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Crizotinib and PARP inhibitors act synergistically by triggering
apoptosis in high-grade serous ovarian cancer
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Supplementary Figure 1: Growth inhibitory effects of (A) single agent and (B) combination regimens on non-tumorigenic breast
epithelial cells. MCF10A cells were treated with single agents or sequential regimens for 1 week and growth inhibitory effects were
measured by the NCI-SRB assay. All experiments were conducted in triplicates. Statistical analysis of mean values (n = 3) was performed
with student’s #-test (p < 0.05; “p < 0.01; ™"p < 0.005; NS, not significant).
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Quantification of Western blot analysis of YH2AX and RADSI1. Cells treated with single agents
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Supplementary Figure 2

or sequential regimens for 1 week (concentrations indicated in bold in Table 3). Quantification of the images was performed with ImageJ

software. ("p <0.05; “p <0.01; **p < 0.005).
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Supplementary Figure 3: Immunoflorescence staining of YH2AX. (A) Cells treated with single agents for 72 h (concentrations
indicated in bold in Table 3) were analyzed by immunoflorescence staining of YH2AX (green). DAPI (blue) was used to visualize nuclei.
DMSO was used as a negative control. (B) The bar graphs represent the quantification of YH2AX fluorescence intensity averaged from >50
nuclei processed by Imagel.
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Supplementary Figure 4: Effects

proteins after 1 week of single agent or sequential combination treatments of KURAMOCHI and OVSAHO cell lines. Quantification of

' < 0.005 significance values calculated compared to DMSO controls using

<0.01; ™

p

*x

the Western blot images with ImageJ ("p < 0.05;

ANOVA followed by Tukey’s test).



T — QCNQN.H—Z.TQF—EONEQ
¢ Hi—— () L1edR]O+qIUROZII)
Fe— 70767 A T+qLdRIO
H—— qredern+unejdogre)
e qedejO+unejdoqre)
H— Dtm&ﬁ_z
He— 1je1doqIe)

_ _ = OSIA
(=) e (=)
— S S
omO-d 10

SOT)ISUSIUI pUBq PIZI[BULION

*_.._|_ quederN+quRozZII)

% quede|O-+qruRozL)
200¥6ZA T+qHdeI0
quedenn+unejdoqre)
quedejQ+unejdoqre)
qrImozLy

} C00¥6TA’T
quedenN
quede|0
unejdoqe)
OSId

1

0

S S
er{uQ 10J sansuajul

uBQ PIZI[BWION
< PEEY P2l

1.0 -

@)

quedenN-+qrunozi)
quede|O+qunozi)
Z00¥6T A T+qude[O
quedenn+unejdogre)
quedejp+unejdogre)
qruInRozLy)

200¥6CA’T

quederN

quede|o

unerdogre)

OSa

quederiN-+qunozi)
quede[Q+qunozi)
Z00¥6TAT+qude[O
quedenn+unejdogre)
quedejo+unedogre)
qruImozLy)

200V6TA'T

quedernN

quede|o

unerdoqre)

OSINd

quederN-+qrunozir)
quede[O+qunozi)
200¥6C A T+qude[O
quedenn+uneidogre)
quedejp+unejdogre)
qugozIy

C00¥6CAT

quedenN

quedeo

unejdogre)

OSINa

quederiN-+qrunozi)
quede|O+qunozI)
Z00¥6Z A T+qude[O
quedenn+unejdogre)
quedejQ+unejdogre)
qrunozII)

C00¥6TA’T
quedernN
quede|Q
— unerdogqre))
I OSd
f T 1
= o =
— S (e

SOIISUQIUI PUBQ PIZI[EWION

Effects on cellular and molecular pathways. Investigation of effects of the drugs on (A) ATM, (B)

Supplementary Figure 5

Chk2, (C) (Rb, Erk, GSK and AKT) pathways after 1 week treatment of KURAMOCHI cell line. Quantification of Western blot images

< 0.005 significance values were

p

Fkok

*k

performed with ImageJ software (p-protein/control)/(total-protein/control). (‘p < 0.05; “"p < 0.01;

compared to DMSO control).
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Effects on cellular and molecular pathways. Investigation of effects of the drugs on (A) ATM,

Supplementary Figure 6

(B) Chk2, (C) (Rb, Erk, GSK and AKT) pathways after 1 week treatment of OVSAHO cell line. Quantification of Western blot images

'p < 0.005 significance values were

Fkk

*x

performed with Image] software (p-protein/control)/(total-protein/control). ("p < 0.05; “p < 0.01;

compared to DMSO control).
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Supplementary Figure 7: Effects on cellular and molecular pathways. Investigation of effects of the drugs on (A) p53, (B) p21
and (C) c-Met pathways on cancer cell lines and (D) an ex vivo patient sample after 1 week of treatment. Quantification of Western blot
images performed with ImageJ software (p-protein/control)/(total-protein/control) (or for p21: (protein/control)). (p < 0.05; “p < 0.01;
"p < 0.005 significance values were compared to DMSO control).



