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Fig. S1 Blood pressure fluctuation in rat CA/CPR model
The vertical axis represents real-time arterial blood pressure in rats, and the horizontal axis represents time. During the initial phase of induced asphyxia, the rat's blood pressure showed a transient increase, followed by a gradual decline. Cardiac arrest was defined as the point when systolic blood pressure fell below 20 mmHg. After a 10-minute no-flow period, CPR was initiated. The restoration of spontaneous circulation was defined as the recovery of systolic blood pressure to above 60 mmHg, sustained for at least 10 minutes.

	Primer name
	Forward primer sequence
	Reverse primer sequence

	Gapdh
	GTCAAGGCCGAGAATGGGAA
	CTCGTGGTTCACACCCATCA

	Cgas
	ACGGGAGTCGGAGTTCAAAG
	TGTAGCTCAATCCTGGGGAC


Table S1 Primer sequences.
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Fig. S2 Schematic of the dual-luciferase reporter vector.
The wild-type (WT) or mutant (MUT) Cgas 3’-UTR was cloned downstream of the firefly luciferase gene in the psiCHECK2.0 vector. The WT Cgas 3’-UTR contains the predicted seed sequence binding site for miR-181a-5p, while the MUT sequence carries a site-directed mutation in the miR-181a-5p seed binding region.

	
	Sham
(n=6)
	CPR
(n=6)
	CPR+EVs
(n=6)
	P value

	Weight (g)
	497.78±19.39
	497.15±11.64
	481.63±15.59
	0.167

	MAP (mmHg)
	126.51±5.43
	128.72±7.26
	129.42±4.40
	0.672

	HR (bpm)
	401.33±39.18
	403.21±21.10
	416.38±34.42
	0.689

	Acid-Base Balance and Lactate

	PH
	7.38±0.03
	7.42±0.03
	7.43±0.06
	0.131

	HCO3- (mmol/L)
	25.67±1.65
	24.08±1.29
	26.37±2.53
	0.136

	TCO2 (mmol/L)
	28.33±2.42
	24.67±1.51
	27.83±4.49
	0.114

	BE (mmol/L)
	1.35±1.88
	-0.52±1.51
	2.10±2.87
	0.132

	Lac (mmol/L)
	0.47±0.08
	0.60±0.24
	0.72±0.26
	0.161

	Ventilation and Blood Oxygen

	PaO2 (mmHg)
	98.83±10.23
	102.17±17.88
	104.17±14.99
	0.820

	PaCO2 (mmHg)
	46.77±5.79
	37.15±2.95
	41.88±10.93
	0.109

	Hct (%)
	41.67±2.25
	43.83±2.93
	41.17±2.23
	0.177

	Hb (g/dL)
	14.18±0.73
	14.93±1.01
	13.95±0.77
	0.143

	SaO2 (%)
	97.33±1.03
	97.67±1.21
	98.00±0.89
	0.561

	Electrolytes and Metabolites

	Na+ (mmol/L)
	141.83±1.17
	140.17±1.33
	140.33±3.62
	0.414

	K+ (mmol/L)
	3.52±0.31
	3.53±0.33
	3.47±0.22
	0.916

	Ca2+ (mmol/L)
	1.32±0.09
	1.33±0.05
	1.30±0.06
	0.843

	Glu (mmol/L)
	5.75±1.33
	5.78±1.09
	5.93±0.73
	0.952


Table S2 Comparison of Baseline Data in Experimental Group I Rats

	
	CPR (n=6)
	CPR+EVs (n=6)
	P value

	Time from Asphyxia to CA (min)
	3.95±0.57
	4.52±0.44
	0.083

	None-Intervention Time (min)
	10.16±0.32
	10.32±0.28
	0.389

	No-flow Time (min)
	6.21±0.76
	5.80±0.55
	0.310

	CPR Time (min)
	1.09±0.76
	1.57±0.62
	0.240

	Epinephrine Dosage (mL)
	0.37±0.08
	0.40±0.00
	0.699


Table S3 Comparison of Resuscitation Data in Experimental Group I Rats

	
	Sham
(n=6)
	CPR
(n=6)
	CPR+EVs
(n=6)
	P value

	Weight (g)
	410.67±11.08
	413.08±15.50
	415.48±13.62
	0.829

	MAP (mmHg)
	128.78±5.50
	129.07±8.45
	138.65±7.52
	0.054

	HR (bpm)
	399.33±33.96
	401.17±13.86
	406.83±37.72
	0.906


Table S4 Comparison of Baseline Data in Experimental Group II Rats

	
	CPR (n=6)
	CPR+EVs (n=6)
	P value

	No-flow Time (min)
	6.06±0.06
	6.12±0.07
	0.109

	CPR Time (min)
	2.00±1.10
	1.67±1.03
	0.699

	Epinephrine Dosage ((mL)
	0.32±0.07
	0.30±0.13
	0.787


Table S5 Comparison of Resuscitation Data in Experimental Group II Rats
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Fig. S3 Effect of Different OGD Durations on the Viability of HT22 Cells
Cell viability of HT22 cells after OGD/R treatment with different durations was measured by the CCK-8 assay (n=10). Data are presented as the mean±SD. * P<0.05, ** P<0.01, *** P<0.001.
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Fig. S4 Effect of 2',3'-cGAMP on STING protein expression in rat hippocampal tissues.
(A) Representative western blot images in rat hippocampal tissues.
(B) Relative protein expression levels of STING of each group (n=3).
Data are presented as the mean±SD. * P<0.05, ** P<0.01, *** P<0.001

	
	Sham
(n=8)
	CPR
(n=8)
	CPR+EVs
(n=8)
	cGAMP+CPR+EVs
(n=8)
	P value

	Weight (g)
	493.56±18.61
	488.60±18.65
	479.79±15.55
	474.38±15.03
	0.130

	MAP (mmHg)
	127.38±6.27
	130.13±6.98
	131.61±5.82
	134.00±2.63
	0.151

	HR (bpm)
	397.63±45.70
	399.50±19.79
	425.22±34.46
	406.53±29.53
	0.358

	Acid-Base Balance and Lactate

	PH
	7.37±0.03
	7.41±0.04
	7.43±0.05
	7.45±0.03
	0.003

	HCO3- (mmol/L)
	25.88±1.56
	24.73±1.62
	26.26±2.21
	26.59±1.67
	0.198

	TCO2 (mmol/L)
	28.88±2.42
	26.13±3.09
	27.63±3.96
	27.50±3.02
	0.405

	BE (mmol/L)
	1.59±1.77
	0.25±1.93
	1.98±2.50
	2.35±1.90
	0.212

	Lac (mmol/L)
	0.45±0.09
	0.55±0.23
	0.75±0.24
	0.65±0.24
	0.049

	Ventilation and Blood Oxygen

	PaO2 (mmHg)
	98.13±11.51
	97.00±19.09
	102.50±13.17
	107.88±19.92
	0.542

	PaCO2 (mmHg)
	48.54±5.97
	41.19±8.32
	41.65±9.62
	38.85±6.37
	0.095

	Hct (%)
	41.50±1.93
	43.25±2.71
	41.88±2.36
	40.00±1.85
	0.055

	Hb (g/dL)
	14.13±0.63
	14.70±0.96
	14.18±0.79
	13.60±0.63
	0.061

	SaO2 (%)
	97.13±1.25
	96.88±2.23
	98.00±0.76
	98.00±1.41
	0.325

	Electrolytes and Metabolites

	Na+ (mmol/L)
	141.88±0.99
	140.38±1.19
	140.38±3.07
	140.50±2.45
	0.424

	K+ (mmol/L)
	3.55±0.27
	3.54±0.31
	3.58±0.27
	3.33±0.37
	0.350

	Ca2+ (mmol/L)
	1.33±0.08
	1.34±0.04
	1.31±0.07
	1.42±0.06
	0.015

	Glu (mmol/L)
	5.80±1.18
	5.43±1.23
	6.08±0.68
	6.30±0.93
	0.376


Table S6 Comparison of Baseline Data in Experimental Group III Rats

	
	CPR
(n=8)
	CPR+EVs
(n=8)
	cGAMP+CPR+EVs
(n=8)
	P value

	[bookmark: _GoBack]No-flow Time (min)
	6.08±0.68
	5.91±0.54
	6.26±0.43
	0.472

	CPR Time (min)
	1.56±1.08
	1.46±0.56
	1.19±0.54
	0.549

	Epinephrine Dosage (mL)
	0.35±0.09
	0.38±0.07
	0.33±0.10
	0.528


Table S7 Comparison of Resuscitation Data in Experimental Group III Rats
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Fig. S5 Validation of cGAS overexpression efficiency
The overexpression efficiency of the cGAS gene in OE-cGAS-HT22 stable cell lines was determined by qPCR (n=3). Data are presented as the mean±SD. * P<0.05, ** P<0.01, *** P<0.001
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