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Repurposing human PDE4 inhibitors for neglected tropical diseases: Design, synthesis and evaluation
of cilomilast analogues as Trypanosoma brucei PDEB1 inhibitors
Emanuele Amata, Nicholas D. Bland, Charles T. Hoyt, Luca Settimo, Robert K. Campbell, Michael P. Pollastri*

MeO MeO
A, = Faldpy

CO,H
cilomilast (1) H NEU-730 (12b)
TbrPDEB1 ICsp: 16.4 uM TbrPDEB1 ICs: 0.95 uM
T. brucei EC5p>50 uM T. brucei ECsy: 26 uM
hPDE4B IC5q: 0.084 uM hPDE4B ICs: 0.038 uM
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Scaffold hopping of sampangine: Discovery of potent antifungal lead compound against

Aspergillus fumigatus and Cryptococcus neoformans

Zhigan Jiang, Na Liu, Guogiang Dong, Yan Jiang, Yang Liu,
Xiaomeng He, Yahui Huang, Shipeng He, Wei Chen, Zhengang Li,
Jianzhong Yao, Zhenyuan Miao, Wannian Zhang*, Chunquan Sheng*

Scaffold hopping of antifungal natural product sampangine yielded thiophene
derivative S2 with broad-spectrum antifungal activity and improved water solubility.
Particularly, compound S2 showed good activity against Aspergillus fumigatus and
Cryptococcus neoformans.
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A. fumigatus: MIC = 16 pg/mL A. fumigatus: MIC=1 pg/mL

C. neoformans:MIC=2 pg/mL C. neoformans: MIC=0.25 pg/mL ®+

Water solubility: 12.6 pg/mL Water solubility: 48 ng/mL
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Alisol B 23-acetate

Alisol A 24-acetate
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The side chain of alisol acetates may be the key group that determines the mode of interaction with the macromolecule, and therefore it plays a decisive role in ®+

interactions between alisol acetates and macromolecules.

In search of next generation antimalarials
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