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Abstract

C10H11CIN2O2S2, orthorhombic, Peab (no 61),
a=85908(5) A, b=120056(8) A, ¢ =24 213(1) A,
V=24973 A>, Z= 8, Ru(F) = 0.058, wRretl F*) = 0 169,
T=293K.

Source of material

The compound was synthesized by alkylation of 7-chloro-3-thi-
oxo-3,4-dihydro-4 H-1,2 4-benzothiadiazine 1,1-dioxide, a welt
known synthetic intermediate [1] with isopropyl iodide Crystals
were obtained by slow evaporation of a methanol solution.

Discussion

7-Chloro-3-isopropylsulfanyl-4 H-1,2,4-benzothiadiazine 1,1-
dioxide (BPDZ209), is an old compound developed initially
as antimicrobial drug [2]. As it is structurally related to BPDZ73
(7-chloro-3-isopropylamino-4 H-1,2.4-benzothiadiazine 1,1-di-
oxide), a reference pancreatic ATP sensitive potassium channel
opener (Katr PCO} [1,3], it was recently evalnated as putative
Ka1p opener. The isosteric change of the 3-isopropylamino chain
of BPDZ73 by a 3-isopropylsulfanyl side chain led to an impor-
tant change in the pharmacological profile of the diug

The X-1ay analysis of BPDZ209 demonstrated that the N4—C3
distance [1 360(5) A] corresponds to a single bond type whereas
the double bond character of N2—C3 [1.310(5) A] is well de-
fined. The 4 H- rather than the 2 H-tautomeric form is so exhibited
in the cristalline state of BPDZ209 like in BPDZ73 and also in
many benzothiadiazine 1,1-dioxides previcusly studied The
presence of an N4-H - O hydrogen bond and the absence of a
meaningful peak near N2 in the Fourier difference map confirm
this scheme. The geometty of the hydrogen bond N4-H4 Q1
[symmetry code (i) ¥o+x,%—y.7)], is characterized by the N4 - O2'
distance of 2 826(4) A and the N4-H4-02" angle of 174(4)° The
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C3-811-C12-C13 torsion angle is equal to —72.3(4)°. The corre-
sponding value in BPDZ73 is —70.7(5)°. The values of the torsion
angles $1-N2-C3-N4 (8 5(6)°) and C10-S1-N2-C3 (=24 1(4)°)
show that the conformation of the heterocycle ring is less planar
in BPDZ209 than in BPDZ73 where the relevant angles values
are 4 8(5)° and —12 3(3)°, respectively

Table 1. Data collection and handling

Crystal: colorless prism,
size 0 11 x 0.46 x 0.51 mm
Wavelength: C'u K radiation (1.54180 A)
: 57.79 ¢!
Diffractometer, scan mode: Stoe-Siemens AED, w
ngax'. 136.1°
Nkl measured, N{Akunigue: 2242, 2242

Criterion for Ions. N{Fkl)at: Tobs > 2 0(Iobs). 1463

N{parant)isfined: 157

Programs: SHELXS-97 [4] SHELXL-97 [5],
ORTEP-III {6]

Table 2. Atomic coordinates and displacement parameters (in .312).

Atom Site x ¥ F4 Uiso

H(4) 8¢ 04165 02924 04052 {064
H(5) 8¢ 04850 02892 04993 0067
H(7) 8¢ 04789 01962 05836 06071
H(®) 8¢ 02331 -0 0512 05154 0061
H(12) 8¢ 0.2404 01347 (2453 0.070
H(13A) & 04289 00158 0 2086 0125
H(i3B) 8¢ 04372 00159 02733 0125
H(13C) B¢ 05554 0.0837 02389 0125
H(14A) 8¢ 04728 0.2585 0 1885 0114
H(14B) 8¢ 02975 02937 01926 0114
H(14C) 8¢ 03447 01882 01584 0114
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Table 3. Atomic coordinates and displacement parameters {in A%

Atom Site x ¥ z Un Uszz Usz U ths Uz

S 8¢ 01789(1) 002418(7y  040516(4)  0.049G(5) 00423(5) 00426(5) -00005(4) 0.0000(4) 00019(4)
o) 8¢ 00215(3) 0 0626(2) 0411001} 0.048(1} 0.058(2) 0063(2) 0003(1) -0.002(1) 0002(1)
o) 8¢ 01991(4y —00932(2) 0.4006(1} 0 082(2) 0036(1) 0057(2) 0002(1) -0.001(2) -0002(1)
N2} 8¢ 0 2550(4) 0.0843(3) 035251y 0.064(2) 0055(2) 0036(1) —0014(2} 0.003(2) 0004(1)
C(3) 8¢ 03292(5) 0.1792(3) 035692} 0.054(2) 0.052(2) 0039(2) 0005(2) —0.001(2) —0000(2)
N(4} 8¢ 0 3669(4) 02299(3) 04053(1) 0.072(2) 0042(2) 0046(2) —0006(2} -0.002(2) 0002(1}
C(5) 8¢ 0.35%1(48) 0 1760(3) 04567(2) 005002} 0.047(2) 0044(2) 0005(2) 0001(2) 0002(2)
C(6) 8¢ 0.4335(6) 02214(3) 05024(2) 0.069(2) 0.048(2) 0050(2) —0001(2) -0 002(2) -0 004(2)
C(7) 8¢ 04310(5) 0.1652(4) 0 5528(2) 0.069(2) 0064(3) 0044(2) 0008(2) —0008(2) —0008(2)
C(8) 14 03569(5) 0.0633(4h) 05566(2) 0.050(2) 0 056(2) 0041(2) 0005(2) 0003(2) 00006(2)
C(9) 8¢ 0.2831(5) 0.0172(3) 05123(2) 0.048(2) Q057(3) 0047(2) 0003(2) 0004¢2) 0 006(2)
C(10) 8¢ 02837(4) 0.0749(3) 04615(1) 0051(2) 0.046(2) 0040(2) 0005(2) -0000(2) —0002(2)
S(11) 8¢ 0 3948(2) 02517(1) 029941(4)  0.0840(8) 0 0556(6) 00468(5) -00171(&) 00042(5) 0 0046(4)
C(12) 8c 0.3489(5) 0.1591(4) 02423(2) 0.072(3) 0 058(3) 0043(2) -0.008(2) —0002(2) 0001(2)
C(13) 8c 04528(8) 0.0598(4) 02406(2) 0117(4) 0071(3) 0061(3) 0.001(3) 0007(3) —0001(2)
C(14) 8c 03678(7) 02317(4) 01906(2) 0105(4) 0074(3) 0049(2) —0.010(3) -0003(3) 00102)
CI 8c 03590(2) —00069(1) 061909(4)  0.0688(7) 0 0874(%) 00445(3) 00099¢6) -0 0005(5) 00128(5)
References

1

De Tullio, P ; Becker, B.; Boverie, S ; Dabrowski, M ; Wahl, P.; Antoine,
M -H ; Somexs, F ; Sebille, S ; Ouedraogo, R ; Bondo Hansen, T ; Lebrun,
P ; Pirotte, B : Toward tissue-selective pancreatic B-cells Ka1p channel
openers belonging to 3-alkylamino-7-halo-4H-1,2 4-benzothiadiazine
1,1-dioxides J. Med. Chem. 46 (2003) 3342-3353

i Bella, M ; Rinaldi, M ; Fabio, U ; Manicardi, G : Antimicrobial activity
of 1,2,4-benzothiadiazine 1,1-dioxide derivatives Il Farmaco 27 (1972)
990-998

Dupont, L ; Pirotte, B.; de Tullie, P.: Crystal structure of 7-chloro-3-iso-
propylamino-4H-1,2,4-benzothiadiazine 1 1-dioxide CioH12CIN3028
7 Kiristallogr NCS 220 (2005) 353-354

4. Sheldrick, G M : Phase Annealing in SHELX-90: Direct Methods for

5

6

Larger Structures. Acta Crystallogr. A6 (1990) 467-473.

Sheldrick, G. M : SHELXIL-97 Program for the Refinement of Crystal
Structures. University of Gottingen, Germany 1997

Burnett, M N.; Johnson. C. K : ORTEP-HI Oak Ridge Thermal Ellipsoid
Plot Program for Crystal Structure Illustrations Report ORNL-6893 Qak
Ridge Naticnal Laboratory, Tennessee USA 1996



