Refractory Cytopenia in Children, Possible Role for Sirolimus Treatment
Supporting information material 1 (S1): Patients’ baseline presentation, diagnosis, and Sirolimus response
	Patient number
	Presentation
	Diagnosis
	Presence of IEI
	Presence of AIHA
	Sirolimus response
	Time of 1st relapse (months)
	Status at the end
	
Counselling about BMT

	1
	AIHA
	LRBA deficiency
	Yes
	Present
	Complete response
	No
	Full dose
	No

	2
	Pancytopenia
	LRBA deficiency 
	Yes
	Present
	Complete response
	No
	Full dose
	No

	3
	Evan syndrome
	CTLA 4 deficiency
	Yes
	Present
	Partial response
	2 months
	Sirolimus Full dose+ (Rituximab taken after)
	No

	4
	Thrombo-cytopenia
	ITP
	No
	Absent
	No response
	No
	Stopped
	No

	5
	Thrombo-cytopenia
	ITP
	No
	Absent
	No response
	No
	Stopped
	No

	6
	Thrombo-cytopenia
	ITP
	No
	Absent
	No response
	No
	Stopped
	No

	7
	Thrombo-cytopenia
	ITP
	No
	Absent
	No response
	No
	Stopped
	No

	8
	Evan syndrome
	LRBA deficiency
	Yes
	Present
	Complete response
	12 months
	Sirolimus full dose + (Cyclosporine)
	Yes

	9
	Evan syndrome
	Evan syndrome
	No
	Present
	Complete response
	No
	Full dose
	No

	10
	Evan syndrome
	Evan syndrome
	No
	Present
	Complete response
	No
	Sirolimus (half dose) + [azathioprine+ steroids low dose due to AIH]
	No

	11
	Evan syndrome
	Ataxia telangiectasia 
	Yes
	Present
	Complete response
	3 months
	Full dose
	No

	12
	Evan syndrome
	LRBA deficiency
	Yes
	Present
	Complete response
	No
	Full dose
	Yes

	13
	AIHA
	AIHA
	No
	Present
	No response
	No
	Stopped
	No

	14
	Evan syndrome
	Unidentified immune dysregulation
	Yes
	Present
	Complete response
	No
	Full dose
	No

	15
	Thrombocytopenia
	Wiskott Aldrich syndrome
	Yes
	Absent
	No response
	No
	Stopped
	Yes

	16
	AIHA
	Atypical SCID
	Yes
	Present
	Partial response
	3 months
	Stopped
	Yes

	17
	Evan syndrome
	Unidentified immune dysregulation
	Yes
	Present
	Partial response
	3 months
	Stopped
	NO

	18
	Pancytopenia
	CVID
	Yes
	Present
	Complete response
	No
	Full dose
	NO

	19
	Evan syndrome
	Combined immuno-deficiency
	Yes
	Present
	No response
	No
	Stopped
	Yes

	20
	Evan syndrome
	LRBA deficiency
	Yes
	Present
	Complete response
	No
	Full dose
	NO

	21
	Evan syndrome
	LRBA deficiency
	Yes
	Present
	Complete response
	No
	Sirolimus full dose + [MMF + steroids due to brain demyelination]
	NO

	22
	Pancytopenia
	SLE
	No
	Absent
	No response
	No
	Stopped
	NO


Abbreviations: AIHA: autoimmune hemolytic anemia, IEI: inborn error of immunity, LRBA: Lipopolysaccharide Responsive Beige-Like Anchor, CTLA4: Cytotoxic T-lymphocyte associated antigen 4, ITP: Immune thrombocytopenic purpura, AIH: autoimmune hepatitis, CVID: Common variable immunodeficiency, MMF: Mycophenolate mofetil, SLE: Systemic lupus erythematosus.

Supporting information material 2 (S2): Drugs taken by the study participants:
	Line of treatment
	Dose
	Duration 

	Steroids
	2 mg/kg/day
	Starting from 2 weeks to 6 months according to patients’ diagnosis

	Intravenous Immunoglobulin
	400mg/kg/day
	5 days

	Plasma pharesis
	(5-10 sessions)
	A session was done daily or every other day if patients’ condition is improving

	Mycophenolate Mofetil
	(600mg/m2/dose every 12 hours)
	6 months

	Eltrombopag
	(Starting from 25 to 75 mg/day)
	6 months

	Romiplostim
	(1-10 mcg/kg/dose weekly)
	  6 months `

	Azathioprine
	(1-3 mg/kg/day)
	6 months

	Cyclosporine
	(3-7mg/kg/day)
	6 months
(Was monitored by serum trough level)

	Rituximab
	(375mg/m2/dose)
	(One dose weekly for 4 weeks)













Supporting information material 3 (S3): Values of triglycerides in participants with side effects:
	Patient number 
	TGs
	Response to elevated TGs

	Patient 9
	549
	Diet control 

	Patient 10 
	192
	Resolved spontaneously 





Supporting information material 4 (S4): Values of transaminases in participants with side effects:
	Patient number
	AST
	ALT
	Response to elevation of liver enzymes

	Patient number 9
	60
	90
	Resolved spontaneously 


	Patient number 10
	121
	3840
	Sirolimus decreased to half the dose and        azathioprine added to treat giant cell hepatitis

	Patient number 16
	575
	777
	Sirolimus stopped

	Patient number 17
	121
	783
	Sirolimus stopped







	
