	Table 1: Patients Characteristics

	Patient
	Disease 
	Number of reactivations
	Prior Chemotherapy 
	MAPK Pathway variant
	MEK -inhibitor
	Follow-up (months)
	Response
	Toxicity

	1
	Started in mastoid. Involved pituitary stalk, multiple bones, lungs, perianal region, lymph nodes
	5
	Prednisone, vinblastine, lenalidomide, pamidronate, cytarabine, clofarabine, cladribine 
	BRAF N486_P490del
	Trametinib 0.5-1 mg daily in(0.008  - 0.016 mg/kg)
	18
	No active disease
	Skin rash grade 1, CPK grade 3

	2
	Lungs, skin, pituitary stalk
	2
	Cytarabine, hydroxyurea, methotrexate
	BRAF N486_P490del
	Trametinib 2 mg daily (0.016 mg/kg)
	12
	Partial response with ongoing lung involvement.
	Skin rash grade 2, CPK grade 4

	3
	Lungs, skin, multiple bones, liver, spleen. No pituitary involvement
	0
	Short steroid course
	MAP2K1 p.K57_G61del 
	Trametinib 0.125 to 0.25 mg daily (0.030 to 0.018 mg/kg)
	22
	Rapid response. No active disease 
	Skin rash grade 1, CPK grade 1
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Abbreviations: CPK - creatine phosphokinase; mg – milligram; kg- kilogram 
