Figure S8

Homo sapiens

N
o

Mus musculus

B
BOLA3 (gene id: 388962) Bola3 (gene id: 78653)
0.9 0.91
e 'Respilgtory electron transport ; Respiratory electron transport
. =
" 0.6 ° s, e , 0.6 ! . 1 ]
<< 2: 4 ‘ ., t ) : , < ° ° S
= 0.3 ] LI 2338 N 1. = 0.3+ L T :
O ©)
0.0 0.0
-0.3 -0.34
Modules Modules
(o4 Rattus norvegicus D Caenorhabditis elegans
Bola3 (gene id: 297388) bola-3/Y105E8A.11 (gene id: 173306)
0.9 K 1.0
gRespwatory electron transport 8 Respiratory electron transport
| ® °
2P LI B gosit § 3 i . .
20_3_"_‘ i S . ; se s s L _e_as_ ),Jej ,,,,, - . 8% e e
O ©)
0.0 0.0
-0.34 -0.54 =
Modules B Modules

* o ek ek i ek i ek = ) . Antimycin A —e— Control
5 1 Control T Oligomycin ~ FCCP & Rotenone g BOI A3 SIRNA
g 1.5 . mm BOLA3 siRNA o
cl>"(l) . B . [§ S 4
22 ~ - x>
©Z1.044 g o2
S0 * o&
S £2
Z 0.5 (=}
8
0.0 0+
0 20 40 60 80

> U A Q Q N (e)
NN R N S QS) <<
O g & T

Time (minutes)

Figure S8. G-MAD confirms the involvement of BOLA3 in mitochondrial respiration.

A-D, BOLA3/Bola3/bola-3 associates with mitochondrial respiratory chain modules in human (A),
mouse (B), rat (C), and C. elegans (D). The threshold of significant gene-module association is
indicated by the red dashed line. Modules are organized by module similarities. Known modules
connected to BOLA3/Bola3/bola-3 from annotations are highlighted in red (no connected modules
for BOLA3/Bola3/bola-3), and other modules with GMAS over the threshold are colored in black.
Dot sizes reflect the GMAS of BOLA3 against the respective modules.

E, Silencing BOLA3 expression in HEK293 cells decreases expression levels of indicated genes
involved in mitochondrial respiratory chain complexes. Error bars represent standard errors. *, p <
0.05; **, p < 0.01; ***, p < 0.001. n=9.

F, BOLA3 knockdown leads to the reduction of oxygen consumption rate (OCR) as a reflection of
mitochondrial respiration activity in human HEK293 cells. Addition of specific mitochondrial inhibi-
tors, including the oligomycin (ATPase inhibitor), FCCP (uncoupling agent), and rotenone/antimy-
cin A (electron transport chain inhibitors) are indicated.



