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ABSTRACT: The atropisomeric and conformational proper-
ties of 1,5-benzodiazepines with an N-sulfonyl (p-tosyl/mesyl)
group (IIa/b) were investigated by comparison with those of
the N-benzoyl congeners (I). Similar to I, when the Ar−
N(SO2) axis was frozen by a C9-substitution in the molecules,
IIa/b were separated into the (aR)- and (aS)-atropisomers.
The conformation of IIa/b revealed that the substituent (p-
tolyl/methyl group) in the sulfonyl moiety occupies the
position over the diazepine ring (folded form) in both the
solid and solution states [e.g., (+)-(aR)-N-p-tosyl-1,5-benzo-
diazepin-2-one (IIa-2)], whereas that of I is anti to the
diazepine ring [e.g., (−)-(aR)-N-benzoyl-1,5-benzodiazepin-2-
one (I-2)], which was further supported by a computational study. The stereochemical stability also differed between the two
congeners (e.g., ΔG⧧: 104 kJ/mol for I-2 and 132 kJ/mol for IIa-2).

■ INTRODUCTION
Nitrogen-containing benzo-fused seven-membered-ring hetero-
cycles (e.g., 1,5-benzodiazepines) (Figure 1) occupy one of the

most exalted places among molecules with beneficial biological
activity.1 The conformation of these heterocycles has been
extensively investigated to gain insight into the structures of
these relatively flexible rings. The important point is that a
conformational change in the seven-membered-ring sometimes
causes chirality due to the axis or plane in relation to the planar
benzo group of the bicyclic molecule, which targets molecules
such as receptors and enzymes to exert biological activity.2

Thus, far, we have investigated the conformation of several
benzo-fused seven-membered-ring nitrogen-heterocycles to
reveal the atropisomeric properties in relation to the biological
activity.3 In our previous communication,3f atropisomerism in

N-benzoyl-1,5-benzodiazepines (for I-1, I-2, and I-4) was
described in which the cis/trans-amide rotamers around the N−
C(O) bond and (aS)/(aR)-axial isomers4 based on the Ar−
N(CO) (sp2−sp2) axis were considered (Figure 2). Although
the conformational change in the molecules without a
substituent at the ortho-position (C9) on the benzene ring (Y
= H) was too rapid for isolation of the isomers at room
temperature, the molecules with a substituent (Y = CH3) at C9
were conformationally “frozen” and could be separated into the
(aS)- and (aR)-axial isomers using chiral HPLC. That study led
to the finding of the importance of axial chirality in exerting the
biological activity of the vaptan class of arginine−vasopressin
receptor ligands (e.g., mozavaptan5 and tolvaptan6); although a
pair of atropisomers of mozavaptan itself is rapidly
interconverting and inseparable, the receptors in the body
recognize only one conformational isomer with (cis, aS, 5S)-
stereochemistry (Figure 3).
In addition to the N-benzoyl derivatives of 1,5-benzodiaze-

pines (I), we investigated the congener N-sulfonyl (p-tosyl/
mesyl) derivatives (IIa/b) (Figure 1). Although the sulfona-
mide group is the important functional moiety used in various
biologically active compounds,7 its chemical nature is not as
well understood as that of the amide group. Furthermore, there
have been few studies on the atropisomerism caused by the
Ar−N(SO2) axis. Recent publications from the Merck group on
the N-sulfonyl derivatives of pyrido- and benzo-fused tricyclic
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Figure 1. 1,5-Benzodiazepines (1−4) with an N-benzoyl group (I), N-
p-tosyl group (IIa), and N-mesyl group (IIb).
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diazepine (MK-7725) (Figure 3) as a bombesin receptor
subtype 3 agonist,8 in which atropisomerism was first disclosed
as an interesting unusual chirality,9 prompted us to report our
study on the atropisomeric properties of N-sulfonyl derivatives
of 1,5-benzodiazepines (IIa/b) in detail by comparing them
with those of the N-benzoyl congeners (I).

■ RESULTS AND DISCUSSION
Preparation of N-Benzoyl- and N-Sulfonyl-1,5-benzo-

diazepines. The 1,5-benzodiazepine derivatives with an N-
benzoyl group, I (1−4), N-p-toluenesulfonyl (tosyl) group, IIa
(1−4), and N-methanesulfonyl (mesyl) group, IIb (1−4), were
prepared from the corresponding amines of the heterocycles
(S1−4) by conventional methods using benzoyl chloride, tosyl
chloride, and mesyl chloride, respectively (Scheme 1).10

Compounds with a methyl group at C9 on the benzene ring
(Y = CH3) (I-2/4, IIa-2/4, and IIb-2/4) were prepared to
provide a rotational barrier for the axis and to freeze the
conformation of the molecules.
Conformation of the N-Benzoyl-1,5-benzodiazepines

(I). The stereochemistry of the N-benzoyl-1,5-benzodiazepin-4-
ones (I-1/2)3f and N-benzoyl-1,5-benzodiazepines (I-3/43f)
was first investigated. As shown in Figure 2, four stereoisomers
[i.e., the cis/trans-amide rotamers around the N−C(O) bond
and (aS)/(aR)-axial isomers based on the Ar−N(CO) axis]
were assumed to exist, and their presence was confirmed by
isolating the (aS)- and (aR)-axial isomers of I-2 and I-4 with a

methyl group at C9 on the benzene ring (Y = CH3).
Compound I-2 was shown to exist as an equilibrium mixture
of cis/trans-amide rotamers in solution (CDCl3) with the cis/
trans ratio of 10:1 by 1H NMR,11 while I-1, I-3, and I-4 only
showed signals of the cis-isomer at room temperature. The
physicochemical properties of I (1−4) are shown in Table 1.
Fortunately, the absolute structures of (−)-(cis,aR)-I-2,
(+)-(cis,aS)-I-2, and (+)-(cis,aS)-I-4 could be determined by
X-ray structure analysis (Figure 4, Table 2).12 The crystal
structures of (+)-(cis,aS)-I-2 and (+)-(cis,aS)-I-4 are similar,
with the two benzene rings in a proximal location, but differ in
the orientation of the C3 methylene moiety (i.e., the seven-
membered ring with a boatlike and chairlike conformation,
respectively) (Figure 4). The difference may be explained as
follows: Because I-2 (X = CO) has a lactam moiety, two Ar−
N(CO) axes (a1 and a2) exist in the molecule to take a
conformation with the relative stereochemistry of (a1R*,
a2R*),3d,f,13 which inevitably constrains the seven-membered
ring to take a boatlike form, whereas in the fully reduced
diazepine ring of I-4 (X = CH2) the conformation is more
flexible and takes an unconstrained form (i.e., a chairlike form
in this case). The conformation of the diazepine-ring in
solution was inspected by the coupling pattern of the
methylene protons in the 1H NMR spectrum. The observed
values of the vicinal coupling (3J) in the lactam I-2
corresponded well with those estimated from the torsion
angles obtained from the X-ray crystal structure (a boatlike
form) by the Karplus equation.14 Those in the reduced
diazepine I-4, on the other hand, did not correspond with the
3JH,H values estimated from the crystal structure (a chairlike
form), and no large 3JH,H values (>9 Hz) were observed. These
data imply that the reduced diazepine-ring of I-4 is flexible to

Figure 2. Conformation of N-benzoyl-1,5-benzodiazepines (I-1−I-4):
(1) rotation around the N−(CO) bond to form cis- and trans-
rotamers and (2) rotation around the Ar−N axis to form (aS)- and
(aR)-atropisomers.

Figure 3. Mozavaptan, the plausible eutomer of mozavaptan, and MK-7725.

Scheme 1. Preparation of 1,5-Benzodiazepines with an N-
Benzoyl Group (I-1−4), N-p-Tosyl Group (IIa-1−4), and N-
Mesyl Group (IIb-1−4)
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take various conformations in solution at room temperature
(i.e., the methylene signals observed in the 1H NMR spectrum
are the average ones of the chair- and boatlike conformers),
which seemed to be a common aspect of the reduced diazepine-
ring system in solution, e.g., that of IIa-4 and IIb-4 described
below (cf. a drawing of IIb-4 in Figure 7).
Conformation of the N-Sulfonyl-1,5-benzodiazepines

(IIa and IIb). The stereochemistry of the N-sulfonyl derivatives
[IIa (1−4) (tosyl) and IIb (1−4) (mesyl)] was next
investigated by comparing it with that of the corresponding
N-benzoyl derivatives I (1−4). The results are summarized in
Tables 1 and 2. First, N-tosyl-1,5-benzodiazepin-4-ones (X =

CO) [IIa-1 (Y = H)/IIa-2 (Y = CH3)] were examined in
detail. We originally expected that the sulfonamides IIa-1/2
would also exhibit atropisomeric properties similar to I-1/2,
although the nature of the sulfonamide is not as well
understood as that of the amide. The results conformed to
our expectations, i.e., although the (aS)/(aR)-atropisomers of
IIa-1 were inseparable, those of IIa-2 were sufficiently stable to
be separated and isolated with chiral HPLC at room
temperature. However, the conformations of IIa-1/2 were
unexpectedly shown to be significantly different from those of
I-1/2. First, the separated (+)-enantiomer of IIa-2 ([α]D
+159.7) was subjected to X-ray structural analysis to reveal

Table 1. Physicochemical Properties of the Atropisomers of N-Benzoyl-, N-p-Tosyl-, and N-Mesyl-1,5-benzodiazepines (I, IIa,
and IIb)

I (benzoyl) IIa (p-tosyl) IIb (mesyl)

I, IIa,
IIb X Y [α]23D

a
ΔG⧧

(kJ/mol) racemizationb [α]23D
a

ΔG⧧

(kJ/mol) racemizationb [α]23D
a

ΔG⧧

(kJ/mol) racemizationb

1 CO H c 67 c 59 c 54
2 CO CH3 (aS) +113.1 104 50 °C, 5 hd −155.2 132 150 °C, 2 he,f −159.1 132 150 °C, 2 he,f

(aR) −115.0 +159.7 +164.1
3 CH2 H c 68 c 48 c 48
4 CH2 CH3 (aS) +151.0 96 37 °C, 2 h −134.0 105 50 °C, 7 hg −88.5 105 50 °C, 7 hg

(aR) −146.7 +136.6 +81.4
aIn CH3OH and for each concentration (c); see the Experimental Section. bConditions required for racemization in toluene. cNot separable at room
temperature. dIsomerized to 50% ee at 37 °C after 6 h in toluene. eIn DMF. fNot isomerized at 80 °C after 4 h in toluene. gIsomerized to 50% ee at
37 °C after 8 h in toluene.

Figure 4. X-ray crystal structures of (aR)-I-2, (aS)-I-2, (aS)-I-4, (aR)-IIa-2, and (aS)-IIa-4.
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that the 1,5-benzodiazepine ring exists in a boatlike form with
(aR)-stereochemistry12 (Figure 4, Table 1). Interestingly, the
(+)/(−)-angle of optical rotation α of (aR)-IIa-2 is reversed

compared with that of the N-benzoyl derivative (aR)-I-2 ([α]D
−115.0). As shown in Figure 4, the benzene ring of the tosyl
moiety of IIa-2 is differently oriented from that of the benzoyl
moiety of (aR)-I-2, i.e., the benzene ring of IIa-2 locates over
the diazepine ring (folded form), whereas that of I-2 locates
anti to the diazepine ring (extended form) (Figure 4). Also
noteworthy is the position of the oxygen atoms of the sulfonyl
(SO2) moiety in IIa-2, which locate so as to interweave with
the N−SO2 axis [dihedral angles ∠O2−S−N1−C9a (d.a. 2) and
∠O1−S−N1−C2 (d.a. 3) in Figure 5 were −28.5° and 38.9°,
respectively], whereas the oxygen of the carbonyl (CO)
moiety in I-2 is on the amide (>N−CO) plane. In the crystal
structure of IIa-2, since the sum of angles around the nitrogen
atom in the >N−SO2 moiety is 357.9°, the nitrogen atom
possesses an sp2-like nature and the bond length between N−S
(1.64 Å) also suggests the double bond character of the S−N
bond.15 These data imply that the >N−S moiety forms a plane,
and furthermore, the dihedral angle ∠C9−C9a−N1−S (d.a.1 in
Figure 5) of 85.7° indicates that the two planes (benzene and
>N−S moiety) are approximately orthogonally oriented to
form the axial chirality (Figure 5). The dihedral angle of IIa-2
(85.7°) indicates that the sulfonyl moiety is more distorted
than that of the benzoyl derivatives (I-2: 61.7°) (Table 2). The
1H NMR (CDCl3) spectrum of IIa-2 showed that the folded
form observed in the crystal state exists in solution as well, i.e.,
the chemical shift of the NCH3 signals of IIa-2 is observed at a
higher field (2.58 ppm) compared with that of I-2 (3.51 ppm).
The markedly higher shift in IIa-2 can be explained as due to
the NCH3 group locating over the benzene ring of the tosyl
moiety.
Similar structural aspects were observed in the N-tosyl

derivative of the reduced 1,5-benzodiazepines (X = CH2) [IIa-3
(Y = H) and IIa-4 (Y = CH3)]. The compounds IIa-3
(racemate) and IIa-4 [both (−)-aS and (+)-aR atropisomers]
were subjected to X-ray structural analysis (Figures 4 and 5),
which revealed that the 1,5-benzodiazepine ring in IIa-3 exists
as a chairlike form and that in IIa-4 as a boatlike form and that
the benzene ring of the tosyl moiety in IIa-3/4 locates over the

Table 2. Conformation (X-ray and 1H NMR Analyses) of N-
Benzoyl-, N-p-Tosyl-, and N-Mesyl-1,5-benzodiazepines (I,
IIa, and IIb)

X-ray crystal analysis 1H NMR

conformation N5CH3

extended/
foldeda

boat/
chairb

dihedral
angle ∠C9−
C9a−N1−S
(or C) (deg)

δ
(ppm)

Δ δ
(vs S)c

N-benzoyl (I)
I-1 N.A.d 3.50 0.15
I-2 (+)-(aS) extended boat −61.82 3.51 0.18
I-2 (−)-(aR) extended boat +61.73
I-3 N.A.d 2.96 0.03
I-4 (+)-(aS) extended chair −69.57 2.94 0.03
N-tosyl (IIa)
IIa-1 N.A.d 2.59 −0.76
IIa-2 (+)-aR folded boat +85.68 2.58 −0.75
IIa-3 racemate folded chair ±80.29 2.36 −0.57
IIa-4 (−)-aS folded boat −88.49 2.23 −0.70
IIa-4 (+)-aR folded boat +88.85
N-mesyl (IIb)
IIb-1 racemate folded boat ±75.94 3.35 0
IIb-2 (−)-aS extended boat −93.09 3.35 0.02
IIb-2 racemate folded boat ±84.35
IIb-3 racemate folded chair ±83.61 2.85 −0.08
IIb-4 (−)-aS folded boat −88.36 2.82 −0.09
IIb-4 (+)-aR folded boat +89.20
aOrientation of the substituent in the N-benzoyl- or N-sulfonyl moiety
relative to the 1,5-benzodiazepine ring. bConformation of the 1,5-
benzodiazepine ring. cDifference of the chemical shift compared to
that of the corresponding starting materials (S1−4). For reference, the
chemical shifts of N5CH3 (δ, ppm) of S1, S2, S3, and S4, are 3.35,
3.33, 2.93, and 2.91, respectively. dN.A.: not analyzed.

Figure 5. Dihedral angles (d.a.1−3), sum of the angles around nitrogen N1, and distances between N1−S and NCH3−Ar in the N-tosyl derivatives
(aR)-IIa-2, (aR*)-IIa-3, and (aR)-IIa-4, obtained from the CIF data of X-ray crystal analysis. The structure of (aR*)-IIa-3 is extracted from the CIF
data of the racemate.
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diazepine ring (folded form), as was observed in IIa-2. The
dihedral angle (d.a.1 in Figure 5) of IIa-3 (80.3°) and IIa-4 (aS,
88.5°/aR, 88.9°) reveals an important aspect of the
conformation of IIa-3/4; i.e., the C9-methyl group in IIa-4
pushes the tosyl group toward the diazepine ring to force the
C3 methylene to adopt a rigid boatlike form of the ring,
whereas IIa-3 without such an effect possesses a ring with a
chairlike form. The chemical shift of the NCH3 signal in the 1H
NMR spectrum of IIa-3/4 was also observed at a higher field
(2.36 and 2.47 ppm, respectively) compared with that of I-3
and I-4 (2.96 and 2.94 ppm, respectively) (Table 2), indicating
again that IIa-3/4 take the folded conformation in both the
solid and solution states. As for the diazepine-ring con-
formation of IIa-3/4 in solution, a similar flexible aspect as that
of I-4 (as mentioned above) was shown by 1H NMR analysis
(the 3JH,H values of the methylene protons) of IIa-4. The
properties of the N-mesyl derivatives of 1,5-benzodiazepines
IIb (1−4) were similar to those of the tosyl derivatives IIa (1−
4) (Tables 1 and 2 and Figure 6). The only exception is the
crystal structure of (−)-(aS)-IIb-2, which exhibited an extended

form and a large dihedral angle (−93.1°) (Figure 6). Since the
X-ray crystal structure of the racemate of IIb-2 had a folded
form similar to that of the corresponding tosyl derivative (IIa-
2), the unique property of (−)-(aS)-IIb-2 is assumed to be
caused by crystallization, although we do not yet have sufficient
information to support this assumption. In solution, on the
other hand, IIb-2 was deduced to take the folded form based
on the results of the nuclear Overhauser enhanced differential
spectroscopy (NOEDS) and NOESY experiments; i.e., NOE
enhancement and correlation were observed between the two
CH3 protons in the SO2−CH3 and N−CH3 groups (Figure
7).16 Similar NOE correlations were also observed for IIb-4,
indicating that IIb-4 takes the folded form (Figure 7).

Computational Study on the Stable Conformation of
N-Benzoyl- and N-Tosyl-1,5-benzodiazepines (for I-4
and IIa-4).17 The stable conformation of N-benzoyl- and N-
tosyl-1,5-benzodiazepines was estimated in a computational
study using (aS)-I-4 and (aS)-IIa-4. First, we calculated the
energy surfaces defined by two dihedral angles to obtain stable
conformers for these compounds (Figure 8) at the RHF/STO-

Figure 6. X-ray crystal structures of the N-mesyl derivatives (−)-(aS)-IIb-2, (aS*)-IIb-2, and (−)-(aS)-IIb-4. The structure of (aS*)-IIb-2 is
extracted from the CIF data of the racemate IIb-2.

Figure 7. NOEDS experiment on IIb-2 and IIb-4 after irradiation at the CH3 protons: % enhancement after irradiation at the CH3 protons is shown
in parentheses.

The Journal of Organic Chemistry Article

dx.doi.org/10.1021/jo5008509 | J. Org. Chem. 2014, 79, 5717−57275721



3G level. For the stable conformers extracted from the energy
surfaces, the geometries were further optimized at a more
accurate level, i.e., RB3LYP/6-31G(d). The most stable
conformations for I-4 and IIa-4 obtained in these calculations
are shown in Figure 8 (blue lines), which are consistent with
those obtained experimentally from X-ray crystallography and
1H NMR analysis (Figure 8, red lines).
Stereochemical Stability of N-Benzoyl- and N-Sulfon-

yl-1,5-benzodiazepines (I, IIa, and IIb). The stereochemical
(thermodynamic) stability of I, IIa, and IIb was next examined
(Figure 9, Table 1). First, the stability of the compounds

without a substituent at the C9 position (Y = H) (1, 3) (I, IIa,
and IIb), of which the conformational change is too rapid to
isolate the isomers at room temperature, was investigated. In
the 1H NMR spectra, each of the methylene protons of the
diazepine ring of these compounds was observed as a separated
peak (i.e., as diastereotopic protons), which were observed as
relatively sharp ones in the benzoyl derivatives (I-1/3) and as
broad signals in the sulfonyl derivatives (IIa-1/3 and IIb-1/3),
suggesting that the conformational change at the Ar−N(CO)
axis accompanied by the flipping of the diazepine ring is slower
in the benzoyl derivatives than in the sulfonyl ones on the
NMR time scale at room temperature (23 °C, 296 K). The

activation free-energy barrier to rotation (ΔG⧧) estimated by
the variable temperature 1H NMR (VT NMR)18 for I-1/3, IIa-
1/3, and IIb-1/3 (Table 1) supported this assumption. In the
VT NMR spectrum of I-1 (Figure 10, left), the signals of the
diastereotopic (and resolved) methylene protons of the
diazepine-ring coalesced at around 363 K (for H2a/2b) and
333 K (for H3a/3b) with the ΔG⧧ value of 67 kJ/mol, and
sharpened at lower temperatures (below 296 K) as expected. In
addition, compound I-3 showed a similar VT NMR pattern
with a ΔG⧧ value of 68 kJ/mol. On the other hand, the sulfonyl
derivatives (IIa-1/3 and IIb-1/3) showed lower ΔG⧧ values
compared with the benzoyl ones (Table 1): the ΔG⧧ values
estimated for IIa-1, IIa-3, IIb-1, and IIb-3 were 59, 48, 54, and
48 kJ/mol, respectively. It is interesting to note that the N−
CH3 signal of IIa-1 downshifted slightly when the temperature
was elevated (e.g., δ 2.49 ppm at 243 K and 2.64 ppm at 323 K
(Figure 10, right), indicating that the benzene ring of the tosyl
group located over the N−CH3 group sways slightly at elevated
temperatures.
The stereochemical stability of 2 and 4 (Y = CH3) (I, IIa,

and IIb) was next examined using the separated atropisomers.
The ΔG⧧ values were estimated experimentally from the
conversion profiles between the enantiomers.19 The ΔG⧧

values and conditions required for racemization of the
enantiomers are shown in Table 1. The diazepines with the
lactam moiety (X = CO) (I-2, IIa-2, and IIb-2) have higher
energy barriers than the corresponding fully reduced diazepines
(X = CH2) (I-4, IIa-4, and IIb-4) (Table 1), which reflects the
conformational rigidity of the diazepine rings; i.e., since the
lactam derivatives possess two axes, the conformation is
assumed to be more rigid than that of the fully reduced
diazepines.
It is noteworthy that, among the compounds with the C9-

methyl group (2, 4), the sulfonyl derivatives (IIa-2/4 and IIb-
2/4) possess higher energy barriers compared with the
corresponding benzoyl derivatives (I-2/4), which may be
explained by the large steric hindrance to the flipping of the
diazepine ring in the sulfonyl derivatives (IIa-2/4 and IIb-2/4)
due to the rigidly folded conformation. The extraordinarily high
energy barrier to isomerization in IIa-2 and IIb-2 (X = CO,
Y = CH3) with the ΔG⧧ value of 132 kJ/mol (isomerization
was almost negligible at 80 °C after 8 h), and the large energy
differences of IIa-2 vs IIa-4 and IIb-2 vs IIb-4 (both Δ 27 kJ/
mol) compared with that of I-2 vs I-4 (Δ 8 kJ/mol) are also of

Figure 8. Overlap between the stable conformers of (aS)-I-4/(aS)-IIa-4 obtained by the X-ray crystal analysis (red line) and computational study
using RB3LYP/6-31G(d) (blue line) and definition of dihedral angles (d.a.) of (aS)-I-4 and (aS)-IIa-4 for exploring the energy surface.

Figure 9. Stereochemical (thermodynamic) stability of the atro-
pisomers of I, IIa, and IIb.
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particular interest. The extraordinarily high energy barrier
observed in IIa-2/IIb-2 may be caused by the double effects of
the lactam-ring structure and the folded conformations, which
induce the highly rigid steric structure.

■ CONCLUSION

The atropisomerism caused by the Ar−N(SO2) axis of N-
sulfonyl-1,5-benzodiazepines (IIa/b) was investigated in detail
by comparing it with that caused by the Ar−N(CO) axis of the
N-benzoyl congeners (I). The stable conformation of IIa/b was
shown to be different from that of I by X-ray crystal structure
analysis, 1H NMR study, and computational study. The
substituent (p-tolyl/methyl group) in the sulfonyl moiety of
IIa/b occupies the position over the diazepine-ring (folded
form), whereas that of I is anti to the diazepine-ring (extended
form). The stereochemical stability also differed between the
two congeners, and an extraordinarily high energy barrier to
atropisomerization (ΔG⧧ = 132 kJ/mol) observed in N-tosyl-
and N-mesyl-1,5-benzodiazepin-2-ones (IIa-2 and IIb-2) was
noteworthy, which may be caused by the double effects of the
lactam-ring structure and the folded conformation. We hope
that this study provides useful information not only on
sulfonamide chemistry but also for future drug design.

■ EXPERIMENTAL SECTION20

Preparation of N-Benzoyl-1,5-benzodiazepines (I) (1−4). 5-
Benzoyl-1-methyl-1,3,4,5-tetrahydro-2H-1,5-benzodiazepin-2-one
(I-1). Sodium hydride (60% in oil) (34 mg, 0.85 mmol) was added to a
stirred solution of 1-methyl-1,3,4,5-tetrahydro-2H-1,5-benzodiazepin-
2-one3f (S1) (100 mg, 0.56 mmol) in THF (6 mL) at 0 °C under an
argon atmosphere. The mixture was stirred at 25 °C for 30 min, cooled
to 0 °C, and treated with benzoyl chloride (0.13 mL, 1.1 mmol). After
being stirred at 25 °C for 1 h, the mixture was treated with H2O and
then extracted with ethyl acetate. The extract was washed with brine,
dried, and concentrated. The concentrate was purified by column
chromatography (silica gel, ethyl acetate/hexane = 1:2) to afford I-1 as
colorless crystals (134 mg, 0.48 mmol, 84%): mp 108−110 °C; 1H
NMR (400 MHz, CDCl3) δ 2.62−2.71 (m, 2H), 3.49 (s, 3H), 3.82
(br, 1H), 4.78 (br, 1H), 6.74 (br, 1H), 6.94 (br, 1H), 7.18−7.26 (m,
7H); 13C NMR (100 MHz, CDCl3) δ 33.3, 34.9, 49.9, 122.6, 126.4,
127.8, 128.2, 128.4, 130.1, 130.2, 135.1, 135.3, 140.6, 170.8, 171.1; IR

(KBr) 3060, 1671, 1647 cm−1; HRMS (ESI) m/z calcd for
C17H16N2O2 281.1285 (M + H)+, found 281.1279.

Compounds I-2, I-3, and I-4 were prepared from the corresponding
1,5-benzodiazepines (S2, S3, and S4) according to a similar procedure
described for the preparation of I-1 from S1. Compound I-2 showed
peaks of a mixture of cis- and trans-conformers (cis/trans = 10:1) in the
1H NMR spectrum, whereas I-1, I-3, and I-4 showed only those of the
cis-conformer at room temperature.

5-Benzoyl-1,6-dimethyl-1,3,4,5-tetrahydro-2H-1,5-benzodiaze-
pin-2-one (I-2). Colorless crystals (91%): mp 135−137 °C; signals of
a mixture of cis/trans (= 10:1) conformers were observed in the 1H
and 13C NMR spectra; cis-conformer, 1H NMR (600 MHz, CDCl3) δ
1.97 (s, 3H), 2.57 (ddd, J = 1.3, 5.8, 13.4 Hz, 1H), 2.63 (ddd, J = 6.8,
13.4, 13.7 Hz, 1H), 3.51 (s, 3H), 3.65 (ddd, J = 1.3, 6.8, 12.7 Hz, 1H),
4.94 (ddd, J = 5.8, 12.7, 13.7 Hz, 1H), 6.86 (d, J = 7.7 Hz, 1H), 7.11−
7.27 (m, 7H); 13C NMR (100 MHz, CDCl3) δ 18.0, 33.5, 34.8, 48.2,
120.1, 127.4, 127.9, 128.4, 128.6, 130.3, 133.9, 135.0, 136.8, 141.7,
170.1, 171.1; trans-conformer (only the distinguishable peaks are
described), 1H NMR δ 2.32 (dd, J = 5.2, 13.1 Hz, 1H × 1/10), 2.38 (s,
3H × 1/10), 3.37 (s, 3H × 1/10), 3.73 (dd, J = 7.2, 12.7 Hz, 1H × 1/
10), 4.31 (ddd, J = 5.8, 12.7, 13.1 Hz, 1H × 1/10), 7.33−7.36 (m, 1H
× 1/10), 7.43−7.53 (m, 7H × 1/10); 13C NMR δ 17.6, 34.2, 35.0,
51.4, 121.0, 127.1, 128.5, 128.6, 128.7, 130.2, 132.5, 135.2, 137.4,
142.1, 170.3, 170.4; IR (KBr) 3065, 1669 cm−1; HRMS (ESI) m/z
calcd for C18H18N2O2 295.1441 (M + H)+, found 295.1442.

1-Benzoyl-5-methyl-2,3,4,5-tetrahydro-1H-1,5-benzodiazepine
(I-3): colorless oil (97%); 1H NMR (600 MHz, CDCl3) δ 1.84 (m,
1H), 2.10 (m, 1H), 2.83 (m, 1H), 2.97 (s, 3H), 3.13 (m, 1H), 3.47 (m,
1H), 4.66 (m, 1H), 6.55−6.59 (m, 2H), 6.92 (d, J = 8.3 Hz, 1H),
7.08−7.11 (m, 3H), 7.16−7.20 (m, 3H); 13C NMR (150 MHz,
CDCl3) δ 26.8, 42.3, 45.2, 54.4, 117.6, 121.0, 127.6, 128.0, 128.2,
129.4, 129.6, 134.9, 136.5, 149.5, 170.2; IR (KBr) 2943, 1635 cm−1;
HRMS (ESI) m/z calcd for C17H18N2O 267.1492 (M + H)+, found
267.1481.

1-Benzoyl-5,9-dimethyl-2,3,4,5-tetrahydro-1H-1,5-benzodiaze-
pine (I-4). Colorless crystals (89%): mp 113−114 °C; 1H NMR (600
MHz, CDCl3) δ 1.71−1.77 (m, 1H), 1.91 (s, 3H), 2.07−2.13 (m, 1H),
2.81 (ddd, J = 3.3, 8.1, 12.2 Hz, 1H), 2.95 (s, 3H), 2.96−2.98 (m, 1H),
3.42 (ddd, J = 3.5, 8.6, 12.2 Hz, 1H), 4.70 (ddd, J = 4.4, 8.7, 13.2 Hz,
1H), 6.52 (d, J = 7.7 Hz, 1H), 6.79 (d, J = 7.7 Hz, 1H), 7.03 (t, J = 7.7
Hz, 1H), 7.07 (t, J = 7.7 Hz, 2H), 7.18 (t, J = 7.4 Hz, 1H), 7.24−7.26
(m, 2H); 13C NMR (100 M Hz, CDCl3) δ 18.0, 26.5, 42.3, 44.0, 54.6,
115.1, 123.3, 127.0, 127.3, 128.1, 129.4, 133.5, 135.5, 136.3, 148.5,
167.9; IR (KBr) 2941, 1633 cm−1; HRMS (ESI) m/z calcd for
C18H20N2O 281.1648 (M + H)+, found 281.1649.

Figure 10. VT NMR spectra of I-1 (in CDCl2CDCl2) and IIa-1 (in CDCl3).

The Journal of Organic Chemistry Article

dx.doi.org/10.1021/jo5008509 | J. Org. Chem. 2014, 79, 5717−57275723



Preparation of N-p-Tosyl-1,5-benzodiazepines (IIa) (1−4). 1-
Methyl-5-(p-toluenesulfonyl)-1,3,4,5-tetrahydro-2H-1,5-benzodia-
zepin-2-one (IIa-1). To a stirred solution of S1 (13.5 mg, 0.078
mmol) in dichloromethane (1 mL) at 0 °C under argon were added
triethylamine (53 mL, 0.077 mmol), DMAP (4.7 mg, 0.038 mmol),
and p-toluenesulfonyl chloride (43.8 mg, 0.23 mmol). After being
stirred at 25 °C for 4 h, the mixture was treated with H2O and
extracted with dichloromethane. The extract was dried and
concentrated. The concentrate was purified by column chromatog-
raphy (silica gel, ethyl acetate/hexane = 1/4) to afford IIa-1 as white
powder (22.9 mg, 0.069 mmol, 91%): mp 177−179 °C; 1H NMR
(400 MHz, CDCl3) δ 2.38 (s, 3H), 2.45 (br, 2H), 2.59 (s, 3H), 3.95
(br, 1H), 4.56 (br, 1H), 7.06 (dd, J = 1.4, 7.8 Hz, 1H), 7.24 (d, J = 8.0
Hz, 2H), 7.29 (dt, J = 1.4, 7.8 Hz, 1H), 7.39 (dt, J = 1.4, 7.8 Hz, 1H),
7.47 (d, J = 8.3 Hz, 2H), 7.63 (dd, J = 1.4, 7.8 Hz, 1H); 13C NMR
(100 MHz, CDCl3) δ 21.5, 34.0, 34.2, 51.7, 122.6, 126.5, 126.9, 129.4,
129.5, 130.3, 132.9, 137.1, 142.5, 143.3, 170.1; IR (KBr) 2946, 1671,
1341, 1158 cm−1; HRMS (ESI) m/z calcd for C17H18N2O3S 331.1111
(M + H)+, found 331.1115.
1,6-Dimethyl-5-(p-toluenesulfonyl)-1,3,4,5-tetrahydro-2H-1,5-

benzodiazepin-2-one (IIa-2). To a stirred solution of 1,6-dimethyl-
1,3,4,5-tetrahydro-2H-1,5-benzodiazepin-2-one (S2) (15 mg, 0.079
mmol) in pyridine (2 mL) at 0 °C under argon were added DMAP
(4.8 mg, 0.039 mmol) and p-toluenesulfonyl chloride (75 mg, 0.39
mmol). After the mixture was stirred at 25 °C for 28 h, the solvent was
evaporated. To the residue were added H2O and ethyl acetate, and the
mixture was extracted with ethyl acetate. The extract was dried and
concentrated. The concentrate was purified by column chromatog-
raphy (silica gel, ethyl acetate/hexane = 1:3) to afford IIa-2 as pale
yellow crystals (25 mg, 0.073 mmol, 92%): mp 186−188 °C; 1H NMR
(400 MHz, CDCl3) δ 2.32 (ddd, J = 0.9, 5.3, 13.4 Hz, 1H), 2.44 (ddd,
J = 7.0, 13.4, 13.6, 1H), 2.41 (s, 3H), 2.52 (s, 3H), 2.58 (s, 3H), 3.84
(ddd, J = 0.9, 7.0, 13.4 Hz, 1H), 4.57 (ddd, J = 5.3, 13.4, 13.6 Hz, 1H),
6.92 (dd, J = 0.9, 7.5 Hz, 1H), 7.21 (d, J = 7.0 Hz, 1H), 7.27−7.31 (m,
3H), 7.56 (d, J = 8.3 Hz, 2H); 13C NMR (100 MHz, CDCl3) δ 19.3,
21.5, 34.2, 34.3, 50.7, 120.1, 127.1, 128.8, 129.1, 129.6, 129.6, 137.6,
142.4, 143.3, 143.6, 169.7; IR (KBr) 2928, 1667, 1339, 1155 cm−1;
HRMS (ESI) m/z calcd for C18H20N2O3S 345.1267 (M + H)+, found
345.1272.
Compounds IIa-3 and IIa-4 were prepared from the corresponding

1,5-benzodiazepines (S3 and S4)3f according to similar procedures
described for the preparation of IIa-1 from S1 and IIa-2 from S2,
respectively.
5-Methyl-1-(p-toluenesulfonyl)-2,3,4,5-tetrahydro-1H-1,5-benzo-

diazepine (IIa-3). Colorless crystals (81%): mp 80−82 °C; 1H NMR
(600 MHz, CDCl3) δ 1.74 (br, 2H), 2.36 (s, 3H), 2.37 (s, 3H), 2.71
(br, 2H), 3.72 (br, 2H), 6.78 (dd, J = 0.9, 8.2 Hz, 1H), 6.94 (dt, J =
1.4, 7.8 Hz, 1H), 7.15 (d, J = 8.2 Hz, 2H), 7.23 (dt, J = 1.9, 7.8 Hz,
1H), 7.41 (dd, J = 1.9, 7.8 Hz, 1H), 7.45 (d, J = 8.2 Hz, 2H); 13C
NMR (150 MHz, CDCl3) δ 21.4, 26.6, 41.2, 47.8, 53.5, 118.0, 121.1,
127.4, 128.7, 129.0, 130.3, 131.7, 137.9, 142.5, 148.5; IR (KBr) 1325,
1142 cm−1; HRMS (ESI) m/z calcd for C17H20N2O2S 317.1318 (M +
H)+, found 317.1337.
5,9-Dimethyl-1-(p-toluenesulfonyl)-2,3,4,5-tetrahydro-1H-1,5-

benzodiazepine (IIa-4). Colorless crystals (96%): mp 96−98 °C; 1H
NMR (600 MHz, CDCl3) δ 1.42−1.50 (m, 1H), 1.73−1.79 (m, 1H),
2.23 (s, 3H), 2.39 (s, 3H), 2.39−2.44 (m, 1H), 2.47 (s, 3H), 2.59
(ddd, J = 2.7, 9.6, 11.7 Hz, 1H), 3.29 (ddd, J = 5.0, 5.0, 13.3 Hz, 1H),
4.02 (ddd, J = 4.1, 9.3, 13.3 Hz, 1H), 6.62 (d, J = 7.5 Hz, 1H), 6.88 (d,
J = 7.5 Hz, 1H), 7.14 (t, J = 7.5 Hz, 1H), 7.19 (d, J = 7.5 Hz, 2H), 7.54
(d, J = 8.3 Hz, 2H); 13C NMR (150 MHz, CDCl3) δ 19.2, 21.5, 25.7,
40.8, 46.5, 53.2, 115.5, 123.7, 127.8, 128.6, 128.8, 138.6, 141.3, 142.3,
149.1; IR (KBr) 1336, 1156 cm−1; HRMS (ESI) m/z calcd for
C18H22N2O2S 331.1475 (M + H)+, found 331.1502.
Preparation of N-Methanesulfonyl-1,5-benzodiazepines

(IIb) (1−4). 5-Methanesulfonyl-1-methyl-1,3,4,5-tetrahydro-2H-
1,5-benzodiazepin-2-one (IIb-1). To a stirred solution of S1 (20.4
mg, 0.12 mmol) in pyridine (1.2 mL) at 0 °C under argon were added
DMAP (7.1 mg, 0.058 mmol) and methanesulfonyl chloride (45 mL,
0.58 mmol). After the mixture was stirred at 25 °C for 28 h, the

solvent was evaporated. To the residue were added H2O and ethyl
acetate, and the mixture was extracted with ethyl acetate. The extract
was washed with H2O, dried, and concentrated. The concentrate was
purified by column chromatography (silica gel, ethyl acetate/hexane =
1:2) to afford IIb-1 as colorless crystals (16 mg, 0.063 mmol, 54%):
mp 119−121 °C; 1H NMR (400 MHz, CDCl3) δ 2.57 (br, 2H), 2.84
(s, 3H), 3.35 (s, 3H), 4.17 (br, 2H), 7.26−7.32 (m, 2H), 7.45 (dt, J =
1.4, 7.8 Hz, 1H), 7.52 (dd, J = 1.4, 7.8 Hz, 1H); 13C NMR (100 MHz,
CDCl3) δ 34.1, 35.0, 39.1, 51.3, 123.0, 127.0, 129.8, 130.7, 132.6,
142.5, 170.8; IR (KBr) 2927, 1663, 1336, 1156 cm−1; HRMS (ESI) m/
z calcd for C11H14N2O3S 255.0798 (M + H)+, found 255.0797.

Compounds IIb-2, IIb-3, and IIb-4 were prepared from the
corresponding 1,5-benzodiazepines (S2, S3, and S4)3f according to a
similar procedure described for the preparation of IIb-1 from S1.

1,6-Dimethyl-5-methanesulfonyl-1,3,4,5-tetrahydro-2H-1,5-ben-
zodiazepin-2-one (IIb-2). Colorless crystals (47%): mp 168−169 °C;
1H NMR (400 MHz, CDCl3) δ 2.46 (ddd, J = 0.9, 5.3, 13.4 Hz, 1H),
2.46 (s, 3H), 2.58 (ddd, J = 7.3, 13.4, 13.4 Hz, 1H), 2.87 (s, 3H), 3.35
(s, 3H), 3.79 (ddd, J = 0.9, 7.3, 13.4 Hz, 1H), 4.41 (ddd, J = 5.3, 13.4,
13.4 Hz, 1H) 7.10 (dd, J = 0.9, 7.8 Hz, 1H), 7.21 (dd, J = 0.9, 7.8 Hz,
1H), 7.33 (t, J = 7.8 Hz, 1H); 13C NMR (100 MHz, CDCl3) δ 19.0,
34.3, 34.9, 39.3, 50.3, 120.5, 129.1, 129.4, 130.1, 142.0, 143.2, 170.8; IR
(KBr) 2928, 1654, 1335, 1149 cm−1; HRMS (ESI) m/z calcd for
C12H16N2O3S 269.0954 (M + H)+, found 269.0954.

1-(Methanesulfonyl)-5-methyl-2,3,4,5-tetrahydro-1H-1,5-benzo-
diazepine (IIb-3). Colorless crystals (91%): mp 112 °C; 1H NMR
(600 MHz, CDCl3) δ 1.88 (br, 2H), 2.86 (s, 3H), 2.87 (s, 3H), 2.98
(br, 2H), 3.69, (br, 2H), 7.00 (dt, J = 1.8, 8.3 Hz, 2H), 7.29 (dt, J =
1.8, 8.3 Hz, 1H), 7.41 (dd, J = 1.8, 7.8 Hz, 1H); 13C NMR (150 MHz,
CDCl3) δ 27.5, 39.8, 42.2, 47.7, 54.6, 118.2, 122.3, 129.4, 131.1, 132.1,
149.1; IR (KBr) 1322, 1155 cm−1; HRMS (ESI) m/z calcd for
C11H16N2O2S 241.1005 (M + H)+, found 241.0996.

5,9-Dimethyl-1-(methanesulfonyl)-2,3,4,5-tetrahydro-1H-1,5-
benzodiazepine (IIb-4). Colorless crystals (71%): mp 116 °C; 1H
NMR (600 MHz, CDCl3) δ 1.56−1.63 (m, 1H), 2.02−2.09 (m, 1H),
2.42 (s, 3H), 2.67 (ddd, J = 3.4, 8.3, 11.6 Hz, 1H), 2.82 (s, 3H), 2.95
(s, 3H), 3.16−3.23 (m, 2H), 4.11 (ddd, J = 4.6, 8.1, 13.8 Hz, 1H), 6.86
(d, J = 7.8 Hz, 1H), 6.93 (d, J = 7.8 Hz, 1H), 7.18 (t, J = 7.8 Hz, 1H);
13C NMR (150 MHz, CDCl3) δ 19.2, 26.8, 40.3, 41.8, 46.8, 54.6,
115.8, 124.9, 129.0, 129.9, 141.2, 149.8; IR (KBr) 1325, 1153 cm−1;
HRMS (ESI) m/z calcd for C12H18N2O2S 255.1162 (M + H)+, found
255.1158.

Separation of the N-Benzoyl- and N-Sulfonyl-1,5-benzodia-
zepines into the Atropisomers using Chiral HPLC. Atropisomers
of 5-Benzoyl-1,6-dimethyl-1,3,4,5-tetrahydro-2H-1,5-benzodiaze-
pin-2-one (aR-I-2 and aS-I-2).3f CHIRALPAK IA (1.0 cm ϕ × 25
cm); eluent, hexane/ethanol (19:1); Flow rate, 3.0 mL/min;
emperature, 25 °C; detection, 254 nm. Former peak (aR-I-2):
retention time = 53.6 min; [α]23D −115.0 (c 0.11, MeOH). Latter peak
(aS-I-2): retention time = 67.2 min; [α]23D +113.1 (c 0.11, MeOH).
1H NMR spectra of the enantiomers were the same as that of the
racemate (I-2). The absolute stereochemistry of the separated
atropisomers of I-2 was determined by the single-crystal X-ray analysis
of both enantiomers.

Similarly, atropisomers of I-4, IIa-2, IIa-4, IIb-2, and IIb-4 were
separated using chiral HPLC.

Atropisomers of 5-Benzoyl-1,6-dimethyl-2,3,4,5-tetrahydro-1H-
1,5-benzodiazepine (aR-I-4 and aS-I-4).3f CHIRALPAK IA (1.0 cm
ϕ × 25 cm); eluent, hexane/2-propanol (19:1); flow rate, 1.5 mL/min;
temperature, 25 °C; detection, 254 nm. Former peak (aS-I-4):
retention time = 28.6 min; [α]23D +151.0 (c 0.11, MeOH). Latter peak
(aR-I-4): retention time = 35.6 min; [α]23D −146.7 (c 0.11, MeOH).
The absolute stereochemistry of the separated atropisomers of I-4 was
determined by the single-crystal X-ray analysis of aS-I-4.

Atropisomers of 1,6-Dimethyl-5-(p-toluenesulfonyl)-1,3,4,5-tetra-
hydro-2H-1,5-benzodiazepin-2-one (aS-IIa-2 and aR-IIa-2). CHIR-
ALPAK IA (1.0 cm ϕ × 25 cm); eluent, hexane/ethanol (9:1); flow
rate, 2.5 mL/min; temperature, 24 °C; detection, 254 nm. Former
peak (aS-IIa-2): retention time = 27.7 min; [α]22D −155.2 (c 0.295,
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MeOH). Latter peak, (aR-IIa-2): retention time = 38.4 min; [α]22D
+159.7 (c 0.29, MeOH).
Atropisomers of 5,9-Dimethyl-1-(p-toluenesulfonyl)-2,3,4,5-tetra-

hydro-1H-1,5-benzodiazepine (aS-IIa-4 and aR-IIa-4). CHIRALPAK
IA (1.0 cm ϕ × 25 cm); eluent, hexane/2-propanol (19:1); flow rate,
2.0 mL/min; temperature, 23 °C; detection, 254 nm. Former peak
(aS-IIa-4): retention time = 26.8 min; [α]20D −134.0 (c 0.115,
MeOH). Latter peak (aR-IIa-4): retention time = 28.7 min; [α]20D
+136.6 (c 0.155, MeOH).
Atropisomers of 5-Methanesulfonyl-1,6-dimethyl-1,3,4,5-tetrahy-

dro-2H-1,5-benzodiazepin-2-one (aS-IIb-2 and aR-IIb-2). CHIR-
ALPAK IA (1.0 cm ϕ × 25 cm); eluent, hexane/ethanol (9:1); flow
rate, 2.5 mL/min; temperature, 24 °C; detection, 254 nm. Former
peak (aS-IIb-2): retention time = 44.6 min; [α]20D −159.2 (c 0.13,
MeOH). Latter peak (aR-IIb-2): retention time = 47.6 min; [α]20D
+164.1 (c 0.13, MeOH).
Atropisomers of 5,9-Dimethyl-1-methanesulfonyl-2,3,4,5-tetra-

hydro-1H-1,5-benzodiazepine (aS-IIb-4 and aR-IIb-4). CHIRAL-
PAK IA (1.0 cm ϕ × 25 cm); eluent, hexane/ethanol (19:1); flow rate,
2.0 mL/min; temperature, 23 °C; detection, 254 nm. Former peak
(aR-IIb-4): retention time = 30.4 min; [α]20D +81.4 (c 0.055, MeOH).
Latter peak (aS-IIb-4): retention time = 33.7 min; [α]20D −88.5 (c
0.06, MeOH).
X-ray Crystallographic Data. Crystal Data of aR-I-2 (CCDC

803349).3f C18H18O2N2: mp 135−137 °C, Mr = 294.35, Cu Kα (λ =
1.54187 Å), orthorhombic, P212121, colorless prism 0.25 × 0.20 × 0.15
mm, crystal dimensions a = 9.9010(5) Å, b = 10.9880(4) Å, c =
14.389(12) Å, α = 90°, β = 90°, γ = 90°, T = 173 K, Z = 4, V =
1565.41(12) Å3, Dcalc = 1.249 g cm−3, μCu Kα = 6.613 cm−1, F000 =
624.00, GOF = 1.278, Rint = 0.022, R1 = 0.0261, wR2 = 0.0573, Flack
parameter = −0.08 (19).
Crystal Data of aS-I-2 (CCDC 803350).3f C18H18O2N2: mp 135−

137 °C, Mr = 294.35, Cu Kα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.30 × 0.20 × 0.15 mm, crystal dimensions a =
9.9005(3) Å, b = 10.9852(3), c = 14.3892(5) Å, α = 90°, β = 90°, γ =
90°, T = 173 K, Z = 4, V = 1564.96(9) Å3, Dcalc = 1.249 g cm−3, μCu
Kα = 6.614 cm−1, F000 = 624.00, GOF = 0.660, Rint = 0.061, R1 =
0.0424, wR2 = 0.1002, Flack parameter = 0.1 (4).
Crystal Data of aS-I-4 (CCDC 803351).3f C18H20ON2: mp 113−

114 °C, Mr = 280.37, Cu Kα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.25 × 0.15 × 0.10 mm, crystal dimensions a =
8.5018(5) Å, b = 10.0616(6), c = 18.1012(9) Å, α = 90°, β = 90°, γ =
90°, T = 173 K, Z = 4, V = 1548.40(15) Å3, Dcalc = 1.203 g cm−3, μCu
Kα = 5.899 cm−1, F000 = 600.00, GOF = 0.734, Rint = 0.045, R1 =
0.0406, wR2 = 0.0937, Flack parameter = 0.0 (4).
Crystal Data of aR-IIa-2 (CCDC 995609). C18H20N2O3S: mp 183−

184 °C, Mr = 344.43, CuKα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.20 × 0.20 × 0.10 mm, crystal dimensions a =
6.5380(2) Å, b = 13.6252(3) Å, c = 18.5986(4) Å, α = 90°, β = 90°, γ
= 90°, T = 173 K, Z = 4, V = 1295.96(5) Å3, Dcalc = 1.381 g cm−3, μCu
Kα = 18.980 cm−1, F000 = 728.00, GOF = 1.118, Rint = 0.0343, R1 =
0.0331, wR2 = 0.0942, Flack parameter = −0.007 (17).
Crystal Data of IIa-3 (CCDC 995610). C17H20N2O2S: mp 80−82

°C, Mr = 316.42, Cu Kα (λ = 1.54187 Å), triclinic, P-1, colorless prism
0.200 × 0.100 × 0.050 mm, crystal dimensions a = 7.7090(3) Å, b =
8.0411(2) Å, c = 13.5247(4) Å, α = 80.148(2)°, β = 89.037(2)°, γ =
76.394(2)°, T = 173 K, Z = 2, V = 802.60(4) Å3, Dcalc = 1.309 gcm−3,
μCu Kα = 18.604 cm−1, F000 = 336.00, GOF = 3.360, Rint = 0.0311, R1
= 0.0544, wR2 = 0.1241.
Crystal Data of aS-IIa-4 (CCDC 995611). C18H22N2O2S: mp 98−

99 °C, Mr = 330.44, Cu Kα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.250 × 0.200 × 0.150 mm, crystal dimensions a =
7.8482(2) Å, b = 8.2682(2) Å, c = 26.3414(5) Å, α = 90°, β = 90°, γ =
90°, T = 173 K, Z = 4, V = 1709.30(7) Å3, Dcalc = 1.284 g cm−3, μCu
Kα = 17.685 cm−1, F000 = 704.00, GOF = 1.112, Rint = 0.0266, R1 =
0.0323, wR2 = 0.0915, Flack parameter = 0.009 (16).
Crystal Data of aR-IIa-4 (CCDC 995612). C18H22N2O2S: mp 100−

102 °C, Mr = 330.44, CuKα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.100 × 0.100 × 0.050 mm, crystal dimensions a =
7.8482(3) Å, b = 8.2717(3) Å, c = 26.3382(7) Å, α = 90°, β = 90°, γ =

90°, T = 173 K, Z = 4, V = 1709.83(9) Å3, Dcalc = 1.284 g cm−3, μCu
Kα = 17.679 cm−1, F000 = 704.00, GOF = 1.709, Rint = 0.0395, R1 =
0.0625, wR2 = 0.1712, Flack parameter = 0.03 (3).

Crystal Data of IIb-1 (CCDC 995613). C11H14N2O3S: mp 119−121
°C, Mr = 254.30, Cu Kα (λ = 1.54187 Å), triclinic, P-1, colorless prism
0.20 × 0.20 × 0.15 mm, crystal dimensions a = 7.9089(2) Å, b =
8.8674(3) Å, c = 9.2796(3) Å, α = 83.012(2)°, β = 69.906(2)°, γ =
75.185(2)°, T = 173 K, Z = 2, V = 590.45(3) Å3, Dcalc = 1.430 g cm−3,
μCu Kα = 24.482 cm−1, F000 = 268.00, GOF = 1.661, Rint = 0.0259, R1
= 0.0404, wR2 = 0.1295.

Crystal Data of IIb-2 (CCDC 995614). C12H16N2O3S: mp 168−169
°C, Mr = 268.33, Cu Kα (λ = 1.54187 Å), monoclinic, P21/c, colorless
prism 0.20 × 0.15 × 0.10 mm, crystal dimensions a = 7.5366(1) Å, b =
24.0628(4) Å, c = 7.4528(1) Å, α = 90°, β = 111.9550°, γ = 90°, T =
173 K, Z = 4, V = 1295.96(5) Å3, Dcalc = 1.422 g cm−3, μCu Kα =
23.354 cm−1, F000 = 568.00, GOF = 1.320, Rint = 0.0232, R1 = 0.0379,
wR2 = 0.1116.

Crystal Data of aS-IIb-2 (CCDC 995615). C12H16N2O3S: mp 145−
146 °C, Mr = 268.33, Cu Kα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.25 × 0.20 × 0.10 mm, crystal dimensions a =
6.5509(2) Å, b = 8.5910(2) Å, c = 23.0273(5) Å, α = 90°, β = 90°, γ =
90°, T = 173 K, Z = 4, V = 1295.96(5) Å3, Dcalc = 1.375 g cm−3, μCu
Kα = 22.590 cm−1, F000 = 568.00, GOF = 1.050, Rint = 0.0407, R1 =
0.0330, wR2 = 0.0881, Flack parameter = −0.006 (19).

Crystal Data of IIb-3 (CCDC 995616). C11H16N2O2S: mp 112 °C,
Mr = 240.32, Cu Kα (λ = 1.54187 Å), triclinic, P-1, colorless prism
0.100 × 0.100 × 0.050 mm, crystal dimensions a = 7.9146(3) Å, b =
8.8541(3) Å, c = 9.1732(3) Å, α = 104.507(2)°, β = 95.734(2)°, γ =
110.408(2)°, T = 173 K, Z = 2, V = 570.72(3) Å3, Dcalc = 1.398 g cm−3,
μCu Kα = 24.263 cm−1, F000 = 256.00, GOF = 1.520, Rint = 0.0294, R1
= 0.0386, wR2 = 0.1344.

Crystal Data of aS-IIb-4 (CCDC 995617). C12H18N2O2S: mp 129
°C, Mr = 254.35, Cu Kα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.200 × 0.200 × 0.050 mm, crystal dimensions a =
9.1979(2) Å, b = 10.6804(2) Å, c = 12.7106(3) Å, α = 90°, β = 90°, γ
= 90°, T = 173 K, Z = 4, V = 1248.65(4) Å3, Dcalc = 1.353 g cm−3, μCu
Kα = 22.472 cm−1, F000 = 544.00, GOF = 1.837, Rint = 0.0404, R1 =
0.0434, wR2 = 0.0800, Flack parameter = 0.00 (3).

Crystal Data of aR-IIb-4 (CCDC 995618). C12H18N2O2S: mp 128−
129 °C, Mr = 254.35, CuKα (λ = 1.54187 Å), orthorhombic, P212121,
colorless prism 0.200 × 0.150 × 0.100 mm, crystal dimensions a =
9.1971(3) Å, b = 10.6801(3) Å, c = 12.7121(3) Å, α = 90°, β = 90°, γ
= 90°, T = 173 K, Z = 4, V = 1248.65(6) Å3, Dcalc = 1.353 g cm−3, μCu
Kα = 22.472 cm−1, F000 = 544.00, GOF = 1.105, Rint = 0.0339, R1 =
0.0339, wR2 = 0.0926, Flack parameter = 0.00 (2).

Stereochemical (Thermodynamic) Stability of Atropisomers
[(aR)/(aS)-I-2, (aR)/(aS)-I-4, (aR)/(aS)-IIa-2, (aR)/(aS)-IIa-4, (aR)/
(aS)-IIb-2, and (aR)/(aS)-IIb-4] (Determination of ΔG⧧ Value). To
examine thermal stability of enantiomers, the time-dependent
conversion rate (%) was estimated from chiral or nonchiral HPLC
analysis of a solution of the diastereomers or enantiomer in toluene
(or DMSO) after allowing to stand at designated temperatures. The
ΔG⧧ value was determined according to a calculation method reported
in a literature.18 The details including the figures of conversion profiles
are shown in the Supporting Information.

■ COMPUTATIONAL METHODS
The conformational analyses for estimation of the stability of (aS)-I-4
and (aS)-IIa-4 were carried out by using the Gaussian 03 suites of
programs.21 In the calculations of energy surfaces defined by two
dihedral angles, all geometrical optimizations were performed using
RHF/STO-3G level of theory. This basis set was set up to scan all
conformations in the energy surfaces and reduce computational costs
and times. To cover all conformational spaces, rotational steps of the
two dihedral angles around single bonds in (aS)-I-4 and (aS)-IIa-4
were 15 degrees. During these ab initio calculations, all internal
coordinates were optimized by the Berny algorithm and convergence
of geometric optimization was tested against criteria for the maximum
force component, root-mean-square force, maximum displacement
component, and root-mean-square displacement. The obtained energy
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surfaces are shown in Figures S1 and S2 (Supporting Information).17

Furthermore, to estimate the most stable conformation and the
activation energies between stable conformers, fully geometry
optimization of all equilibrium stable (EQa,b1, EQa,b2, EQa,b3,
EQa,b4) and transition state (TSa,b1, TSa,b2, TSa,b3, TSa,b4, TSb5,
TSb6) conformers extracted from the energy surfaces were carried out
by using the RB3LYP density functional and the 6-31G(d) basis set
(Figures S1 and S2, Supporting Information). The transition
structures were obtained by the Synchronous Transit-Guided Quasi-
Newton (STQN) method with QST3 option. Harmonic vibrational
frequency analyses characterized the optimized structures (Table S1
and S2, Supporting Information).17
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