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REVIEW

o) Advances in the understanding and treatment of
systemic complications in Sjogren syndrome

Pilar Brito-Zeron and Manuel Ramos-Casals, on behalf of the EULAR-SS
task force group

Purpose of review

Primary Sjdgren syndrome is a systemic autoimmune disease whose clinical spectrum extends from sicca
syndrome to systemic involvement [exiraglandular manifestations). Recent reports have focused on
expanding the clinical characterization and improving the diagnostic and therapeutic management of
systemic Sjogren.

Recent findings

The development of the EULAR-SS disease activity index represents a step forward in the evaluation of
systemic Sjégren, and three multicenter studies including more than 2500 European patients have
confirmed that primary Sjsgren syndrome is, undeniably, a systemic autoimmune disease. Systemic
involvement plays a key role in the prognosis of primary Sjdgren syndrome, and recent studies have
focused on cutaneous, pulmonary, renal and neurological disease features. Other studies comparing the
two sets of Sisgren syndrome criteria [American College of Rheumatology vs. American-European
Consensus Group) in realife patients found a moderate level of agreement. Autoantibodies are clues to an
early diagnosis, as positivity confirms an autoimmune origin of the sicca syndrome and may appear
several years before the disease diagnosis. In patients with a high clinical suspicion and negative results
for the standard determination of anti-Ro/S5-A antibodies, specific detection of anfi-Ro52/60 anfibodies is
recommended. Direct and indirect B<ell blocking seems to be the most promising biological pathway in
primary Sjsgren syndrome, especially for systemic involvement, although a large controlled trial has failed
to demonstrate the efficacy of rituximab for nonsystemic symptomatology (dryness, fatigue and pain).

Summary

Dryness of the mucosal surfaces is the pivotal, but not only, clinical involvement that characterizes primary
Sjégren syndrome. There is growing interest in and knowledge of the clinical characterization and
therapeutic management of systemic Sjdgren.

Keywords
belimumab, EULAR-SS disease activity index, lymphoma, rituximab, Sjdgren syndrome, systemic
autoimmune disease
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¢COMO CUANTIFICAR LA
AFECGTACION SISTEMICA

DEL SINDROME DE SJIOGREN?




The European League Against Rheumatism (EULAR)
recientemente ha promovido y apoyado un estudio
internacional (EULAR SS Task Force) con el objetivo de
desarrollar unos indices de actividad consensuados para el

sindrome de Sjogren.
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EULAR SS Task Force

Se han desarrollado 2 indices: ESSDAI (sistémico)
y ESSPRI (calidad de vida)

Extended report

EULAR Sjogren’s syndrome disease activity index:
development of a consensus systemic disease
activity index for primary Sjégren’s syndrome
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Tzioufas,” Elke Theander,® Jacques-Eric Gottenberg,® Hendrika Bootsma,'® Xavier
Mariette,*® Claudio Vitali'": on behalf of the EULAR Sj6gren’s Task Force

Extended report
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EULAR SS Task Force

Se acaba de publicar el estudio de validacion de
ambos indices

EXTENDED REPORT

Validation of EULAR primary Sjogren’s syndrome
disease activity (ESSDAI) and patient indexes
(ESSPRI)
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Journal of Autoimmunity xxx (2013) 1-6

Contents lists available at ScienceDirect
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Review

Outcome measures for primary Sjogren’s syndrome: A comprehensive
review
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The ESSDAI 1s a disease activity index that was generated in
2009 in a cohort of 702 clinical vignettes based on 96 real pa-
tients. The score has been developed by consensus of a large

group of worldwide experts from European and North American
countries [22,27].
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Table 1 The EULAR Sjogren’s Syndrome Disease Activity Index (ESSDAI): domain and item definitions and scores
Activity
Domain level Description
Constitutional No=0 Absence of the following symptoms
Exclusion of fever of infectious origin and voluntary weight loss Low=3 Mild or intermittent fever (37.5°-38.5°C)/night sweats and/or involuntary weight
loss of 5-10% of body weight .
Moderate=6  Severe fever (>38.5°C) / night sweats and/or involuntary weight loss of >10% of Table 1 Continued
body weight Activity
Lymphadenopathy No=0 Absence of the following features Domain (el Desclption
Exclusion of infection Low=4 Lymphadenopaﬂw >1 cm in any nodal region or >2 ¢m in inguinal region PNS No=0 Absence of currently active PNS involvement
Mod 8 >2 cm in any nodal region or >3 cm in inguinal region, and/  Rate as ‘No activity” stable long-lasting features related to damage or Low=5 Mild active peripheral nervous system involvement, such as pure sensory axonal
or splenomegaly (Ch"lm"!‘ palpable or assessed by imaging) PNS involvement not related to the disease polyneuropathy shown by NCS or trigeminal (V) neuralgia
High=12 Current malignant B-cell proliferative disorder* Moderate=10  Moderately active peripheral nervous system involvement shown by NCS, such
as axonal sensory-motor neuropathy with maximal motor deficit of 4/5, pure
Glandular No=0 Absence of glandular swelling sensory neuropathy with presence of cryoglobulinemi vascmms I h
Exclusion of stene or infection Low=2 Small glandular swelling with enlarged parotid (<3 cm), or limited with symptoms restricted to mild/mod ataxia, infl
submandibular or lachrymal swelling polyneuropathy (CIDP) with mild functional impairment (maximal motor deficit
Moderate=4  Major glandular swelling with enlarged parotid (>3 cm), or important of 4/50r mild ataxia),
submandibular or lachrymal swelling or cralni_al) nerve involvement of peripheral origin (except trigeminal (V)
neuralgial
Articular No=0 Absence of currently active articular involvement High=15 Highly active PNS involvement shown by NCS, such as axonal sensory-motor
Exclusion of osteoarthritis Low=2 Arthralgias in hands, wrists, ankles and feet accompanied by moming stiffness neuropathy with motor deficit <3/5, peripheral nerve involvement due to
(>30 min) vasculms (mononeumls multlplex, etc), severe ataxia due to ganglionopathy,
Moderate=4  1-5 (of 28 total count) synovitis pathy (CIDP) with severe functional
High=6 >6 (of 28 total count) synovitis impairment: mumr deficit GIS or severe ataxla
. 5 CNS No=0 Absence of currently active CNS involvement
Cutaneou,s o, § No=0 Absence of cur.renﬂy active cutaneous involvement Rate as ‘No activity” stable long-lasting features related to damage or Moderate=10  Moderately active CNS features, such as cranial nerve involvement of central
Rate as ‘No activity” stable long-lasting features related to damage Low=3 Erythema multiforma CNS involvement not refated to the disease origin, optic neuritis or multiple sclerosis-like syndrome with symptoms restricted
Mod 6 Limited ¢ vasculitis, including urticarial vasculitis, or purpura limited to to pure sensory impairment or proven cognitive impairment
feet and ankle, or subacute cutaneous lupus High=15 Highly active CNS features, such as cerebral vasculitis with cerebrovascular
High=9 Diffuse cutaneous vasculitis, including urticarial vasculitis, or diffuse purpura, or accident or transient ischaemic attack, seizures, transverse myelitis, lymphocytic
ulcers related to vasculitis meningitis, multiple sclerosis-like syndrome with motor deficit.
Pulmonary No=0 Absence of currently active pulmonary involvement Haematological No= Absence of autoimmune cytopenia
Rate as ‘No activity” stable long-lasting features related to damage, or ~ Low=5 Persistent cough or bronchial involvement with no radiographic abnormalities on ~ For anaemia, penia, and thromb only Low=2 Cytopenia of origin with (1000< hils<1500/
respiratory involvement not related to the disease (tobacco use, etc) radiography cytopenia must be Fansfdered . ) . mm?), and/or anaemia (1D<haemnglnb|n<12 gIdU and/or Ihmmbo(ympema
Or radiological or HRCT evidence of interstitial lung disease with: No Exclusion of vitamin or iron deficiency, drug-induced cytopenia (100 000<platelets<150 000/mm?)
Or lymphopenia (SOD<Iymphncytes<‘i (X)Dlmm’)
breathlessness and normal Iung 1unc'non test. } Moderate—d Cympema of autol origin with <1000/
Mod 10 Moderately active pul , such as i | lung disease m’), and/or anaemia (B<haemng|oh|n<10 a/d), andlorthmmbncytopema
shown by HRCT with 5honness of breath on exercise (NHYA II) or abnormal lung (SD 000<platelets <100 000/mm’)
function tests restricted to: 70%>DLco> 40% or 80%>FVC>60% 0r lymphopenia (<500/mm?)
High=15 Highly active pulmonary involvement, such as interstitial lung disease shown by High=6 Cytopenia of autoi origin with hils <500/mm?>), and/
HRCT with shortness of breath at rest (NHYA I1l, IV) or with abnormal lung or or anaemia (haemoglobin <8 g/dL) and/or thrombocytopenia (platelets
function tests: DLco < 40% or FVC<60% <50 000/mm?’)
Renal No=0 Absence of currently active renal involvement with proteinuria <0.5 g/day, no Biological No=0 Absence of any of the following biological features
Rate as ‘No activity” stable long-lasting features related to damage, and haematuria, no leucocyturia, no acidosis, or long-lasting stable proteinuria due Lovet Ghonal §ndlu‘r hyn".’ (oo Coig CHSRad of
3 7 5 hypergammaglobulinemia or high IgG level between 16 and 20 g/L
renal involvement not related to the dlsea{e. If biopsy has been to damage BT T e R e e b o HIb 106 leve)
performed, please rate activity based on histological features first Low=5 Evidence of mild active renal involvement, limited m 1ubular acidosis without 520 g/, andlor recent onset hypogammaglobulinemia or recent dectease of lgG
renal failure or glomerular invol with p 0.5and1g/ level (<5 g/L)
day) and without haematuria or renal failure (GFR >60 mL/min)
Moderate=10  Moderately active renal |nv0|vemem such as tubular acidosis with renal failure fDEiined as indglept not treated lymphoma or currently treated lymphoma or myeloma (or treatment ended from less than 6 months). Do not rate past treated lymphoma or myeloma
G H e in complete remission.
(GFR <60 mL/min) or with » between 1 and CIDP, chronic i inati CK, creatine kinase; CNS, central nervous system; DLCO, diffusing CO capacity; EMG, electromyogram; FVC, forced vital
1.5 g/day and without haematuria or renal failure (GFR =60 mL/min) or capacity; GFR, glomerular filtration rate; Hb, h lobin; HRCT, high-resolution CT; IgG, i lobulin G; NCS, nerve conduction studies; NHYA, New York Heart Assodiation
histological evidence of extra-membranous glomerulonephritis or important Classification; Plt, platelet; PNS, peripheral nervous system.
interstitial lymphoid infiltrate
High=15 Highly active renal involvement, such as glomerular involvement with proteinuria
>1.5 g/day or haematuria or renal failure (GFR <60 mL/min), or histological
evidence of proliferative gl hritis or cryoglobulinemia related renal
involvement
Muscular No=0 Absence of currently active muscular involvement
Exclusion of weakness due to corticosteroids Low=6 Mild active myositis shown by abnormal EMG or biopsy with no weakness and =7
creatine kinase (N<CK<2N) R d t t t I d o 1 2 3
Moderate=12  Moderately active myositis proven by abnormal EMG or biopsy with weakness an g O e p u n u aC I O n O a e a
(maximal deficit of 4/5), or elevated creatine kinase (2N <CK <4N),
High=18 Highly active myositis shown by abnormal EMG or biopsy with weakness (deficit

<3/5) or elevated creatine kinase (>4N)

Continued



4 niveles actividad (no, bajo, moderado, alto)

‘ O No actividad

1  Bajalleve actividad
2 Moderada actividad

3 Elevada actividad



4 niveles actividad (no, bajo, moderado, alto)

EJEMPLO: Dominio articular

1 Artralgias y rigidez matutina > 30 min

2  Artritis en 1-5 articulaciones

3 Arfiifia —

=

Criterios de exclusion: artrosis




Table 1 The EULAR Sjogren’s Syndrome Disease Activity Index (ESSDAI): domain and item definitions and scores
Activity
Domain level Description
Constitutional No=0 Absence of the following symptoms
Exclusion of fever of infectious origin and voluntary weight loss Low=3 Mild or intermittent fever (37.5°-38.5°C)/night sweats and/or involuntary weight
loss of 5-10% of body weight .
Moderate=6  Severe fever (>38.5°C) / night sweats and/or involuntary weight loss of >10% of Table 1 Continued
body weight Activity
Lymphadenopathy No=0 Absence of the following features Domain (el Desclption
Exclusion of infection Low=4 Lymphadenopaﬂw >1 cm in any nodal region or >2 ¢m in inguinal region PNS No=0 Absence of currently active PNS involvement
Mod 8 >2 cm in any nodal region or >3 cm in inguinal region, and/  Rate as ‘No activity” stable long-lasting features related to damage or Low=5 Mild active peripheral nervous system involvement, such as pure sensory axonal
or splenomegaly (Ch"lm"!‘ palpable or assessed by imaging) PNS involvement not related to the disease polyneuropathy shown by NCS or trigeminal (V) neuralgia
High=12 Current malignant B-cell proliferative disorder* Moderate=10  Moderately active peripheral nervous system involvement shown by NCS, such
as axonal sensory-motor neuropathy with maximal motor deficit of 4/5, pure
Glandular No=0 Absence of glandular swelling sensory neuropathy with presence of cryoglobulinemi vascmms I h
Exclusion of stene or infection Low=2 Small glandular swelling with enlarged parotid (<3 cm), or limited with symptoms restricted to mild/mod ataxia, infl
submandibular or lachrymal swelling polyneuropathy (CIDP) with mild functional impairment (maximal motor deficit
Moderate=4  Major glandular swelling with enlarged parotid (>3 cm), or important of 4/50r mild ataxia),
submandibular or lachrymal swelling or cralni_al) nerve involvement of peripheral origin (except trigeminal (V)
neuralgial
Articular No=0 Absence of currently active articular involvement High=15 Highly active PNS involvement shown by NCS, such as axonal sensory-motor
Exclusion of osteoarthritis Low=2 Arthralgias in hands, wrists, ankles and feet accompanied by moming stiffness neuropathy with motor deficit <3/5, peripheral nerve involvement due to
(>30 min) vasculms (mononeumls multlplex, etc), severe ataxia due to ganglionopathy,
Moderate=4  1-5 (of 28 total count) synovitis pathy (CIDP) with severe functional
High=6 >6 (of 28 total count) synovitis impairment: mumr deficit GIS or severe ataxla
. 5 CNS No=0 Absence of currently active CNS involvement
Cutaneou,s o, § No=0 Absence of cur.renﬂy active cutaneous involvement Rate as ‘No activity” stable long-lasting features related to damage or Moderate=10  Moderately active CNS features, such as cranial nerve involvement of central
Rate as ‘No activity” stable long-lasting features related to damage Low=3 Erythema multiforma CNS involvement not refated to the disease origin, optic neuritis or multiple sclerosis-like syndrome with symptoms restricted
Mod 6 Limited ¢ vasculitis, including urticarial vasculitis, or purpura limited to to pure sensory impairment or proven cognitive impairment
feet and ankle, or subacute cutaneous lupus High=15 Highly active CNS features, such as cerebral vasculitis with cerebrovascular
High=9 Diffuse cutaneous vasculitis, including urticarial vasculitis, or diffuse purpura, or accident or transient ischaemic attack, seizures, transverse myelitis, lymphocytic
ulcers related to vasculitis meningitis, multiple sclerosis-like syndrome with motor deficit.
Pulmonary No=0 Absence of currently active pulmonary involvement Haematological No= Absence of autoimmune cytopenia
Rate as ‘No activity” stable long-lasting features related to damage, or ~ Low=5 Persistent cough or bronchial involvement with no radiographic abnormalities on ~ For anaemia, penia, and thromb only Low=2 Cytopenia of origin with (1000< hils<1500/
respiratory involvement not related to the disease (tobacco use, etc) radiography cytopenia must be Fansfdered . ) . mm?), and/or anaemia (1D<haemnglnb|n<12 gIdU and/or Ihmmbo(ympema
Or radiological or HRCT evidence of interstitial lung disease with: No Exclusion of vitamin or iron deficiency, drug-induced cytopenia (100 000<platelets<150 000/mm?)
Or lymphopenia (SOD<Iymphncytes<‘i (X)Dlmm’)
breathlessness and normal Iung 1unc'non test. } Moderate—d Cympema of autol origin with <1000/
Mod 10 Moderately active pul , such as i | lung disease m’), and/or anaemia (B<haemng|oh|n<10 a/d), andlorthmmbncytopema
shown by HRCT with 5honness of breath on exercise (NHYA II) or abnormal lung (SD 000<platelets <100 000/mm’)
function tests restricted to: 70%>DLco> 40% or 80%>FVC>60% 0r lymphopenia (<500/mm?)
High=15 Highly active pulmonary involvement, such as interstitial lung disease shown by High=6 Cytopenia of autoi origin with hils <500/mm?>), and/
HRCT with shortness of breath at rest (NHYA I1l, IV) or with abnormal lung or or anaemia (haemoglobin <8 g/dL) and/or thrombocytopenia (platelets
function tests: DLco < 40% or FVC<60% <50 000/mm?’)
Renal No=0 Absence of currently active renal involvement with proteinuria <0.5 g/day, no Biological No=0 Absence of any of the following biological features
Rate as ‘No activity” stable long-lasting features related to damage, and haematuria, no leucocyturia, no acidosis, or long-lasting stable proteinuria due Lovet Ghonal §ndlu‘r hyn".’ (oo Coig CHSRad of
3 7 5 hypergammaglobulinemia or high IgG level between 16 and 20 g/L
renal involvement not related to the dlsea{e. If biopsy has been to damage BT T e R e e b o HIb 106 leve)
performed, please rate activity based on histological features first Low=5 Evidence of mild active renal involvement, limited m 1ubular acidosis without 520 g/, andlor recent onset hypogammaglobulinemia or recent dectease of lgG
renal failure or glomerular invol with p 0.5and1g/ level (<5 g/L)
day) and without haematuria or renal failure (GFR >60 mL/min) - -
Moderate=10  Moderately active renal |nv0|vemem such as tubular acidosis with renal failure fDEilned as Indl?lE!’K not treated lymphoma or currently treated lymphoma or myeloma (or treatment ended from less than 6 months). Do not rate past treated lymphoma or myeloma
G H e in complete remission.
(GFR <60 mL/min) or with » between 1 and CIDP, chronic i inati CK, creatine kinase; CNS, central nervous system; DLCO, diffusing CO capacity; EMG, electromyogram; FVC, forced vital
1.5 g/day and without haematuria or renal failure (GFR =60 mL/min) or capacity; GFR, glomerular filtration rate; Hb, h lobin; HRCT, high-resolution CT; IgG, i lobulin G; NCS, nerve conduction studies; NHYA, New York Heart Assodiation
histological evidence of extra-membranous glomerulonephritis or important Classification; Plt, platelet; PNS, peripheral nervous system.
interstitial lymphoid infiltrate
High=15 Highly active renal involvement, such as glomerular involvement with proteinuria
>1.5 g/day or haematuria or renal failure (GFR <60 mL/min), or histological
evidence of proliferative gl hritis or cryoglobulinemia related renal
involvement
Muscular No=0 Absence of currently active muscular involvement
Exclusion of weakness due to corticosteroids Low=6 Mild active myositis shown by abnormal EMG or biopsy with no weakness and
creatine kinase (N<CK<2N)
Moderate=12  Moderately active myositis proven by abnormal EMG or biopsy with weakness - X
(maximal deficit of 4/5), or elevated creatine kinase (2N <CK <4N), Escal a d e po n d e rac I 0 n d e l a 6
High=18 Highly active myositis shown by abnormal EMG or biopsy with weakness (deficit

<3/5) or elevated creatine kinase (>4N)

Continued
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Puntuacion final de cada dominio

EJEMPLO: Dominio articular

2  Artritis en 1-5 articulaciones

3 ArfritiSsenr>6lantitio.



Puntuacion final de cada dominio

EJEMPLO: Dominio articular

4  Artritis en 1-5 articulaciones

6 ArtritiSsenr>6larticic.
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Interés practico

A. Caracterizacion de la actividad sistémica
1. ¢Como se distribuye en el tiempo?
2. ¢Como se distribuye 6rgano por érgano?
3. ¢Qué marcadores al dx se asocian con el desarrollo de actividad?

B. Instrumento de prediccion pronostica
1. Papel de la puntuacion global basal
2. Actividad basal érgano por 6rgano
3. Papel del nivel de actividad basal (alta actividad en al menos 1 6rgano)
4. Papel de la graduacion de la actividad global basal (1-4, 5-13, >13)

Rheumatology 2014;53:321-331

doi:10.1093/rheumatology/ket349 . . . . . . » o
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Variables al diagnéstico
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Interés practico

A. Caracterizacion de la actividad sistémica
1. ¢Como se distribuye en el tiempo?
2. ¢Como se distribuye 6rgano por érgano?
3. ¢Qué marcadores al dx se asocian con el desarrollo de actividad?
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Figure 1. Distribution of ESSDAI score according to disease activity levels
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Inclusién de pacientes con otras enfermedades autoi nmunes asociadas

Definir de forma clara la afectacion de cada 6rgano

Definir los criterios de exclusion (afectacion no a utoinmune)
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