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ΠΕΡΙΓΡΑΜΜΑ 

• Αποτελεςματικότθτα 

• Μονοκεραπεία και ςυγχοριγθςθ με DMARDS 

• Επιβίωςθ των κεραπειών 

• Αλλαγι(‘’switching’’) των κεραπειών 

• Ποιότθτα ηωισ και λειτουργικότθτα των αςκενών 



REGISTRIES 

• Αρχεία καταγραφισ αςκενών με ςυςτθματικά 
αυτοάνοςα νοςιματα και των κεραπειών τουσ 

• θμαντικά πλεονεκτιματα ζναντι των RCT’s 

– Μακροπρόκεςμθ καταγραφι αποτελεςματικότθτασ 
και τοξικότθτασ 

– υμμετοχι όλων των αςκενών χωρίσ αποκλειςμοφσ 

– Μεγάλο δείγμα αςκενών 

– Δυνατότθτα ςφγκριςθσ διάφορων κεραπευτικών 
ςχθμάτων 



ΑΠΟΣΕΛΕΜΑΣΙΚΟΣΘΣΑ 

• Πόςο εφικτι είναι ςτθν πράξθ θ επίτευξθ 
φφεςθσ; 



ΑΠΟΣΕΛΕΜΑΣΙΚΟΣΘΣΑ ANTI-TNF 



ΑΠΟΣΕΛΕΜΑΣΙΚΟΣΘΣΑ 
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ΑΠΟΣΕΛΕΜΑΣΙΚΟΣΘΣΑ 
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ΑΠΟΣΕΛΕΜΑΣΙΚΟΣΘΣΑ ABA-TCZ 
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ΜΟΝΟΘΕΡΑΠΕΙΑ 

• Πόςο ςυχνι είναι θ μονοκεραπεία με 
βιολογικό παράγοντα; 





ΜΟΝΟΘΕΡΑΠΕΙΑ 

• NOR-DMARD: 33%1 

• BSRBR: 32%2 

• RABBIT: 34%3 

• ARTIS: 30%4 

• ORA: 35%5 

• AIR: 33%5 

• LORHEN: 8%6 

• Swiss Registry: 27%7 

• DAMBIO: 19%8 

 

• ETN,ADA, CTZ και TCZ 
ζχουν πάρει εγκριςθ 
για μονοκεραπεία (ETN 
ζχει εγκρικεί και για τθν 
αναςτολι 
ακτινολογικών βλαβών) 

 All registries/studies are anti-TNF focused, other than ORA (abatacept), 
AIR (rituximab) and RABBIT (anti-TNFs and anakinra). 

1. Heiberg MS, et al. Arth Care Res 2008;59:234–240; 2. Soliman MM, et al. 
Ann Rheum Dis 2011;70(4):583–589; 3. Listing J, et al. Arthritis Res Ther 
2006;8(3):R66; 4. Askling J et al. Ann Rheum Dis 2007;66;1339–1344; 5. 

Mariette X, et al. Rheumatology (Oxford) 2011;50(1):222–229; 6. Filipinni 
M et al.  

BioMed Research International 2014, Article ID 416892, 8 pages; 7. Gabay 
C, et al. Rheumatology  2015;54:1664–1672; 8. Jørgensen TS, et al. 

Rheumatology 2015. pii:kev216. [Epub ahead of print]. 
 



ΜΟΝΟΘΕΡΑΠΕΙΑ 

• Ποιοι είναι οι λόγοι  που οδθγοφν ςτθ 
μονοκεραπεία; 



ΑΙΣΙΕ ΔΙΑΚΟΠΘ ΣΩΝ DMARDS 

n=3923, 19% Monotherapy 

Pappas D, Rheumatol Ther 2015 
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ΜΟΝΟΘΕΡΑΠΕΙΑ 

• Τπερζχει όμωσ θ μονοκεραπεία ςτθν 
αποτελεςματικότθτα; 



Response rates with biologic monotherapy are lower 
than with combination therapy 

bDMARD, biological disease modifying antirheumatic drug; csDMARD, conventional synthetic  disease modifying antirheumatic drug; DAS, disease activity score;  
EULAR, European League Against Rheumatism; MTX, methotrexate; SCQM-RA, Swiss clinical quality management in rheumatoid arthritis; TNF, tumour 
necrosis factor.   
1. Gabay C, et al. Rheumatology 2015;54:1664–1672; .  
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Efficacy among anti-TNFs in RA 

EULAR response (%) 

Good Moderate None 

DMARDs combined with anti-TNF 
agents 

27.1 56.2 16.7 

Anti-TNF agent (monotherapy) 18.9 46.7 34.4 

EULAR responses at one year of 

treatment 

Bazzani C, et al. Autoimmun Rev 2009;8:260-265. 



ΕΠΙΒΙΩΘ ΣΩΝ ΒΙΟΛΟΓΙΚΩΝ 

• Ζχουν όλοι οι Anti-TNF τθν ίδια επιβίωςθ; 



A B 

Efficacy-related drug survival Toxicity-related drug survival 

1yr 5yrs 

infliximab 64% 31% 

adalimumab 67% 43% 

etanercept 68%  49% 

18 

 
 

ΕΠΙΒΙΩΘ ΒΙΟΛΟΓΙΚΩΝ 

Comparable between agents 
efficacy-related drug survival 
but lower of infliximab due 
to toxicity 



Discontinuation rates in RA 

INF vs. ADA INF vs. ETN ADA vs. ETN 

All patients (1089 events) 1.35 (1.15–1.58) 1.98 (1.63–2.40) 1.47 (1.20–1.80) 

Lack of efficacy (727 events) 1.16 (0.95–1.41) 1.70 (1.35–2.15) 1.47 (1.15–1.87) 

Adverse events (327 events) 1.77 (1.34–2.34) 2.65 (1.88–3.73) 1.50 (1.04–2.16) 

The hazard ratio for withdrawal, adjusting for baseline DAS28, age, disease duration, seropositivity, concomitant MTX or 

prednisone, previous DMARDs, HAQ score and centre, was highest for INF and lowest for ETN. 

Hazard Ratio (95% CI) for drug withdrawal 

The drug adherence was highest 
for ETN and lowest for INF 
regardless of the reason for 
withdrawal 
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 Patients remaining on drug at 4 years 

P<0.0001 by log rank test 

Hetland ML et al. Arthritis Rheum 2010;62:22-32. 
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ΕΠΙΒΙΩΘ ΣΩΝ ΒΙΟΛΟΓΙΚΩΝ 

• Τπαρχουν διαφορζσ ςτθν επιβίωςθ ςτθ 
μονοκεραπεία; 



ΕΠΙΒΙΩΘ ΣΩΝ ΒΙΟΛΟΓΙΚΩΝ 
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ΕΠΙΒΙΩΘ ΣΩΝ ΒΙΟΛΟΓΙΚΩΝ 

• Πότε μειώνεται θ επιβίωςθ; 



Systematic review of EU registries*: Drug survival is 
higher in earlier lines of therapy 

ADA, adalimumab; ETN, etanercept, INF, Infliximab.  
1. Arora A, et al. Int J Rheumatol 2013; 2013: 764518. 

  
 

After 1 year, drug survival on TNF inhibitors decreases, with a further decrease seen by year 5 
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N(n) = number of patients (number of studies) 

*DREAM, SCQM, DANBIO, BSRBR, GISEA, LOHREN, RABBIT 



ΕΠΙΒΙΩΘ ΣΩΝ ΒΙΟΛΟΓΙΚΩΝ 
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CORRONA: Effect of anti-TNFs in biologically  
naïve and switched patients 

25 

Greenberg JD, et al. Ann Rheum Dis 2012;71:1134–1142. 

TNF, tumour necrosis factor.   

Response, remission and persistence outcomes were diminished for patients who switched anti-TNF 

Drug persistency for biologically naïve patients versus those switched to anti-TNF agents 

http://commons.wikimedia.org/wiki/File:Flag_of_the_United_States.svg


ΕΠΙΒΙΩΘ ΣΩΝ ΒΙΟΛΟΓΙΚΩΝ 

• Ποια είναι θ επιβίωςθ των non Anti-TNF; 



Two -year drug survival and treatment effect of 
abatacept and tocilizumab  

• In RA patients (>99% TNFi failures) treated with abatacept and tocilizumab, 54-66% 
of patients respectively were still receiving the drug after 48 weeks and 39-58% after 
96 weeks 

• Due to the non-randomised study design, no direct comparison can be made 

 

27 

Leffers HC, et al. Arthritis Rheum 2012;64(10Suppl):1271. 

Baseline Week 48 Week 96 

Abatacept 

Median DAS28 5.2 3.2 2.9 

Good-or-moderate EULAR  76% 79% 

Remission rates 29% 38% 

Tocilizumab 

Median DAS28 5.3 2.7 3.0 

Good-or-moderate EULAR  87% 97% 

Remission rates 49% 41% 

Treatment effect of abatacept and tocilizumab  

DAS, disease activity score; EULAR, European League Against Rheumatism;  

RA, rheumatoid arthritis; TNFi, tumour necrosis factor inhibitor.   
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ΑΛΛΑΓΘ ΒΙΟΛΟΓΙΚΩΝ-‘’SWITCHING’’ 

• Πόςο αποτελεςματικοί είναι οι Anti-TNF ωσ 
κεραπεία 3θσ γραμμισ; 



Response to a second TNF inhibitor after failing a first 
TNF inhibitor  

ACR, American College of Rheumatology; EULAR, European League Against Rheumatism; TNF, tumour necrosis factor.  
1. Rubbert-Roth A, et al. Arthritis Research & Therapy 2009;11(Suppl 1):S1; 2. Karlsson JA, et al. Rheumatology 2008;47:507–513. 

• 20–40% of patients treated with a TNF inhibitor fail to achieve an ACR20 response1 

• An established treatment approach is to switch from one TNF inhibitor to another1 

• Results from biologic registries show that efficacy may decline when switching from one TNF 
inhibitor to another2 
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Anti-TNF Switching 
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ΑΛΛΑΓΘ ΒΙΟΛΟΓΙΚΩΝ-‘’SWITCHING’’ 

• Πόςο αποτελεςματικι είναι θ αλλαγι ςε άλλθ 
τάξθ βιολογικισ κεραπείασ; 



European Collaborative Registries for the Evaluation of 
Rituximab in RA (CERERRA) initiative  

 



ΑΛΛΑΓΘ ΒΙΟΛΟΓΙΚΩΝ-‘’SWITCHING’ 

• Ποιοσ είναι ο κφριοσ λόγοσ αλλαγισ του 
βιολογικοφ παράγοντα; 



Changes in discontinuation  
patterns of anti-TNFs in RA over 10 yrs. 

Over time, the proportion of patients discontinuing tumor necrosis factor (TNF) inhibitors 
during the first year of treatment has increased 

Inefficacy, as a reason for discontinuation, is increasing 

The rate of discontinuation due to AEs  has remained stable over the years. 
Gomez-Reino JJ, et al. ARD pub. Online Oct. 13 2011  

Main reasons for discontinuation during first year of 

treatment.  
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ΠΟΙΟΣΘΣΑ ΗΩΘ-ΛΕΙΣΟΤΡΓΙΚΟΣΘΣΑ 

• Πόςο ζχει βελτιωκεί θ ποιότθτα ηωισ και θ 
λειτουργικότθτα με τισ βιολογικζσ κεραπείεσ; 



 Biologic therapy, functional status 
and work ability in RA 
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HAQ, Health Assessment Questionnaire 
Augustsson J, et al. Ann Rheum Dis 2010;69:126-131. 
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Functional status and biologics 
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ΤΜΠΕΡΑΜΑΣΑ 

• Θ ειςαγωγι των βιολογικών  παραγόντων άλλαξε 
ριηικά τθν πορεία τθσ νόςου βελτιώνοντασ τθν 
επιβίωςθ,τθν πρόγνωςθ και τθν ποιότθτα ηωισ 
των αςκενών 

• Ωςτόςο ακόμα υπάρχει ςθμαντικό ποςοςτό 
αςκενών που δεν ανταποκρίνονται ςε αυτζσ τισ 
κεραπείεσ παρά τθν πλθκώρα των επιλογών 

• Ανάγκθ για νζεσ πιο αποτελεςματικζσ και 
καινοτόμεσ κεραπείεσ 




