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Health-Related Quality of Life in Early Rheumatoid Arthritis:
Impact of Disease and Treatment Response
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Mary C. Buatti, MS; John E. Ware, Jr, PhD; and Eleanor M. Perfetto, PhD

Rheumatoid arthritis (RA) is a chronic, pro-
gressive disease occurring in approximately
1% of the adult population in the United

States.1,2 The condition is characterized by joint
pain, stiffness, and deformity in multiple regions,
particularly the hands and feet. In addition, individ-

uals with RA experience varying degrees of physical
impairment, fatigue, fever, reactive depression, and
weight loss.3 Furthermore, RA places patients at
greater risk of early death. Patients with RA have
been found to die at 2 times the rate of control
patients over a 10-year period.2

The progression of RA places an enormous bur-
den on patients, their families, and society. The
direct costs of care, including hospitalizations, doc-
tor visits, medications, surgeries, physical and occu-
pational therapy, and social services, are in the
billions of dollars annually. As the disease progress-
es, patients experience increasing functional impair-
ment, which often leads to work disability. It has
been estimated that RA accounts for approximately
$2.5 billion in lost wages annually.4 The total cost of
care for RA was estimated to consume 0.3% of the
gross national product in 1994.4

The primary treatment objectives for RA are to
reduce pain and to maintain physical and social
function. Until recently, the aggressive treatment of
RA consisted primarily of disease-modifying
antirheumatic drugs (DMARDs). However, many
patients treated with DMARDs do not achieve an
adequate response,5 and the prolonged use of
DMARDs can lead to serious and potentially life-
threatening adverse reactions.6–8

Objective: To document the burden of early rheumatoid
arthritis (RA) on health-related quality of life (HQL) and com-
pare changes in HQL across 2 treatments.

Study Design: Analysis of HQL scores among patients
enrolled in a multicenter, double-blind, randomized control
trial of early RA treatment.

Patients and Methods: A total of 424 patients with early RA
were randomized to 1 of 2 treatment groups: etanercept or
methotrexate. Patients were treated and followed for 52
weeks. Health-related quality of life was assessed before and
throughout treatment using the Medical Outcomes Study Short
Form 36 Health Survey (SF-36) and the Health Assessment
Questionnaire (HAQ). The HQL burden of RA was established
by comparing SF-36 scale scores to general US population
norms. The impact of treatment on HQL was determined by
comparing scores on both SF-36 and HAQ scales.

Results: Before treatment, RA patients showed significant
decrements in scores on all SF-36 scales and summary mea-
sures in comparison with age- and sex-matched general US
population norms, multivariate analysis of variance (MANO-
VA) F(8,2815) = 204.6, P < .0001. After 52 weeks of treatment,
7 of 8 SF-36 scales and the physical summary measure
remained significantly below the general US population norm,
MANOVA F(8,2815) = 41.9, P < .0001. Patients randomized
to etanercept showed significantly better HQL improvement
earlier in treatment than patients randomized to methotrexate
on the SF-36 physical summary, MANOVA F(10,4230) = 6.1,
P < .0001, the SF-36 arthritis-specific health index, MANOVA
F(10,4230) = 8.5, P < .0001, and the HAQ, MANOVA
F(10,4230) = 14.7, P < .0001. At 52 weeks, there were no sig-
nificant differences between treatment groups.

Conclusions: Rheumatoid arthritis places tremendous dis-
ease burden on patients’ HQL. Successful treatment of early
RA improved HQL. Etanercept showed a rapid HQL response.
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A new class of specific biological response modi-
fiers that competitively inhibit tumor necrosis fac-
tor-α (TNF-α inhibitors) has become available
recently. One such agent, etanercept (Enbrel;
Immunex, Seattle, WA), has been shown to be safe,
well tolerated, and able to produce significant dose-
dependent improvement in disease activity among
RA patients who had an inadequate response to
DMARDs.9–12

Measuring the efficacy of treatment in early RA is
complex. Some of the clinical signs and symptoms
of RA, such as swollen joints, elevated erythrocyte
sedimentation rates, and elevated C-reactive protein
levels, do not always correlate well with physical,
social, and occupational function, a sense of well-
being, or long-term outcomes.13,14 Reductions in any
1 or all of these signs and symptoms do not neces-
sarily mean that the patient feels better. Because a
primary goal of RA treatment is to maintain patient
functionality, it is important to use measures of
functioning and well-being that provide a compre-
hensive assessment of the effectiveness of treat-
ment. In the present study, a well-validated,
self-administered, health-related quality-of-life
(HQL) questionnaire, the Medical Outcomes Study
Short Form 36 Health Survey (SF-36), was used to
document the burden of RA on HQL. We sought to
compare the impact on everyday functional status
and well-being of a DMARD (methotrexate) and a
biological agent (etanercept) as measured by the SF-
36 and the Health Assessment Questionnaire
(HAQ).

. . .  METHODS . . .

Study Population
The study population consisted of 424 patients

with early RA participating in a multicenter, double-
blind, randomized trial comparing the efficacy of the
administration of methotrexate tablets (rapidly
escalated to 20 mg/week) plus subcutaneous placebo
injections (n = 217) with subcutaneous injections of
etanercept 25 mg twice weekly plus placebo tablets
(n = 207). Study patients satisfied the following
inclusion criteria: (1) a diagnosis of RA of 3 years or
less; (2) no previous treatment with methotrexate;
(3) active disease, characterized by 10 or more
swollen and 12 or more tender joints; (4) erosions on
baseline X rays of hands or feet or a positive serolog-
ic test for rheumatoid factor; and (5) stability on
prednisone 10 mg or less per day. Nonsteroidal anti-
inflammatory drugs were allowed, and a 4-week
washout period was required to eliminate interfer-

ence with DMARDs other than methotrexate.
Patients were stratified by disease duration (less
than 18 months and 18 to 36 months).

General Health Status Measures
The SF-36 was selected to measure generic health

status,15 because of its reliability and validity among
both disease and general populations, and its useful-
ness in comparing the health burden of different
conditions and the benefits of treatment.16–24 The
SF-36 consists of 36 items, 35 of which are aggre-
gated to score 8 dimensions of health: physical func-
tioning; role limitations as a result of physical
health; bodily pain; general health perceptions;
vitality; social functioning; role of emotions; and
mental health. Each SF-36 scale was scored using
norm-based methods that standardize the scores
to a mean of 50 and a standard deviation (SD) of
10 in the general US population, with higher
scores indicative of better health. Scores on the 8
SF-36 scales were further aggregated to produce
physical and mental component summary (PCS
and MCS) measures of health status. The PCS and
MCS were also scored using norm-based meth-
ods.24 In addition, an arthritis-specific health index
(ASHI) was scored from the SF-36. The ASHI was
developed by studying the responsiveness of the
SF-36 scales to changes in clinical indicators of
arthritis severity.25,26

Disease-Specific Measures
The HAQ was used to capture the specific effects

of RA.27 The HAQ consists of 24 questions concern-
ing activities of daily living and mobility. Responses
to each question were scaled from 0 (no difficulty)
to 3 (unable to do) and then scored to produce the
following 8 scales: dressing and grooming; arising;
eating; walking; hygiene; reaching; gripping; and
activities. Scores on the 8 HAQ scales were further
aggregated into an overall summary disability index
with scores ranging from 0 (no difficulty) to 3
(unable to do).

Both the SF-36 and the HAQ were self-adminis-
tered at baseline (pretreatment) and at multiple fol-
low-up times during treatment (2, 4, 8, 12, 16, 20,
26, 34, 42, and 52 weeks). Changes in SF-36 and
HAQ scale scores were estimated in 2 ways. First,
continuous change scores were derived by subtract-
ing baseline scores from follow-up scores estimated
at each time. For patients missing a follow-up score,
the last observation was carried forward. Average
changes in scores for a group based on the continu-
ous change score have the advantage of reflecting the
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magnitude of change in the metric of the scale; how-
ever, they mask the true proportion of patients with
follow-up scores that differed from those at base-
line.28 Therefore, individual patients also were classi-
fied into 3 categories of change: (1) those whose
follow-up scores did not change from baseline more
than would be expected by chance (“same” group);
(2) those whose follow-up scores improved from
baseline more than would be expected by chance
(“better” group); and (3) those whose follow-up
scores declined from baseline more than would be
expected by chance (“worse” group). Unlikely to be
due to measurement error, changes large enough to
be labeled better or worse have been shown to be rel-
evant in terms of a wide range of clinical and social
criteria.24

Burden of Early Rheumatoid Arthritis 
on Health-Related Quality of Life

General population normative data used to esti-
mate the burden of early RA on HQL came from the
1990 National Survey of Functional Health Status
(NSFHS), a national sample of noninstitutionalized
US adults.24,29,30 To make comparisons with the sam-
ple of early RA patients, the data from NSFHS were
adjusted to the age, sex, and race of the early RA
sample using separate least squares multiple regres-
sion models with each of the SF-36 scales and sum-
mary measures. Predicted normative scores for each
SF-36 scale and summary measure were estimated
for the general population, and the Student t test and
multivariate analysis of variance (MANOVA) F sta-
tistics were used to test for significant differences
between early RA patients and the adjusted norms.
Burden comparisons were made with the combined
samples of RA patients. Scores were estimated while
patients were in an active state (pretreatment) and
treated state (52 weeks posttreatment).

Impact of Treatment on Health-Related 
Quality of Life

Independent least squares multiple regression
models were conducted to estimate adjusted mean
scores for all SF-36 and HAQ scales and summary
measures. Mean scores were adjusted for age, sex,
and race. Student t tests were conducted to test for
the significance of the difference in average change
scores across the treatment groups and to test that
changes in scores within treatment groups differed
from zero. Comparisons of average and categorical
change scores for all SF-36 and HAQ scales and sum-
mary measures were made with the 52-week out-
come scores.

Multinomial (polytomous) logistic regression
methods were used to compare categorical changes
(better, same, worse) in SF-36 and HAQ scales and
summary measures across treatment groups.
Adjusted percentages for change categories were
generated with statistical adjustments for age, sex,
and race. Chi-square tests of significance were
computed to determine whether the percentages
across change categories differed across treatment
groups. Comparisons of categorical change scores
for all SF-36 and HAQ scales and summary mea-
sures were made with the 52-week outcome scores.

Treatment Comparison of Trends in 
Health-Related Quality of Life

Factorial analysis of variance (ANOVA) with
repeated-measures and between-groups factors was
conducted to compare the trends in average HQL
scores between treatment groups over the 10 post-
treatment assessments. An interaction term for
Time × Treatment was included in the model to
evaluate differential HQL response from baseline
over the course of the 10 follow-up assessments.
The HQL measures analyzed were the SF-36 PCS
and MCS, the SF-36 ASHI, and the HAQ summary
scale.

Content-Based and Norm-Based 
Interpretation of Results

To interpret the meaning of changes in HQL
scores caused by treatment, the content of sever-
al SF-36 and HAQ items was examined. Specifical-
ly, the change from baseline to 52 weeks
posttreatment was compared on the following
items selected from SF-36 and HAQ scales that
showed the greatest response to treatment: limita-
tions in walking a block; limitations in climbing a
flight of stairs; difficulty performing at work; feel-
ing tired all or most of the time; severe or very
severe pain; limitations in social activities; and
difficulty gripping.

. . .  RESULTS . . .

Patient Characteristics
Patient characteristics by treatment group are

presented in Table 1. The mean age of participants
randomized to methotrexate and etanercept was 49
and 51 years, respectively. Most participants in each
treatment group were female and Caucasian, were
positive for rheumatoid factor, and had RA for less
than 18 months. Participants in both treatment
groups were equal in average number of tender and
swollen joints.
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Health-Related Quality-of-Life Burden of Early
Rheumatoid Arthritis

Comparisons with adjusted general US popula-
tion norms revealed that the HQL of early RA
patients with active disease was significantly below
normative values for all SF-36 scales and summary
measures (Table 2). Differences were greatest in the
SF-36 domains of physical functioning, role physi-
cal, bodily pain, and the physical summary mea-

sure, in which scores were more
than 1.5 SD below normative values
for early RA patients. Early RA
patient scores were more than 1 SD
below normative values on SF-36
scale domains of vitality and social
functioning. Of interest was the
finding that early RA also impacted
emotional well-being, although to a
lesser extent. Early RA scores on
the role emotional, mental health,
and mental summary domains were
8, 5, and 4 points lower, respective-
ly, than normative values.

After 52 weeks of treatment, the
HQL scores of early RA patients
remained well below normative val-

ues for nearly all SF-36 scales and summary mea-
sures. Differences continued to be the greatest in
the SF-36 domains of physical functioning, role
physical, bodily pain, general health, vitality, and
the physical summary measure, in which scores
remained more than 0.5 SD below the general pop-
ulation norms. At 52 weeks, however, the mental
health domains of the SF-36 had returned to nor-
mative values of the general population.
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Table 1. Patient Characteristics

Demographic Variable Methotrexate Etanercept

Sample size (n) 217 207

Age, mean (range), y 49 (21–80) 51 (21–82)

Female (%) 75 74

Caucasian (%) 88 86

RA duration < 18 mo (%) 74 75

Rheumatoid factor positive (%) 89 87

Tender joint count (mean) 30 31

Swollen joint count (mean) 24 24

RA = rheumatoid arthritis.

Table 2. Burden of Early RA: Combined Trial Samples Compared With US General Population Data

Significance Testing

52 Weeks General Population Pretreatment vs Posttreatment vs
Pretreatment Posttreatment Norms* General Population General Population

Mean SE Mean SE Mean SE t P t P

SF-36 scales
Physical functioning 28.6 0.41 37.1 0.53 48.6 0.23 33.3 † 15.4 †

Role physical 30.9 0.34 40.0 0.52 49.0 0.24 31.9 † 12.4 †

Bodily pain 32.6 0.29 41.7 0.53 48.8 0.25 31.8 † 11.0 †

General health 39.1 0.40 42.8 0.45 48.8 0.24 15.5 † 9.8 †

Vitality 37.4 0.40 44.0 0.50 49.4 0.25 21.3 † 8.3 †

Social functioning 38.0 0.49 45.2 0.53 49.5 0.25 19.3 † 5.2 †

Role emotional 41.7 0.53 45.5 0.52 49.7 0.25 14.7 † 6.4 †

Mental health 44.9 0.45 49.5 0.43 49.7 0.25 9.4 † 0.2 NS

MANOVA F for 8 scales 204.4 † 41.9 †

SF-36 summary measures
Physical summary 28.4 0.33 37.4 0.50 48.5 0.23 35.8 † 16.6 †

Mental summary 46.9 0.48 50.4 0.44 50.1 0.25 6.4 † 0.81 NS

RA = rheumatoid arthritis; SF-36 = Medical Outcomes Study Short Form 36 Health Survey; NS = not significant; MANOVA = multivariate
analysis of variance.
*General US population norms were adjusted to the age, sex, and race characteristics of the trial sample.
†P < .0001.



Impact of Treatment on Health-Related 
Quality of Life

Scores improved significantly from baseline to 52
weeks for patients randomized to both treatment
groups across all SF-36 scales and summary measures
(Table 3). Both treatments had the greatest impact on
SF-36 scales measuring physical health status. Scores
improved by more than 9 points on average for the
physical functioning, role physical, bodily pain, and
physical summary scales; this change was as large as

1 full standard deviation on the norm-based scale
score. Also, more than half of the patients in each
treatment group improved more than would be
expected by chance on these scales.

Large and significant improvements between both
treatment groups were also observed for the social
functioning and vitality scales, and the SF-36 ASHI.
The average change in scores was more than 6
points, which is more than 0.5 standard deviation on
the norm-based scale score, and the proportion of
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Table 3. Average and Categorical Changes in HQL Scores From Baseline to 52 Weeks

Etanercept Methotrexate

Average Change Categorical Change Average Change Categorical Change Significance Tests*

Mean SE %W %S %B Mean SE %W %S %B t χ2

SF-36 scales

PF 9.7† 0.8 10 28 62 10.4† 0.8 12 29 59 0.62 0.73

RP 10.8† 0.9 9 39 52 9.9† 0.9 11 38 51 0.66 0.49

BP 10.5† 0.8 10 26 64 10.1† 0.7 13 28 59 0.31 0.41

GH 4.5† 0.7 12 58 30 3.4† 0.7 14 58 28 1.13 0.50

VT 7.9† 0.8 13 35 52 6.8† 0.8 16 36 48 0.88 1.49

SF 8.4† 0.9 14 37 49 8.1† 0.9 17 37 46 0.10 1.03

RE 4.0‡ 1.1 15 52 33 4.7‡ 1.0 14 52 34 0.51 0.25

MH 4.4† 0.8 7 66 27 5.8† 0.8 6 62 32 1.22 2.47

SF-36 summaries

PCS 10.7† 0.8 14 20 65 9.6† 0.8 19 20 61 0.84 3.05

MCS 3.6‡ 0.8 13 57 30 4.1† 0.8 14 55 32 0.39 0.87

ASHI 8.2† 1.0 22 20 58 8.1† 1.0 25 20 55 0.01 0.61

HAQ scales

Activity -.76† 0.06 6 38 56 -.74† 0.06 12 35 53 0.37 4.98

Arising -.71† 0.06 5 35 60 -.77† 0.06 5 36 59 0.78 0.16

Dressing -.71† 0.06 5 34 61 -.89† 0.06 4 29 67 2.18§ 4.04

Eating -.47† 0.04 4 64 32 -.16† 0.04 10 70 20 4.93ıı 24.39ıı

Grip -.81† 0.07 3 48 49 -.78† 0.07 2 52 46 0.36 2.69

Hygiene -.69† 0.07 7 40 53 -.67† 0.07 10 40 50 0.21 0.69

Reach -.74† 0.06 5 38 57 -.75† 0.06 7 35 58 0.09 1.59

Walking -.62† 0.06 6 38 56 -.66† 0.06 5 37 58 0.47 1.02

HAQ summary

HAQ -.73† 0.05 4 25 71 -.76† 0.05 5 30 65 0.46 3.53

HQL = health-related quality of life; W = worse; S = same; B = better; SF-36 = Medical Outcomes Study Short Form 36 Health Survey;
PF = physical functioning; RP = role physical; BP = bodily pain; GH = general health; VT = vitality; SF = social functioning; RE = role
emotional; MH = mental health; PCS = physical component summary; MCS = mental component summary; ASHI = arthritis-specific
health index; HAQ = Health Assessment Questionnaire.
*Significance testing between treatment groups: t test for mean differences, χ2 for categorical change.
Change in HQL differs from 0 within treatment group.
†P < .001.
‡P < .01.
§P < .05.
ııP < .0001.



patients who improved more than would be expect-
ed by chance across treatment groups ranged from
46% to 58% on these scales. To a lesser extent than
physical scales, treatment significantly improved
the emotional well-being of patients as detected by
the SF-36 mental health, mental summary, and role
emotional scales. The average change in scores
ranged from 3.6 to 5.8 points and the proportion of
patients who improved more than would be expect-
ed by chance was less than 35% on these scales.

Across all HAQ scales and the summary index,
scores improved significantly from baseline to 52
weeks for patients randomized to both treatment
groups (Table 3). With the exception of the eating
scale, scores improved by more than 0.61 on aver-
age and nearly half or more of the patients in each
treatment group improved more than would be
expected by chance on all HAQ scales and the sum-
mary index.

Treatment Comparison of Trends in Health-
Related Quality of Life

The Treatment × Time interaction term in the
repeated-measures factorial ANOVA was significant
for the SF-36 physical summary scale, F(10,4230) =
6.06, P < .0001, the SF-36 ASHI, F(10,4230) = 8.51,
P < .0001, and the HAQ summary measure,
F(10,4230) = 14.69, P < .0001. For all 3 scales, mean
changes in scores from baseline were significantly
better for patients in the etanercept group during

the first 12 weeks of the trial compared with the
methotrexate group (see Figures 1–3). From week
16 through week 52, no significant differences were
found between the 2 treatment groups on these
scales. The Treatment × Time interaction term in
the repeated-measures factorial ANOVA was not sig-
nificant for the SF-36 mental summary scale,
F(10,4230) = 1.54, P = .2158. Changes in the SF-36
mental summary scale were similar across treat-
ment groups over time (Figure 4).

Content-Based Interpretation 
of Results

As a basis for interpreting the changes in HQL
scores from baseline to 52 weeks, the content of
selected questionnaire items (those most subject to
change) was examined. As shown in Figure 5, the
percentage of patients in both treatment groups
reporting limitations in walking 1 block dropped from
65.4% at baseline to 35.9% at 52 weeks posttreatment.
From baseline to 52 weeks posttreatment, the per-
centage reporting limitations in climbing a flight of
stairs dropped from 74.7% to 43.3%; the percentage
reporting difficulty performing at work declined from
89.6% to 52.9%; the percentage feeling tired all or
most of the time dropped from 43.6% to 19.3%; and
the percentage of patients reporting severe or very
severe pain declined from 43.1% to 9.8%. The per-
centage of patients reporting that their health inter-
fered with social activities dropped from 59.4% to

28.5% from baseline to 52
weeks. Lastly, the percentage of
patients reporting some difficul-
ty gripping declined from 92.4%
at baseline to 57.6% at follow-up.

. . .  DISCUSSION . . .

In this study, HQL measures
were helpful in quantifying the
burden of early RA on patients’
functioning and well-being.
Overall, early RA patients
reported substantially dimin-
ished functioning and well-
being, compared with age-,
sex-, and race-adjusted norms
from the general US population.
The burden was observed pri-
marily on measures of physical,
role, and social functioning;
pain; and vitality. Although
treatment diminished the bur-
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Figure 1. Mean Changes in SF-36 PCS Scores Over 52 Weeks by
Treatment
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den substantially, early RA patients who underwent
treatment remained well below the general popula-
tion norms on these measures. Comparisons with
other chronic conditions24,30 suggest that the burden
of early RA documented in this study should be con-
sidered clinically significant.
For example, the profile of SF-
36 scale scores of early RA
patients in this study was equal
to or worse than the profile of
age-, sex-, and race-adjusted
scores reported by patients
with congestive heart failure
and diabetes.24,30

The results showed that
HQL scores for both treatment
groups improved significantly
during the trial. However, the
pattern of results indicated
that not all HQL scales were
equally responsive to treat-
ment. As would be expected
for a condition with important
physical implications, HQL
scales assessing pain and
physical health status were
more responsive to treatment
than HQL scales assessing
mental health status. For
example, the largest average
change scores and the largest
percentage of patients who
improved more than expected
by chance were observed for
SF-36 physical functioning,
role physical, bodily pain, and
physical summary scales, and
all HAQ scales. The disease-
specific scoring of the SF-36
(ASHI) also was found to be
highly responsive to both
treatments. The changes in
scores on these scales were
slightly higher than those
observed in other 52-week
HQL trials of RA31,32 and clear-
ly reached the suggested min-
imum values of clinical
importance.33

Notably, treatment did
improve the emotional well-
being of patients as measured
by the SF-36 mental health,

role emotional, and mental summary scales.
Changes were significant from baseline over the 52-
week follow-up and the improvement was more than
what was observed in other 52-week HQL trials of
RA.31,32 However, the improvement in emotional
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Figure 2. Mean Changes in SF-36 ASHI Scores Over 52 Weeks by
Treatment
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Figure 3. Mean Changes in HAQ Summary Scores Over 52 Weeks by
Treatment
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well-being was less than that noted in the physical
and pain domains. 

These findings have importance for the treatment
of early RA patients. It is clear from the age distribu-
tion of this population that these individuals would
likely be in the work force, years from retirement eli-
gibility. However, in terms of physical health status,
they appear to be more comparable to those aged 75

years and older in the general US populaton. 24,30

Effective treatment alleviates much of this burden
and would be expected to reduce problems in per-
forming work and other duties.

The results of this study provide insight into the
pattern of HQL scores that can be expected between
2 different treatments—etanercept and methotrex-
ate—during the course of a 1-year regimen.

Although both treatments
achieved similar HQL out-
comes by the end of 52 weeks,
patients randomized to etaner-
cept responded much faster to
treatment in HQL terms than
patients randomized to
methotrexate. Through the
third month of treatment,
patients in the etanercept
group enjoyed significantly bet-
ter physical health status than
patients in the methotrexate
group. The rapid improvement
in HQL scores favoring etaner-
cept over methotrexate coin-
cided with the clinical
outcomes.12 During the first 6
months of the trial, a signifi-
cantly greater proportion of
patients in the etanercept
group had improved disease
activity, as measured by the
American College of

. . .  QUALITY OF LIFE . . .

238 THE AMERICAN JOURNAL OF MANAGED CARE MARCH 2002

Figure 4. Mean Changes in SF-36 MCS Scores Over 52 Weeks by
Treatment
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Figure 5. Impact of Treatment on HQL: Item Analysis for Overall Treatment Response (Combined Trial
Samples, n = 424)
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Rheumatology improvement criteria, and erosion
scores were significantly lower than those observed
among patients in the methotrexate group.

The advantage of using HQL measures in assess-
ing the rapidity of treatment response is that these
are patient-based measures. Patients report their
experiences and perceptions. Upon initial treatment
of a newly diagnosed patient, the first few months are
critical in establishing regimen compliance and per-
sistence. If the patient does not experience positive
treatment effects over an extended period, this lack
of improvement can lead to a perceived failure of
therapy and to the patient discontinuing treatment,
foregoing the as-yet-unapparent benefits. Almost half
the patients assigned to the etanercept group
achieved reported improvement in less than 2
months, whereas the group receiving methotrexate
took as long as 6 months (according to the HAQ mea-
sure) to achieve a comparable level of HQL impact.

While the results of this study and others12,34 have
shown the benefit of TNF−α inhibitors in improving
the signs and symptoms of RA and lowering the risk
of joint damage, particularly early in the disease,
cost is a major barrier to adopting TNF−α inhibitors
as standard treatment for all patients with RA. It is
estimated that TNF−α inhibitors cost $10,000 to
$12,000 a year per patient.35 Furthermore, pub-
lished information on the benefits of TNF−α
inhibitors are limited to patients with advanced
signs and symptoms of RA. It is reasonable to
assume that the benefits of TNF−α inhibitors would
generalize to patients with less advanced RA.
However, studies are necessary to establish the
value of aggressive therapy with TNF−α inhibitors.
Study end points could include reductions in the
need for long-term care, decreased healthcare
resource utilization, and decreased disability caused
by progressive joint damage.35

One limitation of this study is that all data were
collected as part of a randomized clinical trial. As
such, our findings may not accurately represent
those of the entire population of patients with early
RA or their treatment response in routine practice.
However, the characteristics of the population in the
present study are comparable to those reported for
the early RA patient population, and likely are gen-
eralizable to clinical rheumatology practice.

. . .  CONCLUSIONS . . .

Early RA places a tremendous disease burden on
patients’ HQL, in both the physical and emotional

aspects of function and well-being. This impact is
comparable to that of diabetes or congestive heart
failure and should be assessed further for its clinical,
social, and economic implications. Successful treat-
ment of early RA improves patient-reported HQL as
measured by both generic (SF-36) and disease-spe-
cific (HAQ) measures of functioning and well-being.
Patient-reported HQL improvements during the
early stages of treatment were significantly larger for
patients randomized to etanercept than for those
treated with methotrexate, indicating a rapid
response to this treatment. The implications of this
rapid response should be further investigated in
terms of patient compliance, persistence, and cost
effectiveness.
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