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Figure S1. Assessment of ORAI1 and ORAI2 expression in breast (MCEF7), colon (HT29) and prostate
(Du145) cancer cells after exposure to normoxia (time-point 0 h) or different times of severe hypoxia
(0% O2for 1, 2, 4, 8,12, 16 and 24 h, respectively), extracted from publicly available data (Starmans et
al., 2012) using the R2 genomics analysis platform (http://r2.amc.nl).


http://r2.amc.nl/

A ORAI3High/ORAIILow B ORABHigh/ORAIlLow € ORAI3High/ORAI1Low

Basal-like 1 Basal-like 2 Immunomodulatory
il HR = 3.93 (1,66 - 9.28) HR = 0.45 (0.2 - 1,03) S HR = 0.65 (0.28 - 1,5)
l‘ L\’_Xv\‘ logrank P = 0.00077 logrank P = 0.053 Niva logrank P = 0.31
Y
\
® e ® ip
2 2 -ttt
2 \ 2 2
= \ = " . =
= \ = =
8 ol | i) 8 e
23N — 3 33
© b Y <] . ©
=, = R«
8, 34 a 8 3
wn [92] [92]
N 2, .
Expression Expression Expression
2 o o | tow — low
g high S high g high
T T T T T T T T T T
o 50 100 150 200 o S0 100 150 200 0 50 100 150
Time (months) Time (months) Time (months)
Number at risk Number at risk Number at risk
low 34 17 3 0 0 low 22 7 3 1 0 low 54 26 7 1

high 71 23 5 1 F: high 30 1 5 1 0 high 56 36 16 3

ORAI3High/ORAI1Low ORAI3High/ORAI1Low F ORAI3High/ORAI1Low

O

Mesenchymal Mesenchymal stem-like LAR
g ‘\ HR = 2,34 (1.35 - 4.04) 2 HR=283860061°83%0 - Inf) e <.—-L HR = 1.82 (0.94 - 3.54)
| logrank P = 0,0018 logrank P = 0.029 L ".“1 Jogrank P = 0,072
s s{ Y e ]\

RFS probability
0.6
!
REFS probability
0.6
RFS probability
0.6

% " S ﬂ-"b“ﬂ—&*’ ——tt
e 1 i o 1 P I O Vi G 24 bttty
+ "
L
o o
o S o
Expression |Expression Expression
— low — low
- low
° °
g { — high s high s high
r T T T T T T T T T T T T . . :
0 20 40 60 80 100 120 140 0 20 40 60 8 100 120 ° % 100 i85
Time (months) Time (months) m th
Number at risk Number at risk Nk ok me (months)
low 6 42 28 19 11 6 3 1 low 7 [ 1 1 1 0 fow 27 ‘ o

high 40 18 [ 7 4 2 1 0 high 26 15 10 8 B 3 1 high 73 22 P 1

Figure S2. The combination of ORAI3 and ORAII expression stratifies survival of patients” relapse
free survival (RFS) within the triple negative breast cancers. (A-F) Stratification of patient relapse-
free survival based on ORAI3 and ORAI1 gene expression. ORAI1 expression was inverted so that the
‘high’” expression group (red) is high expression of ORAI3 and low expression of ORAII and the ‘low’
expression group (black) is low expression of ORAI3 and high expression of ORAII.
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Figure S3. Stratification of patient relapse free survival (RFS) based on ORAII expression in basal,
estrogen-receptor negative (ER-) and triple negative breast cancer (TNBC) from the KM Plotter

cohorts.



Table S1. Biological functions that were significantly predicted to be altered by ORAI3 silencing.

Activation z-

Function Annotation p-Value Predicted Activation Score # Molecules
Migration of cells 1.20 x 108 Decreased -3.219 132
Hypersensitive reaction 9.96 x 107 Decreased -3.037 33
Cell movement 1.20 x 107 Decreased -3.022 141
Activation of cells 1.41 x10°° Decreased -2.946 67
Inflammatory response 3.68 x 1077 Decreased —2.736 62
Leukocyte migration 1.99 x 107 Decreased -2.636 69
Immune response of antigen g 51, 1.7 Decreased 2553 22
presenting cells
Response to macrophages 1.51 x10°° Decreased -2.505 20
Activation of myeloid cells 3.74 x10°° Decreased -2.349 31
Immune response of 2.05 % 10°¢ Decreased ~2.345 19
macrophages
Cell movement of leukocytes 1.88 x 10 Decreased -2.338 60
Response of antigen 254 %107 Decreased 2322 24
presenting cells
Infiltration by macrophages 7.74 x10° Decreased -2.314 19
Activation of blood cells 6.73 x 107 Decreased -2.308 51
Engulfment by macrophages 1.65 x 10°° Decreased -2.292 17
Activation of leukocytes 2.12 x 107 Decreased -2.247 50
Cellular infiltration by 1.33 x 10 Decreased -2.154 18
macrophages
Overweight disorder 1.52 x10°° Decreased -2.136 41
Obesity 3.06 x 10-° Decreased -2.136 40
Phagocytosis by macrophages 4.76 x 10°° Decreased -2.120 16
Phagocytosis 5.66 x 10~ Decreased -2.046 29

Table S2. Univariate and multivariate analysis of Basal tumours from the METABRIC cohort.

Univariate Cox-Proportional Multivariate Cox-Proportional
Condition Hazards Model Hazards Model (Stepwise)

HR (95% CI) p-Value HR (95% CI)  p-Value

Age (<40 vs. 41-60 and >60) 2424 1.333-4.408 0.0385  3.013 1.607-5.65  0.0006

Tumour Stage (0 to 4) 2.153 1.302-3.559 0.0029 2.298 1.382-3.823 0.0014

ORAI3 (high vs low) 1972 1.07-3.636  0.0305 1.866 1.007-3.46  0.0485
Lymph Node (+ vs. -) 2.099 1.179-3.738 0.0122 ns ns

ORALI2 (high vs. low) ns ns 3.929 1.198-12.94 0.0251
Menopausal Status (Post vs. Pre) ns ns ns ns
MKI67 (high vs. low) ns ns ns ns
ORAI1 (high vs. low) ns ns ns ns
Size (T1, T2, T3) ns ns ns ns
Tumour Grade (1,2,3) ns ns ns ns
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