

[bookmark: _GoBack]Material I: Complete Search Strategy

The complete search strategy is detailed below:

Pubmed
#1 “Encephalomyelitis, Acute Disseminated”[Mesh] OR “Acute Disseminated Encephalomyelitis”[Title/Abstract] OR “Acute Disseminated Encephalomyelitides”[Title/Abstract] OR “Disseminated Encephalomyelitides, Acute”[Title/Abstract] OR “Encephalomyelitides, Acute Disseminated”[Title/Abstract] OR “Disseminated Encephalomyelitis, Acute”[Title/Abstract]  OR “Encephalomyelitis, Postexanthem”[Title/Abstract]  OR “Postexanthem Encephalomyelitis”[Title/Abstract]  OR “Postinfectious Encephalomyelitis”[Title/Abstract]  OR “Encephalomyelitis, Postinfectious”[Title/Abstract]  OR “Encephalitis, Post-Vaccina”[Title/Abstract] OR “Encephalitis, Post Vaccinal”[Title/Abstract] OR “(Vaccination Encephalitis”[Title/Abstract] OR “Post-Vaccinal Encephalitis”[Title/Abstract] OR “Encephalitides, Post-Vaccinal”[Title/Abstract]) 
#2 adult OR adults
#3 #1 AND #2


Embase
 #1 “Encephalomyelitis, Acute Disseminated“/exp OR  “Acute Disseminated Encephalomyelitis“  OR “ Acute Disseminated Encephalomyelitides“  OR  “Disseminated Encephalomyelitides, Acute“  OR  “Encephalomyelitides, Acute Disseminated“  OR  “Disseminated Encephalomyelitis,Acute“  OR “Encephalomyelitis, Postexanthem”  OR “Postexanthem Encephalomyelitis”   OR “Postinfectious Encephalomyelitis”   OR “Encephalomyelitis, Postinfectious”   OR “Encephalitis, Post-Vaccina”  OR “Encephalitis, Post Vaccinal” OR  “Vaccination Encephalitis”  OR “Post-Vaccinal Encephalitis” OR “Encephalitides, Post-Vaccinal”  
#2 adult OR adults
#3 #1 AND #2

Web of science
#1 TS= (Encephalomyelitis, Acute Disseminated  OR Acute Disseminated Encephalomyelitis OR Acute Disseminated Encephalomyelitides or Disseminated Encephalomyelitides, Acute OR Encephalomyelitides, Acute Disseminated OR Disseminated Encephalomyelitis, Acute OR  Encephalomyelitis, Postexanthem   OR  Postexanthem Encephalomyelitis    OR  Postinfectious Encephalomyelitis    OR Encephalomyelitis, Postinfectious   OR  Encephalitis, Post-Vaccina   OR  Encephalitis, Post Vaccinal  OR  Vaccination Encephalitis   OR  Post-Vaccinal Encephalitis  OR  Encephalitides, Post-Vaccinal )
#2 adult or adults
#3 #1 AND #2

Cochrane
#1 “Encephalomyelitis, Acute Disseminated“ OR  “Acute Disseminated Encephalomyelitis“  OR “ Acute Disseminated Encephalomyelitides“  OR  “Disseminated Encephalomyelitides, Acute“  OR  “Encephalomyelitides, Acute Disseminated“  OR  “Disseminated Encephalomyelitis,Acute“  OR “Encephalomyelitis, Postexanthem”  OR “Postexanthem Encephalomyelitis”   OR “Postinfectious Encephalomyelitis”   OR “Encephalomyelitis, Postinfectious”   OR “Encephalitis, Post-Vaccina”  OR “Encephalitis, Post Vaccinal” OR “Vaccination Encephalitis”  OR “Post-Vaccinal Encephalitis” OR “Encephalitides, Post-Vaccinal” 
#2 adult OR adults
#3 #1 AND #2
































Material II PRISMA guidelines

[image: ]PRISMA 2020 Checklist
	Section and Topic 
	Item #
	Checklist item 
	Location where item is reported 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review.
	P1

	ABSTRACT 
	P2

	Abstract 
	2
	See the PRISMA 2020 for Abstracts checklist.
	

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of existing knowledge.
	P3-4

	Objectives 
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	P3-4

	METHODS 
	

	Eligibility criteria 
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	P4-P5

	Information sources 
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	P4

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	Supplementary
Material I

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	P4

	Data collection process 
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	P4-P5

	Data items 
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	P4-P5

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	P5

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	P5

	Effect measures 
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	P5-P6

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	P5-P6

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	P5-P6

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	P5-6

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	P5-6

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	P6

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	P6

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	P6

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	P5

	RESULTS 
	

	Study selection 
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	P6-7,Figure 1

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	P7,Figure 1

	Study characteristics 
	17
	Cite each included study and present its characteristics.
	P7-8, Table 1

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	P7

	Results of individual studies 
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	Supplementary
Material III

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	P7-8

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	P8-10
Table2-4


	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	P10-11
Table 5

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	P10
Supplementary
Material V

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	P10
Supplementary
Material VI

	Certainty of evidence 
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	P7
Supplementary
Material IV

	DISCUSSION 
	

	Discussion 
	23a
	Provide a general interpretation of the results in the context of other evidence.
	P11-19

	
	23b
	Discuss any limitations of the evidence included in the review.
	P19-20

	
	23c
	Discuss any limitations of the review processes used.
	P19-20

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	P20

	OTHER INFORMATION
	

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered.
	Not applicable

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	Not applicable

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	Not applicable

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	P20

	Competing interests
	26
	Declare any competing interests of review authors.
	P20

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	P21



From:  Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71
For more information, visit: http://www.prisma-statement.org/ 
















Material III  Forest plots of all the meta-analyses
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Material IV  GRADE Working Group grades of evidence
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 Material V  Leave-one-out sensitivity analysis[image: ]










































Material VI  The assessment of publication bias 
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Funnel plot for publication bias test for death
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Publication bias test for death, Egger’s test, p = 0.146 ; 95% CI, -1.76-0.32.
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Publication bias test for death. Begg’s test, z = 1.56 (continuity corrected)
Pr > |z| = 0.118 (continuity corrected)
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Symptoms and signs - Fever
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Symptoms and signs - Ataxia
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Symptoms and signs - Nausea/vomiting
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Symptoms and signs - Spinal symptoms
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Symptoms and signs - Seizures
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Symptoms and signs - Meningeal signs
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Symptoms and signs - Optic neuritis
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Symptoms and signs - Extrapyramidal syndrome
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Symptoms and signs - Aphasia
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Brian MRI findings - Abnormal brain
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Brian MRI findings - Abnormal White matter
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Brian MRI findings - Abnormal Periventricular white matter
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Brian MRI findings - Abnormal Subcortical areas
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Brian MRI findings - Abnormal Corpus callosum
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Brian MRI findings - Abnormal Brainstem
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Brian MRI findings - Abnormal Deep gray matter
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Brian MRI findings - Abnormal Basal ganglia
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Brian MRI findings - Abnormal Cerebellum
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Brian MRI findings - Abnormal Cortex

  

-.5 0 .5 1


image1.jpeg




image37.emf
Overall  (I^2 = 33.835%, p = 0.221)

Hong-Qi Yang 2016

Uma Sundar 2012

Study

Marcell Pourbaix Morisson Guimar?es 2020

0.099 (0.030, 0.194)

0.167 (0.070, 0.314)

0.034 (0.001, 0.178)

ES (95% CI)

0.100 (0.012, 0.317)

100.00

41.40

33.02

Weight

25.59

%

0.099 (0.030, 0.194)

0.167 (0.070, 0.314)

0.034 (0.001, 0.178)

ES (95% CI)

0.100 (0.012, 0.317)

100.00

41.40

33.02

Weight

25.59

%

Brian MRI findings - Abnormal Thalamus

  

-.20.2.4


image38.emf
Overall  (I^2 = 84.574%, p = 0.000)

C-H Lin 2007

Peter H?llinger 2001

Je ?ro?me de Seze 2007

S. Schwarz 2001

Hong-Qi Yang 2016

Study

0.580 (0.336, 0.807)

0.400 (0.227, 0.594)

0.300 (0.067, 0.652)

0.657 (0.478, 0.809)

0.952 (0.762, 0.999)

0.450 (0.231, 0.685)

ES (95% CI)

100.00

21.15

17.21

%

21.52

20.14

19.98

Weight

0.580 (0.336, 0.807)

0.400 (0.227, 0.594)

0.300 (0.067, 0.652)

0.657 (0.478, 0.809)

0.952 (0.762, 0.999)

0.450 (0.231, 0.685)

ES (95% CI)

100.00

21.15

17.21

%

21.52

20.14

19.98

Weight

Brian MRI findings - Enhancement of lesions

  

-.50.511.5


image39.emf
Overall  (I^2 = 85.328%, p = 0.000)

Diederik L.H.2016

IA Ketelslegers 2010

Je ?ro?me de Seze 2007

D. L. H. Koelman 2017

D. Imbesi 2012

C-H Lin 2007

Hong-Qi Yang 2016

Uma Sundar 2012

Study

Marcell Pourbaix Morisson Guimar?es 2020

0.416 (0.260, 0.581)

0.330 (0.242, 0.428)

0.667 (0.223, 0.957)

0.682 (0.451, 0.861)

0.712 (0.569, 0.829)

0.500 (0.118, 0.882)

0.067 (0.008, 0.221)

0.405 (0.256, 0.567)

0.414 (0.235, 0.611)

ES (95% CI)

0.200 (0.057, 0.437)

100.00

13.40

7.60

11.31

12.75

%

7.60

11.93

12.47

11.86

Weight

11.09

0.416 (0.260, 0.581)

0.330 (0.242, 0.428)

0.667 (0.223, 0.957)

0.682 (0.451, 0.861)

0.712 (0.569, 0.829)

0.500 (0.118, 0.882)

0.067 (0.008, 0.221)

0.405 (0.256, 0.567)

0.414 (0.235, 0.611)

ES (95% CI)

0.200 (0.057, 0.437)

100.00

13.40

7.60

11.31

12.75

%

7.60

11.93

12.47

11.86

Weight

11.09

Spinal MRI findings - Abnormal spinal cord

  

-.50.511.5


image40.emf
Overall  (I^2 = 75.835%, p = 0.001)

Hong-Qi Yang 2016

C-H Lin 2007

Study

Peter H?llinger 2001

Uma Sundar 2012

S. Schwarz 2001

Diederik L.H.2016

0.700 (0.548, 0.833)

0.690 (0.529, 0.824)

0.433 (0.255, 0.626)

ES (95% CI)

0.600 (0.262, 0.878)

0.684 (0.434, 0.874)

0.808 (0.606, 0.934)

0.866 (0.760, 0.937)

100.00

18.66

17.38

%

Weight

11.87

15.28

16.76

20.05

0.700 (0.548, 0.833)

0.690 (0.529, 0.824)

0.433 (0.255, 0.626)

ES (95% CI)

0.600 (0.262, 0.878)

0.684 (0.434, 0.874)

0.808 (0.606, 0.934)

0.866 (0.760, 0.937)

100.00

18.66

17.38

%

Weight

11.87

15.28

16.76

20.05

CSF analysis - Abnormal CSF

  

-.50.511.5


image41.emf
Overall  (I^2 = 82.919%, p = 0.000)

Diederik L.H.2016

Peter H?llinger 2001

Uma Sundar 2012

D. L. H. Koelman 2017

Study

Marcell Pourbaix Morisson Guimar?es 2020

0.518 (0.330, 0.703)

0.740 (0.643, 0.823)

0.400 (0.122, 0.738)

0.421 (0.203, 0.665)

0.657 (0.531, 0.768)

ES (95% CI)

0.222 (0.064, 0.476)

100.00

24.17

15.18

18.78

23.38

%

Weight

18.50

0.518 (0.330, 0.703)

0.740 (0.643, 0.823)

0.400 (0.122, 0.738)

0.421 (0.203, 0.665)

0.657 (0.531, 0.768)

ES (95% CI)

0.222 (0.064, 0.476)

100.00

24.17

15.18

18.78

23.38

%

Weight

18.50

CSF analysis - Pleocytosis(>5/μl)

  

-.50.511.5


image42.emf
Overall  (I^2 = 93.540%, p = 0.000)

Marcell Pourbaix Morisson Guimar?es 2020

Study

Je ?ro?me de Seze 2007

Diederik L.H.2016

D. L. H. Koelman 2017

Peter H?llinger 2001

0.391 (0.141, 0.674)

0.111 (0.014, 0.347)

ES (95% CI)

0.143 (0.048, 0.303)

0.616 (0.513, 0.712)

0.776 (0.658, 0.869)

0.300 (0.067, 0.652)

100.00

19.23

Weight

20.52

21.52

21.25

17.48

%

0.391 (0.141, 0.674)

0.111 (0.014, 0.347)

ES (95% CI)

0.143 (0.048, 0.303)

0.616 (0.513, 0.712)

0.776 (0.658, 0.869)

0.300 (0.067, 0.652)

100.00

19.23

Weight

20.52

21.52

21.25

17.48

%

CSF analysis - Elevated protein (>45 mg/dL)
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CSF analysis - CSF OCBs
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Summary of findings (GRADE) 

No of ParticipantsQuality of evidence

OutcomesStudy design Risk of bias  InconsistencyIndirectness ImprecisionPublication biasEffect(95%CI)(studies)

(GRADE) 

1

DeathObservationalNot seriousNot seriousNot seriousSerious Not find7.8 (3.3-13.5)247

⨁

◯◯◯

  Very Low 

2,3

studies (9 studies)

Residual deficitsObservationalNot seriousNot seriousNot seriousSerious Not find47.5 (31.8-63.4)218

⨁

◯◯◯

 Very Low 

2,3

studies (8 studies)

                                                                                                           Certainty assessment

1

 GRADE: Grading of Recommendations, Assessment, Development and Evaluation;    

2 

The sample size is less than 400.

 


3

 Observational studies are low quality.
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