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Supplementary Figure 1. A. Copy number analysis of BRD2 and BRD3 in TCGA

amplification in red and deletion in blue. B.

Pan-cancer analysis of BRD4 genomic alterations in cBioportal database. C. Quanti-
tative PCR of BRD2 and BRD3 in an ovarian cancer tissue cDNA array containing

192 clinical samples.

ovarian cancer samples. Color scale



Supplementary Figure 2.

A TOV-112D OVISE
® BRD2 ® BRD2
> ©® BRD3 > ©® BRD3
S| °" e BRD4 S| °" e BRD4
c c H
[ . [0
173 H 173
o 8 ) o 8
g 3 o g 3
s 8| s 8|
5 T & (/‘
(S [
o o
£ 5. £l 5.
\ 2 Y
0 20000 40000 0 20000 40000
shRNA rank shRNA rank
B BRD4 BRD2 BRD3
E.MTAB.386 ._.c_. 0.96[0.76,1.21]  E.MTAB.386 —— 1.08[0.86,1.35] E.MTAB.386 — 0.99[0.80, 1.23]
GSE13876 —— 1.01[0.83,1.22]  GSE13876 —i 0.93[0.77,1.13]  GSE13876 = 1.10[0.91,1.33]
GSE14764 — 0.88[0.58,1.34]  GSE14764 —_— 0.92[062,1.37] GSE14764 ——< 4 0.89[0.57,1.40]
GSE17260 —i 0.95[0.71,1.26]  GSE17260 — 0.90[0.69,1.19]  GSE17260 —i— 1.12[0.81,1.53]
GSE18520 —— 1.08[0.78,1.50]  GSE18520 — 1.01[0.74,1.38]  GSE18520 —t 0.89[0.66,1.21]
GSE26712 —— 0.99[0.84,1.16] GSE26712 — 0.92[0.78,1.08] GSE26712 —— 1.02[0.87,1.20]
GSE30161 ———— 1.63[1.03,256] GSE30161 #————1.38[0.96,1.99] GSE30161 ————1.18[0.83,1.67]
GSE32062.GPL6480 +—»— 1.04[0.86,1.25]  GSE32062.GPL6480 +—eint 0.91[0.76,1.09]  GSE32062.GPL6480  +—=— 1.03[0.86,1.23]
GSE9891 o 1.12[0.95,1.33]  GSE9891 —— 0.98[0.82,1.17]  GSE9891 —ei 0.95[0.79, 1.13]
PMID17290060 ——  1.49[1.16,1.92]  PMID17290060 +———=% 0.83[0.65,1.06]  PMID17290060 —_— 0.91[0.71,1.15]
TCGA - 1.12[0.98,1.28] TCGA - 0.90[0.81,1.01] TCGA i 1.03[0.91,1.16]
Overall ‘> 1.08[1.01,1.15] Overall - 0.94[0.88,1.00] Overall > 1.01[0.95,1.08]
I_i_l_l T | T 1 T | T 1
050 1.00 2.00 4.00 0.50 1.00 2.00 4.00 0.50 1.00 2.00 4.00
Hazard Ratio Hazard Ratio Hazard Ratio
C PMID17290060 TCGA
o] =
T — BRD4 low T —— BRD4 low
— BRD4 high — BRD4 high
o @]
3 ° P=0.032 3 ° P=0.068
o [
o o
= © = «4
© o © o
2 =
2 2
5 4 2 <
2 35 2 35
S S
g 2
6 31 6 31
o =B
° T T T T T ° T T T T T
0 1000 2000 3000 4000 5000 0 1000 2000 3000 4000 5000

Follow up (days)

Follow up (days)

Supplementary Figure 2. A. Results of shRNA lentiviral screen in TOV-112D and
OVISE cells were presented in rank order of ascending shRNA scores. The effect of
shRNAs targeting BET proteins was highlighted by colored dots. Gray dots repre-
sent results for non-BET shRNAs. B. Forest plot of the expression of BRD2, BRD3
or BRD4 as a univariate predictor of overall survival in multiple ovarian cancer data
sets. C. Kaplan-Meier plot of overall survival in ovarian cancer patients with high or
low BRD4 gene expression.



Supplementary Figure 3.

A COv318 COV362 COV504  COVe44 DOR13 EF027

200 /95D
'BH..O.QOQ

EY IGROV1 MCAS OAW42

OV90 OVSAHO OVCA429 PEO1 RMUGS TOV21G TOV112D

)JQ1.......

I-BET

B
MCAS
=i e
# m. & (6 : S a
& P
‘ @ & ﬁ ] : . LI
VTOK te 8 -’
OVTOKO - ® e o .
8 & ; .
‘ = @ - 4
TS . b, i
RMG1
- #

Supplementary Figure 3. A. Cells were treated with (-)-JQ1, JQ1 (1 puM) or I-BET151
(1 uM) for 10 days. The remaining cells were stained with crystal violet. B. Cells
were cultured on Matrigel and treated with (-)-JQ1, JQ1 (1 uM) or I-BET151 (1 uM)
for 10 days.
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Supplementary Figure 4. A. Cells were treated with DMSO, JQ1 (1 uM) or BI-6727
(1 uM) for 10 days. The remaining cells were stained with crystal violet. B. Quantifi-
cation of cell cycle analysis.
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Supplementary Figure 5. A. GSEA plots of indicated functionally defined gene sets in
DMSO versus JQ1 treated OVTOKO cells at 24 hour. B. ChlP-seq binding density
for BRD4 at the enhancer and promoter of FoxM1 following DMSO or JQ1 treat-
ment. C. CHIP-gPCR analysis indicated BRD4 and FoxM1 occupancy at promoters
of FoxM1 and FoxM1 target genes. D. Luciferase assay of FoxM1 promoter in
HEK293T cells transfected with control, BRD4 or FoxM1. *P<0.05.
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Supplementary Figure 6. A. Correlation of FoxM1 and BRD4 gene expression in
TCGA ovarian cancer patients. B. Kaplan-Meier plots of disease free survival and
overall survival in ovarian cancer patients with or without FoxM1 gene amplification.
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Supplementary Figure 7. A. Cells were treated with (-)-JQ1, JQ1 (1 uM) or I-BET151
(1 uM) for 10 days. The remaining cells were stained with crystal violet. B. HEY and
COV362 cells were treated with DMSO, JQ1 (1 uM) or I-BET151 (1 uM). Cell
lysates were immunoblotted with indicated antibodies. C. Images of OVTOKO cell
growth upon FoxM1 knockdown or JQ1 treatment.



Supplementary Table 1: IC50 of compounds (uM)

Cell line IC50 of (-)-JQ1 IC50 of JQ1 IC50 of I-BET
DOV 13 10 0.59 0.98
HEY 10 1.00 10
COV 318 10 0.26 0.97
COV 413B 10 0.19 0.61
COV 504 10 0.50 1.51
FU-OV-1 10 0.10 0.24
OAW?28 10 0.10 0.35
OAW42 10 0.36 1.36
ov7 10 0.57 3.73
OV56 10 0.91 3.85
OVvao 10 0.10 0.22
OVCA420 10 0.11 0.35
OVCA429 10 10 10
OVCA432 10 0.27 0.54
OVSAHO 10 2.19 0.79
PEO1 10 0.30 0.75
ES-2 10 1.04 1.95
OVISE 10 0.10 0.10
OVTOKO 10 0.10 0.65
RMG-1 10 0.10 0.18
TOV-21G 10 1.63 4.14
COV 644 10 0.74 2.47
EFO 27 10 0.30 0.93
MCAS 10 0.12 0.89
RMUG-S 10 0.10 0.52
COV 362 10 1.86 3.10
IGROV1 10 1.40 10
TOV-112D 10 1.19 2.37
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