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Epstein-Barr Virus-immortalized LCLs were treated in biological triplicate with DMSO, or 1mM AZD3965+20mM VB124,
for 48h or 72h.E AZD3965+VB124-treated cells displayed reduced cell growth, suggesting MCT1/4-mediated lactate
transport is important for LCL growth. We harvested and performed metabolite extraction on each treatment population.

READ ME: All significance tests were performed on normalized data with a one-way ANOVA. * p-value < 0.05, ** p-value <
0.01, *** p-value < 0.001.

Pool sizes were normalized to field(s):
cell number*
trifluoromethanesulfonate*



Pool Sizes

glycolysis

D-48h M-48h D-72h  M-72h log2 foldchange

glucose - - - - - - - - - - - - 6
fructose-1;6-bisP - - - - - - - - - - - -

dihydroxyacetone-P
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TCA

D-48h M-48h D-72h  M-72h log2 foldchange
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amino acid

D-48h M-48h D-72h  M-72h log2 foldchange

alanine
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asparagine
aspartate
glutamate
cysteine - - - .- - - - -
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homocysteic acid - - - .- - - - -
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saccharopine - - - .- - .- - - -
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hydroxyproline - - - .- - .- .- -
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phosphoserine - - - - - - e,
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hypotaurine
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tryptophan
tyrosine
valine .- - .- - .- - - -



PPP
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polyol-pathway
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D-72h

M-72h

log2 foldchange
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sorbitol
fructose
fructose-1-P

nucleotide
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log2 foldchange

2

carbamoyl-aspartate ***
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orotate ***

phosphoribosylamine
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adenosine
guanosine
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dCTP
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allantoin
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log2 foldchange



lipid-metabolism

CoA

acetyl-CoA
acetoacetyl-CoA
carnitine
acetyl-carnitine
propionyl-carnitine
glycerol

glycerol-3-P
sh-glycero-3-PE
choline
phospho-choline
glycerophosphocholine
phosphorylethanolamine
lauric acid

myristic acid

palmitic acid
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oleic acid

energy-carrier

log2 foldchange

NAD+

NADH
[NAD+/NADH]
NADP+

NADPH
[NADP+/NADPH]
creatinine
creatine
phosphocreatine

redox

D-72h

M-72h

log2 foldchange

4

GSH
GSSG
[GSHIGSSG]

ureacycle

D-48h

M-48h

D-72h

M-72h

log2 foldchange
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N-acetylglutamate *
ornithine
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argininosuccinate

D-48h

M-48h

D-72h

M-72h

log2 foldchange
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SAM-cycle

D-48h M-48h D-72h  M-72h log2 foldchange
5'-methylthioadenosine [ | [ | 3
dimethylglycine - - - - - - - - - - - -
betaine - - - - - - T,
S-adenosyl-methionine [ |
S-adenosyl-homocysteine - - - .- - .- - - - 0
L-homocysteic acid - - - - - - .- - - - -
cystathionine - - - [ |
CDP-choline - - - - - - T,
CDP-ethanolamine .- - - - - O -3
vitamin
D-48h M-48h D-72h  M-72h log2 foldchange
2
ascorbate - - - .- - .- .- -
folate - - - .- - .- .- -
nicotinamide 0
pyridoxine - - - .- - .- - - -
riboflavin - - - .- - .- .- -
2
small-molecule
D-48h M-48h D-72h  M-72h log2 foldchange
2
trifluoromethanosulfonate - - - .- - .- .-
metformin - - - - - - - - - - - 0
caffeine - - - - - - - - - - -
2
other
D-48h M-48h D-72h  M-72h log2 foldchange
gamma-amino-butyrate
histamine - - - - - - - - - - - 4
hydroxyglutarate
kynurenine - - - - - - - - - - - -
methioninesulfoxide [ | [ |
methyl-histidine - - - - - - - - - - - - 0
1-methylnicotinamide - - - - - - - - - - - -
sarcosine
thiosulfate - - - - - - T,
UDP-glucuronic acid [ | -4

xylulose



Composition of pool (%)

Composition of pool (%)

Composition of pool (%)

Composition of pool (%)

100

glycolysis

fructose-1;6-bisphosphate

Mass Distribution (mean)

dihydroxyacetone-phosphate
Mass Distribution (mean)
a0
° D—;Bh M—;Bh D-';Zh M-72h
glyceraldehyde-3-phosphate
Mass Distribution (mean)
phosphoglycerate
Mass Distribution (mean)

Fractional Contribution (%)

Fractional Contribution (%)

Fractional Contribution (%)

Fractional Contribution (%)

Fractional Contribution

100 — —
80
60
a0
20
D-48h M-48h D-72h M-72h
Groups
Fractional Contribution
1001 —— — —_—
80
60
40
20
o
D-48h M-48h D-72h M-72h
Groups
Fractional Contribution
100 — - —_
80
60
40
20
o
D-48h M-48h D-72h M-72h
Groups
Fractional Contribution **
100 = —_— —
80
60
a0
20
o
D-48h M-48h D-72h M-72h
Groups

Normalized Intensity

Normalized Intensity

Normalized Intensity

Normalized Intensity

0.0000012

0.0000010

0.0000008

0.0000006

0.0000004

0.0000002

Pool Size

0.000030

0.000025

0.000020

0.000015

0.000010

0.000005

D-48h

M-48h D-72h M-72h
Groups.

Pool Size

D-ash

M-agh D-72h M-72h
Groups

Pool Size

0.000020

0.000015

0.000010

0.000005

0.000000

0.000016

D-a8h

M-a8h D-72h M-72h

Groups

Pool Size

0.000014

0.000012

0.000010

0.000008

0.000006

0.000004

0.000002

D-a8h

M-agh D-72h M-72h
Groups




Composition of pool (%)

Composition of pool (%)

Composition of pool (%)

phosphoenolpyruvate

Mass Distribution (mean)

100

D-a8h M-agh D-72h M-72h
Groups.

pyruvate

Mass Distribution (mean)
100

20

Groups

lactate

Mass Distribution (mean)
100

Fractional Contribution (%)

Fractional Contribution (%)

Fractional Contribution (%)

Fractional Contribution

100
=== _—
80 %
60
40
20
o
D-48h M-48h D-72h M-72h
Groups
Fractional Contribution *
100
* %
60
40
20
o
D-48h M-48h D-72h M-72h
Groups.
Fractional Contribution
100
% —— ==
80
60
a0
20
o
D-48h M-48h D-72h M-72h
Groups

Normalized Intensity

Normalized Intensity

Normalized Intensity

0.000012

0.000010

0.000008

0.000006

0.000004

0.000002

0.000000

0.0000175

0.0000150

0.0000125

0.0000100

0.0000075

0.0000050

0.0000025

Pool Size

D-a8h M-a8h D-72h
Groups

Pool Size *

M-72h

D-a8h M-a8h D-72h

Groups

Pool Size *

M-72h

0.0040

0.0035

0.0030

0.0025

0.0020

0.0015

0.0010

0.0005

0.0000

D-48h M-a8h D-72h
Groups.

M-72h




TCA

cis-aconitate

Mass Distribution (mean) Fractional Contribution Pool Size
100
1 1 —— 100 0.000035
80 % 0.000030
— 80
g ===
3 § 2 0.000025
3 g g
8 g g
2 eo 2 0 g
) £ — 0.000020
5 s 3
2 S K
g a0 Mo 2 a0 £ 0.000015
E 1 s
§ M1 g 2
© - M2 £ 0.000010
20 M3 20
—Ma 0.000005
ms
M6
o o 0.4
D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h
Groups Groups Groups.
Mass Distribution (mean) Fractional Contribution Pool Size
100
1 * { [ 100 0.0008
80 == 0.0007
— 80 % %
2 g > 0.0006
3 2 g
a2 =y £ o.0005
) 5 =
2 <
$ K £ o.0008
8 a0 T 2
g Mo 5§ 40 13
E M1 E s 0.0003
-2 £
20 M3 20 0.0002
— M4
M5 0.0001
M6
o o 0.0000
D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h
Groups Groups Groups
Mass Distribution (mean) Fractional Contribution Pool Size
100
100 0.00005
80 _ 80 0.00004
= 8
g = >
< § i
g ® 2 60 £ 0.00003
s 5 i
2 S &
g a0 g a0 % é £ 0.00002
E e =3
8 ™Mo 9 =
© M1 £
20 M2 20 0.00001
M3
- M4
ms
o = o 0.00000
D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h
Groups Groups. Groups
Mass Distribution (mean) Fractional Contribution Pool Size
100
% 5 100 0.000035
0.000030
80
s 80
B z z 0.000025
K] =1 @
s 60 ] s
: Z e 2 o.000020
s Z H
2 S 2
g a0 Y g 0.000015 %
£ k<l S
£ g 2
© Mo £ % 0.000010
20 M1 20
- M2 0.000005
—_—- ==
- M4
o o 0.000000
D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h D-48h M-48h D-72h M-72h
Groups. Groups

Groups



Composition of pool (%)

Composition of pool (%)

a0

100

fumarate

Mass Distribution (mean)

uL

D-48h M-a8h D-72h M-72h
Groups

malate

Mass Distribution (mean)

Lo

D-48h M-a8h D-72h M-72h
Groups

[alpha-ketoglutarate/succinate]

Normalized Intensity

Fractional Contribution (%)

Fractional Contribution (%)

15

1.0

0.5

0.0

80

60

a0

20

80

60

a0

20

Pool Size

D-ash

M-a8h D-72h
Groups

Fractional Contribution

M-72h

==

D-48h M-48h D-72h M-72h
Groups.
Fractional Contribution
D-48h M-48h D-72h M-72h
Groups

Normalized Intensity

Normalized Intensity

0.000040

0.000035

0.000030

0.000025

0.000020

0.000015

0.000010

0.000005

0.

Pool Size

D-a8h

M-a8h D-72h

Groups

Pool Size

M-72h

0.0008

0.0007

0.0006

0.0005

0.0004

0.0003

0.0002

0.0001

0.0000

D-a8h

M-a8h D-72h
Groups

M-72h




amino acid
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