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Pathology in RA
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Figure 6 : Comparison between Normal and Inflamed joints
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Disease modifying drugs

 Methotrexate up to 25mg/week

e Leflunomide up to 20mg per day

o Sulfasalazine up to 40mg/kg/day
 Hydroxychloroquine up to 400mg per day
 Combinations are better

e Plus short term steroid
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Restoration of Equilibrium in
Rheumatoid Synovitis

Proinflammatory IL-1Ra
sIL-1R1

STNF-R IL-4 1L-10
IL-11 IL-13 IL-18 BP

Potential Therapeutic
IL-1 TNF-o Targets
GM-CSF IFN-y
IL-8
IL-15 IL-16

IL-17 1L-18
Autoimmune diseases Anti-inflammatory

Adapted from Arend WP. Physiology of cytokine pathways in rheumatoid arthritis. Arthritis Rheum. 2001,
45:101-106.
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Biologic therapy

 Monoclonal antibodies against specific
cell mechanisms

o Anti — TNF (tumour necrosis factor)
 Anti B cell



Antl-TNF agents

 Infliximab
e Etanercept
o Adalimumab



Antl TNF therapy

Etanercept Infliximab Adalimumab

STNF-R

TNF-a mADb TNF-a mADb
construct

Class

Construct Recombinant Chimeric Humanised

Binding target TNF-a/LT-a TNF-a TNF-a

Administration Subcutaneous q 8 week iv Subcutaneous
1x/week with MTX 1x/14 days




Anti-B cell therapy

e Rituximab



B cell maturation

.y
Pog e

..ll“

Cell surface  giem Pro B Pre B Immature Activated Memory Plasma

antigens

CD10
CD19
CD20
CD24
CD38

CD39




Conclusions

 RA should be diagnosed and
managed as quickly as possible

e Current treatment Is complex and
requires multidisciplinary care

* Drug therapy includes the use of
targetted biologic therapy



