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ARTRITIS REUMATOIDE:
IMPORTANCIAE LAMETALLOPROTEINASA
EN LA PRACTICA DIARIA
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OBJETIVOS

A Conocer el panorama actual del uso clinico de marcadores
inflamatorios en AR

A Utilidad de la MMR3 en la practica diaria en el seguimiento de
AR

A Experiencia clinica del uso de MMP3 en una cohorte de AR
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METALLOPROTEINASAS
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METALLOPROTEINASAS

A Localizacion genética: 11g22.3

A Actividad enzimatica:
z Fibronectina
z Laminina
z Colagenasdll, IV, IXy X
z Proteoglicanos

Chromosome 11 - NC_000011.10

Gene IDUpdate 3-sep-2017. NCBI
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POLIMORFISMO

A Variacion de adenosinas posicionl171
z 5 adenosinas (5A)
z 6 adenosinas (6A)
z 1171-5A/6A: labio y paladar hendido (6A/6A, Controles)

Terashima, et al.Circulation. 1999
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RELEVANCIA PATOLOGICA

A Injuria cerebral traumatica (TBI)

A Permeabilidad de Barrera hematoencefalica

A Destruccion de unidn estrecha de las células de lamina basal
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NUEVOSBIOMARCADORHSN AR

A Epitopesque definen antigenos no correlacionan con fenotipo
clinico

A Prediccion del curso de artritis temprana/indiferenciada:

z Anticuerpos Anti Proteinas Citrulinadas (ACPA): fibrindgenoyimentina,
colageno tipo Il,] -enolasa etc.

A Titulos elevados ACPA + FR IgM Vs ACPAHFR IgM {)
A Subtipos de AR

Scherer, et alAnn RheumDis. 2011
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IMPORTANCIA DBIOMARCADORES

ARTHRITIS & RHEUMATISM
Vol. 62, No. 9, September 2010, pp 2569-2581
DOI 10.1002/art. 27584

© 2010, American Colkge of Rheumatology

Arthritis & Rheumatism

An Official Journal of the American College of Rheumatology
www.arthritisrheum.org and www.interscience.wiley.com

2010 Rheumatoid Arthritis Classification Criteria

An American College of Rheumatology/European League Against Rheumatism
Collaborative Initiative

G a v, etialldournabf Medicine ahde 2016
Aletahaet alArthritisRheun2010
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Importancia para Biomarcadores

G a v, retiallournabf Medicine ahde 2016
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Biomarcadores
de diagnostico

ACPA (Anti
CCP, anti
MVC)

14-3-3
proteina
eta

vanSchaardenbyret al. AnRheunbis 2014
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BIOMARCADORESARA MONITORIZACION DE ENFERMEDAD

RA Calculator

racalculator

Dl Sw

@ Unkasoft

ALV BSOS AN

.appfutura.com/app/ar -calculadoradas28-sdai-cdai-e9
Syversen, et al. Ann RheumDis. 2010

van Schaardenburg, et al. Ann RheumDis. 2014

Landewé, et al. Eur Musculoskeletal Review. 2011
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MULTI-BIOMARCADORHBESE ACTIVIDAD vt

ENFERMEDAD EN AR

A PCR/SAA

A IL-6/TNF-RI

A MMP-I/MMP -2

A YKL-40

A Gp-39 Cartilago humano

A MMP-3
A EGF/VEGFA
A VCAMI
A Leptina

A Resistina

Eastman, et al. J Pharm Biomed Anal 2012.
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BIOMARCADORES PREDICTIVOS PARA RESPUESTA A TERAPIA BIOLOGICA

Infliximab
Etanercept

Adalimumab
Golimumab

o
Certolizumab y -
Macrofago <SE
Anakinr O
E—— Z
IL-1 N
<
i Z
Tocilizumab g 0
A
=
LL]
Anticuerpos >

Anti-LB

Rituximab
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BIOMARCADORHBSE PREDICCION DE RESPUESTA A TERA INTERNACIONAL
BIOLOGICA DE REUMATOLOCGIA

Biomarcador Presente Rol Terapia
(P)/Ausente (A) Predictivo

FR, AnttCCP Ninguno Anti-TNF

FR, AnttCCP P RTX
Anti-MCV Ninguno Anti-TNF
Anti-MCV P RTX

14-3-3n A 0 bajos niveles TCZ, antiTNF
COMP A 0 bajos niveles ADA
Calprotectina P ADA, IFX, RTX
Survivina A 0 bajos niveles IFX

Choi et alAnnRheunbis 2015
Isgren et al ArthritiRheum2012
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MARCADORES GENETICOS PARA RIESQR JE REvmAToLocia

Table 1. Previously known rheumatoid arthritis risk associated SNPs in Europeans. Listed
are the chromosome, SNP ID, and candidate gene(s) in the region. The table includes sus-
ceptibility loci with a Powas<1x10°~.

Ip36
Ipl3
2pl6
2ql1
2q32
2q33
bp21

6q23
6q23
9q33
10p15
20q13

rs3890745

rs2476601

rs13031237
rs10865035
rs7574865
rs3087243
rs6910071

rs6920220
rs5029937
rs3761847
rs4750316
rs4810485

TNFRSFI4
PTPN22
REL
AFF3
STAT4
CTIA4
HIA-DRBI
(*0401 tag)
TNFAIP3
TNFAIP3
TRAFI.C5
PRKCQ
CD40

3.6x10°
9.1x10™
79x107
2.0x10-*
2.9%107
1.2x10°
<10-299

8.9x10-"
7.5%10
2.1x107
2.0x10°
2.8x10

Carrasco, et al. Rheum Reports. 2010
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_ FIASER - clusiones:
Baseline serum MMP-3 levels in patients with AO%I| -CEP YOMEMP3 son
Rheumatoid Arthritis are still independently predictores independientes de
predictive of radiographic progression in a AAdI] OAAEI| C OULEEAI]

longitudinal observational cohort at 8 years
follow up

“Provee informacion adicional del pronostico de enfermedad”

Houseman, et al. Arthritis Research and Therapy. 2012
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Arthritis Research & Therapy
Conclusiones:
MMP-3 as a predictor for structural :
remission in RA patients treated with MTX AO, A Il EOAA AA 110 b

monotherapy

en monoterapia con MTX
presentaron remision estructural
a los 3 anos a niveles
Epmao8xl|l Cjl 1o

Shiozawa, et al. Arthritis Research and Therapy. 2016
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[ acthuitis

RESEARCH ARTICLE Open Access

Continuously elevated serum matrix @

metalloproteinase-3 for 3 ~ 6 months
predict one-year radiographic progression in
rheumatoid arthritis: a prospective cohort study

1*, Jing-Hu

A Niveles elevados de MMP3 en forma continua de 3 a 6 meses,
predicen el danoRxal ano.

A Su uso combinado a otros scores de actividad de enfermedad
ayuda a predecir el dand=x.

JianDa, et alArthritis ResTher. 2015
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EXTENDED REPORT

The US7 score Is sensitive to change in a large
cohort of patients with rheumatoid arthritis over

12 months of therapy

Tina M Backhaus,'-* Sarah Ohmdorf,” Herbert Kellner,” Johannes Strunk,*
Wolfgang Hartung,” Horst Sattler® Christof lking-Konert,' Gerd R Burmester,”
Wolfgang A Schmidt,” Marina Backhaus'

Backhaus, et al. Ann Rheum Dis 2012



Ultrasound of the hand is sufficient to
detect subclinical inflammation in
rheumatoid arthritis remission: a post hoc

Iongltudlnal study

Hilde Berner Hamme

Berner et al. Arthritis Research & Therapy. 2017
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Sociedsd Espafiola
de Rrumatolagia

Reumatologia clinica

de Reumatologia www.reumatologiaclinica.org

Original Article

Subclinical Synovitis Measured by Ultrasound in Rheumatoid Arthritis
Patients With Clinical Remission Induced by Synthetic and Biological
Modifying Disease Drugs

Marcos Cruces®"*, Soham Al Snih®, Natali Serra-Bonett®:", Juan C. Rivas"

M. Cruceset al. ReumatolClin. 2017
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Remission

General Objective:

A To determine the relationship between the variation of MMP3 levels and radiographic progression in patients
with RA in remission.

Specific objectives:

To determine the relationship between the variation of MMP3 levels and radiographic progression in patients

with RA in remission, according to different serotype, in 16nonth follow-up.

To determine the relation of changes in serum levels of MMPand signal alterations B mode and Power Doppler

measured by us in bilateral seven sites, in RA patients in remission.

To determine the predictive capacity of MMB3 for reactivation of flares/relapsing in rheumatoid arthritis.

To determinate the relation between of changes in serum levels of MiV&Pand HAQDI.

To determine the correlation between the levels of MMB and DAS28, CDAI and SDAI score.

o Io Do Io Do

) AESKU, GROUP

WE TAKE CARE OF YOUR HEALTH
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DISENO METODOLOGICO

A Scanlinear 10-18 MHz

A Ecografo clase medicgEsaoteMyLab Six

A GSUS ganancia 50% promedio; frecuencia: 12.5 MHz
A PDUS, ganancia 50%, PRF 750 Hz.
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FIABILIDAD

A Alfa de Cronbach, medido por matriz de correlacion:

Correlaciones

o= ’7}7 _ GSUSPDR | GSUSPDL | EROSR EROSL |TOTAL GSPD|TOTAL EROS| TOTAL
l , l Rho de GSUS PDR  Coeficiente 1,000 ,813 540 421 944 491 916 d
e [7(’7 = ) Spearman de
correlacion
GSUS PDL  Coeficiente ,813 1,000 ,400 ,395 ,950 414 018
a - Alfa de Cronbach de -
caorrelacion
< = Coeficiente ,540 400 1,000 ,735 494 ,920 644"
p = Promedio de las correlaciones de .
correlacion

lineales de cada uno de los items Coeficiente 421 ,395 735 1,000 410 935 587
| T
correlaciéon
TOTAL GSPD Coeficiente 944 ,950 494 410 1,000 A67 968"
de
correlacion
TOTAL EROS Coeficiente 491 414 ,920 935 467 1,000 647
de
correlacion
916 018 644 587 ,068 647

Coeficiente
de
correlacion

1,000

promedio
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FIABILIDAD

A Alfa de Cronbach, medido por matriz de correlacion: 0.82

Escala: TODAS LAS VARIABLES

Resumen del procesamiento de los casos

a. Eliminacion por lista basada en todas
las variables del procedimiento.

Estadisticos de fiabilidad
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A b A () | ) RIVAUBDIA
PUNTAJE MAXIMO Us7
1 Joint 4 Joint 2 Joint
Wrist MCF2 MCF3 FIP2 FIP3 MTP?Z MTP& — — _—
Dor Dor Pal Oor Oar Puntaj| - - —
so so mo|Dor Rad Pal|Dor Pal|Dor Pal|Dor Pal <al Fla <al Fla Late . | o |dorsal +PD | MCP BIN MTP LV 6 [ ]
med Uln med| sal ial mar| sal mar| sal mar| sal mar| ., ntar| ., ntar ral = | paimar +PD | palmar D dorsal +PD ...'
: : side side o |ulnar +PD | dorsal only PD
lan ar 1an E PIPILII ..
j‘; »
g G5US R palmar +D
v, SRADE 3l 3 3 3 3 3 3l 3 3 27 i dorsal only PD
oz ==
n L] 3] 3 3 3 3 3 3 3 3 21 £ 3 dorsal P [McP 1
o FD R c 5, palmar +PD | dorsal +PD
v & SRADE il 3 3 3 I3 3 3 3 3 3 3 3 39 % E dnar +PD | palmar +PD !
| = L] 3 3 3 3 30 3] 3] 3] 3 3 3 3 3 39 5| | 1 H ™
MCP 11,0 dorsal, MTPILY o ]
rns n G{:;EAUE}SIE R 1 1 1 1 1 1 1 [ E palmar, dorsal, plantar i & . 8- up
e ol e |75 ] = MCP 1l radial MTPV laleral - Tl
nvP 11 1] 1] 11 1 1 7 o PIP 11,11 dorsal, LAy
claglm | IRl 3| 3| 3| 3 3| 3| 3 21 = I
Tr i i
5 N \‘1 joint 4 joinis 2 jﬂirrti}
y I a = L1 3] 3] 3 3 3l 3 3 21 —~
7 joints
A Y ot O T e | A o L | -
5 Figure 1, Gray-scale ultrasound [US) and power Doppler (PD) US performed for synovitis
00 0-1 L 1 1 1 1 1 1 1 1 1 1 1 1 1l 14 216 tenosynovitis/paratenonitis, and erosions from t lorsal, palmar, and ulnar aspects of I1
..~.'|1] ] ngeal (PIP), and metatarsophalan-

wrist, metacarpophalangeal (MCP), pro

geal [MTP) joints.

Backhaus, et al. Ann Rheum Dis 2012
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A Condordanciade GSU$DUS lado derecho Vs izquierdo: 0.81,

0=0.000

Correlaciones no paramétricas

- T

[Conjunto_de datosl] C:\FERMILIA\Oscar2\Reumatologia\TESIS\MMP-3\Preliminary mmp-3 only RA37.sav

Correlaciones

G55 POR

Fho de Spearman G5US PDR 1,000

E5S PDL

Sig. (hilateral) 0o
M ar

** Lacorrelacion es significativa al nivel 0,01 {bilateral).

GEUS POL
813"
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