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Rotational Behavior about the N3—

Pyridyl Bond in 3-(Pyridin-2-

yl)quinazolin-4-one and 4-Thione Derivatives
Yuxiang Wang, Yue Yang, Daiki Homma, Elsa Caytan, Christian Roussel, Azusa Sato, Hikaru Yanai,

and Osamu Kitagawa*™

ABSTRACT: The rotational barriers about the N3—(2-pyridyl)
bond in 2-iso-propyl-3-(pyridin-2-yl)quinazolin-4-one and the
thione analogue were evaluated though VT-NMR measurement
of a diastereotopic iso-propyl group followed by a line-shape
simulation. In 3-(pyridin-2-yl)quinazoline-4-thione bearing a chiral
center as the C2 substituent, the formation of dynamic
diastereomers was detected by NMR. The rotational pathway
about the N3—(2-pyridyl) bond and the stereochemistries of
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dynamic diastereomers were revealed through a computational study.

3-Arylquinazolin-4-ones have been known to possess diverse
biological activities." For example, 2-methyl derivatives I and II
bearing 2-tolyl and 2-chlorophenyl groups at the N3 atom have
been used as a hypnotic-sedative drug (methaqualone) and
tranquilizer (mecroqualone), respectively (Figure 1)."*° In
addition, it has been reported that methaqualone I and
mecroqualone II possess atropisomers (enantiomers) owing to
the rotational restriction around the N3—Ar bond, and the
atropisomers have different pharmacological activities."* Thus,
the rotational stability about the N3—Ar bond in quinazolin-4-
one derivatives bearing an ortho-substituted phenyl group as
the N3 substituent has significance in terms of both structural
organic chemistry and medicinal chemistry.

We recently reported the rotational stability of 3-aryl
quinazolin-4-ones (thiones) III-V bearing a minimal ortho-
substituent (Figure 1).” In 2-fluorophenyl derivatives III, the
atropisomers could be isolated at ambient temperature (AG* =
26.1-26.5 kcal mol™!, halflives of racemization of 8.7—17
days),”* while those of 2-deuteriophenyl derivatives IV and V
could not be separated because of the lower rotational barrier
(20—23 kcal mol™!).? On the other hand, although bioactive
quinazolin-4-one derivatives VI and VII bearing the 2-pyridyl
group are also known,” the rotational behavior about the N3—
(2-pyridyl) bond has not been explored. The steric size of the
2-pyridyl group is smaller than that of a simple phenyl group;
hence, it may be difficult to evaluate the rotational stability
about the N3—(2-pyridyl) bond. Indeed, there is little research
on the rotatlonal behavior of a bond around a simple 2-pyridyl
group.’

Since the 2-pyridyl group has also been widely used as a
directing group for C—H activation in the field of synthetic
organic chemistry,” we were curious about the rotational
behavior around the N3—(2-pyridyl) bond. In this Note, we
report the rotational barriers and pathways of the N3—(2-

pyridyl) bond in 2-iso-propyl-3-(pyridin-2-yl)quinazolin-4-one
and 4-thione derivatives. Furthermore, the detection of
dynamic diastereomers in 3-(pyridin-2-yl)quinazoline-4-thione
bearing a chiral center as a C2 substituent and the
stereochemical assignment are also described.

Several 2-alkylated-3-(pyridin-2-yl)quinazolin-4-ones la—d
and their thione analogues 2a—d were prepared in accordance
with Scheme 1,° and their NMR measurements were
conducted in CDCl,. In the '"H NMR spectrum of 2-ethyl-3-
(pyridin-2-yl)quinazolin-4-one 1a, a considerable broadening
of CH, hydrogens was observed (other hydrogens except for
the CH, gave sharp NMR signals, see SI), while the CH,
hydrogens of quinazoline-4-thione 2a converted from
quinazolinone la showed sharp and nonequivalent NMR
signals (Figure 2). This result indicates that in thione 2a the
atropisomerism (axial chirality) due to the rotational
restriction around the N3—(2-pyridyl) bond arises at the
NMR time scale and CH, hydrogens become diastereotopic.

Also, in the "H NMR spectra of 2-(iso-propyl)quinazolinone
1b and the thione analogue 2b, behavior similar to that of 2-
ethyl derivatives la and 2a was observed. That is, two Me
groups in quinazolinone 1b were observed as a broad signal,
while those in quinazolin-thione 2b showed sharp and
nonequivalent doublet signals (Figure 3a).

A variable-temperature nuclear magnetic resonance (VT-
NMR) spectroscopy experiment using iso-propyl derivatives 1b
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Figure 1. Various 3-arylquinazolin-4-one (thione) derivatives and their rotational stability.

Scheme 1. Synthesis of 2-Alkylated-3-(pyridin-2-
yl)quinazolin-4-ones la—d and the Thione Analogues 2a—
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Figure 2. "H NMR signals of CH, hydrogens (Ha, Hb) in 1a and 2a
at rt in CDCl,.

and 2b, which gave simple doublet signals, was further
investigated. VT-NMR signals of two Me groups in 1b and
2b in CDCl,—CDCI, are shown in Figure 3b. Hydrogens of
the Me group in quinazolinone 1b, which were detected as a
broad singlet signal at around room temperature (300 K),

a) NMR signals of two Me groups at rt
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Figure 3. (a) 'H NMR signals of two Me hydrogens in 1b and 2b at
rt in CDCl;. (b) VT-NMR spectra of 1b and 2b in CDCl,—CDCl,.
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gradually became sharp with increasing temperature, and a
clear doublet coupling was observed around 330 K, while a
decrease in temperature led to the nonequivalency of two Me
hydrogens (280 K). Me hydrogens of quinazoline-thione 1b,
which showed sharp and nonequivalent doublet signals around
rt (300 K), broadened with increasing temperature and
coalesced around 370 K.

On the basis of the VT-NMR spectra of 1b and 2b, a line-
shape simulation with the WinDNMR program was conducted
to evaluate the rotational barriers around the N3—(2-pyridyl)
bond (see the SI). As a result, the rotational barriers in 1b and
2b were calculated to be 14.5 and 17.9 kcal mol ™/, respectively
(Figure 4).
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Figure 4. Rotational barriers about the N3—(2-pyridyl) bond and
consideration of the rotational pathway through DFT calculations
using PCM(CHC;)-B3LYP/cc-pVDZ.

To elucidate the rotational pathway about the N3—(2-
pyridyl) bond, a computational study was performed (Figure
4). In the most stable ground-state structures GS-1b and GS-
2b that were evaluated by DFT calculations [PCM(CHC,)-
B3LYP/cc-pVDZ], the pyridyl group was almost perpendicular
toward the quinazolinone plane (the twist angles in 1b and 2b
are 78.7 and 85.5°, respectively). Furthermore, it was found
that the rotational pathways TS-1b and TS-2b in which the
pyridine nitrogen passes through the iso-propyl side are highly
advantageous in comparison with the pathways TS-1b’ and
TS-2b’ in which the pyridine nitrogen passes through the C=
O (C=S) side (the activation energies for TS-1b and TS-2b
are 7.6 and 5.7 kcal mol™" lower than those of TS-1b’ and TS-
2b’, respectively). The calculated rotational barrier values
(12.9 and 16.8 kcal mol™) also correlated well with the
experimental values (14.5 and 17.9 kcal mol™"). Such favorable
passing of the N atom from the 1so-propy1 s1de via TS-1b or
TS-2b is supported by NBO” and QTAIM' calculations (for
full details, see the Supporting Information). That is,
electrostatic interactions in the X:--Ha—C and N--Hb—C
moieties effectively stabilize in TS-1b and TS-2b.

We expected that the addition of protic acid to 1b would
lead to a decrease in the rotational barrier (acid-accelerated
molecular rotor) and a change in the rotational pathway
through the formation of intramolecular hydrogen bonds
(N*—H--0O=C)."" Unfortunately, the protonation of the
pyridine nitrogen resulted in the decomposition of the
quinazolinone ring.12

"H NMR spectra of 2-(1-phenylpropan-2-yl)-3-(pyridin-2-
yl)quinazolinone 1c and thione 2¢ (racemate) bearing a chiral
center as the C2 substituent were subsequently measured in
CDCl;. In quinazolinone 1c, a remarkable broadening of all
signals was observed. On the other hand, quinazolinethione 2¢
showed sharp signals. Interestingly, in 2c, the formation of two
sets of signals was observed. For example, two kinds of Me
hydrogens were detected in a ratio of 2.2:1 at 1.45 and 1.21
ppm, respectively (Figure 5). The formation of two sets of
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Figure 5. '"H NMR spectrum of 3-(pyridin-2-yl)quinazoline-4-thione
2c at rt in CDCl,.

signals in 2c¢ was also observed in the *C NMR spectrum, and
these were probably due to the diastereomers based on the
chiral carbon and dynamic atropisomerism about the N3—(2-
pyridyl) bond. In the major diastereomer, an aromatic
hydrogen was observed at a considerably high magnetic field
(6.43 ppm) in comparison with other aromatic hydrogens. We
predicted that this aromatic hydrogen is the C3 hydrogen Ha
on the pyridine ring and that the high field shift is due to the
anisotropic effect of the benzene ring of the benzyl group.”

Our prediction was supported by a computational study.
During structural optimization of 2¢, four stable conformers,
which are shown in Figure 6, were found [the relative energies
of the other conformers were higher than 2.5 kcal mol™
comparison with the most stable conformer (P*S*)-2¢-2].
Two conformers possess a (P*S*)-configuration, while the
other two conformers possess a (M*S*)-configuration. The
Boltzmann distribution of the considered conformers indicates
that (P*S*)-2c and (M*,S*)-2¢ exist in a ratio of 2.3:1, and
this ratio correlated very well with the integrated ratio (2.2:1)
of the two Me hydrogens in "H NMR.

Among the four conformers, the molecular geometries of
two conformers (P*S5%)-2c-2 and (M*S%)-2c-2, which
implied m—n stacking between the pyridine and benzene
rings, suggested notable anisotropic effects on the '"H NMR
chemical shifts. In the GIAO calculation using the PBEO hybrid
functional, the Ha atom in (P*,5%)-2¢c-2 was computed at the
high field side (6.64 ppm)."” In contrast, the Ha atom of
(M*,8*)-2c-2 was in the normal range for hydrogens on an
aromatic ring (7.34 ppm). The simulated chemical shifts of Ha
in (P*S%)-2c and (M*,S*)-2c involving also the contribution
of nonstacking conformer 2c-1 were evaluated to be 6.94 and
7.43 ppm, respectively. Moreover, the chemical shifts of Me
hydrogens in (P*,S*)-2¢c and (M*,S*)-2¢ were simulated to be
1.24 and 1.07 ppm, respectively. Although the simulated values
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Figure 6. Stable conformers of 2¢ and the chemical shifts of Ha and
CHj; groups evaluated by DFT calculations using PCM(CHCL,)-
B3LYP/cc-pVDZ.

differ somewhat from the values detected via 'H NMR [Ha in
(P*S*)-2¢c at 6.43 ppm, Me in (P*S*)-2c and (M*S*)-2c at
1.45 and 1.21 ppm, respectively], the trend of chemical shifts
correlated well between the simulation and experiment. The
simulated chemical shifts (22.5 and 18.8 ppm, Figure 6) of the
CH, carbon in (P*,S*)-2¢ and (M*,5*)-2c also correlated well
with the chemical shifts (20.2 and 18.2 ppm, respectively,
Figure 5) detected in '*C NMR. On the basis of these results,
the stereochemistries of major and minor diastereomers, which
were detected in "H NMR, were determined to be the (P*,S*)
and (M*S*) configurations, respectively.

The formation of dynamic diastereomers based on a chiral
carbon and unstable atropisomerism was also observed in the
'"H NMR spectrum of 2-(3-methylbutan-2yl)-3-(pyridin-2-
yl)quinazoline-4-thiones 2d (racemate). In 2d bearing the
iso-propyl group, the diastereomers were detected in a ratio of
1.5:1 (Figure 7), while an upfield shift of pyridine hydrogen Ha
observed in benzyl derivative 2c was not found (see SI).

o — ol

(P*S*-2d (1.5:1) (M*,S*)-2d

Figure 7. Dynamic diastereomers observed in iso-propyl derivative 2d.

In conclusion, we succeeded in the evaluation of the
rotational barriers about the N3—(2-pyridyl) bond in 2-(iso-
propyl)-3-(pyridin-2yl)quinazolin-4-one and 4-thione deriva-
tives through VIT-NMR measurement of diastereotopic Me
groups followed by a line-shape simulation. Furthermore, the
rotational pathway about the N3—(2-pyridyl) bond was
revealed by the DFT study. In 3-(pyridin-2-yl)quinazoline-4-
thione bearing a chiral center as the C2 substituent, the
formation of diastereomers based on a chiral carbon and
dynamic atropisomerism around the N3—(2-pyridyl) bond was
detected in NMR, and the stereochemistries of dynamic

diastereomers were determined through the simulation using
the DFT method.

B EXPERIMENTAL SECTION

Melting points were recorded on a melting point apparatus and are
uncorrected. 'H and *C NMR spectra were recorded on 400 and 101
MHz spectrometer. Chemical shifts 6 were given in ppm, and
coupling constants ] were given in Hz. 'H and *C NMR chemical
shifts were determined by using residual signals of the deuterated
solvent, CDCly (*H, § 7.26 ppm; *C, § 77.01 ppm). HRMS spectra
were recorded on a double focusing magnetic sector mass
spectrometer using an ESI-TOF. Column chromatography was
performed on silica gel (75—150 pm). Medium-pressure liquid
chromatography (MPLC) was performed on a 25 X 4 cm id.
prepacked column (silica gel, 10 ym) with a UV detector.
2-Ethyl-3-(pyridin-2-yl)quinazolin-4(3H)-one (1a). Under a
N, atmosphere, to N-propionyl anthranilic acid (386 mg, 2.0 mmol)
and 2-aminopyridine (565 mg, 6.0 mmol) in xylene (10 mL) was
added PCl, (0.26 mL, 3.0 mmol). The mixture was stirred for 8 h at
130 °C (oil bath) and then for 15 h at 80 °C (oil bath). The mixture
was poured into saturated aqueous NaHCO; and extracted with
AcOEt. The AcOEt extracts were washed with brine and dried over
MgSO,. Purification of the residue by column chromatography
(hexane/AcOEt = 1:1) gave la (403 mg, 80%). la: white solid; mp
100—101 °C; IR (neat) 1668.5 cm™"; '"H NMR (400 MHz, CDCL,) §
871 (1H, dd, ] = 4.8, 0.8 Hz), 827 (1H, d, ] = 8.0 Hz), 7.95 (1H, td,
J=7.6,2.0Hz), 7.72—7.79 (2H, m), 7.44—7.48 (2H, m), 7.40 (1H, d,
J = 8.0 Hz), 2.43 (2H, brs), 1.23 (3H, t, J = 7.2 Hz); BC{’"H} NMR
(101 MHz, CDCl,) 6 162.5, 157.0, 151.0, 150.2, 147.8, 138.9, 134.7,
127.3, 127.0, 1267, 124.5, 124.1, 1209, 28.9, 11.0; MS (ESL-TOF)
m/z [MNa]* 274; HRMS (ESI-TOF) m/z [MNa]® Calcd for
CysH 3N;NaO 274.0956, found 274.0970.
2-Ethyl-3-(pyridin-2-yl)quinazoline-4(3H)-thione (2a). Under
a N, atmosphere, a mixture of 1a (503 mg, 2.0 mmol) and Lawesson’s
reagent (1.213 g, 3.0 mmol) in xylene (8 mL) was stirred for 3 h at
150 °C (oil bath). The mixture was poured into water and extracted
with AcOEt. The AcOEt extracts were washed with brine, dried over
MgSO,, and evaporated to dryness. Purification of the residue by
column chromatography (hexane/AcOEt = 1:1) gave 2a (380 mg,
71%). 2a: yellow solid; mp 102—104 °C; IR (neat) 1597 cm™; 'H
NMR (400 MHz, CDCl,) & 8.73—8.77 (2H, m), 7.96 (1H, td, ] = 7.8,
1.6 Hz), 7.79 (1H, td, ] = 8.0, 1.2 Hz), 7.73 (1H, dd, ] = 8.4, 1.2 Hz),
7.47-7.52 (2H, m), 7.38 (1H, d, ] = 8.0 Hz), 2.50 (1H, dq, ] = 16.8,
7.2 Hz), 2.32 (1H, dq, J = 16.8, 7.2 Hz), 1.26 (3H, t, ] = 7.2 Hz);
BC{H} NMR (101 MHz, CDCl;) § 190.1, 156.1, 154.5, 150.5,
142.8, 139.0, 135.1, 130.8, 128.8, 128.02, 127.98, 124.6, 124.1, 29.6,
11.1; MS (ESI-TOF) m/z [MH]" 268; HRMS (ESI-TOF) m/z
[MH]* Caled for C;sH,N,S 268.0908, found 268.0918.
2-iso-Propyl-3-(pyridin-2-yl)quinazolin-4(3H)-one (1b).
Under a N, atmosphere, to la (363 mg, 1.44 mmol) in THF (7
mL) was added lithium hexamethyldisilazide (LiHMDS, 1 M THF
solution, 4.3 mL, 4.3 mmol). After being stirred for 1 h at rt, to the
mixture was added CH,I (0.18 mL, 2.8 mmol), and then the mixture
was stirred for S h at rt. The mixture was poured into saturated
aqueous NH,CI and extracted with AcOEt. The AcOEt extracts were
washed with brine, dried over MgSO,, and evaporated to dryness.
Purification of the residue by column chromatography (hexane/
AcOEt = 1:1) gave 1b (306 mg, 80%). 1b: white solid; mp 111—112°;
IR (neat) 1684 cm™'; "H NMR (400 MHz, CDCL,) & 8.71 (1H, dq, J
— 49,08 Hz), 826 (1H, dq, J = 8.1, 0.8 Hz), 7.94 (1H, td, ] = 7.8, 1.6
Hz), 7.71-7.78 (2H, m), 7.43—7.48 (2H, m), 7.40 (1H, dt, ] = 8.0,
1.2 Hz), 2.51 (1H, sept, ] = 6.8 Hz), 1.27 (6H, brs); *C{'H} NMR
(101 MHz, CDCl,) § 162.8, 160.8, 151.2, 150.2, 147.9, 138.8, 134.6,
127.4, 127.0, 126.6, 124.4, 124.2, 120.9, 32.7, 21.2; MS (ESI-TOF)
m/z [MH]* 266; HRMS (ESI-TOF) m/z [MH]* Calcd for
C6H ¢N;O 266.1293, found 266.1287.
2-jso-Propyl-3-(pyridin-2-yl)quinazoline-4(3H)-thione (2b).
2b was prepared from 1b (133 mg, 0.5 mmol) in accordance with
the experimental procedure for the synthesis of 2a. Purification of the



residue by column chromatography (hexane/AcOEt = 3:1) gave 2b
(116 mg, 83%). 2b: yellow solid; mp 115—117 °C; IR (neat) 1586
cm™'; "H NMR (400 MHz, CDCl,) 6 8.72—8.77 (2H, m), 7.95 (1H,
td, ] = 7.6, 1.6 Hz), 7.72—7.81 (2H, m), 7.46—7.51 (2H, m), 7.38
(1H, dt, J = 8.0, 1.2 Hz), 2.47 (1H, sept, ] = 6.8 Hz), 1.31 (3H, d, ] =
6.4 Hz), 1.22 (3H, d, ] = 6.8 Hz); *C{"H} NMR (101 MHz, CDCl,)
6 190.2, 160.1, 154.6, 150.4, 143.0, 138.8, 135.0, 130.8, 128.8, 128.0,
127.9, 124.5, 124.2, 33.6, 21.5, 21.4; MS (ESI-TOF) m/z [MH]* 282;
HRMS (ESI-TOF) m/z [MH]* Caled for C,H,(N,S 282.1065,
found 282.1088.
2-(1-Phenylpropan-2-yl)-3-(pyridin-2-yl)quinazolin-4(3H)-
one (1c). Under N, atmosphere, to 1a (503 mg, 2 mmol) in THF (7
mL) was added lithium hexamethyldisilazide (LiIHMDS, 1 M THF
solution, 4 mL, 4 mmol). After the mixture was stirred for 1 h at rt,
PhCH,Br (0.48 mL, 4 mmol) was added, and then the mixture was
stirred for 3 h at rt. The mixture was poured into saturated aqueous
NH,CI and extracted with AcOEt. The AcOEt extracts were washed
with brine, dried over MgSO,, and evaporated to dryness. Purification
of the residue by column chromatography (hexane/AcOEt = 1:1)
gave 1c (635 mg, 93%). lc: orange oil; IR (neat) 1680 cm™; 'H
NMR (400 MHz, CDCL,) 5 8.68 (1H, brs), 8.29 (1 H, d, ] = 7.6 Hz),
7.76—7.83 (3H, m), 7.31-7.50 (2.5H, m), 7.16—7.22 (3H, m), 6.90
(2H, brs), 6.50 (0.5H, brs), 3.29 (1H, brs), 2.74 (1H, m), 2.61 (1H,
m), 1.37 (3H, brs); *C{'H} NMR (101 MHz, CDCL,) § 162.5,
159.6, 150.9, 150.0, 147.7, 139.8, 138.6, 134.6, 129.0, 128.3, 127.2,
126.9, 126.6, 126.3, 124.3, 124.2, 120.7, 42.3, 40.7, 19.4; MS (ESL-
TOF) m/z [MNa]* 364; HRMS (ESI-TOF) m/z [MNa]* Calcd for
C,,H,oN;NaO 364.1426, found 364.1409.
2-(1-Phenylpropan-2-yl)-3-(pyridin-2-yl)quinazoline-4(3H)-
thione (2c). 2c was prepared from lc (581 mg, 1.7 mmol) in
accordance with the experimental procedure for the synthesis of 2a.
Purification of the residue by column chromatography (hexane/
AcOEt = 10:1) gave a residue of 2c (376 mg, 62%). 2c: yellow solid;
mp 153-156 °C; IR (neat) 1589 cm™; '"H NMR (400 MHz, CDCl,)
58.81 (0.33H, dd, ] = 4.2, 1.2 Hz), 8.74 (0.33H, dd, ] = 8.4, 1.2 Hz),
8.66—8.70 (1.33H, m), 8.08 (0.66H, d, ] = 8 Hz), 7.96—8.00 (0.66H,
m), 7.81—7.88 (1H, m), 7.74 (0.66H, td, ] = 7.8, 1.6 Hz), 7.52—7.56
(1.33H, m), 7.37-7.45 (1H, m), 7.14—7.26 (3H, m), 6.96—7.00
(0.66H, m), 6.87—-6.89 (1.33H, m), 6.34 (0.66H, d, ] = 8.4 Hz),
3.42—3.48 (1H, m), 2.89 (0.33H, dd, ] = 13.6, 10.0 Hz), 2.80 (0.66H,
dd, J = 13.6, 5.6 Hz), 2.53—-2.59 (1H, m), 1.46 (2H, d, ] = 6.8 Hz),
1.22 (1H, d, ] = 6.8 Hz); *C{*H} NMR (101 MHz, CDCl;) § 190.2,
189.8, 159.0, 158.9, 154.5, 154.2, 150.4, 150.2, 142.9, 142.8, 139.8,
139.6, 139.0, 138.5, 135.0, 130.8, 129.11, 129.05, 128.8, 128.7, 128.5,
1283, 128.0, 127.9, 126.5, 126.3, 124.7, 124.4, 124.3, 42.4, 42.0, 41.2,
40.6, 202, 182; MS (ESI-TOF) m/z [MNa]* 380; HRMS (ESIL-
TOF) m/z [MNa]" Calcd for C,H;(N3NaS 380.1197, found
380.1203.
2-(3-Methylbutan-2yl)-3-(pyridin-2-yl)quinazolin-4(3H)-one
(1d). 1d was prepared from 1a (1.03 g, 4.1 mmol) and Me,CHI (0.8
mL, 8 mmol) in accordance with the experimental procedure for the
synthesis of 1b. Purification of the residue by column chromatography
(hexane/AcOEt = 1:1) gave 1d (913 mg, 76%). 1d: white solid; mp
147—148 °C; IR (neat) 1680 cm™'; 'H NMR (400 MHz, CDCL,) 6
870 (1H, d, ] = 3.6 Hz), 8.26 (1H, m), 7.93 (1H, td, ] = 7.6, 1.6 Hz),
7.69-7.75 (2H, m), 7.41-7.48 (2H, m), 7.35 (1H, d, J = 8.0 Hz),
2.16 (1H, brs), 1.96 (1H, quint, ] = 7.2 Hz), 1.23 (3H, brs), 0.86 (3H,
d, J = 6.8 Hz), 0.79 (3H, brs); *C{'H} NMR (101 MHz, CDCL;) §
162.8, 160.5, 151.4, 150.3, 148.0, 138.7, 134.6, 127.4, 1269, 126.5,
124.3, 120.8, 45.0, 32.3, 21.9, 19.2, 16.8; MS (ESI-TOF) m/z [MNa]*
316; HRMS (ESI-TOF) m/z [MNa]* Caled for C;gH;;N;NaO
316.1426, found 316.1438.
2-(3-Methylbutan-2yl)-3-(pyridin-2-yl)quinazoline-4(3H)-
thione (2d). 2d was prepared from 1d (147 mg, 0.5 mmol) in
accordance with the experimental procedure for synthesis of 2a.
Purification of the residue by column chromatography (hexane/
AcOEt = 5:1) gave 2d (122 mg, 79%). 2d: yellow solid; mp 109—111
°C; IR (neat) 1587 cm™'; "H NMR (400 MHz, CDCL,) § 8.71—8.77
(2H, m), 7.93 (1H, t, ] = 7.6 Hz), 7.71-7.80 (2H, m), 7.46—7.50
(2H, m), 7.34 (1H, t, ] = 92 Hz), 2.15-2.32 (1H, m), 1.87—1.99

(1H, m), 1.27 (1.8H, d, ] = 6.4 Hz), 1.16 (1.2H, d, ] = 6.8 Hz), 0.87—
0.83 (42H, m), 0.77 (1.8H, d, ] = 6.8 Hz); *C{*H} NMR (101
MHz, CDCl;) § 190.13, 190.05, 159.9, 159.8, 154.8, 154.6, 150.4,
150.3, 142.9, 142.8, 139.0, 138.6, 135.00, 134.97, 130.7, 128.69,
128.65, 128.0, 127.9, 124.7, 124.4, 123.8, 46.2, 45.4, 32.7, 32.2, 22.0,
21.9, 19.3, 18.9, 17.2, 16.9; MS (ESI-TOF) m/z [MH]* 310; HRMS
(ESI-TOF) m/z [MH]" Caled for C;gH,N;S 310.1378, found
310.1375.
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