E158: Synthesis of Belizentrin Methyl Ester

9. LiAlH,
1. NaNO,, HCI, H,0 5. LDA, then H,0 10. A, DIAD, PPhg
2.BH3SMe, O 6. DIBAL-H, CH,Clp, 78 °C e COLEt 11. (NH,4)gM0;0,44 H,0, ag. H,0,
HOLC CO.H 3. PhCCl, pyridine ~ Me 7. PhyP=CHCO,Et g 12. TFA
2o VP2 4 LDA, Mel _ O 8.TBAF-3H,0 _ 0 13. (COCI),, DMSO, DIPEA _
NH, \ )
L-glutamic acid PhsCO PhyCO
Step 1: Retention because of neighboring group parcipitation
14. allyl-TMS, BF;-OEt, 21. KMrt1O4, HOAc o
15. NaOEt, MeOH ~  18. (COCl),, DMSO, DIPEA CO.M ~  aq.acetone o
AcO O ..OAc 16, TBSOTH, 2,6-Iutidine o ( 19. [PhsPCH,OMe]Cl, KOt-Bu 2\e 22. CBry, PPh, CO,Me YPP%
17. HF-pyridine ~ HO 20. PCC N 0 23. PPhg o - o
AcO™ “'OAc ;| e > > -
14: Hosomi-Sakurai " . 24. DIPEA
OAc TBSO OTBS TBSO 0TBS TBSO' ‘OTBS
OTBS OoTBS OTBS
Ph
N HPh Ph
HS%\N/I'{l o
N-g’
A ) \
B Me TESO: o) ) 25. CBS-catalyst B, BHg-SMe,
, ! 26. K,0s0,, C, MsNH,, K5[Fe(CN)g], K.COj4
TESO: 27. TESOTf, 2,6-lutidine
TBSO -
MeO OMe
TBSO:
TBSO

ElZ=18:1

F. Anderl, S. GroBl, C. Wirtz, A. Fiirstner, Angew. Chem.  \|[X|/ ) )
Int. Ed. 2018, 57, 10712-10717. XX University

/XN of Basel

Sparr Group Seminar
26.05.2021
Tanno Schmidt



28. (COCl),, TMBOH,
DMAP, KGO, OTES 31.E,F,MS4A g0 MgH 34. AD-mix-p Bre_-, Me Me
= 29. MVK, HG-II 32. 02, Pd(OAC)2 35. TESCI, AgN03, DMAP ‘ " OTES
30. TESOTY, EtzN = 33. MeMgCl O~r 36. PhgP, Br, o) OTES
B S
CO,H SO~cho - L
COzTMB E COZTMB G o \\\N\ I /O
31: Hetero-Diels—Alder /CI: r\
32: Saegusa-Ito CO,H
g \2 38". 2,4,6-Cly-BzCl, Et;N oLc
Y L= H,0
SnBus (o) o F
\ jslMeZPh
37. PhMe,SiLi, then H, Me_~siMe.ph SnB PMBO
u
Me\\ Sueh e\‘/\SiMezPh BFs OFt, /\f : ’ 0.0 Me
X [Cu] PMBO™ ™ 38. DMAP /\J/\I
PMBO/V,,é OH 38: Yamaguchi N PMBO™
H SnBu, 0.0
46. (PhgAs),Pd H
W NYOTIPS
. 42. DIBAL-H - [Py2lIBFy4
39. ghMe2SILI, AlEtS, CuCN then ACQO, DMAP, Eth Me™ X — 0
Me 2‘?- | %ré’UPPhs SiMe,Ph 43.J, (PRg),PdCl, (R = 2-furyl), KF OTIPS —
-5 44, TIPSOTI, 2,6-lutidine =Tsoc
I then (CH0)n, K2CO3 e\ 45. NIS, 2,6-lutidine X
0 COEt AN e
OH )J\/COQEt BocHN Bpin
Ph J
I

48. (dppf)PdCly,

Brz
e OTES
G —— » OTES

48'. Rieke-Zn PhsAs, Mn
O \
Me M . Me
Mj/\/ /. OTES O OTES
OHC 0 49. HF-pyridine )
52. D, LIHMDS, ZnCl, - %, YOTES  then 2-pyridone PMBO™ ™ WS OTES
53. aq. HF 0. 0 HO 50. [Ph3C]BF, 0.0
then TMSOH H 51. SO4-pyridine, DMSO, DIPEA
o]
X N X TsocHN
52: Julia—Kociensky 51: Parikh-Doering
Me” X = 0 Me” ™ Z
F. Anderl, S. GroBI, C. Wirtz, A. Firstner, Angew. Chem.  \|X|/ ] ) Sparr Group Seminar
Int. Ed. 2018, 57, 10712-10717. XXP< University 26.05.2021

/XN of Basel

Tanno Schmidt



