Partial Synthesis of Brevenal, Crimmins, UNC Chapel Hill, 2010.

Isolated from marine dinoflagellates off Florida coast. Competitively displaces red tide neurotoxin, dihydrobrevetoxin-B,
from voltage-sensitive sodium channels.

1. iBuAlH 6. TESCI, KN(SiMej3),
2. NH,4F _ 7. m-CPBA, then AlMe;
2- (D;nsngomm sieves 8. Na, naphthalene
: 9. (COClI),, DMSO, EtN

2. NaH, BrCH,CO,H
3. Me:;CCOCl, Et3N

H
H -
4. NaN(SiMe3),, BrCH,CN Me o~ .OTES Me OTES

6. (COCI),DMSO, EtsN A~ Me H = Me

1. Grubbs 2nd Gen.
2. 0OsO4 NMO
3. PPTS,
CH,=CH(OMe)CH3
CN 4. Bu,AlH

TIPSO

TIPSO 5. BuLi,

CH3P(O)(OMe),,
-78 °C
6. DMP

TIPSO




1. KOMe

2. TESOTf
3. Bu,AlH
Me Me  pp Me Me Ph 4.(COClI),, DMSO,
' Me S—Bno. Me EtgN
N ' N : -
OTr \”/\OBn OTr TWOBn
o O o O OH
1. Buy,NF
2. NaH,
BrCHzoOZH

BnO
mixed stereochemistry

1. Grubbs 2nd Gen.
2. (COCl),, DMSO, Et3N

OBn

OBn

OBn

TIPSO 1

TIPSO

OMe

7< o"P :OMe

OBn

1. TESOT(,

3. Me,COCI, EtaN,
BulLi
4. BrCH,CN,
NaN(SiMe3)2
~
5. NaBH,
6. (COCI),, DMSO,
EtaN

2,6-lutidine

_—

2. i-BuyAlH

BnO Me

| OBn
O OH

PhsPZCHQ

TESO.:..

OBn

precursor to brevanal OBn



