Mitochondrial dystunction contributes to fibrosis in aging-associated benign prostatic hyperplasia (BPH)
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and determine how 1t contributes to fibrosis and disease pI’OgI'GSSiOIl. Figure 2. Aging leads to changes in collagen deposition in mice. Representative images visually demonstrate
the change in amount and thickness of collagen deposition between young (A, D) and old (B, E) mice in the
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COL3A1I gene expression. Concurrent treatment with
1 uM 1debenone rescues the collagen gene expression,
nearly to the level of the control.
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We hypothesize that mitochondrial dysfunction is occurring due to a poorly functioning

complex I of the electron transport chain, and that this dysfunction 1s contributing to
fibrosis in BPH/LUTS.
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T - Figure 3. Localization of collagen from TURP specimens. Representative images visually demonstrate the
111 accumulation of collagen in TURP specimens. Collagen bundles (red) predominately accumulate outside the
nodule. Graphical quantification (right) shows the increased percent collagen from the total tissue area from BPH

in comparison to normal controls. N-Nodule, PUS-Peri-urethral stroma
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Figure 1. Electron Transport Chain. Cartoon diagram visualizing the complexes of the electron transport chain
inside the mitochondria. Rotenone targets and inhibits complex I, while idebenone ‘“bypasses” complex I NDUFS3 Figure 5. Human BPH and
dysfunction by acting as a coenzyme Q (Q; CoQ;) analog. - normal p;'os tate samples show
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. Tissue sections were stained using multispectral quantitative immunofluorescence via the
OPAL kit for NDUFS3 and PINK1. Using InForm® software, we spectrally unmixed each
fluorophore and quantified optical density

Normal BPH (o percent positive of total
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represented on the right for both
NDUFS3 (top) and PINKI
(bottom).
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. BHPrS1 cells were cultured and 24 hours post-plating, cells were treated with DMSO vehicle,
25 nM rotenone, or 25 nM rotenone 1n combination with 1 uM 1debenone




