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Figure S2
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Figure S3

D-2-HG treated C2C12 myotube
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Figure S4

A D2HG - vs - NTC based on ORA- Enrichment
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Figure S5

. Depleted metabolites of D2hgdh overpression
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Figure S6
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Figure S7

A\ D2HG +D2hgdh - vs - D2hgdh based on ORA- Enrichment
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Figure S8

A D2HG +D2hgdh - vs - D2HG

MF

cyclin-dependentprotein serine/threonine kinase regulator activity|
protein kinase regulator activity
GTPase activity
nucleoside binding
extracellular matrix structural constituent
i i protein binding|
structural constituent of cytoskeleton
icosatetraenoic acid binding
deaminase activity
purine nucleoside binding
structural constituent of muscle
ribonucleoside binding
kinase regulator activity
purine ribonucleoside binding
toxic substance binding
procollagen—proline dioxygenase activity|
calcium channel inhibitor activity
nitric-oxide synthase regulator activity
ion channel inhibitor activity

GTP binding

K63-li

p.adjust

based on ORA- Enrichment

BP

negative regulation of reproductive process

p-adjust

DNA packaging
005 ribosome biogenesis
::‘: nucleosome assembly
ribonucleoprotein complex biogenesis

002 N
DNA conformation change
protein—-DNA complex assembly
nucleosome organization

DNA dependentnt bl

y
DNA replication-dependentnucleosome organization

chromatin assembly
protein-DNAcomplex subunit organization

regulation of cyclin
chromatin assembly or disassembly
rRNA processing
DNA replic V=ir T organization

voluntary skeletal muscle contraction

twitch skeletal muscle contraction

response to leukemia inhibitory factor
cellular response to leukemia inhibitory factor

D2HG +D2hgdh - vs - D2HG based on GSEA

Enrichment in phenotype:
270 gene sets are significantly enriched at nominal p-value < 0.01

Enrichment plot:
GO_PROTEASOME_ACCESSORY_COMPLEX

ES: 0.67

plot: GO_SUMO
ES: 0.50

_ACTIVITY

;f\\\

FDR g-val: 0.944
R g-val: 0.961

D2HG +D2hgdh (3 samples)

Enrichment plot:
GO_TRANSCRIPTION_ELONGATION_FROM_RNA_POLY

Enrichment plot:

MERASE_|_PROMOTER IPTION
N ES: 0.60 f ES: 0.59
DR g-val: 1.000 ° R g-val: 1.000

Enrichment score (ES)
Enrichment score (ES)

i L

E

GO_TERMINATION_OF_RNA_POLYMERASE | TRANSCR

CC

padjust extracellular matrix

005 DNA packaging complex

host cell part

I oo nuclear nucleosome
003

preribosome

host intracellular part

intracellular region of host

host

host cell

nucleosome

host cell cytoplasm

host cell cytoplasm part

collagen—containing extracellular matrix|

symbiont-containing vacuole

other organism

other organism cell

other organism part

Cajal body

symbiont-containing vacuole membrane
extracellular membrane-bounded organelle

Gene markers for
D2HG +D2hgdh
-vs - D2HG

Enrichment plot: GO_EXORIBONUCLEASE_COMPLEX

SampleName

g:M‘w il ot EA‘ = (il £ <[
52 Be i:
o S S e e e S -
2.
£ 0 2w am e ewo oow mew ame eow 2% 40 oow  som Wm0 o wim o W0 ax0 60 60 000 TO0 40 1000 M0 AW W0 X0 00 X0 1400 10000 W0 ax0 600 60 000 TOW 40 1000
é Rankin Oteret Dataset Rarkin Ogered Dataset Rankin Ondeed Dataset Rankin Otered Dataset Rankin Ondeed Dataset
- 1 T - 1 [ - 1 [ - ] [ - 1
= pofle —His ] [ s | [ His ] [ His ] [ His e seres|
Enrichment plot: Enrichment plot: Enrichment plot: GO_RRNA_METABOLIC_PROCESS Enrichment plot: Enrichment plot:
GO_GENERAL_TRANSCRIPTION_INITIATION_FACTOR_B GO_RNA_POLYMERASE _|l_GENERAL_TRANSCRIPTION ~ °°| ES: 057 GO_DNA_TEMPLATED_TRANSCRIPTION_TERMINATION  GO_CLEAVAGE_INVOLVED_IN_RRNA_PROCESSING
INDING _INITIATION_FACTOR_BINDING 8 T ES: 0.58 ES: 0.64
s 2 @05l ]
7 ES:0.48 gof W ES: 059 gos] Rovai 0862 5%
Sos L %03 5° Fa R g-val: 0.754 DR g-val: 0.708
§oz FDRGval: 1000 §os FDRg-val: 0523 ¢ fosl W
202 20 3 Zoz| o
8 802 N £o1)
£ Zot S ool H ~
£00 ¢ N2 T N a
BB e “* M H ,W—L M § [y caris £ o [Tomn o £ « Doy o
=P gy conte) a T pegstey corteg 34| P gty conete) H ¥ negstey corted) 34l ¥ sty conete)
£ 0 2 a0 s om0 20w w0 0w O am0 W0 60 6 0MN ROW WM BEO  E O 200 40 60N SN DD RO M@0 60 S 0 200 40N M0 W0 G0 oM WON AN £ 0 00 400 60m M0 D0 WD 10 000
1 Rankin Ordersd Datasst Rank in Ordered Datasst ‘Z Rankin Ordered Dataset @ Rankin Ordersd Datasst « Rankin Ordsred Dataset
[ —His ] [ —His | [ —His | [ s | [ —His ]

Enrichment in phenotype: D2HG (3 samples)
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Figure S10
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