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What inspired you to
practice in the field
of rtheumatology?
When | started
practicing in
rheumatology in
1988 as a physician
assistant (PA), |
regarded my position as a job. Since
then, the job has become a career. My
physician supervisor, Dr Brian Peck, a
rheumatologist in private practice,
encouraged me to learn the specialty
by attending as many American College
of Rheumatology (ACR) and CME
rheumatology conferences as possible.
Additionally, participation in FDA phase 2
and 3 pharmaceutical-sponsored clinical
trials put me in contact with national
rheumatologists. This exposure inspired
the founding of the Society of Physician
Assistants in Rheumatology (SPAR),
which we founded in 2002. The mission
of SPAR is to ensure the best possible
care for patients with rheumatoid arthritis
(RA) by advancing the MD/PA team. |
currently serve as president of the society.
The most grounding experience of
my training was my exposure to patients
with RA. When | started in practice, | saw
every patient at the Arthritis Center of
Connecticut with Dr Peck. This helped me
develop my clinical skills as a PA in
rheumatology and increased my ability
to develop a rapport with patients. This
patient/PA rapport is particularly impor-
tant because the nature of RA mandates
a long-term relationship between clinician
and patient. | use this experience as the
model for training new PAs who enter
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Rheumatoid Arthritis: 0
Biologic Treatment =
Advances and Guideline

Interpretation

Martin J. Bergman, MD, Senior Editor

The practical management of patients with rheumatoid
arthritis (RA), including the use of tumor necrosis factor-
alpha (TNF-a) inhibitor therapy, is the focus of this issue
of PCE Updates in Rheumatology. Early diagnosis is an
important factor in selecting and implementing the most
effective treatment. Clinical guidelines that identify early
symptoms of RA are necessary tools for rheumatologists,
nurse practitioners (NPs), and physician assistants (PAs)
who select the course of action for patients with RA. Early
diagnosis is of critical importance because early and
effective treatment optimizes the likelihood of positive
outcomes. In addition, to ensure the most comprehensive
patient care, the physical and educational needs of patients

with RA must be addressed.

This issue of PCE Updates in Rheumatology provides a
brief overview of RA management that includes a case
study and clinical commentary by Rick Pope, MPAS, PA-C,

(see page 8).
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Clinical Presentation of RA

The clinical presentation of RA varies
among patients. RA has an insidious
onset with slowly progressing, symmet-
ric, peripheral polyarthritis in 55% to
65% of patients that evolves over weeks
or months. The initial symptoms may be
systemic in some patients, with com-
plaints that are more pronounced in the
intermediate type onset. In 8% to 15%
of patients, RA manifests as a rapid-
onset process, where severe symmetric
polyarthritis can develop in a few days.
Intermediate type onset with symptoms

developing over days or weeks occurs in
15% to 20% of patients. Commonly,
metacarpophalangeal (MCP) joints,
proximal interphalangeal (PIP) joints,
metatarsophalangeal (MTP) joints, and
wrists initially are involved. Larger
joints usually become symptomatic after
small joints.1

Importance of Early,

Aggressive Treatment
Revolutionary changes in treatment
strategies of RA have occurred during
the past 15 years due to a better
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understanding of its pathology and
the introduction of biologic response
modifying agents that interfere with
the inflammatory cytokine biology
of this disease. In moderate to

severe or refractory disease, biologic
agents alone or in combination with
methotrexate (MTX) are the main-
stay of therapy. In addition, the
potential of biologic agents to

Understanding RA

lage erosion and joint deformities

and heart

* RA is a chronic, multisystemic, progressive, autoimmune disorder character-
ized by inflammation of multiple, symmetric, peripheral joint linings that causes
pain, stiffness, swelling, and limitation of movement of the affected joints
— Inflammation may extend to other articular tissues, causing bone and carti-

— Extra-articular manifestations also can affect connective tissue and blood
vessels, triggering inflammation in a variety of organs, including the lungs

* The exact cause is unknown, but genetic, environmental, and biologic compo-
nents are implicated in the development of RA
* Evidence from family studies has indicated a genetic predisposition for RA
— In monozygotic twins, the concordance rate is 30% to 50% when 1 twin is
affected compared to 1% in the general population
— The risk of RA for a fraternal twin of a patient with RA is about 2% to 5%.
However, this is not greater than the rate for other first-degree relatives. Few
monozygotic twins are predisposed to RA, implying that factors other than
genetics also have a role in the etiology of the disease
— Multiple genes have been implicated in the etiology of RA, but the class I
major histocompatibility complex (MHC) gene product HLA-DR4, often referred
to as the “shared epitope,” plays a role in the recognition of foreign substances
by the immune system and is believed to be a major genetic factor. Up to 70%
of patients with RA express HLA-DR4 compared with only 30% of controls
— Infectious agents such as bacteria, mycobacteria, mycoplasma, and their com-
ponents, as well as viruses such as Epstein-Barr, parvovirus, and rubella have
been implicated as causal agents of RA, but there is a lack of direct evidence

Harris E et all; Harris E et al. Kelley’s Textbook of Rheumatology. 7th ed. Philadelphia, Pa: WB Saunders;
2004:chap 66; Symmons DP et al. Arthritis Rheum. 1997;40:1955-1961.

reduce or prevent RA disease pro-
gression has also led to their use in
early aggressive RA.

An understanding of the basic
mechanisms associated with the
development of RA and its perpet-
uation within joints combined with
an awareness that loss of function
and destruction of joints begin early
after the onset of synovitis in
patients with established disease
resulted in an aggressive approach
to early management.2 Treatment
approaches in early RA aim for
earlier identification and interven-
tion with disease-modifying
antirheumatic drugs (DMARD:s),
aggressive dosing of existing med-
ications, combination DMARD
therapy, and the use of anticytokine
therapies such as TNF-a inhibitors.

A review of published studies
assessing the development of radi-
ographic damage indicated that ero-
sive changes were apparent in 70%
to 79% of patients with early dis-
ease. Almost all patients who devel-
oped erosive changes did so within
the first 2 years of disease onset.3
Joint erosions also may develop
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before arthritis is clinically appar-
ent. This was shown in an ‘early RA’
clinic where at least 25% of patients
referred to the clinic within 30 days
of disease onset presented with ero-
sions at the first visit.4 Even patients
receiving treatment for persistent,
aggressive synovitis had severe ero-
sive disease. Despite treatment, up
to 90% of these patients have evi-
dence of bone erosions within 2
years of diagnosis.>

Functional health status declines
early in the course RA. Mild func-
tional loss can occur as soon as 1
year after disease onset, moderate
to severe functional losses can occur
by year 6,6 and ~90% of patients
with RA have some form of disabil-
ity within 2 decades of onset.”

RA Puts Patients at Risk

RA patients are at increased risk of:

* Increased morbidity and mortality
rates predicted by and proportional
to clinical status as measured
by the Health Assessment
Questionnaire (HAQ). Poorer
outcome is associated with more
severe and active disease8

* Comorbidities such as chronic
pulmonary disease, congestive
heart failure (CHF), and dementia
compared with age- and gender-
matched healthy individuals®

e Cardiovascular events, such as
myocardial infarction or strokel0

e Infection and lymphoma, which

could be related to ongoing
inflammation in these patients!!

A study that followed RA patients

over a 40-year period reported a

significantly higher risk of death

in patients with RA with a stan-

dardized mortality ratio (SMR)

of 1.27 compared with age- and

sex-matched individuals from the

general population.12
Early diagnosis and initiation of

DMARD (including biologic) ther-

apy are critical to prevent structural

damage, disability, morbidity, and
mortality in patients with RA.

Several studies have shown that

early treatment of RA is likely to

provide a successful outcome as
measured by clinical signs and symp-
toms and maintained function.13-16

Data from these studies indicate an

interval of time may exist in which
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the introduction of DMARD therapy
can result in a change in the natural
course of the disease. This “window
of opportunity” appears to be within
the first 2 years of the onset of RA,
but may occur as early as 2 weeks
from disease onset.16.17 DMARD
therapy should be initiated early in
the disease process before there is
significant joint damage and func-
tional decline.17

Perspectives From
Rick Pope, MPAS, PA-C
(continued from page 1)

this field. My inspiration is the learning
environment provided by Dr Peck, and that
experience has influenced my relationships
with patients, PAs, nurse practitioners
(NPs), and physicians that | hope will last
for the next 20 years.

What are your specific patient responsi-
bilities in your practice?
My responsibilities have increased as
my exposure to the art and science of
rheumatology have increased. Due to my
accessibility and availability, many physi-
cians use me as a source to help patients
understand confusing clinical pictures or
to manage clear rheumatologic disorders.
Routine tasks for a PA include
obtaining prior authorization, particularly
for biologic medications; answering
patients’ questions about side effects;
providing reassurance about patient
management; filling out disability forms;
and particularly in this last year, giving
advice about Medicare Part D. | clear
patients medically prior to TNF infusions
and manage acute reactions if they
occur. More recently, | developed a pro-
tocol to screen patients for IV bisphos-
phonate infusions. Twice yearly, | give a
talk on a rheumatologic disorder to our
medical staff, which includes 2 rheuma-
tologists and 3 PAs, that is a valuable
educational experience that keeps every-
one current on a given disease state.




2007 PCE Updates in Rheumatology © Volume 1, Issue 2

Tools for Diagnosis of Early RA
The diagnosis of early RA is based
on clinical signs and symptoms, sero-
logic testing, and imaging modalities.

Clinical Guidelines

The American College of
Rheumatology (ACR) has estab-
lished guidelines for the initial eval-
uation of RA (Table 1).18 The ACR
criteria for the diagnosis of RA are
based on established disease.

Serologic Tests

Erythrocyte sedimentation rate
(ESR), C-reactive protein (CRP)
level, and rheumatoid factor (RF)
may also be helpful in the diagnosis
of early RA.19 Recently, the pres-
ence of antibodies to cyclic citrulli-
nated peptide (CCP) has proven to
be a highly specific diagnostic tool
(98% specificity for RA) and facili-
tates identification of patients who
are more likely to have aggressive
and progressive disease with worse
clinical and functional outcomes.20
Anti-CCP antibodies can also pre-
dict the development of RA in indi-
viduals with undifferentiated
arthritis and healthy individuals.21
Since testing for anti-CCP and RF
in concert provides strong serologic
evidence of RA, this combination
may be especially useful in the diag-
nosis of very early RA.22 However,
as ESR and CRP can be normal in
40% of patients being diagnosed
with RA, and RF and anti-CCP may
be normal in as many as 25% of
patients with RA, serologic testing
should be considered an adjunctive
tool to sound clinical judgment.

Imaging Modalities

Radiographs, magnetic resonance
imaging (MRI), and ultrasound
can facilitate the diagnosis of early
RA and predict outcome.

Baseline Evaluation of Disease Activity and Damage in

Table 1.

Patients With Rheumatoid Arthritis

Subjective

* Degree of joint pain

* Duration of morning stiffness

Physical Examination

* Actively inflamed joints (tender and swollen joint counts)

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

* Extraarticular manifestations

Laboratory

* Erythrocyte sedimentation rate/C-reactive protein level

* Rheumatoid factor*

* Complete blood cell countt

* Electrolyte levelst

* Creatine levelt

* Hepatic enzyme levels (AST, ALT, and albumin)t

e Urinalysist

e Synovial fluid analysist

« Stool guaiact

Other

* Functional status or quality-of-life assessments using standardized questionnaires
 Physician’s global assessment of disease activity

* Patient’s global assessment of disease activity

Radiography

» Radiographs of selected involved joints$

*Performed only at baseline to establish the diagnosis. If initially negative, may be repeated 6-12
months after disease onset. tPerformed at baseline, before starting medications, to assess organ
dysfunction due to comorbid diseases. +Performed at baseline, if necessary, to rule out other

diseases. May be repeated during disease flares to rule out septic arthritis. $Helps to establish a
baseline for monitoring disease progression and response to treatment. AST = aspartate aminotrans-

« Duration of fatigue
e Limitation of function

ferase; ALT = alanine aminotransferase.

Adapted from the ACR Subcommittee on Rheumatoid Arthritis Guidelines.18

Radiographs can demonstrate
erosions that are indicative of
destruction of cartilage and bone.
However, erosions are not evi-
dent in some patients for 6
months, and in 30% of patients
for 1 year with this modality. MRI
can demonstrate inflammatory
changes, including synovitis,
tendonitis, bone edema, and bone
erosion as early as 4 months after
onset of symptoms. The severity
of these early changes has been
predictive of radiographic

damage and clinical parameters
that occurred 6 years later.23
Bone erosions and/or edema on
extremity MRI have been predic-
tive of joint damage on radio-
graphs 1 year later.24

Patient questionnaires are the
best predictors of clinical out-
comes such as disability, joint
replacement surgery, and death.25
These tools are simple to incorpo-
rate into clinical practice and can
be used to monitor functional levels
and direct patient care.
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Effect of TNF-o Inhibitors in
Patients With RA

There are 3 TNF-a blockers
approved for the treatment of

RA —etanercept (Enbrel®), inflix-
imab (Remicade®), and adali-
mumab (Humira®). These biologic
agents are indicated in patients with
moderate to severe active RA.26-28
In this patient population, all 3
agents used as monotherapy have
significantly reduced the signs and
symptoms of RA, inhibited the pro-
gression of structural damage, and
improved physical function com-
pared with placebo.29-31 When used
concomitantly with MTX, all 3
agents (infliximab, etanercept, and
adalimumab) have shown greater
efficacy compared with mono-
therapy with MTX or a TNF-a
inhibitor.31-34 Moreover, the combi-
nation of anti-TNF-o. and MTX has
been shown to have even greater
efficacy in the early stages of RA
than in established disease.35-37 In
patients with early RA, greater
remission rates also have been
achieved with TNF-o plus MTX
combination therapy versus

MTX monotherapy.

Safety data from clinical trials
have indicated that TNF-o
inhibitors are well tolerated. (See
PCE Updates in Rheumatology,
Issue 1 for a detailed review of
safety data on TNF-a inhibitors.)

Combination Treatment for RA:
Real-World Experience
According to the ACR Guidelines,
the initiation of DMARD therapy,
which includes TNF-o inhibitors,
should not be delayed beyond 3
months in patients with an estab-
lished diagnosis of RA and an
inadequate response to
NSAIDs.18 Treatment often
includes combination therapy with

NSAIDs, DMARD:s including bio-
logics and glucocorticosteroids.18

In 3 trials using etanercept
(TEMPO), infliximab (ASPIRE),
and adalimumab (PREMIER),
patients were randomized to
receive combination TNF-a
inhibitor and MTX or MTX
monotherapy. Both the ASPIRE
(N =1049) and PREMIER (N = 799)
trials included subjects with early
RA and the TEMPO subjects
(N = 682) had a diagnosis of RA
for a mean duration of 7 years.
Combination therapy typically pro-
duced a >50% clinical improvement
and an ~2-fold greater improve-
ment in ACR 50 response com-
pared with MTX monotherapy.

The results from TEMPO and
ASPIRE are known to the RA com-
munity of healthcare professionals,
because both of these studies were
reported in the literature in 2004,

and etanercept and infliximab have
been available for the treatment of
RA since 1994 and 2000, respectively
(Table 2). Adalimumab is the latest
anti-TNF-o agent to be approved by
the FDA; therefore, its clinical trial
data may be less well known and NPs
and PAs may have less clinical experi-
ence using this agent. For these rea-
sons, the PREMIER trial is presented
in more depth. The REACT trial is
also reported in this newsletter to
address the paucity of data on the use
of anti-TNF-a agents with a variety of
clinically available DM ARDs, which
was investigated in that trial. (See
PCE Updates in Rheumatology,
Issue 1 for an in-depth review of
TNF-o. inhibitors.)

The efficacy and safety of
adalimumab as combination
therapy with MTX in early RA
(PREMIER),36 as monotherapy
in patients with established RA

Table 2. -~ Review of TEMPO and ASPIRE

TEMPO (etanercept)32

* Duration of study: 52 weeks

or etanercept alone for
— Reduction in disease activity
— Improvement in functional ability

— Treatment was well tolerated

ASPIRE (infliximah)33

* Randomized multicenter trial

e Duration of study: 54 weeks

* Subjects were MTX or biologic naive

— Clinically
— Radiographically and
— In functionality

infections, especially pneumonia

— Inhibition of radiographic progression

* Randomized double-blind, multicenter controlled trial

* Subjects had an inadequate response to 1 DMARD; were anti-TNF-o. naive
» Combination therapy with etanercept and MTX was significantly better than MTX

— Rates of infections and AEs were similar in all treatment groups

* All patients received MTX and either placebo or infliximab
* Combination therapy with infliximab and MTX vs MTX monotherapy for patients
with active early RA provides greater benefits

« Infliximab therapy was associated with a significantly higher incidence of serious
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(monotherapy trial),30 and as
monotherapy or as combination
therapy with standard DMARDs in
a clinical practice setting (ReACT)38
have been established.

PREMIER: Efficacy of
Adalimumab in MTX-Naive
Patients With Early RA
PREMIER was a 2-year, multicen-
ter, randomized, double-blind study
that evaluated the safety and effi-
cacy of adalimumab as monother-
apy or in combination with MTX in
subjects (N = 799) with moderate to
severe early RA (<3 years disease
duration) who were MTX naive.36
Patients were also randomized to
monotherapy with MTX. Baseline
demographic and clinical character-
istics of the study population
reflected a population with early
RA and were comparable among
the 3 treatment groups.36

ACR Response

After 1 year of treatment, an ACR
50 response was achieved in 62%,
41%, and 46% of patients who had
combination therapy, adalimumab

monotherapy, and MTX monother-
apy, respectively (P <.001 for both
comparison treatments vs combina-
tion therapy). At year 2, ACR 50
responses were sustained in the
combination group and were statis-
tically superior to responses in both
monotherapy groups (P <.001).
Similar statistically significant pat-
terns were observed for ACR 20,
ACR 70, and ACR 90 responses.
At 2 years, patients in the combina-
tion arm had 5 times greater inhibi-
tion of radiographic progression
than patients in the MTX arm.
Although ACR responses were
comparable in the 2 monotherapy
arms, there was significantly less
progression in the adalimumab arm
compared with the MTX monother-
apy arm at all time points (P <.001
for all comparisons).36

Radiographic Progression
Significantly less radiographic dis-
ease progression at 6 months, 1 year,
and 2 years was apparent among
patients who had received combina-
tion therapy compared with those in
either monotherapy arm (Figure 1).
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Figure 1. The impact of adalimumab (ADA) treatment on radiographic progression in the PREMIER
trial. Mean change from baseline in total Sharp scores over time by treatment group are shown.
“P<.001 vs ADA alone and vs MTX alone; §P <.001 vs MTX alone; **P =.002 vs ADA alone and

P <.001 vs MTX alone. Breedveld FC, et al.36

Approximately twice as many
patients in the combination arm
showed no radiographic progression
(change in TSS <0.5 from baseline)
at 1 and 2 years (64% and 61%)
compared with those in the MTX
arm (37% and 34%) (P <.01). A sig-
nificantly greater number of patients
in the adalimumab monotherapy
arm (51% and 45% at years 1 and 2,
respectively) also had no radio-
graphic progression.36

Clinical Remission
At 2 years, 50% of patients on com-
bination therapy attained clinical
remission in this study, approxi-
mately twice the number of either
monotherapy arm. After 1 and 2
years of treatment, 43% and 49% of
patients receiving combination ther-
apy achieved clinical remission com-
pared with 23% and 25% of patients
receiving monotherapy, and 21% and
25% of patients receiving MTX
monotherapy (both P <.001), respec-
tively. Moreover, after 2 years of
treatment, approximately twice the
number of patients on combination
therapy (49%) exhibited a major
clinical response, defined as main-
taining a 70% ACR response for 6
consecutive months compared to
either monotherapy arm (25% on
adalimumab and 27% on MTX)
(P <.001). Based on the Health
Assessment Questionnaire Disability
Index (HAQ-DI), combination ther-
apy significantly improved physical
function of patients compared with
MTX monotherapy after 1 and 2
years of treatment.36

The rate of adverse events (AEs),
infectious AEs, tuberculosis (TB),
malignancies, and lymphomas did
not differ significantly among the 3
treatment groups. The rate of serious
infections in the adalimumab arm
was significantly lower than in the
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combination arm, but not signifi-
cantly different from the MTX arm.
The PREMIER study demon-
strates the response that can be
achieved in treating an early, MTX-
ndive RA population with aggres-
sive combination therapy. These
efficacy results support the concept
of treating early RA aggressively to
achieve better long-term outcomes.

ReACT: Efficacy of Adalimumab
Plus DMARDs in Clinical Practice
The efficacy and safety of TNF-a
inhibitors in combination with
MTX are well established.
However, data on the efficacy and
safety of TNF-a antagonist therapy
in combination with the wide range
of traditional DMARDs commonly
used to treat RA patients in clini-
cal practice is lacking.

ReAct was an open-label, multi-
center study of adalimumab 40 mg
every other week for 12 weeks, with
an optional extension phase. Patients
with a disease duration of >3 months,
active RA (defined as DAS28 of
>3.2), and failed treatment with at
least 1 traditional DMARD or with
a TNF-a inhibitor were included in
this trial.38 Patients were allowed to
continue pre-existing traditional
DMARD:s (defined as MTX,
leflunomide [LEF], SSZ, chloroquine
or hydroxychloroquine [AMs], aza-
thioprine [AZA], and parenteral or
oral gold) or any combination of
DMARD:s, glucocorticoids (pred-
nisone equivalent (10 mg/day), and
NSAIDs. By protocol, cyclosporin A
(CsA) was not to be used as a con-
comitant DMARD, however, as a
general precaution against excessive
immunosuppression, 25 patients
received CsA concomitantly. Safety
and efficacy of adalimumab were
evaluated at weeks 2, 6, 12, and every
8 weeks thereafter.

ACR Response

At week 12,69%,40%, and 18% of
patients achieved an ACR 20,

ACR 50, and ACR 70 response,
respectively, while 83% and 33%

of patients achieved a moderate and a
good European League Against
Rheumatism (EULAR) response,
respectively. The ACR 20 response
rates were within the range reported
in randomized, double-blind studies
of adalimumab,30.34,36,39 demonstrat-
ing that adalimumab is effective when
used in combination with a variety of
DMARD:s (Figure 2). The addition of
ADA to AMs was comparably effec-
tive to the combination of ADA and
MTX. Concomitant treatment with
adalimumab and LEF was slightly
less effective than concomitant adali-
mumab treatment with MTX, AM, or
SSZ, but more effective than adali-
mumab alone after adjustment for
differences in baseline characteristics
between subgroups. In addition, at
week 12,25% of all patients had a
HAQ DI <0.5, which is considered a
low level of functional impairment.38

Clinical Remission

Clinical remission, as defined by a
Disease Activity Score (DAS28)
<2.6, was achieved by 20% of all
patients at week 12. Throughout the
study, adalimumab was well toler-
ated. The number or type of con-
comitant DMARDs did not affect
the safety profile of adalimumab,
and the rate of AEs did not increase
as the number and variety of con-
comitant DMARDs increased.

This open-label study conducted
in a large cohort of patients in
multiple countries and a variety
of clinical practice sites provides
reassurance about the efficacy
and safety of adalimumab in
clinical practice.

Goals of RA Management

In the absence of either a cure

or prevention options for RA,

optimal disease management

requires early diagnosis and

treatment to control the underly-

ing inflammatory process, thereby
(continued on page 10)
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Figure 2. The efficacy of adalimumab in combination with a variety of DMARDs used in clinical
practice. (A) ACR 20 responses by number of concomitant DMARDS; (B) ACR 20 responses by exclu-
sive concomitant DMARD; (C) ACR 20 responses by combinations of concomitant DMARDs. Adapted

from Burmester GR, et al.38
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Case Study in RA

Present lliness

* 45-year-old woman diagnosed with RA 3 years prior

* Complains of moderate pain for 4 weeks, swelling in
PIPs, MCPs, wrists

* Hands and feet stiffness in the morning for ~90
minutes and in the evenings; some difficulty using
hands; decreased grip strength

* Last seen 2 months prior, doing well at that time
with <20 minutes of morning stiffness; no arthralgias
of PIPs, MCPs, and wrists bilaterally, with visible
swelling over PIPs, wrists

* No history of sick contacts, fevers, chills, sweats

* Review of systems: otherwise negative

Current Medications

* MTX 20 mg PO QW

* Naproxen 500 mg PO BID
* Omeprazole 20 mg QD

RA History

* Diagnosed 3 years prior; presented with pain, swell-
ing and morning stiffness in MCPs, ankles, MTPs

¢ Initial treatment: prednisone 10 mg PO QD;
hydroxychloroquine 200 mg PO BID

e MTX was added due to incomplete response and
increased to 20 mg PO QW. Optimal response
noted, prednisone gradually discontinued

Rick Pope, MPAS, PA-C

* Radiographs of hands and wrists prior to MTX
initiation were normal, except for some periarticular
osteopenia in MCPs and PIPs bilaterally

Physical Examination

* Vital signs: BP 120/80 mm Hg; pulse 72 bpm;
respiration 12; temperature 98.7°C

* Musculoskeletal: good range of motion with no
tenderness in cervical spine, shoulders, elbows

* Wrists: trace effusion and synovial thickening bilater-
ally; decreased flexion and extension with tenderness
to palpation

° Hands: right 2nd PIP and left 4th PIP with soft
spongy swelling and tenderness on palpation; soft
spongy swelling and warmth over 2nd to 4th MCPs
bilaterally, tender to palpation. No swelling or bony
changes in distal interphalangeal joints (DIPSs)

* Back, hips, knees, ankles: unremarkable

° MTPs: bilaterally tender on squeeze test

° Remainder of examination: normal

Radiographs of Hands
New erosions in the left 4th PIP and right 2nd IP, with
periarticular osteopenia of MCPs

Clinical Commentary
Rick Pope, MPAS, PA-C

In this patient, RA is flaring despite MTX and
hydroxychloroquine
* Add prednisone 40 mg PO QD

This option is not appropriate because cortico-
steroids (eg, prednisone 10-40 mg QD until flare
subsided) are effective in suppressing synovial
inflammation associated with RA, but their use is
limited due to the long-term side effects. These
agents should not be used instead of DMARDs or
as monotherapy.

* Switch NSAID to another class of NSAID

NSAIDs could be switched to another class
because individuals respond with a high degree of
variability to these agents. This decision, however,
will not modify the erosive component of RA. The
expectation would be a 25% improvement in pain,
stiffness, and range of motion. This approach usu-
ally is only partially helpful to patients.

* Discontinue hydroxychloroquine, continue MTX 20 mg
PO QW, and initiate a TNF-a. inhibitor

TNF-a inhibitors offer significant hope to patients
with inflammatory arthritis. A few screening proce-
dures should be performed prior to the adminis-
tration of these drugs.

How would you treat this patient?

e This patient could be treated with corticosteroids
with a dose not to exceed 10 mg QD and tapered,
while waiting for approval from the insurance carrier
to administer a TNF-a inhibitor, a process that can
take up to 1 month

* A history of TB is important to note because TNF-a
inhibitors have been shown to reactivate latent dis-
ease. All candidates for these agents should be skin-
tested for TB, and the response documented in the
chart. If the skin test is positive, a chest x-ray is indi-
cated. If the results are suspicious for active disease,
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a CT scan should be ordered and a pulmonology
consult considered. If the chest x-ray is normal, the
patient should be treated with isoniazid (INH) for 9
months. As the patient is also on MTX, close moni-
toring of the liver function tests (LFTs) are necessary.

What techniques would you use to educate the
patient about her disease process and why she
requires a biologic?

* There are 2 goals in managing RA: the patient
wants the symptoms to subside, and the clinician
wants to modify the disease. The clinician has to
communicate the importance of the prevention of
erosions that clearly correlate to increasing disability.
Joint erosion is a slow process that occurs over
years. Because it often will go unnoticed by patients,
they don’t have a sense of urgency to treat it. Many
patients express reluctance to change their manage-
ment course and incur increased out-of-pocket
expense for biologic agents. The presentation of the
situation the patient and the practitioner face is criti-
cal to successful management of RA and the overall
clinical outcome. | tell patients that TNF-o inhibitors
have are effective in preventing further erosive dis-
ease and improving pain, function, and overall well-
being, including lessening fatigue.

What changes or improvement did this patient

report at follow-up?

* In this case, the patient’s morning stiffness lasts
<5 minutes, there were no signs of swelling, and
there was an improvement in her level of energy.

» After initiation of a biologic, | schedule a follow-up
visit in 2 to 4 weeks, depending on the patient’s
schedule, the severity of RA, and other factors.
Counseling patients on degrees and time to
response is critical to adherence. Therefore, | try to
temper their expectations. Some patients experi-
ence an almost steroid-like improvement quickly,
but others need encouragement to stay on therapy
for 3 to 6 months until improvement is apparent.

For patients who are reluctant to take biologics,
how do you educate them on the possibility of
remission, reducing joint disability, and improving
function and quality of life?

* Reluctance to change is common among patients
with RA. If symptoms of RA interfere with work,
relationships, routine activities, and sleep, then
patients often are more willing to accept a change
in their regimen. When discussing biologics, |
review the 3 available agents and let patients
choose the appropriate agent for their lifestyle. |
impress on patients that there has been continued

response with these agents for more than 5 years
and educate them about side effects and the impor-
tance of adherence. Once | explain the nature of
the disease process and its progression, patients
are more willing to comply. This process may take
several follow-up visits to complete, depending on
the patient’s perception of the disease and general
uneasiness with the initiation of a new medication.

How do you convince patients to call you if they
get bronchitis, sinusitis, or other infections?

Constant reminders about infections are critical
when counseling patients on biologics. Specific
examples of types and locations of prior infections
are helpful reminders to encourage the patient

to call. Most patients need frequent reminders at
follow-up office visits.

When you recommend a biologic that requires
self-administration, how do you ease patients’
concerns about injections?

Self-injection of medication can be an issue for
many patients. First, using a small pad, | demon-
strate how to inject, and then | observe the patient’s
technique. The simplicity of the procedure in combi-
nation with the small needle size makes this
process practically painless and much more accept-
able. The most reluctant patient sometimes requires
another patient’s reassurance that the injection is
simple to do and relatively painless.

How do you manage injection site reactions?

In my experience, injection site reactions, which occur
in approximately one third or fewer patients, are infre-
quent and abate over the first month of administration.
Infusion reactions are not uncommon with infliximab,
which is administered IV and requires a 2-hour infu-
sion.27 These are most often mild and require halting
the infusion for approximately 20 minutes and reinfus-
ing at a slower rate. For more severe reactions, | dis-
continue the drug, provide supportive measures, and
switch to a different biologic at a later date.

How long do you wait to make sure there is an
adequate response to the biologic?

For most biologics, 3 months is a fair treatment trial,
although some would recommend 4 and even 6
months. By that point, many patients will report they
feel more energetic and the stiffness in their wrists
and pain in their hands have improved. We try to
keep patients on low doses of MTX because most
clinical trial data suggest that this combination is
more effective in preventing erosions than a biologic
or MTX alone.
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reducing the probability of irre-
versible joint damage. The ulti-
mate goals of treatment, according
to the ACR Guidelines, are to
reduce pain and stiffness, improve
joint movement, minimize loss of
function, and prevent deformi-
ties.18 The key considerations for
management of RA include regu-
lar evaluation of disease activity,
patient education/rehabilitation
interventions, use of DMARDs
(including biologics), use of local
or low-dose oral glucocortico-
steroids, decreasing the impact
of RA on the patient’s functional-
ity, ongoing assessment of ade-
quate treatment, and general
health maintenance.18
Rheumatoid arthritis is associ-
ated with economic considerations
for patients as well as providers
of care. Persons with RA have

3 times the direct medical costs,

2 times the hospitalization rate, and
10 times the work disability rate of
an age-and sex-matched popula-
tion.18 In today’s cost constrained
environment, if efficacy and toxic-
ity of available treatments are
equivalent, the lower-cost agent
will likely be used. However,
healthcare professionals are facing
challenges whereby treatments are
no longer equivalent or there is
only a partial response to treat-
ment. Patients may have comorbid
conditions that contraindicate the
use of more traditional therapies or
high-risk or severe disease that
requires the use of newer agents.
Providers with longitudinal experi-
ence in treating RA are the best
qualified to balance cost with the
frequently progressive natural
course of the disease.18

Conclusion

An increased understanding of the
RA disease process has led to the
development of biologic agents that
block key cytokines implicated in the
inflammatory process associated with
RA.TNF-o inhibitors are one such
class of agents. Large controlled stud-
ies of TNF-o inhibitors such as inflix-
imab, etanercept, and adalimumab
have shown significant clinical and
radiographic benefits when used in
conjunction with MTX or as mono-
therapy when indicated. Current
evidence also indicates that effective
aggressive DMARD therapy (includ-
ing TNF-o inhibitors) initiated early in
the disease process provides greater
benefit than when initiated after RA
is established. Moreover, arresting RA
early in the disease process provides a
chance for remission, which was not
attainable with traditional therapy.
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