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Abstract

Objectives: The multibiomarker disease activity (MBDA) score is an objective tool for monitoring disease activity in RA. Here we report a
systematic review and meta-analysis of the clinical value of the MBDA score in RA.

Methods: \We performed a systematic literature search in five medical databases—MEDLINE (via PubMed), Cochrane Library (CENTRAL),
Embase, Scopus and Web of Science—from inception to 13 October 2021. Original articles reporting on the performance of the MBDA score's
correlation with conventional disease activity measures or the predictive and discriminative values of the MBDA score for radiographic
progression, therapy response, remission and relapse were included.

Results: Our systematic search provided a total of 1190 records. After selection and citation searches, we identified 32 eligible studies. We
recorded moderate correlations between MBDA score and conventional disease activity measures at baseline [correlation (COR) 0.45 (Cl 0.28,
0.59), #=71.0% for the 28-joint DAS with CRP (DAS28-CRP) and COR 0.55 (Cl 0.19, 0.78), #=0.0% for DAS28 with ESR] and at follow-up
[COR 0.44 (Cl 0.28, 0.57, #=70.0% for DAS28-CRP) and found that the odds of radiographic progression were significantly higher for patients
with a high baseline MBDA score (>44) than for patients with a low baseline MBDA score (<30) [OR 1.03 (Cl 1.02-1.05), 1>=10.0%.

Conclusion: The MBDA score might be used as an objective disease activity marker. In addition, it is also a reliable prognostic marker of
radiographic progression.
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Rheumatology key messages

* The multibiomarker disease activity (MBDA) score is an objective tool for the monitoring of rheumatoid arthritis.
* The MBDA score showed moderate correlations with conventional disease activity measures.

* The MBDA score may be an independent predictor of radiological progression.
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Introduction

RA is a systemic autoimmune disease affecting ~0.5-1% of
the population [1]. According to the EULAR recommenda-
tions, the aim of the therapy in RA is to achieve remission, or
at least low disease activity [2]. Early treatment with
DMARD:s and a treat-to-target treatment strategy are recom-
mended by current guidelines and are considered to be the op-
timal way to prevent long-term functional decline by
minimizing cartilage and bone damage [3-5].

Given that the treat-to-target therapeutic approach requires
close monitoring of disease activity, the need for reliable, ob-
jective disease activity measures (DAMs) is undeniable. The
currently available, widely used options for monitoring dis-
ease activity and progression are either subjective or non-
specific: the 28-joint DAS (DAS28), Simplified Disease
Activity Index (SDAI), and Clinical Disease Activity Index
(CDAI) all include subjective assessments of disease activity
by the patient and/or the provider [6-8]. Although non-
specific inflammatory markers such as CRP and ESR are used
to calculate the DAS28 and SDAL the incorporation of a scor-
ing system based on the combination of inflammatory
markers and additional biomarkers could further objectify the
measurement of disease activity. Structural damage, a major
factor defining the course of the disease, can be assessed by ra-
diography and quantified with the Sharp-van der Heijde
(SvdH) scoring system [9]. There are several known risk fac-
tors for radiographic progression, including high disease ac-
tivity monitored by non-specific inflammatory markers such
as CRP, RF and ACPA seropositivity [10]. However, RF and
ACPA are not suitable for monitoring disease activity [11].

The multibiomarker disease activity (MBDA) score system
is an algorithm based on the serum level of 12 biomarkers
[IL-6, TNF receptor type 1 (TNFR1), vascular cell adhesion
molecule 1 (VCAM-1), epidermal growth factor (EGF), vas-
cular EGF A (VEGF-A), YKL-40, matrix metalloproteinase-1
(MMP-1), MMP-3, CRP, serum amyloid A (SAA), leptin and
resistin], resulting in a scale from 0 to 100 [12]. The MBDA
score presents an objective disease monitoring system and
thus may contribute to personalized therapeutic plans con-
forming to modern medical views. In addition to monitoring
disease activity, the MBDA score may also predict radio-
graphic progression [13-16].

Several studies have evaluated the utility of the MBDA
score and a meta-analysis has been conducted on the correla-
tion of the MBDA score with conventional DAMs; however,
the predictive and discriminative values of the MBDA score
has yet to be analysed in a comprehensive manner [17]. Here
we report a systematic review and meta-analysis of the clinical
value and utility of the MBDA score for monitoring RA by
determining the correlation of the MBDA score with conven-
tional DAMs and the predictive and the discriminative values
of the MBDA score for radiographic progression, therapy re-
sponse, remission and relapse.

Materials and methods

Our systematic review and meta-analysis are reported accord-
ing to the Preferred Reporting Items for Systematic Reviews
and Meta-Analyses (PRISMA) 2020 Statement [18]. The rec-
ommendations of the Cochrane Prognosis Methods Group
[19] were followed and the review protocol was registered on
PROSPERO.
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We performed a systematic literature search of five medical
databases—MEDLINE (via PubMed), Cochrane Library
(CENTRAL), Embase, Scopus and Web of Science—from in-
ception to 13 October 2021. Original articles reporting on the
performance of the unadjusted MBDA score’s correlation
with conventional DAMs or the predictive and discriminative
values of the MBDA score for radiographic progression,
therapy response, remission and relapse were included in the
systematic review and meta-analysis. Single case reports were
excluded.

RA was defined by the ACR 1987 [20] and ACR/EULAR
2010 [21] classification criteria. Radiographic progression
was measured by the change in the SvdH score per time unit,
therapy response was defined by the EULAR criteria for ther-
apy response and remission and relapse were defined by the
different cut-off values of conventional DAM:s.

Study selection and data extraction were carried out by two
independent reviewers and disagreements were resolved by a
third reviewer. The quality assessment of the outcomes was
carried out separately by two reviewers using the Quality
In Prognosis Studies (QUIPS) tool for assessing the risk of
bias [22].

Further details regarding the search and selection strategy,
data extraction, data synthesis and analysis are detailed in the
supplementary methods available at Rheumatology online.

Results
Search and selection and characteristics of the
included studies

Our systematic search provided 1190 records; after duplicate
removal we screened 708 duplicate-free records. Thirty eligi-
ble studies [13-16, 23-48] were identified after title, abstract
and full-text selection and two additional studies [49, 50] dur-
ing citation search. Of these studies, we included 24 in the
quantitative analysis [13-15, 23-25, 27-29, 31, 32, 34-38,
40, 41, 43, 44, 46,47, 49, 50] and 8 in the qualitative analy-
sis [16, 26, 30, 33, 39, 42, 45, 48]. The summary of the selec-
tion process is shown in Fig. 1. We conducted a meta-analysis
assessing the correlation of MBDA scores with conventional
DAMs and the predictive value of the MBDA score for radio-
graphic progression. Studies that could not be included in the
meta-analysis and reports of other outcomes are detailed in
the systematic review.

The characteristics of the identified studies for the system-
atic review and meta-analysis and the patient characteristics
of included studies are detailed in Table 1 and Supplementary
Table S1, available at Rheumatology online.

MBDA score for the assessment of disease activity

Studies assessing the utility of the MBDA score for disease
activity monitoring calculated the correlation of MBDA
scores with conventional DAMs. Studies using Pearson’s
correlations could not be included in the meta-analysis due to
a lack of statistical power, but are displayed in forest plots
for visualization (see Supplementary Figs S1-S3, available at
Rbheumatology online). The results of studies using
Spearman’s correlation are detailed below.

Six study groups in five publications [27, 29, 36, 46, 47]
with a total of 667 subjects showed a moderate correlation
between baseline MBDA score and baseline DAS28-CRP
[correlation (COR) 0.45 (CI 0.28, 0.59), *=71.0%] (see
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Figure 1. PRISMA flow diagram of the screening and selection process according to PRISMA 2020 guidelines [18]

Fig. 2A). Excluding conference abstracts from the analysis,
similar results were observed; four publications [27, 36, 46,
47] with a total of 324 subjects demonstrated a moderate cor-
relation between baseline MBDA score and baseline DAS28-
CRP [COR 0.46 (CI10.10, 0.72), I* = 81.0%].

Assessing the correlations of baseline MBDA scores with
baseline DAS28-ESR, a moderate correlation was found
based on the results of two publications with a total of 127
subjects [COR 0.55 (CI10.19, 0.78), I> = 0.0%] (see Fig. 2A).

Further metrics associated with disease activity [CRP, ESR,
28-joint swollen joint count,28-joint tender joint count, pa-
tient global assessment (PtGA), CDAI, power Doppler ultra-
sound (PDUS)] showed low and moderate correlations and
are detailed in Supplementary Fig. S4, available at
Rheumatology online.

Six study groups from four publications [29, 36, 46, 47]
with a total of 287 subjects revealed a moderate correlation
between follow-up MBDA score and follow-up DAS28-CRP
[COR 0.44 (CI 0.28, 0.57), I*=70.0%] (see Fig. 2B). After
the exclusion of conference abstracts from the analysis, three
articles [36, 46, 47] with a total of 137 subjects showed a
moderate correlation between baseline MBDA score and
baseline DAS28-CRP [COR 0.38 (CI —0.02, 0.68),
F=18.0%].

The only study investigating the correlations of follow-up
MBDA scores with follow-up DAS28-ESR found a moderate
correlation [COR 0.49 (CI 0.22, 0.69)] between MBDA score
and DAS28-ESR (Fig. 2B) [47].

Other parameters associated with disease activity (ESR,
SJC28, TJC28, PtGA, PDUS) showed low—moderate correla-
tions and are detailed in Supplementary Fig. S5, available at
Rbheumatology online.

Ten study groups from six articles [14, 28, 29, 36, 47, 50]
with a total of 698 subjects demonstrated a moderate correla-
tion between the change in MBDA score and the change in
DAS28-CRP [COR 0.40 (CI 0.32, 0.48), I*=19.0%]. Seven
study groups from six articles [25, 35, 38, 47, 49, 50] with a

total of 543 subjects exhibited a moderate correlation be-
tween the change in MBDA score and the change in DAS28-
ESR [COR 0.56 (CI 0.51, 0.60), >=71.0%] (see Fig. 2C).
Excluding conference abstracts from the analysis, similar
results were recorded. The change in MBDA score moderately
correlates with the change in DAS28-CRP [COR 0.43 (CI
0.25, 0.59), > =47.0%] based on the results of six study
groups of four publications [14, 36, 47, 50] with a total of
418 subjects, and with DAS28-ESR [COR 0.52 (CI 0.43,
0.60), I*=0.0%] based on the results of four publications
[35, 47,49, 50] with a total of 298 subjects.

Further parameters linked to disease activity (CRP, CDAI,
SDAIL, HAQ) showed low-moderate correlations and are
shown in Supplementary Fig. S6, available at Rheumatology
online.

The results of the subgroup analysis based on the length of
the follow-up showed similar results and are displayed in
Supplementary Figs S7 and S8, available at Rbheumatology
online.

MBDA score for the assessment of radiographic
progression

Three study groups of three articles with a total of 22 subjects
showed a low correlation between baseline MBDA score
and baseline SvdH score [COR 0.13 (CI —0.25-0.47),
I*=79.0%] and five study groups of four articles with a total
of 307 subjects demonstrated a low correlation between the
change in MBDA score and the change in SvdH score [COR
0.08 (CI —0.06-0.21), I* =79.0%] as well (see Fig. 3).

When evaluating the predictive value of the MBDA score
for radiographic progression, three studies [13-15] with a to-
tal of 481 subjects showed that the odds of radiographic pro-
gression are significantly higher for patients with a high
baseline MBDA score (>44) than for patients with a low
baseline MBDA score (<30) [OR 1.03 (CI 1.02, 1.05),
I>=10.0%)] (see Fig. 4). In contrast, the odds of progression

€20z Iudy /| uo Josn 72882/ 18 Aq LL£4969/G | 29ea3/ABojojewnayy/e601 "0 L/10p/a[oie-a0ueApe/ABojojeWwNay /W09 dNo-o1WapeD.//:Sd)ly WO papeojumod


https://academic.oup.com/rheumatology/article-lookup/doi/10.1093/rheumatology/keac715#supplementary-data
https://academic.oup.com/rheumatology/article-lookup/doi/10.1093/rheumatology/keac715#supplementary-data
https://academic.oup.com/rheumatology/article-lookup/doi/10.1093/rheumatology/keac715#supplementary-data
https://academic.oup.com/rheumatology/article-lookup/doi/10.1093/rheumatology/keac715#supplementary-data

Downloaded from https://academic.oup.com/rheumatology/advance-article/doi/10.1093/rheumatology/keac715/6964377 by 81728827 user on 17 April 2023

®
3 (Penunuoo)
8
S Juorssardoid
g sydeadoipes Sur
W -101paid ‘SN Y (J [BUOIIUSAUOD +CS Yoom Jponie [+€]
X yum uoneppiiod suewredds  XAI ‘NI VAV “XILIN uede[ ¢ Qurppseq s1eak / - HAON SOY [eumof 9107 ‘ererry
< Jasuodsax +CS pue
g Ade1ayl ‘SN (J [BUOTIUIATOD $T SyPam spnIe [os]
L ynm uonepiiod suewaedds X IIN XAl ‘NILA ‘VAV uede[ ¢ durpseq I1e3A | - HAO0N SOY [ewnof S10T ‘ereny
JUOISSIWAT
‘STNV( [BUOLIUSAUOD uede( o1 183K JpnIe 6]
UM UOIR[91I0] S uewIeads XAI ‘IVINA ‘SPUB[IAYIIN ¢ durpseq 18aL | V/N 1s49 104 [euinof €107 ‘ereay
uorssardoxd qf T8k (§TLY9LO0IDON) pensqe [sTlsT0T
owydeadoiper gundipald  XAI “ZSS ‘OOH X1N uopamg ‘¢ IUON 1BaK 1 AOZ's[eLnedtund/:sdny LOJAMS 1D dUIRJUO) ‘ueAwnNzpIrequiel]
SINV( [EUORUATOD XdI MELEI (§TL¥9L00LDN) Pensqe (1€l €10t
yum uonepiiod suewaedds  ‘{QYVING Y0 X IIN uopamsg ¢ durpaseq 1BaA 1 A0S s[eLnedtuld/:sdny LOIAMS o' dUdIRJUO) ‘uefwnzpiequie ]
qrunigory
8w 00T+ XIN
:) dnoa3
fqrumigory Sw 001 (9TS¥68TOLON
SINY( [BUOBUAUOD + XL g dnoi3 2C1 Pom %/8888T0.LON) TNIAYVA penSqE l67]
yaim uonepaod suewieads  ‘Ogd+ XIN iy dnoin vsn ¢ Qurpaseq Syeam 7 A0G s[ernfedturd/:sdiy T NIAIVA IDM  9oUAIJUOD) LT (T ‘9S9A0UID)
LUOISSIWaI pue 71 pue
uotssaigoad orydesdorpes 3ul vav +XIIN 6 %9 L€ T
-101paxd ‘SN [BUOTIUDAUOD :q dnox3 ‘1 sypuowr (£¥9099001DN) spnIe
yum uonepiiod suewaedds  ‘Qgd + X LN 1V dnoin yrewuaq ¢ durpaseq 1eaK 1 A0Z'speLnedtun)d/:sdny VYIadO 1D [eumof [41] 610 OYeig
vav +xX1mw eCL PUE9
SNV [eUOnUIATOD :q dnox3 ‘€ sysuowr (£L¥909900.1DON) Joensqe
yum uonepirod s.uewaeads  {Qgd + X LN 1V dnoin yrewruaq ¢ durpseq IBaA ] AOZs[ernedtundy//:sduy VI4dO 1D uaryuo)  [87] 9107 “Oyerg
Jasdepai pue 81 pue
Luorssaioid orydesSorpes Sut 0}9) ST 71 ‘6 ‘9
-3o1pard ‘SN ( [BUORUIATIOD ‘dIVSN ‘N14 ‘vav ‘¢ syruowr (9TTEAIN) opnie [£7]
YIM UONE[9110D S uewIeads ‘IVINGS? “XIIN SpueIayIaN ¢ durpaseq syauow g [uraaas18aareLnyssdny ssTId o) [eumof /10T ‘uBwinog
eCI-T
SNV [FUORU2AU0D O + XN :q dnord syauow (69159€02 NLDYST) pensqe (s
Y uonepriod suewreads  ‘Ogd + X.LIA *V dnoin SPUEIYISN ‘ourpseq Teafk | wod udIst//sdny II-'VIIANVO 1OY  9dUauon €107 ‘euws|iig
Jasde[a1 Sy (J [BUOTIUDAUOD 0)9) .CI pue g JpnIe ¥l
[ vonepriod suewredds  ‘QYVINA] ‘TIVINGS? N ‘9 ‘€ syruoy Te2A T - VIINTI SOd [ewinof  g1QT ‘Uewyodg
,UOISSTIAT qC 1Bk
pue uoissaidoid orydeiSorpes .9°cT
Sundrpaid SNV ( [euOnUA dIvSN ‘OD ¢ puow dpnIe [e1]
-U0D YIIM UONEB[AIIOD S UOSIBdJ -NONIB-BIUI “YSD) ‘XN SpUBIaYIIN] ¢ Qurpaseq sTeAL 7 V/N VITIINVD hio): [euinof 10T ‘1 eg
Ehilic’y)
[EIPIIN VA
SNV [EUONUIATUOD (eruRATASUUD) erqdpoperryq JpnIe
Y vonepiod suewreads D ‘QYVINAG XL vsn ISEH Rt VIN — pue erueA[Asutd] SOd [eumnof  [€7] TZ0T “Toyeg
SISA[eUB-BIOUI 9] Ul papn[dUul SaIpnig
1D Jo _qunu adfy
Apmis jJo uonensisor sweu Apmis uonedrqnd uonednqnd jo
awodnQ JUDUI) LI Anuno) syutod owiL], uwoneinp Apnig [e1n [ed1ur) Apms ewiuiy  euSuQ joadAy, IeaA ‘IoyIne 1s1j
< S8IpN1S PapN|oul JO sonslsloeIey) L d|qe L


https://isrctn.com
https://trialregister.nl
https://clinicaltrials.gov
https://clinicaltrials.gov
https://clinicaltrials.gov
https://clinicaltrials.gov
https://clinicaltrials.gov

Multibiomarker disease activity score: an objective tool for monitoring RA

Downloaded from https://academic.oup.com/rheumatology/advance-article/doi/10.1093/rheumatology/keac715/6964377 by 81728827 user on 17 April 2023

(penunuoo)
1 Pedsqe [e€]
UOISSTUIAT V/N spueIoylN  Jeak ‘Quipseq 18K | V/N 1s39 IDY  ?duaIpuon) 710T ‘eaeniyg
SNV [BUOTIUDA sisk[eue 1eIISqR
-UOD JIM UOLE]RIIO] S UOSIEI @IVINA vsn LUIPsEq VIN - V/N  9Seqeie(  9dUad9juod [z€l 0ot °H
(§TL¥9L00LDN) dpnre [og] 610T ‘U
asuodsar Ade1ay]  XdI “ZSS ‘OOH X1 uopam§ ¢ ‘0 syauow sqauowr ¢ AOG-s[eLnedIuId//:sdny LOIAMS 104 [eumof -efwnzpiequiel
SAAVINAY dpnIe [97]
asdefoy ‘SIVINGS? SPUB[IYIIN A[enuuy V/N - DINNT SOd [euinof 6107 ‘s10100g
MITAIT DIIBWISAS SY3 UI A[UO papnjdul saIpnig
Jasuodsax
Ade1ays ‘SN [BUOIUIAUOD +9 Jauowr SNIOH JpnIe [z+]
[3M UOIE[91I0] S uewIeads DO XILY N ‘SpuelIdyIaN ¢ durpseq 1BL | - DOINNDOINNT SOd [euinof (T ‘sliiuspooy
VT pue
SNV [BUOIIUIAUOD A mxwu\s JpnIe
3 vone[a110d s uewreadg 09D XIW ZD1 (eruiofed) ysn ‘Pulpseq SHPIM T VIN AVI-1OV 10Y [euinof  [9¢] 9T0T ‘ssoy
wep1alsury
Ehilic’y)
SNV [EUOIIUSATOD [BITPIN 1oensqe [ev]
[3M UOIE[91I0] s uewIeads V/N SpueIayIN LuIseq RRLEY g - Jrwapedy SOd  d0UudIdju0D) €107 ‘Ialrey
SNV [BUOIIUIAUOD o1 189K 1oenSqe
[IM UOIR[9110D s uewreads V/N SN ¢ durpseq I1e3A | - VIINTY SOd OUIIFUOD) [1¥] ¥10T BN
Jasuodsax
Ade1ays SNy [BUOIUIATOD +€ qauowr 1oensqe
[3M UOBE[9110] S uewreads XIN uIpamg ¢ durpdseq syjuowr ¢ - vVyId SOd  d0udIdju0D) [8€]l €107 T
SINVA
[BUOIIUIAUOD
M uonepx
-100 s uewreadg
apnIe
@IVINA] ‘TIVINGS? (snesnypesseN) vsn PUIseq sTeah 7 - SSvud SOd [ewmof  [£€] 9T0T 99T
Juoissardoid
oydeadorpes ur .75 pue
-101paxd SNV [BUOIUSAUOD 9T SYoam JponIe [9¢]
UM UONE[A1I0D s ueulIeadg VAV XIN Nyrewua (g ¢ Qurpaseq SY2IM 7§ - HVINH SOd [euinof £10T 9qqen]
[4 5
SINV{ [EUORUIATOD 0dd ‘1 sypuow (69159€04 N1DUSI) dpnIe [s¢l
yum uonepiiod suewredds  ‘yvAv Vs OO ‘XIIN SpUB[IAYIN ¢ Qurpseq IBOA T WO UIDIST Mmm//:sdny I-VIIINVD 10 [eumof 0707T ‘suadm(
1D Jo _qunu adfy
Apmis Jo uonensisar sweu Apmis uonedrqnd uonednqnd jo
awodnQ JUDUIBII T Anuno) syutod owiL], uwoneinp Apnig [e1n [edtur) Apms ewiuiy  euiSuQ joadAy, IeaA ‘IoyIne 1s1j

(penunuoo) °| ajqeL


https://www.isrctn.com
https://clinicaltrials.gov

Fanni A. Meznerics et al.

Downloaded from https://academic.oup.com/rheumatology/advance-article/doi/10.1093/rheumatology/keac715/6964377 by 81728827 user on 17 April 2023

*1031qIqUul 0- INLL, ‘LINLL fqewnzifoo) 1z ] ‘qeuixnili X [ Y ‘Apnis [BUOnBAIdISqO 9A103dsomiar :gOY Bl [BIIUI[D PIZIWOPUEI : ] )Y (Apnis [BUOnBAIdsqo aandadsord :0 g ‘oqase(d :0qq
9[qe[IEA® BIEP OU y/N {RWIXIFUI 1Y ] ‘PrOd1I0000N[3 1)) {pIoe J1j0F 1y, dod1aueld (NI H {QYVING dHIYIUAS [BUOBUIAUOD :(TYVINAS? ‘AYVING [8180[01q :QYVINAY Y urrodsopdm :ys) ‘qewnuiepe :yqy

*SISA[EUE-EI9W Y3 U PapN[oul JON
"uorssa13oxd [ear3ojorpes unenoes Jof pasn utod swiy,
‘UONIB[9110d Junie[nofed 105 pasn jutod qwy,

TI PU® 6 ‘9 (TH-0¥LS10-600T)
SAAVINAY] ‘¢ syauow No* 1981301 BN spnIe
asdepoy ‘STIVINGS? ‘urjeseq Teaf | Jeorur[> mmmy/:sdny oM.LaY 10 feumof  [¢4] 9T0T Yooy
ue
SINV( [EUOIIUIA 9 hmwmwwu\s JpnIe [++]
-U0J [31M UOWE[DII0d S.UOSIBd]  qIUIINEJol ‘QYVINGSY  (BIUIOf[ED) VSN ‘Purpseq SHPM T - VIN SOd [eumnof 0z ‘nofwzey
71 pue6 ‘9 [8+] 810¢
‘¢ sypuow (TITEAIN) dpnIe ‘wepeySoN
asdejoy QIVINGS? ‘ourpaseq T804 T [uaaas18aareLnyssdny 140d o) [euinof Yo
uoissaigoid orydes3orper 1 JpnIe [91]
Suneurusip pue unorpaid DO XA ‘AIVINAS TeaA ‘ourpeseq IB3A | V/N 1s949 104 [eunof  $10g OSSMIBN
9 pue
¢ EEWE JpnIe
woISSIay - DD ‘LINLL SAIVINGS>  23odesurs ‘aurpseq Te2A T - VIINTY SOd fewmof 7] 020T ‘eI
ue
UOTISSTWAT ‘S (J [EUOTIUIA mwmwwug spnIe lov]
-U02 [31M UOE[DII0d SUOSIBd]  (IVSN DD VA XIW  (BsBIaN) VSN ‘PuIpseq SYPIm 91 - VIN SOd [eumof  (7Qg ‘s1oppong
uorssargoxd apnIe
arqdesgorpes Sunopard LINLL ‘T VINAS? Aqrenuuy VIN - OINNT SOd Jeumof (8%) 910T TT
1D Jo _qunu adfy
Apmis jJo uonensisar sweu Apmis uonedrqnd uonednqnd jo
swodnnQ JUDUNBILT, syutod owiL], uwoneinp Apnig [e1n [ed1ur) Apmis ewidui  euSuQ joodAy, Ieaf ‘royIne 1sig

(PenuRUOo) 'L 3lqel


https://trialregister.nl
https://www.clinicaltrialsregister.eu
https://www.clinicaltrialsregister.eu

Multibiomarker disease activity score: an objective tool for monitoring RA

A Study Total Correlation COR 95%-Cl Weight
Bouman, 2017 171 —— 0.20 [0.05;0.34] 20.8%
Genovese, 2017 (study 1.) 193 = o 0.43 [0.31;0.54] 21.4%
Genovese, 2017 (study Il.) 150 —-— 0.48 [0.35;0.59] 20.2%
Reiss, 2015 78 — 0.50 [0.31;0.85] 16.2%
Roodenrijs, 2018 25 — 0.51 [0.14; 0.75] 8.3%
Krabbe , 2016 50 —— 0.65 [045;079] 131%
Roodenrijs, 2018 46 —l— 0.52 [0.27;0.70] 43.2%
Maijer, 2013 81 —a 0.57 [0.40;0.70] 56.8%

T

Heterogeneity: 12 =66% [27%; 84%)], p < 0.01
Test for subgroup differences: ﬁ =262,df=1(p=0.11)

B Study Total Correlation COR 95%-Cl Weight
Re.is.s, 2015 78 —— 0.26 [0.04;046] 24.2%
Genovese, 2017 (study Il., group B) 50 — 0.33 [0.08;0.56] 17.7%
Roodenrijs, 2018 24 —_— 0.45 [0.06;0.72] 9.4%
Genovese, 2017 (study Il, group A) 46 — 0.49 [0.23;0.68] 16.6%
Krabbe, 2017 35 — 0.52 [0.23;0.73] 13.3%
Genovese, 2017 (study Il., group C) 54 — 0.60 [0.40;0.75] 1B.8%
Roodenrijé. 2018 42 — 0.49 [0.22;0.69] 100.0%

I T T 1

Heterogeneity: 12 = 16% [0%: 60%), p = 0.31
Test for subgroup differences: xf =0.15,df=1(p =0.70)

C Study Total Correlation COR 95%-Cl Weight
Krabbe, 2017 33 I e 0.20 [-0.15; 0.51] 6.0%
Brahe, 2016 (group A) 91 —_— 0.30 [0.10;0.48] 12.7%
Brahe, 2019 (group A) 91 —— 0.33 [0.14;051] 12.7%
Genovese, 2017 (study Il, group C) 54 —— 0.36 [0.10; 0.57] 8.9%
Genovese, 2017 (study Il, group A) 46 —a— 0.39 [0.11; 0.61] 7.9%
Brahe, 2019 (group B) 89 — 0.39 [0.20;056] 125%
Brahe, 2016 (group B) 89 — 0.43 [0.24;0.58] 12.5%
Hirata, 2015 147 - 0.46 [0.32;0.58] 16.3%
Roodenrijs, 2018 23 —_— 0.48 [0.08;0.74] 4.3%
Krabbe, 2017 35 —— 0.71 [0.48;0.84] 6.3%
Hirata, 2015 147 - 0.48 [0.34;0860] 23.2%
Hirata, 2013 54 —i— 0.55 [0.33;0.71] 12.7%
Jurgens, 2020 59 —— 056 [0.35;0.71] 13.5%
Bijlsma, 2013 (group A) 31 —a— 0.57 [0.27;0.77] 8.0%
Bijlsma, 2013 (group B) 28 —— 0.57 [0.25;0.78] 7.3%
Li, 2013 186 e 0.60 [0.50;0.68] 25.7%
Roodenrijs, 2018 38 —— 0.60 [0.35;0.77] 9.6%

T T T 1

Heterogeneity: *=37% [0%; 65%], p = 0.06
Test for subgroup differences: xlz =1483,df =1 (p <0.01)

Figure 2. Forest plot for the correlation of MBDA score with DAS28-CRP/ESR. (A) Forest plot for the correlation of baseline MBDA score with baseline
DAS28-CRP/ESR. (B) Forest plot for the correlation of follow-up MBDA score with follow-up DAS28-CRP/ESR. (C) Forest plot for the change in baseline
MBDA score with the change in DAS28-CRP/ESR

€20z Iudy /| uo Josn 72882/ 18 Aq LL£4969/G | 29ea3/ABojojewnayy/e601 "0 L/10p/a[oie-a0ueApe/ABojojeWwNay /W09 dNo-o1WapeD.//:Sd)ly WO papeojumod



8 Fanni A. Meznerics et al.
A Study Total Correlation COR 95%-Cl Weight
Krabbe, 2017 50 —— -0.09 [-0.36;0.19] 24.7%
Baker, 2020 89 . 0.19 [-0.02;0.39] 38.6%
Hirata, 2016 83 T 0.20 [-0.02;0.40] 36.7%
Random effects model 222 _ 0.13 [-0.25; 0.47] 100.0%
Prediction interval [-0.85; 0.91]
| T T 1
-1 -0.5 0 0.5 1
Heterogeneity: I? = 35% [0%; 79%], p = 0.22
B Study Total Correlation COR 95%-Cl Weight
Brahe, 2019 (group A) 91 — -0.06 [-0.27;0.14] 30.1%
Hirata, 2016 83 —Th— 0.11 [-0.11;0.32] 27.4%
Brahe, 2019 (group B) 89 TEE— 0.13 [-0.09;0.32] 29.5%
Roodenrijs, 2018 11 0.18 [-0.47; 0.70] 27%
Krabbe, 2017 33 ——— 0.23 [-0.12; 053] 10.3%
-
I T 1 1
-1 -0.5 0 0.5 1

Heterogeneity: 12 = 0% [0%; 79%)], p = 0.58

Test for subgroup differences: xg =0.00,df =0 (p = NA)

Figure 3. Forest plots for the correlations of MBDA score with SvdH score. (A) Forest plot for the correlation of baseline MBDA score with baseline SvdH
score. (B) Forest plot for the correlation of the change in MBDA score with the change in SvdH score

Study n Odds Ratio OR 95%-Cl Weight
Bakker, 2012 66 ———— 1.02 [0.99; 1.05] 25.7%
Brahe, 2019 180 —— 1.03 [1.01; 1.05] 46.0%
Hambardzumyan, 2015 235 ——=——  1.05 [1.02; 1.08] 28.3%
Random effects model — 1.03 [1.02; 1.05] 100.0%

0.95 1

11

Heterogeneity: /° = 10% [0%; 91%], t° = 0, p = 0.33

Figure 4. Forest plot of the predictive value of MBDA score for radiographic progression

for patients with a high baseline DAS28-CRP were not
significantly higher than for patients with a low baseline
DAS28-CRP [OR 1.12 (CI 0.91-1.37), 2=0.0%] (see
Supplementary Fig. S9, available at Rbheumatology online).
The characteristics of the studies evaluating the predictive
value of the MBDA score and DAS28-CRP for radiographic
progression are detailed in Table 2.

Five additional studies evaluating the utility of the MBDA
score for the assessment of radiographic progression could
not be included in our quantitative synthesis [16, 27, 34, 36,
39]. Markusse et al. [16] found that higher MBDA scores at
baseline were associated with an increased risk of radio-
graphic progression in the subsequent year, therefore the

MBDA score can be considered an independent predictor for
radiographic progression. The discriminative value of the
MBDA score was also assessed and the results showed that
the MBDA score discriminated more between radiographic
progression and no radiographic progression than the DAS at
baseline and 1year. Hirata ef al. [34] reported that patients
with moderate or high MBDA scores had a greater risk of ra-
diographic progression than patients with low or moderate
MBDA scores. Li et al. [39] also found that radiographic pro-
gression was not frequent when MBDA scores were low; uni-
variate and multivariate analyses showed that high MBDA
scores were strongly associated with radiographic progres-
sion. In a study by Krabbe et al. [36], none of the patients
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Table 2. Characteristics of studies evaluating the predictive value of MBDA score and DAS28-CRP for radiographic progression

First author, year of Time of Definition Low MBDA  High MBDA Low High
publication evaluating RP of RP score score DAS28-CRP  DAS28-CRP
Studies included in the meta-analysis

Bakker, 2012 [13] 2 years >0 units increase of SvdH score <30 >44 <2.7 >2.7
Brahe, 2019 [14] 1year >2 units increase of SvdH score <30 >44 <51 >5.1
Hambardzumyan, 2015 [15]  1year >5 units increase of SvdH score <30 >44 <2.7 >4.1
Studies included in the systematic review

Bouman, 2017 [27] 1.5 years >0.5 unit increase in SvdH score <30 >44 <2.7 >4.1
Hirata, 2016 [34] 1year >3 unit increase in SvdH score <30 >44 <3.2 >5.1
Krabbe, 2017 [36] 0.5, 1year N/A <30 >44 <3.2 >5.1
Li, 2016 [39] 1 year >3 unit increase in SvdH score <30 >44 <2.67 >4.09
Markusse, 2014 [16] 1year >0.5 unit increase in SvdH score <30 >44 <2.4 >3.7

N/A: no data available; RP: radiographic progression.

with radiographic progression had low MBDA scores. In con-
trast, Bouman et al. [27] found no association between base-
line MBDA score and radiographic progression.

MBDA score for the assessment of therapy
response, remission and relapse

We identified four studies [30, 34, 38, 47] investigating the
utility of the MBDA score for the assessment of therapy re-
sponse, six studies [13, 14, 33, 40, 42, 49] for remission and
five studies [24, 26, 27, 45, 48] for relapse. However, these
studies were not eligible for quantitative synthesis due to the
widely varying outcome measures.

The change of MBDA score from baseline to 6 months was
significantly associated with good or moderate EULAR re-
sponse vs non-response at 6 months by Roodenrijs et al. [47];
however, the baseline MBDA score was not associated with
EULAR response wvs non-response. Similar results were
recorded by Li et al. [38]. Although the baseline MBDA score
was not associated with EULAR response at 3 months,
changes in MBDA scores differentiated responders from non-
responders. Hambardzumyan et al. [30] also reported that the
MBDA score was significantly associated with treatment out-
comes at 3 months. In the study of Hirata et al. [49], EULAR
good responders were found to have significantly greater
reductions in the MBDA score from baseline than EULAR
moderate responders and EULAR moderate responders had
significantly greater reductions than EULAR non-responders.

The MBDA score was found to be an appropriate discrimi-
nator of remission/low disease activity and moderate/high dis-
ease activity, according to two studies [13, 42]. Ma et al. [42]
reported that the baseline MBDA score and the time-
integrated MBDA score discriminated between remission and
non-remission at 1year as well. Two studies found no signifi-
cant association between baseline MBDA score and remis-
sion, although, according to Brahe et al. [14, 40], the change
in MBDA score was associated with clinical remission. Hirata
et al. [33, 49] recorded the association of MBDA remission
with clinical remission.

High baseline MBDA scores were associated with signifi-
cantly greater proportions of patients experiencing relapse
based on the results of Ghiti Moghadam et al. [48] and signifi-
cantly higher MBDA scores were recorded in relapsed
patients by Rech et al. [45]. Boeters et al. [26] found that high
MBDA scores during DMARD treatment and before treat-
ment reduction were associated with an increased risk of
relapses in patients who reduced or stopped DMARD treat-
ments. Bouman et al. [27] reported the borderline positive

predictive value of baseline MBDA score for flare of patients
with low disease activity at baseline. According to Bechman
et al. [24], baseline MBDA scores were not predictive of flare.
However, a sensitivity analysis limited to flares with an in-
crease in high disease activity determined by MBDA score (>
44) did show an association between baseline MBDA value
and flare risk.

Funnel plots and leave-one-out analysis

No evidence of publication bias was observed in the funnel
plots for the correlations of MBDA scores with conventional
DAMs (see Supplementary Figs S10-S12, available at
Rheumatology online). The results of the leave-one-out analy-
sis are detailed in Supplementary Tables S2-S4, available at
Rheumatology online, showing no outlier article.

Risk of bias assessment

The majority of the outcomes of the studies included in the
meta-analysis (7=79) and the systematic review (n=37)
were rated as having a low or moderate risk of bias. The risk
of bias was low in 35 outcomes of the studies included in the
meta-analysis and 29 outcomes of the studies included in the
systematic review, moderate in 32 outcomes of the studies in-
cluded in the meta-analysis and 5 outcomes of the studies in-
cluded in the systematic review and high in 12 outcomes of
the studies included in the meta-analysis and 3 outcomes of
the studies included in the systematic review. Common meth-
odological limitations across studies were attrition rates,
study confounding and statistical analysis and reporting. The
quality assessment scores for all outcomes are shown in
Supplementary Tables S5 and S6, available at Rbeumatology
online.

Discussion

Since the recommendation for the treatment of RA—the treat-
to-target therapeutic approach—requires close monitoring of
disease activity, the importance of objective scoring systems is
indisputable. By conducting a systematic review and meta-
analysis on the utility of the MBDA score to assess disease ac-
tivity, radiographic progression, remission and relapse, we
aim to promote decision making on the applicability of the
MBDA score in clinical practice.

When analysing the correlations of MBDA score with con-
ventional DAMs by a random-effects model, moderate corre-
lations were recorded, similar to the meta-analysis conducted
by Johnson et al. [17]. DAS28-CRP and DAS28-ESR, which
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are considered the gold standard DAMs in RA, both showed
moderate correlations with MBDA at baseline and follow-up,
as well as in the change in DAS28-CRP and DAS28-ESR with
the change in MBDA. Other DAMs detailed in the supple-
ment showed weaker correlations with MBDA score, except
for CRP. The correlation of the MBDA score with CRP indi-
vidually was stronger than with DAS28-CRP. As the MBDA
score does not contain the results of clinical assessment, its de-
viation from the conventional DAMs is not surprising.
However, the MBDA score was designed to complement, not
replace conventional DAMs, therefore its deviation from con-
ventional DAMs can even be advantageous [51].

Since the MBDA score contains markers of cartilage and
bone damage, such as MMP-3, in addition to the inflamma-
tory markers implemented in currently used DAMs, such as
CRP, it is a realistic possibility that it can outperform conven-
tional DAMs in predicting radiological progression [52]. The
results of our meta-analysis suggest that the MBDA score can
be an independent predictor of radiological progression, as
the odds of radiographic progression were significantly higher
for patients with a high baseline MBDA score than for
patients with a low baseline MBDA score, while there was no
significant difference between low- and high-baseline DAS28-
CRP. However, while the cut-off values for high and low
MBDA scores were the same in the included studies, different
cut-off values were used to define DAS28-CRP subgroups,
which may influence these results and highlight the need for
further investigations (see Table 2). Furthermore, the SvdH
score showed a low correlation with the MBDA score at base-
line and at follow-up, which suggests that these data should
be interpreted with caution. These results are in line with the
results of the studies included in our systematic review and
also with the results of the previous meta-analysis by Curtis
et al. [53] and the systematic review by Abdelhafiz et al. [54].
The limitation of both our study and the study by Curtis et al.
[53] is the lack of included studies investigating the efficacy of
DAS28-CRP for predicting radiographic progression indepen-
dent of the MBDA score, potentially leading to biased results.

Based on the studies included in the systematic review, the
change in MBDA score is associated with therapeutic re-
sponse and seems to discriminate between therapy responders
and non-responders [30, 38, 47, 49]. However, baseline
MBDA scores were not predictive of therapy response [38,
47]. Similarly, while the change in MBDA score was found to
be associated with remission and MBDA score discriminated
remission/low disease activity and moderate/high disease ac-
tivity [13, 14, 33, 42, 49], no significant associations were
found between baseline MBDA scores and remission [14, 40].
In contrast, in the case of relapse, the baseline MBDA score
was reported to be a predictor, although no clear conclusions
can be drawn due to the heterogeneity of study designs and
the potential for false positivity due to multiple testing [24,
27,48].

There are several strengths of our study. We implemented a
rigorous methodology to achieve the highest quality of evi-
dence and provide a structured analysis of the outcomes dis-
cussed in the literature. We provide a comprehensive
summary on the utility of the MBDA score for monitoring
RA disease activity and also the predictive and discriminative
value of the MBDA score for radiographic progression, ther-
apy response, remission and relapse, presenting the results of
quantitative analysis for both the correlation of the MBDA

Fanni A. Meznerics et al.

score with conventional DAMs and the predictive value of the
MBDA score for radiographic progression.

Our main limitation is the heterogeneity of the populations.
A wide range of anti-rheumatic drugs was used in the in-
cluded studies, with potentially varying effects on the MBDA
score: the IL-6 receptor-blocker tocilizumab may increase the
serum level of IL-6 by preventing receptor binding, therefore
influencing the change in MBDA score via one of the 12 in-
cluded biomarkers [46]. TNF inhibitors may also influence
MBDA score indirectly by decreasing the serum level of TNF-
o. Hirata et al. [34] compared anti-TNF-¢ and anti-TNF-a-re-
ceptor drugs and found no significant difference between the
two groups; however, further studies are needed to assess the
effect of targeted therapies on the serum level of the bio-
markers included in the MBDA score and therefore their ef-
fect on the change of MBDA score [34]. Furthermore, the
different follow-up times used for the assessment of disease
activity may also increase the heterogeneity.

By including a higher number of patients and uniformizing
the follow-up time for evaluation and the cut-off values of
DAS28-CRP for remission, future studies would enable fur-
ther comprehensive analysis to urge implementation of the
MBDA score in daily clinical practice.

Conclusion

The MBDA score can be highly valuable in RA patient care,
both for monitoring disease activity and for predicting radio-
logical progression. However, further studies are needed to
better assess the utility of the MBDA score and also the poten-
tial role of individual biomarkers in disease activity
monitoring.

Supplementary material

Supplementary material is available at Rheumatology online.
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The data underlying this article will be shared upon reason-
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