
RHEUMATOID ARTHRITIS CHAPTER: 79
Pharm 2013, HP
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	TREATMENT CONSIDERATIONS/ THERAPEUTIC TIPS

· RA is a systemic AI disease, manifesting primarily as a symmetric and erosive polyarthritis. 
· Characterized by pain, stiffness, fatigue, joint destruction, systemic manifestations (most internal organs).

· Patients have increased risk of CV disease and CV mortality. 
· Patients should be seen every 1 to 3 months while disease is active. 
· NSAIDS have a role as an adjunct in relieving pain, have no effect on underlying process. 

· Glucocorticoids reduce inflammation, prednisone preferred oral therapy at low dose may have dz modifying properties. Triamcinolone for deep intra-articular injections, methylprednisolone acetate for small joints/tendon sheaths.
PREFERRED DRUG CLASS/ DRUG (where appropriate) with INTERACTIONS, DOSING SUGGESTIONS etc.

**Early tx preferred and started by rheumatologist as soon as dx is made, started with non-biologic DMARD therapy.
*Most DMARDs reach maximum effect in 3 to 6 months.

See Figure 1, pg 1042 for Management of Rheumatoid Arthritis
Disease –Modifying Antirheumatic Drugs (DMARDs), Nonbiologic
Antimalarial Agents: hydroxychloroquine (HCQ) – (used in very mild dz or in combo with methotrexate)

SE: N, cramps, d, rash, nightmares, hyperpigmentation. Corneal and retinal deposition (rare) may occur with high doses for long periods. 
Immunomodulators: 

azathioprine

SE: Hepatitis, drug fever, myelosuppression, immunosuppression, unconfirmed risk of malignancy. 

cyclosporine

SE: renal toxicity, hypertension, hypertrichosis, cytopenia, gum hyperplasia. 

leflunomide may be used instead of MTX, when patient CI to MTX. 

SE: N, d, anorexia, alopecia, hypertension, rash. May cz hepatic toxicity, cytopenias, profound anorexia and wt loss, pulmonary fibrosis, interstitial lung dz. CI in pregnancy. Use washout procedure with cholestyramine 8g TID x 11 days is recommended for serious toxicity or imminently planned pregnancy. 
methotrexate (MTX) ** Anchor drug in tx of RA, 1st drug of choice**

Trial dose: 20-25mg weekly (oral or parenteral) for at least 3 months. 

SE: N, malaise, flu-like aches, h/a, oral ulcers, transient loose stools; rarely: bone marrow and liver toxicity, pneumonitis, immunosuppression, malignancy. CI in pregnancy and in hep B or C, renal insufficiency or lung disease. 

Gold Preparations: 

sodium aurothiomalate

SE: Post-dose reactions (arthralgias, flushing, hypotension). Stomatitis, pruritic dermatitis, cytopenia, proteinuria.

auranofin

SE: D, rash, pruritus, n, abdominal pain, stomatitis, cytopenia, proteinuria, nephrotoxicity. 

Heavy Metal Antagonist: penicillamine

SE: Proteinuria, cytopenia, autoimmune disease. 

Sulfonamides: sulfasalazine (SSZ) – (used in very mild dz or in combo with methotrexate)

SE: Rash, marrow toxicity, GI intolerance. May cz sun sensitivity. CI in sulfa allergy or G6PD deficiency. 



	*Evidence exists for combination therapy: MTX, HCQ + SSZ (triple therapy)

  Or MTX with gold salts, leflunomide, azathioprine or cyclosporine.

  Note: Gold, D-penicillamine, azathioprine and cyclosporine are used less frequently now and mostly in combo

            with other DMARDs. 

Biologic Response Modifiers (Biologic DMARDs)
**Combination therapy with 2 biologic response modifiers is contraindicated, d/t increased risk of serious infection
     + malignancy. 
**All biological agents (mainly TNF α Inhibitors), rarely but have been associated with serious bacterial infections, 

    opportunistic infections and may reactivate TB. 
**Before starting therapy, screen patients for latent TB infection (epidemiologic risk factors, chest x-ray, Mantoux

    test). If screen positive for TB, exclude active TB and offer prophylactic therapy with isoniazid. 
**Consider adding biological agent if after 3-6 months if inadequate response to MTX:

Tumour Necrosis Factor-alpha (TNF α) Inhibitors: adalimumab, certolizumab, etanercept, golimumab, infliximab
1st line biological agents, best when combined with MTX or another non-biologic DMARD.
Reach max. effectiveness in 8-12 weeks. 

SE: Injection site reactions; infections (including TB and opportunistic pathogens); new onset psoriasis, increased risk of lymphoma (kids and teens), leukemia and other malignancies; autoimmune phenomena. 
CI: Susceptibility to or presence of serious and/or recurrent infection; consider lupus, demyelinating disease or heart failure relative contraindications. (Discontinue if possible in pregnancy).
B Cell Depletors: rituximab
SE: Mild to moderate infusion reactions. Rare: progressive multifocal leukoencephalopathy (PML).
CI: Susceptibility to infection; known Type 1 hypersensitivity or anaphylactic rxns to murine proteins, Chinese Hamster Ovary (CHO) cell proteins or to any component of the product. 

T Cell Co-stimulation Inhibitors: abatacept
SE: Rare minor infusion reactions. CI: Susceptibility to infection. 
Interleukin-1 (IL-1) Inhibitors: anakinra
Less effective than other biological agents, not used as much in txs.

SE : Injection site reactions (70%). CI : Susceptibility to infection.
Interleukin-6 (IL-6) Inhibitors: tocilizumab
SE : Infusion reactions, serious infections, GI perforation, decrease neutrophils/platelets, increase lipids. 
CI: Active infection. Screen for latent/active TB before initiating therapy. 


	RED FLAGS/ COMMON INTERACTIONS ASSOCIATED WITH THIS DISEASE/ DRUGS FOR THIS DISEASE

· Avoid concomitant use of related drugs such as quinine with antimalarial agents (hydroxychloroquine).
· Sufonomides (sulfasalazine) may reduce GI absorption of digoxin. 
· Alcohol restriction with methotrexate may minimize hepatotoxicity. NSAID or ASA may increase concentrations of MTX, may be combined at low doses. Penicillins (eg. amoxicillin, cloxacillin, piperacillin) and sulfonamindes (eg. tremethoprim/sulfamethoxazole) may decrease MTX clearance. 
· Use folic acid (at least 5mg weekly) to counter SE of methotrexate. 
· Avoid alcohol with leflunomide, b/c increases hepatoxicity. 
· Do not take cyclosporine (metabolized by CYP450) with grapefruit, erythromycin, ketoconazole, rifampin. 
· Allopurinol may increase azathioprine toxicity, dosage adjustment (1/4 of regular dose).
· Take penicillamine away from food, 1 hr before or 2hr after meals and at least 1 hr apart from any other drug or milk, may decrease effectiveness with food. 
· Avoid NSAIDs (ibuprofen and naproxen) in 1st, 3rd trimester of pregnancy.
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