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Supplementary Table 1. Search terms for EMBASE, Observational Studies

10

11

12

13

14

15

16

17

18

19

20

21

22

23

rheumatoid arthritis.mp. or exp rheumatoid arthritis/

(Rituximab or mabthera or rituxan or 174722-31-7).ti,ab,ot,hw,rn.
(Tocilizumab or roactemra or actemra or 375823-41-9).ti,ab,ot,hw,rn.
(Etanercept or Enbrel or 185243-69-0).ti,ab,ot,hw,rn.

or/2-4

DAS28* ti,ab,ot,hw,rm.

HAQ-Di.ti,ab,ot,hw,rn.

" Disease activity score.ti,ab,ot,hw,rn.

Disease activity score short form.ti,ab,ot,hw,rn.
Disabilitiy index of the Health assessment Questionnaire.ti,ab,ot,hw,rn.
or/6-10
exp case-control study/

Cohort analysis/

Longitudinal study/

Prospective study/

exp Follow-Up Studies/ or follow up.mp.
Case study/

cohort$.ti,ab,ot.

(case$ adj5 control$).tw.

(case$ and series).tw.

(case$ adj2 report$).tw.

(case$ adj2 stud$).tw.

((observational adj3 (study or studies)) or observational).ti,ab,tw.

36



24 or/12-23

25 1and5and 11and 24

26 animal/

27  animal experiment/

28 (rat or rats or mouse or mice or murine or rodent or rodents or hamster or hamsters or pig or
pigs or porcine or rabbit or rabbits or animal or animals or dogs or dog or cat or cats or cow or
bovine or sheep or ovine or monkey or monkeys).ti,ab,ot,hw.

29 or/26-28

30 exp human/

31  exp human experiment/ or human experiment.mp.

32 0r/30-31

33 29 not (29 and 32)

34 25not 33

35 limit 34 to (adult or aged <65+ years>)

36  limit 35 to yr="1990-current"

dhkdhhkhhhhddhhhhhbkhhdddddhhd

Study design filter based on:
BMJ Evidence Centre Information Specialists. Study design search filter: Embase cohort, case-control,
case series, and case study strategy [Internet]. London: BMJ Publishing Group Limited, 2012 [accessed

04.03.2015]. Available from: http://clinicalevidence.bmj.com/x/set/static/ebm/learn/665076.htm|
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Supplementary Table 2. Search terms for Ovid MEDLINE, Observational Studies

1 rheumatoid arthritis.mp. or exp rheumatoid arthritis/

2  (Rituximab or mabthera or rituxan or 174722-31-7).ti,ab,ot,hw,rn.
3 (Tocilizumab or roactemra or actemra or 375823-41-9).ti,ab,ot,hw,rn.
4 (Etanercept or Enbrel or 185243-69-0).ti,ab,ot,hw,rmn.

5 or/2-4

6 DAS28*.ti,ab,ot,hw,rn.

7 HAQ-Di.ti,ab,ot,hw,m.

8 Diseése activity score.ti,ab,ot,hw,rn.

9 Disease activity score short form.ti,ab,ot,hw,rn.

10  Disabilitiy index of the Health assessment Questionnaire.ti,ab,ot,hw,rmn.
11 or/6-10

12  exp case-control studies/

13 case reports.pt.

14  epidemiologic methods/

15 controlled clinical trial.pt.

16  exp cohort studies/

17  observational.tw.

18 clinical practice.tw.

19  cohort$.ti,ab,ot.

20 (case$ and control$).tw.

21 (case$ and series).tw.

22 (case$ adj2 report$).tw.

23 (case$ adj2 stud$).tw.

38



24 (observational adj3 (study or studies)).ti,ab,tw.

25 or/12-24 ()

26 1and5and 11 and 25

27 animal/

28 animal experiment/

29 (rat or rats or mouse or mice or murine or rodent or rodents or hamster or hamsters or pig or pigs
or porcine or rabbit or rabbits or animal or animals or dogs or dog or cat or cats or cow or bovine
or sheep or ovine or monkey or monkeys).ti,ab,ot,hw.

30 or/27-29

31 exp human/

32 exp Human Experimentation/ or human experiment.mp.

33  or/31-32

34 30 not (30 and 33)

35 26 not 34

36  limit 35 to “all adult (19 plus years)”

37  limit 36 to yr="1990-current"

hhkhhkkhhhrdhdhhhkihhidihh

Study design filter based on:
BMJ Evidence Centre Information Specialists. Study design search filter: Medline cohort, case-control,
case series and case study strategy [Internet]. London: BMJ Publishing Group Limited, 2012 [accessed

04.03.2015]. Available from: http://clinicalevidence.bmj.com/x/set/static/ebm/learn/665076.html|
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Supplementary Table 3. Search terms for EMBASE, randomized controlled trials

10

11

12

13

14

15

16

17

18

19

20

21

rheumatoid arthritis.mp. or exp rheumatoid arthritis/
(Rituximab or mabthera or rituxan or 174722-31-7).ti,ab,ot,hw,rmn.
(Tocilizumab or roactemra or actemra or 375823-41-9).ti,ab,ot,hw,rn.
(Etanercept or Enbrel or 185243-69-0).ti,ab,ot,hw,rn.
or/2-4
DAS28* ti,ab,ot,hw,m.
HAQ*.ti,ab,ot,hw,rm.
Disease activity score.ti,ab,ot,hw,rn.
Disease activity score short form.ti,ab,ot,hw,m.
Disabilitiy index of the Health assessment Questionnaire.ti,ab,ot,hw,rn.
or/6-10 (13845)
(random$ or placebo$ or single blind$ or double blind$ or triple blind$).ti,ab.
Retracted Article/
or/12-13
animal/
animal experiment/
(rat or rats or mouse or mice or murine or rodent or rodents or hamster or hamsters or pig or pigs
or porcine or rabbit or rabbits or animal or animals or dogs or dog or cat or cats or cow or bovine
or sheep or ovine or monkey or monkeys).ti,ab,ot,hw.
or/15-17
exp human/
exp human experiment/ or human experiment.mp.

or/19-20
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22 (book or conference paper or editorial or letter or review).pt. not exp randomized controlled trial/

23 (random sampl$ or random digit$ or random effect$ or random survey or random regression).ti,ab.
not exp randomized controlled trial/

24 14 not ((18 not 21) or 22 or 23)

25 1and5and 11 and 24

26  limit 25 to (adult or aged <65+ years>)

27  limit 26 to yr="1990-current"

Fedede e B A e de e de e A e de e e e e e e e e e

Study design filter based on:
BMJ Evidence Centre Information Specialists. Study design search filter: Embase randomized
controlled trial strategy [Internet]. London: BMJ Publishing Group Limited, 2012 [accessed 27.04.2015].

Available from: http://clinicalevidence.bmj.com/x/set/static/ebm/learn/665076.html
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Supplementary Table 4. Search terms for Ovid MEDLINE, randomized controlled
trials

1 rheumatoid arthritis.mp. or exp rheumatoid arthritis/ )

2 (Rituximab or mabthera or rituxan or 174722-31-7).ti,ab,ot,hw,rn.

3 (Tocilizumab or roactemra or actemra or 375823-41-9).ti,ab,ot,hw,rn.

4  (Etanercept or Enbrel or 185243-69-0).ti,ab,ot,hw,rn.

5 or/2-4

6 DAS28*.ti,ab,ot,hw,rn.

7  HAQ*.ti,ab,ot,hw,m.

8 Disease activity score.ti,ab,ot,hw,rn.

9 Disease activity score short form.ti,ab,ot,hw,rn.

10 Disabilitiy index of the Health assessment Questionnaire.ti,ab,ot,hw,rn.

11 or/6-10

12 "randomized controlled trial".pt.

13 (random$ or placebo$ or single blind$ or double blind$ or triple blind$).ti,ab.

14 (retraction of publication or retracted publication).pt.

15  or/12-14

16 animal/

17  animal experiment/

18  (rat or rats or mouse or mice or murine or rodent or rodents or hamster or hamsters or pig or pigs
. or porcine or rabbit or rabbits or animal or animals or dogs or dog or cat or cats or cow or bovine

or sheep or ovine or monkey or monkeys).ti,ab,ot,hw.
19  or/16-18

20 exp human/
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21 exp human experiment/ or human experiment.mp.

22 or/20-21

23 ((comment or editorial or meta-analysis or practice-guideline or review or letter or journal
correspondence) not "randomized controlled trial").pt.

24  (random sampl$ or random digit$ or random effect$ or random survey or random regression).ti,ab.
not "randomized controlled trial".pt.

25 15 not ((19 not 22) or 23 or 24)

26 1and5and 11and 25

27  limit 26 to “all adult (19 plus years)”

28  limit 27 to yr="1990-current"

FRA AR AR AR AR A A A hddddhkkk

Study design filter based on:
BMJ Evidence Centre Information Specialists. Study design search filter: Medline randomised controlled
trial strategy [Internet]. London: BMJ Publishing Group Limited, 2012 [accessed 27.04.2015]. Available

from: http://clinicalevidence.bmj.com/x/set/static/ebm/learn/665076.html
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Identificatio

Screening

Eligibility

Included

Supplementary Figure 1: Flow diagram for randomized controlled trials

238 records identified through

database searching

70 additional records identified

through other sources

A 4 v

201 records after duplicates (107) removed

A 4

201 records screened

v

112 records excluded

Jr

89 full-text articles

assessed for eligibility

A 4

51 RCTs included in

group

38 full-text articles excluded

No RCT n=2
2 Language other than English n=3
No relevant outcome n=10

No baseline characteristics per treatment

n==6

No baseline information on sex or

meta-analysis of main

ESR = erythrocyte sedimentation rate; CRP = C-reactive protein
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Identificatio

Screening

Eligibility

Included

Supplementary Figure 2: Flow diagram for observational studies

559 records identified through 35 additional records identified

database searching through other sources

k4 v

493 records after duplicates (101) removed

v

493 records screened

v

299 records excluded

h 4

194 full-text articles

assessed for eligibility

118 full-text articles excluded

No observational study n=28§
> Language other than English n=28
Studies reporting same cohort n=37

Small sample (< 30 participants) n=13

No baseline characteristics per treatment

v

. . group n=28
76 observational studies

NTA hannlina infarmntinm an anv Ar

included in meta-analysis of

ESR = erythrocyte sedimentation rate; CRP = C-reactive protein
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Supplementary Figure 3: Forest plot age
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Supplementary Figure 4: Forest plot percentage of females
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Supplementary Figure 5: Forest plot disease duration
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Supplementary Figure 6: Forest plot number of prior DMARDs

Author, Year & Treatment Mean number of previous DMARDs [8% Ci)
RCT, Phase it
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Emary 2010, UL N-GlD - 13m 7
Rubirt Reth 010, AT, N=348 - 2000184, 2 )6
Cohan 2308, RTX, =517 - 252p A 20m
Subtotal (2 =80.8) < 1.72[1.40, 204]
RCT, Phase N/Pragmatic
Oumbmp 2018, TEZ, N= 903 - JempiEnaan
Pops ZH4 ETN, N=206 - IR L
Ko 2012 ETH. N=30 - R
Subtntal {142 i 89.25) - 1.57 [1.13,201]
RCT, Phass nol reportad
Nechemran 204 1CZ, K162 iy ARz D1y
Reafiglesy 2015, ETH, N<023 ] zepz 25y
by 2004, ETH, H-a2 - 2%p 19,247
Subtotal (2 = 99.73) — 3.49[1.54, 4.88]
Total RCT (12 = 08.72) - 2.00 [1.81, 2.50
0BS, regiatry
Lnlrs 2011 TCZ, K=178 — isepmarn
‘Setwsaand 2014, RTX, N=EW ol 22p24 200
Scllenan 2012, /X, N=648 - Ampm.0q
Scim 23, ETH Nt - 2800208
Vi Datal 213, ETH, Neitt - IWRe. a0
Growstrwg 212, ETN, N0 1Y - Q2@ esy
Huland 2010 ETN. N-425 o cepsr.amy
Hyrich 2000, ETN, B=t413 - SOHAL 4T
Liking 208, £, w7 - 380077, 2§
2k XD, ETH N1 185 - IMpsa dey
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Emary 2014 _RTX. N5 - 22p®| 23
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OBS, case series
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Ve 2000, AT, N1 —_— anpm,73q
el 20, ATX W8 — 35000, 304
Tharirge ZEB ATX. #=30 ————— ATBHT4. 528
Bukwwwe 2007, AIK. N8 —— AP, 452
il 2010, ETN, H-202 - 250R 78, 205
5w, ETN, N+133 - 2008, 317
L 2B ETN, Va9 — 634 Pad, 874
Pz 2008 ETN, e —— stopz7. o0y
Subtotal (12 = 99.32) — 4.19 [3.19, 5.48]
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Supplementary Figure 7: Forest plot DAS28
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Supplementary Figure 8: Forest plot HAQ-DI

Author, Year & Treatment Mean HAQ-DI at baseline [95% CI)
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Supplementary Figure 9: Forest plot CRP values
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Supplementary Figure 10: Forest plot ESR values
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Supplementary Figure 11: Forest plot RF positivity
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Supplementary Figure 12: Comparison of disease duration between randomized

controlled trials and observational studies plotted over time

Randomized controlled trials, all drugs
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Supplementary Table 13: Comparison of gender between randomized controlled

trials and observational studies plotted over time

Randomized controlled trials, all drugs
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Supplementary Table 14: Comparison of age between randomized controlied
trials and observational studies plotted over time

Randomized controlled trials, all drugs
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Supplementary Table 15: Comparison of rheumatoid factor positivity between

randomized controlled trials and observational studies plotted over time

Randomized controlled trials, all drugs
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Supplementary Table 16: Comparison of CRP between randomized controlled

trials and observational studies plotted over time

Randomized controlled trials, all drugs
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Supplementary Table 17: Comparison of ESR between randomized controlled

trials and observational studies plotted over time
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