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Figure S1: (A) Correlation analysis (Spearman) between the
expression of the four SDH subunits relative to SNAI2 in the n=204 breast cancer
cohort. (B) Correlation analysis (Spearman) between the individual SDH subunits

in the n=204 breast cancer cohort.
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Figure S2: (A) Sequence alignment of the SDHC gene in CRIPSR/

Cas9- modified MCF7 cells and the SDHC wild-type gene, revealing an 11bp
frameshift deletion. (B)Sequence alignment of the SDHD gene in CRIPSR/Cas9-
modified MCF7 cells and the SDHD wild-type gene, revealing an 29bp frameshift

deletion. (C) gPCR analysis of SDHA-D in MCF7 SDHD +/- cells.
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Figure S3: Characterization of the EMT process in MCF10A cells

upon overexpression of TWIST and SNAI2 (Slug). (A) Cell proliferation was
measured by the use of the xCelligence RTCA DP instrument (ACEA Bioscience,
San Diego, CA), which measures cellular impedance (expressed as “Cell index”).
The cells (MCF10A, MCF10A/GFP, MCF10A/TWIST, MCF10A/SNAI2) were
seeded at a density of 10 000 cells/well. (B) mRNA and (C) protein expression of
TWIST and SNAI2, and epithelial (E-cadherin (CDH1)) and mesenchymal (N-
cadherin (CDH2), Vimentin (VIM), Twist, SNAI2, Axl and PRXX1) markers. The
numbers at the end of the sample name in the western blots refer to passage

number after transduction.



Figure S4
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Figure S4: Western blot analysis of HIF1a in MCF7 SDHC/D+/+,
MCF7 SDHC+/-, and MCF7 SDHD+/- cells, and in MCF10A/Par and

MCF10A/TWIST cells.



Table S1
A
Category SDHAvVSEMT | SDHAVSEMT | SDHBvSEMT | SDHBvSEMT | SDHCvSEMT | SDHCvsEMT | SDHDvSEMT [SDHDvSEMT
Spear.Rho |Spear.pv Spear.Rho |Spear.pv Spear.Rho |Spear.pv Spear.Rho |Spear.pv
Breast -0.1578 0.2686 0.0957 0.504 -0.5174 0.0001 -0.0353 0.8060
cancer cell
B
Disease SDHAVSEMT | SDHAVSEMT | SDHBvSEMT | SDHBvSEMT | SDHCvSEMT | SDHCvsEMT | SDHDvsSEMT | SDHDvSEMT
Spear.Rho  |Spear.pv Spear.Rho |Spear.pv Spear.Rho |Spear.pv Spear.Rho | Spear.pv
Breast
invasive
carcinoma -0.0777 0.0068 -0.0611 0.0335 ’-0.3373 1.2E-33 0.3676 4.51E-40
(BRCA)

Table S1: Spearman correlation analysis was applied to assess
associations between SDH subunit gene expression and EMT315 score on (A)
Encyclopedia breast cancer cell line collection (56 cell lines) and for (B)TCGA RNA-seq
extracted from GDAC version 2018 _01_28 from breast cancer carcinoma cohort (7).
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HK1 0,151
HK2 0,147
PKM2 0,203
LDHA 0,126
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MMP2 -0,066
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TOMM20 0,071
SLC25A4 0,204
ATP1B1 -0,087
VDAC1 0,253
MFN1 0,085
MFN2 0,176
OPA1 -0,003
DNM1L 0,177
FIS1 0,103
SOD1 0,199
SOD2 0,123
GPX1 0,038
GPX2 -0,176
GPX3 -0,017
GPX4 0,093
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Table S2
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Table S2: Gene expression (MRNA) correlation analysis (Spearman) between SDH

subunits and listed genes in the Affymetrix breast cancer patient meta cohort (n=3,992)
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3,07E-20

0,35938
1,28E-02
1,03E-78
1,20E-73
0,0E+00
4,10E-11
2,75E-02
8,09E-81
1,0E-142
0,277220
0,0E+00
4,44E-11
1,61E-49
2,01E-06
1,21E-09
1,3E-127
5,0E-202
6,93E-47

0,05155
1,96E-08
2,72E-03
7,91E-20
7,50E-06
6,37E-99
1,09E-32
1,9E-157
2,82E-09
7,42E-01
7,39E-23
3,36E-15

0,14585
5,2E-110
1,28E-49



A Table S3
Probes all from applied biosystems
. Catalog
Gene name Gene Catalog number Antibody number Company
AXL receptor tyrosine kinase AXL hs01064444 Anti-DRP1 antibody ab56788 |Abcam
Carnitine palmitoyltransferase 1A CPT1A hs00912671 Anti-N Cadherin antibody | ab18203 [Abcam
Cytochrome ¢ CYCS hs01588974 Anti-SDHC antibody ab155999 |Abcam
Dynamin 1 like DNM1L hs01552605 - -
E-cadherin CHD1 hs01023894 Anti-SDHA antibody ab14715 |Abcam
Eukaryotic 18S rRNA Endogenous Control 18S 4310893E Anti-SDHB antibody ab14714 |Abcam
Mitochondrially encoded NADH dehydrogenase 1 MT-ND1 hs02596873 Anti-Vimentin antibody ab8978 [Abcam
Anti-Vimentin antibody ab92547 |Abcam
Mitofusin 1 MFEN1 hs00966851 . . .
Mitofusin 2 MEN2 hso0208382 || E-Cadherin 3195  |Cell Signaling
E-Cadherin ab40772 |Abcam
N-cadherin CDH2 hs00983056
E-Cadherin 14472 |Cell Signaling
Goat anti-Mouse IgG
OPA1, mitochondrial dynamin like GTPase OPA1 hso104701s || (H*L) Cross-Adsorbed at1005 |Thermo
Secondary Antibody, Fisher
Alexa Fluor 594
Goat anti-Rabbit IgG
Parkin RBR E3 ubiquitin protein ligase PARK2 hs01038325 _||(H+L) Cross-Adsorbed a21244 |Thermo
PTEN induced putative kinase 1 PINK1 hs00260868 Secondary Antibody, Fisher
Alexa Fluor 647
PGC1 alpha sc-13067 |Santa Cruz
BD
Snail family zinc finger 2 SNAI2 hs00950344 Transduction
: : Purified Mouse Anti-OPA1| 612606 )
Succmate'dehydrogenase complex, subunit A, SDHA hs00417200 Laboratories
flavoprotein (Fp) ™
Succinate dehydrogenase complex, subunit B, iron
sulfur (Ip) SOHB | NS01042482  ||Tom20 Antibody (FL145) | sc-11415 | S2n@ C2
$uc0|nate dehydrogena;e complex, subunit C, SDHC hs01698067 .
integral membrane protein HIF1a Antibody #3716 . ’
Succinate dehydrogenase complex subunit D SDHD hs00829723 Cell Signaling
Vimentin VIM hs00185584
Catalog
Dye Compan
Y number pany
Alexa Fluor™ 555 Phalloidin A34055 |hermo
Fisher
Hoechst 33342 |Ihemo
Fisher
ProLong™ Diamond Antifade Mountant with DAPI P36962 ::‘Sf‘r;‘o
Pyronin Y 213519 Sigma

Table S3: (A) Probes used in experiments presented. (B) Antibodies used

in experiments presented. (C) Probes and dyes used in experiments presented.
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