of NO3 is too weak. On the opposite, the AcO~, which
had higher basicity, showed the strongest interactions with the
examined receptors. As for different receptors, L2 and L3, which
were substituted with electron withdrawing groups, they had
stronger binding affinity with all the three anions. As for receptor
L4, which substituted with a methoxy group, exhibited a slightly
stronger binding affinity than L1. Next, the effect of the different
position of the phenolic hydroxyl group on the anion recognition
was investigated. As shown in Table 1, the order of binding ability
of anion interaction was L6 >L5>L1. The different hindrance
caused by the position of O-H, which affected the interaction
between the anion and the aromatic proton of receptors, was sus-
pected to induce the observed diversity of affinity data. It is note-
worthy that the interaction of L7 and anions, even with AcO~, was
very weak, which could not get the binding affinity data via 'H
NMR titration. This fact illustrated that the hydroxyl group played
an important role in current studied anion interaction mode.

On careful examination of the experiment, we found that the
titration of the L3 and anions was a clear color change process,
in which the solution of the mixture of L3 and anions in CDCls
changed from light yellow to deep yellow along with the increase
of the anion concentration. This interesting phenomenon indicated
that we can monitor the recognition of anion by L3 via a visual
observation.

As for the 'H NMR titration of AcO~ in L3, the chemical shift of
Ar-H appeared at 6.831 ppm and showed a significant downfield
shift upon the addition of AcO~. However, the trend changed from
downfield shift into upfield shift accompanied with excessive addi-
tion of AcO~. Simultaneously, the chemical shift of the proton of
AcO~ suddenly changed from 2.102 ppm to 2.025 ppm (Fig. 2),
which meant that the AcO~ had already become AcOH. UV-vis
experiment in CHCl3 was then conducted. During the titration of
L3 with CI7, NOs3, and AcO~ by UV-vis, spectral change was
observed only upon addition of AcO~. A new band at around
425 nm, which was the same as the absorbance band obtained
when strong base tetrabutylammonium hydroxide (TBAOH) was
added into L3, was observed. And from the UV-vis titration spectra
of L3 with AcO~, we also found that the deprotonation happened at
the start of titration.'* The aforementioned evidences revealed a
fact that a typical Brensted acid-base reaction should be happen
between L3 and AcO~. Moreover, corresponding pK, values of
AcOH (12.6) and p-nitrophenol (10.8) can reasonably explain the
experimental observation.'”

To further explore the interaction modes of the complex, the
geometry of the receptor L3 and chloride complex was optimized
with the M06-2X/6-311+G(d,p) (SMD) method.'®!” As illustrated
in Figure 3, the distances between the ClI~ and the O-H proton
and the N-H proton are 2.015 and 2.323 A, respectively. These dis-
tances are distinctly smaller than the sum (2.86-3 A) of the van der
Waals radii of hydrogen and CI-,'® thereby indicating the forma-
tion of hydrogen bond. It should be noted that the distance
between the CI~ and the C-H proton of the tert-butyl group is
3.420 A. The distance is a little longer than the 3 A, indicating the
possible weak interaction of C-H- - -Cl.

In summary, we have found that tert-butanesulfinamide based
phenols can act as receptors recognizing Cl-, NO3, and AcO~
through 'H NMR titration experiment. The information of the rela-
tionship between the structure of acceptors (or anions) and recog-
nition capability was discussed, which was helpful for the future
design of efficient tert-butanesulfinamide phenol type anion recep-
tors. To our knowledge, this is the first example of tert-butanesul-
finamide derived anion receptors.
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