
Ανασκόπηση  ACR 2018  

 
Ρευματοειδής Αρθρίτιδα-Σ. Sjogren  

 
Ντελής Κων/νος MD, PhD 

 

Γ.Ν. Πατρών «Άγιος Ανδρέας» 

 

 



Καμία για αυτή την παρουσίαση 

ΣΥΓΚΡΟΥΣΗ ΣΥΜΦΕΡΟΝΤΩΝ 



• Παθοφυσιολογία 

• Biomarkers 

• Πρόληψη 

• Συννοσηρότητες 

• Θεραπευτική στρατηγική 

• Νέες θεραπείες 
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ΡΑ 

Αναγνώριση ενός  υποπληθυσμού 
ινοβλαστών στην ΡΑ σε τριπλάσιo αριθμό σε 
σχέση με την ΟΑ, με έντονα φλεγμονώδη 
χαρακτηριστικά και “proliferative invasive 
phenotype” 



ΡΑ 



• Arthritogenic Th17 cells stimulated fibroblast-like synoviocytes via interleukin-17 (IL-17) to secrete 
the cytokine GM-CSF and also expanded synovial-resident innate lymphoid cells (ILCs) 

• Activated synovial ILCs produced abundant GM-CSF 
• Loss of GM-CSF production by either ILCs or stromal cells prevented Th17 cell-mediated arthritis. 
• Thus, a cellular cascade of autoimmune Th17 cells, ILCs, and stromal cells, via IL-17 and GM-CSF, 

mediates chronic joint inflammation and can be a target for therapeutic intervention. 
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RA-Biomarkers 



• A phase characterized by the 
presence of specific 
autoantibodies and arthralgias 
in the absence of clinically 
evident synovial inflammation 

 

• BCR sequencing 

 

• Individuals were labelled BCR-
positive if peripheral blood at 
study baseline showed ≥ 5 
dominant (beyond 0.5%) BCR 
clones. 

ΡΑ 

• Within 3 years none of the BCR-negative RA-risk individuals developed 
arthritis 

• 71% of the BCR-positive individuals did 
• estimated RR: 120.1 

RA-Biomarkers 



• The PRAIRI study 

• 80 subjects enrolled 

• ACPA (+), RF (+), CRP (+)  

• Intervention: a single 
infusion of RTX 1000mg 
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ΡA-ΠΡΟΛΗΨΗ 

Results: Rituximab delayed onset of RA by 12 months 



• Ongoing studies aiming 
to block autoimmunity 
in the preclinical stage 
of RA aiming to delay or 
prevent the disease 
onset 
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RA-Πρόληψη 



• Western Denmark Heart Registry 

• 42,257 patients 

• For both CO (combined outcome) 
and MACE (major cardiovascular 
events) an increased risk was seen in 
RA compared to non-RA  

 HR: 1.35  for RA and non-RA 
HR: 1.80 for patients who received GCI more than one time during 3 years 
HR: 1.42 for patients with sero-positive RA  
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• Retrospective 
cohort study of 
patients with 
RA 
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Incidence Rates:  
1.49 per 100 person-years for subjects on treatment with csDMARDs 
0.98 per 100 person-years for subjects on treatment with biologics 
 
Age and sex were identified as the most important risk factors 
 

RA -DVT 



• 1,149 RA cases and 3,441 controls 

• Asthma was associated with RA 

• History of allergic disease was also 
associated with RA 

• Passive home smoke exposure 
duration and pack-years were 
modestly associated with 
development of RA 

ΑΛΛΕΡΓΙΑ ΚΑΙ ΡΑ 

ΡΑ 



• Subcutaneous (SC) MTX can lead to 
improved efficacy and bioavailability 

• APRiM is a prospective, observational, 
multicenter study (n=433) 

• Adherence of patients to sc MTX 
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ΥΠΟΔΟΡΙΑ ΜΤΧ ΚΑΙ ΣΥΜΜΟΡΦΩΣΗ 

• PRiM revealed that less than 50% of 
patients are perfectly adherent to 
injectable MTX treatment 

• When patients were asked, they reported 
80% no missing shot  



• Metaanalysis of 144 articles 

• Comparison of LEF vs MTX efficacy in 
combination with biologics • In the RTX group, those treated with LEF had a higher 

EULAR good response rate than those treated with MTX 
(RR=1.46) 

• The risk of adverse events also tended to be lower in RTX 
group while on LEF 

• In TNF group, those receiving MTX had a higher response 
rate than those treated with other csDMARDs ( RR=0.88) 

• The risk ratio of discontinuing therapy due to adverse 
events at 6 months and the risk ratio of serious adverse 
events were similar between MTX and other csDMARD. 

ΒΙΟΛΟΓΙΚΑ-DMARDs 
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• Less is known about paternal MTX exposure 

• Current treatment recommendations 
advocate that men should discontinue MTX 
three months before conception. 

•  Total 265 fathers exposed to MTX and 

1,004,834 controls.  
• Odds ratio for major malformations was 1.02  
•  Odds ratio for all malformations was 0.86  
•  No association was found 

MTX-Paternal exposure 



• 431 patients with RA of 
which 111 received 
bDMARDs at various times 
after a cancer diagnosis 

• Comparison between 
patients who received 
bDMARDs or cs DMARDS 
regarding overall survival 
(OS). 
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The HR regarding OS between subgroups were not statistically significant (p0.58) 
HR=0.67 for patients on TNF-DMARDs 
HR= 1.10 for patients on non-TNF-DMARDs 
 
A subgroub of 175 breast cancer patients was analysed 
Patients on biologics had inferior survival (HR1.86), but the difference was not 
statistically significant (p=0.75) 
More research is necessary to evaluate the effects of bDMARDs in a larger sample 
of cancer patients 
 

ΒΙΟΛΟΓΙΚΑ-ΚΑΡΚΙΝΟΣ 



• Thirty-six trials were analyzed 

• 15,602 patients 

 
• Patients receiving the 

combination of JAK inhibitor 
plus methotrexate or JAK 
inhibitor monotherapy had 
higher rates of 
malignancies, compared 
with methotrexate  

• OR 1.92 
• OR 1.40 
• Difference did not reach 

statistical significance  
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JAK-ΚΑΚΟΗΘΕΙΕΣ-ΛΟΙΜΩΞΕΙΣ 



• Increased risk of serious 
infections (OR=1.92), and a 
significantly increased risk of 
candidiasis (OR 5.41) 

• No significant difference 
between patients who received 
IL-inhibitors or placebo in terms 
of the risk of malignancies (OR 
1.07 
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IL inhibitors-KΑΚΟΗΘΕΙΕΣ-ΛΟΙΜΩΞΕΙΣ 
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• 1388 ασθενείς υπό ΜΤΧ+SSZ+HCQ 
vs  45,305 ασθενείς υπό anti-TNF 

• The risk of serious infection was 
similar after starting a TNFi versus 
triple therapy adjusted for baseline 
confounding. 

TNF vs triple therapy 



• RA patients have 2.75 fold increased 
risk of influenza 

• Double-blind, active-controlled trial in 
adult seropositive RA patients (n=279) 

• DMARDs, anti-cytokine therapy (G2), 
anti-B-cell therapy and small molecules 

• High dose trivalent inactivated 
influenza vaccine (HD-TIV) vs the 
standard vaccine (SD-QIV) 
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ΡΑ-ΕΜΒΟΛΙΑ 

• Overall responses to vaccination were consistently higher with 
the HD-TIV 
 

• H3N2: OR 2.84 
• B/Bris : OR 1.91 
• H1N1 : OR 2.33 
 



• Superiority vs placebo in patients 
with inadequate response to MTX 
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• Superiority vs placebo in patients 
with inadequate response to MTX 

• Similar response rates with 
etanercept 

 

JAK-PELFICITINIB 



• Superiority vs placebo in 
patients with inadequate 
response to MTX 

• Similar response rates with 
adalimumab 
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JAK-UPADACITINIB 



• GSK3196165 was well-tolerated, AEs were similar 
across both arms. No SAEs, significant infections 
and/or pulmonary events were observed. 

• Further studies are now required to confirm the 
additional clinical benefit expected with increased 
exposure from weekly dosing of GSK3196165 in 
patients with RA. 

 
 

RA- anti-GM-CSF 
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Remission is the therapeutic goal in 
RA and has been standardized by the 
ACR/EULAR (Boolean/SDAI/CDAI). 
• Boolean are slightly more stringent 
than SDAI/CDAI criteria 
• The DAS/DAS28 has several problems 
when it comes to remission 
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• 708 patients 
• The incidence rate of lymphoma was 0.47 per 100 patient-

years 
• The prevalence of lymphoma was 2.12% 
• Recurrent parotidomegaly was the main predictor of the 

development of this cancer 

Sjogren 

Sjogren-Lymphoma 



• 184 patients enrolled, 90.2% were female, 
• NSIP was the most common HRCT pattern 
• Steroid was administrated in 123 (66.8%) 

patients 
• Intensive immunosuppressive treatment 

included cyclophosphamide (32.6%), 
mycophenolate mofetil (9.2%), and 
azathioprine (3.3%). 

Patients with older age, late onset of pSS, and positive anti-
Ro52 antibody were more likely to complicate ILD 

Sjogren 



New diagnostic markers from the saliva 
• The level of salivary siglec-5/14 was 

significantly higher in pSS patients 
compared with HCs or sicca patients 
(P<0.001) 
 

• The levels of salivary sSEMA4D were 
increased in patients with SS 
compared to healthy controls, p = 
0.002). The sSEMA4D from sicca 
patients with non-SS (was similar to 
that of HC (p = 0.123). 

 
• In sicca controls there were saliva 

reactivities not detectable in the 
serum:8/13 were Ro+, 6/13 La+, 3/13 
Sm+ and 3/13 smRNP+. 
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