Table 1    Cases of neurological defects in T- ALL patients treated with nelarabine previously reported in the literature.


	Case/Reference
	Papayannidis C,

Am J Hematol 2010
	Forcade E,

Biol Blood Marrow Transplant 2013
	Kawakami M,

Am J Hematol 2013
	Gollard R,

J Clin Oncol 2013
	Hartz B,

Am J Hematol 2013
	Ngo D,

J Oncol Pharm Practice
	This report

	N of patients
	1
	4/11
	3/6
	1
	1
	1
	1

	Diagnosis
	ALL-T
	ALL-T
	ALL-T
	ALL-T
	ALL-T
	T lymphoblastic lymphoma
	T lymphoblastic lymphoma

	Previous treatment
	Standard  CHT/Nelarabine
	Standard CHT/allo-BMT 

Nelarabine after allo-BMT
	Standard CHT/ allo-BMT

Nelarabine after allo-BMT (1/3)

Radiotherapy 1/3
	Standard CHT/Nelarabine
	Standard CHT/Nelarabine
	Standard CHT/autologous-BMT

Nelarabine before allo-BMT+ it cytarabine

	Standard CHT/allo-BMT

Nelarabine before allo-BMT

Radiotherapy 

	CNS involvement
	no
	2 patients at relapse
	No
	no
	No
	No
	No

	Conditioning regimen
	Transplant not performed
	Myeloablative(TBI)/RIC

(TBI unspecified )
	n1 RIC-BCNU 

n2 MAC including TBI 

n3 MAC including TBI


	Transplant not performed
	Transplant not performed
	RIC- fludarabine+TBI (200 cGy)
	Myeloablative(Busulfan/Cyclophosphamide)

	Neurological symptoms
	Paresthesias in lower limbs, defect in equilibrium and walking impairment 

Sphincteric dysfunctions
	1pt Dysautonomia (G1)

1pt Paresthesia (G1)

1pt Peripheral sensory neuropathy (G2)

1pt Ataxia/peripheral sensory neuropathy (G2/3) 
	n1 Paresthesias and muscle weakness in lower limbs; urinary dysfunction

n2 Muscle weakness and walking impairment

n3 generalized paresthesia and muscle weakness in lower extermities, walking impairement


	Left foot drop, paraplegia, weakness of upper extremities evolving to complete flaccid paralysis, ataxia

Urinary retention
	Seizures, Guillan-Barré-like syndrome; loss of sensitivity and reflexes of the lower limbs, dysesthesia of the arms and loss of motor control.
	Bilateral lower extremity numbness, gait instability; urinary incontinence


	Progressive sensory loss in lower limbs, paraparesis, ataxia.

Urinary retention

	MRI findings
	Spinal cord alterations consistent with transverse acute myelitis T5
	Not described
	N1 and n2 (n3 not described) T2- weighted and FLAIR hyperintensity of spinal cord  (cervical and thoracic) 
	T2- weighted and FLAIR hyperintensity at  vertebral level T6-T12
	T2-weighted hyperintensity of spinal cord; T2 signal changes of cranial nerves (restricted water diffusion, cytotoxic edema)
	Increased T2 signal within the dorsal columns from C2 to C6 consistent with subacute combined generation
	Hyperintense T2w signal from vertebral level T5 to T11, consistent with inflammatory myelitis

	Treatment
	Intravenous corticosteroids
	Not described
	Intravenous immunoglobulin 
	Dexamethasone, cyanocobalamin, folate and multivitamin
	Not described
	Intensive rehabilitation physiotherapy
	Dexamethasone 4 mg twice daily dosing for 15 days;

Intensive rehabilitation physiotherapy

	Outcome
	Irreversible complete paraplegia
	Not described
	Death (n1 and n2 progression of lymphoma/n3 gastrointestinal hemorrhage: GVHD)
	Death (recurrence of leukemia)
	Death (blast crisis)
	Partial recovery from damage; progression of lymphoma (palliative radiotherapy)
	Recovery from damage; CR at 16 months after transplantation


Abbreviations: N_number; CNS_Central Nervous System; MRI_ Spinal Magnetic Resonance; ALL-T_ T-cell acute lymphoblastic leukemia; CHT_Chemotherapy; allo-BMT_allogenic Bone Marrow Transplantation; TBI_Total Body Irradiation; RIC_Reduced Intensity Conditioning; pt_patient; G_grade; BCNU_carmustine; n_number; MAC_Myeloablative Conditioning; it_intrathecal; CR_Complete Remission
