E128: Total Synthesis of Harziane Diterpenoid

T 12) 3) MeNHOMe'HCI i :
2 [t ‘ '
IPd(OAC); (20 mol%) MeO2C MeMgBr (o :

\X/ 1) LDA A ~. | BBEDA (20 mol%) THF,-20°Ct0 10°C; 91% . o 1

= —_— : :

MeO,C Z THF. 40°C | N R | 4) ethylene glycol : N\ :
' : , E10);CH : :

97% T 0%, (E10)s :

1) Cp2Ti(C3Hs)2, NaHCO3, PhMe, 55 °C

PPTS (10 mol%), 78%

6.) PivCl, pyridine (\0

then LiAlHz, PhMe, 0 °C, 52% o 5 |BHy THF
ii) NMO, TPAP (5 mol%), 4A MS, CH,Cly, 93% o% CHaCly, 78 °C 07{ THF, 0°C
iii) KzCO3, MeOH, B, 87% . Sk - o
I IZelasc/;s If(;lz'f/natg)r; " 7.) then sl hen
n Ley-Griffiith oxidation
i Seyyferl-G:Iberl reaction 5 :::Sgo?hgiz Ch - NaOH, H,0;
4 63%, >4:1 dr
PhsPAUNTF, (3 mol%) 76%
CH,Cl, -10°C 10 0 °C
87%
s i) NaHMDS

: 1) thexylborane
. THF, -10 °C then
! NaOH, H,0, (\ 0

L 70% o%--

1 8)
! ii) NMO, TPAP (5 mol%)

9.) ELAICN
PhMe, 0°Cto 10°C
61%

| 4AMS, CHyClp
! 83%
13.) RuCl; (20 mol%)
NalO4, DCE/H,0 (5:4) ¢ 12.) Cul, MeLi, O
65% BF3OEL,
-— =

i) LHMDS H Y., Et,0
THF,-78 °Cto 0 °C H  78sctot0°c
(yield with next step) 89%

Yamamoto conjugate addition

(0}
o

(24% epimerized side Product)

-

THF, -78 °C, then
Comins reagent

THF, -78 °C

86%
—
i) Pd(PPh3)4 (5 mol%)
ZnMe;, THF, 0°C

86%

10.) PPTS

H>O/Acetone (1/9),
DIBAI-H 40 °C; 81%
CH,Cl, 0°Ctort  T1BSO,
11.) TBSOTTf, 2,6-Lut,
then CH;Cl;, 0 °C; 80%
aq. NaOH, silica gel
0°Ctort

71%

Ohira-Bestmann reagent

M. Honig, E. M. Carreira Angew. Chem. Int. Ed. 2020, 59, 1192 -1196

Jxl Sparr Group Seminar
NAL . . 08.07.2020
>/|>v<|L< University Annika Huber
TXIN of Basel



E128: Total Synthesis of Harziane Diterpenoid

14.) PhaPCH;Br, KOBu, THF, 0 °C to rt, 79% (2 steps)

15.) DIBAI-H, CH,Cl,, 0 °C, 93%

i) KHMDS, CS;, THF, -78 °C to rt, then Mel, 91% jij)+iv) Barton-Mc Combie
iv) AIBN (38 mol%), BuzSnH, PhH, 80 °C, 89% deoxygenation

16.) O3 : O !

Me / MeOH/CH,C, (3:2), -78 °C ! //
Me then PPh;, 78% L
H » ‘Me
Me- Me .

18.) Co(acac); (18 mol%),
» (1 atm), PhSiH;

83%

Mukaiyama hydration \

Harziane Harziane
diterpenoid diastereomer

M. Honig, E. M. Carreira Angew. Chem. Int. Ed. 2020, 59, 1192 -1196 Sparr Group Seminar

08.07.2020

NXl/
,<|> > University Annika Huber

/XN of Basel



