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'HNMR (250 MHz, CDC,) 5: 8.048 (d, J = 5.0 Hz,
1H), 7.63 (td, J = 7.0 Hz & J = 1.75 Hz, 1H), 6.56
(m, 2H), 3.83 (t, ] = 4.2 Hz, 2H), 3.69 (t, ] =3.75 Hz,
2H) 3.56 (s, 3H); DART-MS (ESI*, m/z): 153 (M").
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2-(methyl(pyridin-2-yl)amino)ethan-1-o0l (A)

Yellow liquid (16.3 g, 86% yield); b.p: 113 °C;
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1H), 3.05 (s, 3H); “CNMR (75 MHz, DMSO-d6)
5 175.7, 171.6, 158.1, 157.4, 147.5, 137.3, 130.3,
128.6, 114.2, 111.5, 105.7, 62.2, 53.1, 48.4, 37.1,
36.2; DART-MS (ESI*, m/z): 358 (M").
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4-(2-(methyl(pyridin-2-yl)amino)ethoxy)
benzaldehyde (B)

Yellow solid (22.0 g, 89% yield); m.p: 70 °C;
'HNMR (250 MHz, CDCl,) &: 9.86 (s, 1H), 8.048
(dd, J=42Hz & J=1.0Hz, 1H), 7.80 (d, J = 8.5
Hz, 2H), 7.46 (td, J=7.2Hz & J=1.7 Hz, 1H), 7.01
(d, J=8.5Hz, 2H), 6.56 (m, 2H), 4.27 (t, J = 5.5 Hz,
2H), 4.01 (t, J=5.5Hz, 2H) 3.14 (s, 3H); DART-MS
(ESI', m/z): 257 (M").

(Z2)-5-(4-(2-(methyl(pyridin-2 yl)amino)ethoxy)
benzylidene)thiazolidine-2,4-dione (C)

Yellow solid (16.7 g, 88% yield); m.p: 192 °C;
'"HNMR (300 MHz, DMSO-d6) &: 12.47 (bs, 1H),
8.07 (dd, J=6.0Hz & J=0.8 Hz, 1H), 7.71 (s, 1H),
7.49 (m, 3H), 7.07 (d, J=8.4Hz, 2H), 6.62d, J= 8.4
Hz, 1H), 6.55 (td, J=5.8 Hz & J= 0.8 Hz, 1H), 4.20
(t, J=5.8 Hz, 2H), 3.91 (t, J = 5.6 Hz, 2H) 3.05 (s,
3H); *CNMR (75 MHz, DMSO-d6) § 167.9, 167.4,
160.1, 157.9, 147.5, 137.3, 132.1, 131.7, 125.5,
120.3,115.3,111.6, 105.7, 65.7, 48.3, 37.1; DART-
MS (ESIf, m/z): 356 (M").

5-(4-(2-(methyl(pyridin-2-yl)amino)ethoxy)
benzyl)thiazolidine-2,4-dione (3)

White solid (7.7 g, 77% yield); m.p: 153 °C;
'"HNMR (300 MHz, DMSO-d6) &: 11.99 (s, 1H),
8.07 (dd, J = 3.0 Hz & J = 0.8 Hz, 1H), 7.48 (td,
J=86Hz & J=1.5Hz, 1H), 7.07 (d, J = 8.4 Hz,
2H), 6.84 (d, J = 8.4 Hz, 2H), 6.62 (d, J = 8.5 Hz,
1H), 6.54 (m, 1H), 4.85 (m, 1H), 4.09 (t, J = 5.9 Hz,
2H), 3.87 (t, J = 5.7 Hz, 2H), 3.31 (d, J = 6.9 Hz,
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Bench-scale synthesis of rosiglitazone
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Abstract: In this study, a suitable method for the preparation of Rosiglitazone on laboratory scale using
4-bromo benzaldehyde, 4,2-thiazolidinedione and 2-chloropyridine, as the starting materials, is presented.
In the key step of this four-step process, palladium complexes have been used which significantly increase
the reaction efficiency and overall yield compared to previous methods. In the first step, by the reaction of
2-chloropyridine with N-methyl ethanolamine the intermediate compound 2- (methyl (pyridine-2-yl)amino)
ethane-1-o0l is obtained which is converted to 4-(2-(methyl(pyridine-2-yl)amino)ethoxyl)benzaldehyde in
the presence of palladium acetate and 4-bromo benzaldehyde. Finally, the desired product is obtained by

condensation reaction of this intermediate with 2,4-thiazoldinedione followed by reduction.

Keywords: Rosiglitazone, Antidiabetic drug, Diabet type 2, Avandia BRL49653
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