Supplementary material

1. Study Selection Criteria

Inclusion criteria Exclusion criteria

. Studies applying therapeutic
hypothermia within 2.5 hours post-injury,
maintained for 48 hours, or using

- Studies involving patients with perioperative prophylactic hypothermia

traumatic brain injury, ischemic stroke,

or acute-phase treatment following . Studies using partial cooling methods
cerebral hemorrhage alone

. Studies that performed therapeutic . Studies performing hypothermia through
hypothermia (using surface cooling or  ¢old saline infusion or lavage techniques
intravascular cooling)

. Studies involving patients with baseline
. Studies with a comparison group hypothermia (<36°C)
receiving conventional treatment or
maintaining normothermia (normal body - Studies where clear outcome extraction

temperature) is not possible

. Studies reporting at least one . Laboratory or animal studies (in vitro or
predefined medical outcome animal studies)

. Limited to RCTs . Non-original studies (e.g., reviews,

editorials, letters, opinion pieces)

. Case reports or case series

2. Forest Plot of Coagulopathy Incidence by Target Temperature in TBI Patient Group

Study or TH Control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% ClI
Target_Temperature = <36C

Hui 2021 0 156 4 146 0.6% 0.10[0.01, 1.92]

Qiu 2007 25 40 16 40 252% 1.56[1.00, 2.45] ]

Liu 2006 30 43 9 23 17.0% 1.78[1.03, 3.08] Hil-

Qiu 2006 23 30 15 42 249% 2.15[1.37, 3.37] l

Qiu 2005 27 43 17 43 26.8% 1.59[1.03, 2.45] [ ]

Total (95% Cl) 312 294 94.5% 1.72[1.36, 2.17] ¢
Heterogeneity: Tau’ = < 0.001; Chi’ = 4.81, df = 4 (P = 0.31); = 17%

Test for overall effect: Z=4.58 (P < 0.01)

Target_Temperature = <33C

Adelson 2005 8 37 5 38 49% 1.64[0.59, 4.56]

Aibiki 2000 10 15 0 il 0.7% 15.75[1.02, 243.07]

Total (95% Cl) 52 49 55% 3.51[0.43, 28.44] e
Heterogeneity: Tau” = 1.444; Chi’ = 2.3, df = 1 (P = 0.13); I = 57%

Test for overall effect: Z=1.18 (P = 0.24)

Total (95% Cl) 364 343 100.0% 1.74[1.39, 2.18] ¢
Heterogeneity: Tau® < 0.001; Chi? = 7.32, df = 6 (P = 0.29); I* = 18% ' ! ] '
Test for overall effect: Z=4.82 (P <0.01) 0.01 01 1 10 100

Test for subgroup differences: Chi? = 0.44, df = 1 (P=0.51) Favours TH Favours Control



3. Forest Plot of Electrolyte Imbalance Incidence in TBI Patient Group

TH Control Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% ClI MH, Random, 95% CI
Hui 2021 53 156 39 146 30.4%  1.27[0.90, 1.80] ——
Tang 2017 16 30 7 30 6.8% 229[1.10,4.74] —_—
Qiu 2007 34 40 28 40 628% 1.21[0.95,1.55] LN
Total (95% Cl) 226 216 100.0%  1.29 [1.06, 1.56) <
Heterogeneity: Tau’ < 0.001; Chi’ = 2.61, df = 2 (P = .27); I = 23%
Test for overall effect: Z=2.58 (P < .01) 05 q 2

Favours TH Favours Control
4. Forest Plot of Long-term Neurological Outcomes (GOS, GOSE) by Target Temperature
in TBI Patient Group

Study or TH Control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight MH, Random, 95% ClI MH, Random, 95% CI

Target_Temperature = <36C
Hergenroeder 2022 6 16 4 16 21% 1.50[0.52, 4.32]

Hui 2021 81 138 64 133 92% 1.22[0.97, 1.53]
Tang 2017 1230 7 30 34% 1.71[0.78, 3.75]
Yan 2010 30 73 28 75 6.9% 1.10[0.74, 1.65]
Li 2008 13 20 8 23 43% 1.87[0.98, 3.56]
Qiu 2007 28 40 19 40 7.1% 1.47[1.00, 2.16]
Liu 2006 12 21 8 23 41% 1.64[0.84, 3.21]
Qiu 2006 8 23 12 15 4.6% 0.43[0.24, 0.80]
Smrcka 2005 30 35 18 37 T74% 1.76[1.23, 2.52]
Wang 2005 15 20 13 20 6.8% 1.15[0.77, 1.74]
Qiu 2005 28 43 16 43 6.3% 1.75[1.12, 2.73]
Hashiguchi 2003 6 9 7 8 54% 0.76[0.45, 1.30]
Zhi 2003 122 198 75 198 9.4% 1.63[1.32, 2.01]
Biswas 2002 6 8 9 11 58% 0.92[0.56, 1.49]
Jiang 2000 20 43 12 44 49% 1.71[0.96, 3.04]
Shiozaki 1999 6 8 7 8 59% 0.86[0.53, 1.38]
Shiozaki 1993 6 16 1 17 07% 6.37[0.86, 47.29]
Total (95% Cl) 41 741 94.5% 1.28[1.07, 1.52]

Heterogeneity: Tau® = 0.069; Chi® = 36.93, df = 16 (P < 0.01); I° = 57%
Test for overall effect: Z=2.74 (P <0.01)

Target_Temperature = <33C
Aibiki 2000 12 15 4 11 31% 2.20[0.97, 5.00] i

Aibiki 1999 10 13 3 10 24% 2.56[0.95, 6.92] +

Total (95% CI) 28 21 55% 2.34[1.24, 4.41] -
Heterogeneity: Tau® = 0; Chi® = 0.05, df = 1 (P = 0.82); I = 0% |
Test for overall effect: Z =263 (P < 0.01)

Total (95% Cl) 769 762 100.0% 1.32[1.11, 1.57] ¢

Heterogeneity: Tau® = 0.071; Chi® = 40.01, df = 18 (P < 0.01); I = 55%
Test for overall effect: Z=3.17 (P <0.01) 01 051 2 10

Test for subgroup differences: chi’ = 3.26,df=1(P=0.07) Favours Control Favours TH



