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Supplementary Figure 1: Uncropped raw images for western blots.
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The samples were derived from the same experiment and blotted on a separate membrane. H2AX was run as loading control.
Red boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted on a separate membrane.
Coomassie blue was run as loading control. Red boxes indicate how the membrane were cropped for the final figure.
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on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red
boxes indicate how the membrane were cropped for the final figure.

The samples were derived from the same experiment and blotted
on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red
boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted on a separate membrane.

Red boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted on a same
membrane. Red boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same
experiment and blotted on a separate
membrane. Red boxes indicate how the
membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted
on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red
boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same
experiment and blotted on a separate
membrane. B-tubulin was run as loading
control. Red boxes indicate how the
membrane were cropped for the final figure.

The samples were derived from the same
experiment and blotted on a same
membrane. 3-tubulin was run as loading
control. Red boxes indicate how the
membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted on a separate membrane.

H2AX was run as loading control. Red boxes indicate how the membrane were cropped
for the final figure.

The samples were derived from
the same experiment and blotted
on a same membrane. 3-tubulin
was run as loading control. Red
boxes indicate how the membrane
were cropped for the final figure.
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were cropped for the final figure.



Extended Data Fig. 4 e

MGC803 MGC803 MGC803
Parental Resistant Parental Resistant Parental Resistant
e\ e\ S\ e\ S\ S\
g% WO N\ N\ \\\% W
R\ e \Q»c’ \& PR A\R"
100kd — <~— Pan-Kla
70kd — 188K9=
_ 1aG 100kd —
igig _ (heavgy chain) 70kd—
55kd —
40kd —
70kd— 25Kkd —
100kd okd= C ie bl
— oomassie blue
70kd — NBS1
Pan-Kla
ggkg — B-tubulin
40kd —

The samples were derived from the same experiment and blotted on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red boxes indicate how the membrane were cropped for the final figure.

Extended Data Fig. 4 e

A549 A549 A549
Parental Resistant Parental Resistant Parental Resistant
A A A A A A
S@‘%’ ®° 6 &° $%5 &°
\Q?\Q? ?\0J \g?\g?
100kd — «~— Pan-Kla
7Okd 188k9=
55kd — «— oG 100kd —
40kd— (heavy chain)(ip  70kd—
55kd —
70kd = 35kd—
25kd —
70kd —
luput
— : Pan-Kla )
§§E§ — B-tubulin Coomassie blue

The samples were derived from the same experiment and blotted on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red boxes indicate how the membrane were cropped for the final figure
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The samples were derived from the same experiment and blotted on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted on a separate membrane. NBS1 was run as loading control in IP
sample. B-tubulin was run as loading control in input sample. Red boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted on
a separate membrane. NBS1 was run as loading control in IP sample.
B-tubulin was run as loading control in input sample. Red boxes
indicate how the membrane were cropped for the final figure.

Red boxes indicate how the membrane were
cropped for the final figure.

Extended Data Fig. 5 e
AGS-P A549-P MGC803-P

Lactate (mM) 0 5 1020 Lactate (mM) 0 5 1020 Lactate (mM) 0 5 1020
138::: : NBS1-K388la 138& NBS1-K388la 100kd - NBS1-K388la
100kd— —
Zokd— -NBS1 100kd NBS1 100kd—- NBS1
70kd — 70kd —
= wouin 53K [ p-wbuin 24— B bl

The samples were derived from the same experiment and blotted on a separate membrane. 3-tubulin was run as loading
control. Red boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and blotted
on a separate membrane. B-tubulin was run as loading control.

Red boxes indicate how the membrane were cropped for the final figure.
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Extended Data Fig. 6 m
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The samples were derived from the same experiment and blotted
on a separate membrane. B-tubulin was run as loading control. Red
boxes indicate how the membrane were cropped for the final figure.
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The samples were derived from the same experiment and
blotted on a separate membrane. H2AX was run as loading
control. Red boxes indicate how the membrane were cropped
for the final figure.
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The samples were derived from the same experiment and blotted
on a separate membrane. B-tubulin was run as loading control. Red
boxes indicate how the membrane were cropped for the final figure.



Extended Data Fig. 7 e
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Extended Data Fig. 7 h
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Extended Data Fig. 8 f
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The samples were derived from the same experiment and blotted on a separate membrane. B-tubulin was run as loading
control. Red boxes indicate how the membrane were cropped for the final figure.
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Supplementary Figure 2: Gating strategies for flow cytometry analysis
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Supplementary Table 7: Oligonucleotide sequences used in this study

Name Sequence (5’ to 3’)

siTIP60 #1 ACGGAAGGUGGAGGUGGUU
siTIP60 #2 AAGAAGAUCCAGUUCCCCAAGTT
siHDAC3 #1 AAAGCGAUGUGGAGAUUUA
siHDAC3 #2 GGAAUGCGUUGAAUAUGUC
SiATM #1 ATCAAATGTGCAAACAGAA

SIATM #2 ATTGATGGCAGATATCTGT
shMCT1 GAGGAAGAGACCAGTATAGATGTTGCTGG
shNBS1 GGAAGAAACGTGAACTCAA
sgLDHA #1 ACTTATCTTCCAAGCCACGT
sgLDHA #2 ACAACTGTAATCTTATTCTG
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