03.05.2017 Total synthesis of diazonamide A

Denksport
Dima R. Knowles, J. Carpenter, S. Blakey, A. Kayano,
I. Mangion, C. Sinz and D. MacMillan
Chem. Sci., 2011, 2, 308-311
0 (e}
NH o (U\SEt
) o z a) Pd(dppf)Cl,, K3PQOy,, dioxane, NH
Bpin 1\PS CO,Me  40°C, 82% TIPSO N /J<SEt d) I, propynal, CHCl3/PhMe/MeOH, H HN
A NH NH -50°C, 86%, 20:1 dr TIPSO N, 5 ©
. ) e}
N b) LIOH, THF, MeOH, H,0, 1t o O ¢) DDQ, DCM, pH=7, 0°C o o
OBn PMB I ¢) EDC, HOB, (S?-S-ethyl 2-(?-am|:10- on ) TFAA DMAP, DCM, 0°C 2
OH 3-methylbutanamido)ethanethioate*TFA, g) O3, DCM, MeOH, -78°C, 88% " oB
NaHCOj3, DMF, rt, 95% NPMB n
NTFA
OH (e}
Br
TIPSO N PNT h=N o sE k) AgTFA, NaHCOs, Il, DMF, 40°C, 88% TIPSO NHNT =N N
h) MgBr,*Et,0, TMSCI, EtsN, THF, rt, 67% 6 [ Yoo~ o [) PPhs, C5Clg, DCM, NEt3, 0°C, 86% o 0 O~/ o \
i) Dess-Martin, DCM, rt m) BBr3, DCM, -78°C NTf
i) DAST, CgHg, 1t, 65% n) PhNTf,, NEts, DCM, rt, 80%
OBn OTf
NTFA NH
(6) (6)
H
TIPSO N .
_ % Pd(PPh 3 p) NBS, THF; then LiOH, THF, MeOH, H,0 HO H
0) éspln)z,/KF, 70 mol 2° A ( 03)4’ 0 g) NCS, THF, 40°C; then H,, Pearlman's cat., .
ioxane/H,0O, MW 120°C, 50% THF, 40°C N o
r) TASF, DMF, rt, 60%
diazonamide A
NMeZ
Br (@] NH
0 N o \ 1) KOH, i-PrOH g © 2
\NJgifA \ ° ©_ pocl 5 © O 2) AcOH, HBr
+
N dioxane, 100°C 3) Boc,0, dioxane, NaHCO4 \, XTFA
N Ph H N\ 4) TFA N
H

Iz



