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DMARD-=disease-modifying antirheumatic drug.

Bykerk VP, Keystone EC. J Musculoskelet Med. 2004;21:133-146.
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Towhrd a Team Approach: RAPIL
PCF Rheumatology Collaboration Is

.

Rheumatic diseases are the most common diseases in
the US general population, even in persons <65 y; rheumatic
diseases are increasingly common in persons <65y

The number of US rheumatologists is projected to decline by

20% over the next 2—3 decades

Rheumatic diseases (eg, RA, SLE) affect the whole patient,
not just the joints, and are associated with significant
comorbidity and early mortality

PCPs are often the first to see patients with persistent
polyarthritis, many of whom will be found to have RA

A = rheumatoid arthritis; SLE = systemic lupus erythematosus; PCP = primary care physician.
Adapted from Pincus T, et al. Arthritis Rheum. 2002;46:851-854. [Evidence Level C]




PCPs: First Line of Arthritis F/—f_ = /ﬁz".f
Care

Initial Office Visits Without a Referral

PCPs (IM, GP, FP)

68.4% Rheumatologists

\ / 3.5%

Orthopedic
Surgeons
14.9%

.

\ General

Surgeons
All Others 3.8%
9.4%

IM = internal medicine; GP = general practice; FP = family practice.
National Center for Health Statistics, National Ambulatory Medical Care Survey, 1995. Available at:
http://www.cdc.gov/search.do?action=search&queryText=National+Ambulatory+Medical+Care+Survey%2C+1995&x=11

&y=10. Accessed April 5, 2005. [Evidence Level B]




| RA In Women

R
*

Prevalence is 2—4 times greater in women

2 Peak onset periods (31-35 y and >46 y) vs
1 peak onset period in men (>35y)

Higher risk of articular destruction
—ewer extra-articular manifestations

Higher clinical disease severity

Harrison MJ. Arthritis Rheum. 2003;49:846—852. [Evidence Level C]




Reduced Life Expectancy
All-cause mortality 60%—70% higher than in pts with
OA and no arthritis

Adapted with permission from Fleischmann R, Markenson J, Cohen S. [Evidence Level C]




RAPIL

“Thel 5 Ts—Management Paradigm for
'£Prima ArE

Think about RA (suspect RA)
Test to see If it iIs RA (diagnose)
Telephone — Refer early (refer)
Treat — Start treatment (manage)

Teamwork — Manage RA and
comorbidities with a team approach

Adapted with permission from Fleischmann R, Markenson J, Cohen S. [Evidence Level C]




RAPIL

Fhe b Ts—Management Paradigm
' ¢for Brime are (Con

Think (Suspect RA)

Aggressively Exclude other
evaluate pts diseases (eg,
during the first SLE, hepatitis C,
6—12 wk of any HIV) and other
arthropathy causes of joint
pain (infection,
gout, floromyalgia)

Adapted with permission from Fleischmann R, Markenson J, Cohen S. [Evidence Level C]




Pathogenesis of RA

RA

Inflamed
Synovial
Membrane

Pannus RA

Pathologic alterations
Synovial hyperplasia
Inflammatory infiltrate
Increased vascularity

Synovial Pannus formation

Fluid

Rosenberg A. Bones, joints, and soft tissue tumors. In: Cotran RS, et al, eds. Robbins Pathologic Basis of Disease. 6th
ed. Philadelphia, Pa: WB Saunders Co; 1999:1215-1268. [Evidence Level C]




Characteristics of RA

Peak age of onset: 30-60 years

2-3 times more common in women

Affects approximately 1% of population

Chronic, progressive, systemic inflammatory disease

Characterized by:

Progressive destruction of synovial joints with loss of cartilage
and bone

Damaged ligaments and tendons

Loss of physical function and quality of life with disability
and underemployment

Life expectancy reduced by 5-15 years

American College of Rheumatology. Fact sheet. www.rheumatology.org/patients/factsheet/ra.html; MacLean
CH, Louie R, Leake B, et al. JAMA. 2000;284:984-992.




Natural History of RA

Course of RA Is variable

15% to 20% of RA patients have mild course:
Intermittent flares and good prognosis

Majority have progressive disease: joint damage,
decline in physical function, depression,
disablility, and comorbidities

Lee DM, Weinblatt ME. Rheumatoid arthritis. Lancet. 2001;358:903-911; Pincus T. Callahan LF. Rheum Dis Clin North Am.
1993;19:123-151; Hawley DJ. J Rheumatol. 1988;15:932-41; Drossaers-Bakker KW, Kroon HM, Zwinderman AH,
Breedveld FC, Hazes JM. Rheumatology (Oxford). 2000;39:998-1003; Wolfe F, Mitchell DM, Sibley JT, et al. Arthritis
Rheum. 1994;37:481-494.




| Quality of Life in RA RAPIL

RA causes decreased quality of life with
progressive decline over timel,?2:

Decreased physical functioning, mobility, self-care,
social functioning, and vitality

Increased pain and fatigue
Adverse effects on general and mental health

1. M. Kosinski, et al. Am J Managed Care. 2002; 8:231-240; 2. Kvien TK, Uhlig T. Scand J Rheumatol. 2005;35:333-339.




Disability and Its Impact RAPIL
In RA

>7 times more likely than age- or sex-matched
Individuals to have greater than moderate disability

Unemployment due to pain, impaired physical function,
transportation difficulties

Unable to do housework, minor repairs, paid work,
gardening, physical activities, and hobbies

Comorbidities: $2582/year (in 1995-1996) for medical
care costs for non-RA reasons

Unmeasured costs of lost productivity

Sokka T, Krishnan E, Hakkinen A, Hannonen P. Arthritis Rheum. 2003;48:59-63; Lacaille D, Sheps S, Spinelli JJ,
Chalmers A, Esdaile JM. Arthritis Rheum. 2004;51:843-852; Puolakka K, Kautiainen H, Métténen T. Ann Rheum Dis.
2005;64:130-133; Katz P, Morris A, Yelin EH. Ann Rheum Dis. 2006;65:763-769; Yelin E, Wanke LA. Arthritis Rheum.
1999;42:1209-1218.




Work Status in RA

1 Working full time [ 1 Work disabled
[ 1 Working part time [ Retired

Proportion 1007
of patients g4
(%)
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Onset Study Study Study Study Study  Study
start year year year year year
1 2 3 4 5

Fex E, et al. J Rheumatol. 1998;25:44-50; Hochberg et al. Rheumatology. 3rd ed. 2003;68:767. -







Early RA: Joint Swelling




Advanced RA:
Joint Destruction

Erosions, joint space narrowing, decalcification of bone and deformities
70% of hand and foot erosions occur In first 2 years of disease

Lindqvist E, Jonsson K, Saxne T, Eberhardt K. Ann Rheum Dis. 2003;62:611-616; Lindqgvist E, Saxne T, Geborek P,
Eberhardt K. Ann Rheum Dis. 2002;61:1055-1059.




Rheumatoid
Hand Deformities




It's Not Just the Hands:
Joints Affected by RA

—cervical spine 40%
-cricoarytenoid 10%
~acromig-clavicular 50%
~shoulder 60%

-ankle; subtalar 80%

MTPs 90%



7| Orthopedic Sequelae of RA RAPIL

S

Total knee and hip replacements common
Cervical spine destabilization
Osteoporotic fractures

Hand and foot surgeries: 11% of RA patients
treated with DMARDSs for 5 years undergo large-
or small-joint surgery

Dunbar RP, Alexiades MM. Rheum Dis Clin North Am. 1998;24:35-54; Neva MH, Hakkinen A, Makinen H, et al. Ann Rheum
Dis. 2006;65:884-888; James D, Young A, Kulinskaya E, et al. Early Rheumatoid Arthritis Study Group (ERAS), UK.
Rheumatology (Oxford). 2004;43:369-376.




RA:
It's Not Just the Joints!!

"~ Osicoporosis NG

Destruction
Disability
Pain

2 X— Rate |3 P - Pulmonary
Malignancy Disease

Deane K. J Musculoskel Med. 2006;23:524-S31.




Infection in RA RAPIL

Risk of infections in RA patients is increased compared with control
populations (up to 6- to 9-fold)

Underlying immune dysfunction

Corticosteroids

Immunomodulatory drugs
Assessing a patient with RA with suspected infection

Prompt and thorough evaluation of symptoms

Prompt initiation of appropriate antibiotics (especially for patients on
biological therapeutics)

Consider usual bacterial culprits

Consider opportunistic organisms (especially with biologicals)
Mycobacterial (atypical or disseminated presentation)
Fungal (eg, Histoplasma, Coccidioides, Cryptococcus, Aspergillus, Candida)
Viral (eg, zoster)

Strangfeld A, et al. 2006;20:1181-1195; Kroesen, S et al. Rheumatology (Oxford). 2003;42:617-621.




Cardiovascular Disease RAPIL
(CVD) in RA

Increased incidence of cardiovascular events
and mortality in RA: relative risk (RR) 2-4 times
age- and sex-matched controls

Not explained by traditional risk factors
(smoking, lipids, hypertension, DM); adjusted RR
still 3.2

High index of suspicion necessary, as atypical,
silent chest pain and sudden death are more

common

Del Rincon ID, et al. Arthritis Rheum. 2001;44:2737; Solomon DH, et al. Circulation. 2003;107:1303; Turesson C, et al.

Ann Rheum Dis. 2004;63:952-955; Jacobsson JT, et al. Arthritis Rheum. 1993;36:1045; Del Rincon ID, et al. Arthritis Rheum.
2001:;44:2737; Maradit-Kremers H, et al. Arthritis Rheum. 2005;52;402-411; Turesson, et al. Ann Rheum Dis. 2007
Jan;66(1):70-5. Crowson, C, et al. Arthritis Rheum. 2005;52;3039.
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| RA and CVD: RAPIL
What to Do About It

“...patients with RA and persistent inflammation
as measured by CRP level and ESR may be
considered to have an additional risk factor for
disease, and therefore, require more aggressive
cholesterol lowering.”

Deane K. J Musculoskel Med. 2006;23(suppl Nov):S24-S31.




Malignancy in RA RAPIL

2-3X lymphoproliferative disease, in particular, diffuse large
B-cell ymphoma

EBV-associated lymphomas increased in patients on MTX
Chronic inflammation may be responsible for increased
lymphoma

Lung cancer more common in RA, but may be due to
cigarette smoking, a common risk factor

Anti-TNF medications may be associated with increased
risk of lymphoma skin cancer and possibly other solid
malighancies

Hernandez-Garcia C, Vargas E, Abasolo L, et al. J Rheumatol. 2000;27:2323-2328; Callahan LF. Curr Opin Rheumatol.
2003;15:110-115; Coulton CJ, Zborowsky E, Lipton J, Kushner I, Moskowitz RW. Arthritis Care Res. 1989;2:54-59.; Emery P.
Pharmacoeconomics. 2004;22(suppl 2):55-69.




Increased Mortality in RA RAPID

Women
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In 2000:
2.4 vs 0.2 per 100 person-years 2.5 vs. 0.3 per 100 person-years

Gonzalez A, et al. Arthritis Rheum. 2007;56(11):3583.




| The Team Approach
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RA Therapies

DMARDs

Nonbiologics Biologics
» Target immune cells,  Target specific parts of
usually by an unknown the inflammatory
mechanism cascade
 Are nonspecific * Are specific
« Examples include: » Examples include:
Methotrexate Infliximab
Leflunomide Adalimumab
Hydroxychloroquine Etanercept
Sulfasalazine Anakinra
Gold salts Abatacept
Penicillamine Rituximab
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