(¥)-Pepluanol A
- Euphorbia diterpenoid with inhibitory activity on the Kv1.3 potassium channel.
- 3/716/5 tetracyclic framework, 7 stereogenic centres.

- First total synthesis.
J. Xuan, Z. Liu, A. Zhu, P. Rao, L. Yu, H. Ding, Angew. Chem. Int. Ed. 2017, 56, 8898.

|
Me, 0 1) TMSNs, then 2, pyr TBsoJ\/\ NMe, i) KHMDS, PhNTF,
0—-25°C 40°C -78—25°C .

- i) A NznBr then aq. HCI ii) Cul (5 mol%), MeMgBr
z named diene? 0°C
0Bz [Pd(dba),] (5 mol%)

P(o-furyl)s (10 mol%)

2 25°C 3 4

named reaction?

0s0O4 (10 mol%)

i) NaOMe, 65 °C NalOy, 2,6-lutidine
w/ epimerisation PPh3, DEAD 1,4-dioxane/H50, 25°C
i) Oxone®, NaHCO4 60 °C named reaction?

acetone/H,0, 25°C

Cp,TiCl, (20 mol%), Zn
2,4,6-collidineHCI

25°C
named reagent?
(prepared in-situ)




i) CHBr3, ag. NaOH TEMPO (10 mol%), NCS

TEBAC (10 mol%), 50 °C TBAC, NaHCO;
> o
ii) Cu(SCN), MelLi (pre-stirred) 25°C
HMPA, -78—-20°C
then Mel
9 10
(1:1d.r.)
TMSOTf, NEts, 0°C MeMgBr PCC, NaOAc, SiO,
o > o
then Pd(OAc), (2.0 eq.) 0°C then aq. HCI
25°C 25°C

named reaction? named reaction?

11 12 13
(5:1d.r)

Bonus: Retrosynthesis of 2



(¥)-Pepluanol A

- Euphorbia diterpenoid with inhibitory activity on the Kv1.3 potassium channel.
- 3/7/6/5 tetracyclic framework, 7 stereogenic centres.
- First total synthesis.
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o - A
Me, 1) TMSNG, then Iy, pyr TBSO” 7 NMe, i) KHMDS, PhNTf,
0—--25°C 40 °C -78—25°C

>

i) NS then aq. HCI i) Cul (5 mol%), MeMgBr

: 5 o ZnBr named diene? 0°C
OBz [Pd(dba),] (5 mol%) Rawal diene
P(o-furyl)z (10 mol%)
2 25°C 3 4
named reaction?
Negishi coupling
0s0Oy4 (10 mol%)
NalQy, 2,6-Iutidine
i) NaOMe, 65 °C PPhs, DEAD 1,4-dioxane/H50, 25°C

= = =

i) Oxone®, NaHCO4 60 °C named reaction?
acetone/H,0, 25°C Lemieux-Johnson oxidation

5 7
o o
z . Me
Cp,TiCl, (20 mol%), Zn
(o) )/ 2 2\ 7
246-colidineHCl _ H A

25°C
named reagent?
(prepared in-situ)
Nugent-RajanBabu reagent




i) CHBr3, ag. NaOH
TEBAC (10 mol%), 50 °C

TEMPO (10 mol%), NCS
TBAC, NaHCO,

> >
i) Cu(SCN), MeLi (pre-stirred) 25°C
HMPA, -78—-20°C
then Mel
9
(1:1d.r)
TMSOTf, NEt3, 0°C PCC, NaOAc, SiO,
> > 1
then Pd(OAc), (2.0 eq.) then aq. HCI
25°C 25°C

named reaction?
Dauben-Michno oxidation

named reaction?
Saegusa oxidation

Bonus: Retrosynthesis of 2



