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Supp. Fig1
A. Diagram showing the working mechanism of BiolD technology. In this study, BiolD is applied

to validate the candidate interactions. B and C. Identification of CtBP1 and CtBP2 in the
anti-CtBP1 and anti-CtBP2 pull-down lysates in SKOV3 cells using LC-MS. The representative
peptide belongs to CtBP are shown according to the LC-MS signal. D. Western blot of the
CtBP1-HA, CtBP2-Flag, CtBP2-W324G-Flag in SKOV3 cells for Co-IP assay. Actin serves as endog-
enous control. E. CtBP-EGFP-PCA assay with different combinations as indicated. For easy label-
ing, N and C represents the EGFP-N half and EGFP-C half of the PCA reporter. CtBP2m represent
the CtBP2-W324G mutant and CtBP1m represent CtBP1-W318G mutant. DAPI was applied to

stain the nucleus.



Supplementary Fig 2

A Dox(-) Dox(+)

Q\'bq Q\’bq Q\")Q Q\’bq Mb
& &
\@Q\@q&& \rz,q\q,%@“\@ ' EEEEEE: SE:LEEE
ngQmeQmevépéwép 100 EEEEEE EEEFE
PP (oS¢ 2004 E

§ e - . 13 14 15 16 17 18 19 20 2 2 X Y
“" - Anti-Flag 0 L = f— 1

ool £ EEEEEE

. ) 2001 - o VT ] counts
G GED = e e we awy| ANti-Tubulin - Low
B °
RV
gV S b istributi ipti
08) \w\"b Distribution of transcription factor
- i —binding loci relative to TSS
1k| ==m CtBP2-W3 Feature
a_ 24G-Flag ootk
100 r— | RE
| B
5-10kb
W 1010000
C common enriched motif CtBP2- >100kb
CtBP2- CtBP2-W3 Uniquely enriched motif Flag
Consensus Motif Flag  24G-Flag Consensus Motif P value
LIN4TTE CTCF 10689 1e-778 & |@wome C-MYC Tle-15
%JWM ¢ BORIS1e-443 1e-491 z ::;z{:m '_'I‘_l(':\‘;; 12:82 40 30 20 10 TSS 10 20 30 40 50 60
LTI Fral 1.00E-202 1.00E-185 % v;mm;cz GLI2 1e-07 Bindi it %) (5'->3'
[TUE  Atf3 1.00E-193 1.00E-168 G luoer  cLOCK 1€-07 inding sites (%) ( )
T BATF 1.00E-190 1.00E-177 <] . 1e-15
UIE  Fra2 100E-188 100E-174 & | AT 0SS
ZlKIE  Fos 1.00E-187 100E162 = & |wwe  IRF2  1e-07
STETE JunB 1.00E-186 1.00E-187 & ' [wmmwenws FOXL2 1e-06
UAUE  Fosl2 1.00E-181 1.00E-186 & [wwmwa IRF1 1606
AT AP-1 1.00E-161 1.00E-135
E Interferon alpha response Hypoxia
A —
%)
= o
)
o v
9 ]
n A
-
S c
£ g 0
= ’ S
<
= T
c
w Y]
Supp.Fig2

A. Quality control of the cells used for ChIP-seq assay. CtBP2-Flag and CtBP2-W324G-Flag were induced
by Dox (2ug/ml) for expression in SKOV3 cells. The sonication of formaldehyde (1%) fixed chromatin is
also shown. B. Genome wide display of binding peaks from CtBP2-Flag (Dard Blue) and
CtBP2-W324G-Flag (Yellow). C. The high score common (left) and unique (right) consensus motifs
enriched from CtBP2-Flag and CtBP2-W324G-Flag peaks respectively. D. Distribution percentage of
peaks from CtBP2-Flag and CtBP2-W324G-Flag samples at the promoter region.E. GSEA of DEGs
between CtBP2-Flag and CtBP2-W324G-Flag transfected SKOV3 cells. Interferon Alpha response and
Hypoxia are two top listed gene sets enriched in CtBP2-W324G-Flag condition.
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Supp.Fig3

A. Consensus curve : x-axis shows the number of sample groups and the y-axis represents the changes
of CDF (Empirical cumulative distribution function). K=6 reached a steady state, that is the increasing
number of groups does not change CDF much.B. Go analysis of the 433 genes enriched from DEGs
with differential binding of CtBP2. C. The DNA damage repair genes with differential binding of
CtBP2-Flag (Blue) and CtBP2-W324G-Flag (Yellow).
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Supp. Fig4

Detection of RAD51 and yH2AX expression in response to cisplatin treatment in engrafted
tumors formed by CtBP2 overexpression or empty vector. anti-Flag is to detect the tumor
expresison of CtBP2. actin serves as endougenous control. T1-T4 are control tumors and T5-T8

are Tumors with CtBP OE.
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Supp.Fig5

A. Quantitation of NADH abundance in SKOV3 cells upon the cells are treated by Cisplatin with the dosage of
15 uM and 30 uM for 4 hrs. B. OCR (Oxygen Consumption Rate) measurement of SKOV3, ES-2 cell and OVCAR3
cell upon the Cisplatin (CP) treatment at dosage of 30 uM using the Seahorse bioanalyzer. Bottom are the
ECAR measurement of ES-2 and OVCARS3 cells upon treatment by CP.
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A. Real-time PCR measurement of expression of the respective genes upon treatment by
control, metformin (Met 5mM), cisplatin (CP, 30 uM), and Met (5mM) plus Cisplatin (CP, 30
M).
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A. ES-2 Cell viability measurement upon treatment by
Cisplatin 30 ym, Metformin 5mM or Cisplatin plus Met-
formin combination. B. SKOV3 cells are transfected with
either CtBP1(wt) or CtBP1-W318G mutant (mt) and the
cells are also subjected to the treatment by cisplatin plus
Metformin (CP, 30 uM plus Met, 5mM), the cell viability
was measured and indicated along the y axis.



