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Synthesis of Sulfobacin B
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Abstract: Sulfobacin B (2), a novel von Willebrand factor (vWF) receptor antagonist isolated from

the culture broth of Chryseobacterium sp. NR 2993, was efficiently synthesized for the first time.
© 1998 Elsevier Science Ltd. All rights reserved.
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GPIb/1X receptors with an IC5() of 2.2 ;,LM.1 In our preceding paper,? the first total synthesis of sulfobacin
A(I)was described. We now wish to report the first synthesis of sulfobacin B (2).
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The synthesis route used for sulfobacin A (1) was applied to the synthesis of sulfobacin B (2). The
attempted coupling of the thioacetate 3,2 after deprotection, with the carboxylic acid 42 afforded the acylated
product § in only 37% yield. This unsatisfactory result led us to try another route.
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After removal of the chiral auxiliary, the aldol adduct 62 was smoothly condensed with the carboxylic acid
42 using diethyl phosphorocyanidate (DEPC, (Cr2H50)2P(O)CN )3 to give the amide 7.  Treatment of 7 with
tert-butyldimethylsilyl(TBS) chloride followed by the reduction with NaBH4-LiCl gave the primary alcohol 9.

Renlacement of the hvdroxv sroun with the O-mesy] one. followed bv treatment with notassium thipacetate

eplacemen Of the hyaroxy group wiln the (-mesy: ong, 1010wed oy réatment with potassium thioacetalc
affrnrdad tha Aacirad thinanatata T in Amly 100 yiald tnsathas ith tha awiridi;a 11 20 &N O iald I nwravan
arroraca uwie acsired wioacltale 1 v in oniy 1u% yIiCiG togemer wiln ine azinaine 11 in Ju % yitild. noOwever,

A A 4 FodiPC TR I JR |
g

the Mitsunobu reaction

]

AAAAAAAAAAAAA 1N

of the alcohol § with thioacetic acid smoothly proceeded to give the thioacetate 16 in
99% yield. The thioacetate 10 was subjected to either the pertrifluoroacetic acid oxidation or the reduction
followed by treatment with pertrifluoroacetic acid to give sulfobacin B (2). The synthetic sulfobacin B (2)
([OL]ng -18.7° (c 0.14, MeOH) was indistinguishable from the natural onel based on [OL]D"24 -19° (c 0.14,
MeOH), IR, 1H NMR spectra and TLC. Thus, we have completed the first total synthesis of sulfobacin B
(2) using an alternative method to that for the synthesis of sulfobacin A 1.1
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