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Supplementary Figure 1 Risk-of-bias assessment for included randomized trials. A:
Risk of bias graph summarizing the proportion of studies rated as low, unclear, or
high risk across each domain of the Cochrane Risk of Bias tool; B: Risk of bias
summary presenting the risk-of-bias judgments for each included study across all
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domains of the Cochrane tool.

A
high dose standard dose Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Alice M. Couwenberg 2020 6 64 5 64 18.6% 1.20[0.39, 3.73] =
Aurelie Garant 2022 6 20 1 20  0.0%  6.00[0.79, 45.42]
Jingwen Wang 2019 15 60 11 60 40.9% 1.36 [0.68, 2.72] L
Philippe Rouanet 2022 12 51 11 52 40.5% 1.11 [0.54, 2.29] =

Total (95% CI) 175 176 100.0% 1.23 [0.78, 1.94]
Total events 33 27

Heterogeneity: Chiz = 0.16, df = 2 (P = 0.92); 12 = 0% t t + +
Test for overall effect: Z = 0.89 (P = 0.37) 05 07 1 52
. : ) Favours [high dosel] Favours [ standard dose]

B
high dose standard dose Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Alice M. Couwenberg 2020 36 64 22 64 255% 1.64 [1.10, 2.45] -
Jean-Pierre Gerard 2023 58 72 41 69 349% 1.36[1.08, 1.70] —
0. Yariv 2024 99 210 48 93 0.0% 0.91[0.72, 1.17]
Philippe Rouanet 2022 49 52 41 46 39.6% 1.06 [0.94, 1.19]
Total (95% CI) 188 179 100.0% 1.29 [0.93, 1.78]
Total events 143 104

Heterogeneity: Tau® = 0.07; Chi* = 12.03, df = 2 (P = 0.002); I = 83%

Test for overall effect: Z=1.53 (P =0.12) 02 05 1

Favours [ high dose] Favours [ standard dosel]

Supplementary Figure 2 Sensitivity analyses for key secondary outcomes. A: Forest
plot of grade > 3 toxicity after exclusion of Garant et al[21], showing no statistically
significant difference between high-dose and standard-dose radiotherapy (RR =1.23,
95%CI: 0.78-1.94; P = 0.37; I> = 0%); B: Forest plot of organ preservation after exclusion
of Yariv et al[17], showing no statistically significant difference between high-dose and

standard-dose radiotherapy (RR =1.29, 95%ClI: 0.93-1.78; P = 0.12; I> = 83%).

Supplementary Table 1 Leave-one-out sensitivity analysis for clinical complete

response
Ref. RR (95% CI) IZ (%)
All studies included 1.34 (1.00-1.80) 75
Yariv et al[17], 2024 1.51 (1.28-1.78) 0
Gerard et al[16], 2023 1.32 (0.84-2.06) 79
Couwenberg et al[19], 2020 1.53 (1.08-2.17) 82
Garant et al[21], 2022 1.25 (0.89-1.76) 79

RR: Risk ratio; I?: I-squared statistic.
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