






























































































































































































afford N-[(2R)-1-(1,3-dioxo-2,3-dihydro-1H-isoindol-2-yl)-3-phenylpropan-2-

yl]carbamic acid tert-butyl ester (0.115 g).   To a solution of the product (0.115 g) in 

tetrahydrofuran (1 mL) was added a solution of hydrogen chloride in 1,4-dioxane (4 

mol/L, 1 mL), and the mixture was stirred at room temperature overnight.   The reaction 

mixture was concentrated under reduced pressure to afford the title compound (0.085 g).   

Structural formula, spectral data and purification condition are shown in Table 25. 

 [0196] 

Reference Examples 2-3-2 to 2-3-3 

 Reference Examples 2-3-2 to 2-3-3 were synthesized in a manner similar to 

that of Reference Example 2-3-1 by using the corresponding materials. Structural 

formula, spectral data and purification condition are shown in Table 25. 

 [0197] 

Reference Example 2-4-1 

N-[6-(2-Aminoethyl)pyridin-2-yl]carbamic acid tert-butyl ester hydrochloride 

 To a solution of 6-{2-[(tert-butoxycarbonyl)amino]ethyl}pyridine-2-carboxylic 

acid (0.254 g) in tert-butyl alcohol (3 mL) were added triethylamine (0.065 g) and 

diphenylphosphoryl azide (0.34 g), and the mixture was stirred at 100°C overnight.   

The reaction mixture was concentrated under reduced pressure, and the residue was 

purified by silica gel column chromatography (eluent: ethyl acetate / n-hexane) to afford 

N-(6-{2-[(tert-butoxycarbonyl)amino]ethyl}pyridin-2-yl)carbamic acid tert-butyl ester 

(0.30 g).   To a solution of the product (0.30 g) in tetrahydrofuran (2 mL) was added a 

solution of hydrogen chloride in 1,4-dioxane (4 mol/L, 2 mL), and the mixture was 

stirred at room temperature for 2 hours.   The precipitate was collected by filtration to 

afford the title compound (0.19 g).   Structural formula, spectral data and purification 

condition are shown in Table 26. 

 [0198] 

Reference Example 2-5-1 

3-(tert-Butyldimethylsilyl)oxy-2-phenylpropylamine 















































































































































































































































































 [0367] 

Example 27-1 

3-Fluoro-2-[5-(4-fluorophenyl)-1H-pyrazol-3-yl]-N-[(2R,3S)-4-hydroxy-3-methoxy-1-

(1H-pyrazol-1-yl)butan-2-yl]benzamide 

 To a solution of 3-fluoro-2-[5-(4-fluorophenyl)-1H-pyrazol-3-yl]benzoic acid 

(40 mg) in N,N-dimethylformamide (1 mL) were added (2R,3S)-4-(tert-

butyldiphenylsilyloxy)-3-methoxy-1-(1H-pyrazol-1-yl)butan-2-amine (56 mg), 1-

hydroxybenzotriazole monohydrate (22 mg), 1-ethyl-3- (3-

dimethylaminopropyl)carbodiimide hydrochloride (28 mg) and N,N-

diisopropylethylamine (68 �L), and the mixture was stirred at room temperature for 14 

hours. To the reaction mixture was added water, and the crude product was extracted 

with ethyl acetate. The organic layer was washed with water and brine, dried over 

sodium sulfate, and filtered. The filtrate was concentrated under reduced pressure. The 

residue was purified by silica gel column chromatography (eluent: ethyl acetate / n-

hexane) to afford N-[(2R,3S)-4-(tert-butyldiphenylsilyloxy)-3-methoxy-1-(1H-pyrazol-

1-yl)butan-2-yl]-3-fluoro-2-[5-(4-fluorophenyl)-1H-pyrazol-3-yl]benzamide (47 mg). 

To a solution of the product (47 mg) in tetrahydrofuran (1 mL) was added a solution of 

tetra-n-butylammonium fluoride in tetrahydrofuran (1 mol/L, 150 �L) , and the mixture 

was stirred at room temperature for 30 minutes. To the reaction mixture was added a 

saturated aqueous solution of ammonium chloride, and the crude product was extracted 

with ethyl acetate. The organic layer was washed with brine, dried over sodium sulfate, 

and filtered. The filtrate was concentrated under reduced pressure. The residue was 

purified by silica gel column chromatography (eluent: ethyl acetate / methanol) to afford 

the title compound (27 mg). Structural formula, spectral data and purification condition 

are shown in Table 101. 

 [0368] 

Examples 27-2 to 27-31 

 Examples 27-2 to 27-31 were synthesized in a manner similar to that of 




























































































































































































































































































