O

o0 A

COzMe
Me Me

R=Ac

pseudolaric acid B

Trost, B. M.; Waser, J.; Meyer, A. J. Am. Chem. Soc. 2008, 130, 16424



Fake Lauric Acid?

O
Bt
HO,C 3 @ 9
D /\/\/\/\/\)l\
CO,Me OH

Me Me
R=Ac

pseudolaric acid B lauric acid




Retrosynthesis

epoxidation
CN__ cyanide addition
Jl s R3 R3
HO,C._~ @ N
z 3 S
CO,Me s OH
Me  R=Ac SN

R*O}\

R3
[5+2] ~
= = Y

R*O;\

H

Trost, B. M.; Waser, J.; Meyer, A. J. Am. Chem. Soc. 2008, 130, 16424



2)
OH O 3

Vinyl Cyclopropane

1) TBSCI, imid., DMF

DIBAL, -78 °C OTBS
TMSCHN,, LDA /'\/\/
OH

Me)\&/o then TMSCI - Me Y
THF -78 °C I-l

72%

1) TBDPSCI, imid., THF

2) Et,Zn, CH,l,, DME, L*

3) Swern oxidation ) OTBDPS
4 '

84% g

® _
OTBS
o.PPhs
| MeT Y PPh;
i T™MS

1) MsCI, NEt;
2) Nal, acetone
83%

OTBS

Me

!

—
<
)}

\_

4 N
O O
Me2N’4,,7_?‘NMe2
O‘B’O

\
Bu

L*
_J

TBDP
a) PhLI/LiBr, aldehyde Y OTBDPS
b) PhL/LIBr =

d) KO'Bu

2 K2CO3 MeOH

)
)
c) HCI
)
)






[5+2] Down the Hall

20% @ 48% 15%
acetone Ru(MeCN)3

10% @@ 88% <5%

DCE Rh(COD)
/~_"T\ /OTBDPS |;| sy e e S~ NTRADCO
7 = OTBDPS 7 M~ 1 PETo
& lllll/ ulll/
s — > 3 X S N
X = TBSON\
TBSO™N TBSO™N, . Me

151, FBAS. TFA, CSA,

TH@Bu, LDA, Pd°

O OH

-

llll:
W\ I

2 (
HO™N, 3 Me ©0

no MS: slow rxr’RO/\NIe

0.5 g MS/mmol 80% 1:1

1 g MS/mmol 90%  1:20




Unsuccessful CN Addition

Qe CN
1) TBSCI, imid., DMF, 79% S~OTES
C(?...../OH 2) m-CPBA, NaHCO3 ....|/OTBSEt2AICN
CH,Cl, -20 °C 91% CH,Cly, -50 °C oy
s > 3 >
HON TBSON 80% o
Me Me TBSO—N

Me



New Retro

7

R® [5+2]

)=
= — \
R1o/s\

CN epOXidatiOn

cyanide addition

R33
g )

1,

R1o/=\
O

CO,Me

74 \ /OR
Z .
RO — |
Me H OH o B



Directed Deprotonation

OTES ores f,‘\‘ OTES
@ulll/m_CPBA, NaHC03> ulll/ 7 eq. LDé \ O\ "I'_ll
3 CH,Cl,, -20 °C \ THF, 0 °C $ Li\",Ll(,-Pr )
TESO™N S 9 TESO™\ i
Me TESO'\ 72% Me
Me
1) DDQ, CH,Cl,
1) TBAF 2) MnO, KCN OTES
CO2Me 2) pmP, 80% CO,Me, AcOH, MeOH
Z OH § 85% £ OH
o=x TESO=. " TESO™N
Me Me

Me




)
»’”Ia

OH
Me

G1 Radical Cyclization

DMAP, pyr.
CO,Me Ac,0. quant,

1) TMS—==—CeCl, O\\/imid.
O CO’2M€

2) 13 eq. CO(imid), - -
91%, 8:1-12:1 dr OAc
Me \\
PhSeSePh, NaBH,

1J]

o

OAc
Me
T™MS lDMF 76%

o
W

SePh

o=<
H N CO;Me " BUsSnH, AIBN O N
C6H6’ 80 OC, 62% M \\ OAc
T™MS

Me \\ OAc

TMS
favored due to alkyne? 0O
T™MS d
~f
COQMG
Me

CO,Me




Oxo-Bridge to Nowhere

1) 5 eq. CO(imid), SePh
R quant.
2) PhSeSePh, NaBH, @)
HO ™ > e
\‘\‘ OH DMF, 92% Me> OAG
Me
R=CO,Me R=CO,Me
1) DMP, CH,Cl,
,(\)l. 2)7 eq. ﬁ
—_— MeO
MS/? <TMS ——CeCl, ﬁ'
T™S . THF, -78 °C, 76% HO
Me COQMG Me

NaH, LDA, LIHMDS,
BF3eOEt,, Ti(O'Pr),, TMSOTF, pTsOH

™S
CO,Me

R Bu,;SnH, AIBN
CeHe, 80 °C, 90%

1) NaOH, 100 °C
2) TMSCHN,
MeOH 78%

COzMe




Rad Chemistry
e

N=N
NH <:§CN
Ph
O=<SePh PMBOJ]\CCIQ n=<S€ j /—PMP
5 R Sc(OTf), R BusSnH Me O]
>m..- N MeCN, 94% )\"'" INe CeHa, 70 °C [ CO,Me
Me Me then DBU, 85% 1) 6 eq. KOTMS,
R=CO,Me R=CO,Me then
9 eq. Me,SO,4
6 eq. TsOH,

12 eq. (i-Pr),NEt
2) DMP, NaHCO;
CH20I2, °C, 59%

TMS———CeCl,e2LiCl
R ? PMP
Nll-lec()i @ 8 eq. MeO DDQ, oH 7MeO O/I_
THF -78 °C, 87% CHzClz, 76% CO,Me
Me

COzMe




Endgame

MeO _Il 20% [Bu,Sn(SCN),]O 0 1) TBAF, THF, 87% ,?L
°C, 94° f)3, Ac,0, 98%
s 0, @, PhMe, 130 °C, 94% 2) Sc(OTf)s, Ac, o Q

CO,Me T™S

T CO,Me T CO,Me
© ©  R=Ac
Pd(PPhs),Cl,
BusSnH, 90%
HO,C

g PR, Lo
HO,C | usSN
Z Nz COMe g P02dbas, (-PrlpNEt, NMP Z COMe

Me 62% Me




Key reactions

y OTBDPS
3 OTBDPS OH OTES
\ ; Rh -ull/_GI_HeF_ '8|'8B$F -ull/ ulll/
TBSON $ o $ > g 7 eq. LDA
A\ - - A\
Me TBSO Me HO Me TESO’\Me THF, 0 °C
72%
e, ) i
) ra OTES
/
o . ,:
0
L _ 3 O]
reso=, NPy
Me
B |
O/ N CN =<SePh CK}_/OTES
0 0
/ PMP R X
0 uzSnH Q @ - £ OH
Me ‘ﬂ ‘?;GH@ 70°C )\""' <«— TESO™
COMe v e OPMB Me
| 2 then DBU, 85%
¢ * R=CO,Me
. ? / TMS—==—CeCl,s2LiCl 0
© X 8 eq. MeO ‘
° > ™S s l@
Ve CO,Me THF, -78 °C, 87% 1 CO,Me



