eTable 1. Search strategy for key focus areas addressed in the guidelines 
Medline via Ovid
1. exp Colitis, Ulcerative/
2. ((ulcerative adj2 colitis) or (colitis adj2 gravis)).tw,kw
3. 1 or 2
4. exp Mercaptopurine/
5. exp Azathioprine/
6. (6-Mercaptopurine or 6-MP or me?captopurin# Puri#ethol or Purixan or azothioprine or Azathioprine or Azasan or Im?uran or imurel).tw,kw
7. exp METHOTREXATE/
8. (Methotrexate or Otrexup or Rasuvo or Rheumatrex or Trexall or MTX or Amethopterin or mexate).tw,kw.
9. exp Antibodies, Monoclonal/
10. exp Infliximab/
11. exp Adalimumab/
12. exp Sphingosine 1 Phosphate Receptor Modulators/
13. exp Janus Kinase Inhibitors/
14. exp Ustekinumab/
15. exp Interleukin-12/
16. exp Interleukin-23/
17. (infliximab* or renflexis or "monoclonal antibody cA2" or "MAb CA2" or inflectra or remicade).tw,kw.
18. (adalimumab* or humira or cyltezo or (D2E7 adj2 antibody)).tw,kw. 
19. (golimumab or CNTO-148 or "CNTO 148" or simponi).tw,kw.
20. (vedolizumab or entyvio or MLN0002 or MLN02 or "MLN-0002" or "MLN-02").tw,kw.
21. (ozanimod or RPC1063 or zeposia or estrasimod).tw,kw.
22. (tofacitinib or xeljanz or jakvinus or "CP 690,550" or CP690550 or "CP-690550" or "CP 690550" or "CP-690,550").tw,kw.
23. (upadacitinib or "(3S,4R)-3-ethyl-4-(3H-imidazo(1,2-a)pyrrolo(2,3-e)pyrazin-8-yl)-N-(2,2,2-trifluoroethyl)-1-pyrrolidinecarboxamide" or "ABT-494" or rinvoq).tw,kw.
24. (GLPG0634 or filgotinib).tw,kw.
25. (ustekinumab or stelara or "CNTO 1275" or "CNTO-1275").tw,kw.
26. ("Interleukin-12" or "Natural Killer Cell Stimulatory Factor" or "IL-12" or "IL 12" or "Cytotoxic Lymphocyte Maturation Factor" or "interleukin 12" or IL12 or "edodekin alfa").tw,kw.
27. ("Interleukin-23" or "Interleukin 23" or "IL-23").tw,kw.
28. (mirikizumab or "LY-3074828" or LY3074828).tw,kw
29. (risankizumab* or "ABBV-066" or skyrizi or "BI 655066" or "BI-655066").tw,kw.
30. (guselkumab or tremfya or "CNTO 1959" or "CNTO-1959").tw,kw.
31. exp Immunologic Factors/
32. ((immunologic* adj1 factor*) or (immune adj1 factor*) or biomodulator* or immunomodulator* or (biological adj2 modifier*)).tw,kw
33. exp Mesalamine/
34. (5-ASA or "5-aminosalicylic acid" or asacol* or mesalamine or mesalazine or mesasal or "5 aminosalicylate" or fivasa or canasa or delzicol or lialda or pentasa or rowasa or octasa or apriso or sfrowasa or dipentum or colazal or mezavant).tw,kw
35. or/4-34
36. 3 and 35
37. (exp Child/ or exp Infant/ or exp Adolescent/) not exp Adult/
38. 36 not 37
39. exp animals/ not exp humans/
40. 38 not 39
41. limit 40 to english language
42. (systematic review or meta-analysis).pt.
43. meta-analysis/ or systematic review/ or meta-analysis as topic/ or systematic review as topic/ or "meta analysis (topic)"/ or "systematic review (topic)"/ or exp technology assessment, biomedical/ or network meta-analysis/
44. ((systematic* adj3 (review* or overview*)) or (methodologic* adj3 (review* or overview*))).ti,ab,kf,kw.
45. (met analy* or metanaly* or "technology assessment*" or HTA or HTAs or "technology overview*" or "technology appraisal*").ti,ab,kf,kw.
46. ("meta regression*" or metaregression*).ti,ab,kf,kw.
47. (meta-analy* or metaanaly* or "systematic review* " or "biomedical technology assessment* " or "bio-medical technology assessment*").mp,hw.
48. Randomized Controlled Trial.pt.
49. controlled clinical trial.pt
50. exp Randomized Controlled Trials as Topic/
51. Randomized Controlled Trial/ or Randomization/ or Random Allocation/ or Double-Blind Method/ or Double Blind Procedure/ or Double-Blind Studies/ or Single-Blind Method/ or Single Blind Procedure/ or Single-Blind Studies/ or Placebos/ or Placebo/
52. (placebo or randomly or randomi#ed).ab
53. trial.ti,ab
54. ((singl* or doubl* or tripl* or trebl*) adj (blind* or dumm* or mask*)).ti,ab,hw,kf,kw.
55. or/42-54
56. 41 and 55
57. Case reports.pt
58. Comment.pt
59. Editorial.pt
60. or/57-59
61. 56 not 60
62. ..dedup 61
63. epidemiologic studies/
64. cohort studies/
65. longitudinal studies/
66. follow-up studies/
67. prospective studies/
68. retrospective studies/
69. (cohorts or longitudinal or prospective or retrospective).ti,ab,kf
70. (observational adj (study or studies)).ti,ab,kf
71. (cohort adj (study or studies or analy*)).ti,ab,kf
72. or/63-71
73. 41 and 72
74. Case reports.pt
75. Comment.pt
76. Editorial.pt
77. or/74-76
78. 73 not 77
79. ..dedup 78
80. 62 or 79
Embase via Ovid
1. exp ulcerative colitis/
2. ((ulcerative adj2 colitis) or (colitis adj2 gravis)).tw,kw
3. 1 or 2
4. exp mercaptopurine/
5. exp azathioprine/
6. (6-Mercaptopurine or 6-MP or me?captopurin# Puri#ethol or Purixan or azothioprine or Azathioprine or Azasan or Im?uran or imurel).tw,kw
7. exp methotrexate/
8. (Methotrexate or Otrexup or Rasuvo or Rheumatrex or Trexall or MTX or Amethopterin or mexate).tw,kw.
9. exp monoclonal antibody/
10. exp infliximab/
11. exp adalimumab/
12. exp sphingosine 1 phosphate receptor modulator/
13. exp Janus kinase inhibitor/
14. exp ustekinumab/
15. exp interleukin 12/
16. exp interleukin 23/
17. (infliximab* or renflexis or "monoclonal antibody cA2" or "MAb CA2" or inflectra or remicade).tw,kw.
18. (adalimumab* or humira or cyltezo or (D2E7 adj2 antibody)).tw,kw. 
19. (golimumab or CNTO-148 or "CNTO 148" or simponi).tw,kw.
20. (vedolizumab or entyvio or MLN0002 or MLN02 or "MLN-0002" or "MLN-02").tw,kw.
21. (ozanimod or RPC1063 or zeposia or estrasimod).tw,kw.
22. (tofacitinib or xeljanz or jakvinus or "CP 690,550" or CP690550 or "CP-690550" or "CP 690550" or "CP-690,550").tw,kw.
23. (upadacitinib or "(3S,4R)-3-ethyl-4-(3H-imidazo(1,2-a)pyrrolo(2,3-e)pyrazin-8-yl)-N-(2,2,2-trifluoroethyl)-1-pyrrolidinecarboxamide" or "ABT-494" or rinvoq).tw,kw.
24. (GLPG0634 or filgotinib).tw,kw.
25. (ustekinumab or stelara or "CNTO 1275" or "CNTO-1275").tw,kw.
26. ("Interleukin-12" or "Natural Killer Cell Stimulatory Factor" or "IL-12" or "IL 12" or "Cytotoxic Lymphocyte Maturation Factor" or "interleukin 12" or IL12 or "edodekin alfa").tw,kw.
27. ("Interleukin-23" or "Interleukin 23" or "IL-23").tw,kw.
28. (mirikizumab or "LY-3074828" or LY3074828).tw,kw
29. (risankizumab* or "ABBV-066" or skyrizi or "BI 655066" or "BI-655066").tw,kw.
30. (guselkumab or tremfya or "CNTO 1959" or "CNTO-1959").tw,kw.
31. exp immunologic factor/
32. ((immunologic* adj1 factor*) or (immune adj1 factor*) or biomodulator* or immunomodulator* or (biological adj2 modifier*)).tw,kw
33. exp mesalazine/
34. (5-ASA or "5-aminosalicylic acid" or asacol* or mesalamine or mesalazine or mesasal or "5 aminosalicylate" or fivasa or canasa or delzicol or lialda or pentasa or rowasa or octasa or apriso or sfrowasa or dipentum or colazal or mezavant).tw,kw
35. or/4-34
36. 3 and 35
37. (exp child/ or exp adolescent/ or exp infant/) not exp adult/
38. 36 not 37
39. exp animals/ not exp humans/
40. 38 not 39
41. limit 40 to english language
42. exp "systematic review"/
43. exp meta analysis/
44. exp network meta-analysis/
45. (systematic* adj3 (review* or overview*)).ti,ab,kf,kw. 
46. ("met analy*" or metanaly*).ti,ab,kf,kw. 
47. ("meta regression*" or metaregression*).ti,ab,kf,kw.
48. (meta-analy* or metaanaly* or "systematic review*").mp,hw.
49. exp randomized controlled trial/
50. exp controlled clinical trial/
51. exp randomization/
52. exp double blind procedure/
53. exp single blind procedure/
54. exp placebo/
55. (placebo or randomly or randomi#ed).ab
56. trial.ti,ab
57. ((singl* or doubl* or tripl* or trebl*) adj1 (blind* or dumm* or mask*)).ti,ab,hw,kf,kw.
58. or/42-57
59. 41 and 58
60. article.pt
61. review.pt
62. 60 or 61
63. 59 and 62
64. ..dedup 63
65. exp cohort analysis/
66. longitudinal study/
67. clinical study/
68. retrospective study/
69. prospective study/
70. exp Randomized controlled trials/
71. 69 not 70
72. or/65-68,71
73. (cohorts or longitudinal or prospective or retrospective).ti,ab,kf.
74. (observational adj (study or studies)).ti,ab,kf.
75. (cohort adj (study or studies or analy*)).ti,ab,kf.
76. Or/72-75
77. 41 and 76
78. Article.pt
79. 77 and 78
80. “case report”.ti
81. 79 not 80
82. ..dedup 81
83. 64 or 82
Cochrane Library via Wiley
1. MeSH descriptor: [Colitis, Ulcerative] explode all trees
2. ((ulcerative NEAR/2 colitis) OR (colitis NEAR/2 gravis)):ti,ab,kw
3. #1 OR #2
4. MeSH descriptor: [Mercaptopurine] explode all trees
5. MeSH descriptor: [Azathioprine] explode all trees
6. ("6-Mercaptopurine" OR "6-MP" OR mercaptopurine OR Purinethol OR Purixan OR azothioprine OR Azathioprine OR Azasan OR Imuran OR imurel):ti,ab,kw
7. MeSH descriptor: [Methotrexate] explode all trees
8. (Methotrexate OR Otrexup OR Rasuvo OR Rheumatrex OR Trexall OR MTX OR Amethopterin OR mexate):ti,ab,kw
9. MeSH descriptor: [Antibodies, Monoclonal] explode all trees
10. MeSH descriptor: [Infliximab] explode all trees
11. MeSH descriptor: [Adalimumab] explode all trees
12. MeSH descriptor: [Sphingosine 1 Phosphate Receptor Modulators] explode all trees
13. MeSH descriptor: [Janus Kinase Inhibitors] explode all trees
14. MeSH descriptor: [Ustekinumab] explode all trees
15. MeSH descriptor: [Interleukin-12] explode all trees
16. MeSH descriptor: [Interleukin-23] explode all trees
17. (infliximab* OR renflexis OR "monoclonal antibody cA2" OR "MAb CA2" OR inflectra OR remicade):ti,ab,kw
18. (adalimumab* OR humira OR cyltezo OR (D2E7 NEAR/2 antibody)):ti,ab,kw
19. (golimumab OR CNTO-148 OR "CNTO 148" OR simponi):ti,ab,kw
20. (vedolizumab OR entyvio OR MLN0002 OR MLN02 OR "MLN-0002" OR "MLN-02"):ti,ab,kw
21. (ozanimod OR RPC1063 OR zeposia OR estrasimod):ti,ab,kw
22. (tofacitinib OR xeljanz OR jakvinus OR "CP 690,550" OR CP690550 OR "CP-690550" OR "CP 690550" OR "CP-690,550"):ti,ab,kw
23. (upadacitinib OR "(3S,4R)-3-ethyl-4-(3H-imidazo(1,2-a)pyrrolo(2,3-e)pyrazin-8-yl)-N-(2,2,2-trifluoroethyl)-1-pyrrolidinecarboxamide" OR "ABT-494" OR rinvoq):ti,ab,kw
24. (GLPG0634 OR filgotinib):ti,ab,kw
25. (ustekinumab OR stelara OR "CNTO 1275" OR "CNTO-1275"):ti,ab,kw
26. ("Interleukin-12" OR "Natural Killer Cell Stimulatory Factor" OR "IL-12" OR "IL 12" OR "Cytotoxic Lymphocyte Maturation Factor" OR "interleukin 12" OR IL12 OR "edodekin alfa"):ti,ab,kw
27. ("Interleukin-23" OR "Interleukin 23" OR "IL-23"):ti,ab,kw
28. (mirikizumab OR "LY-3074828" OR LY3074828):ti,ab,kw
29. (risankizumab* OR "ABBV-066" OR skyrizi OR "BI 655066" OR "BI-655066"):ti,ab,kw
30. (guselkumab OR tremfya OR "CNTO 1959" OR "CNTO-1959"):ti,ab,kw
31. MeSH descriptor: [Immunologic Factors] explode all trees
32. ((immunologic* NEAR/1 factor*) OR (immune NEAR/1 factor*) OR biomodulator* OR immunomodulator* OR (biological NEAR/2 modifier*)):ti,ab,kw
33. MeSH descriptor: [Mesalamine] explode all trees
34. ("5-ASA" OR "5-aminosalicylic acid" OR mesalamine OR mesalazine OR mesasal OR "5 aminosalicylate" OR fivasa OR canasa OR delzicol OR lialda OR pentasa OR rowasa OR octasa OR apriso OR sfrowasa OR dipentum OR colazal OR mezavant OR asacol*):ti,ab,kw
35. {OR #4-#34}
36. #3 AND #35
37. MeSH descriptor: [Child] explode all trees
38. MeSH descriptor: [Infant] explode all trees
39. MeSH descriptor: [Adolescent] explode all trees
40. {OR #37-#39}
41. MeSH descriptor: [Adult] explode all trees
42. #40 NOT #41
43. #36 NOT #42
44. MeSH descriptor: [Animals] explode all trees
45. MeSH descriptor: [Humans] explode all trees
46. #44 NOT #45
47. #43 NOT #46


eTable 2. Interpretation of the Certainty in Evidence of Effects Using the Grading of Recommendations Assessment, Development and Evaluation Framework

	Certainty
	Description

	High
	We are very confident that the true effect lies close to that of the estimate of the effect.

	Moderate
	We are moderately confident in the effect estimate. The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.

	Low
	Our confidence in the effect estimate is limited. The true effect may be substantially different from the estimate of the effect.

	Very Low
	We have very little confidence in the effect estimate. The true effect is likely to be substantially different from the estimate of effect.





eFigure 1. Forest plot summarizing efficacy of INFLIXIMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 2. Forest plot summarizing efficacy of ADALIMUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 3. Forest plot summarizing efficacy of GOLIMUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 4. Forest plot summarizing efficacy of VEDOLIZUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 5. Forest plot summarizing efficacy of OZANIMOD for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 6. Forest plot summarizing efficacy of ETRASIMOD for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 7. Forest plot summarizing efficacy of TOFACITINIB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 8. Forest plot summarizing efficacy of UPADACITINIB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 9. Forest plot summarizing efficacy of FILGOTINIB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 10. Forest plot summarizing efficacy of USTEKINUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 11. Forest plot summarizing efficacy of MIRIKIZUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 12. Forest plot summarizing efficacy of RISANKIZUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis
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eFigure 13. Forest plot summarizing efficacy of GUSELKUMAB for induction and maintenance of remission in patients with moderate-severe ulcerative colitis

[image: ]


eFigure 14. Forest plot summarizing efficacy of THIOPURINES for (A) achieving remission and (B) preventing relapse in patients with moderate-severe ulcerative colitis

A.
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eFigure 15. Forest plot summarizing efficacy of METHOTREXATE for (A) achieving remission and (B) preventing relapse in patients with moderate-severe ulcerative colitis
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eFigure 16. Forest plot summarizing efficacy and safety of stopping immunomodulator (and continuing biologic monotherapy) vs. continuing combination therapy in patients with moderate-severe ulcerative colitis in steroid-free remission on combination therapy [Yellow highlight denotes study in which 43% patients had ulcerative colitis; all other trials included patients with Crohn’s disease]
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eFigure 17. Forest plot summarizing efficacy and safety of stopping biologics (and continuing immunomodulator monotherapy) vs. continuing combination therapy in patients with moderate-severe ulcerative colitis in steroid-free remission on combination therapy [Yellow highlight denotes studies in which most or all patients had ulcerative colitis; all other trials included patients with Crohn’s disease]
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Etrasimod vs. Placebo

Study name

OASIS 2020
ELEVATE 12 2023
ELEVATE 52 2023
Induction of CLINICAL REMISSION
OASIS 2020
ELEVATE 12 2023
ELEVATE 52 2023
Induction of ENDOSCOPIC IMPROVEMENT
ELEVATE 52 2023
Maintenance of CLINICAL REMISSION
ELEVATE 52 2023
Maintenance of ENDOSCOPIC IMPROVEMENT

Risk Lower

ratio

4.59
1.78
2.37
2.23
227
1.73
2.24
2.03
4.26
4.26
2.96
2.96

limit

1.66
1.09
1.46
1.61
1.19
1.14
1.51
1.56
2.36
2.36
1.90
1.90

Upper
limit
12.72
2.90
3.85
3.09
4.33
2.62
3.33
2.64
7.69
7.69
4.61
4.61

Intervention

17/50
62 /238
81/289
160/ 577
21/50
781238
108 /289
207 / 577
94 /289
94 /289
113 /289
113 /289

Risk ratio and 95% CI
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22/116
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11 /144
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19/144
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Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

OASIS 2020 4.59 1.66 12.72 17 / 50 4 / 54

ELEVATE 12 2023 1.78 1.09 2.90 62 / 238 17 / 116

ELEVATE 52 2023 2.37 1.46 3.85 81 / 289 17 / 144

2.23 1.61 3.09 160 / 577 38 / 314

OASIS 2020 2.27 1.19 4.33 21 / 50 10 / 54

ELEVATE 12 2023 1.73 1.14 2.62 78 / 238 22 / 116

ELEVATE 52 2023 2.24 1.51 3.33 108 / 289 24 / 144

2.03 1.56 2.64 207 / 577 56 / 314

ELEVATE 52 2023 4.26 2.36 7.69 94 / 289 11 / 144

4.26 2.36 7.69 94 / 289 11 / 144

ELEVATE 52 2023 2.96 1.90 4.61 113 / 289 19 / 144

2.96 1.90 4.61 113 / 289 19 / 144

0.5 1 2 5 10

Etrasimodvs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT

Favors Placebo

Favors Drug
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Tofacitinib vs. Placebo

Study name

OCTAVE 1 2017
OCTAVE 2 2017
A3921063 Ph2 2012
Induction of CLINICAL REMISSION

OCTAVE 1 2017
OCTAVE 2 2017

Induction of ENDOSCOPIC IMPROVEMENT
OCTAVE Sustain 2017 - 10mg BID
OCTAVE Sustain 2017 - 5mg BID

Maintenance of CLINICAL REMISSION

OCTAVE Sustain 2017 - 10mg BID
OCTAVE Sustain 2017 - 5mg BID

Maintenance of ENDOSCOPIC IMPROVEMENT

Risk Lower

ratio

2.26
4.70
4.95
3.23
2.01
2.45
2.18
3.65
3.09
3.37
3.48
2.85
3.16

limit

1.21
1.75
2.02
2.05
1.30
1.44
1.55
2.38
1.99
2.48
2.36
1.91
2.39

Upper
limit
4.21

12.59
12.08
5.08
3.10
417
3.05
5.61
4.79
4.58
5.13
4.25
4.17

Intervention

88/476
721429
17 /33
177 1938
149 /476
122 /429
271 /905
80/197
68 /198
148 / 395
90 /197
74 /198
164 / 395

Control

10/122
47112
5/48
19 / 282
19/122
13/112
32/234
227198
227198
22/198
26 /198
26 /198
26/198

Risk ratio and 95% CI
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Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

OCTAVE 1 2017 2.26 1.21 4.21 88 / 476 10 / 122

OCTAVE 2 2017 4.70 1.75 12.59 72 / 429 4 / 112

A3921063 Ph2 2012 4.95 2.02 12.08 17 / 33 5 / 48

3.23 2.05 5.08 177 / 938 19 / 282

OCTAVE 1 2017 2.01 1.30 3.10 149 / 476 19 / 122

OCTAVE 2 2017 2.45 1.44 4.17 122 / 429 13 / 112

2.18 1.55 3.05 271 / 905 32 / 234

OCTAVE Sustain 2017 -10mg BID 3.65 2.38 5.61 80 / 197 22 / 198

OCTAVE Sustain 2017 -5mg BID 3.09 1.99 4.79 68 / 198 22 / 198

3.37 2.48 4.58 148 / 395 22 / 198

OCTAVE Sustain 2017 -10mg BID 3.48 2.36 5.13 90 / 197 26 / 198

OCTAVE Sustain 2017 -5mg BID 2.85 1.91 4.25 74 / 198 26 / 198

3.16 2.39 4.17 164 / 395 26 / 198

0.5 1 2 5 10

Tofacitinib vs. Placebo

Favors Placebo Favors Drug

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT
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Upadacitinib vs. Placebo

Study name

U-ACHIEVE 2022
U-ACCOMPLISH 2022
Sandborn Ph2 2020
Induction of CLINICAL REMISSION
U-ACHIEVE 2022
U-ACCOMPLISH 2022
Sandborn Ph2 2020
Induction of ENDOSCOPIC IMPROVEMENT
U-ACHIEVE MAINTENANCE 30MG 2022
U-ACHIEVE MAINTENANCE 15MG 2022
Maintenance of CLINICAL REMISSION
U-ACHIEVE MAINTENANCE 30MG 2022
U-ACHIEVE MAINTENANCE 15MG 2022
Maintenance of ENDOSCOPIC IMPROVEMENT

Risk

ratio
5.72
8.31
18.96
715
5.09
5.47
16.43
5.53
4.30
3.52
3.90
4.18
3.29
3.73

Lower
limit
2.71
3.96
1.15
4.26
2.83
3.26
2.29
3.78
2.72
2.20
2.81
2.79
217
2,78

Upper
limit
12.08
17.44
313.42
11.99
9.16
9.16
117.82
8.09
6.81
5.65
5.42
6.27
5.01
4.99

Intervention

83/319
114 / 341
11/56
208 /716
116 /319
150 / 341
20/ 56
286/716
80/ 154
63 /148
143 / 302
95/154
721148
167 / 302

Risk ratio and 95% CI

Control

7/154
71174
0/46
14 /374
11/154
14 /174
1/46
26 /374
18 /149
18 /149
18 /149
221149
221149
22 /149
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Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

U-ACHIEVE 2022 5.72 2.71 12.08 83 / 319 7 / 154

U-ACCOMPLISH 2022 8.31 3.96 17.44 114 / 341 7 / 174

Sandborn Ph2 2020 18.96 1.15 313.42 11 / 56 0 / 46

7.15 4.26 11.99 208 / 716 14 / 374

U-ACHIEVE 2022 5.09 2.83 9.16 116 / 319 11 / 154

U-ACCOMPLISH 2022 5.47 3.26 9.16 150 / 341 14 / 174

Sandborn Ph2 2020 16.43 2.29 117.82 20 / 56 1 / 46

5.53 3.78 8.09 286 / 716 26 / 374

U-ACHIEVE MAINTENANCE 30MG  2022 4.30 2.72 6.81 80 / 154 18 / 149

U-ACHIEVE MAINTENANCE 15MG  2022 3.52 2.20 5.65 63 / 148 18 / 149

3.90 2.81 5.42 143 / 302 18 / 149

U-ACHIEVE MAINTENANCE 30MG 2022 4.18 2.79 6.27 95 / 154 22 / 149

U-ACHIEVE MAINTENANCE 15MG 2022 3.29 2.17 5.01 72 / 148 22 / 149

3.73 2.78 4.99 167 / 302 22 / 149

0.5 1 2 5 10

Upadacitinib vs. Placebo

Favors Placebo

Favors Drug

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT
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Filgotinib vs. Placebo

Study name

SELECTION A 2021
SELECTION B 2021
Induction of CLINICAL REMISSION
SELECTION A 2021
SELECTION B 2021
Induction of ENDOSCOPIC IMPROVEMENT
SELECTION 200MG 2021
SELECTION 100MG 2021
Maintenance of CLINICAL REMISSION
SELECTION 200MG 2021

SELECTION 100MG 2021
Maintenance of ENDOSCOPIC IMPROVEMENT

Risk Lower

ratio

1.70
2.71
1.88
1.66
2.22
1.79
3.36
1.77
2.44
2.70
1.40
1.94

limit

1.09
1.16
1.27
1.14
1.18
1.30
1.87
0.98
1.61
1.65
0.85
1.37

Upper
limit
2.66
6.36
2.80
2.41
4.15
247
6.04
3.19
3.70
4.43
2.29
2.76

Intervention

64 /245
30/262
94/ 507
83 /245
45 /262
128 / 507
747198
41 /172
115/ 370
81/198
46 /172
127 /370

Risk ratio and 95% CI

Control

21/137
6/142
271279
28 /137
11/142
39/279
11/99
12/89
23/188
15/99
17 /89
32/188

Favors Placebo

0.5

3

@
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Favors Drug
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Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

SELECTION A 2021 1.70 1.09 2.66 64 / 245 21 / 137

SELECTION B 2021 2.71 1.16 6.36 30 / 262 6 / 142

1.88 1.27 2.80 94 / 507 27 / 279

SELECTION A 2021 1.66 1.14 2.41 83 / 245 28 / 137

SELECTION B 2021 2.22 1.18 4.15 45 / 262 11 / 142

1.79 1.30 2.47 128 / 507 39 / 279

SELECTION 200MG 2021 3.36 1.87 6.04 74 / 198 11 / 99

SELECTION 100MG 2021 1.77 0.98 3.19 41 / 172 12 / 89

2.44 1.61 3.70 115 / 370 23 / 188

SELECTION 200MG 2021 2.70 1.65 4.43 81 / 198 15 / 99

SELECTION 100MG 2021 1.40 0.85 2.29 46 / 172 17 / 89

1.94 1.37 2.76 127 / 370 32 / 188

0.5 1 2 5 10

Filgotinibvs. Placebo

Favors Placebo Favors Drug

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT
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Ustekinumab vs. Placebo

Study name

UNIFI1 2019
Induction of CLINICAL REMISSION

UNIFI 2019
Induction of ENDOSCOPIC IMPROVEMENT

UNIFI 2019
Maintenance of CLINICAL REMISSION

UNIFI 2019

Maintenance of ENDOSCOPIC IMPROVEMENT

Risk Lower

ratio

2.9

2.9

1.96

1.96

1.82

1.82

1.79

1.79

limit

1.72

1.72

1.41

1.41

1.33

1.33

1.36

1.36

Upper
limit
4.94
4.94
2.72
2.72
2.49
2.49
2.36

2.36

Intervention

50/ 322

50 / 322

871322

871322

771176

771176

90/176

90/176

Risk ratio and 95% CI

Control

171319

171319

44 /319

44/ 319

42 /175

42 /175

50/175

50/175

0.5

Favors Placebo

Favors Drug

10









Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

UNIFI 2019 2.91 1.72 4.94 50 / 322 17 / 319

2.91 1.72 4.94 50 / 322 17 / 319

UNIFI 2019 1.96 1.41 2.72 87 / 322 44 / 319

1.96 1.41 2.72 87 / 322 44 / 319

UNIFI 2019 1.82 1.33 2.49 77 / 176 42 / 175

1.82 1.33 2.49 77 / 176 42 / 175

UNIFI 2019 1.79 1.36 2.36 90 / 176 50 / 175

1.79 1.36 2.36 90 / 176 50 / 175

0.5 1 2 5 10

Ustekinumab vs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT

Favors Placebo

Favors Drug
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Mirikizumab vs. Placebo

Study name

AMAC Ph2 2020
LUCENT-1 2023
Induction of CLINICAL REMISSION
AMAC Ph2 2020
LUCENT-1 2023
Induction of ENDOSCOPIC IMPROVEMENT
AMAC Ph2 2020
LUCENT-2 2023
Maintenance of CLINICAL REMISSION
AMAC Ph2 2020
LUCENT-2 2023

Maintenance of ENDOSCOPIC IMPROVEMENT

Risk
ratio

4.74
1.82
1.94
4.83
1.72
1.82
6.09
1.99
2.04
3.73
2.01
2.05

Lower
limit

1.43
1.33
1.43
1.74
1.36
1.44
0.90
1.53
1.57
1.02
1.59
1.63

Upper
limit
15.69
2.50
2.63
13.38
2.18
2.29
40.99
2.60
2.65
13.68
2.54
2.58

Intervention

14 /62
210/ 868
2247930

19/62
315/868
334 /930

22147
194 /389
216 /436

27147
228 /389
255/436

Risk ratio and 95% CI

Control

3/63
39/294
42 | 357

4/63
62 /294
66 / 357

1/13
48 /192
49 / 205

2/13
56 /192

58 /205

0.5

Favors Placebo

o 3=n & SRR R Sl
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Favors Drug

10









Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

AMAC Ph2 2020 4.74 1.43 15.69 14 / 62 3 / 63

LUCENT-1 2023 1.82 1.33 2.50 210 / 868 39 / 294

1.94 1.43 2.63 224 / 930 42 / 357

AMAC Ph2 2020 4.83 1.74 13.38 19 / 62 4 / 63

LUCENT-1 2023 1.72 1.36 2.18 315 / 868 62 / 294

1.82 1.44 2.29 334 / 930 66 / 357

AMAC Ph2 2020 6.09 0.90 40.99 22 / 47 1 / 13

LUCENT-2 2023 1.99 1.53 2.60 194 / 389 48 / 192

2.04 1.57 2.65 216 / 436 49 / 205

AMAC Ph2 2020 3.73 1.02 13.68 27 / 47 2 / 13

LUCENT-2 2023 2.01 1.59 2.54 228 / 389 56 / 192

2.05 1.63 2.58 255 / 436 58 / 205

0.5 1 2 5 10

Mirikizumabvs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT

Favors Placebo

Favors Drug
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Risankizumab vs. Placebo

Study name

INSPIRE
Induction of CLINICAL REMISSION

INSPIRE

Induction of ENDOSCOPIC IMPROVEMENT
COMMAND 360mg
COMMAND 180mg

Maintenance of CLINICAL REMISSION

COMMAND 360mg
COMMAND 180mg

Maintenance of ENDOSCOPIC IMPROVEMENT

Risk
ratio

3.30

3.30

3.04

3.04

1.52

1.60

1.56

1.48

1.58

1.53

Lower

limit

2.10

2.10

2.23

2.23

1.18

1.25

1.22

1.28

Upper
limit
5.18
5.18
4.15
4.15
2.07
2.18
1.94
1.92
2.03

1.83

Intervention

132 /650

132/650

237 /650

237/ 650

71/186

721179

143/ 365

89/186

91/179

180/ 365

Risk ratio and 95% CI

Control

20/325

20 /325

39/325

39/325

46/183

46/183

46 /183

59/183

59/183

59/183

0.5

Favors Placebo

-
—
-
<

L ebredd

Favors Drug

10









Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

INSPIRE 3.30 2.10 5.18 132 / 650 20 / 325

3.30 2.10 5.18 132 / 650 20 / 325

INSPIRE 3.04 2.23 4.15 237 / 650 39 / 325

3.04 2.23 4.15 237 / 650 39 / 325

COMMAND 360mg 1.52 1.11 2.07 71 / 186 46 / 183

COMMAND 180mg 1.60 1.18 2.18 72 / 179 46 / 183

1.56 1.25 1.94 143 / 365 46/ 183

COMMAND 360mg 1.48 1.15 1.92 89 / 186 59 / 183

COMMAND 180mg 1.58 1.22 2.03 91 / 179 59 / 183

1.53 1.28 1.83 180 / 365 59 / 183

0.5 1 2 5 10

Risankizumab vs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT

Favors Placebo

Favors Drug
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Guselkumab vs. Placebo

Study name Events / Total Risk ratio and 95% CI
Risk Lower Upper
ratio limit limit Intervention Control
QUASAR 2B 2.70 1.37 5.32 26 /101 10/ 105 ]
QUASAR 3 2.87 1.85 4.45 95/ 421 22/280 ]
Induction of CLINICAL REMISSION 2.82 1.95 4.08 121/ 522 32/385 o
QUASAR 2B 2.48 1.38 4.46 31/101 13/105 et e
QUASAR 3 2.42 1.68 3.50 113 / 421 31/280 - -
Induction of ENDOSCOPIC IMPROVEMENT 2.44 1.79 3.33 144 | 522 44385 <9
QUASAR 3 - 100mg 2.39 1.71 3.33 85/ 188 36/190 - |-
QUASAR 3 - 200mg 2.64 1.90 3.66 95/190 36/190 — -
Maintenance of CLINICAL REMISSION 2.51 1.99 3.17 180 / 378 36/190 <>
QUASAR 3 - 100mg 2.61 1.88 3.62 93/188 36/190 ]
QUASAR 3 - 200mg 2.72 1.97 3.77 98 /190 36/190 —{
Maintenance of ENDOSCOPIC IMPROVEMENT 2.67 2.12 3.36 191/ 378 36/190 <&
0.5 1 2 5 10

Favors Placebo Favors Drug









Study name Events / Total Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

QUASAR 2B 2.70 1.37 5.32 26 / 101 10 / 105

QUASAR 3 2.87 1.85 4.45 95 / 421 22 / 280

Induction of CLINICAL REMISSION 2.82 1.95 4.08 121 / 522 32 / 385

QUASAR 2B 2.48 1.38 4.46 31 / 101 13 / 105

QUASAR 3 2.42 1.68 3.50 113 / 421 31 / 280

Induction of ENDOSCOPIC IMPROVEMENT 2.44 1.79 3.33 144 / 522 44 / 385

QUASAR 3 -100mg 2.39 1.71 3.33 85 / 188 36 / 190

QUASAR 3 -200mg 2.64 1.90 3.66 95 / 190 36 / 190

Maintenance of CLINICAL REMISSION 2.51 1.99 3.17 180 / 378 36 / 190

QUASAR 3 -100mg 2.61 1.88 3.62 93 / 188 36 / 190

QUASAR 3 -200mg 2.72 1.97 3.77 98 / 190 36 / 190

Maintenance of ENDOSCOPIC IMPROVEMENT 2.67 2.12 3.36 191 / 378 36 / 190

0.5 1 2 5 10

Favors Placebo

Guselkumabvs. Placebo

Favors Drug
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Thiopurines vs. Placebo — Achieving Remission

Study name Comparison Time point Events / Total Risk ratio and 95% CI
Risk Lower Upper
ratio limit limit Thiopurines Control
Caprilli 1975 5-ASA 12 weeks 0.75 0.41 1.36 6/10 8/10
Mate-Jiminez 2000 5-ASA 30 weeks 3.14 0.92 10.76 11/14 2/8
vs. 5-ASA 138  0.34 5.54 17/24 10/18
Jewell 1974 Placebo 4 weeks 1.15 0.87 1.51 31740 27140
Rosenberg 1975 Placebo 26 weeks 6.13 0.86 43.86 7/16 1/14
Sood 2000 Placebo 52 weeks 1.06 0.71 1.58 17 /25 16 /25
Lowenberg 2023 Placebo 52 weeks 4.83 1.55 15.06 14 /29 3/30 —
vs. Placebo 1.52 0.90 2.57 69/110 47/109
OVERALL 1.41 0.91 218 86/134 57/127

0.1 1 10 100
Favors control Favors thiopurines









Study name Comparison Time point Events / Total Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit ThiopurinesControl

Caprilli1975 5-ASA 12 weeks 0.75 0.41 1.36 6 / 10 8 / 10

Mate-Jiminez 2000 5-ASA 30 weeks 3.14 0.92 10.76 11 / 14 2 / 8

1.38 0.34 5.54 17 / 24 10 / 18

Jewell 1974 Placebo 4 weeks 1.15 0.87 1.51 31 / 40 27 / 40

Rosenberg 1975 Placebo 26 weeks 6.13 0.86 43.86 7 / 16 1 / 14

Sood 2000 Placebo 52 weeks 1.06 0.71 1.58 17 / 25 16 / 25

Lowenberg 2023 Placebo 52 weeks 4.83 1.55 15.06 14 / 29 3 / 30

vs. Placebo 1.52 0.90 2.57 69 / 110 47 / 109

OVERALL 1.41 0.91 2.18 86 / 134 57 / 127

0.1 1 10 100

Favors control Favors thiopurines

Thiopurines vs. Placebo –Achieving Remission

vs. 5-ASA
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Thiopurines vs. Placebo — Preventing Relapse

Study name

Ardizzone 2006
Mate-Jiminez 2000
Sood 2003

vs. 5-ASA
Hawthorne 1992
Jewell 1974
Sood 2000
Sood 2002
vs. Placebo

OVERALL

Risk
ratio

0.59
0.35
1.08
0.60
0.62
0.73
0.47
0.42
0.63
0.62

Lower
limit

0.40
0.13
0.41
0.39
0.36
0.46
0.14
0.16
0.46
0.48

Upper
limit
0.86
0.97
2.83
0.94
1.05

1.57
1.10
0.86
0.80

Events / Total

Thiopurines

17 /36
3/11
5/12
25/59
12/33
15/31
3/17
4717
34/98
59 /157

Control

29/36

2/2
5/13
36 /51
20/34
18 /27
6/16
10/18
54195
90/ 146

Risk ratio and 95% CI

0.1
Favors control

00%l¢¢01%m

1

10
Favors thiopurines









Study name Events / Total Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Thiopurines Control

Ardizzone 2006 0.59 0.40 0.86 17 / 36 29 / 36

Mate-Jiminez 2000 0.35 0.13 0.97 3 / 11 2 / 2

Sood 2003 1.08 0.41 2.83 5 / 12 5 / 13

vs. 5-ASA 0.60 0.39 0.94 25 / 59 36 / 51

Hawthorne 1992 0.62 0.36 1.05 12 / 33 20 / 34

Jewell 1974 0.73 0.46 1.14 15 / 31 18 / 27

Sood 2000 0.47 0.14 1.57 3 / 17 6 / 16

Sood 2002 0.42 0.16 1.10 4 / 17 10 / 18

vs. Placebo 0.63 0.46 0.86 34 / 98 54 / 95

OVERALL 0.62 0.48 0.80 59 / 157 90 / 146

0.1 1 10

Thiopurines vs. Placebo –Preventing Relapse

Favors control

Favors thiopurines
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Methotrexate vs. Placebo — Achieving Remission

Study name

Mate-Jiminez 2000
vs. 5-ASA
METEOR 2016
Oren 1996
vs. Placebo

OVERALL

Risk
ratio

2.33
2.33
1.62
0.96
1.19

1.30

Lower
limit

0.64

0.64

0.83

0.58

0.72

0.81

Upper
limit
8.49
8.49
3.15
1.59
1.96

2.07

Events / Total

Methotrexate

7/12
7/12
19/60
14 /30
33/90

40/102

Control

2/8

2/8

10/ 51

18 /37

28/88

30/96

0.5

Favors control

Risk ratio and 95% CI

—
L1
—
L |

1 2 5 10

Favors methotrexate









Study name Events / Total

Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Methotrexate Control

Mate-Jiminez 2000 2.33 0.64 8.49 7 / 12 2 / 8

vs. 5-ASA 2.33 0.64 8.49 7 / 12 2 / 8

METEOR 2016 1.62 0.83 3.15 19 / 60 10 / 51

Oren 1996 0.96 0.58 1.59 14 / 30 18 / 37

vs. Placebo 1.19 0.72 1.96 33 / 90 28 / 88

OVERALL 1.30 0.81 2.07 40 / 102 30 / 96

0.5 1 2 5 10

Methotrexate vs. Placebo –Achieving Remission

Favors control

Favors methotrexate
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Methotrexate vs. Placebo — Preventing Relapse

Study name Events / Total Risk ratio and 95% CI

Risk Lower Upper

ratio limit limit Methotrexate Control
Mate-Jiminez 2000 0.98 0.53 1.79 6/7 2/2
vs. 5-ASA 0.98 0.53 1.79 6/7 2/2
MERIT-UC 2018 0.91 0.68 1.21 29 /44 29/40
Oren 1996 1.45 0.76 2.76 9/14 8/18
vs. Placebo 1.04 0.69 1.58 38/58 37 /58
OVERALL 1.02 0.72 1.44 44 /65 39/60

0.2 0.5 1 2 5

Favors control Favors methotrexate









Study name Events / Total Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Methotrexate Control

Mate-Jiminez 2000 0.98 0.53 1.79 6 / 7 2 / 2

vs. 5-ASA 0.98 0.53 1.79 6 / 7 2 / 2

MERIT-UC 2018 0.91 0.68 1.21 29 / 44 29 / 40

Oren 1996 1.45 0.76 2.76 9 / 14 8 / 18

vs. Placebo 1.04 0.69 1.58 38 / 58 37 / 58

OVERALL 1.02 0.72 1.44 44 / 65 39 / 60

0.2 0.5 1 2 5

Methotrexate vs. Placebo –Preventing Relapse

Favors control

Favors methotrexate
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Outcomes with IMM Withdrawal vs. Continued Combination Therapy

Study name

A. RISK OF RELAPSE

Van Assche 2008
Kierkus 2015
Roblin 2017
DIAMOND2 Hisamatsu 2019
SPARE Louis 2022 - IMM withdrawal
Summary
B. SERIOUS ADVERSE EVENTS

Van Assche 2008

Kierkus 2015

Roblin 2017

DIAMOND2 Hisamatsu 2019

SPARE Louis 2022 - IMM withdrawal
Summary

Risk Lower Upper
limit De-escalated Combo

ratio

1.14
1.15
1.72
1.57
0.73
1.15

1.00
1.44
0.21
0.79
1.34
1.21

limit

0.65
0.17
0.65
0.15
0.27
0.75

0.21
0.42
0.01
0.00
0.63
0.68

2.02
7.81
4.60
16.23
1.99
1.76

4.66
5.00
4.28
4945.63
2.85
217

Events / Total

16 /40
2/39
8/26
2/28
6/69

14740
2/45
5/28
1722
8/67

34/202 30/202

3/40
5/39
0/26
0/28
13/69
21 /202

3/40
41745
2/28
0/22
10/ 71
19 /206

Risk ratio and 95% CI

0.01 0.1

Lower risk
with IMM withdrawal

10 100

Higher risk
with IMM withdrawal









Study name Events / Total Risk ratio and 95% CI

Risk Lower Upper 

ratio limit limit De-escalatedCombo

Van Assche 2008 1.14 0.65 2.02 16 / 40 14 / 40

Kierkus2015 1.15 0.17 7.81 2 / 39 2 / 45

Roblin 2017 1.72 0.65 4.60 8 / 26 5 / 28

DIAMOND2 Hisamatsu 2019 1.57 0.15 16.23 2 / 28 1 / 22

SPARE Louis 2022 -IMM withdrawal 0.73 0.27 1.99 6 / 69 8 / 67

Summary 1.15 0.75 1.76 34 / 202 30 / 202

Van Assche2008 1.00 0.21 4.66 3 / 40 3 / 40

Kierkus 2015 1.44 0.42 5.00 5 / 39 4 / 45

Roblin 2017 0.21 0.01 4.28 0 / 26 2 / 28

DIAMOND2 Hisamatsu 2019 0.79 0.00 4945.63 0 / 28 0 / 22

SPARE Louis 2022 -IMM withdrawal 1.34 0.63 2.85 13 / 69 10 / 71

Summary 1.21 0.68 2.17 21 / 202 19 / 206

0.01 0.1 1 10 100

Outcomes with IMM Withdrawal vs. Continued Combination Therapy

Lower risk

with IMM withdrawal

Higher risk

with IMM withdrawal

A. RISK OF RELAPSE

B. SERIOUS ADVERSE EVENTS
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Outcomes with TNF Withdrawal vs. Continued Combination Therapy

Study name

Risk
ratio
A. RISK OF RELAPSE
HAYABUSA Kobayashi 2021 3.30
STOP-IT Buhl 2022 110.34
SPARE Louis 2022 - Bio withdrawal 2.95
EXIT - Chaparro 2023 1.55
Summary 2.35
B. SERIOUS ADVERSE EVENTS

HAYABUSA Kobayashi 2021 0.90
STOP-IT Buhl 2022 1.10
SPARE Louis 2022 - Bio withdrawal 0.80
Summary 0.82

Lower
limit
1.03
0.22
1.43
0.78
1.38

0.00
0.07
0.34
0.36

Upper
limit
10.59

54839.76
6.08
3.06
4.01

5678.44
16.85
1.91
1.88

Events / Total

De-escalated Combo

11/30
10/29
25/ 71
17 /70
63 /200

0/30

1729

8/71
9/130

3/27
0/32
8 /67
11/70
22 /196

0/27
1/32
10/ 71
11 /130

Risk ratio and 95% CI

0.01

with TNF withdrawal

S
—_—
<P
—
0.1 1 10 100
Lower risk Higher risk

with TNF withdrawal









Study name Events / Total Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit De-escalatedCombo

HAYABUSA Kobayashi 2021 3.30 1.03 10.59 11 / 30 3 / 27

STOP-IT Buhl 2022 110.34 0.22 54839.76 10 / 29 0 / 32

SPARE Louis 2022 -Bio withdrawal 2.95 1.43 6.08 25 / 71 8 / 67

EXIT - Chaparro 2023 1.55 0.78 3.06 17 / 70 11 / 70

Summary 2.35 1.38 4.01 63 / 200 22 / 196

HAYABUSA Kobayashi 2021 0.90 0.00 5678.44 0 / 30 0 / 27

STOP-IT Buhl 2022 1.10 0.07 16.85 1 / 29 1 / 32

SPARE Louis 2022 -Bio withdrawal 0.80 0.34 1.91 8 / 71 10 / 71

Summary

0.82 0.36 1.88 9 / 130 11 / 130

0.01 0.1 1 10 100

Lower risk

with TNF withdrawal

Higher risk

with TNF withdrawal

Outcomes with TNF Withdrawal vs. Continued Combination Therapy

A. RISK OF RELAPSE

B. SERIOUS ADVERSE EVENTS
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Infliximab vs. Placebo

Study name Risk ratio and 95% ClI
Risk Lower Upper
ratio limit limit Intervention Control
ACT 12005 2.61 1.61 4.23 47 / 121 18/ 121 ] e
ACT 2 2005 5.95 278 1275 417121 7/123 u
Jiang 2015 2.44 1.28 4.65 22/ 41 9/41 ] e
NCT01551290 2.16 0.81 5.75 11 /50 5/49 =
Kobayashi 2015 1.91 0.97 3.76 21/ 104 11/104 "
Induction of CLINICAL REMISSION 2.70 2.01 3.61 142/ 437 50 / 438
ACT 1 2005 1.83 1.38 2.43 75/ 121 417121
ACT 2 2005 1.95 1.44 2.64 73 /121 38/123
Jiang 2015 2.40 1.32 4.36 24/ 41 10/ 41 e
NCT01551290 2.08 0.99 4.37 17 /50 8/49
Kobayashi 2015 1.66 1.14 2.40 48 / 104 29/104 —
Induction of ENDOSCOPIC IMPROVEMENT 1.88 1.59 2.23 237 /437 126 / 438 $
ACT 1 2005 2.10 1.31 3.36 42 /121 20/ 121
ACT 2 2005 2.42 1.33 4.40 31/121 137123 et e
Jiang 2015 2.10 1.13 3.89 21/41 10/ 41 e
NCT01551290 2.74 1.07 7.04 14/ 50 5/49
LIBERTY-UC 2.07 1.47 2.93 127 1 294 30/ 144
Maintenance of CLINICAL REMISSION 2.17 1.73 2.71 235/ 627 781478
ACT 1 2005 2.50 1.63 3.83 55 /121 22 /121 —_{—
ACT 2 2005 154 1.1 2.14 56 / 121 37/123 —{
Jiang 2015 2.44 1.28 4.65 22 /41 9/41 —_—
NCT01551290 1.51 0.85 2.68 20/50 13 /49 O
Maintenance of ENDOSCOPIC IMPROVEMENT 1.85 1.48 2.32 153 /333 81/334 <>
05 1 2 5 10

Favors Placebo Favors Drug









Study name

Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

ACT 1 2005 2.61 1.61 4.23 47 / 121 18 / 121

ACT 2 2005 5.95 2.78 12.75 41 / 121 7 / 123

Jiang 2015 2.44 1.28 4.65 22 / 41 9 / 41

NCT01551290 2.16 0.81 5.75 11 / 50 5 / 49

Kobayashi 2015 1.91 0.97 3.76 21 / 104 11 / 104

Induction of CLINICAL REMISSION 2.70 2.01 3.61 142 / 437 50 / 438

ACT 1 2005 1.83 1.38 2.43 75 / 121 41 / 121

ACT 2 2005 1.95 1.44 2.64 73 / 121 38 / 123

Jiang 2015 2.40 1.32 4.36 24 / 41 10 / 41

NCT01551290 2.08 0.99 4.37 17 / 50 8 / 49

Kobayashi 2015 1.66 1.14 2.40 48 / 104 29 / 104

Induction of ENDOSCOPIC IMPROVEMENT 1.88 1.59 2.23 237 / 437 126 / 438

ACT 1 2005 2.10 1.31 3.36 42 / 121 20 / 121

ACT 2 2005 2.42 1.33 4.40 31 / 121 13 / 123

Jiang 2015 2.10 1.13 3.89 21 / 41 10 / 41

NCT01551290 2.74 1.07 7.04 14 / 50 5 / 49

LIBERTY-UC 2.07 1.47 2.93 127 / 294 30 / 144

Maintenance ofCLINICAL REMISSION 2.17 1.73 2.71 235 / 627 78 / 478

ACT 1 2005 2.50 1.63 3.83 55 / 121 22 / 121

ACT 2 2005 1.54 1.11 2.14 56 / 121 37 / 123

Jiang 2015 2.44 1.28 4.65 22 / 41 9 / 41

NCT01551290 1.51 0.85 2.68 20 / 50 13 / 49

Maintenance of ENDOSCOPIC IMPROVEMENT 1.85 1.48 2.32 153 / 333 81 / 334
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Infliximab vs. Placebo
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Adalimumab vs. Placebo

Study name Risk ratio and 95% CI

Risk Lower Upper
ratio limit limit Intervention Control

ULTRA-1 2011 200 105 383  24/130  12/130 R S—
ULTRA-2 2012 177 110 2.86  41/248  23/246 — B
Suzuki 2014 0.87 038 201 9/90 11/96 0
HIBISCUS | 2022 325 132 797  32/142 5/72 5
HIBISCUS Il 2022 220 108 450  35/143 8/72 e e
Induction of CLINICAL REMISSION ~ 1.84 1.37 248  141/753  59/616 <%
ULTRA-1 2011 113 086 149  61/130  54/130 =t
ULTRA-2 2012 130 102 164  102/248  78/246 —
Suzuki 2014 147 100 216  40/90  29/96 et
HIBISCUS | 2022 149 091 243  47/142  16/72
HIBISCUS Il 2022 140 094 208  61/143  22/72 o
Induction of ENDOSCOPIC IMPROVEMENT 1.30 113 150  311/753 199616 'S
ULTRA-2 2012 203 124 332  43/248  21/246
Suzuki 2014 278 136 569  41/177 8/96 -
Maintenance of CLINICAL REMISSION 225 1.50 3.37  84/425  29/342
ULTRA-2 2012 162 113 233  62/248  38/246
Suzuki 2014 184 110 310  51/177  15/96
Maintenance of ENDOSCOPIC IMPROVEMENT1.69 1.25 228  113/425 53342

0.2 0.5 1 2 5 10

Favors Placebo Favors Drug









Study name Risk ratio and 95% CI

Risk Lower Upper 

ratio limit limit Intervention Control

ULTRA-1 2011 2.00 1.05 3.83 24 / 130 12 / 130

ULTRA-2 2012 1.77 1.10 2.86 41 / 248 23 / 246

Suzuki 2014 0.87 0.38 2.01 9 / 90 11 / 96

HIBISCUS I 2022 3.25 1.32 7.97 32 / 142 5 / 72

HIBISCUS II 2022 2.20 1.08 4.50 35 / 143 8 / 72

1.84 1.37 2.48 141 / 753 59 / 616

ULTRA-1 2011 1.13 0.86 1.49 61 / 130 54 / 130

ULTRA-2 2012 1.30 1.02 1.64 102 / 248 78 / 246

Suzuki 2014 1.47 1.00 2.16 40 / 90 29 / 96

HIBISCUS I 2022 1.49 0.91 2.43 47 / 142 16 / 72

HIBISCUS II 2022 1.40 0.94 2.08 61 / 143 22 / 72

1.30 1.13 1.50 311 / 753 199 / 616

ULTRA-2 2012 2.03 1.24 3.32 43 / 248 21 / 246

Suzuki 2014 2.78 1.36 5.69 41 / 177 8 / 96

2.25 1.50 3.37 84 / 425 29 / 342

ULTRA-2 2012 1.62 1.13 2.33 62 / 248 38 / 246

Suzuki 2014 1.84 1.10 3.10 51 / 177 15 / 96

1.69 1.25 2.28 113 / 425 53 / 342
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Adalimumab vs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT

Favors Placebo Favors Drug


image3.emf
Golimumab vs. Placebo

Study name

PURSUIT-SC P2 2013
PURSUIT-SC P3 2013
Induction of CLINICAL REMISSION
PURSUIT-SC P2 2013
PURSUIT-SC P3 2013
Induction of ENDOSCOPIC IMPROVEMENT
PURSUIT-J 2017
PURSUIT-M 2014
Maintenance of CLINICAL REMISSION
PURSUIT-J 2017
PURSUIT-M 2014
Maintenance of ENDOSCOPIC IMPROVEMENT

Risk Lower

ratio

1.80
2.79
2.46
1.28
1.47
1.43
7.75
1.53
1.7
3.88
1.59
1.78

limit
0.77
1.62
1.56
0.82
1.16
1.15
1.94
1.06
1.19
1.66
1.15
1.32

Upper
limit
4.25
4.80
3.90
2.00
1.88
1.77

30.94
2.22
244
9.03
2.20
2.41

Intervention

13/71
45/ 253
58 /324
29/71
107 / 253
136/324
16 /32
517151
67 /183
20/32
64 /151
84/183

Control

7/69
16/ 251
23/320
22/69
72 /251
94 /320

2/31
347154
36/185

5/31
41 /154
46 /185

Risk ratio and 95% CI

0.5

Favors Placebo
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Study name Risk ratio and 95% CI

Risk Lower  Upper 

ratio limit limit Intervention Control

PURSUIT-SC P2 2013 1.80 0.77 4.25 13 / 71 7 / 69

PURSUIT-SC P3 2013 2.79 1.62 4.80 45 / 253 16 / 251

2.46 1.56 3.90 58 / 324 23 / 320

PURSUIT-SC P2 2013 1.28 0.82 2.00 29 / 71 22 / 69

PURSUIT-SC P3 2013 1.47 1.16 1.88 107 / 253 72 / 251

1.43 1.15 1.77 136 / 324 94 / 320

PURSUIT-J 2017 7.75 1.94 30.94 16 / 32 2 / 31

PURSUIT-M 2014 1.53 1.06 2.22 51 / 151 34 / 154

1.71 1.19 2.44 67 / 183 36 / 185

PURSUIT-J 2017 3.88 1.66 9.03 20 / 32 5 / 31

PURSUIT-M 2014 1.59 1.15 2.20 64 / 151 41 / 154

1.78 1.32 2.41 84 / 183 46 / 185
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Golimumab vs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT
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image4.emf
Vedolizumab vs. Placebo

Study name Risk ratio and 95% ClI
Risk Lower Upper
ratio limit limit Intervention Control
GEMINI | 2014 315 151 655 38/225 8/149 (]
Motoya 2019 150 077 292 30/ 164 10/ 82 ]
Induction of CLINICAL REMISSION 209 128 343 68/389  18/231 4
GEMINI | 2014 165 120 227 92/225  37/149 —
Motoya 2019 120 082 176 60/ 164 25/82 - -
Induction of ENDOSCOPIC IMPROVEMENT 145 113  1.85 152/389  62/231 <o
GEMINI | 2014 263 167  4.14 51/122  20/126 ] e
Motoya 2019 181 1.07  3.07 23/ 41 13/42
VISIBLE 12020 -SQ+IV 315 162  6.12 727160 8/56 (]
Maintenance of CLINICAL REMISSION 241 178 327 146/323  41/224 <
GEMINI | 2014 260 176  3.85 63/122  25/126 s mi—
Motoya 2019 190 117  3.10 26/ 41 14/ 42 sl
VISIBLE 12020 -SQ+IV 260 154  4.37 89 /160 12/56 (]
Maintenance of ENDOSCOPIC IMPROVEMENT 237 182  3.09 1781323  51/224 '
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Study name Risk ratio and 95% CI

Risk Lower  Upper 

ratio limit limit Intervention Control

GEMINI I 2014 3.15 1.51 6.55 38 / 225 8 / 149

Motoya 2019 1.50 0.77 2.92 30 / 164 10 / 82

2.09 1.28 3.43 68 / 389 18 / 231

GEMINI I 2014 1.65 1.20 2.27 92 / 225 37 / 149

Motoya 2019 1.20 0.82 1.76 60 / 164 25 / 82

1.45 1.13 1.85 152 / 389 62 / 231

GEMINI I 2014 2.63 1.67 4.14 51 / 122 20 / 126

Motoya 2019 1.81 1.07 3.07 23 / 41 13 / 42

VISIBLE 1 2020 -SQ+IV 3.15 1.62 6.12 72 / 160 8 / 56

2.41 1.78 3.27 146 / 323 41 / 224

GEMINI I 2014 2.60 1.76 3.85 63 / 122 25 / 126

Motoya 2019 1.90 1.17 3.10 26 / 41 14 / 42

VISIBLE 1 2020 -SQ+IV 2.60 1.54 4.37 89 / 160 12 / 56

2.37 1.82 3.09 178 / 323 51 / 224
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Vedolizumab vs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT
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image5.emf
Ozanimod vs. Placebo

Study name Risk ratio and 95% CI

Risk Lower Upper

ratio limit limit Intervention Control
TOUCHSTONE 2016 267 089  7.95 11/67 4/65 0
TRUE NORTH 2021 306 174 537  79/429 13/216 [
Induction of CLINICAL REMISSION 2.97 1.80 4.90 90 / 496 17/ 281 ‘
TOUCHSTONE 2016 279 135 578 23167 8165 0
TRUE NORTH 2021 236 158 351  117/429  25/216 — =
Induction of ENDOSCOPIC IMPROVEMENT 245 173 348  140/496 33281 ?
TOUCHSTONE 2016 340 118 978 14/ 67 4/65 :
TRUE NORTH 2021 200 145 275  85/230  42/227
Maintenance of CLINICAL REMISSION 2.09 1.54 2.84 99 /297 46 / 292
TOUCHSTONE 2016 267 128 556 22167 8/65 0
TRUE NORTH 2021 173 133 224  105/230  60/227 -D’\-
Maintenance of ENDOSCOPIC IMPROVEMENT 18 135 258 1277297 687292
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Study name Risk ratio and 95% CI

Risk  Lower  Upper 

ratio limit limit Intervention Control

TOUCHSTONE 2016 2.67 0.89 7.95 11 / 67 4 / 65

TRUE NORTH 2021 3.06 1.74 5.37 79 / 429 13 / 216

2.97 1.80 4.90 90 / 496 17 / 281

TOUCHSTONE 2016 2.79 1.35 5.78 23 / 67 8 / 65

TRUE NORTH 2021 2.36 1.58 3.51 117 / 429 25 / 216

2.45 1.73 3.48 140 / 496 33 / 281

TOUCHSTONE 2016 3.40 1.18 9.78 14 / 67 4 / 65

TRUE NORTH 2021 2.00 1.45 2.75 85 / 230 42 / 227

2.09 1.54 2.84 99 / 297 46 / 292

TOUCHSTONE 2016 2.67 1.28 5.56 22 / 67 8 / 65

TRUE NORTH 2021 1.73 1.33 2.24 105 / 230 60 / 227

1.86 1.35 2.58 127 / 297 68 / 292
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Ozanimod vs. Placebo

Induction of CLINICAL REMISSION

Induction of ENDOSCOPIC IMPROVEMENT

Maintenance ofCLINICAL REMISSION

Maintenance of ENDOSCOPIC IMPROVEMENT
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