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Key

5-aminosalicylates = 5-ASA = 5-asa = ASA
Azathioprine = AZA = aza
Mercaptopurine = MP

Conventional glucocorticosteroid = CGCS

Methotrexate = Mtx

Induction of remission

Conventional glucocorticosteroid

Conventional glucocorticosteroid versus placebo

Figure 1: Induction of remission (follow-up 15 weeks)
CGCs Placebo Risk Ratio Ris k Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Malchow 1984 i 47 22 58 48.4% 219 154,312 : 3
Summers 1979 40 g5 20 77 51.6% 181 [1.17,281] .
Total (95% Cl) 132 135 1000% 1.99 [1.51, 2.64] 3
Total events 78 42

e iz o - - E=[o f } f |
Heterogeneity: ChiF=0.45 df=1 (P=050); 1*=0% oo1 o1 ] 10 100

Test for overall effect: £=4.82 (P < 0.00001)

Source:

Favours Placebo

disease. Cochrane Database of Systematic Reviews 2008, Issue 2. Art. No.: CD006792. DOI:
10.1002/14651858.CD006792.pub?2. Edited (no change to conclusions), published in Issue 4, 2010
Copyright Cochrane Collaboration, reproduced with permission.

Figure 2: Withdrawal due to adverse events (follow-up 17-18 weeks)

Favours CGCES

Benchimol El, Seow CH, Steinhart AH, Griffiths AM. Traditional corticosteroids for induction of remission in Crohn's

CGCS Placebo Risk Ratio Ris k Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Malchow 1984 2 47 1 a8 B31% 247 [0.23,26.39) B —
Singleton 19793 4 85 0 F7O3B.9% 816045, 143.15) L >
Total (35% CI} 132 135 1000%  4.57 [0.75,27 83] -~
Total events =3 1

ity Chiz= = = E=0 f } f {
_ll-_letsterfugenen},rl.l C?fl tDzri_11 dEf5 1P(—P|j 1%.52), IF=0% 0o 01 ] 10100

et for overall effect: Z=1.65 (P=0.10) Placehn  CGOS

Source:

disease. Cochrane Database of Systematic Reviews 2008, Issue 2. Art. No.: CD006792. DOI:
10.1002/14651858.CD006792.pub2. Edited (no change to conclusions), published in Issue 4, 2010
Copyright Cochrane Collaboration, reproduced with permission.
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1.2.3 Conventional glucocorticosteroid versus 5-aminosalicylate

Figure 3: Induction of remission (follow-up 15 weeks)

CGCS 5-ASA Risk Ratio Ris k Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI I-H. Fixed, 95% CI
Malchaw 1984 a9 47 7 54 37.8% 166 [123,223] L
Scholmerich 1590 21 32 g 0 12.4% 246129 ,489] —
Summers 1979 a1 85 31 74 49.8% 1.43[1.04,1597] L3
Total (95% Cl) 164 158 100.0% 1.65 [1.33, 2.03] L
Total events 111 BB
Het ity: Chif=2723, df=2 (P=0.33); 12=10% I l I l
T:sf:‘i?i:?raylleﬁ;ctl:tll B4 (F'E:D DDDD%I) ’ 0.01 01 ! o 1o
) ) ) Favours 5-A3A Favours CGCS

Source: Benchimol El, Seow CH, Steinhart AH, Griffiths AM. Traditional corticosteroids for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 2. Art. No.: CD006792. DOI:
10.1002/14651858.CD006792.pub?2. Edited (no change to conclusions), published in Issue 4, 2010

Copyright Cochrane Collaboration, reproduced with permission.

Figure 4: Withdrawal due to adverse events (follow-up 15 weeks)

CGCS 5-ASA Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI l-H, Fixed, 95% CI
Gross 19595 1 16 1 14 7B% 0594 [006,1368]
Malchow 1984 1 58 1 52 7.8% 090[006,1357)
Martin 1990 3 28 2 22 16.5% 118 [022,6.45] D
Prantera 1999 5 I 1 63 49% 1016 [1.24,8327)
Schaolmerich 1590 2 32 2 0 15.2% 054 [014,624] .
Singleton 1979a 4 85 5 46 479% 043 012,153) —
Total (95% Cl) 250 228 1000%  1.18 [0.61, 2.29] -
Total events 16 12

ity: Chiz= = = S|2=249 f f f |
ey 1S s 0 2 T W

: : : 9-ASA CGCE

Source: Benchimol El, Seow CH, Steinhart AH, Griffiths AM. Traditional corticosteroids for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 2. Art. No.: CD006792. DOI:
10.1002/14651858.CD006792.pub2. Edited (no change to conclusions), published in Issue 4, 2010

Copyright Cochrane Collaboration, reproduced with permission.

Figure 5: Adverse events — all doses [fixed effects] (follow-up 15 weeks)
CGCS 5-ASA Ris k Ratio Ris k Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI I-H, Fixed, 95% CI
Gross 1995 11 16 12 15 426% 0.86 [0.57,1.30] —
Martin 1990 16 28 2 22 TV% B29[151,24.49]
Prantera 1999 12 K} 1 B3 2.3% 2439[3.32.179.15] .
Schalmerich 1930 g 32 3 30 10.7% 2501[0.73,8559] T
Singleton 19793 27 g5 10 74 36.8% 2.35[1.22,4 53] L
Total (95% CI) 192 204 100.0% 253 [1.77, 3.63] &
Total events 74 28
Itw: = = L2 = 0, I 1 1 |
Heterogeneity: ChE _32._58, df =4 (P <0000013; 1=88% T 10 o0
Test for overall effect £ =509 (P <0.00001) ELATA [0S
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Figure 6: Adverse events — all doses [random effects] (follow-up 15 weeks)

CGCS 5-ASA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gross 1995 1 16 12 15 243% 086 [057,1.30] -
Martin 1950 16 28 2 22 18B% B.29 161,24 49] e
Prantera 1933 12 ) 1 B3 143% 24.39 [3.32,179.15] —=
Scholmerich 1330 3 32 3 30 195% 250073, 855] B —
Singleton 19794 e 85 10 T4 X320% 235 [122,4463)] —i
Total (95% Clj 192 204 1000% 3.13 [0.99, 9.90] renioe--
Total events 74 28
Heterogeneity: Tau®= 1.38; Chi* =32 66, df=4 (P <0.00001); F=83% Ao o 1 10 o0
Test for overall effect: £=1.94 (P =0.05) EASA CGOS

Source: Benchimol El, Seow CH, Steinhart AH, Griffiths AM. Traditional corticosteroids for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 2. Art. No.: CD006792. DOI:
10.1002/14651858.CD006792.pub?2. Edited (no change to conclusions), published in Issue 4, 2010

Copyright Cochrane Collaboration, reproduced with permission.
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Conventional glucocorticosteroid plus 5-aminosalicylate (sulfasalazine) versus

conventional glucocorticosteroid

Figure 7: Conventional glucocorticosteroid plus 5-aminosalicylate (sulfasalazine) versus
conventional glucocorticosteroid for induction of remission

CGCS + 5-ASA  CGCS + Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI IEH, Fixed, 95°% CI
M alchowe 1984 44 56 39 47 0.95[0.758,1.14]
Singleton 1979 25 43 34 45 0.79[0.58,1.07]
Total (95% Cl) 99 93 0.88 [0.74, 1.04]
Total events g9 73

Heterogeneity: Chi*=112 df=1(P =029) 7=11%
Test for overall effedt: Z=153(P =0.13)
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1.2.5 Adjunctive azathioprine versus placebo

Figure 8: AZA/MP +/-glucocorticosteroid vs conventional glucocorticosteroid +/- placebo for
induction of remission [fixed effect] (follow-up mean 16 weeks)

AZANP +-CGCS  CGCS +/-Placebo Risk Ratio Risk Ratio
Stukly or Subgroup Events Total Events Total Weight MH, Fixedl, 95% Cl MH, Fixed, 85% CI
Cancly 1935 25 33 il 300 29.0% 1.14[083,1.55] -
Ewe 1993 16 il g 2 1A% 200[1.10,363] —
Klein 1974 B 13 B 13 B8.3% 1.00[0.44, 2.29] b
Oren 1997 13 32 12 26 18.3% 0.88[0.43,1.59] ——
Presant 1930 26 36 5 36 BA% 520[22512.02] e
Rhodes 197 0 9 0 7 Mot edimable
Summers 1979 21 &0 2 7T 24.3% 1.35[081,2.29] T
Willoughby 1971 5 -] 1 B 21%  433[1.03,1817)]
Total (95% CI} 210 216 100.0% 1.57 [1.26, 1.96] &
Total events 113 72
Heterogeneity, Chi® = 1953, df = 6 (P = 0.003) 7= 69% IDD1 051 ] 1=D 1DD=

Test for overall effect: Z = 4.05(P = 0.0001)

Favours CGCS + Placsbo

Fawvours AZSMP +/- CGCS

Figure 9: AZA/MP +/-glucocorticosteroid vs conventional glucocorticosteroid +/- placebo for
induction of remission [random effect] (follow-up mean 16 weeks)

AZAMP 4L CGCS CGCES +4- Placebo Rizk Ratic Rizk Ratic
Study or Subgroup Ewents T otal Ewents Total weight M-H, Randam, 95% C1 k-H, Randorm, 95% C|
Candy 1995 28 33 20 20 20.2% 1.14 [0.83, 1.56] el
Ewwe 1092 hl=] 21 =] 21 15.8% 2.00 [1.10, 2.63] -
Klain 1974 =] 12 =] 12 12.3% 1.00 [0.44, 2.29] -
Oren 1997 13 32 12 26 15.9% 0.88 [0.49, 1.59] —
Fresent 1980 s} 36 5 26 12.2% 5.20 [2.25, 12.02] I
Rhodesz 1971 u] o u] T Mot estimable
Summers 1979 1 Go 20 TTOATZ% 135 [0.81, 2.25] I
Willoughbey 1971 5] G 1 =} 5.4% 433 [1.03, 18.17] -
Total [(98% CI) 210 216 1000%% 189 [1.03 2.43) ol
Total evernk 112 72
Heterogeneity: Tau?=0.21; Chi*= 1959, df=6 (F = 0.003); 7= 59% :3.01 IZI.I1 ] 1'0 100'

Test for overall effect: £=2.11(F = 0.03)

Favours CGCS + Placebo

Favours AZAMP + CGCS

Figure 10: AZA/MP + glucocorticosteroid vs. placebo + glucocorticosteroid for glucocorticosteroid-
sparing [fixed effect] (follow-up mean 16 weeks)

AZANP + CGCS  CGCS + Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight NMH. Fixed, 5% CI I-H. Fixed, 95°% CI
Candy 1335 25 33 20 30 520% 1.14 [0.533,1.56]
Ewe 1933 16 21 8 21 198% 2.0001.10,3.63] "
Klgin 1974 2 13 2 13 S.0% 1.00 (016, 6.07]
Present 1950 25 44 5 3\ 155% 4.14[1.92 8393] -
Willoughbey 1971 5 5 3 -] T4% 1.67 [0.69, 4.00] T
Total (95% CI} "7 109 100.0% 1.81 [1.38, 2.38] &
Total everts 76 o]
Heterogeneity Chi*= 13.26, df= 4 (P =0.01% I =70% ID.D'I D.I'I 1 153 1IZ|E|=

Test for overall effect: £=4 28 (P =0.0001)
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Figure 11: AZA/MP + glucocorticosteroid vs. placebo + glucocorticosteroid for glucocorticosteroid-
sparing [random effect] (follow-up mean 16 weeks)

AZANP + CGCS CGCS + Placebo Risk Ratio Risk Ratio
Stkly or Subgroup Events Total Events Total Weight MH, Ramdomy 95% CI1 MH, Random, 95% C1
Candy 1995 25 33 20 30 29.4% 1.14[0.53,1.56] I
Ewe 1993 16 21 i 21 240% 200[1.10,363] —m—
Klein 1974 2 13 2 13 T7% 1.00[0.16, 6.07] -1
Present 1950 28 44 -] 39 205% 4141182 893] —
Willoughiby 1971 5 5 3 6 184% 1.67 [0.68, 4.00] T
Tatal (95% Cl} "7 109 100.0% 1.80 [1.01, 3.20] it
Totd everts 76 39
Heterogenetty: Tau® = 0.26; Chiz= 1326, df=4 (P = 0101, 12= 70% ID.D‘I 0.51 ; 1=D 1DD=
Test for overall effect: 2=2.01 P =0.04) Favours CGCS + Placebo  Favours ATAMP + CGCS

Figure 12: AZA/MP + glucocorticosteroid vs. placebo + glucocorticosteroid for fistula healing
(follow-up mean 16 weeks)

AZANP + CGCS  CGCS + Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight NMH, Fixed, 95% CI M-H, Fixed, 95°% Cl
Klein 1974 4 5 2 5 7IiT% 2.00[0.63, 5.38] —|—
Rhodes 1971 2 4 0 1 263%  2.00[0.16, 25.75] &
Willoughkey 1971 o 2 0 1 Mot estimable
Total {85% Cl) 11 T 100.0% 2.00 [0.67, 5.93] ~eniii-
Total everts -] 2

i 2= = = 2= I } } |
Heterogeneity, Chi _D.IJ_D, df=1 [_F‘ 1.007 12 =0% oo o4 1 10 100
Teat foroveral effect Z=1.25F =0.21) Fawours CGCS + Placsho  Favours AZAMP + CGCS

Figure 13: AZA/MP +/- glucocorticosteroid vs. placebo +/- glucocorticosteroid for adverse events
(follow-up mean 16 weeks)

AZAMP +- CGCS  Placebo +/- CGCS Risk Ratio Risk Ratio
StudyorSubgroup  Events  Total Events  Total Weight MH, Fixed 95% CI M-H, Fised, 95% CI
Candy 1895 0 3 2 30 334% 018001, 365] 4 -
Ewe 1993 1 21 0 21 B3%  300[043 6370]
Klgin 1674 3 13 0 13 B3%  500[0.26, 9502
P resert 1980 10 B3 3 55 417%  275(0.79,9.49] —a—
Rhodes 1 971 1 g 0 7OTO%  2400011,5132]
Summers 1979 g 59 0 77 55% 16.90[0.97, 294.12] ]
Willoughby 1871 0 11 0 11 Mot estimable
Total (95% CI) 214 215 100.0%  2.81 [1.28, 6.17] il
Total events 20 5
Heterogensity: Chiz= 437, df = 5 (P = 0.43) 17 = 0% Ly o , s o
Test for overall effect 7 = 258 (F = 0.010) Favours ATAMP +LCE0S Favours placsho+iCGOS
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1.2.6 Adjunctive methotrexate versus placebo

Figure 14: Methotrexate + glucocorticosteroid vs. placebo + glucocorticosteroid for induction of
remission [fixed effect] (follow-up 16 weeks)

Mb<+ CGCS  Placebo +CGCS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight MH, Fixed, 95% CI M-H, Fixed, 95% CI
Arara 1999 10 18 16 18 447% 0.7 [0.A1,1.11] -
Feagan 1995 v 494 ] 47 369% 2.06 [1.09, 3.89] —i—
Oren 1997 A 26 B 26 184% 0.83[0.29, 2.39 — s
Toral (95% CI) 135 91 100.00% 1.25 [0.86, 1.80] -
Tatal everts a2 il
Heterogeneity: Chi®= 933, df =2 (P = 0009y F=79% N o 13 o0

Test for overall effect =117 (F = 0.24) Favours Placebo + CGCS  Fawours Wb + CGCS

Figure 15: Methotrexate + glucocorticosteroid vs. placebo + glucocorticosteroid for induction of
remission [random effect] (follow-up 16 weeks)

Mx + CGCS Placeho + CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, $5% C1 MH, Random, $5% CI
Arors 1999 10 15 16 18 40.0% 075[0.51,1.11] -
Feagan 1995 a7 94 9 47 347% 206[1.09,63.89] —&
Oren 1937 5 26 5] 26 25.4% 083[0.29,2.39] - .
Total {95°% CI) 135 1 100.0% 1.09 [0.48, 2.47] ?
Total events 52 H

Heterogeneity: Tau® = 0.39; Chi*= 9.33, df= 2 (P =0.009) I*=73%
Ted for overall effect: £= 021 (P = 0.83)

0.01 0.1 1 10 100
FawaurgPlaceho + CGCS Favours Mix+ CGCS

Figure 16: Methotrexate + glucocorticosteroid vs. placebo + glucocorticosteroid for withdrawal
due to adverse events (follow-up 18 months)

Mtx+ CGCS Placebo + CGCS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Wieight M-H,Fixed, 955% CI M-H, Fized, 95% CI
Arara 19949 3 15 a 18 200% 831 (046, 149.21] = *
Feagan 1994 16 94 1 47 ARI% 2.00[1.08, 58.451] ——
Oren 1597 1 izl a 26 M.E% 300([0.13, 7043 =
Total (95% Cl) 135 91 100.0%  6.97[1.61, 30.10] . —am
Total events 20 1
Heterogeneity: Chif=0.31, df= 2 (F = 0.86); F=0% I t t |
Test for averall effect, 2= 260 (P = 0.0059) 0.01 0.1 1 10 100

Favours MTH+ CGCS Fraours placebo + CGECS
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1.2.7

1.2.7.1

Forest plots

Budesonide
Budesonide versus placebo

Figure 17: Induction of remission (CDAI < 150) (follow-up eight weeks)

Buidesonide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Greenherg 19494 | B 13 BE  46.4% 2,58 [1.48, 4.458] i
Tremaine 2002 78 1549 13 41 536% 1.65 [0.96, 2.48] L
Total (95% CI) 220 107 100.0% 1.96 [1.19, 3.23] &
Total events 1049 2h
Heterogeneity: Tau®= 0.06; Chi*=1.91, df= 1 {(F =017}, 7= 48% 'D.E|1 D.'1 1'E| 1E|D'

Test for overall effect: Z= 2.64 (F = 0.008) Favours Placebo  Favours Budesonide

Source: Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009

Copyright Cochrane Collaboration, reproduced with permission.

Figure 18: Withdrawal due to adverse events (follow-up 8-10 weeks)

Budesonide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI IM-H, Random, 95% CI
Greenbery 1994 3 61 3 66 37.1% 1.08[023,5.16]
Trernaine 2002 14 159 3 41 B29% 1.20([0.36,3.99)
Total (35% CI 220 107 100.0% 1.16 [0.45, 2.99]
Total events 17 B

Heterngeneity:TauszED; Chi =_D.D1,|:If=1 (P=092)1F=0% ID.IZH D.I1 ] 1Ih 1DDI
Test for overall effect: £ =030 (P=076) Flaceha  Budesonide
Source: Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009

Copyright Cochrane Collaboration, reproduced with permission

Figure 19: Change in IBDQ score [fixed effect] (follow-up 8 — 10 weeks)

Budesonide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Irvine 2000 401 37.3 Bl 117 315 BB 553% 28.40[16.34, 40.46] -
Trernaine 2002 341 352 79 293 3457 41 44.7%  4.80[-8.60,18.20]
Total (95% Cl) 140 107 100.0% 17.84 [8.88, 26.81] L 2
Heterogeneity: Chi*= 6.58, df = 1 (P = 0.01); F= 85% f f T f |
Ted for overall effect Z= 3.90 (P = 0.0001) Ao -5l 0 so 100

Fawours Placebo  Fawours Budesonide

Figure 20: Change in IBDQ score [random effects] (follow-up 8 — 10 weeks)

Budesonide Placebo Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Random 95%% CI IV, Random, 95% CI
Irvine 2000 401 3713 B 1.7 3.5 G5 50.8% 28.40 [16.34, 40.46] i
Trermaine 2002 341 3582 T4 23 3487 41 49.2% 4 80 [-8.60, 18 20
Total (95% CI) 140 107 100.0%  16.79 [-6.34, 39.91]
Heterogeneity: Tau®= Z36.17; Chi*= §.58, df=1 (P = 0.01); 7= 85% f t 1 y |
Ted far overall effect Z=1.42(F = 015 50 0 o 100

Fawours Flacebo  Favours Budesonide
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1.2.7.2 Budesonide versus conventional glucocorticosteroid

Figure 21: Induction of remission (follow-up eight weeks)

Budesonide CGCS Risk Ratio Risk Ratio

Stidy or Subgroup  Events  Total Evemts Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Bar-heir 1998 51 100 86 101 238% 052 [0.71,1.19]
Campien 1997 Bl 119 I/ s NI% 085 [0.65,1.12]
Escher 2004 12 2 1w 2B V2% 083 [0.52,1.34] "
Gross 1995 19 3 24 33 121% 077 [0.583,1.11] -
Levine 2003 ] 19 B 14 25% 098 [0.44,2.19) B
Rutgeerts 1994 45 B8 56 88 241% 080 [0.62,1.04] -
Tursi 2006 10 15 g 15  4B% 125 0,69, 2.26] T
Van lerssel 1995 5 9 & 9 41% 063 [0.33,1.17] -
Total {95% Cly 406 M4 1000% 085 [0.75,097] +
Tatal events 1 210

itv: Tau? = 000 Chit= =7(P=0ET E= [ - : y
Heterogeneity: Tauv* =000, Chif=352, df =7 (P=083), F=0% 001 01 0 100

Test for overall effect Z=251 (P=001) Favours Budesonide  Favours CGCS
Source: Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009

Copyright Cochrane Collaboration, reproduced with permission

Figure 22: Induction of remission (follow-up 12 weeks)

Budesonide CGSC Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carnpieri 1997 66 119 3N 58 B78% 104 078,139
Escher 2004 12 22 14 2B 208% 101 060, 171]
Levine 2003 9 19 714 1M4% 095 0.47 192
Total {95% Cly 160 98 1000% 1.02 [0.81,1.30]
Total events 87 52

Heterogeneity: Tau®=000; Ch#=006, df=2{P=0.97);, F=0%

Test for overall effect Z=0.18 (P =058) e 1 n__Jo

Favours Budesonide Favours CGCS
Source: Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:

10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009
Copyright Cochrane Collaboration, reproduced with permission

Figure 23: Induction of clinical remission at eight weeks (in people with severe disease at trial
entry, CDAI 2 300)

Budes onide CGCS Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Random, 95% CI IM-H, Random, 95% CI
Campier 1997 7 H 7 13 551% 0.42 [0.18,056] —l
Gross 1995 4 10 g 10 449% 067 [0.27,166] ——
Total (95% CJ) 41 23 1000% 0.52 [0.28,0.95] .
Total events 11 13
Heterogeneity: Tau®* =000; Chif=055, df=1({F=046);, F=0% ooT o1 1 00

Test for averall effect 7= 212 (F =0.03) Favours CGCE Favours Budesanide

Source: Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009

Copyright Cochrane Collaboration, reproduced with permission
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Forest plots

Figure 24: Induction of remission (ileal or right-sided ileocolonic disease)(follow-up not stated)

Budesonide CGCSs Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI l-H, Random, 95% CI
Bar-Meir 1998 34 51 <l B2 191% 1.11 [0.80, 1.56]
Carmpieri 1997 1 114 35 58 288% 045 [0.65,1.12]
Escher 2004 12 Py 17 28 95% 043 [0.52,1.34] -
Grogs 1995 4 ] 10 13 52% 047 [0.46,164] T
Rutgeerts 1994 45 85 o6 B8 320% 040 [0.62,1.04] =
“an lerssel 1995 5 2 g 9 54% 063 [0.33,1.17] T
Total (93% C) 305 256 100.0% 0.86 [0.75, 1.00] L
Total events 161 157

Heterogeneity: Tau? =0.00; Chi#=360, df =5 (F=0861); F=0%

Test for overall effect: £=1.96 (P =0.05)

Source:

001

0.1 10 100
Favours CGCS  Favours Budesonide

Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's

disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009
Copyright Cochrane Collaboration, reproduced with permission

Figure 25: Change in CDAI [fixed effect] (follow-up 8-12 weeks)

Budesonide CGCS Mean Difference Mean Difference
Stuchy or Subgroup  Mean SD Tota Mean S0 Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
Bar-Meir 1998 1237 7331 100 1266 7309 101 343% -290[-23.14,17.34] —a—
D'Haens 1998 T4 T8989 16 131 114 13 26% -5700[-130.30,16.30) +———————
Escher 2004 a0 7529 22 179 T.04 26 8.1% -89.00[130.66,-47.34]
Gross 1995 145 B1.449 34 167 7308 33 134% -2200[54.39,10.39) e
Rutgeerts 1994 98 B1.3 B8 148 891 B8 37.7% -50.00 69 30,-30.70] —
Wan lerssel 1935 104 B7.01 9 164 63 9 39% -6000[12009 008
Total (95% CI) 269 270 100.0R:  -33.83 [-45.68, -21.97] <
Heterogenety Chi*= 2003, df= 5 (P = 0.001); F= 75% 00 20 3 =0 100

Test for overall effect. 2= 559 (F < 0.00001)

Figure 26: Change in CDAI [random effect] (follow-up 8-12 weeks)

Favours CGCS Favours Budesonide

Budesonide CGCS Mean Difference Mean Difference
Stuchy or Subgroup  Mean SD Tota Mean S0 Total Weight I, Random, 95% CI M, Random, 95% CI
Bar-Meir 1998 1237 7331 100 1266 7309 101 22.3% -290[-23.14,17.34] —
D'Haens 1998 T4 T8989 16 131 114 13 9.0% -57.00[(-130.20,16.30) +————1—
Escher 2004 a0 7529 22 179 7.04 26 16.0% -89.00[130.66,-47.34]
Gross 1995 145 B1.449 34 167 7308 33 18.7% -2200[54.39,10.39) —_—
Rutgeerts 1994 98 B1.3 B8 148 891 B8 225% -50.00[-69 30,-30.70] —_—
Wan lerssel 1935 104 B7.01 9 164 63 9 11.4% -60.00[120.09 0.08] "
Total (95% CI) 269 270 100.0% -4227 [-69.67, -14.846)] il
Heterogenetty, Taw® = 77037, Chi*= 2003, df =5 (P=0001); F= 75% TR b 50 100

Test for overall effect 2= 302 (F = 0,003

Source:

Favours CGCS Favours Budesonide

Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's

disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2009
Copyright Cochrane Collaboration, reproduced with permission

Appendix G

14



Forest plots

Figure 27: Withdrawal due to adverse events (follow-up 8 — 12 weeks)

Budesonide CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% CI
Bar-Meir 1958 4 100 4 101 47 6% 1.01 [026,393] —u—
Escher 2004 1 2 7 B B7T% 017 [002,127] —_—
Gross 1995 1 34 0 33 123% 291 [012,6908] ol
Rutgeerts 15994 0 g8 2 85 13.4% 020001, 4.11] * o
Tursi 2006 0 15 0 15 Mot estimable
Total (95% Cl) 259 263 100.0% 057 [0.18, 1.84] il
Total events 6 13

L ]

Heterogeneity: Tauv* =026, Chi*=362, dfi=3 (P=031);1*=17%

L 1
Test for overall effect Z=0.93 (P= 0.35) 9o 0 ! 1 10

Budesonide CGCS

Source: Seow CH, Benchimol El, Griffiths AM, Otley AR, Steinhart AH. Budesonide for induction of remission in Crohn's
disease. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD000296. DOI:
10.1002/14651858.CD000296.pub3. Edited (no change to conclusions), published in Issue 4, 2010

Copyright Cochrane Collaboration, reproduced with permission.

Figure 28: Glucocorticosteroid-related adverse events [fixed effect] (follow-up 8 — 12 weeks) -
adults and children

Budes onide CGCS Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bar-Meir 195958 95 236 141 236 I78% 067 [0.56,0.81] =
Campieri 1957 39 103 B4 103 172% 061[0.45,081] -
Escher 2004 28 56 28 56 V5% 100 [0.69,1.45] BE
Gross 1935 14 48 35 43 94% 0.401[0.25,0.64] -
Levine 2003 ik 28 18 23 48% 061 [0.35,1.08] ]
Rutgeerts 1994 35 121 85 121 231% 0.41[0.30,0.55] -
Total {35% CIy 294 594 100.0% 0.60 [0.53, 0.67] )
Total ewents 222 372

Heterogeneity: Chi#=17.99 df =5 (P=0.003);, F=72%

Test for overall effect: 7 =18.28 (F <0.00001) oot 01 1 10 100

Favours budesonide  Favours CGCS

Glucocorticosteroid-related adverse events including moon face, acne, swollen ankles, easy bruising, hirsutism, buffalo
hump, skin striae, nausea, vomiting, heartburn, dyspepsia, abdominal distension, perspiration, flushing, hair loss,
dry mouth, leg cramps, tremor, blurred vision, insomnia, headache, fatigue, depression, myalgia and pharyngitis

Figure 29: Glucocorticosteroid-related adverse events [random effects] (follow-up 8 — 12 weeks) —
adults and children

Budesonide CGCs Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight MH, Random, 95% Cl I-H, Random, 95% Cl
Bar-tdeir 1998 95 236 141 236 21.8% 057 [056,0.81] -
Carrpieri 1957 32 103 B4 103 18.7% 051 [046,0.81] -
Escher 2004 25 56 28 56 1B.2% 1.00 [0B3, 1.45] -+
Gross 1995 14 49 35 49 13.3% 0.40 [0.25,0.64] -
Levine 2003 1 29 18 28 11.6% 051 [0.35,1.05] ]
Rutgeerts 1994 3/ 12 85 121 18.4% 0.41 [0.30,0.55] -
Total {95% Cl) 594 594 100.0% 0.59 [0.46, 0.77]
Total events 222 372

Heterogeneity: Tau® =007; Chi#=17.99 df =5 (P =0.003); F=72%

Test for overall effect: Z=4.01 {F < 0.0001) .01 o1 1 n_ 1o

Favours budesonide  Favours CGCS
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Forest plots

Glucocorticosteroid-related adverse events including moon face, acne, swollen ankles, easy bruising, hirsutism, buffalo
hump, skin striae, nausea, vomiting, heartburn, dyspepsia, abdominal distension, perspiration, flushing, hair loss,
dry mouth, leg cramps, tremor, blurred vision, insomnia, headache, fatigue, depression, myalgia and pharyngitis

Figure 30: Glucocorticosteroid-related adverse events [fixed effect] (follow-up 8 — 12 weeks) —

adults only
Budesonide CGCSs Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bar-Meir 1998 95 236 141 236 43.3% 0.67 [0.56, 0.81] L]
Campieri 1997 39 103 64 103 19.6% 0.61 [0.46, 0.81] -
Gross 1995 14 49 35 49  10.7% 0.40 [0.25, 0.64] -
Rutgeerts 1994 35 121 86 121 26.4% 0.41[0.30, 0.55] -
Total (95% CI) 509 509 100.0% 0.56 [0.49, 0.64] )
Total events 183 326
Heterogeneity: Chi2 = 10.26, df =3 (P = 0.02); 12=71% '0_01 Ofl 1 1'0 100'

Test for overall effect: Z = 8.47 (P < 0.00001) Favours experimental Favours control

Glucocorticosteroid-related adverse events including moon face, acne, swollen ankles, easy bruising, hirsutism, buffalo
hump, skin striae, nausea, vomiting, heartburn, dyspepsia, abdominal distension, perspiration, flushing, hair loss,
dry mouth, leg cramps, tremor, blurred vision, insomnia, headache, fatigue, depression, myalgia and pharyngitis

Figure 31: Glucocorticosteroid-related adverse events [random effects] (follow-up 8 — 12 weeks) —

adults only
Budesonide CGCs Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Bar-Meir 1998 95 236 141 236 31.4% 0.67 [0.56, 0.81] =

Campieri 1997 39 103 64 103 26.0% 0.61[0.46, 0.81] -

Gross 1995 14 49 35 49  17.3% 0.40 [0.25, 0.64] =

Rutgeerts 1994 35 121 86 121 25.4% 0.41[0.30, 0.55] -

Total (95% ClI) 509 509 100.0% 0.53[0.40, 0.69] L 3

Total events 183 326 . .
T 1

Heterogeneity: Tau? = 0.05; Chi? = 10.26, df = 3 (P = 0.02); 2= 71%

I }
Test for overall effect: Z = 4.60 (P < 0.00001) 0.01~ 0.1 1 10 100

Favours experimental Favours control

Glucocorticosteroid-related adverse events including moon face, acne, swollen ankles, easy bruising, hirsutism, buffalo
hump, skin striae, nausea, vomiting, heartburn, dyspepsia, abdominal distension, perspiration, flushing, hair loss,
dry mouth, leg cramps, tremor, blurred vision, insomnia, headache, fatigue, depression, myalgia and pharyngitis
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1.2.7.3 Budesonide versus 5-aminosalicylates

Figure 32: Budesonide vs. mesalazine - induction of remission [fixed effects] (follow-up eight

weeks)
Budesonide  5-ASA (Mesalazine) Risk Ratio Risk Ratio
Study or Subgroup  Events Tota Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Thormsen 1990 B3 33 i B89 28.4% 1.63[1.23, 219 -
Tromm 2010 107 154 95 153 T1.6% 1.12[095 1.33
Tota (95% CI) 247 242 100.0% 1.26 [1.10, 1.46] +
Tolal events 170 132

Heterogeneity: Chf= 525 di=1 P =002);F=81%
Test for averall effect 2= 3,22 (F = 0,001)

0.0

0.1 1

10 100

Favours SASAMesalazine Favours Budesonide

Figure 33: Budesonide vs. mesalazine - induction of remission [random effects] (follow-up eight

weeks)
Budesonide  5-ASA (Mesalazine) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Thomzen 1990 B3 a3 37 B9  452% 163[1.23,2186] k3
Tromm 2010 107 154 95 183 S548% 1.12[0.95,1.32)
Total (35% Clj 247 242 100.0% 1.33 [0.91,1.92]
Total everts 170 132

Heterogenedy, Tau® =006 Chi* = 525 df=1(P =002 1*= 81%
Test for overall effect Z=143(F =0,14)

0. 01 1

10 100

Favours S-ASAMeszalazine Favours Budesonide

Figure 34: Budesonide vs. mesalazine - withdrawal due to adverse events (follow-up eight weeks)

Budesonide  5-ASA (Mesalazine) Risk Ratio Risk Ratio
Study or Subgroup  Events Tota Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Thamsen 1990 3 43 a 29 al.a% 036 010, 1.31] — &
Tromm 2010 4 154 g 153 49.5% 0,50 [0.15, 1.62] —aT
Total (95 CI) 247 242 100.0% 0.43[0.18, 1.02] il
Total events 7 16
Heterogeneity: Chf= 013, df=1{F =072}, F= 0% IIJ.IJ1 Df1 1IIJ 1UD'

Test for overall effect, 2= 1,92 P = 0.08)
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Forest plots

1.2.7.4 Budesonide in children

Budesonide vs. conventional glucocorticosteroid

Figure 35: Induction of remission in children: eight weeks

Budesonide CGCS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Escher 2004 12 22 17 26 B9.3% 0.83[0.52,1.34]
Levine 2003 g 19 B 14 307% 0.98 [0.44,2.19]
Total (95% CI 41 400 100.0°% 0.88 [0.58,133]
Total events 20 23

Heterogeneity: Chif =012, df=1 (P =0.73); F=0%
Test for overall effect: Z =061 (P =054)

Figure 36: Induction of remission in children: 12 weeks

I ] ] |
oot1r o o1 1 10 100
Favours CGCS  Favours Budesonide

Budesonide CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed,95% Cl M-H, Fixed, 95% CIl
Escher 2004 12 22 14 26 B1.4% 1.01 [0D6BD,171]
Levine 2003 9 19 7 14  386% 095047 ,192]
Total (95% CI) 4 40 1000% 099 [0.65, 1.50]
Total events 21 21

Heterogeneity: Chi? =0.02, df=1 (P =0.88); F=0%
Test for overall effect: Z =0.06 (P =0.95)

Figure 37: Glucocorticosteroid-related adverse events

I ] ] |
ool o 1 10 100
Favours CGCS  Favours Budesonide

in children: eight weeks

B udesonide CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% CI MEH, Fixed, 95% CI
E zcher 2004 11 22 20 26 B14% 0.65(0.41,1.04] . |
Levine 2003 B 19 10 14 388% 0.44 [0.21,0493] —m—
Total (95% Cl) H 40 100.0% 0.57 [0.38, 0.85] L 2
Total events 17 30
Heterogeneity, Chi*=0.76, df=1 (P = 0.38); 17= 0% :0.01 051 1 ‘]iJ 100:
Test for oversll effect: Z2=2.78 tp = 0.005:] Favours Budesonide Favours CGCS
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1.2.8

1.2.8.1

Forest plots

5-aminosalicylates

5-aminosalicylates versus placebo

Figure 38: Induction of remission (follow-up 6-18 weeks)

5-ASA Placebo Risk Ratio Risk Ratio
Study or Subgroup ~ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mahida 1990 8 20 7 20 8.7% 1.14]0.51, 2.55] T
Malchow 1984 27 54 22 58 26.2% 1.32[0.86, 2.01] =
Rasmussen 1987 13 30 9 37 10.0% 1.78 [0.88, 3.59] T
Singleton 1993 68 230 14 80 25.7% 1.69 [1.01, 2.83] Bl
Summers 1979 28 74 20 77 24.2% 1.46 [0.90, 2.35] i
Tremaine 1994 9 20 4 18 52% 2.02[0.75, 5.45] T
Total (95% Cl) 428 290 100.0% 1.51[1.20, 1.92] Q
Total events 153 76
itv: 2= = = “2=00 } } } {
:|ete:cogenelty|.I Cff;l 126_2302‘4 2(_P0 0(()).82), 12=0% 00l 01 1 10 100
est for overall effect: 2 =3.44 (P =0. ) Favours Placebo  Favours 5-ASA
Figure 39: Adverse events (follow-up 16 weeks)
5-ASA Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H,Fizxed, 85% CI M-H, Fixed, 85% CI

Fasmussen 1987 17 a0 2?3 37 48R% 0.91 [0.61, 1.36]

Singleton 1979 10 74 ] 711 R% 2.03 [0.75, 5.80]

Tremaine 1994 16 20 16 | 398% 0.90 [0.653, 1.18]

Tetal (95% CI) 124 132 100.0% 1.04 [0.80, 1.36]

Total events 43 44

Heterogeneity: Chiz = 3.29, df = 2 (P = 0.19); 12 = 39%

Test for overall effect 2= 0.30 (P = 0.76)

Figure 40: Withdrawal for any reason (follow-up 6-18 weeks)

001 0 1 10 100
Favwours 5-A54 Fawours p|al:EtlD

5-ASA Placebo Risk Ratio Risk Rati¢

Study or Subgroup  Events Teotal Events Total Weight NMH, Fixed, 95% CI M-H, Fizxed, 95% CI
Mahida 1950 7 20 4 20 30% 1.75 [0.61, 5.05]

Malchow 1934 84 117 a8 110 448% 0.88 [0.67, 1.14]

Rasmussen 15587 4 30 10 a7 6.7% 0.4%[0.17, 1.42)

Singleton 1993 118 230 41 B0 455% 0.98 [0.76, 1.25]

Total (95% CI) 397 247 100.0% 0.92[0.77, 1.10]

Total events 180 113

Heterogeneity: Chi# =310, of = 3(P = 0.38), I = 3%
Test for overall effect £=0.90 (P =0.37)
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Forest plots

1.2.8.2 5-aminosalicylates versus azathioprine/mercaptopur

ine

Figure 41: Induction of remission [fixed effect] (follow-up 16-30 weeks)

5-ASA AZAMP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mate-limenez 2000 1 7 15 16 281% 015[002,0.54]
Singleton 1979 28 74 21 59 7159% 1.06 [068, 1.67]
Total (895% CI) 81 75 100.0% 0.81 [0.52,1.24]
Total events 29 36

Heterogeneity: Chi2 =466, df=1 (P = 0.03); 17 =73%
Test for overall effect: 2= 0.97 (P =0.33)

001 07 1 10 100
Fawours AZAMP Favours 3-A54,

Figure 42: Induction of remission [random effect] (follow-up 16 — 30 weeks)

5-ASA AZAMP Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 93% CI M-H, Random, 95% CI
Mate-Jimenez 2000 1 7 15 16 405% 015[0.02,0.94]
Summers 1979 28 74 21 89 A9A%W 106 [063,1.67]
Total (95% Clj a1 75 100.0% 0.48 [0.07, 3.53]
Total events 29 36

Heterogeneity: Tau®=1.67; Chi#F=4 .66, df =1 (F=003), F=79%
Test for overall effect: Z =072 (P=0.47)
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1.2.9

1.2.9.1

Forest plots

Azathioprine/mercaptopurine
Azathioprine/mercaptopurine versus methotrexate

Figure 43: Induction of remission (follow-up 24-36 weeks)

AZA/NP [ #3 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-, Fixed, 95% CI WEH, Fixed, 95% CI
Ardizzone 2003 9 27 12 27 339% 0.75(0.38, 1.48]
Mate-Jimenez 2000 15 16 12 19 350% 1.17[058,1.596]
Oren 1997 13 32 10 26 312% 106[056,2.01]
Total 95% CI) 75 68 100.0% 0.89 [0.73, 1.35]
Taotal events ar 34

Heterogeneity: Chi# = 2.01,df = 2 (P = 0.37); F = 0%
Test for overall effect Z = 0.05 (P = 0.96)

001

0.1 1 10 100
Favaurs Mty Favours AZAMP

Figure 44: Withdrawal due to adverse events (follow-up 24 — 36 weeks)

AZA/NMP Mt Risk Ratio Risk Ratio

Study or Subgroup  Events Tetal Events Total Weight M-H, Fixed,95% CI IMHH, Fixed, 95% CI
Ardizzone 2003 3 27 3 27 48E5% 1.00[022,4.52] —a—
Mate-limenez 2000 1 18 2 19 335% 047[003,4.63)] — &
Oren 1997 1 32 1 256 1759% 0.81 [0.03, 12.57] =
Total (95% CI) 75 68 100.0% 0.79 [0.25, 2.44] i
Total events ] 6

iy Z= = = 2 =04 I } } |
Heterogeneity: Chif =029 df=2 (P = 0.36), IF =0% ID.D1 IZI!1 1 1IIZI le

Test for overall effect: 2 = 041 (P =0.68)
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1.3

1.3.1

1.3.1.1

Forest plots

Maintenance

Conventional glucocorticosteroid

Conventional glucocorticosteroid versus placebo

Figure 45: Relapse or failure of remission (follow-up one year)

CGCS Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Malchow 1984 25 5] 26 82 B97% 0.76 [0.50,1.14] q
Smith 1978 3 32 0 2B 13% 5.73[0.31,106.11] +
Summers 1979 9 33 17 BO 289% 096 [0.48,1.91]
Total {(95% Cl) 131 138 100.0% 0.88 [0.62, 1.23]
Total events 37 43

Heterogeneity: ChE=217 df =2 (P =034); F=8%
Testfor overall effect Z=070(P=0.49)

I | | ]
oot oA 1 10 100
Favours CGCS  Favours Placebn

Figure 46: Relapse or failure of remission (follow-up two years)

CGCSs Placeho Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Malchow 1954 22 42 25 39 B36% 0.52 [0.56,1.19]
Smith 1978 g 25 4 24 100% 1.20 [0.37,3.94] e
Summers 1979 9 28 1a 24 2BA% 077 [0.38,1.58] —
Total (93% CIy 93 87 100.0% 0.84 [0.61, 1.17] 4
Total events 36 39

it E= = = CE=0% f f f |
Heterogeneity: ChiF=042 df =2 (P =081); F=0% fol o1 i 10 100

Testfor overal effect 2=1.02 (P=0.31)
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Forest plots

1.3.2 Budesonide
1.3.2.1 Budesonide versus placebo

Figure 47: Relapse at one year [fixed effect]; budesonide 6 mg vs. placebo

Budesonide Gmg Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 9% CI
Fergusan 1998 10 22 14 ¥ 14.4% 088 [0.49 1.57]

Greenherg 1996 22 36 24 3/ IV E% 092 [0.65, 1.30]

Hanauer 2005 26 55 32 85 36.8% 0.81[0.57, 1.16]

Lotherg 1996 15 32 17 a0 N.1% 0741047, 1.19]

Total {(95% CIj 145 145 100.0% 0.84 [0.68, 1.03]

Total everts 73 a7

om0 1 10 100
Favours Budesonide Grmg  Favours Placebo

Heterogeneity: Chi®= 0.85, df=3 (P=0.81) 1= 0%
Testfor overall effect: Z=1.69 (P = 0.09)

Figure 48: Relapse at one year budesonide 3 mg vs. placebo

Budesonide 3 my Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Tota Weight M-H, Fixzed,95% CI M-H, Fixed, 95% CI
Ferguson 1998 11 26 14 O 121% 0.82 [0.46, 1.458]

Greanbery 1996 23 33 24 3B/ 203% 1.05[0.76, 1.44]

Gross 19498 a6 a4 62 95 81.5% 1.02[0.83,1.26]

Lofherg 15996 21 1 17 2 O161% 1.08[0.74 1.57]

Total (9% CI) 174 185 100.0% 1.01 [0.86, 1.14]

Tatal events 111 117

Heterogeneity: ChiF= 0.6, df= 3 (P = 0.88); I¥= 0%

Test for averall effect Z=0.13 (F = 0.90) 0.01 01 ! 10 100

Favours Budesonide 3 mg  Favours Placebo

Figure 49: Relapse + withdrawal at one year budesonide 6 mg

Budesonide 6 mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ferguson 1938 13 22 14 27 181% 1.14 [0.69, 1.88]
Hanauer 2005 30 a5 35 55 50.5% 086 [0.B3,1.17]
Lofherg 1996 18 32 20 7O31.3% 076 [0.52,1.11]
Total (95% Cly 109 109 100.0% 0.58 [0.71, 1.09]
Total events 61 69

I ] | |
0.01 0 1 10 100
Favours Budesonide 6§ mg  Favours Placebo

Heterogeneity: Chi*= 1.62, df= 2 (FP=044; *7=0%
Test for overall effect £2=117 (P =024
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Forest plots

Figure 50: Relapse + withdrawal at one year budesonide 3 mg

Budesonide 3 mg Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Fergusan 1998 12 26 14 27 12.8% 0.89 [0.51, 1.55]
Gross 1998 G4 a4 TE 95 B7.0% 0.95[0081,1.11]
Lofherg 1936 22 Kl 20 27 Z201% 0.96 [0.70,1.32]
Total (95% Ch 141 149 100.0% 0.95 [0.82, 1.09]
Total events 98 110
ity: Chi== = = CE= } } t } {
?e:;ugenertyl.lcpfl ; %D—EIIJTS_ s (_Pn_ﬂ.gn, = 0% o7 " 1 5 P
est for overall effect: Z=0.78 (F = 0.44) Favours Budesonide 3 mg  Favours Placebo
Figure 51: Withdrawal due to adverse events at one year budesonide 6 mg
Budesonide 6 mg Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ferguson 19598 1 22 0 27 3.4% 365 [0.16, 85.46] '
Hanauer 2005 10 55 10 55 T6E.0% 1.00 [0.45, 2.21]
Lofherg 1996 il a2 2 27 20.6% DAT[0.01, 3.39]) * ol
Total (95 CI) 100 109 100.0% 0.92 [0.45, 1.88]
Total ewents 11 12
_Il—_ietnf;ugenmwl:l C;F T EZEI_IJEl d2f3= g (_PD=8E£.3T); == 0% 'D.D1 0:1 1' 1'0 wu'
estfar overall effect: Z=0.23 (F = 0.82) Favours Budesonide Brmg  Favours placeho
Figure 52: Withdrawal due to adverse events at one year budesonide 3 mg
Budesonide 3 mg Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fergusan 1958 1 26 a 27 T1% 311013 73.09]
Gross 1998 2 24 4 85 54.3% 057 [0.11, 2.01] ——
Lofherg 1998 ] kil 2 27 3BE% 0A7[0.01, 3.49] + =
Total (95% Cl) 1M 149 100.0% 0.60 [0.18, 1.98] el
Total events 3 g
Heterogeneity: Chf=1.70, of = 2 (F = 0,43}, 7= 0% IU.IJ1 0:1 ] 1ID 1DDI

Testfor overall effect: Z=0.85{F = 0.40)
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1.3.3.1

Forest plots

5-aminosalicylate maintenance

5-aminosalicylate versus placebo

Figure 53: Relapse at one year [fixed effect]

5-A5A Placebeo Risk Ratio Risk Ratie

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 85% CI
Arter 1995 G 28 15 3 1% 0.44 [0.20, 0.98] ]
I S5 1990 29 125 44 123 220% 0.65 [0.44, 0.96] |
tahmud 2001 25 167 59 161 209% 0.90[0.67, 1.21] L
Prantera 1992 19 B4 32 61 16.3% 0.57 [0.36, 0.88] =
Thomsaon 1995 33 138 38 148 182% 0.93 [0.62, 1.40] LB
Wellman 1988 10 1 14 35 £.5% 0.81[0.42, 1.55] T
Total (95% CIl) 553 559 100.0% 0.76 [0.64, 0.90] [ ]
Total events 152 202

. s _ _ . _ L | | |
Heterogeneity: Chi#f =6.28, df = 5 (P = 0.28), 12 = 20% N0 04 o 1o

Test for overall effect Z=313 (P = 0.002)

Figure 54: Relapse + withdrawal at one year [fixed effect]

Fawvours 2-ASA  Favours placeho

5-ASA Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arber 1995 12 28 19 31 5.9% 0.70[0.42,1.17]
IMSG 1990 61 125 67 123 22.1% 0.90 [0.70, 1.14]
Mahmud 2001 110 167 86 161 28.7% 1.23[1.03, 1.48]
Prantera 1992 29 64 37 61 12.4% 0.75 [0.53, 1.05]
Thomson 1995 85 138 84 148 26.6% 1.09 [0.90, 1.32]
Wellman 1988 10 31 14 35 4.3% 0.81 [0.42, 1.55] /T
Total (95% CI) 553 559 100.0% 1.01[0.91, 1.12] {
Total events 307 307

Heterogeneity: Chiz = 11.70, df = 5 (P = 0.04); I12=57%
Test for overall effect: Z = 0.17 (P = 0.87)

Figure 55: Relapse + withdrawals at one year [random effect]

Risk Ratio

r
0.01

M-H, Random, 95% CIl

T T 1
0.1 1 10 100

Favours 5-ASA Favours Placebo

Risk Ratio
M-H, Random, 95% CI

h-ASA

Study or Subgroup Events Total
Arber 1995 12 28
M5 1990 BT 124
Mahrmuod 2001 1o 167
Prantera 1992 29 G4
Thomsan 1395 g5 138
Wellman 1988 10 &1
Total (95% CIy 553
Total events 307

9.1%
207%
24 7%
15.4%
239%

65.3%

100.0%

Placebo
Events Total Weight

19 31
BEF 123
86 161
a7 B1
84 148
14 35

559

307

Heterogeneity: Tau?=003; Chif=11.70,df=5 (F=004); F=57%
Test for overall effect £ =046 (P =0.65)
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Forest plots

Figure 56: Withdrawals due to adverse events at 12 months

5-ASA Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Arber 1995 1 1 31 20% 111 [007,16.83]
IMSG 1890 g g 123 104% 1.47 (053, 468) T
Mahmud 2001 35 11 161 232% 3.07 [1.61,583] .
Prantera 1952 4 3 61 B.4% 169 [0.40,6.36] -1
Thomsan 1995 29 29 148 580% 1.07 [063,1.70] . ]
Total (95% CIy 524 100.0% 162 [1.16,2.26] &
Total events 75 49

[T 2= = - L= 490 } } }

Heterogeneity: ChiF=653,df =4 (P=0.14); F=43% hol o1 ] 10 100

Testfor overall effect £=2.84 (P=0.004)
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1.34.1

Forest plots

Azathioprine/mercaptopurine
Azathioprine versus placebo

Figure 57: Relapses at 12 months

AZA/MP Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lemann 2006 2 40 7 43 443% 0.31 [0.07,1.39] — &
O'Donoghue 1978 1M 9 27 857% 013 [002,082] —H——
Total {(95% Cl) 64 70 100.0% 0.21[0.06, 0.68] ~ailfi--
Total events 3 16

itw: Chig= = = S =08 f f f {
Heterogeneity: Chi#=051 df =1 (P =047}, F=0% im0l 100

Test for overall effect Z= 260 (P=0.003)

Figure 58: Relapses + withdrawals at 12 months

AZAMP Placebo

AZAMP Placebo Risk Ratio Risk Ratie
Study or Subgroup Events Total Events Total Weight WM-H, Fizxed, 55% CI M-H, Fixexd, 95% CI
Lemann 2006 G 40 g 43 427% 0.81[0.31, 212]
O'Donoghue 1978 4 24 11 27 873% 0.41[0.15, 1.12]
Total (85% CI) 64 70 100.0% 0.58 [0.29, 1.15]
Total events 10 19

Heterogeneity: Chi# =091, df =1 (P =034}, 1*=0%
Test for overall effect 2= 156 (P =0.12)

Figure 59: Withdrawal due to adverse events at 12 months

001 0 1 10 100
Favours AZAMP Fawours Placebno

AZAMP Placebo Risk Ratio Risk Ratie

Study or Subgroup Events Total Events Total Weight WM-H, Fizxed, 55% CI M-H, Fixexd, 95% CI
Lemann 2006 1 40 1 43 67.1% 1.07 [0.07, 16.62] .
O'Donoghue 1978 1 24 a 27 329% 3.35 [0.14, 78.79] B
Total (85% CI) 64 70 100.0% 1.83 [0.25, 13.38] —eastflii
Total events 2 1

P iz = - - 12 = I | } ]
Heterogeneity: Chi#f =029 of = 1 (P =053, 17=0% IIZI.D1 DI.1 1 1IIZI le

Test for overall effect 2= 059 (P = 055)

Figure 60: Adverse events at 12 months

Fawours AZAMP Fawours Flacebo

AZAMP Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight WM-H, Fizxed, 85% CI M-H, Fixexd, 95% CI
Lemann 2006 240 143 671%  2.15[0.20, 22 81] A
C'Donoghue 1978 1 2 0 27 328%  3.36([0.14, 7879 L
Total (95% CI) 64 70 100.0% 2.55[0.39, 16.72] i
Total events 3 1

I iz = = = 2= | } } |
Heterogeneity: Chi#f =005, of = 1 (P =082), 1F=0% IIZI.D1 DI.1 1 1IIZI le

Test for overall effect 2= 097 (P =0.33)
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Forest plots

1.4 Maintaining remission after surgery

Please note that evidence on treatments for post-surgical maintenance of remission in Crohn's
1411 disease was reviewed in 2019. The updated evidence review and full current recommendations can
be found on the NICE website.
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Please note that evidence on treatments for post-surgical maintenance of remission in Crohn's disease was reviewed in 2019. The updated evidence review and full current recommendations can be found on the NICE website.
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1.5

1.5.1

Forest plots

Enteral nutrition - induction of remission

Enteral nutrition versus conventional glucocorticosteroid

Figure 73: Induction of remission by CDAI or PCDAI [fixed effect] (follow-up 4-10 weeks)

Enteral nutrition CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Welight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Borelli 2006 15 19 12 18 9 6% 118[0.79, 1.77] ™
Gasgsull | 2002 4 20 7 ] A% 0.26 [0.10, 0.66]
Gassull 11 2002 12 23 g 10 87% 0.65 [0.40, 1.07] -
Gonzalex-Hub: 1993 12 15 15 17 1049% 0.91 [0.67, 1.23] -
Lindor 1592 2 ] A 10 3T% 044 [0.11,1.758] S
Lochs 1991 29 a5 41 52 328% 0.67 [0.50, 0.89] R
M alchow 1950 21 a1 32 44 J6.8% 057 [0.39, 0.82] &
Total (95% CI) 192 160 100.0% 0.68 [0.57, 0.80] [
Tatal events 95 120
Heterogeneity: Chf= 1630, di= 6 (F=001); F=63% 'D.D1 0!1 1'D 1DD'

Test for overall effect: £= 4 69 (P = 0.00001)

Fawours CGCS Favours enteral nutritic

Figure 74: Induction of remission by CDAI or PCDAI [random effect] (follow-up 4-10 weeks)
Enteral murition

CGCSs

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Borelli 2006 15 19 12 18 171% 1.18[0.79 1.77] T

Gasgsull 12002 4 20 7 g B.7% 0.26 [0.10, 0.66]

Gassull Il 2002 12 23 8 10 14.4% 0.65 [0.40, 1.07] ]
Gorzalex-Huix 1993 12 15 15 17 19.9% 0.91 [0.67, 1.23] -

Lindar 1992 2 g ] 10 3T7% 0.44 [0.11, 1.758] —

Lochs 19491 249 55 Lyl 52 20.5% 0,67 [0.50, 0.88] -

M alchowe 1930 2 51 32 44 17.8% 0.57 [0.39, 0.82] -

Total (95% CI) 192 160 100.0% 0.70 [0.53, 0.93] &

Total events £la] 120

Heterogeneity: Tawf =008, Chi*=16.30, di =6 (P =0.01); F=63% 'IZI.IZI1 DH 1'0 1DIZI'

Test for overall effect Z= 2 46 (P =0.01)

Fawours CGCS Favours enteral nutritic

Figure 75: Induction of remission - adults by CDAI [fixed effect] (follow-up 4-10 weeks)

Enteral nutrition CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gasgsull | 2002 4 20 7 ] 8.3% 0.26 [0.10, 0.66]
Gassull 11 2002 12 23 g 10 9.6% 0.65 [0.40, 1.07] ]
Gonzalex-Hui 1993 12 15 15 17 121% 0.91 [0.67, 1.23] -
Lindor 1592 2 ] A 10 4.1% 0.44 [0.11, 1.79] e
Lochs 1931 29 56 41 52 36.45% 0.66 [0.49, 0.83] -
Malchow 1950 21 a1 32 44 295% 047 [0.39, 0.82] -
Total (95% CI) 174 142 100.0% 0.62 [0.52, 0.74] +
Tatal events an 108
Heterogeneity: Chf=9.96, df =4 (F = 0.08); 7= 50% 'IZI.IJ1 Df1 1'IZI 1IZID'

Test for overall effect. £= 925 (P = 0.00001)
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Forest plots

Figure 76: Induction of remission - adults by CDAI [random effect] (follow-up 4-10 weeks)

Enteral murition CGCS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight NM-H, Random, 95% Cl M-H, Random, 95% CI
Gassull 1 2002 4 20 7 q B B% 0.26 [0.10, 0.66]
Gassull Il 2002 12 23 g 10 16.3% 0,55 [0.40, 1.07] =
Gorzalex-Huix 1993 12 14 15 17 25.4% 0.91 [0.67, 1.23] -
Lindor 1992 2 g 5 10 3.4% 044 (011, 1.758] s
Lochs 19491 249 55 Lyl 52 2B.5% 0,67 [0.50, 0.88] -
M alchow 1990 21 a1 32 44 21.8% 0.57 [0.39, 0.82] -
Total (95% CI) 173 142 100.0% 0.64 [0.49, 0.84] &
Total events a0 108
Heterageneity: Tau® = 0.05; Chi®=9.90, df=49 (P =0.08; F=90% T 01 10 100

Testfor overal effect 2= 3.25 (P = 0.001) Fawours enteral nutrition F avours CGCE
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1.6

1.6.1

Forest plots

Monitoring

Monitoring for early relapse

Figure 77: Faecal calprotectin — prediction of relapse

RR/ORHR RRE/ORHR
Stanly or Sulbop oup log[RERORHR] SE V. Fixed. 95% CI V. Fixed. 95 CI
1.1.1 Thweshold 130 g ' kag - OR
O'inca 2008 0835 123 230 ([0.21, 2568] t
1.1.2 Thweshold 150 g kg - OR
Gisbert 2009 144 043 422 [1.82, 9.80] -t
1.1.3 Thweshold 200 nxqgig - OR
Garaa-Sanchez 2010 1.47 068 4351 .15,16.49] —_—t
1.1.4 Threshold 340 megig - HR
Kallel 2010 196 oS FA0([1.22, 41 .43) —_—
1.1.5 Thweshold 400 neqgig - OR
Walkiewicz 2008 233 117 1028 [1.04, 101 82] t *
1.1.6 Thweshold 530 myg'L - RR
Tibble 2000 238 074 1080 [2.53, 46.03) I ——
;:I.EI1 o1 1 1.EI 1[[;
Protective factor Risk factor
Figure 78: CRP - prediction of relapse
RRORHR RR/ORHR
Stuxky or Subvap oup log[RRORHR] SE IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 Threshold 6 mgL - OR
D'Inca 2008 -044 115 064 [0D.07,613) t
1.2.2 Theeshold 9 mygL - OR
Kallel 2010 163 119 510 [050, 52.58) t
1.2.3 Threshold 10 ngL - HR
Bitten 2008 041 014 151 [1.15,1.98] +
1.2.4 Thweshold 20 ngL - RR
Consigny 2006 235 1.76 1049|0.33, 330.15] t ¥
001 01 1 10 100
Protective factor Risk factor
Figure 79: ESR - prediction of relapse
RROR RR/OR
Study or Subgroup  log[RR/OR]  SE IV, Fixed, 95% Cl I, Fixed, 95% CI
1.3.1 Threshold 15 nmmh - RR
Consigry 2006 181 059 611[192,19.42] ——
1.3.2 Threshold 25 mmvh - OR
['nca 2008 275133 00B[OO0, 087 4 i
: : : |
oo1r o 01 1 10 100
Frotective factor Risk factor
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