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Summary of changes in the protocol from the first to the final version 
 
Version 1_2 – Initial protocol submitted to the Regional Ethics Committee (Dec 12 2012) and to the Norwegian 
Medicines Agency (Dec 13 2012) 

Version 2_1 – Updated protocol submitted to the Regional Ethics Committee (Feb 27 2013) and to the 
Norwegian Medicines Agency (Feb 27 2013). Main changes made: Update to signature page, update in 
description of how suspected unexpected serious adverse reactions (SUSARs) should be reported, specification 
that the non-inferiority analyses will be done in the PP population and the superiority analyses in the ITT 
population as appropriate. 

Version 3_1 – Updated version number and date on March 25 2013, otherwise unchanged from previous 
version. 

Version 4_0 – Submitted to the Norwegian Medicines Agency on April 23 2017 and to the Regional Ethics 
Committee on May 04 2017. Updated version number, updates made to project group and eligible study centers, 
update of inclusion criteria in section 3.3 (inclusion criteria d, length of disease duration), clarification that the 
two randomized clinical trials will be analyzed separately (in section 7.1. 

Version 4_1 – Final version. Submitted to the Regional Ethics Committee on December 01 2017. Changes 
made: MRI at 36 months will be performed without gadolinium-based contrast agent.  
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Abbreviations 
 

ARD Adjusted Risk Difference 
ARR Adjusted Relative Risk 
ATC Anatomical Therapeutic Chemical 
AUC Area Under the Curve 
BMD Bone Mineral Density 
BME Bone Marrow Edema 
BMI Body Mass Index 
CDAI Clinical Disease Activity Index 
CI Confidence Interval 
CRP C-Reactive Protein 
CSR Clinical Study Report 
DAS Disease Activity Score 
DMARD Disease Modifying Anti-Rheumatic Drug 
eCRF Electronic Case Report Form  
EOT End of Treatment 
ESR Erythrocyte Sedimentation Rate 
EULAR European League Against Rheumatism 
FAS Full Analysis Set 
FDA U.S. Food and Drug Administration  
GS Grey Scale 
HAQ Health Assessment Questionnaire 
HR Hazard Ratio 
HRQoL Health related quality of life 
IDMC Independent Data Monitoring Committee 
ITT Intention to Treat 
JSN Joint Space Narrowing 
KM Kaplan Meier 
MCP Metacarpophalangeal 
MedDRA Medical Dictionary for Regulatory Activities  
MRI Magnetic resonance image 
MTP Metatarsophalangeal 
MTX Methotrexate 
NRS Numeric rating scale 
PD  Power Doppler 
PGA Patient’s Global Assessment of disease activity 
PH Proportional Hazards 
PhGA Physician’s Global Assessment of disease activity 
PIP Proximal interphalangeal 
PP Per Protocol 
PT Preferred Term 
QoL Quality of Life 
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RA Rheumatoid Arthritis 
RAI Ritchie Articular Index 
RAID The Rheumatoid Index of Disease 
SAE Serious Adverse Event  
SAP Statistical Analysis Plan 
SC Sternaclavicular 
SD Standard Deviation  
SDAI Simplified Disease Activity Index 
SE Standard Error 
SJC Swollen Joint Count 
SOC System Organ Class 
TEAE Treatment Emerging Adverse Events 
TFL Tables Figures Listings 
TJC Tender Joint Count 
US Ultrasound 
VAS Visual Analogue Scale 
vdHSS Sharp van derHeijde Score 
WHO World Health Organisation 
WPAI Work Productivity and Activity Impairment Questionnaire 
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1. INTRODUCTION 
 

This document describes the planned data summaries and statistical analyses to be performed for the 
primary analyses/first study period (0-12 months) in patients receiving synthetic disease modifying 
antirheumatic drugs (DMARDs) in the ARCTIC REWIND trial (REmission in rheumatoid arthritis – 
assessing WIthdrawal of disease-modifying antirheumatic drugs in a Non-inferiority Design, Clinical 
Trial Protocol DIA2012-1). It is intended to supplement the study protocol, which contains details 
regarding the objectives and design of the study. 

 
1.1 Study Objectives 
 
1.1.1 Primary Objective 
 
The primary objective of this treatment strategy study is to assess the effect of tapering and withdrawal 
of DMARDs on disease activity in RA patients in sustained remission. 
 
 
1.1.2 Secondary Objectives 
 
The secondary objectives of the complete ARCTIC REWIND study are listed below, the analysis of 
secondary objectives will not be described in detail in the statistical analysis plan (SAP).   
a) To study predictors of successful DMARD reduction and discontinuation in RA remission 
b) To evaluate the cost-effectiveness of alternative treatment strategies in stable RA remission 
c) To assess whether the choice of DMARD strategy in RA remission influences the level of magnetic 

resonance imaging (MRI) and ultrasonography detected inflammation 
d) To assess joint damage in patients in sustained RA remission who continue to receive stable 

DMARD treatment and patients who receive reduced DMARD treatment 
e) To provide long-term follow-up data on patients included in the original ARCTIC trial  
f) To assess relationships between treatment, inflammation, physical function and joint damage in RA 

remission  
g) To examine adverse event rates in different DMARD strategies in RA remission 
h) To examine the value of imaging information in treatment decision making in sustained RA 

remission 
i) To study how serum drug levels and/or anti-drug antibodies are associated to drug efficacy in RA 

remission 
j) To assess the performance of definitions of RA flare 
k) To assess differences in success of DMARD reduction and discontinuation in patients according to 

disease duration 
l) To assess outcomes after flares, including response to increased treatment 
 
 
1.2 Study Design  
 

ARCTIC REWIND is a 36-month, randomized, open-label, phase IV, parallel-group, multi-center, 
non-inferiority study to evaluate the effect of DMARD dose reduction in RA subjects who have 
achieved sustained remission.  

ARCTIC REWIND includes two separate randomized clinical trials, one assessing tapering and 
withdrawal of synthetic DMARDs (sDMARDs), and one assessing tapering and withdrawal of tumor 
necrosis factor inhibitors (TNFi). The current SAP describes the planned analyses of the primary 
endpoint and main secondary endpoints in the sDMARD study (period 1, 0-12 months). The SAP will 
later be updated with the analyses for the second (12-24 months) and extended follow-up study period 
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(24-36 months). A separate SAP will outline the analyses of the TNFi study. The design of the 
sDMARD trial is illustrated in Figure 1. 

 
Patients included in ARCTIC REWIND are followed for 36 months, with visits every 4 months. The 
study is divided into three periods as outlined in Table 1.  
 
 
1.2.1 Dosage and drug administration  
 
Patients in the synthetic DMARD ARCTIC REWIND study will at inclusion either receive a single 
synthetic DMARD in monotherapy, or multiple synthetic DMARDs in combination therapy. Patients 
cannot have received any biologic DMARDs during the previous 12 months. At baseline patients will 
be randomized to either continued stable synthetic DMARD treatment (S1) or half dose synthetic 
DMARD treatment (S½). Patients on combinations of synthetic DMARDs who are randomized to the 
S½ arm will continue combination therapy, but each DMARD will be reduced to half dose of the 
baseline dose. If the baseline dose could not be changed to exactly half dose (e.g. methotrexate 17.5 
mg/week), it was left to the clinician’s preference if the lowest or highest potential dose was chosen 
(e.g., for the example above methotrexate 7.5 mg/week or methotrexate 10 mg/week).  Examples of the 
half dose regimen for each synthetic DMARD is outlined in Table 2: Dosing regimens in ARCTIC 
REWIND.  
 
In Period 2, patients in arm S1 who have not had a flare will continue their treatment unchanged. Patients 
in arm S½ who have not experienced a flare will be randomized 1:1 to either continue the S½ treatment 
or discontinue their synthetic DMARD(s) (S0). These patients will at this second randomization have 
been in sustained remission for at least two years.  
 
Patients randomized to S1 at baseline will continue this treatment regimen throughout the study as long 
as the treatment result is satisfactory. If the patient in the S1 arm experiences a flare, treatment can be 
escalated according to the physician’s preference, preferentially as outlined in the ARCTIC treatment 
guidelines (Appendix 16.14 in the protocol).   
 
If a patient in treatment arms S½ or S0 experiences a flare, he or she will return to the full dose of the 
study medication (the treatment the patient was receiving at baseline). If necessary, treatment could be 
further escalated according to current recommendations and the physician’s preference.  



Figure 1: Illustration of ARCTIC REWIND sDMARD study design.  
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Table 1: Overview of ARCTIC REWIND sDMARD treatment periods 
Period 1  
Baseline (Visit 1) to 12 months (Visit 4)   

Period 2  
12 months (Visit 4) to 24 months (Visit 7) 

Period 3  
24 months (Visit 7) to 36 months 
(Visit 10) 

Patients in will be randomized 1:1 into continued 
stable synthetic DMARD(s) (S1) or half dose 
synthetic DMARD(s) (S½).  The reduction in 
synthetic DMARD dose will be done according to 
the plan in Table2.  
 

Patients in sustained remission on S1 regimen 
(stable dosage) will continue this treatment. 
Patients in sustained remission on S½ 
treatment will be randomized into continued 
half dose synthetic DMARD treatment 
(S½®½) or discontinued synthetic DMARD 
treatment (S½®0).  

Patients in sustained remission will 
continue to receive the treatment 
they were assigned to in Period 2. 
Patients are followed with regards 
to efficacy and safety measures.  
 

 
 
Table 2: Example of half dose regimens in ARCTIC REWIND 

Drug Producer Package ATC Standard full dosage 1/2 dosage regimen 
Dosage Frequency Dosage Frequency 

Synthetic DMARDs 

Methotrexate tablets 
(methotrexate) Pfizer 2,5 mg 

no.100 L04A X03 25mg p.o. Weekly 12,5mg p.o. Weekly 

Metex prefilled syringe 
(methotrexate) Medac 

50mg/ml 
0,5ml x 6 
syringes 

L01B A01 25mg s.c. Weekly   

Metex prefilled syringe 
(methotrexate) Medac 

50mg/ml 
0,25ml x 6 
syringes 

L01B A01   12,5mg s.c. Weekly 

Salazopyrin EN tablets 
(sulfasalazine) Pfizer 500mg 

No. 100 A07E C01 1000mg x 2 p.o. Daily 500mg x 2 p.o. Daily 

Plaquenil 
(hydroxychlorochine) Sanofi-Aventis 200mg 

No. 100 P01B A02 200mg x 2 p.o. Daily 200mg x 1 p.o. Daily 

Arava  
(leflunomide) Sanofi-Aventis 20mg 

No 100 L04A A13 20mg p.o. Daily   

Arava  
(leflunomide) Sanofi-Aventis 10mg 

No 100 L04A A13   10mg p.o. Daily 
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2. HYPOTHESES AND DECISION RULES 
 
2.1 Statistical Hypothesis  
 
For the rest of the statistical analysis plan, the term “study” is used to refer to the first 12 months of the 
sDMARD ARCTIC REWIND trial (period 1).  
 
This study is designed to assess the non-inferiority of tapered sDMARD therapy compared to stable 
sDMARD therapy with regard to disease flares during 12 months of follow-up in patients who have 
been in stable remission for at least 12 months at baseline.  
  
Here, a patient that does not experience a disease flare in the course of the study is referred to as a non-
failure. The treatment difference (∆) is defined to be the probability that a patient on stable sDMARD 
treatment (S1) is a non-failure minus the probability that a patient on tapered sDMARD therapy (S1/2) 
is a non-failure.  
 
The null-hypothesis (H0) is that tapered sDMARD therapy is inferior to stable sDMARD therapy, here 
defined as the treatment difference being equal to or in excess of 20 percentage points. The alternative 
hypothesis (H1) is that the treatment difference is less than 20 percentage points. Formally stated as:  
  
H0:  ∆ ≥ 20% 
versus  
H1:  ∆ < 20% 
 
If the primary null hypothesis is rejected, we will assess the superiority of tapered therapy relative to 
stable therapy. If it is not rejected, the superiority of stable over tapered therapy will be assessed.  
 
 
2.2 Statistical Decision Rule 
 
The hypothesis test will be carried out at the 0.025 (alpha) level. Operationally, letting (∆L, ∆U) denote 
the 95% confidence interval for ∆, we will conclude that tapered sDMARD therapy is non-inferior to 
stable sDMARD therapy if ∆U<20%. The confidence interval will equal the acceptance region for a 
two-sided hypothesis test.  
 
Furthermore, if the lower end point of this confidence interval exceeds zero (∆L >0) we will conclude 
that stable sDMARD therapy is superior to tapered therapy, and conversely if the upper end point is less 
than zero (∆U <0) we will conclude that tapered therapy is superior.  
 

Figure 2.1 Illustration of statistical decision rule (bars indicate 95% confidence limits) 

 



ARCTIC REWIND, Protocol version 4_1  EudraCT Number: 2012-005275-14 

 12 

3. ANALYSIS SETS 
 
3.1 Enrolled 
The Enrolled set will include all patients who have provided informed consent and have been included 
into the study data base.  
 
3.2 Full Analysis Set 
The Full Analysis Set (FAS) will be defined as all patients randomly assigned to a treatment group, 
and have started the allocated intervention defined as having completed at least one regular visit after 
the baseline visit.  
 
3.3 Safety Analysis Set 
The Safety Analysis Set will include all patients who completed at least one regular visit after the 
baseline visit.  
 
3.4 Per Protocol Analysis Set  
The Per Protocol Analysis Set (PPS) will include all randomised patients meeting the study entry 
criteria and with no major protocol deviations affecting the treatment efficacy (see SAP section 3.8). 
 
3.5 Flare Analysis Set 
The Flare Analysis Set will include any patient who was include in the full analysis set and 
experiences a flare during the study 
 
3.6 Tapering Analysis Set 
The tapering Analysis Set (TAS) will include any patient who was in the per protocol analysis set and 
randomized to tapering therapy (S1/2).  
 
3.7 Treatment Misallocation 
If patients were: 

• randomized but not treated: patient will appear on the patient evaluation table as randomized 
but not treated; this is the extent of how the patient will be reported.  

• treated but not randomized: then by definition the patient will be excluded from both the 
efficacy and safety analyses since randomized treatment is missing 

• randomized but did not follow protocol according to allocation: then they will be reported 
under their randomized treatment group for all efficacy and safety analyses as part of the FAS 
and safety analyses, but omitted from the PPS 

Note that treated in this section is defined as having completed at least one post-baseline regular visit.  
 
3.8 Protocol Deviation 
The following sections describe any protocol deviations that relate to the statistical analyses and forms 
the requirement for exclusion from the PPS.  
 
3.8.1 Deviations to inclusion and/or exclusion criteria 
Not fulfilling inclusion and exclusion criteria will be considered a protocol deviation.  
 
3.8.2 Deviations assessed Post-Randomization 
Only protocol deviations thought to affect the efficacy of the assessed DMARD treatment will be 
considered in the SAP. Each of these cases will be reviewed by the team and a clinical judgment made 
in each particular circumstance as to whether efficacy would have been affected in the case of these 
specific classes of protocol deviations assessed post randomization: 
 

• Patients who did not follow the treatment regimens outlined in section 1.2.1 
• Patients who withdrew or was withdrawn during the study 
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4. DEFINITIONS AND DERIVED VARIABLES 
 
In this section we outline the variables used in the study, including variables that will be used in 
subsequent analyses of secondary objectives not covered in the primary publication. For all clinically 
planned measures, visits should occur within a window of the scheduled visit, see table below for 
definitions. 
 

Visit Label Target Day Definition (Day window) 
Screening -1 Prior to Day 0 
V1. Baseline Day 0 (Randomization) Day 0 
V2. Month 4 122 Day 1 to 183 
V3. Month 8 243 Day 184 to 304 
V4. Month 12 365 Day 304 to 426 
V5. Month 16 487 Day 426 to 548 
V6. Month 20 608 Day 549 to 669 
V7. Month 24 730 Day 670 to 791 
V8. Month 28 852 Day 792 to 913 
V9. Month 32 972 Day 914 to 1034 
V10. Month 36 1095 Day 1035 to 1156 

 
If two or more visits fall into the same window, keep the one closest to the Target Day. If two visits 
are equal distant from the Target Day in absolute value, the later visit should be used. If two visits are 
within the window of visit 4, the visit with inclusion of radiology and biobanking should be used.  
 
4.1 Change from baseline 
Change from baseline (∆) = time-point value - baseline value. 
% change from baseline (%∆) = [(time-point value – baseline value) / baseline value] *100% 
 
4.2 Inflammation parameters 
Inflammation parameters include the Erythrocyte Sedimentation Rate (ESR) in mm/h and high 
sensitivity C-reactive protein (CRP) in mg/L. ESR is assessed by the Westergren method.  
 
4.3 Synthetic Disease Modifying Anti-Rheumatic Drugs 
Synthetic DMARDs include, for this study, the following drugs: Methotrexate, sulfasalazine, 
leflunomide, hydroxychloroquine.  
 
4.4 Joint Counts 
The Ritchie Articular Index (RAI) is a long-standing approach to a graded assessment of the 
tenderness of 26 joint regions, based on summation of joint responses after applying firm digital 
pressure. Four grades can be used: 0, patient reported no tenderness; +1, patient complained of pain; 
+2, patient complained of pain and winced; and +3, patient complained of pain, winced, and withdrew. 
Thus, the index ranges from 0 to 3 for individual measures and the sum 0 to 78 overall, with higher 
scores indicating more tenderness. Certain joints are treated as a single unit, such as the metacarpal-
phalangeal and proximal interphalangeal joints of each hand and the metatarsophalangeal joints of 
each foot. For example, the maximum score for the five metacarpophalangeal joints of the right hand 
would be 3, not 15. 
 
Swollen joint counts are performed on 44 joints, with total joint count ranging from 0 to 44. This is 
denoted the 44 swollen joint count (SJC44).  
 
In addition, tender and swollen joint counts on 28 joints are denoted TJC28 and SJC28. A tender joint 
is defined as a joint with RAI > 0. For the MCP and IP/PIP regions we use the following definition to 
estimate TJC28: if RAI = 0, TJC(region) = 0; if RAI = 1, TJC(region) = 2; if RAI = 2, TJC(region) = 
3: if RAI = 3, TJC(region) = 4.  
 



ARCTIC REWIND, Protocol version 4_1  EudraCT Number: 2012-005275-14 

 14 

See Table 4.1 Overview of joint counts for an overview of assessed joints and how they are scored for 
the different joint counts  
 

Table 4.1 Overview of joint counts 
Joints RAI 

left 
RAI 
right SJC44 left SJC44 

right SJC28 left SJC28 
right 

Cervical spine (Neck) 0-3 NA NA NA NA 
Temporomandibular (Jaws) 0-3 NA NA NA NA 
Sternoclavicular (SC) 0-3 0-1 0-1 NA NA 
Acromioclavicular (AC) 0-3 0-1 0-1 NA NA 
Shoulder* 0-3 0-3 0-1 0-1 0-1 0-1 
Elbow* 0-3 0-3 0-1 0-1 0-1 0-1 
Wrist* 0-3 0-3 0-1 0-1 0-1 0-1 
Metacarpophalangeal (MCP)*       
 - First (MCP1) 

0-3 0-3 

0-1 0-1 0-1 0-1 
 - Second (MCP2) 0-1 0-1 0-1 0-1 
 - Third (MCP3) 0-1 0-1 0-1 0-1 
 - Fourth (MCP4) 0-1 0-1 0-1 0-1 
 - Fifth (MCP5) 0-1 0-1 0-1 0-1 
Proximal interphalangeal (IP/PIP)*       
 - First (IP1) 

0-3 0-3 

0-1 0-1 0-1 0-1 
 - Second (PIP2) 0-1 0-1 0-1 0-1 
 - Third (PIP3) 0-1 0-1 0-1 0-1 
 - Fourth (PIP4) 0-1 0-1 0-1 0-1 
 - Fifth (PIP5) 0-1 0-1 0-1 0-1 
Hip 0-3 0-3 NA NA NA NA 
Knee* 0-3 0-3 0-1 0-1 0-1 0-1 
Ankle 0-3 0-3 0-1 0-1 NA NA 
Talocalcaneal 0-3 0-3 NA NA NA NA 
Tarsus 0-3 0-3 NA NA NA NA 
Metatarsophalangeal (MTP)       
 - First (MTP1) 

0-3 0-3 

0-1 0-1 NA NA 
 - Second (MTP2) 0-1 0-1 NA NA 
 - Third (MTP3) 0-1 0-1 NA NA 
 - Fourth (MTP4) 0-1 0-1 NA NA 
 - Fifth (MTP5) 0-1 0-1 NA NA 

NA: Not assessed; *: Included in the 28-joint Disease Activity Score (DAS28) 
 
 
4.5 ACR core data set 
The American College of Rheumatology (ACR) definition of response includes tender and swollen 
joint counts, visual analogue scales (VAS) for pain, patient and investigator global assessment of 
disease activity, patient-assessed disability by the Health Assessment Questionnaire (HAQ) and acute 
phase response (ESR or high sensitivity CRP). 
 
4.6 ACR response 
If a patient experiences a flare and treatment is escalated, the ACR response rates ACR20, ACR50, 
ACR70 and ACR90 as well as ACR remission rates will be calculated.  
 
An ACR20 response is defined if the following criteria are fulfilled: 

• 20% improvement in RAI  
AND 

• 20% improvement in swollen joint count 44 
AND 

• 20% improvement in at least 3 of 5 other core set items 
 
The other core set items consist of: 

• Investigator global assessment of disease activity  
• Patient global assessment of disease activity 
• Patient pain  
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• Disability  
• ESR/CRP 

 
ACR50, ACR70 and ACR90 are defined in a similar manner with 50%, 70% and 90% improvement, 
respectively. In the ARCTIC REWIND study, VAS will be used to assess pain and patient/investigator 
global assessment of disease activity, and PROMIS Physical Function raw score will be used to assess 
disability. High sensitivity CRP will be used as primary measure of inflammation, while ESR will be 
used if CRP is not available. All improvements will be % change from baseline.   
 
Time to ACR20/50/70/90 response = Date of first visit with ACR20/50/70/90 response – date of flare 
+1 
 
4.6.1 US Food and Drug Administration (FDA) major clinical response  
Requires achieving ACR70 response at the current visit and at each visit within the previous 6 months. 
 
 
4.7 Disease Activity 
4.7.1 DAS 
Disease Activity Score (DAS) includes the RAI, the 44 swollen joint counts, the ESR and the patient’s 
global assessment of disease activity on a VAS 0-100 mm (PGA). 
 
The DAS is calculated as follows: 
DAS = 0.54*sqrt(RAI) + 0.065*(SJC44) + 0.33*Ln(ESR) + 0.0072*PGA 
 
If values of ESR and/or PGA are missing, the following formulas are used 
DAS = 0.54*sqrt(RAI) + 0.065*(SJC44) + 0.33*Ln(ESR) + 0.22 
DAS = 0.54*sqrt(RAI) + 0.065*(SJC44) + 0.17*Ln(CRP+1) + 0.0072*PGA + 0.45 
DAS = 0.54*sqrt(RAI) + 0.065*(SJC44) + 0.17*Ln(CRP+1) + 0.65 
 
According to DAS, the following cut-points are used: 
High disease activity: DAS > 3.7 
Moderate disease activity: 3.7 ≥ DAS>2.4 
Low disease activity: 2.4 ≥ DAS ≥ 1.6 
In remission: DAS < 1.6 
 
4.7.2 DAS28 
The 28-joint Disease Activity Score (DAS28) includes TJC28, SJC28, ESR and PGA.  
 
The DAS28 is calculated as follows: 
DAS28 = 0.56*sqrt(TJC28) + 0.28*sqrt(SJC28) + 0.70*Ln(ESR) + 0.014*PGA 
 
If values of ESR and/or PGA are missing, the following formulas are used: 
DAS28 = [0.56*sqrt(TJC28) + 0.28*sqrt(SJC28) + 0.70*Ln(ESR)]*1.08 + 0.016 
DAS28 = 0.56*sqrt(TJC28) + 0.28*sqrt(SJC28) + 0.36*Ln(CRP+1) + 0.014*PGA + 0.96 
DAS28 = [0.56*sqrt(TJC288) + 0.28*sqrt(SJC28) + 0.36*Ln(CRP+1)]*1.10 + 1.15 
 
According to DAS28, the following cut-points are used: 
High disease activity: DAS28 > 5.1 
Moderate disease activity: 5.1 ≥ DAS28>3.2 
Low disease activity: 3.2 ≥ DAS28 ≥ 2.6 
In remission: DAS28 < 2.6 
 
4.7.3 CDAI 
The Clinical Disease Activity Index (CDAI) includes TCJ28, SJC28, PGA in addition to the treating 
physician’s global assessment of disease activity on a VAS 0-100 mm (PhGA).  
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The CDAI is calculated as follows: 
CDAI=TCJ28 + SJC28 + PGA/10 + PhGA/10 
 
According to CDAI, the following cut-points are used: 
High disease activity: CDAI > 22.0 
Moderate disease activity: 22.0 ≥ CDAI>10.0 
Low disease activity: 10.0 ≥ CDAI > 2.8 
In remission: CDAI ≤ 2.8 
 
4.7.4 SDAI 
The Simplified Disease Activity Index (SDAI) includes TCJ28, SJC28, PGA, PhGA and CRP.  
 
The SDAI is calculated as follows: 
SDAI=TCJ28 + SJC28 + PGA/10 + PhGA/10 + CRP/10 
 
According to SDAI, the following cut-points are used: 
High disease activity: SDAI> 26.0 
Moderate disease activity: 26.0 ≥ SDAI>11.0 
Low disease activity: 11.0 ≥ SDAI > 3.3 
In remission: SDAI ≤ 3.3 
 
4.8 EULAR response 
If a patient has experienced a flare, and treatment has been escalated, EULAR response will be 
calculated. The European League Against Rheumatism (EULAR) response rates will be calculated. A 
EULAR response is defined by the state and change in DAS and DAS28, and categorized into good, 
moderate and none using the following definitions: 

Table 4.2 EULAR DAS response 
 Change from relevant visit (e.g. flare visit) in DAS 
DAS at time-point ∆DAS ≤ - 1.2 -1.2 < DAS < -0.6 DAS ≥ 0.6 
DAS ≤ 2.4 Good Moderate None 
2.4 < DAS ≤ 3.7 Moderate Moderate None 
DAS > 3.7 Moderate None None 

 
Table 4.3 EULAR DAS28 response 

 Change from relevant visit (e.g. flare visit) in DAS28 
DAS28 at time-point ∆DAS28 ≤ - 1.2 -1.2 < DAS28 < -0.6 DAS28 ≥ 0.6 
DAS28 ≤ 3.2 Good Moderate None 
3.2 < DAS28 ≤ 5.1 Moderate Moderate None 
DAS28 > 5.1 Moderate None Noen 

 
Time to EULAR response = Date of first visit with EULAR response – date of flare +1 
 
 
4.9 The van der Heijde modified Sharp Score 
The van der Heijde modified Sharp Score (vdHSS) is a score of erosion and joint space narrowing 
(JSN) based on radiographs of hands and feet. The score for JSN ranges from 0 to 120 in the hands 
and from 0 to 48 in the feet. The total vdHSS score is the sum of scores for erosions and JSN, the 
maximum score being 448.  
 
Radiographic progression is defined as a ∆vdHSS of ≥ 1 unit/year. I.e. a radiographic progression after 
one year (visit 4) is defined as a ∆vdHSS of ≥ 1 unit/year. Rate of progression is defined as ∆vdHSS 
divided by time (years). Progression rates will in addition be dichotomized according to ≥ 0.5, ≥ 2.0 
and ≥ 5.0 units per year. 
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Table 4.4 Overview of the van der Heijde modified Sharp Score 
Area Joints Erosion left Erosion right  JSN left JSN right 
Hand Metacarpophalangeal (MCP)     
  - First (MCP1) 0-5 0-5 0-4 0-4 
  - Second (MCP2) 0-5 0-5 0-4 0-4 
  - Third (MCP3) 0-5 0-5 0-4 0-4 
  - Fourth (MCP4) 0-5 0-5 0-4 0-4 
  - Fifth (MCP5) 0-5 0-5 0-4 0-4 
 Proximal interphalangeal (IP/PIP)     
  - First (IP1) 0-5 0-5 NA NA 
  - Second (PIP2) 0-5 0-5 0-4 0-4 
  - Third (PIP3) 0-5 0-5 0-4 0-4 
  - Fourth (PIP4) 0-5 0-5 0-4 0-4 
  - Fifth (PIP5) 0-5 0-5 0-4 0-4 
 Carpometacarpal (CMC)     
  - Third (CMC3) NA NA 0-4 0-4 
  - Fourth (CMC4) NA NA 0-4 0-4 
  - Fifth (CMC5) NA NA 0-4 0-4 
Wrist First metacarpal base (MCB) 0-5 0-5 NA NA 
 Radius bone 0-5 0-5 NA NA 
 Ulna bone 0-5 0-5 NA NA 
 Trapezium/trapezoid (multangular) 0-5 0-5 NA NA 
 Naviculare 0-5 0-5 NA NA 
 Lunate 0-5 0-5 0-4 0-4 
 Multangular navivular-lunate NA NA 0-4 0-4 
 Radiocarpal NA NA 0-4 0-4 
Foot Metatarsophalangeal (MTP)     
  - First (MTP1) 0-10 0-10 0-4 0-4 
  - Second (MTP2) 0-10 0-10 0-4 0-4 
  - Third (MTP3) 0-10 0-10 0-4 0-4 
  - Fourth (MTP4) 0-10 0-10 0-4 0-4 
  - Fifth (MTP5) 0-10 0-10 0-4 0-4 
 Interphalangeal (IP) 0-10 0-10 0-4 0-4 

 
 
4.10 Ultrasound score 
The ultrasound score will be based on ultrasound of 32 joints scored 0-3 for both grey scale (GS) 
synovitis and power Doppler signal. In addition, two joints and two tendons will be scored but 
excluded from the ultrasound score. The total GS and PD score will range from 0 to 96, while the total 
ultrasound score will range from 0 to 192. 
  

Table 4.5 Overview of the ultrasound scoring 
 

Part of the score Joints GS left GS right PD left PD right 
Yes Metacarpophalangeal (MCP)     
  - First (MCP1) 0-3 0-3 0-3 0-3 
  - Second (MCP2) 0-3 0-3 0-3 0-3 
  - Third (MCP3) 0-3 0-3 0-3 0-3 
  - Fourth (MCP4) 0-3 0-3 0-3 0-3 
  - Fifth (MCP5) 0-3 0-3 0-3 0-3 
 Radio-carpal     
 Inter-carpal 0-3 0-3 0-3 0-3 
 Radio-ulnar 0-3 0-3 0-3 0-3 
 Elbow 0-3 0-3 0-3 0-3 
 Knee 0-3 0-3 0-3 0-3 
 Talocrural 0-3 0-3 0-3 0-3 
 Metatarsophalangeal (MTP)     
  - First (MTP1) 0-3 0-3 0-3 0-3 
  - Second (MTP2) 0-3 0-3 0-3 0-3 
  - Third (MTP3) 0-3 0-3 0-3 0-3 
  - Fourth (MTP4) 0-3 0-3 0-3 0-3 
  - Fifth (MTP5) 0-3 0-3 0-3 0-3 
 Interphalangeal (IP) 0-3 0-3 0-3 0-3 
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No Extensor carpi ulnaris 0-3 0-3 0-3 0-3 
 Tibialis posterior tendon 0-3 0-3 0-3 0-3 
 PIP2 0-3 0-3 0-3 0-3 
 PIP3 0-3 0-3 0-3 0-3 

 
 
4.11 Magnetic resonance imaging scoring 
MRI of the dominant hand and wrist is acquired at baseline, 12, 24 and 36 months. The same side will 
be assessed at all time-points.  
 
Images will be read according to the OMERACT Rheumatoid Arthritis MRI Scoring (RAMRIS) 
criteria. The original RAMRIS consists of MRI definitions of important joint pathologies, a core set of 
MRI sequences and a semi-quantitative scoring system for erosions, joint space narrowing, bone 
marrow edema, synovitis, and tenosynovitis.  
 
The RAMRIS core set of MRI sequences to assess inflammatory as well as destructive changes in RA 
joints includes: Imaging in 2 planes, with T1-weighted images before and after intravenous 
gadolinium-contrast to assess synovitis and erosions; plus a T2-weighted fat saturated sequence or a 
STIR sequence to assess bone marrow edema. 
 
4.11.1 RAMRIS erosion score 
Erosion is defined as a sharply marginated bone lesion, with correct juxta-articular localization and 
typical signal characteristics that is visible in two planes with a cortical break seen in at least one 
plane. Each bone is scored on a scale of 0-10 based on the proportion of eroded bone compared to the 
“assessed bone volume” on all available images.  For long bones, the “assessed bone volume” is from 
the articular surface (or its best estimated position, if absent) to a depth of 1 cm, and in carpal bones it 
is the whole bone. 
 

• No erosion = 0 
• 1-10% of bone eroded = 1 
• 11-20% of bone eroded = 2 
• 21-30% of bone eroded = 3 
• 31-40% of bone eroded = 4 
• 41-50% of bone eroded = 5 
• 51-60% of bone eroded = 6 
• 61-70% of bone eroded = 7 
• 71-80% of bone eroded = 8 
• 81-90% of bone eroded = 9 
• 91-100% of bone eroded = 10 (*) 
• Joint unable to be scored =U 

* When scoring the wrist area, if the bones are fused, score erosions as 10. 
 
The following bones are scored: 
Wrist Bones 

• Distal radius 
• Distal ulna 
• Scaphoid 
• Lunate 
• Triquetrum 
• Pisiform 
• Trapezium 
• Trapezoid 
• Capitate 
• Hamate 
• Proximal metacarpal 1 to 5 

 
MCP Bones 

• Proximal proximal phalanx 1 to 5 
• Distal metacarpal 1 to 5 
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Without the first digit (which excludes trapezium and proximal metacarpal 1), the maximum score for 
the wrist is 130. The maximum score for the MCP bones is 80. With the first digit included (which 
includes the trapezium and proximal metacarpal 1), the maximum score for the wrist is 150. The 
maximum score for the MCP bones is 100. The definition of no progression of erosions from baseline 
to end of study will be an average change in RAMRIS erosion score <1/yearly, with alternative 
definitions ≤0, <2, <5 units/yearly. 
 
4.11.2 Bone Marrow Edema (BME, osteitis) 
Bone marrow edema is defined as a lesion, that may occur alone or surrounding an erosion or other 
bone abnormalities, within the trabecular bone, with ill-defined margins and signal characteristics 
consistent with increased water contents (high signal intensity on STIR coronal images and low signal 
intensity on T1 weighted images). Bone marrow edema is assessed in each bone of the wrist and MCP 
bones. Each bone is scored on a scale of 0-3 based on the proportion of bone with edema. 
 

• No edema = 0 
• 1-33% of bone edematous = 1 
• 34-66% of bone edematous = 2 
• 67-100% of bone edematous = 3 
• Joint unable to be scored = U 

 
The following bones are scored: 
 
Wrist 

• Distal radius 
• Distal ulna 
• Scaphoid 
• Lunate 
• Triquetrum 
• Pisiform 
• Trapezium 
• Trapezoid 
• Capitate 
• Hamate 
• Proximal metacarpal 1 to 5 

 
MCP bones 

• Proximal proximal phalanx 1 to 5 
• Distal metacarpal 1 to 5 

 
Without the first digit (which excludes trapezium and proximal metacarpal 1), the maximum score for 
the wrist is 39. The maximum score for the MCP bones is 24. With the first digit is included (which 
includes trapezium and metacarpal base 1), the maximum score for the wrist is 45. The maximum 
score for the MCP bones is 30. 
 
4.11.3 Synovitis 
Synovitis is defined as an area in the synovial compartment that shows above normal post-gadolinium 
enhancement of a thickness greater than the width of the normal synovium. Enhancement is judged by 
comparison of T1 weighted images obtained before and after intravenous gadolinium contrast. 
The synovitis scale is 0-3. A score of 0 is normal, and 1-3 (mild, moderate, severe) are by thirds of the 
presumed maximum volume of enhancing tissue in the synovial compartment. 
 

• No synovitis = 0 
• Mild synovitis = 1 
• Moderate synovitis = 2 
• Severe synovitis = 3 
• Joint unable to be scored = U 
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Synovitis is scored 0-3 as described in the EULAR OMERACT RAMRIS reference atlas, with best possible match to the 
reference images". 
 
The following joints and bones are scored: 
Wrist 

• Distal Radioulnar 
• Radiocarpal 
• Intercarpal-Carpometacarpal 2-5 
• CMC-1 

MCP joints 
• MCP-1 to 5 

 
Without the first digit, the maximum score for synovitis for the wrist is 9.  The maximum score for the 
MCP joints is 12. With the first digit included, maximum score for synovitis for the wrist is 12.  The 
maximum score for the MCP joints is 15. 
 
4.11.4 Joint Space Narrowing (JSN, Cartilage loss) 
JSN is defined as reduced joint space width compared to normal, as assessed in a slice perpendicular 
to the joint surface. The finding is scored on coronal images at the narrowest point. On coronal T1-
weighted images score “white (bone marrow fat) to white”. If surface is eroded, ignore erosions and 
measure “width if there had been no erosion”. The Cartilage scale is 0-4, with 0 indicating normal to 4 
indicating complete ankylosis. 
 

• No Narrowing = 0 
• Focal or mild (<33%) narrowing = 1 
• Moderate (34% - 66%) narrowing = 2 
• Moderate to severe (67% - 99%) narrowing = 3 
• Ankylosis = 4 
• Joint unable to be scored = U 

 
The following joints are scored: 
Wrist 

• Radius-scaphoid 
• Radius-lunate 
• Scaphoid-Lunate 
• Lunate-triquetrum 
• Scaphoid-trapezium 
• Scaphoid-trapezoid 
• Capitate-scaphoid 
• Capitate-lunate 
• Hamate-triquetrum 
• Trapezoid-trapezium 
• Capitate-trapezoid 
• Capitate-hamate 
• Carpometacarpal 1 to 5 

 
MCP joints 

• Metacarpophalangeal 1 to 5 
 

Without the first digit (excluding trapezium-metacarpal base 1), the maximum score for the wrist is 
60.  The maximum score for the MCP joints is 16. With the first digit included (including trapezium-
metacarpal base 1), maximum score for the wrist is 68.  The maximum score for the MCP joints is 20.   
 
4.11.5 Tenosynovitis 
Tenosynovitis on MRI is defined as tendon sheath fluid, sheath thickening and enhancement after 
intravenous contrast injection. As small amounts of fluid can be seen in normal tendon sheets, it is 
essential that the tenosynovitis is visible in at least two consecutive axial slices within the tendon sheet 
to be scored as abnormal. Tendon sheath abnormalities are graded semi-quantitatively from grade 
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0 to grade 3, reflecting the maximum width (in mm) of enhancement within each anatomical area as 
described below: 

• Grade 0 (normal): no peritendinous effusion or synovial proliferation with enhancement. 
• Grade 1: >0 and <1.5 mm peritendinous effusion and/or synovial proliferation with enhancement. 
• Grade 2: ³ 1.5 mm and < 3 mm peritendinous effusion and/or synovial proliferation with enhancement. 
• Grade 3: ³ 3 mm peritendinous effusion and/or synovial proliferation with enhancement. 

 
The extent of the synovial enhancement is measured at the point of maximal thickness, perpendicular to the tendon surface. 
 
Flexor and extensor tenosynovitis are evaluated semi-quantitatively in 10 different anatomical areas. 
Dorsally: 

• extensor pollicis brevis, abductor pollicis longus 
• extensor carpi radialis brevis, extensor carpi radialis longus  
• extensor pollicis longus 
• extensor digitorum communis, extensor indicus proprius  
• extensor digiti quinti proprius 
• extensor carpi ulnaris. 

 
On the volar side:  

• the flexor carpi ulnaris tendon (located ulnar to the carpal tunnel) 
• the flexor digitorum superficialis and profundus tendons (in the carpal tunnel, enclosed in a common sheath—the 

ulnar bursa)  
• the flexor pollicis longus tendon (located dorsally and radially to the median nerve as it passes through the carpal 

tunnel, and entering a continuous sheath that becomes the radial bursa)  
• the flexor carpi radialis (localised radially to the tendons enclosed in the ulnar bursa) 

 
The maximum tenosynovitis score is 30.  
 
4.11.6 Total MRI inflammation score 
The total MRI inflammation score will be calculated as the normalized summation of the synovitis 
score, the osteitis score and the tenosynovitis score, as suggested by the MRI in arthritis OMERACT 
group (Sundin et al, J Rheum, 2019). 
 
4.11.7 Total MRI joint damage score 
The total MRI joint damage score will be performed by normalized summation as suggested by the 
MRI OMERACT group (Sundin et al, J Rheum, 2019).  
 
4.12 Remission 
Remission status is calculated at each visit. In addition to remission according to cut-offs for the 
disease activity indices DAS, DAS28, CDAI and SDAI defined previously, the following remission 
criteria are defined: 
 
4.12.1 ACR/EULAR remission 
The patient must satisfy all of the following in order to achieve ACR/EULAR remission: 

• RAI ≤ 1   
• SJC44 ≤ 1   
• CRP ≤ 1  
• PGA ≤ 1 (on a scale 0-10, in this study ≤ 14 on a scale 0-100)  

 
4.12.2  ACR remission 
A patient is regarded as in ACR remission if at least 5 of the following criteria are present for at least 
two consecutive months: 

• Morning stiffness ≤ 15 minutes; self-reported 
• No fatigue; self-reported fatigue ≤ 14 on VAS (100mm) 
• No joint pain; self-reported joint pain ≤ 14 on VAS (100mm) 
• No joint tenderness or pain on motion; RAI = 0 
• No soft tissue swelling in joints or tendon sheaths; swollen joint count = 0 
• ESR ≤ 30 mm/h for female or ≤ 20 mm/h for male 
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4.12.3 FDA remission 
Requires achieving ACR clinical remission at the current visit and no radiological progression (change 
in vdHSS =0) and no use of DMARDs at each visit within the previous 6 months. 
 
4.12.4 FDA complete clinical response 
Same as FDA remission, but with no requirement on the use of no DMARDs.  
 
4.12.5 Complete DAS remission 
Based on the FDA’s definition of complete clinical response, a complete DAS remission will be 
defined as: DAS remission (i.e. DAS<1.6) and no swollen joints (i.e. SJC44 = 0) and no radiographic 
progression (i.e. change in vdHSS =0) for > 6 months.  
 
 
4.13 SF-36 
The SF-36 is a multi-purpose, short-form health survey with 36 questions. The SF-36 will be scored 
according to RAND 36-Item Health Survey 1.0 
(http://www.rand.org/health/surveys_tools/mos/mos_core_36item_scoring.html) to form eight 
measures scores 0-100: physical functioning, bodily pain, role limitations due to physical health 
problems, role limitations due to personal or emotional problems, emotional well-being, social 
functioning, energy/fatigue, and general health perceptions. In addition, composite scores for physical 
and mental health summary measures are calculated according to the New England Medical Centre 
scoring instructions.(Ware, Kosinski, & Keller, 1994) The composite scores are computed according 
to the 1998 US general population means and standard deviations. 
  
4.14 Physical function 
The Stanford Health Assessment Questionnaire was introduced in the 1980s and is now widely used in 
evaluation of physical function in patients with RA. The disability index of this instrument includes 
questions concerning the ability of patients to perform 20 activities of daily living, and is most 
commonly referred to as the HAQ questionnaire, and sometimes as the HAQ disability index (HAQ-
DI).  
 
An updated version has been developed, the Patient-Reported Outcomes Measurement Information 
(PROMIS) HAQ, including a 20-item short form used in this study (adult physical function version 
1.0 20-item PROMIS short form – 20a). While the original HAQ had 4 response categories, PROMIS 
includes a fifth response option. Each question has thus five response options, ranging in value from 
one to five. To find the total raw score, the sum of the values of the response to each question is 
calculated, giving a range in scores from 20 to 100 if all questions are answered. If at least 50% of the 
questions are answered, the form can be scored, according to the following formula: 
 

(Raw sum x number of items on the short form) 
  Number of items that were actually answered 
 
The total raw score should be translated into a T-score for each participant (either by standardized 
conversion tables or using item-level calibrations), which rescales the raw score into a standardized 
score with a mean of 50 and a standard deviation (SD) of 10. Therefore, a person with a T-score of 40 
is one SD worse than average. The standardized T-score is reported as the final score for each 
participant. 
 
4.15 RAID 
The Rheumatoid Arthritis Index of Disease (RAID) is calculated based on seven numerical rating 
scales (NRS) questions. Each NRS is assessed as a number between 0 and 10. The seven NRS 
correspond to pain, function, fatigue, sleep, emotional wellbeing, physical wellbeing and coping/self-
efficacy. 
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Calculation 
RAID final value = (pain NRS value (range 0–10) × 0.21) + (function NRS value (range 0–10) × 0.16) 
+ (fatigue NRS value (range 0–10) × 0.15) + (physical wellbeing NRS value (range 0–10) × 0.12) + 
(sleep NRS value (range 0–10) × 0.12) + (emotional wellbeing NRS value (range 0–10) × 0.12) + 
(coping NRS value (range 0–10) × 0.12). 
Thus, the range of the final RAID value is 0–10 where higher figures indicate worse status. 
 
Missing data imputation 
If one of the seven NRS values composing the RAID is missing, the imputation is as follows: 

a Calculate the mean value of the six other (non-missing) NRS (range 0–10) 
b Impute this value for the missing NRS 
c Then, calculate the RAID as explained above. 

If two or more of the NRS are missing, the RAID is considered as missing value (no imputation). 
 
4.16 EQ-5D 
EQ-5D is a standardized generic instrument for use as a measure of health outcome. Applicable to a 
wide range of health conditions and treatments, it provides a simple descriptive profile and a single 
index value for health status. The EQ-5D index values are calculated according to the EQ-5D UK 
Time Trade-Off (TTO) value set.  
 
4.17 WPAI 
Worker productivity is generally subdivided into 2 components: absenteeism and presenteeism. The 
worker productivity in this study is based on the Work Productivity and Activity Impairment 
Questionnaire: Rheumatoid arthritis V2.0 (WPAI:RA). 
 
The WPAI yields four types of scores:   
1.  Absenteeism (work time missed) 
2.  Presenteeism (impairment at work / reduced on-the-job effectiveness) 
3.  Work productivity loss (overall work impairment / absenteeism plus presenteeism) 
4.  Activity Impairment 
 
The scores are based on the following questions: 
 
Q1= currently employed 
Q2 = hours missed due to specified problem 
Q3 = hours missed other reasons 
Q4 = hours actually worked 
Q5 = degree problem affected productivity while working 
Q6 = degree problem affected regular activities 
 
Scores  
Multiply scores by 100 to express in percentages. 
Percent work time missed due to RA (absenteeism):  
Percent impairment while working due to RA (presenteeism):  
 
Percent overall work impairment due to RA (work productivity loss): 
 
 
Percent activity impairment due to problem:  
 
4.18 Other calculations 
Age (years) = [(date of baseline – date of birth)/365.25].  
BMI = weight in kilograms / (height in metres) x (height in metres) 



ARCTIC REWIND, Protocol version 4_1  EudraCT Number: 2012-005275-14 

 24 

BMI will be categorized according to the WHO definitions for underweight, normal, overweight and 
obese.  
 
Area under the curve (AUC) will be calculated as the integral under the measure curve using 
trapezoids  
 
Time of withdrawal = date of withdrawal – date of randomization +1 
 
4.19 Safety definitions 
4.19.1 Treatment emerging adverse events 
Treatment emerging adverse events (TEAEs) are defined as AEs with a start date on or after the 
randomization date.  
 
4.19.2 Past disease and concomitant disease 
Past disease/condition 
A disease/condition is considered as past disease/condition if it is not ongoing at screening visit. 
 
Concomitant disease 
A disease/condition is considered as concomitant disease/condition if it is ongoing at screening visit. 
 
Previous and Concomitant medications  
• previous medication (start date < date of randomisation); 
• concomitant medication (start date ≥ date of randomisation); 

 
In case of missing or incomplete dates/times not directly allowing allocation to any of the two 
categories of medications, a worst-case allocation was performed according to the available parts of 
the start and the end dates. The medication was allocated to the first category allowed by the available 
data, according to the following order: 
 
• concomitant medication 
• previous medication 

 

5. EFFICACY ENDPOINTS 
 
5.1 Primary endpoint 
The primary endpoint is the proportion of patients that do not experience a disease flare during the 
study (as defined for the primary analyses as the first 12 months of follow-up). A disease flare is 
defined to occur if a patient’s DAS score increases ≥ 0.6 points to a level in excess of 1.6 (i.e DAS 
>1.6), and in addition has more than 1 swollen joint on examination of 44 joints. If a patient does 
not fulfill these formal criteria, a disease flare will be recorded if both the patient and investigator 
agree that a clinically significant flare has occurred.  
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5.2 Secondary endpoints 
 
5.2.1 Efficacy endpoints  
 

Group Endpoint Assessment time Type 
Remission DAS remission All post-baseline 

visits 
Dichotomous, Time to 
event 

 DAS28 remission All post-baseline 
visits 

Dichotomous, Time to 
event 

 CDAI remission All post-baseline 
visits 

Dichotomous, Time to 
event 

 SDAI remission All post-baseline 
visits 

Dichotomous, Time to 
event 

 ACR/EULAR remission All post-baseline 
visits 

Dichotomous, Time to 
event 

Radiology ∆vdHSS Visits 4 Continuous ∆ 
 ∆Erosion score Visits 4 Continuous ∆ 
 ∆JSN Visits 4 Continuous ∆ 
 Radiographic progression, defined as vdHSS 

³1.0 units/yr 
Visits 4 Dichotomous 

 Radiographic progression, defined as vdHSS 
³ 0.5 units/yr 

Visits 4 Dichotomous 

 Radiographic progression defined, as vdHSS 
³ 2.0 units/yr 

Visits 4 Dichotomous 

 Radiographic progression defined, as vdHSS 
³ 5.0 units/yr 

Visits 4 Dichotomous 

Disease 
Activity  

∆DAS All post-baseline 
visits 

Continuous ∆ 

 DAS AUC from baseline Visits 4 Continuous AUC 
 ∆DAS28 All post-baseline 

visits 
Continuous ∆ 

 DAS28 AUC from baseline Visits 4 Continuous AUC 
 ∆SDAI All post-baseline 

visits 
Continuous ∆ 

 SDAI AUC from baseline Visits 4 Continuous AUC 
 ∆CDAI All post-baseline 

visits 
Continuous ∆ 

 CDAI AUC from baseline Visits 4 Continuous AUC 
ACR core set ∆RAI All post-baseline 

visits 
Continuous ∆ 

 ∆SJC44 All post-baseline 
visits 

Continuous ∆ 

 ∆PhGA All post-baseline 
visits 

Continuous ∆ 

 ∆PGA All post-baseline 
visits 

Continuous ∆ 

 ∆JointPain All post-baseline 
visits 

Continuous ∆ 

 ∆PROMIS V4 Continuous ∆ 
 ∆ESR All post-baseline 

visits 
Continuous ∆ 

 ∆CRP All post-baseline 
visits 

Continuous ∆ 

US scores ∆Grey scale synovitis Visit 4 Continuous ∆ 
 ∆PD synovitis Visit 4 Continuous ∆ 
 Joints without PD activity Visit 4 Dichotomous  
Medication Number of patients in DMARD categories  All post-baseline 

visits 
Categorical 
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 Dose of DMARDs in users All post-baseline 
visits 

Continuous  

 Prednisolone usage 0 – 12 months Visit 4  Continous 
 Any intraarticular injections 0 - 12 months Visit 4 Dichotomous  
 Number of intraarticular injections 0-12 

months 
Visit 4 Continuous  

 Total 0-12 month Triamcinolonehexacetonid 
dose (mg)  

Visit 4 Continuous 

Response ACR20/50/70/90 All post-flare 
visits 

Dichotomous, Time to 
event 

 FDA major clinical response All post-flare  Dichotomous 
 EULAR good response All post-flare 

visits 
Dichotomous, Time to 
event 

 
 
5.2.2 Quality of life endpoints 
 

Group Endpoint Assessment time Type 
SF-36 ∆Physical functioning V4 Continuous ∆ 
 ∆Bodily pain V4 Continuous ∆ 
 ∆Role limitations due to physical health problems V4 Continuous ∆ 
 ∆Role limitations due to personal or emotional 

problems 
V4 Continuous ∆ 

 ∆Emotional well-being V4 Continuous ∆ 
 ∆Social functioning V4 Continuous ∆ 
 ∆Energy/fatigue V4 Continuous ∆ 
 ∆General health perception V4 Continuous ∆ 
 ∆Physical health composite score V4 Continuous ∆ 
 ∆Mental health composite score V4 Continuous ∆ 
RAID ∆RAID total score V4 Continuous ∆ 
EQ5D ∆EQ5D index value V4 Continuous ∆ 
WPAI ∆Absenteeism V4 Continuous ∆ 
 ∆Presenteeism V4 Continuous ∆ 
 ∆Work productivity loss V4 Continuous ∆ 
 ∆Activity impairment V4 Continuous ∆ 

 

6. SAFETY PARAMETERS 
Measures of safety will include the following: 
 
• Clinical and laboratory adverse events (AEs) and coding of AEs performed (using the [Medical 

Dictionary for Regulatory Activities] MedDRA, v.21.1E).  
• Clinical laboratory data  
• Vital signs 

 

7. STATISTICAL METHODOLOGY 
 
7.1 Statistical and Analytical Issues 
 
7.1.1 Statistical Methods  
The primary efficacy analyses will be based on the PPS. Secondary efficacy analyses will be carried 
out in the PPS populations, with robustness analyses of primary and secondary efficacy analyses in the 
FAS population. Baseline characteristics will be primarily be performed in the FAS population, with 
supplementary description of the PPS population. There is only one primary endpoint and thus only 
one primary analysis, and multiple testing adjustments will not be made in the secondary analyses. 
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All categorical (including binary and ordinal) data will be summarized using frequency counts and 
percentages of patient incidence. Percentages will be calculated using the appropriate study population 
(FAS or PPS); any exceptions to this will be highlighted in the table footnote. The continuous 
variables will be summarized using number of patients (N), mean, standard deviation (SD), median, 
25/75 percentile and range (minimum/maximum).  
 
All efficacy analyses will be presented by the size (point estimate) of the difference between the 
treatments and the associated 95% confidence interval. 
 
All statistical analyses will be done in Stata v14 (StataCorp. 2015. Stata Statistical Software: Release 
14. College Station, TX, USA). 
 
7.1.1.1 Analyses of dichotomous endpoints 
Dichotomous efficacy endpoints (including the primary and secondary endpoints of section 5.2.1) at 
12 months (visit 4) will be analyzed using mixed effect logistic regression with treatment group as the 
only fixed effect and center as a random effect.  
 
Specifically, let  !",$ (=1 if non-failure, 0 otherwise) denote the response for the %-th subject (% =
1, . . , )$) from the *-th center (* = 1, . . , +), with treatment group -" (=1 if in stable sDMARD therapy, 
0 otherwise). The analysis model is then 
 
!",$~/01)2344%(6(-", *))   
 
where 6(-, *) = (1 + 08(9:;9<=;>?))8@. The center effect is assumed to be normally distributed, i.e. 
A$~B(0, DE), with independence between centers.  
 
The model parameters will be estimated using maximum likelihood estimation.  The treatment 
difference will be estimated as the marginal mean for stable sDMARD treatment minus the marginal 
mean for tapered sDMARD treatment. The confidence interval for the treatment difference will be 
based on the delta method.  
 
Efficacy assessments of dichotomous end-points through time will also be analyzed with a mixed 
effect logistic regression model. Here, in addition to the center effect, subject specific random 
intercepts will be included. The fixed effects will be the factors: treatment and visit, including a 
treatment-by-visit interaction.  Treatment differences at different time points will be assessed using 
marginal means as above.  
 
7.1.1.2 Analyses of continuous endpoints  
Continuous endpoints will be analyzed using the linear mixed effect model. Each analysis will include 
an adjustment for the baseline value of the endpoint, and further include treatment, visit, and their 
interaction as fixed factors. Subject and center specific intercepts will be treated as random effects, 
and differences between treatment groups will be estimated using marginal means.  
 
7.1.1.3 Analyses of time to event endpoints  
Time to event endpoints (see section 5.2.1) will be analyzed using a Weibull regression model with 
center as a random effect. As above, the random effects will be assumed to be normally distributed. 
Sensitivity analyses will be performed using Cox regression and Kaplan-Meier product-limit analysis. 
Estimates of the hazard ratio will be presented in addition to Kaplan-Meier plots.   
 
7.1.1.4 Software implementation 
All analysis will be done using Stata v14. Estimation of the logistic mixed effect models will be done 
using the melogit function, the linear mixed effect models via the mixed function, and the time-to-
event endpoints analyzed via the mestreg for function for multi-level survival analysis. 
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The primary end-point treatment difference will be assessed using that average marginal effect, 
estimated by the margins function. Combined with melogit, this estimates the marginal effect, 
integrating over the unconditional distribution of random effects.   
 
The stata margins command fails if a variance component is estimated too close to zero. For this 
reason, if this occurs, the model is re-estimated with the corresponding random effect removed, and 
the margins command run on the reduced model.  
 
7.2 Determination of sample size 
To estimate the expected percentage of patients who will be non-failures after one year of follow-up in 
the ARCTIC REWIND studies, we used data from the Norwegian NOR-DMARD register, with TNFi 
treatment as the example. Patients who had one year of sustained DAS28 remission and were 
receiving TNF inhibitors in combination with MTX were selected. Of these, 80% were still in 
remission one year later. The corresponding number for patients receiving MTX monotherapy was 
74%. Based on this, we hypothesize that also 80% of the patients included in ARCTIC REWIND 
would be in remission (an approximation of non-failure) after one year. An inferiority margin of 20% 
was chosen, as it was thought that clinicians would accept an 20% increased risk of flare given the 
potential benefits of decreasing DMARD therapy.  
 
If there is truly no difference between half dose and continued full dose DMARD treatment on the 
proportion of patients in remission after 12 months, 126 patients (63 in each arm) are required in to be 
80% confident that the upper limit of a one-sided 97.5% confidence interval (equivalent to a 95% two-
sided confidence interval) will exclude a more than 20% difference in favor of the full-dose treatment. 
Different combinations of remission rates and non-inferiority margins are summarized in the Table 4.  
 
Because of the non-inferiority design, the primary population will be the per-protocol (PP) population. 
To adjust for protocol violators (estimated to 20%), a total of 160 patients will be randomized for the 
sDMARD study.  
 
Table 4: The numbers in the cells represent the total number of patients needed under different 
scenarios. All calculations are based on a power of 80% and alpha 2.5%.  

 
 
7.3 Handling of Dropouts and Missing Data 
In general, missing values will not be imputed for descriptive statistics. 
 
7.3.1 Primary endpoint  
For the analysis of the primary endpoint, consisting of flare assessments, the patients in the PPS will 
not have missing values for the primary endpoint, as the primary variable has been fully monitored 
during the study and no values are missing. For analyses in the FAS population, patients with more 
than one missing visit will be set to worst outcome (flare).  
 
7.3.2 Other dichotomous endpoints  
All other dichotomous endpoints analyzed via logistic mixed models using all assessments. Missing 
values will be assumed to be missing at random and will not be imputed. 
 

Non-inferiority Margin 90% remission at 12 m 80% remission at 12 m 70% remission at 12m 
15 % 126 224 294 
20 % 72 126 166 
25 % 46 82 106 
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7.3.3 Other continuous endpoints  
All continuous endpoints will be analyzed using the linear mixed model and no imputation will be 
performed. Missing values will be assumed missing at random.  
 
7.3.4 Time to event endpoints  
For the time to event analysis, all patients who withdraw from follow-up will be censored on the 
withdrawal date.   
 
7.3.5 ACR20, ACR50 and ACR70 
Because the ACR20, ACR50, ACR70 variables are based on several component variables, it is 
possible that the values may still be calculated even if the component variables have some missing 
values. In this case, no imputation method is needed. If the ACR value is still missing, an imputation 
method will be applied. If the ACR value is missing due to missing values in any of the components, 
while the patient is still enrolled, the method of last observation carried forward (LOCF) will be used 
to carry forward any of the missing components, and from that mix of actual and carried-forward 
values, the values of ACR20, ACR50 and ACR70 will be determined. � 
 
After the LOCF imputation has been applied, missing values due to a patient dropping from the study 
for any reason (e.g. lack of efficacy or adverse event) will be handled by setting the ACR value 
(ACR20, ACR50 and ACR70) to nonresponsive (that is, observation at time of flare carried forward) 
from that visit onward.� 
 
7.3.6 Pooling of Investigator Sites 
There will be no pooling of investigator sites. Handling of centre-effects is described previously.  
 
7.3.7 Timing of Main Analysis 
The analysis of primary endpoint and main secondary endpoints during the first 12 months of the 
study is planned to occur when all eligible patients have completed 12 months of treatment, all data up 
to 12 months have been entered, verified and validated and the primary database has been locked.  
 
Analysis on MRI data (RAMRIS-scores) is planned when all images are received, scored and entered 
into the MRI part of the database. This will be done after the main analysis.  
 
Analysis of the last study periods (study period 2 and 3, i.e. 1-2 years and 2-3 years) will be formed 
after all eligble patients have completed the study periods, all data for the study periods have been 
entered, verified and validated and the database has been locked.  
 
 
7.4 Patient Characteristics 
 
7.4.1 Patient Disposition 
The disposition of all patients will be listed and summarised by treatment arm.  The number and 
percentage of patients who are randomised, received any study treatment, prematurely discontinued 
from treatment and lost to follow-up will be summarized (supplementary figure 1).  
 
The number and percentage of patients will be categorized by the reason(s) for  
 

1) End of study treatment/withdrawal from study treatment: This is when it is decided that a 
patient will not receive further treatment according to study protocol and enters the survival 
follow-up phase. Reasons can be: adverse event, patient withdrawal of consent, investigator 
decision, death, lost to follow-up, wrong diagnosis, major protocol deviation, unknown, other. 
 

7.4.2 Protocol Deviations  
Major protocol deviators will be determined and summarised by type (Major/Minor) and treatment 
group.  
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Major protocol deviations are: 
• Informed consent not dated and signed 
• Eligibility, according to Inclusion / Exclusion criteria, not met 
• Serious adverse event (SAE) reporting requirements not met; seriousness criteria misinterpreted, 

timelines not respected 
• Treatment regimen deviation: if the patient for some reason does not comply to the treatment 

strategy defined in the protocol 
• Randomisation non-compliance; patient starts other treatment strategy than allocated  
 
7.4.3 Background and Demographic Characteristics  
Patient demographics and baseline characteristics will be summarized for the FAS population. 
 
Patient demographics and baseline characteristics will be summarized by randomized treatment arm 
and overall using descriptive statistics (N, mean, standard deviation, median, 25/75 percentiles, 
minimum, and maximum) for continuous variables, and number and percentages of patients for 
categorical variables.  The patient demographics and baseline characteristics to be summarized include 
age in years, sex, symptom duration, anti-CCP status, rheumatoid factor status, BMI, work status, 
smoking status, CRP, TJC, SJC, RAI, physician global VAS, patient global VAS, patient VAS pain, 
fatigue VAS, DAS, DAS28, CDAI, SDAI, ACR/EULAR Boolean remission, EQ-5D, SF-36 mental 
and physical component summary scores, van der Heijde modified Sharp scores, HAQ, ultrasound 
scores and medication.  
 
Medical history will be coded using the MedDRA dictionary (v21.1E) and will be summarised. 
Concomitant medication will be coded using the ATC coding system and summarised.  
 
7.4.4 Baseline DMARD treatment 
Baseline DMARD treatment will be summarised by categories outlined in table 7.2. 
Table 7.1 Treatment regimen  

Description 
Methotrexate monotherapy 
Sulfasalazine monotherapy 
Leflunomide monotherapy 
Methotrexate + sulfasalazine  
Methotrexate + hydroxychloroquine 
Methotrexate + hydroxychloroquine + sulfasalazine 

 
 
7.4.5 Treatment Compliance 
Data summarizing the proportions of patients complying with the treatment regimen according to 
protocol will be analyzed by treatment arm. Treatment arm difference will be tested using the chi-
square test. 
 
7.4.6 Concomitant Medications and Other Therapies 
Concomitant medication information collected will be coded by the Anatomical Therapeutic Chemical 
(ATC) classification system.  Concomitant medications taken during the study (including any prior 
medication that is continuing at the time of inclusion) will be classified by generic name.  The number 
and percentage of patients who took at least one drug within each specific preferred term will be 
assessed.  Patients will only be counted once if they are taking more than one medication (within the 
same code) or take the same generic medication more than once.  If it cannot be determined whether a 
medication is concomitant (based on stop date or, if the stop date is missing, start date), then the 
medication will be considered to be concomitant.  
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7.4.7 Quality of Life data 
Analyses of Quality of Life (QoL) data will be done using the procedures described for change from 
baseline continuous endpoints (section 7.1.1.2).  
 
7.5 Disease activity before, under and after flares 
 
For patients who experience flares (Flare Analysis Set), we will assess the disease activity at the visit 
prior to the flare, at the flare visit, and at subsequent visits in the two arms.  
 
7.6 Identification of predictors for flare 
 
Two approaches to identify predictors for flares will be explored, based on two populations: 
TAS population: assessment of the risk of disease flare under tapered therapy 
 
PPS population: assessment of the risk of disease flare under stable and tapered therapy regimens 
 
In the TAS population, a model for predicting disease flare will be based on baseline characteristics 
(e.g age, sex, smoking status, BMI, symptom duration, disease activity (index based, fulfillment of 
different remission criteria, individual variables from the composite scores), serological status 
(positivity, levels), ultrasound findings, radiographic scores, DMARD regimen (including MTX 
monotherapy p.o. vs MTX monotherapy s.c.)). First, the univariate association between each of the 
baseline characteristics and any disease flaring during follow-up will be assessed using separate 
logistic regression models. Second, a multivariable predictive model will be formed using step-wise 
selection. For an unbiased assessment of the predictive accuracy of the model the Area Under the 
Curve of the model (and its 95% CI) will be assessed by 10-fold cross-validation, at each fold 
repeating the model selection.  
 
In the PPS population, a similar model will be developed using data from both treatment groups. Here 
the step-wise model selection will be applied to the same set of baseline disease characteristics, but in 
addition including their interaction with treatment group. From the final model the risk difference of 
disease flaring under tapered and stable therapy will be formed for each patient along with its 95% 
confidence interval. The confidence interval for the patient level risk difference will be formed using 
bootstrapping applied to the model selection and estimation process.  
 
 
7.7 Exploratory Analysis 
Samples (including serum, plasma, full blood and urine) for biomarker or DNA/RNA discovery and 
validation have been collected and stored in a freezer at -70 C. These samples will be used for 
exploratory analyses, and may include measurement of cytokines and other known or potential new 
markers of inflammation or damage, such as interleukins, interferons, metalloproteases, transforming 
growth factor, TNFs, adhesion molecules etc. as well as DNA/RNA analyses (genomics and 
proteomics).  
 
Exploratory endpoints will not be limited to those mentioned above, and will include 
variables/endpoints and statistical methods/modelling as necessary to explore the secondary objectives 
of the study as described in section 2.2 of the protocol. 
 

8. SAFETY ANALYSIS  
 
General safety evaluations will be based on the incidence, intensity, and type of AEs, and clinically 
significant changes in the patient’s physical examination findings, vital signs and clinical laboratory 
results.  Safety variables will be tabulated and presented for all patients in the safety set.  
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8.1 Adverse Events 
Adverse events will be coded using MedDRA, version 21.1E.  The investigator records the maximum 
intensity of each AE using the levels mild, moderate and severe.  Adverse events with missing 
intensity will be considered to be severe. 
 
The number (%) of subjects with any adverse event, with 1, 2 or > 3 adverse events, with treatment 
related adverse events, and with SAE will be summarized by treatment group. The number of events 
and number (%) of subjects with adverse events by system organ class (SOC) and preferred term (PT) 
will be summarized by treatment group, overall, for severe AEs and for AEs leading to study 
discontinuation. In addition, a summary table of AEs reported by >= 5% of all patients will be 
presented by SOC and PT. A detailed patient narrative will be given for any death or cancer, in 
addition to other relevant serious adverse events, in the clinical study report in addition to listing. 

8.1.1 Clinical Laboratory Parameters 
Safety clinical laboratory parameters were collected and assessed, but only used to identify adverse 
events. No analyses of clinical laboratory parameters will be performed. 
 
8.1.2 Vital Signs  
Changes in vital signs (including systolic and diastolic blood pressure [mmHg], heart rate [beats per 
minute] and weight [kg]) will be summarised by assessment time and treatment arm.  
 
 
8.2 Interim Analyses  
There are no planned interim analyses for efficacy.  
 
8.2.1 Independent Data Monitoring Committee (IDMC) 
No analyses have been made for the IDMC, and will not be reported in the clinical study report.  
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9. DATA ANALYSES FOLDER PLAN (RD) 
All programs and datasets will be organized according to the following plan.   

 
Figure 9.1 Data analysis folder plan 
 

• Datasets 
o TXT; all exported data from the eCRF (Viedoc) 
o Raw; all exported files converted to Stata formal 
o TD; Tabulated datasets formed by ‘Make TD’ scripts. All TD datasets are created 

from  raw datasets 
o AD; Analysis datasets formed from TD data using scripts in ‘Make AD’ 

• Programs 
o Make Raw: Programs for importing TXT-data into Stata format, including variable 

naming an labeling 
o Make TD: Programs for combining and restructuring Raw-data files. 
o Make AD: Programs combining TD-data into datasets ready for analysis . 
o Make Output: Programs for analyzing data, creating tables and figures.  

• Output 
o Tables: Results of analysis in Table form.  
o Figures: Results of analysis in Figure form.  
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10. PLANNED TABLES AND FIGURES 

 
Tentative figures and tables are outlined on the following pages, and will be updated as necessary to 
comply with journal requirements, including addition of extra data or reduction in size as necessary. 
Supplemental figures and tables will be included in accordance with journal guidelines. 
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Figure 1: Patient disposition 
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Table 1. Characteristics of patients at baseline.* 

Characteristic Stable arm 
(N=) 

Tapered arm 
(N=) 

Age – yr    
Female sex – no. (%)   
Body-mass index (kg/m2)   
Current smoker – no. (%)   
Time since first swollen joint – years    
Positive for anti-citrullinated peptide antibodies – no. (%)   
Positive for rheumatoid factor – no. (%)   

 
* Plus – minus values are means ± SD. Median values are given with interquartile range (IQR). There were no 
significant differences between the groups except for 
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Figure 2: Non-inferiority plot of stable vs tapered sDMARD treatment in per protocol set, full analysis set and in patients treated by methotrexate 
monotherapy.  
(Illustration based on dummy variables) 
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Table 2. Secondary outcomes.* 
 Baseline  12 months  Difference at 12 

months 
(95% CI) 

 Stable arm Tapered arm Stable arm Tapered arm 

Continous variables Observed values Change from baseline  
Measures of disease activity      
     Disease Activity Score       
     Disease Activity Score in 28 joints       
     Simplified Disease Activity Index       
     Clinical Disease Activity Index       
     Swollen-joint count       
     Tender-joint count (Ritchie Articular Index)       
     Erythrocyte sedimentation rate, mm/hr       
     C-reactive protein, mg/liter       
     Patient’s global assessment       
     Investigator’s global assessment       
Functional outcomes      
     PROMIS Physical Function       
     EuroQol-5 Dimensions       
     Fatigue visual-analogue scale      
     SF-36 Physical Component Summary Score      
     SF-36 Mental Component Summary Score      
     WPAI % work missed due to specified problem (absenteeism)      
     WPAI % impairment while working due to specified problem (presenteeism)      
     WPAI % overall work impairment due to specified problem      
     WPAI % activity impairment due to specified problem       
     Rheumatoid Arthritis Impact of Disease total score      
Radiographic joint damage      
     total van der Heijde modified Sharp score       
          van der Heijde Sharp Erosion       
          van der Heijde Sharp Joint Space Narrowing      
Ultrasound outcomes      
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     Total power Doppler signal score      
     Total grey scale score       
Medication       
    Dose methotrexate in users      
    Dose sulfasalazine in users      
    Dose hydroxychlorochine in users      
    Dose leflunomide in users      
    Total Triamcinolonehexacetonid dose (mg)  NA NA    
    Number of intraarticular injections NA NA    
Cathegorized variables Observed values Observed values  
Measures of diseaes activity       
     Disease Activity Score remission – no. (%)      
     Disease Activity Score in 28 joints remission – no.(%)      
     Clinical Disease Activity Index remission – no. (%)      
     ACR/EULAR remission – no. (%)      
     No swollen joints – no. (%)       
Imaging outcomes      
     No radiographic progression – no. (%)       
     No power Doppler signal in any joint – no. (%)      
Medication      
     Methotrexate monotherapy – no. (%)      
           Methotrexate monotherapy p.o. – no. (%)      
           Methotrexate monotherapy s.c. – no. (%)      
     Sulfasalazine monotherapy – no. (%)      
     Leflunomide monotherapy – no. (%)      
     Methotrexate + sulfasalazine – no. (%)      
     Methotrexate + hydroxychloroquine – no. (%)      
     Methotrexate/sulfasalazine/hydroxychloroquine  – no. (%)      
     Biologic treatment – no. (%) NA NA    
     Any intraarticular injections 0-12 months– no. (%) NA NA    
     Any prednisolone use over 12 months – no. (%) NA NA    

* Plus – minus values are means ± SD. Median values are given with interquartile range (IQR). There were no significant differences between the groups except for
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Figure 3 – Secondary endpoints. Panel A shows the Disease Activity Score. Panel B shows the 
percentage of patients in Disease Activity Score remission. Panel C shows the percentage of patients 
in Simplified Disease Activity Index remission. Panel D shows the percentage of patients in 
ACR/EULAR Boolean remission. Panel E shows the cumulative percentage of patients who have 
experienced flares. Panel F shows the cumulative probability plot for radiographic joint damage, 
scored by van der Heijde Sharp score. (illustration based on dummy variables) 
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Table 3: Safety findings from month 0 to 12.   

Event Stable arm 
(N=xx) 

Tapered arm 
(N=xx) 

Any adverse event – no. (%)   
Patients with adverse events   

1 adverse event – no. (%)   
2 adverse events – no. (%)   

              ≥3 adverse events – no. (%)   
Serious adverse events – no. (%)   
Adverse events of special interest   

Infection – no. (%)   
Serious infection – no. (%)   
Cancer – no. (%)   

Death – no. (%)   
Adverse event leading to study 
discontinuation – no. (%)   
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Suppl table: Safety data from 0 to 12 month. Values are number (percentages) 
MedDRA System Organ Class Stable arm Tapered arm 
All-Cause Mortality*– no. (%)   
   
   
All Serious Adverse Events*– no. (%)   
   
Other Adverse Events#    
Gastrointestinal disorders – no. (%)   
Infections and infestations – no. (%)   
Injury, poisoning and procedural complications 
– no. (%)   
Musculoskeletal and connective tissue disorder 
– no. (%)   
Renal and urinary disorders – no. (%)   
Respiratory, thoracic and mediastinal disorder 
– no. (%)   
Surgical and medical procedures – no. (%)   
Neoplasms beningn, malignant and unspecified 
(incl cysts and polyps) – no. (%)   
Nervous system disorder – no. (%)   
Cardiac disorder – no. (%)   
Skin and subcutaneous tissue disorders – no. 
(%)   
General disorders and administration site 
conditions – no. (%)   
Eye disorder – no. (%)   
Hepatobiliary disorders – no. (%)   
Immune system disorders – no. (%)   
Investigations – no. (%)   
Blood and lymphatic system disorders – no. 
(%)   
Vascular disorders – no. (%)   
Ear and labyrinth disorder – no. (%)   
Psychiatric disorders – no. (%)   
Reproductive system and breast disorders – no. 
(%)   
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