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Q Additional Figure 5 - Blood from trauma/hemorrhagic shock rats (laparotomy
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§ :' onot \"( Cq? I oo M o wis [l mee with bowel crush, with hemorrhagic shock to MAP<30) was withdrawn before
E 07“ aKG :1:1.:: — gltamate —» 5.oxoproline | MM M+2 M+ Injection (baseline — B) of labeled 13C-glucose (ILC). After waiting for 15
S 2 25 30 3 "% 20 25 w0 % o ) . oo minutes (W15), hemorrhagic shock was induced to MAP<30 and blood was
11111111 — OG0 U A — then collected at 20, 25, 30 and 35 minutes from ILC. Metabolites of glycolysis
b3 § S| d e =i \fumarate / and Krebs cycles were monitored, as they have been previously shown to
E 000000 li § 0000000 ese | Increase in plasma after trauma/hemorrhagic shock [14]. In left, the total levels
i N I B I O i of the metabolite (integrated peak areas — arbitrary units) are indicated through
EERE B B % 3 NADQ \ P - e stacked bar graphs, including the unlabeled parent (blue — M+0) and heavy
gl L N P ol -< ?- ..... R gD isotopologues (either M+2, M+3, M+4, M+6 depending on the expected
el £ = A @W vl TR g labeling pattern from catabolism of 13C-glucose). In the right hand panels, only
L ji e I LR s, heavy isotopologues (red, yellow, orange, green) are shown. As soon as 25
BEEEEE: BRI _ minutes after ILC, hemorrhagic shock induced accumulation of lactate and
........ ol s 1o v o I unlabeled glucose (indicative of ongoing gluconeogenesis) and late Krebs cycle
Fa I T Dawf _mw <@ s Intermediates (succinate, fumarate, malate), increased levels of glutamate and
£ l- E Ji | HYPOXIA E totally unlabeled urate, polyamines (spermidine), glutathione (either reduced —
ISR - Peccie > > SNSRI = GSH and oxidized — GSSG), mannitol and (minimally labeled) citramalate.
| — —— E— - M+3 labeling in malate and succinate is suggestive of malate generation from
T LN gkl 9 s diEm 2 oxaloacetate obtained via pyruvate carboxylase activity and backwards fluxing
o o w g e . g ooooooo g of complex | and Il to generate malate and succinate in the absence of oxygen as
- . %j 2 > a final electron acceptor (following HS— top right corner). Extended version of
i NN L CEONEETE NN LI In text Figure 6.
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