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With tert -butylhydroperaxide In water; tolusne 3t -20°C for 12h RATIOPHARM GMBH - US2008/319195, 2008, AL
Location in patent: Pags/Pape column 5
Full Ted 7| Showdetails >

S 100 aspporting
Experimental Procedure A R o wpportiog

Experimentsl Procedure [Matecules, 2033, v
Titanium tetraisopropoxide (4.5 mg, 0.016 mmol) was added to a solution of (5,5}-1,2-bis-(2-bromophenyljethane-1,2-diol (12 mg, 0.032

mmol) in toluene (2 mi) at 257 C. The solution was stirred for 10 minutes, water (5. .32 mmel) was sdded, and the sclution was dimethylsubloskde-d6 Parogroph

stirred for another 10 minutes. 5-methoxy-2-[[{4-methoxy-3,5-dimethyl-2-pyridinyl)-methyl]thio]-1H-benzimidazole (105 mg, 0.32 mol) oon

was then added to the solution, and the temperature was adjusted to -20° C. Thereafter, t-butyl hydroperoxide (70percent, 96 pl, 0.064
mmol) was slowly added. After 12 hours at -20° C., the solution was extracted three times with aqueous ammonium hydrosids (12.5per-
cent NH3, 35 mi). Thereafter, the methyl isobutyl ketone (5 mi)was added to the combined aqueous extracts. After this, the pH of the
aqueous phase was adjusted using acetic acid, the aqueous phase was separated and extracted with an additional amount of methyl
isobutyl ketone (5 ml). The organic solution was cooled to -10° C. over night, and the neutral form of R-omeprazole was precipitated as a
solid to obtain the title cumpuu'vd The enantiomeric excess of R-omeprazole was 93percent I
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[Journal of Organometallic Chemistry, 2018, vol. 86
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Experimental Procedure A

Na[aspCO<sub>2</subz].

The preparation of the title compound was adapted from the literature [1]. In a 10 mLround-bottom flask, a H20:iPrOH 85:15 v/v solution (1.0 mL) was added dropwise, with stirring, toa mixture of aspCO2H (542
mg, 3.00 mmaol) and NaHCQ3 (271 mg, 3.23 mmol). The bubblingsuspension was stirred at room temperature for 3 hours in an open system. The resulting colorlesssolution (pH = 7-8) was diluted with iPrOH (8
ml), stirred for further 30" then filtered over celite.The filtrate solution was concentrated under vacuum (V = 1-2 mL, opalescent mixture) then settledaside at -20 °C overnight. The colorless crystals
(Na[sspCO2]2H20 [1]) were collected by filtration, washed with iPrOH (2 mL, -20 °C), Et20 then dried under vacuum (50 °C over P205).Loss of crystallinity of the material was observed during these operations,
possibly associated to theremoval of water of crystallization [1]. The resulting colorless solid was stored under dry N2 insealed glass vials. Yield: 534 mg, 88percent. All attempts to obtain Na[aspCO2] by different
proceduresled to partizl or complete deacetylation of the starting material [2].

With sodium hydride In N,N-dimethyl-formamide for 0.5h; Laboratori Alchemica S.r..; Nicox SA
US6369260, 2002, B1
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lid to obtain the title compound. The enantiomeric excess of R-omeprazole was $3percent.

@I ketone (5 ml). The arganic solution was cooled to -10° C. over night, and the neutral form of R-omeprazole was precipitated
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‘With N-methyl-t-aza-5f,60-epory-cholestane-3f -tert- Zhou, Guobin; Guan, Yueqing - Heterocydic Communications,
butyldiphenylsilyloxy tetrafluoroborate In dichloromethane at -70 2016, vol 22,#1, p. 17 - 19
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Experimental Procedure
Titanium tetraisopropodde (4.5 mi, 0.016 mmaol) was added to a solution of (5,5)-1,2-bis-{2-bromophenyljethane-1,2-diol (12 mg, 0.032
mmol} in toluene (2 mi) at 25° C. The solution was stirred for 10 minutes, water (5.7 mg, 0.32 mmol} was added, and the solution was
stirred for another 10 minutes. 5-methoxy-2-[[4-methosxy-3,5-dimethyl-2-pyridingd)}-methyljthio]- 1H-benzimidazole (105 mg, 0.32 mol)
'was then added to the solution, and the temperature was adjusted to -20° C. Thereafter, t-butyl hydroperoxide (TOpercent, 36 pl, 0.064
i mmol} was slowly added. After 12 hours at -20° ., the solution was extracted three times with aqueous ammonium hydroxide (12.5per-
cent NH3, 3.5 ml). Thereafter, the methyl isobutyl ketone (5 ml) was added to the combined aqueous extracts. After this, the pH of the
ﬁ aqueous phase was adjusted using acetic acid, the aqueous phase was separated and extracted with an additional amount of methyl
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