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Δημιουργία «Σχολής» Ιατρών και Επιστημόνων 

Στηρίζεται σε αρχές και αξίες της Ιπποκρατικής Ιατρικής με σκοπό:  

• Την άριστη περίθαλψη των πασχόντων 

• Τη συνεχιζόμενη εκπαίδευση των ιατρών 

• Τη διδασκαλία νοσηλευτών, φοιτητών,  
ιατρών, επιστημόνων 

• Την παραγωγή νέας γνώσης – ΕΡΕΥΝΑ 

• Στόχος η ΑΡΙΣΤΕΙΑ 







Studying RA in Greece Since 1982…  



Γενικό Νοσοκομείο Γ. Χατζηκώστα Μάρτιος 1982 





CONCLUSIONS 

Thus, anti-Ro(SSA) antibodies seem to characterize a distinct group of 
RA patients who are almost exclusively female, express more 
activated B-cell function, have a high prevalence of Sjögren's 
features. 





Drosos AA, et al. Arthritis Rheum 1992;35:745-8 
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RA in the Mediterranean area 





Age and sex specific annual incidence rates of RA per 
100,000 population during the period 1987-1995 
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These findings suggest a low prevalence and low incidence of RA in northwest Greece 

Age 



Results 

The prevalence of RA in Spain is comparable to that in other 
Mediterranean countries 







Alamanos Y, et al. Semin Arthritis Rheum 2006;36:182-8 
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WHAT IS THE CAUSE OF THIS DIFFERENCE 
BETWEEN THE NORTHERN AND SOUTHERN 

EUROPE ?  



Alamanos Y, Drosos AA. Autoimmun Rev 2005;4:130-6 









Genetic susceptibility: HLA genes 

• SE motif may be directly involved in pathogenesis by the 
presentation of a peptide to arthritogenic T cells 

• SE influences: 

• The susceptibility toward disease 

• Its severity, including the presence of extra-articular 
manifestations such as nodulosis and vasculitis 

• The degree of radiographic joint destruction, and 

• The production of rheumatoid factor,and ACPA 



Results 

We found that 57% of the Greek patients lack the putative HLA-
DRβ motif, which suggests that considerable immunogenetic 
heterogeneity underlies disease susceptibility in this population. 



Results 

Rheumatoid patients in Bath differ from their Spanish 
counterparts in class II antigen expression and allele 
frequency. 



Conclusion 

The low prevalences of RA and of mild disease observed in Spain, 
and in southern Europe in general, can be explained in great part 
by the low frequency of DQ3–DR4 haplotypes, especially those 
carrying DRB1*0401. 



We examined the strength of the association between 
shared epitopes (SE) and RA susceptibility, articular 
disease severity and EAM in Mediterranean populations. 



Results 

The SE is associated with the development of erosive 
disease in many ethnic groups; however, striking 
exceptions exist. 













Life style factors 

• Smoking 

• Obesity 

• Physical activity 

• Diet 

• Others 



RA and Environment: smoking 



• To investigate the association of smoking with disease expression, 

activity and severity in a cohort of patients with early RA 

• We examined 293 patients 

• Disease duration: < 1 year 

• Without prior treatment with DMARDs or steroids 

Aim of the study 

Papadopoulos NG,  et al. Clin Exp Rheumatol 2005;23:861-6 



Conclusions 

• Cigarette smoking was associated with increased disease activity, 

severity and worse prognosis, independently from several other 

possible confounders. 

• The high prevalence of rheumatoid factor in tobacco-exposure 

patients shows an association of smoking with B-cell hyperactivity. 

• Especially, the presence of IgA RF in smoking patients suggests that 

smoking may cause a chronic antigenic stimulation of respiratory 

tract. 
Papadopoulos NG,  et al. Clin Exp Rheumatol 2005;23:861-6 



Outside Europe: 
 USA 
 Canada 
 Argentina 
 Brazil 
 UAE 

Kos 

Joining 2008: 
 Japan 
 India 
 Egypt 
 Slovenia 

 QUEST-RA From January 2005 to April 2008:  
 6004 patients from 70 clinics in 25 countries 



Obesity and Rheumatoid arthritis 









Conclusion 

 

BMI appears to be associated with RA disease activity in 
women, but not in men. 





% of patients with RA
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QUEST-RA: Self-reported level of physical exercise 

No regular exercise 71% 1-2 weekly 15% >3 weekly 14% 

Sokka et al. Arthritis Rheum 2008;59:42-50 



Conclusions 

• The clinical status of patients with RA was correlated significantly 
with GDP among 25 mostly European countries according to all 
disease measures. 

• The burden of arthritis appears substantially greater in ‘‘low GDP’’ 
than in ‘‘high GDP’’ countries 



Epidemiology of RA 

The overall prevalence of RA is about 1% in adult Caucasian, but the 
range of rates varies from a low of 0.2% to a high of 5.3%  worldwide. 
There is a geographical trend, with higher prevalence in the Northern 
hemisphere than in the Southern hemisphere. 

Symmons DP, et al. Br J Rheumatol 1994;33:735-9 
Guillemin F, et al. Scand J Rheumatol 1994;23:264-8 

Symmons D, et al. Rheumatology (Oxford) 2002;41:793-800 
Carmona L, et al. Rheumatology (Oxford) 2002;41:88-95.  



Epidemiology of RA: prevalence in Europe 

Higher 
prevalence 

Lower 
prevalence 



Conclusions (I) 

• The results of the above studies reinforce the notion that the 

incidence and prevalence of RA differ among countries and 

geographical areas 

• In South Europe the prevalence of RA seems to be lower as 

compared to Northern European and American countries 

• In Mediterranean countries RA seems to be milder, with fewer 

extraarticular and radiological features 



Conclusions (II) 

• These differences may be attributed to: 

• Different methods of cases ascertainment among studies 

• Immunogenetics  

• Environmental (climate – infections) 

• Lifestyle (smoking, diet, obesity, physical activity) 



WHAT IS THE IMPACT OF THESE DIFFERENCES IN 
CLINICAL PRACTICE?  



Morbidity and mortality  

• Patients from Northern Europe suffer of severe ExRA, which  has been 

associated with an increased mortality compared with patients with RA from 

the Southern  Europe.  

• Moreover, patients with severe ExRA manifestations are at an increased risk of 

developing cardiovascular disease or severe infections. 

• RA severity in general may also affect survival in patients with RA.  

Turesson C, et al. Rheumatology (Oxford) 1999; 38:668–674 
 Turesson C, et al. J Rheumatol 2002; 29:62–67 



CONCLUSION 
• Survival in RA patients is 

significantly lower than 
expected.  



Cardiovascular risk in RA patients 

Conclusions 

• Early RA patients have dyslipidemia with low HDL and high LDL/HDL atherogenic risk factor. 

• In addition these patients presented high intima media thickness of the carotid arteries. 

• All the above features improved after treatment with MTX and steroids. 



Georgiadis AN, et al. Arthritis Res Ther 2006;8:R82 



IMTs measurements before and after treatment 

• Common carotid artery IMTs 
were higher in RA patients 
compared to controls (0,820,29 
vs 0,57 0,11, p<0,05). 

• After 1 year therapy a decrease 
of the IMTs was noted 
(0,630,196 vs 0,570,11, 
p<0,001). 

• Three patients (1 man, 2 
women) and 2 controls (1 man 
and 1 woman) had focal 
plaques. 

Georgiadis AN, et al. Semin Arthritis Rheum 2008;38:13-9 



Cardiovascular risk in RA patients 



Cardiovascular risk in RA patients 

Results 

Treatment of RA patients with anti-TNFα improved insulin resistance, but did 
not altered the lipid profile 



















• Cardiovascular disease and premature atherosclerosis are 
frequently observed in RA patients and is comparable to DM. 

• The lipid paradox observed in RA patients is a real phenomenon but, 
needs further investigation. Anti-oxLDL antibodies are present, but 
their role should be further investigated. 

• Classical risk factors and systemic inflammation are responsible for 
premature atherosclerosis. 

• Early intervention with csDMARDs especially MTX, and/or biologic 
therapy reduces structural damage development and may have a 
beneficial effect on the cardiovascular risk in these patients. 

Conclusions 



Radiological progression in RA 



Markatseli TE, et al. Clin Exp Rheumatol 2010;28:114-23 



Dissociation between clinical and radiological outcome. Improvement is the mean 
actual change during the 10-year period expressed as a percentage of the value at 
enrolment. Deterioration is the mean actual change expressed as a percentage of 
the total change possible. 

Markatseli TE, et al. J Rheumatol 2011;38:44-52 



Catastrophic RA 



Voulgari PV, Drosos AA J Rheumatol. 2008;35:2062-3 





Normal hands 

posteroanterior oblique 



The radiographic changes occurring around a specific joint 

to be evaluated are:  

• Soft tissue swelling 

• Subluxation/dislocation 

• Mineralization 

• Calcification 

• Bone production 

• Joint space narrowing 

• Erosions 

Radiographic changes 

Brower AC. Arthritis in Black and White. Saunders (2nd Ed), 1988 







Shanmugam s, Brent LH. J Rheumatol 2008;35:1892 

Sarcoidosis 



Cervical spine involvement 



Zikou AK, et al. Clin Exp Rheumatol 2005;23:665-70 
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Conventional radiography of RA cervical spine  

Zikou AK, et al. J Rheumatol 2005;32:801-6 



MRI of RA cervical spine 

Zikou AK, et al. Clin Exp Rheumatol 2005;23:665-70 



Conclusions 

• The assessment of joint pathology in patients with clinical manifestations 

of peripheral arthropathy should begin with CR. 

• CR is the best imaging, as an initial screening test to evaluate any changes 

occurring in the joints and bones. 

• Hand and wrist plain radiographs are simple and valuable imaging 

tools for the diagnosis of an established arthropathy. 

• Hand and wrist radiographs are the “disease mirror” for 

arthropathies. 

 







Treatment of RA with synthetic and biological DMARDs (I) 



Treatment of RA with synthetic and biological DMARDs (II) 



Drug Survival Time-overall, n=637 

Papadopoulos NG, et al. J Rheumatol 29: 261-266, 2002 



Treatment of RA with synthetic and biological DMARDs (III) 



Treatment of RA with synthetic and biological DMARDs(IV) 



Assessment with MRI the structural damage before and after treatment 
with anti TNF therapy 

Treatment of RA with synthetic and biological DMARDs (V) 



FAT suppressed T1 SE 

Argyropoulou MI, et al. Joint Bone Spine 72: 557-561, 2005 

before infliximab       after  infliximab 



Coronal fat suppressed T1 weighted contrast enhanced scan of the dominant 
hand showing the enhancing inflammatory tissue before (A) and after (B) 
treatment with adalimumab. A significant decrease of enhanced inflammatory 
tissue was observed after therapy. 

A B 

Zikou AK, et al. J Rheumatol 33: 219-223, 2006 



Biological treatment and Side Effects (II) 



Gingival Hypertrophy induced by CsA 

Voulgari PV, Drosos AA. J Rheumatol 2002;29:11 



Biological treatment and Side Effects 





Voulgari PV, et al. Ann Rheum Dis. 2008;67:567-70.  



Voulgari PV, et al. Ann Rheum Dis. 2008;67:567-70 



Markatseli TE, Et al. Clin Exp Rheumatol. 2009;27:996-8 









Figure 1. A 62-years-old female with erythematous eruptions in a butterfly rash pattern after treatment with 
adalimumab. Note also a mild periocular and forehead erythema. Figure 1a, b: malar eruption or “butterfly 
rash” (erythema and oedema of cheeks, sparing the nasolabial folds). Figure 1b shows the skin findings in more 
detail. 

a. b. 







Biological treatment and Side Effects (III) 



Kaltsonoudis E, et al. Arthritis Res Ther. 2014;16:R125. 
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Biological Treatment Registry 



Biological Treatment Registry 





RA treatment 

• Treatment decisions and strategies are very crucial to obtain a rapid disease 

control and to achieve possible remission or LDA. 

• To this end, the first approach should include early and correct diagnosis and 

early intervention.  

• The second step should include all the cs, b, ts DMARDs in an appropriately 

designed manner to each patient, according to ACR/EULAR guidelines. 

• In this direction, the treat to target strategy and close monitoring is the ideal 

approach. 

 





ΠΓΝΙ Αύγουστος 2017 



«Η ιατρική χρειάζεται διακόνους με απέραντη διάθεση για σκληρή 
δουλειά, υπευθυνότητα, συμπόνια για τον αδύναμο, γενναιοδωρία, 
μεγαλοψυχία, ανιδιοτέλεια και σεβαστό στα δικαιώματα του πάσχοντος 
και πάνω απ’ όλα ενημέρωση και διάβασμα ώστε να είστε ικανοί να 
προσφέρετε την πλέον σύγχρονη διάγνωση και αποτελεσματική θεραπεία…» 

«Η ιατρική θέλει ανθρώπους που να την αγαπούν με πάθος. Θέλει 
δηλαδή εραστές, θέλει άτομα που να μην αισθάνονται ότι εργάζονται αλλά να 
αγωνιούν να πάνε το πρωί στη δουλειά τους για να προσφέρουν στο 
συνάνθρωπο.» 
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