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ABSTRACT. Objective. A disease-modifying osteoarthritic drug (DMOAD) should interfere with the cartilage
breakdown observed and improve symptoms or prevent deterioration of the patient’s clinical condi-
tion. We propose a composite index including structural and symptomatic variables of osteoarthritis
(OA) as criteria for being considered a candidate for total joint replacement as an endpoint in clini-
cal trials evaluating potential DMOAD.

Methods. An OARSI/OMERACT task force conducted this study in 3 steps: (1) The 3 main domains
— pain, function, structure — were revisited; (2) For each of the domains a “non-acceptable state”
and a “relevant” progression for their structure were defined; and (3) a set of criteria was proposed
combining the information from these 3 domains.

Results. A questionnaire was elaborated for the domains “pain” and “function.” Systematic research
of the literature and evaluation of different databases concluded that the domain “structure” should
be evaluated by radiological joint space width in millimeters. An unacceptable radiographic pro-
gression was defined as a change in the joint space width over the measurement error. An inter-
national, cross-sectional study is proposing a definition of a “nonacceptable symptom state.”
Conclusion. The objective of the ongoing OARSI/OMERACT initiative is to propose criteria for
being considered a candidate for total joint replacement to be used as an endpoint in clinical trials
evaluating potential DMOAD. The preliminary steps of this initiative have been completed.
(J Rheumatol 2009;36:2097-9; doi:10.3899/jrheum.090365)

Key Indexing Terms:

OSTEOARTHRITIS = TOTAL JOINT REPLACEMENT  ANTI-OSTEOARTHRITIC DRUGS

Osteoarthritis (OA) is one of the most common causes of there is modest evidence that some treatments can also

disability, particularly in the elderly, and it has become a
major health problem as a consequence of the growing pro-
portion of elderly individuals in the population. Most cur-
rent treatments for OA are aimed at relief of symptoms, but

retard the breakdown of articular cartilage as evaluated by
radiography or arthroscopy. A naive and simple classifica-
tion of drugs has been proposed. There are drugs that relieve
symptoms without any effect on the structure, and there are
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drugs that interfere with cartilage breakdown with or with-
out an effect on symptoms. This latter concept can be easily
understood. However, when considering registration of
drugs for use in clinical practice, everyone agrees on the
necessity of a demonstration of clinical benefit of such drug
intake.

The incidence of total joint replacement has been pro-
posed as an outcome measure for DMOAD trials'? because
this surgical procedure is generally recommended after fail-
ure of non-surgical treatment and is usually performed in
patients who have severe disease.

This criterion could be considered as fulfilling the
OMERACT filter because of intuitive validity, simplicity,
sensitivity to change, and discriminant capacity!. However,
the decision to perform total joint replacement is influenced
by factors unrelated to the severity of OA, such as age,
comorbidity, a patient’s willingness to undergo the proce-
dure, and other factors such as the number of trained sur-
geons, availability of beds, and operating room time. A
recent study showed a major variation in the rate of total
joint replacement between developed countries?. This criti-
cism has led to the suggestion that the appropriate endpoint
might be the time to fulfill criteria for being considered a
candidate for total joint replacement rather than time to
surgery®.

To our knowledge, 5 sets of criteria for total joint replace-
ment have been proposed: (1) The US National Institutes of
Health guidelines, which provide a general statement rather
than a set of criteria and, thus they are not useful as an out-
come measure’. (2) Hawker, er al® define potential candi-
dates for total joint replacement as patients who have a
summed Western Ontario and McMaster Universities
osteoarthritis index score = 39, clinical and radiographic
evidence of OA, and no absolute contraindication to total
joint replacement. (3) Lequesne’s index is an algofunctional
index that is used as an outcome measure in clinical trials’.
However, it was designed as an index for OA patients who
were under consideration for total joint replacement. The
intuitive score greater than 12 (possible values 0-15) as an
indicator for considering surgery was recently revisited in a
cohort of hip OA patients and has been confirmed?. (4) The
New Zealand criteria® are based on the sum of a set of scores
for a variety of clinical factors including pain, functional
impairment, range of motion, deformity, and other features
such as impact of disease on a patient’s lifestyle. (5) The
Hopital Cochin composite index* is based on symptomatic
and structural severity and the response to prior pharmaco-
logic therapies.

The above 5 proposed indices are very attractive; how-
ever, none of them completely fulfills the face validity crite-
rion. In particular, most do not take into account structural
OA severity>#9 and some do not propose a cutoff to evalu-
ate results as a dichotomous variable yes or no>?. Finally,
some (such as the Hopital Cochin composite index*) do not

indicate in which patients total joint replacement is required;
they indicate in which patients total joint replacement has
been performed.

Thus, an international working group was created under
the auspices of recognized international organizations,
OMERACT (Outcome Measures in Rheumatology Clinical
Trials) and OARSI (Osteoarthritis Research Society
International) to elaborate a set of criteria defining a non-
acceptable symptom and structural state in knee/hip OA to
be used as an endpoint in clinical trials evaluating potential
DMOAD in osteoarthritis.

MATERIALS AND METHODS
Study design. During a meeting in Paris in December 2004, the members of
the working group agreed on subsequent steps of this initiative: (1) Choice
of domains to be included in the final set of criteria; (2) Choice/elaboration
of the optimal tool for evaluating each selected domain; (3) Definition, in
the tool evaluating a domain, of a threshold value above which the patient’s
condition can be considered as non-acceptable; and (4) Proposition and
evaluation of the final set of criteria.
Choice of domains. Choice of domain was made using an expert opinion
approach during the December 2004 Paris meeting. Three domains were
selected: pain, functional impairment, and structure.
Choice/elaboration of the optimal tool for evaluation of each domain. For
domains pain and function, the task force concluded that no single available
tool was optimal to evaluate these domains for this purpose. Therefore, it
was decided to elaborate a tool de novo: the methodology used for the
domain pain was mainly focused on focus groups and one-on-one inter-
views!?, The methodology used for the domain function was to propose a
short version of the available HOOS (hip dysfunction and OA outcome
score)!! and KOOS (knee injury and OA outcome score)'2.

For domain structure, a systematic literature review and evaluation of
radiographs of available databases were performed!3.
Definition of a threshold for each tool defining a non-acceptable
state/structural progression. For the domains pain and function, a
cross-sectional study was designed in which the orthopedist’s opinion
(optimal condition for proposing a total joint replacement: yes/no) defines
the gold standard and the new OARSI-OMERACT pain and function tools
are the evaluated variables.

For domain structure, a systematic literature research together with
expert opinion approaches defined the used methodology.
Proposition and evaluation of the final set of criteria. The methodology of
such a step is still under consideration.

RESULTS
Although this initiative is still ongoing, some results are
already available:

New tools evaluating pain and function. Tools
(OARSI-OMERACT pain index and OARSI-OMERACT
function index) are now available for use!%-14:15,

Definition of structural progression. This task force sub-
group first conducted a study aimed at defining the optimal
tool to evaluate the structural aspect of OA. It was conclud-
ed that such a domain should be evaluated using radiologi-
cal joint space width in millimeters'®!7. Concerning the
definition of “relevant” progression, the task force conclud-
ed that this should be related to any radiological progression
above the measurement error'3. Such measurement error
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should be evaluated for each study following standardized
and strict procedures. These conclusions emerged from sys-
tematic literature research for both hip and knee OA radio-
logical evaluation'3,

Definition of a non-acceptable symptom state and proposal
of a set of criteria. These steps are the main purpose of an
ongoing international study. Such study including 12 centers
from 3 continents (Europe, North America, and Australasia)
is recruiting patients visiting an orthopedist for hip or knee
OA. The orthopedist’s opinion regarding indication of sur-
gery (e.g., joint replacement) will define the external gold
standard. Independently, OARSI-OMERACT pain and
function tools are collected. It is anticipated to propose cut-
offs of such tools above which an indication to surgery is
reasonable.

DISCUSSION

This large international initiative involving experts from dif-
ferent specialties has strongly improved our knowledge in
the field of outcome measures in OA. The current available
results (e.g., new tools for evaluating pain and function,
clear definition of a clinically relevant radiological progres-
sion) are already proving useful in the conduct of new stud-
ies. One potential limitation of this initiative might be the
technique of selection of domains, which has been based on
an expert opinion approach; other techniques such as Delphi
consensus exercise might result in different domains. The
current available tools have been validated in terms of valid-
ity. Their reliability and sensitivity to change now need to be
validated according to the OMERACT filter.

The planned set of criteria (composite index including
both symptomatic and structural state) will greatly facilitate
the design, conduct, and interpretation of clinical trials eval-
uating potential disease modifying antiosteoarthritic drugs.
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