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LDA, THF, -70°C,
o kinetic enolate
(2 possible mechanisms)

1) K2C03’ MeOH
2.) POCl; DMAP, Py/DCM

3.) CF3CO,H, DCM

1.) Vinyl-lithium, THF/Et,0, -40°C
2.) PCC, DCM (rearrangement)

3.) MeLi, THF, -93°C to -80°C
4) MnO, DCM
5) H2, Pd/A'zOg‘ MgO,

Trimethylorthoformiat/EtOAc=25/1

1.) BUOCH, VO(acac), benzene
2.) t-BuOK, t-BuOH/THF, -30°C

DMF/THF=3/5,5, -30°C to -20°C

5 A
OMOM )\@
OBn
tricycle
C 3.) KH, MOMCI
tetracycle

E
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1.) DIBAL, 5eq., DCM
2.) MsCl, 5eq., DCM/pyr
(only one -OH reacts)

3.) LIAH,, 4eq., Et,0, 0°C to 25°C

4.) PCC, DCM
5.) Na-wire, 5% Na/Hg, EtOH

6.) MOMB, DIPEA, DCM (rflx)

1.) Cul, MeLi, n-BusP*N(CHs)PhlI", THF
("Murahashi's y-alkylation™)

2.) Li, NH3 (lig.)
3.) PCC, DCM

4.) 3% HCI/EtOH

5.) ACOCH,CO,H, MsCl, DMAP, THF/Pyr

6.) 5% KOH/MeOH

J

(+/-)-pleuromutilin

mixture of epimers 3/1
(for the desired one)

1.) N-bromoacetamid,
MeOH/H,0=3/1, NaOAc

2.) Zn-dust,
MeOH/AcOH=1/1, -20°C

1.) O3 MeOH/DCM, -78°C,
then P(OMe);

2) AL , 50eq, THF,
OEt -35°Cto-30°C

3.) 20%H,S0,4(aq)/ THF=1/2
4.) DIBAL, DCM, 0°C



