Supplement Table S1

PICOs

Population

Patients suffering from RA

Intervention

Management and therapy of RA with targeted levels of disease
outcome

Control

Routine Management

Outcome

O1 = Target definition & rates of reaching specific targets

02 = Clinical: SJC, TJC, APR, DAS, DAS28, SDAI, CDAI / ACR- or
EULAR response

O3 = Functional: HAQ

04 = Radiographic: Erosion Score, Total Sharp Score, Sharp van
der Heijde Score

Legend Table S1

Table S1: APR, acute phase reactant; ACR, American college of rheumatology; CDAI, clinical

disease activity index; DAS, disease activity score; DAS28, disease activity score in 28 joints;

EULAR, European league against rheumatism; HAQ, health assessment questionnaire; SDAI,

simplified disease activity index; SJC, swollen joint count; TJC, tender joint count.

Supplement Table S2
SLR Update 2012 — Medline

Category

Terms/ MeSH

X

1 (strateg$ or aim$ or goal$ or target$ or tight$ or aggressiv$ or
intens$ or control$ or optim$ or adapt$ or switch$ or add$ or
chang$ or expand$ or step$ or combin$ or intensif$ or escalat$).ti.
(1351419)

2 ((strateg$ or aim$ or goal$ or target$ or tight$ or aggressiv$ or
control$) adj2 (treat$ or therap$)).mp. (232331)

3 (titrat$ or adjust$ or adapt$ or response-based).mp. (733531)
4 ((remission or activ$) adj3 (strateg$ or optimi$ or adapt$ or
control$ or frequency or dose$ or dosing)).mp. (68749)
*Remission Induction/ (268)

(treat$ and target$).m_titl. (4705)

remove duplicates from 5 (259)

remove duplicates from 6 (4494)

*Disease Management/ (3736)

10 remove duplicates from 9 (3685)

11 lor2or3or4or7or8or10(2188096)

O 00 ~NO Ul

DX

12 *Arthritis, Rheumatoid/ (61427)

limits

humans
2008-current

T2T SLR update — Supplementary File Version 1




Supplement Table S3
SLR Update 2014 - Medline

Category Terms/ MeSH

TX 1 (strateg$ or aim$ or goal$ or target$ or tight$ or aggressiv$ or
intens$ or control$ or optim$ or adapt$ or switch$ or add$ or
chang$ or expand$ or step$ or combin$ or intensif$ or escalat$).ti.
(1366688)

2 ((strateg$ or aim$ or goal$ or target$ or tight$ or aggressiv$ or
control$) adj2 (treat$ or therap$)).mp. (252474)

3 (titrat$ or adjust$ or adapt$ or response-based).mp. (774681)
4 ((remission or activ$) adj3 (strateg$ or optimi$ or adapt$ or
control$ or frequency or dose$ or dosing)).mp. (71226)
*Remission Induction/ (319)

(treat$ and target$).m_titl. (5198)

remove duplicates from 5 (310)

remove duplicates from 6 (4993)

*Disease Management/ (4689)

10 remove duplicates from 9 (4601)

11 1or2or3or4or7or8orl0 (2255469)

O 00N O 0l

DX 12  *Arthritis, Rheumatoid/ (64580)

limits humans (7769)
2012 — current (1080)

Supplement S4

Randomized Comparisons T2T vs. RC. Inthe STREAM [1] trial, a T2T arm aimed at
REM (DAS<1.6), with consecutive step-up therapy including MTX and ADA, and the

control arm consisted of traditional DMARDs (no prednisone or biologics were
allowed). After a follow-up of 24 months, DAS, DAS remission and HAQ change
showed no significant differences between the groups, and also median SHS
increase did not differ between the treatment arms (T2T 0 (IQR 0-1.1] and RC: 0.5
(IQR 0-2.5)).

The “Twin target” steered arm of a Japanese trial [2] aimed at reaching DAS28<2.6
as well as normalization of serum matrix metalloproteinase 3 (MMP3). This strategy
was compared with two other treatment-targeted arms, one steering at DAS28< 2.6,
the other at MMP3 normalization alone. The fourth arm consisted of a routine therapy
control group. After a follow-up of 56 weeks, significantly more patients in the Twin
group had attained the treatment target (56%) than in the routine control group or in
the MMP3 group.
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Furthermore, the T2T concept was confirmed in the IDEA study, a double-blind
randomized controlled trial with 112 treatment- naive RA patients comparing the
efficacy of methotrexate and infliximab with methotrexate and intravenous
corticosteroid for remission induction [3].

Non-randomized studies. In a non-controlled prospective cohort study (DREAM [4]),

T2T proved successful: patients with very early RA received target-oriented
treatment aiming at remission (DAS28<2.6). After 6 months, 47% achieved the
target, 58% good EULAR response and the median time to first DAS28<2.6 was 25.3
weeks (IQR13.0-52.0). After 12 months, 58% achieved the treatment target, 68%
good EULAR response, and there was no clinically relevant radiographic progression
in a majority of patients.

Comparing the DREAM cohort with a RC cohort of 2 early RA inception cohorts,[5]
the authors found that after 1 year, 55% (T2T) versus 30% (RC) of the patients were
at DAS28<2.6, and median time to its first achievement was 25 weeks (T2T) vs. >52
weeks (RC) (p<0.0001). Furthermore, there was a significant difference in DAS28
change -2.5 (T2T) vs. -1.5 (RC) (p<0.0001).

Similarly,[6] comparing the DMARD arms of the BeSt study (N=234) to routine
treatment in 2 ERA clinics (N=201) showed significantly better outcomes after 1 year
in patients receiving T2T. HAQ improvement was 0.7 vs. 0.5 (p = 0.029), 31% vs.
18% of patients had DAS28 <2.6 (p<0.005) and median SHS progression was 2.0
(with an expected progression of 7.0) vs. 1.0 (expected progression 4.4); however,
as the authors state, the BeSt cohort had longer median disease duration (0.5 vs 0.4
years, p = 0.016), higher mean DAS28 (6.1 vs 5.7, p<0.001), more rheumatoid
factor-positive patients (66% vs 42%, p<0.001), and more patients with pre-existing
erosions (71% vs 53%, p<0.001).

In a comparison of early RA patients included in the GUEPARD trial, a T2T-trial
aiming at low disease activity (DAS28ESR<3.2), with routine care patients of the
ESPOIR cohort,[7] T2T led to higher percentages of patients characterised as
‘remission including functional remission (HAQ <0.5) and absence of radiological
progression” (32.3% vs 10.2%, p=0.011). Also, more patients in the T2T regime were
classified as having “low DAS and HAQ <0.5 and absence of radiological
progression” (36.1% vs 18.9%, p=0.045), and more T2T patients had HAQ<0.5
(70.2% vs 45.2%, p=0.005). There was no difference in DAS decrease and EULAR,
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ACR responses, and the mean SHS progression was similar in the two groups as

was the percentage of patients without progression.

Supplement Table S5

Additional references presented to the task force

2012 Moreland et al, 2012 [8] Supportive Evidence
2012 Vermeer et al, 2011 [4] Supportive Evidence
2012 Emery et al, 2011 [9] Supportive Evidence
2012 Gullick et al, 2012 [10] Supportive Evidence
2012 Smolen et al, 2009 [11] Supportive Evidence
2012 Aletaha et al 2009 [12] Supportive Evidence
2012 Ma et al, 2010 [13] Supportive Evidence
2012 Brown et al, 2008 [14] Supportive Evidence
2012 Van der Heijde et al, 2005 [15] Supportive Evidence
2012 Aletaha et al, 2011 [16] Supportive Evidence
2012 Dougados et al, 2013 [17] Supportive Evidence
2012 Hama et al, 2012 [18] Supportive Evidence
2012 Fukae et al, 2011 [19] Supportive Evidence
2012 Fukae et al, 2010 [20] Supportive Evidence
2012 Naredo et al, 2008 [21] Supportive Evidence
2012 Pascual-Ramos et al, 2009 [22] Supportive Evidence
2012 Foltz et al, 2012 [23] Supportive Evidence
2012 Bugatti et al, 2012 [24] Supportive Evidence
2012 Suter et al, 2011 [25] Supportive Evidence
2012 Gandjbakhch et al, 2011 [26] Supportive Evidence
2012 Boyesen et al, 2011 [27] Supportive Evidence
2012 Dohn et al, 2011 [28] Supportive Evidence
2012 Haavardsholm et al, 2008 [29] Supportive Evidence
2012 Provan et al, 2011 [30] Supportive Evidence
2012 Solomon et al, 2010 [31] Supportive Evidence
2012 Scire et al, 2013 [32] Supportive Evidence
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2014 Dirven et al, 2012 [33] Follow Up of previously found
studies

2014 Van den Broek et al, 2013 [34] Follow Up of previously found
studies

2014 Radner et al, 2012 [35] Patient Self Assessment

2014 Cheung et al, 2013 [36] Patient Self Assessment

2014 Dougados et al, 2013 [37] Patient Self Assessment

2014 Van der Goes et al, 2013 [38] Comorbidities

2014 Dirven et al, 2012 [39] Comorbidities

2014 Krishnan et al, 2012 [40] Comorbidities
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