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It’s A NEW Rheumatoid Arthritis World Now!

• What Rheumatoid Arthritis is
• Epidemiology and insights of risks for RA disease 
• History: How RA and treatment has changed in the past 50 

years
• Current treatment guidelines
• What’s in the future?

• Early recognition
• Prevention 



What Rheumatoid Arthritis (RA) is
• RA is a SYSTEMIC (= affects many body systems) autoimmune disease;  

significant fatigue accompanies active inflammation. 
• RA joint involvement usually affects hands & feet primarily; also knees, 

elbows, hips, and when widespread, even TMJ, neck (but usually not the 
lower back).

• Characteristically the joints affected are knuckles and middle finger 
joints in hands & feet (not the ‘tip’ joints) & wrists. Patients feel worse 
for at least an hour after getting up, with pain, redness, swelling, 
stiffness of movement, which can interfere with activities such as 
holding a standard toothbrush, dressing, opening screw-topped water 
bottles, or opening jars that have been previously opened.  

















Hand Involvement is DIFFERENT:
OA (OsteoArthritis) and RA 



Hand Involvement is DIFFERENT:
OA (Osteoarthritis) and RA 



What Rheumatoid Arthritis (RA) is

• Rheumatoid Factor (RF) is found in blood tests of 80% of cases of RA, 
and 85% have Anti Cyclic Citrullinated Peptide Antibody (Anti CCP)

• RF is an antibody to a portion of an antibody; it can be found in other 
conditions and in people without disease, so it doesn’t prove RA (it is 
not specific to RA)

• Anti CCP is highly specific to RA (i.e., not positive in non RA 
conditions)

• Combination of higher levels of RF and CCP antibodies is 93%, and 
appears to be associated with more severe disease

• Patients with certain genetic markers are at higher risk to get RA;  
some patients with these markers have more severe disease



Who Gets Rheumatoid Arthritis?
• There is an identified genetic tendency (HLA DRB-1 sub types)

• Identified environmental triggers are smoking, living near a freeway

• 8 to 15% of identical twins may both have RA

• 4% of non-identical twins may have RA

• 0.8% of first-degree family members of RA patients may get RA

• RA is found in 0.5% of the general population

• There are variable associations with periodontal disease with certain 
intestinal bacteria



What Causes RA?

• It is thought that RA onset is related to a genetic susceptibility, but 
also requires an unknown environmental trigger (note ‘concurrence’ 
rate for identical twins is not high!).    

• Many triggers have been considered over the ages, from smoking and 
air pollution (activating immune reaction through lung-related 
immunity), bacterial or viral or other agents that can activate 
immune-mediated responses.  

• Intriguing relationships between the gastrointestinal & nervous 
systems and immunologic system are being explored.

• SHORT Answer - we don’t know!!                



Extra-Articular Disease:  Not Just the Joints

• “Minor” involvement, more common:
• Rheumatoid nodules (mostly under skin of hands, elbows;  

in lungs, etc.)
• Episcleritis (Inflammation of outer layer of eyeball, rarely 

serious)
• Sensory neuropathy (numbness in feet, multifactorial)
• Pleuro-pericarditis, many times asymptomatic
• Raynaud’s Phenomenon (usually transient episodes, not 

damaging)



Extra-Articular Disease:  Not Just the Joints

• “Major” rare, can be more serious:

• Vasculitis (can cause skin ulceration, rashes)

• Felty Syndrome (low white cells, enlarged spleen, 
increased infection risk)

• Motor neuropathy (weakness can be multifactorial)

• Interstitial lung disease

• Low bone mass (osteopenia)



Rheumatoid Nodules



Rheumatoid Nodules



Raynaud’s Phenomenon 



Extra Articular Disease and Treatment

• Extra-Articular disease is highly associated with severe 
articular disease and high positivity levels of antibodies (i.e., 
RF and CCP antibodies)

• Other risks - Rheumatoid Arthritis has been associated with 
at least a 50% increased risk of cardiovascular disease (e.g., 
heart attacks); but data is showing that this risk is reduced 
under local treatment;  awaiting to see if increase in some 
cancers are also reduced (many believe this is the case)



Extra Articular Disease and RA Treatment

• It had been estimated that people with RA have 10 years reduced life 
expectancy - although not documented, this is likely much improved.

• Since ‘modern’ therapies have become more effective in controlling 
RA disease since 1990s and have been enhanced regularly since then, 
both advanced extra-articular consequences, and joint deformity/ 
disability are felt by many to being seen less frequently.  



Treatment Over the Ages

Now-

I’ll review where we’ve been, 
and where treatment of RA appears to be headed



Therapy Over the Ages



“Ancient” Era – Through 1920s



Pre-Modern Era - Through 1980s



Modern Era – Since 1980s



Current Guidelines, Simplified:
TREAT EARLY !!!

• Start EARLY with effective medical management:
“The majority of patients newly diagnosed with RA can expect to 
experience remission or low disease activity if they are treated early by 
a skilled rheumatologist.” 2021 Textbook of Rheumatology

• Include “lifestyle” management:
• STOP Smoking
• Maintain movement - refer for expertise to physical & occupational therapy
• Rest when fatigued, rather than be frustrated
• Creative solutions to protect joints and improve activities of daily living
• Therapies for comfort: Massage, aqua therapy, acupuncture, Tai Chi, etc.

• Psychological support 



Common Treatments – Disease Modifying 
Anti-Rheumatic Drugs  = “DMARDs” 
• Methotrexate  
• Corticosteroids
• Leflunomide
• Auranofin
• Sulfasalazine
• Hydroxychloroquine
• Minocycline/Doxycycline
• Biologic Therapies:

• Anti TNF-Alpha (Etanercept, Adalimumab,  Golimumab, Certizolimab, Infliximab
• Other targets: Abatacept (T cell); Rituximab (B-cells) 





Current Guidelines, Simplified Paradigm #1:
TREAT EARLY (No Differences at 2 years)

Medical Management (One Strategy)
• Methotrexate, short course Prednisone as needed
if no response in 3 months
• Add Hydroxychloroquine & Sulfasalazine
if no response in 3 months
• Add TNF inhibitor 
if no response in 3 months
• Change to alternative TNF inhibitor 
if no response in 3 months
• Consider alternative: IL 6, JAK inhibitor



Current Guidelines, Simplified Paradigm #2:
TREAT EARLY  (No Difference at 2 years)

Medical Management (ANOTHER Strategy)
• Methotrexate, + HCQ + SFZ
if no response in 3 months
• Add Anti TNF (Etanercept)
if no response in 3 months
• Change alternative TNF inhibitor 
if no response in 3 months
• Consider replacing anti-TNF with IL 6, JAK inhibitor, Rituxumab, 

Abatacept



How Can Rheumatoid Arthritis Be Prevented?
• Figure out who is likely to develop RA - Genetic/family markers
(We’re not there yet)
• Some RA markers can be seen prior to development of disease:  

antibodies to CCP and RF;  but RA incidence is so low this is not 
practical

(We’re not there yet)
• Figure out what to do to PREVENT development - remove triggers  -

smoking, air pollution, others?? 
(We’re not there yet - a little closer, though!)
• Manipulate bacteria in mouth and intestines?
(We’re not there yet)



What’s in the FUTURE? 
(I left my Crystal Ball somewhere and can’t find it)
What’s being explored? New horizons of research and treatment:

• Vagal Nerve Stimulation reduces cytokines (cell-to-cell communicators) 
that appear to modulate immune responses; Implantable and surface devices 
are under study - one such study to be completed in 2024-2026

• Gene Therapy - Targeting genes that control Inflammatory mediators (e.g., 
TNF), mediators of damage (proteinases that facilitate damage to tissues) 

• Other Seasonal or Circadian triggers of disease
• What of Microbiome – intestinal or oral bacteria that trigger or maintain 

inflammation? Is NCOB* Subdoligranulum didolesgii the (or a) culprit?
• Hormonal triggers? RA is twice as common in women  - can cause be 

determined, manipulated?  (Gene therapy?)

* NCOB = New Kid On The Block



We’ve come a LONG way -

But still have a LONG way to go!!



Thank you!

Questions?
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