Neurotrophic compounds from Indonesian Zingiberceae plant, BANGLE
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As part of our efforts to discover natural products with neurotrophic properties, we investigated the MeOH extract of the root of BANGLE (Zingiber purpurenum) that
exhibited neuritogenesis activity in PC12 cells at 25 pg/mL, resulting in the isolation of neurotrophic phenylbutenoid dimers 1 and 2, and 3 — 5 as new compounds.
Compounds 3 and 4 are the first example of curcumin coupled with phenylbutenoid. Compounds 1 and 2 found not only to significantly induce neurite sprouting of PC12 cells,
but also to increase the neurite length and number of neurites in primary cultured rat cortical neurons, and also showed protective activity against cell death caused by
deprivation of serum. Furthermore, chronic treatment of these compounds enhanced hippocampal neurogenesis in dementia model OBX mice. Compounds 3 and 4 had

significant NGF-potentiating effects on PC12 cells. Additionally, compound 3 accelerated the prevention of AB42 aggregation.
N. Matui, Y. Kido, H. Okada, M. Kubo, M. Nakai, N. Fukuishi, Y. Fukuyama, M. Akagi, Neuroscience Letters, 513 (1), 72-77 (2012).
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Reduction in B-sheet formation by compounds 1 and 3. (A): Percentage change of B-sheet. (B) or (C): Relative
fluorescence units (RFU) of thioflavin T. AB42 (12 uM) in PBS were incubated with compounds 1 and 3 at the indicated
concentrations (0, 1, 5, 10, 50 and 100 uM) at 36°C for 1 h. The samples were diluted 10-fold and incubated with 5 uM Th-

2 T for 30 min at 4°C. Fluorescence intensity was measured with excitation at 440 nm, and emission at 475- 650 nm using a
; (10 uM) spectrophotometric plate. B-sheet formation was detected as a peak at 490 nm.
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and brain tissue were analyzed by HPLC/MS,



