[bookmark: _GoBack]Supplementary materials. HD-MTX treatment protocol
MTX dose: 3 g/m2 in the low-risk group, 5 g/m2 in the medium- and high-risk group, D1 with 1/10 of the total MTX dose titrated over half an hour; the remaining dose titrated uniformly over 23.5 hours; monitor the MTX concentration at 20 hours and 44 hours of dosing.
Calcium folinate relief: Calcium folinate: q6h×3 doses starting 42 hours after MTX initiation, 10 mg/m2 for low risk and 15 mg/m2 for intermediate/high risk;Endogenous creatinine clearance will be checked prior to the first HD-MTX to determine the child's exact renal function, and the initial dose will be adjusted according to renal function according to the table below. Subsequent HDMTX doses will be adjusted based on the first HDMTX blood level monitoring results.
	Adjust MTX dose according to CCR

	Calibration CCR（ml/min）
	dose（％）

	70-85
	80

	55-70
	70

	40-55
	50

	20-40
	40

	Calcium folinate relief program adjustment

	[MTX] µ（44 - 48h）
	[MTX] µ（68 - 72h）
	CF (Single dose mg/m2)
	Hydration speed

	≤1.0
	≥DL and ≤0.4
	15（LR 10）
	

	1.0 [MTX] ≤2.0
	0.4 [MTX] ≤0.5
	30
	150 ml/m2.h

	2.0 [MTX] ≤3.0
	0.5 [MTX] ≤0.6
	45
	150 ml/m2.h

	3.0 [MTX] ≤4.0
	0.6 [MTX] ≤0.8
	60
	175 ml/m2.h

	4.0 [MTX] ≤5.0
	0.8 [MTX] ≤1.0
	75
	175 ml/m2.h

	5.0 [MTX] ≤6.0
	1.0 [MTX] ≤1.5
	90
	200 ml/m2.h

	6.0 [MTX] ≤7.0
	1.5 [MTX] ≤2.0
	100
	200 ml/m2.h

	7.0 [MTX] ≤8.0
	2.0 [MTX] ≤3.0
	120
	200 ml/m2.h

	8.0 [MTX] ≤9.0
	3.0 [MTX] ≤4.0
	140 2
	200 ml/m2.h

	9.0 [MTX] ≤10
	4.0 [MTX] ≤5.0
	160
	200 ml/m2.h

	>10
	>5
	200+CRRT+PE
	

	Resuscitate every 24 hours until [MTX] is below 0.1 µM or the low limit of detection (DL).



