Editorial

A Decade of Data Discloses the Window Is

Still Not Clear

In this issue of The Journal, Keystone, et al publish a
10-year prospective trial: a remarkable feat given the myriad
difficulties of completing clinical trials these days'. It is the
longterm extension (LTE) of the PREMIER trial, and a
fairly large number of patients (250, or about 30%)
complete the 10-year followup. The authors clearly concede
the limitations of all LTE trials, most importantly that they
are essentially completers’ analyses. Very little can be
learned from those patients not completing the trial, and any
and all conclusions must be interpreted in the context that
they are only about those patients who presumably did well
and therefore continued in the study. This article does
successfully address these inherent issues.

The PREMIER trial was more interesting than some of
the similar trials conducted at about the same time because
the double-blinded portion was longer than most at 2 years,
and there were 3 arms; methotrexate (MTX), adalimumab
(ADA), and the combination of the 2 (MTX + ADA)2. The
patients in the study have early, MTX-naive, and very
aggressive disease, many with multiple erosions at baseline.
This may be a different population than that seen in some
very recent trials, and may not be typical of any rheumatol-
ogist’s theumatoid arthritis (RA) practice today, and the
authors acknowledge this possibility. Early disease in this
article is defined as less than 3 years of disease without
details as to whether this is from onset of symptoms, joint
swelling, or time of diagnosis.

The simplest conclusions from the trial are the same as
those demonstrated by other LTE trials, namely that the
treatment arms with ADA demonstrate sustained efficacy
and that no new safety signals emerged#=. The efficacy
appears to persist in many patients, despite significant
patient dropouts and presumed nonresponders, presented as
a sensitivity analysis with nonresponder imputation demon-
strating that the percentage of patients who benefit from
ADA declines slightly over time. The discussion of
treatment-related adverse event rates is tempered by the
very long duration of the LTE, and the significant number of
withdrawals from the study. The lymphoma risk was slightly
higher than that reported in other studies, and this obser-

vation may warrant close followup in all longterm patient
cohorts exposed to ADA and other tumor necrosis factor
(TNF) inhibitors to see if it is truly increased and therefore
important.

Given all the limitations and inconsistencies of many
LTE trials (many of which have been summarized
elsewhere’©7), given the limitations of this specific study
(many of which are conceded by the authors), and given that
MTX use during this LTE was allowed at the discretion of
the investigators and may have been due to inadequate
response or other sentiments, the authors are still able to
conclude that the window of opportunity for initiating
successful combination therapy was demonstrated in the
disease control achieved by this group in the first 2 years of
therapy and maintained for up to 10 years compared to the
other 2 monotherapy groups. Those patients treated initially
with the combination of the TNF inhibitor and MTX
achieved better disease control, and the other 2 monotherapy
groups never seemed to match that level of control, despite
the addition of ADA or MTX after Year 2. This conclusion
is probably strengthened by the observation that only 18% of
patients discontinued the study for lack of efficacy.

The window of opportunity is supposed to represent
an early phase of RA during which treatment is at least
more, if not most, successful, presumably because the
underlying immunopathologic processes are not yet
fixed or immutable®?:10-11 This is the interval during
which the disease is theoretically most susceptible to dis-
ease-modifying medications. The related hypothesis is that
treatment during this period may alter RA progression,
perhaps changing the natural history of the disease. The
implications of such a therapeutic window are enormous,
and include not only the design of more effective treatment
protocols but also the potential for substantial cost savings,
because the need for longterm expensive treatments might
be substantially reduced.

Whether such a window exists has been discussed for
years, starting around a decade ago, at the time PREMIER
was initiated?8. There is uncertainty about whether it
represents a formative stage of RA, perhaps before the
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disease is truly self-perpetuating, or whether it only directly
reflects the timely effects of early, aggressive treatment. The
former might be defined immunologically, while the latter
might have more and different variables. If it is a window,
why and when it opens and closes remain unknown.

Evidence supporting this window of opportunity for RA
treatment has recently been reviewed, and the conclusion
supported the notion of such an opportunity!!. The timing
and duration of this phase were not clearly defined. The first
12 weeks after the onset of symptoms has previously been
suggested as a possible time frame, although the definition of
symptom onset has been highly variable in many previous
studies. The time frame may indeed be longer, as others have
suggested!!. This has led to a proposal for clearer definitions
of disease duration in clinical trials, and this published
viewpoint presents a clear summary of many of the issues
involved in the timing of such a window!2. Data on duration
of disease since the onset of symptoms and joint swelling as
well as duration of disease based on fulfillment of classifi-
cation criteria are suggested as most useful.

In the metaanalysis reviewing the literature support for
the window of opportunity, prolonged RA symptom
duration was associated with radiographic progression and a
reduced likelihood of disease-modifying antirheumatic drug
(DMARD)-free sustained remission. These authors also
addressed the limitations of their study, including publi-
cation and citation bias, different adjustment factors in the
included studies, and issues regarding their inclusion and
exclusion criteria for the included articles. Nonetheless,
their systematic literature review, which included studies
mostly using conventional DMARD, was able to endorse
the window of opportunity concept. Interestingly, the
current article by Keystone, et al would not have qualified
for the literature review because the 3-year early disease
definition would not have met one of the inclusion criteria.

This study nevertheless validates the superiority of ADA
+ MTX over monotherapy in clinical disease control and the
inhibition of radiographic damage during the 2-year
double-blind phase. Even after scrutinizing the data with
skepticism, the apparent advantages achieved within the
first 2 years of the study did seem to be maintained over the
8-year open-label extension. Despite every caveat about the
limitations of this and other LTE trials, both phases of this
study may be interpreted as demonstrating the window of
opportunity for treating their specific study cohort with
initial combination therapy as soon as possible.

Various epidemiological registries provide important
data regarding efficacy and safety of RA therapies over long
observation periods, but such data also have inherent limita-
tions since they are retrospective and dependent on selected
contributors for documentation. Longterm prospective trials
also provide valuable data, also with described limitations.
The article by Keystone, et al is better than most, concise
and not overreaching, and is a significant contribution to the

calculus supporting the concept of a window of opportunity
for the early, intensive treatment of certain patients with RA,
particularly those with aggressive disease. The precise
dimensions of the window have yet to be determined, but
the window appears small. It is also still unclear.
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