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~— ABSTRACT D

Objectives. The aim of this study is to describe the epidemiologic characteristics of a cohort of patients
with early arthritis and to identify the particularities that may help to identify the patients with early rheu-
matoid arthritis (ERA) from this cohort.

Methods. 73 patients with ERA or early undifferentiated arthritis (EUA) were enrolled. Patients were
recruited from those who presented in the “Early Arthritis Research Center” of “Dr. I. Cantacuzino” Hos-
pital with inflammatory arthritis of one or more joints, lasting for at most 12 months.

Results. 73 patients were included in this study, 44 females (60.3%) and 29 males (39.7%). 47 patients
(64.3%) fulfilled the 2010 EULAR/ACR criteria for RA. The mean age of patients enrolled in the study was
49.81+15.93 years. The mean symptom duration was 3.39+3.42 months. The predominant form of presenta-
tion was polyarticular. While the values of acute phase reactants are comparable between groups and the
differences are not significant (p>0.05 — Mann-Whitney test), in case of immunologic markers there is a
difference represented by significantly higher values in the group with ERA (p<0.001). The NT] and NSJ is
significantly higher in patients with ERA (p<0.001). The values of VASd are significantly higher than that
of VASp (p<0.001). CDAI and SDAI identified more patients with high disease activity than DAS2S.

Conclusion. It was observed that there is a high degree of variation between results reported in different
studies performed on cohorts of patients with early arthritis and we believe it is important to know the par-
ticularities of patients treated by one to improve clinical practice. The patients with ERA tended to have
higher values of the parameters evaluated than the patients with EUA.
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BACKGROUND come. Recent studies show that persons affect-
ed by RA present a higher morbidity and mortal-
ity compared to persons of the same sex and
age and the life expectancy of this persons is
decreased with about 7 years. (1,2)

Most rheumatologic diseases have a chronic

evolution and the early stage of this disorders

Rheumatoid arthritis (RA) is a chronic sys-
temic autoimmune disease with articular and
extra-articular manifestations, with unknown
etiology. By affecting articular bones and carti-
lage, it leads to important joint destruction as-

sociated with pain and, in time, it decreases
quality of life and impairs self-assessment.

For a long period of time, RA was considered
a chronic, debilitating disease, with no fatal out-

was considered a long period of time constitut-
ed by the first years of evolution. The early pe-
riod of RA can be characterized by the presence
of disease biomarkers in the absence of clinical
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manifestations, this period being known as
“preclinical RA”. (3) Early RA (ERA) is considered
to last a very short period of time, which is
called “window of opportunity”, and the prompt
initiation of treatment during this period is sig-
nificantly superior to the delay in starting spe-
cific therapy. (4)

It is supposed that ERA is characterized by
different pathophysiological mechanisms than
that seen in later stages and this theory is sup-
ported by the presence of a different population
of cytokines in the early stages of disease. (5)
Clinical remissions was more frequently ob-
tained in patients with a disease duration no
longer than 4 months. (6) Also, it was noted that
by initiating as soon as possible the specific
therapy a decline of radiographic progression
can be obtained. (7)

Although at this point there is no consensus
about the duration of the early period of RA,
there is a consensus about the fact that initia-
tion of specific therapy as soon as possible, no
matter if structural damage is present or not, is
necessary to prevent subsequent damage.

It is recommended that patients suspected
of RA should be referred as soon as possible to
specialized centers in diagnosis and treatment
of ERA.

OBJECTIVES

The aim of this study is to describe the epi-
demiologic characteristics of a cohort of pa-
tients with early arthritis and to identify the par-
ticularities that may help to identify the patients
with ERA from this cohort.

METHODS

For the present study, 73 patients with early
arthritis were enrolled. Patients were recruited
from those who presented in the “Early Arthritis
Research Center” of “Dr. I. Cantacuzino” Hospi-
tal with inflammatory arthritis of one or more
joints, lasting for at most 12 months. Patients
who presented post-traumatic arthritis or who
have fulfilled criteria for classification as other
disease than RA at the end of the assessment
were excluded from our study. In the study were
evaluated only patients with ERA or early undif-
ferentiated arthritis (EUA).

All the patients included in the present study
underwent physical examination and medical
history was obtained for all of them. Lab tests

were performed for all the patients accordingly
to local standard of care and included also the
determination of rheumatoid factor (RF), anti
CCP antibodies (ACPA) and any other immuno-
logical test considered suitable by the investiga-
tor. The clinical evaluation was done by means
of number of tender joints (NTJ), number of
swollen joints (NSJ), duration of morning stiff-
ness, visual analogue scales (VAS) of patient
(VASp) and doctor (VASd). The disease activity
was evaluated by means of DAS28, CDAI and
SDAI.

For the statistical analysis we used a version
of SPSS and for graphic presentation we used a
version of Microsoft Excel.

RESULTS

73 patients were included in this study, 44
females (60.3%) and 29 males (39.7%) (Graph 1).
47 patients (64.3%) fulfilled the 2010 EULAR/
ACR criteria for RA. The mean age of patients
enrolled in the study was 49.81+15.93 years, for
patient with ERA was 55.17+14.62 years while
UEA was 40.11+13.65 years. The values in terms
of age are significantly higher in patients with
ERA (p<0.001).

The mean duration of symptoms was
3.39+3.42 months and the difference between
patient with ERA and those with UEA wasn’t sig-
nificant (p>0.05).

The initial presentation form was classified
as monoarticular, oligoarticular or polyarticular.
While the most frequent form of presentation
for patients with ERA was polyarticular (74.5%)
and only 1 patient (8.1%) presented with a mono-
articular form, in case of patients with EUA the
distribution was approximately equal between
the three forms of presentation (Graph 2).

Smoking is the principal environmental fac-
tor involved in the pathogenesis of RA. 17 pa-
tients (36.2%) with ERA and 5 patients (19.2%)
with EUA were smokers. We observe that the
proportion of smokers in the group with ERA is
almost double, but the difference is not signifi-
cant (p=0.156 — Mann-Whitney test).

The median value and the interquartile range
(IQR) for acute phase reactants (C reactive pro-
tein — CRP and erythrocyte sedimentation rate
— ESR) and for immunologic markers (rheuma-
toid factor — RF and anti-citrullinated protein
antibodies) are shown in Table 1.
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It was observed that the values of acute
phase reactants are comparable between
groups and the differences are not significant
(p>0.05 — Mann-Whitney test), in case of immu-
nologic makers there is a difference represented
by significantly higher values in the group with
ERA (p<0.001).

The median value and IQR for clinical evalua-
tion parameters are shown in Table 2.

Polyarticular

The NTJ and NSJ is significantly higher in pa-
tients with ERA and this also applies to the dura-
tion of morning stiffness. The NTJ and NSJ cor-
related significantly with the level of ACPA
(p<0.05 — Spearmen correlation) (Graph 3).

An important element is represented by the
fact that, while the values of VASd are higher in
patients with ERA and the difference is signifi-
cant, the difference between groups is not sig-

TABLE 1. Median and IQR range for acute phase reactants and immunologic markers

Parameter Total ERA EUA p
Median (IQR) Median (IQR) Median (IQR)

CRP (g/dI) 8.63 (2.63-18.44) 9.23 (3.57-16.88) 7.65 (1.99-17.42) 0.710

ESR (mm/h) 27.00 (11.00-47.00) 27.00 (14.00-53.00) 27.50 (10.00-44.75) | 0.067

RF (IU/ml) 34.00 (10.08-79.30) 68.02 (23.00-195.00) 9.47 (7.30-16.75) <0.001

ACPA (1U/ml) 34.50 (5.00-134.77) 112.03 (42.15-211.30) 5.00 (0.50-5.00) <0.001
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TABLE 2. Median value and IQR for clinical evaluation parameters

Parameter Total ERA EUA p
Median (IQR) Median (IQR) Median (IQR)
NTJ (28 joints) 7.00 (3.00-12.00) 9.00 (4.00-9.00) 4.00 (1.00-7.25) <0.001
NSJ (28 joints) 3.00 (1.50-5.50) 4.00 (2.00-7.00) 2.00 (1.00-3.25) <0.001
Morning stiffness (min) 60.00 (30.00-60.00) | 60.00 (40.00-90.00) | 45.00 (30.00-60.00) | 0.009
VASp (mm) 64.00 (52.50-76.00) 65.00 (53.00-76.00) 64.00 (48.00-75.75) 0.484
VASd (mm) 50.00 (30.00-60.00) 50.00 (40.00-65.00) 41.00 (29.50-53.00) 0.006
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nificant regarding the value of VASp. It was also
observed that the values of VASp correlate with
the values of VASd (p<0.001) but are significantly
higher than those of VASd (p<0.001) (Graph 4).

Median values and IQR for DAS28, CDAI and
SDAI are shown in Table 3.

The values of disease activity indices are sig-
nificantly higher in patients with ERA. The dis-
ease activity indices correlated significantly with
the level of RF and ACPA (p<0.05). CDAI and
SDAI identified more patients with high disease
activity than DAS28.

Regarding previous treatments followed be-
fore the first presentation, the majority of pa-
tients used NSAIDs (65.8% — 48 patients), while
20 patients didn’t use any type of medication
(27.3%). Only 4 patients used corticosteroids — CS
(5.5%) and 1 patient used Methotrexate (1.4%) in

TABLE 3. Median value and IQR for disease activity indices
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evaluation

There was no significant difference regarding
objective or subjective parameters between pa-
tients who received NSAIDs and those who didn’t
received any treatment (p>0.05). The number of
patients who received CS is too small to analyze if
there are significant differences between them
and those who didn’t received any treatment or
those who received treatment with NSAIDs.

Parameter Total ERA EUA p
Median (IQR) Median (IQR) Median (IQR)

DAS28 4.75 (3.63-5.35) 4.96 (4.27-5.60) 4.00 (3.26-4.98) |<0.001

CDAI 22.80 (14.70-29.55) | 27.00 (17.10-33.20) | 16.05 (10.52-22.82) | <0.001

SDAI 26.12 (14.94-32.13) | 29.02 (18.90-34.78) | 17.82 (11.98-26.03) | <0.001
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DISCUSSION

In the cohort analyzed we observe a clear pre-
dominance of women, this being a feature of pa-
tients with RA that is highlighted in multiple stud-
ies performed on large cohorts of patients. (8,9).
The mean age of patients with ERA (55.17+14.62
years) was higher than that of patients with EUA
(40.11+13.65 years). Also, the mean age of pa-
tients with ERA is higher than that reported in
studies performed on large cohorts of patients
with ERA, for example the mean age reported for
the ESPOIR cohort was 48.07+12.55 years. (8)

The mean duration of symptoms before the
first evaluation was of about 3 months for both
patients with ERA and patients with EUA. This
duration of symptoms is higher than that re-
ported for the ESPOIR cohort (74.89+76.59
days), but it still falls into what is understood by
“window of opportunity”. The predominant
form of presentation was polyarticular.

Smoking is the principal environmental fac-
tor involved in the pathogenesis of RA. We ob-
serve that the number of smokers is higher in
patients with ERA but the difference isn’t sig-
nificant. Also, the proportion of smokers is high-
er than that reported in other cohorts of pa-
tients with RA. (10)

Median value of ESR was higher than that re-
ported in the ESPOIR cohort (24.0) but lower than
thatreportedin the Leiden cohort(31.0). (141,146)
The percent of patients with ERA who were posi-
tive for RF (87.2%) and ACPA (82.1%) are higher
than that reported in the ESPOIR cohort (58.0%
and 50.3%, respectively) and in the Leiden cohort
(58.7% and 52.4%, respectively). (8,11)

REFERENCES

The NTJ and NSJ is lower than that reported in
other studies (11) and correlated with the level of
ACPA. VASp had significantly higher values than
VASd, and both had higher values in patients
with ERA. The METEOR study showed that there
is a large variation regarding the VAS reporting
and that there are countries in which VASp is
higher, while in other patients VASd is higher. (12)

The values of DAS28, CDAI and SDAI are
higher in patients with ERA than in patients with
EUA, but are lower than that reported in other
studies. (11)

CONCLUSIONS

The patients with ERA tended to have higher
values of the parameters evaluated than the pa-
tients with EUA. While the level of acute phase
reactants didn’t differ between groups, the level
of immunologic markers was significantly higher
in patients with ERA making them more suitable
for differentiation of rheumatologic entities.

The better correlation of the level of ACPA
than that of RF with different parameters makes
this test a more suitable test for evaluating pa-
tients with RA.

The use of NSAIDs before the first evaluation
didn’t influence the clinical or laboratory pa-
rameters.

We observe that there is a high degree of
variation between results reported in different
studies performed on cohorts of patients with
early arthritis and we believe it is important to
know the particularities of patients treated by
one to improve clinical practice.

1.

Liao K.P., Karlson E.W. Classification and
epidemiology of rheumatoid arthritis.
Rheumatology 5" edition 2011; 81:823-828

induction of remission using single-drug or
combination-disease-modifying
antirheumatic drug in early rheumatoid

from the ESPOIR cohort. RMDOpen 2015;
1:€000180. doi:10.1136/
rmdopen-2015-000180

2. Kvien T.K,, Scherer H.S., Burmester G.R. arthritis. Arthritis Rheum 2002; 46:894-898 10. Deus Junior R.S., Ferraz A.L.,
Rheumatoid arthritis. EULAR Compendium . Finckh A,, Liang M.H., van Herckenrode Oesterreich S.A,, et al. Risk factors for
of rheumatic diseases. 2009; 61-80 C.M., de Pablo P. Long-term impact of cardiovascular disease in rheumatoid

3. Deane K.D. Preclinic rheumatoid arthritis early treatment on radiographic progression arthritis patients from Mato Grosso do Sul.
(autoantibodies): an updated review. Curr in rheumatoid arthritis: a meta-analysis. Rev Bras Reumatol. 2015; 55(6):493-500.
Rheumatol Rep. 2014 May; 16(5):419. Arthritis Rheum 2006; 55:864-872 11. Aletaha D., Funovits J., Keystone E.C.,
doi:10.1007/s11926-014-0419-6 . Combe B., Benessiano J., Berenbaum F., Smolen J.S. Disease activity earlz in the

4. Machold K.P. Evaluation and management et al. The ESPOIR cohort: a ten-year course of treatment predicts response to
of early inflammatory polyarthritis. follow-up of early arthritis in France: therapy after one zear in rheumatoid
Rheumatology 5" edition 2011; 92:935-940 methodology and baseline characteristics arthritis patients. Arthritis&Rheumatism.

5. Raza K., Falciani F., Curnow S.J., et al. of the 813 included patients. Joint Bone 2007; 56(10):3226-3235.

Early rheumatoid arthritis is characterized Spine. 2007; 74(5):440-445. 12. Gvozdenovi¢ E., Wolterbeek R., Allaart
by a distinct and transient synovial fluid . Degboé Y., Constantin A., Nigon D., et al. C.F.,, et al. Assessment of global disease
cytokine profile of T cell and stromal cell Predictive value of autoantibodies from activitz in rheumatoid arthritis patients and
origin. Arthritis Res Ther 2005; anti-CCP2, anti-MCV and anti-human phzsicians: differences across countries in
5:R784-R785. Epub 2005 Apr 7 citrullinated fibrinogen tests, in early the MENTOR Database. J Clin Rheumatol.
6. Mottonen T., Hannonen P., Korpela M., rheumatoid arthritis patients with rapid 2015 Oct; 21(7):349-354

et al. Delay to institution of therapy and

radiographic progression at 1 year: results

57




