[bookmark: _GoBack]Supplementary Table 1. Search strategies for the clinical systematic literature review, searched up to 04 January 2017
	Embase® and MEDLINE®

	No.
	Search terms
	Facet
	Results

	#1
	'clinical trial'/exp
	Study design: Randomized controlled trials
	1152634

	#2
	'randomization'/de
	
	71749

	#3
	'controlled study'/de
	
	5203780

	#4
	'comparative study'/de
	
	717575

	#5
	'single blind procedure'/de
	
	25063

	#6
	'double blind procedure'/de
	
	134075

	#7
	'crossover procedure'/de
	
	49121

	#8
	'placebo'/de
	
	299224

	#9
	'clinical trial' OR 'clinical trials'
	
	1398333

	#10
	'controlled clinical trial' OR 'controlled clinical trials'
	
	410639

	#11
	'randomized controlled trial' OR 'randomized controlled trial' OR 'randomized controlled trials' OR 'randomized controlled trials'
	
	576226

	#12
	'randomization' OR 'randomization' OR random*
	
	1313577

	#13
	rct
	
	25712

	#14
	'random allocation' OR 'random assignment'
	
	4026

	#15
	'randomly allocated' OR 'randomly assigned'
	
	124215

	#16
	'allocated randomly' OR 'assigned randomly'
	
	7193

	#17
	allocated NEAR/2 random OR assign* NEAR/2 random* OR random*
	
	1313577

	#18
	(single OR double OR triple OR treble) NEAR/1 (blind* OR mask*)
	
	247678

	#19
	placebo*
	
	386261

	#20
	'prospective study'/de
	
	350872

	#21
	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20
	
	7351186

	#22
	'case study'/de
	
	43700

	#23
	'case report'
	
	2183977

	#24
	'abstract report'/de
	
	89694

	#25
	'letter'/de
	
	909127

	#26
	#22 OR #23 OR #24 OR #25
	
	3036597

	#27
	#21 NOT #26
	
	7179286

	#28
	'multiple sclerosis'/exp OR 'multiple sclerosis' OR rrms OR rms OR 'chariot disease' OR 'disseminated sclerosis' OR 'insular sclerosis' OR 'multiple sclerosis, relapsing-remitting' OR 'relapsing remitting multiple sclerosis' OR 'relapsing-remitting multiple sclerosis' OR 'sclerosis multiplex' OR 'sclerosis, disseminated' OR 'sclerosis, insular' OR 'sclerosis, multiple' OR 'optic neuritis'
	Disease: Relapsing-remitting multiple sclerosis
	133117

	#29
	'beta interferon'/exp OR 'beta1 interferon'/exp OR 'beta1a interferon'/exp OR 'interferon beta serine'/exp OR 'recombinant beta interferon'/exp OR interferon NEAR/2 beta OR avonex OR belerofon OR ifn NEAR/2 beta OR ifn?beta OR beta1* NEAR/2 interferon OR betaferon OR rebif OR betaseron OR extavia
	Interventions

	31744

	#30
	'glatiramer'/exp OR glatiramer OR copaxone OR co*polymer*1 OR 'copolymer 1' OR 'co polymer 1' OR 'cop 1'
	
	6960

	#31
	'natalizumab'/de OR natalizumab OR tysabri OR antegren OR 'anti vla4' OR 'anti-vla 4' OR 'anti alpha4 integrin' OR an100226 OR 'an 100226'
	
	7784

	#32
	'fingolimod'/exp OR fingolimod OR fty720 OR 'fty 720' OR gilen?a
	
	6423

	#33
	'alemtuzumab'/exp OR alemtuzumab OR campath OR mabcampath OR 'ldp 103' OR ldp103 OR lemtrada
	
	12926

	#34
	'fumaric acid dimethyl ester'/exp OR 'bg 00012' OR bg00012 OR 'bg 12' OR 'brn 0774590' OR tecfidera
	
	2110

	#35
	'teriflunomide'/exp OR teriflunomide OR 'a 771726' OR 'a77 1726' OR a771726 OR 'hmr 1726' OR hmr1726 OR 'rs 61980' OR rs61980 OR 'su 0020' OR su0020 OR 'aubagio'
	
	1674

	#36
	'peginterferon beta1a'/exp OR 'beta 1a peginterferon' OR 'beta1a peginterferon' OR 'biib 017' OR 'biib017' OR 'peginterferon beta 1a' OR 'peginterferon beta-1a' OR 'pegylated human interferon beta 1a' OR 'pegylated interferon beta 1a' OR 'pegylated interferon beta-1a' OR 'pegylated interferon beta1a' OR plegridy
	
	245

	#37
	'Cladribine'/exp OR biodribin OR Cladribine OR 'deoxyadenosine, 2 chloro' OR 'intocel' OR 'leustat' OR 'leustatin' OR 'leustatine' OR 'litak' OR 'litax' OR 'movectro' OR 'mylinax' OR 'rwj 26251' OR 'rwj26251'
	
	5792

	#38
	‘Ocrelizumab’/exp OR ‘monoclonal antibody 2H7’ OR ‘monoclonal antibody PRO 70769’ OR ‘monoclonal antibody PRO70769’ OR ‘pro 70769’ OR ‘pro70769’ OR ‘rhumab 2H7’
	
	763

	#39
	'daclizumab'/exp OR dacliximab OR dacluzimab OR zenapax
	
	5725

	#40
	‘laquinimod’/exp OR ‘nerventra’ OR ‘abr 215062’ OR abr215062 OR ‘SAIK MS’ OR ‘tv 5600’ OR tv5600
	
	722

	#41
	'mitoxantrone'/syn OR 'cl 232, 315' OR 'cl 232315' OR 'cl232, 315' OR cl232315 OR dhad OR dhaq OR domitrone OR elsep OR formyxan OR misostol OR mitoxanthrone OR mitoxantron* OR mitoxgen OR mitozantrone OR mitroxantrone OR mitroxone OR neotalem OR norexan OR novanthron OR novantron OR novantrone OR 'now 85 34' OR 'now 8534' OR now8534 OR 'nsc 279836' OR 'nsc 301739' OR 'nsc 301739d' OR nsc279836 OR nsc301739 OR nsc301739d OR oncotron OR onkotrone
	
	21429

	#42
	'rituximab'/syn OR 'idec c2b8' OR mabthera OR reditux OR rituxan OR rituxin
	
	56591

	#43
	#29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42
	
	131175

	#44
	#27 AND #28 AND #43
	Final combination
	11075

	#45
	#44 AND ('editorial'/it OR 'letter'/it OR 'note'/it)
	Excluding reviews, editorials, and animal studies
	525

	#46
	#44 AND ([animal cell]/lim OR [animal experiment]/lim OR [animal model]/lim OR [animal tissue]/lim) NOT 'human'/de
	
	392

	#47
	#45 OR #46
	
	917

	#48
	#44 NOT #47
	
	10158

	Cochrane

	#1
	MeSH descriptor: [Multiple Sclerosis] explode all trees
	Disease: Relapsing-remitting multiple sclerosis
	2313

	#2
	MeSH descriptor: [Demyelinating Diseases] this term only
	
	71

	#3
	MeSH descriptor: [Myelitis, Transverse] this term only
	
	7

	#4
	MeSH descriptor: [Optic Neuritis] explode all trees
	
	97

	#5
	MeSH descriptor: [Encephalomyelitis, Acute Disseminated] this term only
	
	3

	#6
	"multiple sclerosis" or demyelinating NEXT disease or transverse NEXT myelitis or "neuromtelitis optica" or "optic neuritis" or devic or RRMS or RMS
	
	7312

	#7
	#1 OR #2 OR #3 OR #4 OR #5 OR #6
	
	7354

	#8
	MeSH descriptor: [Interferon-beta] explode all trees
	Interventions
	599

	#9
	“beta interferon” OR “beta1 interferon” OR “beta1a interferon” OR “interferon beta serine” OR “recombinant beta interferon” OR “interferon beta” OR avonex OR belerofon OR “ifn beta” OR ifn?beta OR betaferon OR rebif OR betaseron OR extavia
	
	1721

	#10
	glatiramer OR glatiramer OR copaxone OR co*polymer*1 OR “copolymer 1” OR “co polymer 1” OR “cop 1”
	
	573

	#11
	natalizumab OR natalizumab OR tysabri OR antegren OR “anti vla4” OR “anti-vla 4” OR “anti alpha4 integrin” OR an100226 OR “an 100226”
	
	355

	#12
	fingolimod OR fingolimod OR fty720 OR “fty 720” OR gilen?a
	
	412

	#13
	alemtuzumab OR alemtuzumab OR campath OR mabcampath OR “ldp 103” OR “ldp103” OR lemtrada
	
	480

	#14
	MeSH descriptor: [Fumarates] explode all trees
	
	247

	#15
	“fumaric acid dimethyl ester” OR “bg 00012” OR bg00012 OR “bg 12” OR “brn 0774590” OR tecfidera
	
	253

	#16
	teriflunomide OR teriflunomide OR “a 771726” OR “a77 1726” OR a771726 OR “hmr 1726” OR hmr1726 OR “rs 61980” OR rs61980 OR “su 0020” OR su0020 OR aubagio
	
	167

	#17
	“peginterferon beta1a” OR “beta 1a peginterferon” OR “beta1a peginterferon” OR “biib 017” OR biib017 OR “peginterferon beta 1a” OR “peginterferon beta-1a” OR “pegylated human interferon beta 1a” OR “pegylated interferon beta 1a” OR “pegylated interferon beta-1a” OR “pegylated interferon beta1a” OR plegridy
	
	85

	#18
	MeSH descriptor: [Cladribine] explode all trees
	
	73

	#19
	“Cladribine” OR biodribin OR Cladribine OR “deoxyadenosine, 2 chloro” OR intocel OR leustat OR leustatin OR leustatine OR litak OR litax OR movectro OR mylinax OR “rwj 26251” OR rwj26251
	
	238

	#20
	Ocrelizumab OR “monoclonal antibody 2H7” OR “monoclonal antibody PRO 70769” OR “monoclonal antibody PRO70769” OR “pro 70769” OR pro70769 OR “rhumab 2H7”
	
	81

	#21
	daclizumab OR dacliximab OR dacluzimab OR zenapax
	
	474

	#22
	MeSH descriptor: [Mitoxantrone] explode all trees
	
	399

	#23
	mitoxantrone or "cl 232, 315" or "cl 232315" or "cl232, 315" or cl232315 or dhad or dhaq or domitrone or elsep or formyxan or misostol or mitoxanthrone or mitoxantron* or mitoxgen or mitozantrone or mitroxantrone or mitroxone or neotalem or norexan or novanthron or novantron or novantrone or "now 85 34" or "now 8534" or now8534 or "nsc 279836" or "nsc 301739" or "nsc 301739d" or nsc279836 or nsc301739 or nsc301739d or oncotron or onkotrone
	
	1270

	#24
	MeSH descriptor: [Rituximab] explode all trees
	
	416

	#25
	rituximab or "idec c2b8" or mabthera or reditux or rituxan or rituxin
	
	1564

	#26
	MeSH descriptor: [Glatiramer Acetate] explode all trees
	
	111

	#27
	MeSH descriptor: [Natalizumab] explode all trees
	
	55

	#28
	MeSH descriptor: [Fingolimod Hydrochloride] explode all trees
	
	81

	#29
	MeSH descriptor: [Dimethyl Fumarate] explode all trees
	
	23

	#30
	Laquinimod OR nerventra OR “abr 215062” OR abr215062 OR “SAIK MS” OR “tv 5600” OR tv5600
	
	55

	#31
	#8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30
	
	7306

	#32
	#7 and #31
	Final combination
	2452

	#33
	#32 in Trials and Methods Studies (Word variations have been searched)
	Limited to trials and method studies
	2002

	MEDLINE® in-process via PubMed®

	#1
	"multiple sclerosis"
	Disease: Relapsing-remitting multiple sclerosis
	69777

	#2
	"neuromyelitis optica"
	
	2942

	#3
	encephalomyelitis
	
	27056

	#4
	devic
	
	626

	#5
	"optic neuritis"
	
	7149

	#6
	"demyelinating disease*"
	
	4046

	#7
	"acute disseminated encephalomyelitis"
	
	2372

	#8
	"transverse myelitis"
	
	2105

	#9
	(#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8)
	
	97632

	#10
	“beta interferon” OR “beta1 interferon” OR “beta1a interferon” OR “interferon beta serine” OR “recombinant beta interferon” OR interferon NEAR/2 beta OR avonex OR belerofon OR ifn NEAR/2 beta OR ifn?beta OR beta1* NEAR/2 interferon OR betaferon OR rebif OR betaseron OR extavia
	Interventions
	2547

	#11
	“glatiramer” OR glatiramer OR copaxone OR co*polymer*1 OR “copolymer 1” OR “co polymer 1” OR “cop 1”
	
	42163

	#12
	“natalizumab” OR natalizumab OR tysabri OR antegren OR anti vla4 OR “anti-vla 4” OR “anti alpha4 integrin” OR “an100226” OR “an 100226”
	
	2266

	#13
	“fingolimod'” OR fingolimod OR fty720 OR “fty 720” OR gilen?a
	
	2433

	#14
	alemtuzumab OR alemtuzumab OR campath OR mabcampath OR “ldp 103” OR “ldp103” OR lemtrada
	
	2834

	#15
	“fumaric acid dimethyl ester” OR “bg 00012” OR bg00012 OR “bg 12” OR “brn 0774590” OR tecfidera
	
	2086

	#16
	teriflunomide OR teriflunomide OR “a 771726” OR “a77 1726” OR a771726 OR “hmr 1726” OR hmr1726 OR “rs 61980” OR rs61980 OR “su 0020” OR su0020 OR aubagio
	
	513

	#17
	“peginterferon beta1a” OR “beta 1a peginterferon” OR “beta1a peginterferon” OR “biib 017” OR biib017 OR “peginterferon beta 1a” OR “peginterferon beta-1a” OR “pegylated human interferon beta 1a” OR “pegylated interferon beta 1a” OR “pegylated interferon beta-1a” OR “pegylated interferon beta1a” OR plegridy
	
	78

	#18
	“Cladribine” OR biodribin OR Cladribine OR “deoxyadenosine, 2 chloro” OR intocel OR leustat OR leustatin OR leustatine OR litak OR litax OR movectro OR mylinax OR “rwj 26251” OR rwj26251
	
	1965

	#19
	Ocrelizumab OR “monoclonal antibody 2H7” OR “monoclonal antibody PRO 70769” OR “monoclonal antibody PRO70769” OR “pro 70769” OR pro70769 OR “rhumab 2H7”
	
	141

	#20
	daclizumab OR dacliximab OR dacluzimab OR zenapax
	
	1051

	#21
	Laquinimod OR nerventra OR “abr 215062” OR abr215062 OR “SAIK MS” OR “tv 5600” OR tv5600
	
	166

	#22
	mitoxantrone OR "cl 232, 315" OR "cl 232315" OR "cl232, 315" OR cl232315 OR dhad OR dhaq OR domitrone OR elsep OR formyxan OR misostol OR mitoxanthrone OR mitoxantron* OR mitoxgen OR mitozantrone OR mitroxantrone OR mitroxone OR neotalem OR norexan OR novanthron OR novantron OR novantrone OR "now 85 34" OR "now 8534" OR now8534 OR "nsc 279836" OR "nsc 301739" OR "nsc 301739d" OR nsc279836 OR nsc301739 OR nsc301739d OR oncotron OR onkotrone
	
	6270

	#23
	rituximab OR "idec c2b8" OR mabthera OR reditux OR rituxan OR rituxin
	
	17643

	#24
	#10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22 or #23
	
	78387

	#25
	#9 AND #24
	
	6927

	#26
	(#25 AND (pubstatusaheadofprint OR inprocess[sb]))
	
	900




