Appendix 6_ Forest plots
Review question 1

1. Interferon compared with placebo

Conversion to clinically definite multiple sclerosis ! — number of participants (104 weeks’

follow-up)
Interferon Placebo Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Comi 2012 (IFNb-1a st 44 po; tiw) 106 170 144 170 78.9% 0.74 [0.64, 0.84]
Jacobs 2000 (FMb-1a im 30 pg; ow) 46 193 T3 180 211% 0.62 [0.46, 0.89]
Total {95% CI) 363 360 100.0% 0.71 [0.61, 0.82]
Total events 152 217

Heterogeneity: Tau®= 0.00; Chi®=1.18,df=1 (F=0.28), F=16%
Test for overall effect: £=4.47 (P = 0.00001)
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Favours interferon  Favours placeb

Time to conversion to clinically definite multiple sclerosis? (104 weeks’ follow-up)

Interferon Placebo Hazard Ratio Hazard Ratio
Study or Subgroup Events Total Events Total 0-E Variance Weight Exp[(O-E)/V], Fixed, 95% CI Exp[{0-E) | V], Fixed, 95% CI
Comi 2012 {(FMb-1a sc 44 pg; tiv) 106 170 144 170 -15.37520213 2084814422 37.6% 0.481[0.31,0.74) —a—
Kappos 2006 (FNb-1hse 250 po; gad) 0 292 0 176 -2408714107 347503806 62.4% 0,50 [0.36, 0.70] k&
Total {95% CI) 462 346 100.0% 0.49 [0.38, 0.64] L 3
Total events 106 144
Heterageneity: ChF=0.02, df=1 (P = 0.88); F= 0% t t t |
Test for overall effect: Z= 5.29 (P < 0.00001) oot Famﬂr; interferon Favours m;gem oo
Tolerability/side effects - discontinuation due to side effects (104 weeks’ follow-up)
Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Cormi 2012 {IFMb-1a sc 44 po; tiw) 5 17 B 171 B1.9% 0.83 [0.26, 2.68]
Kappos 2006 (IFMb-1bsc 250 py; gad) g 282 0 176 381%  10.27[0.60, 176.84] -, &
Total (95% CI) 463 347 100.0% 217 [0.16, 28.82] ———
Total events 13 4
_I;ietﬂogenmh;f;u 1:22—43 SCng:_SD.DSDé df=1(P=0.08), F=67% 000z o A aoh
estfor overall effect 2= 0.59 (F = 0.56) Favours interferon  Favours placebo
Tolerability/side effects - discontinuation due to any reason (104 weeks’ follow-up)
Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Cormni 2012 {IFMb-1a sc 44 po; tiw) 117 20 171 327% 1.05 [0.59, 1.87]
Jacobs 2000 (FNB-1a im 30 pg; gw) 30 193 27180 46.9% 1.09 [0.68,1.77]
Kappos 2006 {IFMNb-1bsc 250 pg; gad) 21 292 10 176 20.3% 1.27 [0.61, 2.63] —T
Total (95% CI) 656 537 100.0% 1.11 [0.80, 1.54] »
Total events 72 a7
e TalR = ARiE= _ _ Ee \ . , |
Heterogeneity: Tau®=0.00; Chi*= 016, df=2 (P = 092), F= 0% o o s o0

Testfor averall effect £=0.63 (P=0.53)

Favours interferon  Favours placebo

Tolerability/side effects - discontinuation of study drug due to side effects (104 weeks’ follow-

up)

1 Comi 2012: To meet the McDonald criteria for diagnosis of MS, patients had to have evidence of spatial and temporal
dissemination of MRI lesions or a second clinical attack. For patients without a second attack, MRI follow-up scans

were assessed and lesions were classified qualitatively as persisting, new, or enlarging a

nd the location recorded as

infratentorial, juxtacortical, periventricular, or deep white matter. Dissemination in space on MRI was defined as three
of the following: at least one gadolinium-enhancing lesion or at least nine T2 hyper-intense lesions; at least one
infratentorial lesion; at least one juxtacortical lesion; or at least three periventricular lesions. Alternatively,
dissemination in space could be defined as at least two MRI lesions consistent with MS plus positive CSF.
Dissemination in time was defined as a new gadolinium enhancing lesion more than 3 months after onset of the first

clinical demyelinating event (at a site different from the initial event) or a new T2 lesion
scan at least 30 days after the onset of the initial clinical event.

at any time compared with a

Jacobs 2000: Defined as (1) the occurrence of a new symptomatic neurological event attributable to a different part of the
CNS than the initial episode (prior to CHAMPS study entry) and in the absence of fever or infection lasting more than
48 hours (2) symptomatic progressive neurologic deterioration, defined as an increase of 1.5 points in Expanded
Disability Status Scale score. CDMS required confirmation by an independent blinded outcomes committee

2 Kappos 2006: CDMS was defined according to slightly modified Poser criteria by 1) a relapse with clinical evidence of at
least one CNS lesion, and if the first presentation was monofocal distinct from the lesion responsible for the CIS
presentation, or 2) sustained progression by 1.5 points on the EDSS reaching a total EDSS score of 2.5 and confirmed at

a consecutive visit 3 months later.



Interferon Placebo Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI IM-H, Random, 95% Cl
Jacohs 2000 {FNb-12 im 30 pg; ow) 1193 7190 A04% 1.03[1.00,1.08] i
Kappos 2006 (FMb-1hsc 250 po; gad) 24 292 1 176 49.6% 0.92 [0.89, 0.96] ——
Total (95% CI) 485 366 100.0% 0.98 [0.87, 1.09] ——
Total events 25 g
ity: Tau= Chi= = R= 1 + t t
Heterogeneity: Tau®=0.01; Chi®= 23.73, df=1 (P = 0.00001}; F= 96% 0hs 09 " 13

Test for overall effect: 2= 0.40 (P = 0.64)

Favours placebo  Favours interferon

Tolerability/side effects - discontinuation of study drug due to any reason (risk of non-event)

(104 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jacobs 2000 {FMb-1a im 30 po; gw) 38 193 35 190 B09% 1.07 [0.71,1.62]
Kappos 2006 {IFMb-1bsc 250 po; gad) 44 292 18 176 391% 1.47 [0.88, 2.47]
Total {95% CI) 485 366 100.0% 1.21 [0.88, 1.67]
Total events a2 a3

Heterogeneity, Tau®=0.00; Chi®= 091, df=1 (P =0.34); F= 0%

1
10

o.m 0.1 1 100
Testfor overall effect Z=1.17 (P=0.24) Favours interferan  Favours placebo
Mortality (risk of non-event) (104 weeks’ follow-up)
Interferon Placebo Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Corni 2012 (FMNB-1a st 44 po; tivd 017 21T 420% 1.01 [0.99, 1.03]
Jacobs 2000 (FNb-1aim 30 po; gw) 1193 0 180 58.0% 0.99 [0.98, 1.01]
Total {95% Cl) 364 361 100.0% 1.00 [0.99,1.02]
Total events 1 2
Heterogeneity: Tau®= 0.00, Chi*=1.95, df=1 (P=0.16);, F= 49% ) t 1 } |
Testfor overall effect: 2= 023 (P =0.82) 0.0 Favngs p|acebg1 Favours in:enrremn 10
Review question 2
1. Interferon compared with placebo
Relapse - number of participants relapse free (104 weeks’ follow-up)
Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% CI
IFME 1993 {IFrMb-1h 8MILI 3B 115 18 112 2389% 1.895([1.18, 3.27] s —
Jacabs 1996 IFNb-1a (30 po) 32 ) 23 a7 30.5% 1.42 091,227 T &
FRISMS 1998 IFMb-1a (22 po) 51 189 15 94 22.3% 1.69[1.01, 2.84] &
FRISMS 1993 IFMb-1a (44 pi a9 184 15 94 233% 201 [1.21, 3.34] e E—
Total {95% Cl) 573 387 100.0% 1.73[1.35, 2.21] -l
Total events 178 T
Heterogeneity: Tau®= 0.00; Chi*=1.30, df=3{P=073), F=0% D:S D:? 1:5 é

Testfor overall effect: £=4 36 (F = 0.0001)

Annualised relapse rate (48-104 weeks’ follow-up)

Placebo
SD Total

Interferon

Study or Subgroup Mean SD Total Mean

Favours placebo Favours interferan

Mean Difference
IV, Random, 95% CI

Mean Difference
Weight IV, Random, 95% CI

Calabresi 2014 (plFMb-1ag2w) 0256 06465 512 0397 08728 500
Yollmer 2014 IFMb-1a (30 po) 0.26 04228 447 034 06364 450
Total (95% CI) 959 950

Heterogeneity: Tau®=0.00; Chi*=1.02, df=1 {P=0.31), F= 2%
Testfor overall effect: 2= 3.48 (P =0.0005)

36.0% 0014 [-0.24,-0.05] ——
f4.0% -0.08 [0.15,-0.01] -
100.0% -0.10 [-0.16, -0.04] &
05 -025 0 035 05

Favours interferon  Favours placebo

Disability progression®— number of participants worsened (104 weeks’ follow-up)

3 Jacobs 1996: Deterioration from baseline by at least 1.0 point on the EDSS persisting for at least 6 months
Vollmer 2014: defined as a 1.0 point increase in EDSS score if baseline score was between 0 and 5.0, or a 0.5 point
increase if baseline score was 5.5, sustained for 6 months



Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Jacobs 1996 IFMb-1a (30 po) 18 84 29 87 40.7% 0.64 [0.38, 1.08] L
Wollmer 2014 IFMb-1a (30 po) 34 447 46 480 59.3% 0.77[0.50,1.17] ——
Total {95% CI) 532 537 100.0% 0.71[0.51, 0.98] il
Total events a3 75
Heterngeneity: Tau?= 0.00; Chi*= 0,31, df=1 (P =0.58); F= 0% DIS DI? 155 é
Testfor overall effect: 2= 2.08 (P =0.04) Fé'v'ours in.terferun Favours blacebu

Discontinuation due to any reason (104 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PRISMS 1998 IFMb-1a (22 pog) 22188 ] 94 11.6% 1.22[0.58, 2.54]
PRISMS 1998 IFMb-1a (44 pog) 19 184 g 94 11.0% 1.08[0.51, 2.29
Wollmer 2014 IFRb-1a (30 pg) 69 447 91 450 TT4% 0.76[0.57,1.01] ——
Total (95% Cl) 820 638 100.0% 0.84 [0.65, 1.07] -~
Total events 110 104
Heterogeneity, Tau®=0.00; Chi*=1.83, df=2 (P =0.40), F=0% o' o s 3

Testfor overall effect: Z=1.40(F=0.16)

Discontinuation due to side effects (104 weeks’ follow-up)

Risk Ratio
Weight M-H, Random, 95% CI

Favours interferon  Favours placebo

Risk Ratio
M-H, Random, 95% CI

Interferon Placebo

Study or Subgroup Events Total Events Total
Jacabs 1996 IFNb-1a (30 pg) v 85 2 ar
PRISME 1998 IFMb-1a {22 pa) 6 189 1 94
PRISME 19588 IFMb-1a (44 pa) 9 184 1 94
Vollmer 2014 IFNb-1a (30 po) 26 447 19 450
Total (95% CI) 905 725
Tatal events 48 23

Heterogeneity: Tau®= 0.00; Chi®= 265, df= 3 (F=045); F=0%
Testforoverall effect Z=210(F=0.04)

10.8% 1.58[0.77, 16.76]
5.8% 2.95[0.36, 24.43]
BA% 4.60[0.59, 35.75]

T7.3% 1.38 [0.77, 2.45]

100.0% 1.72 [1.04, 2.86]
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Favours interferan  Favours placebo

T2 active lesions — number of participants with no activity (104 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
PRISMS 1988 IFMb-1a {22 pa) 35 185 g 492 48.0% 2181[1.048, 4.500 i *
PRISME 1938 IFMb-1a (44 pa) 56 182 g 492 A2.0% 354 [1.76,7.10] —a—
Total (95% CI) 367 184 100.0% 2.80 [1.69, 4.63] e
Total events 9 16
Heterageneity: Tau®= 0.00; Chi*=0.90, df=1 (P=0.34); F= 0% o o AP

Testfor overall effect: 2= 4.02 (P = 0.0001)

Favours placebo Favours interferon

Combined unique active lesions - number of participants with no activity (104 weeks' follow-

up)
Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
PRISMS 1988 IFMb-1a {22 pa) 20 64 4 33 48.E% 2.58 [0.96, 6.92] ] *
PRISME 1938 IFMb-1a (44 pa) 28 68 4 33 A1.4% 3.4011.30, 8.59] —_—
Total (95% CI) 132 66 100.0% 2.97 [1.49, 5.82] ——
Total events 48 ]

Heterogeneity: Tau?= 0.00; Chi*=015, df=1 {P = 0.69); F=0%
Testfor averall effect: 2= 310 (P = 0.002)

05 07 15 2
Favours placebo Favours interferon

Burden of disease (percent change from baseline of total areas of all MS lesions; mm2) - 104

weeks follow-up

Interferon

Study or Subgroup Mean SD Total Mean

Placebo

5D Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

PRISMS 1998 IFNb-1a (22 pg)
PRISMS 1998 IFNb-1a (44 pg)

-1.2 2961666 171
-3.8 3161666 171

Total (95% CI) 342
Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 {P=09%; F=0%
Test for overall effect Z=1.41 (F=0.16)

109 10021666 g6
109 10021666 86

337%

172 100.0%

2. Glatiramer acetate compared with placebo

16.3% -12.10 [-61.28,37.08] *
-14.70 [36.40, 7.00]

-14.28 [-34.13, 5.58]
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—e
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Favours interferon  Favours placebo

Relapse - number of participants relapse free (52-104 weeks’ follow-up)



Glatiramer acetate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
Fox 2012 (Glatiramer acetate 20mg od) 238 360 214 363 301% 1.151.03,1.29] ——
Johnson 1995 (Glatiramer acetate 20mog gd) 42 125 34 126 26% 1.25[0.85,1.82] I
Khan 2013 (Glatiramer acetate 40mo tiv) TG 943 J02 461 BT.3% 11801.08,1.27] -
Total (95% CI) 1418 950 100.0% 1.17 [1.10, 1.24] &
Total events 1006 540
Heterageneity: Tau= 0.00; Chif= 018, df= 2 (P=0.91); F= 0% DIS Dl? 155 é
Testfor overall effect 2= 5.02 (P < 0.00001) Favours placebo Favours glatiramer acetat
H b
Annualised relapse rate (52-96 weeks’ follow-up)

Glatiramer acetate Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% Cl
Fox 2012 (Glatiramer acetate 20ma od) 0.29 045727 380 04 07777 383 551% -01[0.21,-0001] -
khan 2013 (Glatiramer acetate 40mg tiv) 0.331 0.87r74 943 0.805 1.0462 461 44.9% -0.17 [-0.28, -0.06] ——
Total (95% CI) 1293 824 100.0% -0.14[-0.21, -0.06] L 3

t t

Heterogeneity Tau?= 0.00; Chi*= 0.71, df=1 (P = 0.40); F= 0%
Testfor overall effect: £= 366 (F=0.0002)

) 05 05
Favours glatiramer acetat Favours placebo

1

Disability progression®— number of participants worsened (96-104 weeks’ follow-up)

Glatiramer acetate Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Glatiramer acetate 20mg gd) a6 350 62 363 B359% 0.94 [0.67,1.30] —
Johnson 1995 {Glatiramer acetate 20mg gd) 26 125 36 126 361% 073047 1.13] e
Total (95% CI) 475 489 100.0% 0.86 [0.66, 1.11] -
Total events ez ag

i == CrhiE= - — == } } } |
Heterogeneity: Tau®= 0.00; Chi*=0.81,df=1 (P=0.37), F=0% 0’5 07 15 3

Testfor averall effect Z=116 (F=0.25)

Discontinuation due to any reason (96-104 weeks’ follow-up)

Favours glatiramer acetat Favours placebo

Glatiramer acetate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Glatiramer acetate 20mg gd) 68 360 85 363 820% 0.81 [0.61,1.07] .
Johnson 1995 {Glatiramer acetate 20mg gd) 19 125 17 126 18.0% 1.13[0.61, 2.06]
Total (95% CI) 485 480 100.0% 0.86 [0.66, 1.11] e
Total events ar 102
Heterageneity: Tau®= 0.00; Chi*= 0.96, df=1 (P=0.33); F= 0% 015 Dl? 155 é
Testfor overall effect 2=1.18 (P =0.24) Favours glatiramer acetat Favours placebo
. . . . .
Discontinuation due to side effects (96-104 weeks’ follow-up)
Glatiramer acetate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Glatiramer acetate 20mg gd) 29 943 E 461 857% 2.36 [0.99, 5.658] +
Johnson 19895 {Glatiramer acetate 20mg gd) 3 125 1 126 14.3% 5.04 [0.60, 42.53] +
Total (95% CI) 1068 587 100.0% 2.63 [1.17, 5.90] e —
Total events ) 7
Heterogeneity: Tau*= 0.00; Chi*= 042, df= 1 (P=0.52); F= 0% — e

Testfor overall effect =235 (P=0.02)

3. Teriflunomide compared with placebo

Favours glatiramer acetat Favours placebo

Relapse - number of participants relapse free (48-108 weeks’ follow-up)

Teriflunomide Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Confavrews: 2014 (Teriflu 14ma) 282 aro 235 388 Go4% 1.2601.14,1.349] ——
O'Caonner 2011 (Teriflu 14ma) 202 358 165 363 316% 1.241.07,1.43] —
Total (95% CI) 728 751 100.0% 1.25[1.16, 1.36] <
Total events 484 400

ity: 2= JChir= = = CR= + t t 1
Heterogeneity: Tau®=0.00; Chi*= 0.02, df=1 {P = 0.88), F=0% 05 07 e 3

Testfor overall effect, Z= 543 (P = 0.00001)

Annualised relapse rate (48-108 weeks’ follow-up)

Favours placebo  Favours teriflunomide

4 Fox 2012: defined as an increase in the EDSS score of at least 1.0 point in patients with a baseline score of 1.0 or
more or an increase of at least 1.5 points in patients with a baseline score of 0, confirmed at least 12 weeks

later
Johnson 1995: EDSS increase of at least 1 point sustained at 3 months



Favours teriflunomide Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Confavreux 2014 (Teriflu 14ma) 0.32 05398 370 05 07537 389 533%  -018[0.27,-0.09] -
O'Conner 2011 (Teriflu 14m) 0.37 06275 358 054 07291 363 467% -0417[0.27,-0.07] —
Total (95% CI) 728 752 100.0% -0.18 [-0.24, -0.11] &
Heterogeneity: Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.89); F= 0% 51 -DI.S D 0?5

Testfor overall effect: Z=5.07 (P = 0.00001)

Favours teriflunomide  Favours placebo

Disability progression®— number of participants worsened (48-108 weeks’ follow-up)

Teriflunomide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Confavreux 2014 (Teriflu 14mg) 58 370 TG 388 42.3% 0.80[0.59, 1.09] —
O"onner 2011 (Teriflu 14ma) 72 358 899 363 STT% 0.74 [0.57, 0.96] ——
Total (95% Cl) 728 751 100.0% 0.76 [0.62, 0.93] ~ll—
Total events 130 175
Heterageneity: Tau® = 0.00; Chi*= 015, df=1 (P = 0.69); F=0% s o e b

Testfor overall effect, Z= 2.62 (P = 0.009)

Discontinuation due to any reason (48-108 weeks’ follow-up)

Favours teriflunomide Favours placebo

Teriflunomide Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Confavreux 2014 (Teriflu 1dma) 126 372 125 389 57T% 1.05 [0.86, 1.29] —
O'Conner 2011 (Teriflu 14ma) 95 358 104 363 42.3% 0.93[0.73,1.17] —
Total (95% Cl) 730 752 100.0% 1.00 [0.86, 1.16] -~
Total events 21 228

i 2 — - i® = — - SR = 1 1 1 1
Heterogeneity: Tau®= 0.00; Chi*= 0.66, df=1 (P =042, F=0% 0's 07 s s

Testfor overall effect £=0.03 (P =0.98)

Favours teriflunomide Favours placebo

Risk of any infection — number of participants (48-108 weeks’ follow-up)

Teriflunomide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
Confavreus 2014 (Teriflu 14rmg) 165 372 197 389 798% 0.88 [0.745,1.02]
O'Conner 2011 (Teriflu 14mo) 61 358 80 363 2041% 0.77[0.57,1.04] — T
Total {35% Cl) 730 752 100.0% 0.85 [0.75, 0.98] L 2
Total events 226 277
Heterogeneity: Tau®=0.00; Chi*= 0.5, df=1 (P = 0.48), F=0% o' o7 1% 5

Testfor averall effect 2= 2.30 (P =0.02)

Favours teriflunomide Favours placebo

Risk of cancer — number of participants with any neoplasm (risk of non-event) (48-108 weeks’

follow-up)
Teriflunomide Placebo Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Caonfavreux 2014 (Teriflu 14ma) 1 372 0 389 T24% 1.00 [0.99, 1.00]
O'Conner 2011 (Teriflu 14mg) 3 358 5 363 276E% 1.01[0.99, 1.02]
Total (95% CI) 730 752 100.0% 1.00 [0.99, 1.01]
Total events 4 a

Heterogeneity: Tau®=0.00; Chi*=1.40, df=1 (P=024); = 29%
Test for overall effect Z=010(F =092

4. Dimethyl fumarate compared with placebo

0.7 1 15
Favours placebo Favours teriflunomid

0.4

Relapse - number of participants relapse free (104 weeks’ follow-up)

2
e

Dimethyl fumarate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Dimth Furn 240mug; bid) 255 359 214 363 49.8% 1.20[1.08,1.34] i
Gold 2012 (Dimth Furn 240mug; bid) 299 410 220 408 50.2% 1.3501.21,1.51] -
Total (95% CI) 769 771 100.0% 1.28[1.14,1.43] L 2
Total events 554 434
Heterogeneity: Tau®= 0.00; Chi*=2.21,df=1 (P =0.14), F=55% s 07 53

Test for overall effect 2= 4.23 (P = 0.0001)

Annualised relapse rate (104 weeks’ follow-up)

Dimethyl fumarate Placebo

Mean Difference

Favours placebo Favours dimethyl fumarate

Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fax 2012 {Dimth Fum 240mg; bid) 022 04854 362 04 07777 383 408% -018[027 -0.09] -
Gold 2012 (Dimth Fum 240mug; bid) 017 03611 409 036 07214 408 592% -019[0.237 -011] L
Total {95% CI) 771 771 100.0% -0.18 [-0.25, 0.13] L
\ \

Heterogeneity: Tau®=0.00; Chi*=0.03, df=1 {P=0.87); F=0%
Testfor overall effect: Z=6.05 {P = 0.00001)

\ \
-1 0.5 05 1
Favours dimethyl fumarate Favours placebo

5 Sustained disability progression was defined as an increase from baseline of at least 1.0 point in the EDSS score (or
at least 0.5 points for patients with a baseline EDSS score greater than 5.5) that persisted for at least 12 weeks

5



Disability progression® — number of participants worsened (104 weeks’ follow-up)

Dimethyl fumarate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Dirth Fum 240mug; bid) 47 358 62 363 41.1% 0.77[0.54,1.09] —a—
Gald 2012 (Dimth Fum 240ma; bid) 64 4049 110 408 58.49% 0.59[0.45,0.78] ——
Total (95% CI) 768 771 100.0% 0.66 [0.51, 0.85] i
Total events 112 172
Heterogeneity: Tau®= 0.01, Chi*=1.34, df=1 (P=0.28), F= 25% 075 DTT 1!5 é

Test for averall effect 2= 3.25 (P = 0.001)

Favours dimethyl fumarate Favours placebo

New or newly enlarging T2 lesions — mean number (104 weeks’ follow-up)

Dimethyl fumarate Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Faox 201 2 {Dimth Furm 240mag; bid) 51 8149 140 174 26768 139 496% -12.30[16.95,-7.69] ——
Gold 2012 (Dimth Fum 240muo; bid) 26 46699 152 17 28819 165 504% -1440[-1901,-979 —— @ ——
Total (95% Cl) 292 304 100.0% -13.36 [-16.63,-10.09] -
it = _ . = — — 2= } } } }
Heterogeneity: Tau™= 0.00; Chi*=0.40, df=1 (FP=053); F=0% o 0 10 h

Testfor overall effect: Z=8.00 (P < 0.00001)

GAD lesions — mean number (104 weeks’ follow-up)

Favours dimethyl fumarate Favours placebo

Dimethyl fumarate Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Fox 2012 (Dimth Fum 240mg; bid) 0.5 1.7 147 2 56 144 315% -1.50[2.46,-0.54] - &
Gold 2012 (Dimth Furn 240mg; bid) 0.1 06 152 1.8 42 165 B8.5% -1.70[2.35,-1.09] ——
Total (95% CI) 299 309 100.0% -1.64 [-2.17,-1.10] -~
+

Heterageneity: Tau®= 0.00; Chi*= 012, df=1{FP= 073}, F= 0%
Test for overall effect: 2= 598 (P = 0.00001)

Discontinuation due to any reason (104 weeks’ follow-up)

2 A 0 1 2
Favours dimethyl fumarate Favours placebo

Dimethyl fumarate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Dimth Furn 240mug; bid) 75 362 85 363 459% 0.88 [0.67,1.16]
Gold 2012 (Dimth Furn 240mug; bid) 95 411 9 410 541% 1.04[0.81,1.34]
Total (95% CI) 773 773 100.0% 0.97 [0.80, 1.16]
Total events 170 176

Heterogeneity: Tau®= 0.00; Chi®= 073, df=1 (P=0.39); F= 0%
Testfor overall effect Z=036 (F=072)

Discontinuation due to side effects (104 weeks’ follow-up)

\ \ \
o5 07 1 15 2
Favours dimethyl fumarate Favours placebo

Dimethyl fumarate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fox 2012 (Dimth Fum 240mug; bid) 52 362 55 363 40.8% 0.95[0.67, 1.39]
Gald 2012 (Dimth Fum 240ma; bid) 74 411 A 410 59.2% 0.98[0.74,1.32]
Total (95% CI) 773 773 100.0% 0.97 [0.78,1.21]
Total events 126 130

Heterogeneity: Tau®= 0.00; Chi®*=0.03, df=1 (P=087), F= 0%
Testfor overall effect Z= 027 (P=0.78)

.
0s 07 1 15 2
Favours dimethyl fumarate Favours placebo

Mortality — number of participants (risk of non-event) (104 weeks’ follow-up)

Dimethyl fumarate Placebo Risk Ratio {Non-event) Risk Ratio {Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fosx 2012 (Dimth Furm 240ma; bid) 0 362 1 363 28.0% 1.00[1.00,1.01]
Gold 2012 (Dimth Fum 240mau; bid) a 411 0 410 720% 1.00[1.00,1.00]
Total (95% Cl) 773 773 100.0% 1.00 [1.00, 1.00]
Total events 1] 1

Heterogeneity, Tau®=0.00; Chi*=0.42, df=1{P=052; F=0%
Testfor overall effect Z= 037 {F=0.71)

5. Fingolimod compared with placebo

. . .
05 07 1 15 2
Favours placebo  Favours dimethyl fumarate

Relapse - number of participants relapse free (104 weeks’ follow-up)

6 Defined as an increase in the EDSS score of at least 1.0 point in patients with a baseline score of 1.0 or more or an
increase of at least 1.5 points in patients with a baseline score of 0, confirmed at least 12 weeks later



Fingolimod Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingalimad 0.5ma) 256 348 187 355 450.6% 1.36[1.21,1.583] -
Kappos 2010 (Fingolimod 0.8mo) 299 425 191 418 404% 1.54[1.36,1.74] —
Total (95% CI) 783 773 100.0% 1.44[1.28,1.63] <
Total events 555 378

b z_ kT = — — SE= + t t t
Heterogeneity: Tau®=0.00; Chi*= 213, df=1 (P=014); F=53% s o7 15 3

Test for overall effect: Z=5.83 (P = 0.00001)

Annualised relapse rate (104 weeks’ follow-up)

Favours placebo  Favours fingolimod

Fingolimod Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Calabresi 2014b (Fingolimod 0.9mo) 021 0.0386 358 0.4 06729 355 482% -019[0.26,-0.13] L
Kappos 2010 (Fingolimod 0.5ma) 018 03681 425 0.4 0678 500 508% -022[0.28,-019) -
Total (95% CI) 783 855 100.0% -0.21[-0.25, -0.16] L J
Heterogeneity: Tau?= 0.00; Chi*= 0.36, df=1 (P = 0.55); F=0% 51 -DI.S p 0?5 15

Test for overall effect: Z=8.18 (P = 0.00001)

Favours fingolimod  Favours placebo

Disability progression’ — number of participants worsened (104 weeks’ follow-up)

Fingolimod Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingalimod 0.5mg) 43 358 63 355 46.6% 0.77 [0.55,1.09] —
Kappos 2010 {Fingalimod 0.5ma) 53 4235 79 418 43.4% 0.66 [0.48, 0.81] —a—
Total {95% CI) 783 773 100.0% 0.71 [0.56, 0.90] —t—
Total events 102 142

ity: Tau = Chif= = = R= } } } }
Heterogeneity; Taw®= 0.00; Chi*= 042 df=1 {P=052), F= 0% o' 07 1% 3

Test for overall effect: Z=2.87 (P = 0.004;

Favours fingolimod Favours p.lacebn

GAD lesions — number of participants with no lesions (104 weeks’ follow-up)

Fingolimod Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingalimod 0.5mg) 234 269 167 256 42.2% 1.33[1.21,1.47] —-
Kappos 2010 {Fingalimod 0.5mg) 331 369 216 332 57.8% 1.38[1.27,1.50] i
Total (95% CI) 638 588 100.0% 1.36 [1.27, 1.45] L 2
Tatal events 465 383

ity: Tau®= Chif= = = E= } } } t
Heterogeneity: Tau®=0.00; Chi*=0.24, df=1 (P=0E62) F=0% s 07 1% )

Test for overall effect: Z=9.20 (P = 0.00001)

GAD lesions - mean number (104 weeks’ follow-up)

Favours placebo  Favours fingolimod

Fingolimod Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Calabresi 201 4b (Fingolimod 0.8ma) 04 184 269 1.2 297 256 294% -0.80[1.23,-0.37] ——
Kappos 2010 {Fingolimod 0.5ma) 02 08 369 11 24 322 T06% -0.90[117 -0.63] i
Total (95% CI) 638 578 100.0% -0.87 [-1.10, -0.64] L 3

Heterogeneity: Tau®= 0.00; Chi*= 015, df=1{F=0.70); F=0%

Testfar overall effect. Z= 7 40 {F = 0.00001}

2 a0 1 2
Favours fingolimod Favours placebo

New or newly enlarged T2 lesions (number of patients with no lesions)

Fingolimod Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingalimad 0.5ma) 133 264 63 251 481% 1.95[1.53, 2.48] ——
Kappos 2010 (Fingolimod 0.8mo) 187 370 720339 51.9% 2.38[1.89, 2.89] ——
Total (95% CI) 634 590 100.0% 216 [1.77, 2.63] e
Total events 320 137

b z_ kT = — — SE= + t t t
Heterageneity: Tau®=0.01; Chi*=1.42 df=1{P=023); F= 29% 05 07 15 &

Test for overall effect Z=7.64 (P = 0.00001)

Favours placebo  Favours fingolimod

New or newly enlarging T2 lesions — mean number (104 weeks’ follow-up)

Fingolimod Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Calabresi 2014b (Fingolimod 0.8mo) 23 726 264 849 1386 251 384% -660[8.453 -467] ——
kappos 2010 (Fingalimod 0.5ma) 25 55 337 98 132 340 616% -7.30[8.82-574] N
Total (95% CI) 601 591 100.0% -7.03[-8.22,-5.84] L 3
Heterogeneity: Tau?= 0.00; Chi*= 0.31, df=1 (P = 0.88); F= 0% _150 55 p é 150

Test for overall effect: Z=11.55 (P = 0.00001)

Discontinuation due to any reason (104 weeks’ follow-up)

Favours fingolimod Favours placebo

7 Calabresi 2014b: defined as a 1 point EDSS change (0-5 point if baseline EDSS was >5-0)

Kappos 2010: Defined as an increase of one point in the EDSS score (or half a point if the baseline EDSS score was
equal to 5.5), confirmed after 6 months, with an absence of relapse at the time of assessment and with all EDSS
scores measured during that time meeting the criteria for disability progression.



Fingolimod Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingalimad 0.5ma) a6 358 100 355 55.3% 0.85 [0.67,1.09] —a—
Kappos 2010 (Fingolimod 0.8mo) a6 424 86 418 447% 0.64 [0.47, 0.87] —a—
Total (95% CI) 783 773 100.0% 0.75 [0.57,0.99] i
Total events 142 186

ity == Chif= = = E= t t t t
Heterogeneity: Tau®=0.02; Chi*=2.02 df=1 P=0158); F=51% 0s 07 1% 5

Test for overall effect Z=2.01 (F=0.04)

Discontinuation due to side effects (104 weeks’ follow-up)

Favours fingolimod Favours placebo

Fingolimod Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Calabresi 2014b (Fingolimod 0.5mg) 66 358 373585 491% 1.77[1.22, 2.57] ——
Kappos 2010 (Fingolimod 0.5mg) 57 425 49 418 509% 1.14 [0.80, 1.64] —
Total (95% CI) 783 773 100.0% 1.42[0.92, 2.17] —re——
Total events 123 86
Heterogeneity: Taw®= 0.06; Chi*=2.72, df=1{F =010}, F= 63% s o7 =3

Test for overall effect Z=1.60(F=011)

Favours fingolimod Favours placebo

Risk of infection — number of participants with any infection (104 weeks’ follow-up)

Fingolimod Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingolimod 0.5mo) 263 358 255 358 47% 1.02[0831.12]
Kappos 2010 (Fingolimod 0.5ma) 3r9 425 3|7 M8 TE3% 1.04[0.83, 1.10]
Total {95% CI) 783 773 100.0% 1.04 [0.99, 1.09]
Total events 642 612
Heterogeneity, Tau® = 0.00; Chif= 018, df=1 (P = 0.68); = 0% 0?5 u?? ] f

Test for overall effect: Z=1.67 (P =0.10)

,
1.5 2
Favours fingolimod Favours placebo

Risk of cancer — number of participants with any neoplasm (104 weeks’ follow-up)

Fingolimod Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingalimad 0.5ma) 13 358 8 385 537% 1.61 [0.68, 3.84] —
Kappos 2010 (Fingolimod 0.8mo) 4 425 10 418 46.3% 0.39[012,1.24] ¢ L
Total (95% CI) 783 773 100.0% 0.84 [0.21, 3.34] e —
Total events 17 18

e e ChiE= - - e } t t t
Heterogeneity: Tau®=0.73; Chi*= 368, df=1 (P=006); *=73% 0z 0s 3 :

Test for overall effect Z=0.25 (F=0.80)

Favours fingolimod Favours placebo

Risk of bradycardia — number of participants (104 weeks’ follow-up)

Fingolimod Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabresi 2014b (Fingolimod 0.5mo) 2 358 2 355 856% 0.991[014,7.00] * *
Kappos 2010 (Fingolimod 0.5ma) 4475 1 M8 44.4% 3.93[0.44, 35.05] +
Total (95% CI) T83 773 100.0% 1.83 [0.43, 7.85] ——_
Total events G 3
Heterogeneity, Tau® = 0.00; Ghif= 0.86, df=1 (P = 0.35); = 0% UIS ulr 1=5 2
Test for overall effect Z=0.81 (P=042 Favours ﬂn'golimod Favours blacebo

Risk of macular edema — number of participants (104 weeks’ follow-up)

Fingolimod Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Calabresi 201 4h (Fingalimod 0.9mg) 3 388 2355 100.0% 1.49[0.25,8.899] + +
Kappos 2010 (Fingolimod 0.5mug) o 425 o 418 Mot estimable
Total (95% Cl) 783 773 100.0% 1.49 [0.25, 8.85] =———ss——
Total events 3 2

Heterogeneity: Mot applicable
Test for overall effect: £=0.44 (P = 0.66)

6. Cladribine compared with placebo

05 0r 15 2
Favours fingolimod Favours placebo



Relapse - number of participants relapse free (96 weeks’ follow-up)

Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Giovannaoni 2010 (Cladribine 3.5mofka) 345 433 133 219 50.0% 1.31[1.17,1.47] L
Giavannani 2010 (Cladribine 5.25maikg) 360 456 133 219 50.0% 1.30[1.16,1.46] R 3
Total (95% Cl) 889 438 100.0% 1.31 [1.20, 1.42] +
Total events ¥o5 266
Heterogeneity; Tau®= 0.00; Chi*= 0.01, df=1 (P = 0.91%; F= 0% IZIIS IZII? 155 é
Test for averall effect 7= 6.34 (F = 0.00001) Fauuuré plaﬁebo Fauuﬁrs cladribine

Annualised relapse rate (96 weeks’ follow-up)

Cladribine Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 85% CI
Giovannoni 2010 {Cladribine 3.5mofk) 014 02653 433 033 048 M8 4&500% -019[0.26,-0132] R 3
Giovannoni 2010 {Cladribine 5.29molka) 015 02723 456 033 048 219 400% -018[0.25-011] R
Total {95% CI) 889 438 100.0% -0.19[-0.23,-0.14] L 2

Heterogeneity: Tau®= 0.00; Chif=0.04, df=1 {P =084}, F=0%
Test for overall effect £=7.51 (P = 0.00001)

Discontinuation due to any reason (96 weeks’ follow-up)

05025 0 025 04
Favours cladribine Favours placebo

Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giavannani 2010 (Cladribine 3.5mofka) 35 433 28 219 45.49% 0.61[0.38, 0.97] ——
Giovannoni 2010 (Cladribine 5.25maikg) 50 456 28 1149 A41% 0.831[0.54,1.27] —i—
Total (95% Cl) 889 438 100.0% 0.72 [0.53, 0.99] -l
Total events 84 58
Heterogeneity: Tau®= 0.00; Chi®=0.89, df=1 (P =0.34), F= 0% o o U

Testfor overall effect £=2.05 (F=0.04)

Discontinuation due to side effects (96 weeks’ follow-up)

Favours cladribine Favours placebo

Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giovannoni 2010 (Cladribine 3.5mofkdg) 5 433 3218 454% 0.84 [0.20, 3.449] *+ L
Giovannaoni 2010 (Cladribine 8.28mak) 9 456 3 218 546% 1.44[0.39, 5.27] i +
Total (95% CI) 889 438 100.0% 1.13 [0.43, 2.94] ——e
Total events 14 g
Heterogeneity, Tau®= 0.00; Chi*=0.30,df=1 {F=048) F= 0% s o7 PU

Testfor overall effect Z= 025 (P=0.80)

Favours cladribine Favours placebo

Risk of infection — number of participants with any infection (96 weeks’ follow-up)

Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giovannaoni 2010 (Cladribine 3.5mafkg) 205 430 93 218 49.3% 1.121[0.93,1.34] -
Giovannaoni 2010 (Cladribine 8.28mak) 227 454 93 218 4S0.7% 1.15[0.96, 1.37] i
Total (95% CI) 884 436 100.0% 1.13[1.00,1.29] -
Total events 427 186
Heterogeneity Tau== 0.00; Chi*= 0.04, df=1 {F = 0.85); F= 0% R L

Test for overall effect: 7 =189 (P = 0.08)

Favours cladribine Favours placebo

Risk of infection — number of participants with a serious infection (96 weeks’ follow-up)

Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ginvannani 2010 (Cladribine 3. 5moika) 10 430 4 218 48.3% 1.27 [0.40, 2.99] u +
Ginvannani 2010 (Cladribine 5.25marke) 13 454 4218 81.7% 1,56 [0.51, 4.73] i +
Total (95% CI) 884 436 100.0% 1.41 [0.64, 3.13] e —
Total events 23 8
Heterogeneity: Tau*= 0.00; Chi*=0.07, df=1{F=080% F=0% 05 07 L

Testfor overall effect Z=0842 (FP=0.40)

Favours cladribine Favours placebo

Risk of cancer — number of participants with any neoplasm (96 weeks’ follow-up)



Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giovannoni 2010 (Cladribine 3.5mofkdg) 6 430 0 218 &a0B8% B.61[0.37, 11677 »
Giovannoni 2010 (Cladribine 5. 28mok) 4 454 0 218 49.2% 4.33[0.23, 8010] -
Total (95% CI) 884 436 100.0% 5.37 [0.69, 41.55] ——
Total events 10 0

Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 (P =084); F= 0%

Testfor overall effect Z=1.61 (F=0.11)

02 05

2 5
Favours cladribine Favours placebo

Risk difference of cancer — number of participants with any neoplasm (96 weeks’ follow-up)

Cladribine Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giovannaoni 2010 (Cladribine 3.5mofka) 6 430 0o 218 41.6% 0.01 [0.00, 0.03]
Giavannani 2010 (Cladribine 5.25maikg) 4 454 0 218 458.4% 0.01 F0.00, 0.02]
Total (95% Cl) 884 436 100.0% 0.01 [0.00, 0.02]
Total events 10 1]
Heterogeneity, Tau®=0.00; Chi®=0.35, df=1 (P = 0.55), F= 0% s nas 05s s

Test for averall effect 7= 254 (P=0.01)

Mortality — number of participants who died (96 weeks’ follow-up)

1
a0
Favours cladribine Favours placebo

Cladribine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Giavannani 2010 (Cladribine 3.5mofka) 2433 1 219 50.0% 1.01 [0.09, 11.09]
Giovannoni 2010 (Cladribine 5.25maikg) 2 456 1 219 50.0% 0.96[0.09,10.54] 4
Total (95% Cl) 889 438 100.0% 0.99 [0.18, 5.36]
Total events 4 2

Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P =098); F= 0%

Testfor overall effect £=0.02 (F=0.89)

7. Interferon compared with glatiramer acetate

Relapse - number of participants relapse free (96-104 weeks’ follow-up)

;
t
2
Favours cladribine Favours placebo

05 orF 1 15

Interferon beta-1a  Glatiramer acetate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cadavid (FMb-Ta 44 po tiw) 19 5 28 [ 0.74 [0.51,1.08]
Mikeal 2008 {(IFMb-12 44 po tiw) 239 386 234 378 424% 1.00([0.89,1.13]
a'Conner 2008 (IFAb-1a 250 pg gad) 515 208 264 448 52.3% 0,98 [0.88,1.09]
Total (95% CI) 1310 865 100.0% (0.98 [0.90, 1.06]
Total events T3 526
Heterogeneity: Tau®= 0.00; Chi®= 250, df= 2 (P =0.29), F=20% 0'5 DIT i 155 é
Test for overall effect 2= 0.56 (F = 0.58) Favours glatiramer acetat Favours inteferon
H ]
Annualised relapse rate (96-104 weeks’ follow-up)

Interferon Glatiramer acetate Mean Difference Mean Difference
Study or Subgroup Mean &D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Calabrese 2012 (IFNb-1a im 30pg gwk) 05 06 47 05 0.4 28 50.3%  0.00[0.23, 023
Calabrese 2012 (IFNb-1a st 44p0 tivd 04 06 46 0.8 0.4 28 497%  -010[0.33,013]
Total (95% CI) 93 56 100.0%  -0.05[-0.21,0.11]

Hetetogeneity: Tau®= 0.00; Chif=0.37, di=1 {P = 054), F= 0%
Test for averall effect Z=0.61 (F = 0.54)

New T2 white matter lesion — mean number (104 weeks’ follow-up)

05 0 05 1
Favours interferon  Favours glatiramer acetat

1

Interferon Glatiramer acetate Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean _ SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
Calahrese 2012 (IFMb-1a im 30y gwk) 13 11 47 12 1 28 483% 010039, 0.50]
Calahrese 2012 (IFNb-1a sc 440 fiw) 12 1 46 12 1 28 517% 000047, 047]
Total {95% CI) 93 56 100.0%  0.05[-0.29,0.39]
B i 1 ‘

Heterogeneity Tau®= 0.00; Chi*= 0.08, df= 1 (P = 0.77); = 0%
Testfor overall efiect 7= 0.28 (P = 0.78)

New GAD lesions — mean number (104

:
-4

weeks’ follow-up)

4
Favours interferon  Favours glatiramer acetat

Interferon Glatiramer acetate Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean _ SD  Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Calabrese 2012 (IFMb-1a im 30pg qwk) g 08 47 11 1 26 520%  -0.20 [-0.65, 0.35]
Calabrese 2012 (IFNb-1a s 440 tiw) 11 46 11 1 28 480%  -010[-0.57,0.37]
Total {95% CI) 93 56 100.0% -D.15[-0.48,0.17]
2 0 2 1

Heterogeneity: Tau®= 0.00; Chi®= 0,08, df=1 (P = 0.76); F= 0%
Testtor overall effect Z=0.92 (P = 0.36)

-4 -
Favours interferon  Favours glatiramer acetat

10



New cortical lesions - mean humber (48 months follow-up)

Interferon
SD Total

Study or Subgroup Mean

Mean Difference
Weight IV, Random, 95% CI

Glatiramer acetate
Mean 5D Total

Mean Difference
IV, Random, 95% CI

Calabrese 2012 {IFMNb-1a im 30pg gwk) 23
Calabrese 2012 {IFNb-1a st 44pg tiw) 1.4

Total (95% CI)

1.3 41 2.2 1.8 22 488% 010 [0.64, 0.84]
1 45 2.2 1.8 22 81.2%  -0.80[1.48 -0.11]
&6 44 100.0%  -0.36[-1.24,0.52]

Heterogeneity: Tau®= 0.27, Chi®=3.02, df=1 {P = 0.08), F= 67%

Testfor overall effect Z=0.80 (P=0.42)

Discontinuation due to any reason (48 weeks’ follow-up)

4

-0 5 0 5 10
Favours interferon  Favours glatiramer acetat

Interferon Glatiramer acetate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabrese 2012 (IFMb-1a im 300y gwk) 14 55 f 28 53.6% 1.19 [0.51, 2.75] ]
Calabrese 2012 (IFNb-1a st 44pg tiw) 10 485 i 28 46.4% 0.85[0.34, 2.10] =
Total (95% Cl) 110 56 100.0% 1.02 [0.55, 1.88] e —
Total events 24 12
Heterogeneity: Tau®=0.00; Chi*=0.29, df=1 {P = 0.549); F=0% 05 07 15 5

Testfor overall effect: 2= 0.05 (P = 0.96)

Discontinuation due to side effects (48 weeks’ follow-up)

Favours interferon  Favours glatiramer acetat

Interferon  Glatiramer acetate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Calabrese 2012 (IFMb-1a im 300y owk) 7 55 2 28 50.0% 1.78 [0.40, 8.02] - »
Calabrese 2012 (IFMNb-1a sc 44pg tiw) 7 548 2z 28 a0.0% 1.78[0.40, 8.02] L] +
Total (95% Cl) 110 56 100.0% 1.78 [0.62, 5.16] e —
Total events 14 4
Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 {P=1.00); F=0% 05 07 15 3

Testfor overall effect: Z=1.06 (P = 0.28)

Discontinuation due to any reason (96-104 weeks’ follow-up)

Favours interferon  Favours glatiramer acetat

Interferon Glatiramer acetate Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cadavid (IFNB-1a 44 g tiv) 1 36 g 38 22.3% 1.49 [0.68, 3.28] ]
Calabrese 2012 (IFNb-1aim 30pg owk) g 54 4 28 16.8% 1.02 10.34, 3.09]
Calabrese 2012 (IFNb-1a st 4400 tiw) 9 55 4 28 17.1% 1.15[0.39, 3.39]
Mikol 2008 (IFNb-1a 44 pg tiv) 15 386 2 378 12.2% 7.34[1.69, 31.90] _—*
O'Conner 2008 {IFNb-1a 250 pg gad) 104 888 71 448 31.6% 0.74 [0.56, 0.98] —a—
Total (95% CI) 1420 921 100.0% 1.30 [0.68, 2.47] e ——
Total events 147 a8

; P = - - a_ | | \ \
Heterogeneity. Tau®=0.32, Chi*=11.80, df= 4 (P = 0.02); F= 66% DTS Df? 155 ﬁ

Testfor overall effect Z2=0.80 (P =0.42)

Discontinuation due to side effects (96-104 weeks’ follow-up)

Favours interferon  Favours glatiramer acetat

Interferon Glatiramer acetate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cadavid {IFMb-1a 44 pg tiv) 3 36 2 3/ BI% 1.6310.29, 9.17] *
Calabrese 2012 (IFMb-1a im 300y gwk) [T 2 28 7.9% 1.53 [0.33, 7.08] +
Calabrese 2012 (IFMb-1a st 4400 tw) 6 55 2 | 7.9% 1.53 [0.33, 7.08] +
Wikal 2008 (IFMEB-1a 44 gt 23 386 19 378 53.5% 1.19 [0.66, 2.14] —
O'Conner 2009 {IFNB-1a 250 pg gad) 13 @88 g 448 24.5% 0.82 [0.34, 1.96]
Total (95% Cl) 1420 921 100.0% 1.15[0.75, 1.77] —e———
Total events a1 33
Heterogeneity: Tau®=0.00; Chi*=1.00, df=4 (P = 0.913; F=0% s o7 PLP

Testfor overall effect: Z= 063 (P =0.53)

8. Alemtuzumab compared with interferon

Favours interferon  Favours glatiramer acetat

Relapse - number of participants relapse free (104-156 weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CAMRMEZ23 2008 {Alemtuzumab 1 2mg) 86 112 ar 111 19.6% 1.601[1.21,1.84] e —
Cohen 2012 (Alemtuzumab 12mg) 292 376 110 187 48.7% 1.32[1.16,1.51] ——
Cales 2012 (Alemtuzumab 12mo) 79 426 94 202 317% 1.41 [1.20, 1.66] ——
Total (95% CI) 914 500 100.0% 1.38 [1.26, 1.51] -
Total events Ba7 261

e 2 _ . = — — E . } } } }
Heterogeneity: Tau®=0.00; Chi*=1.07, df =2 {P=059); F= 0% 05 07 s 3

Testfor overall effect: 2= 6.88 (F = 0.00001)

Favours interferon  Favours alemtuzumab

Relapse - number of participants relapse free (260 weeks’ follow-up)
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Alemtuzumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CAMMS223 2008 {dlemtuzumab 12ma) T 112 45 111 100.0% 1.67[1.29,217]
Total (95% CI) 112 111 100.0% 1.67 [1.20, 2.17] e
Total events TE 45
- ; \ , \ \
Heterogeneity: Mot applicahle 055 D‘T 155 é

Testfor overall effect 2= 3.90 (F = 0.0001)

Favours interferon  Favours alemtuzumab

Disability progression® — number of participants worsened (104-156 weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
CAMME223 2008 (Alemtuzumab 12mg) g 112 24 111 19.8% 0.33 (016, 0.70]
Cahen 2012 {Alemtuzumab 1 2md) 30 376 187 321% 075 (044, 1.28] — &
Cales 2012 (dlemtuzumab 12mg) 54 426 40 202 481% 0.64 [0.44, 093] ——
Total {95% Cl) 914 500 100.0% 0.59 [0.40, 0.86] —~eai———
Total events a2 a4

e TR = PR _ _ R : \ \ \
Heterogeneity: Tau®=0.04; Chi*= 315, df =2 (P=0.21); F= 3T% o' 07 15 P

Testfor overall effect: 2= 2.71 (P=0.007)

Favours alemtuzumab Favours interferon

Disability progression - number of participants worsened (260 weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CAMRME223 2008 {dlemtuzumak 12ma) 13 112 a0 111 100.0% 0.43[0.24,0.74]
Total (95% CI) 112 111 100.0% 0.43 [0.24, 0.78] = ——
Total events 13 an
- ; \ \ \ \
Heterogeneity: Mot applicable EITS Elf? 155 ﬁ

Testfor averall effect Z= 278 (P = 0.005)

Favours alemtuzumab  Favours interferon

New or enlarging T2-hyperintense lesions — number of participants (104 weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cohen 2012 (Alemtuzumab 12mo) 176 376 99 187 48.3% 0.88[0.74,1.08] —
Coles 2012 {Alemtuzumab 12mu) 186 403 127 187 51.7% 0.68[0.59,0.79] ——
Total (95% CI) 779 374 100.0% 0.77 [0.60, 1.00] —
Total events 362 226
Heterogeneity: Tau®= 0.03; Chi*=5.31, df=1 (P=0.02), F=81% 055 DTT 1.5 ﬁ

Test for overall effect: 2=1.96 (P = 0.08)

Favours alemtuzumab  Favours interferon

Discontinuation due to side effects (104-156 weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
CAMMS223 2008 (Alemtuzumab 12mg) 2 108 13 107 15.0% 015[0.04 066 ¥«
Cohen 2012 (Alemtuzumab 12rmg) 5 376 11 187 28.5% 0.23[0.08 064 #¥——————
Coles 2012 (Alermtuzurnab 12mg) 14 435 15 202 G6.6% 043021, 085 +——B——
Total {95% CI) 919 496 100.0% 0.31[0.17,0.55] = ——
Total events pal 34

e TR = PR _ _ R : \ \ \
Heterogeneity: Tau®=0.02; Chi®= 217, df=2 (P =0.34); F= 8% 05 o7 P

Testfor overall effect: Z= 3.99 (P = 0.0001)

Discontinuation due to any reason (104-156 weeks’ follow-up)

Favours alemtuzumab Favours interferon

Alemtuzumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CAMRMEIZ3 2008 {Alemtuzumab 1 2mg) 22 113 45 111 32.8% 0.481[0.31,0.74] —
Cohen 2012 (Alemtuzumab 12mg) 24 386 3195 28.4% 034[0.24 085 — & ————
Cales 2012 (Alemtuzumab 12ma) a7 436 EacIicy By 027019, 030 +E—
Total {95% Cl) 935 537 100.0% 0.36 [0.25,0.52] ——oii—
Total events a3 148

ihe == - PhiR = - - Rz } } } }
Heterogeneity: Tau®=0.05; Chi*=4.26 df=2{P=012);F=53% s 07 15 %

Testfor overall effiect: 2= 5.49 (P = 0.00001)

Favours alemtuzumab Favours interferon

Mortality — number of participants (risk of non-event) (104-156 weeks’ follow-up)

8 Coles 2012: Defined as a decrease from baseline by at least one EDSS point confirmed over 6 months for patients

with baseline EDSS scores of at least 2:0

Cohen 2012: Defined as sustained accumulation of disability was defined as an increase from baseline of at least
one EDSS point (or 21-5 points if baseline EDSS score was 0) confirmed over 6 months
CAMMS223 2011: A sustained accumulation of disability was defined as an increase of at least 1.5 points for

patients with a baseline score of 0 and of at least 1.0 point for patients with a baseline score of 1.0 or more at 6

months.



Alemtuzumab

Interferon

Risk Ratio {Non-event)

Risk Ratio (Non-event)

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CAMMS223 2008 (Alemtuzumab 1 2md) 1 108 0 107 6.8% 0.99[0.97,1.02]

Cohen 2012 (Alemtuzumakb 12mo) 1 376 0 187 47.2% 1.00[0.99, 1.01]

Coles 2012 (Alemtuzumab 12mo) 2 435 0 202 46.0% 1.00[0.98, 1.01]

Total {95% CI) 919 496 100.0% 1.00 [0.99, 1.00]

Total events 4 ]

Heterageneity: Tau®=0.00; Chi*=0.39, df= 2 (P=082); F= 0%

Testfor overall effect 7= 081 (P=04%)

\ \ \ \
0.7 085 1 1.2 15
Favours interferon  Favours alemtuzumab

Risk of malignancy — number of participants (104-156 weeks’ follow-up)

Risk of infection — number of participants with any infection (104-156 weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CAMMES223 2008 {Alemtuzumab 1 2ma) 71 108 50 107 25.6% 1.41[1.10,1.80] —
Cahen 2012 {Alemtuzumab 1 2md) 253 376 85 187 335% 1.481[1.25,1.76] ——
Coles 2012 (Alemtuzumab 12mg) 334 435 134 202 40.8% 116 [1.04,1.29] —a
Total (95% Cl) 919 495 100.0% 1.32 [1.10, 1.58] -
Total events 658 269
Heterogeneity: Tau®=0.02; Chi®= 6.78,df=2 (P=0.03); F= 1% s o LR

Testfor overall effect: 2= 3.03 (P=0.002)

Favours alemtuzumab Favours interferon

Risk of immune thrombocytopenia purpura — number of participants with any disorder (104-156

weeks’ follow-up)

Alemtuzumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
CAMMS223 2008 (Alemtuzumab 12mg) 2 108 1 107 43.5% 1.98[0.18, 21.53] L
Cohen 2012 (Alemtuzumab 12mg) 3 376 0 187 28.3% 3.49[018,67.23] + -
Coles 2012 (Alermtuzurnab 12mg) 3 435 0 202 28.3% 3.26([0.17,62.80] 4 -—
Total (95% Cl) 919 496 100.0% 2.68 [0.56, 12.90] ————E
Tatal events g 1

e TR = rhiE - - o ; \ , ,
Heterogeneity: Tau®=0.00; Chi®= 011, df=2 (P =0.495), F= 0% R LR

Testfor overall effect: Z=1.23 (P=0.22)

9. Ocrelizumab compared with interferon

Annualised relapse rate (96 weeks’ follow-up)

Favours alemtuzumab Favours interferon

Ocrelizumab Interferon Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
OPERAI 2016 016 041323381 410 029 062060617 411 528% -013[0.20,-0.06] =
OPERAI 2016 016 041674649 417 029 067802456 418 472% -013[0.21,-0.08] R
Total (95% CI) 827 829 100.0% -0.13[-0.18,-0.08] +
Heterogeneity: Tau®= 0.00; Chi®= 0,00, df=1 (P =1.00); "= 0% _|1 -D'.S b 075 1|

Testfor overall effect Z=4 86 (P = 0.00001)

Favours ocrelizumab  Favours interferon

Disability improvement® confirmed at 12 weeks — number of participants improved (96 weeks’

follow-up)
Ocrelizumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OFERA I &1 2016 {combined) 130 628 96 614 100.0% 1.32[1.04, 1.68]
Total (95% CI) 628 614 100.0% 1.32[1.04, 1.68] -
Total events 130 96
Heterogeneity: Mot applicable s 07 s &

Testfor overall effect £= 2.30(F=0.02)

Favours interferon  Favours ocrelizumab

Disability improvement confirmed at 24 weeks — number of participants improved (96 weeks’

follow-up)

9 For patients with a baseline EDSS score of 2.0 and <5.5, disability improvement was defined as a reduction in
EDSS score 21.0 point compared with baseline EDSS score. For patients with a baseline EDSS score of >5.5,
disability improvement was defined as a reduction in EDSS score of 20.5 point
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Ocrelizumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OFERA | &1 2016 {combined) 93 528 71 B14 100.0% 1.35[1.02,1.79]
Total (95% CI) 628 614 100.0% 1.35[1.02,1.79] el
Tatal events a8 71
. ) , , , ,
Heterogeneity: Mot applicable D!S D!? 1!5 é

Testfor overall effect 2= 2.07 (P =0.04)

Favours interferon  Favours ocrelizumab

Disability progression®® - number of participants worsened (96 weeks’ follow-up)

Ocrelizumab  Interferon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OPERA | 2016 78 364 47 338 38T% 0.55 [0.35, 0.86] —
OPERAI 2018 45 360 62 317 B1.3% 0.64 [0.45, 0.91] ——
Total (95% Cl) 724 655 100.0% 0.60 [0.46, 0.80] B
Total events 73 109
Heterogengity, Tau?= 0.00; Chi®= 0.25, df= 1 (P = 0.62); F= 0% PVa— T

Testfor overall effect: £= 3.57 (F = 0.0004)

Discontinuation due to any reason (96 weeks’ follow-up)

Favours ocrelizumab Favours interferon

Ocrelizumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
OPERAI 2016 42 410 69 411 408% 0.61 [0.43,0.87] ——
OPERAI 2016 a7 417 47 418 59.2% 0.59[0.44,0.79] ——
Total {95% Cl) 827 829 100.0% 0.60 [0.48, 0.75] -
Total events ELE] 166

ity == s Chir= = = = } } } 1
Heterogeneity: Tau®=0.00; Chi*=0.02, df=1{F =088} F=0% 05 07 15 5

Testfor overall effect: 2= 4.41 (F = 0.0001)

Discontinuation due to side effects (96 weeks’ follow-up)

Favours ocrelizumab Favours interferon

Ocrelizumab Interferon Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
OPERAI 2016 13 410 24 41 42T7% 052[0.27,1.000 + =
OPERAI 2016 16 417 3@ 418 ATI% 0.41[0.23, 072 +——
Total {(95% Cl) 827 829 100.0% 0.46 [0.30, 0.70]  ——o——
Total events rz] G4

i 2 — - = - - —_ R - } 1 1 1
Heterogeneity: Tau®= 0.00; Chif=0.29, df=1 (P=0.59), F= 0% o' o7 LI

Testfor overall effect: 2= 3.60 (F = 0.0003)

Favours ocrelizumab Favours interferon

Risk of infection — number of participants with infections and infestations (96 weeks’ follow-

up)
Ocrelizumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OPERA &1 2016 (combined) 432 825 433 826 100.0% 1.11[1.02,1.27]
Total {95% CI) 825 826 100.0% 1.11[1.02,1.22] S
Tatal events 482 433
e -0 T LT
estfor overall effect 2= 2.45 (P = 0.01) Favours ocrelizumab  Favours interferon
Risk of influenza-like illness
Ocrelizumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OPERA &1 2016 {cambined) 38 825 177 826 100.0% 0.21 [0.14, 0.30] l—
Total (95% CI) 825 826 100.0% 0.21 [0.15, 0.30] _—
Tatal events 38 177
Heterogeneity: Mot applicable D=5 Di? 115 é

Testfor overall effect £=8.94 (P = 0.00001)

Favours ocrelizumab  Favours interferon

Risk of serious adverse event — number of participants (96 weeks’ follow-up)

Ocrelizumab Interferon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
OPERA &1 2016 {combined) a7 825 72 826 100.0% 073087, 1.11] —.——
Total {95% CI) 825 826 100.0% 0.79[0.57,1.11] i
Total events ar 72
Heterogeneity: Mot applicable 05 07 15 3

Testfor overall effect £=1.36¢F=017)

Favours ocrelizumab Favours interferon

Risk of malignancy — number of participants (risk of non-event) (96 weeks’ follow-up)

10 Disability definitions (EDSS score at Week 96 compared with baseline): worsened, an increase of >0.5;
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Ocrelizumab Interferon Risk Ratio (Hon-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
OPERA | & 11 2016 (combined) 4 825 2 B26 100.0% 1.00[0.949, 1.00]
Total {95% Cl) 825 826 100.0% 1.00 [0.99, 1.00]
Total events 4 2

Heterogeneity: Mot applicable
Testfor averall effect Z=082 (P=0.41)

s

0.7 1 15 2
Favours interferon  Favours ocrelizumab

Mortality — number of participants (risk of non-event) (96 weeks’ follow-up)

Ocrelizumab Interferon Risk Ratio (Hon-event) Risk Ratio {(Hon-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
OPERAI1E I 2016 {comhined) 1 825 2 BZXE 100.0% 1.000[1.00,1.01]
Total (95% Cl) 825 826 100.0% 1.00 [1.00, 1.01]
Tatal events 1 2

Heterogeneity: Mot applicahle
Test for averall effect: 7= 0.58 (P = 0.56)

Review question 2_ Secondary progressive MS

1. Interferon compared with placebo

, | Ly
05 07 1 15 2
Favours interferon  Favours ocrelizumab

Disability progression!! confirmed at 6 months (156 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 85% CI
Andersen 2004 (sc; 22U ow) 77 186 63 178 247% 1.08[0.84,1.40] I
Marth American SG 2004 (s¢; 250uy gad) 101 37 105 308 299% 0.83[0.75,1.17] —
The European SG 1998 (sc; BMIU gad) 147 380 174 358 45.4% 0.84[0.71,0.99] ——
Total (95% CI) 863 844 100.0% 0.92[0.80, 1.06] -
Total events 325 347
Heterogeneity: Tau®= 0.00; Chi®=2.80, df= 2 (P = 0.249), F=28% o' 07 s 1

Test for overall effect Z=110(F=0.27)

Relapse (number of participants free) (156 weeks’ follow-up)

Favours interferon  Favours placebo

Interferon Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Andersen 2004 {sc; 22ug ow) 114 186 110 178 #11% 0.99[0.84,1.17]
Morth American 5G 2004 (sc; 250ug gad) 226 M7 192 308 58.9% 1.14[1.02,1.28] -
Total (95% CI) 503 486 100.0% 1.08 [0.94,1.24]
Total events 340 302

i T )F = CRiE= - _ e . . . ,
Heterogeneity: Tau®=0.01; Chi*=2.02, df=1 (P =0.16); F=50% s 07 ] =1

Test for overall effect Z=1.08 (F = 0.28)

Favours placebo Favours interferon

Participants free from new or newly enlarging T2 lesions (156 weeks' follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPECTRIMS 2001 {sc; 22ug tihw) 74 204 24 100 491% 1.50[1.01, 2.23] i
SPECTRIMS 2001 (sc; 44ug tiw) g2 189 24 100 50.9% 1.72[1.17, 2.53] —
Total (95% CI) 404 200 100.0% 1.61 [1.22, 2.12] ~ e
Total events 156 43
Heterogeneity: Tau®= 0.00; Chi*=0.22, df=1 (P = 0.64), F= 0% o' 07 s 3

Testfor overall effect: £= 3.38 (P = 0.0007)

Favours placebo Favours interferon

Participants free from combined unique activity (156 weeks’ follow-up)

11 Andersen 2004: defined as an increase from baseline by at least 1.0 point (or 0.5 points if the baseline EDSS score
was 5.5 or higher) and confirmed at two consecutive scheduled visits separated by 6 months.

North American Study Group 2004 and The European Study Group: defined as a 1.0 point from the baseline EDSS
score (0.5 points if the baseline EDSS score was 6.0 to 6.5) confirmed at two consecutive scheduled
examinations spanning 6 months from the onset of progression.
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Interferon Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
SPECTRIMS 2001 (sc; 2200 tiv) 28 92 12 47 256% 1.19[0.67,2.12] =
SPECTRIMS 2001 (sc; 4400 tiv) 35 a9 12 47 27.0% 1.54[0.89, 2.68] =
The European SG 1998 (sc; ShIL gad) 125 350 96 345 4T4A% 220[1.67,2.91] —a—
Total (95% CI) 531 439 100.0% 1.71[1.17, 2.49] ——ongii—
Tatal events 188 a0
Heterogeneity: Tau®= 0.06; Chi*= 413, df=2 (P =013); F= 52% t t t 1
. 0.5 0.7 145 2
Test for overall effect: 2= 2.77 (P = 0.006) Favours placebo Favours interferon

Discontinuation due to any reason (156 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Andersen 2004 (sc; 22u9 ow) 38 186 25 178 253% 1.45[092, 2.31] T
Marth American 5G 2004 (sc; 250ug gad) 44 317 32308 I7aA% 1.34 [0.87, 2.08] I e —
SPECTRIMS 2001 {5c; 22ug tiw) 14 209 10103 12.2% 0.69[0.32,1.50]
SPECTRIMS 2001 {sc; 44ug tiw) 14 204 10 103 12.2% 0.71[0.33,1.54]
The European SG 1998 (sc; BMIU gad) 26 360 3 358 228% 0.83[0.51,1.38] —_—
Total (95% CI) 1276 1050 100.0% 1.05[0.77,1.42] i
Total events 136 108
Heterogeneity: Tau®= 0.04; Chi*= 6.00, df= 4 (P = 0.20), F= 33% 0?5 U?? 1?5 é
Test for overall effect Z=029(F=077) Favours interferon  Favours placebo

Discontinuation due to side effects (156 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Andersen 2004 {sc; 22ug ow) 16 186 B 178 46.4% 2.55[1.02,6.37] L »
SPECTRIMS 2001 (sc; 22ug tiw) 15 209 3103 36.3% 246 [0.73, 8.32] = +
SPECTRIMS 2001 (sc; 44ug tiw) 18 204 3103 271% 3.03[0.91,10.09] =—t
Total (95% CI) 599 384 100.0% 2.65[1.42, 4.95] ——e—
Total events 49 12
Heterogeneity: Tau®= 0.00; Chif=0.07, df=2 (P =097 F= 0% 0:5 D:? 155 é
Test for overall effect: Z=3.06 (P = 0.002) Favuﬁrs inte'rferon Fa'v'our's placebo

Discontinuation of study drug due to any reason (156 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% CIl M-H, Random, 85% Cl
Andersen 2004 (sc; 22ug ow) 38 186 25 178 17.8% 1.45[0.92,2.31] f +
Marth American SG 2004 {sc; 250ugy gad) 79 317 75 308 455% 1.02[0.78,1.35]
The European 5G 1988 (sc; 8MIU gad) 64 360 66 358 36.6% 0.96[0.71,1.32]
Total (95% CI) 863 844 100.0% 1.07 [0.87, 1.30]
Total events 181 166
Heterogeneity: Tau®= 0.00; Chi*= 2.23, df= 2 (P = 0.33), F=10% D=5 Di? ] 115 é
Test for overall effect Z=063 (F=053) Favours interferon  Favours placebo

Discontinuation of study drug due to side effects (156 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Morth American 8G 2004 (s¢; 250ug gad) a0 317 12 308 43.0% 2.43[1.27, 4.66] — &
The European SG 1998 (sc, 8MIL gad) 45 360 18 358 &7.0% 2.98[1.69, 5.248] —
Total (95% CI) 677 666 100.0% 2.73[1.78,4.19] ]
Total events 74 27
Heterogeneity: Tau®= 0.00; Chif= 0.22, df= 1 (P = 0.64); F= 0% 0?5 D?? 1?5 é
Test for overall effect: 2= 4.61 (F = 0.00001) Favours interferon  Favours placeno

Mortality (risk of non-event) (156 weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% Cl M-H, Random, 85% Cl
Andersen 2004 (sc;, 22ug ow) 2 186 2178 27.0% 096014 672 + b +
Morth American G 2004 (s¢; 250ug gad) 4 Nv 1 308 21.5% 3.89[0.44, 34 58] *
SPECTRIMS 2001 {sc; 22ug tiw) 1 209 1103 13.4% 0.49[0.03,7.80] + +
SPECTRIMS 2001 (sc; 44ug tiw) 2 204 1 103 18.0% 1.01[0.08,11.01] 4 +
The European SG 1998 (sc; SMIU gacd) 3 360 1 358 201% 2.981[0.31, 28.54] *
Total (95% CI) 1276 1050 100.0% 1.50 [0.55,4.13] ——*———
Total events 12 [}
Heterogeneity: Tau?= 0.00; Chi*= 2.04, di= 4 (P= 0.73%; F= 0% t t t t
Test for overall effect Z=079(F=0.43) 0.5 . 0.7 15 2

g : : Favours interferon  Favours placebo

Review question 3

1. Interferon compared with placebo for primary progressive multiple sclerosis
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Disability progression confirmed at three months? — number of participants worsened (104

weeks’ follow-up)

Interferon Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Leary 2003 {IFMb1a im; 30ud) g 14 ] 20 44.4% 1.18 [0.60, 2.33] L
Montalban 2004 {FMb1h sc; 8 MIU) 12 36 14 37 556% 0.82[0.45,1.51] ——
Total (95% CI) 51 57 100.0% 0.97 [0.62, 1.52] ———
Tatal events 20 24
Heterogeneity: Tau= 0.00; Chi*= 063, df=1(F=043); F=0% 05 07 PP

Test for overall effect: Z= 015 (P =0.88)

Favours interferon  Favours placebo

Discontinuation of study drug due to any reason (104 weeks’ follow-up)

Interferon Placebo Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Leary 2003 (IFMb1aim; 30ud) 1 15 2 20 28.0% 1.04 [0.85,1.27]
Maontalban 2004 (FMb1h sc; 8 MILY 2 36 3 37 72.0% 1.03 [0.91, 1.16]
Total {95% CI) 51 57 100.0% 1.03 [0.93, 1.14]
Tatal events 3 ]
, , ,
06 07 1 1.5

Heterogeneity: Tau®= 0.00; Chi®=0.01, df=1 (P=094); F= 0%
Test for overall effect: Z=0.56 (P = 0.58)

,
t
. . 2
Favours placebo Favours interferon

Discontinuation of study drug due to any reason (risk of non-event) (104 weeks’ follow-up)

Interferon Placebo Risk Ratio {Non-event) Risk Ratio {Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Leary 2003 {FMb1aim; 30ug) ] 15 1] 20 42.4% 1.00[0.90,1.12]
Montalban 2004 (FMb1h sc; B MILY 1 36 2 37 a87.6% 1.03[0.93,1.13]
Total {95% CI) 51 57 100.0% 1.02 [0.95, 1.09]
Total events 1 2
05 o 1 15

Heterogeneity: Tau®= 0.00; Chi*= 014, df=1 {P=0.71); F=0%
Test for overall effect: Z=0.43 (P = 0.67)

;
t
. 2
Favours placebo Favours interferon

12 Leary 2003: Disability progression defined as a 1.0 point increase in EDSS score for subjects with a baseline EDSS
score 5.0, or a 0.5 point increase for subjects with a baseline 5.5. Progression was considered sustained if
documented at two consecutive visits 3 months apart; the time of the first visit was recorded as the time to

progression.

Montalban 2004: Disability progression defined as 1.0 and 20.5 point increases on the EDSS for three months in

those with baseline scores of <5.0 and >5.5, respectively.
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