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Appendix Figure S1
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Appendix Figure S2
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Appendix Figure S3
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Appendix Figure S4
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Appendix Figure S5
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Appendix Figure S6

A)

MitoTracker Intensity

ns
20 -
15
— —
10
5-
0 T
63‘"\ »S"\
Q g
".)\Q’
2]

B)

p53-/- p53/Brca2-/-

43 kDa-
WD S i, —

100 kDa-
— —— — — —

VDAC

Vinc



Appendix Figure S7
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Appendix Figure S8
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APPENDIX FIGURE LEGENDS

Appendix Figure S1. Association between OXPHOS gene signature in

ovarian tumors and clinical outcome.

(A) High or low OXPHOS ssGSEA signature expression was analyzed in
ovarian cancer patients as described in Materials and Methods and correlated
with clinical outcome. Multivariate Cox regression analyses using the survfit and

survminer packages in R software were applied.

(B) % of Ki67 positive tumoral cells in tumor tissue sections from wild-type and

BRCAZ2-mutated high-grade serous tumors. Error bars indicate the SEM.

Appendix Figure S2. Olaparib sensitivity and DNA damage in Trp53-

deleted and Trp53/Brca2-deleted ovarian tumor cells.

(A) ID8 control, Trp53-deleted and Trp53/Brca2-deleted ovarian tumor cells
were incubated for 3 days over a range of olaparib concentrations. Cell viability
was measured as the frequency of cells stained with crystal violet. Results are
expressed relative to a zero level of olaparib. Each data-point represents the

mean and SEM of eight independent determinations.

(B) Expression of phosphorylated histone H2A.X (Serine 139) and vinculin in

ID8 Trp53-deleted (n=3) and Trp53/Brca2-deleted (n=3) ovarian tumor cells.

Appendix Figure S3. Olaparib sensitivity and DNA damage in different cell

lines.



(A) Left panel: SKOV-3 and SKOV-3-R human ovarian tumor cells were
incubated for 3 days over a range of olaparib concentrations. Cell viability was
measured as the frequency of cells stained with crystal violet. The 1Csy was
determined by representing results relative to the control. Each data-point

represents the mean and SEM of three independent determinations.

Right panel: Expression of phosphorylated histone H2A.X (Serine 139) and
vinculin in SKOV-3 (n=2) or SKOV-3-R (n=2) ovarian tumor cells analyzed by

western blot. A representative blot is shown.

(B) Trpd3-/-, myc and Akt or Trp53-/-, Brcal-/-, myc and Akt ovarian mouse
cancer cells were incubated for 3 days over a range of olaparib concentrations.
Cell viability was measured as the frequency of cells stained with crystal violet.
The IC5y was determined by representing results relative to the control. Each

data-point represents the mean and SEM of three independent determinations.

(C) Trp53-deficient and double Trp53/Tsc2-deleted MEFs were incubated for 3
days over a range of olaparib concentrations. Cell viability was measured as the
frequency of cells stained with crystal violet. The 1Csp was determined by
representing results relative to the control. Each data-point represents the mean

and SEM of three independent determinations.

Appendix Figure S4. Olaparib sensitivity and DNA damage in CRISPR-

CAS9 BRCA2-deleted SKOV-3 cells.

A) Sequencing data from the BRCA2 gene fragment targeted by the

GenCRISPR™ gRNA/Cas9 lentiCRISPR v2 vector in the 1.2 cells (bottom
2



panel). The wild-type (WT) sequence is also shown (top panel). The arrow
indicates the start of the CRISPR-CAS9 targeting sequence in the BRCA2

gene.

B) Control (2.2 SC) and BRCAZ2-deleted SKOV-3 (1.2 Crisp) human ovarian
tumor cells were incubated for 3 days over a range of olaparib concentrations.
Cell viability was measured as the frequency of cells revealed by violet crystal
staining. Results are expressed relative to the control in the absence of
olaparib. Each data-point represents the mean and SEM of eight independent

determinations.

C) Representative images of control (SC) and BRCAZ2-deleted SKOV-3 (1.2)
human ovarian tumor cells, treated (right images) or not (left images) for 12 h
with 5 uM olaparib, and immunostained with DAPI, phosphorylated Histone

H2A.X (Ser 139) or RAD51. Bar 50 ym.

Appendix Figure S5. OXPHOS signature is associated to high genomic

instability.

Box plot showing higher expression of a signature corresponding to the
mitochondrial respiratory chain complex | in cancer cells lines classified as MSI-
H (high genomic instability) relative to MSS/MSI-L (low genomic instability). The

p value of the t-test is shown.

Appendix Figure S6. HR defects does not affect mitochondrial mass.



(A) ID8 Trp53-deleted and Trp53/Brca2-deleted ovarian tumor cells were
incubated with green MitoTracker 30 minutes, cells were fixed and staining was
evaluated by flow cytometry. The mean of three independent experiments is

shown.

(B) VDAC mitochondrial marker and vinculin (as a loading control) expression
were measured by immunoblotting in ID8 Trp53-deleted (n=3) and ID8

Trp53/BrcaZ2-deleted (n=3) ovarian tumor cells

Appendix Figure S7. HR defects do not affect mitochondrial ROS.

ID8 Trpb3-deleted (n=7) and Trp53/Brca2-deleted (n=7) ovarian tumor cells
were incubated for 2 days with complete DMEM medium in the absence or
presence of 5 mM metformin. After this time, mitochondrial ROS were
measured as described in the Materials and Methods. Each data-point
represents the mean and SEM. Statistical significance of one-tailed Anova

tests, Tukey's multiple comparisons test: ***, p<0.001.

Appendix Figure S8. Olaparib sensitivity of BRCA7-mutated PDX.

Graph showing tumor volume change after olaparib treatment in BRCAT-
mutated breast cancer PDXs. These cases were subsequently classified as

olaparib-sensitive (green, n=5) or olaparib-resistant (red, n=22).



