Supplementary Table 1. Gene Discoveries First Emerged by Decadal Period–With Genes’ Discovery Year and PMID Detail.
	Decade
	Genes First Discovered During the Period (Year – Gene)
	Genes’ Discovery Year and PMID Detail

	1990–1999, The Pre-Genomic Era of Clinical and Biochemical Discovery
	8 genes:
1992 - MT-ATP6
 1993 - PDHA1, 1995 - SDHA, 1998 - NDUFS4, 1998 - NDUFS8, 1998 - SURF1, 1999 - NDUFV1, 1999 - NDUFS7

	MT-ATP6 (Ref#1 PMID: 1550128, 1992): Mitochondrial, Subunit of Complex V;; PDHA1 (Matthews, P M e al, Ref#2 PMID: 8498846, 1993): (De Meirleir, L et al, Ref#3 PMID: 7898978, 1994): Nuclear, X-linked, E1α subunit of Pyruvate Dehydrogenase Complex (PDHC);;  SURF1 (Ref#4 PMID: 9837813, 1998): Nuclear, Assembly factor for Complex IV;; NDUFS8 (Ref#5 PMID: 9837812, 1998): Nuclear, Core subunit of Complex I;; NDUFS7 (Ref#6 PMID: 10360771, 1999): Nuclear, Core subunit of Complex I.

	2000–2009, The Early Genomics Era and Expansion of Genetic Etiologies
	19 genes:
2000 - MT-TK, 2000 - MT-CO3, 2002 - BCS1L, 2003 - MT-ND6, 2003 - MT-ND5, 2003 - LRPPRC, 2004 - MT-ND3, 2004 - COX15, 2004 - NDUFS3, 2005 - NDUFS1, 2005 - NDUFAF2, 2006 - PDHX, 2006 - PDSS2, 2007 - SUCLA2, 2007 - MT-ND2, 2008 - NDUFA2, 2009 - MT-TW, 2009 - TACO1, 2009 – PDHB

	
NDUFS4 (Ref#7 PMID: 11181577, 2001): Nuclear, Subunit of Complex I;; MT-CO3 (Ref#8 PMID: 11063732, 2000): Mitochondrial, Subunit of Complex IV;; MT-TK (Ref#9 PMID: 11108511, 2000): Mitochondrial, tRNA-Lys, involved in mitochondrial translation;; NDUFS3 (Ref#10 PMID: 14729820, 2004): Nuclear, Core subunit of Complex I;; MT-ND5 (Ref#11 PMID: 14557590, 2003): Mitochondrial, Subunit of Complex I;; SDHA (Ref#12 PMID: 16488174, 2006): Nuclear, Subunit of Complex II;; COX15 (Ref#13 PMID: 15235026, 2004): Nuclear, Assembly factor for Complex IV;; MT-ND3 (Ref#14 PMID: 14764913, 2004): Mitochondrial, Subunit of Complex I;; PDHX (Ref#15 PMID: 16566017, 2006): Nuclear, E3 binding protein of PDHC;; NDUFS1 (Ref#16 PMID: 15824269, 2005): Nuclear, Core subunit of Complex I;; PDSS2 (Ref#17 PMID: 17186472, 2006): Nuclear, Coenzyme Q10 biosynthesis;; MT-ND2 (Ref#18 PMID: 16996290, 2007): Mitochondrial, Subunit of Complex I;; MT-ND6 (Ref#19 PMID: 14595656, 2003): Mitochondrial, Subunit of Complex I;; NDUFV1 (Ref#20 PMID: 17162199, 2007): Nuclear, Core subunit of Complex I;; SUCLA2 (Ref#21 PMID: 17301081, 2007): Nuclear, Krebs cycle enzyme;; NDUFA2 (Ref#22 PMID: 18513682, 2008): Nuclear, Subunit of Complex I;; TACO1 (Ref#23 PMID: 19503089, 2009): Nuclear, Translational activator of COX I;; PDHB (Ref#24 PMID: 19924563, 2009): Nuclear, E1β subunit of PDHC;;  NDUFAF5 ( C20orf7 ) (Ref#25 PMID: 19542079, 2010): Nuclear, Complex I assembly factor;; MT-TW (Ref#26 PMID: 19349200, 2009): Mitochondrial, tRNA-Trp.

	2010–2019, The Next-Generation Sequencing Revolution
	51 genes:
2010 - MTRFR, 2010 - NDUFAF5, 2010 - FOXRED1, 2011 - NDUFA10, 2011 - NDUFA12, 2011 - TPK1, 2011 - MTFMT, 2012 - MT-TI, 2012 - NDUFA9, 2012 - SERAC1, 2013 - TUFM, 2013 - LIPT1, 2013 - SLC19A3, 2013 - FBXL4, 2014 - GYG2, 2014 - PET100, 2014 - IARS2, 2014 - TSFM, 2014 - ECHS1, 2015 - NDUFV2, 2015 - NARS2, 2015 - GFM2, 2015 - COX8A, 2015 - HIBCH, 2016 - GTPBP3, 2016 - CDKL5, 2016 - NDUFB8, 2016 - SLC25A46, 2016 - SCO2, 2016 - MFF, 2016 - EARS2, 2016 - PARS2, 2016 - NDUFAF6, 2016 - ADAR, 2017 - OPA1, 2017 - ACY1, 2017 - PNPT1, 2017 - NDUFAF4, 2017 - NDUFAF3, 2017 - MRPS34, 2017 - NDUFS6, 2018 - ADAMTSL2, 2018 - ATP5MK, 2019 - CRAT, 2019 - NDUFAF8, 2019 - TIMMDC1, 2019 - NDUFS2, 2019 - TIMM50, 2019 - NDUFA1, 2019 - PUS1, 2019 - PTCD3
	
NDUFA10 (Ref#27 PMID: 21150889, 2011): Nuclear, Subunit of Complex I;; NDUFA12 (Ref#28 PMID: 21617257, 2011): Nuclear, Subunit of Complex I;; MT-TI (Ref#29 PMID: 21982779, 2012): Mitochondrial, tRNA-Ile;; LIPT1 (Ref#30 PMID: 24341803, 2013): Nuclear, Lipoic acid metabolism;; GYG2 (Ref#31 PMID: 24100632, 2014): Nuclear, Glycogen synthesis;; TSFM (Ref#32 PMID: 25037205, 2014): Nuclear, Mitochondrial translation elongation factor;; PET100 (Ref#33 PMID: 24462369, 2014): Nuclear, Assembly factor for Complex IV;; ECHS1 (Ref#34 PMID: 25125611, 2014): Nuclear, Valine catabolism;; NARS2 (Ref#35 PMID: 25807530, 2015): Nuclear, Mitochondrial asparaginyl-tRNA synthetase;; NDUFV2 (Ref#36 PMID: 26008862, 2015): Nuclear, Core subunit of Complex I;; COX8A (Ref#37 PMID: 26685157, 2016): Nuclear, Subunit of Complex IV;; MFF (Ref#38 PMID: 26783368, 2016): Nuclear, Mitochondrial fission factor;; NDUFAF3 (Ref#39 PMID: 27986404, 2017): Nuclear, Assembly factor of Complex I;; MRPS34 (Ref#40 PMID: 28777931, 2017): Nuclear, Small mitoribosomal subunit protein;; PNPT1 (Ref#41 PMID: 28645153, 2017): Nuclear, Mitochondrial RNA processing;; OPA1 (Ref#42 PMID: 28442211, 2017): Nuclear, Mitochondrial fusion and cristae morphology;; TRMU (Ref#43 PMID: 33365252, 2021 - but case is from this era): Nuclear, Mitochondrial tRNA modification;; TIMMDC1 (Ref#44 PMID: 30981218, 2019): Nuclear, Complex I assembly factor;; NDUFAF8 (Ref#45 PMID: 31866046, 2019): Nuclear, Complex I assembly factor;; CRAT (Ref#46 PMID: 31448845, 2019): Nuclear, Carnitine acetyltransferase;; DNAJC30 (Ref#47 PMID: 35148383, 2022 - but describes cases from this era): Nuclear, Complex I repair;; PTCD3 (Ref#48 PMID: 30607703, 2019): Nuclear, Mitoribosomal protein.


	2020–Present, The Modern Era of Targeted Therapies and Sophisticated Models

	38 genes:
2020 - SUOX, 2020 - SQOR, 2020 - COQ4, 2020 - HSD17B10, 2020 - RMND1, 2020 - TRMU, 2020 - NDUFA13, 2020 - NDUFC2, 2020 - NAXE, 2020 - VPS13D, 2020 - FASTKD2, 2020 - UQCRC2, 2021 - FDXR, 2021 - HPDL, 2022 - DNAJC30, 2022 - NFU1, 2022 - MRPL38, 2022 - SLC25A19, 2022 - L2HGDH, 2022 - DLD, 2022 - DLAT, 2022 - ETHE1, 2022 - PMPCB, 2022 - PMPCA, 2022 - MTO1, 2022 - ALDH5A1, 2022 - ATP5PO, 2022 - NDUFA4, 2022 - SUCLG1, 2022 - TARS2, 2023 - MRPL39, 2023 - TMEM126B, 2024 - NDUFA3, 2024 - MRPS36, 2024 - VARS2, 2024 - RNF213, 2024 - POLG, 2025 - FASTKD5
	
SQOR (Ref#49 PMID: 32160317, 2020): Nuclear, Sulfide:quinone oxidoreductase, involved in H2S catabolism;; NDUFC2 (Ref#50 PMID: 32969598, 2020): Nuclear, Subunit of Complex I;; TMEM126B (Ref#51 PMID: 36482121, 2023): Nuclear, Complex I assembly factor;; MRPS36 (Ref#52 PMID: 38685873, 2024): Nuclear, Component of the OGDHC complex;; NDUFA3 (Ref#53 PMID: 39661167, 2024): Nuclear, Subunit of Complex I;; FASTKD5 (Ref#54 PMID: 40499538, 2025): Nuclear, Mitochondrial mRNA processing.
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