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Ʌȷ: ˊŬɗɞɚɞɔɞűɡůɘɞɚɞɔɘəɏɠ ŬɚɚɖɚŮɝŬɟŰɐůŮɘɠ 

Smolen J, Lancet 2007; 370: 1861 



Ⱥɝɏɚɘɝɖ Űɞɡ HAQ-DI ůŰɖ Ʌȷ ɛŬəɟɞɢɟɞɜɑɤɠ 

ARAMIS chronic disease database(USA, Canada) 

ɄɟɞɞˊŰɘəɐ ɛŬəɟɞɢɟɧɜɘŬ ŬɜɎɚɡůɖ ůŮ ŬůɗŮɜŮɑɠ ɛŮ Ʌȷ(n=4651) 

P<0.001                                  p<0.01 

Krishnan E, Ann Rheum Dis 2012; 71: 213-18 

    NSAID era                     MTX era                 Biologics era 



Ⱥˊɘɓɑɤůɖ DMARDS ůŰɖ Ʌȷ 

Aletaha D, J Rheymatol 2002; 29: 1631 

Van der Kooij SM, Ann Rheum Dis 2007; 66: 1356 



ȹɘɎɟəŮɘŬ 

ɗŮɟŬˊŮɑŬɠ 

 

DANBIO 52%* 56%* 41% 4 ɏŰɖ 

SCQM 66%* 65%* 58% 2 ɏŰɖ 

DREAM 78%# 79%^ 69% 1 ɏŰɞɠ 

BSRBR 70% 71% 58% 6 ɛɐɜŮɠ 

Ⱥˊɘɓɑɤůɖ ȸɘɞɚɞɔɘəɩɜ ˊŬɟŬɔɧɜŰɤɜ ůŰɖ Ʌȷ 

ȹŮŭɞɛɏɜŬ Ŭˊɧ Registries 

 SSTAG                                 65%**                  36%                5 ɏŰɖ 

**p< 0,001 
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  DAS28Ò 3.2 DAS28<2.6 

* 

** 

*p = 0.004 

**p = 0.003 

Ⱥˊɑ ŬˊɞŰɡɢɑŬɠ ɀŮɗɞŰɟŮɝɎŰɖɠ: 

MTX + DMARDs vs MTX + anti-TNF 

13 

MTX + anti-TNF(n=98) 

MTX + DMARDS(n=129) 

NOR-DMARD registrer 

6 ɛɐɜŮɠ 

Elizabeth Lie, Ann Rheum Dis 2011; 70: 2103 

ɄɟɞɞˊŰɘəɐ, ˊɞɚɡəŮɜŰɟɘəɐ ɛŮɚɏŰɖ ˊŬɟŬŰɐɟɖůɖɠ 

ȹɘɎɟəŮɘŬ ɜɧůɞɡ Ò 5 ɏŰɖ 



SWEFOT study(early RA MTX IR): 
(MTX + HCQ + SSZ) vs (INF + MTX) 

*p< 0, 0001 

ȷɜŬůŰɞɚɐ Űɖɠ ŬəŰɘɜɞɚɞɔɘəɐɠ Ůɝɏɚɘɝɖɠ ɛŮ anti-TNF  

Van Vollenhoven, R et al, Lancet 2012 



H ˊɟɞůɗɐəɖ Űɞɡ ŬɜŰɘTNF ˊŮŰɡɢŬɑɜŮɘ ɛŮɔŬɚɨŰŮɟɖ Ůˊɘɓɑɤůɖ ɗŮɟŬˊŮɑŬɠ 

Eˊɘɓɑɤůɖ ɗŮɟŬˊŮɑŬɠ ůŰɖ Ʌȷ 

DMARDs vs anti-TNF 

P<0.001 

Elizabeth Lie, Ann Rheum Dis 2011; 70: 2103 



  

  

Anti-TNFa ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ 

Ⱦɚɘɜɘəɐ ŬɜŰŬˊɧəɟɘůɖ 
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   *p <  0,001 

  * *p< 0,0001  
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Response Rates at week 52 

ACR50 

§ 

MTX                 MTX               MTX                 MTX                    MTX 

     + INF               + ETA             + ADA              + CMZ                 + GLB 
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37,1 
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ȹɘŬűɞɟŮŰɘəɏɠ ɛŮɚɏŰŮɠ, ɧɢɘ ŬˊŮɡɗŮɑŬɠ ůɨɔəɟɘůɖ 

Lipsky PE, N ENGL J Med 2000; 343: 1594 

Klresgog L, Lancet  2004; 363: 675 

Keystone E, Arthritis Rheum 2004; 50: 1400 

Keystone E , Ann Rheum Dis 2010; 69: 1129 

Keystone E, Arthritis Rheum 2008; 58: 3319 

* 

§: 50 mg/m 



    DANBIO Registry: direct comparison and efficacy 

    and adherence between anti-TNFs in RA 

DAS28 remission rates at 6 and 12 months 

12 months 

ADA=444 

ETN=377 

INF=690 

6 months 

ADA=536 

ETN=414 

INF=889 

N-values 

LUNDEX-corrected responses were calculated as follows:  

(fraction of starters still in the study after x months) x (fraction responding at x months) 

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

Hetland ML, et al. Arthritis Rheum 2010;62:22-32. 

http://www.google.com/imgres?imgurl=http://vercors.univ-savoie.fr/ressourcesenligne/cours_hh/new/LEA_L&C2/L&C2_02/flag_denmark.gif&imgrefurl=http://vercors.univ-savoie.fr/ressourcesenligne/cours_hh/new/LEA_L&C2/L&C2_02/step_4A.htm&usg=__n7gPGXa1LT8PemULoXnBpAp8wBM=&h=240&w=360&sz=3&hl=en&start=2&tbnid=rwQipSujpTMCMM:&tbnh=81&tbnw=121&prev=/images?q=danish+flag&hl=en&tbs=isch:1&itbs=1


Infliximab 

Etanercept 

Adalimumab 

Golimumab 

Certolizumab 

 Anti-TNFa  ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ RA : 

Ⱦɚɘɜɘəɐ ŬɜŰŬˊɧəɟɘůɖ ACR50 (ɀŮŰŬɜɎɚɡůɖ) 

Aaltonen KJ et al, PLoS ONE; 7: e30275 



  

  

Anti-TNFa ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ: 
ȿŮɘŰɞɡɟɔɘəɐ ɘəŬɜɧŰɖŰŬ (HAQ score) 
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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 

Keystone E, Arthitis Rheum 2008; 58: 3319 

Keystone E , Ann Rheum Dis 2009; 68: 789 

Response Rates at week 52 

ȹɘŬűɞɟŮŰɘəɏɠ ɛŮɚɏŰŮɠ, ɧɢɘ ŬˊŮɡɗŮɑŬɠ ůɨɔəɟɘůɖ 

§ §=24W 
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   *p < 0.001 

  **p < 0,0001 

 ***p < 0.01 

***p < 0.015  

mTSS ůŰɘɠ 52 ŮɓŭɞɛɎŭŮɠ 

Jones G, Biologics: Targets and Therapy 2012; 6: 155 

MTX vs anti-TNFa + MTX 
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ȹɘŬűɞɟŮŰɘəɏɠ ɛŮɚɏŰŮɠ, ɧɢɘ ŬˊŮɡɗŮɑŬɠ ůɨɔəɟɘůɖ 

Anti-TNFa ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ: 
ȷəŰɘɜɞɚɞɔɘəɎ ŭŮŭɞɛɏɜŬ 



Kremer JM, Arthritis Rheum 2011; 63: 609 

DAS28 < 2,6                   47,2 %§                      30,2%ÿ                           7,9 % 

 

 

Tocilizumab ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ 1 
ȾɚɘɜɘəɎ  ŭŮŭɞɛɏɜŬ 

                                    Tocilizumab        

                        8 mg/Kg+MTX            4 mg/Kg+MTX             Placebo + MTX        

§ p < 0,0001,                              ÿ p < 0,05   

* P < 0,0001 

ACR50 

LITHE study: 1196 ŬůɗŮɜŮɑɠ Ŭˊɧ 121 əɏɜŰɟŬ 



Tocilizumab ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ 2          
ȷəŰɘɜɞɚɞɔɘəɎ ŭŮŭɞɛɏɜŬ 

 *p < 0.0001 

À p < 0.05 

ÿ p < 0.01 

LITHE study 

Kremer JM, Arthritis Rhreum 2011; 63: 609 

Smolen J, Ann Rheum Dis 2012; 71: 687 

ȷɜŬůŰɞɚɐ Ŭɟɗɟɘəɐɠ ɓɚɎɓɖɠ ŬɜŮɝɎɟŰɖŰŬ  

Ŭ́ ɧ Űɞ ɓŬɗɛɧ ŮɜŮɟɔɧŰɖŰŬɠ Űɖɠ ɜɧůɞɡ 

* P < 0,0001 

À P< 0,05 

ÿ < 0,01 

Low DA 

High DA 
*p = 0.0009 

* 



  

  

Tocilizumab ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ 3 
ȿŮɘŰɞɡɟɔɘəɐ ɘəŬɜɧŰɖŰŬ (HAQ-DI) 
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   *p < 0.05  

20 

8 mg/Kg + MTX 

4 mg/Kg + MTX 

Placebo + MTX 

62,7% * 
59,6% 

52,7% 

Response Rates at week 52 

Kremer JM, Arthritis Rheum 2011; 63: 609 

LITHE study 



Anakinra ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ 
ȾɚɘɜɘəɎ ï ȷəŰɘɜɞɚɞɔɘəɎ ŭŮŭɞɛɏɜŬ 

Cohen SB, Ann Rheum Dis 2004; 63: 1062 

Bresnihan B, J Rheumatol 2004; 31: 1103 

 *  P < 0.05 

 ** p < 0.01 

*** p < 0.001   
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24 weeks 

weeks 



67,3% 

39,3% 

P < 0,001 

 HAQ-DI score 

Kremer JM, Ann Int Med 2006; 144: 865 

ACR50 48,3% 

18,2% 
P < 0,001 

                DAS28 <2.6 

  ABA + MTX                15% 

  PBO + MTX                  3% 

Abatacept ůŰɖɜ ŮɔəŬŰŬůŰɖɛɏɜɖ Ʌȷ  1 
Ⱦɚɘɜɘəɐ ŬɜŰŬˊɧəɟɘůɖ - ȿŮɘŰɞɡɟɔɘəɐ ɘəŬɜɧŰɖŰŬ (HAQ-DI) 

P<0,001 



Abatacept ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ Ʌȷ 2 
ȷəŰɘɜɞɚɞɔɘəɎ ŭŮŭɞɛɏɜŬ 

ȺˊɘɓɟɎŭɡɜůɖ Űɖɠ Ůɝɏɚɘɝɖɠ Űɖɠ ŬəŰɘɜɞɚɞɔɘəɐɠ ɓɚɎɓɖɠ ~ 50% Űɞɜ 1 ɢɟɧɜɞ 

                           (Genant-modified total Sharp scores) 

Kremer JM, Ann Int Med 2006; 144: 865 

P < 0,029 P < 0,009 P < 0,012 



* 

* 

P < 0,0001 

24 weeks 

Rituximab :  Ʌȷ ɛɖ ŬɜŰŬˊɞəɟɘɜɧɛŮɜɖ ůŮ anti-TNFa 

Kɚɘɜɘəɏɠ ŬˊŬɜŰɐůŮɘɠ(REFLEX) 

Cohen SB, Arthritis Rhreum  2006; 54: 2793 

Rubbert-Roth A, Arthritis Res Ther 2009; 11(Suppl): S1 



12 months 24 months 

*p < 0,005 

**p < 0,0001 

Keystone EC, Ann Rheum Dis 2009;68:216, Cohen  SB, Ann Rheum Dis 2010; 69:1158 

Keystone EC, J Rheumatol 2012; 39:2238 

Rituximab :  Ʌȷ ɛɖ ŬɜŰŬˊɞəɟɘɜɧɛŮɜɖ ůŮ anti-TNFa 

ȷəŰɘɜɞɚɞɔɘəɎ ŭŮŭɞɛɏɜŬ (REFLEX) ï ȼAQ-DI 

*p<0,05 



 Ƀɘ ɓɘɞɚɞɔɘəɞɑ ˊŬɟɎɔɞɜŰŮɠ  ůŰɖɜ ŮɔəŬŰŮůŰɖɛɏɜɖ RA : 

ȿŮɘŰɞɡɟɔɘəɐ ȽəŬɜɧŰɖŰŬ (ɀŮŰŬɜɎɚɡůɖ) 


