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Scheme 1. Retrosynthetic analysis.
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Scheme 2. Synthesis of aldehyde 8.
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Scheme 3. Synthesis of fragment 1.
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Scheme 4. Synthesis of fragment 2.
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Scheme 5. Completion of a total synthesis of thuggacin B.
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Table 1. Substrate scope.

0] Cu(CH3CN)4PFg 10 mol % OH O
OH HJ\ (R,Rp)y-Taniaphos ~ 10mol %  pp_ -
Rm)\ OH + N DBU 10 mol % N
S O toluene/DMF = 40/1, —40 °C, 18 h O CFy /=
22 21 \_y 23 \
(1.1 eq)
1. 2. MeO 3. pr 4. Me
23a° 23b 23c 23d
72% yield 61% yield 62% yield 66% yield
antilsyn = 11.2/1 anti/syn = 6.9/1 anti/syn = >15/1 anti/syn = >15/1
93% ee 90% ee 91% ee 93% ee
5. 7 8.
6. -
0]
¢ /]
MeO (0] S
23e 23f 23g 23hP
55% yield 72% yield 14% yield 83% vyield
anti/syn = >15/1 antilsyn = >15/1 anti/syn = >15/1 anti/syn = >15/1
95% ee 95% ee 93% ee 88% ee

8Toluene was used as a solvent.
bAldehyde was used instead of aldehyde hydrate as an electrophile.
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