E114: Total Synthesis of (=)-Sinulariadiolide.

(1) Me,SO,, DIEA, (3) propyn-1-ylmagnesium bromide,
CH5CN, 0°C pentane, -20 °C;
0 then O3, DCM, -78 °C (4) TBSCI, imidazole, DMF; OHO . OTMP
58% 67% over two steps W
HO = O O . . MeO e
______________ (2) Cat.HBF, (25 mol%) MO (5) i. Bo(pin),, fBUONa (15 mol%), :
Lo CuCl, (12 mol%), TEMPO|\MeO” N7 =~ | CuCl (6 mol%), (S,S)-methyDUPHOS OTBS
: N ; DMF, MS, -10 °C o (6 mol%), MeOH, THF, 0 °C A
L N>< ! 81% (65% ee) 65% ee ii. NaBO3 H,0, ag. THF, 90 °C
| Bn"H cat. 4%
5 (6) H,0, (aq.), NaOH, MeOH O o)
0 °C, quant HO 9) BL1 DCC, DMAP,
(7) TSNHNHj, HOAc, DCM (9) BL1 py, ELN. DCM
0°C- 10 °C, 52% o =8
[/ (8) NaClO,, NaH,PO,, then A, toluene, 60 °C, quant
2-methylbut-2-ene, BUOH/H,O ||| l
(R)-CARVONE  0°C, 94%
12) Mo-cat., toluene, 120 °C
(10) Ac;0, DMAP (20 moice) E ! 3; oA TR D, MeO,C o)
EtsN, DCM, -40 °C 76% (over two steps)
(11) ag. HF, THF (14) BusSnH, (Cp*RuCl), (11 mol%) Ph
3 o}
73% (over two steps) DCM, 66%
(15) CO (1atm), Pd(OAc), (20 mol%) BL1
AsPhs (40 mol%), 1,4-benzoquinone,
) TFA, MeOH
57%
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E114: Total Synthesis of (=)-Sinulariadiolide.

O O
(a’) 2,2-dimethoxypropane MeO
PPTS, DMF 0]
(b’) Cs,CO4, MeOH, 0 °C MeOQC/Y\:_ )
55% over two steps OHo CO,Me
(16) triphosgene, DCM, Py unsuccessful pathway

0°C, 97%
(17) Cs,CO3, DCM, MeOH/H,0, 0 °C
(18) BBrg, 2-methyl-2-butene, DCM

-15°C, 72%
(18) BBr3, 2-methyl-2-butene, DCM
-15°C, 72%
(-)-Sinulariadiolide
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