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Supplementary Figure 1. Subgroup analysis of SOD based on gender distribution.

[image: ]
Supplementary Figure 2. Subgroup analysis of SOD based on ischemia duration.
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Supplementary Figure 3. Subgroup analysis of SOD based on reperfusion duration.
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Supplementary Figure 4. Subgroup analysis of SOD based on dosage.
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Supplementary Figure 5. Subgroup analysis of SOD based on treatment time.
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Supplementary Figure 6. Subgroup analysis of SOD based on rat species.
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Supplementary Figure 7. Subgroup analysis of MDA based on gender distribution.
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Supplementary Figure 8. Subgroup analysis of MDA based on ischemia duration.
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Supplementary Figure 9. Subgroup analysis of MDA based on reperfusion duration.
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Supplementary Figure 10. Subgroup analysis of MDA based on dosage.
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Supplementary Figure 11. Subgroup analysis of MDA based on routes.
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Supplementary Figure 12. Subgroup analysis of MDA based on treatment time.
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Supplementary Figure 13. Subgroup analysis of MDA based on rat species.
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Supplementary Figure 14. Subgroup analysis of LDH based on gender distribution.
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Supplementary Figure 15. Subgroup analysis of LDH based on ischemia duration.
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Supplementary Figure 16. Subgroup analysis of LDH based on reperfusion duration.
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Supplementary Figure 17. Subgroup analysis of LDH based on dosage.
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Supplementary Figure 18. Subgroup analysis of LDH based on route.
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Supplementary Figure 19. Subgroup analysis of LDH based on treatment time.
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Supplementary Figure 20 . Subgroup analysis of LDH based on experiment type.
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Supplementary Figure 21. Subgroup analysis of LDH based on rat species.
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Supplementary Figure 22. Subgroup analysis of CK-MB based on gender distribution.
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Supplementary Figure 23. Subgroup analysis of CK-MB based on ischemia duration.
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Supplementary Figure 24. Subgroup analysis of CK-MB based on reperfusion duration.
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Supplementary Figure 25. Subgroup analysis of CK-MB based on dosage.
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Supplementary Figure 26. Subgroup analysis of CK-MB based on route.
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Supplementary Figure 27. Subgroup analysis of CK-MB based on treatment time.
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Supplementary Figure 28. Subgroup analysis of CK-MB based on rat species.
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Supplementary Figure 29. Subgroup analysis of myocardial infarct size based on gender distribution.
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Supplementary Figure 30. Subgroup analysis of myocardial infarct size based on ischemia duration.
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Supplementary Figure 31. Subgroup analysis of myocardial infarct size based on reperfusion duration.
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Supplementary Figure 32. Subgroup analysis of myocardial infarct size based on dosage.
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Supplementary Figure 33. Subgroup analysis of myocardial infarct size based on route.
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Supplementary Figure 34. Subgroup analysis of myocardial infarct size based on treatment time
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Supplementary Figure 35. Subgroup analysis of myocardial infarct size based on experiment type.
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Supplementary Figure 36. Subgroup analysis of myocardial infarct size based on rat species.
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He WF 2023 20mg/ky AR 16588 737 10 21742 TI58 10 00% -6156F11624,1212] T
Kitala VK 2006 S0umolLPI 16586 737 10 21742 7158 10 00% -5156[11524,1212) T
Pantos C 2005 10pmolL DIR 13 B 28 3 6 94% -1400[17.39,-1061) -
Panios C200510ymolLDR 11521 868 8 15735 1382 O 14%  -4214[5299,-3129) -
Panios C200510molLPl 11532 121 8 15735 1382 9 11%  -420354.35,-2071) -
RuanSF201310mgkgPR 15452 27.71 8 15735 1382 O 04%  -283[24.05,183% -
WU Y 2018 20mk Pl 1727 315 10 22581 564 10 0%  -5281[9295-1287]

Zhao B 2017 10muk Pl 591 008 12 813 003 12 234% 32243.27,-317) 1
ZouXM201810mgkgPR 18341 1322 12 24002 1401 12 1.4%  -5051F6151,-39.71] -

Zhu XM 2018 20mgikg PR 1642 1377 12 20002 1401 12 14%  -75.82[86.93,-6471] -

Subtotal (95% CI) 126 120 453%  -46.10[-60.69,-31.51] >
Heterogeneity: Talr = 593,88, ChF= 769,14, df= 12 (P < 0.00001); = 88%

Test for overall efect Z= £.19 (P < 0.00001)

2512 40min =Time <90min

LiXL 2014 10myk Pl 911 416 B 1843 787 8 00% -83.20(15489,-3151)

Ma N 2016 30moiky AR 1141 009 25 1584 006 25 234% 443 £447,-4.39) b
Qian R 2020 10pmolL PIPR 31 283 10 763 215 10 144%  -4530147.59,-4319) -

YuHB 2020 10moky PR 899 105 10 2732 26 10 168%  -18.40[20.14,-16.68) -
Subtotal (95% CI) 53 53 547%  -28.72[49.92,7.52] >
Heterogeneity Tau= 382 98; Ci*= 1583 21, df= 3 (F < 0.00001); F=100%

Test for overall efiect Z= 2.66 (P = 0.008)

Total (95% Cl) 179 182 100.0%  -18.77[20.11,-17.42] |

Heterageneity: Taw"= 2.00; Chi*= 3743.52, df= 16 (P < 0.00001); F= 100%

Testfor oversl effect: 2

7.3 (P < 0.00001)
Tect for subaroun diferences: Ghi

26 df=1 (P =010

9 9%

00 -0 0 80 100
Favours [experimentall Favours [control]




image16.png
TMZ group Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95%C1
2611 30min=Time < 120mi

Kitala VK 2008 SOpmolLPl 16586 737 10 21742 7158 10 00% -5156[11526,1212) T
Pantos C 2005 10pmolL DIR 13 B 28 3 6 94% -1400[17.39,-1061) -
Panios C200510ymolLDR 11521 868 8 15735 1382 O 14%  -4214[5299,-3129) -
Panios C2005 10mollLPl 11532 121 8 15735 1382 9 11%  -4203154.35-2071)

Subtotal (95°% C1) 32 34 120%  33771:5484,-1270]

Heterogenety: Tau* = 353.86; Chi*= 40.01, o= 3 (P < 0.00001); = 83%

Test for overall efiect 2= 3.14 (P = 0.002)

2612 120min=Time < 180r

ChengK201820mgkgPR 3021 375 10 6285 761 10 51%  -32.44[37.70,-27.18) -
Fan 2 2018 10mgiky PI 1467 1374 10 23451 2183 10 07% -6781[10385-71.77] —

Fan 2 2018 20mgiky Pl 12888 1167 10 23451 2183 10 0.7% -10585[121.25,-20.45] —

He WF 2023 20mg/ky AR 16586 737 10 21742 TI58 10 00% -5156F116.24,1212] T
LiXL 2014 10mgk Pl 911 416 B 1843 78T 8 00% -93.20(15489,3151)

Qian R 2020 10umolL PIPR 31 283 10 7630 215 10 144%  -4530147.59,-4319) -
RuanSF201310mgkgPR 15452 2771 8 15735 1382 O 04%  -283[24.05,183% -
WU Y 2018 20muk Pl 1727 315 10 22581 564 10 0%  -5201[9295-1287]

YuHB 2020 10moky PR 899 105 10 2738 26 10 168%  -18.40[20.14,-16.68) -
Zhao B 2017 10muk Pl 591 008 12 813 003 12 234% -32243.27,-317) 1
ZouXM201810mgkgPR 18341 1322 12 24002 1401 12 1.4%  -5051F6151,-39.71] -

Zhu XM 2018 20mgikg PR 1642 1377 12 20002 1401 12 14%  -7582[8693,-6471] -

Subtotal (95% CI) 122 123 646%  -48.57[-6276,-34.38] -
Heterageneity: Talr = 508.25; ChF = 2347.45, df= 11 (P < 0.00001); F= 100%

Test for overall eflect Z= 6.71 (P < 0.00001)

2613 180min=Time 480min

Ma N 2016 30moky AR 1141 008 25 1584 006 25 234% -4430447,-4.39) b
Subtotal (95°% C1) 2 2% 23.4% -4.4314.47,-4.39]

Hetetogeneity: Not applicable

Test for overall efect Z= 204.78 (P < 0.00001)

Total (95% Cl) 179 182 100.0%  -18.77[20.11,-17.42] |

Heterageneity: Taw"= 2.00; Chi*= 3743.52, df= 16 (P < 0.00001); F= 100%
Testfor oversll effect Z= 27.39 (P < 0.00001)
Test for subaroun diferences: Chiz= 44 63

2 (P < 0.00001) = 95 5%

00 &0 0 &0 100
Favours [experimentall Favours [control]




image17.png
TMZ group Control group

Mean Difference

Mean Difference

Study or Subroup Mean SD Total Mean _SD Total Weight IV, Random,95% Cl IV, Random, 95%C1
27.1.1 10mgikg =Dosage <20mg’ky

Fan 2 2018 10mgiky PI 1467 1374 10 23451 2183 10 07% -6781[10385-71.77] -

LiXL 2014 10myk Pl 911 416 B 1843 787 8 00% -83.20(15489,-3151)

RuanSF201310mgkgPR 15452 27.71 8 15735 1382 O 04%  -283[24.05,1839 -
YuHB 2020 10moky PR 899 105 10 2738 26 10 168%  -18.40[20.14,-16.68) -
Zhao B 2017 10muk Pl 591 008 12 813 003 12 234% -32243.27,-317) 1
ZhuXM201810mgkgPR 18341 1322 12 24002 1401 12 1.4% 5051 [6151,-30.71] -
Subtotal (95% CI) 60 61 428%  -33.36[-45.96,-20.76] <>
Heterageneity: Talr = 178.05; ChF = 480,43, 0= 5 (P < 0.00001); F= 88%

Test for overall efect Z= 5,19 (P < 0.00001)

27.1.2 20mgkg =Dosage =540my’ky

ChengK2018Z0mgkgPR 3021 375 10 6285 761 10 51%  -32.44[37.70,-27.18) -

Fan 2 2018 20mgiky Pl 12886 1167 10 23451 2183 10 0.7% -10585[121.25,-20.45] —

He WF 2023 20mg/ky AR 16586 737 10 21742 TI58 10 00% -6156F116.24,1212] =
Ma N 2016 30moky AR 1141 009 25 1584 006 25 234% 443 £447,-4.39) b
WU Y 2018 20muk Pl 1727 315 10 22581 564 10 0%  -5201[9295.1287]

Zhu XM 2018 20mgikg PR 1842 1377 12 20002 1401 12 14%  -7582[86.93,-6471] —

Subtotal (95% Cl) 1 77 308%  -5349[-8275,-24.24] -
Heterogeneity: Talr = 1152.29; Ch*= 441.88, 0= § (P < 0.00001); = 88%

Test foroveral eflct Z= 3,58 (P = 0.0003)

2743 10pmol-L-1=Dosage =50pmol-L-1

Kitala VK 2008 SOpmolLPl 16586 737 10 21742 7158 10 00% -5156[11526,1212) T
Pantos C 2005 10pmolL DIR 13 B 28 3 6 94% -1400[17.39,-1061) -
Panios C200510ymolLDR 11521 868 8 15735 1382 O 14%  -4214[5299,-3129) -
Panios C200510mollLPl 11532 121 8 15735 1382 9 11%  -420354.35,-2071) —
Qian R 2020 10pmolL PIPR 31 283 10 763 215 10 144%  -4530147.50,-4319) -
Subtotal (95% CI) 42 44 264%  -36.75[56.32,-17.18] >
Heterageneity: Taur = 410.10; ChF = 233,33, o= 4 (P < 0.00001); F= 98%

Test foroverall eflect Z= 3,68 (P = 0.0002)

Total (95% CI) 179 182 100.0%  -18771:20.11,-17.42] |
Heterageneity: Talr = 2.00; ChP= 3743.52, o= 16 (P < 0.00001); F= 100% BT S

Testfor oversll effect Z= 27.39 (P < 0.00001)
Test for subaroun diferences: Chiz= 1 3 df= 2 (P =0 46)

Favours [experimentall Favours [control]
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TMZ group Control group

Mean Difference Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95%C1
28111p

ChengK2018Z0mgkgPR 3021 375 10 6285 761 10 51%  -32.44[37.70,-27.18) -
Ma N 2016 30moky AR 1141009 25 1584 006 35 134% L
Zhao B 2017 10muk Pl 591 008 12 913 003 12 134% 1
Subtotal (95°% CI) 47 520% |
Heterogeneity: Tau?= 0.79; Chi*= 1473 40, f 0%

Test for overall efect Z= 8.43 (P < 0.00001)

281219

Fan 22018 10mgiky PI 1467 1374 10 23451 2183 10 07% -6781[10385-71.77] -

Fan 2 2018 20mgiky Pl 12888 1167 10 23451 2183 10 0.7% -10585[121.25,-20.45] —

He WF 2023 20mg/ky AR 16586 737 10 21742 TI58 10 00% -5156F116.24,1212] —
LiXL 2014 10myk Pl 911 416 8 1843 787 8 00% -G3I0[15489,-3151
RuanSF201310mgkgPR 15452 2771 8 15735 1382 O 04%  -283[24.05,183% -
WU Y 2018 20muk Pl 1727 315 10 22581 564 10 0%  -5201[9295-1287] —_—
YuHB 2020 10moky PR 899 105 10 2738 26 10 168%  -18.40[20.14,-16.68) -
ZouXM201810mgkgPR 18341 1322 12 24002 1401 12 1.4%  -5051F6151,-39.71] -

Zhu XM 2018 20mgikg PR 1642 1377 12 20002 1401 12 14%  -7582[8693,-6471] —

Subtotal (95% CI) % 91 216%  -58.97[-86.50,-31.43] -
Heterogeneity: Talr = 1538.52, Chi*= 322.90, df= & (P < 0.00001); = 88%

Test for averall eflct Z= 4.20 (P < 0.0001)

28.1.3 perfusion

Kitala VK 2008 SOpmolLPl 16586 737 10 21742 7158 10 00% -5156[11526,1212) —_—
Pantos C 2005 10pmolL DIR 13 B 28 3 6 94% -1400[17.39,-1061) -
Panios C200510ymolLDR 11521 868 8 15735 1382 O 14%  -4214[5299,-3129) -
Panios C200510mollLPl 11532 121 8 15735 1382 9 11%  -420354.35,-2071) —
Qian R 2020 10pmolL PIPR 31 283 10 763 215 10 144%  -4530147.50,-4319) -
Subtotal (95% CI) 42 44 264%  -36.75[56.32,-17.18] >
Heterageneity: Taur = 410.10; ChF = 233,33, o= 4 (P < 0.00001); F= 98%

Test foroverall eflect Z= 3,68 (P = 0.0002)

Total (95% CI) 179 182 100.0%  -18771:20.11,-17.42] |
Heterageneity: Talr = 2.00; ChP= 3743.52, o= 16 (P < 0.00001); F= 100% BT S

Testfor oversll effect 2= 27.39 (P < 0.00001)
Tect for subaroun diferences: Chiz= 74 £3

2 (P <0.00001) =91 8%

Favours [experimentall Favours [control]
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TMZ group Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV.Random,95%Cl IV, Random, 95%C1
2911 Prior to ischemia

Fan 22018 10mgiky Pl 1467 1374 10 23451 2183 10 07% -6781[10385-71.77] —

Fan 2 2018 20mgiky PI 12888 1167 10 23451 2183 10 0.7% -10585[121.25,-20.45] —

Kitala VK 2006 S0pmolLPI 16586 737 10 217.42 7158 10 00% -5156[11524,1212) T
LiXL 2014 10mgk Pl 911 416 B 1843 787 8 00% -93.20(154.89,3151)

Panios C 2005 10ymollLPl 16586 737 10 21742 7158 10 00% -5156[11524,1212) T
W Y 2018 20mgk Pl 1727 315 10 22581 564 10 0%  -5201[9295-1287]

Zhao B 2017 10muk Pl 591 008 12 813 003 12 238% 322£3.27,-317) 1
Subtotal (95% CI) 7 70 254% -63.60[-113.05,-14.16] ———
Heterogeneiy: Tau* = 3980.04; Chi*= 296,04, df= 6 (P < 0.00001); = 9%

Test for overall eflct Z= 2,52 (P= 0.01)

2912 Prior to reperfusion

ChengK201820mgkgPR 3021 375 10 6285 761 10 51%  -32.44[37.70,-27.18) -
RuanSF201310mgkgPR 15452 27.71 8 15735 1382 9 04% 28324051839 -
YuHB 2020 10muky PR 899 105 10 2733 26 10 17.0%  -18.40[20.14,-16.68) -
ZouXM201810mgkgPR 18341 1322 12 24002 1401 12 1.4%  -5061F6151,-39.71] -

Zhu XM 2018 20mgikg PR 1642 1377 12 20002 1401 12 14%  -7582[86.93,-6471] -

Subtotal (95% CI) 52 53 25.4%  -36.82[54.86,-18.78] >
Heterageneity: Talr = 389,48 ChF = 150,88, o= 4 (P < 0.00001); F= 87%

Test for averal eflect Z= 4.00 (P < 0.0001)

2913 After reperfusion

He WF 2023 20mu/ky AR 1141 009 25 1584 006 25 238% 443 0447,-4.30) "
Ma N 2016 30moky AR 16586 737 10 21742 TI58 10 00% -6156F11524,1212] -
Subtotal (95% CI) 35 35 238%  -16.80[57.44,23.84] —~—
Heterageneity: Talr = 582,85, ChF= 210, df= 1 (P = 0.15); F= 52%

Test for overall eflect Z= 0.81 (P= 0.42)

29.1.4 During ischemia and reperfusion

Pantos C 2005 10umol DIR 13 B 28 3 6 95% -1400[17.39,-1061) -
Subtotal (95°% Cl) 6 6 95% -14.00[17.39,-1061] ‘
Hetetogeneity: Not applicable

Test for overall efect Z= 8.08 (P < 0.00001)

2915 During reperfusion

Panios C200510ymolLDR 11521 868 8 15735 1382 O 14%  -421415299,-3129) b
Subtotal (95% CI) 8 9 14%  -4214[5299,-31.29] >
Hetetogeneity: Not applicable

Test for overall efect Z= 7.61 (P < 0.00001)

29.1.6 Prior to ischemia and prior to reperfusion

Qian R 2020 10umolL PIPR 31 283 10 7638 215 10 145%  -4530[47.50,-4319) N
Subtotal (95°% C1) 10 10 145% 45394759, -43.19] '
Hetetogeneity: Not applicable

Test foraveral eflect Z= 40.39 (P < 0.00001)

Total (95% Cl) 181 183 100.0%  -18.47[-19.82,-17.13] |

Heterageneity: Taw"= 1.98; ChP*= 3708.92, df= 16 (P < 0.00001); F= 100%
Testfor oversll effect: 2= 26.91 (P < 0.00001)
Test for subaroun diferences: Chiz= 234 35, df

7 9%

00 -0 0 80 100
Favours [experimentall Favours [control]
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TMZ group Control group Mean Difference Mean Difference
Study or Subaroup Mean  SD Total Mean SD Total Weight IV, Random,95%Cl V. Random, 95% I
1211 Invivo

ChengK201820mghgPR 3021 375 10 6285 781 10 51%  -32.44[37.70,-27.18) -

Fan 22018 10matk PI 1467 1374 10 23451 2183 10 07% -87.81103.95.-71.77) -

Fan 22018 20matk PI 12866 1167 10 23451 2193 10 07% -10585[121.25.-0045  ——
HeWF202320mghg AR 18586 737 10 21742 7158 10 00% -51.56-11524,1212) T
LiXL 2014 10mgikg PI 911 415 8 1843 787 8 0.0% -9320[15489,-3151]

Ma 2016 30maka AR 1141 009 25 1584 006 25 234%  -443F447,-430) b
RuanSF 2013 10mghg PR 15452 2771 8 157.35 1382 9 04%  -283[2405,1839) -
Wu SY 2018 20mghg Pl 1727 & 10 22581 S84 10 01%  -529108295-1287)

YuHE 2020 10mgikg PR 893 105 10 2738 28 10 168%  -1840F20.14,-16.56] .
Znao B 2017 10mgikg PI 591 008 12 913 003 12 234% 322327347 1
Znun2018 10mgkg PR 18941 1322 12 24002 1401 12 1.4%  -5081 F6151,-38.71] -

Znu i 2018 20maks PR 1842 1377 12 20002 1401 12 14%  -75.82086.93,-8471) -

Subtotal (95°% C1) 137 13 736%  -1115[1242,938] !
Heterogeneiy: Tau?= 1.21; ChF = 2261.33, df= 11 (P < 0.00001); F= 100%

Testfor overal effect. Z= 17.19 (P < 0.00001)

1212Exviv0

KulalaVK 2008 S0umollLPl 18586 737 10 21742 7158 10 00% -51.5611524,1212) T
PaniosC200510umolLDIR 14 3 B 28 3 6 94% -1400117.39,-1061) -
Panios C200510ymolLDR 11521 868 & 157.35 1382 9 14%  -421415299,-3129) -
Panios 2005 10umolLPI 11532 121 & 157.35 1282 9 11%  -420315435.-2071) —

Qa0 R 2020 10umoliL PIPR 3 283 10 7639 215 10 144%  -4530047.59,-4319) -
Subtotal (95% Cl) 42 44 264%  -36.75[-56.32,-17.18] -
Heterogeneily: Tau?= 410.10; Chi*= 233,33, df= 4 (° < 0.00001); F= 98%

Testfor averal efect: Z= 3.68 (P = 0.0002)

Total (95% C1) 9 182 100.0% 1877 [-20.11,-17.42] '

Heterageneity: Taw"= 2.00; Chi*= 3743.52, df= 16 (P < 0.00001); F= 100%
Testfor oversll effect: Z= 27.39 (P < 0.00001)
Tect for subaroun diferences: Chiz= 6 &4 df=1 (P=001)

4 70

00 &0 0 &0 100
Favours [experimentall Favours [control]




image21.png
Experimental Control Mean Difference Mean Difference
Study or Subaroup Mean  SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95%C1
16.1.15D

Cheng K 2018 20maky PR 3021 375 10 E265 781 10 29%  -324.40[376.98,-271.82] -

Fan 2 2018 10mgikg PI 146708 137.45 10 234515 21931 10 04%  -878.08[1038.51,-717.67)

Fan 2 2018 20mgikg PI 128662 11673 10 234515 21931 10 04% -105853[1212.51,-904.55)

He WF 2023 20mg/ky AR esEE 737 10 21742 7158 10 22% 5156 115.24,1212] -

Kutala VK 2008 S0umolLPI w3 6 8 3 6 131% 14001739, 10611

Ma N 2016 30mpky AR 1418 081 25 1584 B4 25 133% -4424 144,66, -4380] -

Qian R 2020 10umolL PIPR 899 105 10 2738 2B 10 13.2% -18.40£2014,-16.66] b

W Y 2018 20muk Pl 5911 083 12 9138 03 12 133% 3227 13277, -31.771 |

YuHB 2020 10moky PR 31006 2833 10 76396 2156 10 B2%  -45380 [47597,-431.83] -
ZouXM201810mgkgPR 189413 13225 12 240021 14041 12 08%  -508.08 [5150,-397.07] —
ZhuxM201820mgkg PR 184204 137.72 12 240021 14041 12 08%  -T5BA7[860.33-64T01

Subtotal (95°% Cl) 121 127 6B6%  -116.221-128.42-104.01] ]
Heterageneity: Talr = 189.45; ChF = 3851.42, 0= 10 (P < 0.00001); F= 100%

Test for averal eflect Z= 18.67 (P < 0.00001)

1612 Wistar

LiXL 2014 10mgikg PI olt 416 8 1,843 787 8 00% -83200(1648.85-31515

Pantos C200510umolLDIR 11521 868 8 15735 1382 9 116% 42145299, -31.29] -
Pantos C200510umol DR 11532 121 8 15735 1382 9 111% -4203154.35,-29.71] -
Pantos C200510umolL Pl 15452 2771 8 15735 1381 9 6.4% -283 £24.05,18.39) 7

Ruan SF 2013 10moiky PR 1727315 10 22861 SR4 10 01%  -520.10829.49,-128.71]

Zhao B 2017 10mgikg Pl 1440 180 8 2820 370 8 01% -1480.00(1765.12,-1194.88) ¢

Subtotal (95% CI) 50 53 314%  -104.79[-164.97,-44.60] >
Heterogeneity: Talr = 2677.78; Ch*= 123,62, 0= § (P < 0.00001); = 86%

Test foroveral eflct Z= 3.41 (P = 0.0008)

Total (95% CI) fLeg 180 100.0% 9274110295, -82.52] |
Heterogeneity: Talr = 204.41; ChF = 4075.04, 0= 16 (P < 0.00001); F= 100% Mo e 5 T

Testfor oversll effect: 2= 17.79 (P < 0.00001)
Tect for subaroun diferences: Ghi

013 df=1(P=077

o

Favours [experimental] Favours [c
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TMZ group

Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight V. Random, 95% CI V. Random, 95% I
36.1.1 Male

ChengK201820mghgPR 02 003 10 042 005 10 208% -022£026,018)

WaraF 2004 10mgho Pl 288 022 10 303 031 24 203% 005 023,013]

LixL 2013 10mgikg PI 1051 377 6 1348 403 8 00%  -20.70(67.94,854 T

Wo SY 2018 20mghkg Pl 083 008 12 185 003 12 208% 086 F0.91

YuHE 2020 10mglkg PR 508 020 10 685 020 10 198% 176 £201, 1 51] i

ZnongZy2018 10mghgPR 581 052 2 621 085 24 182% -040£063,002]

Subtotal (95°% C1) w 88 99.9% 661-1.09,.0.23] |

Heterogeneiy: Tau?= 0.23; ChF = 554.16,df= 5 (P < 0.00001); F= 89%

Testfor overal effect. Z= 3,00 (P = 0.003)

36.1.2 Female

Znao B 2017 10mgikg PI 6 7 8 183 23 B 0% -121.00[137.86,-10434

Subtotal (95% CI) 8 8 04% -121.00[137.66,-104.34] @

Heterogeneity: Not applicatle

Testfor overal effect Z= 14.24 (P < 0.00001)

Total (95% C1) 82 9 100.0% 0771427,027) |

Heterogeneily: Tau?= 0.31; ChF = 755.26,df= 6 (P < 0.00001); F= 89% B TR e
Testfor overall effct 2= 3.02 (7 = 0.003) Favaurs [sxperimental] Favours [control]

Tect for subaroun diferences: Chi
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image23.png
TMZ group Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% C1.
37.1.1 Time <40min

ChengK201820mgikg PR 02 003 10 042 005 10 208% -0.221:026,-0.18]

Kara AF 2004 10mgikg Pl 298 022 10 303 031 24 203% -0.05023,013] 3
W Y 2018 20mgkg Pl 099 008 12 185 003 12 208% -0.86 1091, -0.81]

Zhao B 2017 10makg PI 68 7 8 189 23 8 01% -120.00[13766,-1043 ——

ZhongZv2018 10mghg PR 681 062 24 B21 085 24 182% -0.401082,002]

Subtotal (95% CI) 64 78 80.2% 051[1.04,0.02]

Heterogeneity Tau®= 0.28; Chi*= 650.73, df= 4 (P < 0.00001); = 93%

Testfor oversll effect: Z= 1.67 (P = 0.06)

37.1.2 40min =Time <90min

LI 2013 10mgikg PI 1051 377 8 1348 403 8 00% 297016794, 8.54]

Yu HB 2020 10mukg PR 500 029 10 B85 028 10 19.8% 176201, -1.51]

Subtotal (95% CI) 18 18 19.8% 92[32.82,14.99]

Heterageneity: Tau"= 199.98; Chi*= 2.06, df= 1 (P= 0.15);

Testfor oversll effect: Z= 0.73 (P = 0.46)

Total (95% CI) 82 9 100.0% 0771127, 027 |

Heterageneity: Taw"= 0.31; ChP*= 755.28, df= B (P < 0.00001); F= 99%
Testfor oversll effect Z= 3.02 (P = 0.003)
Tect for subaroun diferences: Chiz= 0 48 df=1 (P =0 49)
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TMZ group Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% C1.
38.1.130min = Time < 120min

Kara AF 2004 10mgikg Pl 298 022 10 303 031 24 203% -0.051023,013]
Subtotal (95% CI) 10 24 203% 0.05[.0.23,0.13]
Heterogeneity: Not applicable

Testfor oversll effect: 2= 0.53 (P = 0.50)

38.1.2 120min =Time < 180min

ChengK201820mgikgPR 02 003 10 042 005 10 208% -0.221:026,-0.18]

LI 2013 10mgikg PI 1051 377 8 1348 403 8 00% 297016794, 8.54]

W Y 2018 20mgkg Pl 099 008 12 185 003 12 208% 0861091

Yu HB 2020 10mykg PR 500 029 10 B85 029 10 19.8% 1781201,

Zhao B 2017 10makg Pl 68 7 8 189 23 8 01% -121.00[137.66,-10434 ——
Subtotal (95% CI) 48 48 615% AA3[1.79,-047]
Heterageneity: Taw"= 0.33; Chi*= 736.05, df= 4 (P < 0.00001); F= 99%

Testfor oversll effect: Z= 3.36 (P = 0.0008)

38.1.3 180min =Time <480min

ZhongZv201810mghg PR 681 062 24 B21 085 24 182% -0.401-082,002)
Subtotal (95% CI) 2 24 18.2% 0.40[0.82,0.02]
Heterogeneity: Not applicable

Testfor oversll effect 2= 1.86 (P = 0.06)

Total (95% CI) 82 9 100.0% 0771127, 027 |

Heterageneity: Taw"= 0.31; ChP*= 755.28, df= B (P < 0.00001); F= 99%
Testfor oversll effect 2= 3.02 (P = 0.003)
Test for subaroun diferences: Chiz= 1083
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TMZ group Control group

Mean Difference

Mean Difference

Study or Subroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
39.1.1 10mg/kg =Dosage <20mglky

Kaa AF 2004 10mo/ky P 299 022 10 303 031 24 203% -0.05£0.33,013]

LiXL 2013 10mokg PI 1051 377 B 1348 403 8 00% -29.70 67,94, 8.54)

Yu HB 2020 10mgiky PR 509 029 10 685 023 10 198% .76 £201,-1.51) 1

Zhao B 2017 10mgika Pl 66 7 8 189 23 8 01% -121.00(13766,-10434 ——
ZhongZY201810mgkg PR 581 062 24 621 085 24 181% -0.40 £0.82,007]

Subtotal (95% CI) 60 74 58.4% -235(:4.28, 0.43] [
Heterogeneity Tau= 291; Chi*= 317 84, df= 4 (P < 0.00001); F= 99%

Testior overall effect Z= 2.40 (P = 0.02)

39.1.2 20mgikg =Dosage =540my’ky

ChengK2018 20mgkg PR 02 003 10 042 005 10 208% -0.220.36,-0.18)

WU SY 2018 20mgikg Pl 099 008 12 185 003 12 208% -0.86 F0.91,-0.81)

Subtotal (95% CI) 2 2 416% -0.54[1.17,009]

Heterogeneity Tau= 0.20; Chi*= 431 92, df= 1 (P < 0.00001); F=100%

Testior overall effect 2= 1.69 (P = 0.09)

Total (95% CI) 82 9 100.0% 07711.27,0.27] |
Heterogeneity Tau= 0.31; Chi*= 755,28, df= 6 (P < 0.00001); F= 99% i a—— 3 Er R

Testfor overall effect 2= 3.02 (
Tect for subaroun diferences: Chi

003)
208 df=1 (P=008)

= For

Fa

urs [experimental] Favours [control]
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TMZ group Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95%C1
0.

Kara AF 2004 10mgiky Pl 208 022 10 303 031 24 203% -0.05£0.23,013]

Subtotal (95°% Cl) 10 24 203% -0.051.0.23,0.13]

Hetetogeneity: Not applicable

Test for overall efect Z= 0.53 (P = 0.59)

0.

ChengK201820mgkgPR 02 003 10 042 005 10 208% -0.22£0.36,-0.18)

Zhao B 2017 10muk Pl 6 7 B 189 23 8 01% -121.00(137.66,-104.34 —

Subtotal (95% CI) 18 18 209%  60.31[178.67,58.05] ————

Heterageneity: Ta"= 7267.78; Chi*= 201.91,
Testfor oversll effect: 2= 1.00 (P = 0.32)

=1(P < 0.00001); F= 100%

01319

Lix 2013 10mgikg PI 1051 377 8 1348 0.0%
W Y 2018 20mgkg Pl 099 008 12 185 208%
Yu HB 2020 10mykg PR 509 029 10 685 19.8%
Zhong 7Y 2018 10mghkg PR 581 062 24 621 18.2%
Subtotal (95% CI) 58.8%
Heterogeneity Tau®= 0.33; Chi

Testfor oversll effect: 2= 3.03 (P = 0.002)

Total (95% CI) 82 9 100.0%

Heterageneity: Taw"= 0.31; ChP*= 755.28, df= B (P < 0.00001); F= 99%
Testfor oversll effect Z= 3.02 (P = 0.003)
Tect for subaroun diferences: Chiz= 8 72 df= 2 (P =001}

-29.701-67.94,8.54]
086091
781201,

-0.401-082,002]
1031169, -0.36]

0771127, 027

00 0 0 &0 100
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image27.png
TMZ group Control group

Mean Difference

Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% C1.
41.1.1 Prior to ischemia

Kara AF 2004 10mgikg P 298 022 10 303 031 24 203% -0.051023,013]

LI 2013 10mgikg PI 1051 377 8 1348 403 8 00% 297016794, 8.54]

W Y 2018 20mgkg Pl 099 008 12 185 003 12 208% -0.86 1091, -0.81] 1
Zhao B 2017 10makg Pl 68 7 8 189 23 8 01% -120.00[13766,-10434 ——

Subtotal (95% CI) 38 52 41.2% -1541:3.09,0.02]

Heterageneity: Taw"= 1.27; Chi*= 271.55, df= 3 (P < 0.00001); F= 99%

Testfor oversll effect: 2= 1.94 (P = 0.05)

41.1.2 Prior to reperfusion

ChengK201820mgikg PR 02 003 10 042 005 10 208% -0.221:026,-0.18]

Yu HB 2020 10mgkg PR 500 029 10 B85 029 10 198% 1761201, -1.51]

ZhongZv2018 10mgkgPR 681 062 24 B21 085 24 182% -0.401-082,002]

Subtotal (95% CI) 4 44 58.8% 0.79[1:86,027]

Heterageneity: Taw"= 0.86; Chi*= 138.69, df= 2 (P < 0.00001); F= 99%

Testfor oversll effect: Z= 1.46 (P = 0.14)

Total (95% CI) 82 9 100.0% 0771127, 027 |

Heterageneity: Taw"= 0.31; ChP*= 755.28, df= B (P < 0.00001); F= 99%
Testfor oversll effect Z= 3.02 (P = 0.003)
Test for subaroun diferences: Chiz= 0 60 df= 1 (P =0 44)
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Experimental Control

Mean Difference

Mean Difference

Study or Subaroup Mean _SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95%C1
471150

ChengK201820mgkgPR 201 032 10 420 054 10 214% 228 £267,-1.89)

WU Y 2018 20muk Pl 994 082 12 1855 032 12 210% -862£9.12,-812)

YuHB202D10mgkgPR 5082 284 10 BES4 295 10 185% -1762£20.20,15.04]

ZnongZY201810mgkgPR 5816 620 24 6219 852 24 17.2% -4.03£8.37,021]

Subtotal (95°% Cl) 56 56 788% 1511304, 3.25]

Heterageneity Talr = 23.44; ChF = 481,92, 0= 3 (P < 0.00001); F= 88%

Test for overall efict Z= 3.26 (P = 0.001)

4742 Wistar

Kara AF 2004 10mgiky Pl 208 022 10 303 031 24 211% -0.05£0.33,013]

LiXL 2013 10mgk Pl 1051 377 8 1348 403 8 0D%  -207.00[679.41,85.41) T

Zhao B 2017 10mglkg Pl 680 70 8 1890 230 B  01% -1210.00}137660,-1043.40] ¢

Subtotal (95% Cl) 26 40 212%  503.63[1402.41,305.15] ——

Heterogeneity: Talr = 616183.50; ChP= 204.94,df=2 (P < 0.00001); F= 99%

Test for overall eflect 2= 1.10 (P = 0.27)

Total (95% CI) 82 9 100.0% 7.201131,3.00] |

Heterageneity: Talr = 20.85; ChF = 1380.25, df= 6 (P < 0.00001); F= 100% Mo e 5 T

Testfor overall effect 2= 3.43 (
Tect for subaroun diferences: Chi

0008)
17 df=1 (P =028

43%

Favours [experimentall Favours [control]
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TMZ group Control group Mean Difference Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight _IV.Random, 95% Cl IV, Random, 95% C1.
20.1.1 Male

HeWF202320mgkgAR 1353 418 10 2587 B85 10 B5% -1234[17.31,-737] —
KaraAF 2004 10mgikg PI 1281 12 10 2065 089 24 7.9%  -7.84[8.86,-7.02] -

Khan 12010 Smikg PR 1616 069 8 314 026 8 7.9% -1520[1575,-1473] -

Kutala VK 2006 S0pmalLP 3% 3 6 43 § 6 67% -7.00[1167,-233 —

LI 2014 10mgikg PI 1789 473 8 2836 495 8 B6% -1047[15.22,-672 —_—

Ma N 2016 30maka AR 3065 087 25 4374 082 25 7.9% -1209[1251, -
QioR2020 10umolLPIPR 12 108 10 39.48 855 10  6.4% -27.483282, —_—
RuanSF 2013 10mghgPR 1273 2 10 1842 41 10 74% 56985 —
SentirT20143mgkgDl 972 13 8 257 15 8 78% -1598[1736, -
SenfiT20145mgkgDl 995 23 8 257 15 B 7% -157T4[1764, -
WuSY201820mglgPl  17.35 083 12 3706 032 12 7.8% -18.71 (2021, -
ZnongZY2018 10mghgPR 1024 211 24 1142 125 24 78% 088118600 A
Subtotal (95% CI) 139 153 88.3% -12.42[-15.67,-9.17] >

Heterageneity: Taw"= 30.76; Chi*= 1570.48, df= 11 (P < 0.00001); F= 89%
Testfor oversll effect: Z= 7.49 (P < 0.00001)

20.1.2 Male and Female

ZhouDL201310mgkgPR 1523 557 8 2603 7.9 8 57% -1080FI7S —
ZhouDL201320mgkgPR 1362 422 8 2603 7.9 8 59% -12.41[186: —_—
Subtotal (95% Cl) 16 117% -1167[-1622, -

Heterogeneity Tau= 0.00; Ch*= 012,

Test fo overall efect Z= 5.02 (P < 0.00001)

Total (95°% CI) 155 169 100.0% 28] >

Heterogeneity: Taw"= 30.60; Chi*= 1571.33, df= 13 (P < 0.00001); F= 89%
Testfor oversll effect: Z= 7.93 (P < 0.00001)
Tect for subaroun diferences: Chiz= 007 df=1 (P =0 70)
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TMZ group Control group

Study or Subaroup Mean _SD

Total Mean SD Total Weight

Mean Difference
IV, Random, 95% C1.

Mean Difference
IV, Random, 95% C1.

19.1.1 Time <40min

HeWF 2023 20mgkg AR 1353 418 10 2587 685 10 B5%
Kara#F 2004 10mgkg Pl 1281 12 10 2065 089 24 7.9%
KhanW20105mgkoPR 1616 069 B 314 026 8 7.9%
Kutala VK 2008 S0umolLPI % 3 B 43 5 6 &7%
RuanSF201310mgkgPR 1273 2 10 1842 41 10 7.4%
gentrkT20143mpkyDI 872 13 B 257 15 8 78%
entrkT20145mokyDI 998 23 B 257 15 8 70%
W Y 2018 20mk Pl 1735 083 12 3706 032 12 78%
ZhongZY201810mgkgPR 1024 211 24 1142 125 24 7.8%
ZhouDL201310mgkgPR 1523 557 8 2603 79 B 67%
ZhouDL2013Z0mghgPR 1362 422 8 2603 79 B 59%
Subtotal (95°% Cl) 112 126 79.1%
Heterageneity: Talr = 45.28; ChF = 1485.74, df= 10 (P < 0.00001); = 89%
Test for overall efect Z= 5,37 (P < 0.00001)

19.1.2 40min=<Time 90min

LiXL 2014 10myk Pl 1780 473 B 2836 496 8 66%
Ma N 2016 30moiky AR 3165 087 25 4374 062 25 79%
Qia0R2020 1OWmoULPIPR 12 108 10 3948 855 10 64%
Subtotal (95°% C1) 43 13 209%
Heterageneity: Talr = 50.02; ChF = 3218, df=2 (P < 0.00001); F= 94%
Test for averal eflct Z= 3.86 (P = 0.0001)

Total (95% CI) 155 169 100.0%

Heterogeneity: Taw"= 30.60; Chi*= 1571.33, df= 13 (P < 0.00001); F= 89%

Testfor oversll effect: Z= 7.93 (P < 0.00001)
Tect for subaroun diferences: Chiz=1 17 df

(f=1 (P=028)

8%

234 117.31,-7.37]

-7.841:866,-7.02]
1524 [15.75,-1473]
700 }-1167,-2.33]
5,69 852, -2.86]

15,98 [17.36,-14.60]
1574 17.64,-1384]
1971 [2021,-19.21]
-0.881-1.86,010]
080175

1241 1186
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TMZ group Control group Mean Difference Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random,95% CI IV, Random, 95%C1
18.1.1 30min=Time < 120m

KarafF 2004 10mgkg Pl 1281 12 10 2065 089 24 78%  -T84[86 -
KnanW20105mgkgPR 1616 069 8 314 028 8 7.0% 152411575, -

Kutala VK 2008 S0umolLPI % 3 B 43 5 6 87% TO0LIE —
Subtotal (95% CI) 224% -1021[-16.28, -
Heterogeneity: Tau*= 27.03; Chi*= 230,24, f

Test for overal eflct Z= 3.30 (P = 0.0010)

18.1.2 120min=Time <180min

HeWF 2023 20mgkg AR 1353 418 10 2587 685 10 B&% -1234(17.31,-7.37] —
LiXL 2014 10mgk Pl 1789 473 B 2836 495 8 66% -1047[152 —
QAR 2020 10WmOULPIPR 12 108 10 39.48 855 10 4% -27.4813282, —
RuanSF201310mghgPR 1273 2 10 1842 41 10 7.4%  -560[85 —
WU Y 2018 20mgk Pl 1735 083 12 3706 032 12 7.9% 19712021, -
ZhouDL201310mgkgPR 1523 557 8 2603 7.9 B 57% -10B0FITA —_—
ZhouDL201320mgkgPR 1362 422 8 2603 7.9 B 58% -12.41[186: —_—
Subtotal (95% Cl) 66 66 46.4% -14.14[-20.08, -
Heterogeneity: Tau*= 58.31; Chit= 131 65,

Test for overall efect Z= 4.67 (P < 0.00001)

18.1.3 180min =Time <-480min

Ma N 2016 30moky AR 3165 087 25 4374 062 25 7.9% 120011251, -
GentikT20143mgky DI 972 13 8 257 15 8 78% -1598(1736, -
GentikT20145mgky DI 995 23 8 257 15 B 77% -1574(1764, -
ZhongZY201810mgkgPR 1024 211 24 1112 125 24 78%  -D88[1.86,0.10] A
Subtotal (95% CI) 65 31.2% -11.15[-17.62, -4.67] -
Heterogeneity: Tau*= 43.22; Chi*= 508,82, df= 3 (P < 0.00001);

Test for overal eflct Z= 3.37 (P = 0.0007)

Total (95°% CI) 155 169 100.0% 28] >

Heterogeneity: Taw"= 30.60; Chi*= 1571.33, df= 13 (P < 0.00001); F= 89%
Testfor oversll effect: Z= 7.93 (P < 0.00001)
Tect for subaroun diferences: Chiz= 090 df= 2 (P = 0 64}
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TMZ group
Study or Subaroup Mean

Control group
SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% C1.

Mean Difference
IV, Random, 95% C1.

21.1.1 3mgkg =Dosage <10mg’ky

Khan 12010 Smikg PR 1615 069 8 314 026 8 79%
gentirk T 2014 3mukg DI 972 13 8 357 15 8 78%
Senturk T 2014 Smukg DI 995 23 8 257 15 8 77%
Subtotal (95% CI) 2 24 233%
Heterogeneity: Taw"= 0.00; Chi*= 1.14, df= 2 (P = D.56); F= 0%

Testfor oversll effect: Z= £4.79 (P < 0.00001)

21.1.2 10mgkg =<Dosage <20mg’ky

Kara AF 2004 10mglkg PI 1281 12 10 2065 089 24 79%
LI 2014 10mgikg PI 1789 473 8 2836 495 8 66%
RuanSF201310mghkg PR 1273 2 10 1842 41 10 74%
Zhong 7Y 2018 10mghkg PR 1024 211 24 1112 125 24 78%
ZhouDL201310mglkg PR~ 1523 557 8 2603 798 8 57%
Subtotal (95% CI) 60 35.4%
Heterageneity: Tau"= 20.44; Chi*= 121.33, df= 4 (P < 0.00001);

Testfor oversll effect: Z= 307 (P = 0.002)

21.1.3 20mgkkg =Dosage =540mg’ky

HeWF 2023 20mgkgAR 1353 418 10 2587 685 10 65%
Ma N 2016 30mokg AR 3165 087 25 4374 062 25 79%
W Y 2018 20mgkg Pl 1735 083 12 3706 032 12 79%
ZhouDL201320mglkg PR~ 1362 422 8 2603 79 8 59%
Subtotal (95% CI) 55 28.2%
Heterageneity: Tau"= 28.37; Chi*= 522.36, df= 3 (P < 0.00001);

Testfor oversll effect: Z= 5.08 (P < 0.00001)

21.1.4 10pmol-L-1=Dosage <50pmol-L-1

Kutala VK 2006 50pmalLP % 3 6 43 5 6 67%
QiaoR 2020 10umolfL PIPR 12 108 10 3948 855 10 64%
Subtotal (95% CI) 16 13.0%
Heterageneity: Ta"= 203.17; Chi*= 32.03, df= 1 (P < 0.00001);

Testfor oversll effect: Z= 1.68 (P = 0.09)

Total (95% CI) 155 169 100.0%

Heterogeneity: Taw"= 30.60; Chi*= 1571.33, df= 13 (P < 0.00001); F= 89%
Testfor oversll effect: Z= 7.93 (P < 0.00001)
Tact for subaroun diferences: Chiz= 15 71

1524 [1575,-1473]
15,98 [17.36,-14.60]
1574 117.64,13.84]
15.35[15.82,-14.89]

-7.841:866,-7.02]
1047 [1522,-5.77]
5,69 852, -2.86]
-0.881-1.86,010]
1080 [17.50,-4.10]
-6.70[10.97, 243]

1234 117.31,-7.37]
120911251, -1167]
197112021, 18.21]
1241 11862,-6.20]
-14.36[19.90, -8.81]

7001167,-2.33]
-27481:3282,-22.14]
17.20(.37.27,287]

123311538, -9.28]
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TMZ group Control group Mean Difference Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% Ci V. Random, 95% CI
2.

Kara AF 2004 10mghkgPl 1281 12 10 2065 083 24 7.9%  -7.84[866,-7.0] -
KnanM20105mgkgPR 1616 069 8 314 025 8 7.9% 152415751473 -
SentircT20143mgkgDl 972 13 8 257 15 8 78% 159817361450 -
SentircT20145mgkgDl 995 23 8 257 15 8 7% 157417641384 =

Subtotal (95% CI) 34 31.2%  -13.671-17.99,-9.35] g

Heterageneity: Tau = 10.01; ChP = 243.30, o
Testfor oversll effect: Z= £.20 (P < 0.00001)

3(P <0.00001);

2,
Ma N 2016 30mokg AR 3185 087 25 4374 062 25 7.9% -12.00[1251,-1167] -
Subtotal (95% CI) 2 25 7.9% -1209[1251,-1167) |

Heterogeneity: Not applicable
Testfor oversll effect: 2= §6.58 (P < 0.00001)

ZnowDL201310mghgPR 1523 557 8 2603 78 8 67% -108017.50,-410)
ZnouDL201320mghgPR 1382 422 8 2603 78 8 53% -124101862,-620)

Subtotal (95% CI) 80 80 47.9% -10.30[19.46,-1.15] —
Heterogeneily: Tau?= 147.68, Chi*= 1176.56, df= 6 (P < 0.00001); P= 89%

Testfor overal effect Z= 2.21 (P= 0.03)

2,

HeWF202320mgkgAR 1353 418 10 2587 B85 10 B5% -1234[17.31,-737] -
Lix 2014 10mgikg PI 1789 473 8 2836 496 8 B6% -1047[1522,-672 -
RuanSF 2013 10mgikg PR 1273 2 10 1842 41 10 7.4%  -5.60[8.52,-286] -
W Y 2018 20mgkg Pl 17.35 083 12 37.06 032 12 7.9% -10.71(20.21,-19.21] -
ZhongZv201810mghg PR 1024 201 24 1142 125 24 7.8%  -088[1.85,0.10] 1

22.1.4 perfusion
Kutala VK 2006 S0pmalLP % 3 6 43 § 6 67% -7.00[1167,-233 —
QiaoR 2020 10umoliL PIPR 12 108 10 3948 855 6.4% -2748[3282,-2214) —

Subtotal (95% CI)
Heterogeneity Tau®= 03.17; Chi
Testfor oversll effect: Z= 1.68 (P = 0.09)

13.0%  -17.201:37.27,287] ———

Total (95°% CI) 155 169 100.0% -12.33[-1538,-9.28] *

Heterogeneity: Taw"= 30.60; Chi*= 1571.33, df= 13 (P < 0.00001); F= 89%
Testfor oversll effect: Z= 7.93 (P < 0.00001)
Tect for subaroun diferences: Chiz= 091 df= 3 (P=087)

20 o 0 10 20
Favours [experimentall Favours [control]
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TMZ group

Control group

Mean Difference

Mean Difference

Study or Subroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95%C1
2301 Prior to ischemia

Kara#F 2004 10mgkg Pl 1281 12 10 2065 089 24 79% 784 [8.66,-7.02) -
Kuala VK 2008 S0umolLPI % 3 B 43 5 6 67% -TO0HI167,-233 —
LiXL 2014 10mgk Pl 1789 473 B 2836 495 8 BE% -10.47[1522,-572) —
WU Y 2018 20muk Pl 1735 083 12 3706 032 12 79% -19.71(20.21,1921) -

Subtotal (95% Cl) 36 50 20.0% -11.36[-19.61,-3.10] ——
Heterageneity: Tau = 68.17; ChP= 601 66, o= 3 (P < 0.00001); F= 100%

Test for overall efict Z= 2.70 (P = 0.007)

2342 Prior to reperfusion

KnanM20105mgkgPR 1616 069 8 314 026 8 7.0% -1524[1675-1473) -
RuanSF201310mgkgPR 1273 2 10 1842 41 10 7.4%  -669[852,-288) -
ZnongZY201810mgkgPR 1024 201 24 1142 125 24 78%  -0.88F1.86,010] A
ZhouDL201310mgkgPR 1523 557 8 2603 79 8 57% -10.80(17.50,-410] -
ZhouDL2013Z0mgkgPR 1362 422 8 2603 7.9 8 59% -12.41[1862,-620] —
Subtotal (95% Cl) 58 58 348%  -8.91[-17.44,-0.38] —~—
Heterageneity: Talr = 80.12; ChF = 667.15, df= 4 (P < 0.00001); F= 88%

Test for overall efect Z= 2.05 (P = 0.04)

23.1.3 After reperfusion

HeWF 2023 20mgkg AR 1353 418 10 2587 685 10 BS% -1234[17.31,-7.37) —_—
Ma N 2016 30moky AR 3165 087 25 4374 062 25 79% -1200[1251,-1167) -
Subtotal (95°% C1) 35 35 144% 120911251, -1167] |
Heterogeneity Tau?= 0.00; Chi*= 0,01, df= 1 (P = 0.92);

Test for veral eflect Z= 56.79 (P < 0.00001)

2314 During ischemia

GentikT20143mgko DI 972 13 8 257 15 8 7E% -1598[17.35,-1450] =
GentikT20145mgky DI 995 23 8 257 15 8 77% 1574117641384 -
Subtotal (95°% C1) 16 15.4% -15.90[17.01,-14.78] 0
Heterogeneity Tau*= 0.00; Ch*= 0.04,

Test for averal eflect Z= 27.95 (P < 0.00001)

2315 Prior to ischemia and prior to reperfusion

QAR 2020 10WmoULPIPR 12 108 10 39.48 855 10 4% -27.4813282,-2214)

Subtotal (95% CI) 10 10 644 27.48[3282,22.14] @

Hetetogeneity: Not applicable

Test for veral eflect Z= 10.08 (P < 0.00001)

Total (95°% CI) 155 169 100.0% -12.33[-1538,-9.28] >
Heterageneity: Talr = 30.60; ChF = 1571.33, df= 13 (P < 0.00001); = 88% B ]

Testfor oversl effect: 2
Tect for subaroun diferences: Chi

93 (P < 0.00001)

94 2%,
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1310

HeWF 2023 20mghkg AR 1353 418 10 2587 685 10 B&% -1234(17.31,-7.37] -
KarafF 2004 10mgkg Pl 1281 12 10 2085 089 24 7.9% -84 [866,-7.02] -
KnanW20105mgkoPR 1618 069 8 314 026 8 7.9% -1524[1575,-1473] -
LiXL 2014 10myk Pl 1780 473 8 2836 495 8 BE% -10.47[1522,-5.72] -
Ma N 2016 30moky AR 3165 087 25 4374 062 25 7.9% -1200F1251,-1167] .
RuanSF201310mgkgPR 1273 2 10 1842 41 10 7.4%  -560[8.52,-286] -
GentikT20143mgkg DI 971 13 8 257 15 8 7.8% -1598(1736,-1460] -
SentikT2014Smgky DI 995 23 8 257 15 B 77% -1574(1764,-1384] -
W Y 2018 20mk Pl 1735 083 12 3706 032 12 7.8% -1971[2021,-1921] .
ZnongZY201810mgkgPR 1024 211 24 1112 125 24 78%  -088[1.86,0.10]
ZhouDL201310mgkgPR 1523 557 8 2603 7.9 B 67% -10BDFI750,-410] -
ZhouDL201320mgkgPR 1362 422 8 2603 7.9 B 58% -12.41[1862,-620] -
Subtotal (95°% Cl) 139 153 87.0% -1163[14.88,8.38] .
Heterageneity: Talr = 30.20; ChF = 1537.77, df= 11 (P < 0.00001); = 88%

Test for overall efect Z= 7.02 (P < 0.00001)

1312 B0

Kutala VK 2008 S0umolLPI % 3 6 43 5 6 B7% -TO0LIE -
Qia0R 2020 100mOILPIFR 12 108 10 3948 855 6.4% -27.48 (3183, —
Subtotal (95% CI) 13.0%  -17.201:37.27,287] -
Heterogeneity Tau= 203.17; Ch

Test for overall efect Z= 1,68 (P = 0.09)

Total (95% CI) 155 169 100.0% 28 .
Heterageneity: Talr = 30.60; ChF = 1571.33, df= 13 (P < 0.00001); = 88% =% 3 Y pe

Testfor oversll effect: Z= 7.93 (P < 0.00001)
Tect for subaroun diferences: Chiz= 028 df=1 (P = 0 50)

s lexperimental] Favours [cont
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18.1.15D

HeWF 2023 20mgkg AR 1353 418 10 2587 685 10 B&% -1234(17.31,-7.37] —
KnanM20105mgkoPR 1616 069 8 314 026 8 7.8% -15.24[1575,.1473] -

Kutala VK 2008 S0umolLPI 3 6 3 5 b 43 T4%  -200[456050 —
Ma N 2016 30mpky AR 3165 087 25 4374 062 25 78% 120911251, -
QAR 2020 10umOULPIPR 12 108 10 3048 855 10 3% 274813282, —_—

Wi Y 2018 20mk Pl 1735 083 12 3706 032 12 7.8% 197112021, -
ZhongZY201810mgkgPR 1024 211 24 1112 125 24 78%  -D88[1.8,0.10] A
Subtotal (95% CI) 125 132 514% -1253[-17.02,-8.05] -
Heterageneity: Talr = 34.55; ChF = 138,55, df= 6 (P < 0.00001); F= 100%

Test for overall efect Z= 5.48 (P < 0.00001)

148142 Wistar

KarafF 2004 10mghkg Pl 1281 12 10 2085 089 24 7.8% 784866702 -
LiXL 2014 10mgk Pl 1789 473 8 2836 495 8 BE% -10.4711522,-672] -
RuanSF201310mgkgPR 1273 2 10 1842 41 10 7.3%  -560[8.52,-286] -
GentikT20143mgky DI 971 13 8 257 15 8 77% -1598(1736,-1460] -
GentikT2014Smgky DI 995 23 8 257 15 B 76% -1574(1764,-1384] -
ZhouDL201310mgkgPR 1523 557 8 2603 7.9 B 67% -1LBDFI750,-410] —_—
ZhouDL2013Z0mgkgPR 1362 422 8 2603 7.9 B 59% -12.41[1862,-620] —
Subtotal (95% CI) 48.6% -1131[-15.21,.7.40] >
Heterogeneity: Tau*= 23.97; Chi*= 14155, f

Test for overall eflect Z= 5,68 (P < 0.00001)

Total (95°% CI) 185 206 100.0% 84 >
Heterageneity: Talr = 31.61; ChF = 1637.01, df= 13 (P < 0.00001); = 88%

20 40 0 10 20

Testfor oversll effect Z= 7.58 (P < 0.00001) s [expsrimental] Favours [cont

Test for subaroun diferences: Chiz= 016 df=1 (P = 0 G3)
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TMZ group Control group Mean Difference Mean Difference

Study or Subaroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95%C1
7.1.1 Male

LiX 2008 20mgk Pl 12826 2815 8 5214 1938 8 13.8% 76.12[5245,99.79) —_—
YuHB 2018 10moky PR 8021 607 10 4673 505 10 285% 38.48[3359,4337] -
ZnongZY201810mgkgPR 20567 2016 24 17838 1488 24 24.7% 27.29(17.25,37.33) -

Subtotal (95% Cl) 42 42 66.9% 42.93[26.34,50.52] -
Heterageneity: Talr = 169,65, ChF = 14,34, dr= 2 (P = 0.0008); F= 86%

Test for overall eflct Z= 5.07 (P < 0.00001)

7.1.2 Male and Female

ZhouDL2014 10mgkgPR 2447 256 10 2204 248 10 143% 2430(220,46.31) —

Zhou DL 2014 Z0mgiky PR 207 14 10 2204 246 10 182% 2660[3.06, 44.14] o

Subtotal (95% CI) 20 334% 25.71[11.99,39.42] g
Heterogeneity: Tau*= 0.00; Ch

Test foraveral eflect Z= 3.67 (P = 0.0002)

Total (95°% CI) 62 62 100.0% 36.63[24.66, 48.61] >

Heterageneity: Taw"= 124.98; Chi*= 17.02, df= 4 (P = 0.002); F= 76%
Testfor oversll effect: Z= 6.0 (P < 0.00001)
Test for subaroun diferences: Chiz= 2 46 df=1 (P=017)
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8.1.1 Time < 40n
ZhongZY201810mgkgPR 20567 2016 24 17838 1498 24 247% 27.29(17.25,37.33) -
ZhouDL2014 10mgkgPR 2447 256 10 2204 208 10 143% 2430(220,4631) —
Zhou DL 2014 Z0mgiky PR 207 14 10 2204 246 10 182% 2660[3.06, 44.14] —
Subtotal (95% CI) 4 44 57.8% 26.74[18.63,34.84] <>
Heterogeneity: Tau = 0.00; ChP= 0.06, if= 2 (P = 0.97); F= 0%
Test for overall efect Z= 6.47 (P < 0.00001)
8.12.40m e <90r
LiX 2008 20muk Pl 12826 2815 8 5214 1938 8 13.8% 76.12[5245,99.79) —_—
YuHB 2018 10moky PR 8621 607 10 4573 505 10 285% 38.48[3359,4337] =
Subtotal (95% CI) 18 18 422% 5544[18.74,92.15] —————
Heterogeneity: Talr = 632,32, ChF'= 831, df= 1 (P = 0.002); "= 83%
Test for overall efiect Z= 2.95 (P = 0.003)
Total (95°% CI) 62 62 100.0% 36.63[24.66, 48.61] -
Heterageneity: Talr = 124.08; ChF= 17.02, df= 4 (P = 0.002); = 76% =+ 5 & T

Testfor oversll effect: Z= 6.0 (P < 0.00001)
Tect for subaroun diferences: Chiz= 2 24 df=1 (P=013)

e
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Study or Subroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95%C1
9.1.130m e <120min

LiX 2008 20mgk Pl 12826 2815 8 5214 1938 B 13.8% 76.12(5245,99.79)

Subtotal (95°% Cl) 8 8 1384 76.2[5245,99.79]

Hetetogeneity: Not applicable

Test for overall efect Z= 6.30 P < 0.00001)

9.1.2 120min=Time < 180mi

YuHB 2018 10moky PR 8621 607 10 4673 505 10 285% 38.48[3359,4337] -
ZhouDL201410mgkgPR 2447 256 10 2204 208 10 143% 2430(220,4631) —
Zhou DL 2014 Z0mgiky PR 207 14 10 2204 246 10 182% 2660[3.06, 44.14] —
Subtotal (95% CI) 30 615% 34.10[25.03,43.17] >
Heterogenety: Tau®= 26.2; Chi*= 2.9, t

Test fo overall efect Z= 7.37 (P < 0.00001)

9.1.3 180min =<Time =480min

ZnongZY201810mgkgPR 20567 2016 24 17838 1488 24 247% 27.29(17.25,37.33) =
Subtotal (95% CI) 24 24 24.7% 27.29[17.25,37.33] >
Hetetogeneity: Not applicable

Test for overall efect Z= 5.3 (P < 0.00001)

Total (95°% CI) 62 62 100.0% 36.63[24.66, 48.61] >
Heterageneity: Talr = 124.08; ChF= 17.02, df= 4 (P = 0.002); = 76% =+ 5 & o

Testfor oversll effect: Z= 6.00 (P < 0.00001)
Test for subaroun diferences: Chiz= 13 86,

o
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10.1.1 10mgAkg =Dosage <20mgkg

Yu HB 2018 10mykg PR 8421 607 10 4573 505
Zhong 7Y 2018 10mglkg PR 20567 2016 24 17838 1495
ZhouDL201410mghkg PR 2447 256 10 2204 245
Subtotal (95% CI) 4
Heterogeneity Tau"= 39.74; Chi*= 4.96, df= 2 (P = 0.08);
Testfor oversll effect: Z= B.74 (P < 0.00001)

60%

10.1.2 20mghkg =Dosage =540mgkg

Li 2008 20mgiky PI 12825 2815 8 5214 1935
Zhou DL 2014 20mgikg PR 247 14 10 2204 246
Subtotal (95% CI) 3

Heterogeneity: Taw?= 1113.11; Chi*= 10.85, df= 1 (P= 0.0010), F= 1%

Testfor oversll effect: 2= 2.05 (P = 0.04)

Total (95% CI) 62
Heterageneity: Taw"= 124.98; Chi*= 17.02, df= 4 (P = 0.002); F= 76%
Testfor oversll effect: Z= 6.0 (P < 0.00001)

Tect for subaroun diferences: Chiz= 0 &2 df=1 (P=047)
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