(as supplied by the authors)

APPENDIX 1: LITERATURE SEARCH STRATEGY

OVERVIEW

Interface: Ovid

Databases: EBM Reviews - Cochrane Central Register of Controlled Trials <April
2016>
Embase
Ovid MEDLINE
Ovid MEDLINE In-Process & Other Non-Indexed Citations
Note: Subject headings have been customized for each database.
Duplicates between databases were removed in Ovid.

Date of May 3, 2016

Search:

Alerts: Monthly search updates began May 4 and ran until March 1, 2017.

Study Types:  randomized controlled trials; controlled clinical trials

Limits:

Publication years: see multi-database strategie
Humans

SYNTAX GUIDE

/
MeSH
exp

ADJ
ADJ#
i

.ab
.hw
Kf

kw

pt

At the end of a phrase, searches the phrase as a subject heading
Medical Subject Heading
Explode a subject heading

Before a word, indicates that the marked subject heading is a primary topic;

or, after a word, a truncation symbol (wildcard) to retrieve plurals or varying
endings

Requires words are adjacent to each other (in any order)

Adjacency within # number of words (in any order)

Title

Abstract

Heading Word; usually includes subject headings and controlled vocabulary
Author keyword heading word (MEDLINE)

Author keyword (Embase)

Publication type
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MULTI-DATABASE STRATEGIES

biologic DMARDs — 2015 to present

# Searches

1 | Adalimumab/

2 | Certolizumab Pegol/

3 | Etanercept/

4 | golimumab/ use oemezd

5 | Infliximab/

6 | tocilizumab/ use oemezd

7 | Abatacept/

8 | Rituximab/

9 | (adalimumab or Humira or Trudexa or certolizumab pegol or Cimzia or Perstymab
or etanercept or Enbrel or golimumab or Simponi or infliximab or Inflectra or
Remicade or Remsima or Reemsima or Remmicade or Remykeyd or Revellex or
anakinra or Kineret or Antril or tocilizumab or Actemra or Aktemra or RoActemra or
atlizumab or abatacept or Orencia or Belatacept or Nulojix or rituximab or Rituxan
or Mabtera or Mabthera or Reditux or Relito or Rituxim).ti,ab,kw,kf.

10 | or/1-9

11 | exp Arthritis, Rheumatoid/ use pmez

12 | exp rheumatoid arthritis/ use oemezd

13 | (rheumatic* or rheumatoid* or rheumatis*).ti,ab,kf,kw.

14 | ((Caplan* or Felty* or Sjogren* or Sicca*) adj3 syndrome®*).ti,ab,kf,kw.

15 | Still* Disease*.ti,ab,kf,kw.

16 | or/11-15
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17 | 10 and 16

18 | (Randomized Controlled Trial or Controlled Clinical Trial or Pragmatic Clinical
Trial).pt.

19 | Randomized Controlled Trial/

20 | exp Randomized Controlled Trials as Topic/

21 | "Randomized Controlled Trial (topic)"/

22 | Controlled Clinical Trial/

23 | exp Controlled Clinical Trials as Topic/

24 | "Controlled Clinical Trial (topic)"/

25 | Randomization/

26 | Random Allocation/

27 | Double-Blind Method/

28 | Double Blind Procedure/

29 | Double-Blind Studies/

30 | Single-Blind Method/

31 | Single Blind Procedure/

32 | Single-Blind Studies/

33 | Placebos/

34 | Placebo/

35 | Control Groups/

36 | Control Group/

37 | (random* or sham or placebo¥).ti,ab,hw,kf kw.

38 | ((singl* or doubl*) adj (blind* or dumm* or mask*)).ti,ab,hw,kf kw.

39 | ((tripl* or trebl*) adj (blind* or dumm®* or mask*)).ti,ab,hw,kf,kw.

40 | (control* adj3 (study or studies or trial*)).ti,ab,kf,kw.
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41

(Nonrandom* or non random* or non-random* or quasi-random* or
quasirandom®).ti,ab,hw,kf kw.

42

allocated.ti,ab,hw.

43

((open label or open-label) adj5 (study or studies or trial*)).ti,ab,hw,kf,kw.

44

or/18-43

45

17 and 44

46

exp animals/

a7

exp animal experimentation/ or exp animal experiment/

48

exp models animal/

49

nonhuman/

50

exp vertebrate/ or exp vertebrates/

51

or/46-50

52

exp humans/

53

exp human experimentation/ or exp human experiment/

54

or/52-53

55

51 not 54

56

45 not 55

S7

56 not conference abstract.pt.

58

limit 57 to english language

59

limit 58 to yr="2015 -Current"

60

remove duplicates from 59

Methotrexate — 2014 to present

Searches
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1 | Methotrexate/

2 | (abitrexate or amethopterin* or amethpterin* or ametopterin* or antifolan or Artrait
or Atrexal or Bertanel or Biotrexate or brimexate or canceren or cytotrex or ebetrex
or ebetrexat* or emtexate or emthexat* or Emthrxate or emtrexate or enthexate or
farmitrexat* or farmotrex or Hytas or Imutrex or ifamet or imeth or fermitrexat* or
fauldexato or folex or hdmtx or lantarel or ledertrexate or lumexon or maxtrex or
medsatrexate or Meisusheng or merox or metatrexan or metex or Metrex or
Methoblastin or methohexate or methotrate or Methox or meticil or Metodik or
methotrexat* or Methylaminopterin* or methrotrexate or methopterin* or
methpterin* or metopterin* or Metotressato or Metotrexato or Metotreksat or
metoject or Metrotex or mexate or MTX or Novatrex or Otrexup or Rasuvo or
Rheumatrex or texate or tremetex or trexeron or Trexall or trixilem or Midu or Mtrex
or Neotrexat* or Onkomet or Otaxem or Pterin or Quinux or Reumatrex or
Sanotrexat* or Texorate or Trexan or Trexate or Trexol or Trexonate or Trexxol or
Unitrexates or Viztreksat or Xantromid or Zexate).ti,ab,kw,kf.

3 |lor2

4 | exp Arthritis, Rheumatoid/ use pmez

5 | exp rheumatoid arthritis/ use oemezd

6 | (rheumatic* or rheumatoid* or rheumatis*).ti,ab,kf,kw.

7 | ((Caplan* or Felty* or Sjogren* or Sicca*) adj3 syndrome®).ti,ab,kf,kw.

8 | Still* Diseasex.ti,ab,kf kw.

9 |or/4-8

10 3and 9

11 | (Randomized Controlled Trial or Controlled Clinical Trial or Pragmatic Clinical
Trial).pt.

12 | Randomized Controlled Trial/

13 | exp Randomized Controlled Trials as Topic/

14 | "Randomized Controlled Trial (topic)"/

15 | Controlled Clinical Trial/

16 | exp Controlled Clinical Trials as Topic/

17 | "Controlled Clinical Trial (topic)"/
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18

Randomization/

19

Random Allocation/

20

Double-Blind Method/

21

Double Blind Procedure/

22

Double-Blind Studies/

23

Single-Blind Method/

24

Single Blind Procedure/

25

Single-Blind Studies/

26

Placebos/

27

Placebo/

28

Control Groups/

29

Control Group/

30

(random* or sham or placebo¥).ti,ab,hw,kf kw.

31

((singl* or doubl*) adj (blind* or dumm* or mask*)).ti,ab,hw,kf,kw.

32

((tripl* or trebl*) adj (blind* or dumm* or mask*)).ti,ab,hw,kf,kw.

33

(control* adj3 (study or studies or trial*)).ti,ab,kf,kw.

34

(Nonrandom* or non random* or non-random* or quasi-random* or
quasirandom?®).ti,ab,hw,kf,kw.

35

allocated.ti,ab,hw.

36

((open label or open-label) adj5 (study or studies or trial*)).ti,ab,hw,kf,kw.

37

or/11-36

38

10 and 37

39

exp animals/

40

exp animal experimentation/ or exp animal experiment/

41

exp models animal/
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42 | nonhuman/

43 | exp vertebrate/ or exp vertebrates/
44 | or/39-43

45 | exp humans/

46 | exp human experimentation/ or exp human experiment/
47 | or/45-46

48 | 44 not 47

49 | 38 not 48

50 | 49 not conference abstract.pt.

51 | limit 50 to english language

52 | limit 51 to yr="2014 -Current"

53 | remove duplicates from 52

Subsequent Entry Biologics (SEBs), products under development, small molecules,
traditional DMARDs (hydroxychloroquine, sulfasalazine, leflunomide) — no date limit

# Searches

1 | exp Arthritis, Rheumatoid/ use pmez

2 | exp rheumatoid arthritis/ use oemezd

3 | (rheumatic* or rheumatoid* or rheumatis*).ti,ab,kf,kw.

4 | ((Caplan* or Felty* or Sjogren* or Sicca*) adj3 syndrome¥).ti,ab,kf,kw.

5 | Still* Disease*.ti,ab,kf,kw.

6 |or/1-5

7 | Infliximab/ or Adalimumab/ or Etanercept/

8 | (adalimumab or Humira or Trudexa or infliximab or Inflectra or Remicade or

Remsima or Reemsima or Remmicade or Remykeyd or Revellex or etanercept or

7
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Enbrel).ti,ab,kw,kf.

9 [7o0r8

10 | (reference or innovator or originator or generic or generics or biosimilar or bio-
similar or biosimilars or bio-similars or follow-on or subsequent-entry or SEB or
SEBs or biobetter or biobetters or bio-better or bio-betters or biosuperior or
biosuperiors or bio-superior or bio-superiors or next generation or second-
generation or third-generation or next-gen).ti,ab.

11 | (biologic* or biological*).ti,kw,kf.

12 | exp *Biological Products/ use pmez

13 | exp *biological product/ use oemezd

14 | or/10-13

15|(9and 14

16 | Hydroxychloroquine/

17 | (Hydroxychloroquin* or Oxychlorochin* or Oxychloroquin* or Hydroxychlorochin* or
Plaquenil or Idrossiclorochina or Oxichlorochinum or Hydroxyquine or Advaquenil
or Arthroquin or Axokine or Chloguin or Diclor or Dimard or Dolquine or Duloc or
Duroc or Ercoquin or Evoquin or Fen Le or Geniquin or Haloxin or HCQS or
Hydroquin or Hydroquine or Hyquin or llinol or Immard or Metirel or Oxcq or
Oxiklorin or Plakvenil or Plaquinol or Quensyl or Quinoric or Reconil or Reuquinol
or Roquin or Supretic or Winflam or Yuma or Zyq or chloroquinol).ti,ab,kf,kw.

18 | Sulfasalazine/ use pmez

19 | salazosulfapyridine/ use oemezd

20 | (Salicylazosulfapyridin* or salazosulfpyridin* or salazopyrin* or salazopyridin* or
Sulphasalazin* or Salazosulfapyridin* or Pleon or azopyrin* or azosulfidin* or
benzosulfa or colopleon or Ulcol or Ucine or Azulfidin* or azlufidin* or Azulfadin* or
pyralin or Asulfidine or Azulfin or azulfid* or Bomecon or Disalazin or Falazine or
Gastropyrin or Lazafin or Lazo or rorasul or Rosulfant or SAAZ or Salazex or
Salazine or Salazo or Salazodin or Salivon or salisulf or Salopyr or Salopyrine or
Saridin* or Sazo or Sulcolon or Sulfasalazin or Sulfasalizin* or sulfosalazin* or
Sulfitis or Sulzin or Zopyrin).ti,ab,kw,kf.

21 | leflunomide/

22 | (leflunomid* or arava or Airuohua or Arabloc or Arastad or Aravida or Arheuma or

Arolef or Arresto* or Artrilab or Cartina or Imaxetil or Inflaxen or Kinetos or Lara or

8
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Leflu or Lefluar or Lefluartil or Leflyutab or Lefno or Lefora or Lefra-20 or Motoral or
Movelef or Nodia or Repso or Rheufact or Rheumide or Rualba or Synomid or
Youtong).ti,ab,kw,kf.

23 | tofacitinib/

24 | (Tofacitinib* or tasocitinib* or Xeljanz* or Kselyanz*).ti,ab,kw,kf.

25 | baricitinib/

26 | (Baricitinib* or ISP444213Y or LY3009104 or INCB028050 or ISP 4442I3Y or LY
3009104 or INCB 28050 or "INCB 028050").ti,ab,kf,kw.

27 | sarilumab/

28

(Sarilumab* or NU90V55F8I or SAR153191 or REGN88 or SAR 153191 or REGN
88).ti,ab,kw,kf.

29

sirukumab/

30

(sirukumab* or 640443FU93 or CNTO136 or CNTO 136).ti,ab,kw,kf.

31

or/16-30

32

6 and (15 or 31)

33

(Randomized Controlled Trial or Controlled Clinical Trial or Pragmatic Clinical
Trial).pt.

34

Randomized Controlled Trial/

35

exp Randomized Controlled Trials as Topic/

36

"Randomized Controlled Trial (topic)"/

37

Controlled Clinical Trial/

38

exp Controlled Clinical Trials as Topic/

39

"Controlled Clinical Trial (topic)"/

40

Randomization/

41

Random Allocation/

42

Double-Blind Method/

43

Double Blind Procedure/




(as supplied by the authors)

44

Double-Blind Studies/

45

Single-Blind Method/

46

Single Blind Procedure/

a7

Single-Blind Studies/

48

Placebos/

49

Placebo/

50

Control Groups/

51

Control Group/

52

(random* or sham or placebo*).ti,ab,hw,kf kw.

53

((singl* or doubl*) adj (blind* or dumm* or mask*)).ti,ab,hw,kf,kw.

54

((tripl* or trebl*) adj (blind* or dumm®* or mask*)).ti,ab,hw,kf,kw.

55

(control* adj3 (study or studies or trial*)).ti,ab,kf,kw.

56

(Nonrandom* or non random* or non-random* or quasi-random* or
quasirandom®).ti,ab,hw,kf, kw.

S7

allocated.ti,ab,hw.

58

((open label or open-label) adj5 (study or studies or trial*)).ti,ab,hw,kf,kw.

59

0or/33-58

60

32 and 59

61

exp animals/

62

exp animal experimentation/ or exp animal experiment/

63

exp models animal/

64

nonhuman/

65

exp vertebrate/ or exp vertebrates/

66

or/61-65

67

exp humans/

10
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68

exp human experimentation/ or exp human experiment/

69

or/67-68

70

66 not 69

71

60 not 70

72

71 not conference abstract.pt.

73

limit 72 to english language

74

remove duplicates from 73

OTHER DATABASES

PubMed A limited PubMed search was performed to capture records not

found in MEDLINE. Same MeSH, keywords, limits, and study types
used as per Ovid search, with appropriate syntax used.

The Cochrane Same MeSH, keywords, and date limits used as per Ovid search,
Library excluding study types and Human restrictions. Syntax adjusted for

Cochrane Library databases.

Grey Literature

Dates for May to June 2016
Search:
Keywords: Traditional DMARDSs (methotrexate, hydroxychloroquine,

sulfasalazine, leflunomide); Biologic DMARDs (adalimumab,
certolizumab pegol, etanercept, golimumab, infliximab, anakinra,
tocilizumab, abatacept, rituximab); Small Molecules (tofacitinib);
Subsequent Entry Biologics (infliximab SEB); Products under
development (adalimumab SEB, etanercept SEB, baricitinib,
sarilumab, sirukumab) and rheumatoid arthritis

Limits: Date limits used as per Ovid search

11
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Relevant websites from the following sections of the CADTH grey literature checklist Grey
Matters: a practical tool for searching health-related grey literature (https://www.cadth.ca/grey-
matters) were searched:

e Advisories & Warnings

e Clinical Practice Guidelines
e HTA Agency -- Standard

e HTA Agency -- International
e Databases

e Internet

12
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APPENDIX 2: STATISTICAL ANALYSIS PLAN

STATISTICAL PLAN - CADTH RA PROJECT
Objectives

The objective of this project is to determine the comparative efficacy and safety of conventional
disease-modifying anti-rheumatic (DMARD) therapies (alone or in combination), biologics
(including biosimilars), and JAK inhibitors in patients with moderate to severe rheumatoid
arthritis (RA) who have failed or are intolerant to methotrexate (MTX).

More specifically, we are comparing all treatment effects to one another on each outcome of
interest. The hypothesis is that all treatments have an equal effect on each outcome.

Study Population

The population of interest is patients with moderate to severe RA who have failed or are
intolerant to MTX.

Studies may not clearly indicate if patients were inadequate responders to MTX (IR MTX) or
DMARDs (IR DMARD). We anticipate that dividing data into further groups by previous
DMARD-experience vs. MTX-experience would likely lead to low power and the analyses would
likely miss important differences, especially regarding harms. Therefore, we will analyze
patients with IR MTX and IR DMARD together for this systematic review and NMA in the main
analysis. A sensitivity analysis will be conducted in which we remove any studies that do not
clearly indicate if patients were inadequate responders to MTX.

Interventions and Comparators

Interventions of interest include monotherapy, double therapy, or triple therapy with the following
conventional DMARDSs: methotrexate (any dose, oral or parenteral), hydroxychloroquine (any
dose, oral), sulfasalazine (any dose, oral), and leflunomide (any dose, oral).

Biologic DMARDs (biologics) that are eligible include:
1. adalimumab (40 mg every two weeks, subcutaneous [SC]),

2. certolizumab pegol (400 mg in two injections on day 0, 200 mg at weeks 2 and 4,
then 200 mg every two weeks, SC),

13
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3. etanercept (25 mg twice weekly, SC),
4. anakinra (100 mg/day, SC),

5. golimumab (2 mg/kg at baseline, week 4 and then every eight weeks,
intravenous [IV] or 50 mg every four weeks, SC),

6. infliximab (3 mg/kg at baseline, weeks 2 and 6 and every eight weeks, 1V),

7. tocilizumab (4 mg/kg every four weeks or increased to 8 mg/kg if lack of clinical
response, IV or 162 mg every two weeks or increased to every week if lack of
clinical response, SC),

8. abatacept (10 mg/kg every four weeks with initial infusions at baseline, weeks 2
and 4, IV or 125 mg once weekly after an initial loading dose and one more
injection within a day, SC) and

9. rituximab (two 1000 mg doses two weeks apart, 1V).

Oral inhibitors of Janus kinases that are eligible include: tofacitinib (5 mg twice daily, oral) and
baricitinib (dose not yet approved, oral).

The biosimilars of interest for this project include: etanercept biosimilars (SC), infliximab
biosimilars (SC) and adalimumab biosimilars (SC). Different biosimilars for the same biologic
will be analyzed separately, since they may not be identical to one another.

All biologics, Janus kinase inhibitors and biosimilars are eligible as monotherapy or in
combination with one of the above mentioned conventional DMARDs. There will be no class
analyses conducted for this review.

Treatment Dose

Only the standard doses of the biologics and Janus kinase inhibitors approved by Health
Canada will be considered for analysis as either interventions or comparators. The dose of
biosimilars that will be analyzed will follow the standard dose of the biologic that it is attempting
to replicate (e.g. 40 mg/kg subcutaneously every two weeks for adalimumab biosimilar). Any
intervention or comparator that has not yet received approval by Health Canada at the time of
analysis will have all available doses included. Different routes of administration for the same
intervention or comparator (e.g. intravenous and subcutaneous) will be considered separately in
the analysis as there may be differences in terms of adherence between intravenous and
subcutaneous routes of administration for the same intervention.

14
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Treatment Duration

Duration of treatment must be a minimum of 12 weeks to be eligible for analysis. There is no
upper limit on the length of the intervention. Analysis will be done on the controlled period of
randomized controlled trials and clinical controlled trials while the intervention is being
administered. Any follow-up period post-intervention or open-label extension phase (i.e. where
all participants receive the same intervention) will not be eligible for analysis.

Outcomes
American College of Rheumatology (ACR) 20, 50, 70

The ACR response rates are binary composite outcomes consisting of the following outcomes
on disease activity: tender and swollen joint counts, patient’s assessment of pain, patient and
physician’s global assessments of disease activity and an acute-phase reactant value (either

the erythrocyte sedimentation rate of a C-reactive protein level).?™

A patient attains an ACR20 response when they have at least a 20% improvement in tender and
swollen joint counts as well as three of the five remaining core set outcomes listed.?”* The same
can be applied for the ACR50 and ACR70, only the response that must be achieved is 50% and
70%, respectively. The primary efficacy outcome for this analysis is the ACR50.

Disease Activity Score and Disease Activity Score with 28-Joint Counts (DAS/DAS28)

The DAS is a continuous composite outcome that consists of: 1) the number of painful joints
(Ritchie Articular Index, 0-78 joints), 44-joint count for swollen joints, erythrocyte sedimentation
rate (ESR) and patient global assessment of disease activity or general health using a visual
analogue scale.”” The DAS28 is similar to the DAS, but instead uses 28-joint counts for both
tender and swollen joint counts. A reduction in the DAS or DAS28 indicates improvement. A
change of 1.2 is clinically important for the DAS or DAS28.%”> The C-reactive protein can be
used instead of the ESR; the DAS28-ESR will be the main version of the DAS28 considered,
but the DAS28-CRP will be included in the analysis when the DAS28-ESR is not reported.

Results on the change from baseline to the end of treatment data will be analyzed; for adaptive
design trials, results on the change from baseline to the time of adaptation will be analyzed as
the reference case.

Health Assessment Questionnaire, Disability Index (HAQ-DI)

15
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Functional ability will be measured using the Health Assessment Questionnaire disability index
(HAQ-DI), which is the gold standard outcome measure to use.?’® The scoring system ranges
from 0 (no impairment of functional ability) to 3.0 (full impairment of functional ability). The
minimal clinically important difference is 0.22 units.?’®

Results on the change from baseline to the end of treatment data will be analyzed; for adaptive
design trials, results on the change from baseline to the time of adaptation will be analyzed as
the reference case.

Remission

Remission will be assessed based on a DAS28 score of <2.6.%”> As with the DAS28, the version
using CRP will be selected for analysis when ESR is not available. More recent measures of
remission are available, but the DAS28 remission criteria have been available for a longer
period of time and thus are more likely to be captured in older studies.

Radiographic Progression

There will be no restrictions on the type of radiographic progression measures eligible for
analysis because there are several scores and modifications of those scores available. Two of
the more common scores are described below.

The total Sharp score (TSS) assesses erosions (scale from 0 to 5) and joint space narrowing
(scale from 0 to 4) in joints of the hand and wrist.?”” The modified total Sharp score (mTSS)
uses the original Sharp score and adds joints of the feet to the assessment (scale from 0 to
10).2”"The minimal clinically important difference for patients with a longer disease duration and
high disease activity is 4.5 units for the mTSS.?"

Results on the change from baseline to the end of treatment data will be analyzed; for adaptive
design trials, results on the change from baseline to the time of adaptation will be analyzed as
the reference case.

Health-Related Quality of Life

Health-related quality of life will be measured using the Short Form-36 (SF-36) questionnaire.

The SF-36 is a generic health measure and is commonly used in rheumatology.®”® For this

review, the two summary (physical component summary [PCS] and mental component

summary [MCS]) scores will be analyzed separately. Both component scores use a range from
16
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0 (worse health) to 100 (better health). The minimal clinically important difference for the SF-36
is a change of 5 points, though this applies broadly rather than specifically to patients with
RA.279

Results on the change from baseline to the end of treatment data will be analyzed; for adaptive
design trials results on the change from baseline to the time of adaptation will be analyzed as
the reference case.

Fatigue

No restrictions will be made on which fatigue scales or instruments are eligible for this review.
We anticipate studies may report fatigue using the FACIT-F or FAS scales and thus details on
these instruments are provided below.

The Functional Assessment Chronic lliness Therapy (FACIT-F) scale assesses various types of
fatigue (physical, functional, and emotional), as well as the impacts fatigue has on the individual
in terms of social interactions.?® It involves a type of 5-point Likert scale; overall scores are from
0 (more fatigue) to 52 (less fatigue). The minimal clinically important difference is a change of 3
to 4 points.?® The Fatigue Assessment Scale (FAS) involves ten questions on fatigue and how
the individual feels they rate on a type of 5-point Likert scale in which higher scores indicating
more fatigue.?*

Results on the change from baseline to the end of treatment data will be analyzed; for adaptive
design trials, results on the change from baseline to the time of adaptation will be analyzed as
the reference case.

Pain

As with fatigue, there will be no restrictions on the scales or instruments accepted for pain in this
review. Common adult pain scales include the Visual Analog Scale for Pain (VAS Pain) and
Numeric Rating Scale for Pain (NRS Pain), which are described below.

Pain VAS uses a continuous 100 mm scale from 0 (“no pain”) to 100 (“worst imaginable
pain”).?®* An individual marks their level of pain on the scale, which is then measured. The MCID
is a change of 11 mm on the 100 mm scale.?® Pain NRS is well correlated with the pain VAS.
An individual will verbally rate their pain using the integers from 0 (“no pain”) to 10 (“worst
imaginable pain”). A clinically important difference for the pain NRS is a reduction in pain by 2
points for various conditions.”®
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Results on the change from baseline to the end of treatment data will be analyzed; for adaptive
design trials, results on the change from baseline to the time of adaptation will be analyzed as
the reference case.

Serious Adverse Events

Serious adverse events are defined by the Food and Drug Administration when a patient: dies,
has a life-threatening event, is hospitalized, experiences disability or permanent damage,
experiences a congenital anomaly or birth defect as a result of exposure to an intervention
before conception or during pregnancy, requires a device as an intervention to prevent
permanent impairment or damage, or experiences a different medical event that is important
and serious (e.g. drug dependence).?**

Withdrawal due to adverse events

Any adverse event that results in a patient discontinuing the treatment and leaving the study is
considered a withdrawal due to an adverse event (WDAE). This is the primary safety outcome
for this analysis.

Cancer

Overall numbers of cancer events will be analyzed. Leukemia and lymphoma will be analyzed
separately as they have been identified as notable harms by the clinical expert.

Other safety outcomes include: mortality, serious infections, tuberculosis, congestive heart
failure, major adverse cardiac events, and herpes zoster.

Time Points for Analysis

Analyses will be conducted on the end of treatment time points for each of the above outcomes.
The exception is for adaptive design trials. Adaptive design trials have been used in RA more
recently to allow for planned modifications to participant treatment in the study at a pre-defined
interim analysis.****** In this report, we distinguish between four major types of adaptive
designs: 1) early escape trials, 2) rescue therapy trials, 3) treatment switching trials based on
non-response criteria; and 4) planned treatment switching trials (Table 1).
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Table 1. Definition of Adaptive Design Trials

Adaptive Design Description

Early escape trial After a pre-determined period (e.g. 12 or 16 weeks) receiving treatment, patients
who do not attain a pre-defined level of disease response are withdrawn from
the trial and may enter an open-label extension phase.

Rescue therapy trial After a pre-determined period of receiving treatment, patients who do not attain
a pre-defined level of disease response are permitted to receive rescue therapy
(e.g. dose adjustment or addition of a DMARD or corticosteroid, receipt of one or
more doses of active treatment for those in the comparator arm, increased dose
of active drug).

Treatment switching trial (based After a pre-determined period (e.g. 12 or 16 weeks) receiving treatment, patients

on non-response) who do not attain a pre-defined level of disease response are switched to
another treatment arm for the remainder of the study.

Treatment switching trial Investigators plan a priori to have patients (e.g. in a control group) either switch

(planned) to another arm or re-randomize patients to switch to one of a few possible

treatment arms. The planned treatment switch could occur either:
a) as the only adaptation in the study duration, or
b) as the second adaptation after an initial adaptation (typically involving
patients who had an inadequate response).

For studies that involve an adaptive design, we plan to analyze the end of treatment data using
rate ratios adjusted for the length of exposure of participants to intervention who had an
adaptation to their treatment course. This would account for each patient’s actual treatment
length and amount and improve accuracy of the effect estimate. For example, in early escape
trials, the end of treatment data for an outcome would be weighted based on a participant’s
length of exposure to the treatment before discontinuation from the trial. In rescue therapy trials,
an adjustment would be made to account for the amount and length of time rescue therapy was
received by a participant. If patient-level data is not reported in the study, we will consider the
data up until the time of adaptation for the main analysis. This will provide greater confidence in
identifying if the results are due to the treatments rather than a combination of the treatments
under investigation, a specific treatment sequence, cross-over effect, or any adaptations made
to the treatment during the study.

In addition, it is common for early phase studies to report data at three months to demonstrate
the treatment’s efficacy compared to placebo®® and three months has been shown to be a good
predictor of long-term efficacy.”® Nevertheless, to address concerns about losing data on more
long-term outcomes such as radiographic progression, health-related quality of life and safety, a
sensitivity analysis will be conducted on the primary efficacy (ACR50) and safety (WDAE)
outcomes using the end of treatment data for the adaptive designs. Figure 1 outlines in general
the four major adaptations and how we plan to analyze these types of studies in the main and
sensitivity analyses.
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Figure 1. Analysis time points for adaptive design trials. Red lines indicate the main analysis
and blue lines indicate sensitivity analyses. A represents any treatment eligible for the review
and B represents either a comparator group or another treatment. For multi-arm planned
treatment switch trials, PL is added to distinguish between the active treatments (A and B) and
the comparator group (PL).

For a sensitivity analysis on the end of treatment, data for rescue therapy studies will have data
where treatments A and B are modified slightly since patients may have had a change in
background therapy or received a rescue dose of a biologic. Data for early escape studies will
have data where the number of patients contributing data for treatments A and B will be smaller
because of patients escaping the study.

In terms of treatment switch trials, we will analyze end of treatment data (for the sensitivity
analysis) that is uncontaminated (i.e. patients who switched treatments have data reported
separately from those who did not switch). If this is not reported, we will analyze contaminated
data that maintains an intention to treat reporting and then contaminated data that is reported as
per protocol. In the event that more than one adaptation occurs in a study (e.g. a planned
treatment switch followed by early escape for those who are still not responding), data up until
the end of the treatment switch phase of the trial will be considered because we anticipate the
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data after the second adaptation will lose its meaning and ability to address the objective of our
review.

Parameter Estimates

Binary outcomes will be analyzed using odds ratios. Based on a prevalence estimate, relative
risks and risk differences will be derived.

For continuous outcomes, data for the mean change from baseline to end of the treatment
period will be used in all analyses. Any studies that do not report in this format will have the
change scores calculated using the baseline and end of treatment data. If measure of
dispersion data (e.g., standard deviation, standard error, 95% confidence interval) is missing for
either baseline or end of treatment, we will use the value that is available and assume it remains
unchanged for the duration of the study in order to calculate the change score standard error. If
a measure of dispersion data is missing for both baseline and end of treatment, the study will be
excluded from the main analysis and a sensitivity analysis will be conducted in which the
standard error is imputed using the median standard error reported in all studies from the
evidence network. Certain continuous outcomes may be reported using different scales or
instruments, which will require analysis using a standardized mean difference. Otherwise, the
mean difference will be the parameter estimate used for continuous outcomes. Wherever
possible, the raw data (i.e. that has not been adjusted for any baseline characteristics) reported
in the included studies will be extracted and used for analysis.

Quality of Evidence

The Cochrane Risk of Bias tool will be used to assess the internal validity of each included
study and identify studies of low methodological quality (i.e. high risk of bias overall) and high
methodological quality (i.e. low risk of bias overall). A sensitivity analysis will be conducted in
which only studies of high methodological quality will be analyzed. If the results differ, then the
results will be reported based on only the studies of high methodological quality.

Attempts at reducing publication bias will be made through searching the grey literature, such as
websites of regulatory agencies and clinical trial registries; any source that fits the selection
criteria will be included in the review. In addition, publication bias will be assessed using a
funnel plot if at least ten studies are available within an evidence network. Results from the
funnel plot will be used in interpreting and reporting the findings for this review.
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Evidence Network Diagrams

The evidence network for each outcome will be displayed graphically in the form of a diagram.
The lines will indicate direct comparisons of one intervention to another intervention (or
comparator) and the thickness of the line will reflect the number of studies with this particular
comparison. The vertices (“nodes”) will represent individual interventions. Sizes of nodes will be
directly proportional to the total sample size of participants contributing data to the node across
all studies involving that intervention.

Datasets

Data extraction forms will capture information on the general study characteristics (e.qg. first
author’s last name, year of publication, trial name, title, trial registry number, etc.), patient
characteristics (e.g. age, sex, race, disease duration, methotrexate dose, etc.), and intervention
characteristics (e.g. name of intervention, dose, frequency, route, etc.). In addition, each
outcome will have its own form and will capture information on the time point, statistical power,
dataset analyzed (e.g. intention to treat, per protocol, safety set, etc.), group names, sample
size and either: 1) the mean (or median) change from baseline and measure of dispersion (or
the interquartile range or range) for continuous outcomes, or 2) the number of participants with
an event for binary outcomes. The intention to treat analysis will be extracted and analyzed in
priority, followed by a modified intention to treat analysis and then a per protocol analysis for
efficacy outcomes; for safety outcomes the safety set will be analyzed. Adaptive design trials
will have data extracted either for individual patient data or, if not available, for the latest time
point before adaptation (for the main analysis) and the end of treatment (for the sensitivity
analysis).

Feasibility Assessment

Prior to commencing the network meta-analysis (NMA), baseline characteristics of studies
included in the same evidence network will be compared to identify any potentially
heterogeneous trials (e.g. based on differences in baseline characteristics or study design) to be
excluded from analysis or, given a sufficient number of trials (e.g. ten trials for every outcome
adjusted),”® a meta-regression adjusting for the variable that is the source of heterogeneity.

In the event that any treatment has values of zero (e.g. for binary outcomes) or a very wide
credible interval, we will exclude that trial so long as it is clinically feasible to do so. If it is not
feasible to conduct a NMA for any of the following reasons: 1) heterogeneity, 2) a lack of trials
(i.e. fewer than three or four trials), 3) a large number of zero events for binary data, or 4) outlier
trials, then a meta-analysis will be attempted. If that is also not feasible, a descriptive analysis
will be completed.
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Statistical Models: Network Meta-Analysis (NMA)

A NMA will be conducted in order to assess the comparative efficacy and safety of DMARD
therapies (alone or in combination), biologics (including biosimilars), and JAK inhibitors in
patients with moderate to severe RA who have failed or are intolerant to methotrexate. Given
the large number of interventions available to patients combined with the paucity of evidence
from head-to-head comparison trials, it is not possible to directly compare the biologics and
conventional DMARDSs through pairwise meta-analysis. A NMA is capable of using mixed
treatment comparisons wherein direct evidence (from actual comparisons made within trials)
and indirect evidence (estimated through the model) are combined to increase the robustness of
the effect estimates when there is consistency in the evidence network.?®” Due to the anticipated
complexity of the evidence networks, a NMA will be used, since it has the capacity to analyze a
variety of network structures.?®®

Bayesian NMAs will be conducted for outcomes pre-specified in the protocol, after careful
assessment of heterogeneity across trials in terms of subject characteristics, trial methodologies
and treatment protocols. The effect estimate will depend on the outcome of interest and
availability of data. For reference case NMAs, appropriate comparators will be considered. Both
fixed and random effects models will be conducted; model selection will be based on the
Deviance Information Criterion (DIC) and residual deviance. WinBUGS (MRC Biostatistics Unit,
Cambridge, UK) will be used for Bayesian NMA using scripts developed at the Universities of
Bristol and Leicester (www.bris.ac.uk/cobm/research/mpes/) that are appropriate for evidence
structures under consideration.

Specific therapies will be identified as the reference group for all Bayesian network meta-
analyses. Posterior densities for unknown parameters will be estimated using Markov Chain
Monte Carlo (MCMC) methods. Basic parameters will be assigned non-informative or vague
prior distributions; more informative priors will be considered; for example, an informative prior
for the between-study variance will be considered following Turner et al.”® Point estimates and
95% credible intervals will be used to summarize findings. The probability of a comparator being
optimal will be estimated for each outcome based on the proportion of MCMC simulations in
which its relative measure of effect was best.

Consistency between direct and indirect evidence will be formally assessed using back-
calculation and node splitting techniques. Model diagnostics will also include trace plots and the
Brooks-Gelman-Rubin statistic to assess and ensure model convergence. Three chains will be
fit in WinBUGS for each analysis, each usually employing ~ 20,000 iterations, with a burn in of ~
20,000 iterations. Provided sufficient data is available to inform the evidence network, meta-
regression and/or subgroup analysis will be conducted for key demographic, medical and study
design characteristics to test the robustness of reference case analyses. Investigation for
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potential outliers will be conducted by looking at point estimates that differ greatly from the
others.

Statistical Models: Meta-Analysis

Meta-analysis will be conducted when an NMA is not feasible (see Feasibility Assessment
section). The data will first be summarized descriptively. A meta-analysis will be undertaken
using fixed or random-effects models when data are available, sufficiently similar and of
sufficient quality. The effect sizes for the identified dichotomous outcomes will be expressed in
terms of the risk ratio (RR) or odds ratio (OR). In cases when events are rare, the Peto odds
ratio will be used. For continuous outcomes, the mean differences will be used,; if the data is not
normally distributed the median differences will be used. If the included data are presented
using more than one scale or instrument the standardized mean difference (SMD) will be used.
It is essential to know both estimated relative and absolute differences in the important benefits
and harms, absolute mean difference and relative percent change from baseline will be included
in the summary of findings table.

Results will be assessed for both clinical diversity and methodological diversity. Clinical diversity
will be assessed by checking that the populations, interventions, and comparators are not too
different from each other such that combining them is not appropriate. Methodological diversity
will be assessed by checking that the studies are similar in terms of study design and risk of
bias. Once satisfied that the studies are minimally diverse and that it makes sense to pool them
together in a meta-analysis, an assessment of the statistical heterogeneity will be undertaken by
examining the forest plot and result of the I? statistic; the forest plots providing a visual sense of
heterogeneity and the |? statistic indicating the presence of statistical heterogeneity. If the effects
observed across trials are inconsistent, and vary to a large extent (e.g., >>50%), the results will
again be explored to assess whether the differences can be explained by some clinical or
methodological feature. Heterogeneity that cannot be reduced by pre-specified subgroup or
meta-regression analyses will lead to an overall estimate with less confidence when interpreting
the inference from the meta-analysis. In this case, a more conservative random-effects model
approach would be used so that the uncertainty of the single effect estimate is reflected in wider
confidence intervals. Investigation for potential outliers will be conducted by looking at point
estimates that differ greatly from the others.

Summary of Sensitivity Analyses
Sensitivity analyses will be conducted by:

Removing studies of poor methodological quality
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Analyzing the end of treatment data for adaptive design trials if patient-level data is not
available

Analyzing old and new publications (i.e. studies published before 2007 and from 2007
onward) separately

Removing studies that do not clearly indicate if patients were inadequate responders to
MTX (i.e. it is only stated that they did not respond to one or more conventional
DMARDS)

Imputing the median standard error across all studies in an evidence network to get a
standard error for the mean change from baseline in a study that does not report it or the
baseline values

Subgroup Analyses and Meta-Regressions

There are currently no planned subgroup analyses or meta-regressions. For the outcomes
where NMA is appropriate and feasible and sufficient data is available, meta-regression
analyses may be carried out for the primary efficacy and safety outcomes (i.e. ACR50 and
WDAE).
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APPENDIX 5: STUDY CHARACTERISTICS OF INCLUDED ADAPTIVE DESIGN STUDIES

Table 1. Table of Study Characteristics of Included Adaptive Design Studies

Type of
Adaptive
Design

Author, Year Details

Measure used Time Study
to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
"non-response" Used® tion

Dougados Rescue Non-responders
(2017), therapy received BAR
RA-BUILD 4mg

#TJCand SIC 16 24 Placebo BAR BAR
<20% from weeks weeks + 2mg/day 4mg/day
baseline to csDMARD (P.O.) (P.O.)
weeks 12 and + +

14 or at csDMARD csDMARD
investigator

discretion after

week 16

Patients in
placebo, TOF
1mg or 3mg
arms blindly
reassigned to
TOF 5mg bid

Treatment
switch

Fleischmann
(2012)

#TJCand SIC 12 24 Placebo TOF 5mg bid TOF 10mg TOF 15mg ADA 40mg TOF 1mg TOF 3mg
<20% from weeks weeks (P.O.) bid (P.O.) bid (P.O.) q2w (SC) bid (P.0.)  bid (P.O.)
baseline to

week 12

73



(as supplied by the authors)

Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion

Gabay (2013), Early Non-responders  # TJC and SIC 16 24 ADA 40mg TOC 8mg/kg
ADACTA escape received weekly  <20% from weeks weeks q2w (SC) qdw (V)
SC injections baseline to
(ADA and week 16 or any
placebo) time after
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Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion
Genovese Rescue Any non- #TJCand SIC 16 24 Placebo TOC 8mg/kg
(2008), therapy responders <20% from weeks weeks + qdw (IV)
TOWARD could: adjust baseline to csDMARD +
background week 16 csDMARD
DMARD dose
and/or receive
different
DMARD and/or
receive |A or
oral GCs

Hoffman-La Rescue Any #TJCand SIC 12 24 Placebo TOC8
Roche therapy nonresponder <20% weeks weeks + csDMARD mg/kg IV
(Sponsor) received TOC 8 improvement q4w
(2015) mg/kg IV g4w from baseline +
from week 12 to week 12 csDMARD
through to
week 24

Keystone Treatment Placebo and NA - planned 12 24 Placebo BAR BAR BAR BAR

(2015), 14v- switch BAR 1mg switch weeks weeks +MTX 1mg/day 2mg/day 4mg/day 8mg/day

MC-JADA groups only (P.0.) (P.O0.) (P.O0.) (P.O0.)
were re- +MTX +MTX +MTX +MTX

randomized to
either BAR 2mg
bid or BAR 4mg
qd
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Type of
Adaptive Details
Design

Author, Year

Keystone Early
(2008), RAPID1  escape

Any non-

to receive

CERTO 400mg

q2w

responder was
withdrawn into
an open-label
extension study

Measure used
to determine
"non-response"

ACR20 <20% at
weeks 12 and

14

Time
Point
Used®

16
weeks

Study
Dura-
tion

52
weeks

Arm 1°

Placebo

+MTX

76

Arm 2°

CERTO

200mg g2w

after loading
dose of

400mg at 0,
2and 4

weeks

(SC)+MTX

Arm 3°

CERTO

400mg q2w

after loading
dose of

400mg at 0,
2and4

weeks

(SC)+MTX

Arm 4°

Arm 5°

Arm 6°

Arm7°
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Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion
Kim 2007 Early Any non- #TJCand SIC 18 24 Placebo ADA 40mg
escape responder <20% for at weeks weeks +MTX q2w

could enter least 2 (SC)+MTX
open-label consecutive
phase and weeks from
receive ADA week 12 to
40mg q2w week 22

e




(as supplied by the authors)

Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion
Kremer (2010) Early Any non- #TJCand SIC 16 48 Placebo GOL2mg/kg GOL4mg/kg GOL2mg/kg  GOL 4mg/kg
escape responders <20% from weeks weeks +MTX ql2w (V) ql2w (IV) ql2w ql2w
could enter baseline to (IV)+MTX (IV)+MTX
early escape in week 16 (and
a blinded week 24 for
manner dose
adjustment
portion)
Kremer (2012) Treatment Placebo arm #TJC and SIC 12 24 Placebo TOF TOF TOF TOF TOF 15mg TOF
switch reassigned to <20% from weeks weeks +MTX 1mg/day 3mg/day 5mg/day 10mg/day /day 20mg
TOF 5mg bid for  baseline to (P.O.) (P.O.) (P.O.) (P.O.) (P.O.) /day
remaining 12 week 12 +MTX +MTX +MTX +MTX +MTX (P.O.)
weeks (blinding +MTX
remained)
Kremer (2003) Rescue Patients were Clinician or 24 52 Placebo ABA 2mg/kg ABA
therapy allowed to investigator weeks weeks +MTX (IV)+MTX 10mg/kg
receive any of judgment (IV)+MTX
the following:

1) changes to
MTX dose; 2)
addition of
another
csDMARD; 3)
changes to dose
of GCs (up to
10mg/day of
GCs)
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Type of
Adaptive Details
Design

Author, Year

Li (2015) Treatment Placebo arm
switch only - entered
blinded "early
escape" to GOL
50mg

Measure used Time Study
to determine Point Dura- Arm1°
"non-response" Used® tion

#TJCand SIC 16 52 Placebo
<20% from weeks weeks +MTX
baseline to

week 16;

Planned switch
at week 24 for
remaining
placebo
patients

Arm 2°

GOL 50mg
q4w
(SC)+MTX

Arm 3°

Arm 4°

Arm 5°

Arm 6°

Arm7°
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Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion
Peterfy (2016),  Rescue Increased MTX #TJCand SIC 16 52 Placebo RIT 500mg RIT 1000mg
RA-SCORE therapy or received <20% from weeks weeks +MTX onday1l onday1
non-biologic baseline to and 15 and 15
DMARDs week 16 (IV)+MTX (IV)+MTX

Smolen (2008), Rescue Non-responders  # TJC and SJC

OPTION therapy could receive <20% from
TOC 8mg/kg baseline to
and/or IA week 16

steroids or an
increase in dose
of oral GCs
(max
10mg/day)

weeks

Weeks

Placebo
+MTX
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TOC 4mg/kg
q4w
(IV)+MTX

TOC 8mg/kg
q4w
(IV)+MTX
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Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion
Smolen (2014, Treatment Planned cross- NA - planned 12 22 Placebo SIR 100 mg
Part A) switch over design switch weeks weeks + SC q2w
from weeks 12- csDMARD +
22 csDMARD
Smolen (2014, Treatment Placebo arm NA - planned 12 24 Placebo SIR 100 mg SIR 100 mg SIR 50 mg SIR 25 mg
Part B) switch was switchedto  switch weeks weeks + SC g2w SC g4w SC g4w SC g4w
receive SIR 100 csDMARD + + + +
mg csDMARD csDMARD csDMARD csDMARD
q2w+csDMARD
from weeks 12
through to 24
Smolen (2016), Treatment CERTO arm DAS28-ESR 23.2 12 104 ADA 40mg CERTO
EXXELERATE switch then  non-responders  or a DAS28-ESR weeks weeks q2w 200mg g2w
withdrawn switched to reduction from (SC)+MTX after initial
if still non- ADA 40mg g2w;  baseline of <1.2 400mg at 0,
responders ADA arm non- at week 12 2and 4
at week 24 responders weeks
switched to (SC)+MTX
CERTO 400mg

(wks 12, 14, 16
loading dose)
then 200mg
q2w; if still non-
responders at
week 24 (even
after switching)
they were
deemed TNF
inhibitor non-
responders and
withdrawn from
study
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Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion

Tanaka (2012),  Early Any non- #TJCand SIC 16 24 Placebo GOL 50mg GOL 100mg

GO-FORTH escape responder <20% from weeks weeks +MTX q4w q4w
could enter baseline to (SC)+MTX (SC)+MTX
double-blind week 14

early escape

van der Heijde  Treatment Early escape at #TJCand SIC 12 52 Placebo TOF 5mg bid TOF 10mg
(2013), ORAL switch week 12; <20% from weeks weeks +MTX (P.O.) bid (P.O.)
scan Planned switch baseline to +MTX +MTX

at 6 months -- week 12

patients still in

placebo arm

blindly switched

to pre-

determined

dose of TOF
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Author, Year

Weinblatt
(2015)

Type of
Adaptive
Design

Rescue
therapy

Details

No restrictions
on who could
receive rescue
therapy; non-
responders
could early
escape to open-
label treatment
with CLZ 200
mg g4w+MTX

Measure used
to determine
"non-response"

Rescue therapy
allowed after
week 12 and
not within 4
weeks of the
week 24
assessment;
early escape: #
TJC and SIC
<20% reduction
from baseline
to week 12

Time
Point
Used®

weeks

Study
Dura-
tion

24
weeks

Arm 1°

Placebo
+MTX

83

Arm 2°

ADA 40 mg
SC
q2w+MTX

Arm 3°

CLZ25mg
SC
q4w+MTX

Arm 4°

CLZ 100 mg
SC
q4w+MTX

Arm 5°

CLZ 200 mg
SC
q4w+MTX

Arm 6°

CLZ 100
mg SC
q4w

Arm7°

CLZ 200
mg SC
qdw
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Type of Measure used Time Study
Author, Year Adaptive Details to determine Point Dura- Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm7°
Design "non-response" Used® tion
Weinblatt Early Any non- ACR20 <20% at 16 24 Placebo ADA 20mg ADA 40mg ADA 80mg
(2003), escape responders week 16 weeks weeks +MTX q2w q2w q2w
ARMADA could enter the (SC)+MTX (SC)+MTX (SC)+MTX
open-label

continuation
study or remain
in the study
(those who left
were
considered non-
responders in
primary and
secondary
analyses of
week 24 data)

Yamamoto Early Any non-

(2014), J-RAPID  escape responders
could enter
open-label

extension study

®Represents the study duration that was analyzed (i.e. shorter than full study length for adaptive design studies)

ACR20 <20% at
weeks 12 and
14

weeks

weeks

Placebo
+MTX

84

CERTO

100mg q2w
after 200mg
at0,2and 4
weeks
(SC)+MTX

CERTO
200mg q2w
after 400mg
at0,2and 4

weeks

(SC)+MTX

CERTO
400mg g2w
after 400mg
at0,2and 4

weeks

(SC)+MTX
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PCertain studies included both standard and non-standard doses of treatments; this table lists all treatments as they appear in the study. However, only the included treatments listed in Table 2 are

standard doses were included in the analysis.

ABA = abatacept; ADA = adalimumab; BAR = baricitinib; bid = twice daily; biw = twice weekly; CERTO = certolizumab pegol; CT-P13 = biosimilar of infliximab; csDMARD = conventional
synthetic disease modifying anti-rheumatic drug; ETN = etanercept; GC = glucocorticoid; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = biosimilar of etanercept; 1A = intra-articular; INF =
infliximab; IV = intravenous; MTX = methotrexate; NA = not applicable; P.O. = orally; qw = every week; q2w = every two weeks; g4w = every four weeks; q8w = every eight weeks; qd = every day;
RIT = rituximab; SAR = sarilumab; SB2 = biosimilar of infliximab; SB4 = biosimilar of etanercept; SC = subcutaneous; SIR = sirukumab; SJC = swollen joint count; SSZ = sulfasalazine; TJC = tender
joint count; TNF = tumour necrosis factor; TOC = tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of adalimumab
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APPENDIX 6: STUDY AND PATIENT CHARACTERISTICS OF INCLUDED STUDIES

Table 2. Table of Study Characteristics of Included Studies

RCT Time Study No.
Author, Year Daon Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
9 Used® | tion -ized
INF 3mg/kg at
14 14 0,2 and 6 INF 10mg/kg
Abe (2006) Parallel weeks | weeks 151 Placebo+MTX weeks (IV)+MTX
(IV)+MTX
48 48 ADA+MTX
Alzaidy (2016) Parallel 125 Placebo+MTX (dose not
weeks | weeks :
described)
Amgen 24 24 ADA 40mg ABP501 40mg
(Sponsor) Parallel weeks | weeks 526 q2w q2w
(2016) (SC)+MTX (SC)+MTX
Bae (2017), barallel 48 48 933 ET'\k')izvfmg HD203
HERA weeks | weeks (SC)+MTX 25mg+MTX
Burmester . 16 24 ADA 40mg SAR 200mg
(2016), Adaptive K K 369
MONARCH weeks | weeks g2w (SC) g2w (SC)
12 12 ADA 40mg
Chen (2009) Parallel weeks | weeks a7 Placebo+MTX q2w
(SC)+MTX
12 12 Anbainuo
Chen (2016) Parallel 600 Placebo+MTX 25mg q2w
weeks | weeks (SC)
30 54 INF 3mg/kg SB2 3mg/kg
Choe (2017) Parallel weeks | weeks 584 g8w (IV)+MTX | g8w (IV)+MTX
24 o4 CERTO
Choy (2012) Parallel weeks | weeks 247 Placebo+MTX 400mg g4w
(SC)+MTX
Methylpred-
. . nisone
Ciconelli 24 24 Placebo+SSz
Parallel 38 5ma/kg (IV
(1996) weeks | weeks 2g/day pulses)+SSZ
2g/day
ANA ANA
24 24 ANA 0.1mg/kg | ANA 0.4mg/kg | ANA 1.0mg/kg | 2.0mgl/kg
Cohen (2002) Parallel weeks | weeks 419 Placebo+MTX | 0.04mg/kg qd qd (SC)+MTX | qd (SC)+MTX | qd (SC)+MTX qd (SC)
(SC)+MTX T
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RCT e SEfy N b b b b b b b
Author, Year BEser Point Dura- | random Arm 1 Arm 2 Arm 3 Arm 4 Arm 5 Arm 6 Arm 7
9 Used?® tion -ized
24 24 ANA 100mg
Cohen (2004) Parallel weeks | weeks 506 Placebo+MTX qd (SC)+MTX
ETN 25mg
Placebo+SSz .
104 104 ’ ETN 25mg biw (SC)+SSZ
Combe (2006) Parallel weeks | week 260 Z(iggii)ay biw (SC) 2-3g/day
T (P.O.)
Conaghan
(2013), Parallel 16k 16k 50 Placebo+MTX ABA 10mglkg
ASSET weeks | weeks g4w (IV)+MTX
Dougados
(2013), parallel 24k 24k 556 TOC 8mg/kg TOC 8mg/kg
ACT-RAY weeks | weeks g4w (IV) g4w (IV)+MTX
Dougados BAR 2mg/day | BAR 4mg/day
(2017), Adaptive | elfks weZ:ks 684 +CZ|S§/|EEED (P.0) (P.0)
RA-BUILD +csDMARD +csDMARD
RIT 1000 mg RIT 1000mg
Edwards Parallel 48 104 161 | PlacebosMTx | at1amiis | aland1s | atland1s
(2004) weeks | weeks days (IV) days days (IV)+
Y (IV)+CTX MTX
24 24 ETN 50mg gw | SB4 50mg qw
Emery (2017) | Parallel |\ oois | weeks | 2% (SC)+MTX (SC)+MTX
RIT 1000mg
RIT 500mg at . :
Emery (2010), . 16 24 infusions at 1
SERENE Adaptive weeks | weeks 511 Placebo+MTX | 1 ?F\?)ja?;ys and 15 days
(IV)+MTX
Fleischmann . 12 24 TOF 5mg bid | TOF 10mg bid | TOF 15mg bid ADA 40mg TOF 1mg TOF 3mg
(2012) Adaptive |\ ooks | weeks | 386 Placebo (.0 (.0.) (.0.) q2w (SC) | bid (P.0) | bid (P.O))
Fleischmann o 2 CERTO
(2009), Parallel weeks | weeks 220 Placebo 400mg g4w
FAST4AWARD (SC)
CERTO CERTO
Furst (2015), Withdrawal 16 16 333 Placebo+MTX 200mg g2w 400mg q2w
DOSEFLEX weeks | weeks
(SC) (SC)
ADA 40mg
Furst (2003), . 12 24 Placebo
Adaptive 636 g2w (SC)
STAR weeks | weeks +csDMARD +cSDMARD
Gabay (2013), . 16 24 ADA 40mg TOC 8mg/kg
ADACTA Adaptive weeks | weeks 326 g2w (SC) gdw (1V)
2 24 ETN 25mg RIT 1000mg
Gashi (2014) Parallel weeks | weeks 33 biw at week 0 and
(SC)+MTX 2 (IV)+MTX
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RCT Time Study No.
Author, Year Do Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
9 Used® | tion -ized
Genovese TOC 8mg/kg
(2008), Adapive | 18 | 20 | a0 | PlEceDO 4w (IV)
TOWARD +csDMARD
Genovese 16 52 SAR 150mg SAR 200mg
2015), Adaptive 1197 Placebo+MTX gq2w g2w
weeks | weeks
MOBILITY (SC)+MTX (SC)+MTX
ETN 50mg qw
Hobbs (2015) | Adaptve | 13 | 2% | 210 Lolaceno (SC)
+csDMARD
Hoffmann-La
Roche Adaptive 12 24 54 Placebo TOq(i\Srg:\g/;kg
p
(Sponsor) weeks | weeks +csDMARD
(2015) +csDMARD
ZRC-3197
. 12 12 ADA 40 g2w
Jani (2016) Parallel 120 40mg g2w
weeks | weeks (SC)+MTX (SC)+MTX
Jobanputra 52 52 ETN 50mg qw ADA 40mg
(2012), Parallel weeks | weeks 125 (SC) g2w (SC)
RED SEA +csDMARD +csDMARD
. . 12 36 ABA 125mg
Kaine (2012) Withdrawal weeks | weeks 120 Placebo+MTX qw (SC)+MTX
Kameda ETN 25mg
(2010), Parallel | g:ks Wez:ks 151 gy (2589 biw
JESMR (SC)+MTX
é%”l%';o paralle 52 52 b33 | TOC8mgkg | TOC 8mglkg
SURPhISE weeks | weeks g4w (IV)+MTX gaw (1V)
Kavanaugh 12 12 INF 5mg/kg INF 10mg/kg INF 20mg/kg
(2000) Parallel | \oeks | weeks | 28 | PlaceborMTX | ooy (v)+MTX | g8w (IV)+MTX | g8w (IV)+MTX
16 16 GOL 50mg GOL 50mg GOL 100mg GOL 100mg
Kay (2008) Parallel weeks | weeks 172 Placebo+MTX g4w g2w g4w g2w
(SC)+MTX (SC)+MTX (SC)+MTX (SC)+MTX
Kennedy ADA 40mg Pateclizumab
12 12 Placebo
(2014), Parallel 214 g2w (SC) 360mg
ALTARA weeks | weeks *CcSDMARD | | ;sDMARD | +csDMARD
Keystone
. 12 24 BAR 1mg/day | BAR 2mg/day | BAR 4mg/day | BAR 8mg/day
I(i%a)é_ JADA Adaptive | \oeks | weeks | 301 PlacebotMTX | “p 51 sMTX | (P.OJMTX | (P.OJ*MTX | (P.O)+MTX
ADA 40mg
Keystone . 16 52 ADA 20mg gqw
Adaptive 619 Placebo+MTX g2w
(2004) weeks | weeks (SC)+MTX (SC)+MTX
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RCT Time Study No.
Author, Year Do Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
9 Used® | tion -ized
CERTO CERTO
200mg g2w 400mg q2w
Keystone 16 52 after loading after loading
(2008), Adaptive weeks | weeks 982 Placebo+MTX dose of dose of
RAPID1 400mg at 0,2 | 400mgatO, 2
and 4 weeks and 4 weeks
(SC)+MTX (SC)+MTX
Keystone
. 16 104 GOL 100mg GOL 50mg gqw GOL 100mg
(2009), GO- Adaptive 444 Placebo+MTX
FORWARD weeks | weeks gw (SC) (SC)+MTX gw (SC)+MTX
Kim (2012), — 16 16 200 cSDMARD ETr 2omg
APPEAL weeks | weeks +MTX (SC)+MTX
18 24 ADA 40mg
Kim (2007) Adaptive 128 Placebo+MTX q2w
weeks | weeks (SC)+MTX
INF 3mg/kg at
Kim (2013) Parallel 30 30 143 | Placebo+mTx | &2 6 14and
weeks | weeks 22 weeks
(SC)+MTX
Klareskog ETN 25mg
(2004), Parallel 2 2 686 | PlacebotMTX | o 25T biw
TEMPO weeks | weeks iw (SC) (SC)+MTX
Kremer 24 52 ABA 2mg/kg ABA 10mg/kg
(2003) Parallel | \ooks | weeks | 339 | PlacebotMTX | vrx (IV)+MTX
TOF TOF TOF
Kremer . 12 24 TOF 1mg/day | TOF 3mg/day | TOF 5mg/day 15mg/day 20mg/day
(2012) Adaptive | \ooks | weeks | 209 | PlacebotMTX | p 5y it | (P.OYMTX | (P.O)FMTX (éocr)“)“’fﬁ,l‘?'x (P.0) (P.0)
T +MTX +MTX
Kremer Adanti 16 48 643 Placebo+MTX GOL 2mg/kg GOL 4mg/kg GOszmg/kg GOszmg/kg
(2010) aptve | \eeks | weeks acebo+ g12w (IV) ql2w (IV) q12w ql2w
(IV)+MTX (IV)+MTX
Kremer . 16 52 TOC 4mg/kg TOC 8 mg/kg
011), LITHE | AdaPIVe | ooks | weeks | 1190 | PlaCebotMTX | 0 \yeMTX | gaw (1V)+MTX
ABA 10mg/kg
g4w after
Kremer . 24 52 loading at 1,
(2006), AIM Adaptive weeks | weeks 652 Placebo+MTX 15 and 30
days
(IV)+MTX
Lan (2004) Parallel 12 12 58 | Placebo+MTx | ETN25Mg
weeks | weeks biw
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RCT Time Study No.
Author, Year Do Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
9 Used® | tion -ized
(SC)+MTX
16 2 GOL 50mg
Li (2015) Adaptive weeks | weeks 264 Placebo+MTX gq4w
(SC)+MTX
ANA ANA ANA
(L)O,\th(éXOS)* Parallel W:(Sks stks 1207 100mg/day 100mg/day 100mg/day
(SC)+MTX (SC)+Ssz (SC)+HCQ
Machado 24 24 csDMARD ETN 50mg qw
(2014) Parallel | \oeks | weeks | 429 +MTX (SC)+MTX
INF 3mg/kg at
Maclssac 14 14 Placebo 0,2,6and 14
(2014) Parallel weeks | weeks 61 +csDMARD weeks (V)
+csDMARD
TOC Toc
Maini (2006), 16 16 TOC 4mg/kg TOC 8mg/kg TOC 4mg/kg TOC 8mg/kg 2mg/kg
CHARISMA Parallel weeks | weeks 359 Placebo+MTX gaw (1V) gaw (1V) gdw (IV)+MTX | gdw (IV)+MTX 2mg/kg g4w
gdw (IV)
(IV)+MTX
INF
INF 3mg/kg at INE 3mglkg at INF 10mg/kg INF 10mg/kg 1mg/kg at | INF 1mg/kg
Maini (1998) Parallel 26 26 101 | Placebo+mTx | &2 6:10and | 5% 6 Hoand | 026,10 | at0,2,6,10 10,26 10 | at0,26
weeks | weeks 14 days 14 days (V) and 14 days and 14 days and 14 10 and 14
(IV)+MTX Y (IV)+MTX V) days days (IV)
(IV)+MTX
INF 3mg/kg INF 3mg/kg INF 10mg/kg INF 10mg/kg
. g8w after g4w after q8w after g4w after
X‘??llq,&lc?'?g) Parallel w:gks wesgks 428 Placebo+MTX | infusions at 0, | infusions at0, | infusions atO, | infusions at 0,
2and 6 2 and 6 2and 6 2 and 6
weeks+MTX weeks+MTX weeks+MTX weeks+MTX
Miyasaka 8 24 ADA 20mg ADA 40mg ADA 80mg
(2008), Adaptive 352 Placebo
CHANGE weeks | weeks g2w (SC) g2w (SC) g2w (SC)
. LEF 5mg after LEF 10mg LEF 25mg
Mladenovic Parallel 24 24 402 Placebo 50mg loading after 100mg after 100mg
(1995) weeks | weeks - -
dose loading dose loading dose
Moreland 26 26 ETN 10mg ETN 25mg
(1999) Parallel |\ ooks | weeks | 246 Placebo q2w (SC) q2w (SC)
Nishimoto
(2009), Parallel - - 127 | Placebo+mrx | TOC 8makg
SATORI weeks | weeks gdw (1V)
' 104 104 MTX17.5mg MTX 17.5mg MTX 17.5mg
O'Dell (2002) Parallel weeks | weeks 171 qW+HCQ qW+SSZ qw+HCQ
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RCT Time Study No.
Author, Year ‘ Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
LS Used® | tion -ized
200mg bid 500mg bid 200mg
then 1g bid at bid+SSZz
6 mo 500mg bid
then 1g bid at
6 mo
104 104 HCQ 200mg MEE(SSEQ
O'Dell (1996) Parallel 102 Placebo+MTX bid+SSz -
weeks | weeks 500mg bid bid+SSz
g 500mg bid
SSZ 1g/day
for 6 weeks
O'Dell (2013), . 24 48 . ! ETN 50mg qw
Adaptive 353 increased to
RACAT weeks | weeks 2g/day+HCQ (SC)+ssz
400mg qd
Peterfy 16 52 RIT 500mg on RIT 1000mg
(2016), RA- Adaptive weeks | weeks 185 Placebo+MTX | day 1 and 15 onday 1 and
SCORE (IV)+MTX 15 (IV)+MTX
Pope (2014), . 24 76 ETN 50mg qw | ETN 50mg qw
CAMEO Withdrawal weeks | weeks 205 (SC)+MTX (SC)
S%@Si“s”go ” " ADA 40mg SB5 40mg
(S o?]sor) Parallel weeks | weeks 544 g2w g2w
(2816) (SC)+MTX (SC)+MTX
Schiff (2013), 104 | 104 ABA 125mg | ADPA40mg
AMPLE Parallel weeks | week 646 gw (SC) g2w
(SC)+MTX
ABA 10mg/kg
g4w (IV) after IN'; 3mfg/kg
- initial 4 I".V?“?r
2??25%008)’ Adaptive wjteeks Wez:ks 431 Placebo+MTX infusions on Igrlflgaysuls |c:>Lr513
days 1, 15 e
and 29 43 and 85
(IV)+MTX (IV)*MTX
CERTO
200mg g2w
Smolen . 12 104 ADA 40mg after initial
(2016), Adaptive weeks | weeks 915 g2w 400mg at 0, 2
EXXELERATE (SC)+MTX and 4 WeeI’<s
(SC)+MTX
SIR 100mg
Smolen . 12 22 Placebo
Adaptive 36 g2w (SC)
(2014) weeks | weeks +csDMARD +eSDMARD
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RCT Time Study No.
Author, Year Do Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
9 Used® | tion -ized
Smolen
. 16 24 TOC 4mg/kg TOC 8mg/kg
0. Adaptive |\ ooks | weeks | 23 | PlacebotMTX |\ (Wy+MTX | gaw (IV)+MTX
CERTO CERTO
200mg gq2w 400mg q2w
Smolen 16 24 after initial after initial
(2009), Adaptive weeks | weeks 619 Placebo+MTX dose of dose of
RAPID2 400mg at 0,2 | 400mgatO, 2
and 4 weeks and 4 weeks
(SC)+MTX (SC)+MTX
SIR 100mg SIR 100mg SIR 50mg SIR 25mg
Smolen . 12 24 Placebo
Adaptive 151 g2w (SC) g4w (SC) g4w (SC) g4w (SC)
(2014) weeks | weeks *CcsDMARD |, csDMARD | +csDMARD | +cSDMARD | +csDMARD
Takeuchi 24 24 ABA 2mg/kg ABA 10mg/kg
(2013) Parallel | \eeks | weeks | 195 | PlacebotMTX [ = mrx (IV)+MTX
Takeuchi
(2012), Parallel wéfks weZ:ks 316 Placebo GZ)VIT, ?ggg GO4I\_N1(%OCn;g
GO-MONO q a
Takeuchi . 52 52 ETN 10mg ETN 25 mg
(2013) Adaptive |\ ooks | weeks | 220 MTX biw (SC) biw (SC)
INF 3mg/kg CT-P13
g8w after 3mag/kg q8w
Takeuchi 54 54 initial dosing after initial
(2015) Parallel weeks | weeks 108 at0,2and 6 dosing at 0, 2
weeks and 6 weeks
(IV)+MTX (IV)+MTX
Tanaka 12 12 BAR 1mg/day | BAR 2mg/day | BAR 4mg/day | BAR 8mg/day
(2016) Parallel | |\ coks | weeks | 145 | PlacebotMTX | " oy it | (P.OJMTX | (P.OJMTX | (P.O)+MTX
Tanaka 12 12 TOF 1mg bid TOF 3mg bid TOF 5mg bid | TOF 10mg bid
(2011) Parallel |\ beks | weeks | 140 | PlacebotMTX | (o oy iMTx | (P.OJMTX | (P.O)MTX | (P.O)+MTX
Tanaka 16 2 GOL 50mg GOL 100mg
(2012), Adaptive weeks | weeks 269 Placebo+MTX g4w g4w
GO-FORTH (SC)+MTX (SC)+MTX
ADA 40mg
Taylor (2017), . 16 52 BAR 4mg qd
Adaptive 1307 Placebo+MTX q2w
RA BEAM weeks | weeks (SC)+MTX (P.O.)+MTX
Van de Putte . 8 12 ADA 20mg gw | ADA 40mg qw | ADA 80mg qw
(2003) Adaptive |\ ooks | weeks | 284 Placebo (SC) (SC) (SC)
van der
Heijde (2013), . 12 52 TOF 5mg bid | TOF 10mg bid
ORAL Adaptive |\ coks | weeks | (97 | PlaceborMTX 1 p oV MTX | (P.O)+MTX

Standard
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RCT e SEfy N b b b b b b b
Author, Year Design Point Dura- | random Arm 1 Arm 2 Arm 3 Arm 4 Arm 5 Arm 6 Arm 7
Used® | tion -ized
Van Riel 16 16 ETN 25mg ETN 25mg
(2006) Parallel weeks | weeks 315 biw (SC) biw
(SC)+MTX
Atacicept
van ADA 40mg 150mg biw for Atacicept
Vollenhoven 26 26 4 weeks then 150mg biw for
(2011), Parallel weeks | weeks 311 Placebo+MTX chime 150mg SC qw 25 weeks
AUGUST Il (SC) for 21 weeks (SC)+MTX
(SC)+MTX
van . . ADA 40mg
Vollenhoven Adaptive W(:elezks W(fezks 717 Placebo+MTX 28';5)11&%? T(OPFO:L;)PN?Tl;éd gq2w
(2012) e T (SC)+MTX
CERTO
200mg q2w
Weinblatt 12 12 Placebo after 400mg at
(2012) Parallel weeks | weeks 1063 +csDMARD 0,2and 4
weeks (SC)
+csDMARD
. ADA 40mg CLZ 25mg CLZ 100mg CLZ 200mg CLzZ
\(I;/gllnSt;Iatt Adaptive wgezks wez:ks 418 Placebo+MTX (SC) g4w g4w g4w 100mg CCI‘_42W2(OSOgg
g2w+MTX (SC)+MTX (SC)+MTX (SC)+MTX g4w (SC)
GOL 2mg/kg
Weinblatt . 9.8W afte_r
(2013), GO- | Adaptive | 18 24 592 | Placebo+MTx | Mitialdosing
FURTHER weeks | weeks atOand 4
weeks
(IV)+MTX
Weinblatt 16 24 ADA 20mg ADA 40mg ADA 80mg
(2003), Adaptive weeks | weeks 271 Placebo+MTX g2w g2w q2w
ARMADA (SC)+MTX (SC)+MTX (SC)+MTX
. ETN 25mg
\(Illg;ngl;latt Parallel Wez:ks Wez:ks 89 Placebo+MTX biw
(SC)+MTX
CERTO
Yamamoto 16 o4 200mg q2w
(2014), Adaptive weeks | weeks 230 Placebo after 400mg at
HIKARI 0,2and 4
weeks (SC)
CERTO CERTO CERTO
Yamamoto
. 16 24 100mg g2w 200mg gq2w 400mg g2w
(RZAOé?I)D J- Adaptive weeks | weeks 316 Placebo+MTX after 200mg at | after 400mg at | after 400mg at
0,2and 4 0,2and 4 0,2and 4
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RCT Time Study No.
Author, Year ‘ Point | Dura- | random Arm 1° Arm 2° Arm 3° Arm 4° Arm 5° Arm 6° Arm 7°
Dz Used? tion -ized
weeks weeks weeks
(SC)+MTX (SC)+MTX (SC)+MTX
- TOC 8mg/kg
Yazici (2012), . 16 24 Placebo
Adaptive 619 g4w (1V)
ROSE weeks | weeks +csDMARD +6SDMARD
INF 3mg/kg CT-P13
Yoo (2013) 30 30 g8w (IV) after 3g;tge/rkfcr]1i(gi2\ll\l
. Parallel 606 initial dosing .
PLANETRA weeks | weeks at0. 2 and 6 dosing at 0, 2
y and 6
weeks+MTX weeks+MTX
INF 3 mg/kg
18 18 at0, 2, 6 and
Zhang (2006) Parallel weeks | weeks 173 Placebo+MTX 14 weeks
(IV)+MTX

®Represents the study duration that was analyzed (at times shorter than full study length if an adaptive design was present or if only interim data has was reported to date)

PCertain studies included treatments that are and treatments that are not eligible for the review or used both standard and non-standard doses; this table lists all treatments as they
appear in the study. However, only the included treatments listed in Table 2 are standard doses were included in the analysis.
ABA = abatacept; ABP501 = biosimilar adalimumab; ABNAI = AnBaiNuo (biosimilar etanercept); ADA = adalimumab; BAR = baricitinib; bid = twice daily; biw = twice weekly; CERTO =
certolizumab pegol; csDMARD = conventional synthetic disease modifying anti-rheumatic drug; CT-P13 = biosimilar infliximab; ETN = etanercept; GOL = golimumab; HCQ =

hydroxychloroquine; HD203 = biosimilar etanercept; INF = infliximab; IV = intravenous; MTX = methotrexate; P.O. = orally; gw = every week; q2w = every two weeks; g4w = every four
weeks; q8w = every eight weeks; qd = every day; RIT = rituximab; SAR = sarilumab; SB2 = biosimilar of infliximab; SB4 = biosimilar of etanercept; SB5 = biosimilar adalimumab; SC =
subcutaneous; SIR = sirukumab; SSZ = sulfasalazine; TOC = tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of adalimumab

Table 3. Table of Patient Characteristics of Included Studies

c . Disease
Author Year, Trial a No. of Age, mean aucasian, duration, mean
: Treatment Groups .. Female, n (%)
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Bae 2017, HERA ETN 25mg biw (SC)+MTX 115 51.3 (12.4) 101 (85.6) 0 (0) 8.05 (7.43)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Study HD203 25mg+MTX 118 51.0 (12.0) 101 (87.8) 0 (0) 7.19 (7.39)
Placebo + MTX 63 50.3 (11.9) 48 (76.2) NR 4.4 (3.1)
thggy;om’ RA- RIT 500mg on day 1 and 15 (IV) + MTX 62 487 (11.1) 45 (72.6) NR 45 (2.9)
RIT 1000mg on day 1 and 15 (IV) + MTX 60 50.7 (11.7) 50 (83.3) NR 4.9 (2.9)
Placebo + MTX 49 51.1 (12.0) 39 (80) 0 (0) 5.06 (3.96)
BAR 1mg/day (P.O.) + MTX 24 52.7 (12.8) 22 (92) 0 (0) 6.22 (3.27)
Tanaka 2016 BAR 2mg/day (P.O.) + MTX 24 56.1 (11.5) 21 (88) 0 (0) 6.32 (4.18)
BAR 4mg/day (P.O.) + MTX 24 57.5 (10.4) 19 (79) 0 (0) 5.86 (3.95)
BAR 8mg/day (P.O.) + MTX 24 53.6 (11.3) 17 (71) 0 (0) 5.55 (4.62)
INF 3mg/kg q8w (IV) + MTX 293 52.6 (11.7) 236 (80.5) 254 (86.7) 6.6 (6.0)
Choe 2017, NR
SB2 3mg/kg q8w (IV) + MTX 291 51.6 (11.9) 232 (79.7) 252 (86.6) 6.3 (5.9)
ETN 50mg qw (SC) + MTX 297 51.6 (11.63) 253 (85.2) 273 (91.9) 6.20 (4.41)
Emery 2017, NR
SB4 50mg qw (SC) + MTX 299 52.1(11.72) 249 (83.3) 279 (93.3) 6.0 (4.20)
Placebo + MTX 69 51.5 (13.2) 56 (81.2) NR 6.5 (4.6)
Furst 2015,
DOSEFLEX CERTO 200mg q2w (SC) 70 55.6 (10.7) 49 (70.0) NR 5.9 (4.20)
CERTO 400mg g2w (SC) 70 53.1 (13.8) 58 (82.9) NR 6.4 (4.7)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
9.1
Placebo + MTX 398 50.9 (11.2) 322 (81) 343 (86.2)
(0.3-44.0)
Genovese 2015 9.5
' SAR 150mg g2w (SC) + MTX 400 50.1 (11.9) 320 (80) 345 (86.3)
MOBILITY
(0.3-44.7)
8.6
SAR 200mg g2w (SC) + MTX 399 50.8 (11.8) 339 (85) 343 (86.0)
(0.3-34.2)
ADA 40 q2w (SC) + MTX 60 45 (10.92) 48 (80.0) NR 4.0 (4.98)
Jani 2016, NR
ZRC-3197 40mg q2w (SC) + MTX 60 45 (11.06) 51 (85.0) NR 3.3(4.19)
MTX 98 49 (12) 85 (87) NR 5.4 (4.3)
BAR 1mg/day (P.O.) + MTX 49 53 (11) 42 (86) NR 5.5 (3.9)
Keystone 2015,
1V-MC-JADA BAR 2mg/day (P.O.) + MTX 52 51 (13) 44 (85) NR 5.5 (4.4)
BAR 4mg/day (P.O.) + MTX 52 53 (10) 37 (71) NR 5.3 (4.5)
BAR 8mg/day (P.O.) + MTX 50 53 (11) 41 (82) NR 6.6 (5.0)
MTX 132 46.7 (12.2) 104 (78.8) 0 (0) 8.0 (7.3)
Li 2016, NR
GOL 50mg g4w (SC) + MTX 132 47.7 (11.5) 110 (83.3) 0 (0) 7.6 (7.1)
Takeuchi 2015, NR | 'NF 3mg/kg géw after initial dosing at 0, 2 and 6 51 53.8 (13.4) 41 (80.4) 0 (0) 8.0 (7.3)

weeks (IV) + MTX
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
CT-P13 3mg/kg q8w after initial dosing at 0, 2
and 6 weeks (IV) + MTX 50 54.5 (13.0) 40 (80.0) 0(0) 7.1(7.3)
Placebo + MTX 61 51.4 (11.0) 46 (75.4) 43 (70.5) 6.4 (8.1)
ADA 40mg (SC) 2w + MTX 59 52.8 (11.4) 48 (81.4) 47 (79.7) 6.1 (7.5)
CLZ 25mg q4w (SC) + MTX 59 47.4 (11.0) 46 (78.0) 43(72.9) 5.0 (5.6)
CLZ 100mg g4w (SC) + MTX 60 49.9 (14.0) 53 (88.3) 46 (76.7) 5.6 (6.1)
Weinblatt 2015, NR
CLZ 200mg g4w (SC) + MTX 60 46.4 (11.9) 49 (81.7) 50 (83.3) 6.0 (7.2)
CLZ 100mg q4w (SC) 60 55.0 (12.2) 52 (86.7) 47 (78.3) 7.4 (6.8)
CLZ 200mg g4w (SC) 59 50.0 (12.5) 49 (83.1) 46 (78.0) 5.0 (5.5)
Dougados 2013, Placebo + TOC 8mg/kg g4w (IV) 32 55.8 (10.46) 21 (65.6) NR NR
ACT-RAY TOC 8mg/kg gdw (IV) + MTX 31 55.2 (14.12) 24 (77.4) NR NR
RIT 2mg + MTX 20 47 (37-69) NR NR
Gashi 2014, NR 15(75.0)
ETN 25mg BID + MTX 13 44 (19-69) 8 (61.5) NR NR
Smolen 2014, NR Placebo + csDMARD 19 46.2 (10.2) 11 (57.9) 18 (94.7) 7.5 (6.9)
(Part A) SIR 100mg q2w (SC) + cCSDMARD 7 50.1 (10.7) 14 (82.4) 16 (94.1) 73(6.7)
Yoo 2013, INF 3mg/kg q8w (IV) after initial dosing at 0, 2
PLANETRA and 6 weeks + MTX 304 50 (21-74) 256 (84.2) 222 (73.0) NR
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
CT-P13 3mg/kg q8w after initial dosing at 0, 2
and 6 weeks + MTX 302 50 (18-75) 245 (81.1) 220 (72.8) NR
ANA 100mg/day (SC) + MTX 957 56 (20-86) 757 (79.1) 934 (97.6) 7.3 (0-50.5)
Loet 2008, OMEGA ANA 100mg/day (SC) + SSZ 102 57 (23-80) 79 (77.5) 98 (96.1) 6.1 (0.4-48.6)
ANA 100mg/day (SC) + HCQ 127 57 (24-80) 113 (89.0) 126 (99.2) 9.0 (0-51.9)
Placebo + SSZ 2g/day 18 43.9 (9.7) 18 (100) NR 6.9 (6.9)
Ciconelli 1996, NR Methylprednisone 5mg/kg (IV pulses)
20 43.2 (11.9) 20 (100) NR 6.1 (4.6)
+ SSZ 2g/day
Placebo 102 52.8 (28-73) 77 (75.5) NR 8.3 (0.8-26.3)
Mladenovic 1995, LEF 5mg after 50mg loading dose 95 50.3 (24-74) 79 (83.2) NR 7.7 (0.8-31.3)
NR LEF 10mg after 100mg loading dose 101 51.4 (20-76) 87 (86.1) NR 8.5 (0.9-31.8)
LEF 25mg after 100mg loading dose 104 50.0 (21-74) 91 (87.5) NR 8.8 (0.8-37.8)
Placebo 114 55.4 (9.8) 88 (77.2) 0 (0) 5.8 (4.3)
Yamamoto 2014,
HIKARI CERTO 200mg g2w after 400mg at 0, 2 and 4
weeks (SC) 116 56.0 (10.2) 83 (71.6) 0 (0) 5.4 (4.0)
Yazici 2012, ROSE Placebo + csDMARD 205 55.8 (12.42) 172 (83.9) 170 (82.9) 8.52 (9.05)
study TOC 8mg/kg g4w (IV) + csDMARD 409 55.2 (12.06) 325 (79.5) 328 (80.2) 8.62 (8.93)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Placebo 70 50.2 (11.9) 57 (81) NR 9.4 (6.6)
\N"';” de Putte 2004, ADA 20mg qw (SC) 72 53.7 (13.3) 61 (85) NR 10.4 (7.3)
ADA 40mg qw (SC) 70 52.6 (11.6) 57 (81) NR 10.0 (7.0)
ADA 80mg qw (SC) 72 53.2 (12.3) 50 (69) NR 10.1 (7.9)
MTX17.5mg qw + HCQ 200mg bid 58 50.9 (28-68) 45 (78) NR 7.9 (10.0)
MTX 17.5mg gw + SSZ 500mg bid then 1g bid
O'Dell 2002, NR at 6 mo 55 52.5 (25-71) 46 (84) NR 5.8 (5.9)
MTX 17.5mg qw + HCQ 200mg bid + SSZ )
500mg bid then 1g bid at 6 mo 58 48.9 (26-66) 44 (76) NR 6.9 (8.4)
Placebo + MTX 63 49.8 (10.5) 54 (85.7) 0 (0) 6.9 (4.5)
Kim 2007, NR
ADA 40mg g2w (SC) + MTX 65 48.5 (10.2) 62 (95.4) 0 (0) 6.8 (4.2)
Placebo + MTX 77 51.9 (11.1) 66 (85.7) 0 (0) 5.8 (4.1)
CERTO 100mg g2w after 200mg at 0, 2 and 4
weeks (SC) + MTX 72 54.3 (10.6) 58 (80.6) 0(0) 6.0 (4.1)
Yamamoto 2014, J-
RAPID CERTO 200mg g2w after 400mg at 0, 2 and 4
weeks (SC) + MTX 82 50.6 (11.4) 69 (84.1) 0 (0) 5.6 (4.2)
CERTO 400mg g2w after 400mg at 0, 2 and 4
weeks (SC) + MTX 85 55.4 (10.3) 69 (81.2) 0 (0) 6.0 (3.9)
Choy 2012, NR Placebo + MTX 121 55.6 (11.7) 80 (66.1) (99.2) 9.9 (7.8)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
CERTO 400mg g4w (SC) + MTX 126 53.0 (12.3) 91 (72.2) (99.2) 9.4 (7.5)
Placebo + MTX 197 51.4 (11.26) 157 (79.7) (80.4) 7.0 (7.24)
Weinblatt 2013,
GO-FURTHER GOL 2mg/kg g8w after initial dosing at 0 and 4
weeks (V) + MTX 395 51.9 (12.55) 326 (82.5) (80.4) 6.9 (7.00)
Placebo + csDMARD 31 50 (11) 27 (90) NR NR
Maclssac 2014, NR
' INF 3mg/kg at 0, 2, 6 and 14 weeks (IV) +
csDMARD 30 50 (10) 28 (93) NR NR
Placebo + MTX 47 55.1 (7.6) 35 (74.5) 0 (0) 7.5 (5.0)
Abe 2006, NR INF 3mg/kg at 0, 2 and 6 weeks (V) + MTX 49 55.2 (10.9) 40 (81.6) 0 (0) 9.1(7.4)
INF 10mg/kg (IV) + MTX 51 56.8 (10.5) 40 (78.4) 0 (0) 7.1(5.1)
Kaneko 2016, MTX + TOC 8 mg/kg gdw (IV) 118 55.8 (11.7) 100 (87.0) NR 3.6 (3.2)
SURPRISE TOC 8 mgikg gaw (IV) 115 56.3 (2.7) 96 (86.5) NR 3830
Dougados 2013, TOC 8mg/kg q4w (IV) + Placebo (of MTX) 276 53.6 (11.9) 217 (78.6) NR 8.3 (8.4)
ACT-RAY TOC 8mglkg qaw (IV) + MTX 277 53.0 (13.4) 227 (81.9) NR 8.2 (8.0)
9.0
Kremer 2011, Placebo + MTX 393 51.3 (12.4) (83) NR 05449
LITHE ’ '
TOC 4mg/kg gdw (IV) + MTX 399 51.4 (12.6) (84) NR 9.4
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
(0.5-43.2)
9.3
TOC 8 mg/kg g4w (IV) + MTX 398 53.4 (11.7) (82) NR
(0.6-48.8)
Placebo to TOF 5mg bid (P.O.) + MTX 56 55.5 (13.7) 43 (76.8) 40 (71.4) 6.9
Placebo to TOF 10mg bid (P.O.) + MTX 52 51.9 (13.7) 39 (75.0) 35 (67.3) 9.0
van Vollenhoven
2012, ORAL TOF 5mg bid (P.O.) + MTX 204 53.0 (11.9) 174 (85.3) 151 (74.0) 7.6
Standard
TOF 10mg bid (P.0O.) + MTX 201 52.9 (11.8) 168 (83.6) 143 (71.1) 7.4
ADA 40mg 2w (SC) + MTX 204 52.5 (11.7) 162 (79.4) 148 (72.5) 8.1
Placebo + SSZ 2-3g/day (P.O.) 50 53.3(12.8) 41.0 (82.0) NR 5.6 (4.4)
Combe 2006, NR ETN 25mg biw (SC) 103 51.3 (13.5) 81.0 (78.6) NR 7.1(5.2)
ETN 25mg biw (SC) + SSZ 2-3g/day (P.O.) 101 50.6 (12.3) 81.0 (80.2) NR 6.5 (5.1)
Conaghan 2013, Placebo + MTX 23 52.5 (11.5) 16 (69.6) 19 (82.6) 2.35 (1.42)
ASSET ABA 10mg/kg qdw (IV) + MTX 27 51.7 (11.2) 16 (59.3) 26 (96.3) 214 (1.50)
Placebo + MTX 172 52.16 (12.390) 147 (85.5) 142 (82.6) 7.48 (7.64)
Emery 2010, RIT 500mg at 1 and 15 days (IV) + MTX 168 51.91 (12.926) 133 (79.6) 134 (80.2) 7.10 (6.97)
SERENE
RIT 1000mg infusions at 1 and 15 days (V) + 172 51.30 (12.644) 138 (81.2) 137 (80.6) 6.61 (7.29)

MTX
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
10.8
Placebo 59 53 (13.7) 52 (88.1) 43 (72.9)
(0.7-44.0)
8.1
TOF 5mg bid (P.O.) 49 54 (13.5) 43 (87.8) 36 (73.5)
(0.5-38.0)
8.6
TOF 10mg bid (P.O.) 61 52 (10.9) 53 (86.9) 44 (72.1)
(0.5-38.0)
Fleischmann 2012 8.7
NR ’ TOF 15mg bid (P.0O.) 57 53 (13.0) 50 (87.7) 46 (80.7)
(0.8-38.0)
7.7
ADA 40mg g2w (SC) 53 54 (11.9) 45 (84.9) 43 (81.1)
(0.8-50.0)
9.4
TOF 1mg bid (P.O.) 54 55 (13.3) 46 (85.2) 44 (81.5)
(0.6-38.0)
9.9
TOF 3mg bid (P.O.) 51 53 (12.2) 44 (86.3) 38 (74.5)
(0.8-30.0)
Placebo + Standard Therapy 318 55.8 (12.4) 252 (79.2) 273 (85.8) 11.5(9.7)
Furst 2003, STAR
ADA 40mg q2w (SC) + csDMARD 318 55.0 (12.8) 253 (79.6) 283 (89.0) 9.3(8.8)
ADA 40mg g2w (SC) 163 53.3 (12.4) 133 (82) 133 (82) 6.3 (6.9)

Gabay 2013,
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
ADACTA TOC 8mg/kg gdw (IV) 163 54.4 (13.0) 129 (79) 145 (89) 7.3(8.1)
Placebo + Standard Therapy 104 55.5 (12.8) 86 (82.7) 90 (86.5) 7.4 (8.1)
Hobbs 2015, NR
ETN 50mg qw (SC) + Standard Therapy 106 56.5 (12.1) 75 (70.8) 91 (85.8) 8.3(11.2)
Jobanputra 2012, ADA 40mg q2w (SC) + csDMARD 60 55.0 (12.5) 45 (75) NR 7.0 (3.3-13.0)
RED SEA ETN 50mg qw (SC) + csDMARD 60 53.2 (13.4) 42 (70) NR 5.5 (2.0-14.5)
Kaine 2012, Placebo + MTX 80 49.1 (12.8) 67 (83.8) 75 (93.8) 6.2 (5.8)
ALLOW
ABA 125mg qw (SC)+MTX 40 48.9 (14.2) 34 (85.0) 38 (95.0) 7.4(1.7)
Kameda 2010, ETN 25mg biw (SC) 74 58.1 (12.6) 62 (87.3) 0 (0) 10.6 (10.5)
JESMR -
ETN 25mg biw (SC)+MTX 77 56.5 (11.1) 60 (80.0) 0 (0) 8.1(7.7)
csDMARD + MTX 103 48.5 (11.3) 91 (88.4) 0 (0) 6.9 (8.5)
Kim 2012, APPEAL
ETN 25mg biw (SC)+MTX 197 48.4 (12.0) 180 (91.4) 0 (0) 6.5 (7.3)
9.8
Placebo + MTX 72 51.4 (11.4) 64 (88.9) 0 (0)
(0.7-45.7)
Kim 2013, NR
7.4
INF 3mg/kg at 0, 2, GM%FA;(and 22 weeks (SC) + 1 49.3 (10.1) 64 (90.1) 0(0)
(0.6-35.7)
54.7
Kremer 2003, NR Placebo + MTX 119 79 (66) 104 (87) 8.9 (8.3)
(23-80)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
54.4
ABA 2mg/kg (IV) + MTX 105 66 (63) 91 (87) 9.7 (8.1)
(23-80)
55.8
ABA 10mg/kg (IV) + MTX 115 87 (75) 100 (87) 9.7 (9.8)
(17-83)
Placebo + MTX 129 50.2 (51.0) 103 (79.8) 92 (71.3) 7.4 (5.6)
GOL 2mg/kg gq12w (IV) 128 49.9 (51.0) 107 (83.6) 93 (72.7) 7.4 (4.9)
Kremer 2010, NR GOL 4mg/kg q12w (IV) 129 48.4 (50.0) 105 (81.4) 86 (66.7) 8.4 (6.6)
GOL 2mg/kg q12w (IV)+MTX 129 49.7 (51.0) 99 (76.7) 88 (68.2) 8.1(5.2)
GOL 4mglkg q12w (IV)+MTX 128 49.6 (52.0) 103 (80.5) 88 (68.8) 9.4 (7.4)
9.2
Placebo 69 53 (13.4) 56 (81.2) 58 (84.1)
(0.5-39.0)
9.0
TOF 5mg/day (P.O.) + MTX 71 52 (12.8) 57 (80.3) 63 (88.7)
(0.5-46.0)
Kremer 2012, NR
7.5
TOF 10mg/day (P.O.) + MTX 74 56 (10.4) 55 (74.3) 64 (86.5)
(0.5-30.0)
10.8
TOF 15mg/day (P.0.) + MTX 75 54 (11.1) 66 (88.0) 65 (86.7)
(0.6-65.0)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
9.8
TOF 20mg/day (P.O.) + MTX 80 54 (10.8) 63 (78.8) 72 (90.0)
(0.6-46.0)
11.8
TOF 1mg/day (P.O.) + MTX 70 52 (11.6) 57 (81.4) 61 (87.1)
(0.5-40.8)
9.4
TOF 3mg/day (P.O.) + MTX 68 51 (14.9) 52 (76.5) 54 (79.4)
(0.5-43.3)
Nishimoto 2009 Placebo + MTX 64 50.8 (12.2) 48 (75.0) 0 (0) 8.7 (7.1)
SATORI
TOC 8mg/kg g4w (1V) + Placebo (of MTX) 61 52.6 (10.6) 55 (90.2) 0 (0) 8.5 (8.4)
SSZ 1g/day for géveerg(,)lncregsed to 2g/day + 178 57.8 (13.0) 77 (43.3) 161 (90.4) 5.5 (9.3)
O'Dell 2013, NR Q400mg g
ETN 50mg gw (SC) + SSZ 175 56.0 (13.2) 85 (48.6) 146 (83.4) 4.9 (8.0)
Pope 2014, ETN 50mg qw (SC) + MTX 107 54.4 (12.7) 84.0 (78.5) 103 (96.3) 9.3(9.1)
CAMEO ETN 50mg qw (SC) 98 543 (11.9) 72.0 (73.5) 96 (98.0) 9.0 8.2)
Schiff 2013, ABA 125mg qw (SC) 318 NR NR NR NR
AMPLE ADA 40mg g2w (SC) + MTX 328 NR NR NR NR
Placebo + MTX 66 53.4 (12.0) 52 (78.8) 0 (0) NR
Takeuchi 2013, NR
ABA 2mg/kg (IV) + MTX 67 52.5(11.1) 57 (85.1) 0 (0) NR
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
ABA 10mg/kg (IV) + MTX 62 53.4 (11.3) 49 (80.3) 0 (0) NR
Placebo + MTX 176 50.4 (11.9) 140 (79.9) 0(0) 3.0 (2.7)
Takeuchi 2013, NR ETN 10mg biw (SC) 192 51.5 (12.2) 154 (80.2) 0 (0) 2.9 (2.7)
ETN 25mg biw (SC) 182 51.8 (11.1) 145 (79.7) 0(0) 3.0 (2.6)
Placebo 105 52.4 (11.1) 86 (81.9) 0(0) 9.2 (8.6)
Takeuchi 2012,
GO-MONO GOL 50mg g4w (SC) 101 52.9 (11.3) 81 (80.2) 0 (0) 8.1(8.4)
GOL 100mg g4w (SC) 102 51.6 (11.9) 85 (83.3) 0(0) 9.4 (8.5)
8.4
Placebo + MTX 28 50.6 (12.4) 25 (89.3) 0(0)
(0.6-24.0)
5.7
TOF 1mg bid (P.0.) + MTX 28 52.0 (9.4) 21 (75.0) 0 (0)
(0.4-31.0)
8.7
Tanaka 2011, NR TOF 3mg bid (P.O.) + MTX 28 53.3 (12.1) 24 (88.9) 0 (0)
(0.6-23.0)
8.3
TOF 5mg bid (P.O.) + MTX 28 50.0 (9.8) 22 (81.5) 0 (0)
(1.1-26.0)
7.1
TOF 10mg bid (P.O.) + MTX 28 50.6 (10.0) 25 (96.2) 0(0)
(0.5-20.1)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Placebo + MTX 88 51.1 (11.6) 73 (83.0) 0 (0) 8.7 (8.2)
l‘g”sm 2012, GO- GOL 50mg géw (SC) + MTX 86 50.4 (9.9) 73 (84.9) 0(0) 8.8 (8.8)
GOL 100mg g4w (SC) + MTX 87 50.0 (12.2) 78 (89.7) 0 (0) 8.1 (6.5)
Placebo + MTX 62 56.0 (10.8) 51 (82.3) NR 11.1 (8.0)
Weinblatt 2003, ADA 20mg 2w (SC) + MTX 69 53.5 (12.4) 52 (75.4) NR 13.1 (8.1)
ARMADA ADA 40mg q2w (SC) + MTX 67 57.2 (11.4) 50 (74.6) NR 12.2 (11.1)
ADA 80mg 2w (SC) + MTX 73 55.5 (11.7) 55 (75.3) NR 12.8 (9.9)
Placebo + Standard Therapy 212 53.9 (12.7) 169 (79.7) NR 8.9 (9.1)
Weinblatt 2012,
REALISTIC CERTO 200mg g2w after 400mg at 0, 2 and 4
weeks (SC) + Standard Therapy 851 55.4 (12.4) 660 (77.6) NR 8.6 (8.8)
53.0 8.3
Placebo + MTX 12 11 (91.7) 0 (0)
(35.0-73.0) (1.3-15.6)
Chen 2009, NR
53.0 6.2
ADA 40mg g2w (SC) + MTX 35 26 (74.3) 0 (0)
(29.0-75.0) (0.3-19.1)
Placebo + MTX 74 53.0 (85.1) 67 (90.5) 7.8
Cohen 2002, NR ANA 0.1mg/kg qd (SC) + MTX 74 53.0 (79.7) 67 (90.5) 8.8
ANA 0.4mg/kg qd (SC) + MTX 77 52.8 (76.6) 64 (83.1) 7.0
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
ANA 1.0mg/kg qd (SC) + MTX 59 49.0 (84.7) 51 (86.4) 6.5
ANA 2.0mg/kg qd (SC) + MTX 72 54.1 45 (62.5) 66 (91.7) 8
ANA 0.04mg/kg gd (SC) + MTX 63 52.6 49 (77.8) 56 (88.9) 6.3
Placebo + MTX 251 57 188 (75) 218 (87) 10
Cohen 2004, NR
ANA 100mg qd (SC) + MTX 250 56 198 (79) 215 (86) 11
Placebo + MTX 40 54 (11) 32 (80.0) NR 11.0 (7.1)
RIT 1000mg at 1 and 15 days (IV) 40 54 (10) 29 (72.5) NR 9.3 (5.5)
Edwards 2004, NR
RIT 1000 mg at 1 and 15 days (V) + CTX 41 53 (10) 34 (82.9) NR 9.8 (6.1)
RIT 1000mg at 1 and 15 days (IV) + MTX 40 54 (12) 30 (75.0) NR 11.5 (7.3)
Fleischmann 2009, Placebo 109 54.9 (11.6) 97 (89.0) NR 10.4 (9.6)
FASTAWARD CERTO 400mg g4w (SC) 111 52.7 (12.7) 87 (78.4) NR 8.7 (8.2)
Genovese 2008, Placebo + csDMARD 415 54 (13) 349 (84) 299 (72) 9.8 (9.1)
TOWARD TOC 8mglkg q4w (IV) + cSDMARD 805 53 (13) 652 (81) 580 (72) 9.8 8.8)
Placebo + MTX 7 44.6 (12.5) 6 (86) NR 4.9 (3.9)
Ezva”a“gh 2000, INF 5mg/kg 8w (IV) + MTX 7 47.0 (6.9) 5(71) NR 7.4 (2.7)
INF 10mg/kg g8w (IV) + MTX 7 53.0 (11.0) 6 (86) NR 7.5 (4.5)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
INF 20mg/kg q8w (IV) + MTX 7 37.4 (14.3) 7 (100) NR 4.9 (3.3)
52.0 5.6
Placebo + MTX 35 26 (74.3) NR
(46.0-66.0) (1.4-10.9)
57.0 8.2
GOL 50mg g4w (SC) + MTX 35 30 (85.7) NR
(50.0-64.0) (4.1-14.3)
48.0 8.2
Kay 2008, NR GOL 50mg g2w (SC) + MTX 34 23 (67.6) NR
(41.0-63.0) (2.9-12.8)
57.5 6.3
GOL 100mg g4w (SC) + MTX 34 26 (76.5) NR
(47.0-66.0) (3.4-14.2)
53.5 9.0
GOL 100mg g2w (SC) + MTX 34 27 (79.4) NR
(45.0-65.0) (4.1-14.2)
Placebo + MTX 200 56.1 (12.0) 146 (73.0) 166 (83.0) 10.9 (8.8)
Keystone 2004, NR ADA 40mg q2w (SC) + MTX 207 56.1 (13.5) 158 (76.3) 173 (83.6) 11.0 (9.2)
ADA 20mg qw (SC) + MTX 212 57.3 (10.5) 160 (75.5) 181 (85.4) 11.0 (9.4)
Placebo + MTX 199 52.2 (11.2) (83.9) NR 6.2 (4.4)
Keystone 2008,
RAPID1 CERTO 200mg g2w after loading dose of 400mg 393 51.4 (11.6) (82.4) NR 6.1 (4.2)

at 0, 2 and 4 weeks (SC) + MTX
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Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
CERTO 400mg g2w after loading dose of 400mg
at 0, 2 and 4 weeks (SC) + MTX 390 52.4 (11.7) (83.6) NR 6.2 (4.4)
52 6.5
Placebo + MTX 133 109 (82.0) NR
(42-58) (3.1-11.9)
51 5.9
GOL 100mg qw (SC) 133 105 (78.9) NR
Keystone 2009, (42-59) (2.4-12.2)
GO-FORWARD 52 15
GOL 50mg qw (SC) + MTX 89 72 (80.9) NR
(43-57) (2.1-9.7)
6.7
GOL 100mg qw (SC) + MTX 89 50 (45-56) 72 (80.9) NR
(2.4-14.3)
Placebo + MTX 228 53.0 (12.8) 180 (79) NR 6.8 (5.5)
Klareskog 2004, -
TEMPO ETN 25mg biw (SC) 223 53.2 (13.8) 171 (77) NR 6.3 (5.1)
ETN 25mg biw (SC) + MTX 231 52.5 (12.4) 171 (74) NR 6.8 (5.4)
Placebo + MTX 219 50.4 (12.4) 179 (81.7) 193 (88.1) 8.9 (7.1)
Kremer 2006, AIM -
’ ABA 10mg/kg g4w after loading at 1, 15 and 30
days (IV) + MTX 433 51.5 (12.9) 337 (77.8) 379 (87.5) 8.5 (7.3)
Placebo + MTX 29 50.79 26 (90) 0 (0) NR
Lan 2004, NR
ETN 25mg biw (SC) + MTX 29 47.55 24 (83) 0 (0) NR
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Placebo + MTX 14 48.8 (12.3) 10 (71) 13 (93) 7.6 (4.0)
INF 3mg/kg at 0, 2, I(\S/IT1>? and 14 days (IV) + 15 58.9 (10.0) 10 (67) 14 (93) 121 (9.0)
INF 3mg/kg at 0, 2, 6, 10 and 14 days (IV) 14 47.0 (15.0) 12 (86) 14 (100) 7.8 (4.3)
Maini 1998, NR INF 10mg/kg at 0, Z’I\?'Tio and 14 days (IV) + 14 50.4 (13.4) 11 (79) 15 (100) 11.1 (7.4)
INF 10mg/kg at 0, 2, 6, 10 and 14 days (IV) 15 56.3 (9.1) 10 (67) 15 (100) 9.7 (7.4)
INF Img/kg at 0, 2, &’Tf and 14 days (IV) + 14 53.6 (14.0) 10 (71) 13 (93) 143 (12.1)
INF 1mg/kg at 0, 2, 6, 10 and 14 days (IV) 15 48.7 (13.9) 11 (73) 14 (93) 7.6 (6.0)
51 8.9
Placebo + MTX 88 70 (80) 78 (89)
(19.0-75.0) (0.8-35.0)
. . 56 8.4
INF 3mg/kg q8v\\,/v:;tlz Tf&?;)(ns at0,2and 6 86 70 (81) 80 (93)
Maini 1999, (25.0-74.0) (0.7-45.0)
ATTRACT 51 75
INF 3mg/kg g4w aftlfr Tf&?;ns at0,2and 6 86 66 (77) 76 (88)
WEeKs (19.0-78.0) (0.5-33.8)
INF 10mg/kg q8w after infusions at 0, 2 and 6 55 9.0
ks + MTX ’ 87 67 (77) 79 (91)
WeEeKS (19.0-80.0) (0.5-49.9)
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Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
INF 10mg/kg gq4w after infusions at 0, 2 and 6 52 8.7
ks + MTX ' 81 59 (73) 76 (94)
weeks (23.0-74.0) (0.6-47.0)
MTX 49 50.9 38 (78) NR 0.94
TOC 4mgl/kg géw (1V) 54 49.3 41 (76) NR 0.82
TOC 8mg/kg g4w (1V) 52 50.1 38 (73) NR 0.77
Maini 2006,
CHARISMA TOC 4mg/kg gdw (IV) + MTX 49 50.2 37 (76) NR 0.65
TOC 8mg/kg g4w (IV) + MTX 50 50.1 39 (78) NR 0.89
TOC 2mg/kg géw (IV) 53 52.2 44 (83) NR 0.77
TOC 2mg/kg gdw (IV) + MTX 52 49.2 45 (87) NR 0.78
Placebo 87 53.4 (12.8) 67 (77.0) 0 (0) 8.4 (8.2)
Miyasaka 2008, ADA 20mg g2w (SC) 87 54.8 (12.5) 69 (79.3) 0 (0) 10.0 (7.7)
CHANGE ADA 40mg g2w (SC) a1 56.9 (10.3) 72 (79.1) 0 (0) 9.9 (7.9)
ADA 80mg g2w (SC) 87 54.3 (10.9) 72 (82.8) 0 (0) 9.5 (8.3)
Placebo 80 51 (76) (89) 12
Moreland 1999, NR ETN 10mg g2w (SC) 76 53 (84) (96) 13
ETN 25mg g2w (SC) 78 53 (74) (94) 11
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Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Placebo + MTX 110 49.4 (11.5) (87.3) (76.4) 8.4 (8.6)
. ABA 10mg/kg g4w (1V) after initial infusions on
Schiff 2008, 156 49.0 (12.5) (83.3) (80.8) 7.9 (8.5)
ATTEST days 1, 15 and 29 (IV) + MTX
INF 3mg/kg q8w after initial infusions on days 1,
15, 43 and 85 (IV) + MTX 165 49.1 (12.0) (82.4) (80.6) 7.3(6.2)
Placebo + MTX 204 50.6 (12.1) 159 (77.9) NR 7-8(7-2)
Smolen 2008, TOC 4mgikg gaw (IV) + MTX 214 51.4 (12.8) 175 (82.2) NR 7.4 (7-4)
OPTION
TOC 8mg/kg gdw (IV) + MTX 205 50-8 (11-8) 175 (85.4) NR 7.5 (7-3)
Placebo + MTX 127 51.5 (11.8) 107 (84.3) NR 5.6 (3.9)
Smolen 2009, CERTO 200mg g2w after initial dose of 400mg 246 52.2 (11.1) 206 (83.7) NR 6.1 (4.1)
at 0, 2 and 4 weeks (SC) + MTX
RAPID2
CERTO 400mg g2w after initial dose of 400mg
at 0, 2 and 4 weeks (SC) + MTX 246 51.9 (11.8) 192 (78.0) NR 6.5 (4.3)
Placebo + MTX 30 53 22 (73) 25 (83) 13
Weinblatt 1999, NR
ETN 25mg biw (SC) + MTX 59 48 53 (90) 45 (76) 13
MTX 36 50 (21-69) 25 (69) NR 10 (8)
O'Dell 1996, NR HCQ 200mg bid + SSZ 500mg bid 35 49 (36-63) 26 (74) NR 6 (6)
MTX + HCQ 200mg bid + SSZ 500mg bid 31 50 (27-67) 20 (65) NR 10 (10)
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Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
Placebo + MTX 76 54 (10.3) 64 (84) NR 8.4 (7.4)
Van Vollenhoven Atacicept 150mg biw for 4 weeks then 150mg
2011, SC gw for 21 weeks (SC) + MTX 8 53(113) 65 (83) NR 78(73)
AUGUST Il Atacicept 150mg biw for 25 weeks (SC) + MTX 78 53 (13.2) 66 (85) NR 7.3 (6.5)
ADA 40mg g2w (SC) + MTX 79 53 (11.5) 64 (81) NR 8.8 (7.4)
. 8.8
(PLACEBO to TOF i)/ln_]rg);(bld (P.O.) + MTX) + 81 53.2 (11.5) 65 (80.2) 36 (44.4)
(0.6-30.8)
. 9.5
(PLACEBO to TOF 10mg bid (P.0.) + MTX) + 29 521 (11.8) 72 01.1) 36 (45.6)

MTX (0.4-43.5)
van der Heijde ’ '
2013, ORAL scan 8.9

TOF 5mg bid (P.O.) + MTX 321 53.7 (11.6) 269 (83.8) 152 (47.4)
(0.3-43.0)
9.0
TOF 10mg bid (P.0.) + MTX 316 52.0 (11.4) 273 (86.4) 144 (45.6)
(0.3-42.0)
Van Riel 2006, ETN 25mg biw (SC) 159 53 126 (79.2) 158 (99.4) 10.0
ADORE ETN 25mg biw (SC) + MTX 155 54 119 (76.8) 153 (98.7) 9.8
PLACEBO + MTX 86 48.9 (8.0) 73 (84.9) 0 (0) 8.0 (6.2)
Zhang 2006, NR
INF 3 mg/kg at 0, 2, 6 and 14 weeks (IV) + MTX 87 47.9 (10.1) 74 (85.1) 0 (0) 7.1(6.2)
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Caucasian Disease
Author Year, Trial T EroEs No: of Age, mean e ) duration, mean
name (if known) participants | (SD/range) years n (%) (SD/range)
years
PBO + csDMARD 228 51 (13) 189 (83) NR 7(8)
Dougados 2017,
RA-BUILD BAR 2mg/day (P.O.) + csDMARD 229 52 (12) 184 (80) NR 8 (8)
BAR 4mg/day (P.O.) + csDMARD 227 52 (12) 187 (82) NR 8 (8)
Machado 2014, NR DMARD + MTX 142 48.6 (11.3) 128 (90.1) 65 (45.8) 9.0 (7.5)
ETN 50mg qw (SC) + MTX 281 48.4 (12.0) 248 (88.3) 134 (47.7) 7.9 (7.0)
Chen 2016, NR Placebo 119 48.10 (9.84) 107 (89.9) 0 (0) NR
Anbainuo 25mg q2w (SC) 239 49.89 (9.98) 213 (89.1) 0 (0) NR
safety (457);
ADA 40mg g2w (SC) + MTX efficacy 52.9 (12.8) 362 (79) NR 5.8 (6.9)
Smolen 2016, (454)
EXXELERATE safety (457);
CERTO 200mg g2w after initial 400mg at 0, 2 ; ’
and 4 weeks (SC) + MTX efficacy 53.5 (12.3) 360 (79) NR 6.0 (6.9)
(454)
Burmester 2016, SAR 200mg g2w (SC) 184 50.9 (12.6) 157 (85.3) 171 (92.9) 8.1(8.1)
MONARCH
ADA 40mg g2w (SC) 185 53.6 (11.9) 150 (81.1) 164 (88.6) 6.6 (7.8)
Placebo 44 48.8 (14.0) 37 (84.1) 29 (65.9)
Kennedy 2014, ADA 40mg g2w (SC) + csDMARD 85 50.6 (13.3) 68 (80.0) 48 (56.5) 721093
ALTARA Study Pateclizumab 360mg (overall)
85 50.2 (13.1) 78 (91.8) 53 (62.4)
+ csDMARD
Taylor 2017, RA Placebo 488 53 (2) 382 (78) NR 10 (9)
BEAM BAR 4mg qd (P.O.) + MTX 487 54 (2) 375 (77) NR 10 (9)
ADA 40mg g2w (SC) + MTX 330 53 (12) 251 (76) NR 10 (9)
Weinblatt 1999, NR Placebo + MTX 30 53 22 (73) 25 (83) 13
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Author Year, Trial No. of Age, mean CHrEERE durzlajtiii(:las;r?ean
name (if knéwn) Treatment Groups® partici.pants (SD/?an'ge) years Female, n (%) n (%) (SD/rahge)
years
ETN 25mg biw (SC) + MTX 59 48 53 (90) 45 (76) 13
Placebo + csDMARD 30 54.1 (12.7) 25 (83.3) 19 (63.3) 7.7 (6.8)
Smolen 2014, NR SIR 100mg g2w (SC) + csDMARD 30 53.8 (13.0) 27 (90.0) 19 (63.3) 8.3 (6.3)
(Part B) SIR 100mg g4w (SC) + csDMARD 30 52.0 (11.0) 27 (90.0) 19 (63.3) 9.3(8.1)
SIR 50mg g4w (SC) + csDMARD 30 50.9 (10.3) 26 (86.7) 16 (53.3) 9.9 (9.4)
SIR 25mg g4w (SC) + csDMARD 31 52.8 (9.4) 23 (74.2) 18 (58.1) 6.6 (7.0)
Samsung Bioepis” ADA 40mg g2w (SC) + MTX 273 52.5 (11.91) 224 (82.1) NR NR
Co. 2016 SB5 40mg g2w (SC) + MTX 271 49.8 (12.67) 217 (80.1) NR NR
Hoffmann-La Placebo + csDMARD 19 54 (45-69) 17 (89.5) NR NR
Roche” 2015
TOC 8mg/kg g4w (IV) + csDMARD 35 54 (28-79) 29 (82.9) NR NR
Amgen® 2016 ADA 40mg 2w (SC) + MTX 262 56.3 (11.47) 212(80.92) | 249(95.04) | 9.37 (8.047)
ABP501 40mg g2w (SC) + MTX 264 55.4 (11.88) 214 (81.06) 251 (95.08) 9.41 (8.076)

dCertain studies included treatments that are and treatments that are not eligible for the review or used both standard and non-standard doses; this table lists all treatments as they

appear in the study. However, only the included treatments listed in Table 2 are standard doses were included in the analysis.

®Study sponsor; trial authors were not listed as this was an NCT record
ABA = abatacept; ABP501 = biosimilar adalimumab; ANBAI = AnBaiNuo (biosimilar etanercept); ADA = adalimumab; BAR = baricitinib; bid = twice daily; biw = twice weekly; CERTO =
certolizumab pegol; csDMARD = conventional synthetic disease modifying anti-rheumatic drug; CT-P13 = biosimilar infliximab; ETN = etanercept; GOL = golimumab; HCQ =

hydroxychloroquine; HD203 = biosimilar etanercept; INF = infliximab; IV = intravenous; MTX = methotrexate; P.O. = orally; gw = every week; q2w = every two weeks; g4w = every four
weeks; q8w = every eight weeks; qd = every day; RIT = rituximab; SAR = sarilumab; SB2 = biosimilar of infliximab; SB4 = biosimilar of etanercept; SB5 = biosimilar adalimumab; SC =
subcutaneous; SIR = sirukumab; SSZ = sulfasalazine; TOC = tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of adalimumab
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APPENDIX 7: RISK OF BIAS ASSESSMENT

Table 4. Full Results of Risk of Bias Assessment

: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over_all
Generation Concealment : Bias Quality
outcomes) outcomes) for Efficacy for Safety
Abe 2006 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
. . . . . . . . High risk of . . . . L
Bae 2017 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias bias Low risk of bias | Low risk of bias High risk
. . . . . . . . . . . . High risk of .
Burmester 2016 | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias bias Low risk
Chen 2009 Unclear Unclear Low risk of bias Unclear Unclear Unclear Low risk of bias Unclear
Chen 2016 Unclear Unclear Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Unclear
Choe 2017 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk
. . . ) . . . . High risk of . . L
Choy 2012 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias bias Unclear Low risk of bias High risk
Ciconelli 1996 Unclear Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias Unclear
Cohen 2002 Unclear Unclear Low risk of bias Unclear ngrt])izzk of ngrl;i;zk of Low risk of bias High risk
Cohen 2004 Unclear Unclear Low risk of bias Unclear Unclear Unclear Low risk of bias Unclear
. . . . High risk of . . . .
Combe 2006 Unclear Unclear Low risk of bias | Low risk of bias bias Unclear Low risk of bias High risk
Conaghan 2013 Unclear Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
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: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over'all
Generation Concealment ; Bias Quality
outcomes) outcomes) for Efficacy for Safety
Dougados 2013 | Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Unclear
Dougados 2017 Unclear Unclear Low risk of bias Unclear nggigzk of ngzigzk of Low risk of bias High risk
. . . . High risk of . . A
Edwards 2004 Unclear Unclear Low risk of bias | Low risk of bias bias Unclear Low risk of bias High risk
Emery 2017 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk
. . . . . . High risk of
Emery 2010 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
Fleischmann Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias ngh.rISK of Unclear
2012 bias
Fleischmann Low risk of bias | Low risk of bias | Low risk of bias Unclear ngh.”Sk of ngh.mk of Low risk of bias High risk
2009 bias bias
. . . . . . High risk of
Furst 2003 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
Gabay 2013 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias ngrt])izzk of Unclear ngrt])izzk of High risk
Genovese 2015 Unclear Low risk of bias | Low risk of bias Unclear ngh.nSk of ngh.”Sk of ngh.nSk of High risk
bias bias bias
Genovese 2008 Unclear Unclear Low risk of bias Unclear nggizzk of Unclear nggizzk of High risk
Hobbs 2015 Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Jani 2016 Low risk of bias Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
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: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over'all
Generation Concealment ; Bias Quality
outcomes) outcomes) for Efficacy for Safety
Jobanputra Low risk of bias | Low risk of bias | Low risk of bias ngh_nSk of ngh.”Sk of ngh_nSk of Low risk of bias High risk
2012 bias bias bias
Kameda 2010 Low risk of bias | Low risk of bias | Low risk of bias ngh_rISk of ngh.rISK of ngh_”Sk of Low risk of bias High risk
bias bias bias
. . . . . . High risk of . . . ) L
Kaneko 2016 Low risk of bias | Low risk of bias | Low risk of bias bias Low risk of bias | Low risk of bias Unclear High risk
gg(\)/gnaugh Unclear Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk
Kay 2008 Unclear Unclear Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Unclear
Kennedy 2014 Unclear Unclear Low risk of bias Unclear ngrt])igzk of ngrl;igzk of Low risk of bias High risk
. . . . High risk of . . N
Kermer 2003 Unclear Low risk of bias | Low risk of bias Unclear bias Unclear Low risk of bias High risk
Keystone 2015 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Keystone 2004 Unclear Unclear Low risk of bias | Low risk of bias ngh.”Sk of ngh.mk of ngh.nSk of High risk
bias bias bias
Keystone 2008 Unclear Unclear Low risk of bias | Low risk of bias ngh.nSk of ngh.”Sk of ngh.nSk of High risk
bias bias bias
Keystone 2009 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk
Kim 2007 Unclear Unclear Low risk of bias Unclear ngh.rISk of ngh_rISk of ngh.nsk of High risk
bias bias bias
Kim 2012 Low risk of bias | Low risk of bias | Low risk of bias High risk of Low risk of bias | Low risk of bias | Low risk of bias High risk
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: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over'all
Generation Concealment ; Bias Quality
outcomes) outcomes) for Efficacy for Safety
bias
Kim 2013 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Klareskog 2004 Unclear Low risk of bias | Low risk of bias Unclear nggigzk of nggizzk of Low risk of bias High risk
Kremer 2011 Unclear Unclear Low risk of bias Unclear ngh.rlsk of Unclear ngh.nSk of High risk
bias bias
Kremer 2010 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk
Kremer 2012 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Kremer 2006 Low risk of bias | Low risk of bias | Low risk of bias Unclear ngh.”Sk of ngh.rISK of ngh.nSk of High risk
bias bias bias
Lan 2004 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Le Loet 2008 ngh.rISK of ngh.nSk of Low risk of bias ngh.nSk of ngh.rlsk of ngh.rISk of Low risk of bias High risk
bias bias bias bias bias
Li 2016 Unclear Unclear Low risk of bias Unclear ngh.”Sk of ngh_rISK of ngh.nSk of High risk
bias bias bias
. . . . High risk of . . . . . . . .
Machado 2014 Low risk of bias Unclear Low risk of bias bias Low risk of bias | Low risk of bias | Low risk of bias High risk
Maclssac 2014 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Maini 1998 Unclear Low risk of bias | Low risk of bias | Low risk of bias ngzi;lzk of ngrt])izzk of Low risk of bias High risk
Maini 1999 Unclear Low risk of bias | Low risk of bias | Low risk of bias High risk of High risk of Low risk of bias High risk

120




(as supplied by the authors)

: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over'all
Generation Concealment ; Bias Quality
outcomes) outcomes) for Efficacy for Safety
bias bias

Maini 2006 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk

Mladenovic . . . . . . . . . . . . .
1995 Unclear Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk
Moreland 1999 | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias H'ggigzk of H'gzizzk Of | Lowrisk of bias | High risk
Nishimoto 2009 Unclear Low risk of bias | Low risk of bias | Low risk of bias H'ggigzk of H'gzizzk Of | Lowrisk of bias | High risk
O’Dell 2002 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias nggi;lzk of ngzizzk of Low risk of bias High risk
O'Dell 2013 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Low risk
O'Dell 1996 Low risk of bias Unclear Low risk of bias | Low risk of bias Unclear Unclear Low risk of bias Unclear

. . . . . . . . . . . . High risk of .
Peterfy 2016 Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias bias Low risk

. . . High risk of . . . . . . N
Schiff 2013 Unclear Unclear Low risk of bias bias Low risk of bias | Low risk of bias | Low risk of bias High risk
Schiff 2008 Unclear Unclear Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias Unclear

. . . . ) . . . . . High risk of
Smolen 2014 Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
Smolen 2008 Low risk of bias | Low risk of bias | Low risk of bias Unclear ngh.nSk of ngh.”Sk of ngh.nSk of High risk
bias bias bias
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: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over'all
Generation Concealment ; Bias Quality
outcomes) outcomes) for Efficacy for Safety
Smolen 2009 Unclear Unclear Low risk of bias Unclear ngh.”Sk of ngh_nSk of ngh.”Sk of High risk
bias bias bias
. . . . . . . . . . High risk of
Smolen 2016 Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
. . . . . . High risk of
Smolen 2017 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
. . . . . . . . . . High risk of
Smolen 2014 Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
Takeuchi 2015 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Takeuchi 2013 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Takeuchi 2012 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
. . . . . . . . . . High risk of
Tanaka 2016 Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
. . High risk of . . L
Tanaka 2011 Unclear Unclear Low risk of bias Unclear bias Unclear Low risk of bias High risk
Tanaka 2012 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
van der Heijde Low risk of bias | Low risk of bias | Low risk of bias Unclear ngh.rISk of ngh_rISk of ngh.nSk of High risk
2013 bias bias bias
. ) . High risk of . . . . . . L
Van Riel 2006 Unclear Unclear Low risk of bias bias Low risk of bias | Low risk of bias | Low risk of bias High risk
. . . . . . . . High risk of . . . .
van Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias bi Unclear Low risk of bias High risk
Vollenhoven 1as
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: Blinding Blinding Incomplete Incomplete :
Author, Year Sequen.ce Allocation (Objective (Subjective Outcome Data | Outcome Data Other .RISk of Over'all
Generation Concealment ; Bias Quality
outcomes) outcomes) for Efficacy for Safety
2012
van High risk of
Vollenhoven Low risk of bias | Low risk of bias | Low risk of bias gbias Low risk of bias | Low risk of bias | Low risk of bias High risk
2011
. . . . . . . High risk of
Weinblatt 2015 Unclear Unclear Low risk of bias | Low risk of bias Unclear Low risk of bias bias Unclear
Weinblatt 2015 Unclear Unclear Low risk of bias Unclear Unclear Unclear Low risk of bias Unclear
Weinblatt 2013 | Low risk of bias | Low risk of bias | Low risk of bias Unclear nggi;zk of Unclear nggigzk of High risk
. . . . . . . High risk of
Weinblatt 2003 Unclear Unclear Low risk of bias Unclear Low risk of bias | Low risk of bias bias Unclear
Weinblatt 2012 Low risk of bias | Low risk of bias | Low risk of bias Unclear Low risk of bias | Low risk of bias | Low risk of bias Unclear
Weinblatt 1999 Low risk of bias Unclear Low risk of bias | Low risk of bias Unclear Unclear Low risk of bias Unclear
Yamamoto Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias ngh.rlsk of ngh.rISk of ngh.rISK of High risk
2014 bias bias bias
Yamamoto Low risk of bias | Low risk of bias | Low risk of bias | Low risk of bias ngh.rISk of ngh_rISk of ngh.mk of High risk
2014 bias bias bias
Yazici 2012 Unclear Unclear Low risk of bias Unclear ngh.rISk of ngh_rISk of ngh.nsk of High risk
bias bias bias
. . . . . . High risk of . . L

Yoo 2013 Low risk of bias | Low risk of bias | Low risk of bias Unclear bias Unclear Low risk of bias High risk
Zhang 2006 Unclear Unclear Low risk of bias Unclear Unclear Unclear Low risk of bias Unclear
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APPENDIX 8: SENSITIVITY ANALYSES

Table 5. Summary of Sensitivity Analysis Results — MTX as a Common Comparator

;}’Egn‘:f ;’; (()?]‘;r)"ber g ffe'\:‘;nce REF<0, | REF=0, | REF=0, | REF>0, | REF<0, | REF>0

P : SA=0 SA>0 SA<0 SA=0 SA>0 |, SA<0
in results

American College of Rheumatology 50 (ACR50)

Biologic naive*

(n = 190) 146 4 0 37 0 0

Non-Asian* (n = 406) 309 10 28 3 56 0 0

Asian* (n = 91) 71 4 8 3 4 1 0

IR MTX Only (n =

378) 262 30 26 51 2 1

< year 2007 studies

(n = 120) 71 3 9 15 19 0 3

No older triple

DMARD* 290 10 22 1 55 0 0

(n=378)

EOT data (n = 465) 348 9 25 76

> year 2007 studies

(n = 300) 235 7 27 31

All doses (n = 630) 557 10 20 39

Restricted time-point

(12-16 weeks)* 99 0 6 16 15 0 0

(n=136)

Withdrawals due to Adverse Events (WDAE

Biologic naive (n =

153) 146 0 0 1 6 0 0

Non-Asian (n = 325) 315 3 1 0 6 0 0

Asian (n = 66) 63 1 1 0 1 0 0

IR MTX Only (n =

300) 292 1 0 1 6 0 0

< year 2007 studies

(n = 105) 105 0 0 0 0 0 0

No older triple

csDMARD (n = 300) 297 0 0 3 0 0 0

EOT data (n = 371) 335 1 8 0 7 0 0

> year 2007 studies

(n = 105) 100 1 1 3 0 0 0

All doses (n = 325) 311 3 8 2 1 0 0

Restricted time-point

(12-16 weeks) (n = 65 0 0 0 1 0 0

66)

Impute Standard Error

DAS28 (n = 435) | 426 0 1 8 0 0 0
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HAQ-DI (n = 159) 137 19 0 2 0 1 0
Pain (n = 120) 100 20 0 0 0 0 0
Fatigue (n = 66) 66 0 0 0 0 0 0
SF-36 PCS (n = 36) 35 0 1 0 0 0 0
SF-36 MCS (n = 36) 36 0 0 0 0 0 0

Comparisons between the reference case and sensitivity analyses for binary outcomes were all completed using the log odds ratio
(95% credible interval).

*Indicates a post hoc sensitivity analysis

csDMARD = conventional synthetic anti-rheumatic drug; EOT = end of treatment; REF<O0: the reference case was statistically
significant in favour of the comparator for outcomes where a positive result is better or in favour of the treatment where a negative
result it better; REF=0: the reference case was not statistically significant; REF>0: the reference case was statistically significant in
favour of the treatment for outcomes where a positive result is better or in favour of the comparator where a negative result is better;
SA<O0: the reference case was statistically significant in favour of the comparator for outcomes where a positive result is better or in
favour of the treatment where a negative result it better; SA=0: the reference case was not statistically significant; SA>0: the
reference case was statistically significant in favour of the treatment for outcomes where a positive result is better or in favour of the
comparator where a negative result is better
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Table 6. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — All Treatment Doses

Treatment Comparator OR (95% Crl)

Placebo Placebo+MTX 0.72 (0.35, 1.39)
csDMARD+MTX 1.90 (0.79, 4.78)
MTX+SSZ 0.98 (0.16, 6.27)
MTX+HCQ 4.67 (0.93, 22.11)
SSZ+HCQ 1.17 (0.37, 3.68)
MTX+SSZ+HCQ 5.09 (2.21, 12.74)
ETN_STD 3.24 (1.74, 6.56)
ETN_STD+MTX 7.00 (3.99, 13.67)
ABA_STD (IV)+MTX 4.13 (2.52, 6.95)
ADA_STD+MTX 3.79 (2.61, 5.59)
TOF_STD+MTX 5.52 (3.27, 9.30)
TOF_STD 4.12 (0.91, 17.64)
TOC_4 (IV) 1.48 (0.54, 4.06)
TOC_8 (IV) 3.83(2.06, 7.16)
TOC_4 (IV)+MTX 2.70 (1.37, 5.25)
TOC_8 (IV)+MTX 4.33 (2.55, 7.59)
GOL_STD (SC) 3.63(1.14, 11.16)
GOL_STD (SC)+MTX 6.46 (3.52, 12.30)
GOL_STD (IV)+MTX 2.90 (1.16, 7.70)
INF_STD+MTX 3.05 (1.78, 5.33)
CERTO_STD+MTX 5.35 (3.35, 8.70)
CERTO_STD 6.54 (2.10, 20.39)
RIT_STD 3.53(0.87, 15.24)
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Treatment Comparator OR (95% Crl)
RIT_STD+MTX 5.28 (1.42, 22.65)
BAR_4+MTX 5.00 (2.75, 9.56)
HD203+MTX 12.59 (4.27, 43.00)
SB4+MTX 8.20 (2.90, 24.93)
ANBAI+MTX 8.53 (3.01, 27.07)
CT-P13+MTX 4.18 (1.75, 10.44)
SB2+MTX 2.62 (0.90, 7.66)
SB5+MTX 3.53(1.28, 9.21)
ZRC-3197+MTX 3.62 (1.15, 11.03)
ABP501+MTX 3.42 (1.24, 9.03)
csDMARD+MTX Placebo 2.64 (0.93, 8.26)
MTX+SSZ 1.37 (0.20, 9.95)
MTX+HCQ 6.47 (1.12, 36.62)
SSZ+HCQ 1.65 (0.43, 6.05)
MTX+SSZ+HCQ 7.12 (2.53, 22.33)
ETN_STD 4.51 (2.07, 10.95)

ETN_STD+MTX

9.66 (4.40, 24.58)

ABA_STD (IV)+MTX

5.70 (2.53, 14.09)

ADA_STD+MTX

5.26 (2.72, 10.86)

TOF_STD+MTX

7.62 (3.38, 18.68)

TOF_STD 5.58 (1.60, 20.78)
TOC_4 (IV) 2.10 (0.62, 7.10)
TOC_8 (IV) 5.32 (2.20, 13.62)

TOC_4 (IV)+MTX

3.74 (1.45, 10.03)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_8 (IV)*MTX 6.04 (2.66, 14.97)
GOL_STD (SC) 5.06 (1.78, 14.94)
GOL_STD (SC)+MTX 9.09 (3.84, 21.86)
GOL_STD (IV)+MTX 4.04 (1.31, 13.25)
INF_STD+MTX 4.25 (1.87, 10.30)
CERTO_STD+MTX 7.40 (3.43, 17.78)
CERTO_STD 8.97 (3.93, 22.78)
RIT_STD 4.90 (1.00, 25.32)
RIT_STD+MTX 7.39 (1.71, 37.43)
BAR_4+MTX 6.91 (3.46, 15.13)
HD203+MTX 17.77 (5.14, 67.36)
SB4+MTX 11.47 (3.60, 42.01)
ANBAI+MTX 11.79 (3.47, 44.98)
CT-P13+MTX 5.76 (1.99, 18.38)
SB2+MTX 3.62 (1.09, 13.18)
SB5+MTX 4.87 (1.61, 15.71)
ZRC-3197+MTX 5.06 (1.39, 18.33)
ABP501+MTX 4.73 (1.48, 15.09)
MTX+SSZ csDMARD+MTX 0.53 (0.07, 3.35)
MTX+HCQ 2.44 (0.42, 13.48)
SSZ+HCQ 0.62 (0.14, 2.54)
MTX+SSZ+HCQ 2.69 (0.95, 7.58)
ETN_STD 1.71 (0.72, 4.07)

ETN_STD+MTX

3.69 (1.87, 7.31)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABA_STD (IV)+MTX

2.19 (0.79, 5.73)

ADA_STD+MTX

1.99 (0.73, 5.16)

TOF_STD+MTX

2.89 (1.01, 8.25)

TOF_STD 2.12 (0.39, 11.13)
TOC_4 (IV) 0.78 (0.21, 2.87)
TOC_8 (IV) 2.01 (0.67, 5.95)

TOC_4 (IV)+MTX

1.44 (0.44, 4.24)

TOC_8 (IV)+MTX

2.31 (0.78, 6.31)

GOL_STD (SC)

1.92 (0.44, 7.65)

GOL_STD (SC)+MTX

3.47 (1.13, 9.65)

GOL_STD (IV)+MTX

1.56 (0.40, 5.68)

INF_STD+MTX

1.62 (0.55, 4.46)

CERTO_STD+MTX

2.86 (1.02, 7.47)

CERTO_STD 3.38 (0.83, 14.37)
RIT_STD 1.84 (0.33, 10.69)
RIT_STD+MTX 2.78 (0.53, 16.23)
BAR_4+MTX 2.65 (0.86, 7.74)
HD203+MTX 6.77 (1.96, 21.70)
SB4+MTX 4.35 (1.49, 13.39)
ANBAI+MTX 4.58 (1.09, 17.85)
CT-P13+MTX 2.23(0.60, 7.41)
SB2+MTX 1.39 (0.34, 5.40)
SB5+MTX 1.88 (0.48, 6.80)

ZRC-3197+MTX

1.91 (0.43, 7.97)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ABP501+MTX 1.82 (0.46, 6.66)
MTX+HCQ MTX+SSZ 4.59 (0.99, 23.51)
SSZ+HCQ 1.16 (0.15, 9.73)
MTX+SSZ+HCQ 5.07 (1.12, 25.91)
ETN_STD 3.26 (0.56, 21.52)

ETN_STD+MTX

7.00 (1.24, 45.71)

ABA_STD (IV)+MTX

4.15 (0.64, 28.37)

ADA_STD+MTX

3.85 (0.56, 24.84)

TOF_STD+MTX

5.60 (0.81, 38.11)

TOF_STD 4.08 (0.40, 45.64)
TOC_4 (IV) 1.49 (0.20, 12.42)
TOC_8 (IV) 3.81 (0.56, 28.52)

TOC_4 (IV)+MTX

2.70 (0.38, 19.32)

TOC_8 (IV)+MTX

4.41 (0.66, 30.69)

GOL_STD (SC)

3.64 (0.47, 31.72)

GOL_STD (SC)+MTX

6.68 (0.95, 46.35)

GOL_STD (IV)+MTX

2.97 (0.40, 22.74)

INF_STD+MTX

3.06 (0.47, 21.40)

CERTO_STD+MTX

5.40 (0.82, 38.51)

CERTO_STD 6.78 (0.75, 53.08)
RIT_STD 3.51 (0.34, 41.36)
RIT_STD+MTX 5.30 (0.55, 55.75)
BAR_4+MTX 5.23 (0.72, 34.68)
HD203+MTX 12.71 (1.82, 101.70)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB4+MTX 8.32 (1.20, 66.17)
ANBAI+MTX 8.51 (1.10, 77.36)
CT-P13+MTX 4.10 (0.61, 33.79)
SB2+MTX 2.62 (0.33, 23.46)
SB5+MTX 3.59 (0.42, 27.36)
ZRC-3197+MTX 3.60 (0.41, 32.59)
ABP501+MTX 3.40 (0.41, 27.74)
SSZ+HCQ MTX+HCQ 0.26 (0.04, 1.65)
MTX+SSZ+HCQ 1.10 (0.29, 4.23)
ETN_STD 0.70 (0.14, 3.75)

ETN_STD+MTX

1.53 (0.33, 7.61)

ABA_STD (IV)+MTX

0.90 (0.17, 4.83)

ADA_STD+MTX

0.81 (0.17, 4.24)

TOF_STD+MTX

1.20 (0.23, 6.48)

TOF_STD 0.88 (0.10, 7.93)
TOC_4 (IV) 0.32 (0.05, 2.20)
TOC_8 (IV) 0.83 (0.15, 4.68)

TOC_4 (IV)+MTX

0.58 (0.11, 3.25)

TOC_8 (IV)+MTX

0.94 (0.18, 5.00)

GOL_STD (SC)

0.77 (0.13, 5.69)

GOL_STD (SC)+MTX

1.41 (0.26, 7.80)

GOL_STD (IV)+MTX

0.63 (0.10, 4.06)

INF_STD+MTX

0.66 (0.13, 3.65)

CERTO_STD+MTX

1.16 (0.23, 6.05)

131




(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD 1.42 (0.20, 9.94)
RIT_STD 0.77 (0.09, 6.64)
RIT_STD+MTX 1.15 (0.14, 9.98)
BAR_4+MTX 1.09 (0.20, 6.06)
HD203+MTX 2.76 (0.44, 17.46)
SB4+MTX 1.79 (0.30, 11.11)
ANBAI+MTX 1.85 (0.27, 13.08)
CT-P13+MTX 0.89 (0.16, 5.61)
SB2+MTX 0.57 (0.08, 3.92)
SB5+MTX 0.77 (0.11, 4.77)
ZRC-3197+MTX 0.78 (0.11, 5.69)
ABP501+MTX 0.72 (0.12, 4.93)
MTX+SSZ+HCQ SSZ+HCQ 4.37 (1.31, 15.24)
ETN_STD 2.79 (0.79, 10.60)

ETN_STD+MTX

6.03 (1.82, 21.28)

ABA_STD (IV)+MTX

3.53 (1.02, 12.64)

ADA_STD+MTX

3.22 (0.99, 10.93)

TOF_STD+MTX

4.68 (1.33, 17.40)

TOF_STD 3.42 (0.58, 21.72)
TOC_4 (IV) 1.26 (0.29, 6.08)
TOC_8 (IV) 3.24 (0.90, 12.90)

TOC_4 (IV)+MTX

2.31(0.61, 9.17)

TOC_8 (IV)+MTX

3.69 (1.06, 13.44)

GOL_STD (SC)

3.07 (0.63, 15.19)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
GOL_STD (SC)+MTX 5.57 (1.57, 19.88)
GOL_STD (IV)+MTX 2.46 (0.58, 11.37)
INF_STD+MTX 2.61(0.72, 9.17)
CERTO_STD+MTX 4.60 (1.30, 16.29)
CERTO_STD 5.44 (1.14, 27.68)
RIT_STD 3.02 (0.50, 19.43)
RIT_STD+MTX 4.43(0.81, 31.04)
BAR_4+MTX 4.32(1.18, 16.11)
HD203+MTX 10.90 (2.37, 51.04)
SB4+MTX 7.16 (1.55, 33.11)
ANBAI+MTX 7.30 (1.53, 38.10)
CT-P13+MTX 3.60 (0.86, 15.08)
SB2+MTX 2.24 (0.45, 10.73)
SB5+MTX 2.99 (0.69, 13.47)
ZRC-3197+MTX 3.06 (0.61, 15.90)
ABP501+MTX 2.87 (0.66, 12.94)
ETN_STD MTX+SSZ+HCQ 0.64 (0.25, 1.60)

ETN_STD+MTX

1.37 (0.62, 3.13)

ABA_STD (IV)+MTX

0.81 (0.29, 2.14)

ADA_STD+MTX

0.74 (0.27, 1.85)

TOF_STD+MTX

1.09 (0.38, 2.88)

TOF_STD 0.79 (0.15, 4.26)
TOC_4 (IV) 0.29 (0.08, 1.05)
TOC_8 (IV) 0.75 (0.24, 2.16)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOC_4 (IV)+MTX 0.53 (0.16, 1.51)
TOC_8 (IV)+MTX 0.86 (0.30, 2.27)
GOL_STD (SC) 0.71 (0.17, 2.94)
GOL_STD (SC)+MTX 1.29 (0.41, 3.58)
GOL_STD (IV)+MTX 0.57 (0.15, 2.06)
INF_STD+MTX 0.60 (0.21, 1.66)
CERTO_STD+MTX 1.06 (0.37, 2.78)
CERTO_STD 1.27 (0.31, 5.20)
RIT_STD 0.70 (0.12, 3.67)
RIT_STD+MTX 1.04 (0.21, 5.73)
BAR_4+MTX 0.98 (0.32, 2.86)
HD203+MTX 2.49 (0.70, 8.66)
SB4+MTX 1.63 (0.48, 5.31)
ANBAI+MTX 1.69 (0.40, 6.62)
CT-P13+MTX 0.83 (0.24, 2.76)
SB2+MTX 0.51 (0.13, 2.00)
SB5+MTX 0.69 (0.18, 2.47)
ZRC-3197+MTX 0.71 (0.16, 3.03)
ABP501+MTX 0.66 (0.18, 2.49)
ETN_STD+MTX ETN_STD 2.16 (1.30, 3.70)

ABA_STD (IV)+MTX

1.28 (0.55, 2.79)

ADA_STD+MTX

1.17 (0.53, 2.40)

TOF_STD+MTX

1.70 (0.71, 3.79)

TOF_STD

1.23 (0.27, 5.50)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_4 (IV) 0.46 (0.14, 1.45)
TOC_8 (IV) 1.18 (0.47, 2.84)

TOC_4 (IV)+MTX

0.83 (0.31, 2.07)

TOC_8 (IV)+MTX

1.34 (0.58, 3.02)

GOL_STD (SC)

1.12 (0.32, 3.69)

GOL_STD (SC)+MTX

2.01 (0.80, 4.86)

GOL_STD (IV)+MTX

0.90 (0.28, 2.80)

INF_STD+MTX

0.94 (0.39, 2.13)

CERTO_STD+MTX

1.66 (0.71, 3.59)

CERTO_STD 2.00 (0.58, 6.66)
RIT_STD 1.09 (0.21, 5.51)
RIT_STD+MTX 1.64 (0.36, 7.92)
BAR_4+MTX 1.55 (0.64, 3.68)
HD203+MTX 3.92 (1.32, 12.12)
SB4+MTX 2.53(0.92, 7.17)
ANBAI+MTX 2.59 (0.76, 9.61)
CT-P13+MTX 1.29 (0.42, 3.88)
SB2+MTX 0.81 (0.23, 2.72)
SB5+MTX 1.09 (0.32, 3.39)

ZRC-3197+MTX

1.10 (0.29, 4.05)

ABP501+MTX

1.05 (0.31, 3.26)

ABA_STD (IV)+MTX

ETN_STD+MTX

0.59 (0.27, 1.23)

ADA_STD+MTX

0.54 (0.25, 1.04)

TOF_STD+MTX

0.79 (0.35, 1.71)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOF_STD 0.57 (0.12, 2.62)
TOC_4 (IV) 0.21 (0.07, 0.66)
TOC_8 (V) 0.55 (0.23, 1.27)

TOC_4 (IV)+MTX

0.39 (0.15, 0.90)

TOC_8 (IV)*MTX

0.62 (0.27, 1.32)

GOL_STD (SC)

0.52 (0.14, 1.74)

GOL_STD (SC)+MTX

0.92 (0.37, 2.14)

GOL_STD (IV)+MTX

0.42 (0.13, 1.25)

INF_STD+MTX

0.44 (0.19, 0.95)

CERTO_STD+MTX

0.77 (0.34, 1.56)

CERTO_STD 0.92 (0.27, 3.11)
RIT_STD 0.50 (0.10, 2.55)
RIT_STD+MTX 0.75 (0.17, 3.72)
BAR_4+MTX 0.72 (0.29, 1.66)
HD203+MTX 1.80 (0.67, 4.81)
SB4+MTX 1.18 (0.47, 2.80)
ANBAI+MTX 1.23 (0.36, 4.20)
CT-P13+MTX 0.60 (0.20, 1.66)
SB2+MTX 0.37 (0.11, 1.23)
SB5+MTX 0.50 (0.15, 1.53)

ZRC-3197+MTX

0.51 (0.14, 1.82)

ABP501+MTX

0.49 (0.15, 1.44)

ADA_STD+MTX

ABA_STD (IV)+MTX

0.91 (0.48, 1.71)

TOF_STD+MTX

1.34 (0.63, 2.77)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOF_STD 0.99 (0.20, 4.52)
TOC_4 (IV) 0.36 (0.11, 1.13)
TOC_8 (V) 0.93 (0.41, 2.05)

TOC_4 (IV)+MTX

0.65 (0.28, 1.51)

TOC_8 (IV)*MTX

1.06 (0.50, 2.18)

GOL_STD (SC)

0.88 (0.24, 2.94)

GOL_STD (SC)+MTX

1.57 (0.71, 3.55)

GOL_STD (IV)+MTX

0.71 (0.25, 2.09)

INF_STD+MTX

0.74 (0.38, 1.39)

CERTO_STD+MTX

0.99 (0.34, 2.80)

CERTO_STD 1.31 (0.65, 2.50)
RIT_STD 1.58 (0.44, 5.39)
RIT_STD+MTX 0.85 (0.19, 4.00)
BAR_4+MTX 1.21 (0.55, 2.71)
HD203+MTX 3.08 (0.91, 11.39)
SB4+MTX 2.00 (0.61, 6.42)
ANBAI+MTX 2.07 (0.63, 7.09)
CT-P13+MTX 1.02 (0.39, 2.67)
SB2+MTX 0.63 (0.20, 1.94)
SB5+MTX 0.86 (0.28, 2.50)

ZRC-3197+MTX

0.88 (0.25, 2.95)

ABP501+MTX

0.84 (0.26, 2.45)

TOF_STD+MTX

ADA_STD+MTX

1.45 (0.81, 2.66)

TOF_STD

1.08 (0.24, 4.66)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_4 (IV) 0.39 (0.14, 1.16)
TOC_8 (V) 1.02 (0.49, 2.09)

TOC_4 (IV)+MTX

0.72 (0.33, 1.54)

TOC_8 (IV)+MTX

1.15 (0.59, 2.19)

GOL_STD (SC)

0.96 (0.29, 2.99)

GOL_STD (SC)+MTX

1.71 (0.86, 3.58)

GOL_STD (IV)+MTX

0.77 (0.28, 2.17)

INF_STD+MTX

0.81 (0.42, 1.55)

CERTO_STD+MTX

1.42 (0.83, 2.42)

CERTO_STD 1.73 (0.56, 5.40)
RIT_STD 0.93 (0.22, 4.23)
RIT_STD+MTX 1.39 (0.36, 6.14)
BAR_4+MTX 1.33(0.70, 2.59)
HD203+MTX 3.36 (1.08, 11.64)
SB4+MTX 2.16 (0.72, 7.16)
ANBAI+MTX 2.26 (0.74, 7.41)
CT-P13+MTX 1.11 (0.42, 2.92)
SB2+MTX 0.69 (0.22, 2.13)
SB5+MTX 0.93 (0.37, 2.28)

ZRC-3197+MTX

0.96 (0.31, 2.85)

ABP501+MTX 0.90 (0.36, 2.24)
TOF_STD TOF_STD+MTX 0.74 (0.15, 3.41)
TOC_4 (IV) 0.27 (0.09, 0.84)
TOC 8 (IV) 0.69 (0.31, 1.55)

138




(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOC_4 (IV)+MTX 0.49 (0.21, 1.14)
TOC_8 (IV)+MTX 0.79 (0.37, 1.64)
GOL_STD (SC) 0.66 (0.19, 2.26)
GOL_STD (SC)+MTX 1.17 (0.52, 2.67)
GOL_STD (IV)+MTX 0.53(0.18, 1.59)
INF_STD+MTX 0.55 (0.26, 1.20)
CERTO_STD+MTX 0.96 (0.48, 2.01)
CERTO_STD 1.19 (0.34, 4.13)
RIT_STD 0.63 (0.14, 3.12)
RIT_STD+MTX 0.95 (0.23, 4.48)
BAR_4+MTX 0.91 (0.42, 2.09)
HD203+MTX 2.30 (0.67, 8.27)
SB4+MTX 1.49 (0.45, 5.17)
ANBAI+MTX 1.55 (0.47, 5.34)
CT-P13+MTX 0.75 (0.27, 2.18)
SB2+MTX 0.47 (0.14, 1.55)
SB5+MTX 0.64 (0.21, 1.86)
ZRC-3197+MTX 0.65 (0.19, 2.26)
ABP501+MTX 0.61 (0.21, 1.85)
TOC_4 (IV) TOF_STD 0.37 (0.06, 2.18)
TOC_8(IV) 0.95 (0.20, 4.81)

TOC_4 (IV)+MTX

0.66 (0.13, 3.54)

TOC_8 (IV)+MTX

1.06 (0.23, 5.48)

GOL_STD (SC)

0.90 (0.17, 4.68)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

GOL_STD (SC)+MTX 1.61 (0.34, 7.80)
GOL_STD (IV)+MTX 0.72(0.13, 4.21)
INF_STD+MTX 0.75 (0.16, 3.63)
CERTO_STD+MTX 1.31(0.28, 6.63)
CERTO_STD 1.65 (0.33, 7.49)
RIT_STD 0.85 (0.11, 7.49)
RIT_STD+MTX 1.29 (0.18, 11.68)
BAR_4+MTX 1.25 (0.27, 5.32)
HD203+MTX 3.14 (0.53, 19.56)
SB4+MTX 2.05 (0.35, 12.53)
ANBAI+MTX 2.12 (0.35, 14.46)
CT-P13+MTX 1.01 (0.20, 5.72)
SB2+MTX 0.66 (0.11, 3.99)
SB5+MTX 0.86 (0.16, 4.89)
ZRC-3197+MTX 0.89 (0.14, 5.76)
ABP501+MTX 0.84 (0.15, 4.92)
TOC 8 (IV) TOC_4 (IV) 2.55 (0.95, 7.19)

TOC_4 (IV)+MTX

1.80 (0.63, 5.30)

TOC_8 (IV)+MTX

2.90 (1.09, 8.00)

GOL_STD (SC)

2.46 (0.55, 10.42)

GOL_STD (SC)+MTX

4.39 (1.31, 14.03)

GOL_STD (IV)+MTX

1.96 (0.50, 7.72)

INF_STD+MTX

2.04 (0.64, 6.52)

CERTO_STD+MTX

3.63 (1.15, 11.01)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD 4.32 (0.99, 19.67)
RIT_STD 2.39 (0.42, 14.00)
RIT_STD+MTX 3.56 (0.65, 21.10)
BAR_4+MTX 3.36 (1.05, 11.28)
HD203+MTX 8.57 (1.87, 40.98)
SB4+MTX 5.54 (1.29, 24.08)
ANBAI+MTX 5.74 (1.35, 26.63)
CT-P13+MTX 2.77 (0.74, 11.35)
SB2+MTX 1.76 (0.40, 7.65)
SB5+MTX 2.38 (0.58, 9.32)
ZRC-3197+MTX 2.40 (0.54, 10.98)
ABP501+MTX 2.29 (0.55, 9.66)
TOC_4 (IV)+MTX TOC_8 (IV) 0.71 (0.34, 1.46)

TOC_8 (IV)+MTX

1.14 (0.68, 1.91)

GOL_STD (SC)

0.95 (0.27, 3.30)

GOL_STD (SC)+MTX

1.69 (0.70, 4.07)

GOL_STD (IV)+MTX

0.76 (0.25, 2.44)

INF_STD+MTX

0.80 (0.35, 1.84)

CERTO_STD+MTX

1.40 (0.66, 3.05)

CERTO_STD 1.70 (0.47, 6.16)
RIT_STD 0.93 (0.19, 4.53)
RIT_STD+MTX 1.39 (0.31, 6.64)
BAR_4+MTX 1.31 (0.55, 3.28)
HD203+MTX 3.32(0.93, 13.06)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB4+MTX 2.17 (0.63, 7.69)
ANBAI+MTX 2.23 (0.64, 8.33)
CT-P13+MTX 1.09 (0.38, 3.45)
SB2+MTX 0.68 (0.20, 2.32)
SB5+MTX 0.92 (0.29, 2.89)

ZRC-3197+MTX

0.95 (0.26, 3.41)

ABP501+MTX

0.89 (0.27, 2.88)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.61 (0.87, 3.13)

GOL_STD (SC)

1.36 (0.36, 4.80)

GOL_STD (SC)+MTX

2.40 (0.95, 6.06)

GOL_STD (IV)+MTX

1.09 (0.34, 3.58)

INF_STD+MTX

1.13 (0.47, 2.73)

CERTO_STD+MTX

1.98 (0.88, 4.64)

CERTO_STD 2.45 (0.63, 8.93)
RIT_STD 1.32 (0.27, 6.49)
RIT_STD+MTX 1.98 (0.45, 9.44)
BAR_4+MTX 1.84 (0.75, 4.81)
HD203+MTX 4.67 (1.32, 19.06)
SB4+MTX 3.03 (0.90, 11.77)
ANBAI+MTX 3.20 (0.89, 11.89)
CT-P13+MTX 1.55 (0.52, 4.76)
SB2+MTX 0.98 (0.28, 3.48)
SB5+MTX 1.30 (0.40, 4.30)

ZRC-3197+MTX

1.33(0.36, 5.14)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

1.27 (0.37, 4.11)

GOL_STD (SC)

TOC_8 (IV)+MTX

0.84 (0.24, 2.87)

GOL_STD (SC)+MTX

1.49 (0.66, 3.39)

GOL_STD (IV)+MTX

0.67 (0.23, 2.06)

INF_STD+MTX

0.71 (0.33, 1.51)

CERTO_STD+MTX

1.24 (0.60, 2.50)

CERTO_STD 1.51 (0.42, 5.24)
RIT_STD 0.81 (0.17, 3.77)
RIT_STD+MTX 1.23 (0.29, 5.67)
BAR_4+MTX 1.16 (0.51, 2.64)
HD203+MTX 2.92 (0.85, 10.98)
SB4+MTX 1.89 (0.60, 6.46)
ANBAI+MTX 1.97 (0.60, 7.01)
CT-P13+MTX 0.95 (0.34, 2.85)
SB2+MTX 0.60 (0.18, 1.95)
SB5+MTX 0.82 (0.26, 2.38)

ZRC-3197+MTX

0.83 (0.23, 2.91)

ABP501+MTX

0.78 (0.25, 2.37)

GOL_STD (SC)+MTX

GOL_STD (SC)

1.80 (0.56, 5.89)

GOL_STD (IV)+MTX

0.81 (0.19, 3.49)

INF_STD+MTX

0.84 (0.26, 3.03)

CERTO_STD+MTX

1.47 (0.44, 5.17)

CERTO_STD

1.80 (0.46, 7.15)

RIT_STD

0.96 (0.16, 6.08)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

RIT_STD+MTX 1.48 (0.26, 8.99)
BAR_4+MTX 1.39 (0.41, 4.66)
HD203+MTX 3.48(0.75, 18.20)
SB4+MTX 2.26 (0.51, 11.02)
ANBAI+MTX 2.35(0.51, 11.82)
CT-P13+MTX 1.15 (0.28, 4.96)
SB2+MTX 0.72 (0.16, 3.45)
SB5+MTX 0.96 (0.22, 4.33)

ZRC-3197+MTX

1.00 (0.20, 4.81)

ABP501+MTX

0.94 (0.22, 4.08)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.45 (0.14, 1.40)

INF_STD+MTX

0.47 (0.21, 1.11)

CERTO_STD+MTX

0.83 (0.37, 1.80)

CERTO_STD 1.00 (0.29, 3.50)
RIT_STD 0.53 (0.12, 2.73)
RIT_STD+MTX 0.82 (0.18, 3.94)
BAR_4+MTX 0.78 (0.32, 1.84)
HD203+MTX 1.93 (0.55, 8.00)
SB4+MTX 1.27 (0.39, 4.51)
ANBAI+MTX 1.32 (0.37, 4.89)
CT-P13+MTX 0.64 (0.22, 1.98)
SB2+MTX 0.40 (0.12, 1.40)
SB5+MTX 0.54 (0.17, 1.71)

ZRC-3197+MTX

0.56 (0.15, 2.01)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX 0.53 (0.16, 1.64)
INF_STD+MTX GOL_STD (IV)+MTX 1.06 (0.35, 3.00)

CERTO_STD+MTX

1.85 (0.64, 5.14)

CERTO_STD 2.24 (0.51, 9.46)
RIT_STD 1.20 (0.21, 6.94)
RIT_STD+MTX 1.81(0.34, 10.19)
BAR_4+MTX 1.70 (0.55, 5.56)
HD203+MTX 4.36 (1.02, 20.81)
SB4+MTX 2.80 (0.68, 12.16)
ANBAI+MTX 2.93 (0.70, 12.95)
CT-P13+MTX 1.44 (0.39, 5.35)
SB2+MTX 0.90 (0.22, 3.63)
SB5+MTX 1.21(0.29, 4.54)

ZRC-3197+MTX

1.24 (0.27, 5.43)

ABP501+MTX

1.16 (0.28, 4.54)

CERTO_STD+MTX

INF_STD+MTX

1.75 (0.85, 3.61)

CERTO_STD 2.13 (0.60, 7.39)
RIT_STD 1.16 (0.25, 5.36)
RIT_STD+MTX 1.74 (0.42, 8.08)
BAR_4+MTX 1.63 (0.75, 3.81)
HD203+MTX 4.13 (1.24, 15.41)
SB4+MTX 2.67 (0.84, 9.36)
ANBAI+MTX 2.78 (0.86, 9.75)
CT-P13+MTX 1.37 (0.68, 2.82)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 0.86 (0.34, 2.13)
SB5+MTX 1.15 (0.38, 3.34)

ZRC-3197+MTX

1.18 (0.35, 4.05)

ABP501+MTX 1.12 (0.36, 3.30)
CERTO_STD CERTO_STD+MTX 1.22 (0.35, 3.95)
RIT_STD 0.66 (0.16, 3.02)
RIT_STD+MTX 0.99 (0.25, 4.31)
BAR_4+MTX 0.93 (0.44, 2.05)
HD203+MTX 2.36 (0.72, 8.58)
SB4+MTX 1.53 (0.49, 5.38)
ANBAI+MTX 1.59 (0.51, 5.35)
CT-P13+MTX 0.79 (0.28, 2.14)
SB2+MTX 0.49 (0.15, 1.53)
SB5+MTX 0.66 (0.23, 1.86)

ZRC-3197+MTX

0.68 (0.19, 2.25)

ABP501+MTX 0.64 (0.22, 1.82)
RIT_STD CERTO_STD 0.54 (0.09, 3.61)
RIT_STD+MTX 0.82 (0.14, 5.21)
BAR_4+MTX 0.77 (0.25, 2.51)
HD203+MTX 1.98 (0.42, 9.70)
SB4+MTX 1.27 (0.29, 6.09)
ANBAI+MTX 1.30 (0.29, 6.53)
CT-P13+MTX 0.64 (0.15, 2.81)
SB2+MTX 0.40 (0.09, 1.95)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB5+MTX 0.54 (0.13, 2.39)
ZRC-3197+MTX 0.56 (0.12, 2.75)
ABP501+MTX 0.52 (0.12, 2.26)
RIT_STD+MTX RIT_STD 1.50 (0.45, 5.18)
BAR_4+MTX 1.44 (0.30, 6.57)
HD203+MTX 3.55 (0.54, 23.77)
SB4+MTX 2.37 (0.38, 14.63)
ANBAI+MTX 2.42 (0.40, 14.95)
CT-P13+MTX 1.18 (0.21, 6.55)
SB2+MTX 0.74 (0.13, 4.43)
SB5+MTX 1.00 (0.17, 5.57)
ZRC-3197+MTX 1.02 (0.16, 6.38)
ABP501+MTX 0.98 (0.16, 5.36)
BAR_4+MTX RIT_STD+MTX 0.96 (0.20, 3.96)
HD203+MTX 2.41 (0.37, 14.54)
SB4+MTX 1.54 (0.26, 8.84)
ANBAI+MTX 1.59 (0.27, 9.78)
CT-P13+MTX 0.78 (0.15, 4.04)
SB2+MTX 0.50 (0.09, 2.66)
SB5+MTX 0.66 (0.12, 3.51)
ZRC-3197+MTX 0.68 (0.11, 3.95)
ABP501+MTX 0.65 (0.11, 3.25)
HD203+MTX BAR_4+MTX 2.53(0.72, 9.34)
SB4+MTX 1.63 (0.48, 5.93)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ANBAI+MTX 1.69 (0.49, 5.93)
CT-P13+MTX 0.83 (0.28, 2.45)
SB2+MTX 0.52 (0.15, 1.80)
SB5+MTX 0.70 (0.22, 2.14)
ZRC-3197+MTX 0.72 (0.20, 2.49)
ABP501+MTX 0.68 (0.21, 2.02)
SB4+MTX HD203+MTX 0.65 (0.16, 2.51)
ANBAI+MTX 0.68 (0.13, 3.23)
CT-P13+MTX 0.33(0.07, 1.35)
SB2+MTX 0.21 (0.04, 0.93)
SB5+MTX 0.28 (0.06, 1.23)
ZRC-3197+MTX 0.28 (0.05, 1.36)
ABP501+MTX 0.27 (0.06, 1.12)
ANBAI+MTX SB4+MTX 1.05 (0.22, 4.92)
CT-P13+MTX 0.51 (0.12, 2.05)
SB2+MTX 0.32(0.07, 1.42)
SB5+MTX 0.44 (0.09, 1.81)
ZRC-3197+MTX 0.44 (0.09, 2.02)
ABP501+MTX 0.41 (0.09, 1.69)
CT-P13+MTX ANBAI+MTX 0.49 (0.12, 1.95)
SB2+MTX 0.31 (0.07, 1.39)
SB5+MTX 0.41 (0.09, 1.82)

ZRC-3197+MTX

0.42 (0.09, 1.99)

ABP501+MTX

0.39 (0.09, 1.73)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB2+MTX CT-P13+MTX 0.63 (0.19, 1.92)
SB5+MTX 0.85 (0.22, 2.99)
ZRC-3197+MTX 0.87 (0.22, 3.58)
ABP501+MTX 0.82(0.21, 3.02)
SB5+MTX SB2+MTX 1.33(0.33, 5.61)
ZRC-3197+MTX 1.37 (0.30, 6.51)
ABP501+MTX 1.31(0.29, 5.46)
ZRC-3197+MTX SB5+MTX 1.02 (0.26, 4.23)
ABP501+MTX 0.96 (0.27, 3.50)
ABP501+MTX ZRC-3197+MTX 0.94 (0.24, 3.81)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 7. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Studies Published Before

2007

Treatment Comparator OR (95% Crl)
csDMARD+MTX Placebo+MTX -
MTX+SSZ 1.60 (0.24, 10.82)
MTX+HCQ 6.83 (1.30, 34.36)
SSZ+HCQ 1.37 (0.46, 4.22)
MTX+SSZ+HCQ 7.63 (2.30, 26.50)
ETN_STD 20.27 (5.69, 93.41)

ETN_STD+MTX

18.62 (6.32, 73.85)

ABA_STD (IV)+MTX

3.62 (2.29, 5.89)

ABA_STD (SC)+MTX

5.34 (3.09, 9.64)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

0.97 (0.35, 2.57)

TOC_8 (IV)

1.74 (0.66, 4.46)

TOC_4 (IV)+MTX

1.48 (0.57, 3.86)

TOC_8 (IV)+MTX

3.01 (1.16, 7.77)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

2.90 (1.67, 5.10)

CERTO_STD+MTX

RIT_STD 3.51 (1.06, 13.59)
RIT_STD+MTX 5.42 (1.65, 20.68)
BAR_4+MTX -
HD203+MTX -

150




(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

MTX+SSZ csDMARD+MTX -

MTX+HCQ -

SSZ+HCQ :

MTX+SSZ+HCQ -

ETN_STD :

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

MTX+HCQ

MTX+SSZ

4.08 (1.04, 20.37)

SSZ+HCQ

0.85 (0.13, 5.95)

MTX+SSZ+HCQ

4.56 (1.20, 22.35)

ETN_STD

13.17 (1.20, 147.23)

ETN_STD+MTX

12.26 (1.23, 122.00)

ABA_STD (IV)+MTX

2.27 (0.32, 16.25)

ABA_STD (SC)+MTX

3.33 (0.46, 24.41)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

0.59 (0.07, 5.06)

TOC_8 (IV)

1.06 (0.13, 9.12)

TOC_4 (IV)+MTX

0.90 (0.11, 7.65)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOC_8 (IV)+MTX 1.83(0.22, 15.77)

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX 1.79 (0.25, 13.13)

CERTO_STD+MTX -

RIT_STD 2.22 (0.23, 21.63)

RIT_STD+MTX 3.37 (0.35, 33.58)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
SSZ+HCQ MTX+HCQ 0.20 (0.04, 1.02)
MTX+SSZ+HCQ 1.11 (0.38, 3.41)
ETN_STD 3.06 (0.36, 28.28)
ETN_STD+MTX 2.81 (0.36, 24.02)
ABA_STD (IV)+MTX 0.53 (0.10, 2.99)
ABA_STD (SC)+MTX 0.78 (0.14, 4.54)

ADA_STD+MTX -

TOF_STD+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOC_4 (IV) 0.14 (0.02, 0.93)
TOC_8 (IV) 0.25 (0.04, 1.68)
TOC_4 (IV)+MTX 0.21 (0.03, 1.42)
TOC_8 (IV)+MTX 0.43 (0.07, 2.98)

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX 0.42 (0.08, 2.45)

CERTO_STD+MTX -

RIT_STD 0.51 (0.07, 4.24)

RIT_STD+MTX 0.81 (0.11, 6.58)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
MTX+SSZ+HCQ SSZ+HCQ 5.51 (1.70, 19.28)
ETN_STD 15.15 (2.62, 100.89)
ETN_STD+MTX 13.97 (2.80, 82.19)
ABA_STD (IV)+MTX 2.64 (0.78, 8.81)
ABA_STD (SC)+MTX 3.90 (1.12, 13.93)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

0.71 (0.16, 3.13)

TOC_8 (IV)

1.27 (0.28, 5.53)

TOC_4 (IV)+MTX

1.06 (0.24, 4.74)

TOC_8 (IV)*MTX

2.19 (0.52, 9.86)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

2.09 (0.62, 7.24)

CERTO_STD+MTX

RIT_STD

2.56 (0.51, 14.10)

RIT_STD+MTX

3.98 (0.78, 21.85)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ETN_STD

MTX+SSZ+HCQ

2.76 (0.44, 18.65)

ETN_STD+MTX

2.55 (0.46, 15.39)

ABA_STD (IV)+MTX

0.48 (0.12, 1.72)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABA_STD (SC)+MTX

0.70 (0.18, 2.70)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

0.13 (0.02, 0.61)

TOC_8 (IV)

0.23 (0.04, 1.08)

TOC_4 (IV)+MTX

0.19 (0.04, 0.94)

TOC_8 (IV)+MTX

0.39 (0.08, 1.92)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

0.38 (0.10, 1.44)

CERTO_STD+MTX

RIT_STD

0.46 (0.09, 2.91)

RIT_STD+MTX

0.73 (0.13, 4.41)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ETN_STD+MTX

ETN_STD

0.92 (0.49, 1.73)

ABA_STD (IV)+MTX

0.18 (0.04, 0.69)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ABA_STD (SC)+MTX 0.26 (0.05, 1.04)

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) 0.05 (0.0, 0.24)
TOC 8 (IV) 0.08 (0.01, 0.43)
TOC_4 (IV)+MTX 0.07 (0.0, 0.36)
TOC_8 (IV)+MTX 0.14 (0.02, 0.73)

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX 0.14 (0.03, 0.57)

CERTO_STD+MTX -

RIT_STD 0.17 (0.02, 1.11)

RIT_STD+MTX 0.26 (0.04, 1.73)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX ETN_STD+MTX -
ABA_STD (IV)+MTX 0.19 (0.05, 0.63)
ABA_STD (SC)+MTX 0.29 (0.07, 0.95)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

0.05 (0.0, 0.23)

TOC_8 (IV)

0.09 (0.02, 0.40)

TOC_4 (IV)+MTX

0.08 (0.01, 0.35)

TOC_8 (IV)*MTX

0.16 (0.03, 0.69)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

0.16 (0.04, 0.53)

CERTO_STD+MTX

RIT_STD

0.19 (0.03, 1.06)

RIT_STD+MTX

0.29 (0.05, 1.70)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

1.47 (0.71, 3.13)

ADA_STD+MTX

TOF_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_4 (IV) 0.27 (0.09, 0.79)
TOC_8 (V) 0.48 (0.16, 1.38)

TOC_4 (IV)+MTX

0.41 (0.14, 1.17)

TOC_8 (IV)+MTX

0.83 (0.29, 2.38)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

0.80 (0.39, 1.65)

CERTO_STD+MTX

RIT_STD

0.97 (0.26, 4.05)

RIT_STD+MTX

1.50 (0.41, 6.18)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ADA_STD+MTX

ABA_STD (SC)+MTX

TOF_STD+MTX

TOC_4 (IV)

0.18 (0.06, 0.55)

TOC_8 (IV)

0.33 (0.10, 0.95)

TOC_4 (IV)+MTX

0.28 (0.09, 0.82)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

0.57 (0.18, 1.68)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

0.54 (0.25, 1.20)

CERTO_STD+MTX

RIT_STD

0.66 (0.17, 2.78)

RIT_STD+MTX

1.02 (0.27, 4.25)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_4 (IV) TOF_STD+MTX -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

TOC_8 (IV)

TOC_4 (IV)

1.78 (0.71, 4.66)

TOC_4 (IV)+MTX

1.51 (0.60, 3.95)

TOC_8 (IV)+MTX

3.10 (1.25, 7.91)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

2.98 (0.98, 9.38)

CERTO_STD+MTX

RIT_STD

3.68 (0.78, 19.11)

RIT_STD+MTX

5.64 (1.19, 29.05)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX -
TOC_4 (IV)+*MTX TOC 8 (IV) 0.85 (0.34, 2.17)

TOC_8 (IV)*MTX

1.73(0.71, 4.27)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

1.67 (0.57, 5.11)

CERTO_STD+MTX

RIT_STD

2.01 (0.45, 10.48)

RIT_STD+MTX

3.15 (0.67, 16.15)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

2.04 (0.84, 5.12)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

1.96 (0.65, 6.00)

CERTO_STD+MTX

RIT_STD

2.38 (0.51, 12.55)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

RIT_STD+MTX 3.72 (0.79, 19.03)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

GOL_STD (SC)+MTX TOC_8 (IV)+MTX -

GOL_STD (IV)*MTX :

INF_STD+MTX 0.97 (0.32, 2.86)

CERTO_STD+MTX -

RIT_STD 1.18 (0.26, 6.03)

RIT_STD+MTX 1.82 (0.39, 9.23)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX -
GOL_STD (IV)+MTX GOL_STD (SC)+MTX -
INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

CERTO_STD+MTX

INF_STD+MTX

RIT_STD

1.21 (0.33, 5.29)

RIT_STD+MTX

1.89 (0.50, 8.00)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

RIT_STD

CERTO_STD+MTX

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

RIT_STD+MTX

RIT_STD

1.55 (0.57, 4.29)

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

SB4+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

SB4+MTX HD203+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

ANBAI+MTX SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

CT-P13+MTX ANBAI+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX CT-P13+MTX -
SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

SB5+MTX SB2+MTX -

ZRC-3197+MTX -

ABP501+MTX -
ZRC-3197+MTX SB5+MTX -
ABP501+MTX -
ABP501+MTX ZRC-3197+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HD203 = etanercept biosimilar; INF =
infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 =
biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 =
tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of adalimumab.
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(as supplied by the authors)

Table 8. Sensitivity Analysis Results, ACR50 — Studies Published From 2007 Onward

Treatment Comparator OR (95% Cirl)
csDMARD+MTX Placebo+MTX 0.79 (0.31, 2.04)
MTX+SSZ -
MTX+HCQ -
SSZ+HCQ 1.82 (0.59, 5.66)
MTX+SSZ+HCQ -
ETN_STD 0.97 (0.46, 2.01)

ETN_STD+MTX

2.93 (1.39, 6.15)

ABA_STD (IV)+MTX

4.67 (2.34, 10.15)

ABA_STD (SC)+MTX

3.41 (1.45, 7.88)

ADA_STD+MTX

3.70 (2.55, 5.33)

TOF_STD+MTX

5.64 (3.49, 9.33)

TOC_4 (IV)

TOC_8 (IV)

4.84 (2.57, 9.79)

TOC_4 (IV)+MTX

3.27 (1.60, 6.83)

TOC_8 (IV)+MTX

4.84 (2.91, 8.55)

GOL_STD (SC)+MTX

5.92 (3.34, 10.90)

GOL_STD (IV)+MTX

2.92 (1.26, 6.76)

INF_STD+MTX

3.28 (1.41, 7.89)

CERTO_STD+MTX

5.11 (3.38, 8.17)

RIT_STD 3
RIT_STD+MTX -

BAR_4+MTX 5.23 (3.16, 9.21)
HD203+MTX 5.24 (1.67, 16.68)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB4+MTX 3.43 (1.17, 10.00)
ANBAI+MTX 8.56 (3.13, 25.36)
CT-P13+MTX 4.40 (1.61, 13.21)
SB2+MTX 2.83(0.90, 9.23)
SB5+MTX 3.47 (1.43, 8.13)
ZRC-3197+MTX 3.54 (1.21, 10.27)
ABP501+MTX 3.30 (1.40, 7.84)
MTX+SSZ csDMARD+MTX -
MTX+HCQ -
SSZ+HCQ 2.32(0.82, 6.50)
MTX+SSZ+HCQ -
ETN_STD 1.24 (0.52, 2.86)

ETN_STD+MTX

3.71 (2.05, 6.67)

ABA_STD (IV)+MTX

5.93 (1.86, 20.45)

ABA_STD (SC)+MTX

4.35 (1.20, 15.41)

ADA_STD+MTX

4.67 (1.69, 12.99)

TOF_STD+MTX

7.19 (2.47, 21.20)

TOC_4 (IV)

TOC_8 (IV)

6.15 (2.02, 20.35)

TOC_4 (IV)+MTX

4.15 (1.27, 13.74)

TOC_8 (IV)+MTX

6.17 (2.14, 18.65)

GOL_STD (SC)+MTX

7.54 (2.50, 23.13)

GOL_STD (IV)+MTX

3.72 (1.03, 13.17)

INF_STD+MTX

4.17 (1.18, 15.26)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD+MTX 6.49 (2.32, 18.82)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 6.65 (2.30, 20.47)

HD203+MTX 6.69 (2.32, 19.24)

SB4+MTX 4.35 (1.62, 11.67)

ANBAI+MTX 10.92 (2.72, 45.97)

CT-P13+MTX 5.62 (1.43, 24.51)

SB2+MTX 3.61 (0.81, 16.48)

SB5+MTX 4.39 (1.21, 15.91)

ZRC-3197+MTX 4.51 (1.08, 18.58)

ABP501+MTX 4.20 (1.17, 15.07)

MTX+HCQ MTX+SSZ -

SSZ+HCQ -

MTX+SSZ+HCQ -

ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

SSZ+HCQ

MTX+HCQ

MTX+SSZ+HCQ

ETN_STD

ETN_STD+MTX

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
MTX+SSZ+HCQ SSZ+HCQ -
ETN_STD 0.53 (0.18, 1.51)
ETN_STD+MTX 1.60 (0.69, 3.74)
ABA_STD (IV)+MTX 2.58 (0.69, 10.28)
ABA_STD (SC)+MTX 1.88 (0.45, 7.59)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ADA_STD+MTX 2.03 (0.62, 6.65)
TOF_STD+MTX 3.10 (0.90, 10.90)
TOC_4 (IV) -

TOC_8 (IV) 2.65 (0.75, 10.12)
TOC_4 (IV)+MTX 1.81 (0.47, 6.75)
TOC_8 (IV)+MTX 2.66 (0.78, 9.49)
GOL_STD (SC)+MTX 3.27 (0.91, 11.74)
GOL_STD (IV)+MTX 1.61 (0.38, 6.58)
INF_STD+MTX 1.80 (0.44, 7.61)
CERTO_STD+MTX 2.82 (0.86, 9.54)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 2.88 (0.85, 10.36)
HD203+MTX 2.89 (0.85, 9.81)
SB4+MTX 1.88 (0.60, 6.00)
ANBAI+MTX 4.72 (1.03, 22.29)
CT-P13+MTX 2.43 (0.54, 12.10)
SB2+MTX 1.56 (0.31, 8.02)
SB5+MTX 1.90 (0.45, 7.86)
ZRC-3197+MTX 1.95 (0.41, 9.09)
ABP501+MTX 1.81 (0.44, 7.39)
ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX

ABA_STD (IV)+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
ETN_STD+MTX ETN_STD 3.00 (1.65, 5.66)
ABA_STD (IV)+MTX 4.80 (1.79, 14.48)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABA_STD (SC)+MTX

3.51 (1.15, 10.88)

ADA_STD+MTX

3.79 (1.69, 8.88)

TOF_STD+MTX

5.79 (2.45, 14.45)

TOC_4 (IV)

TOC_8 (IV)

4.97 (1.96, 14.20)

TOC_4 (IV)+MTX

3.36 (1.23, 9.79)

TOC_8 (IV)+MTX

4.98 (2.08, 12.87)

GOL_STD (SC)+MTX

6.09 (2.45, 16.25)

GOL_STD (IV)+MTX

3.00 (0.98, 9.29)

INF_STD+MTX

3.37 (1.13, 10.75)

CERTO_STD+MTX

5.24 (2.33, 13.00)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 5.37 (2.27, 14.27)
HD203+MTX 5.39 (1.88, 16.01)
SB4+MTX 3.53 (1.32, 9.69)
ANBAI+MTX 8.81 (2.55, 33.28)
CT-P13+MTX 4.54 (1.32, 17.83)
SB2+MTX 2.91 (0.76, 11.87)
SB5+MTX 3.56 (1.14, 11.27)

ZRC-3197+MTX

3.64 (1.01, 13.32)

ABP501+MTX

ETN_STD+MTX

3.38 (1.11, 10.64)

ABA_STD (IV)+MTX

1.60 (0.59, 4.71)

ABA_STD (SC)+MTX

1.17 (0.38, 3.56)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

1.26 (0.55, 2.90)

TOF_STD+MTX

1.93 (0.80, 4.83)

TOC_4 (IV)

TOC_8 (IV)

1.66 (0.64, 4.70)

TOC_4 (IV)+MTX

1.12 (0.40, 3.18)

TOC_8 (IV)*MTX

1.66 (0.68, 4.22)

GOL_STD (SC)+MTX

2.03 (0.80, 5.28)

GOL_STD (IV)+MTX

1.00 (0.32, 3.06)

INF_STD+MTX

1.12 (0.37, 3.56)

CERTO_STD+MTX

1.75 (0.76, 4.24)

RIT_STD -
RIT_STD+MTX -

BAR_4+MTX 1.79 (0.74, 4.62)
HD203+MTX 1.80 (0.74, 4.35)
SB4+MTX 1.17 (0.54, 2.55)
ANBAI+MTX 2.94 (0.84, 10.90)
CT-P13+MTX 1.51 (0.44, 5.78)
SB2+MTX 0.97 (0.25, 3.92)
SB5+MTX 1.19 (0.37, 3.72)

ZRC-3197+MTX

1.21 (0.33, 4.39)

ABP501+MTX

1.13 (0.37, 3.53)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.73 (0.23, 2.09)

ADA_STD+MTX

0.79 (0.33, 1.72)

TOF_STD+MTX

1.20 (0.49, 2.80)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
TOC_4 (IV) -
TOC_8 (V) 1.04 (0.39, 2.72)

TOC_4 (IV)+MTX

0.70 (0.24, 1.88)

TOC_8 (IV)+MTX

1.04 (0.42, 2.46)

GOL_STD (SC)+MTX

1.27 (0.48, 3.13)

GOL_STD (IV)+MTX

0.63 (0.19, 1.82)

INF_STD+MTX

0.70 (0.30, 1.52)

CERTO_STD+MTX

1.10 (0.46, 2.47)

RIT_STD -
RIT_STD+MTX -

BAR_4+MTX 1.12 (0.45, 2.70)
HD203+MTX 1.13 (0.28, 4.24)
SB4+MTX 0.74 (0.19, 2.55)
ANBAI+MTX 1.83 (0.51, 6.63)
CT-P13+MTX 0.94 (0.35, 2.59)
SB2+MTX 0.61 (0.19, 1.81)
SB5+MTX 0.74 (0.22, 2.17)

ZRC-3197+MTX

0.76 (0.20, 2.64)

ABP501+MTX

0.71 (0.22, 2.07)

ADA_STD+MTX

ABA_STD (SC)+MTX

1.08 (0.51, 2.32)

TOF_STD+MTX

1.66 (0.66, 4.28)

TOC_4 (IV)

TOC_8 (IV)

1.42 (0.51, 4.38)

TOC_4 (IV)+MTX

0.96 (0.32, 2.95)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

1.42 (0.54, 4.01)

GOL_STD (SC)+MTX

1.74 (0.64, 4.97)

GOL_STD (IV)+MTX

0.86 (0.26, 2.81)

INF_STD+MTX

0.96 (0.29, 3.30)

CERTO_STD+MTX

1.49 (0.63, 3.84)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 1.53(0.62, 4.12)
HD203+MTX 1.54 (0.37, 6.44)
SB4+MTX 1.01 (0.26, 3.94)
ANBAI+MTX 2.52 (0.68, 9.88)
CT-P13+MTX 1.29 (0.35, 5.33)
SB2+MTX 0.83 (0.20, 3.62)
SB5+MTX 1.02 (0.34, 3.02)

ZRC-3197+MTX

1.04 (0.30, 3.70)

ABP501+MTX

0.97 (0.33, 2.89)

TOF_STD+MTX

ADA_STD+MTX

1.53(0.90, 2.67)

TOC_4 (IV)

TOC_8 (IV)

1.31 (0.64, 2.94)

TOC_4 (IV)+MTX

0.88 (0.40, 2.04)

TOC_8 (IV)+MTX

1.31(0.71, 2.58)

GOL_STD (SC)+MTX

1.60 (0.82, 3.31)

GOL_STD (IV)+MTX

0.79 (0.32, 1.98)

INF_STD+MTX

0.89 (0.36, 2.31)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

1.38 (0.87, 2.36)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 1.41 (0.82, 2.63)
HD203+MTX 1.42 (0.43, 4.77)
SB4+MTX 0.93 (0.30, 2.85)
ANBAI+MTX 2.32(0.80, 7.31)
CT-P13+MTX 1.19 (0.41, 3.83)
SB2+MTX 0.77 (0.23, 2.65)
SB5+MTX 0.94 (0.43, 2.05)

ZRC-3197+MTX

0.96 (0.35, 2.62)

ABP501+MTX 0.89 (0.41, 1.96)
TOC_4 (IV) TOF_STD+MTX -
TOC_8 (IV) 0.86 (0.39, 2.01)

TOC_4 (IV)+MTX

0.58 (0.24, 1.39)

TOC_8 (IV)+MTX

0.86 (0.42, 1.82)

GOL_STD (SC)+MTX

1.05 (0.49, 2.28)

GOL_STD (IV)+MTX

0.52 (0.19, 1.36)

INF_STD+MTX

0.58 (0.22, 1.58)

CERTO_STD+MTX

0.91 (0.48, 1.76)

RIT_STD ;
RIT_STD+MTX -

BAR_4+MTX 0.93 (0.47, 1.93)
HD203+MTX 0.93 (0.27, 3.24)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
SB4+MTX 0.61 (0.18, 1.96)
ANBAI+MTX 1.52 (0.50, 4.97)
CT-P13+MTX 0.78 (0.25, 2.57)
SB2+MTX 0.50 (0.15, 1.78)
SB5+MTX 0.61 (0.23, 1.56)
ZRC-3197+MTX 0.63 (0.20, 1.94)
ABP501+MTX 0.58 (0.22, 1.50)
TOC_8(IV) TOC_4 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)*MTX :

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ABP501+MTX -
TOC_4 (IV)+MTX TOC_8 (V) 0.68 (0.28, 1.53)

TOC_8 (IV)*MTX

1.00 (0.58, 1.66)

GOL_STD (SC)+MTX

1.22 (0.50, 2.90)

GOL_STD (IV)+MTX

0.60 (0.20, 1.69)

INF_STD+MTX

0.68 (0.22, 1.96)

CERTO_STD+MTX

1.05 (0.47, 2.31)

RIT_STD -
RIT_STD+MTX -

BAR_4+MTX 1.08 (0.46, 2.52)
HD203+MTX 1.09 (0.28, 3.97)
SB4+MTX 0.71 (0.19, 2.41)
ANBAI+MTX 1.77 (0.52, 6.12)
CT-P13+MTX 0.91 (0.27, 3.20)
SB2+MTX 0.59 (0.15, 2.16)
SB5+MTX 0.72 (0.22, 2.06)

ZRC-3197+MTX

0.73 (0.20, 2.51)

ABP501+MTX

0.68 (0.22, 1.94)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.48 (0.74, 3.09)

GOL_STD (SC)+MTX

1.82 (0.72, 4.63)

GOL_STD (IV)+MTX

0.89 (0.29, 2.69)

INF_STD+MTX

1.00 (0.34, 3.10)

CERTO_STD+MTX

1.56 (0.68, 3.74)

RIT_STD
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
RIT_STD+MTX -
BAR_4+MTX 1.60 (0.67, 4.13)
HD203+MTX 1.60 (0.41, 6.32)
SB4+MTX 1.04 (0.29, 3.86)
ANBAI+MTX 2.63 (0.75, 9.63)
CT-P13+MTX 1.35 (0.39, 5.00)
SB2+MTX 0.86 (0.22, 3.45)
SB5+MTX 1.06 (0.33, 3.24)

ZRC-3197+MTX

1.08 (0.30, 3.92)

ABP501+MTX

1.01 (0.32, 3.07)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.22 (0.55, 2.67)

GOL_STD (IV)+MTX

0.60 (0.21, 1.59)

INF_STD+MTX

0.68 (0.25, 1.84)

CERTO_STD+MTX

1.05 (0.53, 2.10)

RIT_STD 3
RIT_STD+MTX -

BAR_4+MTX 1.08 (0.52, 2.31)
HD203+MTX 1.08 (0.30, 3.74)
SB4+MTX 0.71 (0.21, 2.29)
ANBAI+MTX 1.77 (0.56, 5.82)
CT-P13+MTX 0.91 (0.29, 2.99)
SB2+MTX 0.59 (0.16, 2.06)
SB5+MTX 0.72 (0.25, 1.91)

ZRC-3197+MTX

0.73 (0.22, 2.37)
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Treatment

Comparator

OR (95% Crl)

ABP501+MTX

0.68 (0.24, 1.83)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.49 (0.17, 1.37)

INF_STD+MTX

0.55 (0.20, 1.57)

CERTO_STD+MTX

0.86 (0.42, 1.80)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 0.89 (0.40, 1.96)
HD203+MTX 0.88 (0.24, 3.18)
SB4+MTX 0.58 (0.17, 1.91)
ANBAI+MTX 1.44 (0.44, 4.97)
CT-P13+MTX 0.74 (0.23, 2.60)
SB2+MTX 0.48 (0.13, 1.78)
SB5+MTX 0.58 (0.20, 1.63)

ZRC-3197+MTX

0.60 (0.17, 2.01)

ABP501+MTX

GOL_STD (IV)+MTX

0.56 (0.19, 1.55)

INF_STD+MTX

1.12 (0.35, 3.77)

CERTO_STD+MTX

1.75 (0.70, 4.68)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 1.79 (0.69, 5.06)
HD203+MTX 1.80 (0.44, 7.66)
SB4+MTX 1.17 (0.30, 4.60)
ANBAI+MTX 2.93(0.80, 11.47)
CT-P13+MTX 1.51 (0.41, 6.10)
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Treatment Comparator OR (95% Cirl)
SB2+MTX 0.97 (0.24, 4.10)
SB5+MTX 1.18 (0.36, 3.96)
ZRC-3197+MTX 1.21 (0.31, 4.70)
ABP501+MTX 1.13 (0.34, 3.74)
CERTO_STD+MTX INF_STD+MTX 1.56 (0.60, 4.11)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 1.60 (0.58, 4.44)
HD203+MTX 1.61 (0.38, 6.53)
SB4+MTX 1.05 (0.26, 3.95)
ANBAI+MTX 2.61 (0.68, 10.34)
CT-P13+MTX 1.35 (0.75, 2.59)
SB2+MTX 0.86 (0.40, 1.88)
SB5+MTX 1.06 (0.30, 3.48)

ZRC-3197+MTX

1.07 (0.27, 4.14)

ABP501+MTX 1.01 (0.29, 3.31)
RIT_STD CERTO_STD+MTX -

RIT_STD+MTX -

BAR_4+MTX 1.02 (0.53, 2.00)
HD203+MTX 1.03 (0.29, 3.45)
SB4+MTX 0.67 (0.20, 2.06)
ANBAI+MTX 1.67 (0.55, 5.33)
CT-P13+MTX 0.86 (0.28, 2.71)
SB2+MTX 0.56 (0.16, 1.89)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB5+MTX

0.68 (0.25, 1.65)

ZRC-3197+MTX

0.69 (0.22, 2.07)

ABP501+MTX

0.65 (0.25, 1.57)

RIT_STD+MTX

RIT_STD

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

1.00 (0.27, 3.47)

SB4+MTX

0.66 (0.19, 2.09)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

ANBAI+MTX 1.64 (0.51, 5.35)
CT-P13+MTX 0.84 (0.26, 2.83)
SB2+MTX 0.54 (0.15, 1.92)
SB5+MTX 0.66 (0.24, 1.67)
ZRC-3197+MTX 0.68 (0.20, 2.07)
ABP501+MTX 0.63 (0.23, 1.59)
SB4+MTX HD203+MTX 0.65 (0.20, 2.11)
ANBAI+MTX 1.64 (0.35, 7.90)
CT-P13+MTX 0.84 (0.18, 4.18)
SB2+MTX 0.54 (0.11, 2.82)
SB5+MTX 0.66 (0.16, 2.75)
ZRC-3197+MTX 0.67 (0.14, 3.18)
ABP501+MTX 0.63 (0.15, 2.62)
ANBAI+MTX SB4+MTX 2.51(0.57, 11.47)
CT-P13+MTX 1.29 (0.30, 6.05)
SB2+MTX 0.83 (0.18, 4.06)
SB5+MTX 1.01 (0.25, 3.97)
ZRC-3197+MTX 1.03 (0.23, 4.60)
ABP501+MTX 0.96 (0.25, 3.83)
CT-P13+MTX ANBAI+MTX 0.52 (0.12, 2.37)
SB2+MTX 0.33 (0.07, 1.59)
SB5+MTX 0.40 (0.10, 1.52)

ZRC-3197+MTX

0.41 (0.09, 1.79)

ABP501+MTX

0.38 (0.10, 1.45)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB2+MTX CT-P13+MTX 0.64 (0.23, 1.69)
SB5+MTX 0.79 (0.19, 2.92)
ZRC-3197+MTX 0.80 (0.17, 3.45)
ABP501+MTX 0.75 (0.18, 2.78)
SB5+MTX SB2+MTX 1.22 (0.28, 5.09)
ZRC-3197+MTX 1.24 (0.26, 5.97)
ABP501+MTX 1.16 (0.27, 4.85)
ZRC-3197+MTX SB5+MTX 1.02 (0.29, 3.68)
ABP501+MTX 0.95 (0.32, 2.90)
ABP501+MTX ZRC-3197+MTX 0.93 (0.26, 3.28)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 9. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — End of Treatment Data for

Adaptive Design Trials

Treatment Comparator OR (95% Crl)

csDMARD+MTX Placebo+MTX 1.56 (0.53, 4.78)
MTX+SSZ 1.13 (0.15, 7.74)
MTX+HCQ 4.53 (0.78, 28.79)
SSZ+HCQ 1.17 (0.31, 4.38)
MTX+SSZ+HCQ 5.17 (1.88, 15.03)
ETN_STD 2.33(1.02, 5.63)

ETN_STD+MTX

5.74 (2.79, 12.18)

ABA_STD (IV)+MTX

3.29 (1.87, 6.07)

ABA_STD (SC)+MTX

5.42 (1.68, 17.51)

ADA_STD+MTX

5.84 (3.68, 9.38)

TOF_STD+MTX

5.11 (2.40, 11.15)

TOC_4 (IV)

1.73 (0.53, 5.34)

TOC_8 (IV)

4.34 (2.12, 8.94)

TOC_4 (IV)+MTX

3.19 (1.63, 6.09)

TOC_8 (IV)+MTX

5.16 (2.75, 9.51)

GOL_STD (SC)+MTX

4.33 (2.25, 8.72)

GOL_STD (IV)+MTX

3.60 (1.19, 11.10)

INF_STD+MTX

2.11 (1.13, 3.97)

CERTO_STD+MTX

6.52 (3.71, 11.55)

RIT_STD 0.83 (0.13, 4.30)
RIT_STD+MTX 3.16 (1.44, 6.96)
BAR_4+MTX 9.82 (3.83, 25.92)
HD203+MTX 10.41 (2.77, 42.91)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB4+MTX 6.77 (1.90, 26.26)
ANBAI+MTX 8.71 (2.49, 32.79)
CT-P13+MTX 3.03 (1.09, 8.60)
SB2+MTX 1.80 (0.54, 6.49)
SB5+MTX 5.38 (1.56, 18.65)
ZRC-3197+MTX 5.71 (1.48, 22.02)
ABP501+MTX 5.24 (1.62, 16.69)
MTX+SSZ cSDMARD+MTX 0.72 (0.09, 5.44)
MTX+HCQ 2.92 (0.45, 20.13)
SSZ+HCQ 0.74 (0.14, 3.70)
MTX+SSZ+HCQ 3.30 (0.97, 11.44)
ETN_STD 1.49 (0.53, 4.18)
ETN_STD+MTX 3.68 (1.69, 8.31)
ABA_STD (IV)+MTX 2.13(0.60, 7.15)
ABA_STD (SC)+MTX 3.51 (0.68, 16.89)
ADA_STD+MTX 3.76 (1.11, 11.98)
TOF_STD+MTX 3.29 (0.85, 12.29)
TOC_4 (IV) 1.09 (0.21, 5.26)
TOC 8 (IV) 2.81(0.71, 10.09)
TOC_4 (IV)+MTX 2.03 (0.55, 7.24)
TOC_8 (IV)+MTX 3.30 (0.90, 11.47)
GOL_STD (SC)+MTX 2.78 (0.77, 10.00)
GOL_STD (IV)+MTX 2.32(0.48, 10.58)
INF_STD+MTX 1.35 (0.38, 4.74)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD+MTX 4.20 (1.21, 14.30)
RIT_STD 0.54 (0.06, 3.82)
RIT_STD+MTX 2.02 (0.52, 7.65)
BAR_4+MTX 6.30 (1.46, 26.10)
HD203+MTX 6.68 (1.68, 27.88)
SB4+MTX 4.36 (1.13, 17.13)
ANBAI+MTX 5.60 (0.99, 30.66)
CT-P13+MTX 1.94 (0.44, 8.74)
SB2+MTX 1.17 (0.22, 6.03)
SB5+MTX 3.50 (0.62, 17.34)
ZRC-3197+MTX 3.64 (0.62, 20.66)
ABP501+MTX 3.38 (0.65, 16.33)
MTX+HCQ MTX+SSZ 4.04 (0.78, 23.48)
SSZ+HCQ 1.03 (0.12, 9.52)
MTX+SSZ+HCQ 4.57 (0.91, 26.02)
ETN_STD 2.06 (0.29, 16.48)

ETN_STD+MTX

5.07 (0.78, 37.86)

ABA_STD (IV)+MTX

2.90 (0.40, 24.07)

ABA_STD (SC)+MTX

4.83 (0.49, 49.01)

ADA_STD+MTX

5.16 (0.71, 41.35)

TOF_STD+MTX

4.53 (0.57, 39.53)

TOC_4 (IV)

1.52 (0.15, 15.72)

TOC_8 (IV)

3.83 (0.50, 33.31)

TOC_4 (IV)+MTX

2.81 (0.36, 24.39)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

TOC_8 (IV)+MTX 4.55 (0.60, 38.21)
GOL_STD (SC)+MTX 3.85 (0.50, 32.10)
GOL_STD (IV)+MTX 3.18 (0.36, 32.04)
INF_STD+MTX 1.87 (0.25, 15.29)
CERTO_STD+MTX 5.77 (0.76, 46.34)
RIT_STD 0.74 (0.05, 9.57)
RIT_STD+MTX 2.82(0.35, 24.36)
BAR_4+MTX 8.82 (1.01, 81.21)
HD203+MTX 9.42 (1.06, 93.13)
SB4+MTX 6.03 (0.69, 58.97)
ANBAI+MTX 7.88 (0.74, 87.62)
CT-P13+MTX 2.71 (0.29, 25.38)
SB2+MTX 1.64 (0.16, 16.64)
SB5+MTX 4.88 (0.47, 50.81)
ZRC-3197+MTX 5.11 (0.46, 56.37)
ABP501+MTX 4.74 (0.48, 47.42)
SSZ+HCQ MTX+HCQ 0.26 (0.03, 1.81)
MTX+SSZ+HCQ 1.13 (0.26, 4.77)
ETN_STD 0.51 (0.08, 3.10)

ETN_STD+MTX

1.27 (0.22, 6.98)

ABA_STD (IV)+MTX

0.72 (0.11, 4.58)

ABA_STD (SC)+MTX

1.20 (0.13, 9.85)

ADA_STD+MTX

1.30 (0.19, 7.98)

TOF_STD+MTX

1.13 (0.16, 7.56)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

TOC_4 (IV) 0.38 (0.04, 3.00)
TOC_8 (IV) 0.95 (0.13, 6.23)
TOC_4 (IV)+MTX 0.70 (0.10, 4.51)
TOC_8 (IV)+MTX 1.13(0.16, 7.04)
GOL_STD (SC)+MTX 0.96 (0.13, 6.27)
GOL_STD (IV)+MTX 0.80 (0.10, 6.46)
INF_STD+MTX 0.47 (0.07, 3.00)
CERTO_STD+MTX 1.44 (0.21, 9.03)
RIT_STD 0.18 (0.01, 2.09)
RIT_STD+MTX 0.69 (0.09, 4.89)
BAR_4+MTX 2.19 (0.28, 15.39)
HD203+MTX 2.32 (0.28, 18.19)
SB4+MTX 1.51 (0.19, 11.34)
ANBAI+MTX 1.93 (0.20, 17.08)
CT-P13+MTX 0.67 (0.09, 5.35)
SB2+MTX 0.40 (0.04, 3.48)
SB5+MTX 1.19 (0.13, 9.87)
ZRC-3197+MTX 1.25(0.13, 11.45)
ABP501+MTX 1.17 (0.13, 9.42)
MTX+SSZ+HCQ SSZ+HCQ 4.42 (1.16, 18.08)
ETN_STD 2.01 (0.46, 9.10)

ETN_STD+MTX

4.92 (1.25, 20.47)

ABA_STD (IV)+MTX

2.84 (0.68, 11.80)

ABA_STD (SC)+MTX

4.68 (0.80, 26.66)
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Treatment Comparator OR (95% Crl)

ADA_STD+MTX 5.02 (1.24, 20.19)
TOF_STD+MTX 4.39 (0.94, 20.23)
TOC_4 (IV) 1.47 (0.25, 8.36)
TOC_8(IV) 3.73(0.82, 16.54)
TOC_4 (IV)+MTX 2.74 (0.62, 11.87)
TOC_8 (IV)+MTX 4.45 (1.01, 18.95)
GOL_STD (SC)+MTX 3.74 (0.83, 16.88)
GOL_STD (IV)+MTX 3.09 (0.56, 17.74)
INF_STD+MTX 1.81(0.43, 8.01)
CERTO_STD+MTX 5.57 (1.34, 23.74)
RIT_STD 0.72 (0.07, 5.84)
RIT_STD+MTX 2.72 (0.57, 12.71)
BAR_4+MTX 8.35 (1.69, 44.57)
HD203+MTX 9.05 (1.49, 57.74)
SB4+MTX 5.86 (1.00, 35.73)
ANBAI+MTX 7.48 (1.17, 48.13)
CT-P13+MTX 2.63 (0.48, 14.48)
SB2+MTX 1.55 (0.27, 10.05)
SB5+MTX 4.65 (0.76, 27.91)
ZRC-3197+MTX 4.89 (0.73, 30.94)
ABP501+MTX 4.54 (0.77, 26.02)
ETN_STD MTX+SSZ+HCQ 0.45 (0.15, 1.36)

ETN_STD+MTX

1.11 (0.43, 2.84)

ABA_STD (IV)+MTX

0.64 (0.19, 2.04)
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Treatment Comparator OR (95% Cirl)

ABA_STD (SC)+MTX 1.05 (0.21, 4.92)
ADA_STD+MTX 1.14 (0.35, 3.47)
TOF_STD+MTX 0.99 (0.27, 3.57)
TOC_4 (IV) 0.33(0.07, 1.49)
TOC_8 (IV) 0.85 (0.23, 2.92)
TOC_4 (IV)+MTX 0.62 (0.17, 2.05)
TOC_8 (IV)*MTX 1.00 (0.28, 3.22)
GOL_STD (SC)+MTX 0.85 (0.23, 2.83)
GOL_STD (IV)+MTX 0.71 (0.15, 3.17)
INF_STD+MTX 0.41 (0.12, 1.33)
CERTO_STD+MTX 1.26 (0.37, 3.97)
RIT_STD 0.16 (0.02, 1.12)
RIT_STD+MTX 0.61 (0.16, 2.23)
BAR_4+MTX 1.92 (0.46, 7.58)
HD203+MTX 2.01 (0.46, 9.06)
SB4+MTX 1.32(0.31, 5.72)
ANBAI+MTX 1.70 (0.31, 8.78)
CT-P13+MTX 0.59 (0.13, 2.52)
SB2+MTX 0.35 (0.07, 1.77)
SB5+MTX 1.05 (0.20, 4.96)
ZRC-3197+MTX 1.10 (0.19, 5.90)
ABP501+MTX 1.02 (0.20, 4.72)
ETN_STD+MTX ETN_STD 2.46 (1.30, 4.78)

ABA_STD (IV)+MTX

1.43 (0.50, 3.89)
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Treatment

Comparator

OR (95% Crl)

ABA_STD (SC)+MTX

2.34 (0.52, 9.57)

ADA_STD+MTX

2.52 (0.92, 6.42)

TOF_STD+MTX

2.21 (0.69, 6.68)

TOC_4 (IV)

0.74 (0.16, 3.02)

TOC_8 (IV)

1.87 (0.59, 5.55)

TOC_4 (IV)+MTX

1.37 (0.44, 3.93)

TOC_8 (IV)+MTX

2.21 (0.74, 6.20)

GOL_STD (SC)+MTX

1.87 (0.61, 5.47)

GOL_STD (IV)+MTX

1.57 (0.38, 6.10)

INF_STD+MTX

0.90 (0.31, 2.62)

CERTO_STD+MTX

2.80 (0.98, 7.78)

RIT_STD 0.36 (0.04, 2.24)
RIT_STD+MTX 1.36 (0.41, 4.25)
BAR_4+MTX 4.22 (1.18, 14.94)
HD203+MTX 4.47 (1.21, 16.76)
SB4+MTX 2.91 (0.83, 10.68)
ANBAI+MTX 3.76 (0.77, 17.58)
CT-P13+MTX 1.31(0.34, 5.03)
SB2+MTX 0.78 (0.17, 3.56)
SB5+MTX 2.33(0.49, 10.16)

ZRC-3197+MTX

2.46 (0.47, 11.68)

ABP501+MTX

ETN_STD+MTX

2.26 (0.50, 9.38)

ABA_STD (IV)+MTX

0.57 (0.22, 1.42)

ABA_STD (SC)+MTX

0.95 (0.23, 3.66)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

1.02 (0.42, 2.40)

TOF_STD+MTX

0.89 (0.30, 2.51)

TOC_4 (IV)

0.30 (0.07, 1.15)

TOC_8 (IV)

0.76 (0.26, 2.11)

TOC_4 (IV)+MTX

0.55 (0.20, 1.44)

TOC_8 (IV)*MTX

0.89 (0.33, 2.31)

GOL_STD (SC)+MTX

0.76 (0.27, 2.04)

GOL_STD (IV)+MTX

0.63 (0.16, 2.30)

INF_STD+MTX

0.37 (0.14, 0.95)

CERTO_STD+MTX

1.13 (0.43, 2.87)

RIT_STD 0.15 (0.02, 0.86)
RIT_STD+MTX 0.55 (0.18, 1.57)
BAR_4+MTX 1.71 (0.52, 5.56)
HD203+MTX 1.81 (0.57, 5.85)
SB4+MTX 1.19 (0.40, 3.54)
ANBAI+MTX 1.52 (0.33, 6.81)
CT-P13+MTX 0.53 (0.15, 1.86)
SB2+MTX 0.32 (0.08, 1.36)
SB5+MTX 0.94 (0.22, 3.79)

ZRC-3197+MTX

0.98 (0.20, 4.52)

ABP501+MTX

0.92 (0.22, 3.53)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

1.64 (0.44, 5.88)

ADA_STD+MTX

1.78 (0.81, 3.71)

TOF_STD+MTX

1.55 (0.59, 4.07)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
TOC_4 (IV) 0.52 (0.14, 1.85)
TOC_8 (V) 1.32 (0.52, 3.24)

TOC_4 (IV)+MTX

0.97 (0.39, 2.30)

TOC_8 (IV)+MTX

1.57 (0.65, 3.57)

GOL_STD (SC)+MTX

1.31 (0.54, 3.25)

GOL_STD (IV)+MTX

1.09 (0.31, 3.87)

INF_STD+MTX

0.64 (0.30, 1.37)

CERTO_STD+MTX

1.98 (0.86, 4.44)

RIT_STD 0.25 (0.03, 1.44)
RIT_STD+MTX 0.96 (0.35, 2.51)
BAR_4+MTX 3.00 (0.97, 8.90)
HD203+MTX 3.13 (0.74, 14.31)
SB4+MTX 2.06 (0.50, 8.92)
ANBAI+MTX 2.66 (0.63, 11.15)
CT-P13+MTX 0.92 (0.30, 2.82)
SB2+MTX 0.55 (0.15, 2.08)
SB5+MTX 1.64 (0.42, 6.33)

ZRC-3197+MTX

1.73(0.39, 7.47)

ABP501+MTX

1.59 (0.43, 5.66)

ADA_STD+MTX

ABA_STD (SC)+MTX

1.08 (0.37, 3.16)

TOF_STD+MTX

0.94 (0.25, 3.62)

TOC_4 (IV)

0.32 (0.06, 1.63)

TOC_8 (IV)

0.81 (0.20, 3.16)

TOC_4 (IV)+MTX

0.58 (0.15, 2.27)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

0.95 (0.25, 3.55)

GOL_STD (SC)+MTX

0.80 (0.21, 3.10)

GOL_STD (IV)+MTX

0.66 (0.13, 3.36)

INF_STD+MTX

0.39 (0.10, 1.49)

CERTO_STD+MTX

1.20 (0.34, 4.24)

RIT_STD 0.15 (0.02, 1.19)
RIT_STD+MTX 0.58 (0.14, 2.44)
BAR_4+MTX 1.80 (0.46, 7.52)
HD203+MTX 1.92 (0.33, 11.98)
SB4+MTX 1.25 (0.22, 7.61)
ANBAI+MTX 1.59 (0.29, 9.54)
CT-P13+MTX 0.56 (0.12, 2.73)
SB2+MTX 0.33 (0.06, 1.89)
SB5+MTX 0.99 (0.21, 4.76)

ZRC-3197+MTX

1.04 (0.20, 5.53)

ABP501+MTX

0.97 (0.21, 4.45)

TOF_STD+MTX

ADA_STD+MTX

0.87 (0.41, 1.89)

TOC_4 (IV)

0.29 (0.08, 0.99)

TOC_8 (IV)

0.75 (0.31, 1.73)

TOC_4 (IV)+MTX

0.54 (0.24, 1.20)

TOC_8 (IV)+MTX

0.88 (0.40, 1.89)

GOL_STD (SC)+MTX

0.74 (0.32, 1.68)

GOL_STD (IV)+MTX

0.62 (0.19, 2.10)

INF_STD+MTX

0.36 (0.16, 0.82)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

1.12 (0.58, 2.12)

RIT_STD 0.14 (0.02, 0.80)
RIT_STD+MTX 0.54 (0.22, 1.35)
BAR_4+MTX 1.68 (0.69, 4.26)
HD203+MTX 1.78 (0.44, 7.69)
SB4+MTX 1.16 (0.30, 4.85)
ANBAI+MTX 1.49 (0.39, 6.06)
CT-P13+MTX 0.52 (0.17, 1.65)
SB2+MTX 0.31 (0.09, 1.20)
SB5+MTX 0.92 (0.30, 2.84)

ZRC-3197+MTX

0.97 (0.28, 3.47)

ABP501+MTX 0.90 (0.30, 2.59)
TOC_4 (IV) TOF_STD+MTX 0.33 (0.08, 1.31)
TOC_8 (IV) 0.85 (0.30, 2.39)

TOC_4 (IV)+MTX

0.63 (0.23, 1.67)

TOC_8 (IV)+MTX

1.01 (0.38, 2.68)

GOL_STD (SC)+MTX

0.85 (0.31, 2.34)

GOL_STD (IV)+MTX

0.71 (0.18, 2.74)

INF_STD+MTX

0.41 (0.15, 1.13)

CERTO_STD+MTX

1.28 (0.50, 3.24)

RIT_STD 0.16 (0.02, 1.01)
RIT_STD+MTX 0.62 (0.20, 1.89)
BAR_4+MTX 1.92 (0.60, 6.10)
HD203+MTX 2.04 (0.44, 9.88)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB4+MTX 1.34 (0.30, 6.13)
ANBAI+MTX 1.70 (0.39, 7.85)
CT-P13+MTX 0.59 (0.16, 2.23)
SB2+MTX 0.35 (0.09, 1.58)
SB5+MTX 1.06 (0.26, 4.12)
ZRC-3197+MTX 1.11 (0.25, 4.97)
ABP501+MTX 1.03 (0.27, 3.74)
TOC_8(IV) TOC_4 (IV) 2.54 (0.81, 7.98)

TOC_4 (IV)+MTX

1.86 (0.59, 5.89)

TOC_8 (IV)+MTX

3.00 (0.99, 9.30)

GOL_STD (SC)+MTX

2.52 (0.69, 9.54)

GOL_STD (IV)+MTX

2.10 (0.42, 10.73)

INF_STD+MTX

1.22 (0.34, 4.78)

CERTO_STD+MTX

3.76 (1.08, 14.04)

RIT_STD 0.49 (0.05, 3.58)
RIT_STD+MTX 1.83 (0.47, 7.45)
BAR_4+MTX 5.76 (1.34, 25.58)
HD203+MTX 6.13 (1.02, 37.30)
SB4+MTX 3.95 (0.72, 23.67)
ANBAI+MTX 5.08 (0.95, 29.55)
CT-P13+MTX 1.77 (0.39, 8.59)
SB2+MTX 1.06 (0.20, 6.13)
SB5+MTX 3.13 (0.59, 17.12)

ZRC-3197+MTX

3.30 (0.57, 19.14)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ABP501+MTX 3.06 (0.61, 15.72)
TOC_4 (IV)+MTX TOC_8 (IV) 0.73 (0.34, 1.56)

TOC_8 (IV)*MTX

1.18 (0.64, 2.17)

GOL_STD (SC)+MTX

0.99 (0.38, 2.70)

GOL_STD (IV)+MTX

0.83 (0.23, 3.13)

INF_STD+MTX

0.48 (0.19, 1.29)

CERTO_STD+MTX

1.49 (0.60, 3.74)

RIT_STD 0.19 (0.03, 1.14)
RIT_STD+MTX 0.73 (0.25, 2.08)
BAR_4+MTX 2.27 (0.70, 7.49)
HD203+MTX 2.40 (0.52, 11.72)
SB4+MTX 1.56 (0.36, 7.41)
ANBAI+MTX 2.01 (0.46, 8.93)
CT-P13+MTX 0.70 (0.20, 2.52)
SB2+MTX 0.42 (0.10, 1.85)
SB5+MTX 1.24 (0.30, 5.12)

ZRC-3197+MTX

1.32 (0.28, 5.95)

ABP501+MTX

1.20 (0.31, 4.68)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.62 (0.86, 3.10)

GOL_STD (SC)+MTX

1.36 (0.54, 3.58)

GOL_STD (IV)+MTX

1.13 (0.32, 4.24)

INF_STD+MTX

0.66 (0.27, 1.71)

CERTO_STD+MTX

2.04 (0.87, 5.03)

RIT_STD

0.26 (0.03, 1.58)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

RIT_STD+MTX 0.99 (0.36, 2.78)
BAR_4+MTX 3.09 (0.99, 9.97)
HD203+MTX 3.29 (0.73, 15.61)
SB4+MTX 2.14 (0.51, 9.69)
ANBAI+MTX 2.74 (0.67, 12.22)
CT-P13+MTX 0.96 (0.28, 3.38)
SB2+MTX 0.57 (0.14, 2.43)
SB5+MTX 1.69 (0.42, 6.99)

ZRC-3197+MTX

1.79 (0.41, 8.16)

ABP501+MTX

1.65 (0.43, 6.39)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.84 (0.34, 2.16)

GOL_STD (IV)+MTX

0.70 (0.20, 2.53)

INF_STD+MTX

0.41 (0.17, 1.00)

CERTO_STD+MTX

1.26 (0.55, 2.95)

RIT_STD 0.16 (0.02, 0.93)
RIT_STD+MTX 0.61 (0.23, 1.65)
BAR_4+MTX 1.91 (0.62, 5.98)
HD203+MTX 2.02 (0.46, 9.51)
SB4+MTX 1.31(0.32, 5.91)
ANBAI+MTX 1.70 (0.41, 7.33)
CT-P13+MTX 0.59 (0.18, 2.00)
SB2+MTX 0.35 (0.09, 1.44)
SB5+MTX 1.04 (0.26, 4.19)

ZRC-3197+MTX

1.11 (0.25, 4.88)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

1.01 (0.27, 3.87)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.83 (0.23, 3.10)

INF_STD+MTX

0.48 (0.19, 1.23)

CERTO_STD+MTX

1.49 (0.62, 3.60)

RIT_STD 0.19 (0.03, 1.13)
RIT_STD+MTX 0.73 (0.26, 2.04)
BAR_4+MTX 2.26 (0.70, 7.44)
HD203+MTX 2.40 (0.53, 11.67)
SB4+MTX 1.57 (0.36, 7.08)
ANBAI+MTX 2.01 (0.47, 8.80)
CT-P13+MTX 0.70 (0.20, 2.40)
SB2+MTX 0.42 (0.10, 1.75)
SB5+MTX 1.24 (0.30, 5.06)

ZRC-3197+MTX

1.31(0.29, 5.97)

ABP501+MTX

GOL_STD (IV)+MTX

1.21 (0.31, 4.60)

INF_STD+MTX

0.58 (0.17, 2.12)

CERTO_STD+MTX

1.81 (0.51, 6.18)

RIT_STD 0.23 (0.03, 1.66)
RIT_STD+MTX 0.88 (0.22, 3.36)
BAR_4+MTX 2.74 (0.62, 12.01)
HD203+MTX 2.88 (0.52, 17.22)
SB4+MTX 1.88 (0.34, 10.70)
ANBAI+MTX 2.41 (0.45, 13.69)
CT-P13+MTX 0.84 (0.18, 3.91)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB2+MTX 0.50 (0.10, 2.68)
SB5+MTX 1.48 (0.28, 8.00)
ZRC-3197+MTX 1.57 (0.27, 8.85)
ABP501+MTX 1.45 (0.28, 7.40)
CERTO_STD+MTX INF_STD+MTX 3.10 (1.33, 7.24)

RIT_STD 0.40 (0.05, 2.25)
RIT_STD+MTX 1.51 (0.55, 3.97)
BAR_4+MTX 4.66 (1.47, 14.38)
HD203+MTX 4.92 (1.14, 22.69)
SB4+MTX 3.24 (0.76, 14.35)
ANBAI+MTX 4.15 (0.97, 17.71)
CT-P13+MTX 1.44 (0.63, 3.31)
SB2+MTX 0.86 (0.30, 2.56)
SB5+MTX 2.57 (0.62, 10.36)

ZRC-3197+MTX

2.70 (0.59, 11.72)

ABP501+MTX 2.48 (0.65, 9.21)
RIT_STD CERTO_STD+MTX 0.13 (0.02, 0.72)
RIT_STD+MTX 0.48 (0.19, 1.27)
BAR_4+MTX 1.51 (0.52, 4.46)
HD203+MTX 1.60 (0.37, 7.21)
SB4+MTX 1.04 (0.25, 4.49)
ANBAI+MTX 1.34 (0.33, 5.74)
CT-P13+MTX 0.46 (0.14, 1.54)
SB2+MTX 0.28 (0.07, 1.12)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB5+MTX 0.83 (0.23, 3.09)
ZRC-3197+MTX 0.87 (0.21, 3.57)
ABP501+MTX 0.81 (0.22, 2.76)
RIT_STD+MTX RIT_STD 3.77 (0.78, 24.07)
BAR_4+MTX 12.01 (1.77, 101.39)
HD203+MTX 12.55 (1.46, 142.31)
SB4+MTX 8.15 (1.01, 85.37)
ANBAI+MTX 10.56 (1.33, 104.27)
CT-P13+MTX 3.67 (0.53, 32.33)
SB2+MTX 2.21(0.29, 20.41)
SB5+MTX 6.49 (0.84, 61.93)
ZRC-3197+MTX 6.83 (0.79, 67.97)
ABP501+MTX 6.33 (0.84, 55.04)
BAR_4+MTX RIT_STD+MTX 3.10 (0.92, 10.71)
HD203+MTX 3.33(0.69, 16.61)
SB4+MTX 2.15(0.48, 10.46)
ANBAI+MTX 2.76 (0.61, 12.60)
CT-P13+MTX 0.96 (0.27, 3.61)
SB2+MTX 0.57 (0.14, 2.55)
SB5+MTX 1.70 (0.39, 7.44)
ZRC-3197+MTX 1.79 (0.37, 8.64)
ABP501+MTX 1.66 (0.40, 6.83)
HD203+MTX BAR_4+MTX 1.07 (0.20, 5.75)
SB4+MTX 0.69 (0.14, 3.58)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

ANBAI+MTX 0.88 (0.18, 4.43)
CT-P13+MTX 0.31 (0.08, 1.23)
SB2+MTX 0.18 (0.04, 0.87)
SB5+MTX 0.55 (0.13, 2.35)
ZRC-3197+MTX 0.57 (0.12, 2.69)
ABP501+MTX 0.53 (0.13, 2.16)
SB4+MTX HD203+MTX 0.65 (0.13, 3.23)
ANBAI+MTX 0.84 (0.13, 5.52)
CT-P13+MTX 0.29 (0.05, 1.58)
SB2+MTX 0.17 (0.03, 1.07)
SB5+MTX 0.52 (0.08, 3.22)
ZRC-3197+MTX 0.54 (0.08, 3.62)
ABP501+MTX 0.51 (0.08, 2.94)
ANBAI+MTX SB4+MTX 1.28 (0.20, 8.17)
CT-P13+MTX 0.44 (0.08, 2.34)
SB2+MTX 0.27 (0.04, 1.65)
SB5+MTX 0.79 (0.13, 4.69)
ZRC-3197+MTX 0.84 (0.12, 5.38)
ABP501+MTX 0.77 (0.13, 4.31)
CT-P13+MTX ANBAI+MTX 0.35 (0.07, 1.84)
SB2+MTX 0.21 (0.04, 1.27)
SB5+MTX 0.62 (0.10, 3.61)

ZRC-3197+MTX

0.65 (0.10, 4.07)

ABP501+MTX

0.60 (0.10, 3.30)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB2+MTX CT-P13+MTX 0.60 (0.15, 2.35)
SB5+MTX 1.78 (0.35, 9.06)
ZRC-3197+MTX 1.87 (0.33, 9.93)
ABP501+MTX 1.73 (0.35, 8.32)
SB5+MTX SB2+MTX 2.95 (0.50, 17.34)
ZRC-3197+MTX 3.15 (0.48, 19.38)
ABP501+MTX 2.90 (0.50, 15.18)
ZRC-3197+MTX SB5+MTX 1.05 (0.19, 5.81)
ABP501+MTX 0.98 (0.21, 4.60)
ABP501+MTX ZRC-3197+MTX 0.92 (0.17, 4.84)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval;, csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 10. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Only Studies Clearly
Including Inadequate Responders to MTX

Treatment Comparator OR (95% Crl)
csDMARD+MTX Placebo+MTX 5.07 (1.36, 23.76)
MTX+SSZ -
MTX+HCQ ;
SSZ+HCQ 11.97 (2.85, 61.62)
MTX+SSZ+HCQ -
ETN_STD 10.98 (2.96, 51.47)

ETN_STD+MTX

18.78 (5.89, 80.16)

ABA_STD (IV)+MTX

4.06 (2.65, 6.46)

ABA_STD (SC)+MTX

3.70 (1.63, 8.15)

ADA_STD+MTX

4.00 (2.91, 5.47)

TOF_STD+MTX

5.78 (3.59, 9.45)

TOC_4 (IV)

1.51 (0.60, 3.74)

TOC_8 (IV)

3.77 (2.19, 6.60)

TOC_4 (IV)+MTX

2.72 (1.51, 4.80)

TOC_8 (IV)+MTX

4.26 (2.70, 6.83)

GOL_STD (SC)+MTX

5.96 (3.36, 10.88)

GOL_STD (IV)+MTX

2.93 (1.29, 6.77)

INF_STD+MTX

2.99 (1.83, 4.85)

CERTO_STD+MTX

5.29 (3.50, 8.26)

RIT_STD 3.53 (0.96, 14.61)
RIT_STD+MTX 5.50 (1.53, 22.44)
BAR_4+MTX 5.38 (3.30, 9.16)
HD203+MTX 34.19 (7.91, 178.22)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB4+MTX 22.26 (5.61, 110.94)
ANBAI+MTX 8.59 (3.23, 24.93)
CT-P13+MTX 4.04 (1.89, 8.92)
SB2+MTX 2.60 (1.06, 6.44)
SB5+MTX 3.73 (1.62, 8.46)
ZRC-3197+MTX 3.90 (1.37, 11.00)
ABP501+MTX 3.58 (1.56, 8.11)
MTX+SSZ csDMARD+MTX -
MTX+HCQ ;
SSZ+HCQ 2.34 (0.85, 6.42)
MTX+SSZ+HCQ -
ETN_STD 2.18 (0.91, 4.95)

ETN_STD+MTX

3.73 (2.09, 6.65)

ABA_STD (IV)+MTX

0.80 (0.16, 3.23)

ABA_STD (SC)+MTX

0.72 (0.13, 3.35)

ADA_STD+MTX

0.79 (0.16, 3.05)

TOF_STD+MTX

1.14 (0.23, 4.65)

TOC_4 (IV)

0.30 (0.05, 1.48)

TOC_8 (IV)

0.75 (0.15, 3.13)

TOC_4 (IV)+MTX

0.54 (0.10, 2.21)

TOC_8 (IV)+MTX

0.84 (0.17, 3.37)

GOL_STD (SC)+MTX

1.17 (0.22, 4.96)

GOL_STD (IV)+MTX

0.57 (0.10, 2.71)

INF_STD+MTX

0.59 (0.12, 2.35)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CERTO_STD+MTX 1.05 (0.22, 4.13)
RIT_STD 0.69 (0.10, 4.81)
RIT_STD+MTX 1.07 (0.15, 7.33)
BAR_4+MTX 1.06 (0.21, 4.32)
HD203+MTX 6.71 (2.38, 19.03)
SB4+MTX 4.40 (1.69, 11.19)
ANBAI+MTX 1.70 (0.28, 8.65)
CT-P13+MTX 0.80 (0.14, 3.61)
SB2+MTX 0.51 (0.09, 2.48)
SB5+MTX 0.73 (0.13, 3.44)
ZRC-3197+MTX 0.75(0.12, 4.13)
ABP501+MTX 0.70 (0.12, 3.30)
MTX+HCQ MTX+SSZ -
SSZ+HCQ -
MTX+SSZ+HCQ ;
ETN_STD -
ETN_STD+MTX -
ABA_STD (IV)+MTX -
ABA_STD (SC)+MTX -
ADA_STD+MTX -
TOF_STD+MTX -
TOC_4 (IV) -
TOC_8 (V) -
TOC_4 (IV)+MTX ;
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX .

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

SSZ+HCQ MTX+HCQ -

MTX+SSZ+HCQ -

ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

MTX+SSZ+HCQ

SSZ+HCQ

ETN_STD

0.93 (0.32, 2.54)

ETN_STD+MTX

1.59 (0.70, 3.64)

ABA_STD (IV)+MTX

0.34 (0.06, 1.55)

ABA_STD (SC)+MTX

0.31 (0.05, 1.59)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ADA_STD+MTX 0.33 (0.06, 1.45)
TOF_STD+MTX 0.48 (0.09, 2.22)
TOC_4 (IV) 0.12 (0.02, 0.69)
TOC_8(IV) 0.32 (0.06, 1.47)
TOC_4 (IV)+MTX 0.23 (0.04, 1.06)
TOC_8 (IV)+MTX 0.36 (0.07, 1.61)
GOL_STD (SC)+MTX 0.50 (0.09, 2.37)
GOL_STD (IV)+MTX 0.24 (0.04, 1.28)
INF_STD+MTX 0.25 (0.05, 1.13)
CERTO_STD+MTX 0.44 (0.08, 1.98)
RIT_STD 0.29 (0.04, 2.27)
RIT_STD+MTX 0.46 (0.06, 3.42)
BAR_4+MTX 0.45 (0.08, 2.06)
HD203+MTX 2.87 (0.87,9.48)
SB4+MTX 1.87 (0.62, 5.69)
ANBAI+MTX 0.72 (0.11, 4.18)
CT-P13+MTX 0.34 (0.06, 1.74)
SB2+MTX 0.22 (0.03, 1.19)
SB5+MTX 0.31 (0.05, 1.64)
ZRC-3197+MTX 0.32 (0.05, 1.93)
ABP501+MTX 0.30 (0.05, 1.58)
ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX

ABA_STD (IV)+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX .

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD .

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
ETN_STD+MTX ETN_STD 1.71 (0.95, 3.27)
ABA_STD (IV)+MTX 0.37 (0.08, 1.50)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABA_STD (SC)+MTX

0.33 (0.06, 1.57)

ADA_STD+MTX

0.36 (0.08, 1.40)

TOF_STD+MTX

0.53 (0.10, 2.13)

TOC_4 (IV)

0.14 (0.02, 0.69)

TOC_8 (IV)

0.34 (0.07, 1.47)

TOC_4 (IV)+MTX

0.25 (0.05, 1.04)

TOC_8 (IV)+MTX

0.39 (0.08, 1.58)

GOL_STD (SC)+MTX

0.54 (0.10, 2.29)

GOL_STD (IV)+MTX

0.27 (0.05, 1.26)

INF_STD+MTX

0.27 (0.05, 1.09)

CERTO_STD+MTX

0.48 (0.10, 1.92)

RIT_STD 0.32 (0.05, 2.25)
RIT_STD+MTX 0.50 (0.07, 3.31)
BAR_4+MTX 0.49 (0.10, 2.02)
HD203+MTX 3.07 (1.09, 9.15)
SB4+MTX 2.01 (0.79, 5.45)
ANBAI+MTX 0.78 (0.13, 4.11)
CT-P13+MTX 0.37 (0.07, 1.70)
SB2+MTX 0.23 (0.04, 1.16)
SB5+MTX 0.33 (0.06, 1.62)

ZRC-3197+MTX

0.35 (0.06, 1.95)

ABP501+MTX

ETN_STD+MTX

0.32 (0.06, 1.53)

ABA_STD (IV)+MTX

0.22 (0.05, 0.76)

ABA_STD (SC)+MTX

0.19 (0.04, 0.80)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

0.21 (0.05, 0.71)

TOF_STD+MTX

0.31 (0.07, 1.09)

TOC_4 (IV)

0.08 (0.01, 0.36)

TOC_8 (IV)

0.20 (0.04, 0.74)

TOC_4 (IV)+MTX

0.14 (0.03, 0.53)

TOC_8 (IV)*MTX

0.23 (0.05, 0.80)

GOL_STD (SC)+MTX

0.32 (0.07, 1.15)

GOL_STD (IV)+MTX

0.15 (0.03, 0.64)

INF_STD+MTX

0.16 (0.03, 0.55)

CERTO_STD+MTX

0.28 (0.06, 0.97)

RIT_STD 0.19 (0.03, 1.19)
RIT_STD+MTX 0.29 (0.04, 1.78)
BAR_4+MTX 0.29 (0.06, 1.02)
HD203+MTX 1.80 (0.75, 4.29)
SB4+MTX 1.18 (0.55, 2.47)
ANBAI+MTX 0.46 (0.08, 2.12)
CT-P13+MTX 0.21 (0.04, 0.86)
SB2+MTX 0.14 (0.03, 0.59)
SB5+MTX 0.20 (0.04, 0.83)

ZRC-3197+MTX

0.20 (0.04, 1.00)

ABP501+MTX

0.19 (0.04, 0.79)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.91 (0.35, 2.23)

ADA_STD+MTX

0.98 (0.56, 1.67)

TOF_STD+MTX

1.42 (0.73, 2.72)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_4 (IV) 0.37 (0.13, 1.01)
TOC_8 (V) 0.93 (0.46, 1.86)

TOC_4 (IV)+MTX

0.67 (0.32, 1.36)

TOC_8 (IV)+MTX

1.05 (0.55, 1.97)

GOL_STD (SC)+MTX

1.47 (0.70, 3.06)

GOL_STD (IV)+MTX

0.72 (0.28, 1.82)

INF_STD+MTX

0.74 (0.41, 1.29)

CERTO_STD+MTX

1.30 (0.70, 2.40)

RIT_STD 0.87 (0.22, 3.78)
RIT_STD+MTX 1.35 (0.34, 5.82)
BAR_4+MTX 1.32 (0.68, 2.60)
HD203+MTX 8.47 (1.80, 46.02)
SB4+MTX 5.47 (1.27, 28.53)
ANBAI+MTX 2.12 (0.71, 6.69)
CT-P13+MTX 0.99 (0.43, 2.31)
SB2+MTX 0.64 (0.24, 1.64)
SB5+MTX 0.92 (0.35, 2.28)

ZRC-3197+MTX

0.96 (0.30, 2.93)

ABP501+MTX

0.88 (0.34, 2.19)

ADA_STD+MTX

ABA_STD (SC)+MTX

1.08 (0.52, 2.30)

TOF_STD+MTX

1.56 (0.64, 3.96)

TOC_4 (IV)

0.41 (0.12, 1.39)

TOC_8 (IV)

1.02 (0.39, 2.75)

TOC_4 (IV)+MTX

0.74 (0.28, 1.99)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

1.16 (0.47, 2.97)

GOL_STD (SC)+MTX

1.62 (0.61, 4.43)

GOL_STD (IV)+MTX

0.79 (0.26, 2.56)

INF_STD+MTX

0.81 (0.32, 2.14)

CERTO_STD+MTX

1.43 (0.61, 3.56)

RIT_STD 0.97 (0.21, 4.88)
RIT_STD+MTX 1.51 (0.33, 7.46)
BAR_4+MTX 1.45 (0.60, 3.78)
HD203+MTX 9.35 (1.77, 56.83)
SB4+MTX 6.10 (1.23, 35.59)
ANBAI+MTX 2.34 (0.66, 8.84)
CT-P13+MTX 1.09 (0.36, 3.47)
SB2+MTX 0.70 (0.21, 2.40)
SB5+MTX 1.01 (0.35, 2.96)

ZRC-3197+MTX

1.06 (0.31, 3.62)

ABP501+MTX

0.97 (0.34, 2.81)

TOF_STD+MTX

ADA_STD+MTX

1.45 (0.86, 2.46)

TOC_4 (IV)

0.38 (0.14, 0.99)

TOC_8 (IV)

0.94 (0.50, 1.80)

TOC_4 (IV)+MTX

0.68 (0.35, 1.30)

TOC_8 (IV)+MTX

1.06 (0.61, 1.89)

GOL_STD (SC)+MTX

1.49 (0.78, 2.96)

GOL_STD (IV)+MTX

0.73(0.30, 1.81)

INF_STD+MTX

0.75 (0.42, 1.33)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

1.32 (0.84, 2.16)

RIT_STD 0.89 (0.23, 3.75)
RIT_STD+MTX 1.38 (0.37, 5.75)
BAR_4+MTX 1.34 (0.80, 2.38)
HD203+MTX 8.56 (1.92, 45.92)
SB4+MTX 5.57 (1.35, 28.56)
ANBAI+MTX 2.15 (0.77, 6.51)
CT-P13+MTX 1.01 (0.44, 2.37)
SB2+MTX 0.65 (0.25, 1.69)
SB5+MTX 0.93 (0.44, 2.00)

ZRC-3197+MTX

0.98 (0.36, 2.61)

ABP501+MTX 0.90 (0.42, 1.91)
TOC_4 (IV) TOF_STD+MTX 0.26 (0.09, 0.73)
TOC_8 (IV) 0.65 (0.32, 1.36)

TOC_4 (IV)+MTX

0.47 (0.22, 0.98)

TOC_8 (IV)+MTX

0.74 (0.38, 1.44)

GOL_STD (SC)+MTX

1.03 (0.48, 2.21)

GOL_STD (IV)+MTX

0.51 (0.19, 1.33)

INF_STD+MTX

0.52 (0.26, 1.02)

CERTO_STD+MTX

0.91 (0.49, 1.74)

RIT_STD 0.61 (0.15, 2.74)
RIT_STD+MTX 0.95 (0.24, 4.18)
BAR_4+MTX 0.93 (0.47, 1.90)
HD203+MTX 5.92 (1.26, 33.12)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB4+MTX 3.85 (0.88, 20.51)
ANBAI+MTX 1.48 (0.50, 4.79)
CT-P13+MTX 0.70 (0.28, 1.78)
SB2+MTX 0.45 (0.16, 1.25)
SB5+MTX 0.65 (0.25, 1.61)
ZRC-3197+MTX 0.67 (0.22, 2.05)
ABP501+MTX 0.62 (0.24, 1.55)
TOC_8(IV) TOC 4 (IV) 2.49 (1.02, 6.30)

TOC_4 (IV)+MTX

1.80 (0.71, 4.60)

TOC_8 (IV)+MTX

2.82 (1.18, 6.98)

GOL_STD (SC)+MTX

3.94 (1.35, 11.92)

GOL_STD (IV)+MTX

1.94 (0.56, 6.69)

INF_STD+MTX

1.97 (0.70, 5.67)

CERTO_STD+MTX

3.50 (1.29, 9.85)

RIT_STD 2.35 (0.49, 12.74)
RIT_STD+MTX 3.63 (0.76, 19.85)
BAR_4+MTX 3.56 (1.26, 10.39)
HD203+MTX 22.83 (4.06, 149.16)
SB4+MTX 14.88 (2.82, 91.38)
ANBAI+MTX 5.71 (1.49, 23.57)
CT-P13+MTX 2.67 (0.81, 9.01)
SB2+MTX 1.71 (0.47, 6.30)
SB5+MTX 2.47 (0.72, 8.54)

ZRC-3197+MTX

2.58 (0.64, 10.26)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX 2.37 (0.70, 8.07)
TOC_4 (IV)+MTX TOC_8 (IV) 0.72 (0.37, 1.34)

TOC_8 (IV)*MTX

1.13(0.72, 1.76)

GOL_STD (SC)+MTX

1.58 (0.70, 3.57)

GOL_STD (IV)+MTX

0.78 (0.29, 2.09)

INF_STD+MTX

0.79 (0.38, 1.64)

CERTO_STD+MTX

1.41 (0.70, 2.83)

RIT_STD 0.94 (0.23, 4.24)
RIT_STD+MTX 1.46 (0.36, 6.55)
BAR_4+MTX 1.43 (0.68, 3.05)
HD203+MTX 9.08 (1.88, 52.09)
SB4+MTX 5.88 (1.33, 31.72)
ANBAI+MTX 2.28 (0.73, 7.57)
CT-P13+MTX 1.07 (0.41, 2.81)
SB2+MTX 0.69 (0.24, 1.99)
SB5+MTX 0.99 (0.36, 2.65)

ZRC-3197+MTX

1.04 (0.32, 3.31)

ABP501+MTX

0.95 (0.35, 2.50)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.56 (0.92, 2.77)

GOL_STD (SC)+MTX

2.20 (0.98, 5.06)

GOL_STD (IV)+MTX

1.08 (0.40, 3.00)

INF_STD+MTX

1.10 (0.52, 2.36)

CERTO_STD+MTX

1.94 (0.97, 4.10)

RIT_STD

1.30 (0.31, 6.10)

223




(as supplied by the authors)

Treatment Comparator OR (95% Crl)
RIT_STD+MTX 2.04 (0.50, 9.37)
BAR_4+MTX 1.98 (0.94, 4.37)
HD203+MTX 12.63 (2.62, 74.00)
SB4+MTX 8.18 (1.83, 45.70)
ANBAI+MTX 3.17 (1.03, 10.72)
CT-P13+MTX 1.49 (0.58, 4.00)
SB2+MTX 0.95 (0.33, 2.83)
SB5+MTX 1.37 (0.50, 3.77)

ZRC-3197+MTX

1.44 (0.44, 4.70)

ABP501+MTX

1.32 (0.49, 3.60)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.40 (0.66, 2.96)

GOL_STD (IV)+MTX

0.69 (0.27, 1.77)

INF_STD+MTX

0.70 (0.35, 1.38)

CERTO_STD+MTX

1.24 (0.66, 2.35)

RIT_STD 0.83 (0.21, 3.70)
RIT_STD+MTX 1.29 (0.33, 5.63)
BAR_4+MTX 1.26 (0.64, 2.53)
HD203+MTX 8.05 (1.71, 45.02)
SB4+MTX 5.22 (1.20, 27.61)
ANBAI+MTX 2.02 (0.68, 6.44)
CT-P13+MTX 0.95 (0.38, 2.36)
SB2+MTX 0.61 (0.22, 1.68)
SB5+MTX 0.88 (0.33, 2.24)

ZRC-3197+MTX

0.91 (0.29, 2.84)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

0.84 (0.33, 2.14)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.49 (0.18, 1.35)

INF_STD+MTX

0.50 (0.23, 1.08)

CERTO_STD+MTX

0.89 (0.43, 1.84)

RIT_STD 0.59 (0.14, 2.70)
RIT_STD+MTX 0.93 (0.22, 4.11)
BAR_4+MTX 0.90 (0.42, 1.98)
HD203+MTX 5.76 (1.21, 33.15)
SB4+MTX 3.74 (0.82, 20.45)
ANBAI+MTX 1.44 (0.46, 4.81)
CT-P13+MTX 0.68 (0.26, 1.83)
SB2+MTX 0.43 (0.15, 1.28)
SB5+MTX 0.63 (0.22, 1.73)

ZRC-3197+MTX

0.65 (0.20, 2.15)

ABP501+MTX

GOL_STD (IV)+MTX

0.60 (0.22, 1.64)

INF_STD+MTX

1.02 (0.39, 2.65)

CERTO_STD+MTX

1.80 (0.71, 4.66)

RIT_STD 1.22 (0.26, 6.16)
RIT_STD+MTX 1.90 (0.41, 9.37)
BAR_4+MTX 1.84 (0.70, 4.92)
HD203+MTX 11.73 (2.20, 74.37)
SB4+MTX 7.61 (1.54, 45.06)
ANBAI+MTX 2.94 (0.81, 11.32)
CT-P13+MTX 1.38 (0.45, 4.34)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 0.88 (0.26, 3.03)
SB5+MTX 1.28 (0.39, 4.08)
ZRC-3197+MTX 1.33 (0.35, 5.03)
ABP501+MTX 1.22 (0.38, 3.88)
CERTO_STD+MTX INF_STD+MTX 1.77 (0.94, 3.43)
RIT_STD 1.19 (0.30, 5.31)
RIT_STD+MTX 1.84 (0.47, 8.17)
BAR_4+MTX 1.80 (0.91, 3.70)
HD203+MTX 11.45 (2.46, 63.50)
SB4+MTX 7.46 (1.74, 39.53)
ANBAI+MTX 2.90 (0.96, 9.18)
CT-P13+MTX 1.35 (0.75, 2.53)
SB2+MTX 0.87 (0.41, 1.88)
SB5+MTX 1.24 (0.48, 3.23)
ZRC-3197+MTX 1.30 (0.41, 4.09)
ABP501+MTX 1.20 (0.46, 3.07)
RIT_STD CERTO_STD+MTX 0.67 (0.17, 2.94)
RIT_STD+MTX 1.04 (0.26, 4.44)
BAR_4+MTX 1.02 (0.53, 1.94)
HD203+MTX 6.48 (1.41, 34.61)
SB4+MTX 4.22 (0.99, 21.59)
ANBAI+MTX 1.63 (0.55, 5.05)
CT-P13+MTX 0.76 (0.32, 1.85)
SB2+MTX 0.49 (0.18, 1.32)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB5+MTX 0.71 (0.28, 1.69)
ZRC-3197+MTX 0.74 (0.24, 2.16)
ABP501+MTX 0.68 (0.27, 1.62)
RIT_STD+MTX RIT_STD 1.54 (0.51, 4.87)
BAR_4+MTX 1.52 (0.35, 6.32)
HD203+MTX 9.73 (1.24, 75.57)
SB4+MTX 6.37 (0.86, 47.47)
ANBAI+MTX 2.43 (0.45, 12.95)
CT-P13+MTX 1.14 (0.23, 5.14)
SB2+MTX 0.73 (0.14, 3.58)
SB5+MTX 1.04 (0.20, 4.90)
ZRC-3197+MTX 1.09 (0.19, 5.84)
ABP501+MTX 1.00 (0.20, 4.73)
BAR_4+MTX RIT_STD+MTX 0.97 (0.22, 4.01)
HD203+MTX 6.23 (0.84, 48.86)
SB4+MTX 4.10 (0.57, 30.72)
ANBAI+MTX 1.56 (0.29, 8.30)
CT-P13+MTX 0.73 (0.15, 3.29)
SB2+MTX 0.47 (0.09, 2.27)
SB5+MTX 0.67 (0.13, 3.15)
ZRC-3197+MTX 0.70 (0.13, 3.73)
ABP501+MTX 0.64 (0.13, 3.02)
HD203+MTX BAR_4+MTX 6.38 (1.36, 35.13)
SB4+MTX 4.13 (0.95, 21.96)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ANBAI+MTX 1.60 (0.52, 5.16)
CT-P13+MTX 0.75 (0.30, 1.89)
SB2+MTX 0.48 (0.17, 1.34)
SB5+MTX 0.69 (0.26, 1.73)
ZRC-3197+MTX 0.72 (0.23, 2.19)
ABP501+MTX 0.67 (0.26, 1.64)
SB4+MTX HD203+MTX 0.65 (0.21, 2.03)
ANBAI+MTX 0.25 (0.04, 1.49)
CT-P13+MTX 0.12 (0.02, 0.61)
SB2+MTX 0.08 (0.01, 0.42)
SB5+MTX 0.11 (0.02, 0.59)
ZRC-3197+MTX 0.11 (0.02, 0.70)
ABP501+MTX 0.10 (0.02, 0.56)
ANBAI+MTX SB4+MTX 0.39 (0.06, 2.14)
CT-P13+MTX 0.18 (0.03, 0.87)
SB2+MTX 0.12 (0.02, 0.61)
SB5+MTX 0.17 (0.03, 0.83)
ZRC-3197+MTX 0.17 (0.03, 0.99)
ABP501+MTX 0.16 (0.03, 0.80)
CT-P13+MTX ANBAI+MTX 0.47 (0.13, 1.67)
SB2+MTX 0.30 (0.08, 1.15)
SB5+MTX 0.43 (0.11, 1.54)

ZRC-3197+MTX

0.45 (0.10, 1.89)

ABP501+MTX

0.41 (0.11, 1.48)

228




(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB2+MTX CT-P13+MTX 0.64 (0.24, 1.70)
SB5+MTX 0.92 (0.29, 2.83)
ZRC-3197+MTX 0.96 (0.26, 3.48)
ABP501+MTX 0.89 (0.29, 2.68)
SB5+MTX SB2+MTX 1.44 (0.42, 4.85)
ZRC-3197+MTX 1.50 (0.38, 5.99)
ABP501+MTX 1.38 (0.41, 4.57)
ZRC-3197+MTX SB5+MTX 1.05 (0.30, 3.62)
ABP501+MTX 0.96 (0.33, 2.85)
ABP501+MTX ZRC-3197+MTX 0.92 (0.26, 3.18)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 11. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Restricted Time Point

Analysis (12-16 weeks)

Treatment

Comparator

OR (95% Crl)

Placebo

Placebo+MTX

csDMARD+MTX

7.85 (1.59, 47.42)

MTX+SSZ

MTX+HCQ

SSZ+HCQ

MTX+SSZ+HCQ

ETN_STD

20.88 (4.38, 130.84)

ETN_STD+MTX

19.24 (4.75, 104.58)

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

4.07 (3.01, 5.55)

TOF_STD+MTX

5.80 (3.74, 9.05)

TOF_STD -
TOC_4 (IV) 1.26 (0.52, 3.03)
TOC_8 (IV) 2.26 (0.95, 5.24)

TOC_4 (IV)+MTX

2.52 (1.41, 4.22)

TOC_8 (IV)+MTX

3.91 (2.49, 6.25)

GOL_STD (SC)

GOL_STD (SC)+MTX

5.91 (3.41, 10.44)

GOL_STD (IV)+MTX

2.92 (1.43, 6.22)

INF_STD+MTX

5.00 (1.43, 22.24)

CERTO_STD+MTX

5.42 (3.70, 8.62)

CERTO_STD
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

5.26 (3.41, 8.72)

HD203+MTX

SB4+MTX

ANBAI+MTX

8.62 (3.62, 22.49)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

3.97 (1.53, 10.49)

ABP501+MTX

csDMARD+MTX

Placebo

MTX+SSZ

MTX+HCQ

SSZ+HCQ

MTX+SSZ+HCQ

ETN_STD

ETN_STD+MTX

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOF_STD

TOC_4 (IV)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

TOC_8 (IV) -

TOC_4 (IV)+MTX 3

TOC_8 (IV)*MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD 3

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

MTX+SSZ csDMARD+MTX -

MTX+HCQ -

SSZ+HCQ -

MTX+SSZ+HCQ -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ETN_STD

2.67 (0.94, 7.50)

ETN_STD+MTX

2.47 (1.18, 5.30)

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

0.52 (0.08, 2.64)

TOF_STD+MTX

0.74 (0.12, 3.88)

TOF_STD -
TOC_4 (IV) 0.16 (0.02, 0.98)
TOC_8 (IV) 0.29 (0.04, 1.73)

TOC_4 (IV)+MTX

0.32 (0.05, 1.70)

TOC_8 (IV)+MTX

0.50 (0.08, 2.66)

GOL_STD (SC)

GOL_STD (SC)+MTX

0.75 (0.12, 4.21)

GOL_STD (IV)+MTX

0.37 (0.05, 2.21)

INF_STD+MTX

0.62 (0.07, 6.35)

CERTO_STD+MTX

0.70 (0.11, 3.78)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.67 (0.11, 3.59)

HD203+MTX

SB4+MTX

ANBAI+MTX

1.11 (0.15, 6.80)

CT-P13+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX 0.50 (0.07, 3.35)

ABP501+MTX -

MTX+HCQ MTX+SSZ -

SSZ+HCQ -

MTX+SSZ+HCQ -

ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD 3
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

SSZ+HCQ MTX+HCQ -

MTX+SSZ+HCQ -

ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX }

TOC_8 (IV)+MTX ;
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

MTX+SSZ+HCQ

SSZ+HCQ

ETN_STD

ETN_STD+MTX

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)*MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD -

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX 3

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)*MTX :

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD :

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ZRC-3197+MTX -
ABP501+MTX -
ETN_STD+MTX ETN_STD 0.93 (0.46, 1.91)

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

0.19 (0.03, 0.97)

TOF_STD+MTX

0.27 (0.04, 1.43)

TOF_STD -
TOC_4 (IV) 0.06 (0.0, 0.37)
TOC_8 (IV) 0.11 (0.01, 0.65)

TOC_4 (IV)+MTX

0.12 (0.02, 0.64)

TOC_8 (IV)+MTX

0.19 (0.03, 0.95)

GOL_STD (SC)

GOL_STD (SC)+MTX

0.28 (0.04, 1.52)

GOL_STD (IV)+MTX

0.14 (0.02, 0.82)

INF_STD+MTX

0.24 (0.03, 2.29)

CERTO_STD+MTX

0.26 (0.04, 1.37)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.25 (0.04, 1.32)

HD203+MTX

SB4+MTX

ANBAI+MTX

0.41 (0.06, 2.53)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

0.19 (0.02, 1.22)

ABP501+MTX

ABA_STD (IV)+MTX

ETN_STD+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

0.21 (0.04, 0.88)

TOF_STD+MTX

0.30 (0.05, 1.30)

TOF_STD -
TOC_4 (IV) 0.06 (0.01, 0.34)
TOC_8 (IV) 0.12 (0.02, 0.60)

TOC_4 (IV)+MTX

0.13 (0.02, 0.57)

TOC_8 (IV)+MTX

0.20 (0.04, 0.88)

GOL_STD (SC)

GOL_STD (SC)+MTX

0.31 (0.05, 1.41)

GOL_STD (IV)+MTX

0.15 (0.02, 0.74)

INF_STD+MTX

0.25 (0.03, 2.19)

CERTO_STD+MTX

0.28 (0.05, 1.24)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.28 (0.05, 1.23)

HD203+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB4+MTX -

ANBAI+MTX 0.45 (0.07, 2.36)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX 0.20 (0.03, 1.15)

ABP501+MTX -

ABA_STD (SC)+MTX ABA_STD (IV)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 3

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD 3

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ADA_STD+MTX

ABA_STD (SC)+MTX

TOF_STD+MTX

TOF_STD

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

1.42 (0.88, 2.30)

TOF_STD -
TOC_4 (IV) 0.31 (0.12, 0.78)
TOC_8 (IV) 0.56 (0.22, 1.36)

TOC_4 (IV)+MTX

0.62 (0.32, 1.11)

TOC_8 (IV)+MTX

0.96 (0.56, 1.69)

GOL_STD (SC)

GOL_STD (SC)+MTX

1.45 (0.78, 2.76)

GOL_STD (IV)+MTX

0.72 (0.33, 1.61)

INF_STD+MTX

1.23 (0.34, 5.55)

CERTO_STD+MTX

1.33(0.89, 2.17)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.29 (0.81, 2.21)

HD203+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB4+MTX

ANBAI+MTX

2.12 (0.84, 5.82)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

0.98 (0.39, 2.43)

ABP501+MTX 3
TOF_STD TOF_STD+MTX -

TOC_4 (IV) 0.22 (0.08, 0.58)
TOC_8 (IV) 0.39 (0.15, 0.99)

TOC_4 (IV)+MTX

0.43 (0.21, 0.85)

TOC_8 (IV)+MTX

0.68 (0.36, 1.28)

GOL_STD (SC)

GOL_STD (SC)+MTX

1.02 (0.51, 2.08)

GOL_STD (IV)+MTX

0.51 (0.22, 1.17)

INF_STD+MTX

0.86 (0.23, 4.01)

CERTO_STD+MTX

0.94 (0.54, 1.75)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.91 (0.50, 1.75)

HD203+MTX

SB4+MTX

ANBAI+MTX

1.49 (0.56, 4.32)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX 0.68 (0.24, 1.95)

ABP501+MTX -

TOC_4 (IV) TOF_STD -

TOC_8 (IV) -

TOC_4 (IV)+MTX 3

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)*MTX :

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD :

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ZRC-3197+MTX -
ABP501+MTX -

TOC_8 (V) TOC_4 (IV) 1.80 (0.65, 4.82)
TOC_4 (IV)+MTX 1.98 (0.82, 4.75)
TOC_8 (IV)+MTX 3.10 (1.33, 7.48)
GOL_STD (SC) -
GOL_STD (SC)+MTX 4.67 (1.70, 13.64)
GOL_STD (IV)+MTX 2.33(0.74, 7.29)
INF_STD+MTX 4.03 (0.87, 21.96)
CERTO_STD+MTX 4.32 (1.68, 11.72)
CERTO_STD -
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 4.20 (1.60, 11.53)
HD203+MTX -
SB4+MTX -
ANBAI+MTX 6.82 (2.05, 24.78)
CT-P13+MTX -
SB2+MTX -
SB5+MTX -
ZRC-3197+MTX 3.15 (0.87, 11.62)
ABP501+MTX -

TOC_4 (IV)+MTX TOC_8 (IV) 1.11 (0.47, 2.64)

TOC_8 (IV)+MTX

1.72 (0.76, 4.16)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)

GOL_STD (SC)+MTX

2.61 (0.97, 7.43)

GOL_STD (IV)+MTX

1.29 (0.42, 4.07)

INF_STD+MTX

2.24 (0.48, 12.24)

CERTO_STD+MTX

2.41 (0.97, 6.58)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

2.32 (0.91, 6.53)

HD203+MTX

SB4+MTX

ANBAI+MTX

3.84 (1.15, 13.94)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

1.75 (0.50, 6.55)

ABP501+MTX

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.55 (0.97, 2.73)

GOL_STD (SC)

GOL_STD (SC)+MTX

2.35 (1.12, 5.21)

GOL_STD (IV)+MTX

1.16 (0.48, 2.97)

INF_STD+MTX

2.00 (0.51, 9.88)

CERTO_STD+MTX

2.15 (1.15, 4.65)

CERTO_STD
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX 2.09 (1.07, 4.59)

HD203+MTX -

SB4+MTX -

ANBAI+MTX 3.44 (1.27, 10.53)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX 1.58 (0.55, 4.93)

ABP501+MTX -

GOL_STD (SC) TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX 1.51 (0.73, 3.16)

GOL_STD (IV)+MTX 0.75 (0.32, 1.76)

INF_STD+MTX 1.28 (0.33, 6.02)

CERTO_STD+MTX 1.39 (0.77, 2.67)

CERTO_STD -

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX 1.35 (0.72, 2.66)

HD203+MTX -

SB4+MTX -

ANBAI+MTX 2.21 (0.83, 6.25)

CT-P13+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB2+MTX

SB5+MTX

ZRC-3197+MTX

1.01 (0.35, 2.98)

ABP501+MTX

GOL_STD (SC)+MTX

GOL_STD (SC)

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.49 (0.20, 1.25)

INF_STD+MTX

0.85 (0.21, 4.09)

CERTO_STD+MTX

0.92 (0.46, 1.87)

CERTO_STD
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.89 (0.44, 1.85)

HD203+MTX

SB4+MTX

ANBAI+MTX

1.46 (0.52, 4.46)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

0.67 (0.22, 2.04)

ABP501+MTX

INF_STD+MTX

GOL_STD (IV)+MTX

1.73 (0.39, 8.95)

CERTO_STD+MTX

1.85 (0.82, 4.50)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.79 (0.78, 4.40)

HD203+MTX

SB4+MTX

ANBAI+MTX

2.96 (0.94, 9.65)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

1.36 (0.40, 4.53)

250




(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

CERTO_STD+MTX

INF_STD+MTX

1.09 (0.24, 4.08)

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.05 (0.23, 4.05)

HD203+MTX

SB4+MTX

ANBAI+MTX

1.72 (0.31, 8.24)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

0.78 (0.14, 3.79)

ABP501+MTX

CERTO_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.97 (0.53, 1.75)

HD203+MTX

SB4+MTX

ANBAI+MTX

1.60 (0.57, 4.40)

CT-P13+MTX

SB2+MTX

SB5+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ZRC-3197+MTX

0.73 (0.26, 2.01)

ABP501+MTX

RIT_STD

CERTO_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

RIT_STD+MTX

RIT_STD

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

SB4+MTX

ANBAI+MTX

1.65 (0.60, 4.64)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

0.75 (0.26, 2.11)

ABP501+MTX

SB4+MTX

HD203+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ANBAI+MTX

SB4+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

CT-P13+MTX ANBAI+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX 0.46 (0.12, 1.70)

ABP501+MTX -

SB2+MTX CT-P13+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

SB5+MTX SB2+MTX -

ZRC-3197+MTX -

ABP501+MTX -
ZRC-3197+MTX SB5+MTX -
ABP501+MTX -
ABP501+MTX ZRC-3197+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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Table 12. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Only Studies with Patients
with Inadequate Response to MTX who were also Biologic Naive

Treatment Comparator OR (95% Crl)
csDMARD+MTX Placebo+MTX 1.26 (0.48, 4.09)
MTX+SSZ 1.48 (0.16, 13.53)
MTX+HCQ 6.40 (0.87, 50.30)
SSZ+HCQ 1.33 (0.35, 5.24)
MTX+SSZ+HCQ 7.13 (1.75, 32.20)
ETN_STD 2.00 (0.94, 4.94)
ETN_STD+MTX 4.72 (2.40, 11.09)
ABA_STD (IV)+MTX 2.92 (1.05, 8.33)
ABA_STD (SC)+MTX 3.31 (1.09, 10.09)
ADA_STD+MTX 3.59 (2.23, 5.75)
TOF_STD+MTX -

TOC_4 (V) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -
GOL_STD (SC)+MTX 5.38 (2.44, 12.44)
GOL_STD (IV)+MTX 2.94 (1.01, 8.45)
INF_STD+MTX 2.66 (1.14, 6.29)
CERTO_STD+MTX 3.42 (1.47, 8.01)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 4.55 (2.20, 9.48)
HD203+MTX -
SB4+MTX 5.50 (1.74, 21.43)
ANBAI+MTX -
CT-P13+MTX 2.83(0.77, 10.86)
SB2+MTX -
SB5+MTX 3.36 (1.09, 10.30)
ZRC-3197+MTX 3.46 (0.97,12.73)
ABP501+MTX -
MTX+SSZ csDMARD+MTX 1.16 (0.10, 12.52)
MTX+HCQ 5.07 (0.49, 45.20)
SSZ+HCQ 1.05 (0.17, 5.43)
MTX+SSZ+HCQ 5.66 (0.88, 32.33)
ETN_STD 1.59 (0.58, 4.03)
ETN_STD+MTX 3.71 (1.75, 7.90)
ABA_STD (IV)+MTX 2.31 (0.48, 9.36)
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Treatment Comparator OR (95% Crl)
ABA_STD (SC)+MTX 2.64 (0.50, 11.19)
ADA_STD+MTX 2.83(0.80, 8.29)
TOF_STD+MTX -
TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -
GOL_STD (SC)+MTX 4.25 (1.04, 15.04)
GOL_STD (IV)+MTX 2.32(0.47, 9.43)
INF_STD+MTX 2.10 (0.50, 7.50)
CERTO_STD+MTX 2.71 (0.63, 9.59)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 3.61 (0.89, 12.06)
HD203+MTX -
SB4+MTX 4.36 (1.24, 15.41)
ANBAI+MTX -
CT-P13+MTX 2.26 (0.38, 11.15)
SB2+MTX -
SB5+MTX 2.66 (0.52, 11.28)
ZRC-3197+MTX 2.73(0.48, 13.29)
ABP501+MTX -
MTX+HCQ MTX+SSZ 4.29 (0.89, 23.34)
SSZ+HCQ 0.90 (0.10, 8.22)
MTX+SSZ+HCQ 4.81 (0.97, 26.18)
ETN_STD 1.37 (0.14, 14.76)

ETN_STD+MTX

3.23 (0.33, 34.40)

ABA_STD (IV)+MTX

1.99 (0.17, 22.74)

ABA_STD (SC)+MTX

2.22 (0.19, 26.66)

ADA_STD+MTX

2.43 (0.25, 23.03)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

3.64 (0.35, 38.98)

GOL_STD (IV)+MTX

1.99 (0.17, 23.03)

INF_STD+MTX

1.81 (0.16, 18.99)

CERTO_STD+MTX

2.34 (0.22, 24.26)

RIT_STD
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Treatment Comparator OR (95% Crl)
RIT_STD+MTX -
BAR_4+MTX 3.12 (0.30, 31.00)
HD203+MTX -
SB4+MTX 3.78 (0.32, 50.05)
ANBAI+MTX -
CT-P13+MTX 1.94 (0.15, 24.93)
SB2+MTX -
SB5+MTX 2.28 (0.19, 27.11)
ZRC-3197+MTX 2.39 (0.18, 28.99)
ABP501+MTX -
SSZ+HCQ MTX+HCQ 0.21 (0.03, 1.53)
MTX+SSZ+HCQ 1.12 (0.27, 4.54)
ETN_STD 0.31 (0.04, 2.86)
ETN_STD+MTX 0.73 (0.09, 6.67)
ABA_STD (IV)+MTX 0.45 (0.05, 4.38)
ABA_STD (SC)+MTX 0.52 (0.05, 5.13)
ADA_STD+MTX 0.56 (0.07, 4.38)
TOF_STD+MTX -

TOC_4 (V) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -
GOL_STD (SC)+MTX 0.84 (0.09, 7.24)
GOL_STD (IV)+MTX 0.46 (0.05, 4.41)
INF_STD+MTX 0.42 (0.04, 3.64)
CERTO_STD+MTX 0.53 (0.06, 4.73)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.72 (0.08, 5.95)
HD203+MTX -
SB4+MTX 0.86 (0.09, 9.71)
ANBAI+MTX -
CT-P13+MTX 0.44 (0.04, 4.92)
SB2+MTX -
SB5+MTX 0.53 (0.05, 5.20)
ZRC-3197+MTX 0.54 (0.05, 5.78)
ABP501+MTX -
MTX+SSZ+HCQ SSZ+HCQ 5.35(1.32, 23.43)
ETN_STD 1.51 (0.32, 7.71)

ETN_STD+MTX

3.53 (0.81, 18.10)
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Treatment Comparator OR (95% Crl)
ABA_STD (IV)+MTX 2.18 (0.40, 12.24)
ABA_STD (SC)+MTX 2.48 (0.42, 14.60)
ADA_STD+MTX 2.69 (0.63, 11.38)
TOF_STD+MTX -
TOC_4 (IV) -
TOC_8(IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -
GOL_STD (SC)+MTX 4.04 (0.84, 20.13)
GOL_STD (IV)+MTX 2.21 (0.40, 12.15)
INF_STD+MTX 1.99 (0.40, 10.01)
CERTO_STD+MTX 2.57 (0.52, 12.74)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 3.44(0.72, 15.85)
HD203+MTX -
SB4+MTX 4.15 (0.71, 29.08)
ANBAI+MTX -
CT-P13+MTX 2.15 (0.33, 14.61)
SB2+MTX -
SB5+MTX 2.52 (0.43, 14.84)
ZRC-3197+MTX 2.61 (0.40, 16.96)
ABP501+MTX -
ETN_STD MTX+SSZ+HCQ 0.28 (0.05, 1.54)

ETN_STD+MTX

0.66 (0.13, 3.57)

ABA_STD (IV)+MTX

0.41 (0.07, 2.36)

ABA_STD (SC)+MTX

0.46 (0.07, 2.83)

ADA_STD+MTX

0.50 (0.10, 2.23)

TOF_STD+MTX

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.75 (0.14, 3.85)

GOL_STD (IV)+MTX

0.41 (0.07, 2.39)

INF_STD+MTX

0.37 (0.07, 1.95)

CERTO_STD+MTX

0.48 (0.08, 2.48)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.64 (0.12, 3.11)
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Treatment Comparator OR (95% Crl)
HD203+MTX -
SB4+MTX 0.77 (0.12, 5.62)
ANBAI+MTX -
CT-P13+MTX 0.40 (0.05, 2.78)
SB2+MTX -
SB5+MTX 0.47 (0.07, 2.86)
ZRC-3197+MTX 0.49 (0.07, 3.25)
ABP501+MTX -
ETN_STD+MTX ETN_STD 2.34 (1.30, 4.53)

ABA_STD (IV)+MTX

1.47 (0.37, 5.10)

ABA_STD (SC)+MTX

1.66 (0.38, 6.17)

ADA_STD+MTX

1.80 (0.64, 4.32)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

2.69 (0.81, 8.23)

GOL_STD (IV)+MTX

1.47 (0.36, 5.17)

INF_STD+MTX

1.33(0.39, 4.11)

CERTO_STD+MTX

1.72 (0.49, 5.23)

RIT_STD

RIT_STD+MTX -
BAR_4+MTX 2.29 (0.70, 6.46)
HD203+MTX -
SB4+MTX 2.75 (0.89, 9.27)
ANBAI+MTX -
CT-P13+MTX 1.43 (0.28, 6.42)
SB2+MTX -
SB5+MTX 1.69 (0.39, 6.27)
ZRC-3197+MTX 1.73 (0.35, 7.53)
ABP501+MTX ETN_STD+MTX -

ABA_STD (IV)+MTX

0.62 (0.16, 2.07)

ABA_STD (SC)+MTX

0.71 (0.17, 2.49)

ADA_STD+MTX

0.76 (0.28, 1.70)

TOF_STD+MTX

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX
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Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

1.14 (0.36, 3.20)

GOL_STD (IV)+MTX

0.63 (0.15, 2.07)

INF_STD+MTX 0.57 (0.17, 1.63)
CERTO_STD+MTX 0.73(0.21, 2.07)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.97 (0.30, 2.54)
HD203+MTX -
SB4+MTX 1.18 (0.43, 3.19)
ANBAI+MTX -
CT-P13+MTX 0.61 (0.12, 2.59)
SB2+MTX -
SB5+MTX 0.72 (0.17, 2.50)
ZRC-3197+MTX 0.74 (0.15, 3.00)
ABP501+MTX -

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

1.14 (0.24, 5.12)

ADA_STD+MTX

1.23 (0.39, 3.78)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.84 (0.50, 7.00)

GOL_STD (IV)+MTX

1.00 (0.23, 4.35)

INF_STD+MTX 0.91 (0.33, 2.50)
CERTO_STD+MTX 1.17 (0.30, 4.40)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 1.56 (0.44, 5.58)
HD203+MTX -
SB4+MTX 1.87 (0.41, 10.51)
ANBAI+MTX -
CT-P13+MTX 0.98 (0.23, 4.10)
SB2+MTX -
SB5+MTX 1.15 (0.25, 5.32)
ZRC-3197+MTX 1.18 (0.23, 6.10)
ABP501+MTX -

ADA_STD+MTX

ABA_STD (SC)+MTX

1.08 (0.39, 2.98)

TOF_STD+MTX

TOC_4 (IV)
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Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.62 (0.42, 6.60)

GOL_STD (IV)+MTX

0.88 (0.19, 4.16)

INF_STD+MTX

0.80 (0.20, 3.33)

CERTO_STD+MTX

1.03 (0.29, 3.79)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.37 (0.39, 4.91)

HD203+MTX

SB4+MTX

1.66 (0.34, 9.83)

ANBAI+MTX

CT-P13+MTX

0.86 (0.16, 4.93)

SB2+MTX

SB5+MTX

1.01 (0.24, 4.33)

ZRC-3197+MTX

1.04 (0.23, 5.09)

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.50 (0.60, 3.95)

GOL_STD (IV)+MTX

0.82 (0.26, 2.63)

INF_STD+MTX

0.74 (0.28, 1.97)

CERTO_STD+MTX

0.95 (0.43, 2.16)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.27 (0.59, 2.75)

HD203+MTX

SB4+MTX

1.53 (0.44, 6.50)

ANBAI+MTX

CT-P13+MTX

0.79 (0.20, 3.34)

SB2+MTX

SB5+MTX

0.94 (0.34, 2.62)

ZRC-3197+MTX

0.97 (0.29, 3.23)

ABP501+MTX

TOC_4 (IV)

TOF_STD+MTX

TOC_8 (IV)
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Treatment Comparator OR (95% Crl)

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ]

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_8 (IV) TOC_4 (IV) ;

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ]

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX ]

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD ]

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_4 (IV)+MTX TOC_8 (IV) -

TOC_8 (IV)+MTX ]

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX .

INF_STD+MTX -
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Treatment Comparator OR (95% Crl)

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_8 (IV)+MTX TOC_4 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX ]

INF_STD+MTX -

CERTO_STD+MTX -

RIT_STD ]

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

GOL_STD (SC)+MTX TOC_8 (IV)+MTX -

GOL_STD (IV)+MTX ]

INF_STD+MTX -

CERTO_STD+MTX ]

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -
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Treatment Comparator OR (95% Crl)
SB5+MTX -
ZRC-3197+MTX -
ABP501+MTX -
GOL_STD (IV)+MTX GOL_STD (SC)+MTX 0.55 (0.14, 2.05)
INF_STD+MTX 0.50 (0.15, 1.58)
CERTO_STD+MTX 0.64 (0.19, 2.00)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.85 (0.28, 2.48)
HD203+MTX -
SB4+MTX 1.03 (0.25, 4.89)
ANBAI+MTX -
CT-P13+MTX 0.53 (0.11, 2.47)
SB2+MTX -
SB5+MTX 0.63 (0.15, 2.44)
ZRC-3197+MTX 0.65 (0.14, 2.90)
ABP501+MTX GOL_STD (IV)+MTX -
INF_STD+MTX 0.91 (0.24, 3.55)
CERTO_STD+MTX 1.17 (0.30, 4.55)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 1.55 (0.43, 5.58)
HD203+MTX -
SB4+MTX 1.87 (0.40, 10.76)
ANBAI+MTX -
CT-P13+MTX 0.97 (0.18, 5.32)
SB2+MTX -
SB5+MTX 1.15 (0.24, 5.28)
ZRC-3197+MTX 1.19 (0.23, 6.33)
ABP501+MTX -
CERTO_STD+MTX INF_STD+MTX 1.29 (0.38, 4.25)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 1.72 (0.55, 5.17)
HD203+MTX -
SB4+MTX 2.07 (0.50, 10.29)
ANBAI+MTX -
CT-P13+MTX 1.07 (0.39, 2.94)
SB2+MTX -
SB5+MTX 1.26 (0.31, 5.14)

265




(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ZRC-3197+MTX

1.31 (0.28, 6.04)

ABP501+MTX

RIT_STD

CERTO_STD+MTX

RIT_STD+MTX

BAR_4+MTX

1.33 (0.46, 3.87)

HD203+MTX

SB4+MTX

1.60 (0.39, 8.13)

ANBAI+MTX

CT-P13+MTX

0.83 (0.18, 4.07)

SB2+MTX

SB5+MTX

0.98 (0.26, 3.59)

ZRC-3197+MTX

1.02 (0.24, 4.31)

ABP501+MTX

RIT_STD+MTX

RIT_STD

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

SB4+MTX

1.20 (0.31, 5.78)

ANBAI+MTX

CT-P13+MTX

0.62 (0.14, 2.90)

SB2+MTX

SB5+MTX

0.74 (0.20, 2.62)

ZRC-3197+MTX

0.76 (0.18, 3.18)

ABP501+MTX
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Treatment

Comparator

OR (95% Crl)

SB4+MTX

HD203+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ANBAI+MTX

SB4+MTX

CT-P13+MTX

0.52 (0.08, 2.98)

SB2+MTX

SB5+MTX

0.61 (0.10, 2.98)

ZRC-3197+MTX

0.63 (0.10, 3.50)

ABP501+MTX

CT-P13+MTX

ANBAI+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

SB2+MTX

CT-P13+MTX

SB5+MTX

1.17 (0.21, 6.64)

ZRC-3197+MTX

1.23 (0.19, 7.68)

ABP501+MTX

SB5+MTX

SB2+MTX

ZRC-3197+MTX

ABP501+MTX

ZRC-3197+MTX

SB5+MTX

1.03 (0.22, 4.96)

ABP501+MTX

ABP501+MTX

ZRC-3197+MTX

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant

and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of

adalimumab.
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Table 13. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Excluding Trials of Only

Asian Participants

Treatment Comparator OR (95% Crl)
csDMARD+MTX Placebo+MTX 0.54 (0.21, 1.46)
MTX+SSZ 1.76 (0.27, 10.90)
MTX+HCQ 7.39 (1.40, 41.93)
SSZ+HCQ 1.68 (0.80, 3.63)
MTX+SSZ+HCQ 8.20 (2.61, 28.16)
ETN_STD 1.42 (0.80, 2.64)
ETN_STD+MTX 2.93 (1.76, 5.31)
ABA_STD (IV)+MTX 3.39 (2.14, 5.43)
ABA_STD (SC)+MTX 3.53 (1.62, 7.63)
ADA_STD+MTX 3.82 (2.74, 5.28)
TOF_STD+MTX 4.99 (3.01, 8.17)
TOC_4 (IV) 1.36 (0.55, 3.30)
TOC_8 (IV) 3.00 (1.62, 5.48)
TOC_4 (IV)+MTX 2.52 (1.39, 4.41)
TOC_8 (IV)+MTX 3.77 (2.36, 6.09)
GOL_STD (SC)+MTX 6.05 (2.76, 14.24)
GOL_STD (IV)+MTX 2.93 (1.35, 6.43)
INF_STD+MTX 2.78 (1.51, 5.24)
CERTO_STD+MTX 4.80 (3.12, 7.61)
RIT_STD 3.55 (0.96, 14.00)
RIT_STD+MTX 5.45 (1.53, 21.93)
BAR_4+MTX 4.66 (2.73, 7.96)
HD203+MTX -
SB4+MTX 3.43 (1.46, 8.86)
ANBAI+MTX -
CT-P13+MTX 3.00 (1.16, 7.87)
SB2+MTX 2.40 (0.94, 6.21)
SB5+MTX 3.54 (1.60, 7.88)
ZRC-3197+MTX 3.68 (1.33, 10.20)
ABP501+MTX 3.42 (1.55, 7.44)
MTX+SSZ csDMARD+MTX 3.24 (0.40, 24.51)
MTX+HCQ 13.64 (2.09, 92.30)
SSZ+HCQ 3.10 (1.08, 8.62)
MTX+SSZ+HCQ 15.18 (3.54, 64.78)
ETN_STD 2.62 (1.06, 6.39)

ETN_STD+MTX

5.44 (2.51, 11.87)

ABA_STD (IV)+MTX

6.28 (2.14, 17.58)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABA_STD (SC)+MTX 6.55 (1.82, 21.59)
ADA_STD+MTX 7.08 (2.48, 18.77)
TOF_STD+MTX 9.23 (2.99, 26.31)
TOC_4 (IV) 2.50 (0.64, 8.99)
TOC_8 (V) 5.56 (1.71, 16.71)
TOC_4 (IV)+MTX 4.66 (1.45, 13.42)
TOC_8 (IV)+MTX 7.01 (2.32, 19.53)
GOL_STD (SC)+MTX 11.18 (3.20, 39.33)
GOL_STD (IV)+MTX 5.42 (1.54, 17.90)
INF_STD+MTX 5.17 (1.60, 15.50)
CERTO_STD+MTX 8.87 (3.06, 25.20)
RIT_STD 6.57 (1.27, 33.68)
RIT_STD+MTX 10.09 (2.01, 52.72)
BAR_4+MTX 8.63 (2.77, 25.15)
HD203+MTX -
SB4+MTX 6.40 (2.23, 18.28)
ANBAI+MTX -
CT-P13+MTX 5.55 (1.39, 20.51)
SB2+MTX 4.46 (1.12, 16.22)
SB5+MTX 6.57 (1.80, 22.04)
ZRC-3197+MTX 6.83 (1.62, 26.15)
ABP501+MTX 6.35 (1.76, 20.97)
MTX+HCQ MTX+SSZ 4.21 (1.02, 19.38)
SSZ+HCQ 0.95 (0.15, 6.49)
MTX+SSZ+HCQ 4.65 (1.17, 21.31)
ETN_STD 0.81 (0.12, 5.70)

ETN_STD+MTX

1.68 (0.26, 11.65)

ABA_STD (IV)+MTX

1.92 (0.29, 13.48)

ABA_STD (SC)+MTX

2.02(0.27, 15.12)

ADA_STD+MTX

2.18 (0.33, 14.69)

TOF_STD+MTX

2.85 (0.42, 19.85)

TOC_4 (V)

0.77 (0.10, 6.19)

TOC_8 (IV)

1.70 (0.24, 12.39)

TOC_4 (IV)+MTX

1.43 (0.20, 10.26)

TOC_8 (IV)+MTX

2.15 (0.32, 15.04)

GOL_STD (SC)+MTX

3.48 (0.47, 27.66)

GOL_STD (IV)+MTX

1.67 (0.22, 12.68)

INF_STD+MTX

1.58 (0.23, 11.65)

CERTO_STD+MTX

2.73(0.42, 19.07)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
RIT_STD 2.01 (0.20, 20.93)
RIT_STD+MTX 3.15 (0.31, 32.59)
BAR_4+MTX 2.64 (0.39, 18.49)
HD203+MTX -
SB4+MTX 1.96 (0.27, 15.21)
ANBAI+MTX -
CT-P13+MTX 1.71 (0.22, 14.32)
SB2+MTX 1.37 (0.17, 11.19)
SB5+MTX 2.02 (0.27, 15.53)
ZRC-3197+MTX 2.09 (0.26, 17.67)
ABP501+MTX 1.95 (0.26, 14.84)
SSZ+HCQ MTX+HCQ 0.23 (0.04, 1.20)
MTX+SSZ+HCQ 1.11 (0.34, 3.72)
ETN_STD 0.19 (0.03, 1.09)
ETN_STD+MTX 0.40 (0.07, 2.21)
ABA_STD (IV)+MTX 0.46 (0.08, 2.54)
ABA_STD (SC)+MTX 0.48 (0.07, 2.94)
ADA_STD+MTX 0.52 (0.09, 2.79)
TOF_STD+MTX 0.67 (0.11, 3.81)
TOC_4 (IV) 0.18 (0.03, 1.18)
TOC_8 (IV) 0.40 (0.07, 2.39)
TOC_4 (IV)+MTX 0.34 (0.05, 1.99)
TOC_8 (IV)+MTX 0.51 (0.08, 2.88)
GOL_STD (SC)+MTX 0.82 (0.12, 5.37)
GOL_STD (IV)+MTX 0.40 (0.06, 2.51)
INF_STD+MTX 0.38 (0.06, 2.26)
CERTO_STD+MTX 0.65 (0.11, 3.66)
RIT_STD 0.48 (0.05, 4.12)
RIT_STD+MTX 0.74 (0.08, 6.53)
BAR_4+MTX 0.63 (0.10, 3.57)
HD203+MTX -
SB4+MTX 0.47 (0.07, 3.01)
ANBAI+MTX -
CT-P13+MTX 0.40 (0.086, 2.77)
SB2+MTX 0.32 (0.04, 2.22)
SB5+MTX 0.48 (0.07, 3.05)
ZRC-3197+MTX 0.50 (0.07, 3.39)
ABP501+MTX 0.46 (0.07, 2.84)
MTX+SSZ+HCQ SSZ+HCQ 4.88 (1.53, 16.35)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ETN_STD 0.85 (0.39, 1.87)
ETN_STD+MTX 1.75 (0.91, 3.50)
ABA_STD (IV)+MTX 2.02 (0.83, 4.85)
ABA_STD (SC)+MTX 2.10 (0.70, 6.12)
ADA_STD+MTX 2.28 (0.97, 5.13)
TOF_STD+MTX 2.97 (1.17,7.24)
TOC_4 (IV) 0.81 (0.24, 2.61)
TOC_8(IV) 1.78 (0.66, 4.62)
TOC_4 (IV)+MTX 1.50 (0.56, 3.78)
TOC_8 (IV)+MTX 2.25(0.91, 5.37)
GOL_STD (SC)+MTX 3.61(1.19, 11.13)
GOL_STD (IV)+MTX 1.75 (0.58, 5.12)
INF_STD+MTX 1.66 (0.63, 4.36)
CERTO_STD+MTX 2.86 (1.19, 6.88)
RIT_STD 2.11 (0.46, 10.15)
RIT_STD+MTX 3.26 (0.73, 15.86)
BAR_4+MTX 2.78 (1.08, 6.88)
HD203+MTX -
SB4+MTX 2.05 (0.79, 5.55)
ANBAI+MTX -
CT-P13+MTX 1.78 (0.53, 5.99)
SB2+MTX 1.43 (0.43, 4.69)
SB5+MTX 2.11 (0.69, 6.24)
ZRC-3197+MTX 2.20 (0.62, 7.60)
ABP501+MTX 2.05 (0.66, 5.91)
ETN_STD MTX+SSZ+HCQ 0.17 (0.05, 0.60)

ETN_STD+MTX

0.36 (0.10, 1.20)

ABA_STD (IV)+MTX

0.41 (0.11, 1.41)

ABA_STD (SC)+MTX

0.43 (0.10, 1.69)

ADA_STD+MTX

0.47 (0.13, 1.53)

TOF_STD+MTX

0.61 (0.16, 2.10)

TOC_4 (V)

0.17 (0.04, 0.71)

TOC_8 (IV)

0.36 (0.09, 1.33)

TOC_4 (IV)+MTX

0.31 (0.08, 1.10)

TOC_8 (IV)+MTX

0.46 (0.12, 1.58)

GOL_STD (SC)+MTX

0.74 (0.17, 3.11)

GOL_STD (IV)+MTX

0.36 (0.08, 1.43)

INF_STD+MTX

0.34 (0.08, 1.27)

CERTO_STD+MTX

0.59 (0.16, 2.02)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
RIT_STD 0.43 (0.07, 2.59)
RIT_STD+MTX 0.67 (0.11, 4.03)
BAR_4+MTX 0.57 (0.15, 2.02)
HD203+MTX -
SB4+MTX 0.42 (0.10, 1.72)
ANBAI+MTX -
CT-P13+MTX 0.37 (0.08, 1.64)
SB2+MTX 0.29 (0.06, 1.32)
SB5+MTX 0.43 (0.10, 1.74)
ZRC-3197+MTX 0.45 (0.09, 2.05)
ABP501+MTX 0.42 (0.09, 1.63)
ETN_STD+MTX ETN_STD 2.06 (1.34, 3.32)

ABA_STD (IV)+MTX

2.38 (1.11, 4.96)

ABA_STD (SC)+MTX

2.49 (0.91, 6.41)

ADA_STD+MTX

2.69 (1.32,5.18)

TOF_STD+MTX

3.50 (1.57, 7.44)

TOC_4 (IV)

0.95 (0.32, 2.76)

TOC_8 (IV)

2.11 (0.87, 4.83)

TOC_4 (IV)+MTX

1.77 (0.74, 3.92)

TOC_8 (IV)+MTX

2.65 (1.21, 5.60)

GOL_STD (SC)+MTX

4.24 (1.58, 12.06)

GOL_STD (IV)+MTX

2.07 (0.76, 5.39)

INF_STD+MTX 1.96 (0.82, 4.56)
CERTO_STD+MTX 3.39 (1.60, 7.03)
RIT_STD 2.49 (0.60, 11.05)
RIT_STD+MTX 3.82 (0.93, 17.00)
BAR_4+MTX 3.28 (1.44, 7.11)
HD203+MTX -

SB4+MTX 2.43 (1.06, 5.69)
ANBAI+MTX -

CT-P13+MTX 2.10 (0.69, 6.42)
SB2+MTX 1.69 (0.55, 5.05)
SB5+MTX 2.50 (0.89, 6.61)
ZRC-3197+MTX 2.59 (0.78, 8.23)
ABP501+MTX ETN_STD+MTX 2.42 (0.87, 6.31)

ABA_STD (IV)+MTX

1.16 (0.55, 2.28)

ABA_STD (SC)+MTX

1.20 (0.44, 2.98)

ADA_STD+MTX

1.31 (0.65, 2.37)

TOF_STD+MTX

1.70 (0.77, 3.44)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_4 (IV) 0.46 (0.15, 1.29)
TOC_8 (IV) 1.02 (0.43, 2.24)

TOC_4 (IV)+MTX

0.86 (0.36, 1.81)

TOC_8 (IV)+MTX

1.28 (0.59, 2.56)

GOL_STD (SC)+MTX

2.06 (0.77, 5.54)

GOL_STD (IV)+MTX

1.00 (0.37, 2.53)

INF_STD+MTX 0.95 (0.40, 2.10)
CERTO_STD+MTX 1.63 (0.79, 3.23)
RIT_STD 1.20 (0.29, 5.17)
RIT_STD+MTX 1.85 (0.45, 8.13)
BAR_4+MTX 1.59 (0.70, 3.29)
HD203+MTX -

SB4+MTX 1.17 (0.58, 2.38)
ANBAI+MTX -

CT-P13+MTX 1.02 (0.33, 2.94)
SB2+MTX 0.82 (0.27, 2.32)
SB5+MTX 1.21 (0.43, 3.04)
ZRC-3197+MTX 1.25 (0.39, 3.88)
ABP501+MTX 1.17 (0.42, 2.88)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

1.04 (0.42, 2.53)

ADA_STD+MTX

1.13 (0.64, 1.97)

TOF_STD+MTX

1.47 (0.74, 2.85)

TOC_4 (IV)

0.40 (0.14, 1.10)

TOC_8 (IV)

0.88 (0.41, 1.90)

TOC_4 (IV)+MTX

0.74 (0.35, 1.52)

TOC_8 (IV)+MTX

1.11 (0.57, 2.16)

GOL_STD (SC)+MTX

1.78 (0.72, 4.74)

GOL_STD (IV)+MTX

0.86 (0.35, 2.15)

INF_STD+MTX

0.82 (0.43, 1.58)

CERTO_STD+MTX

1.41 (0.76, 2.73)

RIT_STD

1.05 (0.26, 4.46)

RIT_STD+MTX 1.60 (0.42, 6.95)
BAR_4+MTX 1.37 (0.67, 2.76)
HD203+MTX -

SB4+MTX 1.01 (0.39, 2.89)
ANBAI+MTX -

CT-P13+MTX 0.89 (0.34, 2.30)
SB2+MTX 0.71(0.27, 1.84)
SB5+MTX 1.05 (0.41, 2.62)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ZRC-3197+MTX 1.09 (0.35, 3.33)
ABP501+MTX 1.01 (0.40, 2.49)

ADA_STD+MTX

ABA_STD (SC)+MTX

1.08 (0.54, 2.19)

TOF_STD+MTX

1.42 (0.58, 3.37)

TOC_4 (IV)

0.39 (0.12, 1.25)

TOC_8 (IV)

0.85 (0.32, 2.28)

TOC_4 (IV)+MTX

0.72 (0.27, 1.86)

TOC_8 (IV)+MTX

1.07 (0.43, 2.70)

GOL_STD (SC)+MTX

1.72 (0.58, 5.52)

GOL_STD (IV)+MTX

0.83 (0.28, 2.51)

INF_STD+MTX 0.79 (0.30, 2.14)
CERTO_STD+MTX 1.36 (0.60, 3.25)
RIT_STD 1.01 (0.22, 5.00)
RIT_STD+MTX 1.55 (0.35, 7.71)
BAR_4+MTX 1.32 (0.54, 3.23)
HD203+MTX -

SB4+MTX 0.97 (0.31, 3.38)
ANBAI+MTX -

CT-P13+MTX 0.85 (0.25, 2.91)
SB2+MTX 0.68 (0.20, 2.32)
SB5+MTX 1.00 (0.37, 2.79)
ZRC-3197+MTX 1.04 (0.32, 3.41)
ABP501+MTX 0.97 (0.36, 2.65)
TOF_STD+MTX ADA_STD+MTX 1.31 (0.76, 2.21)
TOC_4 (IV) 0.36 (0.14, 0.92)
TOC_8 (IV) 0.78 (0.39, 1.56)

TOC_4 (IV)+MTX

0.66 (0.34, 1.26)

TOC_8 (IV)+MTX

0.99 (0.56, 1.77)

GOL_STD (SC)+MTX

1.59 (0.68, 4.01)

GOL_STD (IV)+MTX

0.77 (0.33, 1.80)

INF_STD+MTX

0.73(0.37, 1.48)

CERTO_STD+MTX

1.26 (0.80, 2.07)

RIT_STD

0.93 (0.24, 3.79)

RIT_STD+MTX 1.43 (0.38, 6.07)
BAR_4+MTX 1.22 (0.70, 2.14)
HD203+MTX -
SB4+MTX 0.90 (0.36, 2.48)
ANBAI+MTX -
CT-P13+MTX 0.78 (0.29, 2.16)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB2+MTX 0.63 (0.23, 1.70)
SB5+MTX 0.93 (0.45, 1.92)
ZRC-3197+MTX 0.97 (0.37, 2.52)
ABP501+MTX 0.89 (0.44, 1.83)
TOC_4 (V) TOF_STD+MTX 0.27 (0.10, 0.76)
TOC_8(IV) 0.60 (0.27, 1.33)

TOC_4 (IV)+MTX

0.50 (0.23, 1.08)

TOC_8 (IV)+MTX

0.75 (0.38, 1.52)

GOL_STD (SC)+MTX

1.22 (0.47, 3.35)

GOL_STD (IV)+MTX

0.59 (0.23, 1.53)

INF_STD+MTX 0.56 (0.26, 1.25)
CERTO_STD+MTX 0.96 (0.51, 1.88)
RIT_STD 0.71(0.17, 3.10)
RIT_STD+MTX 1.09 (0.28, 4.81)
BAR_4+MTX 0.93 (0.46, 1.92)
HD203+MTX -

SB4+MTX 0.69 (0.26, 2.02)
ANBAI+MTX -

CT-P13+MTX 0.60 (0.21, 1.79)
SB2+MTX 0.48 (0.17, 1.40)
SB5+MTX 0.71(0.29, 1.78)
ZRC-3197+MTX 0.74 (0.25, 2.22)
ABP501+MTX 0.68 (0.28, 1.70)
TOC_8 (IV) TOC_4 (IV) 2.20 (0.89, 5.45)

TOC_4 (IV)+MTX

1.85 (0.74, 4.56)

TOC_8 (IV)+MTX

2.78 (1.18, 6.67)

GOL_STD (SC)+MTX

4.45 (1.38, 15.52)

GOL_STD (IV)+MTX

2.15 (0.66, 7.33)

INF_STD+MTX

2.06 (0.69, 6.15)

CERTO_STD+MTX

3.53 (1.33, 9.99)

RIT_STD

2.63 (0.53, 13.78)

RIT_STD+MTX 4.03 (0.83, 21.33)
BAR_4+MTX 3.43 (1.20, 9.87)
HD203+MTX -

SB4+MTX 2.54 (0.74, 9.58)
ANBAI+MTX -

CT-P13+MTX 2.21 (0.61, 8.22)
SB2+MTX 1.77 (0.49, 6.47)
SB5+MTX 2.61 (0.79, 8.66)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ZRC-3197+MTX 2.71(0.71, 10.56)
ABP501+MTX 2.51 (0.76, 8.26)
TOC_4 (IV)+MTX TOC_8(1V) 0.84 (0.44, 1.58)

TOC_8 (IV)+MTX

1.26 (0.80, 2.00)

GOL_STD (SC)+MTX

2.02 (0.75, 5.84)

GOL_STD (IV)+MTX

0.98 (0.37, 2.69)

INF_STD+MTX 0.93 (0.39, 2.23)
CERTO_STD+MTX 1.60 (0.77, 3.50)
RIT_STD 1.19 (0.27, 5.40)
RIT_STD+MTX 1.82 (0.44, 8.44)
BAR_4+MTX 1.56 (0.69, 3.51)
HD203+MTX -

SB4+MTX 1.15 (0.41, 3.58)
ANBAI+MTX -

CT-P13+MTX 1.00 (0.33, 3.12)
SB2+MTX 0.80 (0.27, 2.48)
SB5+MTX 1.19 (0.43, 3.23)
ZRC-3197+MTX 1.24 (0.37, 4.03)
ABP501+MTX 1.14 (0.42, 3.08)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.49 (0.90, 2.62)

GOL_STD (SC)+MTX

2.41 (0.92, 6.83)

GOL_STD (IV)+MTX

1.16 (0.45, 3.14)

INF_STD+MTX 1.11 (0.49, 2.62)
CERTO_STD+MTX 1.90 (0.95, 4.12)
RIT_STD 1.42 (0.34, 6.39)
RIT_STD+MTX 2.18 (0.53, 9.84)
BAR_4+MTX 1.85 (0.86, 4.16)
HD203+MTX -

SB4+MTX 1.36 (0.50, 4.26)
ANBAI+MTX -

CT-P13+MTX 1.19 (0.40, 3.68)
SB2+MTX 0.96 (0.33, 2.94)
SB5+MTX 1.41 (0.53, 3.83)
ZRC-3197+MTX 1.47 (0.46, 4.76)
ABP501+MTX 1.36 (0.52, 3.68)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.60 (0.64, 4.28)

GOL_STD (IV)+MTX

0.78 (0.31, 1.96)

INF_STD+MTX

0.74 (0.34, 1.61)

CERTO_STD+MTX

1.27 (0.68, 2.46)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
RIT_STD 0.94 (0.23, 4.05)
RIT_STD+MTX 1.45 (0.36, 6.33)
BAR_4+MTX 1.24 (0.60, 2.50)
HD203+MTX -
SB4+MTX 0.91 (0.34, 2.63)
ANBAI+MTX -
CT-P13+MTX 0.80 (0.28, 2.29)
SB2+MTX 0.64 (0.22, 1.82)
SB5+MTX 0.94 (0.37, 2.37)
ZRC-3197+MTX 0.98 (0.32, 2.96)
ABP501+MTX 0.91 (0.36, 2.22)
GOL_STD (IV)+MTX GOL_STD (SC)+MTX 0.49 (0.15, 1.45)
INF_STD+MTX 0.46 (0.16, 1.24)
CERTO_STD+MTX 0.80 (0.30, 1.97)
RIT_STD 0.59 (0.12, 2.78)
RIT_STD+MTX 0.90 (0.19, 4.44)
BAR_4+MTX 0.77 (0.28, 1.96)
HD203+MTX -
SB4+MTX 0.57 (0.17, 1.91)
ANBAI+MTX -
CT-P13+MTX 0.50 (0.14, 1.67)
SB2+MTX 0.40 (0.11, 1.35)
SB5+MTX 0.59 (0.18, 1.78)
ZRC-3197+MTX 0.61 (0.16, 2.20)
ABP501+MTX GOL_STD (IV)+MTX 0.56 (0.18, 1.68)
INF_STD+MTX 0.95 (0.35, 2.55)
CERTO_STD+MTX 1.63 (0.68, 4.11)
RIT_STD 1.21 (0.26, 5.94)
RIT_STD+MTX 1.86 (0.42, 9.19)
BAR_4+MTX 1.59 (0.61, 4.09)
HD203+MTX -
SB4+MTX 1.17 (0.37, 3.97)
ANBAI+MTX -
CT-P13+MTX 1.02 (0.30, 3.49)
SB2+MTX 0.82 (0.24, 2.78)
SB5+MTX 1.21 (0.39, 3.69)
ZRC-3197+MTX 1.25 (0.35, 4.50)
ABP501+MTX 1.17 (0.38, 3.53)

CERTO_STD+MTX

INF_STD+MTX

1.72 (0.82, 3.74)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
RIT_STD 1.27 (0.30, 5.80)
RIT_STD+MTX 1.96 (0.47, 8.99)
BAR_4+MTX 1.67 (0.73, 3.76)
HD203+MTX -
SB4+MTX 1.23 (0.43, 3.84)
ANBAI+MTX -
CT-P13+MTX 1.08 (0.52, 2.20)
SB2+MTX 0.86 (0.42, 1.77)
SB5+MTX 1.28 (0.46, 3.47)
ZRC-3197+MTX 1.32 (0.40, 4.31)
ABP501+MTX 1.23 (0.45, 3.29)
RIT_STD CERTO_STD+MTX 0.73 (0.18, 3.15)
RIT_STD+MTX 1.13 (0.29, 4.93)
BAR_4+MTX 0.97 (0.48, 1.87)
HD203+MTX -
SB4+MTX 0.72 (0.27, 2.01)
ANBAI+MTX -
CT-P13+MTX 0.63 (0.22, 1.75)
SB2+MTX 0.50 (0.17, 1.38)
SB5+MTX 0.74 (0.30, 1.72)
ZRC-3197+MTX 0.77 (0.26, 2.20)
ABP501+MTX 0.71 (0.29, 1.64)
RIT_STD+MTX RIT_STD 1.54 (0.51, 4.78)
BAR_4+MTX 1.32 (0.30, 5.37)
HD203+MTX -
SB4+MTX 0.97 (0.19, 4.84)
ANBAI+MTX -
CT-P13+MTX 0.84 (0.16, 4.25)
SB2+MTX 0.68 (0.13, 3.38)
SB5+MTX 0.99 (0.20, 4.63)
ZRC-3197+MTX 1.04 (0.18, 5.43)
ABP501+MTX 0.96 (0.19, 4.49)
BAR_4+MTX RIT_STD+MTX 0.86 (0.19, 3.40)
HD203+MTX -
SB4+MTX 0.63 (0.12, 3.10)
ANBAI+MTX -
CT-P13+MTX 0.55 (0.10, 2.71)
SB2+MTX 0.44 (0.08, 2.17)
SB5+MTX 0.65 (0.13, 2.92)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ZRC-3197+MTX 0.67 (0.12, 3.50)
ABP501+MTX 0.62 (0.13, 2.82)
HD203+MTX BAR_4+MTX -
SB4+MTX 0.74 (0.27, 2.21)
ANBAI+MTX -
CT-P13+MTX -
SB2+MTX -
SB5+MTX -
ZRC-3197+MTX -
ABP501+MTX -
SB4+MTX HD203+MTX -
ANBAI+MTX -
CT-P13+MTX 0.64 (0.22,1.94)
SB2+MTX 0.51 (0.18, 1.52)
SB5+MTX 0.76 (0.30, 1.90)
ZRC-3197+MTX 0.79 (0.26, 2.41)
ABP501+MTX 0.73 (0.29, 1.79)
ANBAI+MTX SB4+MTX -
CT-P13+MTX 0.87 (0.23, 3.11)
SB2+MTX 0.70 (0.18, 2.45)
SB5+MTX 1.03 (0.29, 3.31)
ZRC-3197+MTX 1.07 (0.27, 4.06)
ABP501+MTX 1.00 (0.28, 3.13)
CT-P13+MTX ANBAI+MTX -
SB2+MTX -
SB5+MTX -
ZRC-3197+MTX -
ABP501+MTX -
SB2+MTX CT-P13+MTX 0.80 (0.29, 2.22)
SB5+MTX 1.18 (0.34, 4.06)
ZRC-3197+MTX 1.23 (0.30, 4.96)
ABP501+MTX 1.14 (0.33, 3.87)
SB5+MTX SB2+MTX 1.48 (0.43, 5.06)
ZRC-3197+MTX 1.53 (0.38, 6.07)
ABP501+MTX 1.42 (0.42, 4.84)
ZRC-3197+MTX SB5+MTX 1.04 (0.31, 3.48)
ABP501+MTX 0.96 (0.35, 2.67)
ABP501+MTX ZRC-3197+MTX 0.93 (0.28, 3.04)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.
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(as supplied by the authors)

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mag/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 14. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Including Only Trials of

Asian Only Participants

Treatment

Comparator

OR (95% Crl)

Placebo

Placebo+MTX

7.74 (1.46, 56.40)

csDMARD+MTX

MTX+SSz

MTX+HCQ

SSZ+HCQ

MTX+SSZ+HCQ

ETN_STD

19.05 (4.39, 119.30)

ETN_STD+MTX

14.47 (4.17, 61.75)

ABA_STD (IV)+MTX

3.77 (1.53, 9.99)

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOF_STD

TOC_4 (IV)

8.21 (2.75, 27.18)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

5.91 (2.71, 13.42)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

2.86 (1.43, 6.16)

INF_STD+MTX

8.88 (2.93, 29.48)

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
BAR_4+MTX 34.45 (6.34, 250.50)
HD203+MTX -
SB4+MTX 8.56 (3.41, 24.33)
ANBAI+MTX 6.37 (1.88, 22.87)
CT-P13+MTX -
SB2+MTX -
SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

csDMARD+MTX Placebo -

MTX+SSZ -

MTX+HCQ -

SSZ+HCQ -

MTX+SSZ+HCQ -

ETN_STD ;

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

GOL_STD (IV)+MTX 3

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

MTX+SSZ csDMARD+MTX -

MTX+HCQ -

SSZ+HCQ -

MTX+SSZ+HCQ -

ETN_STD 2.47 (1.12, 5.45)

ETN_STD+MTX 1.86 (0.19, 16.79)

ABA_STD (IV)+MTX 0.49 (0.05, 3.30)

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) 1.06 (0.11, 8.16)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

0.76 (0.09, 4.81)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

0.37 (0.05, 2.34)

INF_STD+MTX

1.14 (0.12, 8.85)

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

4.48 (1.42, 14.04)

HD203+MTX

SB4+MTX

1.11 (0.12, 7.93)

ANBAI+MTX

0.82 (0.08, 6.82)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

MTX+HCQ

MTX+SSZ

SSZ+HCQ

MTX+SSZ+HCQ

ETN_STD

ETN_STD+MTX

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (V) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX ;

CERTO_STD+MTX ;

CERTO_STD -

RIT_STD ;

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

SSZ+HCQ MTX+HCQ -

MTX+SSZ+HCQ 5

ETN_STD -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (V) -

TOC_8 (IV) -

TOC_4 (IV)+MTX ;

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX ;

CERTO_STD -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
MTX+SSZ+HCQ SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) ;

TOC_8 (IV) -

TOC_4 (IV)+MTX ;

TOC_8 (IV)+MTX ;

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX ;

INF_STD+MTX -

CERTO_STD+MTX 3

CERTO_STD 3

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ZRC-3197+MTX -

ABP501+MTX -

ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX ;

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX 3

CERTO_STD -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

ETN_STD+MTX ETN_STD -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOF_STD -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX ;

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX 3

CERTO_STD -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

0.76 (0.09, 5.76)

ABA_STD (IV)+MTX

ETN_STD+MTX

0.20 (0.03, 1.13)

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOF_STD

TOC_4 (IV)

0.43 (0.05, 2.80)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

0.31 (0.04, 1.64)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

0.15 (0.02, 0.79)

INF_STD+MTX

0.47 (0.06, 3.10)

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.81(0.78, 4.12)

HD203+MTX

SB4+MTX

0.45 (0.05, 2.72)

ANBAI+MTX

0.33 (0.04, 2.37)

CT-P13+MTX

SB2+MTX

SB5+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ZRC-3197+MTX

ABP501+MTX

0.26 (0.05, 1.29)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOF_STD

TOC_4 (V)

0.57 (0.10, 3.16)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

0.41 (0.08, 1.79)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

0.20 (0.04, 0.84)

INF_STD+MTX

0.61 (0.10, 3.53)

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

2.40 (0.27, 23.56)

HD203+MTX

SB4+MTX

0.59 (0.11, 3.02)

ANBAI+MTX

0.44 (0.07, 2.59)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

ABA_STD (SC)+MTX

TOF_STD+MTX

TOF_STD

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

TOF_STD

TOC_4 (IV)

2.18 (0.51, 9.86)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

1.56 (0.45, 5.26)

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

0.76 (0.23, 2.51)

INF_STD+MTX

2.34 (0.53, 10.75)

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

9.14 (1.31, 81.96)

HD203+MTX

SB4+MTX

2.28 (0.59, 9.03)

ANBAI+MTX

1.68 (0.35, 8.09)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

TOF_STD

TOF_STD+MTX

TOC_4 (IV)

0.42 (0.06, 2.75)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)

0.30 (0.05, 1.61)

GOL_STD (SC)+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
GOL_STD (IV)+MTX 0.15 (0.03, 0.76)
INF_STD+MTX 0.46 (0.06, 2.97)

CERTO_STD+MTX -

CERTO_STD -

RIT_STD ;

RIT_STD+MTX -

BAR_4+MTX 1.78 (0.17, 20.69)

HD203+MTX -

SB4+MTX 0.44 (0.07, 2.52)

ANBAI+MTX 0.33 (0.04, 2.27)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_4 (V) TOF_STD -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX 3

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -

CERTO_STD -

RIT_STD ;

RIT_STD+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_8 (IV) TOC 4 (IV) -

TOC_4 (IV)+MTX ;

TOC_8 (IV)+MTX ;

GOL_STD (SC) -

GOL_STD (SC)+MTX ;

GOL_STD (IV)+MTX ;

INF_STD+MTX -

CERTO_STD+MTX 3

CERTO_STD 3

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ZRC-3197+MTX -

ABP501+MTX -

TOC_4 (IV)+MTX TOC 8(IV) -

TOC_8 (IV)+MTX -

GOL_STD (SC) 0.72 (0.17, 2.77)

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX 0.35 (0.09, 1.32)

INF_STD+MTX 1.08 (0.21, 5.54)

CERTO_STD+MTX ;

CERTO_STD -

RIT_STD ;

RIT_STD+MTX -

BAR_4+MTX 4.24 (0.54, 39.83)

HD203+MTX -

SB4+MTX 1.05 (0.23, 4.68)

ANBAI+MTX 0.77 (0.14, 4.13)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

TOC_8 (IV)+MTX TOC_4 (IV)+MTX -

GOL_STD (SC) -

GOL_STD (SC)+MTX )

GOL_STD (IV)+MTX -

INF_STD+MTX -

CERTO_STD+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD -

RIT_STD ;

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ZRC-3197+MTX -

ABP501+MTX -

GOL_STD (SC) TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

GOL_STD (IV)+MTX ;

INF_STD+MTX -

CERTO_STD+MTX 3

CERTO_STD 3

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

ANBAI+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ZRC-3197+MTX

ABP501+MTX

GOL_STD (SC)+MTX

GOL_STD (SC)

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.48 (0.17, 1.47)

INF_STD+MTX

1.50 (0.38, 6.28)

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

5.85 (0.90, 49.53)

HD203+MTX

SB4+MTX

1.45 (0.43, 5.36)

298




(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ANBAI+MTX 1.08 (0.25, 4.85)
CT-P13+MTX -
SB2+MTX -
SB5+MTX -

ZRC-3197+MTX

ABP501+MTX

INF_STD+MTX

GOL_STD (IV)+MTX

CERTO_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

3.10 (0.80, 12.37)

CERTO_STD+MTX

INF_STD+MTX

CERTO_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

12.18 (1.86, 96.68)

HD203+MTX

SB4+MTX

3.01(0.88, 10.32)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ANBAI+MTX 2.23(0.80, 6.10)
CT-P13+MTX -
SB2+MTX -
SB5+MTX -

ZRC-3197+MTX

ABP501+MTX

CERTO_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

3.90 (0.50, 37.55)

HD203+MTX

SB4+MTX

0.97 (0.21, 4.42)

ANBAI+MTX

0.72 (0.13, 4.02)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

RIT_STD

CERTO_STD

RIT_STD+MTX

SAR_200

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

RIT_STD+MTX

RIT_STD

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

SB4+MTX

0.60 (0.10, 3.31)

ANBAI+MTX

0.44 (0.06, 2.89)

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment Comparator

OR (95% Crl)

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

SB4+MTX HD203+MTX

0.25 (0.03, 1.81)

ANBAI+MTX

0.18 (0.02, 1.53)

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ANBAI+MTX SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

0.74 (0.15, 3.69)

CT-P13+MTX ANBAI+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

SB2+MTX CT-P13+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

SB5+MTX SB2+MTX

ZRC-3197+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX -
ZRC-3197+MTX SB5+MTX -
ABP501+MTX -
ABP501+MTX ZRC-3197+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 15. Sensitivity Analysis Results, ACR50 (MTX as a Common Comparator) — Exclude Triple csDMARD

Therapy Trials Published Before 2000

Treatment Comparator OR (95% Crl)
csDMARD+MTX Placebo+MTX 1.18 (0.50, 3.25)
MTX+SSZ -
MTX+HCQ ;
SSZ+HCQ 2.75 (0.95, 9.25)
MTX+SSZ+HCQ -
ETN_STD 1.91 (0.98, 4.15)

ETN_STD+MTX

4.38 (2.40, 9.37)

ABA_STD (IV)+MTX

4.15 (2.59, 6.88)

ABA_STD (SC)+MTX

3.68 (1.49, 9.12)

ADA_STD+MTX

3.99 (2.83, 5.66)

TOF_STD+MTX

5.81 (3.47, 9.95)

TOC_4 (IV)

1.52 (0.56, 3.98)

TOC_8 (IV)

3.81 (2.11, 6.93)

TOC_4 (IV)+MTX

2.71 (1.41, 5.14)

TOC_8 (IV)+MTX

4.31 (2.60, 7.26)

GOL_STD (SC)+MTX

5.98 (3.26, 11.30)

GOL_STD (IV)+MTX

2.93 (1.20, 7.29)

INF_STD+MTX

3.02 (1.80, 5.18)

CERTO_STD+MTX

5.35 (3.40, 8.72)

RIT_STD 3.56 (0.91, 15.82)
RIT_STD+MTX 5.53 (1.45, 23.69)
BAR_4+MTX 5.48 (3.16, 9.97)
HD203+MTX 7.89 (2.63, 27.66)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
SB4+MTX 5.12 (1.88, 16.46)
ANBAI+MTX 8.63 (3.01, 26.74)
CT-P13+MTX 4.16 (1.81, 10.16)
SB2+MTX 2.62 (0.95, 7.21)
SB5+MTX 3.75 (1.48, 9.48)
ZRC-3197+MTX 3.87 (1.27, 11.88)
ABP501+MTX 3.58(1.42, 9.05)
MTX+SSZ csDMARD+MTX -
MTX+HCQ ;
SSZ+HCQ 2.33(0.76, 7.13)
MTX+SSZ+HCQ -
ETN_STD 1.62 (0.69, 3.63)

ETN_STD+MTX

3.72 (1.94, 7.04)

ABA_STD (IV)+MTX

3.51 (1.17, 9.40)

ABA_STD (SC)+MTX

3.13 (0.77, 10.65)

ADA_STD+MTX

3.39 (1.15, 8.59)

TOF_STD+MTX

4.92 (1.60, 13.54)

TOC_4 (IV)

1.28 (0.31, 4.66)

TOC_8 (IV)

3.23(1.00, 9.15)

TOC_4 (IV)+MTX

2.30 (0.67, 6.65)

TOC_8 (IV)+MTX

3.65 (1.18, 9.93)

GOL_STD (SC)+MTX

5.07 (1.55, 14.72)

GOL_STD (IV)+MTX

2.49 (0.63, 8.58)

INF_STD+MTX

2.57 (0.83, 6.99)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
CERTO_STD+MTX 4.54 (1.52, 12.05)
RIT_STD 3.03 (0.54, 16.71)
RIT_STD+MTX 4.68 (0.87, 25.33)
BAR_4+MTX 4.66 (1.49, 13.13)
HD203+MTX 6.69 (2.11, 21.16)
SB4+MTX 4.37 (1.50, 12.68)
ANBAI+MTX 7.34 (1.69, 29.34)
CT-P13+MTX 3.55(0.96, 11.74)
SB2+MTX 2.24 (0.51, 8.13)
SB5+MTX 3.20 (0.78, 11.02)
ZRC-3197+MTX 3.28 (0.71, 13.17)
ABP501+MTX 3.04 (0.74, 10.39)
MTX+HCQ MTX+SSZ -
SSZ+HCQ -
MTX+SSZ+HCQ ;
ETN_STD -

ETN_STD+MTX

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

SSZ+HCQ

MTX+HCQ

MTX+SSZ+HCQ

ETN_STD

ETN_STD+MTX

ABA_STD (IV)+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

307




(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

MTX+SSZ+HCQ

SSZ+HCQ

ETN_STD

0.69 (0.24, 1.97)

ETN_STD+MTX

1.59 (0.64, 3.97)

ABA_STD (IV)+MTX

1.51 (0.42, 4.89)

ABA_STD (SC)+MTX

1.34 (0.28, 5.39)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ADA_STD+MTX 1.45 (0.41, 4.50)
TOF_STD+MTX 2.11 (0.57, 6.90)
TOC_4 (IV) 0.55 (0.11, 2.34)
TOC_8(IV) 1.38 (0.36, 4.70)
TOC_4 (IV)+MTX 0.98 (0.25, 3.39)
TOC_8 (IV)+MTX 1.57 (0.42, 5.16)
GOL_STD (SC)+MTX 2.18 (0.56, 7.52)
GOL_STD (IV)+MTX 1.06 (0.24, 4.31)
INF_STD+MTX 1.10 (0.30, 3.58)
CERTO_STD+MTX 1.95 (0.54, 6.24)
RIT_STD 1.30 (0.20, 8.06)
RIT_STD+MTX 2.01 (0.33, 12.32)
BAR_4+MTX 2.00 (0.53, 6.75)
HD203+MTX 2.87 (0.77, 10.64)
SB4+MTX 1.87 (0.54, 6.47)
ANBAI+MTX 3.14 (0.62, 14.24)
CT-P13+MTX 1.52 (0.35, 5.91)
SB2+MTX 0.96 (0.19, 4.06)
SB5+MTX 1.36 (0.29, 5.61)
ZRC-3197+MTX 1.40 (0.27, 6.49)
ABP501+MTX 1.30 (0.27, 5.17)
ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX

ABA_STD (IV)+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

GOL_STD (IV)+MTX

INF_STD+MTX

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

ANBAI+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ZRC-3197+MTX

ABP501+MTX

ETN_STD+MTX

ETN_STD

2.29 (1.38, 3.99)

ABA_STD (IV)+MTX

2.18 (0.89, 4.95)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABA_STD (SC)+MTX

1.93 (0.56, 5.84)

ADA_STD+MTX

2.09 (0.89, 4.44)

TOF_STD+MTX

3.03 (1.20, 7.13)

TOC_4 (IV)

0.79 (0.22, 2.54)

TOC_8 (IV)

1.99 (0.75, 4.85)

TOC_4 (IV)+MTX

1.42 (0.51, 3.54)

TOC_8 (IV)+MTX

2.26 (0.89, 5.21)

GOL_STD (SC)+MTX

3.13 (1.16, 7.82)

GOL_STD (IV)+MTX

1.54 (0.46, 4.67)

INF_STD+MTX

1.58 (0.62, 3.70)

CERTO_STD+MTX

2.81 (1.14, 6.36)

RIT_STD 1.87 (0.38, 9.40)
RIT_STD+MTX 2.88 (0.61, 14.14)
BAR_4+MTX 2.87 (1.11, 6.96)
HD203+MTX 4.15 (1.41, 12.58)
SB4+MTX 2.69 (1.02, 7.49)
ANBAI+MTX 4.52 (1.20, 16.30)
CT-P13+MTX 2.18 (0.70, 6.44)
SB2+MTX 1.37 (0.38, 4.45)
SB5+MTX 1.97 (0.57, 6.04)

ZRC-3197+MTX

2.02 (0.51, 7.34)

ABP501+MTX

ETN_STD+MTX

1.87 (0.54, 5.69)

ABA_STD (IV)+MTX

0.95 (0.39, 2.02)

ABA_STD (SC)+MTX

0.85 (0.25, 2.42)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ADA_STD+MTX

0.91 (0.39, 1.82)

TOF_STD+MTX

1.32 (0.53, 2.94)

TOC_4 (IV)

0.34 (0.10, 1.07)

TOC_8 (IV)

0.87 (0.33, 2.01)

TOC_4 (IV)+MTX

0.62 (0.22, 1.47)

TOC_8 (IV)*MTX

0.99 (0.39, 2.16)

GOL_STD (SC)+MTX

1.36 (0.51, 3.22)

GOL_STD (IV)+MTX

0.67 (0.20, 1.96)

INF_STD+MTX

0.69 (0.28, 1.52)

CERTO_STD+MTX

1.23 (0.51, 2.61)

RIT_STD 0.81 (0.17, 4.05)
RIT_STD+MTX 1.26 (0.27, 6.09)
BAR_4+MTX 1.26 (0.49, 2.84)
HD203+MTX 1.80 (0.69, 4.66)
SB4+MTX 1.18 (0.50, 2.73)
ANBAI+MTX 1.97 (0.53, 6.86)
CT-P13+MTX 0.95 (0.31, 2.66)
SB2+MTX 0.60 (0.17, 1.86)
SB5+MTX 0.86 (0.25, 2.53)

ZRC-3197+MTX

0.88 (0.22, 3.05)

ABP501+MTX

0.82 (0.23, 2.38)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.89 (0.31, 2.45)

ADA_STD+MTX

0.96 (0.52, 1.72)

TOF_STD+MTX

1.40 (0.68, 2.83)

312




(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
TOC_4 (IV) 0.37 (0.12, 1.06)
TOC_8 (V) 0.92 (0.42, 1.96)

TOC_4 (IV)+MTX

0.65 (0.28, 1.43)

TOC_8 (IV)+MTX

1.04 (0.51, 2.09)

GOL_STD (SC)+MTX

1.44 (0.65, 3.16)

GOL_STD (IV)+MTX

0.71 (0.25, 1.95)

INF_STD+MTX

0.73 (0.38, 1.36)

CERTO_STD+MTX

1.29 (0.65, 2.52)

RIT_STD 0.86 (0.20, 4.08)
RIT_STD+MTX 1.33(0.32, 6.01)
BAR_4+MTX 1.33(0.62, 2.80)
HD203+MTX 1.90 (0.57, 7.05)
SB4+MTX 1.24 (0.40, 4.32)
ANBAI+MTX 2.09 (0.64, 7.01)
CT-P13+MTX 1.00 (0.40, 2.55)
SB2+MTX 0.63 (0.21, 1.82)
SB5+MTX 0.90 (0.31, 2.53)

ZRC-3197+MTX

0.93 (0.27, 3.10)

ABP501+MTX

0.86 (0.30, 2.41)

ADA_STD+MTX

ABA_STD (SC)+MTX

1.08 (0.47, 2.51)

TOF_STD+MTX

1.58 (0.57, 4.41)

TOC_4 (IV)

0.41 (0.11, 1.53)

TOC_8 (IV)

1.04 (0.35, 3.10)

TOC_4 (IV)+MTX

0.74 (0.24, 2.21)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)+MTX

1.17 (0.41, 3.34)

GOL_STD (SC)+MTX

1.63 (0.54, 4.90)

GOL_STD (IV)+MTX

0.80 (0.22, 2.91)

INF_STD+MTX

0.82 (0.29, 2.37)

CERTO_STD+MTX

1.45 (0.55, 3.97)

RIT_STD 0.98 (0.19, 5.45)
RIT_STD+MTX 1.51 (0.30, 8.20)
BAR_4+MTX 1.49 (0.55, 4.30)
HD203+MTX 2.13 (0.53, 10.29)
SB4+MTX 1.39 (0.37, 6.20)
ANBAI+MTX 2.35 (0.59, 10.00)
CT-P13+MTX 1.13(0.33, 4.06)
SB2+MTX 0.71(0.18, 2.78)
SB5+MTX 1.02 (0.31, 3.37)

ZRC-3197+MTX

1.05 (0.27, 4.03)

ABP501+MTX

0.97 (0.29, 3.20)

TOF_STD+MTX

ADA_STD+MTX

1.45 (0.82, 2.62)

TOC_4 (IV)

0.38 (0.13, 1.06)

TOC_8 (IV)

0.95 (0.48, 1.90)

TOC_4 (IV)+MTX

0.68 (0.32, 1.40)

TOC_8 (IV)+MTX

1.08 (0.58, 2.02)

GOL_STD (SC)+MTX

1.50 (0.74, 3.07)

GOL_STD (IV)+MTX

0.74 (0.28, 1.95)

INF_STD+MTX

0.76 (0.40, 1.44)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

1.34 (0.81, 2.30)

RIT_STD 0.89 (0.22, 4.12)
RIT_STD+MTX 1.39 (0.35, 6.05)
BAR_4+MTX 1.37 (0.76, 2.59)
HD203+MTX 1.98 (0.62, 7.26)
SB4+MTX 1.29 (0.45, 4.38)
ANBAI+MTX 2.16 (0.71, 7.05)
CT-P13+MTX 1.04 (0.42, 2.72)
SB2+MTX 0.66 (0.22, 1.92)
SB5+MTX 0.94 (0.39, 2.22)

ZRC-3197+MTX

0.97 (0.34, 2.81)

ABP501+MTX 0.89 (0.38, 2.11)
TOC_4 (IV) TOF_STD+MTX 0.26 (0.08, 0.77)
TOC_8 (IV) 0.66 (0.29, 1.46)

TOC_4 (IV)+MTX

0.47 (0.20, 1.05)

TOC_8 (IV)+MTX

0.74 (0.35, 1.55)

GOL_STD (SC)+MTX

1.03 (0.46, 2.31)

GOL_STD (IV)+MTX

0.50 (0.18, 1.44)

INF_STD+MTX

0.52 (0.25, 1.09)

CERTO_STD+MTX

0.92 (0.46, 1.85)

RIT_STD 0.62 (0.14, 2.94)
RIT_STD+MTX 0.95 (0.22, 4.47)
BAR_4+MTX 0.95 (0.44, 2.05)
HD203+MTX 1.36 (0.40, 5.14)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
SB4+MTX 0.88 (0.28, 3.16)
ANBAI+MTX 1.49 (0.46, 5.06)
CT-P13+MTX 0.72 (0.27, 2.01)
SB2+MTX 0.45 (0.15, 1.39)
SB5+MTX 0.64 (0.23, 1.81)
ZRC-3197+MTX 0.67 (0.20, 2.22)
ABP501+MTX 0.61 (0.22, 1.71)
TOC_8(IV) TOC 4 (IV) 2.51 (0.97, 6.84)

TOC_4 (IV)+MTX

1.79 (0.65, 4.96)

TOC_8 (IV)+MTX

2.85 (1.12, 7.56)

GOL_STD (SC)+MTX

3.96 (1.26, 12.88)

GOL_STD (IV)+MTX

1.94 (0.52, 7.41)

INF_STD+MTX

1.99 (0.67, 6.20)

CERTO_STD+MTX

3.53 (1.22, 10.78)

RIT_STD 2.38 (0.45, 13.89)
RIT_STD+MTX 3.68 (0.69, 20.72)
BAR_4+MTX 3.63 (1.20, 11.51)
HD203+MTX 5.28 (1.21, 25.97)
SB4+MTX 3.42 (0.84, 15.85)
ANBAI+MTX 5.74 (1.36, 25.64)
CT-P13+MTX 2.76 (0.76, 10.56)
SB2+MTX 1.73 (0.43, 7.13)
SB5+MTX 2.48 (0.65, 9.61)

ZRC-3197+MTX

2.56 (0.58, 11.31)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ABP501+MTX 2.36 (0.62, 9.12)
TOC_4 (IV)+MTX TOC_8 (IV) 0.71 (0.34, 1.43)

TOC_8 (IV)*MTX

1.13 (0.69, 1.86)

GOL_STD (SC)+MTX

1.57 (0.67, 3.74)

GOL_STD (IV)+MTX

0.77 (0.26, 2.26)

INF_STD+MTX

0.79 (0.36, 1.77)

CERTO_STD+MTX

1.40 (0.67, 3.02)

RIT_STD 0.94 (0.21, 4.59)
RIT_STD+MTX 1.46 (0.33, 6.90)
BAR_4+MTX 1.44 (0.64, 3.37)
HD203+MTX 2.07 (0.59, 8.26)
SB4+MTX 1.34 (0.43, 5.02)
ANBAI+MTX 2.28 (0.67, 8.10)
CT-P13+MTX 1.10 (0.39, 3.16)
SB2+MTX 0.69 (0.21, 2.21)
SB5+MTX 0.98 (0.33, 2.95)

ZRC-3197+MTX

1.01 (0.29, 3.59)

ABP501+MTX

0.94 (0.31, 2.79)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.59 (0.87, 3.01)

GOL_STD (SC)+MTX

2.22 (0.90, 5.50)

GOL_STD (IV)+MTX

1.08 (0.37, 3.33)

INF_STD+MTX

1.11 (0.49, 2.61)

CERTO_STD+MTX

1.97 (0.91, 4.50)

RIT_STD

1.33(0.29, 6.71)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

RIT_STD+MTX 2.05 (0.46, 9.99)
BAR_4+MTX 2.03 (0.88, 4.97)
HD203+MTX 2.92 (0.82, 12.04)
SB4+MTX 1.90 (0.59, 7.41)
ANBAI+MTX 3.19 (0.93, 11.87)
CT-P13+MTX 1.54 (0.54, 4.65)
SB2+MTX 0.97 (0.30, 3.25)
SB5+MTX 1.38 (0.45, 4.31)

ZRC-3197+MTX

1.42 (0.39, 5.24)

ABP501+MTX

1.32 (0.43, 4.06)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.39 (0.62, 3.12)

GOL_STD (IV)+MTX

0.68 (0.24, 1.91)

INF_STD+MTX

0.70 (0.34, 1.47)

CERTO_STD+MTX

1.24 (0.63, 2.50)

RIT_STD 0.83 (0.19, 3.96)
RIT_STD+MTX 1.28 (0.31, 5.97)
BAR_4+MTX 1.27 (0.60, 2.80)
HD203+MTX 1.83 (0.55, 7.06)
SB4+MTX 1.19 (0.39, 4.28)
ANBAI+MTX 2.00 (0.61, 6.95)
CT-P13+MTX 0.96 (0.36, 2.67)
SB2+MTX 0.61 (0.20, 1.87)
SB5+MTX 0.87 (0.30, 2.49)

ZRC-3197+MTX

0.89 (0.26, 3.06)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

0.83 (0.29, 2.38)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.49 (0.16, 1.46)

INF_STD+MTX

0.50 (0.22, 1.14)

CERTO_STD+MTX

0.89 (0.41, 1.96)

RIT_STD 0.60 (0.13, 2.97)
RIT_STD+MTX 0.92 (0.21, 4.46)
BAR_4+MTX 0.92 (0.40, 2.12)
HD203+MTX 1.32 (0.38, 5.29)
SB4+MTX 0.86 (0.26, 3.19)
ANBAI+MTX 1.44 (0.42, 5.17)
CT-P13+MTX 0.70 (0.24, 2.02)
SB2+MTX 0.44 (0.13, 1.43)
SB5+MTX 0.62 (0.21, 1.90)

ZRC-3197+MTX

0.64 (0.18, 2.31)

ABP501+MTX

GOL_STD (IV)+MTX

0.60 (0.19, 1.81)

INF_STD+MTX

1.03 (0.36, 2.91)

CERTO_STD+MTX

1.82 (0.66, 5.06)

RIT_STD 1.22 (0.24, 6.95)
RIT_STD+MTX 1.88 (0.37, 10.33)
BAR_4+MTX 1.87 (0.65, 5.51)
HD203+MTX 2.69 (0.66, 12.54)
SB4+MTX 1.74 (0.46, 7.72)
ANBAI+MTX 2.95 (0.74, 12.38)
CT-P13+MTX 1.41 (0.42, 5.01)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
SB2+MTX 0.89 (0.23, 3.44)
SB5+MTX 1.28 (0.35, 4.62)
ZRC-3197+MTX 1.32 (0.31, 5.56)
ABP501+MTX 1.21 (0.34, 4.39)
CERTO_STD+MTX INF_STD+MTX 1.77 (0.87, 3.63)

RIT_STD 1.18 (0.28, 5.73)
RIT_STD+MTX 1.83 (0.44, 8.52)
BAR_4+MTX 1.82 (0.84, 3.98)
HD203+MTX 2.62 (0.77, 10.03)
SB4+MTX 1.70 (0.54, 6.11)
ANBAI+MTX 2.86 (0.87, 9.90)
CT-P13+MTX 1.38 (0.71, 2.76)
SB2+MTX 0.87 (0.37, 2.03)
SB5+MTX 1.24 (0.42, 3.60)

ZRC-3197+MTX

1.28 (0.37, 4.43)

ABP501+MTX 1.18 (0.40, 3.40)
RIT_STD CERTO_STD+MTX 0.67 (0.16, 3.15)
RIT_STD+MTX 1.03 (0.25, 4.70)
BAR_4+MTX 1.03 (0.50, 2.13)
HD203+MTX 1.48 (0.44, 5.53)
SB4+MTX 0.96 (0.32, 3.34)
ANBAI+MTX 1.61 (0.50, 5.43)
CT-P13+MTX 0.78 (0.29, 2.10)
SB2+MTX 0.49 (0.16, 1.48)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)

SB5+MTX 0.70 (0.25, 1.88)
ZRC-3197+MTX 0.72 (0.22, 2.34)
ABP501+MTX 0.67 (0.24, 1.80)
RIT_STD+MTX RIT_STD 1.54 (0.47,5.21)
BAR_4+MTX 1.53 (0.32, 6.87)
HD203+MTX 2.22 (0.35, 14.48)
SB4+MTX 1.44 (0.24, 8.83)
ANBAI+MTX 2.43 (0.39, 14.18)
CT-P13+MTX 1.16 (0.22, 6.01)
SB2+MTX 0.73 (0.12, 4.03)
SB5+MTX 1.04 (0.19, 5.46)
ZRC-3197+MTX 1.07 (0.17, 6.33)
ABP501+MTX 0.99 (0.18, 5.18)
BAR_4+MTX RIT_STD+MTX 0.99 (0.22, 4.34)
HD203+MTX 1.43 (0.23, 8.94)
SB4+MTX 0.93(0.16, 5.61)
ANBAI+MTX 1.55 (0.26, 9.07)
CT-P13+MTX 0.75 (0.14, 3.76)
SB2+MTX 0.47 (0.08, 2.52)
SB5+MTX 0.67 (0.12, 3.47)
ZRC-3197+MTX 0.69 (0.12, 3.95)
ABP501+MTX 0.64 (0.12, 3.31)
HD203+MTX BAR_4+MTX 1.44 (0.42, 5.53)
SB4+MTX 0.93 (0.29, 3.35)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
ANBAI+MTX 1.58 (0.47, 5.45)
CT-P13+MTX 0.76 (0.28, 2.14)
SB2+MTX 0.48 (0.15, 1.50)
SB5+MTX 0.68 (0.23, 1.92)
ZRC-3197+MTX 0.71 (0.20, 2.35)
ABP501+MTX 0.65 (0.22, 1.82)
SB4+MTX HD203+MTX 0.65 (0.18, 2.35)
ANBAI+MTX 1.10 (0.21, 5.10)
CT-P13+MTX 0.53(0.12, 2.14)
SB2+MTX 0.33(0.07, 1.44)
SB5+MTX 0.48 (0.10, 1.97)
ZRC-3197+MTX 0.49 (0.09, 2.32)
ABP501+MTX 0.46 (0.09, 1.86)
ANBAI+MTX SB4+MTX 1.68 (0.35, 7.40)
CT-P13+MTX 0.81 (0.19, 3.01)
SB2+MTX 0.51 (0.11, 2.07)
SB5+MTX 0.73(0.16, 2.82)
ZRC-3197+MTX 0.75 (0.15, 3.34)
ABP501+MTX 0.70 (0.15, 2.67)
CT-P13+MTX ANBAI+MTX 0.48 (0.12, 1.94)
SB2+MTX 0.30 (0.07, 1.31)
SB5+MTX 0.43 (0.10, 1.79)

ZRC-3197+MTX

0.45 (0.09, 2.09)

ABP501+MTX

0.41 (0.10, 1.69)
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(as supplied by the authors)

Treatment Comparator OR (95% Cirl)
SB2+MTX CT-P13+MTX 0.63 (0.21, 1.84)
SB5+MTX 0.90 (0.24, 3.13)
ZRC-3197+MTX 0.93 (0.22, 3.76)
ABP501+MTX 0.86 (0.24, 2.95)
SB5+MTX SB2+MTX 1.43 (0.36, 5.62)
ZRC-3197+MTX 1.47 (0.32, 6.62)
ABP501+MTX 1.36 (0.35, 5.33)
ZRC-3197+MTX SB5+MTX 1.03 (0.27, 4.05)
ABP501+MTX 0.95 (0.28, 3.19)
ABP501+MTX ZRC-3197+MTX 0.92 (0.24, 3.60)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 =
etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar
infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg; SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD =
standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of
adalimumab.
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(as supplied by the authors)

Table 16. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — All Treatment Doses

Treatment Reference OR (95% Cirl)
csDMARD+MTX Placebo+MTX 2.09 (0.61, 7.26)
SSZ+HCQ 0.41 (0.09, 1.48)
MTX+SSZ+HCQ 0.40 (0.08, 1.39)
ETN_STD 0.79 (0.47, 1.51)

ETN_STD+MTX

0.67 (0.38, 1.18)

ABA_STD (IV)+MTX

0.74 (0.36, 1.44)

ADA_STD+MTX

1.54 (0.84, 3.43)

TOF_STD+MTX

2.00 (1.00, 3.87)

TOC_4 (IV)

1.13 (0.33, 4.34)

TOC_8 (IV)

0.92 (0.41, 2.50)

TOC_4 (IV)+MTX

1.32(0.32, 5.04)

TOC_8 (IV)+MTX

1.33(0.47, 4.07)

GOL_STD (SC)+MTX

1.24 (0.33, 4.16)

INF_STD+MTX

1.43(0.74, 2.59)

INF_STD

1.73 (0.09, 32.95)

CERTO_STD+MTX

1.19 (0.42, 3.33)

RIT_STD 1.16 (0.13, 13.25)
RIT_STD+MTX 0.39 (0.02, 7.08)
BAR_4+MTX 0.30 (0.01, 1.54)
HD203+MTX 0.61 (0.21, 1.83)
SB4+MTX 0.53 (0.20, 1.39)
CT-P13+MTX 1.22 (0.51, 2.96)
SB2+MTX 3.25 (1.12, 9.84)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB5+MTX 0.24 (0.03, 2.17)
ABP501+MTX 4.41 (0.66, 23.69)
SSZ+HCQ csDMARD+MTX 0.19 (0.02, 1.00)
MTX+SSZ+HCQ 0.18 (0.03, 0.95)
ETN_STD 0.39 (0.12, 1.08)

ETN_STD+MTX

0.33 (0.11, 0.81)

ABA_STD (IV)+MTX

0.34 (0.09, 1.50)

ADA_STD+MTX

0.72 (0.17, 3.27)

TOF_STD+MTX

0.94 (0.22, 4.21)

TOC_4 (V)

0.53 (0.10, 3.32)

TOC_8 (IV)

0.42 (0.09, 1.94)

TOC_4 (IV)+MTX

0.62 (0.11, 3.58)

TOC_8 (IV)+MTX

0.64 (0.12, 2.85)

GOL_STD (SC)+MTX

0.63 (0.09, 2.85)

INF_STD+MTX

0.66 (0.17, 2.81)

INF_STD

0.86 (0.05, 13.92)

CERTO_STD+MTX

0.56 (0.11, 2.68)

RIT_STD 0.50 (0.05, 8.58)
RIT_STD+MTX 0.17 (0.01, 4.18)
BAR_4+MTX 0.15 (0.01, 0.97)
HD203+MTX 0.29 (0.07, 1.07)
SB4+MTX 0.25 (0.07, 0.92)
CT-P13+MTX 0.57 (0.13, 2.64)
SB2+MTX 1.51 (0.28, 8.30)

325




(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB5+MTX 0.11 (0.01, 2.44)
ABP501+MTX 1.93 (0.25, 15.88)
MTX+SSZ+HCQ SSZ+HCQ 0.96 (0.19, 5.21)
ETN_STD 1.91 (0.52, 11.78)

ETN_STD+MTX

1.58 (0.47, 9.80)

ABA_STD (IV)+MTX

1.84 (0.41, 10.06)

ADA_STD+MTX

3.67 (1.04, 23.69)

TOF_STD+MTX

4.91 (1.22, 25.36)

TOC_4 (IV)

2.56 (0.50, 21.01)

TOC_8 (IV)

2.16 (0.46, 14.78)

TOC_4 (IV)+MTX

2.92 (0.61, 29.58)

TOC_8 (IV)+MTX

3.17 (0.64, 23.45)

GOL_STD (SC)+MTX

3.06 (0.61, 19.03)

INF_STD+MTX

3.48 (0.84, 18.80)

INF_STD

4.62 (0.22, 111.94)

CERTO_STD+MTX

2.99 (0.62, 20.01)

RIT_STD 2.65 (0.32, 48.42)
RIT_STD+MTX 0.95 (0.04, 30.14)
BAR_4+MTX 0.70 (0.03, 6.63)
HD203+MTX 1.50 (0.29, 9.87)
SB4+MTX 1.23 (0.29, 8.66)
CT-P13+MTX 2.97 (0.63, 18.49)
SB2+MTX 7.96 (1.50, 51.99)
SB5+MTX 0.58 (0.06, 8.26)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
ABP501+MTX 10.18 (1.16, 114.89)
ETN_STD MTX+SSZ+HCQ 1.99 (0.52, 10.84)
ETN_STD+MTX 1.68 (0.43, 9.12)
ABA_STD (IV)+MTX 1.87 (0.42, 11.21)
ADA_STD+MTX 3.94 (1.02, 23.36)
TOF_STD+MTX 5.38 (1.13, 25.23)
TOC_4 (IV) 2.78 (0.41, 23.78)
TOC_8(IV) 2.52 (0.43, 13.59)
TOC_4 (IV)*MTX 3.64 (0.50, 24.51)
TOC_8 (IV)+MTX 3.38 (0.54, 23.31)
GOL_STD (SC)+MTX 3.22(0.58, 18.77)
INF_STD+MTX 3.60 (0.87, 17.01)
INF_STD 4.21 (0.20, 116.40)
CERTO_STD+MTX 3.15(0.63, 20.11)
RIT_STD 3.08 (0.22, 39.53)
RIT_STD+MTX 1.03 (0.03, 22.83)
BAR_4+MTX 0.85 (0.04, 9.36)
HD203+MTX 1.50 (0.32, 9.97)
SB4+MTX 1.30 (0.26, 8.82)
CT-P13+MTX 3.09 (0.67, 16.96)
SB2+MTX 8.38 (1.55, 51.68)
SB5+MTX 0.64 (0.04, 8.47)
ABP501+MTX 10.94 (1.38, 100.18)
ETN_STD+MTX ETN_STD 0.83 (0.49, 1.43)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

ABA_STD (IV)+MTX

0.91 (0.36, 2.17)

ADA_STD+MTX

1.89 (0.80, 5.18)

TOF_STD+MTX

2.56 (0.94, 6.22)

TOC_4 (IV)

1.38 (0.35, 6.65)

TOC_8 (IV)

1.15 (0.40, 3.66)

TOC_4 (IV)+MTX

1.65 (0.35, 7.62)

TOC_8 (IV)+MTX

1.68 (0.45, 5.78)

GOL_STD (SC)+MTX

1.57 (0.38, 4.94)

INF_STD+MTX

1.75 (0.74, 3.93)

INF_STD

2.13 (0.13, 38.28)

CERTO_STD+MTX

1.50 (0.47, 4.40)

RIT_STD 1.40 (0.16, 16.12)
RIT_STD+MTX 0.49 (0.02, 8.27)
BAR_4+MTX 0.39 (0.02, 2.23)
HD203+MTX 0.76 (0.27, 2.19)
SB4+MTX 0.65 (0.23, 1.67)
CT-P13+MTX 1.52 (0.56, 3.94)
SB2+MTX 4.18 (1.13, 13.90)
SB5+MTX 0.30 (0.03, 3.66)
ABP501+MTX 5.34 (0.88, 30.30)

ABA_STD (IV)+MTX

ETN_STD+MTX

1.08 (0.43, 2.76)

ADA_STD+MTX

2.24 (0.99, 6.21)

TOF_STD+MTX

3.02 (1.16, 7.57)

TOC_4 (IV)

1.66 (0.44, 7.61)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

TOC_8 (IV)

1.34 (0.48, 4.34)

TOC_4 (IV)+MTX

1.98 (0.44, 8.41)

TOC_8 (IV)*MTX

1.95 (0.58, 6.55)

GOL_STD (SC)+MTX

1.84 (0.41, 6.26)

INF_STD+MTX

2.10 (0.87, 4.74)

INF_STD

2.51 (0.14, 40.85)

CERTO_STD+MTX

1.77 (0.56, 5.23)

RIT_STD 1.69 (0.19, 19.26)
RIT_STD+MTX 0.58 (0.03, 10.56)
BAR_4+MTX 0.47 (0.02, 2.49)
HD203+MTX 0.91 (0.36, 2.23)
SB4+MTX 0.77 (0.34, 1.72)
CT-P13+MTX 1.81 (0.69, 4.80)
SB2+MTX 4.78 (1.30, 16.53)
SB5+MTX 0.35 (0.04, 4.34)
ABP501+MTX 6.27 (1.07, 35.87)

ADA_STD+MTX

ABA_STD (IV)+MTX

2.18 (0.79, 5.98)

TOF_STD+MTX

2.76 (1.04, 7.12)

TOC_4 (IV)

1.50 (0.36, 7.02)

TOC_8 (IV)

1.21 (0.39, 4.74)

TOC_4 (IV)+MTX

1.79 (0.42, 7.24)

TOC_8 (IV)+MTX

1.76 (0.48, 7.25)

GOL_STD (SC)+MTX

1.64 (0.38, 7.89)

INF_STD+MTX

1.85 (0.81, 4.89)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

INF_STD

2.34 (0.11, 43.16)

CERTO_STD+MTX

1.59 (0.48, 5.85)

RIT_STD 1.42 (0.22, 19.20)
RIT_STD+MTX 0.49 (0.03, 11.69)
BAR_4+MTX 0.38 (0.02, 3.09)
HD203+MTX 0.81 (0.20, 3.20)
SB4+MTX 0.70 (0.19, 2.52)
CT-P13+MTX 1.60 (0.55, 5.30)
SB2+MTX 4.41 (1.35, 14.07)
SB5+MTX 0.30 (0.03, 3.26)
ABP501+MTX 5.47 (0.86, 41.39)

TOF_STD+MTX

ADA_STD+MTX

1.31 (0.53, 2.68)

TOC_4 (IV)

0.71(0.17, 3.33)

TOC_8 (IV)

0.59 (0.19, 2.02)

TOC_4 (IV)+MTX

0.89 (0.17, 3.79)

TOC_8 (IV)+MTX

0.83 (0.21, 3.04)

GOL_STD (SC)+MTX

0.83 (0.18, 2.87)

INF_STD+MTX

0.87 (0.33, 2.52)

INF_STD

1.22 (0.04, 20.19)

CERTO_STD+MTX

0.75 (0.31, 1.96)

RIT_STD 0.70 (0.09, 7.80)
RIT_STD+MTX 0.25 (0.0, 4.51)
BAR_4+MTX 0.22 (0.01, 1.31)
HD203+MTX 0.39 (0.11, 1.33)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB4+MTX 0.33 (0.09, 1.10)
CT-P13+MTX 0.77 (0.24, 2.40)
SB2+MTX 2.06 (0.51, 8.35)
SB5+MTX 0.16 (0.02, 1.11)
ABP501+MTX 2.74 (0.55, 12.30)
TOC_4 (IV) TOF_STD+MTX 0.55 (0.15, 2.29)
TOC_8 (V) 0.46 (0.15, 1.74)

TOC_4 (IV)+MTX

0.66 (0.16, 2.73)

TOC_8 (IV)+MTX

0.67 (0.18, 2.57)

GOL_STD (SC)+MTX

0.63 (0.14, 2.05)

INF_STD+MTX

0.67 (0.32, 1.80)

INF_STD

0.84 (0.04, 16.91)

CERTO_STD+MTX

0.57 (0.19, 1.91)

RIT_STD 0.54 (0.08, 7.70)
RIT_STD+MTX 0.19 (0.01, 4.32)
BAR_4+MTX 0.16 (0.0, 1.08)
HD203+MTX 0.30 (0.09, 1.17)
SB4+MTX 0.25 (0.08, 0.92)
CT-P13+MTX 0.60 (0.22, 1.91)
SB2+MTX 1.55 (0.50, 5.83)
SB5+MTX 0.13 (0.01, 1.09)
ABP501+MTX 2.17 (0.35, 12.15)
TOC_8 (IV) TOC_4 (IV) 0.81 (0.26, 2.85)

TOC_4 (IV)+MTX

1.12 (0.34, 4.26)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
TOC_8 (IV)+MTX 1.16 (0.36, 3.85)
GOL_STD (SC)+MTX 1.30 (0.09, 5.34)
INF_STD+MTX 1.40 (0.24, 4.94)
INF_STD 1.28 (0.09, 34.74)
CERTO_STD+MTX 1.06 (0.22, 5.15)
RIT_STD 1.10 (0.06, 17.13)
RIT_STD+MTX 0.30 (0.01, 9.36)
BAR_4+MTX 0.25 (0.01, 2.14)
HD203+MTX 0.53 (0.10, 2.75)
SB4+MTX 0.47 (0.09, 2.06)
CT-P13+MTX 1.20 (0.20, 4.83)
SB2+MTX 3.16 (0.46, 16.26)
SB5+MTX 0.22 (0.01, 2.79)
ABP501+MTX 3.87 (0.27, 31.47)
TOC_4 (IV)+MTX TOC_8 (IV) 1.45 (0.43, 4.64)

TOC_8 (IV)+MTX

1.45 (0.59, 3.37)

GOL_STD (SC)+MTX

1.44 (0.21, 7.48)

INF_STD+MTX

1.58 (0.47, 4.51)

INF_STD

1.68 (0.11, 35.77)

CERTO_STD+MTX

1.26 (0.34, 4.83)

RIT_STD 1.34 (0.10, 15.89)
RIT_STD+MTX 0.39 (0.01, 9.04)
BAR_4+MTX 0.32 (0.02, 2.18)
HD203+MTX 0.69 (0.16, 2.83)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB4+MTX 0.56 (0.15, 2.04)
CT-P13+MTX 1.33 (0.36, 5.04)
SB2+MTX 3.59 (0.75, 13.60)
SB5+MTX 0.27 (0.02, 3.14)
ABP501+MTX 4.77 (0.50, 33.25)

TOC_8 (IV)*MTX

TOC_4 (IV)+MTX

0.98 (0.33, 3.35)

GOL_STD (SC)+MTX

0.96 (0.09, 6.33)

INF_STD+MTX

1.04 (0.22, 4.62)

INF_STD

1.12 (0.08, 31.09)

CERTO_STD+MTX

0.84 (0.18, 4.94)

RIT_STD 1.00 (0.06, 14.84)
RIT_STD+MTX 0.29 (0.01, 7.68)
BAR_4+MTX 0.23 (0.0, 1.79)
HD203+MTX 0.47 (0.09, 2.72)
SB4+MTX 0.39 (0.08, 1.86)
CT-P13+MTX 0.89 (0.18, 4.70)
SB2+MTX 2.45 (0.41, 12.67)
SB5+MTX 0.16 (0.01, 2.50)
ABP501+MTX 3.30 (0.26, 30.36)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.03 (0.13, 4.69)

INF_STD+MTX

1.13 (0.27, 3.49)

INF_STD

1.09 (0.09, 26.21)

CERTO_STD+MTX

0.87 (0.22, 3.86)

RIT_STD

0.92 (0.07, 14.44)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
RIT_STD+MTX 0.25 (0.01, 8.43)
BAR_4+MTX 0.23 (0.01, 1.82)
HD203+MTX 0.47 (0.11, 2.11)
SB4+MTX 0.39 (0.10, 1.57)
CT-P13+MTX 0.98 (0.20, 3.54)
SB2+MTX 2.55 (0.47, 10.73)
SB5+MTX 0.18 (0.01, 2.80)
ABP501+MTX 3.34 (0.30, 26.13)
INF_STD+MTX GOL_STD (SC)+MTX 1.05 (0.38, 4.50)
INF_STD 1.26 (0.09, 32.07)

CERTO_STD+MTX

0.92 (0.20, 5.17)

RIT_STD 0.87 (0.07, 14.85)
RIT_STD+MTX 0.33 (0.01, 8.35)
BAR_4+MTX 0.23 (0.01, 2.94)
HD203+MTX 0.50 (0.09, 2.73)
SB4+MTX 0.41 (0.10, 2.06)
CT-P13+MTX 0.89 (0.29, 4.54)
SB2+MTX 2.53 (0.68, 12.83)
SB5+MTX 0.19 (0.02, 2.66)
ABP501+MTX 3.17 (0.50, 28.19)
INF_STD INF_STD+MTX 0.76 (0.05, 15.80)

CERTO_STD+MTX

0.86 (0.24, 2.72)

RIT_STD

0.78 (0.08, 12.16)

RIT_STD+MTX

0.25 (0.01, 5.66)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
BAR_4+MTX 0.21 (0.01, 1.33)
HD203+MTX 0.43(0.12, 1.52)
SB4+MTX 0.37 (0.11, 1.25)
CT-P13+MTX 0.85 (0.50, 1.56)
SB2+MTX 2.33(0.98, 5.33)
SB5+MTX 0.17 (0.02, 1.64)
ABP501+MTX 2.92 (0.52, 20.01)
CERTO_STD+MTX INF_STD 0.62 (0.04, 14.11)

RIT_STD 0.83 (0.03, 24.34)
RIT_STD+MTX 0.19 (0.00, 10.25)
BAR_4+MTX 0.20 (0.00, 6.55)
HD203+MTX 0.37 (0.02, 7.46)
SB4+MTX 0.30 (0.02, 4.94)
CT-P13+MTX 0.66 (0.04, 14.73)
SB2+MTX 1.98 (0.07, 37.26)
SB5+MTX 0.14 (0.004, 13.34)
ABP501+MTX 2.56 (0.09, 82.27)
RIT_STD CERTO_STD+MTX 0.94 (0.08, 11.52)
RIT_STD+MTX 0.30 (0.01, 6.48)
BAR_4+MTX 0.28 (0.01, 1.70)
HD203+MTX 0.52 (0.12, 2.29)
SB4+MTX 0.44 (0.13, 1.73)
CT-P13+MTX 1.02 (0.29, 3.87)
SB2+MTX 2.72 (0.65, 12.38)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB5+MTX 0.20 (0.02, 1.91)
ABP501+MTX 3.71 (0.56, 18.99)
RIT_STD+MTX RIT_STD 0.28 (0.03, 6.72)
BAR_4+MTX 0.23 (0.01, 6.56)
HD203+MTX 0.55 (0.04, 5.25)
SB4+MTX 0.45 (0.03, 5.22)
CT-P13+MTX 1.11 (0.08, 11.57)
SB2+MTX 2.91(0.17, 31.72)
SB5+MTX 0.21 (0.01, 3.17)
ABP501+MTX 3.54 (0.27, 52.93)
BAR_4+MTX RIT_STD+MTX 0.88 (0.01, 47.28)
HD203+MTX 1.48 (0.07, 36.53)
SB4+MTX 1.38 (0.07, 35.73)
CT-P13+MTX 3.42 (0.15, 65.24)
SB2+MTX 9.11 (0.30, 231.37)
SB5+MTX 0.61 (0.01, 33.18)
ABP501+MTX 11.30 (0.50, 249.39)
HD203+MTX BAR_4+MTX 2.09 (0.61, 7.26)
SB4+MTX 0.41 (0.09, 1.48)
CT-P13+MTX 0.40 (0.08, 1.39)
SB2+MTX 0.79 (0.47, 1.51)
SB5+MTX 0.67 (0.38, 1.18)
ABP501+MTX 0.74 (0.36, 1.44)
SB4+MTX HD203+MTX 1.54 (0.84, 3.43)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
CT-P13+MTX 2.00 (1.00, 3.87)
SB2+MTX 1.13 (0.33, 4.34)
SB5+MTX 0.92 (0.41, 2.50)
ABP501+MTX 1.32 (0.32, 5.04)
CT-P13+MTX SB4+MTX 1.33 (0.47, 4.07)
SB2+MTX 1.24 (0.33, 4.16)
SB5+MTX 1.43 (0.74, 2.59)
ABP501+MTX 1.73 (0.09, 32.95)
SB2+MTX CT-P13+MTX 1.19 (0.42, 3.33)
SB5+MTX 1.16 (0.13, 13.25)
ABP501+MTX 0.39 (0.02, 7.08)
SB5+MTX SB2+MTX 0.30 (0.01, 1.54)
ABP501+MTX 0.61 (0.21, 1.83)
ABP501+MTX SB5+MTX 0.53(0.20, 1.39)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mag/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 17. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Studies Published Before

2007

Treatment Comparator OR (95% Cirl)
csDMARD+MTX Placebo+MTX -
SSZ+HCQ 0.36 (0.06, 1.77)
MTX+SSZ+HCQ 0.40 (0.07, 1.99)
ETN_STD 0.76 (0.38, 1.65)

ETN_STD+MTX

0.72 (0.37, 1.45)

ABA_STD (IV)+MTX

0.86 (0.33, 2.32)

ABA_STD (SC)+MTX

0.09 (0.0002, 1.90)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

1.47 (0.34, 6.83)

TOC_8 (IV)

1.22 (0.27, 6.04)

TOC_4 (IV)+MTX

1.64 (0.38, 7.84)

TOC_8 (IV)+MTX

1.59 (0.36, 7.70)

GOL_STD (SC)+MTX

INF_STD+MTX

0.99 (0.40, 2.50)

INF_STD

2.16 (0.04, 95.49)

CERTO_STD+MTX

RIT_STD

2.48 (0.14, 85.29)

RIT_STD+MTX

1.00 (0.02, 38.28)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB2+MTX -

SB5+MTX -

ABP501+MTX -

SSZ+HCQ csDMARD+MTX -

MTX+SSZ+HCQ -

ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

MTX+SSZ+HCQ

SSZ+HCQ

1.08 (0.16, 7.63)

ETN_STD

2.12 (0.38, 14.57)

ETN_STD+MTX

1.99 (0.35, 13.12)

ABA_STD (IV)+MTX

2.39 (0.37, 17.90)

ABA_STD (SC)+MTX

0.24 (0.0004, 8.51)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

4.06 (0.46, 43.16)

TOC_8 (IV)

3.38 (0.38, 37.26)

TOC_4 (IV)+MTX

459 (0.53, 50.10)

TOC_8 (IV)+MTX

4.39 (0.49, 48.42)

GOL_STD (SC)+MTX

INF_STD+MTX

2.72 (0.44, 20.11)

INF_STD

6.01 (0.08, 384.91)

CERTO_STD+MTX

RIT_STD 7.03 (0.28, 336.97)
RIT_STD+MTX 2.83 (0.04, 141.32)
BAR_4+MTX 3
HD203+MTX -
SB4+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ETN_STD

MTX+SSZ+HCQ

1.93 (0.33, 13.30)

ETN_STD+MTX

1.81 (0.32, 12.09)

ABA_STD (IV)+MTX

2.19 (0.32, 16.93)

ABA_STD (SC)+MTX

0.21 (0.0004, 7.71)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

3.80 (0.39, 39.88)

TOC_8 (IV)

3.06 (0.32, 34.50)

TOC_4 (IV)+MTX

4.25 (0.44, 45.42)

TOC_8 (IV)+MTX

4.05 (0.42, 44.48)

GOL_STD (SC)+MTX

INF_STD+MTX

2.51 (0.38, 18.01)

INF_STD

5.41 (0.08, 327.34)

CERTO_STD+MTX

RIT_STD

6.38 (0.23, 324.73)

RIT_STD+MTX

2.52 (0.04, 149.90)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX -
SB5+MTX -
ABP501+MTX -
ETN_STD+MTX ETN_STD 0.94 (0.49, 1.74)

ABA_STD (IV)+MTX

1.13 (0.32, 3.80)

ABA_STD (SC)+MTX

0.11 (0.0003, 2.68)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

1.92 (0.36, 10.30)

TOC_8 (IV)

1.61 (0.29, 9.07)

TOC_4 (IV)+MTX

2.15 (0.41, 11.76)

TOC_8 (IV)+MTX

2.08 (0.40, 11.76)

GOL_STD (SC)+MTX

INF_STD+MTX

1.29 (0.40, 4.08)

INF_STD

2.83 (0.05, 134.02)

CERTO_STD+MTX

RIT_STD

3.24 (0.17, 122.24)

RIT_STD+MTX

1.30 (0.02, 51.06)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

ABA_STD (IV)+MTX

ETN_STD+MTX

1.20 (0.36, 3.92)

ABA_STD (SC)+MTX

0.12 (0.0003, 2.76)

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

2.05 (0.40, 10.69)

TOC_8 (IV)

1.71 (0.32, 9.37)

TOC_4 (IV)+MTX

2.28 (0.45, 12.18)

TOC_8 (IV)+MTX

2.22 (0.44, 12.22)

GOL_STD (SC)+MTX

INF_STD+MTX

1.38 (0.43, 4.25)

INF_STD

3.00 (0.05, 138.52)

CERTO_STD+MTX

RIT_STD

3.47 (0.18, 127.23)

RIT_STD+MTX

1.38 (0.02, 55.81)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.10 (0.0002, 2.61)

ADA_STD+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOF_STD+MTX

TOC_4 (IV)

1.70 (0.28, 10.56)

TOC_8 (V)

1.42 (0.23, 9.44)

TOC_4 (IV)+MTX

1.91 (0.32, 12.54)

TOC_8 (IV)+MTX

1.84 (0.31, 11.76)

GOL_STD (SC)+MTX

INF_STD+MTX

1.14 (0.30, 4.49)

INF_STD

2.49 (0.04, 118.87)

CERTO_STD+MTX

RIT_STD

2.88 (0.14, 109.62)

RIT_STD+MTX

1.17 (0.02, 47.18)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ADA_STD+MTX

ABA_STD (SC)+MTX

TOF_STD+MTX

TOC_4 (V)

17.15 (0.53, 9358.12)

TOC_8 (IV)

14.35 (0.43, 8664.59)

TOC_4 (IV)+MTX

19.47 (0.59, 11014.85)

TOC_8 (IV)+MTX

18.47 (0.60, 10097.06)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

INF_STD+MTX

11.03 (0.47, 5913.54)

INF_STD

26.63 (0.17, 34200.65)

CERTO_STD+MTX

RIT_STD

33.02 (0.37, 25848.30)

RIT_STD+MTX

13.74 (0.07, 9837.92)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

INF_STD+MTX

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_4 (IV) TOF_STD+MTX -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX .

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_8 (IV) TOC_4 (IV) 0.84 (0.19, 3.50)
TOC_4 (IV)+MTX 1.12 (0.28, 4.58)
TOC_8 (IV)+MTX 1.08 (0.27, 4.49)
GOL_STD (SC)+MTX -
INF_STD+MTX 0.67 (0.11, 3.94)
INF_STD 1.43 (0.02, 80.80)
CERTO_STD+MTX -
RIT_STD 1.70 (0.06, 74.07)
RIT_STD+MTX 0.70 (0.01, 32.85)
BAR_4+MTX -
HD203+MTX -
SB4+MTX -
CT-P13+MTX -
SB2+MTX -
SB5+MTX -
ABP501+MTX -
TOC_4 (IV)+MTX TOC 8 (IV) 1.34 (0.32, 5.93)

TOC_8 (IV)+MTX

1.29 (0.30, 5.61)

GOL_STD (SC)+MTX

INF_STD+MTX

0.81 (0.13, 4.74)

INF_STD

1.71 (0.03, 94.16)

CERTO_STD+MTX

RIT_STD

2.06 (0.07, 91.01)

RIT_STD+MTX

0.82 (0.01, 39.10)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

0.96 (0.23, 3.97)

GOL_STD (SC)+MTX

INF_STD+MTX

0.60 (0.10, 3.43)

INF_STD

1.26 (0.02, 73.48)

CERTO_STD+MTX

RIT_STD

1.53 (0.06, 64.59)

RIT_STD+MTX

0.61 (0.01, 28.82)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

INF_STD+MTX

0.62 (0.10, 3.45)

INF_STD

1.33(0.02, 77.48)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CERTO_STD+MTX -

RIT_STD 1.56 (0.06, 68.17)

RIT_STD+MTX 0.64 (0.01, 29.70)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

INF_STD+MTX GOL_STD (SC)+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

INF_STD INF_STD+MTX 2.22 (0.04, 92.67)

CERTO_STD+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

RIT_STD

2.53(0.12, 95.30)

RIT_STD+MTX

1.02 (0.02, 42.27)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

CERTO_STD+MTX

INF_STD

RIT_STD

1.21 (0.01, 232.99)

RIT_STD+MTX

0.49 (0.002, 81.37)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

RIT_STD

CERTO_STD+MTX

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

RIT_STD+MTX

RIT_STD

0.41 (0.01, 5.95)

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

ABP501+MTX -

SB4+MTX HD203+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

CT-P13+MTX SB4+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

SB2+MTX CT-P13+MTX -

SB5+MTX -

ABP501+MTX -

SB5+MTX SB2+MTX -

ABP501+MTX -

ABP501+MTX SB5+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 18. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Studies Published from
2007 Onward

Treatment Comparator OR (95% Crl)
csDMARD+MTX Placebo+MTX -
SSZ+HCQ -
MTX+SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX 0.88 (0.17, 4.33)
ABA_STD (SC)+MTX 0.51 (0.16, 1.64)
ADA_STD+MTX 1.47 (0.67, 3.26)
TOF_STD+MTX 1.93 (0.98, 4.01)
TOC_4 (IV) 3

TOC_8 (IV) 0.66 (0.07, 4.67)

TOC_4 (IV)+MTX -

TOC_8 (IV)*MTX 0.97 (0.08, 9.42)
GOL_STD (SC)+MTX 1.04 (0.33, 3.15)
INF_STD+MTX 3.55 (0.78, 21.39)
INF_STD -
CERTO_STD+MTX 1.22 (0.47, 3.21)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 3
HD203+MTX -
SB4+MTX 0.31 (0.03, 1.86)
CT-P13+MTX 3.10 (0.61, 20.15)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 7.95 (1.36, 61.74)
SB5+MTX 0.28 (0.04, 1.50)
ABP501+MTX 3.68 (0.71, 23.20)
SSZ+HCQ csDMARD+MTX -
MTX+SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

MTX+SSZ+HCQ SSZ+HCQ -

ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

355




(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX -
SB5+MTX -
ABP501+MTX -
ETN_STD+MTX ETN_STD -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) .

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

ABA_STD (IV)+MTX

ETN_STD+MTX

ABA_STD (SC)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

INF_STD+MTX

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.56 (0.08, 4.49)

ADA_STD+MTX

1.64 (0.28, 10.37)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOF_STD+MTX

2.19 (0.39, 12.65)

TOC_4 (IV)

TOC_8 (V)

0.75 (0.05, 9.64)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

1.11 (0.05, 17.78)

GOL_STD (SC)+MTX

1.17 (0.17, 8.42)

INF_STD+MTX

3.99 (0.98, 22.87)

INF_STD

CERTO_STD+MTX

1.37 (0.20, 9.02)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX -
HD203+MTX -
SB4+MTX 0.34 (0.02, 4.36)
CT-P13+MTX 3.47 (0.77, 21.96)
SB2+MTX 9.03 (1.70, 63.50)
SB5+MTX 0.30 (0.02, 3.60)
ABP501+MTX 4.16 (0.42, 50.10)

ADA_STD+MTX

ABA_STD (SC)+MTX

2.87 (1.22, 7.07)

TOF_STD+MTX

3.80 (1.16, 12.86)

TOC_4 (V)

TOC_8 (IV)

1.28 (0.11, 11.95)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

1.91 (0.12, 23.17)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

2.04 (0.39, 10.30)

INF_STD+MTX

7.16 (0.96, 59.56)

INF_STD

CERTO_STD+MTX

2.39 (0.69, 8.71)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX -
HD203+MTX -
SB4+MTX 0.59 (0.04, 4.91)
CT-P13+MTX 6.17 (0.77, 57.23)
SB2+MTX 15.96 (1.77, 165.01)
SB5+MTX 0.55 (0.07, 3.16)
ABP501+MTX 7.17 (1.36, 46.99)

TOF_STD+MTX

ADA_STD+MTX

1.31 (0.59, 3.07)

TOC_4 (V)

TOC_8 (IV)

0.44 (0.04, 3.66)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

0.65 (0.05, 6.93)

GOL_STD (SC)+MTX

0.70 (0.18, 2.76)

INF_STD+MTX

2.45 (0.41, 17.13)

INF_STD

CERTO_STD+MTX

0.83 (0.32, 2.09)

RIT_STD

RIT_STD+MTX

360




(as supplied by the authors)

Treatment Comparator OR (95% Crl)
BAR_4+MTX -
HD203+MTX -
SB4+MTX 0.21 (0.02, 1.48)
CT-P13+MTX 2.12 (0.33, 16.33)
SB2+MTX 5.42 (0.74, 48.28)
SB5+MTX 0.19 (0.03, 0.86)
ABP501+MTX 2.48 (0.60, 13.30)
TOC 4 (IV) TOF_STD+MTX -
TOC_8 (IV) 0.34 (0.03, 2.71)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

0.50 (0.04, 5.32)

GOL_STD (SC)+MTX

0.53 (0.14, 1.93)

INF_STD+MTX

1.84 (0.33, 12.47)

INF_STD

CERTO_STD+MTX

0.63 (0.21, 1.85)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 5
HD203+MTX -
SB4+MTX 0.16 (0.01, 1.07)
CT-P13+MTX 1.60 (0.27, 11.97)
SB2+MTX 4.12 (0.61, 35.41)
SB5+MTX 0.14 (0.02, 0.79)
ABP501+MTX 1.90 (0.35, 11.79)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOC_8 (IV)

TOC_4 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

INF_STD+MTX

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

TOC_4 (IV)+MTX

TOC_8 (IV)

TOC_8 (IV)+MTX

1.48 (0.47, 4.75)

GOL_STD (SC)+MTX

1.60 (0.16, 19.32)

INF_STD+MTX

5.56 (0.47, 95.97)

INF_STD

CERTO_STD+MTX

1.85 (0.21, 20.88)

RIT_STD

RIT_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
BAR_4+MTX -
HD203+MTX -
SB4+MTX 0.45 (0.02, 7.84)
CT-P13+MTX 4.81 (0.39, 88.32)
SB2+MTX 12.50 (0.94, 250.64)
SB5+MTX 0.42 (0.03, 6.49)
ABP501+MTX 5.81 (0.44, 91.01)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

GOL_STD (SC)+MTX

INF_STD+MTX

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.09 (0.09, 16.30)

INF_STD+MTX

3.70 (0.25, 78.18)

INF_STD
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

1.25(0.11, 18.16)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX -
HD203+MTX -
SB4+MTX 0.30 (0.01, 6.57)
CT-P13+MTX 3.20 (0.21, 71.95)
SB2+MTX 8.34 (0.48, 203.16)
SB5+MTX 0.28 (0.01, 5.56)
ABP501+MTX 3.91 (0.24, 77.17)
INF_STD+MTX GOL_STD (SC)+MTX 3.42 (0.50, 27.30)
INF_STD -

CERTO_STD+MTX

1.17 (0.27, 5.22)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX -
HD203+MTX -
SB4+MTX 0.30 (0.02, 2.41)
CT-P13+MTX 2.97 (0.41, 26.18)
SB2+MTX 7.78 (0.94, 75.11)
SB5+MTX 0.26 (0.03, 2.09)
ABP501+MTX 3.52 (0.49, 30.97)
INF_STD INF_STD+MTX -

CERTO_STD+MTX

0.34 (0.04, 2.12)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

0.08 (0.004, 0.94)

CT-P13+MTX

0.86 (0.50, 1.63)

SB2+MTX

2.23(0.91, 5.79)

SB5+MTX

0.07 (0.01, 0.82)

ABP501+MTX

1.01 (0.09, 12.10)

CERTO_STD+MTX

INF_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

RIT_STD

CERTO_STD+MTX

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

0.25 (0.02, 1.87)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CT-P13+MTX

2.53 (0.37, 21.63)

SB2+MTX

6.57 (0.84, 63.12)

SB5+MTX

0.23 (0.03, 1.37)

ABP501+MTX

3.03 (0.54, 20.17)

RIT_STD+MTX

RIT_STD

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

BAR_4+MTX

RIT_STD+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

HD203+MTX

BAR_4+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX -
SB4+MTX HD203+MTX -
CT-P13+MTX -
SB2+MTX -
SB5+MTX -
ABP501+MTX -
CT-P13+MTX SB4+MTX 10.63 (0.86, 259.82)
SB2+MTX 27.63 (1.98, 738.04)
SB5+MTX 0.93 (0.06, 17.20)
ABP501+MTX 12.52 (1.06, 250.13)
SB2+MTX CT-P13+MTX 2.58 (0.86, 7.69)
SB5+MTX 0.09 (0.01, 0.99)
ABP501+MTX 1.17 (0.10, 14.70)
SB5+MTX SB2+MTX 0.03 (0.002, 0.42)
ABP501+MTX 0.45 (0.03, 6.55)
ABP501+MTX SB5+MTX 13.32 (1.59, 168.34)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 19. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — End of Treatment Data for

Adaptive Design Trials

Treatment Comparator OR (95% Cirl)

csDMARD+MTX Placebo+MTX 2.05 (0.58, 7.29)
SSZ+HCQ 0.36 (0.06, 1.65)
MTX+SSZ+HCQ 0.41 (0.06, 1.96)
ETN_STD 0.81 (0.41, 1.83)

ETN_STD+MTX

0.68 (0.35, 1.35)

ABA_STD (IV)+MTX

0.80 (0.36, 1.57)

ABA_STD (SC)+MTX

0.58 (0.16, 1.93)

ADA_STD+MTX

1.70 (0.76, 3.60)

TOF_STD+MTX

2.60 (1.24, 5.48)

TOC_4 (IV)

1.26 (0.31, 5.21)

TOC_8 (IV)

0.95 (0.31, 3.38)

TOC_4 (IV)+MTX

1.38 (0.37, 5.89)

TOC_8 (IV)+MTX

1.40 (0.42, 5.21)

GOL_STD (SC)+MTX

1.00 (0.33, 3.03)

INF_STD+MTX

1.22 (0.58, 2.62)

INF_STD

1.89 (0.05, 96.06)

CERTO_STD+MTX

1.59 (0.63, 3.76)

RIT_STD 2.71(0.19, 56.32)
RIT_STD+MTX 1.14 (0.03, 25.97)
BAR_4+MTX 0.30 (0.001, 11.78)
HD203+MTX 0.60 (0.16, 2.21)
SB4+MTX 0.53 (0.16, 1.70)
CT-P13+MTX 1.09 (0.41, 3.10)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB2+MTX 2.78 (0.80, 9.72)
SB5+MTX 0.31 (0.03, 1.75)
ABP501+MTX 4.26 (0.77, 28.56)
SSZ+HCQ csDMARD+MTX 0.17 (0.02, 1.33)
MTX+SSZ+HCQ 0.20 (0.02, 1.47)
ETN_STD 0.40 (0.12, 1.40)

ETN_STD+MTX

0.34 (0.11, 0.99)

ABA_STD (IV)+MTX

0.39 (0.09, 1.59)

ABA_STD (SC)+MTX

0.28 (0.05, 1.70)

ADA_STD+MTX

0.82 (0.18, 3.78)

TOF_STD+MTX

1.25 (0.30, 5.80)

TOC_4 (IV)

0.60 (0.10, 3.91)

TOC_8 (IV)

0.47 (0.09, 2.63)

TOC_4 (IV)+MTX

0.66 (0.11, 4.46)

TOC_8 (IV)+MTX

0.68 (0.12, 3.94)

GOL_STD (SC)+MTX

0.49 (0.09, 2.65)

INF_STD+MTX

0.61 (0.14, 2.49)

INF_STD

0.91 (0.02, 57.97)

CERTO_STD+MTX

0.77 (0.16, 3.75)

RIT_STD 1.37 (0.06, 33.55)
RIT_STD+MTX 0.54 (0.01, 17.87)
BAR_4+MTX 0.14 (0.0004, 8.32)
HD203+MTX 0.29 (0.06, 1.37)
SB4+MTX 0.25 (0.06, 1.07)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CT-P13+MTX 0.54 (0.11, 2.60)
SB2+MTX 1.36 (0.24, 7.85)
SB5+MTX 0.15 (0.01, 1.46)
ABP501+MTX 2.10 (0.27, 20.76)
MTX+SSZ+HCQ SSZ+HCQ 1.13(0.17, 7.40)
ETN_STD 2.32(0.42, 15.63)

ETN_STD+MTX

1.91 (0.34, 13.50)

ABA_STD (IV)+MTX

2.22 (0.39, 15.21)

ABA_STD (SC)+MTX

1.64 (0.21, 13.20)

ADA_STD+MTX

4.72 (0.84, 32.49)

TOF_STD+MTX

7.34 (1.31, 47.42)

TOC_4 (IV)

3.52 (0.44, 33.05)

TOC_8 (IV)

2.71 (0.40, 22.47)

TOC_4 (IV)+MTX

3.84 (0.49, 38.13)

TOC_8 (IV)+MTX

3.96 (0.56, 33.99)

GOL_STD (SC)+MTX

2.85 (0.44, 22.20)

INF_STD+MTX

3.46 (0.59, 24.14)

INF_STD

5.42 (0.10, 412.82)

CERTO_STD+MTX

4.42 (0.73, 31.82)

RIT_STD 7.56 (0.32, 278.38)
RIT_STD+MTX 3.38 (0.04, 121.03)
BAR_4+MTX 0.87 (0.003, 34.78)
HD203+MTX 1.66 (0.21, 16.73)
SB4+MTX 1.50 (0.21, 12.42)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 3.01 (0.47, 23.29)
SB2+MTX 7.83(1.02, 65.17)
SB5+MTX 0.85 (0.05, 11.21)
ABP501+MTX 12.40 (1.16, 160.61)
ETN_STD MTX+SSZ+HCQ 2.01 (0.36, 15.33)

ETN_STD+MTX

1.66 (0.30, 12.45)

ABA_STD (IV)+MTX

1.96 (0.34, 13.69)

ABA_STD (SC)+MTX

1.43 (0.18, 14.54)

ADA_STD+MTX

4.16 (0.72, 35.87)

TOF_STD+MTX

6.40 (1.11, 53.20)

TOC_4 (IV)

3.16 (0.39, 33.28)

TOC_8 (IV)

2.41 (0.35, 22.02)

TOC_4 (IV)+MTX

3.49 (0.44, 39.06)

TOC_8 (IV)+MTX

3.51 (0.46, 35.84)

GOL_STD (SC)+MTX

2.56 (0.36, 20.80)

INF_STD+MTX

3.07 (0.53, 20.93)

INF_STD

4.65 (0.09, 321.50)

CERTO_STD+MTX

3.94 (0.62, 33.52)

RIT_STD 7.00 (0.28, 264.81)
RIT_STD+MTX 2.89 (0.04, 86.31)
BAR_4+MTX 0.77 (0.002, 38.94)
HD203+MTX 1.46 (0.19, 14.61)
SB4+MTX 1.30 (0.18, 12.17)
CT-P13+MTX 2.71 (0.42, 20.97)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 6.99 (0.93, 59.50)
SB5+MTX 0.76 (0.04, 10.84)
ABP501+MTX 11.17 (1.03, 155.87)
ETN_STD+MTX ETN_STD 0.84 (0.43, 1.47)

ABA_STD (IV)+MTX

0.99 (0.31, 2.48)

ABA_STD (SC)+MTX

0.72 (0.14, 2.80)

ADA_STD+MTX

2.10 (0.64, 5.82)

TOF_STD+MTX

3.20 (1.04, 8.57)

TOC_4 (IV)

1.53 (0.32, 7.33)

TOC_8 (IV)

1.18 (0.31, 5.12)

TOC_4 (IV)+MTX

1.68 (0.37, 8.56)

TOC_8 (IV)+MTX

1.71 (0.41, 7.61)

GOL_STD (SC)+MTX

1.22 (0.33, 4.46)

INF_STD+MTX

1.51 (0.51, 4.14)

INF_STD

2.26 (0.07, 125.84)

CERTO_STD+MTX

1.98 (0.55, 5.86)

RIT_STD 3.39 (0.20, 73.70)
RIT_STD+MTX 1.35 (0.03, 35.06)
BAR_4+MTX 0.36 (0.001, 16.09)
HD203+MTX 0.73 (0.20, 2.53)
SB4+MTX 0.65 (0.19, 1.92)
CT-P13+MTX 1.33 (0.39, 4.57)
SB2+MTX 3.42 (0.78, 14.00)
SB5+MTX 0.37 (0.03, 2.46)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

5.30 (0.77, 40.25)

ABA_STD (IV)+MTX

ETN_STD+MTX

1.17 (0.40, 2.95)

ABA_STD (SC)+MTX

0.84 (0.19, 3.42)

ADA_STD+MTX

2.48 (0.85, 6.97)

TOF_STD+MTX

3.81 (1.37, 10.54)

TOC_4 (IV)

1.86 (0.40, 8.78)

TOC_8 (IV)

1.40 (0.40, 5.84)

TOC_4 (IV)+MTX

2.00 (0.46, 10.00)

TOC_8 (IV)+MTX

2.06 (0.53, 8.91)

GOL_STD (SC)+MTX

1.48 (0.39, 5.37)

INF_STD+MTX

1.80 (0.68, 4.87)

INF_STD

2.73 (0.08, 151.56)

CERTO_STD+MTX

2.33(0.72, 7.04)

RIT_STD 4.04 (0.24, 89.12)
RIT_STD+MTX 1.62 (0.04, 42.99)
BAR_4+MTX 0.43 (0.002, 19.14)
HD203+MTX 0.88 (0.29, 2.66)
SB4+MTX 0.77 (0.29, 2.02)
CT-P13+MTX 1.57 (0.51, 5.51)
SB2+MTX 4.09 (1.02, 17.29)
SB5+MTX 0.45 (0.04, 3.00)
ABP501+MTX 6.32 (1.01, 47.56)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.72 (0.17, 3.07)

ADA_STD+MTX

2.14 (0.77, 6.28)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOF_STD+MTX

3.25 (1.21, 9.93)

TOC_4 (IV)

1.62 (0.34, 8.52)

TOC_8 (V)

1.21 (0.35, 5.46)

TOC_4 (IV)+MTX

1.72 (0.40, 9.36)

TOC_8 (IV)+MTX

1.78 (0.45, 8.30)

GOL_STD (SC)+MTX

1.25 (0.35, 5.32)

INF_STD+MTX

1.54 (0.70, 3.83)

INF_STD

2.37 (0.06, 133.62)

CERTO_STD+MTX

2.00 (0.66, 6.49)

RIT_STD 3.51 (0.22, 78.26)
RIT_STD+MTX 1.41 (0.03, 34.92)
BAR_4+MTX 0.39 (0.001, 15.13)
HD203+MTX 0.75 (0.18, 3.41)
SB4+MTX 0.66 (0.18, 2.86)
CT-P13+MTX 1.34 (0.50, 4.54)
SB2+MTX 3.49 (1.00, 13.83)
SB5+MTX 0.39 (0.03, 2.71)
ABP501+MTX 5.48 (0.87, 43.55)

ADA_STD+MTX

ABA_STD (SC)+MTX

2.95 (1.14, 8.14)

TOF_STD+MTX

4.47 (1.37, 15.99)

TOC_4 (V)

2.17 (0.33, 14.76)

TOC_8 (IV)

1.69 (0.32, 10.30)

TOC_4 (IV)+MTX

2.41 (0.40, 16.93)

TOC_8 (IV)+MTX

2.47 (0.45, 15.06)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

1.75 (0.33, 10.41)

INF_STD+MTX

2.17 (0.50, 9.68)

INF_STD

3.33(0.07, 193.64)

CERTO_STD+MTX

2.73 (0.85, 9.26)

RIT_STD 457 (0.25, 121.15)
RIT_STD+MTX 1.94 (0.04, 60.04)
BAR_4+MTX 0.53 (0.002, 19.83)
HD203+MTX 1.04 (0.17, 6.57)
SB4+MTX 0.92 (0.16, 5.33)
CT-P13+MTX 1.89 (0.39, 10.26)
SB2+MTX 4.86 (0.86, 29.52)
SB5+MTX 0.53 (0.05, 3.46)
ABP501+MTX 7.49 (1.29, 58.62)

TOF_STD+MTX

ADA_STD+MTX

1.52 (0.75, 3.31)

TOC_4 (V)

0.74 (0.15, 3.67)

TOC_8 (IV)

0.58 (0.14, 2.40)

TOC_4 (IV)+MTX

0.81 (0.18, 4.30)

TOC_8 (IV)+MTX

0.85 (0.20, 3.66)

GOL_STD (SC)+MTX

0.59 (0.16, 2.49)

INF_STD+MTX

0.73 (0.25, 2.20)

INF_STD

1.12 (0.03, 62.87)

CERTO_STD+MTX

0.94 (0.45, 1.86)

RIT_STD

1.50 (0.10, 39.10)

RIT_STD+MTX

0.63 (0.01, 17.92)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX 0.18 (0.001, 5.84)
HD203+MTX 0.35 (0.08, 1.67)
SB4+MTX 0.31 (0.08, 1.30)
CT-P13+MTX 0.64 (0.18, 2.45)
SB2+MTX 1.64 (0.39, 7.42)
SB5+MTX 0.18 (0.02, 0.87)
ABP501+MTX 2.56 (0.57, 14.60)
TOC 4 (IV) TOF_STD+MTX 0.49 (0.09, 2.28)
TOC_8 (IV) 0.37 (0.10, 1.52)

TOC_4 (IV)+MTX

0.53 (0.12, 2.68)

TOC_8 (IV)+MTX

0.54 (0.13, 2.32)

GOL_STD (SC)+MTX

0.39 (0.10, 1.51)

INF_STD+MTX

0.48 (0.16, 1.39)

INF_STD

0.73 (0.02, 41.39)

CERTO_STD+MTX

0.62 (0.23, 1.48)

RIT_STD 1.04 (0.07, 24.90)
RIT_STD+MTX 0.42 (0.01, 11.13)
BAR_4+MTX 0.12 (0.0005, 4.35)
HD203+MTX 0.23 (0.05, 1.03)
SB4+MTX 0.20 (0.05, 0.80)
CT-P13+MTX 0.42 (0.12, 1.53)
SB2+MTX 1.07 (0.25, 4.64)
SB5+MTX 0.12 (0.01, 0.65)
ABP501+MTX 1.66 (0.31, 11.01)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_8 (IV) TOC_4 (IV) 0.76 (0.22, 2.88)
TOC_4 (IV)+MTX 1.11 (0.27, 4.54)
TOC_8 (IV)+MTX 1.12 (0.32, 4.16)
GOL_STD (SC)+MTX 0.79 (0.14, 4.76)
INF_STD+MTX 0.97 (0.20, 4.67)
INF_STD 1.59 (0.03, 82.85)
CERTO_STD+MTX 1.25(0.23, 6.72)
RIT_STD 2.08 (0.10, 64.91)
RIT_STD+MTX 0.90 (0.01, 28.65)
BAR_4+MTX 0.25 (0.001, 10.35)
HD203+MTX 0.47 (0.07, 3.13)
SB4+MTX 0.42 (0.07, 2.50)
CT-P13+MTX 0.85 (0.16, 4.70)
SB2+MTX 2.23 (0.33, 14.47)
SB5+MTX 0.24 (0.01, 2.35)
ABP501+MTX 3.45 (0.37, 40.17)
TOC_4 (IV)+MTX TOC 8 (IV) 1.43 (0.38, 5.14)

TOC_8 (IV)+MTX

1.44 (0.59, 3.72)

GOL_STD (SC)+MTX

1.03 (0.20, 5.06)

INF_STD+MTX

1.26 (0.30, 4.72)

INF_STD

1.97 (0.04, 108.42)

CERTO_STD+MTX

1.64 (0.36, 6.67)

RIT_STD

2.73(0.15, 74.14)

RIT_STD+MTX

1.19 (0.02, 31.31)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
BAR_4+MTX 0.32 (0.001, 11.40)
HD203+MTX 0.61 (0.10, 3.33)
SB4+MTX 0.55 (0.10, 2.80)
CT-P13+MTX 1.10 (0.24, 5.15)
SB2+MTX 2.87 (0.49, 15.07)
SB5+MTX 0.32 (0.02, 2.52)
ABP501+MTX 4.42 (0.56, 41.26)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.02 (0.28, 3.74)

GOL_STD (SC)+MTX

0.73 (0.12, 4.08)

INF_STD+MTX

0.90 (0.18, 3.94)

INF_STD

1.38 (0.03, 78.73)

CERTO_STD+MTX

1.16 (0.20, 5.64)

RIT_STD 1.92 (0.08, 58.15)
RIT_STD+MTX 0.84 (0.01, 24.78)
BAR_4+MTX 0.22 (0.001, 9.09)
HD203+MTX 0.43 (0.06, 2.63)
SB4+MTX 0.39 (0.06, 2.15)
CT-P13+MTX 0.79 (0.15, 4.20)
SB2+MTX 2.01 (0.30, 12.22)
SB5+MTX 0.22 (0.01, 1.96)
ABP501+MTX 3.15 (0.32, 30.78)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.72 (0.13, 3.58)

INF_STD+MTX

0.87 (0.20, 3.51)

INF_STD

1.37 (0.03, 76.10)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

1.12 (0.24, 4.85)

RIT_STD 1.84 (0.10, 51.83)
RIT_STD+MTX 0.83 (0.01, 22.31)
BAR_4+MTX 0.22 (0.001, 7.76)
HD203+MTX 0.42 (0.07, 2.40)
SB4+MTX 0.38 (0.07, 2.00)
CT-P13+MTX 0.75 (0.15, 3.74)
SB2+MTX 1.97 (0.32, 11.35)
SB5+MTX 0.21 (0.01, 1.82)
ABP501+MTX 3.01 (0.37, 29.20)
INF_STD+MTX GOL_STD (SC)+MTX 1.25 (0.32, 4.71)
INF_STD 1.95 (0.05, 103.23)

CERTO_STD+MTX

1.59 (0.35, 6.52)

RIT_STD 2.79 (0.14, 62.05)
RIT_STD+MTX 1.13 (0.02, 36.86)
BAR_4+MTX 0.30 (0.001, 10.44)
HD203+MTX 0.58 (0.11, 3.31)
SB4+MTX 0.53 (0.11, 2.54)
CT-P13+MTX 1.08 (0.24, 4.72)
SB2+MTX 2.81 (0.51, 13.80)
SB5+MTX 0.31 (0.02, 2.49)
ABP501+MTX 4.28 (0.54, 38.67)
INF_STD INF_STD+MTX 1.53 (0.04, 75.34)

CERTO_STD+MTX

1.29 (0.39, 4.24)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

RIT_STD 2.24 (0.14, 55.70)
RIT_STD+MTX 0.92 (0.02, 22.13)
BAR_4+MTX 0.24 (0.001, 8.49)
HD203+MTX 0.48 (0.11, 2.10)
SB4+MTX 0.43 (0.11, 1.68)
CT-P13+MTX 0.87 (0.47, 1.85)
SB2+MTX 2.24 (0.83, 6.32)
SB5+MTX 0.25 (0.02, 1.68)
ABP501+MTX 3.54 (0.52, 27.28)
CERTO_STD+MTX INF_STD 0.84 (0.01, 34.95)

RIT_STD 1.49 (0.01, 116.40)
RIT_STD+MTX 0.54 (0.002, 77.32)
BAR_4+MTX 0.14 (0.0003, 38.02)
HD203+MTX 0.32 (0.01, 12.54)
SB4+MTX 0.28 (0.005, 11.38)
CT-P13+MTX 0.57 (0.01, 19.95)
SB2+MTX 1.43 (0.03, 56.37)
SB5+MTX 0.14 (0.002, 12.59)
ABP501+MTX 2.37 (0.03, 128.51)
RIT_STD CERTO_STD+MTX 1.64 (0.10, 43.82)
RIT_STD+MTX 0.69 (0.01, 18.16)
BAR_4+MTX 0.19 (0.001, 6.69)
HD203+MTX 0.37 (0.08, 1.92)
SB4+MTX 0.33(0.08, 1.52)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 0.68 (0.18, 2.87)
SB2+MTX 1.74 (0.39, 8.55)
SB5+MTX 0.19 (0.02, 1.09)
ABP501+MTX 2.69 (0.53, 17.85)
RIT_STD+MTX RIT_STD 0.40 (0.01, 6.85)
BAR_4+MTX 0.10 (0.0002, 8.13)
HD203+MTX 0.22 (0.01, 4.72)
SB4+MTX 0.19 (0.01, 3.59)
CT-P13+MTX 0.39 (0.02, 6.86)
SB2+MTX 1.01 (0.04, 19.95)
SB5+MTX 0.11 (0.002, 2.92)
ABP501+MTX 1.67 (0.05, 45.60)
BAR_4+MTX RIT_STD+MTX 0.26 (0.0004, 45.38)
HD203+MTX 0.54 (0.02, 29.20)
SB4+MTX 0.48 (0.02, 24.88)
CT-P13+MTX 0.98 (0.04, 49.70)
SB2+MTX 2.50 (0.08, 143.60)
SB5+MTX 0.26 (0.01, 20.11)
ABP501+MTX 4.18 (0.10, 281.46)
HD203+MTX BAR_4+MTX 2.06 (0.04, 592.88)
SB4+MTX 1.79 (0.04, 545.66)
CT-P13+MTX 3.68 (0.09, 965.84)
SB2+MTX 9.42 (0.21, 2954.25)
SB5+MTX 0.98 (0.02, 292.66)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX 15.20 (0.33, 4345.95)
SB4+MTX HD203+MTX 0.89 (0.21, 3.76)
CT-P13+MTX 1.80 (0.38, 9.86)
SB2+MTX 4.66 (0.79, 29.96)
SB5+MTX 0.50 (0.03, 4.80)
ABP501+MTX 7.32(0.89, 74.07)
CT-P13+MTX SB4+MTX 2.05 (0.46, 10.01)
SB2+MTX 5.31 (0.97, 29.96)
SB5+MTX 0.57 (0.04, 5.20)
ABP501+MTX 8.21 (1.03, 80.00)
SB2+MTX CT-P13+MTX 2.57 (0.73, 8.46)
SB5+MTX 0.28 (0.02, 2.19)
ABP501+MTX 4.03 (0.53, 33.55)
SB5+MTX SB2+MTX 0.11 (0.01, 0.95)
ABP501+MTX 1.57 (0.18, 15.07)
ABP501+MTX SB5+MTX 14.59 (1.69, 245.18)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 20. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Only Studies Clearly
Including Inadequate Responders to MTX

Treatment Comparator OR (95% Crl)
cSDMARD+MTX Placebo+MTX 3.23(0.37, 33.82)
SSZ+HCQ -
MTX+SSZ+HCQ -
ETN_STD 1.94 (0.23, 19.32)

ETN_STD+MTX

1.03 (0.16, 9.44)

ABA_STD (IV)+MTX

0.75 (0.36, 1.55)

ABA_STD (SC)+MTX

0.41 (0.13, 1.35)

ADA_STD+MTX

1.21 (0.56, 2.63)

TOF_STD+MTX

1.80 (0.90, 3.91)

TOC_4 (IV)

1.26 (0.31, 5.16)

TOC_8 (IV)

0.98 (0.32, 3.11)

TOC_4 (IV)+MTX

1.41 (0.36, 5.81)

TOC_8 (IV)+MTX

1.40 (0.43, 4.98)

GOL_STD (SC)+MTX

1.00 (0.33, 3.10)

INF_STD+MTX

1.41 (0.67, 3.08)

INF_STD

2.55 (0.08, 99.09)

CERTO_STD+MTX

1.09 (0.42, 2.90)

RIT_STD 2.54 (0.18, 67.22)
RIT_STD+MTX 1.04 (0.05, 24.75)
BAR_4+MTX 0.29 (0.02, 1.80)
HD203+MTX 0.96 (0.11, 10.36)
SB4+MTX 0.80 (0.11, 8.70)
CT-P13+MTX 1.22 (0.48, 3.29)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 3.14 (0.98, 10.90)
SB5+MTX 0.24 (0.02, 1.22)
ABP501+MTX 3.08 (0.58, 19.91)
SSZ+HCQ csSDMARD+MTX -
MTX+SSZ+HCQ -
ETN_STD 0.59 (0.16, 2.29)

ETN_STD+MTX

0.33 (0.12, 0.86)

ABA_STD (IV)+MTX

0.23 (0.02, 2.45)

ABA_STD (SC)+MTX

0.13 (0.01, 1.49)

ADA_STD+MTX

0.37 (0.03, 3.77)

TOF_STD+MTX

0.55 (0.05, 5.60)

TOC_4 (IV)

0.39 (0.02, 4.94)

TOC_8 (IV)

0.30 (0.02, 3.65)

TOC_4 (IV)+MTX

0.43 (0.03, 5.58)

TOC_8 (IV)+MTX

0.43 (0.03, 5.44)

GOL_STD (SC)+MTX

0.31 (0.02, 3.54)

INF_STD+MTX

0.45 (0.04, 4.21)

INF_STD

0.82 (0.01, 47.37)

CERTO_STD+MTX

0.33 (0.03, 3.70)

RIT_STD 0.80 (0.02, 46.85)
RIT_STD+MTX 0.31 (0.01, 19.28)
BAR_4+MTX 0.09 (0.003, 1.59)
HD203+MTX 0.30 (0.07, 1.23)
SB4+MTX 0.26 (0.07, 0.91)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 0.38 (0.03, 3.84)
SB2+MTX 0.98 (0.07, 11.66)
SB5+MTX 0.07 (0.003, 1.20)
ABP501+MTX 0.95 (0.06, 16.18)
MTX+SSZ+HCQ SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD 3

CERTO_STD+MTX -

RIT_STD 5

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX -
SB5+MTX -
ABP501+MTX -
ETN_STD+MTX ETN_STD 0.55 (0.22, 1.35)

ABA_STD (IV)+MTX

0.38 (0.03, 3.82)

ABA_STD (SC)+MTX

0.21 (0.02, 2.46)

ADA_STD+MTX

0.60 (0.06, 5.91)

TOF_STD+MTX

0.92 (0.09, 8.93)

TOC_4 (IV)

0.63 (0.04, 8.79)

TOC_8 (IV)

0.49 (0.04, 6.90)

TOC_4 (IV)+MTX

0.70 (0.05, 10.75)

TOC_8 (IV)+MTX

0.69 (0.06, 9.55)

GOL_STD (SC)+MTX

0.51 (0.04, 5.77)

INF_STD+MTX

0.71 (0.07, 6.57)

INF_STD

1.32(0.02, 78.57)

CERTO_STD+MTX

0.55 (0.05, 6.09)

RIT_STD 1.31(0.04, 94.92)
RIT_STD+MTX 0.51 (0.01, 32.33)
BAR_4+MTX 0.14 (0.005, 2.38)
HD203+MTX 0.49 (0.12, 1.95)
SB4+MTX 0.42 (0.12, 1.44)
CT-P13+MTX 0.62 (0.05, 6.22)
SB2+MTX 1.60 (0.13, 18.01)
SB5+MTX 0.11 (0.01, 1.98)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

1.54 (0.10, 28.11)

ABA_STD (IV)+MTX

ETN_STD+MTX

0.71 (0.07, 5.69)

ABA_STD (SC)+MTX

0.39 (0.03, 3.74)

ADA_STD+MTX

1.13(0.11, 9.14)

TOF_STD+MTX

1.70 (0.17, 12.45)

TOC_4 (IV)

1.17 (0.09, 13.33)

TOC_8 (IV)

0.91 (0.09, 9.85)

TOC_4 (IV)+MTX

1.31(0.11, 15.12)

TOC_8 (IV)+MTX

1.31(0.13, 13.87)

GOL_STD (SC)+MTX

0.95 (0.09, 8.83)

INF_STD+MTX

1.34 (0.14, 10.11)

INF_STD

2.42 (0.05, 131.76)

CERTO_STD+MTX

1.02 (0.10, 9.12)

RIT_STD 2.44 (0.08, 132.56)
RIT_STD+MTX 0.94 (0.02, 51.88)
BAR_4+MTX 0.26 (0.01, 3.87)
HD203+MTX 0.90 (0.33, 2.55)
SB4+MTX 0.77 (0.32, 1.81)
CT-P13+MTX 1.16 (0.11, 9.40)
SB2+MTX 3.01 (0.28, 29.05)
SB5+MTX 0.20 (0.01, 2.99)
ABP501+MTX 2.87 (0.21, 42.27)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.55 (0.13, 2.24)

ADA_STD+MTX

1.61 (0.54, 4.70)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOF_STD+MTX

2.40 (0.87, 7.11)

TOC_4 (IV)

1.67 (0.35, 8.17)

TOC_8 (V)

1.32 (0.34, 4.99)

TOC_4 (IV)+MTX

1.88 (0.40, 9.21)

TOC_8 (IV)+MTX

1.88 (0.47, 7.94)

GOL_STD (SC)+MTX

1.34 (0.36, 4.97)

INF_STD+MTX

1.85 (0.75, 5.05)

INF_STD

3.41 (0.10, 147.97)

CERTO_STD+MTX

1.44 (0.43, 5.01)

RIT_STD 3.32 (0.22, 97.22)
RIT_STD+MTX 1.39 (0.06, 36.89)
BAR_4+MTX 0.39 (0.02, 2.92)
HD203+MTX 1.31(0.12, 16.30)
SB4+MTX 1.09 (0.12, 13.09)
CT-P13+MTX 1.60 (0.55, 5.24)
SB2+MTX 4.17 (1.17, 16.89)
SB5+MTX 0.31 (0.03, 1.85)
ABP501+MTX 4.12 (0.68, 29.78)

ADA_STD+MTX

ABA_STD (SC)+MTX

2.90 (1.23, 7.20)

TOF_STD+MTX

4.41 (1.34, 14.47)

TOC_4 (V)

3.02 (0.49, 18.73)

TOC_8 (IV)

2.37 (0.46, 11.86)

TOC_4 (IV)+MTX

3.40 (0.58, 20.91)

TOC_8 (IV)+MTX

3.46 (0.65, 17.78)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

2.47 (0.46, 12.30)

INF_STD+MTX

3.40 (0.85, 13.09)

INF_STD

6.18 (0.17, 287.44)

CERTO_STD+MTX

2.63 (0.71, 9.52)

RIT_STD 6.15 (0.39, 180.91)
RIT_STD+MTX 2.46 (0.09, 75.72)
BAR_4+MTX 0.69 (0.03, 6.33)

HD203+MTX 2.32(0.20, 32.79)
SB4+MTX 1.94 (0.18, 26.90)
CT-P13+MTX 2.94 (0.67, 13.21)
SB2+MTX 7.61 (1.46, 40.00)
SB5+MTX 0.56 (0.06, 3.20)

ABP501+MTX 7.28 (1.41, 48.52)

TOF_STD+MTX

ADA_STD+MTX

1.50 (0.66, 3.43)

TOC_4 (V)

1.04 (0.21, 5.18)

TOC_8 (IV)

0.81 (0.20, 3.22)

TOC_4 (IV)+MTX

1.17 (0.24, 5.81)

TOC_8 (IV)+MTX

1.18 (0.28, 5.00)

GOL_STD (SC)+MTX

0.84 (0.20, 3.24)

INF_STD+MTX

1.16 (0.41, 3.37)

INF_STD

2.11 (0.06, 81.53)

CERTO_STD+MTX

0.90 (0.35, 2.31)

RIT_STD

2.12 (0.15, 56.83)

RIT_STD+MTX

0.84 (0.04, 23.13)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX 0.24 (0.01, 1.95)
HD203+MTX 0.80 (0.08, 9.93)
SB4+MTX 0.68 (0.07, 8.14)
CT-P13+MTX 1.00 (0.31, 3.40)
SB2+MTX 2.61 (0.67, 10.84)
SB5+MTX 0.20 (0.02, 0.84)
ABP501+MTX 2.47 (0.63, 13.94)
TOC 4 (IV) TOF_STD+MTX 0.69 (0.15, 3.34)
TOC_8 (IV) 0.54 (0.14, 2.11)

TOC_4 (IV)+MTX

0.78 (0.16, 3.86)

TOC_8 (IV)+MTX

0.78 (0.19, 3.27)

GOL_STD (SC)+MTX

0.56 (0.14, 2.10)

INF_STD+MTX

0.77 (0.28, 2.17)

INF_STD

1.41 (0.04, 57.40)

CERTO_STD+MTX

0.60 (0.20, 1.80)

RIT_STD 1.40 (0.10, 37.79)
RIT_STD+MTX 0.58 (0.02, 13.50)
BAR_4+MTX 0.16 (0.01, 1.13)
HD203+MTX 0.53 (0.06, 6.32)
SB4+MTX 0.45 (0.05, 5.38)
CT-P13+MTX 0.66 (0.21, 2.28)
SB2+MTX 1.73 (0.44, 7.34)
SB5+MTX 0.13 (0.01, 0.70)
ABP501+MTX 1.68 (0.34, 11.17)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_8 (IV) TOC_4 (IV) 0.77 (0.23, 2.84)
TOC_4 (IV)+MTX 1.13 (0.30, 4.34)
TOC_8 (IV)+MTX 1.13 (0.33, 4.15)
GOL_STD (SC)+MTX 0.78 (0.14, 4.99)
INF_STD+MTX 1.11 (0.23, 5.46)
INF_STD 1.96 (0.05, 128.77)
CERTO_STD+MTX 0.85 (0.16, 4.88)
RIT_STD 2.08 (0.11, 68.31)
RIT_STD+MTX 0.83 (0.03, 21.85)
BAR_4+MTX 0.22 (0.01, 2.49)
HD203+MTX 0.78 (0.05, 12.05)
SB4+MTX 0.66 (0.05, 9.33)
CT-P13+MTX 0.96 (0.18, 5.17)
SB2+MTX 2.51(0.41, 15.77)
SB5+MTX 0.18 (0.01, 1.57)
ABP501+MTX 2.48 (0.29, 25.84)
TOC_4 (IV)+MTX TOC 8 (IV) 1.46 (0.42, 4.76)

TOC_8 (IV)+MTX

1.45 (0.62, 3.41)

GOL_STD (SC)+MTX

1.01 (0.21, 5.23)

INF_STD+MTX

1.45 (0.37, 5.71)

INF_STD

2.57 (0.07, 127.10)

CERTO_STD+MTX

1.10 (0.25, 4.96)

RIT_STD

2.69 (0.16, 74.29)

RIT_STD+MTX

1.06 (0.04, 25.46)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX 0.28 (0.01, 2.83)
HD203+MTX 1.01 (0.07, 12.54)
SB4+MTX 0.85 (0.07, 10.12)
CT-P13+MTX 1.25 (0.28, 5.69)
SB2+MTX 3.22 (0.63, 17.39)
SB5+MTX 0.23 (0.02, 1.73)
ABP501+MTX 3.11 (0.42, 28.28)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.00 (0.29, 3.54)

GOL_STD (SC)+MTX

0.70 (0.12, 4.50)

INF_STD+MTX

1.00 (0.21, 4.54)

INF_STD

1.79 (0.05, 105.00)

CERTO_STD+MTX

0.77 (0.14, 4.15)

RIT_STD 1.81(0.10, 58.32)
RIT_STD+MTX 0.73 (0.03, 19.39)
BAR_4+MTX 0.20 (0.01, 2.08)
HD203+MTX 0.69 (0.04, 10.15)
SB4+MTX 0.59 (0.05, 8.22)
CT-P13+MTX 0.86 (0.17, 4.49)
SB2+MTX 2.23(0.36, 13.83)
SB5+MTX 0.16 (0.01, 1.38)
ABP501+MTX 2.17 (0.25, 21.54)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.70 (0.13, 3.70)

INF_STD+MTX

0.99 (0.24, 4.17)

INF_STD

1.78 (0.05, 87.71)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

0.77 (0.16, 3.64)

RIT_STD 1.86 (0.11, 49.55)
RIT_STD+MTX 0.73 (0.03, 16.98)
BAR_4+MTX 0.19 (0.01, 2.15)
HD203+MTX 0.68 (0.05, 9.06)
SB4+MTX 0.58 (0.05, 7.24)
CT-P13+MTX 0.85 (0.18, 4.17)
SB2+MTX 2.23 (0.41, 12.55)
SB5+MTX 0.16 (0.01, 1.25)
ABP501+MTX 2.15 (0.29, 19.11)
INF_STD+MTX GOL_STD (SC)+MTX 1.39 (0.37, 5.57)
INF_STD 2.52 (0.07, 129.93)

CERTO_STD+MTX

1.06 (0.24, 4.84)

RIT_STD 2.54 (0.15, 91.10)
RIT_STD+MTX 0.99 (0.04, 34.50)
BAR_4+MTX 0.28 (0.01, 2.41)
HD203+MTX 0.96 (0.08, 13.42)
SB4+MTX 0.81 (0.08, 10.38)
CT-P13+MTX 1.20 (0.29, 5.56)
SB2+MTX 3.14 (0.62, 16.84)
SB5+MTX 0.23 (0.02, 1.84)
ABP501+MTX 3.04 (0.41, 27.91)
INF_STD INF_STD+MTX 1.82 (0.06, 70.39)

CERTO_STD+MTX

0.77 (0.23, 2.56)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

RIT_STD 1.79 (0.11, 55.59)
RIT_STD+MTX 0.74 (0.03, 19.45)
BAR_4+MTX 0.20 (0.01, 1.62)
HD203+MTX 0.68 (0.07, 8.04)
SB4+MTX 0.58 (0.07, 6.35)
CT-P13+MTX 0.85 (0.49, 1.65)
SB2+MTX 2.24 (0.91, 5.88)
SB5+MTX 0.17 (0.02, 0.99)
ABP501+MTX 2.19 (0.37, 15.35)
CERTO_STD+MTX INF_STD 0.43 (0.01, 14.48)

RIT_STD 1.02 (0.01, 105.74)
RIT_STD+MTX 0.42 (0.003, 31.75)
BAR_4+MTX 0.11 (0.001, 5.44)
HD203+MTX 0.39 (0.01, 20.15)
SB4+MTX 0.32 (0.01, 15.97)
CT-P13+MTX 0.47 (0.01, 15.91)
SB2+MTX 1.24 (0.03, 45.88)
SB5+MTX 0.08 (0.001, 4.02)
ABP501+MTX 1.21(0.02, 57.97)
RIT_STD CERTO_STD+MTX 2.35 (0.15, 64.07)
RIT_STD+MTX 0.95 (0.04, 26.98)
BAR_4+MTX 0.26 (0.01, 2.18)

HD203+MTX 0.90 (0.08, 11.27)
SB4+MTX 0.75 (0.07, 9.18)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 1.11 (0.29, 4.45)
SB2+MTX 2.92 (0.65, 14.07)
SB5+MTX 0.21 (0.02, 1.21)
ABP501+MTX 2.80 (0.51, 20.41)
RIT_STD+MTX RIT_STD 0.41 (0.02, 5.34)
BAR_4+MTX 0.11 (0.001, 2.65)
HD203+MTX 0.38 (0.01, 14.28)
SB4+MTX 0.32 (0.01, 11.50)
CT-P13+MTX 0.48 (0.02, 8.68)
SB2+MTX 1.24 (0.04, 25.74)
SB5+MTX 0.08 (0.002, 2.05)
ABP501+MTX 1.19 (0.04, 27.49)
BAR_4+MTX RIT_STD+MTX 0.27 (0.003, 9.66)
HD203+MTX 0.92 (0.02, 51.32)
SB4+MTX 0.81 (0.01, 40.81)
CT-P13+MTX 1.16 (0.04, 31.85)
SB2+MTX 3.03 (0.10, 89.84)
SB5+MTX 0.22 (0.005, 7.04)
ABP501+MTX 2.95 (0.09, 113.64)
HD203+MTX BAR_4+MTX 3.60 (0.18, 110.61)
SB4+MTX 3.01(0.18, 86.92)
CT-P13+MTX 4.26 (0.49, 93.22)
SB2+MTX 11.35(1.17, 245.18)
SB5+MTX 0.81 (0.04, 22.20)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX 11.01 (0.77, 392.29)
SB4+MTX HD203+MTX 0.85 (0.22, 3.20)
CT-P13+MTX 1.27 (0.10, 13.30)
SB2+MTX 3.28 (0.24, 38.90)
SB5+MTX 0.23 (0.01, 4.13)
ABP501+MTX 3.18(0.19, 54.00)
CT-P13+MTX SB4+MTX 1.51(0.12, 14.48)
SB2+MTX 3.83(0.32, 43.16)
SB5+MTX 0.26 (0.01, 4.31)
ABP501+MTX 3.78 (0.24, 62.49)
SB2+MTX CT-P13+MTX 2.64 (0.84, 7.96)
SB5+MTX 0.19 (0.02, 1.24)
ABP501+MTX 2.53 (0.38, 19.22)
SB5+MTX SB2+MTX 0.07 (0.01, 0.54)
ABP501+MTX 0.97 (0.13, 8.26)
ABP501+MTX SB5+MTX 13.82 (1.57, 185.49)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 21. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Restricted Time Point

Analysis (12-16 weeks)

Treatment Reference OR (95% Crl)
csDMARD+MTX Placebo+MTX 5.02 (0.11, 291.49)
SSZ+HCQ -
MTX+SSZ+HCQ -
ETN_STD 1.24 (0.03, 68.92)

ETN_STD+MTX

0.85 (0.02, 38.90)

ABA_STD (IV)+MTX

0.86 (0.004, 214.43)

ADA_STD+MTX

1.69 (0.63, 5.08)

TOF_STD+MTX

2.08 (0.99, 4.67)

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)*MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.31 (0.33, 5.45)

INF_STD+MTX

0.96 (0.08, 20.64)

INF_STD

2.36 (0.04, 233.22)

CERTO_STD+MTX

1.44 (0.31, 7.38)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.28 (0.01, 1.67)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

SB5+MTX

ABP501+MTX

SSZ+HCQ

csDMARD+MTX

MTX+SSZ+HCQ

ETN_STD

0.25 (0.03, 1.59)

ETN_STD+MTX

0.17 (0.03, 0.71)

ABA_STD (IV)+MTX

0.17 (0.0002, 108.74)

ADA_STD+MTX

0.34 (0.01, 18.14)

TOF_STD+MTX

0.42 (0.01, 20.88)

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.25 (0.004, 16.14)

INF_STD+MTX

0.20 (0.002, 21.61)

INF_STD

0.45 (0.001, 156.80)

CERTO_STD+MTX

0.29 (0.004, 17.27)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.05 (0.0004, 3.07)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB5+MTX -
ABP501+MTX -
MTX+SSZ+HCQ SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) .

TOC_8 (V) -

TOC_4 (IV)*MTX -

TOC_8 (IV)+MTX .

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD 3

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
ABP501+MTX -
ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX .

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

ETN_STD+MTX ETN_STD 0.68 (0.22, 1.99)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

ABA_STD (IV)+MTX

0.71 (0.001, 394.26)

ADA_STD+MTX

1.38 (0.02, 62.55)

TOF_STD+MTX

1.68 (0.03, 74.96)

TOC_4 (IV)

TOC 8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)*MTX

GOL_STD (SC)+MTX

1.02 (0.02, 57.05)

INF_STD+MTX

0.79 (0.01, 81.94)

INF_STD

1.82 (0.01, 547.85)

CERTO_STD+MTX

1.17 (0.02, 63.94)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.20 (0.002, 12.06)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ABA_STD (IV)+MTX

ETN_STD+MTX

1.05 (0.002, 551.70)

ADA_STD+MTX

2.03 (0.04, 83.51)

TOF_STD+MTX

2.46 (0.05, 95.68)

TOC_4 (IV)

402




(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.52 (0.03, 69.76)

INF_STD+MTX

1.18 (0.02, 102.82)

INF_STD

2.65 (0.01, 762.80)

CERTO_STD+MTX

1.74 (0.03, 79.76)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.30 (0.003, 14.86)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ADA_STD+MTX

ABA_STD (IV)+MTX

1.91 (0.01, 458.98)

TOF_STD+MTX

2.41 (0.01, 595.26)

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)*MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.60 (0.005, 340.36)

INF_STD+MTX

1.04 (0.002, 444.97)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

INF_STD

2.92 (0.004, 3554.61)

CERTO_STD+MTX

1.65 (0.01, 453.05)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.30 (0.001, 95.11)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

1.23(0.46, 3.03)

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.77 (0.13, 4.38)

INF_STD+MTX

0.56 (0.03, 13.20)

INF_STD

1.43(0.02, 138.38)

CERTO_STD+MTX

0.86 (0.25, 2.84)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.15 (0.01, 1.28)

HD203+MTX
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_4 (IV) TOF_STD+MTX -

TOC_8 (V) -

TOC_4 (IV)+MTX .

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX 0.63 (0.13, 3.07)

INF_STD+MTX 0.45 (0.03, 10.63)

INF_STD 1.17 (0.02, 112.28)

CERTO_STD+MTX 0.70 (0.16, 3.29)

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 0.13 (0.01, 0.93)

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_8 (IV) TOC_4 (IV) -

TOC_4 (IV)+MTX -
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD .

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX .

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_4 (IV)+MTX TOC_8 (IV) -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD .

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_8 (IV)+MTX TOC_4 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX .

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

GOL_STD (SC)+MTX TOC_8 (IV)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD .
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

INF_STD+MTX

GOL_STD (SC)+MTX

0.74 (0.04, 17.83)

INF_STD

1.78 (0.02, 242.74)

CERTO_STD+MTX

1.11 (0.13, 9.54)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.20 (0.01, 2.12)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

INF_STD

INF_STD+MTX

2.55(0.04, 174.16)

CERTO_STD+MTX

1.53 (0.05, 31.85)

RIT_STD

RIT_STD+MTX
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

BAR_4+MTX

0.26 (0.01, 6.69)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

CERTO_STD+MTX

INF_STD

0.58 (0.01, 46.67)

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.10 (0.001, 11.00)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

RIT_STD

CERTO_STD+MTX

RIT_STD+MTX

BAR_4+MTX

0.18 (0.01, 2.04)

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

SB5+MTX -

ABP501+MTX -

RIT_STD+MTX RIT_STD -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

BAR_4+MTX RIT_STD+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

HD203+MTX BAR_4+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

SB4+MTX HD203+MTX -
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

CT-P13+MTX SB4+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

SB2+MTX CT-P13+MTX -

SB5+MTX -

ABP501+MTX -

SB5+MTX SB2+MTX -

ABP501+MTX -

ABP501+MTX SB5+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mag/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 22. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Only Studies with Patients
with Inadequate Response to MTX who were Biologic Naive

Treatment Comparator OR (95% CI)

csDMARD+MTX Placebo+MTX 2.08 (0.62, 7.21)
SSZ+HCQ 0.37 (0.06, 1.87)
MTX+SSZ+HCQ 0.42 (0.07, 1.92)
ETN_STD 0.79 (0.41, 1.71)

ETN_STD+MTX

0.67 (0.35, 1.32)

ABA_STD (IV)+MTX

0.71 (0.12, 3.54)

ABA_STD (SC)+MTX

0.35 (0.08, 1.43)

ADA_STD+MTX

1.00 (0.34, 3.08)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.66 (0.13, 2.59)

INF_STD+MTX

1.40 (0.55, 4.08)

INF_STD

3.11 (0.05, 168.68)

CERTO_STD+MTX

0.98 (0.34, 2.86)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.28 (0.01, 2.23)
HD203+MTX -
SB4+MTX 0.51 (0.16, 1.64)
CT-P13+MTX 1.00 (0.30, 3.82)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)
SB2+MTX 3.16 (0.79, 13.56)
SB5+MTX 0.18 (0.02, 1.31)
ABP501+MTX -
SSZ+HCQ csDMARD+MTX 0.18 (0.02, 1.33)
MTX+SSZ+HCQ 0.20 (0.02, 1.41)
ETN_STD 0.38 (0.12, 1.29)

ETN_STD+MTX

0.32 (0.12, 0.89)

ABA_STD (IV)+MTX

0.33 (0.04, 2.61)

ABA_STD (SC)+MTX

0.17 (0.03, 1.05)

ADA_STD+MTX

0.49 (0.10, 2.41)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.32 (0.04, 1.99)

INF_STD+MTX

0.67 (0.14, 3.48)

INF_STD

1.51 (0.02, 84.86)

CERTO_STD+MTX

0.47 (0.09, 2.33)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.13 (0.004, 1.50)
HD203+MTX -
SB4+MTX 0.25 (0.06, 0.97)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)
CT-P13+MTX 0.48 (0.09, 3.02)
SB2+MTX 1.50 (0.24, 10.63)
SB5+MTX 0.08 (0.01, 0.89)
ABP501+MTX -
MTX+SSZ+HCQ SSZ+HCQ 1.10 (0.17, 7.45)
ETN_STD 2.16 (0.39, 15.00)

ETN_STD+MTX

1.81(0.32, 12.72)

ABA_STD (IV)+MTX

1.91 (0.16, 19.41)

ABA_STD (SC)+MTX

0.96 (0.11, 8.65)

ADA_STD+MTX

2.77 (0.41, 20.80)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.80 (0.20, 15.77)

INF_STD+MTX

3.82 (0.57, 28.11)

INF_STD

8.64 (0.12, 571.92)

CERTO_STD+MTX

2.71 (0.38, 20.55)

RIT_STD 3
RIT_STD+MTX -
BAR_4+MTX 0.73 (0.02, 11.15)
HD203+MTX -
SB4+MTX 1.38(0.20, 11.86)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)
CT-P13+MTX 2.75 (0.35, 23.27)
SB2+MTX 8.66 (0.98, 80.72)
SB5+MTX 0.50 (0.03, 5.99)
ABP501+MTX -
ETN_STD MTX+SSZ+HCQ 1.92 (0.36, 13.01)

ETN_STD+MTX

1.61 (0.30, 10.86)

ABA_STD (IV)+MTX

1.75 (0.16, 17.71)

ABA_STD (SC)+MTX

0.86 (0.10, 7.15)

ADA_STD+MTX

2.46 (0.39, 16.83)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

1.59 (0.17, 14.78)

INF_STD+MTX

3.43 (0.58, 24.70)

INF_STD

7.55 (0.11, 581.14)

CERTO_STD+MTX

2.38 (0.38, 18.19)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.66 (0.02, 9.85)
HD203+MTX -
SB4+MTX 1.23(0.19, 10.94)
CT-P13+MTX 2.46 (0.36, 20.68)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)
SB2+MTX 7.79 (1.02, 69.41)
SB5+MTX 0.43 (0.03, 5.52)
ABP501+MTX -
ETN_STD+MTX ETN_STD 0.85 (0.45, 1.44)

ABA_STD (IV)+MTX

0.89 (0.13, 4.92)

ABA_STD (SC)+MTX

0.44 (0.08, 2.08)

ADA_STD+MTX

1.25 (0.33, 4.71)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.82 (0.14, 3.65)

INF_STD+MTX

1.75 (0.52, 6.18)

INF_STD

3.87 (0.06, 218.55)

CERTO_STD+MTX

1.22 (0.33, 4.28)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.35 (0.01, 3.12)
HD203+MTX -
SB4+MTX 0.64 (0.20, 1.83)
CT-P13+MTX 1.25 (0.30, 5.58)
SB2+MTX 3.97 (0.81, 19.32)
SB5+MTX 0.22 (0.02, 1.83)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Cl)

ABP501+MTX

ABA_STD (IV)+MTX

ETN_STD+MTX

1.05 (0.16, 6.01)

ABA_STD (SC)+MTX

0.53 (0.11, 2.52)

ADA_STD+MTX

1.50 (0.42, 5.65)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.98 (0.17, 4.40)

INF_STD+MTX

2.10 (0.64, 7.43)

INF_STD

4.62 (0.07, 269.08)

CERTO_STD+MTX

1.45 (0.40, 5.12)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.41 (0.01, 3.76)
HD203+MTX -
SB4+MTX 0.76 (0.29, 1.91)
CT-P13+MTX 1.50 (0.37, 6.81)
SB2+MTX 4.74 (0.98, 23.48)
SB5+MTX 0.26 (0.02, 2.19)
ABP501+MTX -

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.50 (0.06, 4.86)

ADA_STD+MTX

1.41(0.21, 12.11)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Cl)

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (V)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.92 (0.10, 8.72)

INF_STD+MTX

1.98 (0.48, 10.82)

INF_STD

4.48 (0.07, 286.57)

CERTO_STD+MTX

1.38 (0.20, 11.19)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.39 (0.01, 6.45)
HD203+MTX -
SB4+MTX 0.73 (0.10, 5.73)
CT-P13+MTX 1.41 (0.29, 9.21)
SB2+MTX 4.46 (0.81, 31.91)
SB5+MTX 0.25 (0.01, 3.98)
ABP501+MTX 3

ADA_STD+MTX

ABA_STD (SC)+MTX

2.85 (1.15, 7.46)

TOF_STD+MTX

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX
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(as supplied by the authors)

Treatment

Comparator

OR (95% Cl)

GOL_STD (SC)+MTX

1.85 (0.20, 14.60)

INF_STD+MTX

3.99 (0.77, 24.90)

INF_STD

9.01 (0.13, 567.36)

CERTO_STD+MTX

2.78 (0.71, 11.74)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.78 (0.02, 10.12)
HD203+MTX -
SB4+MTX 1.45 (0.23, 9.50)
CT-P13+MTX 2.85 (0.47, 20.82)
SB2+MTX 8.97 (1.27, 71.31)
SB5+MTX 0.51 (0.05, 3.39)
ABP501+MTX -

TOF_STD+MTX

ADA_STD+MTX

TOC_4 (V)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.66 (0.08, 4.05)

INF_STD+MTX

1.39 (0.33, 6.58)

INF_STD

3.04 (0.05, 177.33)

CERTO_STD+MTX

0.97 (0.35, 2.83)

RIT_STD

RIT_STD+MTX
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(as supplied by the authors)

Treatment Comparator OR (95% CI)
BAR_4+MTX 0.28 (0.01, 2.93)
HD203+MTX -
SB4+MTX 0.51 (0.10, 2.61)
CT-P13+MTX 0.99 (0.20, 5.74)
SB2+MTX 3.12 (0.54, 19.81)
SB5+MTX 0.18 (0.02, 0.90)
ABP501+MTX -

TOC 4 (IV) TOF_STD+MTX -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX .

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% CI)

TOC_8 (IV) TOC_4 (IV) -

TOC_4 (IV)+MTX 3

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_4 (IV)+MTX TOC_8 (IV) -

TOC_8 (IV)+MTX ;

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD 3

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% CI)

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_8 (IV)+MTX TOC_4 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

GOL_STD (SC)+MTX TOC_8 (IV)+MTX -

INF_STD+MTX -

INF_STD 3
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(as supplied by the authors)

Treatment

Comparator

OR (95% Cl)

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

INF_STD+MTX

GOL_STD (SC)+MTX

2.19 (0.40, 14.17)

INF_STD

4.86 (0.07, 345.16)

CERTO_STD+MTX

1.48 (0.25, 11.09)

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.42 (0.01, 5.70)
HD203+MTX -
SB4+MTX 0.78 (0.13, 5.71)
CT-P13+MTX 1.58 (0.24, 12.05)
SB2+MTX 4.90 (0.69, 41.89)
SB5+MTX 0.27 (0.02, 3.43)
ABP501+MTX -
INF_STD INF_STD+MTX 2.19 (0.04, 116.28)

CERTO_STD+MTX

0.70 (0.15, 2.93)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.20 (0.01, 1.92)
HD203+MTX -
SB4+MTX 0.37 (0.07, 1.65)
CT-P13+MTX 0.72 (0.33, 1.54)
SB2+MTX 2.23(0.84, 6.27)
SB5+MTX 0.13(0.01, 1.14)
ABP501+MTX -
CERTO_STD+MTX INF_STD 0.32 (0.005, 20.19)
RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.08 (0.001, 6.81)
HD203+MTX -
SB4+MTX 0.17 (0.003, 12.39)
CT-P13+MTX 0.33(0.01, 19.89)
SB2+MTX 1.02 (0.02, 66.49)
SB5+MTX 0.06 (0.001, 5.36)
ABP501+MTX -
RIT_STD CERTO_STD+MTX -
RIT_STD+MTX -
BAR_4+MTX 0.28 (0.01, 2.79)
HD203+MTX -
SB4+MTX 0.52 (0.11, 2.57)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)

CT-P13+MTX 1.02 (0.20, 5.84)

SB2+MTX 3.18 (0.58, 20.31)

SB5+MTX 0.18 (0.02, 1.27)

ABP501+MTX -

RIT_STD+MTX RIT_STD -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

BAR_4+MTX RIT_STD+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

HD203+MTX BAR _4+MTX -

SB4+MTX 1.87 (0.17, 72.68)

CT-P13+MTX 3.62 (0.33, 150.81)

SB2+MTX 11.63 (0.92, 470.60)

SB5+MTX 0.64 (0.03, 36.02)
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(as supplied by the authors)

Treatment Comparator OR (95% CI)

ABP501+MTX -

SB4+MTX HD203+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

CT-P13+MTX SB4+MTX 1.94 (0.37, 11.66)

SB2+MTX 6.20 (1.03, 40.29)

SB5+MTX 0.34 (0.02, 3.53)

ABP501+MTX -

SB2+MTX CT-P13+MTX 3.12 (0.89, 11.06)

SB5+MTX 0.18 (0.01, 1.84)

ABP501+MTX -

SB5+MTX SB2+MTX 0.06 (0.004, 0.61)

ABP501+MTX -

ABP501+MTX SB5+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 23. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Excluding Trials of Only

Asian Participants

Treatment Comparator OR (95% Cirl)

csDMARD+MTX Placebo+MTX 1.04 (0.20, 5.14)
SSZ+HCQ 0.36 (0.07, 1.58)
MTX+SSZ+HCQ 0.42 (0.07, 1.99)
ETN_STD 0.79 (0.43, 1.57)

ETN_STD+MTX

0.68 (0.35, 1.27)

ABA_STD (IV)+MTX

0.82 (0.37, 1.81)

ABA_STD (SC)+MTX

0.41 (0.12, 1.24)

ADA_STD+MTX

1.17 (0.55, 2.41)

TOF_STD+MTX

1.71 (0.83, 3.59)

TOC_4 (IV)

1.47 (0.34, 6.29)

TOC_8 (IV)

1.20 (0.30, 5.29)

TOC_4 (IV)+MTX

1.67 (0.40, 7.37)

TOC_8 (IV)+MTX

1.67 (0.45, 6.90)

GOL_STD (SC)+MTX

0.68 (0.15, 2.62)

INF_STD+MTX

1.45 (0.58, 3.60)

INF_STD

2.88 (0.06, 103.03)

CERTO_STD+MTX

1.05 (0.42, 2.76)

RIT_STD 2.05 (0.15, 52.30)
RIT_STD+MTX 0.81 (0.02, 22.04)
BAR_4+MTX 0.28 (0.01, 2.30)
HD203+MTX -

SB4+MTX 0.53 (0.17, 1.50)
CT-P13+MTX 1.05 (0.33, 3.25)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

SB2+MTX 3.30 (0.89, 12.23)
SB5+MTX 0.21 (0.02, 1.21)
ABP501+MTX 3.02 (0.59, 20.35)
SSZ+HCQ csDMARD+MTX 0.33(0.04, 3.15)
MTX+SSZ+HCQ 0.42 (0.04, 3.80)
ETN_STD 0.76 (0.16, 3.97)

ETN_STD+MTX

0.64 (0.15, 3.03)

ABA_STD (IV)+MTX

0.79 (0.14, 5.21)

ABA_STD (SC)+MTX

0.39 (0.05, 2.91)

ADA_STD+MTX

1.13 (0.20, 6.99)

TOF_STD+MTX

1.64 (0.28, 10.35)

TOC_4 (IV)

1.44 (0.16, 12.40)

TOC_8 (IV)

1.16 (0.15, 10.43)

TOC_4 (IV)+MTX

1.62 (0.19, 14.40)

TOC_8 (IV)+MTX

1.62 (0.20, 14.31)

GOL_STD (SC)+MTX

0.63 (0.07, 5.75)

INF_STD+MTX

1.38(0.23, 9.72)

INF_STD

2.80 (0.04, 177.51)

CERTO_STD+MTX

1.02 (0.16, 6.92)

RIT_STD 2.03 (0.09, 74.37)
RIT_STD+MTX 0.78 (0.01, 30.63)
BAR_4+MTX 0.26 (0.0, 4.13)
HD203+MTX -

SB4+MTX 0.50 (0.09, 3.00)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CT-P13+MTX 0.99 (0.15, 7.81)
SB2+MTX 3.13(0.41, 27.61)
SB5+MTX 0.21 (0.01, 2.40)
ABP501+MTX 2.97 (0.31, 37.64)
MTX+SSZ+HCQ SSZ+HCQ 1.22 (0.16, 7.98)
ETN_STD 2.26 (0.45, 14.45)

ETN_STD+MTX

1.92 (0.37, 11.98)

ABA_STD (IV)+MTX

2.33 (0.44, 14.56)

ABA_STD (SC)+MTX

1.13 (0.16, 8.82)

ADA_STD+MTX

3.26 (0.61, 22.15)

TOF_STD+MTX

4.81 (0.91, 32.04)

TOC_4 (IV)

4.12 (0.50, 36.38)

TOC_8 (IV)

3.37 (0.44, 32.59)

TOC_4 (IV)+MTX

4.72 (0.57, 42.82)

TOC_8 (IV)+MTX

4.66 (0.62, 42.48)

GOL_STD (SC)+MTX

1.88 (0.24, 15.80)

INF_STD+MTX

4.07 (0.73, 30.57)

INF_STD

8.42 (0.13, 452.60)

CERTO_STD+MTX

2.96 (0.52, 21.20)

RIT_STD 6.09 (0.32, 241.53)
RIT_STD+MTX 2.30 (0.03, 94.44)
BAR_4+MTX 0.77 (0.02, 11.47)
HD203+MTX -

SB4+MTX 1.50 (0.23, 11.08)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 2.95 (0.46, 23.50)
SB2+MTX 9.12 (1.28, 86.66)
SB5+MTX 0.59 (0.05, 6.85)
ABP501+MTX 8.77 (0.97, 110.61)
ETN_STD MTX+SSZ+HCQ 1.87 (0.35, 12.65)

ETN_STD+MTX

1.60 (0.30, 10.09)

ABA_STD (IV)+MTX

1.96 (0.34, 13.76)

ABA_STD (SC)+MTX

0.95 (0.14, 7.47)

ADA_STD+MTX

2.76 (0.50, 17.60)

TOF_STD+MTX

4.06 (0.74, 26.92)

TOC_4 (IV)

3.56 (0.37, 34.47)

TOC_8 (IV)

2.88 (0.35, 28.33)

TOC_4 (IV)+MTX

3.98 (0.44, 40.61)

TOC_8 (IV)+MTX

3.94 (0.48, 40.00)

GOL_STD (SC)+MTX

1.56 (0.19, 14.25)

INF_STD+MTX

3.43 (0.57, 26.29)

INF_STD

7.18 (0.10, 378.80)

CERTO_STD+MTX

2.48 (0.42, 17.60)

RIT_STD 5.04 (0.23, 194.61)
RIT_STD+MTX 1.88 (0.03, 87.18)
BAR_4+MTX 0.64 (0.02, 9.36)
HD203+MTX -
SB4+MTX 1.23(0.18, 9.57)
CT-P13+MTX 2.47 (0.36, 20.41)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 7.84 (1.02, 71.24)
SB5+MTX 0.50 (0.04, 5.67)
ABP501+MTX 7.30 (0.84, 100.58)
ETN_STD+MTX ETN_STD 0.86 (0.47, 1.45)

ABA_STD (IV)+MTX

1.03 (0.37, 2.80)

ABA_STD (SC)+MTX

0.51 (0.13, 1.82)

ADA_STD+MTX

1.49 (0.53, 3.82)

TOF_STD+MTX

2.17 (0.78, 5.67)

TOC_4 (IV)

1.86 (0.37, 8.97)

TOC_8 (IV)

1.52 (0.32, 7.57)

TOC_4 (IV)+MTX

2.11 (0.43, 10.39)

TOC_8 (IV)+MTX

2.09 (0.48, 10.11)

GOL_STD (SC)+MTX

0.86 (0.15, 3.76)

INF_STD+MTX

1.82 (0.58, 5.60)

INF_STD

3.64 (0.07, 142.74)

CERTO_STD+MTX

1.33(0.43, 4.09)

RIT_STD 2.58 (0.18, 68.03)
RIT_STD+MTX 1.00 (0.02, 29.52)
BAR_4+MTX 0.35 (0.01, 3.15)
HD203+MTX -

SB4+MTX 0.66 (0.23, 1.80)
CT-P13+MTX 1.33(0.34, 4.76)
SB2+MTX 4.14 (0.96, 17.94)
SB5+MTX 0.27 (0.03, 1.71)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

3.87 (0.65, 27.22)

ABA_STD (IV)+MTX

ETN_STD+MTX

1.21 (0.44, 3.29)

ABA_STD (SC)+MTX

0.60 (0.16, 2.20)

ADA_STD+MTX

1.73 (0.64, 4.65)

TOF_STD+MTX

2.54 (0.97, 6.81)

TOC_4 (IV)

2.19 (0.44, 10.49)

TOC_8 (IV)

1.78 (0.38, 9.05)

TOC_4 (IV)+MTX

2.48 (0.52, 12.18)

TOC_8 (IV)+MTX

2.48 (0.58, 12.09)

GOL_STD (SC)+MTX

1.00 (0.18, 4.50)

INF_STD+MTX

2.14 (0.71, 6.78)

INF_STD

4.33(0.09, 168.01)

CERTO_STD+MTX

1.56 (0.51, 5.01)

RIT_STD 3.06 (0.22, 80.72)
RIT_STD+MTX 1.18 (0.03, 34.88)
BAR_4+MTX 0.41 (0.02, 3.78)
HD203+MTX -

SB4+MTX 0.78 (0.32, 1.80)
CT-P13+MTX 1.54 (0.42, 5.82)
SB2+MTX 4.86 (1.15, 21.41)
SB5+MTX 0.31 (0.03, 2.09)
ABP501+MTX 4.54 (0.78, 32.79)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.49 (0.12, 1.98)

ADA_STD+MTX

1.41 (0.47, 4.31)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOF_STD+MTX

2.05 (0.71, 6.28)

TOC_4 (IV)

1.79 (0.33, 8.99)

TOC_8 (V)

1.48 (0.30, 7.74)

TOC_4 (IV)+MTX

2.04 (0.40, 10.71)

TOC_8 (IV)+MTX

2.04 (0.44, 10.01)

GOL_STD (SC)+MTX

0.81 (0.14, 3.95)

INF_STD+MTX

1.76 (0.59, 5.30)

INF_STD

3.49 (0.07, 133.89)

CERTO_STD+MTX

1.28 (0.39, 4.62)

RIT_STD 2.46 (0.18, 70.04)
RIT_STD+MTX 0.95 (0.02, 27.00)
BAR_4+MTX 0.34 (0.01, 3.28)
HD203+MTX -

SB4+MTX 0.64 (0.17, 2.40)
CT-P13+MTX 1.26 (0.35, 4.68)
SB2+MTX 4.03 (0.95, 16.51)
SB5+MTX 0.25 (0.03, 1.78)
ABP501+MTX 3.74 (0.60, 30.94)

ADA_STD+MTX

ABA_STD (SC)+MTX

2.89 (1.22, 7.26)

TOF_STD+MTX

4.25 (1.26, 14.50)

TOC_4 (V)

3.63 (0.56, 24.17)

TOC_8 (IV)

2.97 (0.51, 19.18)

TOC_4 (IV)+MTX

4.10 (0.66, 26.92)

TOC_8 (IV)+MTX

4.11(0.71, 25.33)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

1.68 (0.24, 9.63)

INF_STD+MTX

3.62 (0.83, 16.49)

INF_STD

7.22 (0.13, 307.97)

CERTO_STD+MTX

2.60 (0.76, 9.55)

RIT_STD 5.22 (0.28, 154.78)
RIT_STD+MTX 2.00 (0.04, 65.37)
BAR_4+MTX 0.69 (0.02, 7.40)
HD203+MTX -
SB4+MTX 1.29 (0.27, 6.42)
CT-P13+MTX 2.61 (0.51, 13.67)
SB2+MTX 8.16 (1.41, 49.30)
SB5+MTX 0.52 (0.06, 3.20)
ABP501+MTX 7.58 (1.41, 54.33)

TOF_STD+MTX

ADA_STD+MTX

1.46 (0.63, 3.43)

TOC_4 (V)

1.25 (0.25, 6.71)

TOC_8 (IV)

1.03 (0.23, 5.46)

TOC_4 (IV)+MTX

1.42 (0.28, 7.74)

TOC_8 (IV)+MTX

1.42 (0.32, 6.93)

GOL_STD (SC)+MTX

0.59 (0.10, 2.71)

INF_STD+MTX

1.24 (0.37, 4.31)

INF_STD

2.46 (0.05, 90.83)

CERTO_STD+MTX

0.90 (0.37, 2.27)

RIT_STD

1.78 (0.11, 47.28)

RIT_STD+MTX

0.71(0.01, 19.71)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
BAR_4+MTX 0.24 (0.01, 2.24)
HD203+MTX -
SB4+MTX 0.45 (0.12, 1.67)
CT-P13+MTX 0.90 (0.22, 3.62)
SB2+MTX 2.80 (0.64, 13.61)
SB5+MTX 0.19 (0.02, 0.87)
ABP501+MTX 2.58 (0.63, 14.85)
TOC 4 (IV) TOF_STD+MTX 0.86 (0.17, 4.36)
TOC_8 (IV) 0.70 (0.15, 3.60)

TOC_4 (IV)+MTX

0.98 (0.20, 5.19)

TOC_8 (IV)+MTX

0.99 (0.22, 4.73)

GOL_STD (SC)+MTX

0.40 (0.07, 1.84)

INF_STD+MTX

0.85 (0.26, 2.76)

INF_STD

1.70 (0.03, 65.04)

CERTO_STD+MTX

0.61 (0.20, 1.89)

RIT_STD 1.21 (0.08, 32.56)
RIT_STD+MTX 0.47 (0.01, 13.85)
BAR_4+MTX 0.16 (0.01, 1.49)
HD203+MTX -

SB4+MTX 0.31 (0.08, 1.09)
CT-P13+MTX 0.61 (0.16, 2.43)
SB2+MTX 1.92 (0.44, 8.73)
SB5+MTX 0.12 (0.01, 0.75)
ABP501+MTX 1.78 (0.34, 13.16)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_8 (IV) TOC_4 (IV) 0.82 (0.25, 3.12)
TOC_4 (IV)+MTX 1.14 (0.30, 4.43)
TOC_8 (IV)+MTX 1.13 (0.35, 4.00)
GOL_STD (SC)+MTX 0.45 (0.05, 3.26)
INF_STD+MTX 0.99 (0.18, 5.39)
INF_STD 1.99 (0.04, 88.59)
CERTO_STD+MTX 0.73 (0.12, 4.02)
RIT_STD 1.50 (0.07, 43.34)
RIT_STD+MTX 0.58 (0.01, 19.85)
BAR_4+MTX 0.19 (0.01, 2.33)
HD203+MTX -
SB4+MTX 0.35 (0.06, 2.15)
CT-P13+MTX 0.71 (0.12, 4.28)
SB2+MTX 2.25(0.31, 15.83)
SB5+MTX 0.14 (0.01, 1.36)
ABP501+MTX 2.11 (0.24, 22.47)
TOC_4 (IV)+MTX TOC 8 (IV) 1.37 (0.38, 4.69)

TOC_8 (IV)+MTX

1.38 (0.59, 3.28)

GOL_STD (SC)+MTX

0.55 (0.07, 3.61)

INF_STD+MTX

1.19 (0.22, 5.94)

INF_STD

2.36 (0.04, 110.83)

CERTO_STD+MTX

0.89 (0.15, 4.42)

RIT_STD

1.79 (0.08, 53.04)

RIT_STD+MTX

0.67 (0.01, 22.15)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
BAR_4+MTX 0.23 (0.01, 2.76)
HD203+MTX -
SB4+MTX 0.43 (0.07, 2.40)
CT-P13+MTX 0.86 (0.14, 4.89)
SB2+MTX 2.74 (0.39, 17.60)
SB5+MTX 0.17 (0.01, 1.52)
ABP501+MTX 2.50 (0.27, 26.55)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.00 (0.30, 3.50)

GOL_STD (SC)+MTX

0.41 (0.05, 2.65)

INF_STD+MTX

0.86 (0.16, 4.84)

INF_STD

1.77 (0.03, 75.11)

CERTO_STD+MTX

0.64 (0.10, 3.69)

RIT_STD 1.31 (0.06, 36.53)
RIT_STD+MTX 0.49 (0.01, 15.93)
BAR_4+MTX 0.17 (0.005, 1.98)
HD203+MTX -

SB4+MTX 0.32 (0.05, 1.81)
CT-P13+MTX 0.62 (0.10, 3.93)
SB2+MTX 1.95 (0.28, 14.01)
SB5+MTX 0.12 (0.01, 1.19)
ABP501+MTX 1.84 (0.20, 19.77)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.41 (0.05, 2.50)

INF_STD+MTX

0.86 (0.17, 4.23)

INF_STD

1.70 (0.03, 81.53)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

0.63 (0.11, 3.17)

RIT_STD 1.29 (0.06, 40.04)
RIT_STD+MTX 0.48 (0.01, 16.09)
BAR_4+MTX 0.17 (0.01, 1.91)
HD203+MTX -
SB4+MTX 0.32 (0.05, 1.65)
CT-P13+MTX 0.62 (0.10, 3.44)
SB2+MTX 1.99 (0.29, 12.49)
SB5+MTX 0.12 (0.01, 1.11)
ABP501+MTX 1.83 (0.20, 19.47)
INF_STD+MTX GOL_STD (SC)+MTX 2.15 (0.45, 12.44)
INF_STD 4.54 (0.06, 202.35)

CERTO_STD+MTX

1.56 (0.31, 10.20)

RIT_STD 3.15 (0.15, 100.08)
RIT_STD+MTX 1.20 (0.02, 44.35)
BAR_4+MTX 0.40 (0.01, 5.66)
HD203+MTX -
SB4+MTX 0.78 (0.13, 5.26)
CT-P13+MTX 1.54 (0.28, 10.79)
SB2+MTX 4.86 (0.78, 36.97)
SB5+MTX 0.31 (0.03, 3.26)
ABP501+MTX 4.60 (0.55, 53.84)
INF_STD INF_STD+MTX 2.01 (0.04, 64.97)

CERTO_STD+MTX

0.72 (0.20, 2.68)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
RIT_STD 1.36 (0.10, 41.80)
RIT_STD+MTX 0.55 (0.01, 17.48)
BAR_4+MTX 0.19 (0.01, 1.92)
HD203+MTX -
SB4+MTX 0.36 (0.08, 1.44)
CT-P13+MTX 0.72 (0.36, 1.43)
SB2+MTX 2.26 (0.91, 5.74)
SB5+MTX 0.14 (0.01, 1.03)
ABP501+MTX 2.09 (0.32, 18.07)
CERTO_STD+MTX INF_STD 0.37 (0.01, 19.85)

RIT_STD 0.70 (0.01, 85.54)
RIT_STD+MTX 0.25 (0.002, 40.98)
BAR_4+MTX 0.09 (0.001, 8.00)
HD203+MTX -
SB4+MTX 0.18 (0.004, 9.43)
CT-P13+MTX 0.36 (0.01, 18.38)
SB2+MTX 1.12 (0.03, 57.17)
SB5+MTX 0.07 (0.001, 5.15)
ABP501+MTX 1.05 (0.02, 81.53)
RIT_STD CERTO_STD+MTX 1.92 (0.12, 57.17)
RIT_STD+MTX 0.77 (0.02, 23.43)
BAR_4+MTX 0.26 (0.01, 2.65)
HD203+MTX -
SB4+MTX 0.50 (0.11, 2.07)

439




(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 1.00 (0.23, 4.15)
SB2+MTX 3.16 (0.63, 14.79)
SB5+MTX 0.20 (0.02, 1.25)
ABP501+MTX 2.91 (0.52, 20.53)
RIT_STD+MTX RIT_STD 0.38 (0.01, 6.47)
BAR_4+MTX 0.13(0.001, 3.84)
HD203+MTX -
SB4+MTX 0.25 (0.01, 4.17)
CT-P13+MTX 0.52 (0.02, 7.95)
SB2+MTX 1.64 (0.05, 26.47)
SB5+MTX 0.10 (0.002, 2.43)
ABP501+MTX 1.50 (0.04, 36.38)
BAR_4+MTX RIT_STD+MTX 0.33 (0.003, 23.83)
HD203+MTX -
SB4+MTX 0.66 (0.02, 30.02)
CT-P13+MTX 1.31 (0.04, 63.88)
SB2+MTX 4.13 (0.12, 204.18)
SB5+MTX 0.25 (0.004, 15.21)
ABP501+MTX 3.84 (0.10, 202.96)
HD203+MTX BAR _4+MTX -
SB4+MTX 1.92 (0.17, 54.54)
CT-P13+MTX 3.77 (0.34, 127.87)
SB2+MTX 11.94 (0.95, 414.06)
SB5+MTX 0.77 (0.04, 29.40)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX 11.76 (0.79, 485.41)
SB4+MTX HD203+MTX -
CT-P13+MTX -
SB2+MTX -
SB5+MTX -
ABP501+MTX -
CT-P13+MTX SB4+MTX 1.99 (0.43, 9.87)
SB2+MTX 6.22 (1.17, 35.23)
SB5+MTX 0.40 (0.03, 3.22)
ABP501+MTX 5.88 (0.82, 51.01)
SB2+MTX CT-P13+MTX 3.14 (1.01, 10.02)
SB5+MTX 0.20 (0.02, 1.62)
ABP501+MTX 2.90 (0.40, 28.67)
SB5+MTX SB2+MTX 0.06 (0.01, 0.53)
ABP501+MTX 0.93 (0.11, 9.64)
ABP501+MTX SB5+MTX 14.94 (1.74, 189.81)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 24. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Including Only Trials of

Asian Only Participants

Treatment Reference OR (95% Crl)
csDMARD+MTX Placebo+MTX 5.58 (0.11, 365.77)
SSZ+HCQ -
MTX+SSZ+HCQ -
ETN_STD -

ETN_STD+MTX

0.92 (0.02, 43.25)

ABA_STD (IV)+MTX

0.11 (0.0002, 2.35)

ADA_STD+MTX

35.62 (0.54, 3506047.88)

TOF_STD+MTX

2.54 (0.34, 26.10)

TOC_4 (IV)

TOC_8 (IV)

0.67 (0.07, 5.50)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

4.19 (0.37, 141.46)

INF_STD+MTX

1.40 (0.35, 5.95)

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.15 (0.0000, 7.28)

HD203+MTX

0.80 (0.02, 47.94)

SB4+MTX

CT-P13+MTX

2.43(0.34, 17.98)

SB2+MTX
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

SB5+MTX

ABP501+MTX

SSZ+HCQ

csDMARD+MTX

MTX+SSZ+HCQ

ETN_STD

ETN_STD+MTX

0.17 (0.03, 0.78)

ABA_STD (IV)+MTX

0.02 (0.0000, 3.06)

ADA_STD+MTX

8.13 (0.01, 722158.56)

TOF_STD+MTX

0.46 (0.004, 46.99)

TOC_4 (V)

TOC_8 (IV)

0.12 (0.001, 9.96)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.80 (0.01, 126.47)

INF_STD+MTX

0.26 (0.003, 15.78)

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.02 (0.0000, 8.02)

HD203+MTX

0.15 (0.02, 1.03)

SB4+MTX

CT-P13+MTX

0.44 (0.004, 34.06)

SB2+MTX
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
SB5+MTX -
ABP501+MTX -
MTX+SSZ+HCQ SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) .

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -
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(as supplied by the authors)

Treatment Reference OR (95% Crl)
ABP501+MTX -
ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD :

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

ETN_STD+MTX ETN_STD -
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

ABA_STD (IV)+MTX

ADA_STD+MTX

TOF_STD+MTX

TOC_4 (IV)

TOC_8 (IV)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

INF_STD+MTX

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

ABA_STD (IV)+MTX

ETN_STD+MTX

0.10 (0.0001, 14.92)

ADA_STD+MTX

49.11 (0.10, 4501854.59)

TOF_STD+MTX

2.79 (0.04, 200.14)

TOC_4 (IV)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

TOC_8 (IV)

0.71 (0.01, 47.42)

TOC_4 (IV)+MTX

TOC_8 (IV)*MTX

GOL_STD (SC)+MTX

4.93 (0.05, 635.87)

INF_STD+MTX

1.56 (0.03, 70.46)

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.13 (0.0000, 37.19)

HD203+MTX

0.89 (0.27, 2.94)

SB4+MTX

CT-P13+MTX

2.68 (0.04, 154.16)

SB2+MTX

SB5+MTX

ABP501+MTX

ADA_STD+MTX

ABA_STD (IV)+MTX

551.70 (1.49, 137619061.20)

TOF_STD+MTX

26.29 (0.62, 19168.05)

TOC_4 (IV)

TOC_8 (IV)

6.83 (0.13, 4934.47)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

49.50 (0.80, 46166.05)

INF_STD+MTX

14.15 (0.45, 10006.60)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

1.35 (0.0003, 3751.83)

HD203+MTX

8.97 (0.05, 14143.35)

SB4+MTX

CT-P13+MTX

25.36 (0.58, 18015.72)

SB2+MTX

SB5+MTX

ABP501+MTX

TOF_STD+MTX

ADA_STD+MTX

0.07 (0.0000, 9.63)

TOC_4 (IV)

TOC_8 (IV)

0.02 (0.0000, 2.16)

TOC_4 (IV)+MTX

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

0.12 (0.0000, 31.66)

INF_STD+MTX

0.04 (0.0000, 3.57)

INF_STD

CERTO_STD+MTX

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.002 (0.0000, 1.63)
HD203+MTX 0.02 (0.0000, 10.36)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

SB4+MTX -

CT-P13+MTX 0.06 (0.0000, 7.52)

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_4 (IV) TOF_STD+MTX -

TOC_8 (IV) 0.25 (0.01, 4.60)

TOC_4 (IV)+MTX 3

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX 1.73(0.06, 87.97)
INF_STD+MTX 0.55 (0.04, 6.36)
INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX 0.05 (0.0000, 4.92)

HD203+MTX 0.31 (0.004, 29.78)

SB4+MTX -

CT-P13+MTX 0.93 (0.04, 15.82)

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_8 (IV) TOC_4 (IV) -

TOC_4 (IV)+MTX -
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

INF_STD+MTX

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

TOC_4 (IV)+MTX

TOC_8 (IV)

TOC_8 (IV)+MTX

GOL_STD (SC)+MTX

6.65 (0.26, 355.31)

INF_STD+MTX

2.13 (0.17, 30.39)

INF_STD

CERTO_STD+MTX

RIT_STD -
RIT_STD+MTX -
BAR_4+MTX 0.21 (0.0000, 21.48)
HD203+MTX 1.23(0.02, 117.33)
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

SB4+MTX -

CT-P13+MTX 3.65 (0.20, 71.02)

SB2+MTX -

SB5+MTX -

ABP501+MTX -

TOC_8 (IV)*MTX TOC_4 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD 3

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

GOL_STD (SC)+MTX TOC_8 (IV)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD 3

451




(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

INF_STD+MTX

GOL_STD (SC)+MTX

0.33 (0.01, 5.56)

INF_STD

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX

BAR_4+MTX

0.03 (0.0000, 3.36)

HD203+MTX

0.18 (0.001, 21.67)

SB4+MTX

CT-P13+MTX

0.56 (0.01, 13.21)

SB2+MTX

SB5+MTX

ABP501+MTX

INF_STD

INF_STD+MTX

CERTO_STD+MTX

RIT_STD

RIT_STD+MTX
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

BAR_4+MTX

0.10 (0.0000, 6.40)

HD203+MTX

0.56 (0.01, 41.68)

SB4+MTX

CT-P13+MTX

1.70 (0.44, 7.03)

SB2+MTX

SB5+MTX

ABP501+MTX

CERTO_STD+MTX

INF_STD

RIT_STD

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX

SB5+MTX

ABP501+MTX

RIT_STD

CERTO_STD+MTX

RIT_STD+MTX

BAR_4+MTX

HD203+MTX

SB4+MTX

CT-P13+MTX

SB2+MTX
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

SB5+MTX -

ABP501+MTX -

RIT_STD+MTX RIT_STD -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

BAR_4+MTX RIT_STD+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

HD203+MTX BAR_4+MTX 7.16 (0.02, 33860.35)

SB4+MTX -

CT-P13+MTX 17.53 (0.22, 66171.16)

SB2+MTX -

SB5+MTX -

ABP501+MTX -

SB4+MTX HD203+MTX -
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(as supplied by the authors)

Treatment Reference OR (95% Crl)

CT-P13+MTX 3.07 (0.03, 206.23)

SB2+MTX -

SB5+MTX -

ABP501+MTX -

CT-P13+MTX SB4+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

SB2+MTX CT-P13+MTX -

SB5+MTX -

ABP501+MTX -

SB5+MTX SB2+MTX -

ABP501+MTX -

ABP501+MTX SB5+MTX -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mag/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 25. Sensitivity Analysis Results, WDAE (MTX as a Common Comparator) — Excluding Triple csDMARD

Therapy Trials Published Before 2000

Treatment Comparator OR (95% Cirl)
cSDMARD+MTX Placebo+MTX 2.10 (0.67, 6.60)
SSZ+HCQ -
MTX+SSZ+HCQ -
ETN_STD 0.79 (0.44, 1.51)

ETN_STD+MTX

0.68 (0.38, 1.23)

ABA_STD (IV)+MTX

0.75 (0.35, 1.52)

ABA_STD (SC)+MTX

0.43 (0.14, 1.31)

ADA_STD+MTX

1.22 (0.58, 2.69)

TOF_STD+MTX

1.82(0.92, 3.71)

TOC_4 (IV)

1.23(0.31, 4.63)

TOC_8 (IV)

0.96 (0.31, 2.94)

TOC_4 (IV)+MTX

1.40 (0.36, 5.19)

TOC_8 (IV)+MTX

1.38 (0.43, 4.80)

GOL_STD (SC)+MTX

1.01 (0.34, 3.27)

INF_STD+MTX

1.44 (0.73, 2.83)

INF_STD

3.35 (0.09, 149.61)

CERTO_STD+MTX

1.09 (0.41, 2.74)

RIT_STD 2.13(0.17, 57.05)
RIT_STD+MTX 1.01 (0.02, 22.97)
BAR_4+MTX 0.28 (0.03, 1.76)
HD203+MTX 0.61 (0.19, 1.93)
SB4+MTX 0.53 (0.19, 1.45)
CT-P13+MTX 1.24 (0.53, 3.04)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX 3.23(1.07, 10.43)
SB5+MTX 0.23 (0.02, 1.24)
ABP501+MTX 3.09 (0.61, 19.81)
SSZ+HCQ csSDMARD+MTX -
MTX+SSZ+HCQ -
ETN_STD 0.38 (0.13, 1.17)

ETN_STD+MTX

0.33 (0.12, 0.84)

ABA_STD (IV)+MTX

0.35 (0.09, 1.39)

ABA_STD (SC)+MTX

0.20 (0.04, 0.97)

ADA_STD+MTX

0.59 (0.16, 2.29)

TOF_STD+MTX

0.88 (0.23, 3.30)

TOC_4 (IV)

0.59 (0.10, 3.32)

TOC_8 (IV)

0.46 (0.09, 2.33)

TOC_4 (IV)+MTX

0.67 (0.11, 3.70)

TOC_8 (IV)+MTX

0.66 (0.13, 3.53)

GOL_STD (SC)+MTX

0.48 (0.10, 2.49)

INF_STD+MTX

0.69 (0.18, 2.54)

INF_STD

1.56 (0.03, 86.49)

CERTO_STD+MTX

0.51 (0.12, 2.30)

RIT_STD 1.03 (0.06, 31.50)
RIT_STD+MTX 0.45 (0.01, 13.36)
BAR_4+MTX 0.13 (0.0, 1.19)
HD203+MTX 0.29 (0.07, 1.18)
SB4+MTX 0.25 (0.07, 0.90)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 0.59 (0.14, 2.55)
SB2+MTX 1.54 (0.32, 7.98)
SB5+MTX 0.11 (0.01, 0.86)
ABP501+MTX 1.54 (0.22, 12.23)
MTX+SSZ+HCQ SSZ+HCQ -
ETN_STD -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX ;

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD :

CERTO_STD+MTX -

RIT_STD 3

RIT_STD+MTX -

BAR_4+MTX :

HD203+MTX -

SB4+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

CT-P13+MTX -

SB2+MTX -

SB5+MTX -

ABP501+MTX -

ETN_STD MTX+SSZ+HCQ -

ETN_STD+MTX -

ABA_STD (IV)+MTX -

ABA_STD (SC)+MTX -

ADA_STD+MTX -

TOF_STD+MTX -

TOC_4 (IV) -

TOC_8 (IV) -

TOC_4 (IV)+MTX -

TOC_8 (IV)+MTX -

GOL_STD (SC)+MTX -

INF_STD+MTX -

INF_STD -

CERTO_STD+MTX -

RIT_STD -

RIT_STD+MTX -

BAR_4+MTX -

HD203+MTX -

SB4+MTX -

CT-P13+MTX -
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
SB2+MTX -
SB5+MTX -
ABP501+MTX -
ETN_STD+MTX ETN_STD 0.86 (0.49, 1.43)

ABA_STD (IV)+MTX

0.94 (0.35, 2.31)

ABA_STD (SC)+MTX

0.54 (0.15, 1.91)

ADA_STD+MTX

1.55 (0.59, 4.06)

TOF_STD+MTX

2.30 (0.89, 5.78)

TOC_4 (IV)

1.57 (0.34, 6.83)

TOC_8 (IV)

1.21 (0.33, 4.48)

TOC_4 (IV)+MTX

1.78 (0.40, 7.34)

TOC_8 (IV)+MTX

1.73 (0.46, 7.15)

GOL_STD (SC)+MTX

1.27 (0.36, 4.83)

INF_STD+MTX

1.82 (0.72, 4.52)

INF_STD

4.16 (0.10, 215.29)

CERTO_STD+MTX

1.38 (0.45, 4.10)

RIT_STD 2.72(0.19, 73.85)
RIT_STD+MTX 1.24 (0.03, 29.31)
BAR_4+MTX 0.36 (0.03, 2.37)
HD203+MTX 0.77 (0.24, 2.32)
SB4+MTX 0.66 (0.24, 1.75)
CT-P13+MTX 1.55 (0.54, 4.64)
SB2+MTX 4.08 (1.14, 15.06)
SB5+MTX 0.29 (0.03, 1.74)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

ABP501+MTX

3.95 (0.70, 26.26)

ABA_STD (IV)+MTX

ETN_STD+MTX

1.09 (0.42, 2.72)

ABA_STD (SC)+MTX

0.63 (0.18, 2.20)

ADA_STD+MTX

1.81 (0.72, 4.70)

TOF_STD+MTX

2.67 (1.06, 6.64)

TOC_4 (IV)

1.82 (0.41, 7.85)

TOC_8 (IV)

1.42 (0.40, 5.09)

TOC_4 (IV)+MTX

2.08 (0.48, 8.65)

TOC_8 (IV)+MTX

2.02 (0.55, 8.31)

GOL_STD (SC)+MTX

1.48 (0.42, 5.73)

INF_STD+MTX

2.11 (0.86, 5.28)

INF_STD

4.91 (0.12, 241.05)

CERTO_STD+MTX

1.60 (0.54, 4.78)

RIT_STD 3.15 (0.24, 82.11)
RIT_STD+MTX 1.43 (0.03, 35.41)
BAR_4+MTX 0.42 (0.03, 2.76)
HD203+MTX 0.89 (0.32, 2.42)
SB4+MTX 0.77 (0.33, 1.78)
CT-P13+MTX 1.82 (0.65, 5.42)
SB2+MTX 4.69 (1.37, 17.69)
SB5+MTX 0.34 (0.03, 2.02)
ABP501+MTX 4.61 (0.84, 30.51)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.58 (0.15, 2.19)

ADA_STD+MTX

1.66 (0.59, 4.78)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

TOF_STD+MTX

2.44 (0.91, 6.86)

TOC_4 (IV)

1.66 (0.36, 7.95)

TOC_8 (V)

1.29 (0.32, 5.08)

TOC_4 (IV)+MTX

1.90 (0.40, 8.50)

TOC_8 (IV)+MTX

1.84 (0.47, 7.92)

GOL_STD (SC)+MTX

1.36 (0.38, 5.32)

INF_STD+MTX

1.92 (0.80, 4.88)

INF_STD

4.49 (0.11, 247.15)

CERTO_STD+MTX

1.47 (0.44, 4.81)

RIT_STD 2.87 (0.21, 73.92)
RIT_STD+MTX 1.32(0.03, 33.58)
BAR_4+MTX 0.39 (0.03, 2.63)
HD203+MTX 0.81 (0.21, 3.23)
SB4+MTX 0.71 (0.20, 2.50)
CT-P13+MTX 1.66 (0.60, 5.10)
SB2+MTX 4.38 (1.23, 16.38)
SB5+MTX 0.31 (0.03, 1.97)
ABP501+MTX 4.21 (0.71, 30.88)

ADA_STD+MTX

ABA_STD (SC)+MTX

2.87 (1.25, 6.83)

TOF_STD+MTX

4.23 (1.36, 14.10)

TOC_4 (V)

2.94 (0.49, 16.12)

TOC_8 (IV)

2.28 (0.46, 11.00)

TOC_4 (IV)+MTX

3.29 (0.53, 18.54)

TOC_8 (IV)+MTX

3.20 (0.65, 17.00)

462




(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

GOL_STD (SC)+MTX

2.35(0.48, 12.06)

INF_STD+MTX

3.35 (0.92, 12.74)

INF_STD

7.68 (0.18, 395.84)

CERTO_STD+MTX

2.53(0.74, 8.87)

RIT_STD 5.09 (0.31, 151.11)
RIT_STD+MTX 2.27 (0.04, 64.78)
BAR_4+MTX 0.65 (0.05, 5.58)
HD203+MTX 1.42 (0.28, 6.92)
SB4+MTX 1.23 (0.27, 5.48)
CT-P13+MTX 2.90 (0.71, 12.39)
SB2+MTX 7.56 (1.57, 39.53)
SB5+MTX 0.53 (0.05, 2.99)
ABP501+MTX 7.36 (1.35, 46.90)

TOF_STD+MTX

ADA_STD+MTX

1.49 (0.67, 3.31)

TOC_4 (V)

1.00 (0.21, 4.46)

TOC_8 (IV)

0.79 (0.20, 3.02)

TOC_4 (IV)+MTX

1.15 (0.23, 5.06)

TOC_8 (IV)+MTX

1.11 (0.29, 4.81)

GOL_STD (SC)+MTX

0.82 (0.22, 3.38)

INF_STD+MTX

1.17 (0.42, 3.29)

INF_STD

2.68 (0.07, 135.10)

CERTO_STD+MTX

0.88 (0.35, 2.19)

RIT_STD

1.78 (0.12, 48.09)

RIT_STD+MTX

0.80 (0.02, 20.59)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX 0.23 (0.02, 1.64)
HD203+MTX 0.50 (0.12, 1.89)
SB4+MTX 0.43(0.12, 1.47)
CT-P13+MTX 1.01 (0.32, 3.36)
SB2+MTX 2.63 (0.69, 10.72)
SB5+MTX 0.19 (0.02, 0.85)
ABP501+MTX 2.54 (0.61, 13.75)
TOC 4 (IV) TOF_STD+MTX 0.68 (0.15, 3.04)
TOC_8 (IV) 0.52 (0.14, 1.98)

TOC_4 (IV)+MTX

0.76 (0.17, 3.29)

TOC_8 (IV)+MTX

0.74 (0.20, 3.14)

GOL_STD (SC)+MTX

0.56 (0.14, 2.11)

INF_STD+MTX

0.79 (0.30, 2.03)

INF_STD

1.82 (0.05, 85.63)

CERTO_STD+MTX

0.59 (0.20, 1.73)

RIT_STD 1.19 (0.08, 31.82)
RIT_STD+MTX 0.54 (0.01, 12.83)
BAR_4+MTX 0.15 (0.01, 1.09)
HD203+MTX 0.33 (0.08, 1.30)
SB4+MTX 0.29 (0.08, 1.00)
CT-P13+MTX 0.68 (0.23, 2.07)
SB2+MTX 1.79 (0.48, 6.67)
SB5+MTX 0.13 (0.01, 0.68)
ABP501+MTX 1.72 (0.31, 11.08)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
TOC_8 (IV) TOC_4 (IV) 0.78 (0.24, 2.70)
TOC_4 (IV)+MTX 1.11 (0.30, 4.45)
TOC_8 (IV)+MTX 1.12 (0.34, 3.91)
GOL_STD (SC)+MTX 0.81 (0.14, 4.96)
INF_STD+MTX 1.14 (0.27, 5.49)
INF_STD 2.79 (0.06, 124.34)
CERTO_STD+MTX 0.87 (0.17, 4.63)
RIT_STD 1.76 (0.10, 57.51)
RIT_STD+MTX 0.77 (0.02, 24.90)
BAR_4+MTX 0.22 (0.01, 2.30)
HD203+MTX 0.48 (0.08, 2.97)
SB4+MTX 0.43 (0.08, 2.30)
CT-P13+MTX 0.99 (0.21, 5.21)
SB2+MTX 2.58 (0.48, 15.82)
SB5+MTX 0.18 (0.01, 1.66)
ABP501+MTX 2.64 (0.27, 23.36)
TOC_4 (IV)+MTX TOC 8 (IV) 1.46 (0.41, 4.85)

TOC_8 (IV)+MTX

1.45 (0.63, 3.25)

GOL_STD (SC)+MTX

1.04 (0.22, 5.44)

INF_STD+MTX

1.49 (0.41, 5.69)

INF_STD

3.49 (0.09, 147.08)

CERTO_STD+MTX

1.13 (0.26, 4.91)

RIT_STD

2.28 (0.13, 60.64)

RIT_STD+MTX

1.04 (0.02, 27.63)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

BAR_4+MTX 0.28 (0.02, 2.56)
HD203+MTX 0.62 (0.12, 3.21)
SB4+MTX 0.55 (0.11, 2.52)
CT-P13+MTX 1.28 (0.32, 5.46)
SB2+MTX 3.33(0.72, 17.34)
SB5+MTX 0.24 (0.02, 1.80)
ABP501+MTX 3.35(0.41, 27.80)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

0.99 (0.30, 3.61)

GOL_STD (SC)+MTX

0.71 (0.12, 4.33)

INF_STD+MTX

1.02 (0.24, 4.85)

INF_STD

2.41 (0.05, 107.23)

CERTO_STD+MTX

0.77 (0.16, 4.08)

RIT_STD 1.59 (0.09, 48.76)
RIT_STD+MTX 0.70 (0.01, 20.82)
BAR_4+MTX 0.20 (0.01, 1.97)
HD203+MTX 0.43 (0.07, 2.60)
SB4+MTX 0.37 (0.07, 2.03)
CT-P13+MTX 0.87 (0.19, 4.64)
SB2+MTX 2.28 (0.42, 14.25)
SB5+MTX 0.16 (0.01, 1.52)
ABP501+MTX 2.32 (0.25, 22.09)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.73 (0.13, 3.99)

INF_STD+MTX

1.03 (0.27, 4.12)

INF_STD

2.41 (0.06, 104.38)
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(as supplied by the authors)

Treatment

Comparator

OR (95% Crl)

CERTO_STD+MTX

0.78 (0.16, 3.43)

RIT_STD 1.57 (0.09, 45.42)
RIT_STD+MTX 0.72 (0.01, 20.49)
BAR_4+MTX 0.19 (0.01, 1.84)
HD203+MTX 0.44 (0.08, 2.36)
SB4+MTX 0.38 (0.07, 1.82)
CT-P13+MTX 0.88 (0.21, 3.95)
SB2+MTX 2.31(0.46, 12.29)
SB5+MTX 0.16 (0.01, 1.25)
ABP501+MTX 2.34 (0.27, 18.43)
INF_STD+MTX GOL_STD (SC)+MTX 1.44 (0.37, 5.18)
INF_STD 3.18 (0.07, 170.89)

CERTO_STD+MTX

1.07 (0.24, 4.66)

RIT_STD 2.21 (0.13, 62.24)
RIT_STD+MTX 0.95 (0.02, 24.46)
BAR_4+MTX 0.27 (0.02, 2.47)
HD203+MTX 0.60 (0.11, 3.06)
SB4+MTX 0.52 (0.11, 2.36)
CT-P13+MTX 1.23(0.28, 5.17)
SB2+MTX 3.24 (0.63, 15.80)
SB5+MTX 0.23 (0.02, 1.72)
ABP501+MTX 3.16 (0.41, 24.83)
INF_STD INF_STD+MTX 2.27 (0.06, 85.03)

CERTO_STD+MTX

0.76 (0.23, 2.33)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)

RIT_STD 1.51 (0.11, 40.49)
RIT_STD+MTX 0.70 (0.01, 17.80)
BAR_4+MTX 0.20 (0.02, 1.41)
HD203+MTX 0.42 (0.11, 1.60)
SB4+MTX 0.37 (0.10, 1.22)
CT-P13+MTX 0.86 (0.50, 1.57)
SB2+MTX 2.25 (0.92, 5.84)
SB5+MTX 0.16 (0.02, 0.96)
ABP501+MTX 2.14 (0.37, 16.53)
CERTO_STD+MTX INF_STD 0.33 (0.01, 13.99)

RIT_STD 0.69 (0.01, 74.59)
RIT_STD+MTX 0.28 (0.002, 29.93)
BAR_4+MTX 0.08 (0.001, 5.36)
HD203+MTX 0.18 (0.003, 8.38)
SB4+MTX 0.16 (0.003, 6.83)
CT-P13+MTX 0.38 (0.01, 14.32)
SB2+MTX 0.99 (0.02, 41.76)
SB5+MTX 0.07 (0.001, 3.98)
ABP501+MTX 1.02 (0.02, 55.26)
RIT_STD CERTO_STD+MTX 1.98 (0.13, 54.82)
RIT_STD+MTX 0.90 (0.02, 24.34)
BAR_4+MTX 0.26 (0.02, 2.04)

HD203+MTX 0.55 (0.13, 2.43)

SB4+MTX 0.49 (0.12, 1.88)
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(as supplied by the authors)

Treatment Comparator OR (95% Crl)
CT-P13+MTX 1.13(0.33, 4.37)
SB2+MTX 2.96 (0.72, 13.92)
SB5+MTX 0.21 (0.02, 1.25)
ABP501+MTX 2.89 (0.50, 19.11)
RIT_STD+MTX RIT_STD 0.42 (0.01, 6.13)
BAR_4+MTX 0.12 (0.002, 3.36)
HD203+MTX 0.27 (0.01, 4.84)
SB4+MTX 0.24 (0.01, 3.80)
CT-P13+MTX 0.58 (0.02, 8.50)
SB2+MTX 1.50 (0.05, 24.98)
SB5+MTX 0.10 (0.002, 2.48)
ABP501+MTX 1.43 (0.04, 34.19)
BAR_4+MTX RIT_STD+MTX 0.29 (0.01, 18.77)
HD203+MTX 0.63 (0.02, 33.31)
SB4+MTX 0.55 (0.02, 26.95)
CT-P13+MTX 1.25 (0.05, 67.42)
SB2+MTX 3.28 (0.11, 196.17)
SB5+MTX 0.23 (0.01, 19.75)
ABP501+MTX 3.39 (0.09, 208.10)
HD203+MTX BAR_4+MTX 2.13 (0.25, 32.49)
SB4+MTX 1.87 (0.23, 25.84)
CT-P13+MTX 4.45 (0.58, 57.40)
SB2+MTX 11.82 (1.36, 168.51)
SB5+MTX 0.82 (0.04, 16.98)

469




(as supplied by the authors)

Treatment Comparator OR (95% Crl)
ABP501+MTX 11.35(0.90, 272.33)
SB4+MTX HD203+MTX 0.87 (0.23, 3.27)
CT-P13+MTX 2.05 (0.49, 9.23)
SB2+MTX 5.35 (1.10, 28.85)
SB5+MTX 0.38 (0.03, 3.00)
ABP501+MTX 5.22 (0.73, 43.90)
CT-P13+MTX SB4+MTX 2.34 (0.63, 9.54)
SB2+MTX 6.12 (1.41, 29.20)
SB5+MTX 0.43 (0.04, 3.19)
ABP501+MTX 6.04 (0.90, 46.06)
SB2+MTX CT-P13+MTX 2.64 (0.89, 7.78)
SB5+MTX 0.18 (0.02, 1.20)
ABP501+MTX 2.48 (0.38, 20.39)
SB5+MTX SB2+MTX 0.07 (0.01, 0.54)
ABP501+MTX 0.96 (0.13, 8.65)
ABP501+MTX SB5+MTX 14.10 (1.64, 222.07)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol;
Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar of infliximab;
ETN=etanercept; GOL = golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous;
MTX = methotrexate; OR = odds ratio; RIT = rituximab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SB5=biosimilar adalimumab; SC = subcutaneous; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8
= 8mg/kg tocilizumab; TOF = tofacitinib.
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(as supplied by the authors)

Table 26. Sensitivity Analysis Results, DAS28 (MTX as a Common Comparator) — Imputing Missing Standard

Error

Treatment Comparator SMD (95% Cirl)

Placebo Placebo+MTX 0.08 (-3.19, 3.39)
SSZ+HCQ -0.72 (-3.14, 1.70)
ETN_STD -0.27 (-1.83, 1.28)

ETN_STD+MTX

-0.92 (-2.29, 0.43)

ABA_STD (IV)+MTX

-1.42 (-2.45, -0.41)

ADA_STD

-0.65 (-3.26, 1.96)

ADA_STD+MTX

-1.02 (-2.37, 0.32)

TOF_STD

-0.05 (-3.36, 3.28)

TOF_STD+MTX

-1.24 (-2.24, -0.26)

TOC_8 (IV)

-2.51 (-4.12, -0.87)

TOC_4 (IV)+MTX

-1.58 (-3.02, -0.16)

TOC_8 (IV)+MTX

-3.06 (-4.47, -1.69)

GOL_STD (SC)

-0.89 (-4.73, 2.98)

GOL_STD (SC)+MTX

-1.55 (-3.00, -0.09)

GOL_STD (IV)+MTX

-1.03 (-3.02, 0.96)

INF_STD+MTX

-0.78 (-2.60, 1.05)

CERTO_STD

-1.52 (-5.38, 2.34)

CERTO_STD+MTX

-2.24 (-3.66, -0.79)

RIT_STD -1.49 (-3.38, 0.45)
RIT_STD+MTX -2.65 (-4.09, -1.23)
SAR_200 -0.10 (-3.40, 3.15)
BAR_4+MTX -0.80 (-2.67, 1.03)
HD203+MTX -1.07 (-3.48, 1.39)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

SB4+MTX -1.09 (-3.52, 1.32)
ANBAI+MTX -1.37 (-3.41, 0.61)
CT-P13+MTX -1.01 (-3.32, 1.28)
SB2+MTX -0.76 (-3.44, 1.95)
ZRC-3197+MTX -0.93 (-3.38, 1.50)
ABP501+MTX -1.01 (-3.44, 1.34)
SSZ+HCQ Placebo -0.78 (-4.92, 3.31)
ETN_STD -0.35 (-3.96, 3.32)

ETN_STD+MTX

-1.01 (-4.56, 2.54)

ABA_STD (IV)+MTX

-1.49 (-4.96, 1.90)

ADA_STD

-0.72 (-2.73, 1.29)

ADA_STD+MTX

-1.10 (-4.65, 2.45)

TOF_STD

-0.13 (-2.19, 1.88)

TOF_STD+MTX

-1.32 (-4.79, 2.08)

TOC_8 (IV)

-2.59 (-5.46, 0.30)

TOC_4 (IV)+MTX

-1.67 (-4.96, 1.63)

TOC_8 (IV)+MTX

-3.15 (-6.33, 0.02)

GOL_STD (SC)

-0.96 (-2.97, 1.05)

GOL_STD (SC)+MTX

-1.62 (-5.27, 1.92)

GOL_STD (IV)+MTX

-1.10 (-4.99, 2.77)

INF_STD+MTX

-0.86 (-4.63, 2.93)

CERTO_STD

-1.60 (-3.61, 0.41)

CERTO_STD+MTX

-2.31 (-5.96, 1.29)

RIT_STD

-1.56 (-5.38, 2.24)

472




(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

RIT_STD+MTX -2.74 (-6.32, 0.85)
SAR_200 -0.18 (-3.03, 2.65)
BAR_4+MTX -0.88 (-4.68, 2.89)
HD203+MTX -1.15 (-5.22, 2.96)
SB4+MTX -1.18 (-5.26, 2.95)
ANBAI+MTX -1.45 (-5.31, 2.41)
CT-P13+MTX -1.09 (-5.12, 2.92)
SB2+MTX -0.85 (-5.12, 3.48)
ZRC-3197+MTX -1.01 (-5.13, 3.04)
ABP501+MTX -1.10 (-5.18, 2.97)
ETN_STD SSZ+HCQ 0.45 (-1.86, 2.75)

ETN_STD+MTX

-0.21 (-2.24, 1.80)

ABA_STD (IV)+MTX

-0.71 (-3.31, 1.91)

ADA_STD

0.06 (-3.50, 3.68)

ADA_STD+MTX

-0.31 (-3.08, 2.46)

TOF_STD

0.66 (-3.43, 4.77)

TOF_STD+MTX

-0.52 (-3.16, 2.08)

TOC_8 (IV)

-1.79 (-4.71, 1.16)

TOC_4 (IV)+MTX

-0.87 (-3.68, 1.96)

TOC_8 (IV)+MTX

-2.35 (-5.15, 0.44)

GOL_STD (SC)

-0.19 (-4.73, 4.40)

GOL_STD (SC)+MTX

-0.83 (-3.64, 2.01)

GOL_STD (IV)+MTX

-0.32 (-3.47, 2.80)

INF_STD+MTX

-0.06 (-3.12, 2.92)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

CERTO_STD -0.80 (-5.44, 3.77)
CERTO_STD+MTX -1.52 (-4.33, 1.31)
RIT_STD -0.78 (-3.83, 2.35)
RIT_STD+MTX -1.95 (-4.78, 0.85)
SAR_200 0.61 (-3.50, 4.69)
BAR_4+MTX -0.10 (-3.17, 2.96)
HD203+MTX -0.35 (-3.23, 2.54)
SB4+MTX -0.39 (-3.22, 2.45)
ANBAI+MTX -0.66 (-3.79, 2.48)
CT-P13+MTX -0.27 (-3.63, 2.99)
SB2+MTX -0.05 (-3.66, 3.54)
ZRC-3197+MTX -0.23 (-3.68, 3.24)
ABP501+MTX -0.30 (-3.77, 3.10)
ETN_STD+MTX ETN_STD -0.65 (-1.79, 0.48)

ABA_STD (IV)+MTX

-1.15 (-3.00, 0.71)

ADA_STD

-0.37 (-3.46, 2.65)

ADA_STD+MTX

-0.75 (-2.79, 1.30)

TOF_STD

0.22 (-3.49, 3.86)

TOF_STD+MTX

-0.97 (-2.82, 0.86)

TOC_8 (IV)

-2.23 (-4.47, 0.01)

TOC_4 (IV)+MTX

-1.32 (-3.42, 0.78)

TOC_8 (IV)+MTX

-2.80 (-4.90, -0.71)

GOL_STD (SC)

-0.63 (-4.78, 3.54)

GOL_STD (SC)+MTX

-1.29 (-3.39, 0.84)
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(as supplied by the authors)

Treatment

Comparator

SMD (95% Crl)

GOL_STD (IV)+MTX

-0.76 (-3.26, 1.77)

INF_STD+MTX

-0.51 (-2.88, 1.87)

CERTO_STD

-1.25 (-5.47, 2.93)

CERTO_STD+MTX

-1.97 (-4.08, 0.13)

RIT_STD -1.22 (-3.67, 1.30)
RIT_STD+MTX -2.39 (-4.53, -0.25)
SAR_200 0.16 (-3.49, 3.75)
BAR_4+MTX -0.54 (-2.96, 1.90)
HD203+MTX -0.79 (-3.07, 1.52)
SB4+MTX -0.82 (-3.10, 1.48)
ANBAI+MTX -1.10 (-3.67, 1.42)
CT-P13+MTX -0.73 (-3.51, 2.03)
SB2+MTX -0.49 (-3.60, 2.63)

ZRC-3197+MTX

-0.67 (-3.55, 2.22)

ABP501+MTX

-0.76 (-3.60, 2.10)

ABA_STD (IV)+MTX

ETN_STD+MTX

-0.50 (-2.19, 1.20)

ADA_STD

0.29 (-2.67, 3.20)

ADA_STD+MTX

-0.10 (-2.02, 1.81)

TOF_STD

0.87 (-2.74, 4.45)

TOF_STD+MTX

-0.31 (-2.00, 1.39)

TOC_8 (IV)

-1.58 (-3.70, 0.55)

TOC_4 (IV)+MTX

-0.66 (-2.62, 1.31)

TOC_8 (IV)+MTX

-2.14 (-4.08, -0.20)

GOL_STD (SC)

0.03 (-4.01, 4.11)
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(as supplied by the authors)

Treatment

Comparator

SMD (95% Crl)

GOL_STD (SC)+MTX

-0.63 (-2.61, 1.35)

GOL_STD (IV)+MTX

-0.11 (-2.53, 2.31)

INF_STD+MTX

0.14 (-2.13, 2.42)

CERTO_STD

-0.59 (-4.72, 3.51)

CERTO_STD+MTX

-1.31 (-3.27, 0.66)

RIT_STD -0.58 (-2.91, 1.84)
RIT_STD+MTX -1.73 (-3.70, 0.26)
SAR_200 0.83 (-2.75, 4.35)
BAR_4+MTX 0.12 (-2.22, 2.43)
HD203+MTX -0.14 (-2.16, 1.87)
SB4+MTX -0.16 (-2.15, 1.82)
ANBAI+MTX -0.45 (-2.87, 1.97)
CT-P13+MTX -0.08 (-2.76, 2.59)
SB2+MTX 0.15 (-2.87, 3.21)

ZRC-3197+MTX

-0.02 (-2.81, 2.76)

ABP501+MTX

-0.10 (-2.87, 2.66)

ADA_STD

ABA_STD (IV)+MTX

0.77 (-2.03, 3.59)

ADA_STD+MTX

0.40 (-1.29, 2.11)

TOF_STD

1.37 (-2.05, 4.85)

TOF_STD+MTX

0.18 (-1.24, 1.62)

TOC_8 (IV)

-1.09 (-3.00, 0.83)

TOC_4 (IV)+MTX

-0.17 (-1.93, 1.61)

TOC_8 (IV)+MTX

-1.65 (-3.38, 0.07)

GOL_STD (SC)

0.53 (-3.44, 4.52)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

GOL_STD (SC)+MTX -0.14 (-1.88, 1.65)
GOL_STD (IV)+MTX 0.38 (-1.84, 2.64)
INF_STD+MTX 0.65 (-1.18, 2.45)
CERTO_STD -0.10 (-4.08, 3.93)
CERTO_STD+MTX -0.83 (-2.55, 0.95)
RIT_STD -0.08 (-2.23, 2.14)
RIT_STD+MTX -1.24 (-2.99, 0.51)
SAR_200 1.31 (-2.11, 4.77)
BAR_4+MTX 0.61 (-1.49, 2.73)
HD203+MTX 0.35 (-2.29, 3.01)
SB4+MTX 0.32 (-2.30, 2.94)
ANBAI+MTX 0.03 (-2.20, 2.32)
CT-P13+MTX 0.41 (-1.89, 2.73)
SB2+MTX 0.65 (-2.04, 3.35)
ZRC-3197+MTX 0.48 (-2.16, 3.13)
ABP501+MTX 0.41 (-2.21, 3.01)
ADA_STD+MTX ADA_STD -0.38 (-3.31, 2.57)

TOF_STD

0.60 (-1.43, 2.60)

TOF_STD+MTX

-0.59 (-3.42, 2.20)

TOC_8 (IV)

-1.86 (-3.88, 0.18)

TOC_4 (IV)+MTX

-0.94 (-3.55, 1.69)

TOC_8 (IV)+MTX

-2.42 (-4.88, 0.08)

GOL_STD (SC)

-0.23 (-3.09, 2.63)

GOL_STD (SC)+MTX

-0.90 (-3.89, 2.07)
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(as supplied by the authors)

Treatment

Comparator

SMD (95% Crl)

GOL_STD (IV)+MTX

-0.38 (-3.68, 2.94)

INF_STD+MTX

-0.13 (-3.32, 3.05)

CERTO_STD

-0.87 (-3.74, 1.99)

CERTO_STD+MTX

-1.58 (-4.65, 1.39)

RIT_STD -0.84 (-4.08, 2.41)
RIT_STD+MTX -2.01 (-4.99, 1.01)
SAR_200 0.54 (-1.45, 2.54)
BAR_4+MTX -0.16 (-3.37, 3.05)
HD203+MTX -0.42 (-4.00, 3.17)
SB4+MTX -0.45 (-4.02, 3.17)
ANBAI+MTX -0.74 (-4.05, 2.57)
CT-P13+MTX -0.37 (-3.83, 3.15)
SB2+MTX -0.12 (-3.89, 3.69)

ZRC-3197+MTX

-0.28 (-3.85, 3.31)

ABP501+MTX

-0.38 (-3.92, 3.20)

TOF_STD

ADA_STD+MTX

0.97 (-2.61, 4.54)

TOF_STD+MTX

-0.22 (-1.71, 1.28)

TOC_8 (IV)

-1.49 (-3.59, 0.64)

TOC_4 (IV)+MTX

-0.56 (-2.50, 1.40)

TOC_8 (IV)+MTX

-2.04 (-3.97, -0.11)

GOL_STD (SC)

0.13 (-3.95, 4.25)

GOL_STD (SC)+MTX

-0.54 (-2.47, 1.48)

GOL_STD (IV)+MTX

-0.01 (-2.38, 2.38)

INF_STD+MTX

0.25 (-2.02, 2.49)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

CERTO_STD -0.50 (-4.57, 3.62)
CERTO_STD+MTX -1.21 (-3.17, 0.78)
RIT_STD -0.47 (-2.77, 1.90)
RIT_STD+MTX -1.64 (-3.59, 0.31)
SAR_200 0.92 (-2.62, 4.47)
BAR_4+MTX 0.21 (-1.63, 2.10)
HD203+MTX -0.05 (-2.81, 2.73)
SB4+MTX -0.07 (-2.80, 2.72)
ANBAI+MTX -0.35 (-2.78, 2.06)
CT-P13+MTX 0.01 (-2.65, 2.68)
SB2+MTX 0.25 (-2.76, 3.28)
ZRC-3197+MTX 0.09 (-1.92, 2.09)
ABP501+MTX 0.01 (-2.00, 1.95)
TOF_STD+MTX TOF_STD -1.19 (-4.62, 2.27)

TOC_8 (IV)

-2.46 (-5.32, 0.43)

TOC_4 (IV)+MTX

-1.53 (-4.80, 1.76)

TOC_8 (IV)+MTX

-3.03 (-6.19, 0.17)

GOL_STD (SC)

-0.84 (-3.70, 2.01)

GOL_STD (SC)+MTX

-1.51 (-5.10, 2.07)

GOL_STD (IV)+MTX

-0.97 (-4.87, 2.86)

INF_STD+MTX

-0.73 (-4.51, 3.05)

CERTO_STD

-1.46 (-4.32, 1.40)

CERTO_STD+MTX

-2.18 (-5.83, 1.44)

RIT_STD

-1.44 (-5.24, 2.43)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

RIT_STD+MTX -2.61 (-6.20, 1.03)
SAR_200 -0.06 (-2.91, 2.80)
BAR_4+MTX -0.76 (-4.55, 3.03)
HD203+MTX -1.02 (-5.08, 3.12)
SB4+MTX -1.04 (-5.14, 3.10)
ANBAI+MTX -1.34 (-5.20, 2.55)
CT-P13+MTX -0.96 (-4.98, 3.11)
SB2+MTX -0.72 (-5.02, 3.60)

ZRC-3197+MTX

-0.88 (-4.99, 3.21)

ABP501+MTX

-0.98 (-5.04, 3.08)

TOC_8 (IV)

TOF_STD+MTX

-1.27 (-3.18, 0.67)

TOC_4 (IV)+MTX

-0.34 (-2.10, 1.38)

TOC_8 (IV)+MTX

-1.82 (-3.52, -0.10)

GOL_STD (SC)

0.34 (-3.61, 4.33)

GOL_STD (SC)+MTX

-0.32 (-2.06, 1.45)

GOL_STD (IV)*MTX

0.20 (-2.02, 2.47)

INF_STD+MTX

0.46 (-1.60, 2.54)

CERTO_STD

-0.28 (-4.24, 3.74)

CERTO_STD+MTX

-1.01 (-2.73, 0.77)

RIT_STD -0.26 (-2.35, 1.93)
RIT_STD+MTX -1.42 (-3.14, 0.34)
SAR_200 1.14 (-2.33, 4.55)
BAR_4+MTX 0.43 (-1.58, 2.48)
HD203+MTX 0.17 (-2.46, 2.79)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

SB4+MTX 0.14 (-2.44, 2.76)
ANBAI+MTX -0.13 (-2.38, 2.09)
CT-P13+MTX 0.23 (-2.29, 2.75)
SB2+MTX 0.47 (-2.39, 3.40)
ZRC-3197+MTX 0.30 (-2.24, 2.81)
ABP501+MTX 0.23 (-2.27, 2.69)
TOC_4 (IV)+MTX TOC_8 (IV) 0.92 (-0.73, 2.57)

TOC_8 (IV)+MTX

-0.56 (-1.91, 0.81)

GOL_STD (SC)

1.62 (-1.90, 5.14)

GOL_STD (SC)+MTX

0.96 (-1.24, 3.14)

GOL_STD (IV)*MTX

1.48 (-1.11, 4.08)

INF_STD+MTX

1.73 (-0.71, 4.15)

CERTO_STD

1.00 (-2.50, 4.46)

CERTO_STD+MTX

0.27 (-1.95, 2.44)

RIT_STD 1.02 (-1.50, 3.54)
RIT_STD+MTX -0.15 (-2.33, 2.07)
SAR_200 2.40 (-0.46, 5.22)
BAR_4+MTX 1.71 (-0.77, 4.15)
HD203+MTX 1.45 (-1.47, 4.33)
SB4+MTX 1.40 (-1.52, 4.33)
ANBAI+MTX 1.13 (-1.47, 3.71)
CT-P13+MTX 1.49 (-1.32, 4.29)
SB2+MTX 1.74 (-1.43, 4.89)

ZRC-3197+MTX

1.57 (-1.39, 4.47)
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(as supplied by the authors)

Treatment

Comparator

SMD (95% Crl)

ABP501+MTX

1.50 (-1.43, 4.37)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

-1.48 (-2.90, -0.06)

GOL_STD (SC)

0.70 (-3.16, 4.55)

GOL_STD (SC)+MTX

0.03 (-2.01, 2.07)

GOL_STD (IV)*MTX

0.55 (-1.91, 2.98)

INF_STD+MTX

0.81 (-1.51, 3.08)

CERTO_STD

0.08 (-3.81, 3.94)

CERTO_STD+MTX

-0.65 (-2.69, 1.41)

RIT_STD 0.09 (-2.26, 2.48)
RIT_STD+MTX -1.07 (-3.08, 0.94)
SAR_200 1.49 (-1.82, 4.75)
BAR_4+MTX 0.78 (-1.58, 3.10)
HD203+MTX 0.53 (-2.26, 3.28)
SB4+MTX 0.49 (-2.32, 3.29)
ANBAI+MTX 0.21 (-2.29, 2.69)
CT-P13+MTX 0.59 (-2.15, 3.25)
SB2+MTX 0.83 (-2.22, 3.85)

ZRC-3197+MTX

0.65 (-2.16, 3.46)

ABP501+MTX

0.57 (-2.19, 3.32)

GOL_STD (SC)

TOC_8 (IV)+MTX

2.18 (-1.59, 5.93)

GOL_STD (SC)+MTX

1.52 (-0.50, 3.54)

GOL_STD (IV)+MTX

2.03 (-0.37, 4.50)

INF_STD+MTX

2.29 (0.02, 4.57)

CERTO_STD

1.55 (-2.24, 5.36)
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(as supplied by the authors)

Treatment

Comparator

SMD (95% Crl)

CERTO_STD+MTX

0.83 (-1.21, 2.81)

RIT_STD 1.57 (-0.79, 3.95)
RIT_STD+MTX 0.41 (-1.60, 2.41)
SAR_200 2.96 (-0.22, 6.06)
BAR_4+MTX 2.26 (-0.06, 4.57)
HD203+MTX 2.01 (-0.74, 4.79)
SB4+MTX 1.98 (-0.82, 4.75)
ANBAI+MTX 1.69 (-0.78, 4.11)
CT-P13+MTX 2.05 (-0.62, 4.74)
SB2+MTX 2.29 (-0.76, 5.33)

ZRC-3197+MTX

2.13 (-0.66, 4.92)

ABP501+MTX

2.05 (-0.74, 4.82)

GOL_STD (SC)+MTX

GOL_STD (SC)

-0.66 (-4.76, 3.42)

GOL_STD (IV)*MTX

-0.13 (-4.47, 4.18)

INF_STD+MTX

0.11 (-4.16, 4.37)

CERTO_STD

-0.63 (-3.46, 2.22)

CERTO_STD+MTX

-1.34 (-5.47, 2.72)

RIT_STD -0.60 (-4.88, 3.71)
RIT_STD+MTX -1.77 (-5.88, 2.35)
SAR_200 0.79 (-2.69, 4.28)
BAR_4+MTX 0.09 (-4.20, 4.33)
HD203+MTX -0.17 (-4.69, 4.34)
SB4+MTX -0.20 (-4.71, 4.34)
ANBAI+MTX -0.48 (-4.87, 3.83)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)
CT-P13+MTX -0.12 (-4.61, 4.35)
SB2+MTX 0.12 (-4.60, 4.84)

ZRC-3197+MTX

-0.04 (-4.60, 4.48)

ABP501+MTX

-0.14 (-4.65, 4.43)

GOL_STD (IV)*MTX

GOL_STD (SC)+MTX

0.52 (-1.95, 3.01)

INF_STD+MTX

0.77 (-1.55, 3.11)

CERTO_STD

0.02 (-4.10, 4.17)

CERTO_STD+MTX

-0.69 (-2.74, 1.35)

RIT_STD 0.07 (-2.31, 2.45)
RIT_STD+MTX -1.10 (-3.15, 0.95)
SAR_200 1.44 (-2.13, 5.05)
BAR_4+MTX 0.76 (-1.62, 3.11)
HD203+MTX 0.49 (-2.34, 3.29)
SB4+MTX 0.47 (-2.38, 3.27)
ANBAI+MTX 0.18 (-2.34, 2.68)
CT-P13+MTX 0.54 (-2.21, 3.27)
SB2+MTX 0.78 (-2.31, 3.85)

ZRC-3197+MTX

0.62 (-2.24, 3.43)

ABP501+MTX 0.55 (-2.32, 3.31)
INF_STD+MTX GOL_STD (IV)+MTX 0.26 (-2.44, 2.92)
CERTO_STD -0.50 (-4.82, 3.97)

CERTO_STD+MTX

-1.21 (-3.66, 1.25)

RIT_STD

-0.46 (-3.20, 2.32)

RIT_STD+MTX

-1.63 (-4.06, 0.81)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

SAR_200 0.93 (-2.89, 4.77)
BAR_4+MTX 0.22 (-2.50, 2.92)
HD203+MTX -0.04 (-3.14, 3.11)
SB4+MTX -0.07 (-3.19, 3.06)
ANBAI+MTX -0.34 (-3.18, 2.45)
CT-P13+MTX 0.02 (-3.02, 3.05)
SB2+MTX 0.26 (-3.12, 3.60)
ZRC-3197+MTX 0.09 (-3.02, 3.24)
ABP501+MTX 0.02 (-3.11, 3.11)
CERTO_STD INF_STD+MTX -0.73 (-5.04, 3.52)
CERTO_STD+MTX -1.46 (-3.76, 0.87)
RIT_STD -0.72 (-3.32, 1.96)
RIT_STD+MTX -1.88 (-4.20, 0.41)
SAR_200 0.67 (-3.10, 4.43)
BAR_4+MTX -0.04 (-2.63, 2.56)
HD203+MTX -0.29 (-3.32, 2.76)
SB4+MTX -0.31 (-3.33, 2.70)
ANBAI+MTX -0.60 (-3.30, 2.09)
CT-P13+MTX -0.23 (-1.67, 1.18)
SB2+MTX 0.01 (-1.99, 2.03)
ZRC-3197+MTX -0.18 (-3.18, 2.86)
ABP501+MTX -0.24 (-3.23, 2.74)
CERTO_STD+MTX CERTO_STD -0.72 (-4.88, 3.40)

RIT_STD

0.03 (-4.27, 4.38)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

RIT_STD+MTX -1.14 (-5.26, 3.01)
SAR_200 1.41 (-2.03, 4.92)
BAR_4+MTX 0.72 (-3.61, 4.99)
HD203+MTX 0.46 (-4.04, 5.04)
SB4+MTX 0.44 (-4.15, 5.08)
ANBAI+MTX 0.15 (-4.21, 4.53)
CT-P13+MTX 0.49 (-3.98, 5.03)
SB2+MTX 0.75 (-3.97, 5.49)

ZRC-3197+MTX

0.58 (-4.01, 5.10)

ABP501+MTX 0.50 (-4.05, 5.08)
RIT_STD CERTO_STD+MTX 0.74 (-1.63, 3.16)
RIT_STD+MTX -0.42 (-2.43, 1.63)
SAR_200 2.13 (-1.50, 5.72)
BAR_4+MTX 1.44 (-0.91, 3.76)
HD203+MTX 1.17 (-1.62, 4.02)
SB4+MTX 1.15 (-1.67, 3.94)
ANBAI+MTX 0.87 (-1.62, 3.35)
CT-P13+MTX 1.23 (-1.49, 3.92)
SB2+MTX 1.48 (-1.60, 4.55)

ZRC-3197+MTX

1.31 (-1.54, 4.13)

ABP501+MTX 1.22 (-1.60, 4.00)
RIT_STD+MTX RIT_STD -1.17 (-3.07, 0.74)
SAR_200 1.39 (-2.45, 5.20)
BAR_4+MTX 0.69 (-2.01, 3.31)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)
HD203+MTX 0.44 (-2.70, 3.49)
SB4+MTX 0.41 (-2.74, 3.49)
ANBAI+MTX 0.12 (-2.66, 2.86)
CT-P13+MTX 0.49 (-2.57, 3.44)
SB2+MTX 0.73 (-2.61, 4.02)
ZRC-3197+MTX 0.56 (-2.54, 3.59)
ABP501+MTX 0.48 (-2.62, 3.50)
SAR_200 RIT_STD+MTX 2.56 (-1.06, 6.11)
BAR_4+MTX 1.86 (-0.50, 4.15)
HD203+MTX 1.59 (-1.24, 4.39)
SB4+MTX 1.56 (-1.26, 4.34)
ANBAI+MTX 1.28 (-1.16, 3.76)
CT-P13+MTX 1.64 (-1.09, 4.35)
SB2+MTX 1.89 (-1.19, 4.96)
ZRC-3197+MTX 1.72 (-1.10, 4.54)
ABP501+MTX 1.65 (-1.19, 4.40)
BAR_4+MTX SAR_200 -0.70 (-4.46, 3.12)
HD203+MTX -0.98 (-4.99, 3.11)
SB4+MTX -1.00 (-5.04, 3.15)
ANBAI+MTX -1.29 (-5.14, 2.60)
CT-P13+MTX -0.90 (-4.91, 3.13)
SB2+MTX -0.66 (-4.92, 3.64)

ZRC-3197+MTX

-0.83 (-5.01, 3.27)

ABP501+MTX

-0.92 (-4.96, 3.16)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)

HD203+MTX BAR_4+MTX -0.26 (-3.32, 2.82)
SB4+MTX -0.29 (-3.34, 2.81)
ANBAI+MTX -0.57 (-3.29, 2.17)
CT-P13+MTX -0.19 (-3.15, 2.73)
SB2+MTX 0.04 (-3.21, 3.31)
ZRC-3197+MTX -0.13 (-2.88, 2.62)
ABP501+MTX -0.21 (-2.91, 2.51)
SB4+MTX HD203+MTX -0.03 (-2.80, 2.79)
ANBAI+MTX -0.31 (-3.46, 2.82)
CT-P13+MTX 0.06 (-3.30, 3.40)
SB2+MTX 0.29 (-3.29, 3.97)
ZRC-3197+MTX 0.12 (-3.33, 3.55)
ABP501+MTX 0.04 (-3.36, 3.44)
ANBAI+MTX SB4+MTX -0.29 (-3.41, 2.83)
CT-P13+MTX 0.09 (-3.24, 3.41)
SB2+MTX 0.33(-3.22, 3.92)
ZRC-3197+MTX 0.15 (-3.26, 3.55)
ABP501+MTX 0.08 (-3.38, 3.46)
CT-P13+MTX ANBAI+MTX 0.37 (-2.67, 3.44)
SB2+MTX 0.61 (-2.76, 3.95)
ZRC-3197+MTX 0.44 (-2.69, 3.60)
ABP501+MTX 0.37 (-2.76, 3.45)
SB2+MTX CT-P13+MTX 0.24 (-2.20, 2.71)

ZRC-3197+MTX

0.05 (-3.28, 3.41)
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(as supplied by the authors)

Treatment Comparator SMD (95% Crl)
ABP501+MTX -0.01 (-3.34, 3.31)
ZRC-3197+MTX SB2+MTX -0.18 (-3.81, 3.44)

ABP501+MTX

-0.25 (-3.84, 3.32)

ABP501+MTX

ZRC-3197+MTX

-0.07 (-2.92, 2.72)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ABP501 = biosimilar adalimumab; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 =
4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; CT-P13 = biosimilar of infliximab; ETN=etanercept; GOL =
golimumab; HCQ = hydroxychloroquine; HD203 = etanercept biosimilar; INF = infliximab; IV = intravenous; MTX = methotrexate; OR
= odds ratio; RIT = rituximab; SAR_200 = 200mg sarilumab; SB2= biosimilar infliximab 3mg/kg; SB4 = biosimilar etanercept 50mg;
SC = subcutaneous; SMD = standardized mean difference; SSZ = sulfasalazine; STD = standard dose; TOC_4 = tocilizumab

4mg/kg; TOC_8 = 8mag/kg tocilizumab; TOF = tofacitinib; ZRC-3197 = biosimilar of adalimumab.
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(as supplied by the authors)

Table 27. Sensitivity Analysis Results, HAQ-DI (MTX as a Common Comparator) — Imputing Missing Standard

Error

Treatment

Comparator

MD (95% Crl)

ABA_STD (IV)+MTX

Placebo+MTX

-0.27 (-0.40, -0.16)

ADA_STD+MTX

-0.24 (-0.33, -0.16)

TOF_STD+MTX

-0.31 (-0.42, -0.20)

TOC_8 (V)

-0.48 (-0.72, -0.24)

TOC_4 (IV)+MTX

-0.31 (-0.50, -0.12)

TOC_8 (IV)+MTX

-0.44 (-0.63, -0.25)

GOL_STD (SC)+MTX

-0.30 (-0.42, -0.19)

GOL_STD (IV)+MTX

-0.28 (-0.47, -0.09)

INF_STD+MTX

-0.24 (-0.44, -0.05)

CERTO_STD+MTX

-0.36 (-0.49, -0.22)

RIT_STD

-0.40 (-0.62, -0.18)

RIT_STD+MTX

-0.20 (-0.42, 0.02)

SAR_200+MTX

-0.26 (-0.44, -0.08)

BAR_4+MTX -0.30 (-0.42, -0.17)
ANBAI+MTX -0.63 (-0.84, -0.42)
CT-P13+MTX -0.53 (-0.86, -0.21)
SB2+MTX -0.24 (-0.52, 0.02)

ZRC-3197+MTX

-0.24 (-0.52, 0.04)

ADA_STD+MTX

ABA_STD (IV)+MTX

0.03 (-0.12, 0.19)

TOF_STD+MTX

-0.03 (-0.19, 0.13)

TOC 8 (IV)

-0.20 (-0.47, 0.06)

TOC_4 (IV)+MTX

-0.04 (-0.25, 0.19)

TOC_8 (IV)+MTX

-0.17 (-0.39, 0.06)
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(as supplied by the authors)

Treatment

Comparator

MD (95% Crl)

GOL_STD (SC)+MTX

-0.03 (-0.19, 0.14)

GOL_STD (IV)+MTX

-0.01 (-0.23, 0.23)

INF_STD+MTX

0.03 (-0.16, 0.23)

CERTO_STD+MTX

-0.09 (-0.26, 0.11)

RIT_STD

-0.13 (-0.38, 0.13)

RIT_STD+MTX

0.07 (-0.17, 0.34)

SAR_200+MTX

0.01 (-0.20, 0.24)

BAR_4+MTX -0.02 (-0.19, 0.16)
ANBAI+MTX -0.36 (-0.59, -0.11)
CT-P13+MTX -0.26 (-0.58, 0.07)
SB2+MTX 0.03 (-0.24, 0.30)

ZRC-3197+MTX

0.03 (-0.27, 0.34)

TOF_STD+MTX

ADA_STD+MTX

-0.06 (-0.19, 0.06)

TOC_8 (IV)

-0.23 (-0.49, 0.02)

TOC_4 (IV)+MTX

-0.06 (-0.28, 0.14)

TOC_8 (IV)+MTX

-0.20 (-0.41, 0.01)

GOL_STD (SC)+MTX

-0.06 (-0.21, 0.09)

GOL_STD (IV)+MTX

-0.04 (-0.25, 0.17)

INF_STD+MTX

0.003 (-0.22, 0.21)

CERTO_STD+MTX

-0.12 (-0.28, 0.05)

RIT_STD

-0.16 (-0.39, 0.08)

RIT_STD+MTX

0.04 (-0.20, 0.28)

SAR_200+MTX

-0.02 (-0.22, 0.19)

BAR_4+MTX

-0.05 (-0.19, 0.08)
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(as supplied by the authors)

Treatment Comparator MD (95% Crl)

ANBAI+MTX -0.39 (-0.61, -0.16)
CT-P13+MTX -0.29 (-0.63, 0.05)
SB2+MTX 0.004 (-0.29, 0.28)

ZRC-3197+MTX

-0.0002 (-0.26, 0.27)

TOC 8 (IV)

TOF_STD+MTX

-0.17 (-0.43, 0.09)

TOC_4 (IV)+MTX

-0.01 (-0.22, 0.21)

TOC_8 (IV)*MTX

-0.14 (-0.35, 0.08)

GOL_STD (SC)+MTX

0.001 (-0.16, 0.16)

GOL_STD (IV)+MTX

0.02 (-0.19, 0.24)

INF_STD+MTX

0.07 (-0.16, 0.28)

CERTO_STD+MTX

-0.06 (-0.22, 0.12)

RIT_STD

-0.10 (-0.34, 0.16)

RIT_STD+MTX

0.10 (-0.14, 0.36)

SAR_200+MTX

0.04 (-0.16, 0.26)

BAR_4+MTX 0.01 (-0.15, 0.18)
ANBAI+MTX -0.33 (-0.55, -0.09)
CT-P13+MTX -0.23 (-0.58, 0.12)
SB2+MTX 0.06 (-0.23, 0.36)

ZRC-3197+MTX

0.06 (-0.23, 0.36)

TOC_4 (IV)+MTX

TOC_8 (IV)

0.17 (-0.07, 0.41)

TOC_8 (IV)+MTX

0.03 (-0.11, 0.18)

GOL_STD (SC)+MTX

0.17 (-0.09, 0.44)

GOL_STD (IV)+MTX

0.19 (-0.11, 0.50)

INF_STD+MTX

0.23 (-0.07, 0.54)
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(as supplied by the authors)

Treatment

Comparator

MD (95% Crl)

CERTO_STD+MTX

0.11 (-0.15, 0.40)

RIT_STD

0.07 (-0.24, 0.41)

RIT_STD+MTX

0.28 (-0.05, 0.61)

SAR_200+MTX

0.21 (-0.08, 0.52)

BAR_4+MTX 0.18 (-0.09, 0.45)
ANBAI+MTX -0.16 (-0.47, 0.16)
CT-P13+MTX -0.06 (-0.46, 0.34)
SB2+MTX 0.24 (-0.13, 0.59)

ZRC-3197+MTX

0.23 (-0.13, 0.60)

TOC_8 (IV)*MTX

TOC_4 (IV)+MTX

-0.13 (-0.32, 0.06)

GOL_STD (SC)+MTX

0.01 (-0.22, 0.22)

GOL_STD (IV)+MTX

0.03 (-0.24, 0.30)

INF_STD+MTX

0.07 (-0.20, 0.33)

CERTO_STD+MTX

-0.05 (-0.28, 0.18)

RIT_STD

-0.09 (-0.38, 0.20)

RIT_STD+MTX

0.11 (-0.18, 0.40)

SAR_200+MTX

0.05 (-0.21, 0.31)

BAR_4+MTX 0.01 (-0.21, 0.24)
ANBAI+MTX -0.32 (-0.60, -0.04)
CT-P13+MTX -0.22 (-0.60, 0.15)
SB2+MTX 0.07 (-0.26, 0.39)

ZRC-3197+MTX

0.07 (-0.27, 0.40)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.14 (-0.09, 0.36)

GOL_STD (IV)+MTX

0.16 (-0.11, 0.43)
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(as supplied by the authors)

Treatment

Comparator

MD (95% Crl)

INF_STD+MTX

0.20 (-0.07, 0.46)

CERTO_STD+MTX

0.08 (-0.15, 0.32)

RIT_STD

0.04 (-0.25, 0.33)

RIT_STD+MTX

0.24 (-0.05, 0.53)

SAR_200+MTX

0.18 (-0.08, 0.45)

BAR_4+MTX 0.14 (-0.08, 0.37)
ANBAI+MTX -0.19 (-0.47, 0.09)
CT-P13+MTX -0.09 (-0.47, 0.28)
SB2+MTX 0.20 (-0.13, 0.52)

ZRC-3197+MTX

0.20 (-0.14, 0.54)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.02 (-0.20, 0.25)

INF_STD+MTX

0.06 (-0.17, 0.29)

CERTO_STD+MTX

-0.06 (-0.23, 0.13)

RIT_STD

-0.10 (-0.35, 0.16)

RIT_STD+MTX

0.10 (-0.15, 0.36)

SAR_200+MTX

0.04 (-0.17, 0.27)

BAR_4+MTX 0.01 (-0.16, 0.18)
ANBAI+MTX -0.33 (-0.56, -0.08)
CT-P13+MTX -0.23 (-0.58, 0.12)
SB2+MTX 0.06 (-0.24, 0.35)

ZRC-3197+MTX

0.06 (-0.24, 0.37)

INF_STD+MTX

GOL_STD (IV)+MTX

0.04 (-0.24, 0.31)

CERTO_STD+MTX

-0.08 (-0.31, 0.16)

RIT_STD

-0.12 (-0.42, 0.18)
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(as supplied by the authors)

Treatment Comparator MD (95% Crl)

RIT_STD+MTX 0.08 (-0.21, 0.38)
SAR_200+MTX 0.02 (-0.24, 0.28)
BAR_4+MTX -0.02 (-0.24, 0.21)
ANBAI+MTX -0.35 (-0.63, -0.07)
CT-P13+MTX -0.25 (-0.63, 0.12)
SB2+MTX 0.04 (-0.30, 0.36)
ZRC-3197+MTX 0.04 (-0.30, 0.38)
CERTO_STD+MTX INF_STD+MTX -0.12 (-0.35, 0.12)

RIT_STD

-0.16 (-0.45, 0.14)

RIT_STD+MTX

0.04 (-0.25, 0.35)

SAR_200+MTX

-0.02 (-0.28, 0.25)

BAR_4+MTX -0.06 (-0.29, 0.18)
ANBAI+MTX -0.39 (-0.67, -0.09)
CT-P13+MTX -0.29 (-0.56, -0.03)
SB2+MTX -0.0005 (-0.19, 0.19)

ZRC-3197+MTX

-0.003 (-0.34, 0.34)

RIT_STD

CERTO_STD+MTX

-0.04 (-0.30, 0.22)

RIT_STD+MTX

0.16 (-0.10, 0.42)

SAR_200+MTX

0.10 (-0.13, 0.33)

BAR_4+MTX 0.06 (-0.13, 0.25)
ANBAI+MTX -0.27 (-0.52, -0.02)
CT-P13+MTX -0.17 (-0.53, 0.17)
SB2+MTX 0.12 (-0.19, 0.41)

ZRC-3197+MTX

0.12 (-0.19, 0.43)
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(as supplied by the authors)

Treatment Comparator MD (95% Crl)

RIT_STD+MTX RIT_STD 0.20 (-0.03, 0.44)
SAR_200+MTX 0.14 (-0.15, 0.42)
BAR_4+MTX 0.10 (-0.15, 0.36)
ANBAI+MTX -0.23 (-0.54, 0.08)
CT-P13+MTX -0.13 (-0.53, 0.25)
SB2+MTX 0.16 (-0.19, 0.50)
ZRC-3197+MTX 0.16 (-0.20, 0.51)
SAR_200+MTX RIT_STD+MTX -0.06 (-0.35, 0.23)

BAR_4+MTX -0.10 (-0.35, 0.16)
ANBAI+MTX -0.43 (-0.74, -0.12)
CT-P13+MTX -0.33 (-0.74, 0.06)
SB2+MTX -0.04 (-0.40, 0.31)

ZRC-3197+MTX

-0.04 (-0.40, 0.31)

BAR_4+MTX SAR_200+MTX -0.04 (-0.26, 0.18)
ANBAI+MTX -0.37 (-0.64, -0.09)
CT-P13+MTX -0.27 (-0.65, 0.10)
SB2+MTX 0.02 (-0.31, 0.33)

ZRC-3197+MTX

0.02 (-0.32, 0.35)

ANBAI+MTX BAR_4+MTX -0.33 (-0.58, -0.09)
CT-P13+MTX -0.24 (-0.59, 0.12)
SB2+MTX 0.06 (-0.25, 0.35)
ZRC-3197+MTX 0.05 (-0.24, 0.36)
CT-P13+MTX ANBAI+MTX 0.10 (-0.30, 0.48)
SB2+MTX 0.39 (0.04, 0.73)
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Treatment Comparator MD (95% Crl)
ZRC-3197+MTX 0.39 (0.04, 0.74)
SB2+MTX CT-P13+MTX 0.29 (-0.03, 0.61)
ZRC-3197+MTX 0.29 (-0.13, 0.72)
ZRC-3197+MTX SB2+MTX -0.002 (-0.38, 0.39)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ADA = adalimumab; ANBAI = AnBaiNuo (biosimilar adalimumab); BAR_4 = 4mg baricitinib; CERTO =
certolizumab pegol; Crl = credible interval; CT-P13 = biosimilar of infliximab; GOL = golimumab; INF = infliximab; IV = intravenous;
MD = mean difference; MTX = methotrexate; OR = odds ratio;RIT = rituximab; SAR_200 = 200mg sarilumab; SB2= biosimilar
infliximab 3mg/kg; SC = subcutaneous; STD = standard dose; TOC_4 = tocilizumab 4mg/kg; TOC_8 = 8mg/kg tocilizumab; TOF =
tofacitinib; ZRC-3197 = biosimilar of adalimumab.
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Table 28. Sensitivity Analysis Results,

Standard Error

SF-36 PCS (MTX as a Common Comparator) — Imputing Missing

Treatment

Comparator

MD (95% Crl)

ABA_STD (IV)+MTX

Placebo+MTX

4.13 (2.49, 5.85)

TOF_STD+MTX

2.70 (0.72, 4.55)

ADA_STD+MTX

2.43 (0.02, 4.88)

GOL_STD (SC)+MTX

4.83 (3.01, 6.78)

GOL_STD (IV)+MTX

3.64 (1.24, 6.07)

INF_STD+MTX

4.57 (2.67, 6.03)

CERTO_STD+MTX

5.06 (3.63, 6.50)

CT-P13+MTX

5.36 (2.16, 8.23)

TOF_STD+MTX

ABA_STD (IV)+MTX

-1.44 (-4.09, 1.00)

ADA_STD+MTX

-1.71 (-4.65, 1.24)

GOL_STD (SC)+MTX

0.70 (-1.78, 3.25)

GOL_STD (IV)+MTX

-0.50 (-3.49, 2.43)

INF_STD+MTX

0.44 (-1.91, 2.27)

CERTO_STD+MTX

0.92 (-1.32, 3.11)

CT-P13+MTX

1.22 (-2.26, 4.31)

ADA_STD+MTX

TOF_STD+MTX

-0.27 (-2.50, 2.16)

GOL_STD (SC)+MTX

2.14 (-0.45, 4.93)

GOL_STD (IV)+MTX

0.96 (-2.09, 4.08)

INF_STD+MTX

1.85 (-0.81, 4.27)

CERTO_STD+MTX

2.34 (0.04, 4.80)

CT-P13+MTX

2.65 (-1.02, 6.14)

GOL_STD (SC)+MTX

ADA_STD+MTX

2.40 (-0.64, 5.49)

GOL_STD (IV)+MTX

1.21 (-2.22, 4.59)
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INF_STD+MTX 2.12 (-1.03, 4.89)
CERTO_STD+MTX 2.61 (-0.19, 5.42)
CT-P13+MTX 2.90 (-1.17, 6.62)
GOL_STD (IV)+MTX GOL_STD (SC)+MTX -1.20 (-4.28, 1.83)
INF_STD+MTX -0.28 (-3.06, 2.00)
CERTO_STD+MTX 0.21 (-2.17, 2.51)
CT-P13+MTX 0.52 (-3.26, 3.86)
INF_STD+MTX GOL_STD (IV)+MTX 0.92 (-2.22, 3.67)
CERTO_STD+MTX 1.40 (-1.40, 4.23)
CT-P13+MTX 1.71 (-2.33, 5.40)
CERTO_STD+MTX INF_STD+MTX 0.47 (-1.50, 2.91)
CT-P13+MTX 0.80 (-1.70, 3.37)
CT-P13+MTX CERTO_STD+MTX 0.31 (-3.22, 3.48)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ADA = adalimumab; CERTO = certolizumab pegol; Crl = credible interval; CT-P13 = biosimilar of infliximab; GOL
= golimumab; INF = infliximab; IV = intravenous; MD = mean difference; MTX = methotrexate; OR = odds ratio; SC = subcutaneous;
STD = standard dose; TOF = tofacitinib.
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Table 29. Sensitivity Analysis Results,

Standard Error

SF-36 MCS (MTX as a Common Comparator) — Imputing Missing

Treatment

Comparator

MD (95% Crl)

ABA_STD (IV)+MTX

Placebo+MTX

2.71 (0.35, 5.86)

TOF_STD+MTX

2.04 (-0.82, 4.97)

ADA_STD+MTX

1.99 (-1.75, 5.70)

GOL_STD (SC)+MTX

1.84 (-1.22, 4.93)

GOL_STD (IV)+MTX

5.91 (2.09, 9.74)

INF_STD+MTX

2.16 (-1.64, 6.22)

CERTO_STD+MTX

3.60 (1.38, 5.83)

CT-P13+MTX

2.03 (-3.38, 7.76)

TOF_STD+MTX

ABA_STD (IV)+MTX

-0.69 (-5.04, 2.97)

ADA_STD+MTX

-0.72 (-5.75, 3.54)

GOL_STD (SC)+MTX

-0.90 (-5.35, 2.93)

GOL_STD (IV)+MTX

3.19 (-1.92, 7.52)

INF_STD+MTX

-0.58 (-4.66, 3.13)

CERTO_STD+MTX

0.92 (-3.09, 4.03)

CT-P13+MTX

-0.71 (-6.42, 4.62)

ADA_STD+MTX

TOF_STD+MTX

-0.04 (-3.74, 3.55)

GOL_STD (SC)+MTX

-0.22 (-4.46, 4.07)

GOL_STD (IV)+MTX

3.87 (-0.97, 8.61)

INF_STD+MTX

0.11 (-4.65, 5.09)

CERTO_STD+MTX

1.57 (-2.12, 5.15)

CT-P13+MTX

-0.02 (-6.13, 6.34)

GOL_STD (SC)+MTX

ADA_STD+MTX

-0.15 (-4.95, 4.73)

GOL_STD (IV)+MTX

3.91 (-1.36, 9.28)
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INF_STD+MTX 0.16 (-5.08, 5.73)
CERTO_STD+MTX 1.62 (-2.73, 6.01)
CT-P13+MTX 0.02 (-6.46, 6.89)
GOL_STD (IV)+MTX GOL_STD (SC)+MTX 4.05 (-0.81, 8.99)
INF_STD+MTX 0.30 (-4.59, 5.49)
CERTO_STD+MTX 1.76 (-2.03, 5.57)
CT-P13+MTX 0.19 (-6.06, 6.68)
INF_STD+MTX GOL_STD (IV)+MTX -3.75 (-9.07, 1.90)
CERTO_STD+MTX -2.31(-6.72, 2.13)
CT-P13+MTX -3.90 (-10.48, 3.03)
CERTO_STD+MTX INF_STD+MTX 1.45 (-3.26, 5.82)
CT-P13+MTX -0.14 (-4.06, 3.79)
CT-P13+MTX CERTO_STD+MTX -1.58 (-7.39, 4.62)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ABA = abatacept; ADA = adalimumab; CERTO = certolizumab pegol; Crl = credible interval; CT-P13 = biosimilar of infliximab; GOL
= golimumab; INF = infliximab; IV = intravenous; MD= mean difference; MTX = methotrexate; SC = subcutaneous; STD = standard
dose; TOF = tofacitinib.
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Table 30. Sensitivity Analysis Results, Pain (MTX as a Common Comparator) — Imputing Missing Standard

Error

Treatment Comparator SMD (95% Cirl)

Placebo Placebo+MTX -1.45 (0.59, 2.64)
LEF_10 -3.31 (-0.68, 1.97)
SSZ+HCQ -1.72 (-0.04, 1.63)
MTX+SSZ+HCQ -2.14 (-0.84, 0.41)
ETN_STD+MTX -2.06 (-1.10, -0.23)
ABA_STD (IV)+MTX -2.53 (-0.91, 0.74)
ADA_STD -2.64 (-0.01, 2.65)
ADA_STD+MTX -1.58 (-0.76, 0.03)
TOF_STD -2.67 (-0.01, 2.67)
TOF_STD+MTX -1.80 (-0.85, 0.08)
CERTO_STD -2.49 (-0.81, 0.86)
CERTO_STD+MTX -3.21 (-1.58, 0.05)
SAR_200+MTX -2.97 (-1.32, 0.34)
BAR_4+MTX -2.20 (-0.74, 0.72)
ZRC-3197+MTX -2.69 (-0.80, 1.02)
LEF_10 Placebo -2.95 (-1.27, 0.39)
SSZ+HCQ -3.30 (-0.63, 2.01)
MTX+SSZ+HCQ -3.89 (-1.43, 0.96)

ETN_STD+MTX

-3.95 (-1.69, 0.50)

ABA_STD (IV)+MTX

-4.11 (-1.51, 1.13)

ADA_STD

-2.26 (-0.59, 1.08)

ADA_STD+MTX

-3.54 (-1.35, 0.81)

TOF_STD

-2.25 (-0.59, 1.09)
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Treatment Comparator SMD (95% Cirl)

TOF_STD+MTX -3.72 (-1.44, 0.77)
CERTO_STD -2.58 (-1.40, -0.23)
CERTO_STD+MTX -4.77 (-2.16, 0.45)
SAR_200+MTX -4.55 (-1.90, 0.72)
BAR_4+MTX -3.85 (-1.32, 1.20)
ZRC-3197+MTX -4.18 (-1.39, 1.33)
SSZ+HCQ LEF_10 -2.53(0.63, 3.73)
MTX+SSZ+HCQ -3.12 (-0.16, 2.70)
ETN_STD+MTX -3.26 (-0.42, 2.32)
ABA_STD (IV)+MTX -3.33(-0.24, 2.89)
ADA_STD -1.70 (0.67, 3.05)
ADA_STD+MTX -2.83 (-0.09, 2.63)
TOF_STD -1.66 (0.67, 3.03)
TOF_STD+MTX -2.99 (-0.18, 2.60)
CERTO_STD -2.16 (-0.13, 1.91)
CERTO_STD+MTX -4.01 (-0.89, 2.18)
SAR_200+MTX -3.71 (-0.64, 2.48)
BAR_4+MTX -3.10 (-0.06, 2.94)
ZRC-3197+MTX -3.35 (-0.14, 3.05)
MTX+SSZ+HCQ SSZ+HCQ -2.46 (-0.80, 0.81)

ETN_STD+MTX

-2.86 (-1.06, 0.66)

ABA_STD (IV)+MTX

-3.21 (-0.87, 1.47)

ADA_STD

-3.04 (0.03, 3.20)

ADA_STD+MTX

-2.58 (-0.72, 1.14)
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Treatment Comparator SMD (95% Cirl)

TOF_STD -3.07 (0.04, 3.20)
TOF_STD+MTX -2.71 (-0.82, 1.12)
CERTO_STD -3.12 (-0.76, 1.63)
CERTO_STD+MTX -3.82 (-1.54, 0.83)
SAR_200+MTX -3.61 (-1.27, 1.12)
BAR_4+MTX -2.92 (-0.70, 1.54)
ZRC-3197+MTX -3.26 (-0.76, 1.70)
ETN_STD+MTX MTX+SSZ+HCQ -1.57 (-0.26, 1.00)

ABA_STD (IV)+MTX

-2.11 (-0.07, 2.06)

ADA_STD

-2.07 (0.82, 3.81)

ADA_STD+MTX

-1.44 (0.09, 1.62)

TOF_STD

-2.11 (0.83, 3.82)

TOF_STD+MTX

-1.59 (-0.01, 1.61)

CERTO_STD

-2.05 (0.04, 2.17)

CERTO_STD+MTX

-2.77 (-0.74, 1.38)

SAR_200+MTX

-2.53 (-0.48, 1.65)

BAR_4+MTX

-1.84 (0.10, 2.09)

ZRC-3197+MTX

-2.22 (0.04, 2.32)

ABA_STD (IV)+MTX

ETN_STD+MTX

-1.62 (0.19, 2.12)

ADA_STD

-1.64 (1.10, 3.95)

ADA_STD+MTX

-0.87 (0.35, 1.59)

TOF_STD

-1.65 (1.09, 3.94)

TOF_STD+MTX

-1.03 (0.25, 1.60)

CERTO_STD

-1.58 (0.28, 2.23)
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Treatment

Comparator

SMD (95% Crl)

CERTO_STD+MTX

-2.30 (-0.48, 1.45)

SAR_200+MTX

-2.06 (-0.21, 1.72)

BAR_4+MTX

-1.34 (0.37, 2.16)

ZRC-3197+MTX

-1.76 (0.29, 2.39)

ADA_STD

ABA_STD (IV)+MTX

-2.18 (0.90, 4.02)

ADA_STD+MTX

-1.71 (0.15, 1.95)

TOF_STD

-2.18 (0.90, 4.04)

TOF_STD+MTX

-1.84 (0.06, 1.91)

CERTO_STD

-2.23(0.11, 2.41)

CERTO_STD+MTX

-3.02 (-0.66, 1.63)

SAR_200+MTX

-2.74 (-0.40, 1.91)

BAR_4+MTX

-2.06 (0.17, 2.38)

ZRC-3197+MTX

-2.42 (0.10, 2.56)

ADA_STD+MTX

ADA_STD

-3.54 (-0.75, 1.95)

TOF_STD

-1.66 (-0.002, 1.68)

TOF_STD+MTX

-3.68 (-0.84, 1.93)

CERTO_STD

-2.87 (-0.80, 1.21)

CERTO_STD+MTX

-4.67 (-1.57, 1.55)

SAR_200+MTX

-4.44 (-1.31, 1.80)

BAR_4+MTX

-3.76 (-0.73, 2.25)

ZRC-3197+MTX

-4.05 (-0.80, 2.40)

TOF_STD

ADA_STD+MTX

-1.94 (0.74, 3.56)

TOF_STD+MTX

-1.23 (-0.10, 1.05)

CERTO_STD

-1.90 (-0.05, 1.84)
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Treatment Comparator SMD (95% Cirl)

CERTO_STD+MTX -2.62 (-0.82, 1.02)
SAR_200+MTX -2.37 (-0.56, 1.31)
BAR_4+MTX -1.43 (0.02, 1.50)
ZRC-3197+MTX -1.71 (-0.05, 1.63)
TOF_STD+MTX TOF_STD -3.71 (-0.85, 1.89)

CERTO_STD

-2.87 (-0.80, 1.22)

CERTO_STD+MTX

-4.70 (-1.56, 1.52)

SAR_200+MTX

-4.43 (-1.30, 1.81)

BAR_4+MTX

-3.77 (-0.73, 2.29)

ZRC-3197+MTX

-4.06 (-0.80, 2.41)

CERTO_STD

TOF_STD+MTX

-1.86 (0.05, 1.94)

CERTO_STD+MTX

-2.59 (-0.73, 1.19)

SAR_200+MTX

-2.35 (-0.46, 1.45)

BAR_4+MTX

-1.58 (0.11, 1.84)

ZRC-3197+MTX

-1.97 (0.04, 2.05)

CERTO_STD+MTX

CERTO_STD

-3.07 (-0.76, 1.56)

SAR_200+MTX

-2.83 (-0.50, 1.82)

BAR_4+MTX

-2.13 (0.07, 2.33)

ZRC-3197+MTX

-2.49 (-0.01, 2.51)

SAR_200+MTX

CERTO_STD+MTX

-2.07 (0.27, 2.57)

BAR_4+MTX

-1.37 (0.84, 3.00)

ZRC-3197+MTX

-1.74 (0.77, 3.25)

BAR_4+MTX

SAR_200+MTX

-1.62 (0.58, 2.79)

ZRC-3197+MTX

-1.99 (0.50, 2.98)
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Treatment

Comparator

SMD (95% Crl)

ZRC-3197+MTX

BAR_4+MTX

-2.32 (-0.07, 2.12)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant

and favour the comparator. Bold results represent large effect sizes. Italicized results indicate a very wide credible interval.

ABA = abatacept; ADA = adalimumab; BAR_4 = 4 mg baricitinib 4mg; CERTO = certolizumab pegol; Crl = credible interval; ETN =
etanercept; HCQ = hydroxychloroquine; IV = intravenous; LEF_10 = 10 mg leflunomide; MTX = methotrexate; SAR_200 = 200 mg
sarilumab; SMD = standardized mean difference; SSZ = sulfasalazine; STD = standard dose; TOF = tofacitinib; ZRC-3197 =

biosimilar adalimumab.
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Table 31. Sensitivity Analysis Results, Fatigue (MTX as a Common Comparator) — Imputing Missing Standard

Error

Treatment

Comparator

SMD (95% Crl)

ETN_STD+MTX

Placebo+MTX

0.47 (-0.46, 1.36)

ABA_STD (IV)+MTX

0.43 (-0.48, 1.31)

TOF_STD+MTX

0.48 (-0.30, 1.35)

ADA_STD+MTX

0.35 (-0.14, 0.90)

TOC_4 (IV)+MTX

0.29 (-0.61, 1.21)

TOC_8 (IV)+MTX

0.37 (-0.52, 1.27)

GOL_STD (SC)+MTX

0.54 (-0.10, 1.19)

GOL_STD (IV)+MTX

0.53 (-0.38, 1.43)

CERTO_STD+MTX

1.25 (0.34, 2.14)

SAR_200+MTX

0.54 (-0.33, 1.44)

HD203+MTX

0.55 (-0.76, 1.78)

ABA_STD (IV)+MTX

ETN_STD+MTX

-0.04 (-1.32, 1.27)

TOF_STD+MTX

0.01 (-1.17, 1.29)

ADA_STD+MTX

-0.13 (-1.13, 0.96)

TOC_4 (IV)+MTX

-0.19 (-1.43, 1.13)

TOC_8 (IV)+MTX

-0.10 (-1.33, 1.21)

GOL_STD (SC)+MTX

0.07 (-1.02, 1.21)

GOL_STD (IV)+MTX

0.05 (-1.22, 1.36)

CERTO_STD+MTX

0.78 (-0.49, 2.09)

SAR_200+MTX

0.07 (-1.16, 1.40)

HD203+MTX

0.08 (-0.83, 0.97)

TOF_STD+MTX

ABA_STD (IV)+MTX

0.05 (-1.13, 1.31)

ADA_STD+MTX

-0.08 (-1.10, 1.01)
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Treatment

Comparator

SMD (95% Crl)

TOC_4 (IV)+MTX

-0.15 (-1.40, 1.17)

TOC_8 (IV)+MTX

-0.06 (-1.32, 1.25)

GOL_STD (SC)+MTX

0.11 (-0.98, 1.23)

GOL_STD (IV)+MTX

0.09 (-1.14, 1.38)

CERTO_STD+MTX

0.82 (-0.48, 2.09)

SAR_200+MTX

0.11 (-1.14, 1.38)

HD203+MTX

0.12 (-1.44, 1.66)

ADA_STD+MTX

TOF_STD+MTX

-0.14 (-0.96, 0.70)

TOC_4 (IV)+MTX

-0.20 (-1.46, 1.03)

TOC_8 (IV)+MTX

-0.11 (-1.39, 1.10)

GOL_STD (SC)+MTX

0.05 (-1.02, 1.07)

GOL_STD (IV)+MTX

0.04 (-1.19, 1.24)

CERTO_STD+MTX

0.77 (-0.52, 1.97)

SAR_200+MTX

0.06 (-1.18, 1.27)

HD203+MTX

0.07 (-1.53, 1.53)

TOC_4 (IV)+MTX

ADA_STD+MTX

-0.06 (-1.16, 0.96)

TOC_8 (IV)+MTX

0.02 (-1.05, 1.05)

GOL_STD (SC)+MTX

0.19 (-0.67, 0.99)

GOL_STD (IV)+MTX

0.18 (-0.89, 1.18)

CERTO_STD+MTX

0.91 (-0.19, 1.91)

SAR_200+MTX

0.20 (-0.85, 1.19)

HD203+MTX

0.20 (-1.22, 1.51)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

0.09 (-0.82, 1.01)

GOL_STD (SC)+MTX

0.25 (-0.87, 1.35)
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Treatment

Comparator

SMD (95% Crl)

GOL_STD (IV)+MTX

0.24 (-1.04, 1.51)

CERTO_STD+MTX

0.97 (-0.33, 2.21)

SAR_200+MTX

0.26 (-1.02, 1.53)

HD203+MTX

0.26 (-1.32, 1.78)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

0.16 (-0.93, 1.26)

GOL_STD (IV)+MTX

0.15 (-1.13, 1.45)

CERTO_STD+MTX

0.88 (-0.43, 2.14)

SAR_200+MTX

0.17 (-1.07, 1.44)

HD203+MTX

0.17 (-1.43, 1.70)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

-0.01 (-1.15, 1.09)

CERTO_STD+MTX

0.72 (-0.42, 1.81)

SAR_200+MTX

0.003 (-1.09, 1.11)

HD203+MTX

0.01 (-1.45, 1.36)

CERTO_STD+MTX

GOL_STD (IV)+MTX

0.73 (-0.57, 2.00)

SAR_200+MTX

0.02 (-1.23, 1.31)

HD203+MTX

0.02 (-1.55, 1.57)

SAR_200+MTX

CERTO_STD+MTX

-0.71 (-1.94, 0.59)

HD203+MTX

-0.71 (-2.28, 0.82)

HD203+MTX

SAR_200+MTX

0.01 (-1.59, 1.52)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Bold results represent large effect sizes. Italicized results indicate a very wide credible interval.

ABA = abatacept; ADA = adalimumab; CERTO = certolizumab pegol; Crl = credible interval; ETN = etanercept; IV = intravenous;
MTX = methotrexate; SAR_200 = 200 mg sarilumab; SMD = standardized mean difference; STD = standard dose; TOC_4 = 4mg/kg
tocilizumab; TOC_8 = 8mg/kg tocilizumab; TOF = tofacitinib.
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Table 32. Summary of Sensitivity Analysis Results — csDMARD as a Common Comparator

No REF<0, | REF=0, | REF=0, | REF>0, | REF<0, | REF>0
difference | SA=0 SA>0 SA<0 SA=0 SA>0 ,
SA<0

American College of Rheumatology 50 (ACR50)
All doses (n = 36) 35 0 0 0 1 0 0
> year 2007 studies 32 0 0 0 4 0 0
(n = 36)
EOT data (n = 21) 19 0 2 0 0 0 0
Biologic naive* (n = 9 0 1 0 0 0 0
10)
Restricted time-point | 26 0 1 0 1 0 0
(12-16 weeks)*
(n=28)
Withdrawals due to Adverse Events (WDAE
All doses (n = 21) 21 0 0 0 0 0 0
EOT data (n = 21) 20 0 1 0 0 0 0
Restricted time-point | 10 0 0 0 0 0 0
(12-16 weeks)*
(n=10)
Impute Standard Error
DAS28 (n = 36) 36 0 0 0 0 0 0
HAQ-DI (n = 15) 15 0 0 0 0 0 0

Comparisons between the reference case and sensitivity analyses for binary outcomes were all completed using the log odds ratio

(95% credible interval).

*Indicates a post hoc sensitivity analysis

EOT = end of treatment; REF<O0: the reference case was statistically significant in favour of the comparator for outcomes where a
positive result is better or in favour of the treatment where a negative result it better; REF=0: the reference case was not statistically
significant; REF>0: the reference case was statistically significant in favour of the treatment for outcomes where a positive result is
better or in favour of the comparator where a negative result is better; SA<O: the reference case was statistically significant in favour
of the comparator for outcomes where a positive result is better or in favour of the treatment where a negative result it better; SA=0:
the reference case was not statistically significant; SA>0: the reference case was statistically significant in favour of the treatment for
outcomes where a positive result is better or in favour of the comparator where a negative result is better
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Table 33. Sensitivity Analysis Results, ACR50 (csDMARD as a Common Comparator) — All Treatment Doses

Treatment Comparator OR (95% Cirl)
ETN_STD PLACEBO+csDMARD 3.54 (0.89, 16.07)
ETN_STD+csDMARD 3.44 (1.17, 10.61)
ADA _STD+csDMARD 4.03 (0.97, 16.73)
TOC_8 (IV)+csDMARD 3.60 (1.31, 9.84)
CERTO_STD+csDMARD 3.37 (0.80, 14.06)
BAR_4+csDMARD 3.07 (0.74, 12.52)
SIR_100+csDMARD 9.01 (1.15, 111.94)
SIR_50+csDMARD 10.94 (1.44, 134.69)
ETN_STD+csDMARD ETN_STD 0.98 (0.24, 3.64)

ADA_STD+csDMARD

1.14 (0.14, 8.00)

TOC_8 (IV)+csDMARD

1.01 (0.16, 5.50)

CERTO_STD+csDMARD

0.95 (0.12, 6.71)

BAR_4+csDMARD

0.87 (0.11, 6.12)

SIR_100+csDMARD

2.54 (0.20, 43.42)

SIR_50+csDMARD

3.06 (0.25, 52.83)

ADA_STD+csDMARD

ETN_STD+csDMARD

1.17 (0.19, 7.01)

TOC_8 (IV)+csDMARD

1.04 (0.23, 4.45)

CERTO_STD+csDMARD

0.98 (0.16, 5.90)

BAR_4+csDMARD

0.89 (0.14, 5.26)

SIR_100+csDMARD

2.61 (0.25, 39.77)

SIR_50+csDMARD

3.17 (0.31, 47.75)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

0.89 (0.15, 5.03)

CERTO_STD+csDMARD

0.83 (0.11, 6.26)
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Treatment Comparator OR (95% Crl)

BAR_4+csDMARD 0.76 (0.10, 5.65)
SIR_100+csDMARD 2.24 (0.19, 39.25)
SIR_50+csDMARD 2.71 (0.24, 47.66)
CERTO_STD+csDMARD TOC_8 (IV)+csDMARD 0.94 (0.16, 5.45)
BAR_4+csDMARD 0.85 (0.15, 4.71)
SIR_100+csDMARD 2.51 (0.26, 37.19)
SIR_50+csDMARD 3.05 (0.32, 45.33)
BAR_4+csDMARD CERTO_STD+csDMARD 0.91 (0.12, 6.85)
SIR_100+csDMARD 2.68 (0.22, 48.09)
SIR_50+csDMARD 3.24 (0.28, 58.38)
SIR_100+csDMARD BAR_4+csDMARD 2.95 (0.25, 51.52)
SIR_50+csDMARD 3.58 (0.31, 63.24)
SIR_50+csDMARD SIR_100+csDMARD 1.21 (0.21, 7.27)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; SIR_100 = 100mg sirukumab;
SIR_50 = 50mg sirukumab;STD = standard dose; TOC_8 = 8mg/kg tocilizumab.
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Table 34. Sensitivity Analysis Results, ACR50 (csDMARD as a Common Comparator) — Studies Published

After 2007

Treatment Reference OR (95% Crl)
ETN_STD PLACEBO+csDMARD 4.23(0.70, 31.03)
ETN_STD+csDMARD 4.76 (1.19, 20.88)
ADA_STD+csDMARD 4.10 (0.56, 31.34)
TOC_8 (IV)+csDMARD 3.58 (0.92, 13.65)
CERTO_STD+csDMARD 4.35 (0.62, 30.54)
BAR_4+csDMARD 3.09 (0.48, 20.84)
SIR_100+csDMARD 12.74 (0.82, 539.15)
SIR_50+csDMARD 15.56 (1.00, 644.19)
ETN_STD+csDMARD ETN_STD 1.13(0.17, 6.57)

ADA_STD+csDMARD

0.97 (0.06, 14.34)

TOC_8 (IV)+csDMARD

0.85 (0.07, 7.72)

CERTO_STD+csDMARD

1.04 (0.06, 14.10)

BAR_4+csDMARD

0.73 (0.05, 9.66)

SIR_100+csDMARD

3.04 (0.10, 189.43)

SIR_50+csDMARD

3.73(0.12, 222.96)

ADA_ STD+csDMARD

ETN_STD+csDMARD

0.86 (0.07, 10.00)

TOC_8 (IV)+csDMARD

0.75 (0.10, 5.08)

CERTO_STD+csDMARD

0.91 (0.08, 9.83)

BAR_4+csDMARD

0.65 (0.06, 6.71)

SIR_100+csDMARD

2.71(0.12, 143.17)

SIR_50+csDMARD

3.31(0.15, 174.86)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

0.87 (0.08, 9.59)

CERTO_STD+csDMARD

1.06 (0.06, 17.36)
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Treatment Reference OR (95% Crl)
BAR_4+csDMARD 0.75 (0.05, 11.81)
SIR_100+csDMARD 3.20 (0.10, 217.89)
SIR_50+csDMARD 3.92(0.12, 263.22)
CERTO_STD+csDMARD TOC_8 (IV)+csDMARD 1.22 (0.12, 13.29)
BAR_4+csDMARD 0.86 (0.09, 9.14)
SIR_100+csDMARD 3.64 (0.17, 189.05)
SIR_50+csDMARD 4.41 (0.21, 230.67)
BAR_4+csDMARD CERTO_STD+csDMARD 0.71 (0.05, 10.63)
SIR_100+csDMARD 3.00 (0.10, 198.15)
SIR_50+csDMARD 3.64 (0.13, 233.22)
SIR_100+csDMARD BAR_4+csDMARD 4.25 (0.15, 262.43)
SIR_50+csDMARD 5.14 (0.18, 316.71)
SIR_50+csDMARD SIR_100+csDMARD 1.22 (0.14, 10.84)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; SIR_100 = 100mg sirukumab;
SIR_50 = 50mg sirukumab;STD = standard dose; TOC_8 = 8mg/kg tocilizumab.
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Table 35. Sensitivity Analysis Results, ACR50 (csDMARD as a Common Comparator) — End of Treatment
Data for Adaptive Design Trials

Treatment Comparator OR (95% Cirl)
ETN_STD PLACEBO+csDMARD 3.87 (1.10, 17.57)
ETN_STD+csDMARD 4.65 (1.68, 13.93)
ADA_STD+csDMARD 3.59 (1.35, 9.92)
TOC_8 (IV)+csDMARD 4.79 (1.81, 12.03)
CERTO_STD+csDMARD 4.34 (1.08, 17.83)
BAR_4+csDMARD 2.90 (0.77, 10.95)
SIR_100+csDMARD -
SIR_50+csDMARD -
ETN_STD+csDMARD ETN_STD 1.20 (0.29, 4.06)

ADA_STD+csDMARD

0.93 (0.15, 4.60)

TOC_8 (IV)+csDMARD

1.24 (0.20, 5.67)

CERTO_STD+csDMARD

1.12 (0.14, 7.09)

BAR_4+csDMARD

0.76 (0.10, 4.55)

SIR_100+csDMARD

SIR_50+csDMARD

ADA_ STD+csDMARD

ETN_STD+csDMARD

0.77 (0.17, 3.24)

TOC_8 (IV)+csDMARD

1.03 (0.24, 4.00)

CERTO_STD+csDMARD

0.93 (0.16, 5.24)

BAR_4+csDMARD

0.63 (0.11, 3.29)

SIR_100+csDMARD

SIR_50+csDMARD

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

1.34 (0.32, 5.08)

CERTO_STD+csDMARD

1.21(0.21, 6.74)
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Treatment Comparator OR (95% Crl)

BAR_4+csDMARD 0.81 (0.15, 4.24)

SIR_100+csDMARD -

SIR_50+csDMARD -

CERTO_STD+csDMARD TOC_8 (IV)+csDMARD 0.91 (0.17, 5.08)

BAR_4+CsDMARD 0.61 (0.12, 3.17)

SIR_100+csDMARD -

SIR_50+csDMARD -

BAR_4+csDMARD CERTO_STD+csDMARD 0.67 (0.10, 4.58)

SIR_100+csDMARD -

SIR_50+csDMARD -

SIR_100+csDMARD BAR_4+csDMARD -

SIR_50+csDMARD -

SIR_50+csDMARD SIR_100+csDMARD -

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; SIR_100 = 100mg sirukumab;
SIR_50 = 50mg sirukumab;STD = standard dose; TOC_8 = 8mg/kg tocilizumab.
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Table 36. Sensitivity Analysis Results, ACR50 (csDMARD as a Common Comparator) — Restricted Time Point

Analysis (12-16 weeks)

Treatment Reference OR (95% Crl)
ETN_STD Placebo+csDMARD -
ETN_STD+csDMARD 1.87 (0.52, 6.87)
ADA_STD+csDMARD 4.04 (1.71, 9.69)
TOC_8 (IV)+csDMARD 3.62 (1.59, 8.03)
CERTO_STD+csDMARD 4.34 (1.31, 14.86)
BAR_4+csDMARD 3.09 (0.99, 9.64)
SIR_100+csDMARD 13.44 (1.35, 624.53)
SIR_50+csDMARD 16.14 (1.62, 739.52)
ETN_STD+csDMARD ETN_STD -

ADA_STD+csDMARD

TOC_8 (IV)+csDMARD

CERTO_STD+csDMARD

BAR_4+csDMARD

SIR_100+csDMARD

SIR_50+csDMARD

ADA_ STD+csDMARD

ETN_STD+csDMARD

2.17 (0.46, 10.26)

TOC_8 (IV)+csDMARD

1.94 (0.41, 8.74)

CERTO_STD+csDMARD

2.34 (0.40, 13.80)

BAR_4+csDMARD

1.65 (0.29, 8.96)

SIR_100+csDMARD

7.37 (0.51, 405.86)

SIR_50+csDMARD

8.85 (0.61, 481.55)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

0.90 (0.27, 2.85)

CERTO_STD+csDMARD

1.08 (0.24, 4.83)
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Treatment Reference OR (95% Crl)
BAR_4+csDMARD 0.76 (0.18, 3.18)
SIR_100+csDMARD 3.35(0.28, 164.84)
SIR_50+csDMARD 4.01 (0.34, 196.96)
CERTO_STD+csDMARD TOC_8 (1IV)+csDMARD 1.20 (0.29, 5.29)
BAR_4+csDMARD 0.85 (0.22, 3.47)
SIR_100+csDMARD 3.77 (0.33, 184.01)
SIR_50+csDMARD 4.50 (0.40, 222.52)
BAR_4+csDMARD CERTO_STD+csDMARD 0.71 (0.13, 3.70)
SIR_100+csDMARD 3.14 (0.22, 169.36)
SIR_50+csDMARD 3.77 (0.27, 203.57)
SIR_100+csDMARD BAR_4+csDMARD 4.42 (0.35, 230.21)
SIR_50+csDMARD 5.31 (0.41, 280.06)
SIR_50+csDMARD SIR_100+csDMARD 1.20 (0.25, 5.84)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; SIR_100 = 100mg sirukumab;
SIR_50 = 50mg sirukumab;STD = standard dose; TOC_8 = 8mg/kg tocilizumab.

519



(as supplied by the authors)

Table 37. Sensitivity Analysis Results, ACR50 (csDMARD as a Common Comparator) — Only Studies with
Patients with Inadequate Response to MTX who were Biologic Naive

Treatment Comparator OR (95% Cirl)

ETN_STD Placebo+csDMARD -

ETN_STD+csDMARD -

ADA_STD+csDMARD 4.11 (1.22, 15.09)

TOC_8 (IV)+csDMARD 3

CERTO_STD+csDMARD -

BAR_4+csDMARD 3.09 (1.10, 8.55)
SIR_100+csDMARD 12.85 (1.42, 393.07)
SIR_50+csDMARD 15.56 (1.81, 464.05)
ETN_STD+csDMARD ETN_STD -

ADA_STD+csDMARD -

TOC_8 (IV)+csDMARD -

CERTO_STD+csDMARD -

BAR_4+csDMARD -

SIR_100+csDMARD -

SIR_50+csDMARD ;

ADA_STD+csDMARD ETN_STD+csDMARD -

TOC_8 (IV)+csDMARD -

CERTO_STD+csDMARD -

BAR_4+csDMARD -

SIR_100+csDMARD -

SIR_50+csDMARD -

TOC_8 (IV)+csDMARD ADA_STD+csDMARD -

CERTO_STD+csDMARD -
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Treatment

Comparator

OR (95% Crl)

BAR_4+csDMARD

0.75 (0.15, 3.64)

SIR_100+csDMARD

3.17 (0.24, 119.82)

SIR_50+csDMARD

3.87 (0.30, 143.17)

CERTO_STD+csDMARD

TOC_8 (IV)+csDMARD

BAR_4+csDMARD

SIR_100+csDMARD

SIR_50+csDMARD

BAR_4+csDMARD

CERTO_STD+csDMARD

SIR_100+csDMARD

SIR_50+csDMARD

SIR_100+csDMARD

BAR_4+csDMARD

4.19 (0.38, 146.20)

SIR_50+csDMARD

5.08 (0.47, 179.11)

SIR_50+csDMARD

SIR_100+csDMARD

1.21 (0.28, 5.50)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; SIR_100 = 100mg sirukumab;
SIR_50 = 50mg sirukumab;STD = standard dose; TOC_8 = 8mg/kg tocilizumab.
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Table 38. Sensitivity Analysis Results, WDAE (csDMARD as a Common Comparator) — All Treatment Doses

Treatment Reference OR (95% Cirl)
ETN_STD PLACEBO+csDMARD 3.38 (1.04, 13.28)
ETN_STD+csDMARD 1.63 (0.52, 5.80)
ADA_STD+csDMARD 1.13(0.24, 5.99)
TOC_8 (IV)+csDMARD 1.96 (0.98, 4.15)
CERTO_STD+csDMARD 1.47 (0.53, 4.80)
BAR_4+csDMARD 0.99 (0.29, 3.39)
ETN_STD+csDMARD ETN_STD 0.48 (0.18, 1.28)

ADA_STD+csDMARD

0.33 (0.08, 1.38)

TOC_8 (IV)+csDMARD

0.58 (0.12, 2.34)

CERTO_STD+csDMARD

0.44 (0.08, 2.26)

BAR_4+csDMARD

0.29 (0.05, 1.59)

ADA_STD+csDMARD

ETN_STD+csDMARD

0.69 (0.24, 1.96)

TOC_8 (IV)+csDMARD

1.22 (0.28, 4.71)

CERTO_STD+csDMARD

0.92 (0.17, 4.68)

BAR_4+csDMARD

0.61 (0.10, 3.32)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

1.76 (0.28, 9.51)

CERTO_STD+csDMARD

1.32 (0.18, 9.20)

BAR_4+csDMARD

0.88 (0.11, 6.44)

CERTO_STD+csDMARD

TOC_8 (IV)+csDMARD

0.75 (0.21, 2.94)

BAR_4+csDMARD

0.51 (0.12, 2.09)

BAR_4+csDMARD

CERTO_STD+csDMARD

0.67 (0.12, 3.34)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; STD = standard dose; TOC_8
= 8mag/kg tocilizumab.
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Table 39. Sensitivity Analysis Results, WDAE (csDMARD as a Common Comparator) — End of Treatment Data

for Adaptive Design Trials

Treatment Reference OR (95% Crl)
ETN_STD Placebo+csDMARD 3.49 (1.09, 13.59)
ETN_STD+csDMARD 1.66 (0.54, 6.35)
ADA_STD+csDMARD 1.16 (0.25, 6.40)
TOC_8 (IV)+csDMARD 2.08 (1.04, 4.38)
CERTO_STD+csDMARD 1.47 (0.52, 4.89)
BAR_4+csDMARD 1.00 (0.36, 2.83)
ETN_STD+csDMARD ETN_STD 0.48 (0.18, 1.31)

ADA_STD+csDMARD

0.33 (0.08, 1.44)

TOC_8 (IV)+csDMARD

0.60 (0.13, 2.39)

CERTO_STD+csDMARD

0.42 (0.07, 2.23)

BAR_4+csDMARD

0.28 (0.05, 1.37)

ADA_STD+csDMARD

ETN_STD+csDMARD

0.69 (0.24, 1.98)

TOC_8 (IV)+csDMARD

1.25 (0.28, 4.91)

CERTO_STD+csDMARD

0.88 (0.16, 4.56)

BAR_4+csDMARD

0.59 (0.11, 2.78)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

1.80 (0.29, 10.11)

CERTO_STD+csDMARD

1.28 (0.17, 8.99)

BAR_4+csDMARD

0.86 (0.12, 5.64)

CERTO_STD+csDMARD

TOC_8 (IV)+csDMARD

0.71 (0.20, 2.84)

BAR_4+csDMARD

0.48 (0.13, 1.71)

BAR_4+csDMARD

CERTO_STD+csDMARD

0.68 (0.14, 3.03)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.
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ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; STD = standard dose; TOC_8
= 8mg/kg tocilizumab.
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Table 40. Sensitivity Analysis Results, WDAE (csDMARD as a Common Comparator) — Restricted Time Point

Analysis (12-16 weeks)

Treatment Reference OR (95% Crl)

ETN_STD Placebo+csDMARD -
ETN_STD+csDMARD 3.92 (0.38, 132.56)
ADA_STD+csDMARD -
TOC_8 (IV)+csDMARD 1.95 (0.96, 4.25)
CERTO_STD+csDMARD 1.45 (0.51, 4.87)
BAR_4+csDMARD 1.02 (0.30, 3.43)
ETN_STD+csDMARD ETN_STD -

ADA_STD+csDMARD

TOC_8 (IV)+csDMARD

CERTO_STD+csDMARD

BAR_4+csDMARD

ADA_STD+csDMARD

ETN_STD+csDMARD

TOC_8 (IV)+csDMARD

0.50 (0.01, 5.89)

CERTO_STD+csDMARD

0.37 (0.01, 5.29)

BAR_4+csDMARD

0.25 (0.01, 3.65)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

CERTO_STD+csDMARD

BAR_4+csDMARD

CERTO_STD+csDMARD

TOC_8 (IV)+csDMARD

0.74 (0.20, 3.04)

BAR_4+csDMARD

0.52 (0.12, 2.15)

BAR_4+csDMARD

CERTO_STD+csDMARD

0.70 (0.13, 3.49)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. Italicized results indicate a very wide credible interval.
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ADA = adalimumab; BAR_4 = 4mg baricitinib; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional
synthetic disease-modifying anti-rheumatic drug; ETN=etanercept; IV = intravenous; OR = odds ratio; STD = standard dose; TOC_8
= 8mg/kg tocilizumab.
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Table 41. Sensitivity Analysis Results, DAS28 (csDMARD as a Common Comparator) — Imputing Missing

Standard Error

Treatment Reference SMD (95% Cirl)
ETN_STD Placebo+csDMARD -1.87 (-5.73, 2.01)
ETN_STD+csDMARD -1.54 (-4.23, 1.11)
ADA_STD+csDMARD -1.05 (-4.33, 2.21)
TOC_8 (IV)+csDMARD -1.50 (-4.49, 1.45)
INF_STD+csDMARD -0.93 (-5.04, 3.24)
BAR_4+csDMARD -1.49 (-5.76, 2.72)
SIR_100+csDMARD -0.94 (-4.93, 3.29)
SIR_50+csDMARD -1.14 (-5.21, 3.16)
ETN_STD+csDMARD ETN_STD 0.33(-3.61, 4.18)

ADA_STD+csDMARD

0.82 (-3.93, 5.38)

TOC_8 (IV)+csDMARD

0.37 (-4.61, 5.14)

INF_STD+csDMARD

0.94 (-4.70, 6.67)

BAR_4+csDMARD

0.38 (-5.41, 6.04)

SIR_100+csDMARD

0.93 (-4.69, 6.72)

SIR_50+csDMARD

0.73 (-4.94, 6.65)

ADA_ STD+csDMARD

ETN_STD+csDMARD

0.48 (-2.72, 3.77)

TOC_8 (IV)+csDMARD

0.04 (-3.95, 3.98)

INF_STD+csDMARD

0.61 (-4.23, 5.56)

BAR_4+csDMARD

0.04 (-4.93, 5.01)

SIR_100+csDMARD

0.60 (-4.16, 5.62)

SIR_50+csDMARD

0.41 (-4.41, 5.47)

TOC_8 (IV)+csDMARD

ADA_STD+csDMARD

-0.44 (-4.84, 3.91)

INF_STD+csDMARD

0.12 (-5.22, 5.50)
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Treatment Reference SMD (95% Crl)
BAR_4+csDMARD -0.45 (-5.79, 4.85)
SIR_100+csDMARD 0.10 (-5.09, 5.52)
SIR_50+csDMARD -0.09 (-5.36, 5.30)
INF_STD+csDMARD TOC_8 (1IV)+csDMARD 0.56 (-4.46, 5.73)
BAR_4+csDMARD 0.01 (-5.07, 5.17)
SIR_100+csDMARD 0.57 (-4.34, 5.73)
SIR_50+csDMARD 0.36 (-4.71, 5.56)
BAR_4+csDMARD INF_STD+csDMARD -0.56 (-6.52, 5.31)
SIR_100+csDMARD 0.01 (-5.92, 5.95)
SIR_50+csDMARD -0.22 (-6.15, 5.73)
SIR_100+csDMARD BAR_4+csDMARD 0.57 (-5.31, 6.53)
SIR_50+csDMARD 0.36 (-5.63, 6.44)
SIR_50+csDMARD SIR_100+csDMARD -0.20 (-4.39, 4.01)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

ADA = adalimumab; BAR_4 = 4mg baricitinib; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-
rheumatic drug; ETN=etanercept; INF = infliximab; IV = intravenous; OR = odds ratio; SIR_100 = 100mg sirukumab; SIR_50 = 50mg
sirukumab; SMD = standardized mean difference; STD = standard dose; TOC_8 = 8mg/kg tocilizumab.
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Table 42. Sensitivity Analysis Results, HAQ-DI (csDMARD as a Common Comparator) — Imputing Missing
Standard Error

Treatment Reference MD (95% Crl)
ETN_STD+csDMARD Placebo+csDMARD -0.19 (-6.33, 6.05)
TOC_8 (IV)+csDMARD -0.63 (-6.86, 5.56)
BAR_4+csDMARD -0.24 (-6.42, 5.96)
SIR_100+csDMARD -0.13 (-6.44, 6.19)
SIR_50+csDMARD -0.36 (-6.70, 5.85)
TOC_8 (IV)+csDMARD ETN_STD+csDMARD -0.44 (-9.23, 8.36)
BAR_4+csDMARD -0.05 (-8.83, 8.74)
SIR_100+csDMARD 0.07 (-8.90, 8.76)
SIR_50+csDMARD -0.17 (-9.18, 8.58)
BAR_4+csDMARD TOC_8 (1IV)+csDMARD 0.38 (-8.44, 9.17)
SIR_100+csDMARD 0.50 (-8.26, 9.34)
SIR_50+csDMARD 0.26 (-8.58, 9.14)
SIR_100+csDMARD BAR_4+csDMARD 0.11 (-8.70, 8.98)
SIR_50+csDMARD -0.13 (-8.94, 8.68)
SIR_50+csDMARD SIR_100+csDMARD -0.24 (-6.45, 6.00)

Results highlighted in green are statistically significant and favour the treatment. Results highlighted in red are statistically significant
and favour the comparator. ltalicized results indicate a very wide credible interval.

BAR_4 = 4mg baricitinib; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug;
ETN=etanercept; IV = intravenous; MD = mean difference; SIR_100 = 100mg sirukumab; SIR_50 = 50mg sirukumab; STD =
standard dose; TOC_8 = 8mg/kg tocilizumab.
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APPENDIX 9: DETAILED NMA RESULTS FOR THE OUTCOMES ACR20
AND ACR70 AMONG PATIENTS WITH INADEQUATE RESPONSE TO
METHOTREXATE

Table 43. ACR20, Methotrexate as a Common Comparator: Odds Ratios, Relative Risks and Risk Difference
for All Treatment Comparisons — Random Effects Model

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
Placebo Placebo+MTX 0.16 (0.04, 0.68) 0.22 (0.05, 0.75) -0.24 (-0.29, -0.08)
csDMARD+MTX 1.11 (0.44, 3.01) 1.08 (0.53, 1.87) 0.02 (-0.14, 0.26)
LEF_10 0.42 (0.07, 2.41) 0.51 (0.10, 1.68) -0.15 (-0.28, 0.21)
MTX+HCQ 2.02 (0.34, 12.23) 1.54 (0.43, 2.76) 0.16 (-0.18, 0.54)
MTX+SSZ 0.90 (0.14, 5.87) 0.93 (0.20, 2.36) -0.02 (-0.25, 0.41)
MTX+SSZ+HCQ 4.20 (1.37, 14.24) 2.11 (1.23, 2.83) 0.34 (0.07, 0.56)
ETN_STD 1.96 (0.94, 4.28) 1.51 (0.96, 2.14) 0.16 (-0.01, 0.35)

ETN_STD+MTX

4.15 (2.20, 8.37)

2.11 (1.60, 2.59)

0.34 (0.19, 0.48)

ABA_STD
(IV)+MTX

4.01 (2.46, 6.60)

2.08 (1.70, 2.45)

0.33 (0.22, 0.44)

ABA_STD
(SC)+MTX

4.06 (1.53, 10.84)

2.09 (1.32, 2.72)

0.34 (0.10, 0.52)

SAR_200

0.43 (0.05, 3.60)

0.52 (0.08, 2.01)

-0.15 (-0.29, 0.31)

TOF_STD+MTX

470 (2.84, 8.17)

2.20 (1.80, 2.58)

0.37 (0.25, 0.48)

TOF_STD

0.85 (0.13, 5.82)

0.89 (0.18, 2.35)

-0.03 (-0.25, 0.41)

ADA_STD+MTX

4.12 (2.92, 5.84)

2.10(1.82, 2.38)

0.34 (0.26, 0.41)

TOC_4 (IV)

2.64 (1.00, 7.20)

1.75 (1.00, 2.49)

0.23 (0.00, 0.45)

TOC_8 (IV)

4.38 (2.40, 8.31)

2.15(1.67, 2.58)

0.35 (0.21, 0.48)

TOC_4 (IV)+MTX

2.74 (1.58, 4.88)

1.78 (1.34, 2.24)

0.24 (0.11, 0.38)

TOC_8 (IV)+MTX

3.85 (2.30, 6.63)

2.05 (1.64, 2.45)

0.32 (0.20, 0.44)

GOL_STD (SC)

0.71 (0.12, 4.39)

0.78 (0.16, 2.16)

-0.07 (-0.26, 0.35)

GOL_STD
(SC)+MTX

3.67 (2.13, 6.30)

2.01 (1.58, 2.42)

0.31 (0.18, 0.43)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)

GOL_STD

(IV)+MTX 4.29 (1.67, 10.96) 2.13 (1.39, 2.72) 0.35 (0.12, 0.52)
INF_STD+MTX 3.07 (1.93, 4.96) 1.87 (1.50, 2.26) 0.27 (0.15, 0.38)
CERTO_STD 1.68 (0.33, 8.47) 1.39 (0.41, 2.58) 0.12 (-0.18, 0.48)
CERTO_STD+MTX 5.59 (3.58, 8.86) 2.31 (1.99, 2.63) 0.41 (0.31, 0.49)
RIT_STD 3.21 (0.92, 11.60) 1.91 (0.95, 2.75) 0.28 (-0.02, 0.53)
RIT_STD+MTX 4.56 (1.31, 17.10) 2.17 (1.19, 2.90) 0.36 (0.06, 0.58)
ADA_STD 0.32(0.05, 2.17) 0.41 (0.07, 1.60) -0.18 (-0.29, 0.18)
BAR_4+MTX 4.46 (2.50, 8.07) 2.16 (1.70, 2.57) 0.36 (0.22, 0.47)
HD203+MTX 5.91 (1.59, 22.80) 2.35(1.35, 2.99) 0.42 (0.11, 0.60)
SB4+MTX 4.59 (1.50, 15.02) 2.18 (1.30, 2.86) 0.36 (0.09, 0.56)
ANBAI+MTX 6.09 (2.39, 15.76) 2.37 (1.67, 2.87) 0.42 (0.21, 0.57)
CT-P13+MTX 4.38(1.87, 10.46) 2.15 (1.47, 2.70) 0.35 (0.15, 0.52)
SB2+MTX 2.64 (0.94, 7.53) 1.75 (0.96, 2.52) 0.23 (-0.01, 0.46)
SB5+MTX 4.17 (1.52, 11.42) 2.11 (1.31, 2.74) 0.34 (0.10, 0.53)
ZRC-3197+MTX 3.82 (1.04, 14.35) 2.04 (1.03, 2.83) 0.32 (0.01, 0.56)
ABP501+MTX 4.61 (1.68, 12.52) 2.18 (1.39, 2.79) 0.36 (0.12, 0.54)
csDMARD+MTX Placebo 6.85 (1.53, 32.33) 4.81 (1.38, 19.26) 0.25 (0.06, 0.49)
LEF_10 2.60 (0.92, 7.30) 2.28 (0.93,5.22) 0.09 (0.00, 0.34)
MTX+HCQ 12.31 (1.45, 111.50) 6.51 (1.36, 29.88) 0.39 (0.04, 0.77)
MTX+SSZ 5.59 (0.61, 52.08) 4.09 (0.65, 21.47) 0.21 (-0.05, 0.64)
MTX+SSZ+HCQ 25.76 (5.05, 142.60) 9.32 (2.73, 36.89) 0.57 (0.29, 0.79)
ETN_STD 12.03 (3.70, 41.88) 6.80 (2.34, 23.27) 0.39 (0.23, 0.55)

ETN_STD+MTX

25.42 (6.82, 102.90)

9.48 (2.97, 36.04)

0.57 (0.40, 0.71)

ABA_STD
(IV)+MTX 24.72 (5.57, 112.10) 9.45 (2.74, 38.20) 0.56 (0.38, 0.69)
ABA_STD

(SC)+MTX 24.89 (4.43, 142.20) 9.33 (2.54, 38.98) 0.56 (0.29, 0.77)
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Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

SAR_200

2.66 (0.57, 12.96)

2.31 (0.59, 7.39)

0.09 (-0.03, 0.45)

TOF_STD+MTX

28.99 (6.42, 136.20)

9.97 (2.87, 40.44)

0.60 (0.41, 0.73)

TOF_STD

5.24 (1.58, 17.70)

3.83 (1.50, 9.43)

0.20 (0.02, 0.54)

ADA_STD+MTX

25.39 (5.90, 111.00)

9.58 (2.79, 38.53)

0.57 (0.40, 0.67)

TOC_4 (IV)

16.31 (2.84, 93.59)

7.85 (2.05, 33.21)

0.46 (0.19, 0.70)

TOC_8 (IV)

26.98 (5.69, 130.00)

9.71 (2.79, 39.26)

0.58 (0.38, 0.73)

TOC_4 (IV)+MTX

16.84 (3.66, 78.98)

8.09 (2.28, 33.03)

0.47 (0.27, 0.63)

TOC_8 (IV)+MTX

23.76 (5.27, 110.50)

9.32 (2.68, 37.54)

0.56 (0.36, 0.69)

GOL_STD (SC)

4.39 (1.54, 12.76)

3.41 (1.46, 7.70)

0.17 (0.02, 0.48)

GOL_STD
(SC)+MTX

22.65 (4.81, 104.10)

9.14 (2.58, 36.91)

0.54 (0.34, 0.68)

GOL_STD
(IV)+MTX

26.49 (4.73, 145.70)

9.55 (2.63, 39.26)

0.58 (0.31, 0.77)

INF_STD+MTX

18.94 (4.25, 85.60)

8.53 (2.45, 34.18)

0.50 (0.32, 0.63)

CERTO_STD

10.27 (4.73, 22.74)

5.97 (2.99, 11.94)

0.36 (0.10, 0.60)

CERTO_STD+MTX

34.21 (7.82, 157.60)

10.50 (3.05, 42.60)

0.64 (0.46, 0.75)

RIT_STD

19.92 (3.04, 133.50)

8.47 (2.15, 35.63)

0.51 (0.19, 0.77)

RIT_STD+MTX

28.14 (4.24, 193.40)

9.63 (2.54, 39.98)

0.59 (0.26, 0.82)

ADA_STD

1.98 (0.60, 6.85)

1.83 (0.62, 4.88)

0.05 (-0.03, 0.32)

BAR_4+MTX

27.48 (5.87, 130.60)

9.78 (2.79, 39.81)

0.59 (0.39, 0.73)

HD203+MTX

36.10 (6.41, 215.70)

10.31 (3.00, 40.76)

0.64 (0.33, 0.84)

SB4+MTX

28.47 (5.54, 152.80)

9.67 (2.82, 37.81)

0.59 (0.31, 0.80)

ANBAI+MTX

37.55 (6.66, 208.70)

10.66 (2.99, 43.04)

0.65 (0.39, 0.82)

CT-P13+MTX

27.17 (5.10, 141.90)

9.61 (2.69, 39.25)

0.58 (0.33, 0.76)

SB2+MTX

16.25 (2.86, 93.75)

7.81 (2.06, 32.76)

0.46 (0.18, 0.70)

SB5+MTX

25.48 (4.50, 146.50)

9.40 (2.58, 39.11)

0.57 (0.29, 0.78)

ZRC-3197+MTX

23.46 (3.44, 158.90)

8.97 (2.28, 38.31)

0.55 (0.21, 0.80)

ABP501+MTX

28.36 (4.88, 163.50)

9.74 (2.66, 39.99)

0.59 (0.31, 0.79)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
LEF_10 csDMARD+MTX 0.38 (0.06, 2.31) 0.48 (0.10, 1.69) -0.16 (-0.43, 0.18)
MTX+HCQ 1.80 (0.29, 11.05) 1.40 (0.41, 3.23) 0.13 (-0.24, 0.51)
MTX+SSZ 0.81 (0.12, 5.10) 0.87 (0.19, 2.43) -0.04 (-0.34, 0.37)
MTX+SSZ+HCQ 3.81 (1.14, 12.75) 1.93 (1.07, 3.69) 0.31 (0.03, 0.54)
ETN_STD 1.77 (0.70, 4.30) 1.40 (0.82, 2.60) 0.13 (-0.09, 0.32)

ETN_STD+MTX

3.73 (1.86, 7.49)

1.95 (1.27, 3.42)

0.31 (0.14, 0.45)

ABA_STD
(IV)+MTX

3.59 (1.20, 10.15)

1.93 (1.08, 3.95)

0.31 (0.04, 0.51)

ABA_STD
(SC)+MTX

3.66 (0.88, 13.77)

1.92 (0.94, 4.07)

0.31 (-0.03, 0.56)

SAR_200

0.39 (0.04, 3.40)

0.49 (0.07, 2.02)

-0.16 (-0.44, 0.28)

TOF_STD+MTX

4.23 (1.40, 12.49)

2.04 (1.15, 4.19)

0.34 (0.08, 0.55)

TOF_STD

0.77 (0.11, 5.31)

0.84 (0.17, 2.49)

-0.05 (-0.36, 0.38)

ADA_STD+MTX

3.71 (1.30, 10.00)

1.95 (1.11, 3.99)

0.31 (0.06, 0.50)

TOC_4 (IV)

2.38 (058, 9.17)

1.62 (0.74, 3.53)

0.20 (-0.13, 0.49)

TOC_8 (IV)

3.94 (1.22, 11.95)

1.99 (1.09, 4.09)

0.33 (0.05, 0.54)

TOC_4 (IV)+MTX

2.48 (0.79, 7.19)

1.65 (0.89, 3.45)

0.22 (-0.06, 0.43)

TOC_8 (IV)+MTX

3.48 (1.13, 9.87)

1.91 (1.06, 3.89)

0.30 (0.03, 0.50)

GOL_STD (SC)

0.64 (0.10, 4.06)

0.74 (0.16, 2.22)

-0.08 (-0.38, 0.32)

GOL_STD
(SC)+MTX

3.29 (1.07, 9.64)

1.86 (1.03, 3.83)

0.28 (0.02, 0.50)

GOL_STD
(IV)+MTX

3.84 (0.97, 14.37)

1.95 (0.98, 4.13)

0.32 (-0.01, 0.57)

INF_STD+MTX

2.76 (0.91, 7.82)

1.74 (0.96, 3.58)

0.24 (-0.02, 0.45)

CERTO_STD

1.51 (0.26, 8.09)

1.28 (0.38, 3.02)

0.09 (-0.26, 0.46)

CERTO_STD+MTX

5.04 (1.69, 14.05)

2.15 (1.22, 4.37)

0.38 (0.12, 0.57)

RIT_STD

2.90 (0.59, 14.07)

1.75 (0.73, 3.90)

0.25 (-0.13, 0.56)

RIT_STD+MTX

4.11 (0.80, 20.17)

1.98 (0.89, 4.28)

0.33 (-0.05, 0.62)

ADA_STD

0.29 (0.04, 2.00)

0.39 (0.07, 1.58)

-0.19 (-0.45, 0.15)
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Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

BAR_4+MTX

4.02 (1.26, 12.11)

2.00 (1.10, 4.15)

0.33 (0.05, 0.54)

HD203+MTX

5.30 (1.39, 20.11)

2.12 (1.17, 4.13)

0.38 (0.08, 0.61)

SB4+MTX

4.14 (1.29, 13.33)

1.99 (1.13, 3.75)

0.33 (0.06, 0.55)

ANBAI+MTX

5.49 (1.38, 20.44)

2.18 (1.15, 4.54)

0.39 (0.08, 0.63)

CT-P13+MTX

3.93 (1.05, 13.79)

1.98 (1.02, 4.15)

0.32 (0.01, 0.57)

SB2+MTX

2.37 (0.56, 9.60)

1.61 (0.72, 3.58)

0.20 (-0.13, 0.50)

SB5+MTX

3.75 (0.88, 14.62)

1.93 (0.94, 4.14)

0.31 (-0.03, 0.57)

ZRC-3197+MTX

3.44 (0.66, 16.57)

1.87 (0.79, 4.06)

0.29 (-0.10, 0.59)

ABP501+MTX

4.12 (1.00, 16.06)

2.00 (1.00, 4.23)

0.33 (0.00, 0.59)

MTX+HCQ

LEF_10

4.72 (0.44, 52.88)

2.80 (0.57, 15.98)

0.29 (-0.15, 0.71)

MTX+SSZ

2.15 (0.19, 25.09)

1.77 (0.27, 11.10)

0.11 (-0.28, 0.57)

MTX+SSZ+HCQ

9.95 (1.42, 72.39)

4.00 (1.18, 19.88)

0.47 (0.08, 0.74)

ETN_STD

4.65 (0.97, 23.18)

2.91 (0.98, 12.87)

0.29 (-0.01, 0.49)

ETN_STD+MTX

9.82 (1.86, 55.22)

4.06 (1.30, 19.53)

0.47 (0.15, 0.66)

ABA_STD
(IV)+MTX 9.50 (1.57, 58.64) 4.03 (1.21, 20.42) 0.47 (0.11, 0.66)
ABA_STD

(SC)+MTX 9.54 (1.30, 70.31) 3.98 (1.13, 20.30) 0.46 (0.06, 0.72)
SAR_200 1.02 (0.16, 6.74) 1.02 (0.21, 4.33) 0.002 (-0.25, 0.35)

TOF_STD+MTX

11.18 (1.79, 70.50)

4.25 (1.27, 21.43)

0.51 (0.14, 0.69)

TOF_STD

2.02 (0.41, 10.00)

1.67 (0.50, 5.74)

0.10 (-0.14, 0.44)

ADA_STD+MTX

9.74 (1.68, 57.20)

4.08 (1.24, 20.39)

0.48 (0.13, 0.64)

TOC_4 (IV)

6.24 (0.82, 48.58)

3.34 (0.90, 17.69)

0.36 (-0.05, 0.65)

TOC_8 (IV)

10.42 (1.66, 66.90)

4.14 (1.25, 20.83)

0.49 (0.12, 0.69)

TOC_4 (IV)+MTX

6.48 (1.04, 40.58)

3.44 (1.02, 17.40)

0.38 (0.01, 0.58)

TOC_8 (IV)+MTX

9.10 (1.50, 56.86)

3.96 (1.19, 20.00)

0.47 (0.10, 0.65)

GOL_STD (SC)

1.70 (0.38, 7.50)

1.49 (0.47, 4.95)

0.07 (-0.16, 0.37)

GOL_STD

8.66 (1.39, 54.22)

3.88 (1.16, 19.84)

0.45 (0.08, 0.64)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)

(SC)+MTX

GOL_STD

(IV)+MTX 10.23 (1.35, 72.48) 4.07 (1.15, 20.63) 0.48 (0.07, 0.72)
INF_STD+MTX 7.30 (1.20, 45.01) 3.64 (1.09, 18.36) 0.41 (0.04, 0.60)
CERTO_STD 3.97 (1.09, 14.64) 2.55 (1.05, 7.86) 0.24 (0.02, 0.51)
CERTO_STD+MTX 13.19 (2.19, 81.35) 4.48 (1.37, 22.42) 0.55 (0.19, 0.72)
RIT_STD 7.65 (0.89, 65.83) 3.60 (0.94, 19.30) 0.41 (-0.03, 0.72)
RIT_STD+MTX 10.78 (1.29, 95.49) 4.09 (1.13, 21.45) 0.49 (0.06, 0.77)
ADA_STD 0.76 (0.16, 3.78) 0.80 (0.21, 2.99) -0.03 (-0.27, 0.21)
BAR_4+MTX 10.55 (1.68, 66.68) 4.16 (1.25, 21.08) 0.50 (0.12, 0.69)
HD203+MTX 14.01 (1.86, 106.70) 4.42 (1.31, 21.90) 0.54 (0.14, 0.79)
SB4+MTX 10.97 (1.54, 76.45) 4.14 (1.22, 20.24) 0.49 (0.10, 0.75)
ANBAI+MTX 14.54 (1.96, 107.10) 454 (1.32,23.12) 0.55 (0.16, 0.78)
CT-P13+MTX 10.43 (1.49, 72.84) 4.12 (1.20, 20.98) 0.49 (0.09, 0.72)
SB2+MTX 6.28 (0.82, 47.78) 3.33(0.90, 17.78) 0.36 (-0.05, 0.65)
SB5+MTX 9.81 (1.33, 72.99) 4.01 (1.14, 20.53) 0.47 (0.07, 0.73)
ZRC-3197+MTX 9.02 (1.06, 78.53) 3.83 (1.03, 20.01) 0.45 (0.01, 0.75)
ABP501+MTX 10.96 (1.46, 81.85) 4.17 (1.19, 21.20) 0.49 (0.09, 0.74)
MTX+SSZ MTX+HCQ 0.45 (0.12,1.71) 0.64 (0.22, 1.37) -0.16 (-0.45, 0.11)
MTX+SSZ+HCQ 2.10 (0.55, 8.21) 1.36 (0.84, 3.80) 0.17 (-0.11, 0.45)
ETN_STD 0.98 (0.17, 5.76) 0.99 (0.50, 3.39) -0.01 (-0.38, 0.35)

ETN_STD+MTX

2.07 (0.40, 11.16)

1.36 (0.79, 4.65)

0.17 (-0.17, 0.50)

ABA_STD
(IV)+MTX 1.98 (0.31, 12.60) 1.35 (0.73, 4.89) 0.16 (-0.22, 0.53)
ABA_STD

(SC)+MTX 2.02 (0.27, 15.14) 1.35 (0.64, 4.99) 0.16 (-0.27, 0.57)
SAR_200 0.22 (0.02, 2.89) 0.36 (0.05, 1.94) -0.28 (-0.71, 0.22)

TOF_STD+MTX

2.34 (0.36, 15.23)

1.43(0.77, 5.21)

0.20 (-0.19, 0.57)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
TOF_STD 0.42 (0.03, 5.04) 0.61 (0.11, 2.65) -0.18 (-0.64, 0.34)
ADA_STD+MTX 2.05 (0.33, 12.53) 1.37 (0.75, 4.93) 0.17 (-0.20, 0.53)
TOC_4 (V) 1.32 (0.16, 10.05) 1.14 (0.49, 4.27) 0.07 (-0.38, 0.48)
TOC_8 (IV) 2.18 (0.33, 14.69) 1.39 (0.74, 5.03) 0.19 (-0.21, 0.56)
TOC_4 (IV)+MTX 1.37 (0.20, 8.73) 1.16 (0.60, 4.24) 0.08 (-0.32, 0.44)
TOC_8 (IV)+MTX 1.92 (0.30, 12.32) 1.33(0.71, 4.83) 0.16 (-0.24, 0.52)
GOL_STD (SC) 0.36 (0.03, 3.90) 0.54 (0.10, 2.44) -0.21 (-0.65, 0.28)
GOL_STD
(SC)+MTX 1.83 (0.27, 11.80) 1.31 (0.69, 4.75) 0.15 (-0.25, 0.51)
GOL_STD
(IV)+MTX 2.13(0.27, 15.86) 1.37 (0.66, 5.07) 0.18 (-0.26, 0.58)
INF_STD+MTX 1.54 (0.24, 9.41) 1.22 (0.65, 4.40) 0.11 (-0.28, 0.46)
CERTO_STD 0.84 (0.08, 8.31) 0.91 (0.24, 3.56) -0.04 (-0.53, 0.45)
CERTO_STD+MTX 2.79 (0.44, 17.42) 1.51 (0.83, 5.47) 0.24 (-0.14, 0.59)
RIT_STD 1.60 (0.18, 14.97) 1.23 (0.49, 4.68) 0.11 (-0.37, 0.56)
RIT_STD+MTX 2.28 (0.25, 20.84) 1.40 (0.60, 5.14) 0.19 (-0.29, 0.62)
ADA_STD 0.16 (0.01, 1.82) 0.29 (0.05, 1.51) -0.32 (-0.73, 0.11)
BAR_4+MTX 2.21 (0.33, 14.30) 1.40 (0.74, 5.10) 0.19 (-0.21, 0.55)
HD203+MTX 2.94 (0.39, 22.27) 1.49 (0.73, 5.24) 0.23 (-0.19, 0.63)
SB4+MTX 2.29 (0.35, 15.64) 1.40 (0.71, 4.85) 0.19 (-0.21, 0.57)
ANBAI+MTX 3.03 (0.40, 22.51) 1.53 (0.77, 5.54) 0.25 (-0.17, 0.64)
CT-P13+MTX 2.18 (0.29, 15.76) 1.39 (0.69, 5.09) 0.18 (-0.24, 0.57)
SB2+MTX 1.32 (0.17, 10.30) 1.14 (0.49, 4.23) 0.07 (-0.38, 0.49)
SB5+MTX 2.08 (0.26, 16.31) 1.36 (0.64, 5.08) 0.17 (-0.28, 0.58)
ZRC-3197+MTX 1.90 (0.21, 17.28) 1.31 (0.53, 4.91) 0.15 (-0.34, 0.59)
ABP501+MTX 2.31(0.29, 17.63) 1.41 (0.67, 5.18) 0.19 (-0.25, 0.60)
MTX+SSZ+HCQ MTX+SSZ 4.68 (1.18, 19.72) 2.22 (1.05, 8.26) 0.34 (0.03, 0.57)
ETN_STD 2.17 (0.35, 13.54) 1.61 (0.63, 7.32) 0.17 (-0.24, 0.45)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

ETN_STD+MTX

4.57 (0.84, 26.44)

2.24 (0.95, 10.08)

0.35 (-0.04, 0.60)

ABA_STD
(IV)+MTX

4.43 (0.66, 29.74)

2.22 (0.87, 10.64)

0.35 (-0.09, 0.61)

ABA_STD
(SC)+MTX

4.48 (0.55, 35.61)

2.20 (0.79, 10.79)

0.34 (-0.14, 0.66)

SAR_200

0.48 (0.03, 6.96)

0.58 (0.07, 4.09)

-0.11 (-0.57, 0.35)

TOF_STD+MTX

5.20 (0.76, 36.30)

2.34(0.92, 11.32)

0.38 (-0.06, 0.65)

TOF_STD

0.94 (0.07, 11.60)

0.96 (0.16, 5.58)

-0.01 (-0.49, 0.47)

ADA_STD+MTX

4.55 (0.69, 29.85)

2.25 (0.89, 10.85)

0.36 (-0.08, 0.60)

TOC_4 (IV)

2.92 (0.36, 23.41)

1.85 (0.64, 9.23)

0.24 (-0.23, 0.59)

TOC_8 (IV)

4.87 (0.70, 34.31)

2.29 (0.89, 10.98)

0.37 (-0.08, 0.64)

TOC_4 (IV)+MTX

3.04 (0.44, 20.56)

1.91 (0.73, 9.24)

0.26 (-0.19, 0.53)

TOC_8 (IV)+MTX

4.28 (0.63, 29.19)

2.19 (0.85, 10.55)

0.34 (-0.10, 0.61)

GOL_STD (SC)

0.80 (0.07, 9.28)

0.85 (0.15, 5.11)

-0.04 (-0.51, 0.41)

GOL_STD
(SC)+MTX

4.06 (0.57, 27.32)

2.14 (0.83, 10.32)

0.33 (-0.12, 0.59)

GOL_STD
(IV)+MTX

4.73 (0.57, 36.71)

2.24 (0.81, 10.81)

0.35 (-0.12, 0.67)

INF_STD+MTX

3.40 (0.51, 22.46)

2.00 (0.78, 9.60)

0.29 (-0.15, 0.55)

CERTO_STD

1.85 (0.17, 19.53)

1.45 (0.34, 7.70)

0.13 (-0.38, 0.57)

CERTO_STD+MTX

6.18 (0.91, 40.48)

2.48 (0.97, 11.88)

0.42 (-0.02, 0.67)

RIT_STD

3.55 (0.37, 34.31)

1.99 (0.62, 10.22)

0.28 (-0.23, 0.66)

RIT_STD+MTX

5.10 (0.53, 49.26)

2.28 (0.76, 11.23)

0.36 (-0.15, 0.72)

ADA_STD

0.36 (0.03, 4.28)

0.45 (0.06, 3.12)

-0.14 (-0.59, 0.24)

BAR_4+MTX

4.91 (0.71, 33.48)

2.30 (0.90, 11.04)

0.37 (-0.07, 0.64)

HD203+MTX

6.53 (0.81, 51.72)

2.43(0.93, 11.24)

0.41 (-0.04, 0.73)

SB4+MTX

5.0 (0.74, 37.11)

2.28 (0.89, 10.59)

0.36 (-0.07, 0.68)

ANBAI+MTX

6.76 (0.83, 53.35)

2.51 (0.94, 12.07)

0.43 (-0.04, 0.73)

CT-P13+MTX

4.88 (0.63, 36.44)

2.27 (0.84, 11.06)

0.36 (-0.11, 0.67)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
SB2+MTX 2.93 (0.36, 23.74) 1.85(0.62, 9.14) 0.24 (-0.24, 0.59)
SB5+MTX 4.61 (0.57, 37.69) 2.22(0.80, 11.00) 0.35 (-0.13, 0.67)
ZRC-3197+MTX 4.26 (0.45, 40.75) 2.13(0.70, 10.79) 0.32 (-0.18, 0.69)
ABP501+MTX 5.13 (0.61, 41.83) 2.30 (0.84, 11.22) 0.37 (-0.11, 0.69)
ETN_STD MTX+SSZ+HCQ 0.46 (0.15, 1.42) 0.72 (0.46, 1.20) -0.18 (-0.41, 0.08)

ETN_STD+MTX

0.98 (0.37, 2.61)

0.99 (0.76, 1.56)

-0.004 (-0.18, 0.23)

ABA_STD
(IV)+MTX 0.95 (0.26, 3.28) 0.98 (0.69, 1.72) -0.01 (-0.25, 0.28)
ABA_STD

(SC)+MTX 0.96 (0.20, 4.21) 0.99 (0.57, 1.78) -0.01 (-0.33, 0.32)
SAR_200 0.10 (0.01, 0.97) 0.25 (0.04, 0.99) -0.46 (-0.75, -0.01)

TOF_STD+MTX

1.12 (0.30, 3.96)

1.04 (0.73, 1.82)

0.02 (-0.22, 0.32)

TOF_STD

0.20 (0.03, 1.60)

0.43 (0.09, 1.20)

-0.36 (-0.69, 0.10)

ADA_STD+MTX

0.98 (0.28, 3.16)

0.99 (0.72, 1.73)

-0.005 (-0.23, 0.28)

TOC_4 (IV)

0.63 (0.13, 2.84)

0.84 (0.44, 1.58)

-0.11 (-0.44, 0.24)

TOC_8 (IV)

1.04 (0.27, 3.79)

1.01 (0.69, 1.78)

0.01 (-0.25, 0.31)

TOC_4 (IV)+MTX

0.65 (0.17, 2.26)

0.85 (0.56, 1.50)

-0.10 (-0.36, 0.20)

TOC_8 (IV)+MTX

0.92 (0.25, 3.17)

0.97 (0.67, 1.69)

-0.02 (-0.27, 0.28)

GOL_STD (SC)

0.17 (0.02, 1.18)

0.38 (0.08, 1.07)

-0.39 (-0.70, 0.04)

GOL_STD
(SC)+MTX 0.87 (0.23, 3.02) 0.95 (0.65, 1.67) -0.03 (-0.29, 0.26)
GOL_STD

(IV)+MTX 1.02 (0.22, 4.41) 1.01 (0.60, 1.81) 0.003 (-0.32, 0.33)
INF_STD+MTX 0.73 (0.20, 2.48) 0.89 (0.62, 1.57) -0.07 (-0.32, 0.22)
CERTO_STD 0.40 (0.06, 2.47) 0.67 (0.20, 1.40) -0.21 (-0.58, 0.20)

CERTO_STD+MTX

1.33 (0.36, 4.46)

1.09 (0.79, 1.90)

0.06 (-0.17, 0.35)

RIT_STD 0.76 (0.13, 4.20) 0.91 (0.42, 1.75) -0.06 (-0.44, 0.31)
RIT_STD+MTX 1.09 (0.18, 6.08) 1.03 (0.53, 1.89) 0.02 (-0.36, 0.37)
ADA_STD 0.08 (0.01, 0.58) 0.20 (0.03, 0.78) -0.50 (-0.76, -0.12)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
BAR_4+MTX 1.06 (0.28, 3.85) 1.02 (0.70, 1.80) 0.01 (-0.24, 0.31)
HD203+MTX 1.40 (0.31, 6.22) 1.10 (0.65, 1.85) 0.07 (-0.25, 0.36)
SB4+MTX 1.09 (0.28, 4.22) 1.03 (0.63, 1.73) 0.02 (-0.27, 0.31)
ANBAI+MTX 1.45 (0.31, 6.41) 1.12 (0.71, 1.99) 0.08 (-0.23, 0.39)
CT-P13+MTX 1.04 (0.24, 4.25) 1.01 (0.63, 1.81) 0.01 (-0.29, 0.33)
SB2+MTX 0.63 (0.13, 2.97) 0.84 (0.42, 1.59) -0.11 (-0.44, 0.25)
SB5+MTX 0.99 (0.20, 4.50) 1.00 (0.57, 1.81) -0.002 (-0.33, 0.33)
ZRC-3197+MTX 0.91 (0.15, 5.00) 0.97 (0.46, 1.81) -0.02 (-0.41, 0.34)
ABP501+MTX 1.10 (0.22, 4.93) 1.03 (0.60, 1.86) 0.02 (-0.31, 0.35)
ETN_STD+MTX ETN_STD 2.11 (1.20, 3.87) 1.38 (1.07, 1.97) 0.18 (0.04, 0.32)
ABA_STD
(IV)+MTX 2.04 (0.84, 4.91) 1.37 (0.93, 2.21) 0.17 (-0.04, 0.37)
ABA_STD
(SC)+MTX 2.07 (0.60, 7.00) 1.37 (0.78, 2.32) 0.17 (-0.12, 0.43)
SAR_200 0.22 (0.03, 1.55) 0.35 (0.06, 1.22) -0.29 (-0.50, 0.10)

TOF_STD+MTX

2.40 (0.97, 6.00)

1.44 (0.99, 2.35)

0.21 (-0.01, 0.42)

TOF_STD

0.44 (0.08, 2.43)

0.60 (0.14, 1.44)

-0.18 (-0.43, 0.20)

ADA_STD+MTX

2.09 (0.90, 4.72)

1.38 (0.96, 2.22)

0.18 (-0.02, 0.37)

TOC_4 (V)

1.35 (0.38, 4.65)

1.16 (0.60, 2.06)

0.07 (-0.23, 0.36)

TOC_8 (IV)

2.23 (0.84, 5.89)

1.41 (0.93, 2.32)

0.19 (-0.04, 0.41)

TOC_4 (IV)+MTX

1.39 (0.54, 3.56)

1.18 (0.76, 1.96)

0.08 (-0.15, 0.30)

TOC_8 (IV)+MTX

1.97 (0.77, 4.87)

1.35 (0.90, 2.20)

0.16 (-0.06, 0.37)

GOL_STD (SC)

0.37 (0.07, 1.79)

0.52 (0.13, 1.30)

-0.21 (-0.44, 0.14)

GOL_STD
(SC)+MTX

1.86 (0.73, 4.65)

1.32 (0.88, 2.17)

0.15 (-0.08, 0.36)

GOL_STD
(IV)+MTX

2.18 (0.64, 7.06)

1.39 (0.81, 2.35)

0.19 (-0.11, 0.43)

INF_STD+MTX

1.57 (0.64, 3.77)

1.24 (0.82, 2.03)

0.11 (-0.11, 0.32)

CERTO_STD

0.86 (0.19, 3.55)

0.92 (0.31, 1.65)

-0.04 (-0.32, 0.28)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

CERTO_STD+MTX

2.86 (1.17, 6.72)

1.53 (1.06, 2.45)

0.25 (0.04, 0.44)

RIT_STD

1.64 (0.38, 7.14)

1.26 (0.58, 2.27)

0.12 (-0.23, 0.43)

RIT_STD+MTX

2.33 (0.53, 10.46)

1.42 (0.72, 2.46)

0.20 (-0.15, 0.48)

ADA_STD

0.17 (0.03, 0.91)

0.27 (0.05, 0.95)

-0.32 (-0.52, -0.02)

BAR_4+MTX

2.28 (0.86, 5.86)

1.42 (0.94, 2.32)

0.20 (-0.04, 0.41)

HD203+MTX

3.02 (0.83, 10.87)

1.52 (0.91, 2.38)

0.25 (-0.04, 0.47)

SB4+MTX

2.34(0.78, 7.13)

1.42 (0.88, 2.19)

0.20 (-0.06, 0.42)

ANBAI+MTX

3.11 (0.90, 10.16)

1.56 (0.96, 2.55)

0.26 (-0.02, 0.49)

CT-P13+MTX

2.24 (0.71, 6.93)

1.41 (0.86, 2.35)

0.19 (-0.08, 0.43)

SB2+MTX

1.35 (0.37, 4.81)

1.16 (0.58, 2.07)

0.07 (-0.24, 0.36)

SB5+MTX

2.12 (0.60, 7.31)

1.38 (0.78, 2.35)

0.18 (-0.12, 0.44)

ZRC-3197+MTX

1.96 (0.43, 8.57)

1.34 (0.63, 2.36)

0.16 (-0.20, 0.45)

ABP501+MTX

2.35 (0.66, 8.17)

1.43 (0.83, 2.42)

0.20 (-0.10, 0.46)

ABA_STD
(IV)+MTX

ETN_STD+MTX

0.96 (0.42, 2.14)

0.99 (0.75, 1.34)

-0.01 (-0.19, 0.18)

ABA_STD
(SC)+MTX

0.98 (0.29, 3.09)

0.99 (0.59, 1.43)

-0.004 (-0.29, 0.23)

SAR_200

0.10 (0.01, 0.80)

0.25 (0.04, 0.92)

-0.47 (-0.68, -0.05)

TOF_STD+MTX

1.14 (0.48, 2.60)

1.04 (0.79, 1.42)

0.03 (-0.15, 0.21)

TOF_STD

0.20 (0.03, 1.27)

0.43 (0.09, 1.08)

-0.36 (-0.62, 0.05)

ADA_STD+MTX

0.99 (0.45, 2.03)

1.00 (0.78, 1.33)

-0.001 (-0.17, 0.17)

TOC_4 (V)

0.64 (0.19, 2.04)

0.84 (0.45, 1.29)

-0.11 (-0.39, 0.16)

TOC_8 (IV)

1.06 (0.42, 2.57)

1.02 (0.74, 1.40)

0.01 (-0.19, 0.21)

TOC_4 (IV)+MTX

0.66 (0.27, 1.52)

0.85 (0.60, 1.19)

-0.10 (-0.30, 0.10)

TOC_8 (IV)+MTX

0.93 (0.39, 2.08)

0.98 (0.72, 1.32)

-0.02 (-0.21, 0.17)

GOL_STD (SC)

0.17 (0.03, 0.94)

0.38 (0.08, 0.98)

-0.39 (-0.63, -0.01)

GOL_STD
(SC)+MTX

0.88 (0.36, 2.03)

0.96 (0.70, 1.32)

-0.03 (-0.22, 0.16)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)

GOL_STD

(IV)+MTX 1.03 (0.32, 3.16) 1.01 (0.63, 1.45) 0.01 (-0.26, 0.24)
INF_STD+MTX 0.74 (0.32, 1.63) 0.89 (0.66, 1.23) -0.07 (-0.26, 0.12)
CERTO_STD 0.40 (0.08, 1.86) 0.66 (0.21, 1.20) -0.22 (-0.53, 0.12)
CERTO_STD+MTX 1.35 (0.59, 2.92) 1.10 (0.86, 1.47) 0.06 (-0.11, 0.24)
RIT_STD 0.78 (0.18, 3.23) 0.91 (0.44, 1.43) -0.06 (-0.39, 0.24)
RIT_STD+MTX 1.10 (0.26, 4.73) 1.03 (0.55, 1.54) 0.02 (-0.32, 0.29)
ADA_STD 0.08 (0.01, 0.47) 0.20 (0.04, 0.72) -0.50 (-0.69, -0.18)
BAR_4+MTX 1.08 (0.42, 2.54) 1.03 (0.75, 1.40) 0.02 (-0.19, 0.21)
HD203+MTX 1.42 (0.45, 4.45) 1.11 (0.70, 1.44) 0.07 (-0.19, 0.25)
SB4+MTX 1.11 (0.43, 2.82) 1.03 (0.69, 1.32) 0.02 (-0.20, 0.19)
ANBAI+MTX 1.47 (0.45, 4.56) 1.12 (0.75, 1.56) 0.08 (-0.18, 0.29)
CT-P13+MTX 1.06 (0.34, 3.04) 1.02 (0.66, 1.44) 0.01 (-0.24, 0.24)
SB2+MTX 0.64 (0.18, 2.17) 0.84 (0.44, 1.30) -0.11 (-0.40, 0.17)
SB5+MTX 1.01 (0.29, 3.24) 1.00 (0.60, 1.45) 0.002 (-0.28, 0.24)
ZRC-3197+MTX 0.92 (0.21, 3.83) 0.97 (0.48, 1.47) -0.02 (-0.36, 0.26)
ABP501+MTX 1.11 (0.32, 3.58) 1.04 (0.63, 1.48) 0.02 (-0.26, 0.26)
ABA _STD ABA_STD

(SC)+MTX (IV)+MTX 1.01 (0.34, 2.97) 1.00 (0.62, 1.39) 0.003 (-0.26, 0.22)
SAR_200 0.11 (0.01, 0.95) 0.25 (0.04, 0.98) -0.47 (-0.66, -0.01)

TOF_STD+MTX

1.18 (0.58, 2.43)

1.06 (0.83, 1.35)

0.04 (-0.12, 0.19)

TOF_STD

0.21 (0.03, 1.54)

0.43 (0.09, 1.15)

-0.36 (-0.62, 0.09)

ADA_STD+MTX

1.03 (0.56, 1.85)

1.01 (0.82, 1.27)

0.01 (-0.13, 0.14)

TOC_4 (IV)

0.66 (0.22, 1.98)

0.85 (0.47, 1.26)

-0.10 (-0.35, 0.15)

TOC_8 (IV)

1.10 (0.50, 2.42)

1.03 (0.77, 1.35)

0.02 (-0.16, 0.19)

TOC_4 (IV)+MTX

0.68 (0.33, 1.44)

0.86 (0.62, 1.15)

-0.09 (-0.26, 0.09)

TOC_8 (IV)+MTX

0.96 (0.47, 2.00)

0.99 (0.75, 1.28)

-0.01 (-0.17, 0.16)

GOL_STD (SC)

0.18 (0.03, 1.14)

0.38 (0.08, 1.05)

-0.39 (-0.63, 0.03)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)

GOL_STD

(SC)+MTX 0.92 (0.44, 1.88) 0.97 (0.73, 1.26) -0.02 (-0.19, 0.14)
GOL_STD

(IV)+MTX 1.08 (0.36, 3.04) 1.03 (0.64, 1.40) 0.02 (-0.24, 0.22)
INF_STD+MTX 0.77 (0.41, 1.43) 0.90 (0.70, 1.15) -0.06 (-0.21, 0.08)
CERTO_STD 0.42 (0.08, 2.26) 0.67 (0.20, 1.28) -0.21 (-0.53, 0.17)
CERTO_STD+MTX 1.40 (0.72, 2.73) 1.11 (0.90, 1.40) 0.07 (-0.07, 0.22)
RIT_STD 0.81 (0.21, 3.13) 0.92 (0.45, 1.39) -0.05 (-0.37, 0.23)
RIT_STD+MTX 1.14 (0.29, 4.71) 1.05 (0.56, 1.48) 0.03 (-0.29, 0.28)
ADA_STD 0.08 (0.01, 0.56) 0.20 (0.03, 0.78) -0.50 (-0.67, -0.14)
BAR_4+MTX 1.12 (0.52, 2.41) 1.04 (0.79, 1.35) 0.02 (-0.15, 0.19)
HD203+MTX 1.48 (0.36, 6.13) 1.13 (0.64, 1.54) 0.08 (-0.24, 0.31)
SB4+MTX 1.15 (0.34, 4.09) 1.05 (0.61, 1.46) 0.03 (-0.26, 0.26)
ANBAI+MTX 1.52 (0.53, 4.41) 1.14 (0.78, 1.50) 0.09 (-0.15, 0.28)
CT-P13+MTX 1.10 (0.42, 2.83) 1.03 (0.70, 1.37) 0.02 (-0.20, 0.21)
SB2+MTX 0.66 (0.22, 2.00) 0.85 (0.46, 1.25) -0.10 (-0.36, 0.15)
SB5+MTX 1.04 (0.34, 3.19) 1.01 (0.62, 1.41) 0.01 (-0.26, 0.23)
ZRC-3197+MTX 0.96 (0.24, 3.82) 0.98 (0.49, 1.44) -0.01 (-0.34, 0.25)
ABP501+MTX 1.16 (0.37, 3.49) 1.05 (0.65, 1.43) 0.03 (-0.24, 0.24)

ABA_STD
SAR_200 (SC)+MTX 0.11 (0.01, 1.10) 0.26 (0.04, 1.04) -0.46 (-0.73, 0.02)

TOF_STD+MTX

1.15 (0.40, 3.51)

1.05 (0.77, 1.70)

0.03 (-0.18, 0.29)

TOF_STD

0.21 (0.03, 1.81)

0.44 (0.09, 1.25)

-0.35 (-0.67, 0.13)

ADA_STD+MTX

1.02 (0.41, 2.53)

1.01 (0.78, 1.55)

0.003 (-0.17, 0.23)

TOC_4 (IV)

0.65 (0.16, 2.62)

0.84 (0.45, 1.49)

-0.10 (-0.40, 0.22)

TOC_8 (IV)

1.08 (0.34, 3.48)

1.03 (0.72, 1.69)

0.02 (-0.22, 0.29)

TOC_4 (IV)+MTX

0.68 (0.22, 2.11)

0.86 (0.58, 1.42)

-0.09 (-0.33, 0.18)

TOC_8 (IV)+MTX

0.95 (0.31, 2.91)

0.98 (0.70, 1.60)

-0.01 (-0.24, 0.25)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
GOL_STD (SC) 0.18 (0.02, 1.35) 0.39 (0.08, 1.13) -0.38 (-0.68, 0.07)
GOL_STD
(SC)+MTX 0.91 (0.29, 2.71) 0.97 (0.68, 1.56) -0.02 (-0.25, 0.24)
GOL_STD
(IV)+MTX 1.06 (0.27, 4.03) 1.02 (0.62, 1.70) 0.01 (-0.28, 0.31)
INF_STD+MTX 0.76 (0.26, 2.25) 0.90 (0.64, 1.47) -0.06 (-0.28, 0.20)
CERTO_STD 0.42 (0.06, 2.76) 0.67 (0.20, 1.45) -0.21 (-0.58, 0.22)
CERTO_STD+MTX 1.38 (0.49, 3.94) 1.11 (0.83,1.77) 0.07 (-0.13, 0.32)
RIT_STD 0.79 (0.16, 4.03) 0.92 (0.44, 1.65) -0.05 (-0.41, 0.30)
RIT_STD+MTX 1.13 (0.22, 5.85) 1.04 (0.55, 1.79) 0.03 (-0.33, 0.36)
ADA_STD 0.08 (0.01, 0.66) 0.20 (0.03, 0.82) -0.50 (-0.74, -0.10)
BAR_4+MTX 1.10 (0.36, 3.36) 1.03 (0.74, 1.67) 0.02 (-0.21, 0.28)
HD203+MTX 1.46 (0.28, 7.71) 1.12 (0.62, 1.89) 0.08 (-0.28, 0.39)
SB4+MTX 1.13 (0.26, 5.35) 1.04 (0.59, 1.79) 0.03 (-0.30, 0.34)
ANBAI+MTX 1.50 (0.39, 5.82) 1.13 (0.74, 1.85) 0.08 (-0.20, 0.37)
CT-P13+MTX 1.08 (0.30, 4.03) 1.03 (0.66, 1.71) 0.02 (-0.26, 0.31)
SB2+MTX 0.65 (0.16, 2.74) 0.85 (0.44, 1.51) -0.10 (-0.42, 0.23)
SB5+MTX 1.02 (0.28, 3.80) 1.01 (0.61, 1.65) 0.01 (-0.28, 0.29)
ZRC-3197+MTX 0.94 (0.20, 4.41) 0.98 (0.48, 1.67) -0.01 (-0.37, 0.31)
ABP501+MTX 1.14 (0.30, 4.22) 1.04 (0.64, 1.70) 0.03 (-0.26, 0.31)
TOF_STD+MTX SAR_200 10.93 (1.25, 96.41) 4.17 (1.09, 29.32) 0.51 (0.05, 0.70)

TOF_STD

1.96 (0.43, 9.08)

1.63 (0.56, 6.12)

0.09 (-0.15, 0.39)

ADA_STD+MTX

9.55 (1.13, 79.88)

3.99 (1.05, 27.80)

0.48 (0.03, 0.65)

TOC_4 (IV)

6.16 (0.59, 60.28)

3.28 (0.77, 23.19)

0.36 (-0.13, 0.65)

TOC_8 (IV)

10.14 (1.12, 90.22)

4.07 (1.04, 28.31)

0.49 (0.03, 0.70)

TOC_4 (IV)+MTX

6.40 (0.70, 55.49)

3.40 (0.86, 23.67)

0.38 (-0.08, 0.59)

TOC_8 (IV)+MTX

8.92 (1.01, 78.04)

3.89 (1.00, 27.37)

0.46 (0.00, 0.66)

GOL_STD (SC)

1.66 (0.24, 10.76)

1.47 (0.36, 7.16)

0.06 (-0.27, 0.39)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
GOL_STD
(SC)+MTX 8.46 (0.94, 72.91) 3.82(0.97, 26.72) 0.45 (-0.01, 0.65)
GOL_STD
(IV)+MTX 9.93 (0.97, 96.34) 3.99 (0.98, 28.05) 0.47 (-0.01, 0.73)
INF_STD+MTX 7.12 (0.85, 60.60) 3.56 (0.94, 25.01) 0.41 (-0.04, 0.60)
CERTO_STD 3.87 (0.68, 21.31) 2.51 (0.81, 11.69) 0.23 (-0.08, 0.54)

CERTO_STD+MTX

13.00 (1.48, 110.30)

4.40 (1.14, 30.46)

0.55 (0.09, 0.72)

RIT_STD

7.45 (0.66, 86.06)

3.51 (0.82, 25.71)

0.40 (-0.09, 0.73)

RIT_STD+MTX

10.53 (0.92, 125.40)

4.01 (0.97, 28.37)

0.48 (-0.02, 0.78)

ADA_STD

0.75 (0.29, 1.97)

0.79 (0.37, 1.81)

-0.03 (-0.24, 0.08)

BAR_4+MTX

10.29 (1.15, 91.34)

4.07 (1.05, 28.59)

0.49 (0.03, 0.70)

HD203+MTX

13.59 (1.33, 146.80)

4.31 (1.11, 29.80)

0.53 (0.06, 0.81)

SB4+MTX

10.65 (1.13, 105.00)

4.03 (1.05, 27.60)

0.48 (0.03, 0.76)

ANBAI+MTX

14.11 (1.40, 137.90)

4.44 (1.13, 31.13)

0.55 (0.08, 0.79)

CT-P13+MTX

10.14 (1.04, 96.48)

4.02 (1.01, 28.16)

0.48 (0.01, 0.73)

SB2+MTX

6.12 (0.60, 63.23)

3.28 (0.79, 23.49)

0.36 (-0.12, 0.66)

SB5+MTX

9.67 (0.95, 99.22)

3.93(0.98, 27.76)

0.46 (-0.01, 0.74)

ZRC-3197+MTX

8.85 (0.73, 104.10)

3.75 (0.87, 27.34)

0.44 (-0.07, 0.76)

ABP501+MTX

10.65 (1.03, 108.30)

4.07 (1.0, 28.88)

0.49 (0.01, 0.75)

TOF_STD

TOF_STD+MTX

0.18 (0.03, 1.33)

0.41 (0.08, 1.09)

-0.40 (-0.66, 0.06)

ADA_STD+MTX

0.87 (0.48, 1.54)

0.96 (0.79, 1.17)

-0.03 (-0.16, 0.10)

TOC_4 (V)

0.56 (0.18, 1.71)

0.80 (0.44, 1.18)

-0.14 (-0.40, 0.11)

TOC_8 (IV)

0.93 (0.41, 2.10)

0.98 (0.73, 1.27)

-0.02 (-0.20, 0.16)

TOC_4 (IV)+MTX

0.58 (0.27, 1.24)

0.81 (0.59, 1.08)

-0.13(-0.30, 0.05)

TOC_8 (IV)+MTX

0.82 (0.39, 1.72)

0.93 (0.72, 1.20)

-0.04 (-0.21, 0.12)

GOL_STD (SC)

0.15 (0.02, 0.98)

0.36 (0.07, 0.99)

-0.43 (-0.66, -0.004)

GOL_STD
(SC)+MTX

0.78 (0.36, 1.63)

0.92 (0.69, 1.18)

-0.06 (-0.23, 0.11)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)

GOL_STD

(IV)+MTX 0.91 (0.30, 2.59) 0.97 (0.61, 1.31) -0.02 (-0.28, 0.19)
INF_STD+MTX 0.66 (0.32, 1.30) 0.86 (0.65, 1.11) -0.10 (-0.26, 0.06)
CERTO_STD 0.36 (0.06, 1.96) 0.64 (0.19, 1.21) -0.25 (-0.57, 0.14)
CERTO_STD+MTX 1.19 (0.60, 2.33) 1.05 (0.86, 1.32) 0.04 (-0.11, 0.18)
RIT_STD 0.68 (0.17, 2.68) 0.87 (0.43, 1.30) -0.09 (-0.41, 0.19)
RIT_STD+MTX 0.97 (0.24, 3.98) 0.99 (0.53, 1.40) -0.01 (-0.33, 0.24)
ADA_STD 0.07 (0.01, 0.48) 0.19 (0.03, 0.73) -0.54 (-0.71,-0.17)
BAR_4+MTX 0.95 (0.43, 2.02) 0.98 (0.75, 1.26) -0.01 (-0.19, 0.15)
HD203+MTX 1.26 (0.30, 5.19) 1.07 (0.60, 1.45) 0.05 (-0.28, 0.27)
SB4+MTX 0.98 (0.28, 3.51) 0.99 (0.58, 1.38) -0.004 (-0.30, 0.23)
ANBAI+MTX 1.30 (0.43, 3.75) 1.08 (0.74, 1.40) 0.05 (-0.19, 0.24)
CT-P13+MTX 0.93 (0.34, 2.53) 0.98 (0.65, 1.31) -0.02 (-0.25, 0.19)
SB2+MTX 0.56 (0.17, 1.78) 0.80 (0.43, 1.20) -0.13 (-0.41, 0.12)
SB5+MTX 0.89 (0.29, 2.66) 0.96 (0.59, 1.31) -0.03 (-0.29, 0.19)
ZRC-3197+MTX 0.81 (0.20, 3.21) 0.93 (0.46, 1.34) -0.05 (-0.38, 0.21)
ABP501+MTX 0.98 (0.32, 2.88) 0.99 (0.62, 1.33) -0.004 (-0.27, 0.20)
ADA_STD+MTX TOF_STD 4.85 (0.69, 31.78) 2.36 (0.89, 11.65) 0.37 (-0.08, 0.61)

TOC_4 (IV)

3.11 (0.36, 25.43)

1.93 (0.64, 9.98)

0.25 (-0.24, 0.60)

TOC_8 (IV)

5.15 (0.69, 36.76)

2.39 (0.88, 11.91)

0.38 (-0.08, 0.65)

TOC_4 (IV)+MTX

3.23 (0.45, 22.73)

1.99 (0.73, 9.99)

0.27 (-0.19, 0.54)

TOC_8 (IV)+MTX

4.53 (0.63, 31.49)

2.29 (0.85, 11.41)

0.35 (-0.11, 0.61)

GOL_STD (SC)

0.84 (0.17, 4.10)

0.89 (0.27, 2.90)

-0.03 (-0.36, 0.27)

GOL_STD
(SC)+MTX

4.30 (0.58, 29.65)

2.25(0.82, 11.18)

0.34 (-0.12, 0.60)

GOL_STD
(IV)+MTX

5.06 (0.58, 40.05)

2.36 (0.82, 11.80)

0.37 (-0.12, 0.68)

INF_STD+MTX

3.63 (0.51, 24.16)

2.10 (0.78, 10.43)

0.30 (-0.15, 0.55)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

CERTO_STD

1.97 (0.47, 8.22)

1.49 (0.65, 4.65)

0.13 (-0.16, 0.42)

CERTO_STD+MTX

6.57 (0.92, 45.40)

2.59 (0.98, 12.96)

0.43 (-0.02, 0.68)

RIT_STD

3.81 (0.40, 35.56)

2.09 (0.66, 10.85)

0.30 (-0.21, 0.67)

RIT_STD+MTX

5.38 (0.55, 51.51)

2.37 (0.79, 12.14)

0.37 (-0.13, 0.72)

ADA_STD

0.38 (0.12, 1.20)

0.48 (0.17, 1.15)

-0.13 (-0.40, 0.02)

BAR_4+MTX

5.24 (0.70, 37.07)

2.41 (0.89, 12.00)

0.38 (-0.08, 0.65)

HD203+MTX

6.88 (0.83, 61.18)

2.55 (0.94, 12.43)

0.42 (-0.04, 0.75)

SB4+MTX

5.39 (0.69, 42.75)

2.38 (0.87, 11.40)

0.37 (-0.08, 0.70)

ANBAI+MTX

7.18 (0.84, 58.04)

2.62 (0.95, 13.15)

0.44 (-0.04, 0.73)

CT-P13+MTX

5.17 (0.64, 40.24)

2.38 (0.85, 12.10)

0.37 (-0.10, 0.68)

SB2+MTX

3.11 (0.36, 26.17)

1.93 (0.63, 10.04)

0.25 (-0.24, 0.60)

SB5+MTX

4.89 (0.57, 41.24)

2.32(0.81, 11.78)

0.36 (-0.13, 0.68)

ZRC-3197+MTX

4.47 (0.45, 42.60)

2.22 (0.71, 11.25)

0.33 (-0.18, 0.69)

ABP501+MTX

5.42 (0.63, 44.60)

2.40 (0.84, 12.00)

0.38 (-0.10, 0.70)

TOC_4 (IV)

ADA_STD+MTX

0.64 (0.23, 1.84)

0.84 (0.47, 1.21)

-0.11 (-0.35, 0.13)

TOC_8 (IV)

1.07 (0.53, 2.18)

1.02 (0.78, 1.27)

0.01 (-0.15, 0.16)

TOC_4 (IV)+MTX

0.67 (0.35, 1.30)

0.85 (0.63, 1.10)

-0.10 (-0.25, 0.06)

TOC_8 (IV)+MTX

0.94 (0.50, 1.78)

0.98 (0.76, 1.21)

-0.02 (-0.16, 0.13)

GOL_STD (SC)

0.17 (0.03, 1.09)

0.37 (0.08, 1.03)

-0.40 (-0.61, 0.02)

GOL_STD
(SC)+MTX

0.89 (0.46, 1.69)

0.96 (0.73, 1.20)

-0.03 (-0.18, 0.12)

GOL_STD
(IV)+MTX

1.04 (0.38, 2.81)

1.01 (0.65, 1.33)

0.01 (-0.23, 0.20)

INF_STD+MTX

0.75 (0.42, 1.33)

0.89 (0.70, 1.11)

-0.07 (-0.21, 0.07)

CERTO_STD

0.41 (0.08, 2.15)

0.66 (0.20, 1.25)

-0.22 (-0.53, 0.16)

CERTO_STD+MTX

1.36 (0.82, 2.27)

1.10 (0.93, 1.29)

0.07 (-0.04, 0.17)

RIT_STD

0.78 (0.21, 2.95)

0.91 (0.45, 1.33)

-0.06 (-0.37, 0.21)

RIT_STD+MTX

1.10 (0.30, 4.37)

1.03 (0.56, 1.42)

0.02 (-0.29, 0.26)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
ADA_STD 0.08 (0.01, 0.53) 0.20 (0.03, 0.76) -0.52 (-0.65, -0.15)
BAR_4+MTX 1.08 (0.58, 2.06) 1.03 (0.81, 1.25) 0.02 (-0.13, 0.15)
HD203+MTX 1.44 (0.37, 5.75) 1.12 (0.64, 1.47) 0.08 (-0.24, 0.28)
SB4+MTX 1.12 (0.35, 3.87) 1.04 (0.61, 1.40) 0.02 (-0.26, 0.24)
ANBAI+MTX 1.48 (0.54, 4.06) 1.13 (0.78, 1.42) 0.08 (-0.15, 0.25)
CT-P13+MTX 1.06 (0.42, 2.67) 1.02 (0.69, 1.32) 0.01 (-0.21, 0.19)
SB2+MTX 0.65 (0.22, 1.92) 0.84 (0.45, 1.22) -0.10 (-0.36, 0.14)
SB5+MTX 1.01 (0.39, 2.61) 1.01 (0.65, 1.28) 0.003 (-0.23, 0.18)
ZRC-3197+MTX 0.93 (0.26, 3.26) 0.97 (0.50, 1.33) -0.02 (-0.32, 0.21)
ABP501+MTX 1.12 (0.43, 2.85) 1.04 (0.68, 1.31) 0.03 (-0.20, 0.19)
TOC_8(IV) TOC_4 (V) 1.66 (0.61, 4.52) 1.22 (0.85, 2.09) 0.12 (-0.11, 0.35)

TOC_4 (IV)+MTX

1.04 (0.38, 2.80)

1.02 (0.69, 1.76)

0.01 (-0.22, 0.25)

TOC_8 (IV)+MTX

1.46 (0.55, 3.84)

1.17 (0.82, 1.99)

0.09 (-0.13, 0.32)

GOL_STD (SC)

0.27 (0.03, 2.12)

0.46 (0.09, 1.43)

-0.28 (-0.61, 0.18)

GOL_STD
(SC)+MTX

1.38 (0.45, 4.23)

1.14 (0.75, 2.07)

0.08 (-0.18, 0.34)

GOL_STD
(IV)+MTX

1.62 (0.42, 6.22)

1.21 (0.70, 2.23)

0.11 (-0.20, 0.41)

INF_STD+MTX

1.16 (0.39, 3.51)

1.07 (0.71, 1.95)

0.04 (-0.21, 0.30)

CERTO_STD

0.63 (0.09, 4.26)

0.80 (0.23, 1.85)

-0.11 (-0.50, 0.32)

CERTO_STD+MTX

2.11(0.71, 6.21)

1.32 (0.91, 2.35)

0.17 (-0.07, 0.42)

RIT_STD

1.22 (0.25, 6.06)

1.09 (0.50, 2.13)

0.05 (-0.32, 0.40)

RIT_STD+MTX

1.72 (0.35, 8.76)

1.23(0.63, 2.32)

0.12 (-0.24, 0.45)

ADA_STD

0.12 (0.01, 1.04)

0.24 (0.04, 1.02)

-0.40 (-0.67, 0.01)

BAR_4+MTX

1.69 (0.54, 5.30)

1.23 (0.81, 2.22)

0.12 (-0.13, 0.39)

HD203+MTX

2.23 (0.43,11.98)

1.32(0.70, 2.48)

0.18 (-0.19, 0.50)

SB4+MTX

1.73 (0.40, 8.09)

1.23 (0.68, 2.34)

0.13 (-0.21, 0.45)

ANBAI+MTX

2.30 (0.59, 9.04)

1.34 (0.83, 2.44)

0.18 (-0.12, 0.47)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
CT-P13+MTX 1.65 (0.45, 6.17) 1.22 (0.74, 2.26) 0.12 (-0.18, 0.41)
SB2+MTX 1.00 (0.24, 4.17) 1.00 (0.50, 1.95) -0.001 (-0.33, 0.33)
SB5+MTX 1.57 (0.38, 6.45) 1.19 (0.67, 2.24) 0.11 (-0.22, 0.42)
ZRC-3197+MTX 1.44 (0.29, 7.42) 1.16 (0.55, 2.22) 0.09 (-0.29, 0.42)
ABP501+MTX 1.74 (0.43, 7.12) 1.24 (0.71, 2.29) 0.13 (-0.20, 0.43)
TOC_4 (IV)+MTX | TOC_8(IV) 0.62 (0.31, 1.23) 0.83(0.63, 1.09) -0.11 (-0.26, 0.05)

TOC_8 (IV)+MTX

0.88 (0.51, 1.51)

0.96 (0.79, 1.17)

-0.03 (-0.15, 0.10)

GOL_STD (SC)

0.16 (0.02, 1.09)

0.37 (0.08, 1.03)

-0.41 (-0.66, 0.02)

GOL_STD
(SC)+MTX 0.84 (0.36, 1.88) 0.94 (0.69, 1.27) -0.04 (-0.23, 0.15)
GOL_STD

(IV)+MTX 0.98 (0.32, 2.96) 0.99 (0.63, 1.40) -0.01 (-0.27, 0.22)
INF_STD+MTX 0.70 (0.32, 1.52) 0.87 (0.66, 1.18) -0.08 (-0.25, 0.10)
CERTO_STD 0.38 (0.07, 2.16) 0.65 (0.19, 1.26) -0.23 (-0.56, 0.16)

CERTO_STD+MTX

1.27 (0.59, 2.73)

1.08 (0.86, 1.42)

0.05 (-0.11, 0.22)

RIT_STD

0.73 (0.18, 3.01)

0.89 (0.43, 1.38)

-0.07 (-0.39, 0.22)

RIT_STD+MTX

1.03 (0.26, 4.43)

1.01 (0.54, 1.48)

0.01 (-0.32, 0.27)

ADA_STD

0.07 (0.01, 0.53)

0.19 (0.03, 0.76)

-0.52 (-0.71, -0.15)

BAR_4+MTX

1.01 (0.43, 2.37)

1.01 (0.75, 1.35)

0.003 (-0.19, 0.19)

HD203+MTX

1.34 (0.31, 5.81)

1.09 (0.62, 1.54)

0.06 (-0.27, 0.30)

SB4+MTX

1.05 (0.29, 3.95)

1.01 (0.59, 1.46)

0.01 (-0.28, 0.26)

ANBAI+MTX

1.39 (0.45, 4.33)

1.10 (0.75, 1.51)

0.07 (-0.18, 0.28)

CT-P13+MTX

1.00 (0.35, 2.92)

1.00 (0.66, 1.40)

-0.001 (-0.24, 0.22)

SB2+MTX

0.60 (0.18, 1.99)

0.82 (0.44, 1.26)

-0.12 (-0.40, 0.15)

SB5+MTX

0.95 (0.29, 3.08)

0.98 (0.59, 1.41)

-0.01 (-0.29, 0.23)

ZRC-3197+MTX

0.87 (0.21, 3.73)

0.95 (0.47, 1.44)

-0.03 (-0.37, 0.25)

ABP501+MTX

1.05 (0.31, 3.37)

1.02 (0.62, 1.43)

0.01 (-0.27, 0.24)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.41 (0.81, 2.45)

1.15 (0.92, 1.47)

0.08 (-0.05, 0.21)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

GOL_STD (SC)

0.26 (0.04, 1.71)

0.44 (0.09, 1.25)

-0.30 (-0.55, 0.13)

GOL_STD
(SC)+MTX

1.34 (0.60, 2.89)

1.13 (0.81, 1.58)

0.07 (-0.12, 0.25)

GOL_STD
(IV)+MTX

1.57 (0.52, 4.62)

1.19 (0.74, 1.73)

0.11 (-0.16, 0.33)

INF_STD+MTX

1.13 (0.54, 2.34)

1.05 (0.77, 1.48)

0.03 (-0.15, 0.21)

CERTO_STD

0.61 (0.11, 3.35)

0.78 (0.23, 1.55)

-0.12 (-0.46, 0.27)

CERTO_STD+MTX

2.04 (0.99, 4.20)

1.30 (1.00, 1.76)

0.16 (0.00, 0.33)

RIT_STD

1.17 (0.30, 4.71)

1.07 (0.52, 1.70)

0.04 (-0.29, 0.33)

RIT_STD+MTX

1.66 (0.42, 6.92)

1.22 (0.65, 1.83)

0.12 (-0.21, 0.38)

ADA_STD

0.12 (0.02, 0.84)

0.23 (0.04, 0.92)

-0.41 (-0.60, -0.04)

BAR_4+MTX

1.62 (0.72, 3.66)

1.21 (0.88, 1.69)

0.11 (-0.08, 0.30)

HD203+MTX

2.15 (0.52, 9.26)

1.31(0.73, 1.92)

0.17 (-0.16, 0.41)

SB4+MTX

1.68 (0.48, 6.18)

1.22 (0.71, 1.82)

0.12 (-0.18, 0.37)

ANBAI+MTX

2.22 (0.74, 6.70)

1.32 (0.88, 1.87)

0.18 (-0.07, 0.38)

CT-P13+MTX

1.60 (0.57, 4.51)

1.20 (0.78, 1.73)

0.11 (-0.14, 0.33)

SB2+MTX

0.97 (0.29, 3.13)

0.99 (0.52, 1.57)

-0.01 (-0.29, 0.26)

SB5+MTX

1.52 (0.48, 4.76)

1.18(0.71, 1.74)

0.10 (-0.18, 0.33)

ZRC-3197+MTX

1.40 (0.34, 5.83)

1.14 (0.56, 1.78)

0.08 (-0.26, 0.36)

ABP501+MTX

1.68 (0.53, 5.32)

1.22 (0.74, 1.79)

0.12 (-0.16, 0.35)

GOL_STD (SC)

TOC_8 (IV)+MTX

0.19 (0.03, 1.19)

0.39 (0.08, 1.07)

-0.38 (-0.62, 0.04)

GOL_STD
(SC)+MTX

0.95 (0.44, 2.01)

0.98 (0.73, 1.30)

-0.01 (-0.19, 0.16)

GOL_STD
(IV)+MTX

1.11 (0.37, 3.24)

1.04 (0.65, 1.44)

0.02 (-0.23, 0.24)

INF_STD+MTX

0.80 (0.39, 1.61)

0.91 (0.69, 1.21)

-0.05 (-0.22, 0.11)

CERTO_STD

0.43 (0.08, 2.38)

0.68 (0.20, 1.31)

-0.20 (-0.53, 0.18)

CERTO_STD+MTX

1.45 (0.72, 2.89)

1.13 (0.90, 1.45)

0.08 (-0.07, 0.23)

RIT_STD

0.84 (0.21, 3.32)

0.93 (0.46, 1.42)

-0.04 (-0.36, 0.24)

550




(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

RIT_STD+MTX

1.18 (0.30, 4.85)

1.06 (0.57, 1.53)

0.04 (-0.29, 0.29)

ADA_STD

0.08 (0.01, 0.59)

0.20 (0.04, 0.79)

-0.49 (-0.67, -0.13)

BAR_4+MTX

1.15 (0.52, 2.54)

1.05 (0.79, 1.39)

0.03 (-0.15, 0.21)

HD203+MTX

1.53 (0.37, 6.41)

1.14 (0.65, 1.59)

0.09 (-0.23, 0.32)

SB4+MTX

1.19 (0.35, 4.32)

1.06 (0.62, 1.51)

0.04 (-0.25, 0.28)

ANBAI+MTX

1.58 (0.53, 4.67)

1.15 (0.78, 1.55)

0.10 (-0.15, 0.29)

CT-P13+MTX

1.13 (0.41, 3.10)

1.04 (0.69, 1.44)

0.03 (-0.21, 0.24)

SB2+MTX

0.69 (0.21, 2.19)

0.86 (0.46, 1.30)

-0.09 (-0.36, 0.17)

SB5+MTX

1.08 (0.35, 3.33)

1.03 (0.62, 1.45)

0.02 (-0.25, 0.24)

ZRC-3197+MTX

0.99 (0.24, 4.04)

1.00 (0.49, 1.48)

-0.002 (-0.34, 0.27)

ABP501+MTX

1.20 (0.38, 3.70)

1.06 (0.66, 1.48)

0.04 (-0.23, 0.26)

GOL_STD
(SC)+MTX

GOL_STD (SC)

5.13 (0.78, 32.79)

2.54 (0.91, 12.43)

0.37 (-0.06, 0.61)

GOL_STD
(IV)+MTX

6.02 (0.79, 44.52)

2.67 (0.91, 12.99)

0.40 (-0.05, 0.69)

INF_STD+MTX

4.29 (0.68, 27.32)

2.37 (0.86, 11.47)

0.33 (-0.09, 0.56)

CERTO_STD

2.34 (0.63, 8.89)

1.70 (0.76, 4.93)

0.16 (-0.10, 0.44)

CERTO_STD+MTX

7.78 (1.23, 50.47)

2.93 (1.07, 14.41)

0.47 (0.04, 0.69)

RIT_STD

4.53 (0.52, 39.93)

2.36 (0.73, 12.01)

0.33 (-0.15, 0.68)

RIT_STD+MTX

6.37 (0.71, 58.90)

2.68 (0.86, 13.40)

0.40 (-0.08, 0.73)

ADA_STD

0.45 (0.09, 2.38)

0.54 (0.14, 1.93)

-0.10 (-0.41, 0.14)

BAR_4+MTX

6.23 (0.94, 40.71)

2.73(0.98, 13.29)

0.41 (-0.01, 0.66)

HD203+MTX

8.20 (1.07, 67.10)

2.89 (1.03, 13.79)

0.45 (0.01, 0.76)

SB4+MTX

6.42 (0.91, 47.63)

2.69 (0.96, 12.84)

0.41 (-0.02, 0.70)

ANBAI+MTX

8.48 (1.12, 64.07)

2.96 (1.04, 14.46)

0.47 (0.02, 0.74)

CT-P13+MTX

6.16 (0.83, 44.41)

2.70 (0.93, 13.09)

0.41 (-0.04, 0.69)

SB2+MTX

3.71 (0.46, 29.08)

2.20 (0.69, 10.90)

0.28 (-0.18, 0.61)

SB5+MTX

5.79 (0.75, 45.28)

2.63(0.89, 12.99)

0.39 (-0.07, 0.69)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
ZRC-3197+MTX 5.28 (0.59, 47.77) 2.51 (0.78, 12.60) 0.36 (-0.12, 0.71)
ABP501+MTX 6.46 (0.81, 49.77) 2.73(0.92, 13.42) 0.41 (-0.05, 0.71)
GOL_STD GOL_STD
(IV)+MTX (SC)+MTX 1.17 (0.40, 3.45) 1.06 (0.67, 1.49) 0.04 (-0.22, 0.26)
INF_STD+MTX 0.84 (0.41, 1.74) 0.93(0.70, 1.26) -0.04 (-0.21, 0.13)
CERTO_STD 0.46 (0.08, 2.57) 0.69 (0.20, 1.34) -0.19 (-0.52, 0.20)
CERTO_STD+MTX 1.52 (0.76, 3.12) 1.15 (0.92, 1.50) 0.09 (-0.06, 0.25)
RIT_STD 0.88 (0.23, 3.53) 0.95 (0.47, 1.47) -0.03 (-0.35, 0.25)
RIT_STD+MTX 1.24 (0.32, 5.20) 1.08 (0.58, 1.58) 0.05 (-0.28, 0.31)
ADA_STD 0.09 (0.01, 0.65) 0.20 (0.04, 0.82) -0.48 (-0.66, -0.11)
BAR_4+MTX 1.22 (0.55, 2.73) 1.07 (0.80, 1.44) 0.04 (-0.14, 0.22)
HD203+MTX 1.62 (0.39, 6.87) 1.17 (0.65, 1.65) 0.10 (-0.23, 0.34)
SB4+MTX 1.26 (0.37, 4.58) 1.08 (0.63, 1.55) 0.05 (-0.24, 0.29)
ANBAI+MTX 1.66 (0.56, 5.00) 1.18 (0.80, 1.60) 0.11 (-0.13, 0.31)
CT-P13+MTX 1.19 (0.43, 3.40) 1.06 (0.71, 1.49) 0.04 (-0.20, 0.26)
SB2+MTX 0.72 (0.23, 2.33) 0.87 (0.47, 1.34) -0.08 (-0.35, 0.19)
SB5+MTX 1.13 (0.36, 3.58) 1.05 (0.64, 1.49) 0.03 (-0.24, 0.26)
ZRC-3197+MTX 1.04 (0.26, 4.31) 1.02 (0.50, 1.53) 0.01 (-0.32, 0.29)
ABP501+MTX 1.26 (0.40, 3.98) 1.08 (0.67, 1.53) 0.05 (-0.22, 0.28)

GOL_STD
INF_STD+MTX (IV)+MTX 0.72 (0.26, 2.08) 0.88 (0.64, 1.40) -0.08 (-0.29, 0.18)
CERTO_STD 0.39 (0.06, 2.56) 0.66 (0.19, 1.40) -0.22 (-0.58, 0.20)

CERTO_STD+MTX

1.30 (0.47, 3.77)

1.09 (0.82, 1.70)

0.06 (-0.14, 0.30)

RIT_STD

0.75 (0.16, 3.77)

0.90 (0.43, 1.58)

-0.07 (-0.41, 0.28)

RIT_STD+MTX

1.07 (0.22, 5.40)

1.02 (0.54, 1.72)

0.01 (-0.34, 0.33)

ADA_STD

0.08 (0.01, 0.63)

0.20 (0.03, 0.81)

-0.51 (-0.74, -0.11)

BAR_4+MTX

1.04 (0.36, 3.16)

1.01 (0.73, 1.60)

0.01 (-0.21, 0.27)

HD203+MTX

1.38 (0.28, 7.07)

1.10 (0.61, 1.80)

0.07 (-0.29, 0.37)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
SB4+MTX 1.08 (0.25, 4.86) 1.03 (0.59, 1.70) 0.02 (-0.30, 0.32)
ANBAI+MTX 1.43 (0.37, 5.49) 1.11 (0.73, 1.77) 0.07 (-0.20, 0.35)
CT-P13+MTX 1.02 (0.30, 3.70) 1.01 (0.65, 1.63) 0.01 (-0.26, 0.29)
SB2+MTX 0.62 (0.15, 2.55) 0.83 (0.43, 1.45) -0.11 (-0.42, 0.21)
SB5+MTX 0.97 (0.25, 3.92) 0.99 (0.59, 1.64) -0.01 (-0.31, 0.30)
ZRC-3197+MTX 0.89 (0.18, 4.51) 0.96 (0.47, 1.65) -0.03 (-0.38, 0.31)
ABP501+MTX 1.08 (0.28, 4.25) 1.02 (0.62, 1.67) 0.02 (-0.28, 0.31)
CERTO_STD INF_STD+MTX 0.55 (0.10, 2.94) 0.74 (0.22, 1.43) -0.15 (-0.47, 0.23)
CERTO_STD+MTX 1.82 (0.95, 3.50) 1.23 (0.98, 1.59) 0.13 (-0.01, 0.28)
RIT_STD 1.05 (0.28, 4.09) 1.02 (0.50, 1.56) 0.01 (-0.30, 0.29)
RIT_STD+MTX 1.48 (0.38, 5.89) 1.16 (0.62, 1.67) 0.09 (-0.23, 0.34)
ADA_STD 0.11 (0.02, 0.74) 0.22 (0.04, 0.86) -0.44 (-0.61, -0.08)
BAR_4+MTX 1.45 (0.69, 3.08) 1.15 (0.86, 1.52) 0.09 (-0.09, 0.25)
HD203+MTX 1.93 (0.48, 7.93) 1.25 (0.70, 1.74) 0.14 (-0.18, 0.37)
SB4+MTX 1.49 (0.45, 5.33) 1.16 (0.68, 1.65) 0.09 (-0.20, 0.33)
ANBAI+MTX 1.98 (0.68, 5.68) 1.26 (0.86, 1.69) 0.15 (-0.09, 0.34)
CT-P13+MTX 1.43 (0.70, 2.96) 1.14 (0.85, 1.42) 0.08 (-0.09, 0.23)
SB2+MTX 0.86 (0.34, 2.15) 0.94 (0.55, 1.30) -0.04 (-0.26, 0.17)
SB5+MTX 1.36 (0.45, 4.10) 1.12 (0.68, 1.59) 0.07 (-0.20, 0.29)
ZRC-3197+MTX 1.25 (0.31, 4.98) 1.09 (0.54, 1.62) 0.05 (-0.28, 0.32)
ABP501+MTX 1.50 (0.49, 4.56) 1.16 (0.72, 1.61) 0.09 (-0.17, 0.31)
CERTO_STD+MTX | CERTO_STD 3.31(0.63,18.74) 1.66 (0.88, 5.69) 0.28 (-0.09, 0.60)

RIT_STD

1.93(0.25, 15.17)

1.35 (0.54, 4.77)

0.15 (-0.31, 0.57)

RIT_STD+MTX

2.74 (0.35, 22.01)

1.54 (0.66, 5.35)

0.23 (-0.23, 0.63)

ADA_STD

0.19 (0.05, 0.82)

0.31 (0.09, 0.89)

-0.27 (-0.55, -0.03)

BAR_4+MTX

2.66 (0.47, 15.30)

1.55 (0.80, 5.27)

0.23 (-0.15, 0.57)

HD203+MTX

3.50 (0.53, 24.74)

1.64 (0.80, 5.44)

0.28 (-0.14, 0.64)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

SB4+MTX

2.76 (0.45, 17.52)

1.54 (0.75, 5.08)

0.23 (-0.17, 0.59)

ANBAI+MTX

3.62 (0.55, 24.04)

1.68 (0.83, 5.73)

0.29 (-0.12, 0.65)

CT-P13+MTX

2.62 (0.41, 16.36)

1.53 (0.75, 5.27)

0.23 (-0.19, 0.58)

SB2+MTX

1.58 (0.23, 10.75)

1.26 (0.53, 4.41)

0.11 (-0.32, 0.50)

SB5+MTX

2.48 (0.36, 16.77)

1.50 (0.69, 5.16)

0.21 (-0.22, 0.59)

ZRC-3197+MTX

2.27 (0.28, 17.99)

1.44 (0.59, 4.98)

0.19 (-0.28, 0.60)

ABP501+MTX

2.74 (0.40, 18.57)

1.55 (0.73, 5.29)

0.24 (-0.20, 0.60)

RIT_STD

CERTO_STD+MTX

0.57 (0.15, 2.23)

0.83 (0.41, 1.22)

-0.12 (-0.43, 0.14)

RIT_STD+MTX

0.81 (0.21, 3.32)

0.94 (0.51, 1.30)

-0.04 (-0.36, 0.20)

ADA_STD

0.06 (0.0, 0.41)

0.18 (0.03, 0.69)

-0.58 (-0.73, -0.21)

BAR_4+MTX

0.80 (0.39, 1.64)

0.93 (0.72, 1.16)

-0.05 (-0.21, 0.10)

HD203+MTX

1.06 (0.27, 4.38)

1.02 (0.58, 1.35)

0.01 (-0.31, 0.23)

SB4+MTX

0.82 (0.25, 2.89)

0.94 (0.56, 1.28)

-0.04 (-0.33, 0.18)

ANBAI+MTX

1.09 (0.38, 3.12)

1.02 (0.71, 1.30)

0.02 (-0.21, 0.19)

CT-P13+MTX

0.78 (0.30, 2.07)

0.93 (0.63, 1.21)

-0.05 (-0.28, 0.14)

SB2+MTX

0.47 (0.15, 1.46)

0.76 (0.41, 1.11)

-0.17 (-0.43, 0.08)

SB5+MTX

0.75 (0.26, 2.16)

0.91 (0.57, 1.21)

-0.06 (-0.31, 0.14)

ZRC-3197+MTX

0.68 (0.17, 2.65)

0.88 (0.44, 1.25)

-0.08 (-0.40, 0.17)

ABP501+MTX

0.83 (0.28, 2.38)

0.94 (0.60, 1.24)

-0.04 (-0.29, 0.16)

RIT_STD+MTX

RIT_STD

1.42 (0.39, 5.15)

1.13 (0.69, 2.00)

0.07 (-0.21, 0.35)

ADA_STD

0.10 (0.01, 0.94)

0.22 (0.04, 0.97)

-0.44 (-0.74, -0.01)

BAR_4+MTX

1.39 (0.34, 5.46)

1.13(0.73, 2.31)

0.08 (-0.21, 0.40)

HD203+MTX

1.82 (0.30, 11.76)

1.21 (0.64, 2.58)

0.13 (-0.26, 0.50)

SB4+MTX

1.42 (0.26, 8.05)

1.13 (0.61, 2.41)

0.08 (-0.28, 0.45)

ANBAI+MTX

1.89 (0.38, 9.02)

1.23 (0.75, 2.54)

0.14 (-0.19, 0.47)

CT-P13+MTX

1.36 (0.30, 6.25)

1.12 (0.67, 2.33)

0.07 (-0.25, 0.41)

SB2+MTX

0.82 (0.16, 4.15)

0.92 (0.46, 2.02)

-0.05 (-0.40, 0.33)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
SB5+MTX 1.30 (0.25, 6.52) 1.10 (0.61, 2.31) 0.06 (-0.29, 0.42)
ZRC-3197+MTX 1.18 (0.19, 7.16) 1.06 (0.49, 2.31) 0.04 (-0.37, 0.43)
ABP501+MTX 1.44 (0.28, 7.09) 1.14 (0.64, 2.38) 0.08 (-0.27, 0.43)
ADA_STD RIT_STD+MTX 0.07 (0.01, 0.68) 0.19 (0.03, 0.83) -0.52 (-0.79, -0.09)
BAR_4+MTX 0.98 (0.23, 3.95) 0.99 (0.68, 1.85) -0.004 (-0.27, 0.32)
HD203+MTX 1.29 (0.20, 8.44) 1.07 (0.59, 2.06) 0.05 (-0.32, 0.42)
SB4+MTX 1.01 (0.18, 5.75) 1.00 (0.56, 1.93) 0.001 (-0.35, 0.37)
ANBAI+MTX 1.34 (0.27, 6.49) 1.09 (0.70, 2.03) 0.06 (-0.24, 0.40)
CT-P13+MTX 0.96 (0.20, 4.43) 0.99 (0.62, 1.87) -0.01 (-0.31, 0.34)
SB2+MTX 0.58 (0.11, 2.99) 0.81 (0.42, 1.62) -0.12 (-0.46, 0.25)
SB5+MTX 0.91 (0.18, 4.63) 0.97 (0.56, 1.85) -0.02 (-0.35, 0.34)
ZRC-3197+MTX 0.83 (0.13,5.22) 0.94 (0.45, 1.86) -0.04 (-0.43, 0.35)
ABP501+MTX 1.01 (0.19, 5.03) 1.00 (0.59, 1.89) 0.002 (-0.33, 0.35)
BAR_4+MTX ADA_STD 13.76 (1.89, 96.69) 5.24 (1.33, 29.82) 0.53(0.16, 0.71)
HD203+MTX 18.03 (2.20, 162.30) 5.52 (1.41, 31.58) 0.57 (0.17, 0.82)
SB4+MTX 14.25 (1.84, 114.90) 5.19 (1.33, 29.42) 0.52 (0.14, 0.77)
ANBAI+MTX 18.88 (2.30, 152.10) 5.70 (1.42, 32.82) 0.58 (0.19, 0.80)
CT-P13+MTX 13.63 (1.70, 105.50) 5.16 (1.28, 29.67) 0.52 (0.13, 0.74)
SB2+MTX 8.18 (0.99, 68.49) 4.19 (0.99, 25.05) 0.39 (0.00, 0.67)
SB5+MTX 12.86 (1.52, 107.00) 5.04 (1.23, 29.39) 0.50 (0.10, 0.75)
ZRC-3197+MTX 11.83 (1.19, 114.00) 4.82 (1.10, 28.92) 0.48 (0.04, 0.77)
ABP501+MTX 14.26 (1.66, 118.60) 5.22 (1.27, 30.53) 0.53 (0.12, 0.76)
HD203+MTX BAR_4+MTX 1.32 (0.31, 5.78) 1.09 (0.61, 1.53) 0.06 (-0.27, 0.30)
SB4+MTX 1.03 (0.29, 3.88) 1.01 (0.59, 1.45) 0.01 (-0.29, 0.25)
ANBAI+MTX 1.37 (0.45, 4.14) 1.10 (0.75, 1.48) 0.06 (-0.18, 0.27)
CT-P13+MTX 0.98 (0.35, 2.78) 0.99 (0.66, 1.37) -0.004 (-0.24, 0.21)
SB2+MTX 0.59 (0.18, 1.95) 0.82 (0.44, 1.25) -0.12 (-0.40, 0.14)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
SB5+MTX 0.94 (0.30, 2.94) 0.98 (0.59, 1.37) -0.01 (-0.28, 0.21)
ZRC-3197+MTX 0.86 (0.21, 3.53) 0.95 (0.47, 1.41) -0.03 (-0.36, 0.24)
ABP501+MTX 1.04 (0.33, 3.20) 1.01 (0.63, 1.40) 0.01 (-0.26, 0.23)
SB4+MTX HD203+MTX 0.78 (0.18, 3.41) 0.93 (0.57, 1.56) -0.05 (-0.33, 0.26)
ANBAI+MTX 1.04 (0.20, 5.14) 1.01 (0.66, 1.79) 0.01 (-0.29, 0.35)
CT-P13+MTX 0.74 (0.15, 3.53) 0.92 (0.58, 1.65) -0.06 (-0.35, 0.28)
SB2+MTX 0.45 (0.08, 2.38) 0.76 (0.39, 1.44) -0.18 (-0.50, 0.20)
SB5+MTX 0.71 (0.13, 3.67) 0.90 (0.53, 1.65) -0.07 (-0.39, 0.29)
ZRC-3197+MTX 0.65 (0.10, 4.13) 0.88 (0.43, 1.63) -0.09 (-0.46, 0.30)
ABP501+MTX 0.78 (0.15, 4.05) 0.93 (0.56, 1.68) -0.05 (-0.36, 0.30)
ANBAI+MTX SB4+MTX 1.33(0.29, 5.69) 1.09 (0.70, 1.86) 0.06 (-0.24, 0.36)
CT-P13+MTX 0.96 (0.22, 3.88) 0.99 (0.62, 1.71) -0.01 (-0.30, 0.30)
SB2+MTX 0.58 (0.12, 2.63) 0.81 (0.42, 1.49) -0.13 (-0.45, 0.22)
SB5+MTX 0.91 (0.19, 4.07) 0.97 (0.56, 1.71) -0.02 (-0.34, 0.31)
ZRC-3197+MTX 0.84 (0.14, 4.57) 0.94 (0.45, 1.71) -0.04 (-0.42, 0.31)
ABP501+MTX 1.00 (0.21, 4.45) 1.00 (0.59, 1.75) 0.001 (-0.32, 0.33)
CT-P13+MTX ANBAI+MTX 0.72 (0.20, 2.61) 0.91 (0.60, 1.37) -0.07 (-0.32, 0.20)
SB2+MTX 0.43(0.11, 1.82) 0.75 (0.40, 1.23) -0.18 (-0.48, 0.13)
SB5+MTX 0.68 (0.17, 2.76) 0.89 (0.54, 1.38) -0.08 (-0.37, 0.21)
ZRC-3197+MTX 0.63 (0.13, 3.16) 0.87 (0.43, 1.39) -0.10 (-0.44, 0.22)
ABP501+MTX 0.76 (0.19, 3.07) 0.92 (0.57, 1.41) -0.06 (-0.34, 0.22)
SB2+MTX CT-P13+MTX 0.60 (0.19, 1.93) 0.82 (0.46, 1.27) -0.12 (-0.38, 0.15)
SB5+MTX 0.95 (0.25, 3.50) 0.98 (0.59, 1.54) -0.01 (-0.31, 0.27)
ZRC-3197+MTX 0.87 (0.18, 4.13) 0.95 (0.46, 1.57) -0.03 (-0.39, 0.28)
ABP501+MTX 1.06 (0.28, 3.89) 1.02 (0.62, 1.58) 0.01 (-0.28, 0.28)
SB5+MTX SB2+MTX 1.57 (0.37, 6.62) 1.20 (0.67, 2.30) 0.11 (-0.23, 0.42)

ZRC-3197+MTX

1.45 (0.27, 7.68)

1.16 (0.54, 2.30)

0.09 (-0.30, 0.44)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
ABP501+MTX 1.74 (0.40, 7.32) 1.23(0.70, 2.37) 0.13 (-0.21, 0.44)
ZRC-3197+MTX SB5+MTX 0.92 (0.19, 4.45) 0.97 (0.48, 1.68) -0.02 (-0.37,0.31)
ABP501+MTX 1.11 (0.29, 4.17) 1.03 (0.64, 1.69) 0.02 (-0.27, 0.31)
ABP501+MTX ZRC-3197+MTX 1.21 (0.26, 5.80) 1.07 (0.63, 2.14) 0.04 (-0.28, 0.39)

Random-Effect

Model Residual Deviance 150.8 vs 140 datapoints
Deviance
Information Criteria 971.297
Fixed-Effect Model Residual Deviance 220.8 vs 140 datapoints
Deviance
Information Criteria 1015.2
Total Patients 21,015
Total Studies 64
2-arm 54
3-arm 9
4-arm 0
5-arm 1

ABA=abatacept, ABP501=biosimilar adalimumab, ADA=adalimumab, ANBAI=AnBaiNuo (biosimilar etanercept), BAR_4 =4mg
baricitinib, CERTO=certolizumab pegol, CT-P13=biosimilar infliximab, csDMARD=conventional synthetic disease modifying
antirheumatic drug, ETN=etanercept, GOL=golimumab, HCQ=hydroxychloroquine, HD203=biosimilar etanercept, INF=infliximab,
IV=intravenous, LEF_10= 10mg leflunomide, MTX=methotrexate, OR=0dds ratio, RD=risk difference, RR=relative risk,
RIT=rituximab, SAR_200=200mg sarilumab, SB2= biosimilar infliximab, SB4=biosimilar etanercept, SB5=biosimilar adalimumab,
SC=subcutaneous, SSZ=sulfasalazine, STD = standard dose, TOC_4=tocilizumab 4mg/kg, TOC_8= tocilizumab 8mg/kg,
TOF=tofacitinib, ZRC-3197=biosimilar adalimumab
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Figure 1. Consistency Plot for ACR20 Inadequate Response to Methotrexate

Table 44. ACR70, Methotrexate as a Common Comparator: Odds Ratios, Relative Risks and Risk Difference
for All Treatment Comparisons — Random Effects Model

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
csDMARD+MTX Placebo+MTX 1.44 (0.28, 8.39) 1.42 (0.28, 6.73) 0.01 (-0.03, 0.19)
MTX+HCQ 1.45 (0.07, 33.05) 1.43 (0.07, 15.90) 0.01 (-0.03, 0.50)
MTX+SSZ 0.71 (0.02,17.57) | 0.72 (0.03,11.22) | -0.01 (-0.04, 0.34)
MTX+SSZ+HCQ 1.50 (0.18, 13.22) 1.47 (0.19, 9.39) 0.02 (-0.03, 0.28)
ETN_STD 2.51 (0.71, 9.98) 2.38 (0.72, 7.70) 0.05 (-0.01, 0.22)

ETN_STD+MTX

5.50 (1.81,19.22)

475 (1.75, 12.10)

0.13 (0.03, 0.37)

ABA_STD (IV)+MTX

5.74 (2.37, 14.93)

4.93 (2.26,10.23)

0.14 (0.04, 0.31)

ABA_STD (SC)+MTX

4.38 (0.78, 24.68)

3.91 (0.79, 13.83)

0.10 (-0.01, 0.43)

TOF_STD+MTX

4.42 (1.82, 11.33)

3.94 (1.76, 8.49)

0.10 (0.03, 0.25)

ADA_STD+MTX

4.00 (2.13,7.73)

3.62 (2.05, 6.36)

0.09 (0.04, 0.18)

TOC 4 (Iv)

0.42 (0.06, 2.56)

0.43 (0.06, 2.43)

-0.02 (-0.04, 0.05)

TOC 8 (IV)

1.58 (0.58, 4.37)

1.55 (0.59, 3.92)

0.02 (-0.01, 0.10)

TOC_4 (IV)+MTX

2.26 (0.69, 7.45)

2.16 (0.70, 6.10)

0.04 (-0.01, 0.17)

TOC_8 (IV)+MTX

3.61 (1.45, 9.30)

3.30 (1.42, 7.30)

0.08 (0.01, 0.21)

GOL_STD (SC)+MTX

6.55 (2.07, 22.62)

5.49 (2.00, 13.43)

0.16 (0.04, 0.40)

GOL_STD (IV)+MTX

3.21 (0.58, 18.44)

2.98 (0.59, 11.62)

0.07 (-0.01, 0.36)

INF_STD+MTX

421 (1.68,11.18)

3.79 (1.64, 8.36)

0.10 (0.02, 0.25)

CERTO_STD+MTX

6.28 (2.48, 16.50)

5.30 (2.36, 11.00)

0.15 (0.05, 0.33)

RIT_STD

3.84 (0.41, 46.81)

3.50 (0.42, 18.55)

0.09 (-0.02, 0.59)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
RIT_STD+MTX 6.43 (0.75,73.33) | 5.41 (0.75,21.70) | 0.15 (-0.01, 0.68)
BAR_4+MTX 9.38 (3.34,28.55) | 7.25 (3.08, 15.07) 0.22 (0.07, 0.46)
HD203+MTX 6.62 (0.92,53.43) 5.52 (0.92,19.49) | 0.16 (-0.003, 0.62)

SB4+MTX 6.63 (0.96, 52.30) 5.54 (0.97,19.30) | 0.16 (-0.001, 0.61)
ANBAI+MTX 9.10 (1.07,107.10) | 7.09 (1.07, 23.98) 0.21 (0.002, 0.75)
CT-P13+MTX 7.81 (1.76,38.13) | 6.32 (1.71,17.12) 0.18 (0.02, 0.54)

SB2+MTX 3.74 (0.58,24.73) | 3.42 (0.59,13.73) | 0.08 (-0.01, 0.43)
ZRC-3197+MTX 3.40 (0.46, 25.15) 3.13 (0.47, 13.89) 0.07 (-0.02, 0.44)
ABP501+MTX 4.72 (0.83,27.12) | 4.17 (0.84,14.44) | 0.11 (-0.01, 0.45)

MTX+HCQ csDMARD+MTX 1.00 (0.04, 21.16) 1.00 (0.05, 12.39) |-0.0001 (-0.15, 0.44)

MTX+SSZ 0.48 (0.02, 12.26) 0.50 (0.02, 8.60) -0.02 (-0.17, 0.29)
MTX+SSZ+HCQ 1.04 (0.12, 8.88) 1.04 (0.13,7.11) 0.001 (-0.14, 0.22)

ETN_STD 1.74 (0.37, 8.09) 1.67 (0.41,7.18) 0.03 (-0.10, 0.16)
ETN_STD+MTX 3.83 (1.13,12.91) | 3.30 (1.10, 10.85) 0.11 (0.01, 0.27)

ABA_STD (IV)+MTX 3.98 (0.56, 26.96) 3.44 (0.61, 20.44) 0.11 (-0.08, 0.30)
ABA_STD (SC)+MTX 3.04 (0.26, 32.50) 2.71 (0.29, 21.26) 0.08 (-0.12, 0.41)
TOF_STD+MTX 3.05 (0.42, 20.76) 2.75 (0.48, 16.62) 0.08 (-0.10, 0.24)
ADA_STD+MTX 2.78 (0.43,16.61) | 2.55 (0.49,14.12) | 0.07 (-0.11,0.17)
TOC_4 (IV) 0.29 (0.02, 3.30) 0.30 (0.02, 3.15) -0.03 (-0.20, 0.04)
TOC_8 (IV) 1.10 (0.14, 7.44) 1.09 (0.17, 6.80) 0.004 (-0.17, 0.09)
TOC_4 (IV)+MTX 1.57 (0.18,11.87) | 1.52 (0.21,10.21) | 0.02 (-0.15, 0.16)
TOC_8 (IV)+MTX 2.48 (0.34,16.74) | 2.30 (0.39,13.91) | 0.06 (-0.12, 0.20)
GOL_STD (SC)+MTX 454 (0.53,36.24) | 3.82 (0.59,24.54) | 0.13 (-0.07, 0.39)
GOL_STD (IV)+MTX 2.24 (0.19,24.05) | 2.09 (0.22,17.28) | 0.05 (-0.14, 0.34)
INF_STD+MTX 2.91 (0.39,19.88) | 2.65 (0.45,16.07) | 0.08 (-0.11, 0.24)
CERTO_STD+MTX 4.35 (0.60, 29.21) 3.70 (0.65, 21.64) 0.13 (-0.07, 0.31)

RIT_STD 2.66 (0.15,52.56) | 2.42 (0.17,25.16) | 0.06 (-0.14, 0.56)
RIT_STD+MTX 450 (0.26,83.24) | 3.72 (0.31,32.53) | 0.13 (-0.11, 0.66)
BAR_4+MTX 6.51 (0.84,46.52) | 5.03 (0.87,29.53) | 0.19 (-0.02, 0.44)
HD203+MTX 4.60 (0.58,35.69) | 3.74 (0.61,19.49) | 0.13 (-0.04, 0.55)

SB4+MTX 4.61 (0.61,35.21) | 3.74 (0.64,19.23) | 0.13 (-0.03, 0.54)
ANBAI+MTX 6.34 (0.39,120.80) | 4.80 (0.43,38.92) 0.19 (-0.08, 0.73)
CT-P13+MTX 5.41 (0.53, 55.37) 4.33 (0.59, 30.72) 0.16 (-0.07, 0.52)

SB2+MTX 2.61 (0.20,31.68) | 2.38 (0.23,20.52) | 0.06 (-0.13,0.41)
ZRC-3197+MTX 2.33 (0.17, 31.84) 2.16 (0.19, 20.21) 0.05 (-0.14, 0.41)
ABP501+MTX 3.29 (0.27,34.31) | 2.90 (0.31,21.81) | 0.09 (-0.12, 0.43)

MTX+SSZ MTX+HCQ 0.49 (0.04, 5.53) 0.53 (0.04, 4.85) -0.01 (-0.34, 0.15)
MTX+SSZ+HCQ 1.04 (0.12, 9.49) 1.04 (0.17,8.77) | 0.001 (-0.34,0.13)

ETN_STD 1.76 (0.09,35.36) | 1.68 (0.15,31.33) | 0.03 (-0.41, 0.18)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
ETN_STD+MTX 3.86 (0.23, 69.36) 3.33 (0.37, 56.96) 0.10 (-0.29, 0.30)
ABA_STD (IV)+MTX 3.99 (0.16, 99.54) 3.43 (0.28, 77.44) 0.11 (-0.36, 0.30)
ABA_STD (SC)+MTX 3.02 (0.09,100.30) | 2.67 (0.15,70.39) | 0.07 (-0.39, 0.40)
TOF_STD+MTX 3.09 (0.12, 76.55) 2.77 (0.23,62.14) 0.08 (-0.39, 0.24)
ADA_STD+MTX 2.78 (0.12,63.48) | 2.55 (0.22,54.61) | 0.07 (-0.41,0.18)
TOC_4 (IV) 0.29 (0.01, 10.20) 0.30 (0.01, 9.86) -0.03 (-0.51, 0.05)
TOC_8 (1V) 1.10 (0.04,26.87) | 1.09 (0.08,24.90) | 0.004 (-0.48, 0.10)
TOC_4 (IV)+MTX 1.57 (0.06,41.18) | 1.53 (0.11,36.24) | 0.02 (-0.45, 0.17)
TOC_8 (IV)+MTX 2.49 (0.10,60.58) | 2.30 (0.19,51.42) | 0.06 (-0.41,0.21)
GOL_STD (SC)+MTX 457 (0.17,127.50) | 3.83 (0.29,90.64) | 0.12 (-0.34, 0.38)
GOL_STD (IV)+MTX 2.27 (0.06,74.13) | 2.10 (0.11,55.52) | 0.04 (-0.42, 0.34)
INF_STD+MTX 2.91 (0.12,72.25) | 2.64 (0.21,59.51) | 0.07 (-0.40, 0.24)
CERTO_STD+MTX 4.42 (0.17,109.30) | 3.74 (0.29, 83.03) 0.12 (-0.36, 0.32)
RIT_STD 2.70 (0.06,135.50) | 2.41 (0.10,78.73) | 0.05 (-0.41, 0.55)
RIT_STD+MTX 4.59 (0.10, 220.10) | 3.68 (0.17,107.60) | 0.11 (-0.35, 0.65)
BAR_4+MTX 6.57 (0.25,170.50) | 5.04 (0.40,114.50) | 0.18 (-0.29, 0.45)
HD203+MTX 4.73 (0.18,126.50) | 3.76 (0.28, 76.72) 0.11 (-0.29, 0.55)
SB4+MTX 4.66 (0.18,124.60) | 3.75 (0.28,77.84) | 0.11 (-0.28, 0.54)
ANBAI+MTX 6.54 (0.14,313.60) | 4.74 (0.23,135.30) | 0.17 (-0.32,0.72)
CT-P13+MTX 5.45 (0.18, 168.00) | 4.30 (0.29,106.80) | 0.14 (-0.32, 0.51)
SB2+MTX 2.60 (0.07,93.01) 2.36 (0.12, 66.49) 0.05 (-0.41, 0.40)
ZRC-3197+MTX 2.33 (0.06,93.96) | 2.12 (0.10,64.84) | 0.04 (-0.41,0.41)
ABP501+MTX 3.33 (0.09,112.00) | 2.92 (0.16, 76.96) 0.08 (-0.39, 0.42)
MTX+SSZ+HCQ MTX+SSZ 2.13 (0.19, 29.59) 2.03 (0.24, 27.38) 0.02 (-0.21, 0.18)
ETN_STD 3.63 (0.16,97.20) | 3.37 (0.22,84.92) | 0.05 (-0.26, 0.21)

ETN_STD+MTX

7.94 (0.41, 183.80)

6.62 (0.53, 150.00)

0.12 (-0.16, 0.33)

ABA_STD (IV)+MTX

8.22 (0.30, 263.30)

6.90 (0.40, 208.10)

0.13 (-0.21, 0.31)

ABA_STD (SC)+MTX

6.15 (0.16, 268.50)

5.30 (0.23, 191.40)

0.09 (-0.24, 0.42)

TOF_STD+MTX

6.32 (0.22, 204.50)

5.52 (0.31, 169.10)

0.10 (-0.24, 0.26)

ADA_STD+MTX

5.67 (0.22, 168.20)

5.07 (0.31, 144.40)

0.09 (-0.25, 0.19)

TOC_4 (V)

0.60 (0.01, 25.95)

0.60 (0.02, 24.53)

-0.01 (-0.36, 0.06)

TOC 8 (IV)

2.25 (0.08, 73.05)

2.18 (0.11, 67.51)

0.02 (-0.32, 0.11)

TOC_4 (IV)+MTX

3.19 (0.11, 107.20)

3.01 (0.16, 95.30)

0.04 (-0.30, 0.18)

TOC_8 (IV)+MTX

5.13 (0.19, 163.60)

4.62 (0.26, 138.50)

0.08 (-0.26, 0.22)

GOL_STD (SC)+MTX

9.41 (0.31, 334.80)

7.61 (0.42, 243.70)

0.15 (-0.20, 0.40)

GOL_STD (IV)+MTX

461 (0.12, 196.00)

4.12 (0.16, 151.40)

0.06 (-0.28, 0.36)

INF_STD+MTX

5.94 (0.21, 197.40)

5.24 (0.30, 163.40)

0.09 (-0.25, 0.25)

CERTO_STD+MTX

9.02 (0.32, 289.20)

7.48 (0.43, 221.30)

0.14 (-0.20, 0.33)

RIT_STD

5.52 (0.11, 341.80)

4.74 (0.15, 200.00)

0.08 (-0.26, 0.57)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
RIT_STD+MTX 9.42 (0.18,564.00) | 7.27 (0.24,280.20) | 0.14 (-0.22, 0.67)
BAR_4+MTX 13.35 (0.47, 461.20) | 10.02 (0.59, 304.90) | 0.21 (-0.14, 0.46)
HD203+MTX 9.61 (0.32,331.20) | 7.36 (0.42, 205.40) | 0.14 (-0.16, 0.59)

SB4+MTX 9.71 (0.33,323.50) | 7.50 (0.41,205.70) | 0.14 (-0.16, 0.58)
ANBAI+MTX 13.76 (0.24,797.20) | 9.60 (0.32,345.90) | 0.20 (-0.19, 0.74)
CT-P13+MTX 11.25 (0.32, 460.00) | 8.52 (0.42,289.10) | 0.17 (-0.18, 0.53)

SB2+MTX 5.36 (0.13,242.80) | 4.69 (0.18,175.50) | 0.08 (-0.26, 0.42)
ZRC-3197+MTX 4.78 (0.11,237.30) | 4.22 (0.15,166.50) | 0.07 (-0.27, 0.43)
ABP501+MTX 6.75 (0.17, 286.90) | 5.70 (0.24, 204.60) | 0.10 (-0.24, 0.44)

ETN_STD MTX+SSZ+HCQ 1.69 (0.22,12.93) | 1.62 (0.28,11.42) | 0.03 (-0.18, 0.17)
ETN_STD+MTX 3.68 (0.64, 22.58) 3.18 (0.71, 18.94) 0.10 (-0.07, 0.28)

ABA_STD (IV)+MTX 3.83 (0.37, 39.30) 3.31 (0.46, 30.20) 0.11 (-0.15, 0.29)
ABA_STD (SC)+MTX 2.91 (0.18, 43.50) 2.59 (0.23, 29.65) 0.07 (-0.19, 0.40)
TOF_STD+MTX 2.97 (0.29,30.04) | 2.68 (0.36,24.23) | 0.08 (-0.18, 0.24)
ADA_STD+MTX 2.68 (0.28, 24.46) 2.46 (0.36, 20.86) 0.07 (-0.19, 0.17)
TOC_4 (IV) 0.28 (0.01, 4.46) 0.29 (0.02, 4.30) -0.03 (-0.29, 0.04)
TOC_8 (IV) 1.06 (0.10, 10.72) 1.05 (0.13, 9.93) 0.002 (-0.26, 0.10)
TOC_4 (IV)+MTX 1.51 (0.13,16.66) | 1.47 (0.16,14.35) | 0.02 (-0.24, 0.16)
TOC_8 (IV)+MTX 2.39 (0.23,24.05) | 2.22 (0.30,20.28) | 0.06 (-0.20, 0.20)
GOL_STD (SC)+MTX 4.41 (0.36, 50.07) 3.69 (0.44, 35.31) 0.13 (-0.15, 0.38)
GOL_STD (IV)+MTX 2.15 (0.13,32.34) | 2.00 (0.17,23.47) | 0.04 (-0.22,0.34)
INF_STD+MTX 2.80 (0.27,28.96) | 2.55 (0.34,23.69) | 0.07 (-0.19, 0.23)
CERTO_STD+MTX 4.18 (0.40, 43.58) 3.56 (0.48, 32.53) 0.12 (-0.14, 0.31)

RIT_STD 2.58 (0.11,63.22) | 2.33 (0.14,33.13) | 0.06 (-0.21, 0.55)
RIT_STD+MTX 4.40 (0.20, 104.30) 3.57 (0.24, 44.60) 0.12 (-0.17, 0.65)
BAR_4+MTX 6.31 (0.58,68.40) | 4.87 (0.66,44.34) | 0.19 (-0.09, 0.44)
HD203+MTX 4.42 (0.39,50.72) | 3.56 (0.46,29.99) | 0.12 (-0.09, 0.55)

SB4+MTX 4.48 (0.42,49.14) | 3.61 (0.47,29.08) | 0.12 (-0.09, 0.54)
ANBAI+MTX 6.25 (0.28, 150.20) | 4.64 (0.34,55.69) | 0.18 (-0.14, 0.72)
CT-P13+MTX 5.21 (0.37,73.77) | 4.16 (0.45,42.62) | 0.15 (-0.13,0.51)

SB2+MTX 2.52 (0.15,41.06) | 2.30 (0.18,27.49) | 0.06 (-0.20, 0.40)

ZRC-3197+MTX 2.25 (0.12, 41.23) 2.08 (0.15, 27.66) 0.05 (-0.21, 0.41)
ABP501+MTX 3.16 (0.19,46.51) | 2.80 (0.24,31.17) | 0.08 (-0.18, 0.42)
ETN_STD+MTX ETN_STD 2.19 (0.86, 5.70) 1.97 (0.89, 4.64) 0.08 (-0.02, 0.23)

ABA_STD (IV)+MTX

2.28 (0.46, 10.89)

2.05 (0.52, 8.25)

0.08 (-0.11, 0.27)

ABA_STD (SC)+MTX

1.74 (0.19, 14.35)

1.63 (0.22, 9.16)

0.05 (-0.16, 0.38)

TOF_STD+MTX

1.75 (0.35, 8.56)

1.64 (0.41, 6.87)

0.05 (-0.13, 0.21)

ADA_STD+MTX

1.60 (0.36, 6.54)

1.52 (0.42, 5.62)

0.04 (-0.14, 0.15)

TOC 4 (IV)

0.17 (0.01, 1.47)

0.18 (0.02, 1.44)

-0.06 (-0.24, 0.02)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

TOC_8 (IV)

0.63 (0.11, 3.14)

0.65 (0.14, 2.93)

-0.03 (-0.20, 0.07)

TOC_4 (IV)+MTX

0.90 (0.15, 5.03)

0.91 (0.18, 4.35)

-0.01 (-0.19, 0.13)

TOC_8 (IV)+MTX

1.43 (0.28, 6.87)

1.38 (0.33, 5.72)

0.03 (-0.15, 0.18)

GOL_STD (SC)+MTX

2.61 (0.43, 15.27)

2.28 (0.50, 10.26)

0.10 (-0.10, 0.36)

GOL_STD (IV)+MTX

1.27 (0.14, 10.84)

1.24 (0.17, 7.54)

0.02 (-0.17,0.31)

INF_STD+MTX

1.67 (0.32, 8.26)

1.58 (0.38, 6.69)

0.05 (-0.14, 0.21)

CERTO_STD+MTX

2.48 (0.47, 12.24)

2.20 (0.54, 8.98)

0.10 (-0.10, 0.29)

RIT_STD

1.51 (0.11, 25.46)

1.44 (0.13, 11.67)

0.03 (-0.17, 0.54)

RIT_STD+MTX

2.59 (0.19, 40.06)

2.25 (0.23, 14.54)

0.10 (-0.14, 0.63)

BAR_4+MTX

3.73 (0.69, 19.46)

3.00 (0.74, 12.11)

0.16 (-0.05, 0.41)

HD203+MTX

2.62 (0.40, 17.95)

2.25 (0.43, 8.96)

0.10 (-0.07, 0.51)

SB4+MTX

2.65 (0.41, 17.41)

2.27 (0.45, 8.87)

0.10 (-0.07, 0.51)

ANBAI+MTX

3.68 (0.28, 55.68)

2.93 (0.32, 17.05)

0.16 (-0.12, 0.70)

CT-P13+MTX

3.13 (0.40, 23.53)

2.61 (0.46, 12.71)

0.13 (-0.10, 0.49)

SB2+MTX

1.49 (0.15, 14.30)

1.42 (0.17, 9.10)

0.03 (-0.16, 0.37)

ZRC-3197+MTX

1.34 (0.12, 14.27)

1.30 (0.15, 8.92)

0.02 (-0.17, 0.38)

ABP501+MTX

1.86 (0.20, 15.94)

1.73 (0.24, 9.88)

0.06 (-0.15, 0.40)

ABA_STD (IV)+MTX

ETN_STD+MTX

1.04 (0.22, 4.47)

1.04 (0.31, 3.49)

0.01 (-0.25, 0.21)

ABA_STD (SC)+MTX

0.80 (0.09, 5.99)

0.83 (0.13, 3.99)

-0.03 (-0.29, 0.31)

TOF_STD+MTX

0.80 (0.17, 3.45)

0.83 (0.24, 2.88)

-0.03 (-0.27, 0.16)

ADA_STD+MTX

0.73 (0.18, 2.67)

0.76 (0.26, 2.40)

-0.04 (-0.28, 0.10)

TOC_4 (IV)

0.08 (0.01, 0.62)

0.09 (0.01, 0.65)

-0.14 (-0.38, -0.03)

TOC 8 (IV)

0.29 (0.06, 1.28)

0.33 (0.08, 1.25)

-0.11 (-0.35, 0.02)

TOC_4 (IV)+MTX

0.41 (0.07, 2.04)

0.46 (0.10, 1.86)

-0.09 (-0.33, 0.08)

TOC_8 (IV)+MTX

0.65 (0.14, 2.78)

0.69 (0.19, 2.43)

-0.05 (-0.29, 0.12)

GOL_STD (SC)+MTX

1.19 (0.21, 6.31)

1.15 (0.29, 4.34)

0.02 (-0.25, 0.30)

GOL_STD (IV)+MTX

0.58 (0.07, 4.59)

0.63 (0.09, 3.33)

-0.06 (-0.31, 0.24)

INF_STD+MTX

0.76 (0.16, 3.34)

0.80 (0.23, 2.80)

-0.03 (-0.28, 0.15)

CERTO_STD+MTX

1.14 (0.24, 4.98)

1.11 (0.33, 3.80)

0.02 (-0.24, 0.23)

RIT_STD

0.69 (0.05, 10.63)

0.73 (0.07, 5.11)

-0.04 (-0.31, 0.46)

RIT_STD+MTX

1.18 (0.09, 16.70)

1.14 (0.13, 6.23)

0.02 (-0.28, 0.56)

BAR_4+MTX

1.71 (0.34,7.97)

1.52 (0.44, 5.10)

0.08 (-0.19, 0.35)

HD203+MTX

1.19 (0.23, 6.29)

1.15 (0.27, 3.38)

0.02 (-0.15, 0.39)

SB4+MTX

1.20 (0.24, 6.06)

1.16 (0.29, 3.31)

0.02 (-0.15, 0.37)

ANBAI+MTX

1.66 (0.14, 23.89)

1.48 (0.18, 7.42)

0.08 (-0.25, 0.63)

CT-P13+MTX

1.41 (0.20, 9.84)

1.31 (0.26, 5.49)

0.05 (-0.23, 0.42)

SB2+MTX

0.68 (0.07, 5.88)

0.72 (0.10, 3.94)

-0.04 (-0.30, 0.30)

ZRC-3197+MTX

0.61 (0.06, 6.12)

0.66 (0.08, 3.98)

-0.05 (-0.31, 0.31)

ABP501+MTX

0.86 (0.10, 6.52)

0.88 (0.13, 4.24)

-0.02 (-0.28, 0.33)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

ABA_STD (SC)+MTX

ABA_STD (IV)+MTX

0.76 (0.11, 5.32)

0.79 (0.14, 3.51)

-0.03 (-0.24, 0.31)

TOF_STD+MTX

0.77 (0.21, 2.76)

0.80 (0.27, 2.35)

-0.03 (-0.22, 0.14)

ADA_STD+MTX

0.70 (0.22, 2.10)

0.74 (0.29, 1.91)

-0.04 (-0.23, 0.08)

TOC_4 (IV)

0.07 (0.01, 0.54)

0.09 (0.01, 0.57)

-0.15 (-0.32, -0.04)

TOC 8 (IV)

0.28 (0.07, 1.04)

0.32 (0.09, 1.03)

-0.11 (-0.29, 0.003)

TOC_4 (IV)+MTX

0.39 (0.08, 1.70)

0.44 (0.11, 1.57)

-0.09 (-0.27, 0.06)

TOC_8 (IV)+MTX

0.62 (0.17, 2.26)

0.67 (0.22, 2.00)

-0.05 (-0.24, 0.10)

GOL_STD (SC)+MTX

1.14 (0.25, 5.23)

1.11 (0.32, 3.62)

0.02 (-0.20, 0.28)

GOL_STD (IV)+MTX

0.56 (0.08, 3.91)

0.61 (0.10, 2.85)

-0.06 (-0.26, 0.23)

INF_STD+MTX

0.74 (0.23, 2.36)

0.77 (0.29, 2.05)

-0.04 (-0.21,0.12)

CERTO_STD+MTX

1.10 (0.29, 4.01)

1.08 (0.36, 3.09)

0.01 (-0.19, 0.22)

RIT_STD

0.67 (0.06, 9.38)

0.71 (0.08, 4.49)

-0.05 (-0.26, 0.45)

RIT_STD+MTX

1.13 (0.11, 14.81)

1.10 (0.14, 5.34)

0.02 (-0.23, 0.56)

BAR_4+MTX

1.63 (0.40, 6.71)

1.47 (0.49, 4.27)

0.08 (-0.14, 0.34)

HD203+MTX

1.15 (0.13, 10.81)

1.12 (0.16, 4.93)

0.02 (-0.22, 0.48)

SB4+MTX

1.15 (0.13, 10.80)

1.12 (0.17, 4.95)

0.02 (-0.22, 0.48)

ANBAI+MTX

1.59 (0.15, 21.12)

1.44 (0.19, 6.14)

0.07 (-0.21, 0.62)

CT-P13+MTX

1.36 (0.26, 7.38)

1.28 (0.32, 4.14)

0.05 (-0.17, 0.40)

SB2+MTX

0.66 (0.09, 4.69)

0.70 (0.11, 3.12)

-0.05 (-0.25, 0.28)

ZRC-3197+MTX

0.59 (0.06, 5.23)

0.64 (0.08, 3.41)

-0.06 (-0.26, 0.30)

ABP501+MTX

ABA_STD (SC)+MTX

0.82 (0.11, 5.86)

0.85 (0.14, 3.69)

-0.02 (-0.24, 0.32)

TOF_STD+MTX

1.01 (0.15, 7.10)

1.01 (0.24,5.92)

0.001 (-0.32, 0.18)

ADA_STD+MTX

0.92 (0.18, 4.57)

0.93 (0.29, 4.12)

-0.01 (-0.31, 0.10)

TOC_4 (V)

0.10 (0.01, 1.13)

0.11 (0.01, 1.12)

-0.12 (-0.44, 0.01)

TOC 8 (IV)

0.36 (0.05, 2.68)

0.40 (0.08, 2.52)

-0.08 (-0.41, 0.06)

TOC_4 (IV)+MTX

0.52 (0.06, 4.17)

0.56 (0.10, 3.67)

-0.06 (-0.39, 0.11)

TOC_8 (IV)+MTX

0.82 (0.12, 5.93)

0.84 (0.19, 5.06)

-0.02 (-0.35, 0.15)

GOL_STD (SC)+MTX

1.51 (0.19, 12.50)

1.40 (0.28, 8.70)

0.05 (-0.30, 0.33)

GOL_STD (IV)+MTX

0.73 (0.06, 8.68)

0.77 (0.10, 6.36)

-0.03 (-0.37, 0.28)

INF_STD+MTX

0.96 (0.14, 7.06)

0.97 (0.22, 5.86)

-0.004 (-0.34, 0.19)

CERTO_STD+MTX

1.44 (0.22,9.73)

1.35 (0.32, 7.47)

0.05 (-0.28, 0.25)

RIT_STD

0.89 (0.05, 18.24)

0.90 (0.08, 9.11)

-0.01 (-0.35, 0.48)

RIT_STD+MTX

1.49 (0.10, 28.67)

1.38 (0.14, 11.85)

0.05 (-0.32, 0.59)

BAR_4+MTX

2.14 (0.30, 15.98)

1.84 (0.43,10.43)

0.11 (-0.23, 0.38)

HD203+MTX

1.53 (0.11, 23.56)

1.41 (0.16, 11.47)

0.05 (-0.31, 0.53)

SB4+MTX

1.51 (0.12, 22.31)

1.40 (0.17, 11.21)

0.05 (-0.30, 0.51)

ANBAI+MTX

2.14 (0.13, 39.79)

1.80 (0.19, 13.82)

0.10 (-0.29, 0.65)

CT-P13+MTX

1.80 (0.18, 18.66)

1.60 (0.27, 10.87)

0.08 (-0.28, 0.45)

SB2+MTX

0.85 (0.07, 11.30)

0.88 (0.10, 7.50)

-0.01 (-0.35, 0.34)
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(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

ZRC-3197+MTX

0.78 (0.06, 9.02)

0.81 (0.09, 6.16)

-0.02 (-0.34, 0.32)

ABP501+MTX

1.09 (0.11, 10.47)

1.07 (0.16, 6.98)

0.01 (-0.31, 0.34)

ADA_STD+MTX

TOF_STD+MTX

0.90 (0.32, 2.50)

0.91 (0.38, 2.26)

-0.01 (-0.16, 0.10)

TOC_4 (IV)

0.09 (0.01,0.72)

0.11 (0.01, 0.74)

-0.12 (-0.27, -0.02)

TOC 8 (IV)

0.36 (0.09, 1.38)

0.39 (0.11, 1.34)

-0.08 (-0.23, 0.03)

TOC_4 (IV)+MTX

0.51 (0.11, 2.25)

0.55 (0.14, 2.03)

-0.06 (-0.22, 0.09)

TOC_8 (IV)+MTX

0.81 (0.22, 2.99)

0.83 (0.27, 2.57)

-0.02 (-0.18, 0.13)

GOL_STD (SC)+MTX

1.48 (0.33, 6.75)

1.39 (0.39, 4.57)

0.05 (-0.14, 0.31)

GOL_STD (IV)+MTX

0.73 (0.11, 5.02)

0.76 (0.13, 3.57)

-0.03 (-0.20, 0.26)

INF_STD+MTX

0.95 (0.25, 3.57)

0.96 (0.31, 2.94)

-0.01 (-0.17, 0.16)

CERTO_STD+MTX

1.43 (0.39, 5.13)

1.34 (0.45, 3.88)

0.05 (-0.13, 0.24)

RIT_STD

0.86 (0.08, 12.23)

0.88 (0.09, 5.63)

-0.02 (-0.21, 0.49)

RIT_STD+MTX

1.47 (0.14, 19.42)

1.37 (0.17, 6.91)

0.05 (-0.18, 0.59)

BAR_4+MTX

2.12 (0.55, 8.56)

1.83 (0.61, 5.36)

0.11 (-0.09, 0.37)

HD203+MTX

1.51 (0.17, 13.91)

1.40 (0.20, 6.20)

0.05 (-0.17, 0.51)

SB4+MTX

1.51 (0.17, 13.91)

1.40 (0.21, 6.17)

0.05 (-0.17, 0.51)

ANBAI+MTX

2.08 (0.20, 27.60)

1.79 (0.24, 7.84)

0.11 (-0.16, 0.65)

CT-P13+MTX

1.77 (0.30, 10.95)

1.59 (0.35, 5.84)

0.08 (-0.14, 0.44)

SB2+MTX

0.85 (0.10, 6.78)

0.87 (0.13, 4.27)

-0.02 (-0.20, 0.33)

ZRC-3197+MTX

0.77 (0.09, 6.56)

0.80 (0.11, 4.16)

-0.03 (-0.20, 0.33)

ABP501+MTX

1.07 (0.16, 7.21)

1.06 (0.19, 4.51)

0.01 (-0.18, 0.34)

TOC_4 (IV)

ADA_STD+MTX

0.11 (0.01,0.72)

0.12 (0.01, 0.74)

-0.11 (-0.20, -0.03)

TOC 8 (IV)

0.39 (0.12, 1.32)

0.43 (0.14, 1.28)

-0.07 (-0.16, 0.03)

TOC_4 (IV)+MTX

0.57 (0.14, 2.13)

0.60 (0.17,1.92)

-0.05 (-0.15, 0.09)

TOC_8 (IV)+MTX

0.90 (0.29, 2.79)

0.91 (0.33, 2.40)

-0.01 (-0.12, 0.13)

GOL_STD (SC)+MTX

1.64 (0.43, 6.63)

1.51 (0.48, 4.35)

0.06 (-0.09, 0.32)

GOL_STD (IV)+MTX

0.80 (0.13, 5.21)

0.82 (0.15, 3.63)

-0.02 (-0.14, 0.28)

INF_STD+MTX

1.05 (0.34, 3.37)

1.05 (0.38, 2.77)

0.01 (-0.11, 0.17)

CERTO_STD+MTX

1.58 (0.57, 4.41)

1.47 (0.61, 3.33)

0.06 (-0.06, 0.23)

RIT_STD

0.96 (0.09, 12.76)

0.96 (0.11, 5.57)

-0.004 (-0.15, 0.50)

RIT_STD+MTX

1.61 (0.17,19.79)

1.49 (0.20, 6.61)

0.06 (-0.13, 0.60)

BAR_4+MTX

2.34 (0.76, 7.76)

1.99 (0.79, 4.68)

0.12 (-0.03, 0.37)

HD203+MTX

1.66 (0.21, 14.49)

1.53 (0.24, 6.12)

0.07 (-0.12, 0.53)

SB4+MTX

1.66 (0.22, 14.04)

1.53 (0.25, 6.02)

0.06 (-0.12, 0.52)

ANBAI+MTX

2.29 (0.24, 28.51)

1.96 (0.27, 7.53)

0.12 (-0.11, 0.66)

CT-P13+MTX

1.97 (0.38, 10.82)

1.75 (0.42, 5.47)

0.09 (-0.09, 0.45)

SB2+MTX

0.93 (0.13, 6.70)

0.94 (0.15, 4.21)

-0.01 (-0.14, 0.34)

ZRC-3197+MTX

0.85 (0.13, 5.49)

0.86 (0.15, 3.48)

-0.02 (-0.13, 0.32)

ABP501+MTX

1.18 (0.23,5.87)

1.16 (0.26, 3.66)

0.02 (-0.10, 0.33)
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
TOC_8 (IV) TOC_4 (IV) 3.75 (0.61, 28.83) 3.58 (0.63, 26.79) 0.04 (-0.02, 0.11)
TOC_4 (IV)+MTX 5.34 (0.82,42.92) | 4.97 (0.83,38.08) | 0.06 (-0.01,0.18)
TOC_8 (IV)+MTX 8.53 (1.48, 62.18) 7.59 (1.43,53.79) 0.09 (0.02, 0.22)
GOL_STD (SC)+MTX 15.65 (1.82, 169.10) | 12.61 (1.73,117.00) | 0.17 (0.04, 0.42)
GOL_STD (IV)+MTX 7.75 (0.62,108.20) | 6.93 (0.64, 77.06) 0.08 (-0.02, 0.38)
INF_STD+MTX 10.01 (1.30,97.76) | 8.76 (1.28, 78.95) 0.11 (0.02, 0.26)
CERTO_STD+MTX 15.03 (1.96, 143.60) | 12.29 (1.84,106.20) | 0.16 (0.05, 0.34)
RIT_STD 9.26 (0.51,226.20) | 7.95 (0.52,115.20) | 0.10 (-0.02, 0.60)
RIT_STD+MTX 15.60 (0.95, 382.20) | 12.24 (0.95, 156.40) | 0.17 (-0.002, 0.70)
BAR_4+MTX 22.50 (2.82,225.70) | 16.66 (2.49, 143.10) | 0.23 (0.08, 0.48)
HD203+MTX 16.01 (1.13, 284.20) | 12.50 (1.12, 142.30) | 0.17 (0.004, 0.63)
SB4+MTX 15.94 (1.14, 280.80) | 12.44 (1.14,140.20) | 0.17 (0.01, 0.62)
ANBAI+MTX 22.31 (1.35, 478.30) | 15.90 (1.32,176.00) | 0.23 (0.01, 0.76)
CT-P13+MTX 18.76 (1.80, 251.80) | 14.23 (1.71, 144.10) | 0.20 (0.03, 0.55)
SB2+MTX 8.91 (0.66,147.80) | 7.79 (0.68, 95.20) 0.10 (-0.02, 0.44)
ZRC-3197+MTX 8.26 (0.56,136.60) | 7.28 (0.58, 89.08) 0.09 (-0.02, 0.45)
ABP501+MTX 11.28 (0.93, 160.20) | 9.48 (0.94, 103.20) | 0.12 (-0.003, 0.46)
TOC_4 (IV)+MTX TOC_8(IV) 1.43 (0.40, 5.01) 1.39 (0.42, 4.41) 0.02 (-0.06, 0.14)

TOC_8 (IV)+MTX

2.26 (0.96, 5.58)

2.11 (0.97, 4.87)

0.06 (-0.002, 0.16)

GOL_STD (SC)+MTX

4.16 (0.90, 19.87)

3.53 (0.91, 12.97)

0.13 (-0.01, 0.38)

GOL_STD (IV)+MTX

2.03 (0.28, 15.41)

1.91 (0.30, 10.22)

0.05 (-0.07, 0.34)

INF_STD+MTX 2.66 (0.68,10.91) | 2.43 (0.71,8.69) | 0.07 (-0.03,0.23)
CERTO_STD+MTX 3.98 (1.01,16.42) | 3.41 (1.01,11.78) | 0.13 (0.001, 0.31)
RIT_STD 2.42 (0.21,36.40) | 2.23 (0.22,15.92) | 0.06 (-0.07, 0.57)
RIT_STD+MTX 4.10 (0.37,56.71) | 3.47 (0.39,19.72) | 0.13 (-0.05, 0.66)
BAR_4+MTX 5.92 (1.39,27.24) | 4.63 (1.34,16.15) | 0.19 (0.03, 0.44)
HD203+MTX 4.18 (0.47,43.03) | 3.51 (0.49,18.05) | 0.13 (-0.04, 0.59)
SB4+MTX 4.19 (0.49,41.97) | 3.53 (0.51,18.01) | 0.13 (-0.04, 0.59)
ANBAI+MTX 5.80 (0.56,80.32) | 4.52 (0.58,21.92) | 0.19 (-0.03,0.73)
CT-P13+MTX 4.97 (0.81,32.33) | 4.02 (0.82,16.62) | 0.16 (-0.01,0.52)
SB2+MTX 2.36 (0.29,20.01) | 2.18 (0.31,12.02) | 0.06 (-0.07, 0.41)
ZRC-3197+MTX 2.15 (0.23,20.38) | 2.01 (0.25,12.01) | 0.05 (-0.07, 0.41)
ABP501+MTX 3.00 (0.40,22.79) | 2.68 (0.42,13.33) | 0.09 (-0.05, 0.43)

TOC_8 (IV)+MTX

TOC_4 (IV)+MTX

1.59 (0.52, 5.08)

1.52 (0.56, 4.43)

0.04 (-0.07, 0.15)

GOL_STD (SC)+MTX

2.92 (0.56, 16.04)

2.53 (0.61, 10.76)

0.11 (-0.07, 0.36)

GOL_STD (IV)+MTX

1.44 (0.18, 11.98)

1.39 (0.20, 8.15)

0.03 (-0.13, 0.32)

INF_STD+MTX 1.87 (0.41, 8.76) 1.75 (0.46,7.03) | 0.05 (-0.10, 0.22)
CERTO_STD+MTX 2.78 (0.62,13.07) | 2.43 (0.67,9.52) | 0.10 (-0.06, 0.29)
RIT_STD 1.70 (0.13,26.84) | 1.60 (0.15,12.27) | 0.04 (-0.13, 0.54)
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Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

RIT_STD+MTX

2.89 (0.25, 44.00)

2.48 (0.28, 15.75)

0.11 (-0.11, 0.64)

BAR_4+MTX

4.14 (0.87, 21.45)

3.31 (0.89, 13.23)

0.17 (-0.02, 0.43)

HD203+MTX

2.94 (0.29, 33.31)

2.52 (0.32, 14.76)

0.11 (-0.10, 0.57)

SB4+MTX

2.92 (0.31, 32.65)

2.52 (0.35, 14.83)

0.11 (-0.09, 0.56)

ANBAI+MTX

4.08 (0.36, 60.35)

3.24 (0.39, 17.53)

0.16 (-0.08, 0.71)

CT-P13+MTX

3.50 (0.51, 25.45)

2.89 (0.55, 13.52)

0.14 (-0.07, 0.50)

SB2+MTX

1.65 (0.19, 15.57)

1.56 (0.21, 9.70)

0.04 (-0.12, 0.39)

ZRC-3197+MTX

1.50 (0.15, 15.55)

1.44 (0.17, 9.59)

0.03 (-0.13, 0.40)

ABP501+MTX

2.08 (0.26, 17.07)

1.92 (0.29, 10.42)

0.07 (-0.11, 0.41)

GOL_STD (SC)+MTX

TOC_8 (IV)+MTX

1.83 (0.41, 8.40)

1.66 (0.47, 5.65)

0.07 (-0.11, 0.33)

GOL_STD (IV)+MTX

0.90 (0.12, 6.29)

0.91 (0.15, 4.41)

-0.01 (-0.17, 0.28)

INF_STD+MTX

1.17 (0.31, 4.44)

1.14 (0.37, 3.61)

0.02 (-0.14, 0.18)

CERTO_STD+MTX

1.75 (0.46, 6.64)

1.61 (0.52, 4.93)

0.07 (-0.10, 0.26)

RIT_STD

1.07 (0.09, 15.52)

1.06 (0.11, 6.95)

0.01 (-0.17,0.51)

RIT_STD+MTX

1.80 (0.17, 24.34)

1.64 (0.19, 8.65)

0.07 (-0.15, 0.60)

BAR_4+MTX

2.62 (0.64, 10.90)

2.19 (0.69, 6.72)

0.13 (-0.06, 0.39)

HD203+MTX

1.84 (0.21, 17.59)

1.67 (0.24, 7.61)

0.07 (-0.13, 0.53)

SB4+MTX

1.85 (0.22, 17.32)

1.67 (0.25, 7.61)

0.07 (-0.13, 0.53)

ANBAI+MTX

2.57 (0.25, 34.49)

2.15 (0.29, 9.69)

0.13 (-0.12, 0.67)

CT-P13+MTX

2.18 (0.37, 13.28)

1.91 (0.42, 7.02)

0.10 (-0.11, 0.46)

SB2+MTX

1.04 (0.13, 8.30)

1.04 (0.15, 5.23)

0.004 (-0.16, 0.35)

ZRC-3197+MTX

0.95 (0.11, 8.62)

0.95 (0.13, 5.33)

-0.005 (-0.17, 0.36)

ABP501+MTX

1.32 (0.18, 9.41)

1.27 (0.21,5.74)

0.03 (-0.15, 0.37)

GOL_STD (IV)+MTX

GOL_STD (SC)+MTX

0.49 (0.06, 4.03)

0.54 (0.08, 2.98)

-0.08 (-0.35, 0.23)

INF_STD+MTX

0.64 (0.14, 2.93)

0.69 (0.20, 2.49)

-0.06 (-0.32, 0.14)

CERTO_STD+MTX

0.95 (0.20, 4.42)

0.96 (0.29, 3.40)

-0.01 (-0.27, 0.22)

RIT_STD

0.58 (0.05, 8.98)

0.64 (0.07, 4.41)

-0.06 (-0.34, 0.44)

RIT_STD+MTX

0.98 (0.08, 14.58)

0.99 (0.12, 5.53)

-0.002 (-0.31, 0.54)

BAR_4+MTX

1.43 (0.29, 7.14)

1.32 (0.39, 4.56)

0.06 (-0.23, 0.34)

HD203+MTX

1.01 (0.10, 11.23)

1.01 (0.14,5.21)

0.002 (-0.30, 0.48)

SB4+MTX

1.02 (0.10, 10.84)

1.01 (0.14, 5.15)

0.003 (-0.30, 0.47)

ANBAI+MTX

1.42 (0.12, 20.56)

1.30 (0.17, 6.32)

0.06 (-0.28, 0.61)

CT-P13+MTX

1.19 (0.18, 8.49)

1.15 (0.24, 4.73)

0.03 (-0.27, 0.40)

SB2+MTX

0.57 (0.06, 5.14)

0.63 (0.09, 3.48)

-0.07 (-0.34, 0.29)

ZRC-3197+MTX

0.51 (0.05, 5.40)

0.57 (0.07, 3.50)

-0.07 (-0.35, 0.30)

ABP501+MTX

0.72 (0.09, 5.89)

0.76 (0.12, 3.79)

-0.04 (-0.32,0.32)

INF_STD+MTX

GOL_STD (IV)+MTX

1.30 (0.18,9.71)

1.26 (0.26, 7.84)

0.03 (-0.27, 0.20)

CERTO_STD+MTX

1.97 (0.27, 13.90)

1.78 (0.37, 10.38)

0.08 (-0.23, 0.28)

RIT_STD

1.20 (0.07, 25.10)

1.17 (0.09, 12.47)

0.02 (-0.30, 0.52)
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Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

RIT_STD+MTX

2.01 (0.12, 38.64)

1.79 (0.16, 15.81)

0.08 (-0.26, 0.61)

BAR_4+MTX

2.91 (0.39, 22.47)

2.40 (0.50, 14.55)

0.14 (-0.18, 0.41)

HD203+MTX

2.07 (0.15, 30.44)

1.82 (0.20, 15.02)

0.08 (-0.24, 0.55)

SB4+MTX

2.07 (0.15, 30.75)

1.82 (0.20, 15.15)

0.08 (-0.24, 0.54)

ANBAI+MTX

2.86 (0.18, 54.42)

2.33 (0.24, 18.66)

0.13 (-0.22, 0.68)

CT-P13+MTX

2.43 (0.24, 25.85)

2.08 (0.32, 14.72)

0.10 (-0.22, 0.48)

SB2+MTX

1.16 (0.09, 15.05)

1.14 (0.13, 9.94)

0.01 (-0.29, 0.36)

ZRC-3197+MTX

1.07 (0.08, 14.96)

1.06 (0.10, 9.78)

0.01 (-0.30, 0.37)

ABP501+MTX

1.48 (0.13, 16.93)

1.40 (0.17, 10.89)

0.04 (-0.27, 0.38)

CERTO_STD+MTX

INF_STD+MTX

1.49 (0.39, 5.65)

1.40 (0.46, 4.23)

0.05 (-0.13, 0.25)

RIT_STD

0.91 (0.08, 13.31)

0.92 (0.09, 6.08)

-0.01 (-0.20, 0.49)

RIT_STD+MTX

1.53 (0.14, 20.77)

1.42 (0.17, 7.46)

0.05 (-0.18, 0.59)

BAR_4+MTX

2.24 (0.55, 9.27)

1.91 (0.61,5.73)

0.12 (-0.09, 0.38)

HD203+MTX

1.59 (0.17,15.73)

1.46 (0.20, 6.77)

0.06 (-0.17, 0.53)

SB4+MTX

1.57 (0.18, 15.01)

1.45 (0.22, 6.66)

0.06 (-0.16, 0.51)

ANBAI+MTX

2.19 (0.21, 28.78)

1.87 (0.24, 8.24)

0.11 (-0.15, 0.65)

CT-P13+MTX

1.86 (0.57, 6.41)

1.66 (0.60, 3.83)

0.08 (-0.05, 0.37)

SB2+MTX

0.89 (0.17, 4.47)

0.90 (0.20, 3.02)

-0.01 (-0.14, 0.27)

ZRC-3197+MTX

0.81 (0.09, 7.46)

0.83 (0.11, 4.60)

-0.02 (-0.21, 0.34)

ABP501+MTX

1.12 (0.15, 8.17)

1.10 (0.18, 4.95)

0.01 (-0.18, 0.36)

RIT_STD

CERTO_STD+MTX

0.61 (0.05, 8.85)

0.66 (0.07, 4.18)

-0.06 (-0.28, 0.44)

RIT_STD+MTX

1.03 (0.10, 13.86)

1.03 (0.13, 5.08)

0.005 (-0.25, 0.54)

BAR_4+MTX

1.49 (0.37, 6.11)

1.36 (0.46, 3.94)

0.07 (-0.16, 0.33)

HD203+MTX

1.06 (0.12, 10.24)

1.05 (0.15, 4.71)

0.01 (-0.24, 0.48)

SB4+MTX

1.05 (0.13, 10.33)

1.04 (0.16, 4.66)

0.01 (-0.24, 0.47)

ANBAI+MTX

1.45 (0.14, 19.91)

1.33 (0.18, 5.75)

0.06 (-0.22, 0.61)

CT-P13+MTX

1.24 (0.21, 7.76)

1.18 (0.27, 4.26)

0.03 (-0.21, 0.40)

SB2+MTX

0.60 (0.07, 4.68)

0.65 (0.10, 3.16)

-0.06 (-0.27, 0.28)

ZRC-3197+MTX

0.54 (0.06, 4.69)

0.59 (0.08, 3.06)

-0.07 (-0.27, 0.29)

ABP501+MTX

0.75 (0.11, 5.05)

0.79 (0.14, 3.24)

-0.04 (-0.25, 0.30)

RIT_STD+MTX

RIT_STD

1.69 (0.24, 12.12)

1.49 (0.31, 8.04)

0.05 (-0.22, 0.41)

BAR_4+MTX

2.46 (0.17, 29.83)

2.06 (0.33,19.23)

0.12 (-0.38, 0.40)

HD203+MTX

1.72 (0.07, 37.79)

1.55 (0.14, 19.26)

0.06 (-0.44, 0.54)

SB4+MTX

1.73 (0.08, 36.75)

1.56 (0.14, 19.35)

0.06 (-0.44, 0.53)

ANBAI+MTX

2.40 (0.09, 67.05)

1.98 (0.17, 24.28)

0.11 (-0.42, 0.67)

CT-P13+MTX

2.06 (0.11, 32.36)

1.79 (0.21, 19.22)

0.08 (-0.42, 0.46)

SB2+MTX

0.97 (0.04, 18.52)

0.97 (0.08, 12.52)

-0.003 (-0.50, 0.35)

ZRC-3197+MTX

0.88 (0.04, 17.42)

0.89 (0.07, 11.92)

-0.01 (-0.51, 0.36)

ABP501+MTX

1.22 (0.06, 20.39)

1.18 (0.12, 13.83)

0.02 (-0.48, 0.38)
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Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
BAR_4+MTX RIT_STD+MTX 1.45 (0.10,16.96) | 1.33 (0.26,11.19) | 0.06 (-0.49, 0.37)
HD203+MTX 1.02 (0.05,22.13) | 1.01 (0.10,11.23) | 0.002 (-0.54, 0.50)
SB4+MTX 1.02 (0.05, 20.88) 1.02 (0.11,11.01) | 0.002 (-0.55, 0.49)
ANBAI+MTX 1.41 (0.06, 36.90) 1.29 (0.13, 13.68) 0.05 (-0.52, 0.63)
CT-P13+MTX 1.22 (0.07,17.98) | 1.16 (0.17,10.82) | 0.03 (-0.52, 0.43)
SB2+MTX 0.58 (0.03, 10.09) 0.64 (0.07, 7.10) -0.06 (-0.60, 0.31)
ZRC-3197+MTX 0.52 (0.02, 9.99) 0.59 (0.05, 6.85) -0.07 (-0.61, 0.31)
ABP501+MTX 0.72 (0.04, 11.71) 0.77 (0.09, 7.93) -0.04 (-0.58, 0.34)
HD203+MTX BAR_4+MTX 0.71 (0.07, 7.10) 0.77 (0.11, 3.44) -0.05 (-0.36, 0.42)
SB4+MTX 0.71 (0.08, 6.92) 0.77 (0.12, 3.48) -0.06 (-0.36, 0.41)
ANBAI+MTX 0.97 (0.09, 13.74) 0.98 (0.13,4.40) | -0.005 (-0.34, 0.55)
CT-P13+MTX 0.83 (0.13,5.56) 0.87 (0.20, 3.26) -0.03 (-0.33, 0.35)
SB2+MTX 0.40 (0.05, 3.33) 0.47 (0.07, 2.35) -0.12 (-0.40, 0.24)
ZRC-3197+MTX 0.36 (0.04, 3.31) 0.44 (0.06, 2.29) -0.13 (-0.40, 0.24)
ABP501+MTX 0.50 (0.07, 3.60) 0.58 (0.10, 2.48) -0.10 (-0.38, 0.25)
SB4+MTX HD203+MTX 1.00 (0.10, 10.07) 1.00 (0.17,5.95) | 0.001 (-0.40, 0.40)
ANBAI+MTX 1.41 (0.07,29.77) | 1.29 (0.13,11.29) | 0.05 (-0.46, 0.61)
CT-P13+MTX 1.18 (0.09, 14.99) 1.13 (0.18, 9.02) 0.02 (-0.46, 0.42)
SB2+MTX 0.56 (0.03, 8.58) 0.63 (0.07,5.87) -0.06 (-0.54, 0.31)
ZRC-3197+MTX 0.51 (0.03, 8.38) 0.58 (0.06, 5.73) -0.07 (-0.55, 0.31)
ABP501+MTX 0.71 (0.05, 9.80) 0.76 (0.09, 6.48) -0.04 (-0.51, 0.33)
ANBAI+MTX SB4+MTX 1.40 (0.07, 30.42) 1.28 (0.13, 11.16) 0.05 (-0.46, 0.62)
CT-P13+MTX 1.18 (0.10, 14.13) 1.13 (0.18, 8.56) 0.02 (-0.44, 0.42)
SB2+MTX 0.56 (0.03, 8.04) 0.63 (0.07,5.61) -0.06 (-0.52, 0.30)
ZRC-3197+MTX 0.50 (0.03, 8.42) 0.57 (0.06, 5.65) -0.07 (-0.53, 0.31)
ABP501+MTX 0.71 (0.05,9.27) 0.76 (0.09, 6.30) -0.04 (-0.51, 0.32)
CT-P13+MTX ANBAI+MTX 0.85 (0.05, 12.36) 0.89 (0.15, 7.47) -0.03 (-0.59, 0.40)
SB2+MTX 0.41 (0.02, 6.88) 0.49 (0.06, 4.94) -0.11 (-0.67,0.27)
ZRC-3197+MTX 0.37 (0.02, 7.07) 0.45 (0.05, 4.91) -0.12 (-0.67, 0.28)
ABP501+MTX 0.51 (0.03, 8.33) 0.59 (0.08, 5.79) -0.09 (-0.65, 0.30)
SB2+MTX CT-P13+MTX 0.48 (0.06, 3.56) 0.55 (0.09, 2.66) -0.09 (-0.41, 0.21)
ZRC-3197+MTX 0.43 (0.03, 5.35) 0.51 (0.06, 3.67) -0.10 (-0.47,0.28)
ABP501+MTX 0.60 (0.06, 6.00) 0.66 (0.10, 4.00) -0.07 (-0.45, 0.30)
ZRC-3197+MTX SB2+MTX 0.91 (0.06, 14.23) 0.92 (0.09, 9.34) -0.01 (-0.36, 0.36)
ABP501+MTX 1.26 (0.10,16.30) | 1.22 (0.14,10.73) | 0.02 (-0.33, 0.38)
ABP501+MTX ZRC-3197+MTX 1.40 (0.12, 16.06) 1.33 (0.17, 10.80) 0.03 (-0.31, 0.36)

Random-Effect Model

Residual Deviance

1.22E+02 vs 120 datapoints

Deviance Information
Criteria

720.096
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(as supplied by the authors)

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
Fixed-Effect Model Residual Deviance 219.2 vs 120 datapoints
Deviance Information
Criteria 794.479
Total Patients 18,453
Total Studies 55
2-arm 47
3-arm 7
4-arm 0
5-arm 1

ABA=abatacept, ABP501=biosimilar adalimumab, ADA=adalimumab, ANBAI=AnBaiNuo (biosimilar etanercept), BAR_4= 4mg baricitinib,
CERTO=certolizumab pegol, CT-P13=biosimilar infliximab, csDMARD=conventional synthetic disease modifying antirheumatic drug,
ETN=etanercept, GOL=golimumab, HCQ=hydroxychloroquine, HD203=etanercept biosimilar, INF=infliximab, I\V=intravenous,
MTX=methotrexate, OR=0dds ratio, RD=risk difference, RIT=rituximab, RR=relative risk, SAR_200= 200mg sarilumab, SB2= biosimilar
infliximab, SB4=biosimilar etanercept, SC=subcutaneous, SSZ=sulfasalazine, STD = standard dose, TOC_4= 4mg/kg tocilizumab, TOC_8=
8mg/kg tocilizumab, TOF=tofacitinib, ZRC-3197=biosimilar adalimumab
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Figure 2. Consistency Plot for ACR70 Inadequate Response to Methotrexate

Table 45. ACR20, Conventional Synthetic DMARD as a Common Comparator: Odds Ratios, Relative Risks
and Risk Difference for All Treatment Comparisons — Random Effects Model

Treatment

Reference

OR (95% Crl) RR (95% Crl)

RD (95% Crl)

ETN_STD

Placebo+csDMARD

2.59 (0.86, 8.43) 1.73 (0.90, 2.59)

0.23 (-0.03, 0.48)

ETN_STD+csDMARD

3.12 (1.38, 7.69) 1.88 (1.23, 2.55)

0.27 (0.07, 0.47)

569




(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

ADA_STD+csDMARD

2.86 (1.29, 6.73)

1.81 (1.18, 2.46)

0.25 (0.06, 0.44)

TOC_8 (IV)
+cSDMARD

3.12 (1.42, 6.62)

1.87 (1.25, 2.44)

0.27 (0.08, 0.44)

INF_STD

+csDMARD

2.80 (0.66, 12.37)

1.79 (0.74, 2.81)

0.25 (-0.08, 0.54)

CERTO_STD

+csDMARD

3.48 (1.14, 10.68)

1.96 (1.09, 2.71)

0.30 (0.03, 0.52)

BAR_4+csDMARD

2.45 (0.81, 7.44)

1.69 (0.86, 2.50)

0.21 (-0.04, 0.46)

SIR_100+csDMARD

3.62 (0.84, 16.73)

1.99 (0.89, 2.94)

0.31 (-0.04, 0.58)

SIR_50+csDMARD

3.17 (0.74, 14.26)

1.89 (0.81, 2.88)

0.28 (-0.06, 0.56)

ETN_STD+csDMARD

ETN_STD

1.21 (0.40, 3.66)

1.08 (0.70, 1.93)

0.04 (-0.20, 0.30)

ADA_STD+csDMARD

1.11 (0.26, 4.38)

1.05 (0.59, 2.11)

0.02 (-0.30, 0.34)

TOC_8 (IV)

+csDMARD

1.20 (0.29, 4.51)

1.08 (0.62, 2.14)

0.04 (-0.27, 0.35)

INF_STD+csDMARD

1.09 (0.17, 6.78)

1.04 (0.40, 2.26)

0.02 (-0.40, 0.41)

CERTO_STD

+csDMARD

1.35 (0.26, 6.41)

1.13 (0.56, 2.29)

0.07 (-0.30, 0.41)

BAR_4+csDMARD

0.95 (0.19, 4.43)

0.97 (0.45, 2.03)

-0.01 (-0.38, 0.34)

SIR_100+csDMARD

1.40 (0.21, 9.07)

1.14 (0.47, 2.41)

0.08 (-0.35, 0.46)

SIR_50+csDMARD

1.23 (0.19, 7.84)

1.09 (0.43, 2.33)

0.05 (-0.38, 0.44)

ADA_STD+csDMARD

ETN_STD+csDMARD

0.92 (0.27, 2.96)

0.96 (0.58, 1.60)

-0.02 (-0.30, 0.25)

TOC_8 (IV)

+csDMARD

1.00 (0.30, 2.98)

1.00 (0.61, 1.61)

-0.001 (-0.28, 0.25)

INF_STD+csDMARD

0.90 (0.16, 4.77)

0.96 (0.38, 1.73)

-0.03 (-0.41, 0.33)

CERTO_STD

+csDMARD

1.12 (0.26, 4.36)

1.05 (0.54, 1.74)

0.03 (-0.31, 0.32)

BAR_4+csDMARD

0.79 (0.19, 3.02)

0.90 (0.43, 1.57)

-0.06 (-0.38, 0.25)

570




(as supplied by the authors)

Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

SIR_100+csDMARD

1.16 (0.21, 6.49)

1.06 (0.45, 1.85)

0.03 (-0.36, 0.37)

SIR_50+csDMARD

1.02 (0.18, 5.56)

1.01 (0.41, 1.79)

0.004 (-0.39, 0.35)

TOC_8 (IV)

+csDMARD

ADA_STD+csDMARD

1.09 (0.34, 3.22)

1.04 (0.63, 1.68)

0.02 (-0.25, 0.27)

INF_STD+csDMARD

0.98 (0.18, 5.27)

0.99 (0.40, 1.82)

-0.01 (-0.38, 0.35)

CERTO_STD

+csDMARD

1.22 (0.30, 4.77)

1.08 (0.57, 1.82)

0.05 (-0.28, 0.34)

BAR_4+csDMARD

0.86 (0.21, 3.33)

0.93 (0.45, 1.64)

-0.04 (-0.36, 0.27)

SIR_100+csDMARD

1.27 (0.24, 7.03)

1.10 (0.47, 1.93)

0.06 (-0.34, 0.39)

SIR_50+csDMARD

1.11 (0.20, 6.00)

1.04 (0.43, 1.87)

0.02 (-0.36, 0.37)

INF_STD+csDMARD

TOC_8 (IV)

+csDMARD

0.90 (0.18, 4.84)

0.96 (0.39, 1.72)

-0.02 (-0.39, 0.33)

CERTO_STD+csDMA
RD

1.12 (0.29, 4.39)

1.05 (0.56, 1.73)

0.03 (-0.29, 0.32)

BAR_4+csDMARD

0.79 (0.21, 3.04)

0.90 (0.45, 1.56)

-0.06 (-0.36, 0.25)

SIR_100+csDMARD

1.16 (0.23, 6.46)

1.06 (0.47, 1.84)

0.04 (-0.34, 0.37)

SIR_50+csDMARD

1.02 (0.20, 5.60)

1.01 (0.43,1.79)

0.01 (-0.37, 0.35)

CERTO_STD

+csDMARD

INF_STD+csDMARD

1.24 (0.20, 7.61)

1.09 (0.53, 2.71)

0.05 (-0.35, 0.45)

BAR_4+csDMARD

0.88 (0.14, 5.28)

0.94 (0.43, 2.39)

-0.03 (-0.42, 0.37)

SIR_100+csDMARD

1.30 (0.16, 10.49)

1.11 (0.45, 2.82)

0.06 (-0.40, 0.49)

SIR_50+csDMARD

1.13(0.14, 9.05)

1.05 (0.41, 2.72)

0.03 (-0.42, 0.47)

BAR_4+csDMARD

CERTO_STD

+csDMARD

0.70 (0.14, 3.38)

0.86 (0.42, 1.71)

-0.08 (-0.42, 0.28)

SIR_100+csDMARD

1.04 (0.17, 6.88)

1.02 (0.44, 2.03)

0.01 (-0.40, 0.39)

SIR_50+csDMARD

0.91 (0.15, 5.83)

0.97 (0.40, 1.95)

-0.02 (-0.42, 0.37)

SIR_100+csDMARD

BAR_4+csDMARD

1.48 (0.24, 9.68)

1.17 (0.50, 2.51)

0.09 (-0.32, 0.47)
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Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

SIR_50+csDMARD

1.30 (0.21, 8.16)

1.12 (0.45, 2.41)

0.06 (-0.35, 0.44)

SIR_50+csDMARD

SIR_100+csDMARD

0.87 (0.21, 3.70)

0.95 (0.49, 1.77)

-0.03 (-0.34, 0.28)

Random-Effect Model Residual Deviance 23.66 vs 22 datapoints
Deviance Information
Criteria 158.208

Fixed-Effect Model

Residual Deviance

35.45 vs 22 datapoints

Deviance Information

Criteria 166.38
Total Patients 4326
Total Studies 10

2-arm 8

3-arm 2

ADA=adalimumab, BAR_4 = 4mg baricitinib, CERTO=certolizumab pegol, csDMARD=conventional synthetic disease-modifying
anti-rheumatic drug, ETN=etanercept, GOL=golimumab, INF=infliximab, IV=intravenous, OR=0dds ratio, RD=risk difference,
RIT=rituximab, RR=relative risk, SIR_100= 100mg sirukumab, SIR_50= 50mg sirukumab, STD = standard dose, TOC_8= 8mg/kg
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Figure 3. Consistency Plot for ACR20 Concomitant Conventional synthetic DMARD
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Table 46. ACR70, Conventional Synthetic DMARD as a Common Comparator: Odds Ratios, Relative Risks
and Risk Difference for All Treatment Comparisons — Random Effects Model

Treatment Reference OR (95% Crl) RR (95% Crl) RD (95% Crl)
ETN_STD Placebo+csDMARD 12.67 (2.91, 100.70) 9.65 (2.74, 37.33) 0.23 (0.06, 0.62)
ETN_STD
+csDMARD 14.45 (3.65, 107.40) | 10.62 (3.34, 38.90) 0.26 (0.08, 0.64)
ADA_STD
+csDMARD 5.26 (2.46, 12.43) 4.73 (2.36, 9.85) 0.10 (0.03, 0.22)
TOC_8 (IV)
+csDMARD 5.73 (2.86, 12.10) 5.09 (2.72, 9.63) 0.11 (0.04, 0.22)
CERTO_STD
+csDMARD 8.37 (2.51, 41.97) 7.00 (2.40, 22.31) 0.16 (0.04, 0.48)
BAR_4+csDMARD 2.81 (1.22, 6.66) 2.68 (1.21, 5.84) 0.04 (0.01, 0.13)
ETN_STD
+csDMARD ETN_STD 1.15 (0.46, 2.77) 1.10 (0.59, 2.16) 0.03 (-0.16, 0.20)
ADA_STD
+csDMARD 0.41 (0.05, 2.29) 0.49 (0.11, 2.02) -0.13 (-0.56, 0.10)
TOC 8 (V)
+csDMARD 0.45 (0.05, 2.37) 0.53 (0.12, 2.09) -0.12 (-0.55, 0.11)
CERTO_STD
+csDMARD 0.65 (0.06, 5.91) 0.72 (0.14, 3.73) -0.07 (-0.51, 0.32)

BAR_4+csDMARD

0.22 (0.02, 1.24)

0.28 (0.06, 1.21)

-0.18 (-0.59, 0.02)

ADA_STD

+csDMARD

ETN_STD+csDMARD

0.36 (0.04, 1.86)

0.44 (0.11, 1.67)

-0.15 (-0.57, 0.08)

TOC_8 (IV)

+csDMARD

0.39 (0.05, 1.94)

0.48 (0.12, 1.74)

-0.15 (-0.56, 0.09)

CERTO_STD

0.57 (0.06, 4.79)

0.65 (0.14, 3.06)

-0.10 (-0.52, 0.30)
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Treatment

Reference

OR (95% Crl)

RR (95% Crl)

RD (95% Crl)

+csDMARD

BAR_4+csDMARD

0.19 (0.02, 1.00)

0.25 (0.06, 1.00)

-0.21 (-0.60, 0.0003)

TOC_8 (IV)

+cSDMARD ADA_STD+csDMARD | 1.09 (0.36, 3.16) 1.08 (0.42, 2.71) 0.01 (-0.13, 0.14)
CERTO_STD

+csDMARD 1.60 (0.36, 9.17) 1.48 (0.41, 5.45) 0.06 (-0.12, 0.38)

BAR_4+csDMARD

0.54 (0.16, 1.69)

0.57 (0.19, 1.60)

-0.05 (-0.18, 0.05)

CERTO_STD TOC_8 (IV)

+csDMARD +csDMARD 1.46 (0.35, 8.42) 1.37 (0.40, 4.96) 0.05 (-0.12, 0.38)

BAR_4+csDMARD 0.49 (0.16, 1.49) 0.53 (0.19, 1.42) -0.06 (-0.18, 0.04)
CERTO_STD

BAR_4+csDMARD | +csDMARD 0.34 (0.06, 1.47) 0.38 (0.10, 1.41) -0.11 (-0.43, 0.03)

Random-Effect
Model

Residual Deviance

16.35 vs 17 datapoints

Deviance Information
Criteria

104.238

Fixed-Effect Model

Residual Deviance

16.66 vs 17 datapoints

Deviance Information

Criteria 103.874
Total Patients 4175
Total Studies 8

2-arm 7

3-arm 1

ADA=adalimumab, BAR_4 = 4mg baricitinib, CERTO=certolizumab pegol, csDMARD=conventional synthetic disease-modifying
anti-rheumatic drug, ETN=etanercept, GOL=golimumab, IV=intravenous, OR=0dds ratio, RD=risk difference, RR=relative risk, STD
= standard dose, TOC_8= 8mg/kg tocilizumab
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Figure 4. Consistency Plot for ACR70 Concomitant Conventional synthetic DMARD
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APPENDIX 10: RESULTS PRESENTED IN THE FORM OF STAIRCASE TABLES

Table 47. Staircase Table, ACR20 (Placebo+csDMARD) — Random Effects Model

Placebo ETN_STD ETN_STD ADA_STD TOC_8 (IV) INF_STD CERTO_STD BAR_4 SIR_100 SIR_50
Placebo
ETN_STD 2.59
ETN_STD 3.12 1.21
ADA_STD 286 111 0.92
TOC_8 (V) 3.12 1.20 1.00 1.09
INF_STD 2.80 1.09 0.90 0.98 0.90
CERTO_STD 3.48 1.35 112 1.22 1.12 1.24
+csDMARD
BAR 4 2.45 0.95 0.79 0.86 0.79 0.88 0.70
SIR_100 3.62 1.40 1.16 1.27 1.16 1.30 1.04 1.48
SIR_50 317 1.23 1.02 111 1.02 1.13 0.91 1.30 0.87

Results are reported as the odds ratio (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant results in

favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.

ADA=adalimumab, BAR_4 = 4mg baricitinib, CERTO=certolizumab pegol, csDMARD=disease-modifying anti-rheumatic drug, ETN=etanercept, INF=infliximab, IV=intravenous,
OR=o0dds ratio, RD=risk difference, RIT=rituximab, RR=relative risk, SIR_100= 100mg sirukumab, SIR_50= 50mg sirukumab, STD = standard dose, TOC_8= 8mg/kg tocilizumab
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Table 48. Staircase Table, ACR50 (Placebo+csDMARD) — Random Effects Model

PLACEBO ETN STD ETN_STD ADA_STD TOC_8 (IV) CERTO_STD BAR_4 SIR_100 SIR_50
+csDMARD - +csDMARD +csDMARD +csDMARD +csDMARD +csDMARD +csDMARD +csDMARD
PLACEBO
+csDMARD
410
ETN_STD (0.89, 23.63)
ETN_STD 472 1.15
+csDMARD (1.40, 16.87) (0.23,5.12)
ADA_STD 4.05 0.99 0.86
+csDMARD (1.24,13.53) (0.12, 6.76) (0.15, 4.64)
TOC_8 (IV) 3.59 0.88 0.76 0.88
+csDMARD (1.13,10.97) (0.11, 5.67) (0.13, 3.93) (0.16, 4.54)
CERTO_STD 4.32 1.06 0.92 1.07 1.21
+csDMARD (0.82, 23.02) (0.09, 9.83) (0.11,7.14) (0.14, 8.28) (0.16250, 9.39)
3.09 0.76 0.66 0.76 0.86 0.7
BAR 4+csDMARD (0.61, 15.65) (0.07,6.71) (0.08, 4.86) (0.10,5.70) (0.122, 6.35) (0.07,7.36)
SIR_100 13.12 3.26 2.82 3.28 3.72 3.10 4.32
+csDMARD (1.10, 465.50) | (0.15, 145.90) (0.17, 114.70) (0.21, 137.00) (0.23, 159.40) (0.16, 151.60) (0.21, 211.90)
SIR 50+csDMARD 15.90 3.95 3.42 4.00 4.47 3.75 5.26 1.20
— (1.28, 571.60) | (0.17, 179.00) (0.20, 143.00) (0.24, 168.10) (0.28, 190.60) (0.18, 186.00) (0.26, 260.60) (0.17, 8.47)

Results are reported as the odds ratio (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant results in
favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red. Italicized results indicate very wide credible intervals.
ADA = adalimumab; BAR_4 =baricitinib 4mg; CERTO = certolizumab pegol; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; ETN =
etanercept; IV = intravenous; OR=o0dds ratio; RD = risk difference; RR = relative risk; SIR_100 = 100mg sirukumab; SIR_50 = 50mg sirukumab; STD = standard dose; TOC_8 =
tocilizumab 8mg/kg
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Table 49. Staircase Table, ACR70 (Placebo+csDMARD) — Random Effects Model

Placebo+csDMARD ETN_STD ETN_STD ADA_STD TOC_8 (IV) CERTO_STD BAR_4+csDMARD
Placebo+csDMARD
ETN_STD 12.67
ETN_STD+csDMARD 14.45 1.15
ADA_STD+csDMARD 5.26 0.41 0.36
TOC_8 (IV) 5.73 0.45 0.39 1.09
CERTO_STD 8.37 0.65 0.57 1.60 1.46
BAR_4+csDMARD 281 0.22 0.19 0.54 0.49 0.34

Results are reported as the odds ratio (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant results in
favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red. ltalicized results indicate very wide credible intervals.
ADA=adalimumab, BAR_4 = 4mg baricitinib, CERTO=certolizumab pegol, csDMARD=conventional synthetic disease-modifying anti-rheumatic drug, ETN=etanercept, IV=intravenous,
OR=o0dds ratio, RD=risk difference, RR=relative risk, STD = standard dose, TOC_8= 8mg/kg tocilizumab
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Table 50. Staircase Table, DAS28 (Placebo+csDMARD) — Random Effects Model

Placebo ETN_STD ETN_STD ADA_STD TOC_8 INF_STD BAR_4 SIR_100 SIR_50
+csDMARD +csDMARD +csDMARD (IV)+csDMARD +csDMARD +csDMARD +csDMARD +csDMARD
Placebo
+csDMARD
-1.88
ETN_STD (-5.79, 1.98)
ETN_STD -1.53 0.34
+csDMARD (-4.20, 1.14) (-3.54, 4.21)
ADA_STD -1.05 0.82 0.47
+csDMARD (-4.34, 2.20) (-3.88, 5.52) (-2.78, 3.70)
TOC_8 (IV) -1.50 0.38 0.03 -0.45
+csDMARD (-4.47, 1.46) (-4.49, 5.25) (-3.94, 4.02) (-4.86, 4.01)
INF_STD -0.95 0.93 0.58 0.10 0.55
+csDMARD (-5.16, 3.27) (-4.82, 6.71) (-4.41, 5.57) (-5.25, 5.45) (-4.64, 5.73)
BAR_4 -1.49 0.39 0.04 -0.44 -0.0011 -0.54
+csDMARD (-5.68, 2.73) (-5.34, 6.09) (-4.94, 5.00) (-5.75, 4.89) (-5.11, 5.16) (-6.48, 5.42)
SIR_100 -0.93 0.94 0.60 0.12 0.57 0.011 0.57
+csDMARD (-5.15, 3.25) (-4.83, 6.63) (-4.37, 5.59) (-5.12, 5.43) (-4.61, 5.74) (-5.93, 5.91) (-5.40, 6.48)
SIR_50 -1.14 0.73 0.40 -0.09 0.36 -0.19 0.35 -0.20
+csDMARD (-5.40, 3.04) (-5.01, 6.46) (-4.59, 5.36) (-5.42, 5.23) (-4.84, 5.47) (-6.14, 5.76) (-5.58, 6.29) (-4.47, 3.95)

Results are reported as the standardized mean difference (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically

significant results in favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.

ADA = adalimumab; BAR_4 = 4 mg baricitinib; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; ETN = etanercept; INF = infliximab;
SIR_100 = 100 mg sirukumab; SMD = standardized mean difference; STD = standard dose; TOC_4 = 4 mg/kg tocilizumab; TOC_8 = 8 mg/kg tocilizumab; TOF = tofacitinib

579




(as supplied by the authors)

Table 51. Staircase Table, HAQ-DI (Placebo+csDMARD) — Random Effects Model

Placebo+csDMARD | ETN_STD+CSDMARD | TOC._8 (IV)+CSDMARD BAR_4+CSDMARD SIR_100+CSDMARD | SIR_50+CSDMARD

Placebo+csDMARD

019
ETN_STD+csDMARD (644 6.43)

0.63 0.44
TOC_8 (IV)+csDMARD (6.1 5.62) (9.34 8.4

024 0.05 0.40
BAR_4+csDMARD (-6.53, 6.05) (-8.91, 8.72) (-8.55, 9.30)

0.14 0.05 0.49 0.10
SIR_100+csDMARD (-6.35, 6.12) (-8.84, 8.85) (-8.29, 9.47) (-8.76, 9.02)

0.37 0.19 0.26 013 024
SIR_S0+csDMARD (-6.67, 5.85) (-9.02, 8.69) (-8.61, 9.07) (-9.10, 8.79) (-6.51, 6.07)

Results are reported as the mean difference (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant
results in favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.
BAR_4 = 4 mg baricitinib; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; MD = mean difference; SIR_100 = 100 mg sirukumab;
SIR_50 =50 mg sirukumab; STD = standard dose; TOC_4 = 4 mg/kg tocilizumab; TOC_8 = 8 mg/kg tocilizumab
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Table 52. Staircase Table, SF-36, Physical Component Score (Placebo+MTX) — Random Effects Model

ormceborny | ABASTD TOF_STD+ | ADA_STD+ | GOL_STD GOL_STD INF_STD+ | CERTO_STD
(V)+MTX MTX MTX (SC)+MTX (IV)+MTX MTX AMTX

Placebo+MTX

ABA_STD 414

(IV)+MTX (2.51, 5.81)

TOF_STD+ 3.78 0.37

MTX (2.03,554) | (-2.76,2.03)

ADA_STD+ 3.07 107 0.70

MTX (0.73,5.45) | (-3.93,1.80) | (-2.96,1.58)

GOL_STD 483 0.69 1.05 1.75

(SC)+MTX (3.03,6.76) | (-1.73,322) | (-1.47,3.66) | (-1.21,4.82)

GOL_STD 3.65 050 013 0.59 118

(IV)+MTX (1.28,6.00) | (342,235 | (-310,2.80) | (2.78,3.88) | (-4.29, 1.76)

INF_STD+ 458 0.44 0.79 1.50 027 0.92

MTX (2.73,6.01) | (-1.85,227) | (-1.77,2.99) | (-1.59,4.15) | (-2.99,1.95) | (-2.14,357)

CERTO_STD 5.07 091 1.27 1.99 0.22 1.40 0.46

AMTX (3.67,6.49) | (-1.27,310) | (095352 | (0.75,473) | (-2.16,249) | (-1.31,4.19) | (-145, 2.86)

CT-PL3+MTX (2.252.,3;.18) (-2.115,22.25) (-1.91;?1.86) (-1.(32%,3(5).87) (-3.203;:5;.79) (-z.zli,7§.34) (—1.606.?2.29) (-3.106,32.41)

Results are reported as the mean difference (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant
results in favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.

ABA = abatacept; ADA = adalimumab; CERTO = certolizumab pegol; Crl = credible interval; CT-P13 = biosimilar infliximab; GOL = golimumab; INF = infliximab; MD = mean
difference; STD = standard dose; TOF = tofacitinib
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Table 53. Staircase Table, SF-36, Mental Component Score (Placebo+MTX) — Random Effects Model

PlaceborMTX ABA_STD TOF_STD ADA_STD+ GOL_STD GOL_STD INF_STD CERTO_STD
(IV)+MTX +MTX MTX (SC)+MTX (IV)+MTX + MTX +MTX

Placebo+MTX

ABA_STD 2.72

(IV)+MTX (0.41, 5.89)

TOF_STD 2.79 0.04

+ MTX (0.35, 5.54) (-3.86, 3.58)

ADA_STD 2.43 -0.32 -0.35

+MTX (-1.16, 6.11) (-5.15, 3.89) (-4.06, 3.04)

GOL_STD 1.85 -0.92 -0.95 -0.60

(SC+MTX (-1.23, 4.93) (-5.35, 2.89) (-5.13, 2.93) (-5.35, 4.14)

GOL_STD 5.88 3.15 3.10 3.45 4.05

(IV)+MTX (2.18,9.71) (-1.84, 7.42) (-1.63, 7.54) (-1.74, 8.72) (-0.78, 8.89)

INF_STD 2.16 -0.61 -0.64 -0.29 0.32 -3.72

+MTX (-1.56, 6.26) (-4.62, 3.15) (-5.29, 4.07) (-5.44, 5.23) (-4.53, 5.44) (-9.00, 1.88)

CERTO_STD 3.60 0.89 0.82 1.17 1.76 -2.29 1.45

+MTX (1.35, 5.83) (-3.06, 4.01) (-2.79, 4.00) (-3.09, 5.37) (-2.02, 5.50) (-6.72, 2.03) (-3.29, 5.74)

CT-P13+MTX 2.08 -0.69 -0.70 -0.35 0.22 -3.81 -0.08 -1.52
(-3.23,7.79) (-6.34, 4.68) (-6.81, 5.37) (-6.76, 6.38) (-5.91,6.70) | (-10.34,3.00) | (-3.97, 3.85) (-7.24, 4.63)

Results are reported as the mean difference (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant
results in favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.

ABA = abatacept; ADA = adalimumab; CERTO = certolizumab pegol; Crl = credible interval; CT-P13 = biosimilar infliximab; GOL = golimumab; INF = infliximab; MD = mean
difference; STD = standard dose; TOF = tofacitinib
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Table 54. Staircase Table, Fatigue (Placebo+MTX) — Random Effects Model

Placsbo+ | ETN_STD+ | ABASTD | TOF_STD+ | ADASTD+ | TOC.4(V)+ | TOC.8(V)+ | GOL.STD | GOL.STD | CERTO_ | SAR.150+ | SAR 200+
MTX MTX (IV)+ MTX MTX MTX MTX MTX (SCMTX | (V)+MTX | STD+MTX MTX MTX
Placebo+MTX
047 (-
ETN_STD+MTX 064158
043 (- 004 (-
ABASTD (VPMTX | 67153 | 161152
058 011 (- 0.14 (-
TOF_STD+MTX (001130) | 109146) | 105151
039 - 009 - 005 (- 019 (-
ADA_STDMTX 021105 | 133122) | 120126) | 1.03056)
028 (- 019 (- 015 (- 030 (- 010 (-
TOC_4 (V)#MTX 083138) | 176136) | 172139) | 166089) | 141112
037 (- 011 (- 007 (- 0211 002(- 0.09 -
TOC_8 (V)#MTX 075147) | 169145 | 163149) | 158098 | 1.33121) | 1.02120)
GOL_STD 054 (- 007 - 011 (- 004 (- 015 (- 026 - 017 (-
(SC)+MTX 025133) | 120141) | 125146) | 1.14092) | 0.89114) | 1.09163) | 1.17,154)
052 (- 005 (- 008 - 006 - 013 (- 024 - 015 (- 002(-
COLSTO(VIMIX | 59163 | 152163 | 148164) | 142145 | 147.138) | 132182 | 140471) | 137133
125 078 (- 082 (- 067 - 087 - 097 - 088 - 071 (- 073 (-
CERTOSTD*MIX | h47036) | 078234) | 073238) | 067188 | 043211) | 057252) | 064246 | 064208 | 081231)
AR 150X 045 (- 003 (- 001 - KR 0.06 - 017 (- 008 - 009 (- 007 (- 080 -
- 065155 | 150154) | 154158) | 148108) | 123130) | 139174) | 147.166) | 144127) | 163148 | 237,074)
AR 200X 054 - 007 - 011 (- 003 (- 016 - 026 - 017 (- 0.004 (- 003 (- 71 0.10 (-
- 056165 | 149162 | 145166) | 139147) | 115140) | 128183) | 137475 | 136135 | 155159 | 227,083 | 1.00120)
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HD203+MTX

0.56 (-
1.02,2.14)

0.08 (-
1.04,1.22)

012 (-
1.81,2.06)

002
1.80,1.62)

047 -
156,1.85)

0.28 (-
164,2.22)

049 -
1.73,2.13)

0.02 -
1.75,1.78)

0.04 -
1.89,1.96)

069 (-
2.61,1.20)

041
1.80,2.03)

001 (-
1.91,1.95)

Results are reported as the standardized mean difference (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically

significant results in favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.

ADA = adalimumab; CERTO = certolizumab pegol; Crl = credible interval; ETN = etanercept; GOL = golimumab; HD203 = biosimilar etanercept; IV = intravenous; MTX =

methotrexate; SAR_200 = 200 mg sarilumab; SC = subcutaneous; SMD = standardized mean difference; STD = standard dose; TOF = tofacitinib; TOC_4 = 4 mg/kg tocilizumab;

TOC_8 = 8 mg/kg tocilizumab
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Table 55. Staircase Table, Radiographic Progression (Placebo+MTX) — Random Effects Model

Placebo+MTX csDMARD+MTX MTX+SSZ+HCQ ETN_STD ETN_STD+MTX INF_STD+MTX CT-P13+MTX
Placebo+MTX
csDMARD+MTX -0.25 (-6.03, 5.52)
MTX+SSZ+HCQ -0.27 (-6.02, 5.48) -0.01 (-5.85, 5.90)
ETN_STD -0.23 (-4.15, 3.67) 0.03 (-5.15, 5.18) 0.04 (-5.11, 5.22)

ETN_STD+MTX

-0.41 (-4.33, 3.53)

-0.16 (-4.36, 4.09)

-0.14 (-4.32, 4.00)

-0.18 (-3.15, 2.81)

INF_STD+MTX

-0.68 (-4.85, 3.46)

-0.43 (-7.56, 6.71)

-0.41 (-7.48, 6.62)

-0.45 (-6.13, 5.23)

-0.27 (-5.99, 5.46)

CT-P13+MTX

-0.61 (-6.56, 5.26)

-0.36 (-8.54, 7.88)

-0.35 (-8.57, 7.88)

-0.39 (-7.42, 6.64)

-0.20 (-7.25, 6.85)

0.07 (-4.14, 4.26)

Results are reported as the mean difference (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant
results in favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.

Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; CT-P13 = biosimilar infliximab; ETN = etanercept; HCQ = hydroxychloroquine; INF =
infliximab; MTX = methotrexate; SMD = standardized mean difference; SSZ = sulfasalazine; STD = standard dose
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Table 56. Staircase Table, Serious Adverse Events (Placebo+csDMARD) — Random Effects Model

Placebo+csDMARD | ADA_STD+csDMARD ETN_STD ETN_STD+csDMARD | TOC_8 (IV)+csDMARD | BAR_4+csDMARD
Placebo+csDMARD
ADA_STD
+csDMARD 2.17 (0.55, 11.04)
ETN_STD 1.26 (0.19, 8.74) 0.58 (0.07, 3.89)
ETN_STD
+cSDMARD 2.35(0.67, 9.82) 1.07 (0.32, 3.61) 1.84 (0.39, 10.80)
TOC 8 (IV,
+csD_MA(RI% 1.44 (0.53, 4.06) 0.67 (0.10, 3.79) 1.15 (0.13, 10.24) 0.62 (0.11, 3.09)

BAR_4+csDMARD

0.22 (0.02, 1.13)

0.10 (0.0, 0.87)

0.16 (0.01, 2.26)

0.09 (0.01, 0.75)

0.15 (0.01, 1.02)

Results are reported as the odds ratio (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant results in
favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.
ADA = adalimumab; BAR_4 = 4 mg baricitinib; Crl = credible interval; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; ETN = etanercept; IV = intravenous;
OR = odds ratio; RD = risk difference; RR = relative risk; STD = standard dose; TOC_8 = 8mg/kg tocilizumab
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Table 57. Staircase Table, Withdrawals due to Adverse Events (Placebo+csDMARD) — Random Effects Model

PLACEBO
+csDMARD

ETN_STD

ETN_STD
+csDMARD

ADA_STD
+csDMARD

TOC_8 (V)
+csDMARD

CERTO_STD
+csDMARD

BAR_4
+csDMARD

PLACEBO
+csDMARD

ETN_STD

3.46 (1.07, 13.18)

ETN_STD
+csDMARD

1.65 (0.53, 6.03)

0.48 (0.18, 1.29)

ADA_STD
+csDMARD

1.16 (0.24, 6.08)

0.33 (0.08, 1.39)

0.70 (0.24, 1.95)

TOC_8 (IV)
+csDMARD

1.95 (0.98, 4.05)

0.56 (0.12, 2.25)

1.18 (0.27, 4.64)

1.68 (0.28, 9.60)

CERTO_STD
+csDMARD

1.47 (0.52, 4.78)

0.43 (0.08, 2.21)

0.90 (0.17, 4.37)

1.29 (0.18, 8.45)

0.75 (0.21, 2.96)

BAR_4+csDMARD

1.00 (0.30, 3.28)

0.28 (0.05, 1.53)

0.59 (0.10, 3.04)

0.86 (0.11, 5.98)

0.51 (0.12, 2.00)

0.67 (0.13, 3.34)

Results are reported as the odds ratio (95% credible interval). Results are interpreted by reading across the rows with the comparator in the column. Statistically significant results in
favour of the treatment are highlighted in green. Statistically significant results in favour of the comparator are highlighted in red.
ADA = adalimumab; BAR_4 = 4mg baricitinib; Crl = credible interval; CERTO = certolizumab pegol; csDMARD = conventional synthetic disease-modifying anti-rheumatic drug; ETN =
etanercept; IV = intravenous; OR = odds ratio; RD = risk difference; RR = relative risk; STD = standard dose; TOC_8 = 8mg/kg tocilizumab
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