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Dear Colleague:

We are pleased to provide you with this CME monograph, Primary Care Management of Rheumatoid Arthritis: 

Making the Diagnosis and Optimizing Outcomes. 

Primary care providers (PCPs) play a pivotal role in the management of rheumatoid arthritis (RA). Active PCP involve-

ment through early diagnosis of RA and ongoing monitoring of RA patients is crucial to achieving successful outcomes. 

If treatment is not initiated in the early stages of the disease, many RA patients develop disabilities that compromise 

their ability to perform activities related to daily living.1 Fortunately, appropriate application of disease-modifying 

therapy, usually provided by rheumatologists, can reduce that potential for disability by more than 60%.1

This monograph will assist PCPs in making a provisional diagnosis of RA, provide guidance regarding the referral of a 

patient to a rheumatologist, explain how to care for the patient while waiting for the rheumatologist to begin disease-

modifying therapy, and describe some of the common comorbidities among RA patients. 

Your commitment to patient care is crucial to improving the identification of RA in primary care and decreasing 

patients’ long-term disability. We thank you for your continued dedication to furthering your clinical education and 

improving the care of your patients. We are confident that you will find the information in this monograph valuable to 

your practice, and we encourage you to share this information with other health care professionals.

Sincerely,

Michael E. Weinblatt, MD
John R. and Eileen K. Riedman Professor of Medicine 
Co-Director, Clinical Rheumatology 
Division of Rheumatology, Immunology, and Allergy
Brigham and Women’s Hospital
Boston, Massachusetts
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Activity Overview
Primary care providers (PCPs) play an important role 
in the diagnosis and ongoing management of 
rheumatoid arthritis (RA), which is a progressive 
inflammatory disease of the joints that affects 1% of 
the US population. Symptoms typically include pain, 
stiffness, and swelling of the joints. Early diagnosis 
of RA is crucial to improved patient outcomes. 
Standard treatment regimens use disease-modifying 
antirheumatic drugs (DMARDs), which include 
methotrexate and biologics such as anti–tumor 
necrosis factor agents. RA is most effectively 
managed through an active collaboration between a 
PCP and a rheumatologist. This monograph focuses 
on the role of PCPs in the diagnosis and management 
of RA and devotes particular attention to identifying  
situations when a rheumatologist should be consulted.

tArget Audience
This activity is intended for PCPs involved in the 
diagnosis and management of patients suspected of 
having RA.

LeArning Objectives 
Upon completion of this activity, participants should 
be able to:

•	 	Identify	patients	who	have	probable	early	RA	and	
should be referred to a rheumatologist

•	 	Employ	the	squeeze	test	to	assist	with	diagnosis	
of RA

•	 	Order	appropriate	laboratory	tests	when	RA	is	
suspected

•	 	Incorporate	simple	screening	techniques	for	RA	
into daily practice

•	 	Order	proper	vaccinations	for	patients	starting	
DMARD therapy

•	 	Appropriately	manage	infections	in	patients	
receiving DMARD therapy

•	 	Assess	and	aggressively	reduce	cardiovascular	
disease risk in RA patients
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Rheumatoid arthritis (RA) is a chronic, progressive, systemic inflammatory 
disease	characterized	by	the	progressive	destruction	of	synovial	joints.	
The joint damage and pain associated with RA significantly reduce patient 
quality	of	life.1 RA patients often have difficulty performing activities of 
daily living (ADLs; eg, cleaning, bathing) and instrumental activities of 
daily	living	(IADLs;	eg,	shopping,	socializing,	and	maintaining	employment).	
Half of patients with RA are unable to perform at least one ADL.1,2 Work 
productivity is also negatively affected by RA and worsens as disease 
severity increases.3,4 In addition, the systemic effects of RA contribute to a 
5-to-15-year reduction in life expectancy, with mortality rates of 2.4 and 2.5 
per 100 person-years for men and women, respectively.5,6 The total annual 
societal cost (including direct and indirect costs to patients, caregivers, 
and	employers,	as	well	as	quality-of-life	deterioration	and	premature	mor-
tality) of RA has been estimated at $39.2 billion.7 

Early diagnosis and initiation of therapy with disease-modifying antirheu-
matic drugs (DMARDs) is essential to achieving optimal clinical outcomes, 
a fact that gives primary care providers (PCPs) a critical role to play in 
minimizing	the	impact	of	RA.	Because	they	are	likely	to	see	patients	at	
the first stages of symptom development, PCPs are in the best position to 
recognize	RA	in	its	earliest	stages	and	refer	patients	to	a	rheumatologist	
for confirmation of the diagnosis and initiation of DMARD therapy. 
Patients who receive early treatment experience significant improvement 
in	quality	of	life,	a	reduction	in	work	disability,	and	a	slowing	in	the	
progression of joint damage.1,4,8

Developed for PCPs, this monograph describes a simple strategy for making 
an early provisional diagnosis of RA, discusses current therapies for treating 
RA patients, and outlines the key role of PCPs in the ongoing comanagement 
of RA patients with rheumatologists and other health care professionals.

ePidemiOLOgy OF rA

More than 1.3 million people in the United States have been diagnosed 
with RA.9 Women are affected about 2 to 4 times more often than men. 
RA onset generally peaks between 40 to 60 years of age, but it can begin 
early in childhood and is common in young women of childbearing age.10 
Joint damage occurs most rapidly during the first several years of the 
disease,11,12 but progression and severity varies greatly between patients.11,13 
In	up	to	11%	of	cases,	surgery	is	required	to	repair	damaged	joints.14 

mechAnisms OF diseAse

The etiology of RA is still not well understood.15 It is currently believed that 
an interaction between environmental factors or triggers (such as a viral 
infection or tobacco use) and genetic factors that influence RA susceptibility 
initiate an abnormal autoimmune inflammatory response.16,17 Smoking is 
the best-studied environmental factor involved in the development of RA. 
One	early	study	found	that	among	patients	positive	for	rheumatoid	factor	
(RF), those who smoked were at a greater risk of developing RA if they 
had HLA-DR shared epitope genes.18

Once	the	autoimmune	response	is	triggered,	cytokines	such	as	interleukin-1	
and tumor necrosis factor-α (TNF-α), are released from macrophage-like 
synoviocytes, resulting in synovitis.11,19,20 The release of cytokines, in turn, 
regulates the expression of chemokines and adhesion molecules that 
promote the influx of immune cells such as B cells, T cells, monocytes, 
macrophages, and mast cells into the synovium.11,19 Bone erosion occurs 
when monocytes differentiate into osteoclasts following exposure to both 
macrophage colony-stimulating factor (M-CSF) and receptor activation of 
nuclear	factor	kappa-B	ligand	(RANKL),	which	are	localized	to	synovial	
tissue.19,21-24	Like	bone,	cartilage	is	destroyed	as	a	consequence	of	RA,	
but through a mechanism that involves the release of proteases from 
synovial fibroblasts, neutrophils, and chondrocytes.19 

recOgnizing rA in its eArLy stAges
After RA has been triggered, clinical symptoms caused by inflammation 
develop over weeks to months.11,25 In early RA, joint swelling and pain are 
caused by tissue edema and fibrin deposition, which result from the 
autoimmune response.11,17,25 At this early stage, a diagnosis of provisional 
RA may be made by PCPs and the patient referred to a rheumatologist for 
confirmation of the diagnosis and initiation of DMARD therapy.

The most common presentation of RA is insidious pain, stiffness, and 
swelling of the small peripheral joints (metacarpophalangeal [MCP], 
metatarsophalangeal [MTP], and proximal interphalangeal [PIP]) and 
wrists.13,26 However, the large joints may be affected first.13,26 With 
disease progression, new joints may become involved. If RA is not caught 
early and treatment is not started within 4 to 6 months of diagnosis, RA 
can lead to progressive joint damage and increase the risk for later 
disability.27 If treatment is not started within 6 months of the first 
appearance of symptoms, the odds of long-term disability increase.28 A 
recent European study followed 1,674 early-RA patients over 6 years to 
examine the effect of delayed diagnosis on patient outcomes. Those who 
were diagnosed more than 12 weeks after onset of symptoms experienced 
a 1.3-fold higher rate of joint destruction compared to those diagnosed 
earlier.29	In	addition,	delay	in	diagnosis	was	associated	with	a	hazard	ratio	
(HR) of 1.87 in not achieving DMARD-free remission. The authors defined 
DMARD-free remission as fulfillment of the following criteria for at least 1 year: 
(1) no current DMARD use, (2) no swollen joints, and (3) classification as 
DMARD-free remission by the patient’s rheumatologist.29 

diAgnOsing rA

A diagnosis of RA should be considered when a patient reports symptoms 
consistent with the onset of RA (ie, spontaneous onset of one or more 
swollen joints, morning stiffness lasting more than 45 minutes, and 
diffuse joint pain) to his or her PCP.28 While taking a detailed history, the 
PCP	should	ask	specific	questions	about	the	nature	of	the	patient’s	
symptoms to determine whether a provisional diagnosis of RA is 
warranted.	Examples	of	pertinent	questions	include:
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•	 Does	it	hurt	to	get	out	of	bed	in	the	morning?
•	 Do	you	experience	morning	stiffness?
•	 If	so,	how	long	does	the	stiffness	last?
•	 What	time	of	day	is	the	pain	at	its	worst?
•	 Do	you	smoke?	How	much?
•	 Do	you	have	a	family	history	of	RA?
•	 	How	easily	can	you	complete	tasks	such	as	turning	a	faucet	or	
washing	yourself?

A thorough physical examination should also be performed, including a 
squeeze	test	(Figure	1).		

Figure 1. Squeeze test of A. metacarpophalangeal joints, and B. 
metatarsal joints.

A. B.

A provisional diagnosis of RA includes a consideration of three criteria 
(Figure 2)30:

1.  Swollen or tender joints: The number and location of swollen or 
tender joints is the most important indicator of possible RA. The 
likelihood of RA increases as the number of affected joints increases. 
Often,	the	small	joints	of	the	hands	and	feet	are	involved,	and	the	
squeeze test	is	a	good,	quick,	and	simple	screening	procedure	
(Figure	1).	In	the	squeeze	test,	the	PCP	firmly	grasps	the	region	of	the	
second	to	fifth	metacarpals	or	metatarsals,	squeezing	laterally	and	
noting the presence or absence of joint tenderness as expressed by 
the patient. If the patient expresses discomfort or pain during the 
squeeze	test,	the	test	is	considered	positive.	RA	typically—but	not	
always—affects joints symmetrically on the body. 

Figure 2. Making a provisional diagnosis of RA in primary care.

Does your patient have:
 3 Swollen or tender joints
  – Either >1 large or ≥1 small joint of the hands or feet, or
	 	 –		Positive	squeeze	test	(pain	when	gently	squeezing	across	the	

metacarpophalangeal/metatarsophalangeal joints)
 3 Symptoms lasting ≥6 weeks
If patient has swollen joints or a positive squeeze test as above for 
≥6 weeks, refer to a rheumatologist for provisional RA. 
If the patient does not meet these criteria but has at least one 
swollen or tender joint and a positive RF or anti-CCP test, he or 
she should be referred to a rheumatologist.

2.  Duration of symptoms for 6 or more weeks: Insidious onset of 
symptoms over 6 or more weeks is more likely to be caused by an 
inflammatory arthritis such as RA. Symptoms for many years without 
obvious deformity argues against the diagnosis of RA.

3.  Laboratory tests: Certain laboratory tests are used to distinguish RA 
from other inflammatory arthritides. RF and anti-cyclic citrullinated 
peptide (anti-CCP) antibody are possible signs of RA. Whereas the 
presence of RF has long been used in the diagnosis of RA, anti-CCP 
antibodies recently have been found to be more specific than RF in 
discriminating RA from other diseases,31-33 and the presence of both 
anti-CCP and RF is highly indicative of RA.30,34 Erythrocyte sedimenta-
tion rate (ESR) and C-reactive protein (CRP) are part of the acute-phase 
response that accompanies inflammation and are useful as serological 
measures of inflammation that are predictive of joint disease and 
functional disability.35,36 Abnormally high levels of ESR and CRP suggest 
an inflammatory process, possibly RA or other inflammatory arthritis, in 
the absence of other known inflammatory conditions. 

If multiple joints are swollen and tender, the squeeze test is 
positive, and/or any of these laboratory tests are abnormal, a 
provisional diagnosis of RA should be made and the patient referred 
to a rheumatologist for confirmation as soon as possible. In addition, 
if the patient does not meet the first two criteria but has at least one 
swollen or tender joint and a positive RF or anti-CCP test, he or she 
should still be referred to a rheumatologist for examination. The rheuma-
tologist will make a definitive diagnosis of RA using the recently revised 
criteria of the American College of Rheumatology (ACR).30

If the patient does not meet any of these criteria, he or she may still have 
RA. It is, however, less likely, and it is therefore less urgent for the patient 
to be seen by a specialist. In these cases, it is important to rule out other 
potential causes of inflammatory arthritis (such as hepatitis or Lyme 
disease) and consider referral to a rheumatologist if the diagnosis 
remains unclear. Common diagnostic challenges include the presence of 
nonspecific symptoms such as pain, stiffness, fatigue, depression, and 
inconclusive laboratory results.11

Once	a	patient	is	given	a	provisional	diagnosis	of	RA	and	referred	to	a	
rheumatologist, the PCP should obtain a laboratory workup that includes 
a complete blood count (CBC), RF, anti-CCP antibody, antinuclear antibody 
test, ESR, CRP, hepatitis B and C serology, Lyme titer, parvovirus antibody, 
and comprehensive metabolic panel. A tuberculosis skin test (purified 
protein derivative [PPD]) should be performed, and x-rays of the hands, 
wrists, feet, and chest can be considered (Table 1).30,37 The goal of x-ray 
testing is not to make a diagnosis but to document the extent of cartilage 
and bone destruction, as well as the progression of bony erosions as the 
disease progresses. 
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Table 1. Initial laboratory tests for patients with joint pain.

•	Rheumatoid	factor
•		Anti-cyclic	citrullinated	

peptide antibody
•	Antinuclear	antibody
•	Lyme	titer
•		Parvovirus	antibody,	IgG	and	IgM
•		Acute	phase	reactants 

– Sedimentation rate 
– C-reactive protein
•		Complete	blood	count	with	

differential

•	Uric	acid

•		Comprehensive	metabolic	
panel

•		X-ray	(hands,	wrists,	feet) 
–		Optional	as	per	your	

rheumatologist

•		Baseline	pretreatment	lab: 
–  Purified protein derivative 

(PPD)

 – Chest x-ray

rA therAPy

Once	RA	is	diagnosed,	early	treatment	is	essential	to	minimize	joint	
damage. Before the patient is seen by the rheumatologist, the PCP can 
prescribe certain medications to relieve pain. Nonsteroidal anti-inflamma-
tory drugs (NSAIDs) are typically used for short-term management of 
RA but are sometimes associated with cardiovascular events and 
gastrointestinal (GI) bleeding.37 GI bleeding is particularly important to 
look for, as patients receiving NSAIDs are at an increased risk for this 
adverse event and this complication can occur without obvious symptoms.38 
Therefore, gastroprotective therapies are often concurrently administered 
with NSAIDs.37 Low-dose corticosteroids (eg, ≤10 mg prednisone) are 

another therapeutic option that should also be given with GI protection37; 
they can be used as a bridge therapy until DMARDs begin to demonstrate 
efficacy.39 A short-term course of corticosteroids has minimal side effects 
in most patients, though long-term low-dose corticosteroids have significant 
side effects, including osteoporosis, cataracts, and immunosuppression.37

In most cases, the rheumatologist works with the patient and the PCP to 
develop a treatment plan. The PCP has an important role in monitoring 
the patient after therapy is started. DMARDs form the basis of long-term 
RA management and are the most effective treatment option for altering 
the natural course of RA and reducing disease severity, disability, 
mortality, and RA-specific complications (such as cardiovascular 
events).40-45 The increased use and availability of DMARD therapies may 
be at least partially responsible for the decreasing rate of orthopedic 
surgeries among patients with RA.46 

Traditional or nonbiologic DMARD therapies (eg, methotrexate, lefluno-
mide,	sulfasalazine)	have	been	used	successfully	for	decades	to	treat	RA,	
and	most	require	a	minimal	level	of	monitoring	that	includes	a	CBC	panel	
and liver function tests (LFTs) (Table 2).47 Biologic DMARDs differ from 
conventional DMARDs in their ability to target specific components of the 
immune response involved in the pathophysiology of RA, such as TNF, T 
lymphocytes, B cells, and interleukin-6 (IL-6) (Table 3). Because biologics 
reduce immune function, it is important to be vigilant for signs of infection. 
Additionally,	anti-TNF	therapies	require	tuberculosis	screening	with	a	PPD,	
and	IL-6	inhibitors	may	raise	cholesterol	and	require	lipid	screens.47-49 

Table 2. Selected nonbiologic DMARD therapies for the treatment of RA.28,50,51

Adapted	from	O’Dell	JR.	Therapeutic	strategies	for	rheumatoid	arthritis.	N Engl J Med. 2004;350:2591-2602. Copyright © 2004 Massachusetts Medical Society; Bykerk VP, Keystone EC. RA 
in primary care: 20 clinical pearls. J Musculoskelet Med.	March	2004;21:133-146.	Copyright	2004	UBM	Medica.	All	rights	reserved;	and	Bingham	CO	III,	Miner	MM.	J Fam Pract. 2007;56:S1-S7.

Nonbiologic DMARD Primary Benefits Common Adverse Effects Rare Adverse Effects Laboratory Tests

Methotrexate Well-tolerated once-weekly medication; 
“gold standard” for managing RA; 
administered with folic acid; slows 
radiographic damage

Teratogenicity, nausea; diarrhea; 
alopecia; fatigue; lassitude; 
headache; elevated LFTs

Hepatotoxicity; pneumonitis; 
cytopenias

CBC,* ALT, albumin 
every 4–8 weeks

Leflunomide For moderate to severe disease, effective 
for slowing radiographic damage

Teratogenicity, diarrhea, nausea, 
alopecia, elevated LFTs, hyperten-
sion 

Severe hepatotoxicity; 
pneumonitis; cytopenias, 
peripheral neuropathy, 
interstitial lung disease, rash

CBC,* ALT, albumin 
every 4–8 weeks

Sulfasalazine Effective for slowing radiographic damage 
in mild to moderate disease

Nausea (improved with enteric 
coated formulation), diarrhea, rash 
(avoid in sulfa allergic) elevated 
LFTs, reduction in sperm count 
(reversible)

Hemolytic anemia, fever, hepa-
totoxicity

Check G6PD before 
use, CBC,* ALT, 
albumin every 4–8 
weeks

Hydroxychloroquine Effective for mild disease and in combina-
tion with methotrexate

Nausea, rash, skin/hair discolor-
ation, anorexia

Retinopathy, neuromyopathy 
(very rare)

Eye examination at 
least yearly

*CBC includes a platelet count in all cases listed. 
CBC, complete blood count; ALT, alanine aminotransferase; IV, intravenous; LFT, liver function test
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mOnitOring diseAse And treAtment

Once	a	patient	has	been	diagnosed	with	RA	and	placed	on	a	treatment	
regimen, it is important that all health care providers involved in the 
patient’s care schedule regular follow-up visits to monitor disease 
progression, adverse events, and changes in the patient’s general health. 
The role of the PCP in monitoring a patient with RA includes obtaining 
regular laboratory tests, monitoring for infections, and conducting routine 
screening for malignancies.

Respiratory infections, as well as other infections, are a major concern for 
patients with RA, since both the condition and the therapies used to treat it 
increase risk.52-55 Methotrexate pneumonitis, a noninfectious complication 
seen in patients on methotrexate, is another concern patients who 
present with dyspnea and cough (See Table 2). Patients receiving 
anti-TNF therapies are at an especially high risk of developing opportunistic 
infections, including mycobacterial, fungal, or viral (especially herpes 
zoster)	infections,	as	well	as	skin	and	soft	tissue	infections.55-58 Antibiotics 
should be initiated promptly in patients with suspected bacterial infections. 
PCPs should be vigilant for infections that are severe enough to warrant a 

discussion with the patient’s rheumatologist. In some cases, after 
consultation with the rheumatologist, a PCP may stop DMARD therapy until 
the infection is over. 

Septic arthritis should be considered in an RA patient who experiences 
isolated monoarthritis when all other joints are stable or who has swelling 
and tenderness in a joint that has undergone total replacement. This 
condition may be difficult to diagnose, as patients may not always present 
with a fever or an elevated white blood cell count. 

To reduce the incidence of infections, patients with RA should continue to 
receive certain vaccinations, despite the finding that RA treatments may 
blunt the immune response to some vaccines, such as those against 
hepatitis	B,	pneumococcus,	and	influenza.59-63 The ACR guidelines for the 
use of biologic and nonbiologic therapy for RA specifically call for 
vaccination	against	pneumococcus,	hepatitis	B,	and	influenza	in	RA	
patients receiving methotrexate or biologics.64 Vaccination against herpes 
zoster	may	be	given	to	patients	taking	methotrexate	but	should	be	
avoided in patients receiving biologic therapy.65 In addition, all live virus 
vaccines should be avoided in patients receiving biologic therapy.64,65 

Table 3. Selected biologic therapies for the treatment of RA.28,50,51

Adapted	from	O’Dell	JR.	Therapeutic	strategies	for	rheumatoid	arthritis.	N Engl J Med. 2004;350:2591-2602. Copyright © 2004 Massachusetts Medical Society; Bykerk VP, Keystone EC. RA 
in primary care: 20 clinical pearls. J Musculoskelet Med.	March	2004;21:133-146.	Copyright	2004	UBM	Medica.	All	rights	reserved;	and	Bingham	CO	III,	Miner	MM.	J Fam Pract. 2007;56:S1-S7.

Mechanism of Action/ 
Biologic DMARD Primary Benefits

Common Adverse 
Effects Rare Adverse Effects

Laboratory 
Tests

Tumor necrosis factor-α 
inhibitors: adalimumab (SC), 
certolizumab	pegol	(SC),	
etanercept (SC), golimumab (SC), 
infliximab (IV)

Effective in moderate to severe 
disease; slows radiographic 
damage

Injection- or infusion-site 
reactions; increased risk 
of bacterial infection 

Rarely, opportunistic infection; reactivation 
of TB; lupus-like reactions; possible 
increase in lymphoma not yet determined; 
demyelination; hepatitis B reactivation

TB screening 
including PPD prior 
to therapy, periodic 
CBC*, LFTs, 
infection

T-cell costimulatory blockade: 
abatacept

Effective in patients who are 
nonresponsive	to	MTX	and	in	
patients who have not responded to 
TNF-α antagonists; slows 
radiographic damage

Mild to moderate infusion 
reactions; increased risk 
of bacterial infection 

Infections; possible increased risk for 
cancer

PPD before use, 
infection

B-cell depletion: rituximab Effective in long-standing, active RA 
with	inadequate	response	to	TNF-α 
antagonist therapy when used in 
combination	with	MTX.	Efficacy	
may persist many months after 
infusion 

Mild to moderate infusion 
reactions; increased risk 
of bacterial infection 

Severe infusion reactions. Medications 
and supportive care measures should be 
available during infusion; repeat 
administration may be associated with 
more patients with lower immunoglobulin 
levels 

CBC and platelet 
counts should be 
obtained at regular 
intervals; more 
frequently	in	
patients who 
develop cytopenias

IL-6	blockade:	tocilizumab Effective for RA patients who have 
not responded to biologic DMARDs

Infections, infusion 
reactions, increased 
lipids, neutropenia rare, 
elevated LFTs 

Neutropenia, colonic perforation PPD before use, 
CBC, LFTs, lipids, 
lipid-lowering 
drugs

*CBC includes a platelet count in all cases listed. 
CBC,	complete	blood	count;	ALT,	alanine	aminotransferase;	DMARD,	disease-modifying	antirheumatic	drug;	IV,	intravenous;	LFT,	liver	function	test;	MTX,	methotrexate;	RA,	rheumatoid	
arthritis; SC, subcutaneous; TB, tuberculosis
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cOmOrbid cOnditiOns
The inflammatory nature of RA places patients at greater risk of developing 
several comorbid conditions.66-70 Cardiovascular disease (CVD) is among 
the most serious comorbidities related to RA. Several studies have shown 
that RA patients are at least twice as likely to have a myocardial infarction 
(MI),	and	almost	six	times	more	likely	to	have	an	unrecognized	MI,	than	
patients without RA.70-73 Further, a prospective cohort study of 114,342 
women who participated in the Nurses Health Study indicated that the 
risk of MI increases with the length of time from diagnosis.73 A portion of 
this increased risk is due to the disease itself, as it has been found that 
many traditional risk factors such as diabetes, high blood pressure, 
alcohol use, or ischemic heart disease are not increased in RA pa-
tients.74,75 However, atherosclerosis does occur more commonly in RA 
patients than in those without RA, and it may play a role in precipitating 
cardiovascular events and maintaining the inflammatory state of RA.76,77 

DMARD therapy may decrease cardiovascular risk in some patients. A 
recent study examined the records of 10,156 patients enrolled in the 
Consortium	of	Rheumatology	Researchers	of	North	America	RA	(COR-
RONA)	registry.78 Three study cohorts were defined based on mutually 
exclusive drug use categories: TNF antagonists, methotrexate, and other 
nonbiologic DMARDs. After adjusting for age, gender, cardiovascular risk 
factors, and RA disease characteristics, the researchers determined that 
patients using a TNF antagonist experienced a reduced risk of the primary 
composite cardiovascular end point (the primary study outcome was a 
composite of nonfatal MI, transient ischemic attach, or stroke and 
cardiovascular-related	death;	hazard	ratio	[HR]	0.39,	95%	confidence	
interval [CI] 0.19–0.82) compared with users of nonbiologic DMARDs.78 
The risk reduction associated with TNF antagonists was also observed for 
nonfatal cardiovascular events (HR 0.35, 95% CI 0.16–0.74).78 Metho-
trexate, on the other hand, was not associated with a reduced risk (HR 
0.94, 95% CI 0.49–1.80).78 Prednisone use was associated with a 

dose-dependent risk increase (P=0.04). The authors concluded that TNF 
antagonist use was associated with a reduced risk of cardiovascular 
events in patients with RA.

Another concern for patients with RA is the risk of malignancy. The risk of 
developing non-Hodgkin’s lymphoma and lung cancer is greater in 
patients with RA than in individuals without the disease.79,80 Several case 
studies and a small prospective study (N=25) have suggested that 
patients with RA who are receiving methotrexate may have an elevated 
risk of developing Epstein-Barr virus–associated lymphomas.81-85 There is 
currently a lack of agreement as to the relationship between anti-TNF 
administration and the development of malignancy. Some studies have 
found that anti-TNF therapy is associated with a greater risk of develop-
ing lymphoma and skin cancer.86-88 In contrast, patient database analyses 
and a meta-analysis concluded that the use of anti-TNF therapies was 
not associated with an increased risk of cancer, including lymphoma and 
nonmelanoma skin cancer.89-92 

cOncLusiOns: PrActicAL LeArning POints
RA	is	a	complex	disease	that	requires	cooperation	between	the	PCP	and	
rheumatologist	to	minimize	the	effect	of	the	disease	on	a	patient’s	quality	
of life and overall health status. The best practices for the management of 
RA include:

•	 Early	provisional	diagnosis	of	RA	by	PCPs

•	 	Early	rheumatology	referral	to	enhance	the	early	and	accurate	
diagnosis of RA and early initiation of DMARD therapy

•	 	Collaboration	and	comanagement	of	RA	patients	by	PCPs	and	
rheumatologists

•	 	Improved	monitoring	of	RA	to	screen	for	cardiovascular	disease,	
malignancy, and infection

•	 Appropriate	vaccination	of	RA	patients	to	reduce	the	risk	of	infection
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POsttest

Please note your answers on the Posttest Answer Sheet on the following page.

1.  Which of the following is required for a provisional diagnosis  
of RA? 
a. At least one swollen or tender joint 
b. Symptoms lasting 9 or more weeks 
c. Positive rheumatoid factor (RF) test 
d. Positive anti-citrullinated protein (anti-CCP) antibody 
e.	 X-rays	showing	joint	damage

2.  What effect does disease-modifying antirheumatic drug 
(DMARD) therapy have on RA? 
a. Reduce inflammation within joints 
b. Reduce pain and swelling of joints 
c. Improve function 
d. Decrease the risk of cardiovascular disease 
e. All of the above

3. Which of the following DMARDs targets B cells? 
  a. Rituximab 

b. Golimumab 
c. Adalimumab 
d. Etanercept 
e.	 Certolizumab	pegol

4.  Which of the following vaccines is recommended for RA patients 
receiving methotrexate or biologic DMARDs? 
a. Human papillomavirus 
b. Meningococcus 
c.	 Influenza	(injection) 
d. Rubella 
e. Diptheria, pertussis, tetanus (DPT)

5.  RA patients are at least twice as likely to have a myocardial 
infarction and almost six times more likely to have an unrecog-
nized MI as those without RA. 
a. True 
b. False

6. Which of the following statement is true? 
  a. Corticosteroids may be used instead of traditional or biologic  

 DMARD therapy in most RA patients 
b. Patients receiving anti–tumor necrosis factor therapy have a very 
 high risk of lymphoma 
c. The anti-CCP antibody test is more specific than RF for RA  
d. RA cannot be diagnosed until at least 3 months after symptom onset 
e.	Most	patients	with	RA	do	not	require	therapy	with	biologic	DMARDs 
 to achieve remission 

7.  A 58-year-old patient was diagnosed with RA 10 years ago. Her 
RA is well controlled on methotrexate 17.5 mg every week and 
supplemented with oral folate 1 mg daily. You should aggres-
sively screen for which of the following RA comorbidities?  
a. Anemia 
b. Bacterial vaginosis 
c. Cardiovascular disease 
d. Colon cancer 
e. Diabetes

8.  A 42-year-old woman presents with pain in her feet for the last 
7 weeks. Upon examination, there is swelling in the second to 
fifth metacarpals on her left hand and in the metatarsals on both 
of her feet. What is the best/recommended next step?

 a.  Do nothing and wait for 3 more months to re-examine the patient
 b.  Prescribe nonsteroidal anti-inflammatory drugs (NSAIDs) and wait 

another month to see if the swelling and pain abates
	 c.	 	Order	blood	work,	including	RF,	and	refer	patient	to	a	rheumatolo-

gist only if the patient is positive for RF
 d.  Make a provisional diagnosis of RA, prescribe NSAIDs for short-

term symptomatic relief, and refer to a rheumatologist for further 
evaluation

 e.  Make a provisional diagnosis of RA, prescribe infliximab, and refer 
to a rheumatologist

For	the	next	two	questions,	please	use	this	brief	case	description:

A 50-year-old man presents with pain in his hands for the last 6 weeks. 
Upon	examination,	you	obtain	a	positive	result	when	using	the	squeeze	
test across his metatarsophalangeal joints. You make a provisional 
diagnosis of RA and refer to a rheumatologist. 

9.  Which of the following laboratory tests should you order in 
addition to making the referral? 
a. Hemoglobin A1c 
b. Anti-CCP 
c. Fasting plasma glucose 
d. Low-density lipoprotein (LDL) cholesterol 
e. Thyroid panel

10.  Which of the following prescriptions should be considered while 
the patient is being referred to a rheumatologist? 
a. NSAIDs 
b. High-dose corticosteroids 
c. Infliximab 
d. Allopurinol 
e. Rituximab 
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Complete	this	activity	and	request	credits	online	at:	http://jeffline.jefferson.edu/jeffcme/RAPID (or you may complete and submit the form below).

PArticiPAnt inFOrmAtiOn 

PLEASE PRINT CLEARLY. Complete all items to receive credit for this program.

E-mail	(required	to	receive	CME	certificate)	

Specialty (please check one):  

¡  FP      ¡  GP      ¡  IM      ¡		Ob/Gyn						¡  Pediatrics      ¡  Rheumatology      ¡		Other	_______________________________________

Medical profession (please check one): 

¡  Physician      ¡  NP      ¡  PA      ¡  Nurse      ¡  RN      ¡		Other	________________________________________________________

Last Name	_________________________________________ First Name	__________________________________________ MI	_____

Mailing Address	 ________________________________________________________________________________________________

City 	_______________________________________________________________________ State	 _______ ZIP	__________________

Telephone     ¡  Work      ¡  Home      ¡  Cell 	 ________________________________________________________________________

Web	ID:		____			____			____		_____	 
(Please provide the last four digits of your Social Security number as your Web ID. This is how you will access your CME transcript)

POsttest Answer sheet
Circle only one answer per question.

1. a b c d e

2. a b c d e

3. a b c d e

4. a b c d e

5. a b c d e

6. a b c d e

7. a b c d e

8. a b c d e

9. a b c d e 

10. a b c d e

evALuAtiOn

 Very High High Moderate Low Very Low
Rate the extent to which
1.	Overall	objectives	of	this	activity	were	met	 5	 4	 3	 2	 1

2. Individual objectives of this activity were met

 a.  Identify patients who have probable early rheumatoid  
arthritis (RA) and should be referred to a rheumatologist 5	 4	 3	 2	 1

	 b.	Employ	the	squeeze	test	to	assist	with	diagnosis	of	RA	 5	 4	 3	 2	 1

	 c.	Order	appropriate	laboratory	tests	when	RA	is	suspected	 5	 4	 3	 2	 1

	 d.	Incorporate	simple	screening	techniques	for	RA	into	daily	practice	 5	 4	 3	 2	 1
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 Very High High Moderate Low Very Low
	 e.		Order	proper	vaccinations	for	patients	starting	disease	modifying	 

antirheumatic drug (DMARD) therapy 5	 4	 3	 2	 1

 f. Appropriately manage infections in patients receiving DMARD therapy 5	 4	 3	 2	 1

 g.  Assess and aggressively reduce cardiovascular disease risk in  
RA patients 5	 4	 3	 2	 1

3.	You	were	satisfied	with	the	overall	quality	of	this	activity	 5	 4	 3	 2	 1

4. Content was relevant to your practice 5	 4	 3	 2	 1

5. Participation in this activity changed your knowledge / attitudes 5	 4	 3	 2	 1

6.  You will make a change in your practice as a result of  
participation in this activity 5	 4	 3	 2	 1

7.  The activity presented scientifically rigorous, unbiased, and  
balanced information 5	 4	 3	 2	 1

8. Content was free of commercial bias 5	 4	 3	 2	 1

If you believe the content exhibited commercial bias, please describe the specifics.	 _________________________________________________

____________________________________________________________________________________________________________

____________________________________________________________________________________________________________

PerFOrmAnce seLF-reLFectiOn

1.	How	many	patients	with	joint	pain	and	stiffness	do	you	typically	see	in	a	week?

 ¡  0      ¡  1–5      ¡  6–10      ¡  11–15      ¡  16–20      ¡  21–25      ¡  >25      ¡  I do not see patients.

2.	How	many	years	have	you	been	in	practice?

 ¡  0–5      ¡  6–10      ¡  11–15      ¡  16–20      ¡  21–25      ¡  >25

Please take a moment to reflect on your current and planned use of the practice strategies discussed in this monograph. You will not be graded on 
these responses; however,	responses	are	required	to	earn	credits.	In	the	table	below,	please	indicate	(on	the	left	side)	how	often	you	currently use each 
of the listed strategies and (on the right side) how often you now plan to use these same strategies as a result of your participation in this CME activity. 

Your Current Use Your Planned Use

Always Often
Some-
times

Not 
Often Never Clinical Practice Strategies Always Often

Some-
times

Not 
Often Never

5 4 3 2 1 a.  Use a focused physical examination when you suspect RA 5 4 3 2 1

5 4 3 2 1 b.  Early referral to a rheumatologist when RA is suspected 5 4 3 2 1

5 4 3 2 1
c.  Use of RA patient monitoring strategies such as monitoring 
for	RA	flares	and	reviewing	patient	immunizations 5 4 3 2 1

5 4 3 2 1
d.  Coordinating patient care with a relevant specialist to 
ensure	the	best	quality	care 5 4 3 2 1
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•	 What information remains unclear?	 ______________________________________________________________________________

 __________________________________________________________________________________________________________

 __________________________________________________________________________________________________________

•	 Questions or comments regarding this activity	______________________________________________________________________

 __________________________________________________________________________________________________________

 __________________________________________________________________________________________________________

¡  I do not want to receive information about future educational activities.

PArticiPAnt stAtement FOr certiFicAtiOn:

Time needed to complete this activity:      ¡  0.25 h      ¡  0.5 h      ¡  0.75 h      ¡  1.0 h

I hereby state that I have completed this activity independently.

Signature	_______________________________________________________________________________ Date	__________________

hOw tO retrieve yOur certiFicAte

Certificates for this activity are only available online. Credits earned for this activity can be retrieved online at the Jefferson Electronic Transcripts and 
Certificates site (http://jeffline.jefferson.edu/jeffcme/JeffETC/).	Credits	are	posted	to	the	JeffETC	website	weekly	on	Fridays.	Online	transcripts	are	
accessed using the combination of your last name plus last four digits of your SSN [“WebID”]. This WebID is automatically created for you when you 
submit this form online or on paper. If submitting on paper, allow 4-6 weeks for this posting to appear. Credits for online submissions will be posted 
within 2 weeks of submission.

If you have questions, please contact:

Office of CME
Jefferson Medical College of Thomas Jefferson University
jeffersoncme@jefferson.edu
1 888 JEFF CME

Complete this process online at  
http://jeffline.jefferson.edu/jeffcme/RAPID

If you prefer to submit this form on paper, please mail to 

Curatio CME Institute 
100 Campbell Boulevard 
Suite 103 
Exton, PA 19341 

OR

Fax 
(610) 363-7410




