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RHEUMATOLOGY

@ Taylor & Francis

Modern Rheumatology

ISSN: 1439-7595 (Print) 1439-7609 (Online) Journal homepage: https:// n i /loi/imor;

Use of musculoskeletal ultrasound in Japan: a
survey of practicing rheumatologists

Kaoru Takase, Shigeru Ohno, Haruko Ideguchi, Mitsuhiro Takeno, Akira
Shirai & Yoshiaki Ishigatsubo
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Takase et al. Mod Rheumatol. 2010;20:376-80.
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Musculoskeletal Ultrasound in Rheumatology

Richard J. Wakefield
Maria Antonietta D’Agostino

Leeds, Chapel Allerton Hospital
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Clinical Research Facilities

Rheumatology outpatients was relocated to the Chapel Allerton site in 2006, sees more than
30,000 patients each year and houses the largest Biologics clinic in Europe.
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Clinical and epidemiological research

CONCISE REPORT

What is the utility of routine ANA testing in predicting
development of biological DMARD-induced lupus

and vasculitis in patients with rheumatoid arthritis?
Data from a single-centre cohort

K Takase," S C Horton,"? A Ganesha,® S Das,"? A McHugh,® P Emery,"? S Savic, %>
VI HBuch'-2

Table 1 Baseline characteristics of patients initiated on TNFi agent

All patients (n=454) Etanercept (n=254) Infliximab (n=138) Adalimumab (n=62) Overall p-value*

Age, years, median (range) 56 (18-85) 55 (18-80) 58 (25-82) 56 (19-85) 0.099
Female, n (%) 357 (78.6%) 203 (79.9%) 108 (78.2%) 46 (74.2%) 0.610
Disease duration, years, median (range) 6.0 (0.1-52.0) 6.0 (0.1-50.0) 5.0 (0.1-52.0) 8.0 (0.6-40.0) 0.187

cdise Ann Rheum Dis. 2014:73:1695-9.
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» Efficacy of biological disease-modifying antirheumatic drugs: a systematic literature review
> informing the 2013 update of the EULAR recommendations for the management of
rheumatoid arthritis.

' Nam JL, Ramiro S, Gaujoux-Viala C, Takase K, Leon-Garcia M, Emery P, Gossec L, Landewe R, Smolen JS, Buch MH.

Ann Rheum Dis. 2014 Mar;73(3):516-28.

-+ p  Efficacy of biological disease-modifying antirheumatic drugs: a systematic
literature review informing the 2016 update of the EULAR
recommendations for the management of rheumatoid arthritis.

Nam JL, Takase-Minegishi K, Ramiro S, Chatzidionysiou K, Smolen JS, van der Heijde D, Bijlsma
JW, Burmester GR, Dougados M, Scholte-Voshaar M, van Vollenhoven R, Landewé R.

Ann Rheum Dis. 2017 Jun;76(6):1113-1136. ¢ OB § ! 2
CdlS}l EULAR Congress 2016 in London
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Dlagnostlc test accuracy of ultrasound for synovitis in rheumatoid arthritis: systematic review and meta-analysis.
Takase-Minegishi K, Horita N, Kobayashi K, Yoshimi R, Kirino Y, Ohno S, Kaneko T, Nakajima H, Wakefield RJ, Emery P.

E T Rheumatology (Oxford). 2018;57:49-58.

Wrist MCP PIP

i Overall diagnostic value

.- DOR (95% Cl) 11.6 (5.6, 24) 28 (12, 66) 23 (6.5, 84)
A % 0 11 19
ol auc 0.81 (good) 0.91 (good) 0.91 (good)

| Cut-off absence/presence

Sensitivity (95% Cl) 0.73(0.51,0.87) 0.64(0.43,0.81) 0.71(0.33,0.93)
Specificity (95% Cl) 0.78 (0.46,0.94) 0.93(0.88,0.97) 0.94 (0.89, 0.97)
| Cohorts (joints), n 5(275) 10 (1782) 5(950)

EIRRXZHEET H-ODENMNODOBIREDHLFETHS
cdise
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- Systematic Search (PubMed, EMBASE, Cochrane, Web of Science)
* Hand Search
* Removing Duplicate
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| ([ wenicsson )

] [ Eligibility ] [ Screening

Included

X271 1] 5 RHREOTERR

Records identified through
database searching (n = 600)

Additional records identified

(PubMed 229, EMBASE 177 th’°""'(:t:i'; Fourees
WOS 183, Cochrane 11)
A
R ds after dupl T
(n=440)
Records screened Records excluded
(n=440) (n=257)

l

Full-text articles assessed
for eligibility >
(n=183)

!

Studies included in
qualitative synthesis
(n=14)

I

[

Studies included in
quantitative synthesis

(meta-analysis)

Full-text articles excluded, with reasons
(n=169)
Not original data (n=73)
Not about human RA synovitis (n=36)
Not evaluating US (n=7)
Not evaluating MRI (n=7)
Not about diagnostic accuracy (n=6)
Sensitivity and/or specificity were not
presented (n=19)
Joint concerned were not evaluated (n =4)
Duplicate use of same data (n=1)
Not comparing US and MRI (n=13)
Not joint: ber based evaluation (n=3)

(14 reports
representing 17 cohorts)

PRISMA FLOW CHART




EULAR RECOMMENDATIONS FOR THE MANAGEMENT OF RHEUMATOID ARTHRITIS

A SYSTEMATIC LITERATURE REVIEW OF
BIOLOGICAL DMARDS

2016 UPDATE

Jackie Nam, Kaoru Takase-Minegishi




Adults with RA:
*DMARD naive
=*MTX naive

*MTX IR

=*Mixed DMARD IR
=*TNF IR

Biological DMARD / Biosimilar DMAARD

Synthetic DMARD/ Alternative Biological DMARD/ placebo

=i Analysis

Patients

Intervention
Control
Outcomes

Signs and symptoms including :
ACR and EULAR response criteria
Physical function
Structural damage
Patient reported outcomes

cdise




Databases

OMEDLINE (January 2013 — February week 3 2016)

OEMBASE (January 2013 — Week 9 201

)

OCochrane (January 2013 — March 2016)

OACR & EULAR abstracts (2013 — 2015)

0 Hand search

cdise

Medline Embase Cochrane Central
n=3894 n= 18988 n=1452
(Jan 2013 to Feb week 3 2016) (Jan 2013 to Week 92016) (Jan 2013 to March 2016)
i
Total ‘

Excluded by n = 24334 Duplicates

titles/abstracts: n=14147

Not adult RA After initial deduplication

*Not intervention of interest
*Not outcome of interest
*Reviews, case reports

n=10187

»l

«Incorrect trial design
«Nonhuman

Duplicates

«Already included in previous
SLR or as other published data

n =10032

Y

Additional ACR and
EULAR 2013-2015
abstracts not found in

main search
For detailed review n=1
n= 155
Hand
. Excluded Search
B n=83 n=7
v ¢
Included Total Included
n=72 n =280
Articles n=37; — Articles n=44

ACR/EULAR abstracts n=35

ACR/EULAR abstracts n=36




Oxford Centre for Evidence-based Medicine Levels of Evidence

@Level

cdise

1a
1b
1c
2a
2b
2c
3a
3b
4
5

Study Type @Grade*

Systematic review (with homogeneity) of RCTs

Individual RCT (with narrow confidence intervals) A

All or none

Systematic review (with homogeneity) of cohort studies

Individual cohort study (including low-quality RCT; e.g. <80% follow-up)

“Outcomes” research; ecological studies B

Systematic review (with homogeneity) of case-control studies

Individual case-control study

Case-series (and poor quality cohort and case-control studies) C

Expert opinion without explicit critical appraisal

* Grade of clinical recommendations based on studies
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MTX-naive:

Overall RR for the 8 widely
used bDMARD + MTX vs MTX:

. 1.61(1.48,1.75)

cdise

-+ bDMARD+ MTX vs. MTX
-« ACR20 at 12 months

bDMARD + MTX

Study or Subgroup Events
2.6.1 Abatacept

Emery 2015 AYERT 62
esthovens 2009 108
Subtotal (95% CI)

Total events 171
Heterogeneity. Tau®= 0.00; Chi*= 0.03, df=1
Test for overall effect 7= 4 43 (P = 0.00001)

2.6.2 Adalimumab

Bejarano 2008 PROWD 38
Breedveld 2006 PREMIER 123
Subtotal (95% CI)

Total events 161
Heterogeneity. Tau®= 0.00; Chi*= 0.63, df=1
Test for overall effect 7= 4 36 (P = 0.0001)

Total Events

119 40
256 i)
375
109
(P=087) 7= 0%

[
268 72
343
94
(P=043 7= 0%

MTX

Total

il
253
369

257
330

Risk Ratio

Weight M-H, Random, 85% CI

7.4%
11.3%
18.8%

4.9%
12.6%
17.4%

Risk Ratio
M-H, Random, 85% CI

51[1.11, 2.05]
56 [1.22, 2.00]
54[1.27,1.87]

1
1
1.

1.37 [0.94, 1.99]
1.64[1.29,2.07]
1.56 [1.28, 1.90]

-

2.6.3 Certolizumab

Atsumi 2016 C-OPERA (1) Ell
Subtotal (95% CI)

Total events a1
Heterogeneity: Mot applicable

Teet for oversll effect 2= 3.82 (P = 0.0001)

159 54
159

157
157

10.6%
10.6%

56 11.29,2.15)
1.66 (1.29, 2.15]

2.6.4 Etanercept

Emery 2008 COMET 124
Subtotal (95% CI)

Total events 124
Heterogeneity. Mot applicable

Test for overall effect 7= 4 73 (P = 0.00001)

2.6.5 Golimumab

Emery 2013 GO-BEFORE a5
Subtotal (95% CI)

Total events 93
Heterogeneity: Mot applicable

Teet for overall effect 2=1.81 (P=0.07)

2.6.6 Infliximab

St Clair 2004 ASFIRE 246
Subtotal (95% CI)

Total events 246
Heterogeneity. Mot applicable

Test for overall effect = 3.81 (P = 0.0001)

2.6.7 Rituximab

Tak 2011 IMAGE 15
Subtotal (95% CI)

Total events 13
Heterogeneity: Mot applicable

Teet for oversll effect 2= 4.78 (P = 0.00001)

2.6.8 Tocilizumab
BurmesterEULART4FLUNCTIONZ 126
Subtotal (95% CI)

Total events 126
Heterogeneity. Mot applicable

265 i)
265

706 48
706

280 24
290

263
263

160
160

274
274

232
232

287
287

12.0%
12.0%

11.0%
11.0%

10.2%
10.2%

13.9%
13.9%

40,2.27]
40,2.27]

b
@ o

1.65[1.28,2.11]
1.65[1.28,2.11]

B9 (145, 2.44)
1.80 [1.45, 2.44]

Total (95% CI)
Total events 1129

2700
566

Heterogeneity: Tau®= 0.00; Ghi*= 4 60, df= 8 (F = D.87); F= 0%

Teet for overall effect 2=11.22 (P = 0.00001)

2072

Test for subgroup differences: Chif= 3.85, df= 7 (P = 0.78), °= 0%
(1) 2010 ACR EULAR RA classification criteria

100.0%

1.61 [1.48,1.75]

*

T
05 07 Rk
MTX bBDMARD + MTX

Grade: A
Level: 1a




"""" Summary of systematic literature review

iii i::EIZIReconfirms:

e O Efficacy of bDMARD + MTX vs. csDMARDs in all groups

O bDMARD + c¢csDMARD combination therapy is superior to bDMARD
i monotherapy

. -ONo new head to head bDMARD RCTs

r ‘ONew bDMARDs, bsDMARDs and comparative data with tsDMARDs

cdise



"""" Summary of systematic literature review

OMaintenance of clinical responses are higher with bDMARD
continuation

OHowever there is evidence for bbDMARD dose reduction proportion
_____ of patients may achieve bDMARD and drug-free remission
particularly with early disease, although there is a risk of

L radiographic progression

cdise



Summary of systematic literature review
Areas for research

* Identifying patients who would benefit most from more
intensive/initial L DMARD treatment strategies

» Gaining better insight into factors allowing drug withdrawal

» Switching between bDMARD classes

" New project

To investigate the role of rheumatoid factor and anticitrullinated peptide antibody in the response to bDMARDs

Kaoru Takase-Minegishi, Sofia Ramiro, Stefan Bohringer, Jackie Nam, Désirée van der Heijde, Robert Landewé,
" Diane van der Woude

cdise



;:.;.éi}:;iCIinicaI question

~~~~~ Patients Autoantibody-positive patients fulfilling the 1987 or 2010 RA criteria

. - With or without previous treatment (this would have to be
separate sub-analyses)

N Intervention Treatment with a biological (or comparison treatment)

Control Autoantibody-negative patients fulfilling the 1987 or 2010 RA criteria

- With or without previous treatment (this would have to be
separate sub-analyses)

Outcomes Treatment response or outcome as measured by ACR response, DAS,
HAQ and radiological damage at 6, 12 and 24 months

cdisc



EULAR recommendations in 2010 EULAR recommendations in 2013 EULAR recommendations in 2016

i ="y n=127 n=108 n=86
e
§iissiaig
LR
Y
@ e °

Studies identified through the previous

systematic literature reviews searching
Excluded (n =283) n=321

Duplicates or already included as
other published data

Incorrect trial design

Not outcome of interest

Not intervention of interest Full-text artic[e':i .assessed
for eligibility

A

n=38
Articles n =37, Abstract n = 1 Full-text articles excluded
(n=10)

F Y

» Refusal to collaborate (n=1)
» > 80% seropositives (n=2)

v » Failed to retrieve individual
patient data (n =7)

Studies included in

qualitative synthesis
(meta-analysis)

cdi’/& n=28
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A global clinical research data
sharing platform |

The Vivii team is dedicated to helping researchers sharg angraccess:data
from clinical trials to advance scierice. ol
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Data Request Process Overview

Request Submission to Data Access Timeline

Mean 5.4 months
Range 0.4-18.3 months

' Data Request Data Contributor Independent Review Data Use Agreement Data Anonymized
Form Check Review Panel Execution and Uploaded
L ViviiF—SEEOTh

S BEREORS (VIVIFEE)  REEOBAER ST RTRASATOSY, BEHEFARDSF—LILEE
U RTLAhERER,

L F—AREECLREE HEEAE5N OERAMERESR,

e BUBEBRSFEHPEERKICIINME: FREEOZUMICESVTEES,

;’:':F“" KBEESET %R, T—EHAZEZE(Data Use Agreement) i fEfE s, E/ M ITIEREL T, ViVIT SV TA— LA

e /\O)'Q‘{z"ﬂ—l%“ﬁbhs MEENT—RTIERTELLIITHRYET,
cdisc
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. . . Outcome bDMARD | ACR20 ACR20 Total
=i+ Relative Risk Ratio (RRR)
TR Yes No RF-positive A B A+B
S Yes!| A B ||RF-negative] ¢C D C+D
BRSOy ° (&)
- 3
- a No C D csDMARD | ACR20 | ACR20 Total
5 RF-positive a b a+b
.. RF-negative c d c+d
: (A/(A+B)) (b DMARD group RF-positive)
(C/(C+D)) (b DMARD group RF-negative)
RRR=
(a/(a+hb)) (csDMARD group RF-positive)
(c/(c+d)) (csDMARD group RF-negative)

* For trials comparing bDMARD+csDMARD versus csDMARD, relative risks (RR) or mean differences
doo comparing two groups (RF+ vs RF-, ACPA+ vs ACPA-) were calculated for efficacy outcomes for each arm.
C IS;L * Subsequently, relative risk ratios (RRR) or difference of differences were computed, as appropriate.



A RRR [95% Cl]
Kremer 2006 (AIM) —— 0.94 [0.51, 1.71
Behrens 2021 (AMARA) —_— 1.42[0.51, 3.95
Smolen 2015 (CERTAIN) — 1.70[0.57, 5.05
Choy 2012 —_— 0.64 [0.20, 2.05
Combe 2006 —_— 0.24 [0.04, 1.42
Kim 2007 e 1.65 [0.95, 2.87
Smolen 2008 (OPTION) — 1.81[0.89, 3.68
Keystone 2008 (RAPID1) —— 1.31 [0.583, 3.23
Smolen 2009 (RAPID2) —_— 0.91 [0.22, 3.76'
Emery 2010 (SERENE) — 0.94 [0.50, 1.78
Furst 2003 (STAR) —a— 1.26 [0.82, 1.95
Klareskog 2004 (TEMPO) il 0.84 [0.64, 1.11
Genovese 2008 (TOWARD) —.— 1.11[0.78, 1.70

> 1.09 [0.90, 1.32]
T T T T T T
0.02 0.14 1 272
Observed Outcome
RRR [95% Cl]

B
Genovese 2005 (ATTAIN) —_— 2.70[1.22, 5.98]
Smolen 2009 (GO-AFTER) 1.82[0.61, 5.43]
Emery 2008 (RADIATE) 2.06 [0.70, 6.04]

— 2.28[1.31, 3.95]
T T T T 1

cdise

061 1 165 272 4.48 7.39

Observed Outcome

Relative risk ratios for the ACR20 responses at 6 months

DMARD-IR:

Bio vs. Placbo
RF-negative vs. RF-positive

TNFi-IR:

Bio vs. Placbo
RF-negative vs. RF-positive

When the RRR is 1, the efficacy is equal between seropositive and seronegative patients.
And more than 1, it means better efficacy in seropositive patients.
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The impact of autoantibodies on the efficacy of biological disease-modifying anti-rheumatic drugs in rheumatoid arthritis:
meta-analysis of randomized controlled trials

Kaoru Takase-Minegishi, Stefan Bohringer, Jackie L Nam, Yuko Kaneko, Frank Behrens, Saedis Saevarsdottir, Jacqueline Detert,
Marjatta Leirisalo-Repo, Désirée van der Heijde, Robert Landewe, Sofia Ramiro, Diane van der Woude

Rheumatology (Oxford). 2025;64:548-560.

[ CENTER FOR GLOBAL CLINICAL RESEARCH DATA

Investigating whether the efficacy of bDMARDs is different.in people Wlth
seropositive and seronegative rheumatoid arthritis

® FINDINGS
¥ In csDMARD-naive and csDMARD-IR patients, seropositivity was not associated with a better response to

bDMARDs. Other outcomes mostly showed no significant difference between the groups, and efficacy was
generally comparable between seropositive and seronegative patients for a range of treatment protocols.
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