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Sustained remission in a cohort of patients with
Rheumatoid Arthritis: association with absence of igm
rheumatoid factor and absence of anti-CCP antibodies

S.P Linn-Rasker, C.F Allaart, M. Kloppenburg

Abstract

Objectue To determine the clinical, serological
and genetic factors associated with sustained
remission in rheumatoid arthrits.

Methods In a population-based inception cohort
of 1008 patients with newly diagnosed arthritis

of whom at least four-year follow-up

present, the subpopulation of RA patients was
Selected. Within this cohort the patients fulfling
the Pinals preliminary criteria for remission at the
time of assessment in RA were identified.
Sustained remission was defined as fulfilling these
criteria for at least one year without DMARD
treatment.

Results 20 out of 285 RA patients fulfiled this.
definition of sustained remission. The average
duration of follow-up was 8.2 years; the average
duration of remission was 4.6 years.

FC. Breedveld, TW.J. Huizinga

Clinical parameters at onset of disease did not
differ significantly between the RA patients with

Conclusions Patients who are IgM rheumatoid factor
and anti-CCP negative are more likely to achieve.
sustained clinical remission.

Introduction

Rheumatoid athits (RA) is a systemic iness with chvoric

1na prospective study of early RA patients, a 3296 remis-
sion ate was found in Finiand at sx years folow up ™
10 Dutch study of early RA patients, hardly any full
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patients
with sustained clinical remission and of the patients

from
arthits 28% progress (o polyarthits fufling the ACR
crteia for RA, 30% continue to have undifferentated
arthits and 4256 achieve remission.
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Table 1

I the firstlong term prospective sucy,the Bath (UK)

Patients and methods
Patients

The patients were selected from the Leiden Early Artrits

remission rate after started at the Department of Rheumatology of the Leiden

i stucy b h same eyt s th preset University Medical Center, the primary referal center for
s ot ety f st e, sl uling e hounatc patrs i ses i approinatel; 0000

R o for defn o assca o aer o inhabitants in the West o the Netherlands. General

A Swedish study included e 1o directly refer patints

ted. w1the
.1 this study the Pinas citeria?* were used - with EAC were ncluded in the study when a theumatologist
the less.

periods were observed that occured during the first 5

than 2 years. Second oprios wereexciced
def

years. 37 atleast
S monihs curaio. The aeragelengh o femission wes
most 2 years, but th remission persisted n 14 patents
Pt
It thercohors, emission rates were .56 i ey
A" and 16.8% in established RA

e roposed ARA rtaria for cirical emisson and
discontinued the use of DMARDS for atfeast one year.
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Strategy to identify patients
with long-term remission

Statistics

e Statsiclpacag o e Soci Soences (5955

February 4 1999.

The diferences

berweer
fsentt interval, the

. who
folow-up had no swolln joints. From his group, patients.
were selected who cid not take any DMARDS at the time.

and during follow up and for ulflment of the Pinals
crteia for clinical remission®*=. Also, the past use of
DMARDS was documented. Since alremitting patients
had been discharged from our outpatient linic, their
current disease actvity state was confimed by telephone
callswith patients’ family physicians.

Methods

I case of small numbers the Fischer exact est was used.

Ethics

“The study was approved by the hospitals ethics
commitiee.

Results
Patients

1 1009 patients, included n the EAC, 285 satisfied
R 1987 critera or RA within the fst year after

inclsion. for frther analysis.
count®*, Health .
d D, These 42
wereideniied as potential emitg patients
it eviewng the incividual patent cherts,nine patients
Laboratory tests were excluded: Seven of thesa cid ot satisy the remission
crieria and two had resumed use of DMARDS.
Hamo-  After the remaining

globi
Enzyme-Linked Immunosorbent Assay (ELISA) as

P
in July 2003, 29 patients were let who satisfed the

2(CCP2) antibody Euro-
bi h Shield

Dundee, UK) was performed according to the manu-
facturer's nstructions. Also, the presence of the shared

e-activation of RA and use of DMARD'S . From the 29
patients who had sustained remission, two had died: one

Radiology

one due to chronic obstructive pulmonary cisease.
Thesepatets werein i o espacvoy e
ind four years before death.
The mean iseasecuraon ofth 20 patents described
days =37 years

of the hands and feet, obtained at study entry, 6 months
and

scored according to the modified Sharplvan der Heide.

days SD 773 uavs) m e ptert e e disesse
16¢

binded o the clnical data.

T sswmomown ss
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Of the 162 patients without swollen aints at one point
s olow-up, 38 20 10 10 Swolen s o yesr
later while being treated with DMARD:

None were lost to follow-up.

Baseline characteristics
and clinical presentation

o of st ko i s 4,
this diference was not significant (= 0.504; 95%
1261733 e (lewea, S scores emined

other

RA
female distribution

Ritchie, HAQ and AIMS 1 and

achieved remission. These four patients were responsible
wer L

auring
folow-up n remitting patients compared to the non-
remiting RA patients (Tabl 2.

n

thvee years, a significant rise was observed
groups:5.1in the group of patients that would achieve

two weeks after the fistvisit The other patients were.
iy cassltd a probabl FA (1), uniferenated

emission (p=0.043; C1 ~36,4-0.60). These values compare
average Sharp scores between remitting and persistent

e fou: 16 not ey HARDS Bpanems
used HCQ, and th other patents were eated
Werovesate. Siphasieons of oot e
Laboratory parameters

Atbaseline the remitting patients were more frequenty

Discussion

I tis study we focused on 29 out of 285 RA patients

a better chance of achieving such a disease state.

Briely,

oo, Th ol kot
IgM R

5%
©11.3:80) T averag evel of gt R was ower i
remiting There was.

clinical variables that alow recogniton of patents that

disease

our

(0dds Ratio 95, 95% C1 2.7-41.

years, wihout treatment with DMARDS. At cinical

emiting group (p=0.050).

Follow-up parameters

other

paters 1 evr st Ageandsex tution e
rable s well s the Ritchie ndex, AIMS 1an

oot he bt of el o a

However, the remitting patients diffr significanty

e b i et Sroge s

(Table 3
ESR improved in both patient groups, but did not difler
between groups. Contrary 0 the persisting RA patients,

Fat
I in poto s vty scioved emision, i
clinicalcourse of disease was observed: Hemoglobin
levels were stable, ESR was lower and f rosions were

and improvement of C-reactive protein compared
o baseline.

Radiological damage

slower than inother RA patients data not shown)
Although none of our patients, who eventually wouid
develop remission, were i remission after one-year
follow-up, the ciftcal picture at one year was mild
compared to the other RA patents.

Inthe CAC cor ol cosecue pterts o presene

Atbaseline,
et s e oo (5.7 compaed'e e

arthits w
Sinc no ihr arvis i re vl halth
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care region of Leiden, it can be assumed that the |
majoity of the newly diagnosed RA patients were present
in this cohort. This impiies that no selection bias as 1o the
Severty of RA has occured. This cohort i representative
for most newy diagnosed RA cases.

Itis unlikely that we have overestimated the rumber of
patients with sustained clnical remission. The duration of
follow-up was ong and the persistent state of remission

checked.
remission, may have ld to an underestimation of sustaned

1
2 Nofatigue
3

up and one year late.

a pai
5 No softtissue swellng in joints or tendon sheaths
6

Cases. tcan be expected that severalof these patents. g
P b dcoried et o o be 1 conclusion,

20 + 19 which is 1696 of all patents.

atthe time of emission i abserved in around 16% of
ACR citeia at

in RA patents,
almost none 10 about one third. The comparison of these
studies is ot easy given the differences i defniion

of remission and the di s in patient referal and

RA patient cannot be recognized on clinical grounds at
presentation although the disease course in the first
of presentation is mild. The resuls of this study serve to

Jection. Moreover,

to measure and s therefore often not used for measuring
clinical emission. Thus, the definivon forcinical emission

g

ago, Prevoo et alsuggested use of DAS 28
instead o the preliminary ARA crtera or determination
of clinical remission because of s more relable repro-
ducibilty . The use of DAS 28 as a measurement for

ssion has received great atention, most recenly
during the 2004 OMERACT meeting .

“The phenomenon of sustained ciiical remission in RA

patients also raises the question whether such a disease
by treatment. The patients in this

Study were included i a period when DMARD:

perimental phase. udes that employed more
e treatments including TNF antagonists in early
RA have reported the absence of swollen joins in +40%

term remission as defined in ths paper is being achieved
more frequently at present.

TR

‘absence of IgMt-RF and ant-CCP antibodies
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