Table S1. Concurrent medications

	Medication
	Percent of Patients Treated

	Lamotrigine
	39%

	Levothyroxine
	27%

	Donepezil
	12%

	Memantine
	12%

	Galantamine
	12%

	Gabapentin
	10%

	Spironolactone
	10%

	Clonidine
	10%

	Mirtazapine
	7%

	Atomoxetine
	7%

	Sertraline
	7%

	Montelukast
	5%

	Mesalamine
	5%

	Minocycline
	5%

	Citalopram
	5%

	Guanfacine sustained release
	5%

	Oxytocin
	5%

	Guanfacine
	5%

	Naltrexone
	5%

	Levetiracetam
	5%

	Valproic Acid
	5%

	Methylphenidate
	2%

	Azithromycin
	2%

	Oxcarbazepine
	2%

	Hydroxyzine
	2%

	Diazepam
	2%

	Risperidone
	2%

	Levalbuterol
	2%

	Cetirizine
	2%

	Leuprolide acetate
	2%

	Polyethylene glycol 3350
	2%

	Lactulose
	2%


Table S2. Response ratings for measures of cognition and behavior. Note the shaded areas are the ratings that were found to demonstrate a statistically significant improvement with leucovorin calcium treatment.

	Response Measure
	Worse
	No Change
	Any Improvement
	Moderate or Much Improved

	Receptive Language
	2%
	32%
	66%
	39%

	Expressive Language
	2%
	34%
	63%
	34%

	Verbal Communication
	2%
	34%
	63%
	32%

	Non-verbal Communication
	0%
	59%
	41%
	24%

	Stereotypical Behavior
	5%
	44%
	51%
	34%

	Hyperactivity
	17%
	56%
	27%
	12%

	Mood
	5%
	49%
	51%
	15%

	Attention
	0%
	41%
	59%
	24%

	Aggression
	5%
	78%
	17%
	12%


Table S3. Adverse events reported by the parents as a result of treatment. The three boys who discontinued treatment because of increased aggression are included in these percentages. Note that parents rated worsening mood and hyperactivity with a higher percentage in Table S2 as compared to Table S3 since many parents did not rate mild worsening of mood and hyperactivity as severe enough to be considered an adverse effect since it did not interfere with daily life.  
	Adverse Effect
	Percent of Patients Treated

	Aggression 
	7%

	Insomnia
	5%

	Gastroesophageal Reflex
	2%

	Headache
	2%

	Emotional Liability
	2%

	Transient Hyperactivity
	2%

	Transient Increase in Tantrums
	2%


