E47: Total Synthesis of Fidaxomicin
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1) LDA, THF, then acrolein

2) Me,SnCl, (10 mol%), TBSCI, EtgN
3) Ac,0, Et3N, DMAP, CH,Cl,
4)

DBU, CH,Cl,

6) MnO,, CH,Cl,
7) NaClO,, KH,PO,

2-methyl-2butene, tBuOH/H,O

Name of 7?

Name of 11?

11)
12)

5) DIBAL-H, CH,Cl,

13)
14) with A

8) LDA, THF, propionylimidazole
9) SO,Cl,, CH.Cl,

10) K»COg, allyl bromide, DMF

Bernet-Vasella (23)

23) Zn, NH,CI, MeOH
24) CSA,(MeO),CMe,, MeOH
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C (by F. Glaus and K.-H. Altmann)

25) Oz, CH,Cl,, NaOH in MeOH

26) MeMgBr, Et,0

27) TFA, MeOH, microwave

28) CDI, DCE, then Et3N
i-PrCOCI, CH,Cl,

29) HBr, AcOH, CH,Cl,

CSA, MeOH
16) NaH, Mel, THF

15) HC(OMe)s, (CH5CO),

17) TFA, Hy0, CH,Cl,

18) TBAI, Znl, TMS-SPh, DCE

19) B, NaH, Et,0
20) allyl bromide, K,CO3, DMF

21) NBS, acetone, H,O
22) CIC(NPh)CF3, K,CO3, acetone
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E47: Total Synthesis of Fidaxomicin
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Kénig-Knorr (38)
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N
Et Me

37) DIBAL-H, CH,Cl,

38) E, HgO, HgBr
4AMS, CH,Cl,

39) C, Pd(PPhg),, TIOEt
THF, H,0

40) Grubbs Il, PhMe
41) 3HF+EtgN, THF, MeCN
42) D, TBSOTf (20 mol%), 3A MS, CH,CI,

42) 3HF-Et3N, THF, 50 °C
43) Barton's base, CH,Cl, (wet)
44) Pd(PPhg)4, morpholine, THF

- High antibacterial activities

Dactylosporangium aurantiacum)

- Firstisolated by the group of Parenti from Actinoplanes deccanensis
- Introduced in cinic as Dificlir® or Dificid® againds Clostridium difficile infections (isolation from

- Active against multi resistant strains of Mycobaterium Tuberculosis

Fidaxomicin
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