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Table 2.  Studies with inadequate folinic acid rescue and cognitive deterioration
	Protocol
Group
	Author
	 Patients
	Mean age Diagnosis /post Rx
 (years)
	MTX/m2
	Dose FA m2/hours to start rescue
	Tests
	Significant results

	POGP9201
	Duffner24
	28
	4.1/2.6+
	1gm+IT MTX
	50mg from 42 hrs
	7 functional areas 29 subgroups
	24%   4/17 measures reduced

	POGP9605
	Duffner24
	38
	4.9/2.6+
	1gm+IT +additional MTX
	50mg from 42 hrs
	7 functional areas 29 subgroups
	82%   14/7 measures reduced

	COG AALL O66N1
	Hardy23
	192
	1-18/0-75-2 (14.4sd4.0)
	5gm+IT MTX
	(min) 45mg from 42hrs
	IQ and processing speeds
	Age < 10 yr damage similar to MTX - lasp. group

	St Jude X ALL
	Ochs3
	26
	3.6/tested age 10.6
	1gm+ITMTX
	69mg from 36 hrs 
	verbal , math and reading IQ
	Damage similar to irradiated

	Israeli osteosarcoma group
	Bonda-Skedi 21
	11
	Age at assessment 16-17yrs
	12-20gm
	120-250mg from 36 hrs
	18 subgroups
	11 below other group (p<0.025)

	St Jude XV ALL
	Krull29
	218
	8yrs at testing /5yrs post Rx
	Low risk 
2.5gm; Standard and high risk 5gm
	50mg from 42 hrs, 75mg from 42 hrs
	Executive functions etc.
	Reduced functions

	St Jude XV ALL
	Conklin30
	243
	1-18 yrs/ testing 120 weeks post cessation of treatment
	As above
	As above
	IQ, memory, attention, academic achievement
	Reduced functions in processing speed, math, reading, memory

	Egyptian group
	Sherief31
	50
	5-15yrs/ age 10yrs
	As above
	As above
	Full scale, verbal and performance IQ
	Lower results

	UKALL XI
	Halsey34
	555
	2-4yrs/5 months, 3yrs and 5 yrs
	8gm
	(min)120mg from 36 hrs
	Full scale, verbal and performance IQ
	Less than controls 3.5 years (p<0.002)
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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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