

[bookmark: _Hlk54909736]Table 3   Studies with several protocols with differences in folinic acid adequacy analyzed together preventing analysis of results 
	Group/protocol
	Author 
	MTX/m2
	Dose FA m2/
hrs to start rescue
	Why analysis impossible

	NORPHO -ALL-1972-1992
	Harila38
	Multiple protocols
	Multiple protocols
	Analysis together of protocols 1972-1992

	NORPHO -ALL-92
	Lanstan39,40
	Standard protocol 5gm
High-risk protocol 8 gm
	45mg from 42 hrs
140 mg from 36 hrs
	Both protocols analyzed together

	NORPHO-ALL- 92
	Reinjell41   
	As above
	
	Both protocols analyzed together
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Table 4 Studies with significant serious methodical problems
	Group/protocol
	Author
	No
Patients 
	Mean age yrs
Diagnosis/post Rx
	MTX/m2
	Dose FA m2/
hrs to start rescue
	Tests
	Significant results

	ALL BFM 95
	Krapmann45
	57
	7.9yrs/10 months
	5gm
	45mg from 42hrs
	Intelligence
visuomotor integration IQ
	Both protocols analyzed together 

	COALL 06-09
	Krapmann45
	9
	7.9yrs/10 months
	1gm
	30mg from 48hrs
	As above
	Both protocols analyzed together
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