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	Study
	Inclusion criteria
	Exclusion criteria

	Calabresi et al. [1] (FREEDOMS II trial)
	Patients were included in the study if they were aged between 18 and 55 years with an Expanded Disability Status Scale (EDSS) score of 0 5.5, and had no relapse or steroid treatment within 30 days before randomization.
	Patients with clinically significant systemic disease or immune suppression (drug-induced or disease induced), active infection or macular oedema, diabetes mellitus, or a history of malignancy (apart from successfully treated basal or squamous-cell skin carcinoma), and patients with specific c cardiac, pulmonary, or hepatic disorders were excluded

	Cohen et al. [2] (CARE-MS I trial)
	Eligible patients were aged 18–50 years and had relapsing-remitting multiple sclerosis fulfilling the 2005 McDonald criteria, a disease duration of up to 5 years, at least two relapses in the previous 2 years and at least one in the previous year, expanded disability status scale (EDSS) scores of 3.0 or lower, and cranial abnormalities on MRI attributable to multiple sclerosis
	Key exclusion criteria included progressive disease course, previous multiple sclerosis disease therapy (apart from corticosteroids), previous immunosuppressive, investigational, or monoclonal antibody therapy, and clinically significant auto immunity other than multiple sclerosis.

	Coles et al. [3] (CARE-MS II trial)
	Eligible patients were aged 18–55 years, with the following clinical characteristics: relapsing-remitting multiple sclerosis fulfilling the 2005 McDonald diagnostic criteria; disease duration of 10 years or less; at least two attacks in the previous 2 years with at least one in the previous year; at least one relapse while on interferon beta or glatiramer after at least 6 months of treatment; expanded disability status scale (EDSS) scores of 5.0 or less; and cranial and spinal MRI lesions fulfilling protocol-defined criteria
	Progressive forms of multiple sclerosis, previous cytotoxic drug use or investigational therapy, treatment within the previous 6 months with natalizumab, methotrexate, azathioprine or cyclosporine, and a history of clinically significant autoimmunity other than multiple sclerosis.

	Coles et al. [4] (CAMMS223 trial)
	Diagnosis of relapsing-remitting multiple sclerosis on the basis of the McDonald criteria with an onset of symptoms no more than 36 months before the time of screening. Patients were required to have at least two clinical episodes during the previous 2 years and a score of 3 or less on the EDSS which ranges from 0 to 10, with higher scores indicating greater disability and one or more enhancing lesions, as seen on at least one of up to four monthly cranial MRI scans. 
	Previous disease-modifying treatments, a history of clinically significant autoimmunity, or the presence of serum antithyrotropin-receptor antibodies.

	Khan et al. [5] (Gala trial)
	Patients with 18 to 55 years of age, had a confirmed RRMS diagnosis (according to the revised McDonald criteria16), had an Expanded Disability Status Scale (EDSS) score of 5.5, and were relapse-free for 30 days. Patients also were required to have 1 documented relapse in the 12 months prior to screening, 2 documented relapses in the 24 months prior to screening, or 1 documented relapse between 12 and 24 months prior to screening with at least 1 documented T1 gadolinium (Gd)-enhancing lesion in an MRI performed within 12 months of screening. Women of childbearing potential were required to practice an acceptable method of birth control. 
	Patients with progressive forms of MS and previous treatment with GA or any other glatiramoid were excluded. Other exclusion criteria included treatment with immunomodulators, including interferon-b and intravenous immunoglobulin, within 2 months of screening; use of immunosuppressive agents, including mitoxantrone and fingolimod, cytotoxic agents, or chronic (>30 days) systemic corticosteroid treatment within 6 months of screening; treatment with cladribine, natalizumab, or any other monoclonal antibody treatment within 2 years of screening; known sensitivity to Gd or mannitol; and inability to successfully undergo MRI scanning

	Cohen et al. [6] (GATE study)
	Eligible participants were 18 to 55 years old, had RRMS fulfilling theMcDonald23 criteria, an Expanded Disability Status Scale24 (EDSS)scoreof0to5.5, at least 1 documented relapse in the previous year, and 1 to 15 gadolinium- enhancing lesions on T1-weighted images on screening brain MRI. Screening without a gadolinium-enhancing lesion could be repeated twice, separated by at least 1 month
	Key exclusion criteria were clinically significant illness or laboratory abnormalities, as well as prior exposure to brand glatiramer acetate or immunosuppressive treatments. Other MS treatments required discontinuation for varying lengths of time from 1 to 12 months before screening.

	Cadavid et al. [7] (BECOME trial)
	Patients between 18 and 55 years of age were required to have baseline EDSS score of 0-5.5 and one of the two following forms of demyelinating disease: (1) Relapsing-remitting multiple sclerosis (RRMS) by revised McDonald`s criteria plus evidence of recent disease activity as shown by the development of one or more clinical and/or MRI attacks during the 6 previous months. Or (2) a Clinically Isolated Syndrome (CIS) characteristic of CNS demyelination (optic neuritis or transverse myelitis or brainstem attack) confirmed on examination with onset within the 6 prior months plus evidence of dissemination in time and space. Evidence of dissemination in space required two or more brain MRI lesions at least one of which was ovoid and/or periventricular. Evidence of dissemination in time for acute CIS (<=1 month) required >=1 non-enhancing brain lesion, and for non-acute CIS (>1 month) required >=1 enhancing brain lesions. Females of childbearing potential agreed to practice adequate contraception and all females had a negative pregnancy blood test at screening and urine test at baseline
	Patients were excluded from the study if they possessed any of the following conditions: onset of a relapse between screening and study day 1; history of any underlying conditions that could affect the CNS or interfere with the MRI results or any other evaluation in the study; standard metallic devices or foreign bodies that are contraindications for MRI; size or weight incompatible with the 3T dedicated head MRI unit; pregnancy or breast-feeding; known allergy or hypersensitivity to gadolinium chelates, albumin, interferons, GA, or mannitol; uncontrolled or clinically significant heart disease; history of unstable medical conditions that could be deemed clinically significant; intolerance or any contraindication to acetaminophen, ibuprofen, or steroids; inability, in the opinion of the principal investigator or staff, to be compliant with protocol requirements; participation in any clinical trial within the past six months; current addictions; active peptic ulcer disease; inability to administer subcutaneous injections either by self or by caregiver; medical, psychiatric or other conditions that could compromise the subject’s ability to understand study information, to give informed consent, to comply with the trial protocol, or to complete the study; claustrophobia; uncontrolled head movements; treatment with any interferon or GA; prior use of total body lymphoid irradiation, monoclonal antibodies (e.g. anti-CD25, anti-CD52, anti VLA-4, anti-CD20), mitoxantrone, cyclophosphamide, cladribine, azathioprine, mycophenolate, IVIG, or cyclosporine A; or corticosteroids in the prior 21 days.

	Johnson et al. [8] (Copolymer1 trial)
	Ambulatory patients aged 18 to 45 years with a clinically definite MS or laboratory supported definite MS, an EDSS score of 0 to 5.0, a history of at least two clearly identified and documented relapses in the 2 years prior to entry, onset of the first relapse at least 1 year before randomization, and a period of neurologic stability and freedom from corticosteroid therapy of at least 30 days prior to entry were eligible
	Prior copolymer 1 or previous immunosuppressive therapy with cytotoxic chemotherapy or lymphoid irradiation, insulin dependent diabetes, positive HIV or HTLV-I serology, evidence of Lyme disease, or required use of aspirin or chronic NSAID during the trial. All women were required to use an adequate method of contraception

	Lublin et al. [9] (CombiRx trial)
	Patients aged 18 to 60 years, with EDSS score of 0–5.5, diagnosis of relapsing–remitting MS by either Poser or McDonald criteria, and had to have experienced at least 2 exacerbations in the prior three years; one exacerbation may be an MRI change meeting the McDonald MRI criteria for dissemination in time
	Any prior use of interferon beta or glatiramer acetate; Acute exacerbation within 30 day of screening; Steroids for acute exacerbations (4100 mg/day) within 30 day of screening visit or chronic systemic steroid use; Evidence of progressive MS; IVIg, azathioprine, methotrexate, cyclosporine, mitoxantrone, cyclophosphamide, mycophenolate or plasma exchange in the twelve weeks prior to study drug dosing or 4aminopyridine in the four weeks prior to study dosing; Any previous treatment with natalizumab, cladribine, T cell vaccine, alemtuzumab, daclizumab, rituximab, altered peptide ligand or total lymphoid irradiation; Any prior history of seizure or significant cardiac, hepatic, pulmonary, or renal disease; immune deficiency; or other serious medical conditions

	Gold et al. [10] (DEFINE)
	Patients with an age of 18 to 55 years, a diagnosis of relapsing–remitting multiple sclerosis as defined according to the McDonald criteria, a baseline score of 0 to 5.0 on the Expanded Disability Status Scale (EDSS, which ranges from 0 to 10, and disease activity as evidenced by at least one clinically documented relapse within 12 months before randomization or a brain magnetic resonance imaging (MRI) scan, obtained within 6 weeks before randomization, that showed at least one gadolinium-enhancing lesion. 
	Exclusion criteria were progressive forms of multiple sclerosis, another major disease that would preclude participation in a clinical trial, abnormal results on pre-specified laboratory tests, or recent exposure to contraindicated medications

	Polman et al. [11] (AFFIRM trial)
	Adult patients (aged 18 to 50 years) with a diagnosis of relapsing remitting multiple sclerosis, a score of 0 to 5.0 on the Expanded Disability Status Scale (EDSS), had undergone magnetic resonance imaging (MRI) showing lesions consistent with multiple sclerosis, and had-RES at least one medically documented relapse within the 12 months before the study began were included. 
	Patients with disease that was categorized as primary progressive, secondary progressive or progressive relapsing were excluded from the study. Other exclusion criteria were: a relapse within 50 days before the administration of the first dose of the study drug, treatment with cyclophosphamide or mitoxantrone within the previous year, or treatment with interferon beta, glatiramer acetate, cyclosporine, azathioprine, methotrexate, or intravenous immune globulin within the previous six months. Patients who had received treatment with interferon beta, glatiramer acetate, or both for more than six months were also excluded.

	Mokhber et al. [12]
	Eligible participants were all new cases of definite MS according to the revised McDonald criteria. Patients were excluded if they had a history of substance abuse or prior treatment with any type of DMTs. 
	Patients were also excluded if they showed any signs of depression.

	Calabrese et al. [13]
	Patients aged 18-55 years, diagnosed with RRMS according to the McDonald/Polman diagnostic criteria for MS were included. Patients were required to have an Expanded Disability Status Scale (EDSS) score of <=5.0
	Patients previously treated with immunosuppressive drugs were excluded from the study

	Comi et al. [14] (European and Canadian Glatiramer trial)
	Adult patients with a relapse remitting course, a diagnosis of multiple sclerosis for at least one year, EDSS score of 0 to 5, at least one documented relapse in previous two years and at least one enhancing lesion on their screening brain MRI were included in the trial
	Patients with previous use of glatiramer acetate or oral myelin, prior lymphoid irradiation, use of immunosuppressant and cytotoxic agents in the previous two years or the use of azathioprine, cyclosporine, interferons, deoxyspergualine or chronic corticosteroids during the past six months were excluded from the study. Patients with hypersensitivity to gadolinium-DTPA or those unable to undergo repeated MRI studies were also excluded from the analysis

	Durelli et al. [15] (INCOMIN trial)
	Adult patients aged between 18 years to 50 years with clinically definite relapsing-remitting MS were included. Patients were required to have a baseline expanded disability status scale (EDSS) score between 1 and 3.5, two clinically documented relapses during the preceding two years and no relapse for at least 30 days prior to study entry
	Exclusion criteria included any previous systematic treatment with beta interferon or treatment with other immunosuppressive or immunomodulatory drugs (except corticosteroids), major depression or suicidal attempt in medical history; and clinically significant heart, liver, renal or bone marrow disease

	Knobler et al. [16]
	Patients aged between 18 and 50 years with clinically definite RRMS for not less than one year and not more than 15 years were included. Other inclusion criteria were: patients with at least two clearly defined exacerbations two years prior to entry into the study and Kurtzke EDSS score of 0.0-5.5. Women of child-bearing potential were included if they agreed to use contraceptive methods during the study.
	

	Schwid & Panitch [17] (EVIDENCE trial)
	IFN-naive patients, aged between 18 and 55 years with definite relapse- remitting multiple sclerosis and EDSS scores of 0 to 5.5 were eligible. All patients had experienced at least two exacerbations of multiple sclerosis in the prior 2 years
	Previous use of IFN, cladribine, or total lymphoid irradiation, use of glatiramer acetate or cytokine therapy in the prior 3 months, use of IV immunoglobulin in the prior 6 months, and use of other immunomodulatory agents in the prior 12 months

	Mikol et al. [18] (REGARD trial)
	RRMS (diagnosed with McDonald criteria 2001) patients aged 18 to 60 years, who were interferon beta and glatiramer acetate naive and had EDSS score of 0 to 5.5 were eligible for the study. Other inclusion criteria were that patients had at least one attack in the preceding 12 months and were clinically stable or neurologically improving during the 4 weeks before randomization.
	Pregnancy or breastfeeding; progressive MS; treatment with steroids (oral or systemic) or adrenocorticotrophic hormone within the previous 4 weeks; previous treatment with interferon beta, glatiramer acetate, or cladribine; total lymphoid irradiation; plasma exchange within the previous 3 months; intravenous gamma globulin use within the previous 6 months; cytokine or anti-cytokine therapy within the previous 3 months; or immunosuppressant use within the past 12 months.

	O'Connor et al. [19] (TEMSO trial)
	18 to 55 years of age, met the McDonald criteria for a diagnosis of multiple sclerosis (recommended in 2001), and had a relapsing clinical course, with or without progression. Patients were required to have a score of 5.5 or lower on the Expanded Disability Status Scale (EDSS, which ranges from 0 to 10, with higher scores indicating greater disability) and at least two clinical relapses in the previous 2 years or one relapse during the preceding year, but no relapses in the 60 days before randomization.
	Patients were excluded if they had other systemic diseases, were pregnant, or planned to conceive during the trial period

	Fox et al. [20] (CONFIRM trial)
	Diagnosis of relapsing– remitting multiple sclerosis (McDonald criteria),an age of 18 to 55 years, a score of 0 to 5 on the Expanded Disability Status Scale (EDSS, which ranges from 0 to 10, with higher scores indicating greater disability), and at least one clinically documented relapse in the previous 12 months or at least one gadolinium-enhancing lesion 0 to 6 weeks before randomization. 


	Diagnosis of progressive forms of multiple sclerosis (MS); history of malignancy (except basal cell carcinoma that had been completely excised prior to study entry), severe allergic or anaphylactic reactions or known drug hypersensitivity, abnormal lab results indicative of any significant disease, and/or major disease that would preclude participation in a clinical trial; MS relapse or history of treatment with steroids within 50 days of randomization and/or subject had not stabilized from a previous relapse prior to randomization; history of human immunodeficiency virus infection; positive for hepatitis C antibody, and/or hepatitis B surface antigen; abnormal blood tests at screening (alanine aminotransferase/serum glutamic pyruvic transaminase, or aspartate transaminase/serum glutamic-oxaloacetic transaminase, or gamma-glutamyl-transferase ≥2 times the upper limit of normal, leukocytes <3500/mm^3, eosinophils >0.7 × 10^3/L or >0.7 GI/L); any prior treatment with FUMADERM®, DMF, glatiramer acetate (GA; Copaxone®), total lymphoid irradiation, cladribine, T-cell or T-cell receptor vaccination; prior treatment with mitoxantrone or cyclophosphamide within 1 year prior to randomization; prior treatment with cyclosporine, azathioprine, methotrexate, natalizumab, intravenous immunoglobulin, plasmapheresis or cytapheresis within the 6 months prior to randomization; prior treatment with interferon-alpha or interferon-beta within the 3 months prior to randomization.

	Kappos et al. [21] (FREEDOMS trial)
	Adults aged 18 years to 55 years with a diagnosis of RRMS according to the 2005 revised McDonald criteria were eligible for the study. Other inclusion criteria were: one or more documented relapses in the previous year or two or more in the previous two years; and a score of 0 to 5.5 on EDSS scale. 
	Relapse or corticosteroid treatment within 30 days before randomization; active infection; macular oedema; diabetes mellitus; immune suppression (drug or disease-induced) or clinically significant systematic disease. Interferon-beta or glatiramer acetate therapy had to have been stopped 3 or more months before randomization.

	O'Connor et al. [22] (BEYOND trial)
	Treatment-naive patients with relapsing remitting multiple sclerosis who met the 2001 McDonald and International Panel diagnostic criteria were included in the study. Study participants were aged 18–55 years, with at least one relapse in the year before entry into the study, and had a baseline expanded disability status scale (EDSS) score of 0 –5. Women of childbearing capability were included if she had a negative pregnancy test and agreed to take adequate contraceptive measures during the trial
	Patients were excluded if they: had signs or symptoms that were better explained by a disease other than multiple sclerosis; had progressive forms of multiple sclerosis or had heart disease; were treatment-experienced or had participated in previous trials of drugs for multiple sclerosis; had a history of severe depression, alcohol or drug misuse, or had made suicide attempts or had current suicidal ideations; had serious or acute liver, renal, or bone marrow dysfunction, monoclonal gamma globinopathy, or uncontrolled epilepsy; had intolerance, contraindication, or allergy to any of the drugs used in the study; were unable to have MRI; or were unable to administer the study drug or have it administered by a care giver

	Calabresi et al. [23] (ADVANCE trial)
	Patients aged 18 to 65 years at the time of informed consent with a confirmed diagnosis of relapsing MS, as defined by McDonald criteria 1 to 4 were included. Patients must have had an EDSS score between 0.0 and 5.0 and should have experienced at least 2 relapses that had been medically documented within the last 3 years with at least one of these relapses having occurred within the past 12 months prior to randomization (Day 1). All male subjects and female subjects of childbearing potential must have practiced effective contraception during the study and must have been willing and able to continue contraception for 3 months, after their last dose of study treatment. Patients must be able to understand the purpose and risks of the study and provide signed and dated informed consent and authorization to use protected health information in accordance with national and local subject privacy regulations. malignancies, seizure disorder or unexplained
	Major exclusion criteria were diagnosis of primary progressive, secondary progressive, or progressive relapsing MS and history of severe allergic or anaphylactic reactions or known hypersensitivity. Prior treatment with interferon could not exceed 4 weeks and subjects must have discontinued interferon treatment 6 months prior to baseline. Patients with a history of cardiac, endocrinologic, hematologic, hepatic, immunologic, metabolic, urologic, pulmonary, neurologic, dermatologic, psychiatric, and renal, or other major diseases like solid tumours and hematologic blackouts, suicidal ideation, severe depression within 3 months prior to baseline, history of human immunodeficiency virus, history or positive test result for hepatitis C antibody, or current hepatitis B infection were also excluded. Patients with elective surgery performed from 2 weeks prior to randomization (Day 1) or scheduled through the end of the study were also excluded. Any previous treatment with BIIB017 and with another investigational drug or approved therapy for investigational use within the 6 months prior to randomization was also not allowed

	Kappos et al. [24]
	Eligible patients were aged 18–55 years with a diagnosis of relapsing-remitting multiple sclerosis, had two or more documented relapses within 3 years before screening, at least one of which occurred within the past year, had expanded disability status scale (EDSS) score of 1–6 points at baseline, and evidence of previous multiple sclerosis inflammatory disease activity with six T2 lesions or more per MRI, or two relapses in the year before screening. 
	Key exclusion criteria were secondary or primary progressive multiple sclerosis; disease duration more than 15 years in patients with an EDSS of 2 or less; known history or presence of other neurological or systemic autoimmune disorders; treatment with rituximab or lymphocyte-depleting therapies; use of lymphocyte trafficking blockers within previous 24 weeks; use of β interferons, glatiramer acetate, intravenous immunoglobulin, plasmapheresis, and immunosuppressive treatments within previous 12 weeks, use of systemic glucocorticoids within previous 4 weeks; or intolerance to interferon beta-1a. After a screening period of up to 4 weeks, eligible patients began treatment consisting of four treatment cycles of 24 weeks. This period was followed by a treatment-free follow-up and observation period of about 172 weeks from randomization, dependent on the time taken for B-cell repletion

	Ebers et al. [25] (PRISMS trial)
	Adults with clinically definite or laboratory-supported definite relapsing/remitting MS of at least one year duration were eligible for the study if they had had at least two relapses in the preceding 2 years and had Kurtzke EDSS scores of 0–5.0
	Previous systemic treatment with interferons, lymphoid irradiation, or cyclophosphamide, or with other immunomodulatory or immunosuppressive treatments in the preceding 12 months

	Jacobs et al. [26] (MSCRG trial)
	Patients aged between 18 to 55 years with definite multiple sclerosis for at least 1 year, baseline Kurtzke EDSS of 1.0 to 3.5, at least 2 documented exacerbations in the prior 3 years, and no exacerbations for at least two months at study entry were eligible
	Excluded were patients with prior treatment of immunosuppressant or interferon therapy, adrenocorticotropic hormone or corticosteroid treatment within 2 months of study entry, pregnancy or nursing, an unwillingness to practice contraception, the presence of chronic-progressive multiple sclerosis, or any other disease other than multiple sclerosis compromising organ function

	Duquette et al. [27] (IFNB MS trial)
	All patients (aged 18-50) had clinically definite or laboratory-supported definite MS for more than 1 year. All patients had EDSS 5.5 or less and had had at least 2 acute exacerbations in the previous 2 years. All had been clinically stable for at least 30 days before entry and had not received ACTH or prednisone during this period
	Patients were excluded if they had prior treatment with azathioprine or cyclophosphamide

	De Stefano et al. [28] (IMPROVE trial)
	Patients aged 18 to 60 years, diagnosed with RRMS according to revised McDonald criteria (2001), having EDSS score less than equal to 5.5, disease duration >12 months, and presence of greater than one clinical event and brain gadolinium-enhancing MRI lesions within six months prior to randomization were included in the study.
	

	Gold et al. [29] (SELECT trial)
	Patients aged 18 to 55 years with relapsing-remitting multiple sclerosis (MS) according to 2005 McDonald criteria and a baseline Expanded Disability Status Scale (EDSS) score of 0·0 to 5·0.2 Patients must have had at least one confirmed MS relapse in the 12 months before randomization or had one new gadolinium-enhancing lesion on brain MRI performed within the 6 weeks prior to randomization. 
	Primary-progressive, secondary-progressive, or progressive-relapsing MS; a history of malignancy, severe allergic or anaphylactic reactions or known drug hypersensitivity; or other significant medical conditions that, in the opinion of the investigator, would preclude administration of daclizumab high-yield process (HYP). Additional exclusion criteria included previous treatment with daclizumab HYP or the previous daclizumab brand (Zenapax®); total lymphoid irradiation; cladribine, mitoxantrone, T-cell, or T-cell receptor vaccination; or any therapeutic monoclonal antibody, except natalizumab or rituximab. At the time of randomization, patients were excluded if they had received treatment with cyclophosphamide or rituximab within the previous year; natalizumab, cyclosporine, azathioprine, methotrexate, intravenous immunoglobulin, plasmapheresis, or cytapheresis within the previous 6 months; live virus vaccine, treatment with glatiramer acetate, IFN-β, or IFN-α in the previous 3 months; or corticosteroids, 4-aminopyridine, or related products within the previous 30 days.

	Kappos et al. [30] (Decide Trial)
	Key eligibility criteria included a confirmed diagnosis of relapsing–remitting multiple sclerosis (according to the 2005 McDonald criteria), an age of 18 to 55 years, cranial magnetic resonance imaging (MRI) showing lesions that were consistent with a diagnosis of multiple sclerosis, and a score of 0 to 5.0 on the Expanded Disability Status Scale (EDSS; scores range from 0 to 10.0, with higher scores indicating worse disability8). Eligible patients had to have one of the following: two or more clinical relapses within the previous 3 years, with at least one clinical relapse occurring in the 12 months before randomization; or one or more clinical relapses and at least one new lesion on MRI that was not associated with the clinical relapse within the previous 2 years, with at least one of these events occurring in the 12 months before randomization
	Exclusion criteria included a diagnosis of primary progressive, secondary progressive, or progressive relapsing multiple sclerosis; known intolerance, contraindication to, or history of noncompliance with intramuscular IFN beta-1a; history of malignancy, except for patients with a history of excised or treated basal cell carcinoma or fewer than three squamous cell carcinomas; history of severe allergic or anaphylactic reactions; known hypersensitivity to the study drugs or their excipients; history of abnormal laboratory results that in the opinion of the investigator are indicative of any significant or major disease that would preclude administration of either study drug; multiple sclerosis relapse that occurred within the 50 days before randomization and/or the patient has not stabilized from a previous relapse before randomization; any of the following abnormal blood tests at screening: haemoglobin ≤9.0 g/dl, platelets ≤100x109/l, lymphocytes ≤1.0x10^9/l, neutrophils ≤1.5x10^9/l, alanine aminotransferase/serum glutamate pyruvate transaminase, aspartate aminotransferase/serum glutamic oxaloacetic transaminase, or gamma-glutamyl transferase equal to or greater than two times the upper limit of normal, or serum creatinine equal to or greater than the upper limit of normal; any previous treatment with daclizumab or other anti- CD25 monoclonal antibody; infection requiring hospitalization or intravenous antibiotics within 8 weeks before randomization; treatment with another investigational drug or approved therapy for investigational use within the 6 months before randomization; prior treatment with any of the following: total lymphoid irradiation, cladribine, T cell or T cell receptor vaccination, any therapeutic monoclonal antibody, except natalizumab; prior treatment with mitoxantrone, cyclophosphamide, fingolimod, or natalizumab within 1 year before randomization; prior treatment with any of the following medications or procedures within the 6 months before randomization: cyclosporine, azathioprine, methotrexate, mycophenolate mofetil, intravenous immunoglobulin, plasmapheresis, or cytapheresis; treatment with any of the following medications within the 30 days before randomization: intravenous corticosteroid treatment, oral corticosteroid treatment, or glatiramer acetate; and patients who were receiving an approved IFN beta preparation were not required to wash out from IFN beta before randomization, but IFN beta treatment must have been discontinued before randomization

	Singer et al. [31] (REFORMS trial)
	Eligible patients were 18–60 years of age, had a primary diagnosis of RRMS as defined by the Poser or 2005 revised McDonald criteria 2005, and had not previously received IFN beta treatment
	Patients were not eligible if they had used any other approved disease-modifying treatment for MS (e.g. glatiramer acetate) or any cytokine or anti-cytokine treatment within 3 months before study initiation, used any immunomodulatory or immunosuppressive treatment within 12 months before study initiation, used any investigational drug or experimental procedure within 12 weeks before screening, received oral or systemic corticosteroids or adrenocorticotropic hormone within 30 days of study initiation, or used other injectable medications on a regular basis during the week before screening. Other exclusion criteria included having an alternative diagnosis to RRMS and being pregnant or breastfeeding

	Bornstein et al. [32]
	To be eligible for the study; patients had to fulfil all the diagnostic criteria for definite multiple sclerosis; be 20 to 35 years of age; have an above-average exacerbation rate; consisting of at least two well-demarcated and well-documented episodes of exacerbation in the two years before admission; have a score no higher than 6 on the Kurtzke Disability Status Scale; and be emotionally stable
	Patients with low frequency of exacerbations; lack of documentation; psychosocial inadequacy; and transition to a chronic; progressive course; pregnancy was excluded from the study

	Etemadifar et al. [33]
	Entry criteria included men and women of 15–50 years with a clinical-or laboratory-supported diagnosis of relapsing MS, and with >=2 relapses within the 2-year period to treatment initiation documented by a neurologist and should also have an Expanded Disability Status Scale (EDSS) score <=5
	Exclusion criteria included history of severe allergic or anaphylactic reaction to any interferon, or to other components of drug formulation, no evidence of neurologic, psychiatric, cardiac, endocrinologic, hematologic, hepatic, renal, active malignancy, auto-immune diseases, or other chronic diseases, history of uncontrolled seizure or suicidal ideation or an episode of severe depression within 3 months before enrolment, lactation and pregnancy as determined by history, physical examination, and screening blood tests

	O'Connor et al. [34]
	The study included clinically confirmed MS patients aged 18 to 65 years with an Expanded Disability Status Scale (EDSS) score of less than equal to six. Patients were required to have two documented relapses in the previous three years and one clinical relapse during the preceding year. Men and women were required to practice effective contraception during the trial and for 24 months after drug discontinuation or to undergo a drug washout procedure
	Patients treated with interferon (IFN), gamma-globulin, glatiramer acetate, or other non-corticosteroid immunomodulatory therapies in the four months prior to the trial were excluded

	Wroe [35]
	Adult patients aged between 18 to 55 years, with a diagnosis of clinically definite or laboratory supported RRMS for at least 1 year were included. They were required to have a history of at least two clearly identified relapses within the preceding 24 months, but had not suffered relapse, or neurological deterioration related to relapse, for at least 30 days prior to entry and had an EDSS score of between 0 and 5.5
	Patients who had received total lymphoid irradiation, murine or T-cell antibodies, interferons or other recombinant DNA cytokines previously, immunosuppressant therapy within the previous 6 months, or corticosteroids or adrenocorticotrophic hormone within the previous month were excluded. Additionally, patients with uncontrolled, clinically significant heart disease, or clinically significant hepatic, renal or bone marrow dysfunction, intolerant to NSAIDs, or a history of major depression or suicidal attempts were also excluded

	Saida et al. [36]
	Key eligibility criteria were- age of 18–60 years, a diagnosis of MS according to the revised McDonald criteria and a relapsing course of the disease (relapsing–remitting or secondary progressive). Patients had to have had one or more relapses in the previous year or two or more relapses in the previous two years, or at least one gadolinium (Gd)- enhanced T1-weighted brain lesion within the 30 days prior to study commencement. Patients also had to have at least one T2-weighted brain lesion and a score of 0–6.0 on the Expanded Disability Status Scale (EDSS).
	Patients with NMO, patients with LCLs of at least three vertebral segments on spinal MRI at or prior to screening was not eligible to join the study. Other key exclusion
criteria was primary progressive MS, relapse or corticosteroid treatment within 30 days before randomization, malignancy, macular oedema, diabetes mellitus, active infection, immune suppression (drug or disease induced), clinically significant systemic disease, or pregnancy. Patients who had received cladribine, cyclophosphamide, mitoxantrone, or other immunosuppressive or immunoglobulin medication in the six months prior to randomization, or who had had plasmapheresis immunoadsorption or interferon beta therapy in the three months prior to randomization was excluded from the study.

	Vollmer et al. [37] (BRAVO trial)
	Eligibility criteria included age 18–55 years, diagnosis of RRMS (revised McDonald criteria), and EDSS scores of 0–5.5. Patients must have had at least one relapse in the previous 12 months, two relapses in the previous 24 months, or one relapse in the previous 12–24 months plus one GdE lesion in the previous 12 months
	Major exclusion criteria included progressive forms of MS; corticosteroid use for relapses in the previous 30 days; use of experimental drugs, investigational drugs, or immunosuppressive therapy (including mitoxantrone) in the previous 6 months; use of glatiramer acetate in the previous 2 months; and prior use of natalizumab, laquinimod, cladribine, or any IFNb at any time

	Confavreux et al. [38] (TOWER trial)
	Eligible patients were aged 18 to 55 years and had relapsing MS meeting 2005 McDonald criteria, with or without underlying progression, an EDSS score of 5•5 points or less, at least one relapse in the previous year or at least two relapses in the previous 2 years, and no relapse in the 30 days before randomization
	Patients were excluded if they had other relevant diseases, were pregnant, breastfeeding, or planned to conceive or father a child during study. Patients were also excluded if they had previously or concomitantly received cytokine therapy, interferon beta, or glatiramer acetate within 3 months of randomization, or had ever used natalizumab or other immunosuppressive agent

	Vermersch et al. [39] (TENERE Trial)
	Patients were 18 years of age and older meeting McDonald criteria for MS, had a relapsing clinical course with or without progression, and an Expanded Disability Status Scale (EDSS) score <=5.5 at screening. Patients had to be relapse free for 30 days prior to randomization. Exclusion criteria prohibited prior use of subcutaneous (SC) IFNß-1a, teriflunomide, or leflunomide; prior or ongoing use of natalizumab, cladribine, mitoxantrone, or other immunosuppressants; or use of other interferons, glatiramer acetate, intravenous immunoglobulins, or cytokine therapy within 3 months
	Patients were also excluded if they had other relevant systemic illnesses, were pregnant and/or breast-feeding, or planning to conceive. Patients with a known hypersensitivity to IFN beta-1a or who previously discontinued IFN beta treatment due to an adverse event, intolerability or lack of efficacy, patients with significantly impaired bone marrow function or anaemia, acquired severe immunodeficiency, a history of cancer (except for basal/squamous cell skin lesions, which may have been surgically excised), or persistent, significant or severe infection were also excluded. Patients with abnormal vital parameters were not eligible

	Cohen et al. [40] (TRANSFORMS trial)
	Inclusion criteria: age between 18 and 55 years, had received a diagnosis of multiple sclerosis that met the revised McDonald criteria, had disease with a relapsing-remitting course, had at least one documented relapse during the previous year or at least two documented relapses during the previous 2 years, and had a score of 0 to 5.5 on the Expanded Disability Status Scale (EDSS)
	A documented relapse or corticosteroid treatment within 30 days before randomization, active infection, macular oedema, immunosuppression (either drug- or disease-induced), and clinically significant coexisting systemic disease.

	CLARITY trial [41]1
	Patients were eligible if they had received a diagnosis of relapsing–remitting multiple sclerosis (according to the McDonald criteria), had lesions consistent with multiple sclerosis on magnetic resonance imaging (MRI) (according to the Fazekas criteria),18 had had at least one relapse within 12 months before study entry, and had a score of no more than 5.5 on the Kurtzke Expanded Disability Status Scale (EDSS, which ranges from 0 to 10, with higher scores indicating a greater degree of disability)
	Patients were excluded from the study if two or more previous disease-modifying therapies had failed or if they had received immunosuppressive therapy at any time before study entry or cytokine based therapy, intravenous immune globulin therapy, or plasmapheresis within 3 months before study entry. Patients were also excluded if they had abnormal results on hematologic testing (a platelet or neutrophil count below the lower limit of the normal range or a leukocyte count of half the lower limit of the normal range) within 28 days before study entry, had a disorder that could compromise immune function (including systemic disease or infection with the human immunodeficiency virus or human T-cell lymph tropic virus), or had had a relapse within 28 days before study entry. For any patient who had received a disease modifying drug for multiple sclerosis, a washout period of at least 3 months before study entry was required

	Hauser et al. [42] (Opera I trial)
	Key eligibility criteria included an age of 18 to 55 years; a diagnosis of multiple sclerosis (according to the 2010 revised McDonald criteria19); an Expanded Disability Status Scale (EDSS) score of 0 to 5.5 at screening (scores range from 0 to 10.0, with higher scores indicating a greater degree of disability20); at least two documented clinical relapses within the previous 2 years or one clinical relapse within the year before screening; magnetic resonance imaging (MRI) of the brain showing abnormalities consistent with multiple sclerosis; and no neurologic worsening for at least 30 days before both screening and baseline (day 1 trial visit).
	The key exclusion criteria were a diagnosis of primary progressive multiple sclerosis, previous treatment with any B-cell–targeted therapy or other immunosuppressive medication as defined in the protocol, and a disease duration of more than 10 years in combination with an EDSS score of 2.0 or less at screening.

	Hauser et al. [42] (Opera II trial)
	Key eligibility criteria included an age of 18 to 55 years; a diagnosis of multiple sclerosis (according to the 2010 revised McDonald criteria19); an Expanded Disability Status Scale (EDSS) score of 0 to 5.5 at screening (scores range from 0 to 10.0, with higher scores indicating a greater degree of disability20); at least two documented clinical relapses within the previous 2 years or one clinical relapse within the year before screening; magnetic resonance imaging (MRI) of the brain showing abnormalities consistent with multiple sclerosis; and no neurologic worsening for at least 30 days before both screening and baseline (day 1 trial visit)
	The key exclusion criteria were a diagnosis of primary progressive multiple sclerosis, previous treatment with any B-cell–targeted therapy or other immunosuppressive medication as defined in the protocol, and a disease duration of more than 10 years in combination with an EDSS score of 2.0 or less at screening.

	Saida et al. [43]
	Japanese patients aged 18–65 years were eligible for study enrolment if they had a diagnosis of RRMS as defined by the revised McDonald criteria. Patients had to have experienced at least one clinical MS exacerbation within the previous year and to have an Expanded Disability Status Scale (EDSS) score of 0.0–6.0 for part A or 0.0–5.5 for part B. The EDSS upper limit for inclusion was set at 6.0 for part A to allow inclusion of Japanese MS patients with high disease activity in part A. For part B, patients with EDSS scores 0.0–5.5 were included so that the study population would be comparable with another Japanese double-blind clinical trial.
	All other neurological diagnoses, including primary or secondary progressive MS, neuromyelitis optica (NMO), and NMO spectrum disorder (NMOSD), were excluded. Patients with a history of a long spinal cord lesion extending over three or more vertebral bodies on T2-weighted spinal MRI or a positive test for AQP4 antibodies were excluded. The negativity of anti- AQP4 antibody by cell-based assay was reconfirmed at the time of study registration by the central laboratory. Patients who had received prior treatment with natalizumab or immunosuppressants were excluded, and treatment with immunomodulatory drugs (e.g. interferon beta [IFNβ] or glatiramer acetate) was not permitted within 2 weeks of enrolment or during the study. Corticosteroids were not permitted within 30 days of enrolment or during the study with the exception of short courses for treatment of clinical relapses.


1Data were extracted from the clinical trial report.
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