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΢ηοαηηγική θεοαπείαπ οερμαηξειδξύπ αοθοίηιδαπ 

Ποώιμη θεοαπερηική παοέμβαζη 
 

«Εμηαηική» παοακξλξύθηζη 
 

Καθξοιζμόπ αμηικειμεμικώμ ζηόςτμ θεοαπείαπ 

 
΢ρμδραζμόπ θαομάκτμ 



Ποώιμη θεοαπερηική παοέμβαζη  

Lard LR, et al.  Am J Med.  2001;111:446-451 
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Bakker MF, et al. Ann Rheum Dis 2007;66 (Suppl III):iii56–iii60 

Πώπ επιηργςάμξμηαι ξι θεοαπερηικξί ζηόςξι; 



Sulfasalazine +MTX+HCQ     Dose escalation 

Oral prednisone +MTX+CsA Other DMARDs 

 

Απξηελεζμαηικόηηηα ηηπ ζρζηημαηικήπ 
παοακξλξύθηζηπ βάζει ηξρ DAS   TICORA 

Single-blind, 18-month, controlled trial, including 110 patients with RA <5 years, randomized to either intensive 
management of protocol-based escalation of DMARDs or routine care 

Grigor C, et al. Lancet. 2004;364(9430):263-9. 

Α. Γμηαηική παρακολούθηζη 
• Εκηίμηζη DAS /μήμα 
• DAS >2.4   DMARDs 

Β . Σσμήθης παρακολούθηζη 
• Εκηίμηζη /3μήμεπ 
• Σοξπξπξίηζη αγτγήπ βάζει ηηπ γμώμηπ 

ηξρ ιαηοξύ 
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Grigor C, et al. Lancet. 2004;364(9430):263-9. 

Απξηελεζμαηική η ζρζηημαηική παοακξλξύθηζη  
και ηοξπξπξίηζη ηηπ αγτγήπ βάζει ηξρ DAS 

Mελέηη TICORA 



Κλιμικά απξηελέζμαηα ζε 18 μήμεπ 

P<0.0001 -3.5 -1.9 Mean Fall in DAS 

P<0.0001 84% 40% ACR50 
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4.0 SF12 Physical Summary Score 

-0.47 Change in HAQ 

-14 Change in CRP (mg/dL) 

18% ACR70 

16% EULAR Remission 

44% 
EULAR Good Response (DAS ≤2.4 

and fall of 1.2 from baseline) 

Routine Care 

(n=53) 

Grigor C, et al. Lancet. 2004;364:263-269 

Eμηαηική παοακξλξύθηζη και κλιμικέπ μεηοήζειπ μειώμξρμ ηη 
δοαζηηοιόηηηα ηηπ μόζξρ 



* P<0.02, ** P<0.002, Mann-Whitney 

Ακηιμξλξγική ενέλινη: 
0 και 18 μήμεπ 
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Median change in erosion, joint space narrowing and total Sharp score 



Treatment Strategies in Early RA 

Sequential 

MONO-Therapy 

STEP-UP 

Therapy 

Initial COMBO 

Therapy 

Initial 

BIOLOGIC 

Therapy 

MTX MTX MTX 

+ SSZ + PRED 

MTX 

+ Infliximab 

1. 

SSZ MTX 

+ SSZ 

MTX 

+ CSA + PRED 

SSZ 2. 

LEF MTX 

+ SSZ + HCQ 

MTX 

+ Infliximab 

LEF 3. 

MTX 

+ Infliximab 

MTX + SSZ 

+ HCQ + PRED  

MTX  

+ CSA + PRED 

4. 

MTX  

+ Infliximab  

5. 

BeSt 

De Vries-Bouwstra JK, et al. Arthritis Rheum. 2003;48:3649. 

Treatment adjustments were made 
every 3 months in an effort to obtain 

low disease activity 

 

 
Ν=508 
 

 
Target to treat 
 



DAS Responders: BeSt Study 
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De Vries-Bouwstra JK, et al. Arthritis Rheum. 2003;48:3649. 



Ακηιμξλξγική ενέλινη ζηα 2 ςοόμια 
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P = 0.003* 

* Overall P-value, SDD = smallest detectable difference 

Goekoop-Ruiterman YP, et al. Arthritis Rheum. 2005;52:3381-3390 



Monotherapy vs Combination therapy? 



Treatment of RA with methotrexate alone, sulphasalazine 
and hydroxychloroquine, or a combination of all three 

medications 

O’Dell JR et al N Eng J Med 1996;334:1287-1291 

All three drugs 

Sulfasalazine & 

hydroxychloroquine 

Methotrexate 



Combination Therapy in Early RA 
No Radiographic Progression at 24 Months 
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Calguneri M, et al.  Clin Exp Rheumatol. 1999;17:699-704. 

One Drug Two Drugs  Three Drugs 

% 
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van Vollenhoven RF, et al. Lancet 2009; 374: 459-466 



Van Vollenhoven RF, et al. Presented at: 2008 ACR Annual Scientific Meeting; October 24-29, 2008; San Francisco, CA. Abstract 717. 

Patients on MTX Monotherapy with DAS28<3.2 
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• 75% ηωμ αζθεμώμ ζσμετίζοσμ με MTX (μομοθεραπεία) με LDA (DAS28 <3.2) 

Μξμξθεοαπεία με ΜΣΥ ζε ποώιμη ΡΑ ξδηγεί ζε LDA  
SWEFOT 

• N=487 με ποώιμη ΡΑ (< 1 έηξπ) 

• ΢ε όλξρπ ςξοηγήθηκε MTX (έτπ 20 mg/week) 

• Μεηά 3-4 μήμεπ, 144 αζθεμείπ με DAS28<3.2 ζρμέςιζαμ με MTX & δεμ ζρμμεηείςαμ ζηημ 
ελεγςόμεμη μελέηη SWEFOT 



ACR 20/50/70 at Weeks 52 and 104 

*p<0.001 for adalimumab + MTX vs MTX alone and adalimumab alone 

# p=0.043 for MTX vs adalimumab, others NS 

PREMIER Study 
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Breedveld FC, et al. Arthritis Rheum. 2006;54:26-37. 



TEMPO: Clinical Response at Week 52 
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*P<0.01 combination vs MTX; †P<0.05 combination vs etanercept; **P<0.01 combination vs etanercept  
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Klareskog L. EULAR 2003. Satellite Symposium: ‘New Perspectives on Treatment Expectations in  

Rheumatoid Arthritis’ Efficacy and Tolerability – Evolving Expectations for Biological Therapy in Rheumatoid 

Arthritis. 



TEAR Trial: RCT in early RA 

Immediate 

MTX+HCQ+SSZ 

(Triple Therapy) 

Immediate 

MTX+ 

etanercept 

Step up from 
MTX to triple 
therapy 

Step up from 
MTX to 
MTX+etanercept 

If DAS > 3.2 at 6 months 

DAS28 at 2 

years 

2.9 3.0 2.8 3.1 

ACR20 at 6 

months (%) 

64.0 63.6 47.7 45.2 

ACR50 at 6 

months (%) 

38.6 35.5 21.5 22.1 

ACR70 at 6 

months (%) 

11.4 13.1 4.7 3.2 

Moreland LW et al.  ACR Annual Meeting, October 2009, Abstract #1895. 



TEAR: mean DAS28 ζηιπ 102  Εβδξμάδεπ 
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Moreland LW et al.  ACR Annual Meeting, October 2009, Abstract #1895. 



Αρνάμει ξ κίμδρμξπ Λξιμώνετμ με ηη ςξοήγηζη 
ητμ αμηι-TNFα παοαγόμητμ? 

Bongartz T  et al, JAMA 2006;295:2275-85 

 
• 126 ζξβαοέπ λξιμώνειπ ζε ΡΑ ρπό infliximab ή adalimumab 
• 12 ήζαμ κξκκιτμαηώδειπ, ξι ρπόλξιπεπ βακηηοιακέπ 
• OR για ηιπ ζξβαοέπ λξιμώνειπ: 2.0 (95% CI 1.3- 3.1) 

 

3.6% 1.7% 

• All published RCTs with infliximab and adalimumab 
• N = 9 (6 excluded,<12 weeks or differential exclusion criteria or lack of control group) 



Κίμδρμξπ ζξβαοώμ βακηηοιακώμ λξιμώνετμ 

Ο κίμδρμξπ για 
μξζηλεία ήηαμ   ~2-
θξοέπ ρσηλόηεοξπ 
γεμικά  (ζε πεοίξδξ 20 
μημώμ) και 

4-θξοέπ ρσηλόηεοξπ 
ηξρπ ποώηξρπ 6 μήμεπ 
ζε ζύγκοιζη με αρηξύπ 
πξρ λάμβαμαμ μόμξ 
MTX (ηλικία, ΥΑΠ, 
΢Δ) 

Curtis JR et al, Arthritis Rheum 2007;56:1125-33 



H. Zoster infection with TNF inhibitor Use 

• RABBIT (German Biologics Registry) 2001-06 
• DMARD  vs TNF (5040) pts (ETN, ADA, INF)  

– 86 Varicella-Zoster Viral (VZV) infections in 82 
patients 

• 15 multidermatomal 
• 18 serious 
• 12 hospitalized 
• 4 H. zoster ophthalmicus 

• VZV Rates: TNF vs DMARD    
• Significantly Increased Risk w/ 

–  Age (1.73),  
– DAS (1.36),  
– Pred >10mg (2.9) 

Strangfeld A, et al. JAMA 2009; 301:737 

Rx HR 95%CI 

ETN 1.36 (0.73-2.5) 

MAbs 1.82 (1.05-3.15) 

All TNF 1.63 (0.97-2.4) 

TNF use “may” increase risk of H. Zoster 
 



Bongartz T  et al, JAMA 2006;295:2275-85 

Αρνάμει ξ κίμδρμξπ μεξπλαζιώμ με ηη ςξοήγηζη 
ητμ αμηι-TNFα παοαγόμητμ? 

OR για μεξπλαζίεπ: 3.3 (95% CI 1.2- 9.1) 

 



Medication costs 

ACR Treatment Guidelines; Arthritis Rheum 2002; 46:328-346 



΢ρμεπώπ 

• Έκβαζη μόζξρ βεληιώμεηαι όηαμ ρπάοςει 
καθξοιζμέμξπ ζηόςξπ θεοαπείαπ 
 

• Ύθεζη ή ταμηλή δραζηηριόηηηα μόζοσ 
 

• Γarly treatment and “Tight control” of RA 
 

• Έμαονη με MTX (ποξξδερηική αύνηζη δόζηπ) 
 

• ΢ρμδραζμόπ DMARDs 
 

• Αποηελεζμαηικόηηηα, Αζθάλεια, Κόζηος, 
Προηίμηζη αζθεμούς 


