Musculoskeletal Disorders

Rheumatoid Arthritis
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Investigations
Table 1 %,

Table 1: Evaluation of Disease Activity and Damage

Subjective

Degree of joint pain (scored /10 on ascending pain scale)
Duration of morning stiffness (in minutes or hours)

Degree of fatigue (scored /10)

Physician and patient global assessment of disease activity
Limitation of function

Physical examination

Number of actively inflamed/swollen joints

Mechanical joint problems: loss of motion, crepitus, instability,
malalignment and/or deformity

Extra-articular manifestations including dry eyes, nodules, pulmonary
findings, carpal tunnel syndrome

Laboratory

Erythrocyte sedimentation rate/C-reactive protein level: monitor every
1-2 months

Rheumatoid factor titre/anti-CCP antibody: at baseline

Complete blood cell count: monitor during most therapies every 1-3
months

Creatinine level: monitor at least twice per year
Urinalysis at baseline and during an annual visit

Synovial fluid analysis if available: at baseline to exclude other
conditions or sepsis

Imaging
Radiographs of hands and feet and selected involved joints annually
and as indicated

Consider joint ultrasound or, if available, MRI to identify subclinical
erosions if radiographs normal in the first year

Adapted from: Guidelines for the management of rheumatoid arthritis:
2002 update. American College of Rheumatology Subcommittee on
Rheumatoid Arthritis Guidelines. Arthritis Rheum 2002. Reprinted by
permission of Wiley-Liss, Inc., a subsidiary of John Wiley & Sons Inc.
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Figure 1:

Management of Rheumatoid Arthritis

Typical presentation:

Joint pain and swelling

Early morning stiffness >1 hour
>6 WK duration

Pain on squeezing MCPs = MTPs

Y

Diagnosis of rheumatoid arthritis

Refer to arthritis specialist, using direct and clear
communication about case
*
If confident of the diagnosis start nonbiologic
DMARD therapy

Y

Start MTX (if not contraindicated) either alone
or in combination with other DMARDs.
Other DMARDs may be appropriate in certain
situations (e.g., HCQ in very mild disease)

Y

Radiograph of hands and feet
CBC, C-reactive protein, anti-CCP,
ESR, rheumatoid factor

If necessary for symptom control, use

glucocorticoids while waiting for
nonbiologic DMARD therapy to

i

\

Y

become fully effective.
Use oral prednisone, or intra-articular
or im methylprednisolone

Re-evaluate patients frequently and adjust DMARD
therapy to a target of remission. Adjustments may
include: 1 dose, changing route of MTX
administration, adding other DMARDs.

or triamcinolone.

Y

Consider adding a biologic agent after 3-6 mo if an
inadequate response to MTX = other DMARDs.

Abbreviations:

anti-CCP = anti-cyclic citrullinated protein antibodies; CBC = complete blood count;

DMARD = disease-modifying antirheumatic drug; ESR = erythrocyte sedimentation rate; HCQ = hydroxychloroquine;
MCP = metacarpal phalangeal; MTP = metatarsal phalangeal; MTX = methotrexate; TNFa = tumour necrosis

factor-alpha
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Pharmacologic Choices

Disease-Modifying Antirheumnatic Drugs (DMARDs),
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Biologic Response Modifiers (Biologic DMARDs)
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Methotrexate
Injection USP,
Methotrexate
Tablets USP,
Metoject,
generics

Q wk po, sc or
im; 1 by 2.5-5 mg
Q 1-4 wk
Maintenance:
7.5-25 mg po, sc
or im Q wk (single
dose if tolerated, or
divided in 2 doses
Q12H)

For doses >15 mg
sc, divided doses
are better absorbed

aches, headache,

oral ulcers, transient
loose stools; rarely:
bone marrow and liver
toxicity, pneumonitis,
immunosuppression,
malignancy.

Not to be used in patients
with hepatitis B or C,
renal insufficiency or lung
disease.

serology, chest x-ray; CBC,
LFTs, albumin, creatinine
each mo x 6 mo then Q 2 mo
thereafter.

Give folic acid 5 mg/wk to
control minor adverse effects.

minimize hepatotoxicity.
NSAIDs or ASA may 1
MTX serum concentrations
minimally but this is not
clinically significant; these
can be combined at low
doses.

Penicillins (e.g., amoxicillin,
cloxacillin, piperacillin) and
sulfonamides (e.g., trimetho-
prim/sulfamethoxazole) may
| MTX clearance.

Table 22 Nonbiologic Disease-Modifying Antirheumatic Drugs for Rheumatoid Arthritis
Class Drug Dose Adverse Effects Monitoring Drug Interactions Cost a
Antimalarial Agents  hydroxy- 200400 mg daily Nausea, cramps, diarrhea, Ophthalmologic exam Avoid concomitant use $
chloroquine po. Reduce dose if  rash, nightmares, Q 12-18 mo. of related drugs such as
Plaquenil, <60 kg hyperpigmentation. quinine.
generics Rarely, if dosed too high for
too long, corneal and retinal
deposition can occur.
Immunomodulators  ozathioprine ‘Y Initial: 50 mg daily Hepatitis, drug fever, CBC, LFTs Q 1-3 mo. Allopurinol may t azathioprine ~ $
Imuran, generics po, 1 by 25-50 mg myelosuppression, toxicity; dosage adjustment
' Q 1-2 wk (dose immunosuppression, may be necessary (1/4 of
2-2.5 mg/kg/day) unconfirmed risk of regular dose).
Maintenance: malignancy.
50-150 mg/day
(divided in 1-3
doses)
cyclosporine Initial: Renal toxicity, hypertension, Blood pressure each Metabolized by $$55%
Neoral, generics 2.5 mg/kg/day po, hypertrichosis, cytopenia, mo, periodic CBC, LFTs, CYP450—many possible
divided in 2 doses, 1 gum hyperplasia. electrolytes; monitor drug blood  drug interactions (e.g.,
every 1-2 wk levels. grapefruit, erythromycin,
Maintenance: ketoconazole, rifampin).
2.5-5 mg/kg/day
(divided in 2 doses)
leflunomide 10-20 mg daily po Nausea, diarrhea, anorexia,  Baseline hepatitis B and C Avoid alcohol because $$
Arava, generics alopecia, hypertension, serology; CBC, LFTs, creatinine  of possible 1 risk of
' rash. May cause hepatic Q 2-8 wk, LFTs each mo ifalso  hepatotoxicity. Pregnancy
toxicity, cytopenias, on MTX. is contraindicated while
profound anorexia and taking this medication.
weight loss, pulmonary Washout procedure with
fibrosis, interstitial lung cholestyramine 8 g TID x 11
disease. days is recommended for
serious toxicity or imminently
planned pregnancy (see
Choices During Pregnancy
and Breastfeeding).
methotrexate 9 Initial: 7.5-15 mg Nausea, malaise, flu-like Baseline hepatitis B and C Alcohol restriction may $

(cont’d)
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Table 2: Nonbiologic Disease-Modifying Antirheumatic Drugs for Rheumatoid Arthritis (conta)
Class Drug Dose Adverse Effects Monitoring Drug Interactions Costa
Gold Preparations sodium Initial: 10 mg 1st Post-dose reactions CBC, dipstick for urinary protein $
aurothiomalate ‘§  wk, 25 mg 2nd wk, (arthralgias, flushing, with every 1-2 injections. Hold
Myochrysine, then 50 mg Q wk for  hypotension). Stomatitis, if pruritus, mucosal ulcers, or
generics 20 wk im; then | to pruritic dermatitis, >1+ proteinuria.
maintenance. cytopenia, proteinuria.
Maintenance:
50 mg Q 2-6 wk im,
usually monthly
auranofin 6 mg daily poin 1-2  Diarrhea, rash, pruritus, Stop drug if no response $3$%
Ridaura doses nausea, abdominal pain, observed after 4 mo.
stomatitis, cytopenia,
proteinuria, nephrotoxicity.
Heavy Metal penicillamine Initial: 125-250 mg  Proteinuria, cytopenia, CBC, urine dipstick Q 1-2 mo. Food: Since the effectiveness  $$$$$
Antagonists Cuprimine once daily po, 1 autoimmune diseases. of penicillamine may be | by
by 125-250 mg food, administer on an empty
Q 1-3 mo stomach at least 1 h before
Maintenance: or 2 h after meals and at least
250-750 mg once 1 h apart from any other drug
daily po or milk.
Sulfonamides sulfasalazine Initial: 500 mg Rash, marrow toxicity, Gl CBC, LFTs Q 3 mo. Sulfasalazine may | Gl $
Salazopyrin, daily or BID po, intolerance. May cause absorption of digoxin.
generics 1 by 500 mg Qwk to  sun sensitivity. Do not use
a maintenance dose if sulfa allergy or G6PD
of 2-3 g daily po deficiency.
(divided in 2 doses)
a Cost of 4-week supply for maintenance dose based on 70 kg body weight; includes drug cost only.
% Dosage adjustment may be required in renal impairment; see Appendix |
Abbreviations: CBC = complete blood count; CYP450 = cytochrome P450; G6PD = glucose-6-phosphate dehydrogenase; Gl = gastrointestinal; LFT = liver function test; MTX = methotrexate;
NSAID = nonsteroidal anti-inflammatory drug
Legend: §$<$50 $$ $50-100 $$$ $100-150 $$$$ $150-200 $3$$$ $200-250
Table 3: Biologic DMARDs (Biologic Response Modifiers) for Rheumatoid Arthritis
Class Drug Dose Adverse Effects Monitorings Contraindications Costa
Tumour adalimumab 40 mg every other wk Injection site reactions; History of TB exposure. Baseline  Susceptibility to or $
Necrosis Humira sC infections (including PPD and chest x-ray to assess for  presence of serious and/or
Factor-alpha TB and opportunistic latent TB. recurrent infection; consider
(TNFa) organisms); new-onset lupus, demyelinating
Inhibitors psoriasis; 1 risk of disease or heart failure
lymphoma (children and relative contraindications.
adolescents), leukemia
and other malignancies;
autoimmune phenomena.
certolizumab 400 mg at weeks See adalimumab. See adalimumab. See adalimumab. $
Cimzia 0, 2 and 4, then
200 mg every other
wk sc. May give
400 mg Q 4 wk sc as
maintenance dose
etanercept 25 mg twice weekly or  See adalimumab. See adalimumab. See adalimumab. $
Enbrel 50 mg once weekly sc
golimumab 50 mg once monthly See adalimumab. See adalimumab. See adalimumab. $
Simponi on same date each

month sc

(cont’d)
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Class Drug Dose Adverse Effects Monitoring Contraindications Costa
infliximab 3-5 mg/kg at 0, 2, Infusion reactions, See adalimumab. Heart failure if using $$
Remicade 6 wk and Q 4-8 wk infections (including >5 mg/kg/infusion,
thereafter iv TB and opportunistic demyelinating disease,
organisms), new-onset susceptibility to or presence
psoriasis, 1 risk of of serious and/or recurrent
lymphoma (children and infection; lupus a relative
adolescents), leukemia contraindication.
and other malignancies,
autoimmune phenomena.
B Cell rituximab 1 g x 2 doses 2 wk Mild to moderate infusion CD19 counts can monitor B cell Susceptibility to infection. $$5$$
Depletors Rituxan apart iv. Infusions are reactions. levels. Contraindicated in
given with 100 mg of Rare: progressive patients with known
methylprednisolone; multifocal Type | hypersensitivity
doses can be leukoencephalopathy or anaphylactic reactions to
repeated after 5-6 mo.  (pL). murine proteins, Chinese
Indicated in patients Hamster Ovary (CHO)
who have failed an cell proteins or to any
anti-TNFa agent component of the product.
T Cell abatacept Dosing based on Rare minor infusion History of TB exposure. Baseline  Susceptibility to infection. $$$
Co-stimulation  Orencia weight: reactions. PPD and chest x-ray to assess for
Inhibitors <60 kg: 500 mg iv latent TB.
initial infusion
60-100 kg: 750 mg iv
initial infusion
>100 kg: 1 g iv initial
infusion
After initial dosing,
administer at 2 wk,
4 wk and then
monthly. Indicated
in nonbiologic DMARD
or anti-TNFa agent
failures
Interleukin-1 anakinra ‘9 100 mg daily sc Injection site reactions None recommended. Susceptibility to infection. $
(IL-1) Inhibitors  Kineret (70%).
Interleukin-6 tocilizumab 4 mg/kg Q 4 wk iv, Infusion reactions, serious  Monitor for neutropenia, Active infection. Screen $
(IL-6) Inhibitors  Actemra infused over 1 h; may infections, Gl perforation, for latent/active TB before

1 to 8 mg/kg iv Q
4 wk if response is
inadequate

| neutrophils, | platelets,
1 lipids.

thrombocytopenia and elevated
transaminases 4-8 wk after
starting therapy.

May 1 CYP450 enzyme
activity—monitor concurrent
therapy with drugs metabolized
by CYP450.

initiating therapy.

a Cost of 4-week supply based on 70 kg body weight; includes drug cost only.

a Dosage adjustment may be required in renal impairment; see Appendix |
Abbreviations: CYP450 = cytochrome P450; DMARD = disease-modifying antirheumatic drug; MTX = methotrexate; PPD = purified protein derivative; TB = tuberculosis; TNFa = tumour necrosis factor a
Legend: $$1000-2000 $$ $2000-4000 $$$ $4000-6000 $$$$ $6000-8000 $$$$$ $8000—10 000



