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Rheumatology in the 21st century uses current 
cellular, biochemical and immunologic 
techniques to explain the etiology of rheumatic 
diseases. While it is unlikely that molecular 
biology will differentiate rheumatic diseases 
into subsets based on their etiology, the 
genome revolution does provide us with new 
diagnostic tools, which are already beginning 
to have an impact.
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For many years, polymorphisms in drug 
metabolizing enzymes have been associated 
with both reduced clinical response and 
adverse effects of treatment. Proteomics and 
genomics offer new opportunities to identify 
biomarkers that provide surrogates of disease 
activity and response to therapy.
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Micro RNAs are small, imperfectly paired, 
double-stranded RNAs expressed in all cells 
regulating the expression of hundreds of genes 
by inhibiting the translation and promoting the 
degradation of messenger RNAs. MicroRNAs 
act as master regulators of how a cell respons 
to changes in  its environment, including 
growth factors and enviromental stressors.
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There have been  substantial advances in the 
field of rheumatology in the past 20 years in 
the management of rheumatoid arthritis (RA), 
spondyloarthritis (SpA), psoriatic arthritis (PsA), 
systemic lupus erythematosus (SLE) and 
vasculitis.
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Kelley’s Textbook of Rheumatology, 2012,  p.  1060
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Kelley’s Textbook of Rheumatology, 2012,  p.  1093
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Kelley’s Textbook of Rheumatology, 2012,  p.  1127
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Following the introduction of the treatment 
recomendations for RA in 2013 by the 
European League Against Rheumatism (EULAR) 
and the introduction of biological agents in the 
management of RA, there is a need to consider 
the selection of the most appropriate therapy 
for an individual patient and to review how and 
when to switch treatment in  those patients 
who do not show an optimal response. On 6 

November 2012 FDA approved inhibitor of 
kinases to RA treatment.
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Abatacept is also a standard therapy in 

RA, JIA
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Tocilizumab is a standard therapy in RA, JIA



Silverman, Weisman, Arthritis Rheum 2003 16



The Janus kinase, the signal transducer and 
activator of transduction (JAK-STAT) pathway is 
the signaling target of a multitude of 
cytokines, including INF gamma, IL-2, IL-4, IL-
6, IL-7, IL-10, IL-12 and IL-15, all of which are 
thought to have biologically significant roles in 
rheumatoid synovial inflammation.
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Kelley’s Textbook of Rheumatology, 2012,  p.  1223
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Kelley’s Textbook of Rheumatology, 2012,  p.  1093
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Psoriatic arthritis (PsA) is a chronic inflammatory disease associated with multiple and 

variable clinical features.
• Patients with PsA suffer from inflammatory peripheral arthritis and may also suffer from extra-articular 

manifestations and axial disease.1

• Patients with PsA have a range of disease burden.2,3

• Estimates of the prevalence of PsA among general adult populations range from 0.17% to 0.42%.5,6
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1 Cantini F et al. Int J Rheum Dis. 2010;13(4):300-17
2 Lee et al. P & T. 2010;35:680-689

3 Husted J et al. Ann Rheum Dis. 2009;68:1553-1558
4 Salaffi F et al. Health Qual Life Outcomes. 2009;7:25

5 Trontzas P et al. Clin Rheumatol. 2005;24:583-589
6 Salaffi F et al. Clin Exp Rheumatol. 2005;23(6): 819-828
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Five overlapping clinical patterns are observed in PsA1

1 Moll J and Wright V. Semin Arthritis Rheum. 1973;3:55–78
2 Torre Alonso J et al. Br J Rheumatol. 1991;30:245–50

3 Gladman D. Ann Rheum Dis. 2005;64(Suppl II):ii14-ii17 
4 Helliwell et al. Ann Rheum Dis. 2005;64(Suppl II):ii3-ii8
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Taylor et al. Arthritis Rheum. 2006;54(8):2665-2673

Inflammatory articular disease (joint, spine or entheseal) with ≥3 points from the following 

5 categories:

Points

Psoriasis
Current psoriasis

History of psoriasis 
Family history of psoriasis

2
1
1

Psoriatic nail dystrophy Onycholysis, pitting ad hyperkeratosis 1

A negative test for rheumatoid 

factor

By any method except latex but preferably by enzyme-linked 

immunosorbent assay (ELISA) or nephelometry, according to 
the local laboratory reference range

1

Dactylitis

Swelling of entire digit

or
A history of dactylitis recorded by a rheumatologist

1

1

Radiological evidence of juxta-
articular new bone formation

Ill-defined ossification near joint margins (excluding 
osteophyte formation) on plain X-rays of hand or foot 1

Specificity 0.987, Sensitivity 0.914



Reassess response to therapy and 
toxicity

Ritchlin CT, et al. Ann Rheum Dis. 2009;68:1387−1394
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GRAPPA recommendations for the management of PsA
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Gossec L, et al. Ann Rheum Dis. 2012; 71:4-12

EULAR recommendations for the management of PsA
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Gossec L, et al. Ann Rheum Dis. 2012; 71:4-12

EULAR recommendations for the management of PsA
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Gossec L, et al. Ann Rheum Dis. 2012; 71:4-12

EULAR recommendations for the management of PsA
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Gossec L, et al. Ann Rheum Dis. 2012; 71:4-12

EULAR recommendations for the management of PsA



New treatment of PsA

TNF alpha inhibitors,IL-17inhibitor Ixekizumab,
Ustekinumab (Stelara) –a fully human IgG 1k 

monoclonal antibody that binds to the common p40 
subunit shared by interleukins 12 and 23
45 mg sc initially and 4 weeks later, followed by 45 mg every 12 weeks

Apremilast (Otezla) – a phosphodiesterase 4 inhibitor

Day 1 -10 mg, day - 2 x 10 mg, day 3 -10 mg + 20 mg, day 4- 2 x 20 
mg, day 5- 20 mg + 30 mg, day 6 and thereafter 2 x 20 mg

Phosphodiesteraze 4 inhibitor degrades cAMP into AMP. Elevated

intracellular cAMP down-regulates the inflammatory responses through 
inhibition of the expression of inflammatory cytokines and 

increasing the expression of anti-inflammatory interleukin 10
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Kelley’s Textbook of Rheumatology, 2012,  p.  1270
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Kelley’s Textbook of Rheumatology, 2012,  p.  1276
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Kelley’s Textbook of Rheumatology, 2012,  p.  1309 33



Belimumab, a fully human  monoclonal 
antibody that inhibits B-lymphocyte stimulator 
BLYSS, was approved for the treatment of SLE
in 2011. There is also a number of other novel 
therapies in development.

The clinical data for these agents and their 
impact on the management of lupus is an 
important topic.
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Kelley’s Textbook of Rheumatology, 2012,  p.  1455
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Kelley’s Textbook of Rheumatology, 2012,  p.  1483
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VASCULITIDES

Kelley’s Textbook of Rheumatology, 2012,  p.  1483



Rituximab has been found to be an alternative to
cyclophosphamide in the treatment of vasculitis. The general 
concensus  was that cyclophosphamide continues to have a role 
while rituximab may be considered a valid option to 
cyclophosphamide for remission induction in newly diagnosed 
patients with severe ANCA-associated vasculitis.

In 2011, the FDA approved rituximab in combination with 
glucocorticosteroids for the treatment of granulomatosis with 
polyangiitis (GPA) and microscopic polyangiitis (MPA), two 
forms of ANCA-associated vasculitis. 

38


