Doxorubicin causes lesions In the ETS of skeletal muscle mitochondria Michael Tarpey
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doxorubicin-induced mitochondrial dysfunction under physiological
energetic states, which has not previously been explored. Figure 4
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component, but the result of fewer functional respiratory complexes (INADH/ JNADPH) of mitochondrial dehydrogenases (isocitrate, IDH3: NAD-linked; pyruvate
and/or a multiplexed lesion across the ETS. dehydrogenase complex, PDH; alpha-ketoglutarate dehydrogenase complex, akGDH; branched-chain Figure 6. Summary diagnostic work-flow of mitochondria from
ketq-amd dehydrogenase complex, BCKDH; glutamate, GDH,; m-alate, MDH2; isocitrate, IDH2: NADP*; doxorubicin-treated mice. The summary displays the analytical
Reduced membrane potential implies that doxorubicin impairs malic enzyme, ME; hydroxyacyl CoA, HADHA) and aspartate aminotransferase (GOT2) (B). Whole Blue process of determining potential lesion targets. Overlaying the findings
proton pumping or accelerates proton leak. The leftward shift in AW, Native PAGE gel and magnified inset showing mitochondrial supercomplexs and ATP synthase protein of the current study onto the work-flow reveals that decreased
of the Doxo group, when plotted against JO,, is inconsistent with content (C). Doxorubicin did not alter the protein content of mitochondrial supercomplexes I+lil,+1V,, respiratory flux, in conjunction with depolarized membrane potential
proton leak (i.e., ‘uncoupling’) and thus supports that the respiratory +1l1+1Vy, [+1,+11, (D), or ATP synthase (E). Total iron (Fe?* + Fe®*) content of isolated mitochondria  5ndq reduced/no change in NAD(P)H/ NAD(P)* redox state are
defect resides in the ETS. Similar NAD(P)H/NAD(P)* levels were from PBS (n = 4) and Doxo (n = 3) treated mice was similar between groups (F). All measures PBS:n = qymniomatic of lesions to the ETS. Specific targets and supporting
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