Inflammatory factors

1.IL-1p
Study %
D SMD (95% ClI) Weight

Guangchi Sun (2020) -6.67 (-10.16,-3.17)  11.39

Melanie D. King, B.S. (2010) —_—

-5.60 (-7.89, -3.30) 17.57

Hai-tao Zhu (2014) e 242(-398,-0.87)  22.60
1
1

Guogiang Li (2022) —— 1.73(-2.90,-0.56) 2523
1

Wenwen Dong, (2018) — 213 (-359,-0.66)  23.21

Overall (I-squared = 72.1%, p = 0.006) @ -3.22 (-4.72, -1.72) 100.00

NOTE: Weights are from random effects analysis

-10.2 0 10.2
2.1L-6

Study %

ID SMD (95% CI) Weight
i

Guangchi Sun (2020) + - -10.08 (-15.18, -4.99) 18.34
i
]
L]

Hai-tao Zhu (2014) ! -1.89 (-3.29, -0.49) 30.17
1
|

Guogiang Li (2022) —_— -10.88 (-15.17, -6.80) 21.28
1
i
]

Wenwen Dong, (2018) : -1.83 (-3.22, -0.45) 30.20
|

Overall (l-squared = 88.4%, p = 0.000) <> -5.31 (-8.66, -1.96) 100.00
]
1
|
]

NOTE: Weights are from random effects analysis ;
]
1

T T

-15.2

15.2



3. TNF-a

Study %
D SMD (95% Cl) Weight
|
Abdolreza Narouiepour (2022) —— -2.86 (-4.31, -1.41) 23.80
|
Guangchi Sun (2020) + : -10.66 (-16.03, -5.29) 4.94
i
1
Hai-tao Zhu (2014) —— -1.54 (-2.86, -0.22) 25.09
'
|
Guogiang Li (2022) + -2.60 (-3.97, -1.23) 24.53
1
Wenwen Dong, (2018) - -2.81(-4.48, -1.14) 21.63
i
Overall (l-squared = 64.5%, p = 0.024) @ -2.84 (-4.13, -1.55) 100.00
I
NOTE: Weights are from random effects analysis .
!
T ‘ T

-16 4] 16

Oxidative stress factor

1.SO0D
Study %
D SMD (95% CI) Weight

Aiguo Wu (2011) e 475 (2.74, 6.76) 32,63
1
g
1

Wei Dai (2018) ——————— 596(3.11, 8.80) 2379
1
,

Guan Wei (2017) —_— 2.80 (1.65, 3.95) 4358

Overall (l-squared = 65.3%, p = 0.056) <> 419 (2.30, 6.07) 100.00

NOTE: Weights are from random effects analysis




2.Sir2

Study %
D SMD (95% Cl) Weight
Aiguo Wu (2011) —'—0— 6.38 (3.82, 8.94) 40.77
S. Sharma (2009) —_— 4.31(2.44,6.19) 59.23
Overall (l-squared = 38.8%, p = 0.201) 5.15 (3.16, 7.15) 100.00
NOTE: Weights are from random effects analysis j
T . T
-8.94 8.94
3.GPx
Study %
ID SMD (95% ClI) Weight
Wei Dai (2018) —'—0— 4.73(2.37,7.09) 21.12
Guan Wei (2017) —1-4— 4.59 (3.01, 6.16) 47.53
Yongyue Gao (2017) —+—|— 3.04 (1.10, 4.98) 31.35
Overall (I-squared = 0.0%, p = 0.410) <> 413(3.05,5.22)  100.00

NOTE: Weights are from random effects analysis

T
-7.09

T
7.09



4.Nrf2

Study %
ID SMD (95% CI) Weight

Wenwen Dong, (2018)

Guan Wei (2017) — - 2,59 (1.49, 3.70) 74.14
i
HE— 3.84 (1.81, 5.87) 25.86

Overall (l-squared = 10.6%, p = 0.290) 2.92 (1.85, 3.99) 100.00

NOTE: Weights are from random effects analysis

-5.87 0 587
5.MDA
Study %
ID SMD (95% ClI) Weight
i
Wei Dai (2018) +—— -3.49 (-5.39, -1.59) 15.08
i
Fariborz Samini (2013) —_— -3.65 (-5.21,-2.08) 2229
1
Guan Wei (2017) B — -2.35(-3.41, -1.29) 48.58

Yongyue Gao (2017)

Overall (I-squared = 0.0%, p = 0.510) <> 292 (-3.66,-218)  100.00

NOTE: Weights are from random effects analysis

L d

-3.13 (-5.10, -1.186) 14.05

T T
-5.39 0 5.39



6.4-HNE

Study

ID
1

Aiguo Wu (2014) —_
1
|

Sandeep Sharma (2010) _—

Overall (I-squared = 58.2%, p =0.122)

SMD (95% Cl)

-7.07 (-10.37, -3.77)

-12.72 (-19.07, -6.36)

%

Weight

62.03

37.97

-9.21 (-14.58, -3.84)  100.00
NOTE: Weights are from random effects analysis 3
T ‘ T
-19.1 0 19.1
7.Protein carbonyl level
Study %
D SMD (95% Cl) Weight
|
Aiguo Wu (2006) H‘—j— -14.56 (-20.04, -9.08)  45.83
1
i
Aiguo Wu (2011) | —— -5.82 (-8.19, -3.45) 5417
1
i
Overall (I-squared = 87.8%, p = 0.004) -9.83(-18.36,-1.30)  100.00
1
1
i
NOTE: Weights are from random effects analysis i
1
T * T
-20 20



Neuroprotective factor

1.Brain water content

Study %

ID SMD (95% ClI) Weight
Abdolreza Narouiepour (2022)—0—5 -7.20 (-10.04, -4.36) 10.85
Wei Dai (2018) —0—5— -5.79 (-8.57,-3.01) 11.09
Melanie D. King, B.S. (2010) —:-0— -3.74 (-5.10,-2.37)  17.19
Hai-tao Zhu (2014) E — -1.35(-2.63,-0.07) 17.57
Yongyue Gao (2016) —4-§— -4.47 (-6.74,-2.21)  13.17
Guan Wei (2017) —05— -4.18 (-5.66,-2.71) 16.71
Wenwen Dong (2018) —0:— -4.32 (-6.52,-2.11) 13.42
Overall (I-squared = 72.9%, p = 0.001) <> -4.17 (-5.53,-2.82) 100.00

i
NOTE: Weights are from random effects analysis '
T : T

-10 0 10
2.mNSS
Study %
D SMD (95% CI) Weight
1
Wei Dai (2018) _— -5.35 (-7.95,-2.75) 46.17

'
‘

Hai-tao Zhu (2014) [ 113 (-2.36,0.11)  53.83
-

Overall (I-squared = 87.9%, p = 0.004) <>> -3.08 (-7.20, 1.05)  100.00

NOTE: Weights are from random effects analysis

T T
-7.95 0 7.95



3.Synapsinl

Study %

ID SMD (85% Cl) Weight

Aiguo Wu (2006) 1.82 (0.63, 3.00) 54.33

Aiguo Wu (2011) ——————— 4,36 (247, 6.25) 4567

Overall (l-squared = 80.0%, p = 0.025) 2.98 (0.49, 5.47) 100.00

NOTE: Weights are from random effects analysis

-6.25 0 6.25
4.BDNF
Study %
ID SMD (95% ClI) Weight
Aiguo Wu (2006) —_— 3.61 (1.95, 5.27) 29.51
Aiguo Wu (2011) —_— 214 (0.88, 3.41) 33.00

Guangchi Sun (2020) - 6.56 (3.11,10.00)  16.11

Aiguo Wu (2014) —_— 5.42 (2.79, 8.05) 21.38

Overall (l-squared = 67.7%, p = 0.026) <> 3.99 (2.19, 5.79) 100.00

NOTE: Weights are from random effects analysis

T T
-10 0 10



5.CREB

Study

Aiguo Wu (2006)

Aiguo Wu (2011)

Overall (I-squared = 2.0%, p =0.312)

NOTE: Weights are from random effects analysis

SMD (95% Cl)

—_— 2.37 (1.06, 3.69)

————+——— 345(1.84,5.05)

2.81(1.78, 3.84)

%

Weight

59.70

40.30

100.00

T
-5.05 0

T
5.05

Autophagy and apoptosis factors

1.Bcl-2

Study

Wei Dai (2018)
Guan Wei (2017)
Yongyue Gao (2017)
Xiaogi Wang (2019)
Wenwen Dong, (2018)

Overall (I-squared = 69.8%, p =0.010)

NOTE: Weights are from random effects analysis

%

SMD (95% ClI) Weight

— =900 (4.90, 13.10) 7.54

1.90 (0.92, 2.87) 27.22

217 (0.54,3.81) 21.23

2.36 (1.30, 3.42) 2647

3.98 (1.90, 6.05) 17.53

2.98 (1.69, 4.27) 100.00

T
-13.1




2.Beclin-1

Study %
ID SMD (95% CI) Weight
Yongyue Gao (2016) ————=——6.29 (3.31,9.27) 52.32
Yongyue Gao (2017) ——+ 585 (2.72,8.97) 47.68
Overall (I-squared = 0.0%, p = 0.840) 6.08 (3.92, 8.23) 100.00
NOTE: Weights are from random effects analysis
T : T
-9.27 0 9.27
3.Caspase-3
Study %
ID SMD (95% ClI) Weight
Wei Dai (2018) —OI— -5.08 (-7.58, -2.59) 13.13
Yongyue Gao (2016) &——+——— | -10.75 (-15.60, -5.91) 5.81
Guan Wei (2017) —0:— -4.92 (-6.58, -3.26) 17.64
Suzy Indharty (2020) —OI— -4.90 (-6.64, -3.17) 17.22
Yongyue Gao (2017) | —— -229(-3.97,-062) 17.56
Xiaoqi Wang (2019) -%—4»— -3.85 (-5.23, -2.46) 19.19
Wenwen Dong, (2018) —0—:— -7.32 (-10.72,-3.92) 945

Overall (l-squared = 64.9%, p = 0.009) @

NOTE: Weights are from random effects anailysis

-4.84 (-6.18, -3.50)

100.00

-15.6

15.6



4.Apoptosis index
Study %

ID SMD (95% Cl) Weight

Wei Dai (2018) —0;— -5.30(-7.89,-2.72) 18.93
Yongyue Gao (2016) —;-0— -4.26 (-6.45, -2.08)  20.31
Guan Wei (2017) —_— i -9.60 (-12.55, -6.65) 17.68
Yongyue Gao (2017) g — -1.85(-3.38, -0.31) 22.36
Wenwen Dong, (2018) —i—o— -3.93(-6.00, -1.87)  20.71

Overall (l-squared = 82.2%, p = 0.000) <> -4.80 (-7.11,-2.48)  100.00

1
i
NOTE: Weights are from random effects amalymé

-12.5 0 125
5.P62
Study %
ID SMD (95% Cl) Weight
Yongyue Gao (2016) —_— -7.35(-10.77, -3.94) 40.60

1
Xiaogi Wang (2019) —
Overall (I-squared = 67.9%, p = 0.077) -5.30 (-8.63,-1.97)  100.00

NOTE: Weights are from random effects analysis

-3.90 (-5.64, -2.15)  59.40

I T
-10.8 0 10.8
IL-1B, Interleukin-1f; IL-6, Interleukin-6; TNF-0, Tumor necrosis factor-a; SOD, Superoxide dismutase; Sir2,
Silent information regulator 2; GPx, Glutathione peroxidase; Nrf2, NF-E2-related factor; MDA, Malondialdehyde;
4-HNE, 4-hydroxynonenal; mNSS, Modified neurological severity score; BDNF, Brain-derived neurotrophic
factor; CREB, Cyclic AMP-response element-binding protein; Bcl-2, B-cell lymphoma/leukemia 2; P62,

Autophagy associated protein.



