Chasing an elusive 1,5-oxazocane motif:

A simple multigram approach to a rare chemotype Enamine

Oleksandr Kaliberda, Evgeniy Zarudnitskii, Dmytro Leha, Serhiy Ryabukhin, Dmytro Volochnyuk

Background & Overview of the Project Synthetic results on functionalized 1,5-o0xazocanes

YNTHETIC AVENUE
321 g from 1 run % “OH % “NH, O S CONVENIENT STARTING MATERIALS
0 COOH G % % TO THE STARTING MATERIALS  FOR THE FURTHER FUNCTIONALIZATION
— _N
N\/\OH > Boc—T / \ ke /\ N O X oy ~70gfrom1run | ~ 80 g from 1 run |O
LARGE-SCALE == )« Boc~ \74 Boc~ N NaH, DMF, -10°C NalO,, RuCl /'\
¥ PREPARATION FUNCTIONALIZATION noo N 5 + — > Boc—N 0 sRUCl N X
Cl Cl K'\ NH. Br | 3.79(30.8%) 3.19(25.4%) Cl A[ﬁm purified by distillation \___/ purified by distillation <
/\HA 2 Boc_N o) v >20 examples 2-stage vyi elds & masses 25% 72%
o (C)F2 etc. PRINCIPAL EXPERIMENTAL DETAILS:

251 g from 1 run

® both synthetic steps feature huge exotherm and uncontrolled foam formation

® in both stages the same equipment was used for the precise temperature measurement and control
® no chromatographic purification needed
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