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Search strategy

To identify relevant systematic reviews, we performed a Cochrane library search using the terms:
"Cochrane Database Syst Rev"[jour] AND (ankylosing spondylitis OR bechterew disease OR
ankylosing spondylarthritides OR axial spondyloarthritis OR axial spondyloarthritides).

The latest update of the Cochrane review was used.



Table S1. ASAS/OMERACT core outcome domains

Core Outcome Domain Set

Physical function

Pain

Spinal mobility

Spinal stiffness

Patient’s global assessment

Peripheral joints and enthuses

Acute phase reactants

Spine radiographs

Fatigue

Core Outcome Measurement Set

BASFI
DFl
HAQ-S

NRS*/VAS (last week/spine/at night/due to AxSpA)
NRS/VAS (last week/spine/due to AXSpA)

Total back or spine pain (BASDAI question 2)
Overall pain

Back or spine pain at night

Overall pain at night

BASMI

Modified Schober test score
Lateral spinal flexion
Cervical rotation

Tragus to wall

Chest expansion

NRS/VAS (duration of morning stiffness/spine/last
week)

NRS/VAS (global disease activity last week)

Number of swollen joints (44/66/68-joint count)
Validated enthesitis scores, such as:

Maastricht Ankylosing Spondylitis Entheses Score
San Francisco Index

The Berlin Index

SPARCC Enthesitis Index

C-reactive protein (CRP)
Erythrocyte sedimentation rate (ESR)

mMSASSS on lateral lumbar spine/lateral cervical
spine

Fatigue question BASDAI
NRS/VAS (overall fatigue last week)

BASFI Bath Ankylosing Spondylitis Functional Index, DFI Dougados Functional Index, HAQ-S Health Assessment
Questionnaire for AS, NRS Numeric Rating Scale, *ASAS prefer to use a NRS, VAS Visual Analog Scale, BASMI Bath
Ankylosing Spondylitis Metrology Index, SPARCC Spondyloarthritis Research Consortium of Canada, mSASSS
modified Stoke Ankylosing Spondylitis Spinal Score, BASDA/ Bath Ankylosing Spondylitis Disease Activity Index.
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Figure S2. Pain
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Winkler {1989) 3848 1.2 26 4189 137 23 23% -0.27 [-0.83,0.29] 1989
Krajne {1980) 1] 1] 1] 1] 1] 1] Mot estimable 1890
Dougados (1994_k) 42 27 44 a7 24 24 24% S057 [1.07,-0.07] 1894 4——————————————
Dougados (1994_a) 40 27 46 a7 24 24 24% S0BE[1.15,-0.14] 1894 4——————————
Dougados (1994_d) 34 24 |0 a7 24 24 24% S072[1.22,-0.22] 1894 ——————
Dougados (1994 _c) ar 29 45 a7 24 24 24% S072[1.23,-0.21] 1894 4—————
Cleggy (1996) 50.3 234 95 48489 234 108 28% 0.06 [-0.22,0.34] 1996 —
Helliwell {(1996_a) a a a a a a Mot estimable 1996
Helliwell (1996_h) a a a a a a Mot estimable 1996
Yan Tubergen {2001} 362 2.67 80 4.69 24 3 26% -0.41 [-0.80,-0.02] 2001
Altan (2001} 3.03 292 26 247 2.38 28 2.3% 0.21 [0.34,0.76] 2001
Garman {2002) 14 343 20 3g 278 200 21% -0.72[1.36,-0.08] 2002 44—
Sweeney (2002) 6.8 1.21 TA  B.24 1.1 a0 2T7% 0.48[016, 0.80] 2002
Roychowdbhury (20023 1] 1] 1] 1] 1] 1] Mot estimable 2002
Braun {2002) 1] 1] 1] 1] 1] 1] kot estimable 2002
Davis (2003) ar 283 126 878 2702 120 2.8% S0.FA[1.00,-0.48] 2003 4
Brandt (2003) 1] 1] 1] 1] 1] 1] Mot estimakble 2003
Analay (2003) 3.46 15 23 318 31 22 22% 0.10[-0.49, 0.68] 2003
Gonzalez-Lopez (2004) 37 28 17 4B 23 18 21% -0.34 [1.01,0.33] 2004 4
Calin {2004) kil 2741 45 812 271 3w 25% S0.74[1.18,-0.28] 2004 44—
D'Las Penas (2005) 1] 1] 1] 1] 1] 1] Mot estimable 2005
Cadish (2005) 5.1 2.7 14 44 28 14 20% 0.07 [0.67,0.82] 2004
Lirm {20045) 1] 1] 1] 1] 1] 1] Mot estimable 2005
Marzo-Ortega {20048) 1] 1] 1] 1] 1] 1] Mot estimable 2005
Ince (2006) 1] 1] 1] 1] 1] 1] Mot estimable 2006
van der Heijde (2006_2b) 1] 1] 1] 1] 1] 1] Mot estimable 2006
van der Heijde (2006_2a) 1] 1] 1] 1] 1] 1] Mot estimable 2006
Altan {2008) 1.92 1.32 o 2N 1.58 a0 24% -0.13[-0.64,0.38] 2006
Lambert (2007) 46.1 335 38 643 256 44 2.5% -0.61 [-1.06,-0.17] 2007 —————————
Huang {2008} 1] 1] 1] 1] 1] 1] Mot estimable 2008
Barkharm (2010} 1] 1] 1] 1] 1] 1] Mot estimable 2010
Dougados (2011) 3g 28 34 48 22 43 25% -0.40[-0.83,0.04] 2011 T
Mavarro-Sarabia (2011) 2.91 2.63 48 229 2.02 49 26% 0.26 [-0.14, 0.66] 2011 ]
Braun (2011} 28 259 379 419 2804 187 249% -0.52 [-0.70,-0.34] 2011
Hu {2012y a a a a a a Mot estimable 2012
Bao (2014) a a a a a a Mot estimable 2014
Subtotal (95% CI) 1324 1007  53.1% -0.32 [-0.50, -0.15] i
Heterogeneity: Tau®=0.11; Chi®= 76.72, df= 21 (P = 0.00001}; F=73%
Testfor overall effect: Z= 3.64 (P = 0.0003)
Total (95% CI) 3103 1774 100.0% -0.48 [-0.66, -0.30] e
Heterogeneity: Tau®= 0.28; Chi*= 307.18, df= 40 (P = 0.00001}); = 87% 5_1 -DIS b 0?5

Testfar overall effect Z=5.30(F = 0.00001)

Testfor subaroup differences: Chi*= 3.38, df=1 (P=0.07), F=70.4%

Favours [e.xpa'imental] Favaours [control]
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Figure S3. Spinal mobility

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
3.1.1 Change from baseline

Dougados (1986) 05 541 24 05 53 23 2% 0.00 [0.57, 0.57] 1986

Feltelius (1986) i] a 0 0 0 a Mot estimable 1986

Kraag (1989) -27 98 27 -24 BT 25 21% -0.03 058, 0.51] 1989

Corkill (1990) -017 08 32 03 07 3 22% S0EZ[1.13,-0.01] 1880 &—————

Taylar (195913 099 587 17 043 536 16  1.8% 010 [-0.59, 0.78] 1991

Kirwan (1893) i] a 0 0 0 a Mot estimable 1993

Hidding (1993) 049 04 67 05 04 63 25% 0.99 [0.64,1.35] 1993

Dougados (1995_k) 01 1.14 23 0.3 1 99 23% -0.19 065, 0.26] 1999 —
Dougados (1999_c) 01 1.14 23 04 1.3 103 23% -0.23 069, 0.22] 1999 —
Dougados (1999_z) 01 1.14 23 03 11 91 2.3% -0.18 064, 0.28] 1999 ——
Dougados (2001 _a) 016 0.87 22 055 1.07 67 2.2% -0.38 [0.86, 0.11] 2001

Dougados (2001 _k) 016 0.87 22 048 1 54 22% -0.33 F0.83, 0417 200

Schrmidt (2002) oo01 29 05 01 18  1.0% -4 82 [6.11,-3.72] 2002 4

wan der Heijde (2005_2a) o o8 31 055 08 100 24% S0BS[1.10,-0.27] 2008 &———————————

wan der Heijde (2005_2c) o o8 31 055 0.8 97 24% S0BS[1.10,-0.27] 2008 &———————————
Marzo-Ortega (20048) 1] u] 1] 1] 1] u] Mot estimable 20058

wan der Heijde (2005_2h) o o8 3 077 07 90 2.3% -1.08 [-1.48,-0.62] 2005 +———

van der Heijde (2005_1) -1 074 198 0 074 75 26% -1.36[-1.64,-1.06] 2008 4

wan der Heijde (2006_2a) 1] u] 1] 1] 1] u] Mot estimable 2006

wan der Heijde (2006_2h) 1] u] 1] 1] 1] u] Mot estimable 2006

Barkhuizen {2006_c) 1] u] 1] 1] 1] u] Mot estimable 2006

van der Heijde (2006_1) -0.6 084 1895 0 084 101 2.7% -0.71 [-0.96,-0.47] 2006

Barkhuizen {2006_k)y 1] u] 1] 1] 1] u] Mot estimable 2006

Barkhuizen {2006_a) 1] u] 1] 1] 1] u] Mot estimable 2006

Inman (2008_a) o o7 138 0 o7 38 25% 0.00 [-0.36, 0.36] 2008

Inman (2008_k) 007 140 0 o7 38 25% 0.00 [-0.35,0.35] 2008

Inrman (2010) -0.45 1.03 32 024 06 34 22% -082[1.32,-0.31] 2010 ——————

Bao (2014) -0.42 091 108 -018 072 105 27% -0.28 [-0.55,-0.01] 2014

Huang (2014) -05 06 224 -2 07 113 27% -0.47 [-0.70,-0.24] 2014 e

Subtotal (95% CI) 1438 1387 48.0% -0.47 [-0.75, -0.20] —eli——
Heterogeneity: Tau®=0.34; Chi*=194.73, df = 20 (P = 0.00001); F=90%

Test for overall effect: £= 3.43 (P = 0.000&)

3.1.2 Endpoint value

Missila (1988) 34 08 37 36 0.8 3| 23% -0.25 070, 0.21] 1988 —
Davis (1989) 533 6.02 15 1.8 447 13 1.7% 0.63[F0.13,1.40] 1989

Winkler (1989) 188 16 23 23 1.3 26 21% -0.29 [-0.85,0.28] 1989

Krajne (1990) 31 07 19 32 04 63 2.2% -0.12 F0E3, 0.40] 1990

Dougados (1994 _c) 128 1.3 24 137 1.8 45 22% -0.54 [-1.04,-0.04] 1884 4

Dougados (1994 _d) 128 1.3 24131 1.2 50 2.2% -0.24 F0.73,0.25] 1994

Dougados (1994_3) 128 1.3 24 134 17 46 2.2% -0.38 087, 012] 1994

Dougados (1994_k) 128 1.3 24 137 28 49 22% -0.37 [F0.86,0.12] 1994

Clegg {1996) 124 15 108 124 1.5 95 26% 0.00 [-0.28,0.28] 1996 S
Helliwell (1996_z) i] a 0 0 0 a Mot estimable 1996

Helliwell (1996_k) i] a 0 0 0 a Mot estimable 1996

“an Tuhergen (20013 1] u] 1] 1] 1] u] Mot estimable 2001

Altan (2001) 256 33 26 031 082 25 2.0% 0.91[0.33,1.49] 2001 EE——
Sweeney (2002) 1] u] 1] 1] 1] u] Mot estimable 2002

Braun {2002) 34 217 24 5 235 31/ 2% -0B9[1.23,-0.18] 2002 &————————
Rovehowdhury (2002) 4494 1.91 16 633 264 12 1.7% -0B0[-1.37,0.17] 2002 4

Gorman (2002) 134 15 20 134 1.3 20 2.0% 0.00 [F0.62, 0.62] 2002

Davis (2003) 288 153 120 334 176 126 27% -0.28 [-0.53,-0.03] 2003

Brandt (2003) 26 23 14 35 23 16 1.7% S038[1.11,0.34] 2003 4

Analay (2003) 313 316 22 513 316 23 20% S0EZ[1.22,-0.02] 2003 4

Calin {2004) 26 013 45 27 043 38 23% SOTE[1.21,-0.32] 2004 44—
Gonzalez-Lopez (2004} 1] u] 1] 1] 1] u] Mot estimable 2004

D'Las Penas (2005) 27 1.3 20 24 141 20 1.9% 0.24 [-0.38, 0.87] 2005

Codish {2005) i] a 0 0 0 a Mot estimable 2005

Lirn (2005} i] a 0 0 0 a Mot estimable 2005

Marzo-Ortega (20048) 1] u] 1] 1] 1] u] Mot estimable 20058

Altan (2008) 3491 1.73 30 412 146 3 22% -0.13 064, 0.38] 2006

Ince (2006) 1248 1.77 15 1382 162 15 1.7% S07T[1.51,-0.02] 2008 4

Lambert (2007} 37 23 38 3721 44 23% 0.00 [-0.43,0.43] 2007

Huang {2008) 1] u] 1] 1] 1] u] Mot estimable 2008

Barkharm {2010) 1] u] 1] 1] 1] u] Mot estimable 2010

Dougados (2011) 51 1.7 39 56 1.3 46 24% -0.33 F0.76, 0100 201 —
Braun {20113 278 22 379 3 24 187 28% -0.19 [0.36,-0.01] 2011

Mavarro-Sarabia (2011) 287 2.09 43 227 218 49 24% 0.28 012, 0.68] 2011 ]

Hu (2012) i] a 0 0 0 a Mot estimable 2012

Subtotal (95% CI) 1154 1112 52.0% -0.20 [-0.34, -0.06] e
Heterogeneity: Tau®= 0.05; Chi*= 48.02, df= 23 (P = 0.002); F= 52%

Test for overall effect: Z=2.89 (P = 0.004)

Total (95% CI) 2592 2499 100.0% -0.32 [-0.48, -0.17] e
Heterogeneity: Tau®=0.21; Chi*= 25814, df = 44 (P = 0.00001); F=83% 5_1 -UIS 5 DIS

Test for overall effect: Z=4 16 (P = 0.0001)

Test for subgroup differences: Chif=3.13, df=1 (P =0.08), F=68.1%

Favours [experimental]

Favours [control]
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Figure S4. Spinal stiffness

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl _Year IV, Random, 95% CI
7.1.1 Change from baseline
Dougados {1986) 0 ] 0 ] 0 0 Mot estimable 1986
Kraag (1989) 0 ] 0 ] 0 0 Mot estimakle 1989
Caorkill (1990) -9 38 32 38 106 30 2 6% -1.61 [-218,-1.03] 1890
Taylar (1991) -1.44 312 16 -0.09 218 17 2123% -0.49[-1.19,020] 15891 *
Hidding {1993) -0 0.3 68 0z 0.3 67 34% -0.99[1.35,-0.64] 1893 +——
kirwan (1993 0 i 0 i 0 0 Mot estimahle 1993
Dougados (1998_c) -36 74103 -5 74 23 30% -0.42[-0.87,0.04] 1999 B
Dougados (1999_h) -25 61 99 -5 74 23 30% -0.31 077, 0.14] 1999 —
Dougados (1999_a) -21 74 91 -5 74 23 30% -0.21 [0.67,0.24] 1999 —
Dougados (2001 _k) -28 74 54 7128 22 29% -0.37 [-0.87,0.13] 2001
Dougados (2001_a) .27 184 BT 7128 22 28% -0.23[-0.71,0.26] 2001
Schmidt (2002) -39 106 18 -84 6.8 29 1.8% -2.74 [3.56,-1.91] 2002 ¢
Roychowdhury (2002 0 ] 0 ] 0 0 Mot estirmakle 2002
van der Heijde (2005_2a) -252 1483 100 -48 1549 3 31% -1.33[-1.76,-0.89] 2005 +—
van der Heijde (2005_2hy  -236 162 90 -46 15489 kil 31% -1A7 F1.61,-0.74] 2005 —
van der Heijde (2005_2c)  -208 158 97  -46 1548 3 31% -1.02F1.45,-060] 2005 +——
Marzo-Ortega (2005) 0 1] 0 1] 0 0 Mot estimable 2005
Barkhuizen (2006_a) 0 ] 0 ] 0 0 Mot estimakle 2006
Barkhuizen {2006_h} 1] u] 1] u] 1] 1] Mot estimable 2006
Barkhuizen (2006_c) 0 ] 0 ] 0 0 Mot estimable 2006
van der Heijde (2006_1) -25 21 195 -0.84 22 1M 3.8% -0.78[1.02,-053] 2006 +———
Inman (2008_a) -3.2 31 138 -048 2.6 34 33% -0.80[-1.26,-0.53] 2008
Inman (2008_h) -3.3 36 140 -05 26 39 34% -0.82[1.18,-0.45] 2008 ¥
Inrman (201 0) 0 ] 0 ] 0 0 Mot estimakle 2010
Huang (2014) -4 2 224 135 22 113 38% -0.68 [0.91,-0.44] 2014 @ —————
Subtotal (95% CI) 1532 641 48.5% -0.83 [-1.05, -0.62] L
Heterogeneity: Tau®=0.13; Chi*=63.10, df=15 (P =< 0.00001}; F=76%
Testfor overall effiect Z=7.70 (F = 0.00001)
7.1.2 Endpoint value
Feltelius (1956) 0 a 0 a 0 0 Mot estimahle 1986
Missila (1988) 38 49 38 47 el 7 30% -0.20[-0.65, 0.25] 1988 ——
Winkler (1989) 062 038 26 075 043 23 16% -0.32[-0.88, 0.25] 1989
Diavis (1989) 2 445 14 2 ] 13 21% 0.00[-0.74,074] 1989
Krajne {1990) 45 29 63 47 29 19 28% -0.07 [-0.58, 0.44] 1990
Dougados (1994 _h) 36 53 49 68 72 24 289% -0.53[1.03,-0.03] 1994 ¢
Dougados (1994 _a) 45 74 L1 [z 72 24 249% -0.31[0.81,0.19] 1994
Dougados (1834_d) 33 46 50 k] 7224 28% S0B2[1.12,-0.12] 1994 &———————————
Dougados (1994 _c) 33 47 45 68 72 24 18% -0.61 F1.12,-0010] 1894 &
Clegg (1996) 38 55 95 41 61 108  37% -0.05[0.33,0.22] 1996 s —
Helliwell {1996 _h) 0 1] 0 1] 0 0 Mot estimable 1996
Helliwell (1996_a) 0 a 0 a 0 0 Mot estimable 1996
Altan (20013 2625 425 26 1078 16.26 25 2T% 0.47[-0.09,1.03] 2001 »
Yan Tubergen (2001) 27 1441 a0 34 7.4 39 33% -0.86 [095,-017] 2000 ————————
Gorman (2002 25 7849 20 60 3 20 24% -0.47 [-1.10,0.15] 2002 +
Braun (2002 0 1] 0 1] 0 0 Mot estimable 2002
Sweeney (2002 0 ] 0 ] 0 0 Mot estimable 2002
Brandt (2003} 0 a 0 a 0 0 Mot estimakle 2003
Analay (2003 2404 36.24 23 3584 3677 22 25% -0.31 [-0.80, 0.28] 2003
Diavis (2003) 334 2712 126 566 2467 1200 3IT% -0.89[1.15,-063] 2003
Calin {2004) 382 254 45 541 254 39 3% -0.62[1.06,-018] 2004 &
Gonzalez-Lopez (2004) a8 a0 17 3z 25 18 2.3% 0.21 [-0.45,0.88] 2004
Codish (2005) 0 a 0 a 0 0 Mot estimahle 2005
D'Las Penas (20048) 1] u] 1] u] 1] 1] Mot estimable 2005
van der Heijde (2005_1) 0 ] 0 ] 0 0 Mot estimable 2005
Altan (2006) 112 033 30 127 045 0 28% -0.38[-0.89,0.14] 2006
van der Heijde (2006_2a) 0 1] 0 1] 0 0 Mot estimable 2006
wan der Heijde (2006_2b) 0 ] 0 ] 0 0 Mot estimable 2006
Ince (2006) 0 a 0 a 0 0 Mot estimakle 2006
Lambert (2007) 4.4 36 a8 6.5 24 44 3% -0.68[F1.13,-0023] 2007 ¥
Huang {2008 0 ] 0 ] 0 0 Mot estimable 2008
Barkham (2010) 0 1] 0 1] 0 0 Mot estimakle 2010
Mavarro-Sarabia (20113 0 ] 0 ] 0 0 Mot estimahble 2011
Braun (20113 0 ] 0 ] 0 0 Mot estimahble 2011
Dougados {2011 0 1] 0 1] 0 0 Mot estimahble 2011
Hu (2012) 0 a 0 a 0 0 Motestimahle 2012
Bao (2014) 0 a 0 a 0 0 Mot estimakle 2014
Subtotal (95% CI) 832 653 51.5% -0.36 [-0.53, -0.19] -‘-
Heterogeneity: Tau®=0.08; Chi*=40.88, df= 17 (P = 0.0010); = 58%
Test for overall effect Z=4.11 (P = 0.0001)
Total (95% CI) 2364 1294 100.0% -0.59 [-0.74, -0.44] -
Heterageneity: Tau®= 0.14; Chi®= 13128, df= 33 (P = 0.00001); F=75% I_1 _DI 5 p DIS 11

Testfor overall effect. £=7.66 (F = 0.00001)

Testfor subgroup differences: Chi®=11.44, df=1 (P = 00007}, F=91.3%

Favours [experimental]

Favours [control]



Figure S5. Patient’s global assessment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean SD_Total Weight IV, Random, 95% C1__ Year v, Random, 95% CI

10.1.1 change from baseline

Dougados (1986) o u] a o a a Mot estimahble 1986

Kraag (1989) u] 1] o u] o o Mot estimahble 1989

Tawlar (19913 o 1) u} o u} u} Mot estimable 1991

Kirwan {1993 u] 1] o u] o o Mot estimahble 1993

Clegy (1996) i 0 il i il il Mot estimable 1996

Dougados (1999_a) -6 28 91 -3 29 23 3.4% -0.81 [1.28,-0.34] 1889 +——————————
Dougados (195959_h) -26 27 99 -3 29 23 3.4% -0.83[1.30,-0.37] 1989 +———
Dougados (1998_c) -25 29 103 -3 249 23 35% -0.75[1.22,-0.29] 18989 +———————
Dougados (2001 _a) BF 31 B7  -3.8 26 22 34% -0.26 [-0.75,0.22] 2001

Dougados (2001_k) S245 31.3 54  -2.8 26 22 3.3% -0.52 [1.02,-0.02] 2001 +

Roychowdhury (2002 a 1] a a a a Mot estimable 2002

Schmidt (2002} u] 1] o u] o o Mot estimahble 2002

Lirm (2005) u] 1] o u] o o Mot estimahble 2005

harzo-Ortega (2005) a o a a a a Mot estimable 2005

van der Heijde {2005_2a) -27.9 16 100 -3.4 152 31 3.5% -1.64 [-1.82,-1.09] 2005 4

van der Heijde (2005_2c) -209 145 a7 -3.4 1532 3 3.6% -118[1.61,-0.75] 20068 +——

van der Heijde (2005_2k)  -26.6 14.9 a0 -3.4 153 31 3.5% -1.54 [[1.99,-1.08] 2005 4

Barkhuizen (2006_c) o u] a o a a Mot estimable 2006

Earkhuizen (2006_h) o u] a o a a Mot estimahble 2006

Barkhuizen (Z006_a) o o a o a a Mot estimable 2006

van der Heijde {2006_1) -2.3 24 1495 0.6 2.1 101 4.1% -1.26[-1.562,-1.00] 2006 4

Inman (2008_t3 -3.4 35 140 -0.8 1.9 39 3.8% -0.80[1.17,-0.44] 2008 ————
Infman (2008_a) -2.8 3 138 -08 1.9 39 3.8% -0.71 [1.07,-0.35] 2008 &———————
Inman 2010 o u] a o a a Mot estimable 2010

Huang (20143 -29 24 224 -1.2 22 113 4.2% -0.73[-0.96,-0.49] 2014

Subtotal (95% CI) 1398 498  43.6% -0.92 [-1.12, -0.71] | =

Heterogeneity Tau®= 0.08; Chi*= 37.03, df= 11 (P = 0.0001); F= 70%
Test far overall effect: Z=8.71 (P = 0.00001)

10.1.2 Endpoint value

Feltelius (1986) a o a a a a Mot estimable 1986

Missila (1988) a2 eal a8 43 12 T 3.5% -0.46[-1.02,-0.09] 1988 +——————
Daviz (1989 u] 1] o u] o o Mot estimahble 1989

Winkler (1989) 51 26.3 26 558 223 23 31% -019 076, 0.37] 1989

Krajnc {1390) a 1] a a a a Mot estimable 1980

Corkill (1990) u] 1] o u] o o Mot estimahble 1990

Hidding (1993 03 15 1 1.7 1.5 67  3.8% -0.83[1.28,-0.57] 18983 +————
Dougados {1994 _¢c) a 1] a a a a Mot estimahble 1984

Dougados (1994 _d) a 1] a a a a Mot estimable 1994

Dougados (1994 _a) a 1] a a a a Mot estimable 1994

Dougados (195941 o u] a o a a Mot estimahble 1994

Helliveell (1996_a) u] 1] o u] o o Mot estimahble 1996

Helliweell (1996_0b) o o a o a a Mot estimable 1996

Wan Tubergen (2001} 3.68 281 80 461 2.07 349 3T% -0.39 [-0.77,-0.00] 2001 —
Altan (2001} 2.28 0499 26 205 047 25 3.2% 0.23[0.32,078] 200

Sweeney (2002) 36 2.61 7a 361 216 aa 4.0% -0.00 [F0.32,0.31] 2002

Braun (2002) 33 2.6 34 6.3 2.1 35 3.3% -1.26[1.78,-0.74] 2002 +——

Garman (2002) 2 06 20 3 0.9 20 2.7% -1.28[1.97,-0.59] 2002 +—

Analay (2003) o 1) u} o u} u} Mot estimable 2003

Brandt {2003} u] 1] o u] o o Mot estimahble 2003

Davis (2003 36 282 126 583 2¥12 120 4.1% -0.73[0.99,-0.47] 2003 ———————

Calin {2004} 384 276 45 541 276 39 3.5% -0.56[1.00,-0.13] 2004 44—
Gonzalez-Lopez (2004) 33 25 16 34 21 17 2.T% -0.04 [F0.73, 0.64] 2004

Codish (2005) a o a a a a Mot estimable 2005

D'Las Penas (2005) o 1) u} o u} u} Mot estimable 2005

van der Heijde (2005_13 35 1.7 198 6.3 1.4 78 4.0% -1.72[2.02,-1.42] 2005 4

Ince {2006 u] 1] o u] o o Mot estimahble 2006

van der Heijde (2006_2a) o u] a o a a Mot estimable 2006

van der Heijde (2006_2h) o u] a o a a Mot estimahble 2006

Altan (2006) 212 072 30 2323 086 30 3.3% -0.14 [[0.64, 0.37] 2006

Lambert {2007 44.9 331 38 628 252 44 3.5% -0.61 [-1.05,-0.16] 2007 &————————————
Huang {2008} a 1] a a a a Mot estimable 2008

Barkharn {2010} a 1] a a a a Mot estimable 2010

Dougados (2011) o u] a o a a Mot estimable 2011

Mavarro-Sarabia (2011) 3.23 2459 48 31 2.3 49 3T7% 0.01 [-0.39, 0.41] 2011

Braun (2011} 2987 253 379 4487 2FY6E 187 4.3% -0.89 [-0.76,-0.41] 2011 —

Hu {2012 u] 1] o u] o o Mot estimahble 2012

Bao (2014) u] 1] o u] o o Mot estimable 2014

Subtotal (95% CI) 1248 887 56.4% -0.56 [-0.81, -0.30] —

Heterogeneity, Tau™= 0.22; Chi®= 10718, df=13 (P = 0.00001}; 7= 36%
Testror overall effect: Z=4.24 (P = 0.0001)

Total (95% CI) 2646 1385 100.0%  -0.71[-0.89, -0.54] .

Heterogeneity: Tau®= 0.18; Chi*=162.93, df= 27 (P = 0.00001); F= 83% =_1 -u’s 4 nls
Test for overall eﬁec.t: Z=T7.88(F < 0.000013 Favours [experimental] Favours [control]
Testfor suboroun differences: Chi®= 4,63, dfi=1(FP=003. F=73.4%



Figure S6. Peripheral joint count/enthesitis index

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
9.1.1 change from baseline

Dougados {1986) -1 1649 23 o 25 24 48% -0.05[-062 053] 1986

Kraag (1989) 0 0 ] i) 0 ] Mot estimable 18849

Taylor (1891} 0 0 ] i) 0 ] Mot estimable 1891

Hidding {(19593) o8 01 GY [T | [it5] TA% 0.99[0.64,1.35] 1993

Kirwean (1993) 0 0 1] 1] 0 1] Mot estimable 1993

Dougados (1999_a) 0 0 1] 1] 0 1] Mot estimable 1999

Dougados (1999_k 0 0 1] 1] 0 1] Mot estimable 1999

Dougados {1999_c) 0 0 ] i) 0 ] Mot estimable 1999

Dougados (2001 _h) 0 0 ] i) 0 ] Mot estimable 2001

Dougados (2001 _a) 0 0 ] i) 0 ] Mot estimable 2001

Schrnidt (2002) 11 16 18 17 14 28 47% 0.45[0.15,1.058 2002

Roychowdhury (20023 1] 1] u] 1] 1] u] Mot estimahble 2002

Lim {2005) 0 0 1] 1] 0 1] Mot estimable 2005

van der Heijde {2005_2¢) 0 0 1] 1] 0 1] Mot estimable 2005

Marzo-Ortega (2005) 0 0 ] i) 0 ] Mot estimable 2005

wan der Heijde {2005_2b) 0 0 ] i) 0 ] Mot estimable 2005

van der Heijde {2005_2a) 0 0 ] i) 0 ] Mot estimable 2005

Barkhuizen {2006_c) 0 0 1] i} 0 1] Mot estimable 2006

Barkhuizen (2006_k) 1] 1] u] 1] 1] u] Mot estimahble 2006

Barkhuizen {2006_a) 0 0 1] 1] 0 1] Mot estimable 2006

van der Heijde {2006_1) -04 17 195 -04 25 101 9.2% 0.00[-0.24, 0.24] 2008 E E—
Inman {2008_h) 0 0 ] i) 0 ] Mot estimable 2008

Inman {2008_a) 0 0 ] i) 0 ] Mot estimable 2008

Inman {2010} 0 0 ] i) 0 ] Mot estimable 2010

Huang (2014) -0.2 07 224 -01 08 113 94% -0.14 [-0.36,0.09] 2014 —
Subtotal (95% CI) 527 335 35.5% 0.24 [-0.18, 0.67] —
Heterageneity: Tau®= 019, Chi®= 30.25, df= 4 (P = 0.00001), F=87%

Testfor averall effect: Z=1.12 (P = 0.26)

9.1.2 Endpoint value

Feltelius {1986) 0 0 a i 0 a Mot estimable 1986

Missila {1988) 02 045 38 0z 08 37 B2% 0.00[0.45 045 1988

Winkler (1989) 267 1.488 9 383 2789 G 21% -0.81 [1.87,0.84] 1989 4

Davis {1989) 0 0 1] 1] 0 1] Mot estimable 19849

Corkill {1990} 0 0 1] 1] 0 1] Mot estimable 1990

Krajne {1990) 0 0 1] 1] 0 1] Mot estimable 1990

Dougados (1994 _a) 0 0 ] i) 0 ] Mot estimable 1994

Dougados {19584 _c) 0 0 ] i) 0 ] Mot estimable 15894

Dougados (1994 _b) 0 0 ] i) 0 ] Mot estimable 1994

Dougados (1994 _d) 0 0 1] i} 0 1] Mot estimable 1994

Clegg (1996) 24 B2 95 21 45 108 8.7% 0.05[0.22, 0.33] 1996 I —
Helliwell {1996_k) 0 0 1] 1] 0 1] Mot estimable 1996

Helliwell {1996_a) 0 0 i i 0 i Mot estimakle 1996

Altan (20013 368 527 26 14 195 25 a50% 0.84 [0.02,1.100 2001

Wan Tubergen (2001) 0 0 ] i) 0 ] Mot estimable 2001

Gartman (2002) 16 38 20 37 76 20 44% -0.34 [-0.97,0.28] 2002

Sweeney (2002 0 0 1] i} 0 1] Mot estimable 2002

Eraun (2002) 0z 28 34 1.1 41 35 5.9% -0.25[0.73,0.22] 2002 L
Erandt {2003} 0 0 1] 1] 0 1] Mot estimable 2003

Dravis (2003) 0 0 i i 0 i Mot estimakle 2003

Analay (2003) 0 0 ] i) 0 ] Mot estimable 2003

Calin (2004) 0 0 a i 0 a Mot estimable 2004

Gonzalez-Lopez (2004) 0 0 ] i) 0 ] Mot estimable 2004

Codish (2008) 0 0 a i 0 a Mot estimable 2005

van der Heijde {2005_1} 0 or74 1499 o o074 75 8.8% 0.00 [0.27, 0.27] 2005 S E—
['Las Penas (20048) 1] 1] u] 1] 1] u] Mot estimahble 2005

Altan (2008) 0 0 1] 1] 0 1] Mot estimable 2006

van der Heijde {2006_2a) 0 0 ] i) 0 ] Mot estimable 2006

Ince (2008) 0 0 a i 0 a Mot estimable 2006

van der Heijde (2006_2b) 0 0 ] i) 0 ] Mot estimable 2006

Lambert (2007) 27 5 38 3 54 44 B4% -0.06 [-0.49,0.38] 2007 — ]
Huang {2008) 1] 1] u] 1] 1] u] Mot estimahble 2008

Barkham (2010} 1] 1] u] 1] 1] u] Mot estimahble 2010

Mavarro-Sarabia (2011} 0.81 4.06 48 065 214 49 5.9% 0.05 [0.35, 0.45] 2011 r
Braun {2011} 133 81 379 282 128 187 101% -0.18 [0.35,-0.000 2011 I
Dougados (2011) 0 0 ] i) 0 ] Mot estimable 2011

Hu 2012 0 0 a i 0 a Mot estimable 2012

Bao (2014) 0 0 a i 0 a Mot estimable 2014

Subtotal (95% CI) 886 586 64.5% -0.06 [-0.17, 0.05] -
Heterageneity: Tau®= 0.00; Chi*=9.36, df=9 (P =0.40); F= 4%

Testfor averall effect: Z=1.09 (P = 0.28)

Total (95% CI) 1413 921 100.0% 0.05 [-0.11,0.22] ’

Heterogeneity: Tau®= 0.06; Chi*= 44.01, df= 14 (F = 0.0001); F= 65% i_1 —D=5 5
Test for averall effeclt: Z=0E82 (P:. 0.54) Favours [experimental]
Testfor subaroup differences: Chi*=1.84, df=1 (P=017), F= 458%

05
Favours [control]



Figure S7. Acute phase reactants

Heterogeneity: Tau®=0.25; Chi®= 10263, df=158 (P = 0.00001); F= 86%
Test for overall effect £= 4 35 (F = 0.0001}

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl_ Year IV, Random, 95% CI

5.1.1 Change from haseline

Dougados (1986) -2 5929 23 -2 85.05 24 2.9% 0.00 [-0.57, 0.57] 1986

Kraag (19889} o a a a 1] a Mot estimable 1989

Taylor {1991} 0 0 1} 1} 1] 0 Mot estimable 1991

Kirean {1993 ul u] o o 1] u] Mot estimahble 1993

Hidding {1993 ul u] o o 1] u] Mot estimahble 1993

Clegg (19596) -0.28  1.22 95 -0.23  1.22 108 37% -0.04 [F0.32,0.23] 1996 D

Dougados (1999_a) 1B 115 a1 4.2 136 23 3.3% -0.48[-0.94,-0.02] 1999 ———————

Dougados (1999_k) 02 158 99 4.2 136 23 3.3% -0.26 [-0.71,0.20] 1994 _—

Dougados (1999_c) 07 118 103 42 136 23 3.3% -0.29 [-0.74,0.17] 1994 —

Altan 20013 017 082 26 004 065 25 3.0% 017 [-0.38, 0.72] 2001

Dougados (2001_a) -1.69 813 67 -0.31 913 22 3.2% -016 [-0.65, 0.32] 2001

Dougadaos {2001 _k) -2.48 11.32 a4 -0.31 9.13 22 3.2% -0.20 [F0.70,0.30] 2001

Roychowdhury (20023 -2.33 13.04 12 084 16.44 16 2.8% -0.21 096, 0.54] 2002

Schmidt (2002 -6 4.8 18 -3.48 2 29 2.8% -0.7F [1.38,-016] 2002 Y~

van der Heijde {2005_2h) o a a a 1] a Mot estimable 2005

wan der Heijde (2005_2c) o a a a 1] a Mot estimable 2005

van der Heijde (2005_2a) ul u] o o 1] u] Mot estimahble 2005

harzo-Ortega {2005) o a a a 1] a Mot estimable 2005

Lirn {2005) o o 1] 1] o o Mot estimahble 20048

EBarkhuizen (2006_c) o a a a 1] a Mot estimable 2006

Barkhuizen (2006_h) o a a a 1] a Mot estimable 2006

Barkhuizen (2006_a) il o 1] 1] o o Mot estimahble 2006

van der Heijde {2006_13 -1.3 08 195 -0.1 o8 101 3.8% -1.80[-1.77,-1.23] 2006 4

Inrman 2008_h) -0.5 1.6 140 o 0.6 39 3.6% -0.34 070, 0.01] 2008 — ]

Intman (2008_a) -0.7 1.5 138 o 0.6 39 3.5% -0.51 [-0.87,-0.15] 2008

Inrman 2010) -6.75 163 3z 2.8 1449 34 3.2% -0.61 [1.10,-0.11] 2010 &

Huang {20143 -178 238 M4 -4 A 113 3.8% -0.59[-0.82,-0.36] 2014 E—

Subtotal (95% CI) 1317 641  49.1% -0.40 [-0.66, -0.15] —eai——

Heterogeneity: Tau®= 0.19; Chif= 80.03, df= 14 (P = 0.00001); F= 83%

Testfor overall effect 2= 3.14 (P = 0.002)

5.1.2 Endpoint value

Feltelius (1986) 231 17.68 14 251 13.2 15 2.5% -013 [F0.85, 0.60] 1986

Missila {1988) 15 16 ek} 22 26 a7 3.3% -0.32 078, 013] 1988 - 1

Davis {1989) 11 15.35 18 a8 31.44 13 2.4% -0.68 [-1.45,0.08] 1939 +

Winkler {19589) 244 119 26 2003 1048 23 3.0% 0.35 [-0.21,0.92] 1989

Carkill {1990) -58 478 3z -5.7  4B.7 30 3.2% -0.00 [0.50, 0.50] 1990

Krajne (1990) 23 21 63 40 19 19 31% -0.82[1.35,-0.29] 1990 ———

Dougados {1994 _c) o a a a 1] a Mot estimable 1994

Dougados (1994 _h) o a a a 1] a Mot estimable 1994

Dougados (1994 _a) il o 1] 1] o o Mot estimahble 1994

Dougados (1994 _d) o a a a 1] a Mot estimable 1994

Hellivwell {1996 _h) ul u] o o 1] u] Mot estimahble 1996

Helliwell (1996_a) ul u] o o 1] u] Mot estimahble 1996

“Wan Tubergen (2001) o a a a 1] a Mot estimable 2001

Garman (2002 0.7 1.1 i 2 2.8 20 2.8% -0 60 [-1.23,004] 2002 +

Sweeney (2002) o a a a 1] a Mot estimable 2002

Braun (2002} B 474 34 15 &6.3 35 3.2% -017 064, 0.30] 2002

Davis (2003 06 117 126 1.9 02 120 3T% -1.83[-1.81,-1.24] 2003

Analay (2003) o a a a 1] a Mot estimable 2003

Brandt (2003 ul u] o o 1] u] Mot estimahble 2003

Gonzalez-Lopez (2004) il o 1] 1] o o Mot estimahble 2004

Calin {2004 40 103 45 117 103 39 3.3% -0.74 [-1.18,-0.30] 2004 &

van der Heijde {20045_13 047 076 184 1.7 0.9 75 3TH -1.83[-1.83,-1.24] 2005 4

Codish (2005) ul u] o o 1] u] Mot estimahble 2005

D'Las Penas (2005) o a a a 1] a Mot estimable 2005

Altan (2006) 1} 0 1} 1} a 0 Mat estimable 2006

van der Heijde (2006_2a) o a a a 1] a Mot estimable 2006

Ince {2006) ul u] o o 1] u] Mot estimahble 2006

van der Heijde (2008_2h) il o 1] 1] o o Mot estimahble 2006

Lambert (2007} 0.4 0.8 38 2.6 3.6 44 3.3% -0.800[-1.26,-0.35] 2007 &———

Huang {2008) o a a a 1] a Mot estimable 2008

Barkham (2010) ul u] o o 1] u] Mot estimahble 2010

Dougados (20113 B ] 39 1a 20 43 3.3% -0.77[1.22,-0.32] 2011 &————

Mawarro-Sarahia (20113 44898 663 48 682 1418 49 3.4% -016 056, 0.23] 2011 e

Braun (2011} 642 108 379 1388 166 187 3.9% -0.87 [-0.745,-0.39] 2011

Hu {2012 7.3 28 26 18.2 166 20 2.8% -0.92 [-1.60,-0.236] 2012 &

Bao (2014) 1} 0 i} 1} a 0 Mat estimable 2014

Subtotal (95% CI) 1142 769 50.9% -0.61 [-0.89, -0.34] el
-

Total (95% CI) 2459 1410 100.0%
Heterogeneity: Tau®= 0.22; Chi®=193.54, df= 30 (F = 0.00001); F= 84%

Test for overall effect 2= 5.36 (P = 0.00001)

Test for subaroun differences: Chi*=1.19. df=1 (P =028 F=158%

-0.51[-0.70, -0.32]

- 0.5
Favours [experimental]

05
Favours [control]
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Figure 8. Spine radiographs

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
4.1.1 Change from baseline
Dougadaos (1986) 1] 1] 1] 1] 1] u] Mot estimable 1986
Feltelius (1986) 1] 0 0 0 0 a Mot estimakle 1986
Kraag {1989) 1] 0 0 0 0 ] Mot estimable 19849
Carkill (1990} 1] 0 0 0 0 1] Mot estimable 1990
Kirwan {1993) 1] 0 0 0 0 1] Mot estimable 1993
Hidding (1993} a 0 0 0 0 a Mot estimakle 1993
Dougados {1999_¢) 1] 0 0 0 0 ] Mot estimable 1995
Dougados (1995_h) 1] 1] 1] 1] 1] u] Mot estimable 1995
Dougados (19959_a) 1] 1] 1] 1] 1] u] Mot estimable 1995
Dougados (2001_a) 1] 0 0 0 0 ] Mot estimable 2001
Dougados (2001 _k) 1] 0 0 0 0 1] Mot estimable 2001
Sweeney (2002) 1] 1] 1] 1] 1] u] Mot estimable 2002
Schmidt (2002} 1] 0 0 0 0 1] Mot estimable 2002
van der Heijde {2005_2c) 1] 0 0 0 0 ] Mot estimakle 2005
van der Heijde (2005_1} 1] 0 0 0 0 1] Mot estimable 2005
Marzo-Ortega (20048) 1] 1] 1] 1] 1] u] Mot estimable 2005
van der Heijde (2005_2a) 1] 1] 1] 1] 1] u] Mot estimable 2005
wan der Heijde (2005_2h) 1] 0 0 0 0 ] Mot estimable 2005
van der Heijde (2006_1} 1] 0 0 0 0 1] Mot estimable 2006
Barkhuizen {2006_a) 1] 1] 1] 1] 1] u] Mot estimable 2006
Barkhuizen {2006_h) 1] 0 0 0 0 1] Mot estimakle 2006
Barkhuizen {2006_c) 1] 0 0 0 0 ] Mot estimable 2006
van der Heijde (2006_2a) 1] 1] 1] 1] 1] u] Mot estimable 2006
van der Heijde (2006_2h) 1] 1] 1] 1] 1] u] Mot estimable 2006
Inrman (2008_k) 1] 0 0 0 0 ] Mot estimakle 2008
Inrman (2008_a) 1] 0 0 0 0 ] Mot estimable 2008
Inman {2010% 1] 1] 1] 1] 1] u] Mot estimable 2010
Huang (20143 1] 1] 1] 1] 1] u] Mot estimable 2014
Bao (2014) a 0 0 0 0 a Mot estimable 2014
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for averall effect: Mot applicable
4.1.2 Endpoint value
Missila (1988) 1] 0 0 0 0 1] Mot estimable 1988
Winkler {1989) 1] 0 0 0 0 1] Mot estimable 19849
Diavis (1989) a 0 0 0 0 a Mat estimahle 1989
Krajne (1990) 1] 0 0 0 0 1] Mot estimable 1990
Taylor {19513 187 3.08 15 167 3.08 17 100.0% 0.96[0.22,1.69] 1991 4.
Dougados (1994 _a) 1] 0 0 0 0 1] Mot estimakle 1594
Dougados (1994 _d) 1] 0 0 0 0 ] Mot estimable 1994
Dougados (1994_h) 1] 1] 1] 1] 1] u] Mot estimable 1994
Dougados (1994 _c) 1] 1] 1] 1] 1] u] Mot estimable 1994
Helliwell {(1996_h) a 0 0 0 0 a Mot estimakle 1996
Clegg (1996) a 0 0 0 0 a Mat estimable 1996
Helliwell {1996_a) 1] 0 0 0 0 1] Mot estimable 1996
“an Tubergen {2001} 1] 1] 1] 1] 1] u] Mot estimable 2001
Altan (2001} a 0 0 0 0 a Mat estimable 2001
Eraun {2002) 1] 0 0 0 0 ] Mot estimable 2002
Roychowdhury (2002 1] 1] 1] 1] 1] u] Mot estimable 2002
Gorman (2002) 1] 1] 1] 1] 1] u] Mot estimable 2002
Davis (2003) a 0 0 0 0 a Mat estimakle 2003
Erandt (2003} 1] 0 0 0 0 1] Mot estimable 2003
Analay (2003 1] 1] 1] 1] 1] u] Mot estimable 2003
Calin (2004) 1] 0 0 0 0 1] Mot estimable 2004
Gonzalez-Lopez (2004) 1] 0 0 0 0 ] Mot estimable 2004
Codish (2008) 1] 0 0 0 0 1] Mot estimable 2005
D'Las Penas {20045) 1] 1] 1] 1] 1] u] Mot estimable 2005
Lirn (2005) 1] 0 0 0 0 1] Mot estimable 2005
Ince (2006 a 0 0 0 0 a Mat estimable 2006
Altan {2008} 1] 0 0 0 0 1] Mot estimable 2006
Larmhert (2007} 1] 0 0 0 0 1] Mot estimable 2007
Huang (2008) 1] 0 0 0 0 ] Mot estimakle 2008
Barkham (2010) 1] 0 0 0 0 ] Mot estimable 2010
Braun 2011} 1] 1] 1] 1] 1] u] Mot estimable 2011
Dougadas (20113 1] 1] 1] 1] 1] u] Mot estimable 2011
Mavarro-Sarabia (20113 1] 0 0 0 0 ] Mot estimable 2011
Hu 2012y a 0 0 0 0 a Mat estimakle 2012

5 T

Subtotal (95% CI)
Heterogeneity: Mot applicable
Testfor overall effect. £= 2584 (P=0.01)

Total (95% CI)

Heterogeneity: Mot applicable

Testfor overall effect: 2= 2484 (P =0.01)
Testfor subgroup differences: Mot applicable

-

15

17 100.0% 0.96 [0.22, 1.69]

17 100.0% 0.96 [0.22, 1.69]

— |
— |

4

,
-0.5
Favours [experimental]

0

,
0.5
Favours [control]

1
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Figure S9. Fatigue

Experimental

Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
8.1.1 change from bhaseline

Dougados {1986) 1] 1] 1] 1] 1] 1] Mot estimahble 1986

Kraag {1984) ] 1] ] ] ] ] Mot estimahle 1989

Taylor (19813 1] 1] 1] 1] 1] 1] Mot estimahble 1991

kKirsan {1993 i ] i i i i Mot estimahle 1993

Hidding {1993 a a a a a a Mot estimahle 1983

Clegg (1996) 1] 1] 1] 1] 1] 1] Mot estimahble 1996

Dougados {19859 _c) ] 1] ] ] ] ] Mot estimahble 1999

Dougados {1999_h) ] 1] ] ] ] ] Mot estimahble 1999

Dougados (1999_a) u] 1] u] u] u] u] Mot estimable 1999

Altan (2001) a a a a a a Mot estimahle 2001

Dougados (2001_k) ] 1] ] ] ] ] Mot estimahble 2001

Dougados (2001_a) 1] 1] 1] 1] 1] 1] Mot estimable 2001

Schmidt (2002) a a a a a a Mot estimahle 2002

Rovechowwedhury (20023 ] 1] ] ] ] ] Mot estimahble 2002

van der Heijde (2005_2h) 1] 1] 1] 1] 1] 1] Mot estimahble 2005

van der Heijde (2005_2a) ] 1] ] ] ] ] Mot estimahle 2005

Lirn {2005) a a a a a a Mot estirnahble 2005

Marzo-Ortega (2005) 1] 1] 1] 1] 1] 1] Mot estimahble 2005

wan der Heijde (2005_2¢c) ] 1] ] ] ] ] Mot estimahle 2005

van der Heijde (2006_1) ] 1] ] ] ] ] Mot estimahble 2006

Barkhuizen (2006_c) 1] 1] 1] 1] 1] 1] Mot estimahble 2006

Barkhuizen (2006_h) ] 1] ] ] ] ] Mot estimahle 2006

Barkhuizen (2006_a) ] 1] ] ] ] ] Mot estimahble 2006

Inman (2008_a) -3 37 138 i 3 3 22.2% -0.84 [1.21,-0.47] 2008 =
Inman (2008_h) -3 44 140 a 3 39 216% -0.72[-1.08,-0.36] 2008 +——&————
Inman (20100 1] 1] 1] 1] 1] 1] Mot estimahble 2010

Huang {2014) 1] 1] 1] 1] 1] 1] Mot estimahkle 2014

Bao (2014) -28 4593 108 -06 436 1058 401% -047[0.74,-020] 2014 — &
Subtotal (95% CI) 386 183 B84.9% -0.65[-0.87, -0.42] e iREe
Heterogeneity: Tau®=0.01; Chi*= 2.81, df= 2 (P=0.25), F= 28%

Testfor overall effect: Z=%563 (P = 0.00001)

8.1.2 Endpoint value

Feltalius {1986) a a a a a a Mot estimable 1986

Missila (1988) 1] 1] 1] 1] 1] 1] Mot estimahble 1988

Winkler (1989) a a a a a a Mot estimahle 19849

Davis (1989) a a a a a a Mot estirnahble 19849

Carkill {13500 1] 1] 1] 1] 1] 1] Mot estimahble 1990

Krajnc (135900 ] 1] ] ] ] ] Mot estimahble 1990

Dougados {1994 _d) ] 1] ] ] ] ] Mot estimahble 1994

Dougados (1994 _b) 1] 1] 1] 1] 1] 1] Mot estimahble 1994

Dougados {1994 _¢) ] 1] ] ] ] ] Mot estimahle 1994

Dougados {1994 _a) ] 1] ] ] ] ] Mot estimahble 1994

Helliwell {19596_ k) 1] 1] 1] 1] 1] 1] Mot estimahble 1996

Helliwell {1996_a) a a a a a a Mot estimahle 1996

“Wan Tubergen (2001} ] 1] ] ] ] ] Mot estimahble 2001

Braun {2002) 1] 1] 1] 1] 1] 1] Mot estimahble 2002

Garman (2002 ] 1] ] ] ] ] Mot estimahle 2002

Sweeney (2002) ] 1] ] ] ] ] Mot estimahble 2002

Dravis (2003) i ] i i i i Mot estimahle 2003

Erandt (2003) a a a a a a Mot estimahle 2003

Analay (2003 1] 1] 1] 1] 1] 1] Mot estimahble 2003

Calin (2004) Jg4 22 45 548 22 3\ 151% -0.74[-1.18,-0.28] 2004
Gonzalez-Lopez (2004) ] 1] ] ] ] ] Mot estimahle 2004

Codish (2005) a 1] a a a a Mot estirmable 2005

van der Heijde (2005_1) ] 1] ] ] ] ] Mot estimahble 2005

D'Las Penas (2005) ] 1] ] ] ] ] Mot estimahble 2005

van der Heijde {2006_2h) u] 1] u] u] u] u] Mot estimable 2006

van der Heijde (2006_2a) ] 1] ] ] ] ] Mot estimahble 2006

Ince (2008) a a a a a a Mot estimahle 2006

Altan (2008) 1] 1] 1] 1] 1] 1] Mot estimahble 2006

Lambert (2007) a a a a a a Mot estimahle 2007

Huang {2008) ] 1] ] ] ] ] Mot estimahble 2008

Barkham (2010) 1] 1] 1] 1] 1] 1] Mot estimahble 2010
Mavarro-Sarahia (2011} ] 1] ] ] ] ] Mot estimahble 2011

Dougados {2011 ] 1] ] ] ] ] Mot estimahble 2011

Braun 2011} 1] 1] 1] 1] 1] 1] Mot estimable 2011

Hu (2012) a a a a a a Mot estimahle 2012

Subtotal (95% CI) 15 39 15.1% -0.74[-1.18, -0.29] TR ——
Heterogeneity: Mot applicable

Testfor overall effect: £=3.26 (P =0.001)

Total (95% CI) 431 222 100.0% -0.65[-0.82, -0.48] -‘-—
Heterogeneity: Tau®= 0.00; Chi*= 2.99, df= 3 (P = 0.39); F= 0% i_1 —D= 5 p D=5 11

Test for overall effect: Z=7.38 (P = 0.00001)

Testfor subgroup differences: Chi*= 013, df=1 (P=0.72), F= 0%

Favours [experimental] Favours [control]
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Figure S10. Odds Ratio for achieving primary outcome

Experimental

Control

Odds Ratio

0Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Dougados (1986) 15 30 3 ;o 21% 4.00[1.27,12.58] 1986

Feltelius (1986) 7 19 3 18  1.5% 2892062, 13.76] 1986 7

Missila {1988) a a a i] Mot estimable 1988

Winkler (1959) i i o i] Mot estimable 19859

Kraag (1989) 0 0 0 i} Mot estimable 1584

Davis (1989) i i o i] Mot estimable 1985

krajnc {1990} 0 0 1} I} Mot estimable 1590

Corkill {1980) ] ] 1] 1] Mot estimable 1980

Taylor (19913 0 0 1} I} Mot estimable 1991

Hidding (1993) ] ] 1] 1] Mot estimable 1983

Kirvran (1993) 0 0 0 0 Mot estimahle 1993

Dougados (1994 _c) 24 45 L] 24 21% 4.34[1.38,13.66] 1984

Dougadas (1994 _d) 28 50 ] 24 23% 4.841.56,15.01] 1954

Dougados (1894 _a) 25 46 L] 24 21% 452 [1.44,14.19] 1984

Dougadas (1994 _b) 20 49 ] 24 23% 2.62[0.84,8.18] 1994 T

Helliweell {1996_b) a a a i] Mot estimable 1986

Helliwell (1996_a) i i o i] Mot estimable 1986

Clegy (19496) 50 131 48 133 36% 1.08 [0.66,1.80] 1996 b
Dougados (1999_a) 52 108 9 a0 2.8% 3.20[1.38,7.39] 1999

Dougados (1999_b) G2 120 9 a0 2.8% 3.68 [1.62,8.39] 1999

Dougados (1999_c) 60 124 9 a0 2.8% 3.231.42,7.34] 1999

Altan {2001) i i o i] Mot estimable 2001

Wan Tubergen (2001 ] ] 1] 1] Mot estimable 2001

Dougadas (2001_a) 32 40 g | 2T% 2.07 [0.85,5.09] 2001 T
Dougados (2001_b) 38 20 8 3/ 2T% 3.39[1.38,8.30] 2001

Schmidt (2002) 11 34 B 36 2.3% 2.39[0.77,7.43] 2002 7
Sweeney (2002 0 0 0 i} Mot estimable 2002

Raoyehowdhury (2002) 4 12 4 16 1.4% 1.60 [0.28, 7.81] 2002 —

Gorman (2002) 16 20 B 20 1.6% 9.33([2.18, 39.86) 2002

Braun (2002) 18 34 3 m 1.8% 12.00([3.07, 46.83] 2002

Davis (2003) a2 138 3 138 36% 3.65([2.21,6.03] 2003 —
Brandt {2003) g 14 1 16 0.9%  20.00[2.04,196.37] 2003 —_—+
Analay (2003 0 0 1} I} Mot estimable 2003

Gonzalez-Lopez (2004) ] 17 3 18 1.5% 563 [1.18 26.85) 2004

Calin (2004) 26 45 g 3 25% 456 [1.76,11.81] 2004

van der Heijde (2005_2a) 64 103 g 31 2.7% 472[1.92,11.58] 2005

van der Heijde (2005_2h) a7 92 g kil 2.6% 4 68[1.89, 11.61] 2005

van der Heijde {2005_1) 123 201 14 T8 3.3% 6.62[3.53,12.44] 2005 I
van der Heijde (2005_2¢) 61 99 g 31 2.7% 462 [1.88,11.36] 2005

Marzo-Ortega {2005) 14 28 3 14 1.6% 367 [0.84,16.04] 2005 T

Lim (2005} i i o i] Mot estimable 2005

Codish {2008) a a a i] Mot estimable 2005

D'Las Penas (2005) i i o i] Mot estimable 2005

van der Heijde (2006_2a) 115 155 9 25 27% 511 [2.09,12.48] 2006

van der Heijde (2006_2h) 107 150 9 25 27T% 4.4201.82,10.77] 2006

van der Heijde {2006_1) 121 208 22107 3.5% 5,37 [3.12,98.26] 2006 —
Ince (2008) ] ] 1] 1] Mot estimable 2006

Barkhuizen {2006_h) 91 161 11 52 3.0% 4.85([2.32,1010] 2006

Barkhuizen (2006_a) el3) 137 39 52 31% 0.78 [0.38,1.61] 2006 T
Barkhuizen (2006_c) a4 161 39 52 31% 0.36 [0.18, 0.73] 2006 e

Altan {20086) i i 1] i] Mot estimable 2006

Lambert (2007) i i o i] Mot estimable 2007

Inman {2008_b) a4 140 9 3 28% 5.00([2.21,11.33] 2008

Inman {2008_a) a2 138 g 38 28% 4.88([2.15,11.07] 2008

Huang {2008) 0 0 0 i} Mot estimable 2008

Inman {2010} 21 39 11 a7 26% 276 01.07,7.101 2010

Barkharm {2010} 0 0 1} I} Mot estimable 2010

Mavarro-Sarahia (2011) 34 48 ar 49 27% 0.79[0.32,1.94] 2011 T
Dougados (2011) 18 43 10 38 26% 2.09[0.82, 535] 2011 T

Braun (2011} 126 are 29 187 3T% 271 11.73,4.26] 2011 —_
Hu (2012) i i o i] Mot estimable 2012

Huang (2014) 154 229 ‘@ 1Ma 3T% 4,69 [2.89, 7.61] 2014 —_—
Bao {2014) kil 106 11 108 3.0% 383167, 7.49] 2014

Total (95% CI) 3824 1899 100.0% 3.26 [2.58, 1.13] &
Total events 2070 13

Heterogeneity: Tau®= 0.34; Chi®=110.95, df= 38 (P = 0.00001); F= 66% o o 10 P

Testfor overall efiect 7= 9.8 (P = 0.00001) Favours [experimental] Favours [control]



