DELPHI 2 QUESTIONNAIRE [Statements for Delphi 1 and 2]
	DEFINITIONS AND COLOUR LEGEND
	Colour legend

	Consensus: Agreement ≥75% (≥75% answers ‘Strongly agree’ or ‘Agree’)
	

	Negative consensus: Disagreement ≥75% (≥75% answers ‘Strongly disagree’ or ‘Disagree’)
	

	Consensus not reached: NO Agreement ≥75% NOR Disagreement ≥75% 
	


	SECTION 1
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	Overarching Treatment Principle: Management of children with NMDARE

	1.1.1. The management of children with NMDARE should ideally by guided by a paediatric neurology team in a tertiary center with multidisciplinary expertise in NMDARE.
	96.2
	1

	1.2.1 Correct and early diagnosis to allow appropriate and timely treatment.
	100
	1

	1.2.2 Exclusion of alternative diagnoses.
	96.2
	1

	1.2.3 Management of symptoms and complications in the acute phase, including sleep, behavior and dysautonomia.
	96.2
	1

	1.2.4 Hastening remission and aiming for the best possible neurological outcome.
	96.2
	1

	1.2.5 Early identification and amelioration of psychiatric/behavioural problems and cognitive impairments, and managements of other sequelae (i.e. epilepsy in the short-term follow-up).
	96.2
	1

	1.2.6 Favouring gradual return to normal life.
	96.2
	1

	1.2.7 Prevention of relapses.
	96.2
	1

	1.2.8 Oncologic surveillance is recommended in all patients.
	86.9
	2

	
	
	

	SECTION 2
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	INDICATIONS for First Line Immune Therapy (Corticosteroids (CS), Therapeutic Apheresis (TA) and/or Intravenous Immunoglobulin (IVIG)

	2.1.1 First-line immune therapy should be offered to all children with NMDARE.
	88.5
	2

	2.1.2 First-line immune therapy should be offered to all children with NMDARE, unless they are already back to baseline at the time of diagnosis (i.e. late diagnosis or rapid improvement and remission).
	100
	2

	TIMING of First-Line Immune Therapy (Corticosteroids (CS), Therapeutic Apheresis (TA) and/or Intravenous Immunoglobulin (IVIG)

	2.2.1 In the suspicion of NMDARE, immune therapy should be started as soon as possible after presentation, even before antibody results are available if reasonable alternatives have been excluded (in particular infectious encephalitis).
	100
	1

	Agents for First-Line Immune Therapy CORTICOSTEROIDS (CS)

	2.3.1a Corticosteroids should be part of first-line immune therapy for all children with NMDARE, in the absence of contraindications and depending on local availability.
	92.3
	1

	2.3.1b Corticosteroids should be the first immune therapy used in paediatric NMDARE, in the absence of contraindications and depending on local availability.
	96.2
	2

	2.3.2 Intravenous Corticosteroids are preferred over oral Corticosteroids as first-line treatment in NMDARE.
	96.2
	1

	2.3.3 Intravenous Methylprednisolone (IVMP) is the preferred type of parenteral Corticosteroids in NMDARE.
	100
	1

	2.3.4 Preferred dose regimen for a course of IV Methylprednisolone is 20-30 mg/kg/day (max 1 g/day) for 3-5 days.
	96.2
	1

	2.3.5 If IV Methylprednisolone is not available or contraindicated, alternative parenteral Corticosteroids may be considered, including intravenous Dexamethasone (DEX).
	84.6
	1

	2.3.6 If intravenous Corticosteroids are not available or are contraindicated, oral Corticosteroids should be used (i.e. oral Prednisone (OP) 2 mg/kg/day, max 60 mg/day for 1 week, then gradually tapered as specified below, or oral DEX 20 mg/m2/day as bid or tid for 3 days).
	88.5
	1

	2.3.7 After a course of IV Methylprednisolone, oral Corticosteroids taper can be considered, depending on severity, treatment response and adverse reactions.
	84.6
	2

	2.3.8 Oral Prednisone (OP) is the preferred type of oral Corticosteroids.
	80.8
	1

	2.3.9 Oral Dexamethasone pulses may be an alternative to oral Prednisone, depending on tolerability, local availability and experience (given as 20 mg/m2/day as bid or tid for 3 days given every 3-4 weeks).
	80.8
	1

	2.3.10 Monthly IV Methylprednisolone pulses may be an alternative to oral Prednisone, depending on tolerability, local availability and experience (given as 30 mg/kg/day, max 1 g/day, for 3 days).
	76.9
	2

	Agents for First-Line Immune Therapy THERAPEUTIC APHERESIS (TA)

	2.4.1 Therapeutic Apheresis should be part of first-line immune therapy for all children with NMDARE, in the absence of contraindications and depending on local availability.
	84.6 (negative consensus)
	1

	2.4.2 Therapeutic Apheresis should be strongly considered in patients with severe disease.
	92.3
	1

	2.4.3 When used, Therapeutic Apheresis should be used preferably with or after Corticosteroids.
	88.5
	2

	2.4.4 Therapeutic plasma exchange is the Therapeutic Apheresis procedure usually preferred.
	84.6
	1

	2.4.5 Immunoadsorption is a possible alternative to therapeutic plasma exchange, depending on local availability and experience. 
	50
	No agreement

	2.4.6 One course of Therapeutic Apheresis generally consists of 5-7 procedures over 7-10 days.
	96.2
	1

	2.4.7 Therapeutic Apheresis should involve 1-2 times the total plasma volume exchanges per procedure, depending on local protocols.
	92.3
	1

	2.4.8 Longer or repeated courses of Therapeutic Apheresis may sometimes be required within the same episode, depending on severity and response to other therapies, Therapeutic Apheresis availability and adverse reactions.
	79.2
	2

	2.4.9 A repeat pulse of IV Corticosteroids (IV Methylprednisolone or Dexamethasone) after Therapeutic Apheresis cycle is completed, may be considered in severe disease.
	69.2
	No agreement

	Agents for First-Line Immune Therapy: INTRAVENOUS IMMUNOGLOBULIN (IVIG)

	2.5.1 IVIG should be part of the first-line immune therapy for all children with NMDARE, in the absence of contraindications and depending on local availability.
	80.8
	2

	2.5.2 IVIG should be strongly considered in patients with severe disease.
	92.3
	1

	2.5.3 Preferred dose regimen for a course of IVIG is 2 g/kg in 2-5 days.
	96.2
	1

	2.5.4 One course of IVIG can be repeated within the same episode, preferably after at least 4 weeks from the first course.
	80.8
	1

	First-Line Immune Therapy: COMBINATION THERAPY (Corticosteroids (CS), Therapeutic Apheresis (TA), IV Immunoglobulin (IVIG))

	2.6.1 In patients with severe disease, two first-line immune therapies including Corticosteroids can be considered (i.e. Corticosteroids + Therapeutic Apheresis or Corticosteroids + IVIG)
	88.5
	1

	2.6.2 In all patients, regardless of severity, two first-line immune therapies including Corticosteroids should be used (i.e. Corticosteroids + Therapeutic Apheresis or Corticosteroids + IVIG)
	42.3
	No agreement

	2.6.3 In patients with severe disease, all first-line treatments (Corticosteroids, Therapeutic Apheresis and IVIG) can be considered, subject to local availability and experience.
	73.2
	No agreement

	2.6.4 In all patients, regardless of severity, all first-line treatments (Corticosteroids, Therapeutic Apheresis and IVIG) should be used.
	92.3 (negative consensus)
	1

	2.6.5a In patients who fail to improve after initiation of one first-line immune therapy, addition of another first-line therapy can be considered.
	96.2
	2

	2.6.5b In patients who fail to improve after initiation of one first-line immune therapy, the time for considering another first-line therapy (as per question 2.6.5a) should be within (time after initiation of most recent treatment):

· 1 week

· 2 weeks

· 3 weeks

· 4 weeks 

· 5 weeks 

· 6 weeks 

· 7 weeks 

· 8 weeks 

· 9 weeks 

· Do not agree with this statement

[Tick all values if a range of weeks is preferred]
	Median 1 week (min-max: 1-4 weeks; 25°-75°%ile: 1-4 weeks)
	2

	2.6.6a In patients who fail to improve after initiation of one first-line immune therapy, initiation of second-line immune therapy is favoured over the use of another first-line therapy.
	42.3
	No agreement

	2.6.6b In patients who fail to improve after initiation of one first-line immune therapy, the time for considering initiation of second-line immune therapy (as per question 2.6.6a) should be within (time after initiation of most recent treatment):
· 1 week

· 2 weeks

· 3 weeks

· 4 weeks 

· 5 weeks 

· 6 weeks 

· 7 weeks 

· 8 weeks 

· 9 weeks 

· Do not agree with this statement

[Tick all values if a range of weeks is preferred]
	Median 2 weeks (min-max: 1-4 weeks; 25°-75°%ile: 1-3 weeks)
	2

	2.6.6c In patients with severe disease who fail to improve after initiation of one first-line immune therapy, initiation of second-line immune therapy is favoured over the use of another first-line therapy.
	42.3
	No agreement

	2.6.6d In patients with severe disease who fail to improve after initiation of one first-line immune therapy, the time for considering initiation of second-line immune therapy (as per question 2.6.6c) should be within (time after initiation of most recent treatment):

· 1 week

· 2 weeks

· 3 weeks

· 4 weeks 

· 5 weeks 

· 6 weeks

· 7 weeks 

· 8 weeks 

· 9 weeks 

· Do not agree with this statement

[Tick all values if a range of weeks is preferred]
	Median 2 weeks (min-max: 1-4 weeks; 25°-75°%ile: 1-3 weeks)
	2

	2.6.6e In patients with standard disease severity who fail to improve after initiation of one first-line immune therapy, initiation of second-line immune therapy is favoured over the use of another first-line therapy.
	57.7
	No agreement

	2.6.6f In patients with standard disease severity who fail to improve after initiation of one first-line immune therapy, the time for considering initiation of second-line immune therapy (as per question 2.6.6e) should be within (time after initiation of most recent treatment):
· 1 week

· 2 weeks

· 3 weeks

· 4 weeks 

· 5 weeks 

· 6 weeks 

· 7 weeks 

· 8 weeks 

· 9 weeks 

· Do not agree with this statement

[Tick all values if a range of weeks is preferred]
	Median 2 weeks (min-max: 1-4 weeks; 25°-75°%ile: 1-2 weeks)
	2

	2.6.7 In all patients, regardless of improvement after initiation of one first-line immune therapy, initiation of second-line immune therapy should be favoured over the use of another first-line therapy.
	76.9 (negative consensus)
	1

	2.6.8a In patients who fail to improve after initiation of two first-line immune therapies, initiation of second-line immune therapy may be favoured over the use of another first-line therapy.
	92.3
	2

	2.6.8b In patients who fail to improve after initiation of two first-line immune therapies, initiation of second-line immune therapy (as per in question 2.6.8a) should be considered within (time after initiation of most recent treatment):

· 1 week

· 2 weeks

· 3 weeks

· 4 weeks 

· 5 weeks 

· 6 weeks 

· 7 weeks 

· 8 weeks 

· 9 weeks 

· Do not agree with this statement

[Tick all values if a range of weeks is preferred]
	Median 2 weeks (min-max: 1-6 weeks; 25°-75°%ile: 1-4 weeks)
	2

	2.6.9 In all patients, regardless of improvement after initiation of two first-line immune therapies, initiation of second-line immune therapy should be favoured over the use of another first-line therapy.
	26.9
	No agreement

	2.6.10 When both TA and IVIG are used, ideally TA should be used before IVIG.
	92.3
	1

	2.6.11 IV Methylprednisolone, Therapeutic Apheresis and/or IVIG can be repeated after 3-4 weeks within the same episode of NMDARE, based on disease severity and efficacy.
	88.5
	1

	First Line Immune Therapy: DURATION AND AGENTS (Corticosteroids (CS), Therapeutic Apheresis (TA), IV Immunoglobulins (IVIG))

	2.7.1 Oral Prednisolone, monthly IV Methylprednisolone, oral Dexamethasone pulses, Therapeutic Apheresis and/or 3-4 weekly IVIG can be offered for prolonged first-line immune therapy.
	88.5
	2

	2.7.2 First-line immune therapy can be used for up to 3-12 months, depending on severity and improvement (regardless of initiation of second-line).
	84.6
	1

	2.7.3 The average duration for first-line treatment (i.e. in the best responders, without relapse or adverse reactions) should be (Corticosteroids +/- TA +/- IVIG):

· 0 months

· 1 months

· 2 months

· 3 months

· 4 months

· 5 months

· 6 months

· 7 months

· 8 months

· 9 months

· 10 months

· 11 months

· 12 months

· >12 months

[Tick all values in a range, if a range is preferred]
	Median 3 months (min-max: 1-9 months; 25°-75°%ile: 1-3 months)
	2

	2.7.4 The average duration for first-line treatment (i.e. in average responders, without relapse or adverse reactions) should be (Corticosteroids +/- TA +/- IVIG):

· 0 months

· 1 months

· 2 months

· 3 months

· 4 months

· 5 months

· 6 months

· 7 months

· 8 months

· 9 months

· 10 months

· 11 months

· 12 months

· >12 months

[Tick all values in a range, if a range is preferred]
	Median 4 months (min-max: 1-12 months; 25°-75°%ile: 3-6 months)
	2

	2.7.5 The average duration for first-line treatment (i.e. in the poorest responders, without relapse or adverse reactions) should be (Corticosteroids +/- TA +/- IVIG):

· 0 months

· 1 months

· 2 months

· 3 months

· 4 months

· 5 months

· 6 months

· 7 months

· 8 months

· 9 months

· 10 months

· 11 months

· 12 months

· >12 months

[Tick all values in a range, if a range is preferred]
	Median 8 months (min-max: 1-13 months; 25°-75°%ile: 3.5-11.5 months)
	2

	First Line Immune Therapy: DURATION AND AGENTS  Oral Prednisolone (OP)

	2.8.1 Oral Prednisone can be offered for prolonged first-line immune therapy, with initial doses of 1-2 mg/kg/day (max 60 mg/day).
	84.6
	2

	First Line Immune Therapy: DURATION AND AGENTS Oral Dexamethasone (DEX)

	2.9.1 Oral Dexamethasone can be offered as an alternative prolonged first-line immune therapy depending on tolerability, local availability and experience (given as 20 mg/m2/day as bid or tid for 3 days, every 3-4 weeks).
	76.9
	2

	First Line Immune Therapy: DURATION AND AGENTS. Therapeutic Apheresis (TA)

	2.10.1 Repeat Therapeutic Apheresis cycles can be offered as an alternative prolonged first-line immune therapy depending on tolerability, local availability and experience (even in the absence of clinical relapse).
	19.2
	No agreement

	First Line Immune Therapy: DURATION AND AGENTS. Intravenous Immunoglobulin (IVIG)

	2.11.1 Monthly IVIG courses (1-2 g/kg over 1-2 days) can be used for prolonged first-line immune therapy monthly, up to 3-12 months depending on severity and recovery.
	84.6
	1

	
	
	

	SECTION 3
	
	

	Statement
	Agreement %


	Agreed on Delphi 1 or 2

	The following are INDICATIONS for Second-Line Immune Therapy (After First Line Immune Therapy)

	3.1.1 Second-line immune therapy should be used in all patients, regardless of severity.
	80 (negative consensus)
	2

	3.1.2 Second-line immune therapy should be offered (subject to discussion with family) to patient with severe disease.
	84.6
	1

	Agents for 'Conventional' Second-Line Immune Therapy (Rituximab (RTX), Cyclophosphamide (CYC))

	Agents for 'Conventional' Second-Line Immune Therapy: Rituximab (RTX)

	3.2.1 Rituximab is generally the second-line agent of choice. Cyclophosphamide may be considered as a second choice if rituximab is contraindicated or not available, or for refractory patients.
	92.3
	1

	3.3.1 The following rituximab dosing regimens are acceptable (subject to local recommendations):

· 500-1000 mg twice, separated by 2 weeks, or 

· 500-750 mg/m2 (max dose 1 g) twice separated by two weeks (500 mg for <40 kg, 1000 mg for >40 kg), or

· 375 mg/m2 weekly for 4 weeks.
	96.2
	1

	Agents for 'Conventional' Second-Line Immune Therapy: Cyclophosphamide (CYC)

	3.4.1 The following dose regimen for Cyclophosphamide is acceptable (subject to local recommendations): 500-750 mg/m2 monthly pulses for up to 6 months 
	80.8
	1

	Escalation' Second-Line Immune Therapy (Rituximab then Cyclophosphamide, or Cyclophosphamide then Rituximab, or Tocilizumab, Methotrexate, or Bortezomib) Treatment Principle(s)

	3.5.1a While generally only one second-line treatment is used, another second-line treatment (i.e. Cyclophosphamide, if Rituximab was used first, or vice versa) can be used in patients who fail to improve adequately or remain in the severe category after second-line immune therapy, according to severity and clinical course.
	96.2
	2

	3.5.1b In patients with standard disease severity, the time window after initiation of a first second-line treatment for re-assessing response and consider escalating to another second-line treatment should be:
· 0 months

· 1 month

· 2 months 

· 3 months

· 4 months 

· 5 months 

· 6 months
· Do not agree with this statement
	1-3 months

(median 2 months)
	2

	3.5.1c In patients with severe disease, the time window after initiation of a first second-line treatment for re-assessing response and consider escalating to another second-line treatment should be:
· 0 months

· 1 month

· 2 months 

· 3 months

· 4 months 

· 5 months 

· 6 months 
· Do not agree with this statement 
	1-3 months

(median 2 months)
	2

	3.5.2 In patients who fail to improve adequately or remain in the severe category after Rituximab and Cyclophosphamide, treatment escalation with the use of intravenous Tocilizumab (or intravenous/intrathecal Methotrexate, or intravenous/subcutaneous Bortezomib) could be considered, according to severity and clinical course.
	92.3
	2

	
	
	

	SECTION 4
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	INDICATIONS for Maintenance (>6 Months) Immune Suppression

	4.1.1a Some patients with NMDARE will require Maintenance (≥6 months) immunosuppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate).
	96.0
	2

	4.1.1b Most patients with severe NMDARE will require Maintenance (≥6 months) immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate).
	45.8
	No agreement

	4.1.1c Maintenance (≥6 months) immunosuppression is indicated for patients with severe NMDARE requiring Conventional second-line or Escalation therapy, regardless of recovery.
	36.0
	No agreement

	4.1.1d Maintenance (≥6 months) immunosuppression is indicated for patients with severe NMDARE and a failure to improve despite adequate Conventional second-line or Escalation therapy.
	92.0
	2

	4.1.2 All patients, regardless of severity, should be started on long-term immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate) 
	88.5
	1

	4.1.3 Patients who fail to improve at 3 months from onset should be started on maintenance (≥6 months) immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate).
	87.0
	2

	4.1.4 All patients, regardless of improvement, should be started on long-term immune suppression (Rituximab re-dosing, Mycophenolate mofetil, Azathioprine or Methotrexate)
	84.6
	1

	4.1.5 At completion of second-line treatments (and in the absence of clinical relapse), factors that favour the use of Maintenance immune therapy (MMF, AZA, MTX, RTX re-dosing, ongoing monthly steroids/IVIG):

1.Severe disease in acute phase (as defined in the Definitions document)
2.Prolonged hospitalisation >3 months

3.Failure to improve (as defined in the Definitions document)

4.Ongoing major functional impairment in safety or function at 3 months (as defined in the Definitions document)
	1. 17 (68%)

2. 14 (56%)

3. 23 (92%)

4. 19 (76%)


	2

	DURATION for Maintenance (>6 Months) Immune Suppression

	4.2.1 In the absence of clinical relapse, duration of Maintenance (≥6 months) immune suppression depends on the severity of the clinical picture, the response to first- and second-line or escalation immune therapy, and treatment adverse reactions.
	92.0
	2

	OVERALL DURATION OF IMMUNE THERAPY AT FIRST EVENT, including all immune therapy, i.e. first-line, second-line and maintenance (examples: IVMP to completion of MMF or Aza, or IVMP to B cell repopulation after RTX or max suppression with cyclophosphamide)

	4.2.2a The Minimum duration for immune therapy including first-line, second-line and maintenance (i.e. in the Best responders, without relapse or adverse reactions) should be (to nearest)
	3-6 months

(Median 3 months)
	2

	4.2.2b The Median duration for immune therapy including first-line, second-line and maintenance (i.e. in Average responders, without relapse or adverse reactions) should be (to nearest)
	6-12 months

(Median 9 months)
	2

	4.2.2c The Maximum duration for immune therapy including first-line, second-line and maintenance (i.e. in Poorest responders, without relapse or adverse reactions) should be (to nearest)
	12-24 months

(Median 18 months)
	2

	AGENTS for Maintenance (>6 Months) Immune Suppression

	4.3.1 In the patients who received Rituximab as second-line immune therapy, Rituximab may be re-dosed when repopulation of CD19 occurs (or about 6 months after the first course), to prolong immune suppression if needed (as above).
	84.6
	1

	4.4.1a Mycophenolate Mofetil is an appropriate agent for Maintenance (> 6 months) immunosuppression in NMDARE, depending on local availability and experience.
	79.3
	2

	4.4.1b Most frequent dose for Mycophenolate Mofetil in children is 600 mg/m2/dose twice a day (max 1 g twice a day).
	92.3
	1

	4.4.2 Mycophenolate Mofetil may have a slow onset of efficacy, and there should initially be overlap with another immune therapy (i.e. oral corticosteroids) for a certain time, up to 3-6 months after MMF commencement.
	88.5
	1

	4.5.1a Azathioprine is an appropriate agent for Maintenance (> 6 months) immunosuppression in NMDARE, depending on local availability and experience.
	60.0
	No agreement

	4.5.1b Most frequent dose for Azathioprine in children is 2-3 mg/kg/day.
	84.6
	1

	4.5.2 Azathioprine may have a slow onset of efficacy, and there should initially be overlap with another immune therapy (i.e. oral corticosteroids) for a certain time, up to 3-6 months after Azathioprine commencement.
	80.8
	1

	4.6.1a Methotrexate is an appropriate agent for Maintenance (> 6 months) immune suppression in NMDARE, depending on local availability and experience.
	40.0
	No agreement

	4.6.1b Methotrexate dose is 10 mg/m2/week.
	52.0
	No agreement

	4.7.1 A combination of long-term immune therapies may be considered (i.e. Corticosteroids and IVIG; Rituximab and IVIG; Corticosteroids and Mycophenolate or Azathioprine for a few months, until Mycophenolate/Azathioprine have effect).
	76.9
	1

	4.8.1 Prolonged first line therapy (with IV Methylprednisolone, oral Prednisone, DEX, IVIG) can be used as an alternative form of Maintenance (≥6 months) immune therapy.
	68.0
	No agreement

	
	
	

	SECTION 5
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	The following are INDICATIONS for First Line Immune Therapy at NMDARE RELAPSE (CS, TA, IVIG)

	5.1.1 First-line immune therapy should be offered to all children with NMDARE relapse.
	80.8
	1

	5.1.2a First-line immune therapy should be offered to all children with NMDARE relapse, even if they are improving at the time of diagnosis (i.e. late diagnosis or rapid improvement and remission).
	92
	2

	5.1.2b First-line immune therapy should be offered to all children with NMDARE relapse, even if they are already back to baseline at the time of diagnosis (i.e. late diagnosis or rapid improvement and remission).
	44
	No agreement

	First Line Immune Therapy at NMDARE RELAPSE: DURATION AND AGENTS (Corticosteroids (CS), Therapeutic Apheresis (TA), Intravenous Immunoglobulins (IVIG)): Treatment Principle(s)

	5.2.1 Oral Prednisone, monthly IV Methylprednisolone, oral Dexamethasone pulses, Therapeutic Apheresis and/or 3-4 weekly IV Immunoglobulins can be offered as prolonged first-line immune therapy depending upon disease severity and response to treatment.
	76.9
	1

	5.2.2 First-line immune therapy should be maintained for 3-12 months, depending upon disease severity, response to therapy and treatment adverse events.
	80.8
	1

	
	
	

	SECTION 6
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	The following are INDICATIONS for 'Conventional' Second-Line Immune Therapy (Rituximab, Cyclophosphamide) (After First Line Immune Therapy) in NMDARE Relapse

	6.1.1 Second-line immune therapy should be offered to patients with severe disease at NMDARE relapse.
	92.3
	1

	6.1.2 Second-line immune therapy should be offered to all patients at NMDARE relapse, regardless of severity (subject to discussion with family).
	84
	2

	6.1.3 All children who have had more than one NMDARE relapse should be offered second-line immune therapy.
	80.8
	1

	6.1.4a Second-line immune therapy should be offered to patients who fail to improve 1-2 weeks after initiation of first-line immune therapy at NMDARE relapse.
	80.8
	1

	6.1.4b In patients who fail to improve after initiation of first-line immune therapy at NMDARE relapse, initiation of second-line immune therapy (as per question 6.1.4a) should be within (time after initiation of most recent treatment):

· 1 week

· 2 weeks

· 3 weeks

· 4 weeks 

· 5 weeks 

· 6 weeks 

· 7 weeks 

· 8 weeks 

· 9 weeks 

· Do not agree with this statement
[Tick more options if a broader range is desired]
	Median: 2 weeks

25° %ile: 2 weeks

75° %ile: 3 weeks
	2

	6.1.5a Second-line immune therapy should be offered to all patients at NMDARE relapse, even to patients who are improving after first-line immune therapy.
	84
	2

	6.1.5b Second-line immune therapy should be offered to all patients at NMDARE relapse, even to patients who are already back to baseline after first-line immune therapy.
	68
	No agreement

	Escalation' Second-Line Immune Therapy following NMDARE Relapse (Rituximab then Cyclophosphamide, or Cyclophosphamide then Rituximab, or Tocilizumab, Methotrexate or Bortezomib): Treatment Principle(s)

	6.2.1 While generally only one second-line treatment is used, another second-line treatment (i.e. Cyclophosphamide, if Rituximab was used first, or vice versa) can be used in patients who fail to improve adequately or remain in the severe category after second-line immune therapy at relapse, according to severity and clinical course.
	88.5
	2

	6.2.2 In patients who fail to improve adequately or remain in the severe category after Rituximab and Cyclophosphamide, treatment escalation with the use of intravenous Tocilizumab (or intravenous/intrathecal Methotrexate, or intravenous/subcutaneous Bortezomib) could be considered, according to severity and clinical course.
	76.9
	2

	6.2.3a The time window after initiation of Rituximab for re-assessing response and considering escalating to another second-line treatment should be:

· 0-2 weeks

· 2-4 weeks

· 1-2 months

· 2-3 months

· 3-4 months

· 4-5 months

· 5-6 months
[Tick more options if a broader range is desired]
	Median: 1-2 months

25° %ile: 2-4 weeks

75° %ile: 3-4 months
	2

	6.2.3b The time window after initiation of Cyclophosphamide for re-assessing response and considering escalating to another second-line treatment should be:

· 0-2 weeks

· 2-4 weeks

· 1-2 months

· 2-3 months

· 3-4 months

· 4-5 months

· 5-6 months
[Tick more options if a broader range is desired]
	Median: 2-3 months

25° %ile: 2-4 weeks

75° %ile: 3-4 months
	2

	
	
	

	SECTION 7
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	The following are INDICATIONS for Maintenance (>6 Months) Immune Suppression (RItuximab re-dosing, Mycophenolate, Azathioprine or Methotrexate) following NMDARE RELAPSE

	7.1.1 Patients with severe disease at NMDARE relapse should be offered maintenance immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate).
	84.6
	1

	7.1.2 Patients who fail to improve at 1 months from onset of relapse should be offered maintenance immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate).
	84.6
	1

	7.1.3 All patients with NMDARE relapse should be offered maintenance immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine or Methotrexate).
	88
	2

	DURATION for Maintenance (>6 Months) Immune Suppression (RItuximab re-dosing, Mycophenolate, Azathioprine or Methotrexate) following NMDARE RELAPSE

	7.2.1 Duration of maintenance immune suppression should be 12-24 months depending on the severity of the clinical picture, the response to first- and second-line immune therapy, the number of relapses and treatment adverse reactions.
	92.3
	1

	7.2.2 Duration of maintenance immune suppression in patients with NMDARE relapse should be (duration of treatment following relapse):

· 0-6 months

· 6-12 months

· 12-18 months

· 18-24 months

· >24 months

[Tick more options if a broader range is desired]
	Median 15 months (min-max: 1-25 months; 25°-75°%ile: 12-21 months)
	2

	
	
	

	SECTION 8
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	In Herpes simplex virus (HSV) triggered NMDARE:

	8.1.1 Patients with recurrence of neurological symptoms after HSE should be given acyclovir as soon as possible, although a high index of suspicion should be kept for a possible autoimmune aetiology of the relapse.
	92.3
	1

	8.1.2 Patients with HSV-triggered NMDARE should be treated with immune therapy similarly to patients with naïve NMDARE.
	92.3
	1

	In NMDARE RELAPSE occurring whilst on prolonged First-Line Immune Therapy (Corticosteroids, IV Immunoglobulins) or prolonged Immune Suppression (Rituximab re-dosing, Mycophenolate, Azathioprine, Methotrexate) given for a First Event:

	8.2.1 If NMDARE relapse occurs whilst on prolonged first-line treatment (Corticosteroids, IVIG) or maintenance immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine, Methotrexate) given for first event, prompt First-line immune therapy should be administered (i.e. IV Methylprednisolone and Therapeutic Apheresis/IVIG)
	92.3
	1

	8.2.2 If NMDARE relapse occurs whilst on prolonged first-line treatment (Corticosteroids, IVIG) or maintenance immune suppression (Rituximab re-dosing, Mycophenolate, Azathioprine, Methotrexate) given for first event, then Second-line treatment (i.e. Rituximab, Cyclophosphamide, Tocilizumab, etc) should be administered after initial First-line immune therapy.
	84.6
	1

	Acyclovir in NMDARE post-HSE and NMDARE relapse post-HSE

	8.3.1 What duration of antiviral therapy (acyclovir or equivalent) should patients with HSV-triggered NMDARE be offered in the initial disease episode of NMDARE (with negative CSF HSV PCR)?

· None

· 3 weeks

· 6 weeks

· Up to 6 months

· Up to 12 months

· Longer than 12 months
[Tick more options if a broader range is desired]
	Median 3 weeks

25° %ile: none

75° %ile: 3 weeks
	2

	8.3.2 Following HSV-triggered NMDARE, what duration of antiviral therapy (acyclovir or equivalent) should patients with clinical encephalitis relapse with negative CSF NMDAR Ab and positive CSF HSV PCR be offered?

· None

· 3 weeks

· 6 weeks

· Up to 6 months

· Up to 12 months

· Longer than 12 months
[Tick more options if a broader range is desired]
	Median 3 weeks

25° %ile: 3 weeks

75° %ile: Up to 6 months
	2

	8.3.3 Following HSV-triggered NMDARE, what duration of antiviral therapy (acyclovir or equivalent) should patients with clinical encephalitis relapse with positive CSF NMDAR Ab and negative CSF HSV PCR be offered?

· None

· 3 weeks

· 6 weeks

· Up to 6 months

· Up to 12 months

· Longer than 12 months
[Tick more options if a range is desired]
	Median None

25° %ile: None

75° %ile: 3 weeks
	2

	
	
	

	SECTION 9
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	Oncologic Searches at Onset of NMDARE:

	9.1.1 Tumour searches are mandatory in children with NMDARE
	92.3
	1

	9.1.2 Tumour searches should start early in the work-up of children with NMDARE, after stabilisation of the patient and exclusion of differential diagnoses, and should be completed in the first days-weeks after admission.
	88.5
	1

	9.1.3 In the absence of ovarian teratoma, searching for other tumours should also be considered depending on the age and sex of the patient (i.e. neuroblastoma, chest, mediastinal, abdominal or testicular tumour, etc).
	76.9
	1

	9.1.4 In patients who fail to reach adequate improvement, repeat oncologic searches should be considered.
	100
	2

	9.2.1 If abdominal and pelvic-ovarian/testicular ultrasound is negative, no further searches are generally required in pre-pubertal females and all males, unless there is failure to reach adequate improvement.
	76
	2

	9.2.2 If abdominal and pelvic-ovarian/testicular ultrasound is negative, further searches should be considered in pubertal females (abdominal and pelvic MRI (or CT), and neural crest tumour screening).
	88.5
	2

	Duration of tumour searches

	9.2.3 In tumour-negative (at onset), prepubertal females with good recovery, how long should tumour searches be continued for?

· Only at diagnosis

· 1 year

· 2 years

· 3 years

· 4 years

· 5 years

· >5 years
[Tick more options if a range is desired]
	Median Only at diagnosis

25° %ile: Only at diagnosis

75° %ile: 1 year
	2

	9.2.4 In tumour-negative (at onset), prepubertal females with poor recovery, how long should tumour searches be continued for?

· Only at diagnosis

· 1 year

· 2 years

· 3 years

· 4 years

· 5 years

· >5 years
[Tick more options if a range is desired]
	Median 2 years

25° %ile: 1 year

75° %ile: 4 years
	2

	9.2.5 In tumour-negative (at onset), pubertal females with good recovery, how long should tumour searches be continued for?

· Only at diagnosis

· 1 year

· 2 years

· 3 years

· 4 years

· 5 years

· >5 years
[Tick more options if a range is desired]
	Median 2 years

25° %ile: Only at diagnosis

75° %ile: 2 years
	2

	9.2.6 In tumour-negative (at onset), pubertal females with poor recovery, how long should tumour searches be continued for?

· Only at diagnosis

· 1 year

· 2 years

· 3 years

· 4 years

· 5 years

· >5 years
[Tick more options if a range is desired]
	Median 3 years

25° %ile: 2 years

75° %ile: 5 years
	2

	9.2.7 In all tumour-negative (at onset) males with good recovery, how long should tumour searches be continued for?

· Only at diagnosis

· 1 year

· 2 years

· 3 years

· 4 years

· 5 years

· >5 years
[Tick more options if a range is desired]
	Median Only at diagnosis

25° %ile: Only at diagnosis

75° %ile: 1 year
	2

	9.2.8 In all tumour-negative (at onset) males with poor recovery, how long should tumour searches be continued for?

· Only at diagnosis

· 1 year

· 2 years

· 3 years

· 4 years

· 5 years

· >5 years
[Tick more options if a range is desired]
	Median 2 years

25° %ile: 1 year

75° %ile: 3 years
	2

	Oncologic Searches at Relapse

	9.3.1 In case of relapse, oncologic searches should be carried out thoroughly, bearing in mind the possibility of a tumour at relapse also in patients in whom no tumour was detected at onset.
	100
	1

	
	
	

	SECTION 10
	
	

	Statement
	Agreement %
	Agreed on Delphi 1 or 2

	10.1 Assessment of improvement following immune therapy (i.e. failure to improve) is contingent upon optimisation of treatments for sleep, agitation, mood/behaviour, dyskinesia and seizures.
	92
	2

	
	
	

	10.2.1 The following medications have some utility in the management of behavioural agitation and labile mood in children with NMDAR encephalitis:
	
	2

	    Benzodiazepines, e.g. lorazepam, midazolam or diazepam
	91.7%
	

	    Sleep induction with chloral hydrate or melatonin
	75.0%
	

	    Alpha adrenergic agents, e.g. clonidine or dexmedetomidine
	70.8%
	

	   Second generation (“atypical”) antipsychotics, 

       e.g. risperidone, olanzapine or quetiapine
	70.8%
	

	  Selective Serotonin Re-uptake Inhibitors (SSRIs), 

       e.g. fluoxetine, fluvoxamine or escitalopram
	45.8%
	

	  Other antiepileptic medication, 

       e.g. levetiracetam, sodium valproate or carbamazepine
	37.5%
	

	  Serotonin/Norepinephrine Re-uptake Inhibitors (SNRIs), 

       e.g. venlafaxine
	29.2%
	

	   Dopamine agonists, e.g. methylphenidate
	20.8%
	

	  First generation antipsychotics, 

       e.g. haloperidol, thioridazine
	16.7%
	

	   Anaesthetics, e.g. ketamine or propofol
	16.7%
	

	  Dopamine agents, 

      e.g. levodopa/benserazide, or levodopa/carbidopa
	12.5%
	

	   Phenytoin or phenobarbitone
	12.5%
	

	 Tricyclic antidepressants, 

      e.g. amitriptyline, imipramine, clomipramine
	8.3%
	

	   Other agents:
	   8.3%
	

	     Diphenhydramine combined with melatonin and/or chloral hydrate
	
	

	
	
	

	10.2.2 The following medications have some utility in the management of dyskinesia and stereotypy in children with NMDAR encephalitis
	
	

	Alpha adrenergic agents, e.g. clonidine or dexmedetomidine
	66.7%
	

	Benzodiazepines, e.g. lorazepam, midazolam or diazepam
	66.7%
	

	Other antiepileptic medication, e.g. levetiracetam, sodium valproate or carbamazepine
	45.8%
	

	Anticholinergics, e.g. trihexyphenidyl (benzhexol) or benztropine
	37.5%
	

	Sleep induction with chloral hydrate or melatonin
	33.3%
	

	Peripheral GABA agonists, e.g. baclofen
	29.2%
	

	Monoamine reuptake inhibitors, e.g. tetrabenazine or reserpine
	29.2%
	

	Gabapentin
	29.2%
	

	Second generation (“atypical”) antipsychotics, e.g. risperidone, olanzapine or quetiapine
	20.8%
	

	Dopamine agents, e.g. levodopa/benserazide, or levodopa/carbidopa
	16.7%
	

	First generation antipsychotics, e.g. haloperidol, thioridazine
	   8.3%
	

	Anaesthetics, e.g. ketamine or propofol
	   4.2%
	

	Phenytoin or phenobarbitone
	   0.0%
	

	Other agents (describe in Comments)
	   0.0%
	

	
	
	

	10.2.3 In children with NMDAR encephalitis, the use of first generation antipsychotics (haloperidol, thioridazine) or second generation antipsychotics (risperidone, olanzapine or quetiapine) may be associated with a worsening of dyskinesia or result in neuroleptic malignant syndrome.
	92
	2

	
	
	


