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Abstract: A variety of S-alkylidene-4-chloro-5/-1,2,3-dithiazoles (9-25) have been prepared from 4-
chloro-5H-1,2 3-dithiazolium chloride, active methylene compounds, and pyridine. The reactions with
ethyl nitroacetate ((Z) > (E)), ethyl 3-nitrobenzoylacetate ((E) > (Z)), ethyl 2-fluorobenzoylacetate ((E) >
(2)), and tetronic acid ((Z) > (E)) gave a mixture of (£)- and (Z)-isomers, whereas those of benzoylnitro-
methane (Z), 5,6-dihydro-4-hydroxy-6-methyl-2H-pyran-2-one (£), 4-hydroxy-6-methyl-2-pyrone (E),
4-hydroxycoumarin (£), 6-chloro-4-hydroxycoumarin (£), and 6-bromo-4-hydroxycoumarin (£)
afforded only single stereoisomers. The reactions with 4-hydroxy-1-methyl-2(1#)-quinolone, 2-hydro-
xy-1,4-naphthoquinone and homophthalic anhydride gave only single stereoisomers whose stereoch-
emistry is uncertain. It appears that geometrically more rigid cyclic 1,3-dicarbonyl compounds give
better yields of dithiazol-5-ylidenes than the corresponding acyclic compounds. © 1999 Elsevier Science
Ltd. All rights reserved.
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Appel's salt) (1)' since Appel and co-workers’ reported the first synthesis of methyl (R

= Me) (2a) and ethyl (R = Et) 2-(4-chloro-5H-1,2,3-dithiazol-5-ylidene)cyanoacetate (2b) from 1 and the
corresponding alkyl cyanoacetates. The stereochemistry around the carbon-carbon double bonds of 2a-2b has
been suggested to be cis, presumably due to the strong interaction between the carbonyl oxygen and electron-
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deficient S-1 atom.” Compounds 2c-e were obtained from 1 and malononitrile, dibenzoylmethane, and 3-
aminocrotononitrile, respectively under the same conditions as for Za-b. Compound 2f was aiso isolated from
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the reaction with the latter. Alternatively compound 2¢ was obtained by treatment of 1* or 3’ with
tetracyanoethylene oxide in toluene at reflux in 60 % and 72 % yields, respectively. Recently Rees and co-
workers successfully prepared compounds 2g-i from 4-chloro-5H-1,2,3-dithiazole-5-thione (4) and diazo
compounds such as diphenyldiazomethane, diethyl diazomalonate, and ethyl diazoacetate, respectively. The
reactions of 1 with unsymmetrical nitriles such as enolate ion of 3-oxobutyronitrile, benzonitrile and
pivaloylacetonitrile afforded 2h (62%), 2i, and 2j, respectively. Symmetrical active methylene compounds

such as barbituric acid, meldrum's acid, and dimedone reacted with 1 under the same conditions as for 2a-b
4 4 0/ \4 . 3

gave 3 (35%)," 5 (26%)," and 6 (27%)" respectively. Besides, active methylene compounds such as 2.4-
6 6 6 6 by lncatanitr

pentanedione,” ethyl acetoacetate,” ethyl phenylacetate,” 1-(2-fluorophenyl)-1,3-butanedione,’ phenylacetonitr-
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ile,® and diphenylmethane’ gave essentially no corresponding dithiazol-5-ylidene derivatives. We have shown
that the stereochemisiry around the unsymmeiricaily substituted carbon-carbon double bond of dithiazoi-3-
ylidene derivatives 7 and 8 is governed by the steric and electronic repulsions between the chlorine atom at C-
4 and the fluorine atoms of the CF, group,® which exerts a strong electron-withdrawing effect, in addition to
the interaction between S-1 and the carbonyl oxygen by forming a five-membered cycle. Compounds 7b-c are
stereotsomers of 8a-b, respectively. Their stereochemistry as well as that of 8c-d was able to be clearly
determined based on the '"F NMR spectroscopic data and the relative intensities of 'H and C NMR

absorptions of the isomers. It is envisaged that the spectroscopic (IR, 'H and *C NMR) data of 7 and 8 would be

S s
7 8
7a, R=CF; 8a, R=Me
7b, R = Me 8b, R=EtO
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trical and unsymmetrical dithiazol-5-ylidenes using 1 and

d determined the stereochemuisiry. The results

g-

c
symmetrical and unsymmetrical active methylene compounds
are described herein.

RESULTS AND DISCUSSION

The reactions of 1 (2.50 mmol) with symmetrical and unsymmetrical active methylene compounds
(2.50-2.55 mmol) in the presence of pyridine (5.07 mmol) in CH,Cl, at room temperature gave the
corresponding 5-alkylidene-5H-4-chloro-1,2,3-dithiazoles 9-25 and 4 in 5 to 87% yields and 1 to 19% yields,
respectively. Yields of 9-25 and 4 and physical data of 9-25 are summarized in Table 1 and their analytical
and spectroscopic data in Table 2.

Most of the dithiazol-5-ylidene derivatives prepared were orange to red solids having a decomposition
temperature except for 9 (entry 1) and 24 (entry 16). The C NMR spectra of 16-20 were unable to be
recorded because of the solubility problem. Compound 4 was isolated in 1 to 19% yields except for the reactions

VLU OLLaunst V1 LU OIR 2y an



e wr

M.-K. Jeon, K. Kim / Tetrahedron 55 (1999) 9651-9667 9653
ol 1 W13 e A DMt Tt AL N1 A
14vlC 1. IICIUS 14 riysicdl 1Jdia Oi \,U"lp()UHUS F-LD
Entry CH,XY Yield (%) mp color
4 Dithiazole °C
I” ONCHCOEt 3  9a Cost 6 73-74 orange
and Oﬁ’?«\(c‘ (92:9b=95:5) (n-hexane)
9% O S N
NO,
Bo._A. O
T 7
O8N
>
2° O,NCH,COPh 1 10a -~ 5 169-171 (dec.) orange
L0 (n-hexane / CH,Cl,)
o5y ®
O S'\S;N
2 COCHCOE 13 11a 6 154-158 {dec.) orange
i Xy COsft idec.) g
5 and LA A, O (11a:11b=53:47) (n-hexane / CH,Cl)
NO; ON YW T
11b O8N
NO;
! .
L o)
EtO Ci
VR
O-S. N
4 A -COCHCOE 13 12a A e 23 lig. orange
oo [ ~ COgEt S
e and L/ A C (12a:12b=72:28)
T N 7 :
12b F O -S‘S,N
2 F
[\//I /.o
EtO., ,1 ,Cl
T 7
O S N
5 0 19 13a O 28 198-210 (dec.) orange
?)3 and o cl (13a:13b =67 : 33) (CH,CL,)
S 13b s
cl
0.4 '\
s
6 o o 11 14a o 0 25 155-160 (dec.) red
v 1L (CH,CL)
OH O-S_ N
S
- 0. .0 11 153 - o..0 57 173 (dCC.) red
s T f\ c (CH,CL,)
h Db
OH 08, N



10

11

—
[$8]

13

14

15

16

o~ | o
> L
OH
vl I 0
Y L
OH
PN
g
A
OH
Mo

OH
0
<
N
]!
o
9
i//'\II/‘\ o
P
SNy

QO
p
]

10

(PN}

11

24

16

17

-

16a

Pk
=

18a

19a
or

19b

21a
or
21b

22

23

24

N 75 7

. Jeon, K. Kim / Tetrahedron 55 (

87

w
D

52

N
\O

47

13

33

232-235 (dec.)
(THF)

241-243 (dec.)
(THF)

192-194 (dec.)
(CH,CL)

198-200 (dec.)
(CH,CL,)

131-133 (dec.)
(n-hexane / CH,Cl,)

170 (dec.)
(CH,CLy)

248-250
(CHCLy)

orange

orange
=3

red

violet

orange

red



[ S ~

M.-K. Jeon, K. Kim / Tetrahedron 55 (1999) 9651-9667

O
oy
wn

17 Et 15 25 £t 74 170-172 (dec.) brownish
Sv;‘jO SY:(\QO_{ (CH,CL) red
N _N Ci
Et &t g
e} O8N
S

“From the reaction was isolated 4-chloro-1,2,3-dithiazol-5-one (21%).  From the reaction were isolated 4-chloro-1,2, 3-dithiazol-5-

L0 caclion was 15013t /).

one (18%) and an unknown.

of 6-chloro- (entry 9) and 6-bromo-4-hydroxy-2H-1-benzopyran-2-ones (entry 10). The mechanism for the

”

formation of 4 has not been elucidated. It appeared that the amount of 4 produced dgpcn_cd markedly on the

structures of the active methylene compounds. In fact, 4 was a majo

cyanomethylphosphonate (1 day, 11%), 2H-1,4-benzothiazin- 3(4H) one (6 days, 50%), acetoacetanilide (2
days, 12%) and bis(phenyisuifonyl)methane (1 day, 14%) under the same conditions. Most of the reactions
(entries 3-17) were completed in 5 h except for the reactions with ethyl nitroacetate (entry 1, 20 h) and with
benzoylnitromethane (entry 2, 40 h).

The stereochemistry around the carbon-carbon double bond of dithiazol-5-ylidene derivatives 9-18a
(entries 1-10) was determined based on the previously reported spectroscopic (IR, '"H NMR, “C NMR) data of
7 and 8° (vide infra). The IR data recorded in KBr shows that the carbonyl stretching absorptions of the
trifluoroacetyl group possessed by 7a and 8b-c¢, which have the carbonyl groups syn to S-1 of 1,2,3-dithiazole
moiety appeared at 1573 to 1586 cm’', whereas 7a and 7b having the carbonyl group anti to S-1 showed
absorptions at 1718 to 1731 cm™ (Figure 1). That is, the carbonyl group anti to S-1 needs more energy than
that of syn analogs to be a vibrationally excited state. This is in good agreement with the data in the literature.’
That is, 1,2,3-dithiazoles 2e and 2j-k, which were suggested to have a carbonyl group syn to S-1 of the

(=14

dithiazole moiety exhibited a carbonyl absorption at 1620, 1600, and 1580 cm’, respectively. Although the TR

spectra of 2e and 2j-k were recorded in CCl, and nujol respectively, the IR data are closer to the values of

1573 to 1586 cm’' than to the values of 1718 to 1731 cm. Consequently, of the two carbonyl absorption

bands exhibited by 2h (1662, 1737 cm') and 2d {1552, 1672 cm') the former are assigned to the carbonyl

group syn to S-1 and the latter assigned to that anti to S-1 of the dithiazoles, respectively. The 'H NMR
. X - T ~

signals of the methyl groups of 7b and 7e¢, which are syn to S-1 of 1,2,3-dithiazole moiety appeared upfield

compared with those having the opposite stereochemistry (cf. 8a and 8b, respectively). A similar propensity
of the chemical shifts of the methylene protons was observed from 7¢ and 8b. The *C NMR spectrum of 8c
whose stereochemistry was clearly determined by X-ray crystallography exhibited absorptions corresponding
to CF,CO and C,H,CO carbony! carbons at 173.3 and 191.1 ppm, respectively. Based on the absorption of 8¢
at 173.3 ppm, the absorption at 172.4 ppm exhibited by 7a can be assigned to the carbonyl carbon syn to S-1
and the other absorption that appeared downfield (182.2 ppm) can be assigned to the carbonyl carbon anti to
S-1 of 7a. Similarly the *C NMR absorptions at 171.9 and 186.2 ppm exhibited by a mixture of 7b and 8a
were assigned to CF,CO carbonyl carbons syn (8a) and anti (7b) to S-1, respectively. By the same token, the
3C NMR absorptions at 172.8 and 183.7 pm exhibited by a mixture of 7¢ and 8b were assigned to CF,CO
carbonyl carbons syn (8b) and anti (7¢) to S-1, respectively. The same propensity of the *C NMR chemical
shifts was observed for the carbonyl carbons of the acetyl groups of 7b and 8a. That is, 7b having an acetyl

wn
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Table 2. Spectroscopic and Analytical Data of 9-25
Comp- IR "HNMR (300 MHz) "*C NMR (75 MHz) MS (EI)® Elemental Analysis
ound cm’ & , ppm 8 , ppm m/z
9a (neat) 2968 m, 1722 s (CDCly) 1.43 (t, 3H, J (CDCly) 14.1, 64.2, 268 (M*, 100.0), 270 Caled for C:H;CIN,Q,S,:
and {C=0 for %a), 1515 s, =72Hz), 448 (g, 2H, 1349, 1417, 15295, (MY + 2, 42.1), 233 C, 26.82; H, 1.88: N,
9b 1432 m, 1237 s, 1184, J =72 Hz) for 9a and 159.9 for 9a (41.1), 205 (30.5), 179 10.43; S, 23.87. Found: C,
1078, 1005, 946, 878, 1.35 (t, 3H, J = 7.2 (95.8), 165 (25.6), 118 26.75; H, 1.93; N, 10.40;
800, 739 674 Hz), 440 (q, 2H, J = (23.5), 86 (27.1), 64 S, 23.90.
7.2 Hz) for 9b (41.6)
102 (neat) 1676 m (C=0), (CDCI,) 7.50-7.59 (m, (CDCL) 110.0, 129.6, 300 (M*, 76.1), 302 Caicd for C,H.CINO.S.:
1596 w, 151555, 1451w, 2H), 7.63-7.72 (m, 129.7, 1351, 1369, (M*™ + 2, 44.6), 265 C,639.93: H, 1.68; N, 9.31;
1417 w, 1314 w, 1272 1H),7.91-797(m,2H) 142.2, 153.9, 185. (42.8), 207 (71.1), 179 S, 22.32 Found: C, 39.90;
m, {2265, 1199 s, 1175 (81.2), 121 {27.2), 105 H, 1.71; N, 9.35; 8. 22.40.
w, 1125 w, 1099 w, 983 (100.0), 77 (89.5)
w, 849 w, 819 m, 788
w, 690 w, 670 w
112 (KBr) 1715 s, 1574 w, (CDCL) 1.31 (t, 3H,J (CDClL) 14.1, 63.23, 372 (M*, 29.1), 374 Caled for C,H,CIN,O.S,:
and 1542 m, 1515 m, 1456 =7.2Hz),432(q,2H, 117.2, 123.1, 126.3, (Mt + 2, 12.5), 337 C,641.88; H, 243; N, 7.51:
11b w. 1405 m, 133955, 1318 J = 7.2 Hz), 7.68 (t, 130.2, 1343, 1387, (100.0), 309 (40.6), S, 17.20. Found: C, 41.89;
s, 1251 s, 1174 s, 1131, 1H, J = 8.0 Hz), 8.04 1453, 1483, 1579, 150(42.8), 104 (22.1) H, 2.45; N, 747:S,17.24.
1019 (d, 1H, J = 80 Hz), 166.6 (OC=0), 183.3
8.39 (d, IH, J = 8.0 (C=0) for 11a and 14.4,
Hz), 857 (s, 1H) for 6315, 1216, 1242
11a and 1.10 (t, 3H, J 1282, 130.5, 1349,
=7.2Hz),4.23 (g, 2H, 1398, 1430, 149.0,
J =72 Hz), 7.74 (1, 156.1, 1674 (OC=0),
1H, / = 8.0 Hz), 8.27 190.3(C=0) for 11b
(d, 1H, J = 80 Hz),
844 (d, IH, J = 8.0
Hz), 8.73 (s, 1H) for
11b
12a (neat) 1714 s, 1648 m, (CDCly) 1.13 (t, 3H,J (CDCl;) 13.5, 62.1, 345 (M*, 66.1), 347 Caled for C:H,CIFNO,S,:
and 1603 m, 1571 m, 1558 = 7.I Hz), 4.17 (q, 2H, 116.0 (d, J = 21.1 Hz), (M* + 2, 41.0), 310 C, 45.15; H, 2.62; N, 4.05;
12b m, 1413 m, 1309 s, = 7.1 Hz), 7.07-7.17 1225, 123.9 (d, J = 3.5 (82.1), 282 (69.2), 186 S, 18.55. Found: C, 45.12;
1261s (m, 1H), 7.20 (¢, 1H,J Hz), 1253 (d, J =161 (45.1), 123 (100.0), 95 H,266;N,4.11:S.18.57.
= 73 Hz), 738747 Hz), 1290 (d, J = 2.8 (69.1),75 (51.4)
(m, 2H) for 12a and Hz), 1323 (d, J = 8.2
1.09 (t, 3H, J = Hz), 144.8, 156.8, 159.0
Hz), 423 (q, 2H, J = (d,J=251.2 Hz), 165.5
7.1 Hz), 7.07-7.17 (m, (OC=0), 183.0 (C=0)
1H), 7.27 (t, 1H, J = for 12a and 13.9, 624,
7.5 Hz), 7.52-7.39 (m, 116.8 (d, J = 22.9 Hz),
1H), 8.06 (1, 1H, J = 1208, 1245 (d, /= 3.8
7.7 Hz) for 12b Hz), 1263 d, J = 8.5
Hz), 130.9, 135.5(d, J =
9.2 Hgz), 142.7, 153.0,
1619 (d, J=257.4 Hz),
167.0 (OC=0), 187.9
(C=0) for 12b
132 (KBr)2928 w, 1739 m, (DMSO-d,) 4.82 (s, (DMSO-d,) 71.2, 1065, 235 (M*, 40.6), 237 Caled for C,H,CINO,S,: C,
and 1710 s, 1607 s, 1464 s, 2H) for 13a and 4.64 147.6, 164.6, 1648 (MY + 2, 16.9), 205 30.58; H, 0.86; N, 5.94; S,
13b 13975, 1272 m, 1218 w, (s, 2H) for 13b 196.2 (C=0) for 13a (21.5), 177 (100.0), 27.21. Found: C. 30.62: H,
1102 m, 1048 m, 856 m, and 74.0, 104.2, 147.6, 116(20.6) 0.89; N, 5.90; S, 27.27.
702 m 166.0, 1754, 1875
(C=0) for 13b
14a (KBr) 2968 w, 2920 w, (DMSO-d,) 1.40 (d, (DMSO-d) 20.6, 41.8, 263 (Mt 589), 265 Caled for CH,CINO,S,: C.
1670 s (C=0), 1586 s 3H,J = 6.6 Hz), 2.78 72.0, 114.0, 147.6, (Mt + 2, 244), 228 36.44;H, 2.29; N, 5.31; S,
(C=0), 1430 s, 1378 s, (d, 2H, J = 6.6 Hz), 161.8, 1633, 190.7 (100.0), 222 (20.8), 24.32. Found: C, 36.42; H,
1298 5, 1243 5, 1194 w, 4.72 (sextet, 1H, J = 186 (80.8), 177 (44.8), 2.32;N, 5.36; S, 24.35
1163 s, 1122 m, 1037 6.6 Hz) 116 (21.9), 78 (22.5)
m, 952 w, 850 m, 8i4
m, 752 m, 618 m
15a (KBr) 3072 w, 1677 s, (DMSO-d,) 223 (s, (DMSO-d;) 20.4, 104.3, 261 (M*, 52.5), 263 Caled for CH,CINO,S,: C,
1634 m, 1555 s, 1426 3H), 6.14 (s, 1H) i10.2, 148.4, i57.2, (M*T + 2, 21.8), 226 36.72; H, i.54: N, 5.35: S,
m, 1379 s, 1352 m, 165.9, 166.2, 178.7 (100.0), 219 (53.8), 24.51. Found: C, 36.75: H.
1272 w. 1248 w, 1157 183 (35.2), 177 (52.1), |58, N, 5.32: S, 24.55.



16a

17a

18a

19a
or
19b

or
21b

22

23

24

25

w. 1120 w, 1050 m. 989
m. 856 m, 830 m
(KBr) 2040 w, 1683 s,
1592 m, 1544 m, 1459
m, 1416 m, 1360 s,
1259 w, 1218 w, 1149
w, 1114 w, 1022 w, 957
w, 858 w, 790 w, 755 w
(KBr) 3072 w, 1682 s,
1594 m, 1555 m, 1437
s, 1370 s, 1294 w, 1253
w, 1211w, 1118 w,
1062 w, 971 w, 869 w,
826 w, 813 w, 774 w,
717w
(KBr) 3064 w,
1587 m, 1544 m, 1435
s, 1357 s, 1251 w, 1213
1149 w, 1109 w, 962
w, 866 w

1686 s,

(KBr) 3056 w, 2928 w,
1639 s, 1582 s, 1531 s,
1469 s, 1429 m, 1374 s,
1349 s, 1298 m, 1248 w,
1218 w. 1154 w, 1107
w, 1034 w, 952 w, 894
w, 850 w, 789 w, 766
m, 747 m

(KBr) 3064 w, 1688 m,
1614 m, 1581 m, 1544
s, 1414 m, 1360 s, 1330
m, 1282 m, 1251 w,
1147 w, 1112 w, 978 w,
912 w, 861 w, 821 w,
786 w, 768 w, 722 w,
694 w

(KBr) 1750 s, 1646 m,
1582 m, 1562 w, 1480
m, 1414 m, 1328 w,
1301 w, 1259 m, 1238
w, 1186 m, 1133 w,
1098 w, 1019 s, 843 m,
776 w, 760 m

(KBr) 2928 w, 1624 m,
1568 s, 1443 m, 1376 s,
1314 w, 1275 w, 1144
m. 858 m, 776 m, 603 m
(KBr) 3056 w, 1690 m,
1624 s, 1482 s, 1422 m,
1237 m, 1123 w, 1058
w, 1006 m, 837 m, 811
w, 685 w, 626 w, 488 w,
450 w

(KBr) 1685 m, 1635 s,
1582 m, 1458 s, 1411 s,
1339 m, 1322 m, 1237
m. 1117 w, 1027 w, 843
w, 770w, 728 w, 661 w
(KBr) 2968 w, 1646 s,
1595 s, 1448 s, 1374 s,
1286 m, 1238 m, 1102

1058 w, 998 w, 890

(DMSO-d,) 7.37-7.44
(m, 2ZH), 7.76 (dt, 1H,

J = 7.8, 1.6 Hz), 8.06
(dd, 1H, J = 78 16
Hz)

(DMSO-d;) 7.48 (d,
IH, J = 8.8 Hz), 7.80

(dd, 1H, J = 8.8, 2.6
Hz), 8.00 (d, IH, J =
2.6 Hz)

(DMSO-d) 741 (4,
IH, J = 8.8 Hz), 7.91

(dd, IH, J = 88, 25
Hz), 8.11 (d, IH, J =
2.5 Hz)

(DMSO-dy) 359 (s,
3H), 7.27 (¢, IH, J =
7.8 Hz), 749 (d, IH, J
= 7.8 Hz), 7.72 (1, 1H,
J = 7.8 Hz), 8.10 (d,
tH.J= 7.8 Hz)

(t, l
8.07(d, H, = 75
Hz), 8.17 (d, IH, J =
7.5 Hz)

(DMSO-d,) 751 (¢,
1H, J = 7.8 Hz), 7.6
(d, 1H, J = 7.8 Hz),
772 (4, IH, J = 78
Hz), 8.03 (d, IH, J =
7.8 Hz)

(CDCly) 2.08-2.21 (m,
2H), 2.71-2.84 (m, 4H)

(DMSO-d;) 7.09 (d,
iH. J = 6.1 Hz), 7.39
(d, IH,J=6.1 Hz)

(DMSO-dy)

4H)

7.79 (s,

(CDClLy) 1.3t (t, 6H, J
= 7.0 Hz), 4.57 (q, 4H,

I— 70 LIy
J T .U nzj

a

a

a

a

a

(DMSO-d;)
120.0, 1285,
130.6, 133.7,
1456, 1581,
164.3

(©bcly) 194,
392, 126.0,
i62.2, 193.,
(DMSO-d,)
143.4, 1463,
157.1, 187.8,
(DMSO-d)
1228, 123.7,
1359, 138.8,
1474, 160.4,
151.0

(CDCL) 129,
44.6, 107.7,
155.8, 162.3,
177.6

tn
~
Ne)
o
O
N—-
O
(o
Uy
T.
&
[
=)
N

106.9,
129.8,
133.8,
161.6,

355,
1493,
i93.9

115.4,

i46.5,
195.7

100.1,
135.3,
141.4,
183.7,

443,
1493,

146 A

100.4,

69 (26.0)

297 (M*, 16.7), 299
M* + 2, 7.0), 262
(100.0), 198 (27.6),

120021 Y Q2 124 N
1LV L]y Za\&D )

331 (M*, 20.8), 333
(M* + 2, 15.3), 335
M+ + 4, 35), 29

(100 m 212 I(K 35

[QRVIVH Loa NN

154 (32.3), 126 (22 9N

375 (M*, 20.5), 377
(M* + 2, 28.9), 379
M+ + 4, 02) 342
(100.0), 340 (93.8),
276 (41.5), 198 (20.4),
63 (21.7)

310 (M*, 13.5),
M¥ + 2, 5.7),
(100.0)

312
275

09 (M , 39.7), 311
2, 16.8), 281
(96.8), 246 (100.0),
182 (79.6), 126 (34.9),
104 (21.6), 76 (48.9)

3
M

297 (M*, 81.3), 299
(M* + 2, 58.1), 262
(100.0), 225 (39.0),

190 (37.0), 186 (21.3),
154 (87.1), 126 (69.2)

247 (M™%, 50.2), 249
(M + 2, 20.8), 212
(100.0), 177 (31.0),
116 (184.1), 78 (26.6)
231 (Mt 73.2), 233
(M* + 2, 31.3), 196
(100.0), 177 (31.4),
132(21.1), 78 (25.9)

281 (M*, 41.1), 283
(M* + 2, 18.0), 246
(100.0), 182 (30.1)

335 (M*, 100.0),
M+ + 2, 46.5),

FOL M\ VAT /T TIN NYL
{80.2), 24/ (27/.7}), 250

(39.5), 177 (37.2), 149
(21.8), B6 (22.8), 69

(317 50N
(J1.7), 00U c2.4)

337
302

Caled for C,H,CINO,S,:
C,44.37, H, 1.35; N, 4.70;
S, 21.54. Found: C, 44 35;

I 11Q0-N A7794.€ 12

187
I, 107, N, 87403, 21.0

‘.

Caled for C,,H,CLNO.S,:
C, 39.77, H, 0.91; N, 4.22;
S, 19.31. Found: C, 39.81;

H NAs- N 472 € 1010
iy, V.7U, IV, .40, ;)’ 17.30.

Caled for C, H;BrCINO,S;:
C, 35.08: H, 0.81: N, 3.72;
S, 17.03. Found: C, 35.05:

H, 0.86; N, 3.74. 5, 17.07.

Caled for C,H,CIN,O,S,:
C, 46.38; H, 2.27 N, 9.01;

42
ra

‘?°i

aled for C H,CINOSS,:
, 46.53; H, 1.30; N, 4.52;

0.70. Found: C, 46.51;
1

33; N, 4.50: S.20.75.

IV?O\")

Caled for C,H,CINO,S,:
C, 44.37; H, 1.35; N, 4.70;
S, 21.54. Found: C, 44.34;
H, 1.36; N, 4.75; S,21.57.

Caled for C,H,CINO,S,: C,
38.79; H, 2.44; N, 5.65; S.
25.89. Found: C, 38.84; H.
247:N,5.61:8,2594.

Caled for C.H,CINQ,S,:
36.29; H, 0.87; N, 6.05:
27.68. Found: C, 36.30:
0.89; N, 6.08; S, 27.74.

oo

Caled for C,H,CINO.S,:
C, 40.89; H, 1.43; N, 4.97;

S, 22.76. Found: C. 46.87,
H. 1.47; N, 4.96. S, 22.82.

Caled for C,H,,CIN,O,S::
C, 35.76; H, 3.00; N,
12.51: S, 28.64. Found: C,
35.79; H, 3.04; N, 12.50;
S, 28.67.

a Solubility and decomposition probiems.

b DIP-MS cxcept for

9,13, 23, and 24 which arc GC-

MS.
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group syn to S-1 exhibited an absorption of the CH,CO carbonyl carbon at 188.0 ppm, whereas 8a having the
corresponding group anti to S-1 showed the corresponding absorption at 197.8 ppm. On the other hand, the
"C NMR absorption of the ester carbonyl carbon of 8b which is a major isomer appeared at 163.7 ppm,
whereas the corresponding absorption of 7¢, which is a minor isomer appeared at 166.0 ppm. The C NMR
data on the ester carbonyl carbons suggest that the ester carbonyl carbon exhibiting an absorption downfield
of that of the other isomer has the group syn to S-1. The assignment of the "C NMR data of the ester carbonyl
carbons was confirmed by the HMBC spectrum of a mixture of stereoisomers, 7¢ and 8b.

[186.2 noml-.

pp' | ''''' - \
Faa 1731 cm-1 L?_@?_QF}'_T] F3C. (\718 cm-t

N Fac\//’o
o Lo L L e Lo A, o
I G an ¢ W//’"I,,?_\Y T I
[172.4 ppm| ( Dt [1880ppm 4 S N
1586 cm-t -, 1s82cm+ o, .4:31eem: [166.0 ppm|

/\ ( ----- " 57 \“‘21 o
S0

nNrm ~ ,t,o 1722 Cm1 Ph\* _
|. _____ Et"_'_'.
FiC Cl F3C Ci r3\, Ci
474 @ nom) \ 172.8 ppm|— =
H9ppm 7% 4N /'b S N /ts 4 ,N
S
1573 cm-

8a ' 8b  [173.3 ppm| 8c

Figure 1. Selected IR, 'H and "C NMR Data of Compounds 7a-¢ and 8a-c

Based on the foregoing observations, the stereochemistry of compounds 9-18a was determined. The
mixture of stereoisomers 9a and 9b (entry 1) was recrystallized from n-hexane to give crystals. The '"H NMR
spectrum of which showed two sets of triplets at 1.35 (minor) and 1.43 (major) ppm and two sets of quartets
at 4.40 (minor) and 4.48 (major) ppm due to ethoxy groups. The ratios of the intensities of two sets of peaks
were determined to be 95:5. The same ratios were determined from the solution of the crystals in the NMR
tube in 24 h at room temperature as well as from the residue after removal of the solvent from the filtrate. The
two sets of NMR data clearly indicate that 9a is a major stereoisomer and the same ratio of 95:5 is maintained

ed time. The mixture of stereoisomers 9a and

~ IXTure ofr stere 188wl aaa

The structure of compound 10a (entry 2) was assigned based on a carbonyl absorption at 1676 cm™
which is closer to the values shown by the carbonyl groups anti to S-1. The *C NMR spectrum showed a band
assignable to the carbonyl carbon at 185.5 ppm, which is close to the corresponding value of the benzoyl
group of 8c. The assignment based on IR and “C NMR data was supported by X-ray crystallography of 10a.
The molecular structure of 10a is shown in Figure 2. The dithiazole ring and O-N bond extending to C(2) is
nearly planar, there being only a 3 to -7 ° torsional angle between the dithiazole and a O-N bond of the nitro
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group as shown by the selected torsional angles (°): S(1)-C(2)-C(3)-N(2) 3.2; C(2)-C(3)-N(2)-0(3) 4.6; C(3)-
N(2)-0O(3)~S(1) -7.2; N(2)-O(3)S(1)-C(2) 6.9; O(3)~S(1)-C(2)-C(3) -5.2. In addition there is a short non-
bonded O~S contact of 2.451 A between O(3) and S(1) which is significantly shorter than not only the sum
(3.25 A) of the van der Waals radii’ but also the intramolecular S~O distance (2.62 A) of 4-(4-chloro-5H-
1,2,3-dithiazol-5-ylidene)-2-cyanothiazolidin-5-one which makes a complex with DMSO." It is interesting to
note that a nearly linear relationship exists between O(3), S(1), and S(2) (angle 169.18°). The angle 1s similar
to 164.7(1) ° and 167. 1(5) ¢ which are N-S-N bond angles for sulfuranes, 2,4,8,10-tetr
do[1"2":2" 3 i

wl-61° —nvnml-

[ "—|

4y rantsmas Ao iay

Al Al o PR B N Sy
G4, Jyyuuuuulll,llll Uil uiioaiac), 1esp-
1 through the formation of hypervalent

nsible for the formation of a single stereoisomer 10a albeit in low yield.

N
B 2= o N

Figure 2. ORTEP Drawing of 10a
Selected bond lengths (A): S(1)-5(2) 2.086(2), S(1)-C(2) 1.738(4), C(2)-C(3) 1.371(5), C(3)-N(2) 1.398(5), C(3)-C(4) 1,534(5),
N(2)-0(3) 1.242(4), N(2)-0(2) 1.244(4), O(1)-C(4) 1.203(5). Selected bond angles (deg): S(2)-S(1)-C(2) 93.27(13), S(1)-C(2)-C(3)
123.1(3), C(2)-C(3)-N(2) 118.0(3), C(3)-N(2)-O(3) 119.0(3), C(3)-C(2)-C(1) 126.0(3), C(2)-C(3)-C(4) 128.5(3), O(1)-C(4)-C(3)
118.1(3), C(2)-C(1)-C1 121.1(3).

The mixture of stereoisomers 11a and 11b (entry 3) was recrystallized from a mixture of n-hexane and
CH,CI, to give crystals. The '"H NMR spectrum of which exhibited two triplets at 1.10 (minor) and 1.31
(major) ppm and two quartets at 4.23 (minor) and 4.32 (major) ppm due to ethoxy groups. The ratio of each
set of peaks was measured to be 53:47, which did not change in 24 h at room temperature. However, the 'H
NMR spectrum of the residue after removal of the solvent from the filtrate exhibited a 66:34 ratio of the
corresponding sets of peaks. Interestingly the ratio changed to 53:47 in 24 h, The result suggests that the
equilibrium between two stereoisomers 11a and 11b may be relatively slowly achieved to give the

equilibrium ratio of 53:47 at room temperature. The 'H NMR data of the carbethoxy group suggests that 11a
having the group anti to S-1 is a major compound. The *C NMR absorptions of the keto carbonyl carbons and
ester carbony! carbons of a mixture of 11a and 11b were assigned to be 183.3 and 190.2 ppm, and 166.6 and
167.4 ppm, respectively based on the intensities of each set of peaks together with the HMBC spectru'r ofa
mixture of 11a and 11b. The "C NMR data of the keto carbonyl carbons suggests 11a being a major

ar
stereoisomer because the absorption of the keto carbonyl carbon would b
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of 11b (cf. 7a, 7b, and 8a). The same conclusion can be drawn from the *C NMR data of the ester carbonyi
carbons. That is, it would be expected that the absorption upfieid (166.6 ppm) is due to the isomer 11a anti to
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S-1 (cf. 7¢ and 8b). The reason why 11a is formed in slight favor of 11b may be attributable to the greater
contribution of the resonance form 11b" which would give rise to a weak interaction between S-1 and the
polarized carbonyl oxygen of the ethoxy carbonyl group compared to the resonance form 11b', from which a
strong interaction between the electron deficient S-1 and a negative charge on the carbonyl oxygen would be
expected. In contrast, there is no direct resonance interaction between the nitro group and the keto carbonyl
group of 11a. Therefore a strong interaction between two opposite charges would be expected from 11a’.

N02 NOZ NOZ

b\S ,N e O\S/N A O\S/N.
11b 11b' 11b"
= CO,Et CO,Et
I Cl Ci
ON" { <«—2» N I
1 '(_g- -5 A
A V\ /I Al \SI
11a 11a’

Apart from the foregoing reactions (entries 1-3), the reaction of 1 with ethyl 2-fluorobenzoylacetate
(entry 4) gave a mixture of (E)- (12a) and (Z)-dithiazol-5-ylidenes (12b) containing the keto and enol forms of
ethyl 2-fluorobenzoylacetate. The latter two isomers were removed from the mixture of 12a and 12b by
repeated column chromatography using a mixture of n-hexane and CH,Cl, (1:1) as an cluent. Recrystallization
of the mixture of 12a and 12b from n-hexane gave a sticky liquid, which was solidified at -10 °C. The solids
were rapidly filtered. The 'H NMR spectrum of which exhibited two triplets at 1.09 and 1.13 ppm and two
quartets at 4.23 and 4.17 ppm assignable to methyl and methylene protons of the ester functionality of a

mixture of 12a and 12b. Based on the analogy of the relation between 7¢ and 8b, and 11a and 11b, the triplet
unfield (1 09 nnm) was assioned to the methvl nrotons of 12b in which the ester carbonvl] oroun is svn to S-1
“yllvl\l \L AV HFALA} Y A Mvulbllv\‘ MW ViAW AAAU‘-AAJ‘ rAvl.vllU A RMRF ARA ARALNA/AL VAAN WANLWAE Wilek UVAAJL c}v“ti AT UJLL LA SR s
Hawevaer 1Yh avhihitad mathyulane nratan cignale dounficld (4 22 nnm) and 12a ovhihited rroennnding
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stereochemistry of alkylidene-5-dithiazoles with an ester functionality based simply on the 'H NMR chemical
shift of the methylene protons of the ester group. The "C NMR spectrum showed two absorptions assignable
to the keto carbonyl carbons at 183.0 and 187.9 ppm the ratio of the intensities of which was 72:28.
Consequently the absorption upfield can be assigned to the carbonyl carbon of the major product 12a and the
absorption with weak intensity downfield can be assigned to 12b. The propensity of the *C NMR chemical
shifts shown by the stereoisomers 12a and 12b is in accord with those shown by a pair of isomers 7b and 8a,
7¢ and 8b, and 11a and 11b. As shown in the mixture of stereoisomers 9a and 9b, the same ratios of 72:28
were measured from the '"H NMR spectrum of the mixture of 12a and 12b in 24 h at room temperature and
from the '"H NMR spectrum of the residue after removal of the solvent from the filtrate.

The reaction with tetronic acid gave a mixture of (E)- and (Z)-dithiazol-5-ylidenes 13b and 13a (entry 5)



which was recrystallized from CH,Cl,. The ratios of the stereoisomers in a recrystallized mixture, in a
recrystallized mixture in 24 h at room temperature, and in a residue after removal of the solvent from the
filtrate were found to be all 33:67 by comparison of the intensities of '"H NMR signals of the methylene
protons at 4.68 (minor) and 4.86 (major) ppm. However, there is no obvious basis for deciding which of (E)-
isomer and (Z)-isomer is major at the present moment. In addition, it proved impossible to obtain a clean
HMBC spectrum of the mixture owing to decomposition in the process of sampling. The IR spectrum of the
mixture exhibited three bands at 1739 (m), 1710 (s), and 1607 (s) cm™', but did not provide a basis for its
structural elucidation. Based on an analogy with the foregoing discussion on "C NMR, the “"C NMR

Usy il U Hiioid il

absorption exhibited downfield (196.2 ppm) was assigned to the keto carbonyl carbon of 13a which is a major

isomer and the absorption upfield (187.5 ppm) was assigned to the corresponding carbon of the minor isomer,
13b. In order to understand a constant ratio of isomers in mixtures of 9a and 9b, 12a and 12b, and 13a and
13b, respectively regardless of physical states, i.c., crystal and solution, a further study on the effect of
PP SR SUR PRI, S |
Wiperatuic is 1ecucu,

The reaction with §,6-dihydro-4-hydroxy-6-methyl-2H-pyran-2-one (entry 6) gave only single
stereoisomer i14a, which exhibited two IR bands at 1670 (s) and 1586 (s) cm™. The X-ray crystallographic
analysis clearly shows that the keto carbonyl group is syn to S-1 of 14a. The molecular structure of 14a is
shown in Figure 3. There is an increase in the C(3)-O(3) (1.231(3) A) bond compared with the O(2)-C(1)

(1.208(3) A) bond. The dithiazole ring and O-C bond extending to C(7) is nearly planar, there being a 8 to -
11° torsional angle between the dithiazole and a O-C bond of the keto carbony! group as shown by the
selected torsional angles (°): S(I)-C(7)-C(2)-C('§) ~11.4; C(7)—C(2)—C(3)—O(3) 8.6; C(2)-C(3)-0(3)~S(1) -2.5;

C(3)-0(3)"S(1)-C(7) -2.7; O(3)"S(1)-C(7)-C(2) 7 addition there is a short non-bonded O~S contact of

E AN =7 n
2.395 A hetween O(3) and S(1) which is szgm-lca..tly sho“er than the sum of the van der Waals radii.’” A
nearly linear relationship exists between O(3), S(1), and S(2) (angle 169.68 °). As mentioned for 10a. all the
data support the formation of hypervalent bond between O(3) and S(1)
@) o2
C1
01

Figure 3. ORTEP Drawing of 14a
Selected bond lengths (A): S(1)-S(2) 2.061(10), S(1)-C(7) 1.727(2), C(7)-C(2) 1.395(3), C(2)-C(3) 1.437(3), C(3)-O(3) 1.231(3),
C(2)-C(1) 1.459(3), O(2)-C(1) 1.208(3), C(4)-C(3) 1.429(3). Selected bond angles (deg): S(2)-S(1)-C(7) 93.61(8), S(1)-C(7)-C(2)
119.08(8), C(7)-C(2)-C(3) 116.7(2), C(2)-C(3)-0(3) 121.2(2), C(7)-C(8)-Cl1 122.80(18), C(2)-C(7)-C(8) 129.9(2), C(7)-C(2)-C(1)
124.9(2), O(2)-C(1)-C(2) 126.1(2).

The formation of a single isomer 14a may be attributable to the formation of hypervalent bond between
the negative charge on the keto carbonyl oxygen and the electron deficient S-1, as depicted by 14a' in
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preference to the ester carbonyl group. It is envisaged that the interaction between the ester carbonyl oxygen
and the electron deficient S-1, as depicted by 14b, may be weakened by a resonance contribution such as 14b".

OB N 0 SN 0 SN
14a’ 14p' 14b

The reaction with 4-hydroxy-6-methyi-2-pyrone gave aiso a singie isomer 15a in 57 % yield (entry 7).

The stereochemistry of 15a was determined by X-ray crystallography. The molecular structure of 15a is

shown in Figure 4. The dithiazole ring and O-C bond extending to C(7) is nearly planar, there being a 8 to -10°

torsional angle between the dithiazole and a O-C bond of the keto carbonyl group as shown by the selected
torsional angles (°): S(1)-C(7)-C(2)-C(3) -10.3; C(7)-C(2)-C(3)-O(3) 4.3; C(2)-C(3)-0O(3)"S(1) 1.9;

C(3)-0O3)"S(1)-C(7) —-5.7; O(3)"S(1)-C(7)-C(2) 8.5. In addition there is a short non-

bonded OS contact of 2.319 A between O(3) and S(1) which is shorter than that of 14a.

- O _0
\!( \( o An essentially linear relationship exists between O(3), S(1), and S(2) (angle 172.93 "),
m which suggests the formation of hypervalent bond between O(3) and S(1). It would be
O g~ expected that the dipolar form 15a' is more stabilized by the presence of a double bond

aa nside the pyrone ri
152 v

14a' This micht he reflected 1
1 . 1h1s mgnt be retiected

182 comna
Al VVII‘H“‘U

Figure 4. ORTEP Drawing of 15a
Selected bond lengths (A): S(1)-S(2) 2.068(2), S(1)-C(7) 1.731(5), C(7)-C(2) 1.390(8), C(2)-C(3) 1.455(8), C(3)-O(3) 1.240(7),
C(2)-C(1) 1.436(7), O(2)-C(1) 1.206(7), C(4)-C(5) 1.336(9). Selected bond angles (deg): S$(2)-S(1)-C(7) 93.4(2), S(1)-C(7)-C(2)
118.8(4), C(7)-C(2)-C(3) 116.0(5), C(2)-C(3)-O(3) 119.5(5), C(7)-C(8)-Cl1 123.3(4), C(2)-C(7)-C(8) 130.3(5), C(7)-C(2)-C(1)
124.7(5), O(2)-C(1)-C(2) 127.5(5).

The reactions of 4-hydroxy- (entry 8), 6-chloro-4-hydroxy- (entry 9), and 6-bromo-4-hydroxycoumarins
(entry 10) gave a single stereoisomer 16a, 17a, and 18a, in 87, 39, and 43 % yields, respectively. Compounds
16a [1683 (s), 1592 (m), 1544 (m) cm™], 17a [1682 (s), 1594 (m), 1555 (m) cm’], and 18a [1686 (s), 1587
(m), 1544 (m) cm''] showed three IR bands in the almost the same regions. The stercochemistry of each
compound was gauged in the light of the structural similarity with the coumarin skeleton possessed by 16a,



17a, and 18a and the pyrone moicty of 15a, coupled with the similar IR data foregoing.

The reactions of 4-hydroxy-1-methyl-2(1H)-quinolone (entry 11), 2-hydroxy-1,4-naphthoquinone (entry
12), and homophthalic anhydride (entry 13) gave single stereoisomers, 19, 20, and 21 respectively. Each
isomer was solid. Compound 19 exhibited three bands [1639 (s), 1582 (s), 1531 (s) cm™'] in the region where
the absorptions of the carbonyl groups appear. Similarly, 20 exhibited four bands [1688 (m), 1614 (m), 1581
(m), 1544 (s) cm™] and 21 exhibited four bands [1750 (s), 1646 (m), 1582 (m), 1562 (w) cm’'] in the almost
same region as for 19. Attempts for the preparation of a single crystal for X-ray crystallography have been
unsuccessful. More work has to be done to delineate the stereochemistry of compounds 19, 20, and 21.

The reaction with cyclohexane-1,3-dione gave the corresponding 1,2,3-dithaizol-5-ylidene 21 (entry 14),

which is in contrast with no formation of the corresponding 1,2,3-dithiazol-5-ylidene from 2, 4-pentanedione.

Similarly, the reaction with 1,3-indanedione gave the correspondlng 1,2,3-dithiazol-5-ylidene 24 (entry 16)
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having similar
structure as far as the reaction site is concerned. The reaction with 1,3-diethyl-2-thiobarbituric acid (entry 17)
gave 1,2,3-dithiazol-5-ylidene 25 (74 %), which is a much higher yieid than that of 5* (vide supra). More
work is needed to explain the difference.

The formation of 1,2,3-dithiazoles 22 and 24 from 1,3-cyclohexanedione and 1,3-indandione,
respectively coupled with the results shown by dithiazol-5-ylidenes prepared from various types of cyclic 1,3-
diones (entries 5-13) suggest that the proper geometry for the interaction between the carbonyl oxygen and the
S-1 of dithiazole moiety as well as the resonance stabilization gained from each stereoisomer through a five-
membered cyclic form formed by the interaction between the carbonyl oxygen and the S-1 of dithiazole
moiety play an important role in the success of the reaction and the selective formation of the stereoisomers.

1 13 -~
The 'H and "'C NMR spectra were recorded at 300 MHz and 75 MHz in CDCL, or DMSO-d, solution
: s ey an, + ranmedad At NN NALT - Lo 1 R
contamning Me,Si as an intemal standard and th C spectra were recorded at 500 MH >

column (p Bondapak C18, 10 pm, 7.8 X 300 mm i.d.) and a differential refractomer, using CH,CN as
eluent. Mass spectra were obtained by a VG 12-250 mass spectrometer or HP 6890 GC-HP 5973 MSD using
an clectron-impact ionization technique at 70 eV. Elemental analyses were determined by the Korea Basic
Science Center. Column chromatography was performed using silica gel (70-230 mesh, Merck). Melting
points are uncorrected.

4-Chloro-5H-1,2,3-dithiazolium chloride (1) was prepared according to the documented procedures.’

Compounds 7a-c and 8a-c were prepared according to the general procedures described below.*

7a: mp 77-79 °C (n-hexane + CH,Cl,); IR (KBr) 1731, 1586, 1398, 1285, 1211, 1179, 1152, 1048, 850

m”; “C NMR (CDCl,, 75 MHz) & 114.8, 115.8 (g, J = 292.1 Hz), 117.6 (q, J = 286.6 Hz), 146.2, 164.3,

J=38.5Hz); "FNMR (CDCI,, 188 MHz) 3 -

5 1 LNIVAAN \NrAS N3y
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1142, 1088, 933, 861, 803 cm™'; 'H NMR (CDCl,, 300 MHz) & 2.39 (s, 3H) for 7b and 2.73 (s, 3H) for 8a; "“C
NMR (CDCl;, 75 MHz) & 24.6, 115.9 (q, J =291.6 Hz), 120.5, 143.7, 158.8, 186.2 (q, /= 37.4 Hz), 188.0 for
7b and 35.4, 117.8 (q, J = 286.3 Hz), 125.1, 145.3, 159.9, 171.9 (q, J = 37.3 Hz), 197.8 for 8a; '’F NMR
(CDCl,, 188 MHz) 8 -76.6 for 7b and —69.2 for 8a; MS (m/z) 289 (M", 74), 254 (73), 220 (100), 178 (74);
Anal. Caled for C.H,CIF,NO,S,: C, 29.02; H, 1.04; N, 4.84; S, 22.14. Found: C, 29.09; H, 1.08; N, 491, S,
22.05.

6 f )3
(32); Anal. Calcd for C;H,CIF,NO,S,: C, 30.0 H, 1.58; N, 4.38;
S, 20.09.
8¢: mp 155-156 °C (n-hexane + CHCL,); IR (KBr) 1661, 1573, 1433, 1398, 1350, 1304, 1206, 1146,
1032, 1019, 845, 803 cm™; '"H NMR (CDCl,, 300 MHz) 8 7.46-7.67 (m, 3H), 7.83-7.94 (m, 2H); °C NMR
(CDCl,, 75 MHz) & 118.1 (q, J = 285.0 Hz), 122.3, 129.4, 129.8, 134.7, 139.3, 146.4, 161.1, 173.3 (q, J=

36.9 Hz), 191.1; F NMR (CDCl,, 188 MHz) 4 -68.7; MS (m/z) 351 (M", 11), 316 (37), 292 (39), 193
168 (67), 105 (79); Anal. Caled for C,,H.CIF,NO,S,: C, 40.98; H, 1.43; N, 3.98; S, 18.23. Found: C, 41

JoZ0, IE, 2.0, 1N, 270, 0, 10,8001

(
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1.38; N, 3.93; S, 18.32.

nnnnn } Dunnodisna fnr tha Danatinoneg af A& Nishlava SIF1 7 2 _Aehioaalivme Mhlawid, /1) oiek
LUEifral rroCeaiui 1of ul® neacuiiid 01 4,5-viliiiro-ou71-1,4,J-GIIAZONHUNT L HIONIQE (1) wWild
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Aciive 1v1emylene vompoudas. 10 a soluuon (éntri€s i-4, 15, 14, 10ana 1/) and to a SllSpCl‘lSlOl’l (CDII'ICS =14,

and 15) of active methylene compound (2.50 - 2.55 mmol) in CH,Cl, (30 mL) at room temperature was added
1 (2.50 mmol), followed by dropwise addition of pyridine (5.07 mmol). The mixture was stirred for 5 h in the
cases of most reactions (entries 3-17). However, the reactions with ethyl nitroacetate (entry 1) and
benzoylnitromethane (entry 2) were stirred for 20 and 40 h, respectively. After removal of the solvent in
vacuo, the residue was chromatographed on a silica gel (2.5 x 15 cm) (entries 1-8, and 11-17). Elution with
n-hexane gave sulfur (1-7 %). Subsequent elution with a mixture of n-hexane and CH,Cl, (2:1) gave 4-chloro-
5H-1,2,3-dithiazole-5-thione (4) (1-19%). 4-Chloro-5H-1,2,3-dithiazol-5-one was eluted in certain cases
(21 % for entry 1 and 18 % for entry 2). In addition, an unknown compound (57 mg) was isolated from the
reaction with benzoylnitromethane (entry 2). In the case of the reaction with 2-fluorobenzoylacetate (entry 4),

elution with a mixture of n-hexane and CH,Cl, (1:2) gave an orangish mixture of (E)- (12a) and (Z)-ethyl 2-

(4-chloro-5H-1,2,3-dithiazol-5- ylldene) 2’-fluorobenzoylacetate (12b) and keto and enol forms of ethyl 2-

fluorcbenzoyla . Elution w nix n 1 1, (1:1 for 9, 2:1 for 10, and 1:2 fo

hhhhh V8 Y (ORY and (P_athul Y (A ~rhlara SH_1 9 U dithiazal S viidenanitraacetate (Qa) (ontrv 1) {7\
gave (L) (Iv) U (L )-Clyl L-\(-UINULU-JI- 14,0 uluiiaZuisJd=s ynutiivyinuvaviidiv (7ay (viiuy Ljy, \44)
_______ 1/ A I-_._ CIF 1 7 7 At A1 & Gl damalmiteniasathnma 10a) faméery DY (TN (112 and (A _athal YV /A
DCHL()yl(Q nioro-s511-1,4,2-AINIAZ01-0-Y HUCNC JIIIUOITICUIAIIC (1Va&) (ClilYy £), (£)- (114a) dilld (£ )j-Culyl 2-{(%-
chloro-5H-1,2,3-dithiazol-5-ylidene)-3’-nitrobenzoylacetate (11b) (entry 3). On the other hand, (£)- (13b) and
(Z)-3-(4-chloro-5H-1,2,3-dithiazoi-5-yiidenc)tetrahydrofuran-2,4-dione (i3a) (entry 5), (£)-3-{4-chloro-5/-

1,2,3-dithiazol-5-ylidene)-6-methyl-2H-pyran-2,4-dione (15a) (entry 7), and (E)-3-(4-chioro-5H-1,2,3-
dithiazol-5-ylidene)-3,4-dihydro-2H-1-benzopyran-2,4-dione (16a) (entry 8) were eluted with a mixture of
CH,CI, and acetone (20:1). Elution with the same solvent mixture (50:1) gave (£E)-3-(4-chloro-5H-1,2,3-



dithiazol-5-ylidene)-5,6-dihydro-6-methyl-2H-pyran-2,4-dione  (14a) (entry 6), 3-(4-chloro-5H-1,23-
dithiazol-5-ylidene)-3,4-dihydro-1-methyl-4-oxo0-2(1H)-quinolone (19a or 19b) (entry 11), 3-(4-chloro-5H-
1,2,3-dithiazol-5-ylidene)-2,3-dihydro-2-oxo-1,4-naphthoquinone (20a or 20b) (entry 12), 2-(4-chloro-5H-
1,2,3-dithiazol-5-ylidene)-1,3-cyclohexanedione (22) (entry 14), 5-(4-chloro-5H-1,2,3-dithiazol-5-ylidene)-
1,3-diethyl-2-thiobarbituric acid (25) (entry 17). 4-(4-Chloro-5H-1,2,3-dithiazol-5-ylidene)-1H-2-benzopyran-
1,3-dione (21a or 21b) (entry 13), 2-(4-chloro-5H-1,2,3-dithiazol-5-ylidene)-4-cyclopentene-1,3-dione (23)
(entry 15), and 2-(4-chloro-5H-1,2,3-dithiazol-5-ylidene)-1,3-indandione (24) (entry 16) were eluted with
CH,C1,. However, the reactions involving 6-chloro- (entry 9) and 6-bromo-4-hydroxy-2H-1-benzopyran-2-
ones (cntry 10) gave directly solid products, i.e., (E)-6-chloro-3-(4-choro-5H-1,2,3-dithiazol-5-ylidene)-3,4-
dihydro-2H-1-benzopyran-2,4-dione (17a) (entry 9), and (£)-6-bromo-3-(4-chloro-5H-1,2,3-dithiazol-5-

ylidene)-3,4-dihydro-2H-1-benzopyran-2,4-dione (18a) (entry 10), which were filtered, washed with CH,Cl,

and then recrystallized from THF. Consult Table 1 for physical properties of dithiazol-5-ylidenes 9-25 and
: s I 13 :

yields of 6 and 9-25 and Table 2 for the spectroscopic (IR, 'H and "C NMR, MS) and analytical data of 2-25

mpounds 10a, 14a, and 15a. Crystal data and structure refinement for
1 -~ o 1

O an -

a are summarized in Table 3. dlngie crysra O 1va, i4 a and 15a were obtained from the

:)

uh

10a, i4a, and 1
concentrated solutions in CH,Cl, (10a and 14a) or a mixture of CH,Cl, and acetone (15a). The data were
collected on an Enraf-Nomius CAD 4 diffractometer using graphite-monochromated Mo-K, radiation. The
structures were infered by direct methods and subsequent Fourier maps. Refinements were carried out by full-
matrix least-squares techniques. Non-hydrogen atoms were anisotropically refined. Atomic scattering factors

were taken from International Tables for X-ray Crystallography, Vol IV, 1974. All calculations and drawings

were performed using a2 Micro VAX I Computer with an SDP system. Atomic coordinates, bond lengths,
angles and thermal parameters have been deposited at the Cambridge Crystallographic Data Centre.
Table 3. Crystal Data and Structure Refinement for 10a, 14a, and 15a

i0a , ida i5a

Empirical formula C,(H;CIN,O,S, CH,CINQ,S, CH,CINO,S,

Formula weight 300.73 263.71 261.69

Temperature 293(2)K 293(2)K 293(2) K

Wavelength 0.71073 A 0.71073 A 0.71073 A

Crystal system monoclinic monoclinic monoclinic

Space group P2(1)/c P2(1)/n Cc(No.9)

Unit cell dimensions a=8.546(3) A a=11.718(2) A a=3.8780(4) A
o = 90.00(3) deg. o =90 deg. o =90 deg.
b=13.099(5) A b=7.4999(15) A b=14.585(3) A
B =101.37(3) deg. B =101.32(3) deg. B=92.129(11) deg.
c=10.620(4) A c=11.781(2) A c=16.722(3) A
¥ = 90.00(3) deg vy =90 deg y = 90 deg.

Volume 1165.5(7) A 1015.2(4) A’ 945.1(3) A’

4 4 4 4

Density (calculated) 1.714 mg/m’ 1.725 mg/m’ 1.839 mg/m’

Absorption coefficient ~ 0.685 mm" 0.770 mm" 0.827 mm’'
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F(000) 608 536 528
Theta range 2.43 t0 24.97 deg. 2.24 10 24.89 deg. 2.44 10 25.97 deg.
for data collection
Index ranges 0<=h<=10, O0<=k<=15, -13<=h<=13, -8<=k<=8, O<=h<=4, (O<=k<=17,
-12<=1<=12 -8<=1<=13 -20<=1<=20
Reflections collected 2186 5055 1018
Independent reflections 2048 [R(int) = 0.0198] 1762 [R(int) = 0.0683] 985 [R(int) = 0.0395]
Data/restraints/paramet- 2048 /0/ 179 1762/0/ 161 985/2/136
ers
Goodness-of-fit on F’ 1.219 1.060 1.045
Final R indices R, =0.0504, R, =0.0431, R, =0.0458,
[1>2sigma(l}] wR,=0.1150 wR, = 0.1148 wR,=0.1144
R indices {all data) R, =0.0626, R, =0.0484, R, =0.04061,
wR, = 0.1262 wR,=0.1187 wR,=0.1149
Extinction coefficient 0.0062(10) 0.014(3) -0.07(14)
Largest diff. peak and 0.373 and -0.324 e.A” 0.425 and -0.419 e.A*? 0.559 and -0.363 c.A~

hole
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