Supplementary Table S1. Forecasted Incidence and Mortality Trends by Cancer Type and Sex (2025–2030)5
	Outcome
	Measure
	Male (2030)
	Female (2030)
	Direction of Change
	Statistical Significance

	Osteosarcoma

	Incidence
	17.5 (8.3–36.9)
	16.7 (7.9–35.2)
	Increase
	Significant (APC p=0.0001)

	
	Mortality
	0.28 (0.03–2.62)
	0.48 (0.06–4.17)
	Slight decrease (~−15%)
	Not significant

	Neuroblastoma
	Incidence
	22.5 (14.0–36.1)
	26.9 (16.8–42.9)
	Increase
	Significant (APC p=0.0001)

	
	Mortality
	2.76 (0.99–7.70)
	6.08 (2.34–15.79)
	Moderate increase (~+39%)
	Not significant

	ALL
	Incidence
	0.84 (0.05–15.2)
	5.9 (0.62–56.1)
	Uncertain
	Not significant

	
	Mortality
	6.67 (2.75–16.19)
	5.08 (2.07–12.45)
	Slight decrease (~−6%)
	Not significant

	



Supplementary table 2.  Distribution of treatment protocols and mean toxicity per patient in pediatric osteosarcoma
	N patient
	N of protocols
	Mean

	1. 
	9
	3.00

	2. 
	3
	1.33

	3. 
	7
	2.14

	4. 
	11
	2.64

	5. 
	9
	2.56

	6. 
	8
	1.75

	7. 
	8
	2.25

	8. 
	6
	2.17

	9. 
	8
	1.75

	10. 
	5
	2.80

	11. 
	5
	3.00

	12. 
	8
	2.63

	13. 
	5
	3.20

	14. 
	8
	2.63

	15. 
	7
	2.57

	16. 
	10
	1.80

	17. 
	9
	3.11

	18. 
	8
	1.25

	19. 
	8
	2.13

	20. 
	8
	2.38

	21. 
	7
	2.29

	22. 
	8
	2.38

	23. 
	3
	3.00

	24. 
	8
	2.13

	25. 
	6
	3.33

	26. 
	7
	1.86

	27. 
	10
	3.00

	28. 
	3
	3.00

	29. 
	8
	0.88

	30. 
	1
	3.00

	31. 
	8
	0.13

	32. 
	13
	2.38

	33. 
	6
	3.00

	34. 
	8
	2.25

	35. 
	5
	2.20

	36. 
	8
	2.25

	37. 
	6
	1.50

	38. 
	13
	1.85

	Total
	278
	2.25



Supplementary Table 3. Crude and Fully Adjusted Logistic Regression Models for Hematologic Toxicity, Infectious Complications, and Maintenance Therapy Interruption
	Variable
	Crude OR (95% CI)
	p-value

	 Univariate (Crude) Logistic Regression Analysis of Predictors of Hematologic Toxicity

	Age (per year)
	0.95 (0.89–1.01)
	0.06

	Male sex
	1.23 (0.71–2.13)
	0.456

	High-risk group
	0.09 (0.04–0.19)
	<0.001

	Intermediate-risk group
	2.02 (0.29–40.10)
	0.534

	Initial leukocyte count
	0.99 (0.988–0.997)
	0.003

	 Univariate (Crude) Logistic Regression Analysis of Predictors of Infectious Complications

	Age (per year)
	0.94 (0.90–1.01)
	0.075

	Male sex
	1.03 (0.59–1.77)
	0.924

	High-risk group
	0.19 (0.09–0.39)
	<0.001

	Intermediate-risk group
	1.17 (0.89–9.09)
	0.865

	Hematologic toxicity
	2.13 (1.24–3.71)
	0.007

	Univariate (Crude) Logistic Regression Analysis of Predictors of Maintenance Therapy Interruption

	Infection
	1.41 (0.71–2.83)
	0.331

	Hematologic toxicity
	2.75 (1.39–5.58)
	0.004

	Age (per year)
	1.01 (0.94–1.08)
	0.807

	Male sex
	1.03 (0.52–2.05)
	0.922

	Expanded Multivariable Logistic Regression Models
	 
	 

	(Models including all candidate predictors regardless of statistical significance.)

	Hematologic Toxicity Model

	Age
	0.96 (0.90–1.03)
	0.26

	Male sex
	1.15 (0.60–2.22)
	0.60

	High-risk group
	0.12 (0.05–0.27)
	<0.001

	Intermediate-risk group
	2.01 (0.27–41.20)
	0.534

	Initial leukocyte count
	0.997 (0.99–1.00)
	0.19

	Infectious Complications Model

	Age
	0.96 (0.90–1.02)
	0.212

	Male sex
	0.99 (0.54–1.80)
	0.970

	High-risk group
	0.21 (0.09–0.45)
	<0.001

	Intermediate-risk group
	1.12 (0.17–9.01)
	0.906

	Hematologic toxicity
	1.11 (0.59–2.10)
	0.743

	Maintenance Therapy Interruption Model

	Infection
	2.86 (1.43–5.87)
	0.003

	Hematologic toxicity
	1.47 (0.72–3.04)
	0.298

	Age
	1.02 (0.95–1.11)
	0.518

	Male sex
	0.97 (0.47–1.98)
	0.936



Supplementary Table 4. Crude and Expanded Multivariable Logistic Regression Analyzes of Predictors of Treatment-Related Outcomes
	Outcome
	Variable
	Crude OR (95% CI)
	p-value
	Adjusted OR (95% CI)
	p-value

	Hematologic Toxicity
	Age (per year)
	0.95 (0.89–1.01)
	0.06
	0.96 (0.90–1.03)
	0.26

	
	Male sex
	1.23 (0.71–2.13)
	0.456
	1.15 (0.60–2.22)
	0.60

	
	High-risk group
	0.09 (0.04–0.19)
	<0.001
	0.12 (0.05–0.27)
	<0.001

	
	Intermediate-risk group
	2.02 (0.29–40.10)
	0.534
	2.01 (0.27–41.20)
	0.534

	
	Initial leukocyte count
	0.99 (0.988–0.997)
	0.003
	0.997 (0.99–1.00)
	0.19

	Infectious Complications
	Age (per year)
	0.94 (0.90–1.01)
	0.075
	0.96 (0.90–1.02)
	0.212

	
	Male sex
	1.03 (0.59–1.77)
	0.924
	0.99 (0.54–1.80)
	0.970

	
	High-risk group
	0.19 (0.09–0.39)
	<0.001
	0.21 (0.09–0.45)
	<0.001

	
	Intermediate-risk group
	1.17 (0.89–9.09)
	0.865
	1.12 (0.17–9.01)
	0.906

	
	Hematologic toxicity
	2.13 (1.24–3.71)
	0.007
	1.11 (0.59–2.10)
	0.743

	Maintenance Therapy Interruption
	Infection
	1.41 (0.71–2.83)
	0.331
	2.86 (1.43–5.87)
	0.003

	
	Hematologic toxicity
	2.75 (1.39–5.58)
	0.004
	1.47 (0.72–3.04)
	0.298

	
	Age (per year)
	1.01 (0.94–1.08)
	0.807
	1.02 (0.95–1.11)
	0.518

	
	Male sex
	1.03 (0.52–2.05)
	0.922
	0.97 (0.47–1.98)
	0.936








