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Synthesis of an epimer of compound 15: tert-Butyl (S)-2-[(R)-2-tertbutoxy-
carbonylamino-3-methylbutyrylamino]-3-phenylpropionate (epi-15). To a solution
of N-Boc-D-valine (92 mg, 0.42 mmol) and H-Phe-O'Bu (100 mg, 0.42 mmol) in
CH,Cl, were added HOBt (79 mg, 0.59 mmol), HBTU (O-Benzotriazole-
N,N,N’,N’-tetramethyluroniumhexafluoro-phosphate) (142 mg, 0.44 mmol) and DIEA
(293 mL, 1.68 mmol) and the mixture was stirred at room temperature overnight. The
reaction mixture was washed with 5% citric acid, saturated NaHCO; and brine and dried
over Na;SO4. Concentration under reduced pressure followed by flash chromatography
over silica gel with CHCl;/MeOH (95/5) gave the title compound epi-15 (95 mg, 54%)
as a white solid: mp 125.0-126.0 °C; [0]*'p +35.9 (¢ 0.31, CHCLy); & (500 MHz,
DMSO-ds, MesSi) 0.82 (3H, d, J 6.8), 0.89 (3H, d, J 6.6), 1.39 (9H, s), 1.43 (9H, s),
2.04-2.16 (1H, m), 3.07 (2H, d, J 6.1), 3.97 (1H, br s), 4.76 (1H, dd, J 13.5 and 6.1),
496 (1H, br s), 6.36 (1H, d, J 7.6) and 7.10-7.31 (5H, m); & (125 MHz, DMSO-dg,
MesSi) 17.2, 19.2, 27.9 (3C), 28.3 (3C), 30.8, 38.3, 53.4, 82.2 (2C), 127.0 (2C), 128.4
(30), 129.4 (2C), 136.1, 170.4 and 171.0; HRMS (FAB) m/z calcd for C,3H37N,0s5
([M+H]") 421.2702, found 421.2705.
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