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                                             πεξίγξακκα νκηιίαο 

• Σα θάξκαθα ζηηο Ρεπκαηηθέο παζήζεηο   

•   csDmards …..The usual suspects 

•   NSAID …  the other point of view 

•   Anti –IL-17 inhibitors , anti-IL-12/23 inhibitors…. True or false 

•  tsDmards… the new  kid on the block 

•   TNF- inhibitors…. Friends or foe 



                                             Σα Αληη-ξεπκαηηθά Φάξκαθα 

Dmards 

     csDmards 
      Methotrexate 

      Azathioprine 

      Leflunomide 

      Hydroxychloroquine 

      Cyclosporine  

      NSAID  

       

     tsDmards 
      Apremilast 

      Tofacitinib 

     bDmards 
      TNF(i) 

      Tocilizumab 

      Secukinumab 

      Ustekinumab 

      Rituximab 

      Abatacept 

      Belimumab   

       Θεραπευτικζσ επιλογζσ ΙΦΝΕ 



                                  Η Μεζνηξεμάηε ζηηο Ρεπκαηηθέο παζήζεηο 

METHOTREXATE 

RA 

SPA 

SLE  Vasculitis 

Other  

Rheumatic  

disorders 



ECCO Guidelines1  

ACG Clinical 
Guideline2 

British Society of 
Gastroenterology 

consensus 
guidelines3  

“Methotrexate (up to 25 mg once weekly IM or SC) is 
effective and should be considered for use in alleviating 
signs and symptoms in patients with steroid-dependent 
Crohn's disease and for maintaining remission (199,200) 
(conditional recommendation, low level of evidence). 

 
Διατήρηςη τησ 

φφεςησ(CD) 
Συγχορήγηςη με 

Tnf(i) 
Steroid-sparing  

1,ECCO Guidelines on Therapeutics in Crohn's Disease: Medical Treatment, Journal of Crohn's and Colitis, Volume 14, Issue 1, January 2020,  

2.ACG Clinical Guideline: Management of Crohn's Disease in Adults, American Journal of Gastroenterology: April 2018 

3.,British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adultsGut 2019;68:s1-s106. 

                               H Μεζνηξεμάηε ζηηο ΙΦΝΔ… Guidelines 



                                               Η Μεζνηξεμάηε ζηηο ΙΦΝΔ 

Efficacy and safety of methotrexate in the management of inflammatory bowel 

disease: A systematic review and meta-analysis of randomized ,controlled trials 

EClinicalMedicine 2020 20DOI: (10.1016/j.eclinm.2020.100271)  

• MTX monotherapy was not superior to placebo for induction of 

clinical remission in Crohn’s disease(CD) 

• MTX was superior to placebo in maintaining clinical 

remission of CD 

• MTX is not confirmed to be effective for treatment of UC 

• Concomitant therapy with MTX and the TNF inhibitor 
infliximab (IFX) was not superior to IFX monotherapy in CD. 

• CD studies showed a significantly higher risk of AEs when 

comparing MTX versus placebo in studies investigating 

induction of remission, but not in maintenance of remission.  



                                              Η Λεθινπλνκίδε ζηηο ΙΦΝΔ 

• Βειηίωζε ηεο αξζξίηηδαο 

• Μείωζε ηεο θνξηηδόλεο  

• ειηθηωκέλνη  

•  «ιίγα» δεδνκέλα 

•  όρη RCT- trials 

•  ↑ αλεπηζύκηηεο ελέξγεηεο 

J Clin Gastroenterol. 2003 Aug;37(2):125-8 

 Dig Dis Sci. 2008 Apr;53(4):1025-32 



OC-140 Hydroxychloroquine as a treatment for crohn's disease: enhancing antibiotic efficacy 

and macrophage killing of E coli 

Conclusion : Hydroxychloroquine enhances antibiotic efficacy and macrophage killing of AIEC. Its mechanism of action is not 
via pH dependent iron metabolism but is likely due to direct phagolysosomal pH changes. Further work is required to 
determine its mechanism of action but it holds potential as a treatment for Crohn's. 

                                  Η Τδξνμπριωξνθίλε ζηηο ΙΦΝΔ 

Randomized Trial of Ciprofloxacin Doxycycline and Hydroxychloroquine Versus Budesonide in 

Active Crohn’s Disease 

Conclusion : Overall results with this antibiotic/hydroxychloroquine combination were unimpressive, but long-term 
remission is seen in some patients and justifies further study. 

Randomized Trial of Ciprofloxacin Doxycycline and Hydroxychloroquine Versus Budesonide in Active Crohn’s Disease. Dig Dis Sci (2020) 

«Αζθαλήρ»  θεπαπεςηική επιλογή ζε ήπιερ ενηεποπαθηηικέρ απθπίηιδερ 

Gut 2012;61:A60-A61 



                                           Η Αδαζεηνπξίλε ζηηο ΙΦΝΔ 

Azathioprine 

Θεξαπεία ζε κε ζνβαξέο θνξηηθν-εμαξηώκελεο ΙΦΝΔ1 

Γηαηήξεζε ηεο ύθεζεο ζε CD/UC2 

2.European Journal of Public Health, Volume 30, Issue Supplement_5, September 2020,  

1.Louis, E., Irving, P., & Beaugerie, L. (2014). Use of azathioprine in IBD: modern aspects of an old drug. 

πγρόξεγεζε κε TNF(i)3 θαη ζε αιιαγή ζε 2 TNF(i)4 

3.Appropriateness of combinationtherapy for patients with inflammatory bowel diseases: one size still does not fit all.Clin Gastroenterol Hepatol. 2018 
4.Papamichael, K., Cheifetz, A. S., & Irving, P. M. (2020). New role for azathioprine in case of switching anti-TNFs in IBD. Gut, 



Aspirin, nonsteroidal anti-inflammatory drug use, and risk for Crohn disease 

and ulcerative colitis: a cohort study  

 ΜΑΦ θαη ΙΦΝΔ 

«δοςο-εξαρτημζνη»         
επίπτωςη 

ΙΦΝΕ 

Conclusion 
Frequent use of NSAIDs but not aspirin seemed to be associated with increased absolute incidence of CD and UC. 

Aspirin, nonsteroidal anti-inflammatory drug use, and risk for Crohn disease and ulcerative colitis: a cohort study. Ann Intern Med. 2012;156(5):350-359. 



  ΜΑΦ θαη ΙΦΝΔ  

Role of Non-Steroidal Anti-Inflammatory Drugs in Exacerbations of Inflammatory 

Bowel Disease 

CONCLUSIONS 
Regular (≥ 5 times/monthly) NSAID and acetaminophen use were associated with active CD, but not UC. Less frequent 
NSAID use was not associated with active CD or UC.  

 Υψηλή ενεργότητα 
ςε αυξημζνη λήψη 

ΜΣΑΦ «μικρζσ» δόςεισ 
«μικρήσ» διάρκειασ 

Νεότερα ΜΣΑΦ 



secukinumab 

placebo 

Secukinumab, a human anti-IL-17A monoclonal antibody, for moderate to severe 

Crohn’s disease: unexpected results of a randomised, double-blind placebo-

controlled trial 

Gut. 2012 Dec; 61(12): 1693–1700.  

                               Η θαηαζηνιή ηεο IL-17 ζηηο ΙΦΝΔ 

«Αναποηελεζμαηικό» ζηηο ΙΦΝΔ -  αςξημένη επίπηωζε ινηκώμεωλ 



Incidence rates of inflammatory bowel disease in patients with psoriasis, psoriatic 

arthritis and ankylosing spondylitis treated with secukinumab: a retrospective 

analysis of pooled data from 21 clinical trials 

n=7355 

41 περιπτώςεισ ΙΦΝΕ 
  -30 new- onset 
  -11 ζξαρςη 

 Ann Rheum Dis2019;78:473–479. 

                               Η θαηαζηνιή ηεο IL-17 ζηηο ΙΦΝΔ 

«Χαμηλή» επίπηωζε ΙΦΝΔ -  0,56% ηωλ ζπλνιηθώλ πεξηπηώζεωλ  



Paradoxical gastrointestinal effects of interleukin-17 blockers 

Marine Fauny et al. Ann Rheum Dis 2020;79:1132-1138 

Figure 4 Practical recommendations before anti-IL-17 drug initiation 
recommendations are based on the experience of the authors 

                               Η θαηαζηνιή ηεο IL-17 ζηηο ΙΦΝΔ 



Real-life effectiveness of ustekinumab in inflammatory bowel disease patients with 

concomitant psoriasis or psoriatic arthritis: An IG-IBD study  

Dig Liver Dis. 2019 Jul;51(7):972-977 

                               Η θαηαζηνιή ηεο IL-12/23 ζηηο ΙΦΝΔ 

Αληαπόθξηζε ζηηο ΙΦΝΔ θαη ζε ρακειόηεξεο δόζεηο ? 



                                            TNF- inhibitors 

Ρευματικζσ 
παθήςεισ  

Infliximab 

Adalinumab 

Golinumab 

 

Certolizumab 
pegol 

      ΙΦΝΕ 

 

Infliximab 

Adalinumab 

Golinumab 

Certolizumab 
pegol 

(USA) 

 

Etanercept 



Fig. 2Median scores at each study visit, according to treatment group. 
None of the differences were statistically significant. (A) CDAI; (B) IBDQ 
quality of life index. 

Etanercept for active Crohn's disease: A randomized, double-blind, placebo-

controlled trial 

Conclusions: Subcutaneous etanercept at a dose 
of 25 mg twice weekly is safe, but not effective, 
for the treatment of patients with moderate to 
severe Crohn's disease. 

                                          Η Δηαλεξζεπηε ζηηο ΙΦΝΔ 

Αζθαιέο, αιιά όρη 

απνηειεζκαηηθό! 

Etanercept for active Crohn's disease: a randomized, double-blind, placebo-controlled trial. Gastroenterology. 2001 Nov;121(5):1088-94.  



Antitumor Necrosis Factor-α Therapy Associated with Inflammatory Bowel 

Disease: Three Cases and a Systematic Literature Review 

The Journal of Rheumatology April 2017, jrheum.160952 

• 56  πεξηπηώζεηο επαγόκελεο ΙΦΝΔ από εηαλεξζέπηε 

• Οη πεξηζζόηεξνη αζζελείο   38/56  εκθάληζαλ νόζο Crohn   

• Η εληεξνπάζεηα εκθαλίζηεθε πεξίπνπ 27 μήνερ κεηά ηελ ρνξήγεζε εηαλεξζέπηεο   

• ηνπο πεξηζζόηεξνπο αζζελείο ηα ζπκπηώκαηα βεληιώθηκαν μεηά ηην διακοπή ηεο εηαλαξζέπηεο   

                 H  Δηαλεξζέπηε ζηηο ΙΦΝΔ… «παξάδνμε»  θνιίηηδα 



TABLE 2  

Hazard ratio (HR) of de novo Crohn's disease following use of anti‐TNFα 

prescribed for autoimmune diseases, multivariate Cox proportional hazard 
model and adjusted estimates with confidence interval 

TABLE 3  

Hazard ratio (HR) of de novo UC following use of anti‐TNFα prescribedfor 

autoimmune diseases, multivariate Cox proportional hazard model and 
adjusted estimates with 95 confidence interval 

Increased risk of developing Crohn's disease or ulcerative colitis in 17 018 

patients while under treatment with anti-TNFα agents, particularly etanercept, for 

autoimmune diseases other than inflammatory bowel disease  

Απμεκέλνο θίλδπλόο επίπηωζεο ΙΦΝΔ ζε αζζελήο πνπ ιακβάλνπλ ΔΣΝ 

 Aliment Pharmacol Ther. 2019 Aug; 

                    ε Δηαλεξζέπηε ζηηο ΙΦΝΔ… «παξάδνμε»  θνιίηηδα 



JAK-INHIBITORS 

APREMILAST 

                   tsDmards… ελδνθπηηάξηνο ζεξαπεπηηθόο «ηόρνο» 



Effects of Apremilast, an Oral Inhibitor of Phosphodiesterase 4, in a 

Randomized Trial of Patients With Active Ulcerative Colitis  

Βειηίωζε αιιά όσι επίηεπμε ηνπ primary endpoint 

Καιό πξνθίι αζθάιεηαο (ζπρλόηεξε αλεπηζύκεηε-κεθαλαλγία ;) 

                        Η Απξεκηιάζηε ζηελ Διθώδε θνιίηηδα 



                        Η αλαζηνιή ηνπ κνλνπαηηνύ - JAK ζηηο ΙΦΝΔ 

. Ann Rheum Dis. 2018 Feb;77(2):175-187. Emerging Treatment Options in Inflammatory Bowel Disease: Janus Kinases, Stem Cells, and 
More. Digestion. 2020;101 Suppl 1:69-82. 



                               Tofacitinib  ζηελ Διθώδε Κνιίηηδα 

Tofacitinib in Ulcerative Colitis: Real-world Evidence From the ENEIDA 

Registry  

Καιή απνηειεζκαηηθόηεηα θαη δεδνκέλα αζθάιεηαο,  

Κύξηα αηηία δηαθνπήο : primary failure 

Real-world Evidence From the ENEIDA Registry. J Crohns Colitis. 2020 Sep 24:jjaa145. 



            Tofacitinib : ε Ρεπκαηνινγία ζπλαληά ηελ Γαζηξεληεξνινγία 

ΡΑ,ΨΑ 

10mg/ημερηςίωσ 

 προφίλ αςφάλειασ  

Ελκώδησ κολίτιδα  

20mg/ημερηςίωσ 

 προφίλ αςφάλειασ 

Tofacitinib 

↑Ανεπιθφμητεσ 
ενζργειεσ 



                                         Take home notes 

• Από όλα ηα csDmards η Μεθοηπεξάηη(sc≥15mg) καλύπηει καλύηεπα ηο θάζμα μίαρ ενηεποπαθηηικήρ 

απθπίηιδαρ  

• Δύναηαι η βπασςππόθεζμη λήτη ΜΣΑΦ ειδικά ζε Ελκώδη Κολίηιδα ( πποηιμώνηαι ηα νεόηεπα ζκεςάζμαηα) 

• Ωρ Tnf(i)  επιλογή ζε αζθενείρ με ΙΦΝΕ να αποθεύγεηαι η Εηανεπζέπηη   

• Σε διαγνυζμένη ΙΦΝΕ να μην σοπηγείηαι ηο Secukinumab και επί ςτηλήρ ςποτίαρ για ΙΦΝΕ ,παπαπομπή ζε 

ειδικό 

• Το tofacitinib αποηελεί μια καλή επιλογή ζε ενηεποπαθηηική ελκώδη κολίηιδα ( όσι νόζο Crohn)   

• Σε ζςνύπαπξη «απθπίηιδαρ» με ΙΦΝΕ πάνηα παπαπομπή και ζςνεπγαζία με Γαζηπενηεπολόγο    



Σασ ευχαριςτϊ !! 


