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Abstract The objectives of this study are to assess the fre-
quency of chronic arthritis and compare the clinical and labo-
ratory features in a large population of childhood-onsct sys-
temic lupus crythematosus (cSLE) and adult-onsct (aSLE)
paticnts. This historical study cvaluated 336 cSLE and 1830
aSLE patients. Chronic arthritis was defined as synovitis of at
lcast 6 weeks of duration. Rhupus was characterised as the
association of SLE and chronic inflammatory arthritis with
crosion and positive rheumatoid factor. Jaccoud’s arthropathy

(25 vs. 0 %, p=0.009), nephritis (37 vs. 3 % , p=0.006),
haecmaturia (37 vs. 1.4 %, p=0.002), lupus anticoagulant (40
vs. 1.6 %, p=0.012), anticardiolipin IgM (40 vs. 1.5 %, p=
0.012) and median Systemic Lupus Erythematosus Discasc
Activity Index 2000 (SLEDAI-2K) [10.5(1-20) vs. 6(4-16),
p=0.029] were higher in ¢SLE. Frequency of rhupus, (12 vs.
17 %, p=1.0), Jaccoud’s arthropathy (0 vs. 17 %, p=0.343)
and trecatments were similar in ¢cSLE and aSLE. We deter-
mined that chronic arthritis in SLE has distinct features in

Gormezano et al. Clin Rheumatol. 2016; 35:227-231



Table1 Demographic data, clinical manifestations and disease activity
score at chronic arthritis (CA) diagnosis in childhood-onset systemic
lupus erythematosus (cSLE) and adult-onset SLE (aSLE) patients

Variables ¢SLE aSLE p value
(n=8) (n=69)

Demographic data
Age at chronic arthritis diagnosis,  10.8 (4.2-14.6) 40 (21-67)  <0.001

years

Disease duration until chronic 0(-2.2-0) 10(0.3-36) <0.001
arthritis diagnosis, years

Duration of chronic arthritis, 17 (6-104) 12 (6-720)  0.092
weeks

Materials and methods

This historical study evaluated 336 ¢SLE and 1830 aSLE
patients followed from 1983 to 2014 at the paediatric and
adult lupus outpatient clinics at the same tertiary public hos-
pital in an urban arca of Sio Paulo. All patients fulfilled the
American College of Rheumatology criteria for SLE [7].
Chronic arthritis was defined according to the presence of
swelling or effusion or two or more of the following: limita-
tion of motion, tendemess or pain on motion and increased
heat for at least 6 weeks. Arthritis features were also evaluated

Variables ¢SLE aSLE p value
(n=8) (n=69)
Demographic data
Age at chronic arthritis diagnosis, 10.8 (4.2-14.6) 40 (21-67)  <0.001
cars
Diiease duration until chronic 0(-2.2-0) 10(0.3-36) <0.001
arthritis diagnosis, years
Duwration of chronic arthritis, 17 (6-104) 12 (6-720)  0.092
Chronic arthritis characteristics )
Monoarthritis 1(12) 9(13) 1.0
Oligoarthritis 1(12) 38 (55) 0.028
\ Polyarthritis 6 (75) 22 (32) 0.024
Number of joints with arthritis 8.5 (1-18) 3(1-9) 0.017
Number of limited joints 1.5 (0-24) 0(0-4) 0.004
Rhupus syndrome 1(12) 12 (17) 1.000
[ Jaccoud’s arthropathy 0(0) 12(17) 0.343
Myositis 0(0) 0(0) 1.000
(" Site of arthritis )
Hands 5(62) 40 (58) 1.000
Wrists 5(62) 33 (48) 0.480
Knees 4 (50) 12 (17) 0.053
\_ Ankles 8 (100) 11 (16) <n,m1)




Variables c¢SLE aSLE p value
(n=8) (n=69)
Other clinical manifestations
Constitutional involvement
Fever 2 (25) 2(3) 0.051
Adenomegaly 1(12) 1(1.4) 0.198
Hepatomegaly 2 (25) 0(0) 0.009
Splenomegaly 2 (25) 0(0) 0.009
( Mucocutaneous involvement \
Malar rash 2 (25) 8(11) 0.276
Discoid rash 0 (0) 0(0) 1.000
Photosensitivity 2 (25) 9(13) 0.319
Mucosal ulcers 1(12) 0(0) 0.103
Alopecia 3(37) 1(1.4) 0.002
\ Raynaud’s phenomenon 1 (12) 19 (27) 0.672 )
’ Pleuritis 0 (0) 1(1.4) I.Um
Pericarditis 2 (25) 0(0) 0.009
Neuropsychiatric involvement
Central nervous system 1(12) 0(0) 0.103
Peripheral nervous system 0(0) 0(0) 1.000
Renal involvement 3(37) 2(3) 0.006
Disease activity at chronic arthritis diagnosis
SLEDAI-2K 10.5 (1-20) 6(4-16) 0.029

Variables ¢SLE aSLE p value
(n=8) (n=69)

Treatment at chronic arthritis diagnosis
Non-steroidal anti-inflammatory 4 (50) 27 (39) 0.707

= =
Glucocorticoid use 8 (100) 55 (80) 0.338
Intravenous methylprednisolone 2(25) ENE)) 0.081
Antimalarial drugs 8 (100) 55 (B0) 0.668
Immunosuppressive agents ST{}«Z} 49_{7' 1) (.689
Azathioprine 1(12) 14 (20) 1.000
Cyclosporin 1(12) 0(0) 0103
Methotrexate 3(37) 39 (56) 0.456
Mycophenolate mofetil 0(0) 5(7) 1.000
Intravenous cyclophosphamide 1(12) 1(1.4) 0.198

Others
Intravenous immunoglobulin 0(0) 0 (0) 1.000
Rituximab 0(0) 1(1.4) 0.103

Results are presented in n (%) median (range). SLEDAI-2K Systemic

Results are presented in 7 (%), median (range). ESR erythrocyte sedimen-

tation rate, CRP C-reactive protein

Discussion

This was the first study comparing adults and children to iden-
tify a low frequency of chronic arthritis in SLE patients with
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ARTICLE INFO ABSTRACT

Objective: In the present review, the dilferent phenotypes, clinimetric and imaging tools able o assess
Joint involvernent in patients affected by Systemic Lupus Erythematosus (SLE) have been described and
summarized. Furthermore, the current knowledge about the pathogenic mechanism and the potential
hinmarkers of this feature is reported.

Keywords:
Systemic lupus erythematosus
Joint involvement

Pathogenesis Methods: A literature search was done in PubMed, accessed via the National Library of Medicine PubMed
Biomarkers interface (hitp:|fwwwonchinlmonibgov/pubmed). Firstly, PubMed was searched using the lenm “sys-
Clinimetry temic lupus erythematosus” OR “lupus® in combination with (AND) “joint” OR “articular®,

Tmmaging; Secondly, the same PubMed research was combined with other terms, such as “pathogenesis® OR

“genetic” OR “antibodies” OR “biomarkers® OR “cytokines” OR “imaging™ OR “ulirasonography™ OR
“magnetic resonance” OR “clinimetry”™,
Resulis: Aller a stringenl selection, we evaluated in the present review 13 papers concerning clinical

1L T T T . S SRR T TR . ——— ————em e 1 —

Ceccarelli et al. Seminars in Arthritis and Rheumatism 47 (2017) 53-6454
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Definitions of joint involvement in some of the most frequently used disease activity indices
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Activity index Definition of joint involvement Referring period (d) Score
BILAG 2004 [43] Arthritis (severe) 28 Improved, same, worse, new
Arthritis {(moderate )/tendonitis/tenosynovitis
Arthritis (mild)farthralgia/myalgia
SLEDAI-2000 [41] Arthritis: =2 joints with pain and signs of inflammation 28 4
(i.e., tenderness, swelling, or effusion)
ECLAM [42] Arthritis: non-erosive arthritis involving at least two peripheral joints 28 1

Evolving arthralgia: new onset or worsening of specific localized pain
without objective symptoms in at least two peripheral joints
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Table 2
Ultrasonographyc studies in SLE patients with joint involvement
Study N patients Joint assessed Inflammatory features Bone erosion  Association with clinical and serological
parameters
lagnocco 26 SLE Bilateral wrist Synovitis: 57.7% pis (SH: 19.2%; 3.8% Mo correlation
etal [56] 15 HC JE: 25%; PD: 9.6% of the
joints)
Tenosynovitis: 57.7% pis
Wright 17 SLE Bilateral wrist, 1I/lll MCP 94% |E[SH wrist 47% pts (1 or Mot evaluated
et al. [57] I PIp 1% JE/SH 1T or 1T MCP i MCP)
Bilateral digitorum D/ Aexor G5% tenosynovitis
tendons
Delle Sedie 50 S5LE Bilateral wrist, I/III MCP Synovitis: B wrist 2% pts (joint  No significant correlation between joint or
et al [58] 50 HC njm Mre 50% MCFP or PIP not tendon involvement and disease activity
Bilateral digitorum I1 1Il flexor tendons  22% tenosynovitis specified) parameters, systemic involvement or
disease duration
Demirkaya 30 juvenile SLE MNon-dominant knee, ankle, elbow, JE: knee G0, ankle 27.6%, 0 Tendon thickness values did not correlate
et al. [59] wrist, MCP clbow 6,75, wrist 10,35 with disease duration and 5LE discase
32 HC Tendon thickness measurements and  Tenosynovitis; 11 flexor activity index scores
tenosynovitis (quadriceps, patellar, tendon 3.3%, extensor
Achilles, triceps, 11 Mexor and tendons 23.3%
extensor tendons)
Ossandon 26 S5LE Bilateral knee Synovitis in 58% of 5LE pts (JE: 0% Mot evaluated
etal [60] 25 RA 23%, SH: 23%, PD: 10% of
joints)
15 HC Gastrocnemius-
semimembranosus bursitis
15% SLE pts

Ceccarelli et al. Seminars in Arthritis and Rheumatism 47 (2017) 53-6454
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Study N patients Joint assessed Inflammatory features Bone erosion  Association with clinical and serological
parameters
lagnoccn 26 SLE Bilateral wrist Synovitis: 57.7% pts (SH: 19.2%; 3.8% Mo correlation

etal [56] 15 HC

Wright 17 5LE
et al. [57]

Delle Sedie 50 SLE
et al [58] 50 HC

Demirkaya 30 juvenile SLE
et al. [59]
32 HC

Ossandon 26 S5LE
etal [60] 25 RA

15 HC

Bilateral wrist, II/Ill MCP
I PIP

Bilateral digitorum DJINIV Aexor

tendons

Bilateral wrist, 1/l MCP
njm e

Bilateral digitorum I1 1Il flexor tendons

MNon-dominant knee, ankle, elbow,

wrist, MCP

Tendon thickness measurements and
tenosynovitis (quadriceps, patellar,
Achilles, triceps, 11 Mexor and

extensor tendons)

Bilateral knee

JE: 25%; PD: 9.6% of the
joints)
Tenosynovitis: 57.7% pis

94% JE/SH wrist 47% pts (11 or
1% JE/SH I or 1T MCP 11 MCP)
G5% tenosynovitis

Synovitis: BO¥ wrist 2% pits (joint
50% MCP or PIP not

22% tenosynovitis specified)

JE: knee G0, ankle 27.6%, 0
elbow G.7E, wrist 10.3%
Tenosynovitis: 1l flexor
tendon 3.3%, extensor
tendons 23.3%

Synovitis in 58% of 5LE pts (JE: 0%
23%, 5H:; 23%, PD: 10% of
joints)

Gastrocnemius-
semimembranosus bursitis
15% SLE pts

Mot evaluated

Tendon n values did not correlate
with disease duration and 5LE disease
activity index scores

Mot evaluated

ALICANTE 16y 17 NOV
2018
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GCabba
etal. [33]

Torrente-
Segarra
etal. [61]

Ball et al.
[55]

Yoon et al.
[62]

lagnocen
etal. [63]
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108 SLE Bilateral wrist, 11/II1 MCP

8 Rhupus Hand and wrist flexor tendons
6 A Wrist extensor tendons

94 NDNE

58 SLE (28 with Bilateral hand and wrist

arthralgia, 30
without
arthralgia)
50 S5LE Dominant: wrist
40 RA
15 HC I MCE, PIR, digitorum flexor and
extensor tendons.
Application of semiquantitative score
(0-3) for each US modifications
50 5LE without

musculoskeletal
sympitoms 18 HC

digitorum flexor tendons

Application of semiquantitative score
(0-3) for each US modifications

62 SLE (40% joint  Bilateral wrist, MCP, PIP, MTP
involvement at
the time of LS Application of semiquantitative score
assessment) (0-3) for each US modifications

Wrist synovitis: 12.9% pis

Hand synovitis: 15.7% pis

PLY. joints: 17% of pis;
tendons: 12% pis

Pt with arthralgia
3925 tenosynovitis

25% JE/SH
14.2% wrist active synovitis

US activity score:

SLE with erosion (N = 18):
10,7 + 81

SILE without erosion
(N = 20): 61 £+ 56

Non-dominant, wrist, 1[Il MCP, TII/IIfIV Synovitis 58.3% pts (Il MCP

29.2%, 111 MCP 31.3%, wrist

33.3%), PD 6.3%,

tenosynovitis in 4.2% pts
USSI score = 1.0 + 101

Inflammatory US-features in
B71% pis:
MTP (at least 1) 72.6% pis
(JE 50%; SH 16%; PD 4.8%)
MCP (at least 1) 46.7% pts
(JE 24.2%; SH9.7%; PD 9.7%)
PIP (at least 1) 19.3% pis
(JE 9.7%; SH 6.5%; PD 3.2%)
Wrist 53% pis (JE 22 6%; 5H
17.7%; PD} 11.3%)

JORNADA
AcTuaLizacién en LUPUS

v

Bone erosions: Joint synovitis was independently
Total pts associated with higher SLEDAI score
259%

{hand:
241%,;
wrist
4.6%);
Rhupus:
87,
JA: 17%;
MNDNE:
21%

Correlation between PDUS and SLEDAI,
anti-dsDNA. Correlation between
worsening in SF-12 and mHAQ

36.0% pis Assocdiation between erosive damage and
anti-SSA, CRP
Correlation between PD, tenosynovitis,

total US inflammatory score and IL-6

Not evaluated Positive correlation between LISSI score and
ESR, anti-dsDNA titer
Positive correlation between PD and ESR

Mot evaluated  Significant correlation between US total
score and CRP levels

ALICANTE 16y 17 NOV
2018
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Gabha 108 SLE Bilateral wrist, [I/IIl MCP
etal. [33] 8 Rhupus Hand and wrist flexor tendons
6 A Wrist extensor tendons
94 NDMNE
Torrente- 58 SLE (28 with Bilateral hand and wrist
Segarra arthralgia, 30
etal [61]  wwithout
arthralgia)
Ball et al. 50 SLE Dominant; wrist
[55] 40 RA
15 HC v MCF, PIF, digitorum flexor and
extensor tendons.
Application of semiquantitative score
(0-3) for each US modifications
Yoon et al. 50 S5LE without Mon-dominant, wrist, 11/I11 MCP, 11/II1/TV
[62] musculoskeletal digitorum flexor tendons
sympitoms 18 HC
Application of semiquantitative score
(0-3) for each US modifications
lagnocco 62 SLE (40% joint  Bilateral wrist, MCP, FIP, MTP
etal [63] involvement at
the time of LS Application of semiquantitative score
assessment) (0-3) for each US modifications

Wrist synovitis: 12.9% pts

Hand synovitis: 15.7% pts

PLY: joints: 17% of pis;
tendons: 12% pis

Pt with arthralgia
3925 tenosynovitis

25% JE/SH
14.2% wrist active synovitis

US activity score:

SLE with erosion (N = 18):
10,7 + 81

SILE without erosion
(N = 20): 61 £+ 56

Synovitis 58.3% pis (Il MCP
29.2%, 111 MCP 31.3%, wrist
33.3%), PD 6.3%,
tenosynovitis in 4.2% pts

LSSl seore = 1.0 + 101

Inflammatory US-features in
871% pis:
MTP (at least 1) 72.6% pis
(JE 50%; SH 16%; PD 4.8%)
MCP (at least 1) 46.7% pts
(JE 24.2%; SH9.7%; PD 9.7%)
PIP (at least 1) 19.3% pis
(JE 9.7%; SH 6.5%; PD 3.2%)
Wrist 53% pis (JE 22 6%; 5H
17.7%; PD 11.3%)

36.0% pis

Not evaluated  Positive correlation betwees LSS score and
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Bone erosions: Joint synovitis was independently
Total pts associated with higher SLEDAI score
259%

{hand:
241%,;
wrist
4.6%);
Rhupus:
873
JA: 17%;
MNDNE:
21%

Correlation between PDUS and SLEDAI,
anti-dsDNA. Correlation between
waorsening in SF-12 and mHAQ

Assocdiation between g
anti-SSA, CRP ;
Correlation between {0

ESR, anti-dsDNA titer
Positive correlation between PD and ESR

Mot evaluated  Significant correlation between US total

score and CRP levels
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Tahle 3
MKl evaluation in SLE patients with joint involvement
Study N patients Joint assessed Inflammatory features Frequency of bonel) Association with clinical
ETOAIN and serological parameters
Ostendorf et al. 14 5LE (28.6% JA)  Bilateral hands Capsular swelling: 57.2% pis Mot evaluated
[&6] 100% prs
JE 585 pis
SH T1AE pis
Bony cysis 14.3% pis
Boutry et al. 14 5LE Bilateral wrist, MCP and carpal  Wirist{MCP synovitis 10 Wrist 84% of 5LE| | Mot evaluated
Radinlagy 555 joints, af SLE[S)S pts 5i5 pis
(2005) [110] 28 RA Application of Wrist bone edema 165 §f  MCP 47% of SLEf
semiduantifative scone SLEfSIS pis 5i5 pis
[symovitis 0-3, erosion 0-10)  MCP bone edema 55 of|
SLEfS{5 pts
SLE[S]5 pts
MCP tenosynovitis 793
SLEf5]5 pis
5a Ribeiro et al. 20 JA Bilateral hand (PIP, MO and Synowitis in at least SO pis Assoriation between swan neck deformity
132] carpometacarpal) joint: 10NFE and uklnar deviation and synovitis/ilexor
Bone edema W% pis tEnosynovitis
Application of semigquantitative  Tenosymovilis 955 pis
score (-3
Ball et al. [67] 34 SLE with Bilateral hand and wrist Synovitis: MCP 93% of 42.4% of MCP Mo association between anti-RAZS and ACPA
arthralgia) patients, wrist 100 o [G1.EY prs) and erosive damage
arthritis 15 RA patients 11% of PIF
Edema: 7.3% of MCP, 348 of 45% of carpal
PIP, 13.3% of wrist 36.6% distal ulna
Tenogynovins: 2035 of F3.3% distal
cxtensor tendon, 1022 radius
felxor tendon
Mlosca et al. 102 5LE [(UXE Mon-dominant 11fHIV/V MCP HBone marrow edema: Hand: 47.3% of Mo cormelation
|65] Rhupas, 10% JA)  and wrist patients
Hand 75% of patients| Wrist: 9 9% of
Wiist 35.5% of pati patients
Tami et al, [68] 50 5LE Non-dominant 1INV MCP Baome marmow edema: Hand 4EE of Mo cormelation
22 RA and wrist patients.
48 HC Hand 4% of parients Wrist 82 af
Wirist 13% of patients patients.

~ 4
HC, healthy controd; JA, Jacooud's arthropathy; JE, joint elfusion; MCF, metacarpophalangeal; PIF, proximal interphalangeal; RA, rhewmatoid arthritis; SH, synovial

hypentrophy; 555, Skren syndrome; SLE, systemic lupus erythematosus,

AcTuaLizacion en LUPUS
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Tahle 3
MKl evaluation in SLE patients with joint involvement
Study N patients Joint assessed Inflammatory features Frequency of bonel) Association with clinical
ETOAIN and serological parameters
Ostendorf et al. 14 5LE (28.6% JA)  Bilateral hands Capsular swelling: 57.2% pis Mot evaluated
[&6] 100% prs
JE 585 pis
SH T1AE pis
Bony cysis 14.3% pis
Boutry et al. 14 5LE Bilateral wrist, MCP and carpal  Wirist{MCP synovitis 10 Wrist 84% of SLE/
Radinlagy 555 joints, af SLE[S)S pts 5i5 pis
(2005) [110] 28 RA Application of Wrist bone edema 165 §f  MCP 47% of SLEf
semiduantifative scone SLEfSIS pis 5i5 pis
[symovitis 0-3, erosion 0-10)  MCP bone edema 55 of|
SLEfS{5 pts
SLE[S]5 pts
MCP tenosynovitis 793
SLEf5]5 pis
5a Ribeiro et al. 20 JA Bilateral hand (PIP, MO and Synowitis in at least SO pis Assoriation between swan neck deformity
132] carpometacarpal) joint: 10NFE and uklnar deviation and synovitis/ilexor
Bone edema W% pis tEnosynovitis
Application of semigquantitative  Tenosymovilis 955 pis
score (-3
Ball et al. [67] 34 SLE with Bilateral hand and wrist Synovitis: MCP 93% of 42.4% of MCP Mo association between anti-RAZS and ACPA
arthralgia) patients, wrist 100 o [G1.EY prs) and erosive damage
arthritis 15 RA patients 11% of PIF
Edema: 7.3% of MCP, 348 of 45% of carpal
PIP, 13.3% of wrist 36.6% distal ulna
Tenogynovins: 2035 of F3.3% distal
cxtensor tendon, 1022 radius
felxor tendon
Mlosca et al. 102 5LE [(UXE Mon-dominant 11fHIV/V MCP HBone marrow edema: Hand: 47.3% of Mo cormelation
|65] Rhupas, 10% JA)  and wrist patients
Hand 75% of patients| Wrist: 9 9% of
Wiist 35.5% of pati patients
Tami et al, [68] 50 5LE Non-dominant 1INV MCP Baome marmow edema: Hand 4EE of Mo cormelation
22 RA and wrist patients.
48 HC Hand 4% of parients Wrist 82 af
Wirist 13% of patients patients.

~ 4
HC, healthy controd; JA, Jacooud's arthropathy; JE, joint elfusion; MCF, metacarpophalangeal; PIF, proximal interphalangeal; RA, rhewmatoid arthritis; SH, synovial
hypentrophy; 555, Skren syndrome; SLE, systemic lupus erythematosus,
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—oncerning the evaluation of anti-citrullinated peptide antibodies (ACPA) and rheumatoid factor (RF) in SLE patients with joint involvement

N pts ACPA (%) RF (%) Other results
Mediwake et al. 231 (43%  4.4% all 5LE 21.2% all 5LE (G0% EA, 185 -
[26] EA) [20% EA, 2% non-EA) non-EA)
Chan et al. [89] 104 (11.5% 8% all S5LE 17% all 5LE (42% EA, 100 Significant association between ACPA and EA (X-ray). ALL HLA-
EA) (50% EA, 3% non-EA) non-EA) DOBE1+0302 carriers had EA
Damian Abrego 34 (4128 5.8% all SLE 35.3% all 5LE (15% w/DA, 658  ACPA and RF frequency significantly lower in SLE compared with
et al. [90] wiDA) (7% wiDA, 5% wo[DA) wDA)
Amezcua-Guerra 11 (454%  27.3% all S1E 45.4% all 5LE (60% EA, 33% Significant higher CRP values in EA compared with non-EA ‘
et al. [34] EA) (B0% EA, 0% non-EA) non-EA)
Qing et al, [92] 267 (44%  273% all 51E 45.3% all 5LE (44.7% EA, 46.3 Higher ACPA titer in EA than in non-EA
EA) (42.1% EA, 5.6% non-EA) non-EA)
Fhao et al, [93] 138 13.8% all 5LE 26.8% all 5LE (28.6% A-SLE, Higher ACPA median levels in A-SLE compared with nonA-SLE
(20% A-5LE, 7.4% nonA-5LE) 25% nonA-5LE) Association between ACPA and X-ray erosive damage
Kakumanu et al. 329 16.7% all SLE - High ACPA [ = 10 units) in 12% of SLE with deformingferosive
[24] | arthritis. ‘
Taraborelli et al. 198 (EA 4%) 7% all 5LE 19% all SLE (55% EA, 31% w/DA, No signilican CreNces among 3 groups in lerms o cvels
[95] (44% EA, 9% wiDA, 5% wo/DA) 153 wo[DA) Association between EA and positivity for ACPA (OR = 6.87)
Skare et al. [96] 109 13.7% all 51LE 18.2% all 5LE Only 1 ACPA+ pt (6.7%) showed radiographic erosive damage
(right Sth MTP)

A-SLE, SLE with arthritis at the time of evaluation; EA, erosive arthritis; MTE, metatarsophalangeal; nonA-SLE, SLE without arthritis at the time of evaluation; w/DA, with
deforming arthropathy; wo/DA, without deforming arthropathy.
* Evaluation on 66 SLE patients; P = 0.005,

Ceccarelli et al. Seminars in Arthritis and Rheumatism 47 (2017) 53-6454
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oncerning the evaluation of anti-citrullinated peptide antibodies (ACPA) and rheumatoid factor (RF) in S5LE patients with joint involvement

N pts ACPA (%) RF (%) Other results
Mediwake et al. 231 (43%  4.4% all 5LE 21.2% all 5LE (G0% EA, 185 -
[26] EA) [20% EA, 2% non-EA) non-EA)
Chan et al. [89] 104 (11.5% 8% all S5LE 17% all 5LE (42% EA, 100 Significant association between ACPA and EA (X-ray). ALL HLA-
EA) (50% EA, 3% non-EA) non-EA) DOBE1+0302 carriers had EA
Damian Abrego 34 (41.2%  5.8% all SLE 35.3% all 5LE (15% w/DA, 658  ACPA and RF frequency significantly lower in SLE compared with
et al. [90] wiDA) (7% wiDA, 5% wo[DA) wDA)
Amezcua-Guerra 11 (454%  27.3% all S1E 45.4% all 5LE (60% EA, 33% Significant higher CRP values in EA compared with non-EA ‘
et al. [34] EA) (B0% EA, 0% non-EA) non-EA)
Qing et al. [92] 267 (44%  273% all SLE 45.3% all 5LE (44.7% EA, 463 Higher ACPA titer in EA than in non-EA
EA) (42.1% EA, 5.6% non-EA) non-EA)
Fhao et al. [93] 138 13.8% all SLE 26.8% all 5LE (28.6% A-SLE, Higher ACPA median levels in A-SLE compared with nonA-SLE
(20% A-5LE, 7.4% nonA-5LE) 25% nonA-5LE) Association between ACPA and X-ray erosive damage
Kakumanu et al. 329 16.7% all SLE - High ACPA [ = 10 units) in 12% of SLE with deformingferosive
[24] | arthritis. ‘
Taraborelli et al. 198 (EA 4%) 7% all 5LE 19% all SLE (55% EA, 31% w/DA, No CreNces among 3 groups in lerms o cvels
[95] (44% EA, 9% wiDA, 5% wo/DA) 153 wo[DA) Association between EA and positivity for ACPA (OR = 6.87)
Skare et al. [96] 109 13.7% all 51LE 18.2% all 5LE Only 1 ACPA+ pt (6.7%) showed radiographic erosive damage
(right 5th MTP)

A-SLE, SLE with arthritis at the time of evaluation; EA, erosive arthritis; MTE, metatarsophalangeal; nonA-SLE, SLE without arthritis at the time of evaluation; w/DA, with
deforming arthropathy; wo/DA, without deforming arthropathy.
* Evaluation on 66 SLE patients; P = 0.005,

Ceccarelli et al. Seminars in Arthritis and Rheumatism 47 (2017) 53-6454
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Mg/l sagegeb o Aati-CCP in Lupes Arthritis
A Budheam of &
PAPER
Anti-cyclic citrullinated peptide antibody as a marker of erosive Forest Plot: Sensitivity
sge . . . Study Name N Confidence interval
arthritis in patients with systemic lupus erythematosus:
a systematic review and meta-analysis
y y Amezcun-Guerra (2008) 11 - 0583 (0173, 0929)
; A Budhram', R Chu?, S Rusta-Sallehy®, G loannidis®, JA Denburg®, JD Adachl and DA Haaland*®
MchdelGDeGmmSchoolof“" McM U Hamilton, Ontario, Canada; i Acad: f Medicine, University
; of'l‘oron(f) Mississauga, Ontario, Canada; ’PelemBlﬂydlAax;:ny University of Toronto, Tomnlo Onun: Canada; Chan (2008) " - 0.500 (0224, 0.779)
“Division of Rheumatology, McMaster University, Hamilton, Ontario, Canada; and *Division of Clinical Immunology & Allergy, McMaster
University, Hamilton, Ontario, Canada
Darmsan-Abrego (2008) 34 -, 0071 (0 004, 0.360)
Objective: Anti-cyclic cnmllmalcd peptide (CCP) antibody is an established marker in the
diagnosis and prc of rh id arthritis (RA). Infrequently, systemic lupus ery-
th (SLE) i also develop a deforming crosive arthritis, similar to that of RA.
Our objective was to detcrmine whether anti-CCP antibody is a uscful marker of crosive Mediwake (2001) 66 - 0 200 (0 036, 0 560)
di in SLE pati ing with arthritis. Methods: Electronic databases EMBASE,
MEDLINE and non—mdcxed MEDLINE cnlsuons were mmhed lhruugh Apnl 11, 2014,
using the oulllncd key terms, Studi g T criteria
were reviewed. Two revi dependently d the quality of mcluded articles using Taraborelll (2012) 198 - 0.556 (0.228, 0.840)
previously desmhud criteria. The Dchxmoman-lanrd random effects model was used to cal-
culate pooled sensitivity and specificity of anti-CCP antibody for crosive arthritis in
SLE. Results: Seven articles met inclusion and exclusion criteria. A total of 609 SLE paticnts
with arthritis were identified, 70 of whom had erosive discase. Pooled sensitivity and specificity Qing (2008) 159 = 0.962 (0.702. 0 991)
of anti-CCP antibody for crosive arthritis was 47.8% (95% CI, 26.2%-70.2%) and 91 8%
Zhao (2009) 70 — 0625 (0.261, 0.809)
Overall 4 0.478 (0.262, 0.702)
00 02 04 08 08 10

Figure 3 Pooled sensitivity of anti-CCP antibody in SLE erosive arthritis.
Anti-CCP: anti-cyclic citrullinated peptide; SLE: systemic lupus erythematosus.

Budhram et al. Lupus (2014) 23, 1156-1163.




LES & Artritis refractaria AcTuaLLzaCIOn eNLUPUS, sy 17Nov

o® b

Lopus (2010 23, 1156-1163
M/ sgegeh com

PAPER

Anti-cyclic citrullinated peptide antibody as a marker of erosive For..t P'ot: smmcny

arthritis in patients with systemic lupus erythematosus: Stugy Name N Corfdence imerval
a systematic review and meta-analysis

A Budhram', R Chu?, S Rusta-Sallehy’, G loannidis*
"Michacl G. DeGroote School of Medicine, McMaster Universit s Misi
“Divison of Rheumacloy, Mebaser Unieraty, Humihon, Oniari, Canada; and Diiion of Chrica Imamoneloy & Allrgy; McMasier Amezcua-Guerra (2008) 11 0929 (0 521, 0982)

Univensity, Hamilton, Ontario, Canada,

A D:nburg JD Adachi* and DA Haaland**

Objctive: Aut-<yclic irulinaid peptide (OCF) antbody s 1n esablshod marker
(RA). u:molllptuuy
|h:muosu (SLF)N muslscd:vcl op a dcforming crouve arthiia, sniar 1o that of KA
i 0 determi

nc whether .Au;:cp mlwim:o::f:.:;r:h{'m: Chan (2008) ra e - 0955 (0673 0 9)
‘DL iLati Irouy
i fincd inclus cht l AI

: a.c(rl' antibody for v. crosive arthritis m:j;ﬁ:faazf'%?;?&%’%; m(m) 34 —a 0950 (0 732. 0. 999)
Meodiwake (2001) 68 -+ 0 982 (0 853 0 999)
» | asensibilidad y especificidad agrupadas de 1os
) ; ) Tarsborell (2012) 198 — 0 942 (0 8960 968)
Ac anti-CCP en artropatia erosiva LES fue menor que la
previamente descrita en AR Qung (2009) » ~—- 0428 (0.542. 0. 709)
(91.8% vs 95% and 47.8% vs 67%, respectivamente) $e (000 " Ll aad atabon e
Overal e 0918 (0784, 0972)
= Al analizar pacientes que cumplian también criterios ACR
00 02 04 oe o8 10

para AR (“rhupus”) la sensibilidad y especificidad para

Figure 4 Pooled specificity of anti-CCP antibody in SLE crosive arthritis.

detectar erosiones aumenta Anti-CCP: anti-cyclic citrullinated peptide; SLE: systemic lupus erythematosus.

Budhram et al. Lupus (2014) 23, 1156-1163.
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FR y ACPA: Su papel en |la esfera articular de LES estd por concretar.

Varios estudios han analizado el potencial de ACPA para predecir un subgrupo de pacientes con

artritis erosiva en LES con resultados variables*

Anticuerpos Anti-RA33 contra el antigeno nuclear hnRNP-A2 presentes en un 20%-25% de

pacientes con LES.** Su relevancia en LES estd poco estudiada:
« No correlacion con hallazgos clinicos
- Correlacion con afectacion renal y actividad sistémica

« Asociacion significativa con artritis erosiva en un subgrupo de pacientes con rhupus

*Budhram et al. Lupus (2014) 23, 1156-1163.
*Hassfeld et al. Arthritis Rheum 1995;38:777-85.
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Original article

A study of erosive phenotypes in lupus arthritis
using magnetic resonance imaging and
anti-citrullinated protein antibody, anti-RA33
and RF autoantibody status

Elisabeth M. A. Ball"®, Ai Lyn Tan?, Eiji Fukuba®, Dennis McGonagle?,
Arthur Grey*, Giinter Steiner®, Aubrey L. Bell® and Madeleine R. Rooney'

Abstract

Objectives. The aims of this study were to investigate the extent of MRI-determined joint disease (erosion
and synovitis) in SLE and to link this to autoantibody profiles known to be relevant to SLE, including
ACPA, RF and anti-RA33 antibodies.

Methods. Contrast-enhanced MRI of the hand and wrist was performed in 34 symptomatic SLE patients
and in 15 RA patients with similar disease duration. Images were scored by two observers using the
OMERACT rheumatoid arthritis MRI scoring (RAMRIS) system. Findings were correlated with clinical
examination and autoantibody status.

Results. Erosions were present at the wrist in 93% of SLE patients and at the MCP joints in 61% of SLE
patients. Despite the high prevalence of MRI-determined erosion, only 8.8% of SLE patients were ACPA
positive, although these patients had a higher burden of erosive disease. There was no positive correlation
with anti-RA33 titres and erosion scores in the SLE patients, but there was a negative correlation with anti-
RAZ33 titres and total bone oedema scores in the SLE patients. Ninety-three per cent of SLE patients had
at laaet nrada 1 eunnwitie at ana ar mara MOP ininte and wriet inint euncwitice wae nracant in all tha QI F
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A study of erosive phenotypes in lupus arthritis

TasLe 4 MRI characteristics of SLE patients who were ACPA or RF positive or with highest RA33 titres

Total MCP erosion Total wrist erosion

Patient Anti-RA33 score on MRI score on MRI Total MCP bone
number ACPA RF titre, ng/l (range 0-50) (range 0-100) oedema (range 0-12)
89 + — 10.2 24 7 0
45 g 8.4 0 1 0
59 + 9.5 22 10 6

3 - + 3.2 33 7 19

6 — — 28 0 1 0
16 52 2 5 0
33 82 3 1 0
37 — — 316 2 8 0
39 — — 96.2 0 4 0
67 — — 40 14 12 0

+: positive antibody test; —: negative antibody test.

Ball et al. Rheumatology. 2014; 53:1835-43
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A study of erosive phenotypes in lupus arthritis

TasLe 4 MRI characteristics of SLE patients who were ACPA or RF positive or with highest RA33 titres

Total MCP erosion Total wrist erosion

Patient Anti-RA33 score on MRI score on MRI Total MCP bone
number RF titre, ng/l (r«nge 0-50) (range 0-100) oedema (range 0-12)
89 — 10.2 7 0
45 8.4 1 0
59 9.5 10 6

3 — + 3.2 7 19

6 — — 28 0 1 0
16 52 2 5 0
33 82 3 1 0
37 - — 316 2 8 0
39 — — 96.2 0 4 0
67 — — 40 14 12 0

+: positive antibody test; —: negative antibody test.

Ball et al. Rheumatology. 2014; 53:1835-43
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A study of erosive phenotypes in lupus arthritis

TasLe 4 MRI characteristics of SLE patients who were ACPA or RF positive or with highest RA33 titres

Total MCP erosion Total wrist erosion

Patient Anti-RA33 score on MRI score on MRI Total MCP bone
number ACPA RF titre, ng/l (range 0-50) (range 0-100) oedema (range 0-12)
89 + — 10.2 24 7 0
45 g 0 1 0
59 + 22 10 6

3 - + 33 7 S

6 — — 0 1 0
16 2 5 0
33 3 1 0
37 - — 2 8 0
39 — — 0 4 0
67 — — 14 12 U

+: positive antibody test; —: negative antibody test.

Ball et al. Rheumatology. 2014; 53:1835-43
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A study of erosive phenotypes in lupus arthritis

TasLe 4 MRI characteristics of SLE patients who were ACPA or RF positive or with highest RA33 titres

Total MCP erosion Total wrist erosion

Patient Anti-RA33 score on MRI score on MRI Total MCP bone
number RF titre, ng/l (r«nge 0-50) (range 0-100) oedema (range 0-12)
89 — 10.2 7 0
45 1 0
59 10 6

3 — + 7 =

6 — — 0 1 0
16 2 5 0
33 3 1 0
37 - — 2 8 0
39 — — 0 4 0
67 — — 14 12 U

+: positive antibody test; —: negative antibody test.

Ball et al. Rheumatology. 2014; 53:1835-43



LES & Artritis refractaria AcTuaLLzaCIOn eNLUPUS, sy 17Nov

o® b

La sinovitis (incluyendo grados leves) fue muy frecuente en LES y ofrece una potencial explicacion

para la aparicion frecuente de artralgias en LES.

La artritis erosiva en el LES con afectacion articular cronica es frecuente y es independiente de
ACPA.

El edema dseo observado por RMN es expresion de una osteitis activa secundaria a sinovifis.

En este estudio se observd una asociacion inversa entre edema 6seo y anti-RA33 en LES.

Ball et al. Rheumatology. 2014; 53:1835-43
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» Desarrollo de definicion de consenso de " Artritis refractaria”

» Potenciar la correlacion entre hallazgos ecogrdficos / RMN y

pardmetros clinico-analiticos

» Estudio de nuevos biomarcadores en este subgrupo de pacientes

de LES

- Tro’romien’ro::> Mds alld de FAME ( Hidroxicloroquina / MTX / LFN )
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Etanercept in refractory lupus arthritis: An observational study @Cmm

Josefina Cortés-Herndndez, Natalia Egri, Miquel Vilardell-Tarrés, Josep Ordi-Ros* C. D.

Systerric Autoimmmme Diseases Uinit, aternal Medicine Department, Undversitor Voll d Hebron Hospital, nstitut de Recerco (VHIR), Universito Auténonma 15- “_
de Barcelona, Passeig Vall- d Hebron 119-129, Barcelona 08035, Spain

ARTICLE INFO ABSTRACT

Objective: To investigate the long-term safety and preliminary efficacy of etanercept in patients with
Keywards: refractory lupus arthritis.
m,ﬂm]; arthritis Methods: We evaluated 43 patients in this chservational cohort study. All received etanercept {50 mg/
Systemic lupus erythematosus week) in addition to concomitant immunosuppressive agents. Patient and disease characteristics were
Ftancrcept collected. Incidence of adverse events and the effect on autoantibody levels were evaluated. Clinical
efficacy was measured by the 28-joint count and the SLEDAI-2K scores. Remission of lupus arthritis
was defined by a 28-joint score = 0. Clinically inactive systemic disease was defined by a SLEDAI-2ZK
score -4,
Results; The total follow-up time was 93 patient-years (median; 2,3 years per patient; range; 0,4-6.8
years). Most side effects were minor and related to local reactions. Only 2 significant adverse events
occurred (8%), both were of infectious nature. The rate of autoantibody production was low (18%). A
mild increase in titres of ANA {2), 1gG anti-dsDMNA (3) and 1gM anticardiolipin (aCL) (2) antibodies was
observed. All anti-dsDNA antibody increments were transient and coincided with systemic flares. Mo
vascular events occurred. In general, disease activity dedlined during therapy. Most patients [83%)
with lupus arthritis achieved clinical remission by week 12, All pati with simult 3 it
experienced clinical and radiological resolution of this condition. Relapses were frequent (23%),
mostly mild and related to etanercept reduction. A total of 24 patients discontinued treatment, 12 of -
them due to clinical remission. pfﬂ.ﬂﬂl:l"l
Conclusions: Long-term therapy with etanercept was relatively safe and had remarkable long-term
efficacy for refractory lupus arthritis. In view of these results, further controlled trials are warranted. 0 o-
@ 2015 Elsevier Inc. All rights reserved. =

104

ESR (mm/h)

51 * pet). 0001

number of swollen joints

0 1 3 6 9 12 18 24 36 48 0 1 3 6 9 12 18 24 36 48

Time (months) Time (months)
Fig 2 Decrease in systemic disease activity as measured by the Systemic Lupus Erythematosus Disease activity Index (SLEDALY (A), tender (B) and swollen joint counts

(C) amed ESR bewels (D) Tnlhowing THFAs blocking therapy in patients with systemic lupus erythematosus with refractory arthritis, Results ane shown by the mean + 5D, "p =<
U5 versus baseline by Mann-Whitney test.

Cortés-Herndndez et al. Semin Arthritis Rheum.2015 (6):672-79.
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MERRILL ET AL

= Abatacept vs Placebo (2010):

ggi?E: 7:-7 Gi._-s 7-'[-‘ a;]:i‘-s
ég-.@ :
o 204
0
) < ‘gg: 0
1 e T ]
«  EC Randomizado 1 I g
0
786 833
- 12 meses ® e o o : s T T
he 2\ 2 HE TR
1’32
All patients Discoid lesions Hm;:m
All patients Polyarthritis Discoid lesions Pleuritis and/or
pericardis
Abatacept 18 83 al 14
Placebo 57 32 19 6

Merrill et al. Arthritis Rheum. 2010 (62):3077-87.



Tratamiento

®» Abatacept vs Placebo:

Table 2. Safety summary over 12 months

No. (%) No. (%)
taking taking

abatacept placebo

(n = 121) (n = 59)

AEs 110(90.9) 54 (91.5)

Treatment-related AEs 59 (48.8) 28 (47.5)
' oyt * 10483} 3(51)
SAEs 24 (19.8) 4(6.8)
Treatment-related SAEs 7 (5.8) 2(34)
Discontinuations due to SAEs* 7(5.8) 1(1.7)

Deaths 1(0.8) 0

Merrill et al. Arthritis Rheum. 2010(62):3077-87.
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Efficacy and safety of rituximab in the treatment of non-renal ®{.—mm
systemic lupus erythematosus: A systematic review

Tatiana Cobo-Ibdfiez, MD, PhD™*, Estibaliz Loza-Santamaria, MD",

José Maria Pego-Reigosa, MD, PhD¢, Alejandro Olivé Marqués, MD, PhD,

[fiigo Ria-Figueroa, MD®, Antonio Fernidndez-Nebro, MD, PhD', Rafael Ciliz Ciliz, MDZ,
Francisco Javier Lopez Longo, MD, PhD", Santiago Mufioz-Fernandez, MD, PhD?

* Rheumotology Deporiment, Hospilol Universilorio Infimia Soffo, Poseo de Europe, 34, Son Sehostidn de los Reyes 28702, Madrid, Spoin

® mstitute for Musculoskelstal Fealth, Madrid, Spain

 Rheumotology Department, Vigo, Depariment, Instituto de fmvestigocidn Biomédica de Vigo (IBIV), Vigo, Spain

4 Rheumatolagy Depariment, Hospitnl Universiterio Germans Trins § Pujel, Badalong, Barcelona, Spain

© Rheumatology Deportment, Hospitol Universitorio Doctor Megrin, Les Pelmas de Gron Cemaria, Spain

¥ fithe ey Dey Huspiinl ol | i e Mg, Unfversidad de Milogn, instiiuio de cifin bomddion de Milogn (IBIVA), Midlopn, Spain
& Rhenmatology Department, Hospital General Uisiversitario Viggen de fos Nieves, Gromada, Spein

" Rheumatology Department, Hospital General Universitario Gregorio Marafitn, Madrid, Spain

ARTICLE INFO ABSTRACT

Objective: To analyse the efficacy and safety of ritwximab in the treatment of non-renal systemic lupus
erythematosus {SLE).
Systemic lupus erythematosus Methods: We systematically searched MEDLINE, EMBASE and the Cochrane Central Register of Controlled
Ritwuximabs Trials up to June 2013, The following were the selection criteria: (1) adult patients with SLE, (2) rituximab
Systematic review treatment, (3} placebo or active comparator, (4) outcome measures assessing efficacy andfor (5) safety.
Meta-analysis, systematic literature reviews, randomised control trials (RCT), open dinical trials and
cohort studies were included.
Independent exiraction of articles by 2 authors using predefined data fields was performed. The
quality of each study was graded wsing the Oxford Levels of Evidence and Jadad's scale,
Results: A total of 26 articles met our inclusion criteria; one RCT and its exploratory analysis, 2 open studies
and 22 cohort studies, which analysed 1,231 patients. Overall, patients had active discase refracory o
steroids andfor immunosuppressant drugs. Acceptable evidence suggested improvements in disease

Keywords:
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=» Rituximalb:

/ cohortes*

*Definiciones de mejoria articular diferentes

Respuesta parcial / completa:
- 72%-81,5% a corto plazo ( 3- 6 meses )

e 36,6%—93% alargo plazo (=12 meses )

Cobo-lbdnez et al. Semin Arthritis Rheum.2014;(2):175-85.
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Arthritis Care & Research
Vol. 69, No. 1, January 2017, pp 115-123
DOL 10.1002/acr. 22971

© 2016, American College of Kh 8y 118 Incearino et al
Effects of Belimumab on Flare Rate and Expected Tahle 2. Clinical and serologic disease activity variables in 67 patients with active SLE treated with belimomah*
Damage Progression in Patients With Active Patients,
Systemic LllpllS Ery’[hematosus ni. Baseline 3 months & months 9 months 12 months 18 momths 24 months
LUCA IACCARINO," SILVANO BETTIO," ROSSELLA REGGIA,” MARGHERITA ZEN,' MICOL FRASSI,” SLEDAT-2K 67 BT 38 fi.1 411t RAT33% H.6* 341 5132t 5.2+ 3.2¢% 4.8+ 25%
F 1 2 1
ERANGO PRANCEECANL: MADDALENA LARGS AL MICALLA FRRDLY LEONARDO PUNZLY Prednisone daily 67 11.2+66 B8+ 4.6 76+37¢  70*43%F  55+258  45+24% 51+53%
ANGELA TINCANL? Axp ANDREA DORIA® dose, mpfday
DASZE score an 4032109 259075 262119 240*1.13%F 2190061F 1.72x0.24% 220+1.25%
Objective. To investigate effectiveness and safety of belimumab in patients with active ic lupus erytk CLASI activity 149 5 (1-14) 2 [D-12)t 2 (o-12)q 1.5 (0-12)1 1 (-6 2 (0-8)1 0.5 (0-6)1
(SLE) in a clinical practice setting. s
Methods. Sixty-seven patients with active SLE, mean = 5D age 39.3 = 10.2 years, from 2 Halian prospective cohorts were BT, madian
treated with belimamab (10 mg/kg on day 0, 14, 28, and then every 28 days) added to background therapy. The Systemic {I'H'ﬂEﬂ_]ﬁ
I Erythematosus Disease Activity Index SLEDAI-ZK), ¥ L 1 Collab Clinics/ - - . 1
e oo ot Rnatslory Dommane Tdon, the Do Attty Seome i 28 eints (DAS28), 26 hon et C3, gm/liter 67 06B*017 0752019 076+018 077+017 079+019 076>018 0.76+019
:wm {;;;C:-M oo Mﬂ:mmd:”&;eﬂ:gm (cLasD petivity senre: :nmmmn;d p anti 4, pm/liter 67 011005 013+006 017021 0182022 0152007 0182013 014+ 0.05
ided into “classical” (CLP) and “rk . ike”; skin manifestations into acute (ACLE), subacute (SCLE), and Anti-dsDNA 41 S8BT X 1,111% 231 = 20915 1973 263%F 10946+ 2357 1966 * 239% 1689+ 2261 124.1 + 143
chronic. S].Eﬂmu.deﬁnedmmmmmMFmMmmmmmmmwmumm {ELI;S.I".L
KIU/Niter)
Anti-dsDNA 26 1024 =201.0 531 690 406 = 45.0 320 x 30.2 256 31.8 b el N | 209 * 26.1
. (Farr; TT/ml)
. 24-hour 16 1.27 * 0GB 1.08 * 0.99 .88 + 0G5 0.72 + 063 .69 + 0.53 e+ 071t D.F0X0.77
= Belimumalb: - 1 91 005 06
proteinuria,
gm/die
Creatinine, 16 GF.A3 * 2480 7463 1748 FLO1*24.24 7100+ 1442 71.90 = 2028 GE.6Z +9.70 6B5.86 +18.18
. . mmales!liter
« Estudio cohortes Prospectivo Whiteblood 16 25685 810 5,640 17414 3701 * 1,806 4,162 + 1,065 4,500 + 1,549 3,667 + 1,192 4,485+ 21.2
colls, mm™
* Values are the mean = 5D unless indicated otherwize. SLE = systemic lupos erythematosus; SLEDAR2ZE: Systomic Lopus Erythematosoes Disease
Activity Index 2000; DAS2A =Disease Activity Score in 26 joiols; CLASI = Cotaneous Lupus Erythematlosus Area and Severity  Index;
dAsIBA = dooblestrandis] DNA; ELISA l:n::ylnn—]inh’:l:l immuminsarhent sy,
t P01 by Huost [vs. baseling).
% P<0.001 by Host [vs. baseling.
& Due to nonpacametnic distabution of data, the CLAST score s expressed as median (range].
q P05 by Hest (ve, Bagsaline).
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Objective. To investigate effectiveness and safety of belimumab in patients with active
(SLE) in a clinical practice setting.
Methods. Sixty-seven patients with active SLE, mean = 5D age 39.3 = 10.2 years, from 2 Halian prospective cohorts were
treated with belimamab (10 mg/kg on day 0, 14, 28, and then every 28 days) added to Imrkgmnnd therapy. ﬁe‘iymnir
Lupus Erythematosus Disease Activity Index 2000 (SLEDAI-ZK), the Sy Lupus T 1 Collab g Clinics/
American College of Rheumatology Damage Index, the Disease Activity Score in 28 joints (DAS28), 24-hour pmmi.mlria, the
C Lupus Eryth Disease Area and Severity Index (CLASI) activity score, anti-double-stranded DNA (anti-
dsDN'A:I {:inmlﬂ!].evels aml]rmdmnnedailydnwwrurmﬂedntbue]me month 3, 6, 9, 12, 18, and 24. Arthritis was
ided into “classical” (CLP) and “rk 1-like”; skin manifestations into acute (ACLE), subacute (SCLE), and
chronic. SLE flares, defined according to IlleSLEDAl Flare Inclex.wmt calculated before and after belimamab initiation.
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Tahle 2. Clinical and serologic disease activity variables in 67 patients with active SLE treated with belimomah*
Palienis,
. Baseline 3 momths 6 months 0 months 12 months 18 momths 24 months
SLEDAT-ZK 67 B.7 3.8 fi.1 +4.11 5.3*3.53% 5.6+ 3.4t 5.1+ 3.2t 5.2+ 3.2% 4.8+ 25%
Prednisone daily 67 1.2 * 6.6 i.8 4.6 76 4.7E 7.0+ 4.0% 5.5*25% 4.5+ 2.4% 5.1+ 53%
e, I iy
DASER scoro 30 403109 ZH5A+075F ZEZC10F A0+ 113F 29+ 06iE 1720024t 2o+ 125t
S -
seore, median
(range)§
3, gm/liter (i MR * 017 075019 076018 0.77 * 0,17 0,79+ 0,19 076> 0,18 0762019
4, pm/liter 67 011 +005 013+006 2 017+ 021 0,18 + 0.22 0.15 + 0.07 018+ 013 014 +0.05
Anti-dsDMNA 41 587+ 1,111% 231 = 20158 1973+ 263F 1046+ 2359 1966+ 2309F  168.9+ 2261  124.1 + 143
(ELISA;
KU Nitar)
Anti-daDMA 26 1024 =200.0 5370 69.0 406 =450 320+ 30.2 256+ 31.8 331411 209 261
(Farr; T ml)
24-hour 16 127068 1.08+009 O8E+-065Y 0720637 O060+0537 O069+071F O070+0.77
proteinuria,
gm/die
Croatining, 16 G783+ 2480 74631748 75.01 = 24.24 7100+ 1442 7100+ 2028 G262 +0.70 6G5.86+1818
mmalos!liter
White blood 16 2,508 910 3,840 > 1,7411 3,701 & 1,808+ 4,162 21,0839 4,500 + 1,5349 3,667 + 1,192+ 4,485+ 21.2
colls, mm™

=DM A

* Values are the mean = 5D unless indicated otherwize. SLE = systemic lupos erythematosus; SLEDAR2ZE: Systomic Lopus Erythematosoes Disease
Activity Index 2000; DAS2A =Disease Activity Score in 26 joiols; CLASI = Cotaneous Lupus Erythematlosus Area and Severity  Index;
douhbestrandisd DNA; ELISA l:n::ylnn—]inh’:l:l immuminsarhent sy,

t P01 by Huost [vs. baseling).
+ P<0.001 by tHest (vs. baseline).
& Due to nonpacametnic distabution of data, the CLAST score s expressed as median (range].
q P05 by Hest (ve, Bagsaline).

laccarino et al. Arthritis Care Res (Hoboken). 2017;69(1):115-123



Arthritis Care & Research

Vol. 69, No. 1, January 2017, pp 115-123
DOL 10.1002/acr. 22971

i 2016, American College of Rh

ORIGINAL ARTICLE

Effects of Belimumab on Flare Rate and E:
Damage Progression in Patients With Acti
Systemic Lupus Erythematosus

LUCA IACCARINO," SILVANO BETTIO,' ROSSELLA REGGIA,Z MARGHERITA ZEN,' ]
LAURA ANDREOLIL? MARIELE GATTO,! SILVIA PIANTONI,? LINDA NALOTTO,?

FRANCO FRANCESCHINI,* MADDALENA LAROSA," MICAELA FREDL* LEONARDO ¥
ANGELA TINCANIL? axp ANDREA DORIAY

Objective. To investigate effectiveness and safety of beli b in pati with active sy
lSl-E']macll.mulpradmesel‘lms.

Sixty-seven with active SLE, mean = SID) age 39.3 = 10.2 years, from 2 Halian pro:
treated with belimamab (10 mg'kg on day 0, 14, 28, mmmmzdayn]arlrlndmhrkgrmndﬂ
Lupus Erythematosus Disease Activity Index 2000 (SLEDAI-ZK), the Lupus 1|
A College of Rh tology I Index, the Disease Activity Score in 28 joints (DAS28), 24
G Lupus Eryth mmmm“ﬂ&vmtylnﬂex[ﬂ.ﬂsﬂnhvitym anti-double
anNA](:inmlC!levels uml]rmdmnnedlilydmwrurmﬂﬁlutbﬂe]memmﬂﬁtﬁ-s 12, 18,

ical” (CLP) and “ 1-like”; skin manifestations into acute (ACLE), =
nhmn.ll: S].Bﬂmdeﬁnedmrdmgmmemalﬂmthdmmmkuhmlhﬁntm-ﬂﬂ

PR S beer 4k €DEE mrrlem

DAS-28

4,0
3,5
3,0
2,5
2,0
» 1

1,0

Tra 1-0 m ie n 1-0 AcTuaLizacion en LUPUS 16y 17OV

o® b

70 . p=0013
Fy 7.938, p<0.001
Fg 4816, p=0047 6,0
Faxr 2288, p=0.072
5,0 pns
- p=ns
gll,o p=ns
(&)
3,0
p=ns
2,0
1,0
0,0
e X & X &
'o"\\o 6‘0& 6‘0& <°°(:~ 6‘0& @‘}\& oé& oé'& o“&g o“&"
” © o Xy X .,,6‘ ,06‘ 96‘ 06‘
-+ Classical -~ Rheumatoid like = Ackte -@-Subacute

(10 patients) (4 patients) Tralients) (5 paients)
A B

laccarino et al. Arthritis Care Res (Hoboken). 2017;69(1):115-123



JORNADA

Trq 1-0 m ie n 1-0 AcTuaLizacion en LUPUS 16y 17OV

o> b

Arthritis Care & Research
Vol. 69, No. 1, January 2017, pp 115-123
DOL 10.1002/acr. 22971

2016, A i College of Rh logy
70 | p=0013

Effects of Belimumab on Flare Rate and E; :' 1{8“188' p U.ﬂmﬂ ." 6.0
Damage Progression in Patients With Ac} F:xr 2.268' p=0.072 :
Systemic Lupus Erythematosus i 5.0
LUCA IACCARINO,! SILVANO BETTIO,' ROSSELLA REGGIA,” MARGHERITA JEN, 3lo > ’
LAURA ANDREOLL? MARIELE GATTO,! SILVIA PIANTONILZ LINDA NALOTE, a ps
FRANCO FRANCESCHINI,> MADDALENA LAROSA," MICAELA FREDI,* LEO R I
ANGELA TINCANL? ano ANDREA DORIA® g 2 S | 4,0 p=ns

’
Objective. To investigate effectiveness and safety of beli b in p with actiy it
ISI..EEI ina cl:]:cal practice setting. [ ‘0
treated m: belimumab (10 mgwﬂ:hmﬂg :[fq '::mqu;me::; _1::7‘9;1:;:::: h == 2;0 ; m
Lupus Erythematosus Disease Activity Index 2000 (SLEDAI-2K), the Systemic Lupus I nationa
American College of Rheumatology Damage Index, the Disease Activity Score in 28 joints fDAS2S '0
Ci Lupus Er Disease Area and Severity Index (CLASI) activity score, lnti-dou
dsDNA]{:inmlC!levels aml]rmdmmnedailydmmwerurmﬂﬁlntbue]memmﬂhS , 12, 1 s -

ical” (CLP) and “ I-like”; skin manifestations into acuty ’
chronic. S].Eﬂmu.deﬁnednwnrdlngmﬂlemalﬂamlndex.wmcalcuhtulhfm afer 0
1 0 e L T T T
d 0,0
< & o 5 o
S & §F & & & & & & &
Q,;, 6‘0 <°° 6‘0 6‘0 04) &oo &o“ 6‘°° &o“
) © ) 0 R S © o R
-+ Classical -@-Rheumatoid like o=Acute &-Subacute

(10 patients) (4 patients)

(7 patients) (5 patients)

A B

laccarino et al. Arthritis Care Res (Hoboken). 2017;69(1):115-123



JORNADA
AcTuaLizacién en LUPUS

Conclusiones
TP

2018

Ve

Es necesario precisar definicion de " Artritis refractaria”

Potenciar el estudio y correlacion entfre hallazgos ecogrdficos / RMN y

pardmetros clinico-analiticos
Subgrupo de pacientes con perfil “rhupus” es distinto al resto de LES

El tratamiento de las manifestaciones articulares con Anti-TNF (ETN),

Rituximab y Belimumab parece mostrarse razonablemente eficazy

seguro en estos pacientes *
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