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“Reagents and Conditions: a) Me,C(OMe),, acetone, La(OTf); (1
mol %) (91%); b) K,CO,, MeOH; c) CSA, CHCly; then NaBH,,
MeOH (50% over two steps); d) Bu,SnO, 2-(trimethylsilyl)ethanol
(75%); e) TBHP, Ti(Oi-Pr),, (- )-DIPT, CH,Cl,, —20 °C (80%); f)
I, PPh,, ImH, CH,Cl,, 0 °C (50%); g) Zn, AcOH, MeCN, 60 °C
(79%); h) Me;O-BF,, proton sponge, CH,Cl,, 0 °C (65%); (i)
Bu,NF; EDC, HOBt (78%).
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Figure 2. A) Synthetic reassembly: a) NaH, THF (60—70%); b)
Grubbs 1I, PhMe, 80 °C, 6 h; Bu,NF (16a (12%): 16b (23%)); )
CAN, CH,CN, H,0, 30 min; d) Mgl,, Et,O (62% over 2 steps). B)
Kirby—Bauer disk diffusion assay with S. aureus ATCC 12600: DMSO
control. Zone of inhibition = 24 mm for rifamycin 5 pg/disk, 26 mm
rifalene M (17) 10 yg/disk, 25 mm (17) S ug/disk and 23 mm (17)
2.5 pg/disk. C) CLSI-MICs of 17 compared to rifamycin S.
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“Reagents and Conditions: a) Mel, K,CO3, acetone, reflux, 15 h (78%);
b) ethyl 2,2-diethoxypropanoate, NaH, THF, reflux (63%); c)
(NH,),[Ce(NO,),], MeCN, H,0, 0 °C, 1 h (31%); d) Mel,
K,CO,, DMF, rt, 12 h (73%); e) MsCl, Et;N, CH,Cl,, 0 °C, 2 h
(93%); f) allyltrimethylsilane, TiCl,, CH,Cl,, —20 °C, 4 h (83%); g)
(NH,),[Ce(NO;)s], MeCN, H,0, 0 °C, 15 min (98%); h) 11,
iPr,NEt, MeCN, 4 h (96%); (i) Na,S,0,, Bu,NBr, Et,O, H,0, then
KOH Me,SO,, tt, 12 h (60%); j) To give 14: K,CO;, Mel, DMF
(97%); k) KHMDS, Mel, THF (74%).

C) MIC (ug/mL)
Strain ID 17 (rif M) rif S
S aureus ATCC 12600 wT <05 <05
S aureus USA300 MRSA-nfs <0.5 05
E flaecalis ATCC 19433 WT 4 1
S aureus CDC-AR-219 VISA-rif? 32 >64
S aureus CDC-AR-226 VISA-nf? 32 >64
E faecium | CDC-AR-500 WVE-nf? 64 16
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