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Meilleure connaissance de
l’histoire naturelle de la polyarthrite rhumatoïde

Figure 1. Phases of development of rheumatoid arthritis (RA). In this model of RA development, disease begins with genetic risk (phase 1),
followed by asymptomatic inflammation and autoimmunity (phase 2), with eventual progression to symptomatic inflammatory arthritis (IA)
(phase 3) that may progress to classifiable RA (phase 4). Currently, the asymptomatic phases of disease development (phases 1 and 2) can be termed
the “preclinical” period of development, although this nomenclature is in evolution. Not all subjects who are at risk of developing RA progress
through all of these phases, and some subjects may have resolution of inflammation, autoimmunity, and even inflammatory arthritis (demonstrated
by the bidirectional arrows). The mechanisms of transition between these phases are not well understood but likely involve complex relationships
between genetic and environmental factors (which may differ between phases), age-related and stochasticDeane
immunologic
as well
as
K. Arthritischanges,
Rheum 2012;
64:1708-12.
psychosocial factors, access to health care, and response to therapy.
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ment of autoimmunity occur in the preclinical period of
RA, and that it is crucial to study this early period in
detail to understand how RA initially develops (23,24).
But what is the best way to study the earliest
phases of RA development? One approach would be
to continue biomarker analyses of biologic specimens
fortuitously collected prior to a diagnosis of RA. Despite
limitations, such studies have yielded valuable information about preclinical RA. However, because of the
highly complex nature of the genetic, environmental,
and immune system interactions that drive the initial
generation of RA-related autoimmunity, such studies
are unlikely to provide the data necessary for a comprehensive understanding of early RA development. Therefore, optimal investigations of the preclinical period of
RA development should be performed through prospectively conducted natural history studies, where researchers can perform real-time detailed investigations
of the development and evolution of RA-related autoimmunity. Furthermore, while not imperative, from a
practical standpoint, such natural history studies may
have a greater likelihood of success if they target subjects at high risk of RA so that outcomes of autoimmunity are enriched.
In this issue of Arthritis & Rheumatism, El-

from a population of Cree and Ojibway North American
Natives with an !3% prevalence of RA (26). Therefore,
these subjects provide a unique opportunity to identify
individuals in real-time who may be in the preclinical
period of RA development.
El-Gabalawy et al tested serum samples for levels
of RA-related autoantibodies, 42 cytokines/chemokines
using a multiplex assay, and high-sensitivity C-reactive
protein (hsCRP) in a cross-sectional manner in these
first-degree relatives, the probands with RA, and in 2
healthy control groups of North American Natives
and Caucasians. The controls were from a similar geographic region as the first-degree relatives and were
screened to ensure that they did not have a known
personal or family history of rheumatic disease. The
authors found that a high proportion of probands and
first-degree relatives were positive for RF and anti–
cyclic citrullinated peptide (anti-CCP) antibodies (anti–
CCP-2 enzyme-linked immunosorbent assay [ELISA];
Inova Diagnostics), even when using a cutoff for antiCCP positivity of !40 units. (The manufacturer’s suggested cutoff is !20 units.) Using this higher cutoff,
!88% of the RA patients were RF positive, and 81%
were anti-CCP positive. Of the North American Native
first-degree relatives, !34% were positive for RF, and
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Critères ACR/EULAR 2010
§ Atteinte articulaire (0-5)
- 1 grosse articulation
- 2-10 grosses articulations
- 1-3 petites articulations (grosses articulations non comptées)
- 4-10 petites articulations (grosses articulations non comptées)
- > 10 articulations (au moins une petite articulation)

Figure 1. Phases of development of rheumatoid arthritis (RA). In this model of RA development, disease begins with genetic risk (phase 1),
followed by asymptomatic inflammation and autoimmunity (phase 2), with eventual progression to symptomatic inflammatory arthritis (IA)
(phase 3) that may progress to classifiable RA (phase 4). Currently, the asymptomatic phases of disease development (phases 1 and 2) can be termed
the “preclinical” period of development, although this nomenclature is in evolution. Not all subjects who are at risk of developing RA progress
through all of these phases, and some subjects may have resolution of inflammation, autoimmunity, and even inflammatory arthritis (demonstrated
by the bidirectional arrows). The mechanisms of transition between these phases are not well understood but likely involve complex relationships
between genetic and environmental factors (which may differ between phases), age-related and stochasticDeane
immunologic
as well
as
K. Arthritischanges,
Rheum 2012;
64:1708-12.
psychosocial factors, access to health care, and response to therapy.
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ment of autoimmunity occur in the preclinical period of
RA, and that it is crucial to study this early period in
detail to understand how RA initially develops (23,24).
But what is the best way to study the earliest
phases of RA development? One approach would be
to continue biomarker analyses of biologic specimens
fortuitously collected prior to a diagnosis of RA. Despite
limitations, such studies have yielded valuable information about preclinical RA. However, because of the
highly complex nature of the genetic, environmental,
and immune system interactions that drive the initial
generation of RA-related autoimmunity, such studies
are unlikely to provide the data necessary for a comprehensive understanding of early RA development. Therefore, optimal investigations of the preclinical period of
RA development should be performed through prospectively conducted natural history studies, where researchers can perform real-time detailed investigations
of the development and evolution of RA-related autoimmunity. Furthermore, while not imperative, from a
practical standpoint, such natural history studies may
have a greater likelihood of success if they target subjects at high
risk de
of RA
so that outcomes of autoimmuFacteurs
risque
EDITORIAL
nity are enriched.
In this issue of Arthritis & Rheumatism, ElGabalawy and colleagues present results from just such
a natural history study, using a unique Canadian cohort
of North American Native subjects who are first-degree
relatives of probands with RA (25). These first-degree
relatives did not have inflammatory arthritis, based on
joint examination at the time of study, and were considered to be at high risk of RA based on their first-degree
relative status as well as the fact that they were recruited

from a population of Cree and Ojibway North American
Natives with an !3% prevalence of RA (26). Therefore,
these subjects provide a unique opportunity to identify
individuals in real-time who may be in the preclinical
period of RA development.
El-Gabalawy et al tested serum samples for levels
of RA-related autoantibodies, 42 cytokines/chemokines
using a multiplex assay, and high-sensitivity C-reactive
protein (hsCRP) in a cross-sectional manner in these
first-degree relatives, the probands with RA, and in 2
healthy control groups of North American Natives
and Caucasians. The controls were from a similar geographic region as the first-degree relatives and were
screened to ensure that they did not have a known
personal or family history of rheumatic disease. The
authors found that a high proportion of probands and
first-degree relatives were positive for RF and anti–
cyclic citrullinated peptide (anti-CCP) antibodies (anti–
CCP-2 enzyme-linked immunosorbent assay [ELISA];
Inova Diagnostics), even when using a cutoff for antiCCP positivity of !40 units. (The manufacturer’s suggested cutoff is !20 units.) Using this higher cutoff,
!88% of the RA patients were RF positive, and 81%
1709
were anti-CCP positive. Of the North American Native
first-degree relatives, !34% were positive for RF, and
!9% were positive for anti-CCP.
First-degree relatives also had differences in levels of multiple cytokines/chemokines compared to
controls; in subsequent discrimination analyses, these
differences allowed for significant separation of North
American Native first-degree relatives from both North
American Native controls and Caucasian controls.
Furthermore, an elevated monocyte chemotactic protein
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ment of autoimmunity occur in the preclinical period of
RA, and that it is crucial to study this early period in
detail to understand how RA initially develops (23,24).
But what is the best way to study the earliest
phases of RA development? One approach would be
to continue biomarker analyses of biologic specimens
fortuitously collected prior to a diagnosis of RA. Despite
limitations, such studies have yielded valuable information about preclinical RA. However, because of the
highly complex nature of the genetic, environmental,
and immune system interactions that drive the initial
generation of RA-related autoimmunity, such studies
are unlikely to provide the data necessary for a comprehensive understanding of early RA development. Therefore, optimal investigations of the preclinical period of
RA development should be performed through prospectively conducted natural history studies, where researchers can perform real-time detailed investigations
of the development and evolution of RA-related autoimmunity. Furthermore, while not imperative, from a
practical standpoint, such natural history studies may
have a greater likelihood of success if they target subjects at high risk of RA so that outcomes of autoimmunity are enriched.
In this issue of Arthritis & Rheumatism, ElGabalawy and colleagues present results from just such
a natural history study, using a unique Canadian cohort
of North American Native subjects who are first-degree
relatives of probands with RA (25). These first-degree
relatives did not have inflammatory arthritis, based on
joint examination at the time of study, and were considered to be at high risk of RA based on their first-degree
relative status as well as the fact that they were recruited

from a population of Cree and Ojibway North American
Natives with an !3% prevalence of RA (26). Therefore,
these subjects provide a unique opportunity to identify
individuals in real-time who may be in the preclinical
period of RA development.
El-Gabalawy et al tested serum samples for levels
of RA-related autoantibodies, 42 cytokines/chemokines
using a multiplex assay, and high-sensitivity C-reactive
protein (hsCRP) in a cross-sectional manner in these
first-degree relatives, the probands with RA, and in 2
healthy control groups of North American Natives
and Caucasians. The controls were from a similar geographic region as the first-degree relatives and were
screened to ensure that they did not have a known
personal or family history of rheumatic disease. The
authors found that a high proportion of probands and
first-degree relatives were positive for RF and anti–
cyclic citrullinated peptide (anti-CCP) antibodies (anti–
CCP-2 enzyme-linked immunosorbent assay [ELISA];
Inova Diagnostics), even when using a cutoff for antiCCP positivity of !40 units. (The manufacturer’s suggested cutoff is !20 units.) Using this higher cutoff,
!88% of the RA patients were RF positive, and 81%
were anti-CCP positive. Of the North American Native
first-degree relatives, !34% were positive for RF, and
!9% were positive for anti-CCP.
First-degree relatives also had differences in levels of multiple cytokines/chemokines compared to
controls; in subsequent discrimination analyses, these
differences allowed for significant separation of North
American Native first-degree relatives from both North
American Native controls and Caucasian controls.
Furthermore, an elevated monocyte chemotactic protein
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ment of autoimmunity occur in the preclinical period of
RA, and that it is crucial to study this early period in
detail to understand how RA initially develops (23,24).
But what is the best way to study the earliest
phases of RA development? One approach would be
to continue biomarker analyses of biologic specimens
fortuitously collected prior to a diagnosis of RA. Despite
limitations, such studies have yielded valuable information about preclinical RA. However, because of the
highly complex nature of the genetic, environmental,
and immune system interactions that drive the initial
generation of RA-related autoimmunity, such studies
are unlikely to provide the data necessary for a comprehensive understanding of early RA development. Therefore, optimal investigations of the preclinical period of
RA development should be performed through prospectively conducted natural history studies, where researchers can perform real-time detailed investigations
of the development and evolution of RA-related autoimmunity. Furthermore, while not imperative, from a
practical standpoint, such natural history studies may
have a greater likelihood of success if they target sub1.at high
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from a population of Cree and Ojibway North American
Natives with an !3% prevalence of RA (26). Therefore,
these subjects provide a unique opportunity to identify
individuals in real-time who may be in the preclinical
period of RA development.
El-Gabalawy et al tested serum samples for levels
of RA-related autoantibodies, 42 cytokines/chemokines
using a multiplex assay, and high-sensitivity C-reactive
protein (hsCRP) in a cross-sectional manner in these
first-degree relatives, the probands with RA, and in 2
healthy control groups of North American Natives
and Caucasians. The controls were from a similar geographic region as the first-degree relatives and were
screened to ensure that they did not have a known
personal or family history of rheumatic disease. The
authors found that a high proportion of probands and
first-degree relatives were positive for RF and anti–
cyclic citrullinated peptide (anti-CCP) antibodies (anti–
CCP-2 enzyme-linked immunosorbent assay [ELISA];
Inova Diagnostics), even when using a cutoff for antiCCP positivity of !40 units. (The manufacturer’s suggested cutoff is !20 units.) Using this higher cutoff,
!88% of the RA patients were RF positive, and 81%
were anti-CCP positive. Of the North American Native
first-degree relatives, !34% were positive for RF, and
!9% were positive for anti-CCP.
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relatives also had differences in levels of multiple cytokines/chemokines compared to
controls; in subsequent discrimination analyses, these
differences allowed for significant separation of North
American Native first-degree relatives from both North
American Native controls and Caucasian controls.
Furthermore, an elevated monocyte chemotactic protein
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Les grands changements dans la prise en charge des
polyarthrites rhumatoïdes

à Plutôt que stratégie du « step-up »

Fenêtre d’opportunité thérapeutique
• Introduction rapide d’un traitement efficace :
– Corrélée à un taux de rémission élevé
– Corrélée à une moindre progression radiologique à 5 ans

4. Nouvelles molécules à disposition
à Nouvelle nomenclature
à Nouvelles opportunités

• Traitement précoce : impact fonctionnel limité et réversible
• Passé un certain délai, le handicap est important et irréversible
Em ery P, J Rheum atol 2002
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Stratégies de step-down vs step-up

Contrôle serré de la polyarthrite rhumatoïde et T2T
Parallèle avec le diabète
Diabète

Polyarthrite rhumatoïde

La cible : HbA1c < 7 %

La cible : Rémission (ou LDA)

Surveillance fréquente

Surveillance rapprochée

Prévention des complications

Prévention des complications

Stratégie ayant une efficacité prouvée sur :
• La rétinopathie
• La néphropathie
• La neuropathie
• Le recours aux soins
• La qualité de vie

Stratégie ayant une efficacité prouvée sur :
• Les dégâts structuraux
• Le handicap
• Le recours aux soins (chirurgie)
• La qualité de vie
• La mortalité
Schipper L et al. Rheumatology 2010;50(5):818-820
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Les traitements disponibles pour la prise en charge de la polyarthrite rhumatoïde

Les traitements disponibles pour la prise en charge de la polyarthrite rhumatoïde

Au XXème siècle

Au XXème siècle

Disease Modifying AntiRheumatic Drugs (DMARDs)

Disease Modifying AntiRheumatic Drugs (DMARDs)

Synthetic DMARDs

Biological DMARDs

Synthetic DMARDs

(sDMARDs)

(bDMARDs)

(sDMARDs)

Biological DMARDs
(bDMARDs)

Conventional synthetic

Targeted synthetic

Biological originator

Biosimilar

Conventional synthetic

Targeted synthetic

Biological originator

Biosimilar

(csDMARDs)

(tsDMARDs)

(boDMARDs)

(bsDMARDs)

(csDMARDs)

(tsDMARDs)

(boDMARDs)

(bsDMARDs)

Sels d’or
D-Pénicillamine
Plaquenil
Méthotrexate
Sulfasalazine
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Les traitements disponibles pour la prise en charge de la polyarthrite rhumatoïde

Les traitements disponibles pour la prise en charge de la polyarthrite rhumatoïde

Fin du XXème siècle (1999-2001)

Le XXIème siècle (2001-2019)

Disease Modifying AntiRheumatic Drugs (DMARDs)

Disease Modifying AntiRheumatic Drugs (DMARDs)

Synthetic DMARDs

Biological DMARDs

Synthetic DMARDs

(sDMARDs)

(bDMARDs)

(sDMARDs)

Biological DMARDs
(bDMARDs)

Conventional synthetic

Targeted synthetic

Biological originator

Biosimilar

Conventional synthetic

Targeted synthetic

Biological originator

Biosimilar

(csDMARDs)

(tsDMARDs)

(boDMARDs)

(bsDMARDs)

(csDMARDs)

(tsDMARDs)

(boDMARDs)

(bsDMARDs)

Méthotrexate
Leflunomide
Sulfasalazine

Etanercept
Infliximab

MTX

Baricitinib

Adalimumab

Infliximab

Leflunomide
Sulfasalazine

Tofacitinib

Certolizumab
Etanercept
Golimumab

Etanercept
Adalimumab
Rituximab

Infliximab
Tocilizumab
Sarilumab
Rituximab
Abatacept
Anakinra
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L’application Smartphone de la Société Française de Rhumatologie pour les patients

Conséquences de la polyarthrite rhumatoïde
sur le travail
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Evolution de l’impact de la PR sur les arrêts de travail

Polyarthrite rhumatoïde et maintien au travail
• Polyarthrite rhumatoïde récente

• Swedish Rheumatology Quality Register
1999–2007
– PR = 3029, 47 ans, 73% femmes

• National Patient Register
– Contrôles =25 922, 52 ans, 73% femmes

Neovius M et al. Ann Rheum Dis. 2011;70(6):1010-5.

Calendar period trends in mean annual days on sick leave and disability pension in relation to RA diagnosis.
General population comparators (GenPop) matched 5:1 on age (± 1 year), sex, education level and county.
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Polyarthrite rhumatoïde récente

Polyarthrite rhumatoïde récente
• Finnish Rheumatoid Arthritis Combination Therapy trial
• 195 Polyarthrites rhumatoïdes récentes (6 mois de durée de la maladie en moyenne)
• Comparaison
– Traitement de fond synthétique (csDMARD) ± prednisolone
– Trithérapie de DMARDs + prednisolone

Patients non-répondeurs à 6 mois

• A 6 mois, évaluation de 159 patients
– 29 en rémission clinique
– 66 répondeurs ACR50
– 29 répondeurs ACR20
– 35 non répondeurs

Patients répondeurs ACR 20 à 6 mois
Patients répondeurs ACR 50 à 6 mois

• Calcul du nombre cumulé du nombre de jours d’arret de travail pendant les 5 ans de suivi

Puolakka K et al. Arthritis Rheum. 2005;52(1):36-41.
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Patients en rémission à 6 mois

Ajustem ent à age, sexe, type de travail et niveau d’éducation

Puolakka K et al. Arthritis Rheum. 2005;52(1):36-41.
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Evolution de l’incapacité professionnelle des polyarthrites
rhumatoïdes récentes

Polyarthrite rhumatoïde et maintien au travail
• Polyarthrite rhumatoïde récente

• Finnish Social Insurance
Institution
• 7831 PR
• 4 périodes : 2000–1, 2002–3,
2004–5, 2006–7

– Détection et prise en charge précoce
– Objectif rémission

• Polyarthrite rhumatoïde avérée

Rantalaiho V et al. Ann Rheum Dis 2013;72:672–677.
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Evolution de l’impact de la PR sur les arrêts de travail
• South Swedish Arthritis Treatment
Group register (population 1.2 million)
• 365 PR débutant un anti-TNF entre
2004 et 2007
• 4 contrôles pour 1 PR

RR: 6.6 (IC 95: 5.2 - 8.5)

RR: 5.2 (IC 95: 4.0 – 6.8)

Hoving JL et al. Cochrane Database of Systematic Reviews 2014, Issue 11. Art. No.: CD010208.

Olofsson T et al. Ann Rheum Dis 2010;69:2131–2136.
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Interventions non médicamenteuses
•
•
•
•
•

Polyarthrite rhumatoïde et maintien au travail

3 ECR, 414 participants au total
Interventions
Évaluation et adaptation du travail
Intervention adaptées dont conseils professionnels ou éducatifs
Interventions directement ciblées sur le milieu de travail minimes

• Polyarthrite rhumatoïde récente
– Détection et prise en charge précoce
– Objectif rémission

• Réduction statistiquement significative importante de la perte d'emploi
– ECR 1 (N=242) : RR = 0,35, 95% IC: 0,18 –0,68
– ECR 2 (N = 140) : RR = 1,05, 95% IC: 0,53 - 2,06

• Aucun effet indésirable
• Faible qualité des preuves
• Les résultats suggèrent que ces stratégies peuvent être efficaces
Hoving JL et al. Cochrane Database of Systematic Reviews 2014, Issue 11. Art. No.: CD010208.
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Polyarthrite rhumatoïde et maintien au travail

Polyarthrite rhumatoïde et maintien au travail
• Absenteeism is substantial in patients with rheumatoid arthritis (RA). Most
patients have to take sick leave due to RA.
• Biologics have shown to have beneficial effects on sick leave, but limited
data are available on the impact of biologics on presenteeism.
• Different measures of presenteeism are available with differences in
construct, recall period, reference and attribution.
• Indirect costs due to absenteeism and especially presenteeism exceed
those of direct costs, but there are no guidelines on how to quantify
presenteeism. More research is necessary to better understand the impact
of different methodologies in estimating indirect costs due to
presenteeism from the societal, the employer's and the patient's
perspective.

• Polyarthrite rhumatoïde récente
– Détection et prise en charge précoce
– Objectif rémission

• Polyarthrite rhumatoïde avérée
– Objectif « faible activité de la maladie »
– Intervention non médicamenteuses

S.M.M. Verstappen / Best Practice & Research Clinical Rheumatology xxx (2015) 1e17
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Polyarthrite rhumatoïde et maintien au travail

Polyarthrite rhumatoïde et maintien au travail

• Polyarthrite rhumatoïde récente

• Maladie qui devient « invisible »

– Détection et prise en charge précoce
– Objectif rémission

• Prendre en compte
– Activité de la maladie inflammatoire
– Fatigue
– Douleur
– Manque de compréhension
– Evolution par poussées

• Polyarthrite rhumatoïde avérée
– Objectif « faible activité de la maladie »
– Intervention non médicamenteuses

• Pour toutes les polyarthrites rhumatoïdes
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Etude Polyarthrite Rhumatoïde et Travail (PRET)

Etude Polyarthrite Rhumatoïde et Travail (PRET)

488 polyarthrites rhumatoïdes

488 polyarthrites rhumatoïdes

74,6%
Actifs

74,6%
Actifs

37% en temps partiel

37% en temps partiel

38% aménagement des
conditions de travail

38% aménagement des
conditions de travail

49 % ont eu un arrêt de

49 % ont eu un arrêt de

travail au cours des 12
derniers mois
Durée moyenne 2 mois

travail au cours des 12
derniers mois
Durée moyenne 2 mois
Bertin P et al. Joint Bone Spine. 2016;83(1):47-52
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6,4%
En recherche d’emploi

68% estiment que la
perte d’emploi est liée à
la PR

Bertin P et al. Joint Bone Spine. 2016;83(1):47-52
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Etude Polyarthrite Rhumatoïde et Travail (PRET)
488 polyarthrites rhumatoïdes

74,6%
Actifs

37% en temps partiel
38% aménagement des
conditions de travail

6,4%
En recherche d’emploi

19%
Définitivement sortis du
marché de l’emploi

68% estiment que la

75% déclarent avoir

perte d’emploi est liée à
la PR

cessé leur activité à
cause de la PR

49 % ont eu un arrêt de
travail au cours des 12
derniers mois
Durée moyenne 2 mois
Bertin P et al. Joint Bone Spine. 2016;83(1):47-52
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