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All intention-to-treat (ITT) populations
The evidence networks showing the trials contributing to the efficacy analyses described are presented in Figure A.  

Confirmed disease progression sustained for 3 months (CDP3M) at 24 months 

Cladribine tablets produced improvements in CDP3M at 24 months that were significantly greater than those of placebo and not significantly different from the other disease modifying treatments (DMTs) according to results of the network meta-analysis (NMA) (p<0.05) (Table A). When ranked according to hazard ratio (HR) versus cladribine, the top four DMTs, in decreasing order, were alemtuzumab, ocrelizumab, natalizumab and cladribine tablets (Table A). 

Numbers needed to treat (NNTs) for cladribine tablets, alemtuzumab, DMF, GA 20mg, natalizumab and ocrelizumab indicated that these DMTs were significantly more effective than placebo for reducing disability progression (p<0.05), with NNTs for reducing disability progression ranging from 6 to 15 (Table A). 

Results of sensitivity and univariate analyses indicate that the findings for CDP3M at 24 months were robust (Supplementary file 2). There was no change in the direction of relative treatment differences between cladribine tablets and comparators, although in some instances the significance level of findings changed. Similarly, consistency testing revealed no significant differences between direct and indirect estimates for comparisons in the NMA (p>0.05) so the results can be considered reliable. Contour-enhanced funnel plots inferred that both significant and non-significant results against placebo for CDP3M at 24 months were published, therefore reducing the chances of any publication bias.

Proportion of patients relapse free at 24 months

The NMA results indicate a significantly (p<0.05) larger proportion of patients remained relapse free when treated with cladribine tablets than with placebo, teriflunomide 7mg or 14mg, or IFN beta-1a 30mcg. Conversely, a significantly larger proportion of patients remained relapse free when treated with alemtuzumab compared with cladribine tablets (p<0.05) (Table B). Comparisons with other DMTs were not statistically significant. Based on odds ratios (ORs) versus cladribine, the top four DMTs were ranked in the order alemtuzumab, ocrelizumab, natalizumab and cladribine tablets (Table B). 
NNT analyses revealed all DMTs except IFN beta-1a 30mcg and teriflunomide 7mg were significantly more effective than placebo in terms of the proportion of patients relapse-free at 24 months (p<0.05). Cladribine tablets were comparable to alemtuzumab, natalizumab, ocrelizumab, fingolimod, DMF, daclizumab HYP and IFN beta-1a 44mcg, with 3 to 5 patients needing to be treated with these DMTs for a patient to remain relapse-free at 24 months (Table B).

Sensitivity analyses indicated there was an effect on the findings for cladribine tablets versus teriflunomide 14mg and alemtuzumab for proportions of patients relapse-free at 24 months, such that between-intervention significance was lost in some analyses (Supplementary file 2). No other results were affected. Consistency testing revealed no significant differences between direct and indirect estimates for the proportion of patients relapse free at 24 months for all comparisons in the NMA (p>0.05) so the results can be considered reliable. Univariate analyses indicated that covariates had little effect on findings (Supplementary file 2).
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Table A. Summary of confirmed disease progression sustained for 3 months at 24 months (CDP3M) results in the ITT population

	Drug 
	HRa
	95%CrI
	NNT
	95%CrI
	Rankb

	Alemtuzumab 12 mg qd
	2.25
	0.81, 6.49
	6
	4, 13
	1

	Ocrelizumab 600mg once every 6 months
	1.50
	0.7, 3.26
	7
	5, 16
	2

	Natalizumab 300mg q4w
	1.10
	0.58, 2.07
	9
	6, 25
	3

	Cladribine tablets
	NA
	NA
	11
	6, 39
	4

	DMF 240mg bid
	0.94
	0.54, 1.66
	12
	7, 34
	5

	IFN beta-1a 44mcg tiw
	0.93
	0.47, 1.83
	12
	NNTH 35 to ∞ to NNTB 72
	6

	Daclizumab HYP 150mg q4w
	0.92
	0.41, 2.04
	11
	NNTH 67 to ∞ to NNTB 96
	7

	IFN beta-1a 22mcg tiw
	0.91
	0.47, 1.79
	12
	NNTH 45 to ∞ to NNTB 79
	8

	Glatiramer acetate 20mg qd
	0.84
	0.49, 1.47
	15
	8, 67
	9

	Teriflunomide 14mg od
	0.82
	0.47, 1.43
	16
	NNTH 31 to ∞ to NNTB 86
	10

	IFN beta-1a 30mcg q1w
	0.78
	0.39, 1.54
	15
	NNTH 163 to ∞ to NNTB 176
	11

	Fingolimod 0.5mg qd
	0.78
	0.45, 1.35
	19
	NNTH 67 to ∞ to NNTB 122
	12

	IFN beta-1b 250mcg eod
	0.68
	0.39, 1.26
	21
	NNTH 308 to ∞ to NNTB 341
	13

	Teriflunomide 7mg od
	0.67
	0.38, 1.16
	25
	NNTH 379 to ∞ to NNTB 406
	14

	Placebo
	0.60
	0.38, 0.95
	NA
	NA
	15


Bolded values indicate statistically significant difference from cladribine tablets, as indicated by 95% CrI.
a Hazard ratio versus cladribine tablets; random-effects model.
b Based on HR.
bid; twice daily; CrI, credible interval; DMF, dimethyl fumarate; eod, every other day; HR, hazard ratio (random-effects model); HYP, high yield process; IFN, interferon; NNT, number needed to treat with active therapy instead of placebo; NNTB, NNT to benefit; NNTH, NNT to harm; NA, not applicable; od, once daily; qd, per day; q1w, once weekly; q2w, every 2 weeks; q4w, every 4 weeks; RR; rate ratio; tiw, three times weekly.


Table B. Summary of proportion of patients relapse-free at 24 months in the ITT population 

	Drug 
	ORa
	95%CrI
	NNT
	95%CrI
	Rankb

	Alemtuzumab 12 mg qd
	0.47
	0.25, 0.81
	3
	2, 3
	1

	Ocrelizumab 600mg once every 6 months
	0.61
	0.32, 1.06
	3
	2, 4
	2

	Natalizumab 300mg q4w
	0.90
	0.53, 1.54
	4
	3, 6
	3

	Cladribine tablets
	NA
	NA
	4
	3, 7
	4

	Fingolimod 0.5mg qd
	1.04
	0.65, 1.65
	4
	3, 6
	5

	Daclizumab HYP 150mg q4w
	1.11
	0.64, 2.02
	5
	3, 10
	6

	IFN beta-1a 44mcg tiw
	1.17
	0.67, 1.88
	5
	3, 8
	7

	DMF 240mg bid
	1.25
	0.78, 1.97
	5
	4, 8
	8

	Glatiramer acetate 20mg qd
	1.35
	0.84, 2.1
	6
	4, 9
	9

	IFN beta-1b 250mcg eod
	1.36
	0.83, 2.22
	6
	4, 12
	10

	IFN beta-1a 22mcg tiw
	1.43
	0.75, 2.61
	7
	4, 26
	11

	Teriflunomide 14mg od
	1.71
	1.07, 2.73
	10
	6, 25
	12

	Teriflunomide 7mg od
	1.90
	1.12, 3.18
	12
	NNTH 34 to ∞ to NNTB 79
	13

	IFN beta-1a 30mcg q1w
	2.14
	1.36, 3.49
	18
	NNTH 126 to ∞ to NNTB 164
	14

	Placebo
	2.62
	1.79, 3.82
	NA
	NA
	15


Bolded values indicate statistically significant difference from cladribine tablets, as indicated by 95% CrI.
a Odds ratio versus cladribine tablets.
b Based on OR.
bid; twice daily; CrI, credible interval; DMF, dimethyl fumarate; eod, every other day; HR, hazard ratio (random-effects model); HYP, high yield process; IFN, interferon; NNT, number needed to treat with active therapy instead of placebo; NNTB, NNT to benefit; NNTH, NNT to harm; NA, not applicable; od, once daily; qd, per day; q1w, once weekly; q2w, every 2 weeks; q4w, every 4 weeks; RR; rate ratio; tiw, three times weekly.

Figure A. Evidence networks for trials contributing to additional intent-to-treat efficacy endpoints 
[image: ]a) Confirmed disease progression for 3 months at 24 months (18 contributing trials [1–17])
b) Relapse free at 24 months in the ITT population (25 contributing trials [1–24])
[image: ]DMF, dimethyl fumarate; eod, every other day; HYP, high yield process; IFN, interferon; bid; twice daily; od, once daily; qd, per day; q1w, once weekly; q2w, every 2 weeks; q4w, every 4 weeks; tiw, three times weekly.
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