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Σύγκρουση συμφερόντων 

 
 Τιμητική  αμοιβή  για την εκδήλωση  από την Abbvie 



ΚΥΡΙΟΙ ΣΤΟΧΟΙ ΤΗΣ ΘΕΡΑΠΕΙΑΣ 

 Έλεγχος   της   δραστηριότητας   της   νόσου 
 

 Επιβράδυνση  του   ρυθμού  της   βλάβης  
 

 Ελαχιστοποίηση του πόνου,  της δυσκαμψίας, της κόπωσης 
 

 Ποιότητα ζωής,  εργασία,  κοινωνικοποίηση 



Review of RA treatments/research over time1–7 
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There are many potential molecular targets in rheumatic disease1 

First hit: 
break tolerance 

Second hit: 

joint homing 

• Abatacept 

• JAKi 

• Treg 
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• Tolerogenic dendritic cells 

• Microbiome 

ACPA, anti-citrullinated protein antibodies; AMPA, anti-modified protein antibodies;  Btk, Bruton’s tyrosine kinase; GM-CSF, granulocyte macrophage colony-stimulating factor;  IL, interleukin; JAK, Janus kinase; JAKi, JAK inhibitor; Mφ, 

macrophage; PMN, polymorphonuclear leukocyte; RF, rheumatoid factor; Syk, spleen tyrosine kinase; TNF, tumor necrosis factor; TNFi, TNF inhibitor; Treg, regulatory T cell 

Antigen presentation 

T cell activation 
T cell 

B cell activation 
B cell 

Autoantibodies 

• AMPA, eg ACPA 

• RF 

Synovial inflammation 

• TNF, IL-6 

Mφ PMN 

Clinical arthritis 

Joint inflammation 

and destruction 

Extra-articular disease 

Pirfenidone2 

Lungs 

Heart 

1. Adapted from McInnes IB, Schett G. Lancet 2017;389:2328–37; 2. Iqbal K, Kelly C. Ther Adv Musculoskel Dis 2015;7:247–67 Presented at Open Rheum 2019  



Treat to Target    (T2T) 
 
Στρατηγική θεραπείας:   αρκετά επιθετική  για  να  φτάσει  και  να 

διατηρήσει σαφώς  καθορισμένους  και  διαδοχικά  μετρήσιμους   στόχους 
 
• Ύφεση  ή  χαμηλή δραστηριότητα νόσου 
 
• Σαφές  τελικό  σημείο  («στόχος) 

 
• Λειτουργεί ως  ειδικός  αλγόριθμος  θεραπείας 

 
• Απλοποιεί  το  πλήθος  πολύπλοκων  αλληλουχιών  φαρμάκων  προς  χρήση  

Treating rheumatoid arthritis to target: recommendations of an international task force. Ann Rheum Dis 2010;69:631–637 



EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2019 update. Ann Rheum Dis 
2020;79:685–699 



“If the treatment target is not achieved with the first csDMARD strategy and poor 

prognostic factors are present, a tsDMARD or a bDMARD should be added” 
 Updated in 2019 
  

 In 2016 it read: “If the treatment target is not achieved with the first csDMARD strategy, … addition of a bDMARD or a tsDMARD 
should be considered; current practice would be to start a bDMARD” 

  

 2 MAJOR CHANGES: 

1. The preference of bDMARDS over  tsDMARD was revised because of new evidence regarding the successful long-term 
efficacy and  safety of  JAK Inhibitors and because  bDMARDS  and   tsDMARDS have on average similar efficacy.  JAK 
infibitors should be used with causion in patients with high risk of  VTE. 

 

2. Recommended that a  bDMARD  should be “added” rather than “considered”.  This constitutes a stronger support for 
combination therapy. 

 

Recommendation 8 

EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2019 update. Ann Rheum Dis 
2020;79:685–699 



. O’Shea JJ, et al. Annu Rev Med 2015;66:311–28 



JAK/STAT pathway: Βασικές κυτταροκίνες που εμπλέκονται στη παθοφυσιολογία της ΡΑ 

aIL-10/IL-22 may have pro- or anti-inflammatory activities depending on the cellular environment and/or disease state  
bType II cytokine receptors such as those for gp130 subunit sharing receptors for IL-6 and IL-11 as well as IL-10, IL-19, IL-20, and IL-22, mainly signal through JAK1, but also associate with JAK2 and TYK2. EPO, erythropoietin; GM-CSF, granuloctye macrophage colony-stimulating factor; IFN, 
interferon; TPO, thrombopoietin; TYK2, tyrosine kinase 2 

• Growth/maturation 
of lymphoid cells 

• Differentiation/ 
homeostasis of 
T cells, NK cells 

• B-cell class switching 
• Inflammation 

• Antiviral 
• Inflammation 
• Antitumor 

• Naïve T-cell 
differentiation 

• T-cell homeostasis 
• Inflammation 
• Granulopoiesis 

• Antiviral 
• Inflammation 
• Antimycobacterial 

• Innate immunity 
• Differentiation/ 

proliferation of 
Th17 cells 

• Inflammation 

• Erythropoiesis 
• Myelopoiesis 
• Megakaryocyte/ 

platelet 
production 

• Growth 
• Mammary 

development 

JAK1 JAK3 JAK2b 
TYK2 JAK1 JAK1 

TYK2b 

JAK1 JAK2 JAK2 
TYK2b JAK2 JAK2 

γ-chain cytokines 

IL-2, IL-4, 
 IL-7, IL-9, 

IL-15, IL-21 IFN-γ 
IL-12 
IL-23 

EPO,TPO 
GM-CSF 
IL-3, IL-5 

IL-6, IL-11,  
IL-13, IL-27, 
IL-31, IL-25 

Type 1 IFNs 
 (IFN-/) 

 IL-10a  
IL-22 

Figure adapted from: Clark et al, J Med Chem 2014;57:5023-5038. O’Shea JJ, et al. Annu Rev Med 2015;66:311–28; Schwartz DM, et al. Nat Rev Rheumatol 2016;12:25–36; Ghoreschi K, et al. Immunol Rev 2009;228:273–87; Sanjabi S, et al. 
Curr Opin Pharmacol 2009;9:447–53; Guschin D et al. EMBO J. 1995;14:1421–9; Ivanshkiv LB and Donlin LT. Nat Rev Immunol 2014; 14(1):36-49; Adachi K, Davis M. Proc Natl Acad Sci USA 2011;108:1549–54. .   



JAK1 inhibition • May decrease inflammation and protect joints6 

JAK2 inhibition 
• May decrease inflammation via inhibition  

of GM-CSF6 

• May exacerbate anemia of chronic disease1,4,6 

JAK1 

JAK3 

JAK2 

TYK2 

JAK3 inhibition 
• May decrease NK and other immune cells resulting in impaired 

protection from infection and malignancy1,4,6 

TYK2 inhibition 
• May impair maturation of innate and adaptive immune cells2,7 

• May decrease autoimmune factors6 

JAK signaling inhibition: Balancing efficacy and side effects with selectivity  

1. O’Shea JJ, et al. Ann Rheum Dis 2013;72:ii111–5; 2. Kiu H, Nicholson SE. Growth Factors 2012;30:88–106; 3. Brizzi MF, et al. J Biol Chem 1996;271:3562–7; 4. Kremer JM, et al. Arthritis Rheumatol 
2009;60:1895–905; 5. Clark et al, J Med Chem 2014;57:5023-5038. 6. Schwartz DM. Et al. Nat Rev Drug Disc. 2018; 17(1): 78. doi:10.1038/nrd.2017.267. 7. Masse C. J Immunol. 2015; 194(s!): 67.12.  

 



 
 

JAK inhibitors  

Τα  κλινικά δεδομένα εξετάζονται για να εκτιμηθεί 
εάν η αναστολή περισσότερων JAK επηρεάζει την 
ασφάλεια με διαφορετικό  τρόπο  σε  σχέση  με  την  
αναστολή  μιάς  συγκεκριμένης  JAK κινάσης 



Ευχαριστώ   για  τη  προσοχή  σας 


