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Smolen J, Lancet 2007; 370: 1861
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ARAMIS chronic disease database(USA, Canada)
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Krishnan E, Ann Rheum Dis 2012; 71: 213-18



Percentage survival
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HUMIRA @PRemicade’ | @s 5,9{',?(
SSTAG 65%** 36% 5y Ud
DANBIO 52%" 56%" 41% 4 y U(d
SCQM 66%" 65%" 58% 2 y Ud
DREAM 78%"* 79%" 69% 1 yUg
BSRBR 70% 71% 58% 6 cesgl

**p< 0,001

* p<0,0001 # p=0,049 ~p=0,024
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MTX + DMARDs vs MTX + anti-TNF
NOR-DMARD registrer
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Elizabeth Lie, Ann Rheum Dis 2011; 70: 2103



SWEFOT study(early RA MTX IR):

(MTX + HCQ + SSZ) vs (INF + MTX)
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Van Vollenhoven, R et al, Lancet 2012
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DMARDSs vs anti-TNF
H jeldealsTmglUgecUasUs eUosUai UUy d
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P<0.001
0.04
I 1 1 1 I
0.00 6.00 12.00 18.00 24.00
Months

Number of patients at risk:

Months 0 3 6 12 18 24
MTX + TNFi 98 93 82 56 47 37
MTX + sDMARDs 129 115 91 60 43 36

Elizabeth Lie, Ann Rheum Dis 2011; 70: 2103
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Lipsky PE, N ENGL J Med 2000; 343: 1594
Klresgog L, Lancet 2004; 363: 675
Keystone E, Arthritis Rheum 2004; 50: 1400

Response Rates at week 52 Keystone E , Ann Rheum Dis 2010; 69: 1129
Keystone E, Arthritis Rheum 2008; 58: 3319
100 o ACR50
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80 J

* *
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o 60 - **p< 0,0001 §: 50 mg/m
g -
E 40 - 30 37.1

MTX MTX MTX MTX MTX
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DANBIO Reqistry: direct comparison and efficacy

and adherence between anti-TNFs in RA

DAS28 remission rates at 6 and 12 months
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ADA=536 ADA=444
ETN=414 ETN=377
INF=889 INF=690

10 4

ETN ETN

6 months 12 months
P<0.0001 at 6 and 12 months across the 3 agents for both corrected and uncorrected comparison

LUNDEX-corrected responses were calculated as follows:
(fraction of starters still in the study after x months) x (fraction responding at x months)

Hetland ML, et al. Arthritis Rheum 2010;62:22-32.
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TNF-blocker Control Risk Ratio Risk Ratio

Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
| 1.41.1 infiiximab
Maini 1999 84 333 4 84 62% 5.93 [2.24, 15.66]
Schiff 2008 61 165 22 110 87% 1.85[1.21, 2.82] — g
Subtotal (95% Cl) 498 194  14.9% 3.08 [0.91, 10.43] e Infliximab
Total events 158 26

Heterogeneity: Tau? = 0.64; Chi* = 5.39, df = 1 (P = 0.02); F=81%
Test for overall effect: Z = 1.80 (P = 0.07)

1.11.2 Etanercept

viorerana 1999 31 78 4 80 6.1% 7.95 [2.94, 21.47) =t
Weinblatt 1999 23 59 1 30 3.0% 11.69 [1.66, 82.47] ————
Subtotal (85% CI) 137 10 91% 8.61 [3.55, 20.86] - Et anerce pt
Total events 54 5
Heterogeneity: Tau* = 0.00; Chi*=0.12,df=1 (P =0.72); F=0%
Test for overall effect: Z = 4.76 (P < 0.00001)
1.11.3 Adalimumab
LW&)—I 81 207 19 200 8.5% 4,12 [2.60, 6.53] =
Kim 2007 28 65 19 200 8.3% 4,53 [2.72, 7.56] ——— .
Miyasaka 2008 50 178 5 87 66% 4.89[2.02,11.82] o
Van de Putte 2004 61 216 9 110 7.6% 3.45[1.78, 6.69] s Ad al I m u m ab
Weinblatt 2003 68 140 5 62 6.7% 6.02 [2.55, 14.20] Sy
Subtotal (95% CI) 806 659 37.8% 4.34 [3.30, 5.70] .
Total events 288 57

Heterogeneity: Tau? = 0.00; Chi*=1.17, df =4 (P = 0.88); P = 0%
Test for overall effect: Z = 10.56 (P < 0.00001)

1.11.4 Golimumab

174 477 47 160 9.2% 1.24 [0.95, 1.62] bl }
tone 2008(a) 88 311 18 133 B85% 2.09[1.31,3.33] =

Subtotal (95% CI) 788 293 17.7% 1.56 [0.93, 2.60] ‘

Total events 262 65

Heterogeneity: Tau? = 0.10; Chi#=3.72, df = 1 (P =0.05); B=73%

i

Golimumab

Test for overall effect: Z = 1.69 (P = 0.09)

1.11.5 Certolizumab

25 1M 4 109 6.0% 6.14 [2.21, 17.05] T
Keystone 2008(b) 302 783 15 199 8.4% 5.12[3.12, 8.38] = .

Smolen 2009 161 492 4 127 62%  10.39[3.93,27.48] — Certolizumab
Subtotal (85% CI) 1386 435 20.6% 5.95 [3.97, 8.92] B

Total events 488 23

Heterogeneity: Tau? = 0.00; Chi*=1.67,. df =2 (P =043); F=0%
Test for overall effect: Z = 8.64 (P < 0.00001)

Total (95% CI) 3615 1691 100.0% 4.07 [2.70, 6.13] B
Total events 1247 176

Heterogeneity: Tau® = 0.46; Chi* = 82.00, df = 13 (P < 0.00001); I*= 84%
Test for overall effect: Z = 6.72 (P < 0.00001)

Test for subgroup differences: Not applicable

001 0.1 1 10 100
Favours control Favours experimental

Aaltonen KJ et al, PLoS ONE; 7: e30275
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Response Rates at week 52
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g 0,9 A Klresgog L, Lancet 2004; 363: 675
Keystone E, Arthritis Rheum 2004; 50: 1400
1,0 + Keystone E, Arthitis Rheum 2008; 58: 3319

1,0 ** Keystone E , Ann Rheum Dis 2009; 68: 789



Anti-TNFa G Ud 3

] oUs3Ba60299Y

MTX vs anti-TNFa + MTX
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Jones G, Biologics: Targets and Therapy 2012; 6: 155
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§ p < 0,0001,

Kremer JM, Arthritis Rheum 2011; 63; 609
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B Placebo + MTX (n=383)
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Placabo TCZ (4 + 8) TCZ 4 Tozs Smolen J, Ann Rheum Dis 2012; 71: 687
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LITHE study
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Kremer JM, Arthritis Rheum 2011; 63: 609
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B - —&— Abatacept + MTX (n = 424)
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D 1829 &7 B5 113 141 1689 225 281 365
Visit Day HAQ-DI score
D
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70 | — »— =
. . P < 0,001
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Kremer JM, Ann Int Med 2006; 144: 865 0 1553 & B TR ¥ ChR 225 281 365
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Kremer JM, Ann Int Med 2006; 144: 865
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Cohen SB, Arthritis Rhreum 2006; 54: 2793 o 20 - 19 1416
Rubbert-Roth A, Arthritis Res Ther 2009; 11(Suppl): S1 H1 11
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Keystone EC, Ann Rheum Dis 2009;68:216, Cohen SB, Ann Rheum Dis 2010; 69:1158
Keystone EC, J Rheumatol 2012; 39:2238
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