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Editorial

Longterm Treatment Benefits
Are Best Reflected by Patient
Reported Outcomes

Since 1998, the American College of Rheumatology (ACR)
criteria (ACR 20/50/70% responses) and improvements in
the Disease Activity Score (DAS) have been utilized to
demonstrate efficacy of 7 new disease modifying
antirheumatic drugs (DMARD). “Improvement in physical
function and health related quality of life [HRQOL]” are
established labeling claims, in response to US Food and
Drug Administration requirements for “durability of
response” over 24 months of treatment. The Health
Assessment Questionnaire (HAQ) has become the primary
measure of physical function in RA, accompanied by use of
generic measures such as the Medical Outcomes Study
Short-Form 36 (SF-36), EuroQOL (EQ-5D), and Health
Utilities Index-3 (HUI3) to assess HRQOL in RA1. Patient
reported outcomes have been shown to best differentiate
active from placebo therapy2-4.

In this issue of The Journal, Mittendorf and colleagues
report treatment associated improvements in HRQOL and
fatigue in 505 patients with RA who successfully completed
several randomized dose-finding protocols and received
longterm treatment with adalimumab for a mean of 1.6
years5. Mean disease duration in this population was 12.4
years, and patients had failed a mean of 3.7 prior DMARD;
47% were retired and only 30% were employed. The largest
cohort in this open-label continuation study had completed
the placebo controlled 6 month monotherapy DE011 trial.
Those receiving 40 mg adalimumab (n = 96–99) or placebo
(n = 91–93) every other week provide a comparison of ini-
tial responses to active therapy.

Mean baseline SF-36 scores in DE011 were low, indicat-
ing that patients with longer disease duration report more
decrements in role-physical, physical functioning, bodily
pain, and vitality. Treatment-associated improvements in
SF-36 scores confirmed rapid and sustained improvements
in HRQOL over 26 weeks, from 25.4 to 34.4 and 43.7 to
50.0 in physical component (PCS) and mental component
scores (MCS), respectively, which were consistent with

baseline values in the entire DE033 cohort. After longterm
treatment with this tumor necrosis factor (TNF) inhibitor,
mean area-under-the-curve of SF-36 scores demonstrated
that these clinically meaningful improvements in HRQOL
were sustained. HUI3 scores were low at baseline, indicating
impairment due to both RA and comorbid conditions. The
rapid and sustained improvements with adalimumab treat-
ment add additional support of the sensitivity of the HUI36.

This is not entirely new information. The US301 ran-
domized controlled trial (RCT) comparing leflunomide or
methotrexate (MTX) with placebo first demonstrated that
SF-36, a well known and validated generic measure of
HRQOL, was sensitive to change in RA, and reflected
longterm improvement over 2 years of treatment with either
DMARD2,3,7. The randomized controlled ATTRACT trial
demonstrated sustained improvements in physical function
and HRQOL, over longterm treatment with infliximab plus
MTX, in patients with longstanding disease duration who
had failed multiple DMARD, including MTX8,9. And in
TEMPO, mean improvements in HAQ, global disease
activity, general health, and EQ-5D were highly correlated
over 1 and 2 years of treatment10.

It is important to note that longterm treatment with adal-
imumab similarly offers sustained benefit, again in an RA
population with long disease duration having failed multi-
ple DMARD. Although specific “n” are not available in the
figures or tables to indicate the number of patients at each
timepoint, about 73% completed questionnaires after
approximately 3 years of treatment. The authors demon-
strated high correlations between PCS as assessed by SF-
36, physical function by HAQ, and fatigue by Functional
Assessment of Chronic Illness Therapy-Fatigue scale
(FACIT) and by HUI3 in this population at baseline. It
would have been useful to show that treatment-associated
improvements in these instruments were also correlated,
and that the relative sensitivity and specificity of treatment-
association changes with each instrument.

See Improvement and longterm maintenance of QOL during
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What lessons are to be learned from this article and
what questions does it raise?
1. Another demonstration that active treatment with a TNF
inhibitor, adalimumab, results in rapid improvements in
physical function, HRQOL, and fatigue within 6 months
that are sustained for a mean of 1.6 years in those continu-
ing therapy.
2. That SF-36, a generic measure, demonstrates that
HRQOL is significantly affected in patients with longstand-
ing RA, across all domains, but particularly role-physical,
physical functioning, bodily pain, and vitality. Active treat-
ment results in statistically significant and clinically mean-
ingful improvements in domain and PCS and MCS scores
— yet after treatment all but mental health and MCS values
still reflect large decrements from age and gender-matched
US normative data.
3. That each of these instruments resulted in statistically sig-
nificant and clinically meaningful improvements, defined as
mean improvements within the group that met or exceeded
“minimally clinically important differences” (MCID)11,12.
4. Reported improvements in HRQOL were consistently
reflected by FACIT and HUI3. The effect of active disease
causing fatigue has been emphasized by the patient out-
comes group of OMERACT, and several validated measures
of fatigue are available for use in RA13,14. Do changes in
FACIT correlate with improvement in the SF-36 vitality
domain? Is additional information offered by use of both
instruments? Similarly, SF-36 may be utilized to calculate
utilities by SF-6D and may be shown to be as sensitive as
HUI36. Would these results correlate with reported improve-
ments using HUI3?
5. As expected, each of these instruments is highly correlat-
ed at baseline, and with DAS28 scores. Does each offer
valuable information? Or is an “economy of effort” possible
so that fewer instruments may be used? The authors raise
these questions at the conclusion of their report and it is
hoped that this database will be used to help address these
issues.

Finally, if we want to “distill” results of randomized con-
trolled trials to best tell how patients report improvements
that are “important to them,” which instruments are best?
Do they tell patients and practitioners which questions to
ask? How may we translate trial data into by-patient results
that can best inform clinical practice? How are “clinically
meaningful” improvements best defined?

The concept of MCID has helped, particularly in allow-
ing us to know the percentage of patients with improve-
ments that meet or exceed this “minimum” value. Changes
of 5–10 points in SF-36 domain scores and 2.5–5.0 points in
PCS and MCS summary scores are considered to represent
MCID, based on correlations with patient global assess-
ments of disease activity and/or the Guyatt “feeling ther-
mometer” in multiple rheumatologic diseases15-18.
Similarly, the MCID can indicate those who attain a prede-

fined “goal” such as HAQ scores of “0”, or “0.5”, repre-
senting population normative data19, and/or SF-36 domain
or PCS, which approach age and gender-matched US norms.
Further, “really important differences” have been proposed
to offer a more clinically meaningful definition of improve-
ment20. Median changes within treatment groups can also be
utilized, indicating that a majority of patients have achieved
improvements greater than the MCID. Or, improvements ≥
0.5 standard deviations of the mean change, considered to
represent “minimally important differences,” a statistical
definition of improvement that is not specifically anchored
to patient reported outcomes21.

The article by Mittendorf and colleagues5 again points
out that SF-36, a generic measure of HRQOL, reflects the
significant effect of RA on different aspects of patients’ lives
and functioning within their physical, emotional, and social
environment — and sustained benefits resulting from
longterm treatment. This raises an important question: Can
we adequately assess treatment-associated improvements in
disease activity in RCT by examining, not just physical
function and/or fatigue, but without their influence across
multiple domains of HRQOL? The value of estimating util-
ities by SF-6D and HUI3 is increasingly important, as are
efforts to better understand work productivity in this disease
population22. The richness of this dataset (and others avail-
able), which includes multiple instruments, will allow
assessment of the relative sensitivity and specificity of treat-
ment-associated changes with each instrument. This will
facilitate choice of the most meaningful and pragmatically
utilized patient reported outcomes for day to day use in clin-
ical practice.
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