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Table S1.  Arterial blood gases and hemoglobin analysis. Values are mean ± SD.

	Variables
	Group
	BL
	EOP
	RP 12h
	RP 24h
	RP 36h
	RP 48h
	End
	P value ¶

	pH
	CG
	7.53 ± 0.04
	7.50 ± 0.03
	7.52 ± 0.05
	7.52 ± 0.03
	7.51 ± 0.02
	7.51 ± 0.04
	7.51 ± 0.04
	

	
	ΔT-6h
	7.55 ± 0.01
	7.48 ± 0.04
	7.47 ± 0.03
	7.45 ± 0.04
	7.49 ± 0.04
	7.49 ± 0.03
	7.49 ± 0.03
	< 0.001 a

	
	ΔT-12h
	7.52 ± 0.03
	7.44 ± 0.03 §
	7.42 ± 0.06
	7.47 ± 0.05
	7.41 ± 0.07
	7.44 ± 0.07
	7.40 ± 0.09
	0.001 b

	
	ΔT-24h
	7.52 ± 0.04
	7.39 ± 0.07 # &
	7.44 ± 0.09
	7.49 ± 0.02
	7.52 ± 0.02
	7.51 ± 0.06
	7.39 ± 0.17
	0.069 c

	Bicarbonate
	CG
	33.2 ±1.0
	30.3 ±1.4
	30.6 ±2.5
	30.1 ±2.8
	29.9 ±2.7
	30.1 ±3.0
	30.1 ±3.0
	

	(mmol/L)
	ΔT-6h
	33.1 ±1.4
	30.7 ±1.6
	29.6 ±1.4
	30.0 ±2.0
	30.6 ±2.2
	30.6 ±1.3
	30.6 ±1.3
	0.002 a

	
	ΔT-12h
	32.7 ±1.7
	27.8 ±1.9 z
	29.4 ±2.3
	30.0 ±1.6
	29.3 ±1.4
	29.9 ±1.9
	29.2 ±2.1
	<0.001 b

	
	ΔT-24h
	32.4 ±1.2
	25.5 ±3.1 # &
	28.8 ±4.0
	32.1 ±1.3
	32.4 ±1.4
	32.4 ±1.8
	27.7 ±6.5
	0.527 c

	BE
	CG
	10.2 ± 1.1
	7.5 ± 1.6
	6.7 ± 0.7
	7.3 ± 2.8
	6.8 ± 2.6
	7.0 ± 3.2
	7.0 ± 3.2
	

	(mmol/L)
	ΔT-6h
	10.6 ± 1.3
	7.7 ± 2.1
	6.7 ± 1.6
	6.4 ± 2.4
	7.6 ± 2.5
	7.4 ± 1.4
	7.4 ± 1.4
	< 0.001 a

	
	ΔT-12h
	9.7 ± 1.5
	4.6 ± 2.2
	5.3 ± 2.5
	6.8 ± 2.0
	5.1 ± 1.4
	5.8 ± 1.8
	4.6 ± 2.8
	< 0.001 b

	
	ΔT-24h
	9.3 ± 1.8
	1.7 ± 3.7 # &
	5.2 ± 5.2
	8.9 ± 1.3
	9.7 ± 1.6
	9.3 ± 2.0
	3.3 ± 8.5
	0.318 c

	PCO2
	CG
	41.1 ± 3.6
	39.6 ± 2.2
	38.1 ± 2.7
	37.4 ± 3.7
	38.1 ± 3.4
	38.0 ± 3.5
	38.0 ± 3.5
	

	(mm Hg)
	ΔT-6h
	38.3 ± 1.7
	42.5 ± 2.3
	41.5 ± 2.5
	44.6 ± 3.0
	41.4 ± 3.2
	41.1 ± 2.6
	41.1 ± 2.6
	0.006 a

	
	ΔT-12h
	40.8 ± 3.7
	42.4 ± 2.4
	46.4 ± 6.7
	42.3 ± 4.5
	48.3 ± 10.0
	45.4 ± 8.8
	48.7 ± 9.6 §
	0.190 b

	
	ΔT-24h
	40.3 ± 3.5
	43.6 ± 5.9
	43.1 ± 3.1
	43.6 ± 2.5
	40.2 ± 1.9
	42.0 ± 5.9
	47.0 ± 10.1
	0.032 c

	Hb
	CG
	9.3 ± 1.1
	7.8 ± 1.0
	7.4 ± 1.0
	6.7 ± 0.7
	6.4 ± 0.8
	5.9 ± 0.8
	5.9 ± 0.8
	

	(mg/dL)
	ΔT-6h
	8.7 ± 0.5
	10.9 ± 1.7 ¥
	11.1 ± 1.2
	11.1 ± 0.9
	9.1 ± 1.1
	8.4 ± 1.0
	8.4 ± 1.0 ¥
	< 0.001 a

	
	ΔT-12h
	9.0 ± 1.1
	12.5 ± 1.6 §
	11.6 ± 1.0
	10.2 ± 0.8
	8.9 ± 0.7
	8.6 ± 0.9
	9.2 ± 1.3 §
	< 0.001 b

	
	ΔT-24h
	9.0 ± 0.8
	12.9 ± 1.3 # &
	10.9 ± 0.7
	9.0 ± 0.6
	8.5 ± 0.9
	7.7 ± 0.8
	8.4 ± 1.5 #
	< 0.001 c


Legend: BL = baseline, EOP = end of observation period, RP = resuscitation period, pH = arterial pH, PCO2 = arterial carbon dioxide partial pressure, BE = arterial base excess, Hb = arterial hemoglobin, ¶ = p value: a = time-group interaction with repeated measures ANOVA, including BL, EOP, RP 12h, RP 24h, RP 36h and RP 48h, b = one-way ANOVA at EOP and c = one-way ANOVA at the end. Tukey post-hoc test after ANOVA: comparisons significant at the 0.05 level: ¥ = ΔT-6h vs. CG, § = ΔT-12h vs. CG, z = ΔT-12h vs. ΔT-6h, # = ΔT-24h vs. CG and & = ΔT-24h vs. ΔT-6h.

Table S2: Respiratory system variables. Values are mean ± SD.

	Variables
	Group
	BL
	EOP
	RP 12 h
	RP 24 h
	RP 36 h
	RP 48 h
	End
	P value ¶

	MV
	CG
	6.7 ± 0.5
	6.5 ± 0.7 
	6.3 ± 0.8
	6.3 ± 0.9
	6.4 ± 0.9
	6.1 ± 1.0
	6.1 ± 1.0
	

	(L/min)
	ΔT-6h
	6.8 ± 0.5
	7.3 ± 0.6
	7.5 ± 0.9
	7.5 ± 0.8
	8.4 ± 1.3
	8.1 ± 0.8
	8.1 ± 0.8 ¥
	< 0.001 a

	
	ΔT-12h
	7.1 ± 1.1
	8.2 ± 1.3 §
	7.6 ± 1.0
	9.4 ± 1.8
	9.6 ± 1.5
	10.8 ± 1.8
	10.6 ± 1.7 § z
	0.015 b

	
	ΔT-24h
	6.8 ± 1.0
	7.7 ± 1.3
	8.6 ± 0.9
	8.2 ± 1.3
	8.7 ± 1.6
	8.7 ± 1.4
	9.5 ± 1.5 #
	< 0.001 c

	PaO2 / FiO2
	CG
	482 ± 36
	394 ± 63
	346 ± 84
	331 ± 96
	253 ± 82
	237 ± 74
	237 ± 74
	

	
	ΔT-6h
	459 ± 40
	400 ± 39
	377 ± 48
	289 ± 91
	289 ± 73
	257 ± 62
	257 ± 62
	0.430 a

	
	ΔT-12h
	476 ± 64
	408 ± 56
	340 ± 139
	260 ± 86
	208 ± 65
	194 ± 93
	183 ± 83
	0.211 c

	
	ΔT-24h
	459 ± 63
	406 ± 60
	287 ± 77
	279 ± 38
	254 ± 42
	240 ± 59
	205 ± 69
	

	PEEP
	CG
	5 ± 0
	5 ± 1
	5 ± 1
	6 ± 2
	7 ± 2
	9 ± 3
	9 ± 3
	

	(cm H20)
	ΔT-6h
	5 ± 0
	5 ± 0
	5 ± 1
	6 ± 2
	7 ± 2
	8 ± 3
	8 ± 3
	0.818 a

	
	ΔT-12h
	5 ± 0
	5 ± 0
	6 ± 2
	8 ± 4
	9 ± 5
	10 ± 4
	9 ± 4
	0.836 c

	
	ΔT-24h
	5 ± 0
	5 ± 0
	5 ± 0
	6 ± 1
	7 ± 1
	9 ± 3
	8 ± 3
	


Legend: BL = baseline, EOP = end of observation period, RP = resuscitation period, MV = expired minute volume, PaO2/FiO2 = relationship between arterial oxygen partial pressure and fraction of inspired oxygen, PEEP = positive end-expiratory pressure, ¶ = p value: a = time-group interaction with repeated measures ANOVA, including BL, EOP, RP 12h, RP 24h, RP 36h and RP 48h, b = one-way ANOVA at EOP and c = one-way ANOVA at the end. Tukey post-hoc test after ANOVA: comparisons significant at the 0.05 level: ¥ = ΔT-6h vs. CG, § = ΔT-12h vs. CG, z = ΔT-12h vs. ΔT-6h and # = ΔT-24h vs. CG.
Table S3: Complex IV-dependent isolated muscle mitochondrial respiration. 

	Variable
	Group
	BL
	EOP
	End
	P value ¶
	Paired t-test *

	Ascorbate /TMPD
	CG
	1453 ± 569
	1361 ± 619
	1955 ± 1036
	
	

	State 3
	ΔT-6h
	1406 ± 615
	1345 ± 605
	1503 ± 827
	0.44 a
	BL vs. EOP: p=0.147

	
	ΔT-12h
	1120 ± 341
	1198 ± 391
	1827 ± 1252
	0.002 b
	EOP vs. End: p=0.001

	
	ΔT-24h
	1444 ± 425
	827 ± 710
	1919 ± 1337
	0.89 c
	


Values are expressed as mean values ± SD. BL = baseline, EOP = end of observation period, ¶ = p value: a = time-group interaction with ANOVA for repeated measurements, b = time effect with ANOVA for repeated measurements, c = group effect with ANOVA for repeated measurements, * = paired t-test: since there was no time-group interaction, paired t-tests were conducted on the pooled data from all groups and BL was compared to the EOP and EOP at the end.

Table S4:  Permeabilized skeletal muscle fiber maximal mitochondrial respiration (state 3) expressed as pmole/(sec* mg dry weight). Values are mean ± SD.
	Variables
	Group
	BL
	EOP
	End
	P value ¶

	Complex I
	CG
	85 ± 33
	98 ± 39
	91 ± 49
	0.708 a

	
	ΔT-6h
	83 ± 55
	90 ± 42
	95 ± 13
	0.654 b

	
	ΔT-12h
	96 ± 45
	88 ± 23
	125 ± 62
	0.703 c

	
	ΔT-24h
	109 ± 44
	102 ± 71
	97 ± 30
	

	Complex I + II
	CG
	131 ± 73
	130 ± 51
	128 ± 68
	0.789 a

	(ETS Capacity)
	ΔT-6h
	115 ± 53
	117 ± 58
	121 ± 24
	0.621 b

	
	ΔT-12h
	144 ± 71
	123 ± 22
	178 ± 69
	0.437 c

	
	ΔT-24h
	155 ± 76
	139 ± 103
	138 ± 44
	

	Complex II
	CG
	90 ± 40
	99 ± 35
	93 ± 45
	0.889 a

	
	ΔT-6h
	92 ± 39
	87 ± 37
	94 ± 23
	0.616 b

	
	ΔT-12h
	105 ± 64
	93 ± 13
	127 ± 50
	0.505 c

	
	ΔT-24h
	102 ± 43
	102 ± 56
	104 ± 28
	

	Complex IV
	CG
	72 ± 64
	64 ± 27
	86 ± 54
	0.731 a

	
	ΔT-6h
	80 ± 97
	50 ± 26
	45 ± 22
	0.079 b

	
	ΔT-12h
	102 ± 64
	53 ± 20
	76 ± 45
	0.696 c

	
	ΔT-24h
	91 ± 65
	73 ± 79
	80 ± 31
	


Legend: BL = baseline, EOP = end of observation period, ¶ = p value: a = time-group interaction with repeated measures ANOVA, b = time effect with repeated measures ANOVA, c = group effect with repeated measures ANOVA.
Table S5: Permeabilized heart fiber maximal mitochondrial respiration (state 3) expressed as pmole/(sec* mg dry weight). Values are mean ± SD.

	Variables
	CG
	ΔT-6h
	ΔT-12h
	ΔT-24h
	P value ¶

	Complex I
	184 ± 130
	212 ± 112
	187 ± 66
	221 ± 67
	0.458

	Complex I +II 
(ETS Capacity)
	253 ± 184
	300 ± 179
	274 ± 106
	302 ± 84
	0.890

	Complex II
	179 ± 113
	187 ± 75
	194 ± 60
	205 ± 55
	0.925

	Complex IV
	124 ± 115
	125 ± 71
	98 ± 53
	145 ± 48
	0.691


Legend: ¶ = p value for one-way ANOVA.
Figure S1: Complex I-dependent isolated skeletal muscle mitochondrial respiration
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Legend: Complex I-dependent isolated skeletal muscle mitochondrial respiration

State 3 and 4 oxygen consumption is expressed as pmol/second/mg protein. BL = Baseline. EOP = end of observation period. RCR = respiratory control ratio (oxygen consumption of state 3/state 4). 4a = State 3 respiration, 4b = State 4 respiration, 4c = RCR, § = paired t-test EOP vs. BL (p=0.001) and # = paired t-test EOP vs. End (p=0.025). The black horizontal bars represent the mean values. Filled circles represent animals that died early.

Figure S2: Isolated liver mitochondrial respiration.
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Legend: Comparison of isolated liver mitochondrial respiration in (a-g) control and septic animals resuscitated at 6, 12 and 24 hours after fecal peritonitis induction. State 3 and 4 oxygen consumption is expressed as pmol/second/mg protein. RCR = respiratory control ratio (oxygen consumption of state 3/state 4). The black horizontal bars represent the mean values. Filled circles represent animals that died early.

Figure S3: Isolated heart mitochondrial respiration.
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Legend: Comparison of isolated heart mitochondrial respiration in (a-g) control and septic animals resuscitated at 6, 12 and 24 hours after fecal peritonitis induction. State 3 and 4 oxygen consumption is expressed as pmol/second/mg protein. RCR = respiratory control ratio (oxygen consumption of state 3/state 4). The black horizontal bars represent the mean values. Filled circles represent animals that died early.
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