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ABSTRACT

Several databases of patients with
early rheumatoid arthritis (RA) have
been established in the USA.

The University of Tennessee at Mem -
phis Cohort was organized in 1967-
1971 to enroll 50 young adults (16-44
years) with symptom onset of <6
months who met the 1958 American
Rheumatism Association (ARA) crite -
ria for at least probable RA. Two
important obser vations from this data -
base were that many patients seen
within the first 6 months of meeting the
criteria for probable RA have a self-
limited rather than progressive disease,
and that progressive diseaseis predict -
ed by a high number of baseline
swollen and tender joints.

The National Institutes of Health (NIH)
cohort of patients with peripheral syn -
ovitisfor = 6 weeks but < 12 monthsin
at least one peripheral joint was estab -
lished in 1994. At the one-year follow-
up, 45% of the patients met the RA cri -
teria, 9% had reactive arthritis, 6%
had psoriatic arthritis, 5% had other
rheumatic diseases, and 35% had
undifferentiated arthritis. The number
of active joints, rather than meeting the
criteriafor RA, wasthe primary deter -
minant of function and performance
after one year.

The Western Consortium of Practicing
Rheumatologists (CPR) was establish-
edin 1993 to enroll patientswith an RA
duration <1 year, positive rheumatoid
factor, =6 swollen and = 9 tender
joints, and no previous treatment with
disease modifying anti-rheumatic drugs
(DMARDs). Data from this cohort indi -
cated the validity of self-report joint
counts. American College of Rheuma -
tology 20% improvement (ACR20) re-
sponses wer e seen in 50% of patients at
6 months and in 57% of patients at 24
months, while antinuclear antibodies
(ANA) were seen in 69% of patients
prior to the availability of biologic
agents.

The North American Cohort of Patients
with Early RA (SONORA), which in-
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cluded patients with symptoms for > 3

but <12 months, indicated that meth-

otrexate (MTX) was the most frequently
prescribed DMARD, being taken by
more than half the patients.

The Consortium for the Longitudinal

Evaluation of African-Americans with

RA (CLEAR) registry and DNA reposi -
tory has enrolled 123 African-Ameri -
can patients with early RA of less than

2 years duration to analyze genetic
and non-genetic factors associated

with disease severity.

The Early RA Treatment Evaluation
Registry (ERATER) of patients with

early RA (<3 years) was established in

2001. In thisregistry, MTX was the first
DMARD used in 83% of patients, and

most patients would not meet the crite -
riafor inclusioninrecent clinical trials
of biological agents.

Further observation of recent cohorts
of patients with early RA over the next

decade should be informative regard -
ing whether aggressive intervention
strategies and new DMARDs and bio -
logic agents lead to improved long-
term outcomes.

The University of Tennessee (UT)
Early Rheumatoid Arthritis (RA)
Cohort (The UT Memphis Cohort)
In 1967-1971, 50 young adults (16-44
years) with early arthritis who had a
diagnosis of RA by a physician within
6 months of symptom onset, were
enrolled in the University of Tennessee
(UT) Memphis Cohort (1,2). All pa
tients met the 1958 American Rheuma
tism Association (ARA) criteria (3) for
a least probable RA. These data are
presented in detail in areport on early
arthritis and early RA in this supple-
ment (4).

Five years after study entry, 18 patients
(36%) had no swallen joints and no
erosions (Category 1), 22 (44%) had
swollen joints but no erosions (Catego-
ry 11), and 10 patients (20%) had ero-
sions (Category I11) (5,6). These results
were interpreted initially to pertain to
all patientswith RA, with asuggestion



that only a small minority of patients
had a progressive course, and many had
aself-limited or single course (5). Such
interpretations may account in part for
the advocacy of a "pyramid" approach
to therapy for patients with RA, which
involved the observation of patients
taking non-steroidal anti-inflammatory
drugs (NSAIDs) for severa years prior
to the introduction of DMARDSs (7, 8).
Interpreting the study data in the light
of our contemporary understanding of
the course of RA, it must be recognized
that recruitment of the 50 patients re-
quired 5 yearsin a busy clinic, that the
reportsincluded only 5 years of follow-
up and did not include data on quantita-
tive radiographic scores, detailed func-
tional disability, and work disability,
which were not commonly measured at
that time.

Therefore, in retrospect, thisearly RA
database probably included fewer than
1% of the patients seen in this clinic
over the recruitment period, and likely
underestimated the outcome of most
patients with RA. Spontaneous remis-
sion is rare in most individuals who
have persistent evidence of RA for > 6
months, and certainly > 1 year. Most
patients with RA seen in clinical set-
tings are likely to have a persistent and
progressive disease.

Early rheumatoid arthritisin the USA / T. Sokka

The National I nstitutes of Health
(NIH) early synovitis cohort

A cohort of 238 patients with peripher-
a synovitis of less than 12 months
duration has been established at the
National Institutes of Health (NIH) in
Bethesda, Maryland beginning in 1994
(9,10). Inclusion criteria were persis-
tent synovitis for at least 6 weeks but
less than 12 months in at least one
periphera joint. Patients with traumat-
ic, septic or crystal-induced arthritis
were excluded, as were those with well
defined, diffuse connective tissue dis-
eases such as systemic lupus erythe-
matosus or scleroderma.

At the one-year follow-up visit, 45% of
the patients met the ACR criteria for
RA, 9% were found to have reactive
arthritis, 6% psoriatic arthritis, 5%
other rheumatic diseases, and 35%
undifferentiated arthritis (11). It was
observed that the number of active
joints, rather than the criteria for RA,
was the primary determinant of func-
tion and performance in early RA (12).
Polyarticular arthritis, independent of
rheumatoid factor, is associated with
poor functional outcome in recent
onset inflammatory arthritis (12,13).
Serum samples for RA-associated anti-
bodies were collected at the baseline.
Among the results was the finding that

rheumatoid factor had a sensitivity of
66% and specificity of 87% for RA.
Anti-Sa, antifilaggrin antibody, and
anti-cyclic citrullinated peptide all had
specificities of more than 90%, but sen-
sitivities of less than 50%,and had little
additional diagnostic value for RA over
rheumatoid factor alone (11). In a sub-
set of the cohort patients, active syn-
ovia matrix metalloproteinase-2 was
found to be associated with radiograph-
ic erosions (14).

Further observations concerning the
NIH early synovitis cohort are
described elsewhere (15, 16), and in
this supplement (13, 17-19).

The Western Consortium of
Practicing Rheumatologists (CPR)
Early RA Cohort

The Western Consortium of Practicing
Rheumatologists (CPR) is a regional
consortium of 25 rheumatology prac-
tices in the Western United States and
Mexico, organized in 1993 to enrall
patients with early RA into along term
observational study. Inclusion criteria
were symptoms for less than one year,
no previous treatment with DMARDSs,
positive rheumatoid factor, 6 or more
swollen and 9 or more tender joints
(20).

Self-reported joint counts were elicited

Table|. Comparison of joint countsin 50 patients from the Western Consortium of Practicing Rheumatologists (CPR) by self-report from patients
using either apictorial format with ajoint mannequin or alisting of the rapid assessment of disease activity in rheumatology (RADAR) versusajoint
count performed by a physician. Data include mean values of patient and physician joint counts: mean + SD and Spearman correlations between
patient and physician joint counts before and after visit to MD.

Mannequin Joint Count, Pictorial Format

Tender joint count

Swollen joint count

Mean + SD Correlation with MD Mean + SD Correlation with MD
Patient, before MD visit 11.0+10.6 r=0.61, p=0.001 6.8+7.7 r=0.58, p=0.001
Patient, after MD 11.3+12.6 r=0.69, p=0.0001 8.3+ 109 r=0.61, p=0.001
MD joint count 10.1+9.2 8.9+06
ICC r =0.65, p < 0.0001 r =0.64, p < 0.0001

RADAR Joint Groups Count, Text Format

Tender joint count

Swollen joint count

Mean + SD Correlation with MD Mean + SD Correlation with MD
Patient, before MD visit 85+53 r=0.37,p=0.03 52+35 r=0.58, p=0.001
Patient, after MD 80+56 r=0.45p=0.01 57+36 r=0.55, p=0.001
MD joint count 7259 54+44
ICC r =0.56, p < 0.0001 r=0.61, p<0.0001

ICC: intraclass correlation coefficient.
Source: (20)
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Tablell. Use of disease modifying anti-rheumatic drugsin 251 patients with early rheuma:
toid arthritis of less than one year's duration from the Western Consortium of Practicing
Rheumatol ogists (CPR) between 1993 and 1996 at baseline, and 6 months, 12 months, and

24 months after baseline.

Drug Baseline 6 months 1 year 2years
Methotrexate 35.7% 53.6% 55.3% 57.4%
Hydroxychloroquine 16.7% 30.0% 30.2% 31.2%
Injectable gold 3.6% 2.7% 2.0% 0%
Sulfasalazine 7.1% 9.1% 13.1% 12.1%
Prednisone 40.1% 43.2% 44.2% 45.4%
Source: (22)

in two formats — pictoria (the schema-
ic drawing of a mannequin) and text
[the RADAR questionnaire (21)] — in
60 patients. Twenty-seven patients
were randomized to compl ete the man-
nequin tender and swollen joint counts
one day before and one day after their
examination by a physician (20), while
33 were randomized to the RADAR
text format to assess the tender and
swollen joint counts. Spearman corre-
lations comparing the physician and
patient assessments were significant:
0.58 — 0.69 for the mannequin and 0.37

—0.58 for the RADAR. Intra-class cor-
relations were 0.65 and 0.64 for the
mannequin tender and swollen joint
counts, and 0.56 and 0.61 for the
RADAR tender and swollen joint
counts, indicating agreement among
the 3 joint count ratings for each patient
(Table I). Patient test-retest reliability
using the RADAR was 0.58 for tender-
ness and 0.90 for swelling, and was
greater than 0.90 for the mannequin
swollen and tender joint counts. Low
patient educational level was associat-
ed with greater differences between the

physician and patients on the RADAR
swollen joint count, but not the man-
nequin swollen joint counts. These data
indicate that patient self-reports of joint
findings can be used effectively in clin-
ical assessments (20).

Analysis of therapies in 251 patients
showed that after 2 years, 57% of pa
tients were taking MTX, 31% hydroxy-
chlorogquine (HCQ), 1% sulfasalazine
(SSz), and 45.4% prednisone (22)
(Table 11). An ACR20 improvement
(23) was seen in 50% of patients at 6
months, 53% at 12 months, and 57% at
24 months. Response rates differed by
less than 3% whether the erythrocyte
sedimentation rate (ESR), C-reactive
protein (CRP), or plasma viscosity as-
says were used as the acute phase reac-
tant to assess the ACR20 responses,
indicating that any one of these 3 mea-
sures could be used as the acute phase
reactant in the assessment (22). The
study documented ACR20 response
rates of more than 50% using standard
DMARD therapy in early RA, rates
comparable to those seen with biologi-
cal agentsin randomized clinical trials.
The presence of autoantibodiesin early

Table I11. Characteristics of 276 patients with early rheumatoid arthritis from the Western Consortium of Practicing Rheumatologists
(CPR), according to the anti-nuclear antibodies (ANA) status at the baseline. Data are expressed as the mean + SD (number of subjects), or

percentages.

Variable

ANA< 81U/l (n =85)

ANA 8 1U/ml (n=72)

ANA> 8 1U/ml (n = 119)

Baseline demographics
Age, years
Sex, % female
Duration of RA, mo.

Initial DMARD
Methotrexate %
Hydroxychloroquine %
Methotrexate + Hydroxychloroquine %
Sulfasalazine %
Step-down bridge %
Gold %
None or other %

RA course during an average of 3.5 years follow-up
ACR 20% responders %
ACR 50% responders %
Sharp Score progression rate/year
First-year changein HAQ
New extraarticular manifestations %
New nodules %

5050+ 14.05  (85) 50.57 + 13.96
77.65%  (85) 80.56%
837+884 (85 7.56 + 4.96
45.9% 52.8%
24.7% 13.9%
35% 5.6%

7.1% 16.7%

7.1% 2.8%

35% 4.2%

8.3% 4.2%
50.00% (41/82) 53.73%
3L.71% (26/82) 31.34%
068+313  (54) 112+ 2.44
-050£059 (52 -0.50+ 0.79
6.02%  (83) 8.96%
843% (83 20.90%

(72) 4920+ 12.68 (118)
(72 76.47% (119)
(72) 6.72+ 6.07 (115)

245%

22.7%

10.3%

10.1%

4.3%

4.3%

4.2%
(36/67) 53.27%  (57/107)
(21/67) 4112%  (44/107)
(a7 0.86+ 1.93 (74)
(51) -0.41+054 (85)
(67) 7.21% (111)
(67) 11.61% (112)

Source: (24)
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Table 1V. Correlations between single radiograph scores at various durations of rheumatoid
arthritis (RA) and calculated individual progression rates in patients from the Western Con-

sortium of Practicing Rheumatologists (CPR)

Correlation between single radiograph scores

and progression rate

RA duration** at time No. of single Total Erosion Joint space

of radiograph (mos.) radiographs score score narrowing
(pts.) score
0-6 months 106 (104) 0.072 0.072 -0.015
7-18 months 277 (165) 0.255* 0.347* 0.225*
19-30 months 130 (121) 0.483* 0.599* 0.364*
31-42 months 88 (83) 0.589* 0.647* 0.415*
43-72 months 109 (72) 0.745* 0.810* 0.571*

*p < 0.001 Spearman correlation coefficient; ** months since onset of persistent symptoms of RA.

Source: (25)

RA was examined in 276 patients
enrolled between January 1, 1993 and
April 15, 2000 prior to the availability
of biologic agents (Table Il1) (24).
Among the 276 patients, 119 (43%)
were positive for antinuclear antibodies
(ANA), while 72 (26%) were border-
line positive and 85 (31%) were nega:
tivefor ANA. During an average of 3.5
years follow-up, ANA results changed
from negative to positive in 12.5% and
from positive to negative in 12.3% of
patients. Anti-double-stranded DNA
was detected in 5.5% of patients, of
whom 4 changed from negative to pos-
itive and one from positive to negative.
These observations suggest that the
autoantibodies were present in many
patients with RA prior to the availabili-
ty of new biological agents, and may
not necessarily be attributable to treat-
ment with these agents (24).

Analyses of the predictive value of
radiographs (Table IV) (25) indicated
that radiographs taken within 6 months
of thefirst symptomswere not correl at-
ed with the rates of radiographic pro-
gression (r=-0.01-0.07), and even those
between 7 and 18 months were only
weakly correlated with progression (r=
0.23-0.35) on a Sharp radiographic
scoring scale. As expected, correlations
between single scores and rates of pro-
gression increased with time and were
highest after 72 months (r=0.57-0.81).
This report also confirmed that 55.3%
of patients took MTX, 54.2% had
ACR20 responses and 30.7% had
ACRS50 responses over 2 years (25).

North American Cohort of Patients
with Early RA (SONORA)

SONORA is a prospective 5-year study
designed to examine the clinical
course, treatment patterns, and out-
comes of patientswith early RA (26). It
is planned that this study will examine
the course of RA longitudinally over
time, and analyze prognostic factors
affecting outcomes, including the role
of genetic predictors. SONORA will
provide data concerning outcomes
including work disability and health
care costs. Enrollment of most patients
took place prior to the availability of
biologic agents and this cohort will
provide valuable control data to com-
pare to more recent patients who have
been treated with biologics, as well as
to analyze patientswho are treated with
biologic agents later in their disease
course.

Patients diagnosed as having new onset
RA by a board-certified rheumatolo-
gist, with symptoms for more than 3
but less than 12 months, were recruited
from 98 rheumatology practices in the
US and Canada. Clinical and laborato-
ry data are collected by the enrolling
rheumatologist at baseline, and 1, 2,
and 5 years. Patients complete validat-
ed questionnaires, including the short
form 36 (SF-36) and health assessment
questionnaire (HAQ), every 4 months.
Baseline data concerning DMARDSs in
726 SONORA patients were presented
at the American College of Rheumatol-
ogy (ACR) 2002 meeting (26). Of these
65% had taken DMARDs. The most
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frequently prescribed DMARDs were
MTX (41%) and HCQ (24%). Only 7%
had taken SSZ, 3% leflunomide, 2%
minocycline, 1% gold and 1.7% a bio-
logic agent. Eleven percent of patients
took two DMARDSs, while 2% took
three. Of the 553 patients who entered
the study within 3 months of their diag-
nosis 39% had not yet received a
DMARD, while 22% of patients with
more than 3 months of disease had not
yet had DMARDSs prescribed. Overall,
the patients who had not taken
DMARDs had more active disease than
the patients who had taken DMARDs,
as measured by patients' global assess-
ments of pain (5.5 vs 4.6) and disease
activity (5.0 vs 4.6) (26).

The results indicate that MTX and
HCQ are the most frequently used
DMARDs in early RA. Despite the fact
that recent ACR guidelines recommend
initiation of DMARD therapy within
the first 3 months (27), 20% of patients
with more than 3 months of disease had
not received DMARD therapy. These
observations suggest the need for fur-
ther analysis concerning why patients
are not receiving these drugs at an early
stage of RA.

Follow-up data concerning the SONO-
RA patients were presented at the
annual European Congress of Rheuma-
tology 2003. At the one-year follow-up,
88% of the 343 SONORA patients had
received a DMARD (28). The overall
improvement in disease activity over
the first year was 64% in the tender
joint count, 56% in the swollen joint
count, 25% in the HAQ score, 0% in
CRP, 14% in pain, 50% in morning
stiffness, and 33% in the physician's
and 25% in the patient's assessment of
global disease activity (28). It was also
observed that after the first year of the
study, physicians consistently reported
greater improvements than patients in
multiple measures of disease activity
(29).

In 343 SONORA patients, the smoking
status of males at baseline did not
appear to affect ACR20 responses at
one year, while ACR20 responses were
less likely in females who were smok-
ers at study entry compared with fe-
male non-smokers (p=0.03) or female
former smokers (p=0.05) (30).



Early rheumatoid arthritisin the USA / T. Sokka et al.

Table V. Demographic measures in 560 patients enrolled in the Early Rheumatoid Arthritis
Treatment Evaluation Registry (ERATER) between 2001 and June 2003.

Consortium for the Longitudinal
Evaluation of African-Americans
with RA (CLEAR)

. . Site Nashville, Burlington, Brooklyn, Other Total
The CLEAR registry and DNA reposi- assach
tory has the goal of identifying 500 Tomesse M oats  Mowork
African-American paIients with early No. of pts. enrolled 360 73 63 64 560
RA of less than 2 years disease dura % Femae 73% 58% 73% 2% 2%
tion, in order to analyze genetic and % White 90% 96% 22% 71% 81%
non-genetic factors associated with dis- % Black 8% 1% 38% 21% 12%
ease severity. Since 2000, 123 subjects % Hispanic 1% 0% 21% 7% 4%

have been enrolled in the CLEAR reg-
istry at 4 academic institutions in the
southern United States. The CLEAR
registry is described in greater detail in
another chapter of this supplement
(3D).

Demographic, medical, and socioeco-
nomic data are collected at baseline.
Disease activity, functional capacity,
and quality of life will be monitored
over 5 years. Blood samples will be
obtained for the isolation of DNA.
Bone densitometry will be obtained at
baseline, and radiographs of the hands,
wrists and feet at baseline and at 3 and
5 years of disease duration.

Early RA Treatment Evaluation

Registry (ERATER)

Between February 2001 and June 2003,

560 patients with ealy RA for less than

3 years were enrolled in an early

rheumatoid arthritis treatment evalua

tion registry (ERATER) study, initially
established in Nashville, Tennessee

(32), which includes 360 patients in

Nashville, as well as 73 in Massachu-

setts, 63 in New York and 64 at other

sites (Table V). The patients were eval-
uated according to a standard protocol
to evaluate rheumatoid arthritis

(SPERA) (33) which includes four

one-page questionnaires, 3 to be com-

pleted by a physician or assessor and
one by the patient:

1. Clinical features — Classification cri-
teria, co-morbidities, extra-articular
manifestations, surgeries, laboratory
results, and work status.

2. All medications used for RA.

3. A 42-joint count which includes 10
proxima interphalangeal (PIP) joints
of the hand, 10 metacarpophalangeal
(MCP) joints of the hand, 2 wrists, 2
elbows, 2 shoulders, 2 hips, 2 knees,
2 ankles and 10 metatarsophalangeal
(MTP) joints (hips and shoulders are

not scored for swelling). All joints
are scored for tenderness, swelling
(except the hips and shoulders), lim-
ited motion, and surgery, with a
space to indicate that a joint is nor-
mal.

4. A patient self-report Multi-Dimen-
sional Health Assessment Question-
naire (MDHAQ) including the modi-
fied Health Assessment Question-
naire (MHAQ) for functional capaci-
ty, visua analog scalesto assess pain,
global headlth, and fatigue, minutes
of morning stiffness, and a symptom
list (34). The MDHAQ is completed
at each visit to the rheumatol ogist as
well astwice ayear by mail.

Patients from participating sites differ

in demographic characteristics as well

as their initial DMARD therapies. The

Tennessee cohort is 90% white, 8%

black, and 1% Hispanic, while the New

York cohort is 22% white, 38% black,

and 27% Hispanic (Table V). Results

concerning 426 patients (not including

the Massachusetts and New York
patients) are presented in another chap-
ter of this Supplement (35).

MTX was the firss DMARD used by
84% of the patientsin Tennessee, com-
pared to 37% in Massachusetts and
38% in New York, while HCQ was the
firss DMARD for 40% in Massachu-
setts,24% in New York, and only 8% in
Tennessee (Table V1).

Data concerning the first 232 ERATER
patients, all seen in Tennessee, were
anayzed to determine which DMARDs
areused in early RA inroutine clinical
care (Table VII) (32). MTX was the
first DMARD used in 192 patients
(82.8%), including 3 in combinations.
During the first year of drug treatment,
89.2% of the patients had taken MTX,
15.9% HCQ, 3.9% SSZ, 22.0%
leflunomide, 9.5% etanercept, 4.3%
infliximab, and 87.0% prednisone.
Thus, MTX appeared to be the "anchor
drug" taken by almost 90% of patients
during the first year, while 30% took

Table VI. Comparison of first DMARD by site (% of patients) in 560 patients enrolled in
the Early Rheumatoid Arthritis Treatment Evaluation Registry (ERATER) between 2001

and June 2003.
DMARD Nashville, Burlington, Brooklyn, Other
Tennessee Massachusetts New York
Any DMARD 98.9% 93.2% 96.8% 95.3%
Methotrexate 84.2% 37.0% 38.1% 62.5%
Hydroxychloroquine 7.5% 39.7% 23.8% 9.4%
Sulfasalazine 0.8% 8.2% 12.7% 0
Leflunomide 1.7% 2.7% 3.2% 15.6%
Hydroxychloroquine +
sulfasalazine/leflunomide 0.3% 2.7% 3.2% 1.6%
Infliximab 0.3% 0 0 0
Etanercept 0 1.4% 3.2% 0
Azathioprine 0 0 0 1.6%
Prednisone* 2.5% 0 3.2% 1.6%

* Prednisone was recorded as the firss DMARD only if other DMARDs were not started.
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Table VII. Percentage of patients taking DMARDSs in the first 232 patients with recent
onset rheumatoid arthritis enrolled in the Early Rheumatoid Arthritis Treatment Evaluation

Registry (ERATER).
No. (%) of pts.
No. (%) of pts. No. (%) of pts. who had ever taken
taking asthe taking DMARD thisdrug only
DMARD 1st DMARD at study entry or in combination
MTX only 189 (81.5%) 130 (56.0%) 207 (89.2%)
HCQ only 15 (6.5%) 4 (L7%) 37 (15.9%)
SSZ only 2 (0.9%) 1 (0.4%) 9 (3.9%)
LEF only 6 (2.6%) 14 (6.0%) 51 (22.0%)
ETAN only 0 2 (0.9%) 22 (9.5%)
INFLIX only 0 1 (0.4%) 10 (4.3%)
MTX + HCQ and/or SSZ 2 (0.9%) 16  (6.9%)
MTX + LEF 0 20 (8.6%)
MTX + ETAN 1 (0.4%) 8 (3.4%)
MTX + ETAN + HCQ 0 3 (1.3%)
MTX + INFLIX 0 8 (3.4%)
LEF + ETAN 0 3 (1.3%)
Other DMARDs 0 1 (0.4%)
No DMARDs 17 (7.3%) 21 (9.1%)

DMARD: disease-modifying anti rheumatic drug; MTX: methotrexate; HCQ: hydroxychloroquine;
SSZ: sulfasalazine; LEF: leflunomide; ETAN: etanercept; INFLIX: infliximab.

Source: (32)

leflunomide, etanercept, or infliximab,
usually in combination with MTX (32,
36).

Data concerning the 232 first patients
in the ERATER database were ana-
lyzed to identify the proportion of
patients who met the criteria for inclu-
sion in the early rheumatoid arthritis
(ERA) clinical trial of etanercept ver-
sus MTX (37,38). In the ERATER

cohort at the baseline, only 16% of all
patients met the ERA inclusion criteria
(Table VIII) (39). In another report, it
was observed that only 34% of the
ERATER patients met 3 of 4 of the
most common criteria for inclusion in
RA clinical trias, i.e. 3 6 swollen
joints, 3 6 tender joints, ESR 3 28,
and/or morning stiffness 3 45 minutes
(40). Similar inclusion criteria have

Table VIII. Analysis of patients who met the criteria for inclusion in the early rheumatoid
arthritis (ERA) clinical trial, according to therapies taken, in the first 232 patients enrolled
in the Early Rheumatoid Arthritis Treatment Evaluation Registry (ERATER).

No. of 3 12tender  Positive rheumatoid Morning stiffness
pts. and3 10 factor or radio- 3 45 min. or
swollen joints  graphicerosions  ESR3 8 mm/hr

No prior MTX, 1st visit 19 10 (53%) 8 (42%) 8 (42%)
No prior MTX, not 1st visit 17 3 (18%) 3 (18%) 3 (18%)
No prior MTX, any visit 36 13 (36%) 11 (31%) 11 (31%)
Prior MTX 135 25 (19%) 20 (15%) 17 (13%)
Prior LEF, ETAN,
INFLIX (+ MTX) 61 10 (16%) 10 (16%) 9 (15%)
Prior MTX, LEF,
ETAN or INFLIX 196 35 (18%) 30 (15%) 26 (13%)
All patients 232 48 (21%) 41 (18%) 37 (16%)

MTX:methotrexate; HCQ: hydroxychloroquine; SSZ:sulfasalazine; LEF:Ieflunomide; ETAN:etaner-

cept; INFLIX: infliximab.
Source: (39)
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been used in RA clinical trials for more
than 20 years, despite possible
improvement in the severity of RA. It
was suggested that data in recent RA
clinical trials may not be generalizable,
and that re-examination of the inclu-
sion criteriawould be of value (40).
Preliminary analyses of work disability
in the ERATER study were performed
in 127 patients who were less than 65
years of age and were working either
full time (n = 118) or part time (n = 9)
a the onset of symptoms (41). At study
entry (mean and median disease dura-
tion 22 months from the first symp-
toms), 13 patients (10%) had stopped
working due to RA, 5 of whom were
receiving disability payments. The
finding that only 10% of patients with
early RA stopped working during the
first two years of RA differs from sev-
era studies in Europe, which found
that 20-30% of patients with early RA
became permanently work disabled
during the first 2-3 years of RA (42).
These findings may suggest possible
reduced work disability in this cohort,
but further longitudinal data are
required over time.

Conclusion

Early RA databases in the USA will
provide an opportunity to study the
long-term outcomes of early RA over
several years, including radiographic
outcomes, functional and work capaci-
ty, and mortality, in an erawhen several
new therapies have become available
for RA within the last few years. Cer-
tain unique data will be elicited by
early RA databases in the USA which
will not be available from any other
sources over the next decade. First, the
latest (and expensive) biologic agents
areavailable at this time for early RA
patients in the USA, whereas dif ferent
social and health care systems restrict
the use of these new DMARDSs largely
only to patients with advanced RA in
many European countries. Secondly,
disparities in the patient population
with regard to social, economic, educa-
tional, cultural, and racial background,
as well as differences in treatment
strategies between clinics in the USA
are wide, thus facilitating research on
various approaches applied in various
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types of patients. Longitudina obser-
vational studies will be required to
evaluate the influence of aggressive
treatment on the actual long-term out-
comes of RA, such as work disability,
joint replacement surgery and prema
ture mortality, as well as the effects of
long-term usage (effectiveness and
possible rare or serious adverse events)

of the new DMARDs and biologic
agents.

References

1.MASI AT, MALDONALDO-COCCO JA,

6.

10.

11.

12.

KAPLAN SB, FEIGENBAUM SL, CHANDLER
RW: Prospective study of the early course of
rheumatoid arthritis in young adults:compar-
ison of patients with and without rheumatoid
factor positivity at entry and identification of
variables correlating with outcome. Semin
Arthritis Rheum 1976; 4: 299-326.
HANISSIAN AS, ROBINSON H, MASI AT,
KAPLAN SB, CHANDLER RW, TOWNES AS:
Proceedings.Comparison of early patterns of
rheumatoid arthritis (RA) in juveniles and
young adults: data supporting a unified dis-
ease concept. Arthritis Rheum 1975; 18: 527.
ROPES MW, BENNETT GA, COBB S, JACOX
RF, JESSAR RA: 1958 revision of diagnostic
criteria for rheumatoid arthritis. Bull Rheum
Dis 1958; 9: 175-6.

SOKKA T, PINCUS T: A historical perspec-
tive concerning population-based and clinical
studies of early arthritis and early rheumatoid
arthritis. Clin Exp Rheumatol 2003; 21
(Suppl. 31): S5-S14.

. FEIGENBAUM SL, MASI AT, KAPLAN SB:

Prognosisin rheumatoid arthritis:alongitudi-
nal study of newly diagnosed younger adult
patients. AmJ Med 1979; 66: 377-84.

MASI AT, FEIGENBAUM SL, KAPLAN SB:
Articular patternsin the early course of rheu-
matoid arthritis. Am J Med 1983; 75 (Suppl.
6A): 16-26.

. LIGHTFOOT RW JR: Treatment of rheumatoid

arthritis. In MCCARTYDJ (Ed.): Arthritis and
Allied Conditions. Philadelphia, Lea &
Febiger 1985: 668-76.

KELLEY WN, HARRIS ED JrR, RUDDY S,
SLEDGE CB: Textbook of Rheumatology. 2nd
ed., Philadelphia, W.B. Saunders 1985: 979.
EI-GABALAWY HS, GOLDBACH-MANSKY R,
SMITH DIl et al.:Association of HLA alleles
and clinical featuresin patients with synovitis
of recent onset. Arthritis Rheum 1999; 42:
1696-705.

SCHUMACHER HR: Early arthritis clinics.
Much early arthritis is unclassified. J Rheu-
matol 2002; 29: 2258-60.
GOLDBACH-MANSKY R, LEE J, MCCOY A et
al.: Rheumatoid arthritis associated autoanti-
bodies in patients with synovitis of recent
onset. Arthritis Res 2000; 2: 236-43.
GERBER L, EI-GABALAWY H, ARAYSSI T,
FURST G, YARBORO C, SCHUMACHER HR:
Polyarticular arthritis,independent of rheum-
atoid factor, is associated with poor function-
a outcomein recent onset inflammatory arth-
ritis. J Back and Musculo Rehab 2000; 14:

13.

14.

15.

16.

17.

18.

10.

20.

21.

22.

23.

24.

25.

26.

105-9.

GERBER LH, FURST G, YARBORO C, El-
GABALAWY H: Number of activejoints, not
diagnosis,is the primary determinant of func-
tion and performance in early synovitis. Clin
Exp Rheumatol 2003; 21 (Suppl. 31): S65-
S70.

GOLDBACH-MANSKY R, LEE JM, HOX-
WORTH JM et al.: Active synovial matrix
metalloproteinase-2 is associated with radio-
graphic erosions in patients with early syn-
ovitis. Arthritis Res 2000; 2: 145-53.
SCHUMACHER HR, HABRE W, MEADOR R,
HSIA EC: Predictive factorsin early arthritis.
Long term follow up. Semin Arthritis Rheum
(in press).

VAN RIEL PLCM, SCHUMACHER HR: How
does one assess early rheumatoid arthritis in
daily clinical practice? Best Practice Research
Clin Rheumatol 2001; 15: 67-76.
SCHUMACHER HR, PESSLER F, CHEN LX:
Diagnosing early rheumatoid arthritis (RA).
What are the problems and opportunities ?
Clin Exp Rheumatol 2003; 21 (Suppl. 31):
S15-S19.

HITCHON CA, EI-GABALAWYHS: The histo-
pathology of early synovitis. Clin Exp Rheu-
matol 2003; 21 (Suppl. 31): S28-S36
GOLDBACH-MANSKY R, MAHADEVAN V,
YAO L, LIPSKY PE: The evaluation of bone
damage in rheumatoid arthritis with magnetic
resonance imaging. Clin Exp Rheumatol
2003; 21 (Suppl. 31): S50-S53.

WONG AL, WONG WK, HARKER J et al.:
Patient self-report tender and swollen joint
counts in early rheumatoid arthritis. Western
Consortium of Practicing Rheumatologists. J
Rheumatol 1999; 26: 2551-61.

MASON JH, ANDERSON JJ, MEENAN RF,
HARALSON KM, LEWIS-STEVENS D, KAINE
JL: The Rapid Assessment of Disease Activi-
ty in Rheumatology (RADAR) questionnaire:
Validity and sensitivity to change of a patient
self-report measure of joint count and clinical
status. Arthritis Rheum 1992; 35: 156-62.
PAULUS HE, RAMOS B, WONG WK et al.:
Equivalence of the acute phase reactants C-
reactive protein, plasma viscosity, and West-
ergren erythrocyte sedmientation rate when
used to calculate American College of Rheu-
matology 20% improvement criteria or the
disease activity score in patients with rearly
rheumatoid arthritis. Western Consortium of
Practicing Rheumatologists. J Rheumatol
1999; 26: 2324-32.

FELSON DT: American College of Rheuma
tology preliminary definition of improvement
in rheumatoid arthritis: Comment on the arti-
cle by Felson et al. (Reply). Arthritis Rheum
1996; 39: 536-7.

PAULUSHE, WIESNER J, BULPITTKJ €t al.:
Autoantibodies in early seropositive rheuma-
toid arthritis, before and during disease mod-
ifying antirheumatic drug treatment. J Rheu-
matol 2002; 29: 2513-20.

PAULUS H, OH M, SHARP J et al.: Correla-
tion of single time-point damage scores with
observed progression of radiographic damage
during the first 6 years of rheumatoid arthri-
tis. J Rheumatol 2003; 30: 705-13.
BOMBARDIER C, DEATON RL, GREGERSEN
P, MASSAROTTI E, FORMICA C, WEISMAN

S152

27.

28.

29.

30.

31.

32.

33.

35.

36.

37.

38.

MH: Pattern of DMARD use in a North Am-
erican cohort of patients with early rheuma-
toid arthritis (RA) (SONORA). Arthritis
Rheum 2002; 46 (Suppl.): S344 (abstr.).
AMERICAN COLLEGE OF RHEUMATOLOGY
SUBCOMMITTEE ON RHEUMATOID ARTHRI-
TIS GUIDELINES: Guidelines of the manage-
ment of rheumatoid arthritis: 2002 update.
Arthritis Rheum 2002; 46: 328-46.
WEISMAN MH, BOMBARDIER C, MAS-
SAROTTI EM, GREGERSEN PK, FORMICA C,
DEATON RL: Analysis at one year of an
inception cohort of early rheumatoid arthritis
(RA): the SONORA study. Ann Rheum Dis
2003; 62 (Suppl. 1): 193 (abstr.).

WEISMAN M, BOMBARDIER C,MASSAROT-
Tl E, GREGERSEN P, DEATON R, FORMICA
C: Discrepanciesin physician-reported versus
patient-reported measures of disease activity
in new onset rheumatoid arthritis. Ann Rheum
Dis2003; 62 (Suppl. 1): 193. (abstr.)
MASSAROTTI E, GREGERSEN P, BOM-
BARDIER C, WEISMAN M, FORMICA C,
DEATON R: Clinical markers of disease pro-
gression in the SONORA cohort: Effects of
rheumatoid factor and smoking history. Ann
Rheum Dis 2003; 62 (Suppl. 1): 194. (abstr.)
BRIDGESJR SL, HUGHES LB, MIKULS TR et
al. for the CLEAR Investigators: Early rheu-
matoid arthritis in African-Americans: The
CLEAR Registry. Clin Exp Rheumatol 2003;
21 (Suppl. 31): S138-S145.

SOKKA T, PINCUS T: Contemporary disease
modifying antirheumatic drugs (DMARD) in
patients with recent onset rheumatoid arthri-
tisin a US private practice: methotrexate as
the anchor drug in 90% and new DMARD in
30% of patients. J Rheumatol 2002; 29 (12):
2521-4.

PINCUS T, BROOKS RH, CALLAHAN LF: A
proposed standard protocol to evaluate rheu-
matoid arthritis (SPERA) that includes mea-
sures of inflammatory activity, joint damage,
and longterm outcomes. J Rheumatol 1999;
26: 473-80.

PINCUS T, SWEARINGEN C, WOLFE F:
Toward a multi-dimensional health assess-
ment questionnaire (MDHAQ): Assessment
of advanced activities of daily living and psy-
chological statusin the patient friendly health
assessment questionnaire format. Arthritis
Rheum 1999; 42: 2220-30.

PINCUS T, SOKKA T: Uniform databases in
early arthritis: Specific measures to comple-
ment classification criteria and indices of
clinical change. Clin Exp Rheumatol 2003;
21 (Suppl. 31): S79-S88.

PINCUS T, YAZICI Y, SOKKA T, ALETAHA
D, SMOLEN J. Methotrexate as the "anchor
drug" for the treatment of early rheumatoid
arthritis. Clin Exp Rheumatol 2003; 21
(Suppl. 31): S179-S185.

BATHON JM, MARTIN RW, FLEISCHMANN
RM et al.: A comparison of etanercept and
methotrexate in patients with early rheuma-
toid arthritis. N Engl J Med 2000; 343:1586-
93.

GENOVESE MC, BATHON JM, MARTIN RW
et al.: Etanercept versus methotrexate in pa-
tients with early rheumatoid arthritis: Two-
year radiographic and clinical outcomes.
Arthritis Rheum 2002; 46: 1443-50.



Early rheumatoid arthritisin the USA / T. Sokkal

39. SOKKA T, PINCUS T: Eligibility of patients ing routine care for rheumatoid arthritis in patients with rheumatoid arthritis of less than
in routine care for major clinical trials of anti- 2001 did not meet inclusion criteria for most 3 years duration in 2001. Arthritis Rheum
tumor necrosis factor alpha agents in rheuma recent clinical trials or American College of 2001; 44: S221 (abstr.).
toid arthritis. Arthritis Rheum 2003; 48: 313- Rheumatology criteriafor remission. JRheu-  42. SOKKA T: Work disability in early rheuma
8. matol 2003; 30: 1138-46. toid arthritis. Clin Exp Rheumatol 2003; 21

40. SOKKA T, PINCUS T: Most patients receiv-  41. SOKKA T, PINCUS T: Work disability in US (Suppl. 31): S71-S74.

S-153



