Br\/(,*/ Br 1) Acetylene, Na/NHi
3

2) Mel (1.8 eq.), NaNH,
NHj reflux

5) t-BuLi, Cul, DMS
TMSCI, THF, -78 °C

then 1 D
then NBS, THF, 0 °C

6) NsCI (1.0 eq.), K;CO3,

HO OH Acetone, then allyl bron%w
fo) 7) m-CPBA, DCM
v then K,CO3; MeOH

G + H

(only H reacts
in the next step)

16) TBAF, AcOH

THF, 0 °C to rt
> K

17) 3, N,N-dimethylaniline
DCM, rt

22) KOH (1.0 M)
THF/MeOH N

Total Synthesis of (¥)-Phomoidride D

3) NaNH, 4) DIBAL-
—
A Na, NH3 B I, THF
8) Cs,CO3 D
Acetone, reflux
E 9) TMSCI, TMSOTf, (CH,OH),

DCE, 0 °C to reflux

12) TMSCI, EtzN, DCM, rt

13) LDA, 2, Et;0, -78 °C then
addition to H+G,
-78°C to-40 °C

18) Smly, THF, rt

NsCl, EtsN, DCM, rt *

23) LIHMDS, HMPA, Mander's reagent

Et,0, -40 °C to rt

C

14) PhSH, Cs,CO;4
MeCN, rt

15) m-CPBA, Al,O3
DCM, 0 °C to rt

19) Ac,0, Mg(ClO4),, DCM
20) 1,3-propanedithiol, BF3*OEty

DCM, 0 °C

21) MsCl, Et;N, DMAP, DCM

o

( )
(0]
M
BrY\ Br
! OEt
3
MezN \/\COzMe
2
\ J

10) Pd(PPhg), NaBH,
EtOH, rt

11) i) Pb(OAc),, DCE, reflux
ii) Silica gel, DCM, rt

(56 % vyield 02s, 1:3 dr)

24) NaH, THF, 0 °C to rt,
P Comins' reagent 3



25) Pd(OAc),, P(2-furyl); 26) Mel, CaCO;3
i-PrNEty H,0 80 % MeCN aqg.
CO, DMF, 90 °C R 27) NaClO,, NaH,PO4+H,0
2-Me-2-butene
t-BuOH/THF/H,0 (3:1:1)

(¥)-Phomoidride D



