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ABSTRACT

Radiographic progression is one of the
most important outcome measures in

rheumatoid arthritis (RA) clinical tri -
als, because it reflects historic disease
activity, is associated with loss of func -
tion over time, and can be reliably as -
sessed. Trials involving patients with

early inflammatory arthritis (EIA) will

differ from those focusing on RA
patientsin many respects. They include
a heterogeneous spectrum of patients,

and some of them will have self-limit -
ing arthritis, or arthritis with a low
likelihood of ever becoming erosive.

Furthermore, because of the early pre -
sentation a high proportion of patients
with a high likelihood of erosions will

still be non-erosive at presentation;

and since ElA trials will aim at perma -
nent clinical remissioninduced by ther -
apy, the signs of progression will be
very subtle.

Current radiographic scoring methods
may not be sensitive to the small
changes that are expected to occur in
EIA trials. This makes radiographic
progression a rather unlikely single
primary outcome in such trials. How

ever, “ permanent clinical remission”

(with or without therapy) appearsto be
a most realistic outcome in such trials,
and radiographic stability (the demon

stration of “no progression”) may
serve as a key criterion in establishing
whether the endpoint of permanent
clinical remission is actually met. The
moment at which the first erosion
develops is also important in making
the correct diagnosis and has implica -
tions for the prognosis. We propose
here a number of recommendations for

the use of radiographic progression as
one of the obligatory outcome mea -
suresin clinical trialswith EIA.

Introduction

Radiographic progression is considered
one of the most important outcome
measures in rheumatoid arthritis (RA),
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because it assesses the potential of
(new) anti-rheumatic drugs to prevent
structural damage or to slow its occur-
rence.

Measuring structural damage isimpor -
tant for several reasons. First, many
studies have now convincingly shown
that the level of radiographically de-
monstrable damage of the joints is in-
creasingly associated with a significant
and irreversible loss of function once
the disease proceeds (1-3). Therefore,
in order to preserve function in RA pa-
tients, it seems rational to aim at drug
treatment to minimise radiographic
progression. Secondly, and perhaps
even more importantly, radiographic
damage is the result of chronic inflam-
mation in the joints (3-6), which
implies that radiographic damage re-
flectsthe level of “historic” disease ac-
tivity in a particular patient. The rela
tionship between disease activity and
radiographic progression is far from
absolute (both patients with high levels
of disease activity without radiographic
damage, and patients without measur-
able disease activity and steady pro-
gression are occasionally observed),
but in general the demonstration of a
slowing or arrest of radiographic pro-
gression during a time interval will
imply that disease activity was |ow dur-
ing this time interval. Third, radio-
graphic progression has some proper-
ties that make it an attractive measure-
ment instrument in clinical trials with
RA patients: radiographic progression
generaly occurs slowly but gradually,
without a high level of variation, or
stays at a zero-level. Theleve of radi-
ographic damage at a certain time point
can be fairly precisely predicted from
the previous recording, and progression
can be reliably (reproducibly) mea-
sured, with an acceptable level of inter-
reader variability and other types of
error (7).

As stated in anumber of articles earlier
in this supplement, early inflammatory
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arthritis(EIA) isnot thesameasRA. In
the present article, we will elaborate on
the question as to whether radiographic
progression will become a useful out-
come measure in clinical trials with
EIA, asitisin RA. We will therefore
compare different features of RA and
EIA, judge the appropriateness of cur-
rent scoring methods with respect to
this goal, and outline how radiography
can best beused in EIA.

Do the RA scoring methods allow
the assessment of radiographic
progressionin EIA?

Several scoring methods are available,
with which it is possible to assess the
level of radiographic progression. In
clinical trials, the Larsen scoring me-
thod (8) and even more frequently the
(modified) Sharp scoring method (9)
are used. These scoring methods assess
the level of damage (erosions and joint
space narrowing) per joint on X-rays of
the hands and feet according to pre-
specified criteria (e.g. the Sharp me-
thod assigns an erosion score of 0 to 5,
and a joint space narrowing score of 0
to 4 per small hand joint), but only in
those joints that have proven to be sus-
ceptible to change, and that can be reli-
ably assessed. An important and per-
haps even decisive difference between
RA and EIA is that patients with EIA
often present with arthritis of only one
or a few joints, that certainly will not
always include the small joints of the
hands or feet (10). The implication is
that the possibility of identifying radio-
graphic damage in EIA by routine X-
rays of hands and feet will be lower
compared to RA, which has many more
joints involved. This could interfere
with the statistical power needed to de-
tect differences in radiographic pro-
gression in clinical treatment trials,
which will be discussed further below.
In RA, radiographic progression in the
hands and feet has been shown to ap-
propriately reflect the progression of
damage in the larger joints (11, 12),
which are considered to be more im-
portant in determining physical func-
tion than the small joints of the hands
and feet. Thisiswhy scoring X-rays of
the hands and feet, a properly validated
assessment technique, suffices in clini-

cal trialswith RA patients. It ishowev-
er, anything but obvious that these ob-
servations can be extended to EIA.
Apart from an RA-like type of arthritis,
with arelatively high tendency to show
radiographic damage in the hands and
feet, the spectrum of EIA may include
all kinds of transient arthritides, undif-
ferentiated chronic monoarthritides, as
well as spondyloarthropathy-like types
of oligoarthritis (often with involve-
ment of the large joints of the lower ex-
tremities), that may have a far lower
tendency to radiographic damage in the
hands and feet. As a consequence, the
conventional validated scoring meth-
ods for assessing radiographic damage
in RA will pick up damagein an signi-
ficantly lower proportion of patientsin
an EIA cohort.

One may consider the option of using
x-rays of the affected (large) joints in
order to score progression (the so-
called “index joint”). There are howev-
€r numerous arguments against this
option. First, it takes more time to see
changes in large joints compared to
small joints, which makesit aless sen-
sitive measure in early disease; second,
scaling properties limit their useful-
ness; third, little information on the
usefulness of an index joint to assess
structural damage is available; and
fourth, the low likelihood of radio-
graphic damage in single joints other
than those located in the hands and feet
(except perhaps for the RA-like type of
EIA) interferes with the sensitivity of
picking up a signal at all, although it
should be noted that the sensitivity of
the accepted scoring methods primarily
depends on the sum score of al the
scored joints.

Patter ns of radiographic
progressionin EIA

EIA cohorts have a number of charac-
teristics that differentiate them from
RA cohorts. First, as aready men-
tioned, the spectrum of EIA may in-
clude afairly high number of different
presentations of arthritis, which makes
an EIA cohort much more heteroge-
neous than an RA cohort. Second, the
duration of complaints/signs will be
much shorter in an EIA cohort. Third,
the level of disease activity, measured
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by joint counts, levels of acute phase
reactants and other parameters, will be
lower than in “classical” RA cohorts
(especialy RA treatment cohorts) of
clinical trials. These disparities will
have important theoretical consequen-
ces for the assessment of radiographic
progression as an outcome measure in
clinical trials with EIA patients.

The heterogeneity of an EIA cohort
implies that only a proportion of pa-
tients will present with an RA-like type
of (poly)arthritis with an accompany-
ing high level of inflammatory activity,
i.e., a patient cohort prone to radiogra-
phic progression. In the Leiden early
arthritis cohort (described elsewherein
this issue), which included patients
with arthritis in at least one joint, 60%
of patients proved to have self-limiting
disease (13). Only 15% of patients had
erosions in hand and/or foot joints at
baseline (10), and only a minority of
the patients who did not have erosions
at baseline developed them over a peri-
od of 2 years. Theclassical RA clinical
trial with radiographic progression as
the primary outcome includes patients
with ahigh level of inflammatory activ-
ity, and often with an unfavourable
prognosis, such as the presence of ero-
sions at baseline and/or rheumatoid
factor. The criterion of erosions — till
the most important determinant of fur-
ther damage — is included in the set of
classification criteria for RA (14), so
that every cohort of RA patients (obser-
vational or trial cohort), unlike a cohort
with EIA patients, bears a natural like-
lihood for radiographic progression.
Many authors have emphasised the
average linear course of radiographic
progression in RA (15-17), with which
they refer to a common causal back-
ground. It is unlikely that this observa-
tion can be extended to EIA. Firgt, the
average linear course in RA does not
reflect the individual patient, for there
may be a heterogeneity of patterns of
progression forming a spectrum with
“no progression” and “accelerating
progression” at either extreme, and all
patterns of acceleration and decelera
tion in between (18).

Most progression may occur within the
first 2 years (19, 20), but occasionally
RA patients develop erosions only



years after thefirst clinical presentation
(21). Notwithstanding this heterogene-
ity, the concept of linearity of radio-
graphic progression in RA can still be
defended, by referring to acommon pa-
thophysiological background. The
greater heterogeneity of arthritis pre-
sentations in an EIA cohort, however,
makes it likely that radiographic pro-
gression will show a bimodal, rather
than a more continuous distribution
pattern (as in RA):Probably, the largest
proportion of patients (>70%7?) will not
show progression at al, and will not
have atendency to become erosive over
time. Therefore, radiographic progres-
sion will be a feature of a minority
only. It will probably make no scientif-
ic sense (no face validity) to try and
describe the average course of radio-
graphic progression in the entire EIA
cohort in one model (either linear or
not).

There is a (theoretical) second reason
to argue against the linearity of radio-
graphic progression, both in RA and
EIA cohorts. The observations of linea
rity of progression in RA were made in
cohorts of patients treated with conven-
tional disease modifying drugs
(DMARDS). These drugs may slow ra
diographic progression, as demonstrat-
ed at the group level, but cannot stop it,
and the average course of radiographic
progression may be a gradually in-
creasing one. Putatively, the introduc-
tion of TNF-blocking drugs has
changed this picture: TNF-blocking
drugs have now consistently shown that
they are able to arrest further progres-
sion, both in early and in advanced RA
(22, 23). The consequence will be that
radiographic progression in anti-TNF
treated patients will be different as
compared to non-anti-TNF-treated pa
tients, and the rationale to describe ra-
diographic progression in averaged
terms will be lost.

With these promising results in mind,
future clinical trials with EIA patients
will undoubtedly have the provocative
aim to prevent the occurrence of ero-
sions (or this may be the consequence
of the treatment), even in patients with
a high likelihood of erosive disease.
This argument may further add to the
validity of a binomia distribution pat-
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tern, rather than a continuous one, for
radiographic progression in EIA (trial)
cohorts.

One of the reasons that we outline this
binomial distribution pattern here is
that it may have consegquences with res
pect to statistical power. Binomial di-
stributions force a statistical test of
comparing proportions, and such tests
are inherently less powerful than tests
for continuous variables in underscor-
ing small between-group differences
(e.g., atest for the comparison of mean
changesin DAS in two groupsis more
powerful than a test to compare the
proportion of responders based on the
DAS in the two groups).

How sensitive are current scoring
methods?

One may question —in view of the af o-
rementioned arguments — whether cur-
rent scoring methods are sensitive
enough to pick up early changes in
EIA. Asdready stated, damage will oc-
cur sporadically, rather than being dis-
persed asin RA, and alarge proportion
of patientswill not show any damage at
all. Assessing radiographic damage and
progression is subject to various
sources of measurement error, includ-
ing inter-reader variability and error
due to small differences in positioning
and lighting. There may be arather un-
favourable signal-to-noiseratio in EIA,
particularly because the signal is ex-
pected to be low, and the measurement
noise cannot be reduced accordingly.
Making use of the concept of the small-
est detectable difference (SDD), we
showed that a patient’s score should
change by 4 to 5 Sharp units before he
is unequivocaly (i.e., beyond measure-
ment error) adjudicated as having pro-
gressive disease (24, 25). The latter
may be necessary in order to alow abi-
nomial analysis (progressors versus
non-progressors), as argued previously.
In trials using EIA patients and the
usua follow-up period (1-2 yrs), it is
not to be expected that many will show
this level of progression unless they
develop RA. On the other hand, and in
contrast with expectations, we were
able to demonstrate that experienced
readers may pick up changes in radio-
graphic progression in a cohort of early
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RA patients after only 3 months of fol-
low-up, which adds to the high sensi-
tivity of the current scoring methods
(persona observation). Moreover, in
EIA it might be of major importance to
determine the moment that a patient
becomes erosive, as this event may
establish the diagnosis and prognosis.
The determination of erosiveness
should be performed with a number of
erosions that iswell below the SDD for
progression of disease.

How important is radiographic
progression in EIA?

We have argued thus far that the make-
up of an EIA cohort and the features of
the radiographic scoring methods may
limit the application of radiographic
progression as a single outcome mea-
sure. There is however no good reason
to adopt the thesis that radiographic
progression is less relevant in EIA pa
tients with a propensity to develop joint
damage than in RA patients. On the hy-
pothesis that we are able to define (pre-
dict) which EIA patients will become
erosive over time, the demonstration of
“no progression” will be the ultimate
proof of efficacy in this group of pa
tients. The problemisthat it is very dif-
ficult at presentation to predict future
erosiveness.

Visser et al. proposed a prediction al-
gorithm for patients presenting with
EIA, which performed very well in
their cohort of patients with EIA with
respect to the prediction of erosions
(13). Unfortunately however, cross-va-
lidation in other EIA cohorts showed
less impressive results. Nonetheless,
for group comparisonsin clinical trials,
such an algorithm will probably create
subgroups with a certain likelihood to
develop erosiveness.

Another matter that should be dis-
cussed here, because it emphasizes the
importance of radiographic progression
as an outcome of interest, is that EIA
cohorts were initiated because of the
realization that RA is often diagnosed
too late (26). The most important argu-
ment was that radiographic damage
was often already present at diagnosis,
and proved to be the most important
predictor of future damage despite
treatment. The rationale behind EIA
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cohorts (and trials) is the hypothesis
that the occurrence of damage can be
prevented by starting (aggressive) ther-
apies at a time point at which no dam-
age is apparent. A more provocative
hypothesisisthat the disease may even
be cured before it really occurs
(referred to as “the prevention of RA”,
or “from care to cure’). Rational out-
come measures in such kinds of studies
will be “permanent clinical remission”
defined as the absence of disease activ-
ity in the absence of therapy. In such
scenarios, it is of the greatest impor-
tance to use radiographs as the ultimate
proof of clinical remission for severa
reasons. First, we know that a subgroup
of RA patients may show progression
despite a state of clinical remission
(27). Second, the presence of clinical
remission cannot be assessed continu-
ously during aclinical trial,and clinical
remission at some time point is not
equivalent to the absence of disease
activity over a time interval. We and
others have shown in RA patients that
the level of disease activity, but espe-
cially changes (“peaks’) in disease
activity, determines the rate of radi-
ographic progression.

So, assuming that “absence of disease”
becomes a relevant outcome in future
trials with EIA, an important element
in the ultimate proof will be the
absence of structura damage (‘non-
erosive’) or absence of radiographic
progression (e.g. a radiographic pro-
gression less than the SDD).

Magnetic resonance imaging (MRI)
and ultrasound (US)

Many retain MRI and US to be more
sensitive imaging modalities than con-
ventional radiography for the detection
of early (structural) joint damage. This
is probably correct, but sensitivity is at
the cost of specificity, and it remains
unclear whether all abnormalities that
are detected earlier by MRI as com-
pared to radiography are really relevant
with respect to structural changes later
on (construct validity). Other major
problems today relate to its low feasi-
bility and insufficient (inter-observer)
reliability (28, 29).

MRI and US may become important in
the diagnosis and follow-up of patients

with EIA, since these modalities recog-
nise structures other than bone alone. It
is possible that the presence of synovi-
tis will be followed once by MRI/US,
but this is clearly beyond the scope of
this article. At this time, radiographs
remain sufficient to recognize the ab-
sence of complete remission, as noted
above.

Summary of the pro’sand con’s

We have described how radiographic
progression in EIA cohorts might differ
from that in RA cohorts, especialy RA
trial cohorts. The proportion of patients
with radiographic damage at baseline
will be lower compared to RA cohorts,
as will be the proportion of patients
with progression, due to their earlier
presentation and to a higher level of he
terogeneity, with a mixture of patients
without an intrinsic propensity to ra
diographic damage. As a consequence,
radiographic progression may show a
bimodal distribution pattern, rather
than a continuous one as in RA. It is
uncertain whether currently available
scoring methods are sensitive enough
to pick up the subtle changes in radio-
graphic damage, and because of the ex-
pected bimodal distribution of progres-
sion scores, it does not seem rationa to
use radiographic progression as a pri-
mary endpoint in clinical trials of EIA.
On the other hand, EIA trials will also
include a number of patients with a
high likelihood of radiographic pro-
gression, at least in RA, but probably
also in EIA. Patients may show pro-
gression of damage despite the absence
of inflammatory activity, and results
from early arthritis clinics have shown
that the presence of erosions can be
predicted to some degree. Since the
aim of future trials in patients with EIA
will undoubtedly be the absence of any
signs of disease (“cure” in stead of
“care”), radiography will be indispens-
able to provide the ultimate evidence
that the disease isin permanent clinical
remission.

Recommendationsfor futuretrials
in EIA

Based on the above arguments, we now
propose a number of recommendations
with respect to the use of radiographic
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endpointsin clinical trialswith EIA pa
tients.

First, it seems unwise to use radio-
graphic progression, as assessed on X-
rays of the hands and feet, asthe single
primary outcome measurein EIA trials.
Second, patients included in any EIA
trial should be stratified according to
their likelihood of developing erosive
changes over time. We urgently need
validated algorithms for prediction,
such as the one developed by Visser.
Such a stratification would allow
between group comparisons in patients
with a high possibility of erosive dam-
age, under the condition that the statis-
tical power of such a stratum is suffi-
ciently high (sufficient patient num-
bers) to allow an appropriate compari-
son.

Third, serial radiographs of the hands
and feet should be taken in every pa-
tient, not to serve as a single outcome,
but as a check that disease (activity) is
really absent. These X-rays should be
scored by one of the (preferably most
sensitive) available scoring methods,
and cut-offsfor progression (yes versus
no) should be based on methods for
gauging measurement error (e.g. SDD).
We do not recommend single joint
scores (index joints), because of the
lack of proof of validity (scaling, sensi-
tivity to change, reproducibility).
Fourth, radiographs can be used to as-
sess the occurrence of the first erosion.
This moment is important in making
the correct diagnosis and has implica-
tions for the prognosis.
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