	Appendix I: Summary of findings:

	[atropine 0.05% eye drop] compared to [placebo] for [controlling myopia progression]

	Patient or population: [school children]
Setting: hospital
Intervention: atropine 0.05% eye drop]
Comparison: [placebo]

	Outcomes
	Anticipated absolute effects*(95% CI)
	Relative effect
(95% CI)
	№ of participants
(studies)
	Certainty of the evidence
(GRADE)
	Comments

	
	Risk with [comparison]
	Risk with [intervention]
	
	
	
	

	spherical equivalent change (SE)
assessed with: diopters
follow-up: mean 1 years
	-
	SMD 1.26 SD lower
(0.69 higher to 1.84 higher)
	-
	1967
(11 RCTs)
	⨁⨁⨁◯
Moderatea,b
	this effect size showed that atropine 0.05% may control the myopia progression significantly

	axial length change (AL)
assessed with: mm
follow-up: mean 1 years
	-
	SMD 0.89 SD lower
(1.07 lower to 0.7 lower)
	-
	1796
(9 RCTs)
	⨁⨁⨁◯
Moderatea
	[intervention] probably reduces axial length change.

	*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).

CI: confidence interval; SMD: standardised mean difference

	GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.


 Explanations a. high heterogeneity noticed between studies b. large confidence interval specially in the non-Asian studies 
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APPENDIX III: a forest plot on the effect of atropine 0.05% eye drop Vs placebo using mean difference 
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Appendix IV: Characteristics of Included Studies
Table: Characteristics of Included Studies - Randomized Controlled Trial Form

	Study
	Country
	Setting
	Participant characteristics
	Groups
	Outcomes measured
	Description of main results

	Saxena R, Gupta V, Thakur H, Dhiman R, Velpandian T, Phuljhele S, et al. 2025.
	India
	hospital
	school age children(6-12years)
	forty children with a spherical diptoric power from-2.00 to -6.00Ds and more than 0.75Ds myopia progression
	SE and AL mean change
	the mean myopia progression and axial elongation in comparing before and after treatment within the same group of children

	Zhang H, Yang P, Li Y, Zhang W, Li S. 2024.
	China
	school and hospital
	schoolchildren aged 6 to 12 years old who had mild to moderate myopia, defined as objective spherical equivalence (SE) and binocular astigmatism between −1.00 to −6.00 D, and astigmatism ≤ 1.50 D
	424 children grouped with atropine treatment group and placebo group
	SE and AL mean change
	the effect of atropine on myopia progression and axial length change

	Moon J-S, Shin SY. 2018.
	south Korea
	hospital
	children 5-14years old with spherical equivalent upto -6.00Ds
	285 children in four groups with three different concentrations of diluted atropine (0.01%,0.025% and 0.05%) compared with before treatment
	SE and AL mean change
	the effect of the three concentrations of atropine eye drops on slowing the myopia progression

	Botros MM, Sultan MA, Seif BS, Aboud SAM. 2025.
	Egypt
	hospital
	6 to 15 years old myopic children with mean age of 11.4 years
	four groups with different dose of treatment and placebo
	SE and AL mean change
	the effect of 0.015, 0.025% and 0.05% eye drop on myopic refractive change compared with placebo

	Zhu Q, Tang G-Y, Hua Z-J, Xue L-P, Zhou Y, Zhang J-Y, et al. 2023.
	China
	hospital
	school children with 7 to 12 years old
	The 142 participants completed the 3-year study (72 cases in the atropine group and 70 cases in the placebo group).
	SE and AL mean change
	myopia progression and axial length change difference between the treatment and placebo group

	Yang Y, Xue M, Hao J, Lin Z, Xi X, Wu H, et al. 2024.
	China
	hospital
	aged 6–14 years; (2) had a refractive error of spherical equivalent (SE) between − 0.50 D and − 5.00 D in both eyes
	three groups with similar 0.05% eye drop treatment but applied in different frequency
	peripheral retinal defocus and SE myopia
	the effect of atropine 0.05% eye drops in different frequency on peripheral retinal prophile and spherical equivalent myopia change

	Yam JC, Zhang XJ, Zhang Y, Wang YM, Tang SM, Li FF, et al. 2022.
	China
	hospital
	4 to 12 years of children with myopia
	the treatment continued group and washout group
	SE and AL mean change
	the mean myopia progression change compared with washout group

	GonÃ§alves MS, BrÃ­zido M, Aerts F, Ching F, Azevedo AR, Almeida AC. 2025.
	Portugal
	hospital
	55 children with The mean age at the start of treatment was 10.83 years of age (range 6-16) and mean SE was -5.39 (±2.37) D, and mean AL was 25.21 (±1.45) mm.
	single arm
	SE and AL mean change
	the change in the myopia and axial length change with treatment

	Yam JC, Li FF, Zhang X, Tang SM, Yip BHK, Kam KW, et al. 2020.
	China
	hospital
	4 to 12 years children
	four groups with 0.01%, 0.025%, 0.05% continued and placebo groups switched to 0.05% atropine treatment
	SE and AL mean change
	the mean change of myopia and axial length across different concentration of atropine group

	Yam JC, Jiang Y, Tang SM, Law AKP, Chan JJ, Wong E, et al. 2019.
	China
	hospital
	4 to 12 years children
	four groups with 0.01%, 0.025%, 0.05% atropine eye drop and placebo
	SE and AL mean change
	the mean change of myopia and axial length across the different concentration of atropine

	Li FF, Kam KW, Zhang Y, Tang SM, Young AL, Chen LJ, et al. 2020.
	China
	hospital
	4 to 12 years children
	four groups with 0.01%, 0.025%, 0.05% and placebo
	spherical equivalent myopia ocular biometry including axial length
	the mean change of myopia and ocular biometry across different concentrations of atropine
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Appendix I: Summary of findings:  

[atropine 0.05% eye drop] compared to [placebo] for [controlling myopia progression]  

Patient or population:  [school children]   Setting: hospital   Intervention:  atropine 0.05% eye drop]   Comparison:  [placebo]  

Outcomes  Anticipated absolute  effects * (95% CI)  Relative  effect   (95%  CI)  № of  participants   (studies)  Certainty of  the evidence   (GRADE)  Comments  

Risk with  [comparison]  Risk with  [intervention]  

spherical  equivalent  change (SE)   assessed with:  diopters   follow - up:  mean 1 years  -  SMD  1.26 SD  lower   (0.69 higher  to 1.84  higher)  -  1967   (11 RCTs)  ⨁⨁⨁◯   Moderate a,b  this effect  size showed  that atropine  0.05% may  control the  myopia  progression  significantly  

axial length  change (AL)   assessed with:  mm   follow - up:  mean 1 years  -  SMD  0.89 SD  lower   (1.07 lower to  0.7 lower)  -  1796   (9 RCTs)  ⨁⨁⨁◯   Moderate a  [intervention]  probably  reduces axial  length  change.  

* The risk in the intervention group   (and its 95% confidence interval) is based on the assumed risk in the comparison  group and the  relative effect   of the intervention (and its 95% CI).     CI:   confidence interval;  SMD:   standardised mean difference  

GRADE Working Group grades of evidence   High certainty:   we are very confident that the true effect lies close to that of the estimate of the effect.   Moderate certainty:   we are moderately confident in the effect estimate: the true effect is likely to be close to the  estimate of the effect, but there is a possibility that it is substantially different.   Low certainty:   our confidence in the effect estimate is limited: the true effect may be substantially different from the  estimate of the effect.   Very low certainty:   we have very little confidence in the effect estimate: the true effect is likely to be substantially  different from the estimate of effect.  

