Figure S1. Liquid chromatography-tandem mass spectrometry diagrams. (A) Negative ion mode. (B) Positive ion mode. QC,
quality control; CN, negative mode; CP, positive mode.




Figure S2. Tricarboxylic acid cycle (https://www.genome.jp/pathway/map00020) and oxidative phosphorylation (https:/www.
genome.jp/pathway/map00190) signal pathway diagram. (A) Diagram of Tricarboxylic acid cycle signaling pathway; (B) Diagram
of the oxidative phosphorylation signaling pathway (22,23). Blue boxes represent downregulated differential metabolites.

A

[ citrate cycie (tcacyelr) |

41132 e
R E2 7" S L o Glyeolysis /

41149 o= "[ G Pacoiogpresis
{ Fatty acid biosymthesis }4- ————
|
(Fany acid elongation in m:itochondria)d —_—— \I
|
L

————— T TN
Acetyl-Coh

2331 Citrate Isocitrate

2338 —»O 4213 O 4213 O

2333 cis-Aconitate

1354 |(1351 | sucLA2

v 62.14]  Succingl-Coh
Oe—{6215}—»0
Succinate 28318 |

00020 6/7/18 .
(c) Kanehusa Laboratonies

OXIDATIVE PHOSPHORYLATION I

Complex1 ComplexIl Coruplex III ComplexIV ComplexV

NADH deh " ) ] ATP synthase
‘Thermus therop his) v hannel (schenchia col)

ZeZaZezeTeTerals

Frunit

‘Hydrophilic = : o o )
Domatte 1202 2+ HO
(Penpheral anm) Cyrtochrome ¢ oxidase
Cytochrore bel corplex (bovane)
(bovane)

o#{2741}-»0-

361100
PPPi PPi Pi ADP

)

] [}
3H+ ATPH20

NADH dehydrogenase
E | NDI | ND2 | ND3| ND4 | NDAL| ND5 | ND6 F-type ATPase (Bacteria)

E [ Naufs! [ Neufs2 | Ndufs3 [ Ndufsa Nelufs? [ Ndufsg Neufv2 [ ciphe | bota | gumca] cetis ] speilon)
B/ | NuoA | NuoB | NuoC | NuoD | NuoE | NuoF | NuoG | NuoH | Nuol | NuoJ | NuoK | NuoL | NuoM | NuoN

B/A [ NahC | NahK [ Nah | NahH [ Naha [ Nah | NahG [ NGhE | NahF | NahD [ NhB [ NehL [ NahM [ NdhN | HoxE [ HoxF | HoxU |
E [Naufal [Ndufsd [Ndufa3 [Ndufad | Ndufas [Naufas | Naufa? [Naufs? | Ndufs0 Ndufal 0 [Ndufab1[Ndufat 1 [Ndufa1 2[Ndufai3

E [Naufo!] Naufb2 [Naufo3 [ Naufoa] Naufos [ Naufbé | Naufb? | Naufbs | Naufbd Naumb10]Naufb! [ Nauel [Ntz |




Figure S3. Hierarchical clustering analysis of significantly different metabolites. (A) Positive ion mode. (B) Negative ion mode.
PKC, plain normoxia group; HKT, plateau hypoxia group.
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Figure S4. HMDB classification notes of significantly different metabolites. (A) Positive ion mode. (B) Negative ion mode.
HMDB, Human Metabolome Database.
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Figure S5. Lipidmaps classification notes of significantly different metabolites. (A) Positive ion mode. (B) Negative ion mode.
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Figure S6. Pearson's correlation coefficient of metabolites
involved in amino acid synthesis and nucleotide synthesis.
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