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never as be the initial agent …(but) only after the failure 
of conservative measures  (Hollander JL, Arthritis 1966) 

Cortisone can reverse the inflammatory changes in AR.  
(Hench PS, Merck Rep. 1950)  

Low doses of GC can be safely used.(Townsend HB, Clin Exp Rheum 2004) 

‘Glucocorticoids added at low to moderately high doses to sDMARD 
monotherapy [or combinations of sDMARDs] provide benefit as initial 
short term treatment, but should be tapered as rapidly as clinically 
feasible.’ (EULAR recommendations for the management of 
rheumatoid arthritis. Smolen JS et al,  Ann Rheum Dis 2010). 

Low-dose glucocorticoids should be considered as part of the initial 
treatment strategy (in combination with one or more csDMARDs) for 
up to 6 months, but should be tapered as rapidly as clinically feasible 
(EULAR recommendations for the management of rheumatoid 
arthritis. Smolen JS, et al. Ann Rheum Dis 2013;0:1–18)  



–, rare use;  

1, infrequent use, for therapy-resistant disease, complications, 

severe fl are, major exacerbation, and for bridging the lag-time 

of recently started therapy;  

2, frequently added to/used as the basic therapeutic strategy;  

3, basic part of the therapeutic strategy 
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Kirwan JR, Bijlsma JWJ, Boers M, Shea BJ. Cochrane Library 2007 

Significant reduction in progression of radiologic joint 
damage when GC added to antirheumatic treatment 

Low dose GC+DMARD vs DMARD 

 Erosions at 2 years 1 & 2-year benefit, % 



6 months 

As much as necessary 
As little as possible 

7. Low-dose glucocorticoids should be considered as part 

of the initial treatment strategy (in combination with one or 

more csDMARDs) for up to 6 months, but should 

be tapered as rapidly as clinically feasible 











 

• Corticosteroid use was associated with a higher risk for serious 

infection in a dose-dependent fashion. For corticosteroid use < 10 mg 

daily prednisone equivalent, the HR was 1.74 (1.35, 2.24) compared to 

patients not taking corticosteroids. With doses >10 mg daily, the HR 

increased to 3.60 (95% CI 1.90, 6.81) compared to those not using 

corticosteroids. 



EFFETTI DEI GC SUL SISTEMA IMMUNITARIO 



EFFETTI “GENOMICI” DEI GCs 

EFFETTI “NON GENOMICI” DEI GCs 



EFFETTI “GENOMICI” DEI GCs 

Passaggio attraverso la membrana 

plasmatica 

Legame con i recettori dei GCs  

Formazione di un complesso 

che entra nel nucleo 

Variazione genetica mediante 

Trans-attivazione 
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Trans-repressione 
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EFFETTI A LENTA REALIZZAZIONE 



Effetti mediati dal legame dei GCs con i recettori di membrana 

Relazione tra il 

numero di Monociti 

positivi ai recettori di 

membrana dei GCs e 

l’attività dell’A.R. 

EFFETTI A RAPIDA REALIZZAZIONE 

EFFETTI “NON GENOMICI” DEI GCs 











• Several comorbidities were associated with the risk of serious 

infections, including chronic lung disease (HR: 1.56; 95% CI: 1.24, 1.95; 

adjusted for all other predictors in the risk score), diabetes mellitus (HR: 

1.35; 95% CI: 1.01, 1.81), alcoholism (HR: 1.50; 95% CI: 1.05, 2.16), 

coronary heart disease (HR: 1.47; 95% CI: 1.08, 2.01), heart failure 

(HR: 1.70, 95% CI: 1.34, 2.16), and peripheral vascular disease (HR: 

1.50; 95% CI: 1.13, 2.10).  

 

• The presence of one comorbidity was associated with an increased risk 

of infection (HR: 1.96; 95% CI: 1.55, 2.49), with an additional risk for more 

than 1 comorbidity (HR: 2.79; 95% CI: 2.17, 3.58). 





Variabilità inter-individuale della risposta ai GC 

DIVERSA EFFICACIA CLINICA 

DIVERSA INTENSITA’ DEGLI 
EFFETTI COLLATERALI 

STESSA  

DOSE 







“No significant increased risk of infection was noted in the 

corticosteroid arms in most of the trial” 

RANDOMIZED CONTROLLED TRIALS 



OBSERVATIONAL STUDIES 



Observational studies have consistently demonstrated an 

increased risk of serious infections (generally defined as infections 

requiring hospitalization or intravenous [IV] antibiotics or resulting in 

disability or death), sometimes even with prednisone equivalent 

(PEQ) doses of 5 mg or less daily. 

as well as a dose dependent and duration-dependent stepwise 

increase in the risk of serious bacterial infections. 

On the other hand, other studies have found an increased risk only 

with higher doses of corticosteroids. 

Work from Strangfeld and colleagues suggested that for patients 

with RA, the risk of serious infections decreased over time in 

biologic users because the use of biologic agents allowed for 

decreased prednisone utilization and/or dosage over time  
Strangfeld A, et al. Treatment benefit or survival of the fittest: what drives the time-

dependent decrease in serious infection rates under TNF inhibition and what does this 

imply for the individual patient? Ann Rheum Dis 2011;70(11):1914–20. 









 

 

 



• Conventional GCs can be improved by a targeted delivery via carrier systems (e.g. 

long circulating liposomes); by this route, GCs accumulate directly at the site of 

inflammation 

 

• GCs can be linked to nitric oxide (NO) which can enhance anti-inflammatory 

effects of GCs, while it is slowly released from these drugs 

 

• Selective glucocorticoid receptor agonists (SEGRAs) cause a receptor 

conformation preferring GCR/protein interaction rather than GCR/DNA binding, 

which leads to induced transrepression processes, whereas transactivation remains 

unchanged 

 

• A new, modified-release prednisone  tablet formulation has been  developed to 

prevent the circadian increase of proinflammatory cytokine levels, thereby  

improving signs and symptoms of rheumatoid arthritis such as the duration of 

morning stiffness 
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Ritmo Circadiano dei Sintomi e Interleuchina-6  



Conclusioni 

• I cortisonici rimangono uno dei cardini della terapia 
delle patologie reumatologiche infiammatorie. 

• Dose, durata del trattamento, età e comorbilità 
aumentano il rischio infettivo 

• Un uso razionale delle molecole che abbiamo a 
disposizione può consentire un aumento della efficacia 
terapeutica a fronte di minori effetti collaterali. 

• E’ ipotizzabile che ulteriori progressi in tal senso 
possano derivare dallo sviluppo di nuove molecole 
sintetizzate alla luce delle più recenti conoscenze dei 
meccanismi d’azioni di tali farmaci 



“New biological therapies 

have not replaced gluco-

corticoids, and probably 

will not replace them in the 

near future, as anchor 

drugs in therapeutic 

strategies for rheumatic 

diseases” 
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