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J.1 Diagnostic tools for psoriatic arthritis
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Diagnostic tools for Psoriatic Arthritis

Figure 1: ToPAS vs clinical diagnosis by rheumatologist

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Gladman2009 146 13 18 80 0.89[0.83,0.93] 0.86[0.77,092] [, , , ., .=, ., .,k ., -®&
0 020406081 0020406081

Figure 2: PASE vs clinical diagnosis by rheumatologist

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

Dominguez 2009 (active) 25 31 2 122 0.93[0.76,0.99] 0.80[0.72, 0.86] — -
Dominguez 2009 (TH:44) 28 37 9 116 0.76[0.59, 0.88] 0.76 [0.68, 0.82] — =
Dominguez 2009 (TH:47) 26 31 11 122 0.70[0.53, 0.84] 0.80[0.72, 0.86] — =
Husini 2007 14 14 3 38 0.82[0.57,0.96] 0.73[0.59, 0.84] r— e

00204060810 020406081

Note: all of the Dominguez data is from the same population

Figure 3: PAQvs clinical diagnosis by rheumatologist

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Alenius2002 any arthritis 33 36 27 69 0.55[0.42,0.68] 0.66 [0.56, 0.75] —a— .
Alenius2002 periph/axial 18 51 12 84 0.60[0.41,0.77] 0.62[0.53, 0.70] — & —
Ibrahim 2009 20 21 12 55 0.63[0.44,0.79] 0.72[0.61, 0.82] — — -

0020406081 0020406081

Note: all of the Alenius data is from the same population

Figure 4: mPAQ vs clinical diagnosis by rheumatologist

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Alenius2002 any arthrits 27 24 33 81 0.45[0.32,0.58] 0.77 [0.68, 0.85] —— =
Alenius2002 periph/axial 15 36 15 99 0.50[0.31,0.69] 0.73[0.65,0.81] , , — @ — -

0020406081 0020406081

Note: all of the Alenius data is from the same population

Figure 5: PEST vs clinical diagnosis by rheumatologist

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
lbrahim 2009 30 19 3 62 0.91[0.76,0.98] 0.77[0.66,0.85]  , . | I_._I —_ :_‘._ |
0 020406081 0020406081

J.2 Topicals — trunk and limbs
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Vitamin D analogue vs placebo

Figure 6: Investigator's assessment (clear/nearly clear) at 4-10 weeks

Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Calcipotriol OD
Barker 1999 13 28 1 26 0.9% 12.07 [1.70, 85.93] _—
Fleming2010A 9 79 0 40 0.5% 9.74 [0.58, 163.17] >
Kaufmann 2002 107 480 16 157 19.9% 2.19[1.34, 3.58]
Subtotal (95% CI) 587 223  21.4% 2.78 [1.75, 4.41]
Total events 129 17

Heterogeneity: Chi? = 3.81, df = 2 (P = 0.15); I = 48%
Test for overall effect: Z = 4.34 (P < 0.0001)

1.1.2 Calcipotriol BD

Dubertret 1992 46 62 11 62 9.1% 4.18 [2.40, 7.29]
Guenther 2002 115 227 19 206 16.5% 5.49 [3.51, 8.59]
Highton 1995 87 124 23 123 191% 3.75[2.55, 5.52]
Papp 2003 103 308 8 107 9.8% 4.47 [2.25, 8.87]
Subtotal (95% Cl) 721 498 54.5% 4.48 [3.50, 5.73]
Total events 351 61

Heterogeneity: Chi? = 1.67, df = 3 (P = 0.64); I> = 0%
Test for overall effect: Z = 11.90 (P < 0.00001)

1.1.3 Calcitriol OD

Perez 1996 37 84 0 84 0.4% 75.00 [4.68, 1201.67]
Subtotal (95% Cl) 84 84 0.4% 75.00 [4.68, 1201.67]
Total events 37 0

Heterogeneity: Not applicable
Test for overall effect: Z = 3.05 (P = 0.002)

1.1.4 Calcitriol BD

Langner 1992 21 29 9 29 7.4% 2.33[1.30, 4.20]
Langner 1993 24 32 13 32 10.8% 1.85[1.16, 2.94]
Subtotal (95% Cl) 61 61 18.2% 2.05[1.42, 2.95]
Total events 45 22

Heterogeneity: Chi? = 0.38, df = 1 (P = 0.54); I = 0%
Test for overall effect: Z = 3.84 (P = 0.0001)

1.1.5 Taclacitol (OD)

Langley2011A 33 184 5 91 5.5% 3.26 [1.32, 8.08]
Subtotal (95% Cl) 184 91 5.5% 3.26 [1.32, 8.08]
Total events 33 5

Heterogeneity: Not applicable
Test for overall effect: Z=2.56 (P = 0.01)

‘ H ' | ‘W “

Total (95% Cl) 1637 957 100.0% 3.90 [3.24, 4.70]
Total events 595 105
ity: Chiz = = = -2 = 639 k t t t t J
Hoegraty iF - 208 4= 101 -0 IR N DR
o . i i Favours placebo Favours vitamin D analogue
Test for subaroup differences: Chiz = 17.73, df = 4 (P = 0.001). I? = 77.4%

Figure 7: Patient's assessment (clear/nearly clear) at 4-8 weeks

Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Calcipotriol OD or BD
Guenther 2002 117 227 26 206 30.0% 4.08 [2.79, 5.98] —
Harrington 1996 148 291 13 71 23.0% 2.78[1.68, 4.60] L
Kaufmann 2002 137 480 15 157 24.9% 2.99[1.81, 4.93] -
Subtotal (95% Cl) 998 434  77.9% 3.35[2.58, 4.34] L
Total events 402 54

Heterogeneity: Chiz = 1.77, df =2 (P = 0.41); I?= 0%
Test for overall effect: Z=9.11 (P < 0.00001)

1.2.5 Tacalcitol (OD)

Langley2011A 35 163 14 64 22.1% 0.98 [0.57, 1.70] —

Subtotal (95% CI) 163 64 22.1% 0.98 [0.57, 1.70] —~—

Total events 35 14

Heterogeneity: Not applicable

Test for overall effect: Z = 0.07 (P = 0.95)

Total (95% CI) 1161 498 100.0% 2.82[2.24, 3.56] S 4

Total events 437 68

Heterogeneity: Chi? = 17.93, df = 3 (P = 0.0005); I* = 83% :0 1 0:2 0:5 2: é 10:

Test for overall effect: Z = 8.78 (P < 0.00001)

Favours placebo Favours vitamin D analogue
Test for subaroup differences: Chi? = 15.71, df = 1 (P < 0.0001), I> = 93.6% P E
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Figure 8: % change in PASI at 4 weeks

Vitamin D analogue Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.3.1 Calcipotriol BD
Dubertret 1992 -58.6 31.7 60 -354 37.2 60 100.0% -23.20[-35.57,-10.83] t
Subtotal (95% Cl) 60 60 100.0% -23.20 [-35.57, -10.83]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.68 (P = 0.0002)

Total (95% Cl) 60 60 100.0% -23.20 [-35.57, -10.83] -
Heterogeneity: Not applicable t t y |

-50 -25 0 25 50
Test for overall effect: Z = 3.68 (P = 0.0002) Favours vitamin D Favours placebo
Test for subaroup differences: Not applicable

Figure 9: Withdrawals due to adverse events at 4-8 weeks

Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 Calcipotriol OD
Barker 1999 0 30 1 30 3.4% 0.33[0.01,7.87] ¢
Kaufmann 2002 15 456 12 144 41.8% 0.39[0.19, 0.82] —
Subtotal (95% Cl) 486 174 45.3% 0.39 [0.19, 0.80] P
Total events 15 13

Heterogeneity: Chi? = 0.01, df = 1 (P = 0.92); 1= 0%
Test for overall effect: Z = 2.57 (P = 0.01)

1.4.2 Calcipotriol BD

Guenther 2002 4 216 2 177  5.0% 1.64 [0.30, 8.84] I
Harrington 1996 8 304 4 74  14.8% 0.49[0.15, 1.57] L
Highton 1995 6 139 8 138 18.4% 0.740.27, 2.09] -
Subtotal (95% CI) 659 389 38.2% 0.76 [0.38, 1.52] P
Total events 18 14

Heterogeneity: Chi = 1.36, df =2 (P = 0.51); I? = 0%
Test for overall effect: Z = 0.77 (P = 0.44)

1.4.3 Calcitriol OD

Perez 1996 0 84 0 84 Not estimable
Subtotal (95% Cl) 84 84 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.4.4 Calcitriol BD

Langner 1992 0 29 0 29 Not estimable

Langner 1993 1 32 0 32 11%  3.00[0.13,71.00] >
Subtotal (95% CI) 32 32  11% 3.00[0.13, 71.00] e —
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)

1.4.5 Tacalcitol OD

Langley2011A 4 167 4 68 13.0% 0.411[0.10, 1.58] - 1

Scarpa 1997 1 157 0 157 1.1% 3.00[0.12, 73.08] >
van de Kerkhof 1996 1 122 0 122 1.1% 3.00[0.12, 72.93] >
Subtotal (95% CI) 446 347 15.3% 0.80 [0.28, 2.28] e

Total events 6 4

Heterogeneity: Chi? = 2.26, df =2 (P = 0.32); I? = 12%
Test for overall effect: Z = 0.43 (P = 0.67)

Total (95% CI) 1707 1026 100.0% 0.62 [0.40, 0.97] <@
Total events 40 31

Heterogeneity: Chi? = 6.37, df = 8 (P = 0.61); 1= 0%
Test for overall effect: Z =2.11 (P = 0.03)
Test for subaroup differences: Chi? = 3.10. df = 3 (P = 0.38). I? = 3.4%

002 01 10 50
Favours vitamin D analogue Favours placebo

10
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Figure 10: Withdrawals due to lack of efficacy at 4-8 weeks

Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 Calcipotriol OD
Barker 1999 0 30 1 30 6.1% 0.33[0.01, 7.87]
Subtotal (95% CI) 30 30 6.1% 0.33[0.01,7.87] e —
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
1.5.2 Calcipotriol BD
Guenther 2002 2 227 19 208 802%  0.10[0.02, 0.41] —il—
Harrington 1996 0 304 1 74 9.7% 0.08[0.00, 1.99] +
Subtotal (95% CI) 531 282 89.9% 0.09 [0.02, 0.36] —al—
Total events 2 20
Heterogeneity: Chi? = 0.01, df =1 (P = 0.93); I>=0%
Test for overall effect: Z = 3.45 (P = 0.0006)
1.5.3 Calcitriol OD
Perez 1996 0 84 0 84 Not estimable
Subtotal (95% CI) 84 84 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.5.4 Calcitriol BD
Langner 1992 0 29 0 29 Not estimable
Langner 1993 1 32 1 32 4.0% 1.00 [0.07, 15.30]
Subtotal (95% CI) 61 61 4.0% 1.00[0.07, 15.30] e ——
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z =0.00 (P = 1.00)
1.5.5 Tacalcitol OD
Scarpa 1997 0 157 0 157 Not estimable
Subtotal (95% CI) 157 157 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 863 614 100.0% 0.15[0.05, 0.42] g
Total events 3 22
Heterogeneity: Chi? = 2.62, df = 3 (P = 0.45); 1> = 0% f f f |
Test fo? overlell effect: Z=3.58 (P (= 0.0003)) 001 04 10 100
- . Favours vitamin D analogue Favours placebo
Test for subaroup differences: Chi2 = 2.52, df = 2 (P = 0.28), I? = 20.7%
Figure 11: Skin atrophy at 4 weeks
Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.6.1 Calcipotriol BD
Guenther 2002 1 227 1 208 100.0% 0.92[0.06, 14.56]
Papp 2003 0 308 0 108 Not estimable
Subtotal (95% Cl) 535 316 100.0% 0.92[0.06, 14.56]
Total events 1 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.06 (P = 0.95)
0.01 01 1 10 100

Test for subaroup differences: Not applicable

11

Favours vitamin D analogue Favours placebo
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Figure 12: Relapse rate (8 weeks post treatment)

Vitamin D Placebo Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.7.4 Tacalcitol OD vs. placebo

Langley2011A 7 31 3 5 100.0%  0.38[0.14,0.99] i

Subtotal (95% CI) 31 5 100.0% 0.38 [0.14, 0.99]

Total events 7 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.98 (P = 0.05)

01 02
Favours vitamin D analogue

Test for subaroup differences: Not applicable

J.2.2 Vitamin D or vitamin D analogue vs placebo (children)

05 2 5 10
Favours placebo

Figure 13: Investigator's assessment (clear/nearly clear) at 8 weeks

Vitamin D analogue Placebo Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.2 Calcipotriol BD

Oranje 1997 26 43 15 34 100.0%  1.37[0.87,2.15] —t
Subtotal (95% Cl) 43 34 100.0% 1.37 [0.87, 2.15] -

Total events 26 15

Heterogeneity: Not applicable
Test for overall effect: Z=1.38 (P = 0.17)

Test for subaroup differences: Not applicable

Figure 14: Patient's assessment (clear/nearly clear) at 8 weeks
Vitamin D analogue Placebo Risk Ratio

02 05 2 5 10
Favours placebo Favours vitamin D analogue

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Calcipotriol BD

Oranje 1997 21 43 16 34 100.0% 1.04 [0.65, 1.66]

Subtotal (95% ClI) 43 34 100.0% 1.04 [0.65, 1.66]

Total events 21 16

Heterogeneity: Not applicable
Test for overall effect: Z=0.15 (P = 0.88)

0.2 0.5 1 2 5 10

. . o Favours placebo Favours vitamin D analogue
Test for subaroup differences: Not applicable
Figure 15: % change in PASI at 8 weeks

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.5.1 Calcipotriol BD
Oranje 1997 -14.9 10.0963 100.0% -14.90 [-34.69, 4.89] i_
Subtotal (95% CI) 100.0% -14.90 [-34.69, 4.89] —
Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14)

~50 -25 0 25 50

Test for subaroup differences: Not applicable

12

Favours vitamin D analogue

Favours placebo
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J.2.3 Potent corticosteroid vs placebo

Figure 16: Investigator's assessment (clear/nearly clear) at 3-8 weeks

Note: different scale

Potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 Betamethasone dipropionate (OD)
Fleming2010A 14 83 0 40 1.4% 14.15[0.87, 231.46] >
Kaufmann 2002 176 476 16 157 49.0% 3.63[2.25, 5.86] ——
Subtotal (95% CI) 559 197  50.4% 3.91 [2.44, 6.27] -
Total events 190 16

Heterogeneity: Chi>=0.91, df =1 (P = 0.34); I’ = 0%
Test for overall effect: Z=5.68 (P < 0.00001)

3.1.2 Betamethasone dipropionate (BD)

Papp 2003 174 312 8 107 24.3% 7.46 [3.80, 14.63] —
Wortzel 1975 15 39 4 37  84% 3.56 [1.30, 9.74] e
Subtotal (95% CI) 351 144 32.6% 6.46 [3.65, 11.44] -
Total events 189 12

Heterogeneity: Chi? = 1.52, df =1 (P = 0.22); 1= 34%
Test for overall effect: Z = 6.40 (P < 0.00001)

3.1.3 Mometasone furoate (OD)

Medansky 1987 18 50 7 45 15.0% 2.31[1.07, 5.02]
Subtotal (95% CI) 50 45 15.0%  2.31[1.07,5.02] i
Total events 18 7

Heterogeneity: Not applicable
Test for overall effect: Z=2.12 (P = 0.03)

3.1.4 Hydrocortisone butyrate (BD)
Sears 1997 12 78 1 83 2.0% 12.77[1.70, 95.92] >
Subtotal (95% CI) 78 83 2.0% 12.77[1.70, 95.92] e —
Total events 12 1
Heterogeneity: Not applicable

Test for overall effect: Z = 2.48 (P = 0.01)

Total (95% CI) 1038 469 100.0% 4.68 [3.38, 6.48] L 2
Total events 409 36
Heterogeneity: Chi? = 7.94, df =5 (P =0.16); I? = 37%

Test for overall effect: Z=9.28 (P < 0.00001)

Test for subaroup differences: Chi? = 5.67. df =3 (P =0.13). P =47.1%

0.02 0.1 10 50
Favours placebo Favours potent corticosteroid

Figure 17: Patient's assessment (clear/nearly clear) at 3-4 weeks

Potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 Betamethasone dipropionate (OD)
Kaufmann 2002 216 476 15 157 921% 4.75[2.91,7.76] i
Subtotal (95% CI) 476 157  92.1% 4.75[2.91,7.76]
Total events 216 15

Heterogeneity: Not applicable
Test for overall effect: Z = 6.22 (P < 0.00001)

3.3.4 Hydrocortisone butyrate (BD)

Sears 1997 12 78 2 83 7.9% 6.38 [1.48, 27.62] -
Subtotal (95% CI) 78 83 7.9% 6.38[1.48, 27.62] —————
Total events 12 2
Heterogeneity: Not applicable
Test for overall effect: Z = 2.48 (P = 0.01)
Total (95% ClI) 554 240 100.0% 4.88 [3.06, 7.77] —~—
Total events 228 17

ity: Chi2 = = = - 12 = 0Y [ t t t t J
Heterogeneity: Chiz = 0.14, df =1 (P =0.71); I?= 0% 01 02 05 3 5 10

Test for overall effect: Z = 6.67 (P < 0.00001)

Favours placebo Favours potent corticosteroid
Test for subaroup differences: Chiz = 0.14, df =1 (P = 0.71), 2= 0% P P

13
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Figure 18: Withdrawals due to adverse events at 3-12 weeks

Note: different scale

Corticosteroid (potent) Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.8.2 Once daily potent corticosteroid
Kaufmann 2002 5 452 12 144 79.8%  0.13[0.05,0.37] —l—
Medansky 1987 0 50 3 47 15.8% 0.13[0.01,2.54] +
Subtotal (95% CI) 502 191  95.6% 0.13 [0.05, 0.36] i
Total events 5 15
Heterogeneity: Chi? = 0.00, df =1 (P = 0.99); I?= 0%
Test for overall effect: Z = 4.01 (P < 0.0001)
3.8.6 Twice daily potent corticosteroid
Sears 1997 1 84 0 85 2.2% 3.04 [0.13, 73.47] >
Stein 2001 3 40 0 40 22% 7.00[0.37,131.28] >
Wortzel 1975 0 39 0 37 Not estimable
Subtotal (95% Cl) 163 162  4.4% 5.02[0.60, 42.26] — e —
Total events 4 0
Heterogeneity: Chi2 = 0.15, df =1 (P = 0.70); I?= 0%
Test for overall effect: Z = 1.49 (P = 0.14)
Total (95% Cl) 665 353 100.0% 0.35[0.18, 0.69] P
Total events 9 15

e 2 — — - .12 = RO, ; t t J
Heterogeneity: Chi2 = 9.58, df = 3 (P = 0.02); I = 69% 0,02 X 10 50

Test for overall effect: Z = 3.04 (P = 0.002)

Test for subaroup differences: Chi? = 9.20. df = 1 (P = 0.002). 1> = 89.1%

Figure 19: Skin atrophy at 3-4 weeks

Potent corticosteroid

Placebo

Favours corticosteroid (potent)

Risk Ratio Risk Ratio

Favours placebo

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.8.1 Betamethasone dipropionate (BD)

Papp 2003 2 313 0 108 100.0% 1.74[0.08, 35.87] * >
Subtotal (95% Cl) 313 108 100.0% 1.74[0.08, 35.87]

Total events 2 0

Heterogeneity: Not applicable

Test for overall effect: Z=0.36 (P =0.72)

3.8.3 Mometasone furoate (OD)

Medansky 1987 0 50 0 45 Not estimable

Subtotal (95% CI) 50 45 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 363 153

Total events 2 0
Heterogeneity: Not applicable

Test for overall effect: Z=0.36 (P =0.72)

Test for subaroup differences: Not applicable

14

100.0%  1.74[0.08, 35.87] ?

01 02 05 1 2
Favours potent corticosteroid  Favours placeb

5
0
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J.2.4 Very potent corticosteroid vs placebo

Figure 20: Investigator's assessment (clear/nearly clear) at 2-4 weeks

Note: different scale

Very potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 Clobetasol propionate OD
Decroix 2004 144 189 5 33 27.0% 5.03[2.23, 11.32] - &
Subtotal (95% CI) 189 33 27.0% 5.03 [2.23, 11.32] —~l—
Total events 144 5

Heterogeneity: Not applicable
Test for overall effect: Z = 3.90 (P < 0.0001)

4.1.2 Clobetasol propionate BD

Gottlieb 2003C 85 120 27 125 32.9% 3.28[2.30, 4.67] —a—

Jarratt 2006 47 60 2 60 19.2% 23.50 [5.98, 92.40] —_—
Lebwohl 2002 10 61 1 20 12.8% 3.28 [0.45, 24.05]

Lowe 2005 84 162 0 29 8.1% 31.10[1.98, 487.82] e ——
Subtotal (95% Cl) 403 234 73.0% 8.07 [1.81, 35.96] e —
Total events 226 30

Heterogeneity: Tau? = 1.64; Chi? = 13.69, df = 3 (P = 0.003); 1> = 78%
Test for overall effect: Z = 2.74 (P = 0.006)

Total (95% Cl) 592 267 100.0% 6.45 [2.63, 15.81] ———

Total events 370 35

Heterogeneity: Tau? = 0.60; Chi? = 13.40, df = 4 (P = 0.009); I> = 70% 50 02 051 150 505
Testfor overall effect: Z = 4.07 (P < 0.0001) Favours placebo Favours very potent corticosteroid

Test for subaroup differences: Chi? = 0.30. df = 1 (P = 0.59). I = 0%

Figure 21: Patient's assessment (clear/nearly clear) at 2 weeks

Very potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.3.2 Clobetasol propionate BD
Gottlieb 2003C 79 139 36 140 96.0% 2.21[1.61, 3.03] {
Lebwohl 2002 8 61 1 20 4.0% 2.62[0.35, 19.71] >
Subtotal (95% CI) 200 160 100.0% 2.23[1.62, 3.05] P
Total events 87 37

Heterogeneity: Chi? = 0.03, df = 1 (P = 0.87); I?=0%
Test for overall effect: Z = 4.98 (P < 0.00001)

01 02 05 2 5 10
Favours placebo Favours very potent corticosteroid

Test for subaroup differences: Not applicable

Figure 22: Withdrawals due to adverse events at 2-4 weeks

Note: different scale
Corticosteroid (v potent) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.6.1 Clobetasol propionate OD
Decroix 2004 1 184 0 30 20.5%  0.50[0.02, 12.06] =
Subtotal (95% CI) 184 30 20.5% 0.50[0.02, 12.06] ‘
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.42 (P = 0.67)

4.6.2 Clobetasol propionate BD

Beutner 2006 0 25 0 25 Not estimable

Gottlieb 2003C 0 135 1 137 35.6% 0.34[0.01,8.23] ¢ =

Jarratt 2006 0 60 0 60 Not estimable

Jorizzo 1997 1 36 1 39 23.0% 1.08 [0.07, 16.69]

Lebwohl 2002 0 58 0 19 Not estimable

Lowe 2005 1 155 0 21 21.0%  0.42[0.02, 10.07] ¢ =

Subtotal (95% Cl) 469 301 79.5% 0.58 [0.11, 3.15] ——e
Total events 2 2

Heterogeneity: Chi? = 0.35, df =2 (P = 0.84); 12 = 0%
Test for overall effect: Z = 0.64 (P = 0.52)

Total (95% CI) 653 331 100.0% 0.56 [0.12, 2.52]
Total events 3 2

itye i2 = = = - 12 = 09 I + T t 1
Heterogeneity: Chi? = 0.35, df = 3 (P = 0.95); I? = 0% 0.02 01 10 50

Test for overall effect: Z = 0.76 (P = 0.45) Favours corticosteroid (v potent) Favours placebo
Test for subaroup differences: Chi2 = 0.01, df = 1 (P = 0.94), I?= 0%
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Figure 23: Withdrawals due to lack of efficacy at 4 weeks

Note: different scale

Corticosteroid (very potent) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.7.1 Clobetasol propionate OD
Decroix 2004 0 183 1 32 100.0%  0.06[0.00, 1.44] t—
Subtotal (95% CI) 183 32 100.0% 0.06 [0.00, 1.44] —
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z =1.74 (P = 0.08)
4.7.2 Clobetasol propionate BD
Jarratt 2006 0 60 0 60 Not estimable
Beutner 2006 0 25 0 25 Not estimable
Subtotal (95% CI) 85 85 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 268 117 100.0%  0.06 [0.00, 1.44] EE———
Total events 0 1 ) ) ) )
e e -0 b
o . e Favours corticosteroid (v potent) Favours placebo
Test for subaroup differences: Not applicable
Figure 24: Skin atrophy at 4 weeks
Very potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.8.1 Clobetasol propionate OD
Decroix 2004 7 188 0 33 100.0% 2.70[0.16, 46.15] l >
Subtotal (95% CI) 188 33 100.0% 2.70[0.16, 46.15]
Total events 7 0
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
4.8.2 Clobetasol propionate BD
Beutner 2006 0 25 0 25 Not estimable
Jarratt 2006 0 60 0 60 Not estimable
Jorizzo 1997 0 35 0 38 Not estimable
Subtotal (95% Cl) 120 123 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 308 156 100.0%  2.70 [0.16, 46.15]
Total events 7 0 ) ) ) )
t

Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
Test for subaroup differences: Not applicable
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Tazarotene vs placebo

Placebo
Events Total Weight

Tazarotene

Study or Subgroup Events Total

Risk Ratio

Figure 25: Investigator's assessment (clear/nearly clear) at 12 weeks

M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

5.1.1 Tazarotene

Weinstein 2003 - study A 24 439 7 229 59.7%
Weinstein 2003 - study B 26 421 2 214 40.3%
Subtotal (95% CI) 860 443 100.0%
Total events 50 9

Heterogeneity: Tau? = 0.55; Chi? = 2.56, df =1 (P = 0.11); I?=61%
Test for overall effect: Z = 1.67 (P = 0.09)

Test for subaroup differences: Not applicable

Placebo
Events Total Weight

Tazarotene

Study or Subgroup Events Total

1.79[0.78, 4.09]
6.61 [1.58, 27.58]
3.03 [0.83, 11.07]

Figure 26: Withdrawals due to adverse events at 12 weeks

Risk Ratio
M-H, Fixed, 95% CI

__._

—a

—’—

0.1 02

05

2 5 10

Favours placebo Favours tazarotene

Risk Ratio
M-H, Fixed, 95% CI

5.2.1 Tazarotene

Weinstein 1996 24 186 3 84 13.5%
Weinstein 2003 - study A 53 439 11 229 47.4%
Weinstein 2003 - study B 35 421 9 214 39.1%
Subtotal (95% CI) 1046 527 100.0%
Total events 112 23

Heterogeneity: Chi? = 0.78, df =2 (P = 0.68); I> = 0%
Test for overall effect: Z =4.02 (P < 0.0001)

Test for subaroup differences: Not applicable

3.61[1.12, 11.67]
2.51[1.34, 4.72]
1.98[0.97, 4.04]
2.45[1.58, 3.80]

Figure 27: Withdrawal due to lack of efficacy at 12 weeks

—_—
— .

_

-

0.1 02

05

2 5 10

Favours tazarotene Favours placebo

Tazarotene Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.3.1 Tazarotene
Weinstein 1996 9 216 6 108 100.0% 0.75[0.27, 2.05] 1_
Subtotal (95% CI) 216 108 100.0% 0.75 [0.27, 2.05]
Total events 9 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)

Test for subaroup differences: Not applicable
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Potent corticosteroid vs placebo (for maintenance of remission)

Figure 28: Investigator's assessment (clear/slight at 24 weeks)

Potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.2 Betamethasone dipropionate (BD)
Katz 1991 27 46 7 44 1000%  3.69[1.79, 7.59] i
Subtotal (95% CI) 46 44 100.0% 3.69[1.79, 7.59]
Total events 27 7

Heterogeneity: Not applicable
Test for overall effect: Z = 3.55 (P = 0.0004)

Test for subaroup differences: Not applicable

0.1

Figure 29: Time-to-relapse after a maximum of 24 weeks

Potent corticosteroid Placebo

O-E Variance Weight

Hazard Ratio
Exp[(0-E) / V], Fixed, 95% CI

L )
05 2 5 10
Favours placebo Favours potent corticosteroid

0.2

Hazard Ratio
Exp[(O-E) / V], Fixed, 95% ClI

Study or Subgroup Events Total Events Total

6.2.1 Betamethasone dipropionate (BD)

Katz 1991 16 46 35 44 -10.9
Subtotal (95% CI) 46 44

Total events 16 35

Heterogeneity: Not applicable
Test for overall effect: Z=3.29 (P = 0.001)

Test for subaroup differences: Not applicable

10.98 100.0% 0.37[0.21, 0.67]
100.0% 0. 0

J.2.7 Vitamin D or vitamin D analogue vs potent corticosteroid

5 10
lo]

01 02 05 2
Favours potent corticosteroid  Favours placeb

Figure 30: Investigator's assessment (clear/nearly clear) at 4-8 weeks

Vitamin D analogues  Corticosteroid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
7.1.1 Calcipotriol OD vs betamethasone dipropionate OD
Fleming2010A 9 79 14 83  5.3% 0.68[0.31, 1.47] —
Kaufmann 2002 107 480 176 476  18.4% 0.60 [0.49, 0.74] —
Subtotal (95% CI) 559 559 23.7% 0.61[0.50, 0.74] L 2
Total events 116 190
Heterogeneity: Tau? = 0.00; Chi? = 0.08, df =1 (P = 0.78); I = 0%
Test for overall effect: Z = 4.95 (P < 0.00001)
7.1.2 Calcipotriol BD vs betamethasone dipropionate BD
Douglas 2002 142 365 169 363 19.5% 0.84[0.71, 0.99] -
Papp 2003 103 308 174 312 19.0% 0.60 [0.50, 0.72] —=
Subtotal (95% CI) 673 675 38.6% 0.71[0.51, 0.98] -
Total events 245 343
Heterogeneity: Tau? = 0.05; Chi? = 6.69, df = 1 (P = 0.010); I* = 85%
Test for overall effect: Z = 2.07 (P = 0.04)
7.1.3 Calcipotriol BD vs betamethasone valerate BD
Molin 1997 119 205 116 207  19.6% 1.04 [0.88, 1.22] T
Subtotal (95% CI) 205 207 19.6% 1.04[0.88, 1.22] >
Total events 119 116
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
7.1.4 Calcitriol BD vs betamethasone dipropionate BD
Camarasa 2003 67 128 81 130 18.1% 0.84 [0.68, 1.04] -l
Subtotal (95% CI) 128 130 18.1% 0.84 [0.68, 1.04] o
Total events 67 81
Heterogeneity: Not applicable
Test for overall effect: Z=1.61 (P =0.11)
Total (95% Cl) 1565 1571 100.0% 0.76 [0.62, 0.94] 2
Total events 547 730
Heterogeneity: Tau? = 0.05; Chi? = 26.80, df = 5 (P < 0.0001); 12 =81% =0_1 sz 0=5 s 5 10:

Test for overall effect: Z = 2.59 (P = 0.009)
Test for subaroup differences: Chi? = 17.16, df = 3 (P = 0.0007). I =

82.5%
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Figure 31: Patient's assessment (clear/nearly clear) at 4-6 weeks

Vitamin D analogues  Corticosteroid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.2.2 Calcipotriol OD vs betamethasone dipropionate OD
Kaufmann 2002 137 480 216 476 29.4% 0.63[0.53, 0.75] -
Subtotal (95% Cl) 480 476  29.4% 0.63 [0.53, 0.75] L 4
Total events 137 216
Heterogeneity: Not applicable
Test for overall effect: Z = 5.27 (P < 0.00001)
7.2.3 Calcipotriol BD vs betamethasone dipropionate BD
Douglas 2002 140 365 183 363 24.8% 0.76 [0.64, 0.90] .
Subtotal (95% CI) 365 363 24.8% 0.76 [0.64, 0.90] L 2
Total events 140 183
Heterogeneity: Not applicable
Test for overall effect: Z = 3.24 (P = 0.001)
7.2.4 Calcipotriol BD vs betamethasone valerate BD
Cunliffe 1992 123 201 101 200 13.7% 1.21[1.02, 1.44] =
Kragballe 1991 280 342 237 342 32.1% 1.18[1.08, 1.29] -
Subtotal (95% CI) 543 542 45.8% 1.19 [1.10, 1.29] ¢
Total events 403 338
Heterogeneity: Chi2 = 0.07, df = 1 (P = 0.79); I?= 0%
Test for overall effect: Z = 4.25 (P < 0.0001)
Total (95% CI) 1388 1381 100.0% 0.92 [0.86, 0.99] ¢
Total events 680 737
Heterogeneity: Chi? = 65.58, df = 3 (P < 0.00001); I2 = 95% 0 y sz 0f5 2 5 7 0=

Test for overall effect: Z =2.37 (P = 0.02)

Test for subaroup differences: Chi? = 56.32. df = 2 (P < 0.00001). I = 96.4%

Figure 32: % change in PASI at 6-8

Study or Subgroup  Mean Difference

SE_Weight

weeks
Mean Difference
1V, Fixed, 95% CI

Favours Potent corticosteroid  Favours vitamin D analogue

Mean Difference
IV, Fixed, 95% CI

7.3.1 Calcipotriol (BD) vs betamethasone valerate (BD)

Kragballe 1991
Molin 1997
Subtotal (95% CI)

Heterogeneity: Chi? = 1.28, df =1 (P = 0.26); I? =2

Test for overall effect: Z=3.19 (P = 0.001)

Test for subaroup differences: Not applicable

7.2 2169141
2.4 3.642779 26.2%

73.8% 7.20[2.95, 11.45]
2.40 [-4.74, 9.54]

100.0% 5.94 [2.29, 9.60]

2%

_._
..
.
20 10 0 10 20

Favours potent corticosteroid  Favours vitamin D analogue

Figure 33: Relapse rate (8 weeks post-treatment)

Vitamin D analogues

Corticosteroid (potent)

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.4.1 Calcitriol BD vs betamethasone dipropionate BD

Camarasa 2003 30 58 55 73 100.0%  0.69[0.52,0.91] t

Subtotal (95% ClI) 58 73 100.0% 0.69 [0.52, 0.91]

Total events 30 55

Heterogeneity: Not applicable
Test for overall effect: Z = 2.62 (P = 0.009)

Test for subaroup differences: Not applicable

0.1
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Figure 34: Withdrawals due to adverse events at 4-8 weeks

Vitamin D analogues  Corticosteroid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.5.1 Calcipotriol OD vs betamethasone dipropionate OD
Kaufmann 2002 15 456 5 452 34.6% 2.97[1.09, 8.11] .
Subtotal (95% Cl) 456 452 34.6% 2.97 [1.09, 8.11] e —
Total events 15 5

Heterogeneity: Not applicable
Test for overall effect: Z=2.13 (P = 0.03)

7.5.2 Calcipotriol BD vs betamethasone dipropionate BD

Douglas 2002 0 332 0 344 Not estimable
Subtotal (95% ClI) 332 344 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

7.5.3 Calcipotriol BD vs betamethasone valerate BD

Cunliffe 1992 5 188 3 189  20.6% 1.68[0.41, 6.91]

Kragballe 1991 2 345 1 345 6.9%  2.00[0.18,21.95] >
Molin 1997 6 207 3 210 20.5% 2.03[0.51, 8.01]

Subtotal (95% CI) 740 744 48.0%  1.87 [0.75, 4.66] ——e—

Total events 13 7

Heterogeneity: Chi? = 0.04, df =2 (P = 0.98); I?= 0%
Test for overall effect: Z=1.35 (P = 0.18)

7.5.4 Calcipotriol (BD) vs fluocinonide (BD)

Bruce 1994 0 57 1 56 10.4% 0.33[0.01,7.87] ¢
Subtotal (95% CI) 57 56  10.4% 0.33[0.01, 7.87] N ——
Total events 0 1
Heterogeneity: Not applicable

Test for overall effect: Z = 0.69 (P = 0.49)

7.5.9 Calcitriol BD vs. betamethasone dipropionate BD

Camarasa 2003 2 124 1 122 6.9%  1.97[0.18,21.42] >
Subtotal (95% CI) 124 122 6.9% 1.97[0.18, 21.42] ——
Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)

Total (95% Cl) 1709 1718 100.0% 2.10[1.13, 3.90] —~l
Total events 30 14
Heterogeneity: Chi? = 1.88, df =5 (P = 0.87); 1= 0%

Test for overall effect: Z = 2.34 (P = 0.02)

Test for subaroup differences: Chi? = 1.84. df =3 (P = 0.61). 1= 0%

01 02 05 2 5 10
Favours vitamin D analogue  Favours corticosteroid (potent)

Figure 35: Withdrawal due to lack of efficacy at 6 weeks

Vitamin D analogues  Corticosteroid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.6.2 Calcipotriol BD vs betamethasone valerate BD
Cunliffe 1992 6 190 6 193 54.1% 1.02[0.33, 3.09]
Kragballe 1991 1 345 2 345 18.2% 0.50 [0.05, 5.49] ¢
Subtotal (95% CI) 535 538 72.3% 0.89 [0.33, 2.41] ‘
Total events 7 8

Heterogeneity: Chi? = 0.28, df = 1 (P = 0.60); I = 0%
Test for overall effect: Z = 0.24 (P = 0.81)

7.6.3 Calcitriol BD vs. betamethasone dipropionate BD

Camarasa 2003 4 126 3 122 27.7% 1.29[0.30, 5.65] bl
Subtotal (95% Cl) 126 122 27.7%  1.29 [0.30, 5.65] e ——
Total events 4 3

Heterogeneity: Not applicable
Test for overall effect: Z=0.34 (P = 0.73)

Total (95% Cl) 661 660 100.0% 1.00 [0.44, 2.28]
Total events 11 11
2

oz o (P2 0.80) 12 00 } } ! |
Heterogeneity: Chi? = 0.44, df =2 (P = 0.80); I? = 0% 01 02 05 10

Test for overall effect: Z = 0.00 (P = 1.00) Favours vitamin D analogue  Favours corticosteroid (potent)
Test for subaroup differences: Chi? = 0.17. df = 1 (P = 0.68). I? = 0%
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Figure 36: Skin atrophy at 4-8 weeks

Vitamin D analogues  Corticosteroid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.7.1 Calcipotriol BD vs. betamethasone dipropionate BD
Papp 2003 0 308 2 313 41.6% 0.20[0.01, 4.22] * i
Subtotal (95% Cl) 308 313 41.6%  0.20 [0.01, 4.22] = —
Total events 0 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.03 (P = 0.30)
7.7.2 Calcipotriol BD vs betamethasone valerate BD
Molin 1997 0 207 3 210 58.4% 0.14[0.01,2.79] * L
Subtotal (95% CI) 207 210 58.4%  0.14[0.01,2.79] e ——
Total events 0 3
Heterogeneity: Not applicable
Test for overall effect: Z=1.28 (P = 0.20)
Total (95% CI) 515 523 100.0%  0.17 [0.02, 1.40] s ——
Total events 0 5

Heterogeneity: Chi? = 0.02, df = 1 (P = 0.88); 1= 0%
Test for overall effect: Z=1.65 (P = 0.10)
Test for subaroup differences: Chi? = 0.02. df = 1 (P = 0.88). I = 0%
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J.2.8 Concurrent vitamin D or vitamin D analogue and potent corticosteroid (one applied in the
morning and one in the evening) vs vitamin D or vitamin D analogue alone
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Figure 37: Investigator's assessment (clear/nearly clear) at 6-8 weeks

Concurrent Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

11.1.1 Calcipotriol and betamethasone valerate vs calcipotriol OD

Kragballe 1998 94 174 49 172 100.0% 1.90 [1.44, 2.49]
Subtotal (95% CI) 174 172 100.0% 1.90 [1.44, 2.49]
Total events 94 49

Heterogeneity: Not applicable
Test for overall effect: Z = 4.58 (P < 0.00001)

11.1.2 Calcipotriol and betamethasone valerate vs calcipotriol BD

Kragballe 1998 94 174 69 172 58.4% 1.35[1.07, 1.69]
Ruzicka 1998 60 78 52 86 41.6% 1.27 [1.03, 1.57]
Subtotal (95% CI) 252 258 100.0% 1.32 [1.12, 1.54]
Total events 154 121

Heterogeneity: Chi?2 = 0.14, df =1 (P =0.71); I?= 0%
Test for overall effect: Z = 3.36 (P = 0.0008)

11.1.3 Calcipotriol and betamethasone valerate vs calcipotriol BD - no response at 2 weeks

Ruzicka 1998 27 39 22 49 100.0% 1.54 [1.06, 2.24]
Subtotal (95% CI) 39 49 100.0% 1.54 [1.06, 2.24]
Total events 27 22

Heterogeneity: Not applicable
Test for overall effect: Z = 2.27 (P = 0.02)

Test for subaroup differences: Chi? = 5.22, df =2 (P = 0.07), ?=61.7%

Figure 38: Patient's assessment (clear/nearly clear) at 8 weeks
Concurrent Vitamin D Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

g

L
.-
*

. 8

0102 05 2 5 10
Favours vitamin D  Favours concurrent

Risk Ratio
M-H, Fixed, 95% CI

11.2.1 Calcipotriol and betamethasone valerate vs calcipotriol OD

Kragballe 1998 89 174 46 172 100.0% 1.91[1.44, 2.55]
Subtotal (95% CI) 174 172 100.0% 1.91 [1.44, 2.55]
Total events 89 46

Heterogeneity: Not applicable
Test for overall effect: Z =4.43 (P < 0.00001)

11.2.2 Calcipotriol and betamethasone valerate vs calcipotriol BD

Kragballe 1998 89 174 69 172 100.0% 1.28 [1.01, 1.61]
Subtotal (95% CI) 174 172 100.0% 1.28 [1.01, 1.61]
Total events 89 69

Heterogeneity: Not applicable

Test for overall effect: Z =2.04 (P = 0.04)

Test for subaroup differences: Chi2 =4.62, df =1 (P =0.03). 12 =78.4%
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Figure 39: Withdrawals due to adverse events at 4-8 weeks

Note: different scale

Concurrent Vitamin D Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
11.4.1 Calcipotriol and potent corticosteroid vs calcipotriol OD
Kragballe 1998 3 168 8 163 48.6% 0.36 [0.10, 1.35] —
Subtotal (95% CI) 168 163 48.6% 0.36 [0.10, 1.35] —al—
Total events 3 8

Heterogeneity: Not applicable
Test for overall effect: Z = 1.51 (P = 0.13)

11.4.2 Calcipotriol and potent corticosteroid vs calcipotriol BD

Kragballe 1998 3 168 6 163 36.4% 0.491[0.12, 1.91] — &
Ruzicka 1998 1 77 1 77 6.0% 1.00 [0.06, 15.70]

Salmhofer 2000 0 63 1 63 9.0% 0.33[0.01, 8.03]

Subtotal (95% Cl) 308 303 51.4% 0.52[0.17, 1.61] i
Total events 4 8

Heterogeneity: Chi? = 0.30, df = 2 (P = 0.86); I? = 0%
Test for overall effect: Z = 1.14 (P = 0.25)

Total (95% ClI) 476 466 100.0% 0.44 [0.19, 1.04] e
Total events 7 16

Heterogeneity: Chi? = 0.47, df = 3 (P = 0.93); I? = 0%

Test for overall effect: Z = 1.87 (P = 0.06)

Test for subaroup differences: Chiz =0.16, df = 1 (P = 0.69), 1> = 0%

0.02 0.1 10 50
Favours concurrent Favours vitamin D

Figure 40: Withdrawal due to lack of efficacy at 4-8 weeks

Note: different scale
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Concurrent Vitamin D Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

11.5.3 Calcipotriol and betamethasone valerate vs calcipotriol OD

Kragballe 1998 1 166 2 174 100.0% 0.52[0.05, 5.73] l
Subtotal (95% CI) 166 174 100.0% 0.52 [0.05, 5.73]

Total events 1 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.60)

11.5.4 Calcipotriol and betamethasone valerate vs calcipotriol BD

Kragballe 1998 1 166 3 160 100.0% 0.32[0.03, 3.06] l
Subtotal (95% CI) 166 160 100.0% 0.32[0.03, 3.06]

Total events 1 3
Heterogeneity: Not applicable
Test for overall effect: Z=0.99 (P = 0.32)

11.5.5 Calcipotriol + diflucortolone valerate vs calcipotriol (BD)

Salmhofer 2000 0 63 0 63 Not estimable
Subtotal (95% CI) 63 63 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.02 0.1 10 50
Favours concurrent Favours vitamin D
Test for subaroup differences: Chi2 = 0.09, df =1 (P = 0.77). = 0%

J.2.9 Combined product containing potent corticosteroid and vitamin D analogue vs vitamin D
or vitamin D analogue

Figure 41: Investigator's assessment (clear/nearly clear) at 4-8 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.2.1 Combination vs. vitamin D OD
Fleming2010A 44 162 9 79 2.9% 2.38[1.23, 4.63]
Kaufmann 2002 276 490 107 480 25.8% 2.53[2.10, 3.04] -
Langley2011A 73 183 33 184 7.8% 2.22[1.56, 3.18] I
Ortonne 2004 143 249 43 252 10.2% 3.37 [2.51,4.51] —_
Subtotal (95% CI) 1084 995 46.7% 2.65[2.30, 3.05] 2
Total events 536 192

Heterogeneity: Chi? = 3.85, df = 3 (P = 0.28); I = 22%
Test for overall effect: Z = 13.65 (P < 0.00001)

8.2.2 Combination vs. vitamin D BD

Guenther 2002 95 150 115 227 21.8% 1.25[1.05, 1.49] =

Kragballe 2004 178 322 133 327 31.5% 1.36 [1.15, 1.60] -

Subtotal (95% Cl) 472 554 53.3% 1.31[1.16, 1.48] ¢

Total events 273 248

Heterogeneity: Chi2 = 0.47, df =1 (P = 0.49); I? = 0%

Test for overall effect: Z = 4.43 (P < 0.00001)

Total (95% Cl) 1556 1549 100.0% 1.94 [1.77, 2.13] ¢

Total events 809 440

Heterogeneity: Chiz = 64.24, df = 5 (P < 0.00001); I2 = 92% Io. p 0{2 0{5 2 5 10=

Test for overall effect: Z = 13.94 (P < 0.00001)
Test for subaroup differences: Chi? = 55.19, df = 1 (P < 0.00001). I> = 98.2%

Favours vitamin D Favours combination

25



Psoriasis
Forest plots

Figure 42: Patient's assessment (clear/nearly clear) at 4-8 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
8.3.1 Calcipotriol + betamethasone dipropionate vs. calcipotriol OD
Kaufmann 2002 316 490 137 480 26.4% 2.26 [1.93, 2.64] La
Subtotal (95% CI) 490 480 26.4% 2.26 [1.93, 2.64] <&
Total events 316 137
Heterogeneity: Not applicable
Test for overall effect: Z = 10.24 (P < 0.00001)
8.3.2 Calcipotriol + betamethasone dipropionate vs. calcipotriol BD
Guenther 2002 98 150 117 227 26.2% 1.27 [1.07, 1.51] -
Subtotal (95% CI) 150 227  26.2% 1.27 [1.07, 1.51] 2 2
Total events 98 117
Heterogeneity: Not applicable
Test for overall effect: Z =2.71 (P = 0.007)
8.3.3 Calcipotriol + betamethasone dipropionate vs. tacalcitol OD
Langley2011A 69 171 35 163 23.1% 1.88[1.33, 2.65] -
Ortonne 2004 145 249 44 252 24.3% 3.34 [2.50, 4.45] ——
Subtotal (95% CI) 420 415 47.4% 2.52 [1.44, 4.43] -
Total events 214 79
Heterogeneity: Tau? = 0.14; Chi? = 6.26, df =1 (P = 0.01); I> = 84%
Test for overall effect: Z = 3.22 (P = 0.001)
Total (95% CI) 1060 1122 100.0% 2.05[1.35, 3.11] .
Total events 628 333
Heterogeneity: Tau? = 0.17; Chi2 = 43.35, df = 3 (P < 0.00001); |2 = 93% =0 1 0=2 o=5 2 5 10=

Test for overall effect: Z = 3.36 (P = 0.0008)
Test for subaroup differences: Chi? = 25.44, df = 2 (P < 0.00001). I =92.1%

Figure 43: % change in PASI at 4-8 weeks

Mean Difference

Favours vitamin D Favours combination

Mean Difference

Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
8.4.1 Calcipotriol + betamethasone dipropionate vs. calcipotriol OD

Fleming2010A -13.9 4.22425 15.4% -13.90[-22.18, -5.62] —

Kaufmann 2002 -25.3 7.68874 4.7% -25.30[-40.37,-10.23] -

Subtotal (95% Cl) 20.1% -16.54 [-23.80, -9.29] -
Heterogeneity: Chi? = 1.69, df =1 (P = 0.19); I?=41%

Test for overall effect: Z = 4.47 (P < 0.00001)

8.4.2 Calcipotriol + betamethasone dipropionate vs. calcipotriol BD

Guenther 2002 -9.8 297825 31.0% -9.80 [-15.64, -3.96] =

Kragballe 2004 -9.2 27959 352% -9.20 [-14.68, -3.72] —

Subtotal (95% Cl) 66.2%  -9.48 [-13.48, -5.49] <&
Heterogeneity: Chi? = 0.02, df =1 (P = 0.88); I’= 0%

Test for overall effect: Z = 4.65 (P < 0.00001)

8.4.3 Calcipotriol + betamethasone dipropionate vs. tacalcitol OD

Langley2011A -14.7 4.46737 13.8% -14.70[-23.46, -5.94] —

Subtotal (95% Cl) 13.8% -14.70 [-23.46, -5.94] e
Heterogeneity: Not applicable

Test for overall effect: Z = 3.29 (P = 0.001)

Total (95% CI) 100.0% -11.62[-14.87, -8.37] L
Heterogeneity: Chi? = 5.05, df = 4 (P = 0.28); 2= 21% =_50 25 S 2=5 50=

Test for overall effect: Z=7.01 (P < 0.00001)
Test for subaroup differences: Chi? = 3.34, df = 2 (P = 0.19), 12 = 40.2%
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Figure 44: Relapse rate at 8 weeks post-treatment

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.5.4 Calcipotriol + betamethasone dipropionate vs. tacalcitol OD
Langley2011A 28 67 7 31 100.0% 1.85[0.91, 3.77] 't
Subtotal (95% CI) 67 31 100.0% 1.85[0.91, 3.77] 1
Total events 28 7

Heterogeneity: Not applicable
Test for overall effect: Z=1.70 (P = 0.09)

0102 05 2 5 10
Favours combination  Favours vitamin D

Test for subaroup differences: Not applicable

Figure 45: Withdrawal due to adverse events at 4-8 weeks

Note: different scale

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.6.1 Calcipotriol + betamethasone dipropionate vs. calcipotriol OD
Kaufmann 2002 3 480 15 456 66.7% 0.19[0.06, 0.65] ——
Subtotal (95% CI) 480 456 66.7% 0.19 [0.06, 0.65] —l—

Total events 3 15
Heterogeneity: Not applicable
Test for overall effect: Z = 2.64 (P = 0.008)

8.6.2 Calcipotriol + betamethasone dipropionate vs. calcipotriol BD

Guenther 2002 0 143 4 216 15.6% 0.17[0.01, 3.09] * =
Subtotal (95% CI) 143 216 15.6% 0.17 [0.01, 3.09] p—
Total events 0 4

Heterogeneity: Not applicable
Test for overall effect: Z=1.20 (P = 0.23)

8.6.3 Calcipotriol + betamethasone dipropionate vs. tacalcitol OD

Langley2011A 3 174 4 167 17.7% 0.72[0.16, 3.17] L
Subtotal (95% CI) 174 167 17.7% 0.72[0.16, 3.17] —~l
Total events 3 4

Heterogeneity: Not applicable
Test for overall effect: Z=0.43 (P = 0.66)

Total (95% Cl) 797 839 100.0% 0.28 [0.12, 0.67] [
Total events 6 23

Heterogeneity: Chi? = 2.06, df =2 (P = 0.36); I>= 3%

Test for overall effect: Z = 2.86 (P = 0.004)

Test for subaroup differences: Chi? = 2.02, df = 2 (P = 0.36). 1= 0.9%

0.02 0.1 10 50
Favours combination Favours vitamin D

Figure 46: Withdrawal due to lack of efficacy at 4 weeks

Note: different scale
Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

8.9.3 Calcipotriol + betamethasone dipropionate vs. calcipotriol BD

Guenther 2002 0 151 2 227 100.0% 0.30[0.01,6.21] ¢ l
Subtotal (95% CI) 151 227 100.0% 0.30 [0.01, 6.21]
Total events 0 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.78 (P = 0.44)

0.02 01 1 10 50
. . Favours combination  Favours vitamin D
Test for subaroup differences: Not applicable
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Figure 47: Skin atrophy at 4-12 weeks
Combination Vitamin D

Study or Subgroup  Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

8.10.1 Calcipotriol + betamethasone dipropionate vs. calcipotriol BD

Guenther 2002 1 151 1 227 61.7% 1.50[0.09, 23.85] L >
Kragballe 2004 1 322 0 327 38.3% 3.05[0.12, 74.51] L >
Subtotal (95% Cl) 473 554 100.0%  2.09 [0.27, 16.53] e —
Total events 2 1

Heterogeneity: Chi2 = 0.11, df = 1 (P = 0.74); I = 0%

Test for overall effect: Z=0.70 (P = 0.48)

Total (95% Cl) 473 554 100.0% 2.09 [0.27, 16.53] e —
Total events 2 1

Heterogeneity: Chiz=0.11, df = 1 (P = 0.74); 2= 0% =0_1 0{2 0{5 2 5 10=

Test for overall effect: Z=0.70 (P = 0.48)
Test for subaroup differences: Not applicable

Favours combination

J.2.10 Combined product containing vitamin D analogue and potent corticosteroid vs potent

corticosteroid

Figure 48: Investigator's assessment (clear/nearly clear) at 4-8 weeks

Combination Potent corticosteroid Risk Ratio

Risk Ratio

Favours vitamin D

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.1.1 Calcipotriol + betamethasone dipropionate vs. betamethasone dipropionate OD

Fleming2010A 44 162 14 83 9.4% 1.61[0.94, 2.76] 1
Kaufmann 2002 276 490 176 476  90.6% 1.52[1.32, 1.75] !
Subtotal (95% Cl) 652 559 100.0% 1.53 [1.33, 1.76]

Total events 320 190

Heterogeneity: Chi? = 0.04, df = 1 (P = 0.84); I>= 0%
Test for overall effect: Z = 6.08 (P < 0.00001)

0.5 2 5

01 02

10
. i Favours potent corticosteroid Favours combination
Test for subaroup differences: Not applicable
Figure 49: Patient's assessment (clear/nearly clear) at 4 weeks
Combination Potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.2.2 Calcipotriol + betamethasone dipropionate vs. betamethasone dipropionate OD
Kaufmann 2002 316 490 216 476 100.0% 1.42[1.26, 1.60] ,
Subtotal (95% Cl) 490 476 100.0% 1.42 [1.26, 1.60]
Total events 316 216
Heterogeneity: Not applicable
Test for overall effect: Z = 5.82 (P < 0.00001)
01 02 05 2 5 10
. . Favours potent corticosteroid Favours combination
Test for subaroup differences: Not applicable
Figure 50: % change in PASI at 4-8 weeks
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
10.3.1 Calcipotriol + betamethasone dipropionate vs. betamethasone dipropionate OD
Fleming2010A -6.16 4.06842 52.9% -6.16[-14.13, 1.81] —
Kaufmann 2002 -14.2 431542 47.1% -14.20[-22.66, -5.74] —a—
Subtotal (95% CI) 100.0% -9.94 [-15.75, -4.14] -
Heterogeneity: Chiz = 1.84, df = 1 (P = 0.18); I> = 46%
Test for overall effect: Z = 3.36 (P = 0.0008)
250 -25 25 50

Test for subaroup differences: Not applicable
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Figure 51: Withdrawals due to adverse events at 4 weeks

Combination  Potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.4.2 Calcipotriol + betamethasone dipropionate vs. betamethasone dipropionate OD
Kaufmann 2002 3 480 5 452 100.0% 0.56 [0.14, 2.35] l
Subtotal (95% Cl) 480 452 100.0% 0.56 [0.14, 2.35]
Total events 3 5

Heterogeneity: Not applicable
Test for overall effect: Z=0.78 (P = 0.43)

01 02

Favours combination

Test for subaroup differences: Not applicable

J.2.11
D or vitamin D analogue vs vitamin D or vitamin D analogue

Figure 52: Investigator's assessment (clear/nearly clear) at 8-12 weeks

Combination Vitamin D Risk Ratio

05 2 5 10
Favours potent corticosteroid

Combined product containing vitamin D analogue and potent corticosteroid then vitamin

Risk Ratio

Study or Subgroup  Events _ Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.1.1 Calcipotriol + dipre (8 wk) then vitamin D OD (4 wk) vs. calcipotriol BD (12 wk)

Kragballe 2004 178 322 133 327 100.0% 1.36 [1.15, 1.60] !
Subtotal (95% CI) 322 327 100.0% 1.36 [1.15, 1.60]

Total events 178 133

Heterogeneity: Not applicable
Test for overall effect: Z = 3.67 (P = 0.0002)

12.1.2 Calcipotriol + dipre (4 wk) then vitamin D OD ys/ Dovobet (8 wks) vs. calcipotriol BD (12 wk)
Kragballe 2004 154 323 133 327 100.0% 1.17 [0.99, 1.39]

Subtotal (95% CI) 323 327 100.0% 1.17 [0.99, 1.39]

Total events 154 133

Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)

12.1.3 Calcipotriol + dipr (4 wk) then iol OD (4 wks) vs. tacalcitol OD (8 wk)
Ortonne 2004 126 249 59 252 100.0% 2.16[1.68, 2.79]

Subtotal (95% CI) 249 252 100.0% 2.16 [1.68, 2.79]

Total events 126 59

Heterogeneity: Not applicable
Test for overall effect: Z = 5.93 (P < 0.00001)

Test for subaroup differences: Chi* = 15.29, df = 2 (P = 0.0005), I* = 86.9%

Figure 53: Patient's assessment (clear/nearly clear) at 8 weeks
Combination Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

L

I 4 4 4 4 |
0102 05 2 5 10
Favours vitamin D Favours combination

Risk Ratio
M-H, Fixed, 95% CI

12.2.2 Calcipotriol + betamethasone dipropionate (4 wk) then calcipotriol OD (4 wks) vs. tacalcitol OD (8 wk)

Ortonne 2004 130 249 68 252 100.0% 1.93[1.53, 2.45]
Subtotal (95% CI) 249 252 100.0% 1.93 [1.53, 2.45]
Total events 130 68

Heterogeneity: Not applicable
Test for overall effect: Z = 5.50 (P < 0.00001)

Test for subaroup differences: Not applicable
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Figure 54: % change in PASI at 8-12 weeks

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
12.3.1 Calcipotriol + b h dipropi (8 wk) then vitamin D OD (4 wk) vs. calcipotriol BD (12 wk)

Kragballe 2004 -9.2 27959 100.0% -9.20 [-14.68, -3.72] !

Subtotal (95% Cl) 100.0% -9.20 [-14.68, -3.72]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.29 (P = 0.0010)

12.3.2 Calcipotriol + dipropi (4 wk) then vitamin D OD ys/ Dovobet (8 wks) vs. calcipotriol BD (12 wk)
Kragballe 2004 -44 201513 100.0%  -4.40[-8.35, -0.45]
Subtotal (95% Cl) 100.0%  -4.40 [-8.35, -0.45]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.18 (P = 0.03)

12.3.3 Calcipotriol + dipropi (4 wk) then i iol OD (4 wks) vs. tacalcitol OD (8 wk)
Ortonne 2004 -20.6 6.2604 100.0% -20.60 [-32.87, -8.33]
Subtotal (95% CI) 100.0% -20.60 [-32.87, -8.33]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.29 (P = 0.001)

Test for subaroup differences: Chi? = 7.00. df = 2 (P = 0.03). > = 71.4%

Figure 55: Withdrawal due to adverse events at 8-12 weeks

Combination Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

s =

50 25
Favours combinati

Risk
M-H, Fixe

25 50
on Favours vitamin D

Ratio
d, 95% CI

12.4.1 Calcipotriol + betamethasone dipropionate (4 wk) then calcipotriol BD (8 wk) vs calcipotriol BD (12 wk)

Saraceno 2007 3 53 2 48 100.0% 1.36[0.24,7.79]
Subtotal (95% Cl) 53 48 100.0% 1.36 [0.24, 7.79]
Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.34 (P = 0.73)

12.4.2 Calcipotriol + betamethasone dipropionate (4 wk) then calcipotriol OD (4 wks) vs. tacalcitol OD (8 wk)

Ortonne 2004 6 223 11 228 100.0% 0.56 [0.21, 1.48]
Subtotal (95% CI) 223 228 100.0% 0.56 [0.21, 1.48]
Total events 6 11

Heterogeneity: Not applicable
Test for overall effect: Z=1.17 (P = 0.24)

Test for subaroup differences: Chi? = 0.76. df = 1 (P = 0.38). I = 0%

Figure 56: Withdrawal due to lack of efficacy at 8-12 weeks

Combination Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

e

==

I

0102 05
Favours combination

Risk
M-H, Fixe

2 5 10
Favours vitamin D

Ratio
d, 95% CI

12.6.1 Calcipotriol + betamethasone dipropionate (4 wk) then calcipotriol BD (8 wk) vs calcipotriol BD (12 wk)

Saraceno 2007 1 51 3 49 100.0% 0.32[0.03, 2.98]
Subtotal (95% Cl) 51 49 100.0% 0.32[0.03, 2.98]
Total events 1 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.00 (P = 0.32)

12.6.2 Calcipotriol + betamethasone dipropionate (4 wk) then calcipotriol OD (4 wks) vs. tacalcitol OD (8 wk)

Ortonne 2004 3 220 8 225 100.0% 0.38[0.10, 1.43]
Subtotal (95% Cl) 220 225 100.0% 0.38 [0.10, 1.43]
Total events 3 8

Heterogeneity: Not applicable
Test for overall effect: Z = 1.43 (P = 0.15)

Test for subaroup differences: Chi? = 0.02. df = 1 (P = 0.89). I = 0%
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Figure 57: Skin atrophy at 12 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.9.1 Calci iol + b h dipropi (8 wk) then vitamin D OD (4 wk) vs. calcipotriol BD (12 wk)
Kragballe 2004 1 322 0 327 100.0% 3.05[0.12, 74.51] l >
Subtotal (95% CI) 322 327 100.0%  3.05[0.12, 74.51]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.49)

12.9.2 Calci iol + b h dipropi (4 wk) then vitamin D OD kdays/ Dovobet kends (8 wks) vs. calcipotriol BD (12 wk)
Kragballe 2004 0 322 0 327 Not estimable

Subtotal (95% CI) 322 327 Not estimable

Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

f ' ' |
0.02 0.1 10 50
. . Favours combination ~ Favours vitamin D
Test for subaroup differences: Not applicable

J.2.12 Combined product containing potent corticosteroid and vitamin D analogue vs vitamin D
or vitamin D analogue (for maintenance of remission)

Figure 58: Investigator's assessment (clear/nearly clear) at 52 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.2.1 Combination (52 wk) vs. combination (4 wk) then calcipotriol (48 wk)
Kragballe 2006(A) 80 104 62 89 100.0% 1.10[0.93, 1.31]
Subtotal (95% CI) 104 89 100.0% 1.10[0.93, 1.31]
Total events 80 62

Heterogeneity: Not applicable
Test for overall effect: Z=1.12 (P = 0.26)

13.2.2 Combination (52 wk) vs. alternating combination and calcipotriol (52 wk)

Kragballe 2006(A) 80 104 78 104 100.0% 1.03[0.88, 1.20] ,
Subtotal (95% Cl) 104 104 100.0% 1.03 [0.88, 1.20]
Total events 80 78

Heterogeneity: Not applicable
Test for overall effect: Z=0.32 (P = 0.75)

13.2.3 Alternating combination and calcipotriol (52 wk) vs combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 78 104 62 89 100.0% 1.08 [0.90, 1.28] !
Subtotal (95% Cl) 104 89 100.0% 1.08 [0.90, 1.28]
Total events 78 62

Heterogeneity: Not applicable
Test for overall effect: Z=0.82 (P = 0.41)

0102 05 2 5 10
Favours vitamin D  Favours combination

Test for subaroup differences: Chi? = 0.42, df = 2 (P = 0.81), I? = 0%
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Figure 59: Skin atrophy at 52 weeks

Note: different scale
Combination Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk
M-H, Fixe

Ratio
d, 95% CI

13.3.1 Combination (52 wk) vs. combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 4 212 2 209 100.0% 1.97 [0.37, 10.65]
Subtotal (95% Cl) 212 209 100.0% 1.97 [0.37, 10.65]
Total events 4 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.79 (P = 0.43)

13.3.2 Combination (52 wk) vs. alternating combination and calcipotriol (52 wk)

Kragballe 2006(A) 4 212 1 213 100.0%  4.02[0.45, 35.66]
Subtotal (95% Cl) 212 213 100.0%  4.02 [0.45, 35.66]
Total events 4 1

Heterogeneity: Not applicable
Test for overall effect: Z=1.25 (P =0.21)

13.3.3 Alternating combination and calcipotriol (52 wk) vs combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 1 213 2 209 100.0% 0.49 [0.04, 5.37]
Subtotal (95% CI) 213 209 100.0% 0.49 [0.04, 5.37]
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

Test for subaroup differences: Chi2 = 1.66, df = 2 (P = 0.44), 1= 0%

Figure 60: Withdrawal due to adverse events at 52 weeks
Combination Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

e

B —

e

0.02 01
Favours combination

Risk

Favours vitamin D

Ratio

M-H, Fixed, 95% CI

10 50

13.4.1 Combination (52 wk) vs. combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 14 162 16 155 100.0% 0.84[0.42, 1.66]
Subtotal (95% Cl) 162 155 100.0% 0.84 [0.42, 1.66]
Total events 14 16

Heterogeneity: Not applicable
Test for overall effect: Z=0.51 (P = 0.61)

13.4.2 Combination (52 wk) vs. alternating combination and calcipotriol (52 wk)

Kragballe 2006(A) 14 162 11 168 100.0% 1.32[0.62, 2.82]
Subtotal (95% CI) 162 168 100.0% 1.32[0.62, 2.82]
Total events 14 1

Heterogeneity: Not applicable
Test for overall effect: Z=0.72 (P = 0.47)

13.4.3 Alternating combination and calcipotriol (52 wk) vs combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 1 168 16 155 100.0% 0.6310.30, 1.32]
Subtotal (95% ClI) 168 155 100.0% 0.63 [0.30, 1.32]
Total events 1 16

Heterogeneity: Not applicable
Test for overall effect: Z=1.21 (P = 0.23)

Test for subaroup differences: Chi? = 1.87. df = 2 (P = 0.39). 2= 0%
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Figure 61: Withdrawal due to lack of efficacy at 52 weeks

Combination Vitamin D Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

13.6.1 Combination (52 wk) vs. combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 35 183 42 181 100.0% 0.8210.55, 1.23]
Subtotal (95% Cl) 183 181 100.0% 0.82 [0.55, 1.23]
Total events 35 42

Heterogeneity: Not applicable
Test for overall effect: Z=0.95 (P = 0.34)

13.6.2 Combination (52 wk) vs. alternating combination and calcipotriol (52 wk)

Kragballe 2006(A) 35 183 31 188 100.0% 1.16 [0.75, 1.80]
Subtotal (95% CI) 183 188 100.0% 1.16 [0.75, 1.80]
Total events 35 31

Heterogeneity: Not applicable
Test for overall effect: Z=0.66 (P = 0.51)

13.6.3 Alternating combination and calcipotriol (52 wk) vs combination (4 wk) then calcipotriol (48 wk)

Kragballe 2006(A) 31 188 42 181 100.0%  0.71[0.47, 1.08] 1
Subtotal (95% Cl) 188 181 100.0%  0.71 [0.47, 1.08]
Total events 31 42

Heterogeneity: Not applicable
Test for overall effect: Z=1.61 (P = 0.11)

x

0102 05
Favours combination
Test for subaroup differences: Chi? = 2.63. df = 2 (P = 0.27). I?=23.9%

J.2.13 Vitamin D or vitamin D analogue vs dithranol

Figure 62: Investigator's assessment (clear/nearly clear) at 8-12 weeks - calcipotriol

2 5 10

Favours vitamin D

Vitamin D analogue Dithranol Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
14.1.1 Calcipotriol BD vs. dithranol OD
Berth Jones 1992 180 231 116 227 54.5% 1.52[1.32, 1.76] L
Christensen 1999 6 89 4 77 2.9% 1.30[0.38, 4.43] ]
Wall 1998 92 153 67 131 425% 1.18 [0.95, 1.45] L
Subtotal (95% ClI) 473 435 100.0% 1.36 [1.10, 1.68] <&
Total events 278 187
Heterogeneity: Tau? = 0.02; Chi? = 4.00, df = 2 (P = 0.14); I? = 50%
Test for overall effect: Z = 2.80 (P = 0.005)
Total (95% CI) 473 435 100.0% 1.36 [1.10, 1.68] <&
Total events 278 187

H . 2 - . 12 = = = -2 = 0, : : : : : :
Heterogeneity: Tau? = 0.02; Chi? = 4.00, df = 2 (P = 0.14); I? = 50% 0102 05 ) 5 10

Test for overall effect: Z = 2.80 (P = 0.005)
Test for subaroup differences: Not applicable

Favours dithranol

Figure 63: Investigator's assessment (clear/nearly clear) at 8 weeks - calcitriol
Dithranol
Events Total Weight

Vitamin D analogue

Risk Ratio
M-H, Fixed, 95% CI

Risk

Favours vitamin D

Ratio

M-H, Fixed, 95% CI

Study or Subgroup Events Total
14.2.3 Calcitriol BD vs. dithranol OD
Hutchinson 2000 4 60
Subtotal (95% CI) 60
Total events 4

Heterogeneity: Not applicable
Test for overall effect: Z=1.60 (P = 0.11)

Test for subaroup differences: Not applicable

9

9

54 100.0%
54 100.0%
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0.40[0.13, 1.22]
0.40 [0.13, 1.22]
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Favours dithranol
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Figure 64: Patient's assessment (clear/nearly clear) at 8-12 weeks
Vitamin D analogue Dithranol Risk Ratio
Study or Subgroup Events Total Events Total Weight

M-H, Fixed, 95% ClI

Risk Ratio
M-H, Fixed, 95% CI

14.3.1 Calcipotriol BD vs. dithranol OD

Berth Jones 1992 180 231 123 227 63.9% 1.44 [1.25, 1.65]
Wall 1998 93 153 65 131 36.1% 1.23[0.99, 1.52]
Subtotal (95% CI) 384 358 100.0% 1.36 [1.21, 1.53]
Total events 273 188
Heterogeneity: Chi? = 1.54, df =1 (P = 0.21); I? = 35%
Test for overall effect: Z =5.18 (P < 0.00001)
Test for subaroup differences: Not applicable
Figure 65: % change in PASI at 8 weeks
Vitamin D analogue Dithranol Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

|
HE-

*

2 5 10
Favours vitamin D

0102 05
Favours dithranol

Mean Difference
IV, Fixed, 95% ClI

14.4.2 Calcipotrol BD vs. dithranol OD
van der kerkhof 2006 -57 354
Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z =0.95 (P = 0.34)

46 -63.6 29.1 40 100.0% 6.60 [-7.04, 20.24]
4

40 100.0% 6.60 [-7.04, 20.24]

Test for subaroup differences: Not applicable

Figure 66: Withdrawal due to adverse events at 8-12 weeks
Vitamin D analogue Dithranol Risk Ratio

-

50 -25 0 25 50
Favours Vitamin D  Favours Dithranol

Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI
14.5.1 Calcipotriol BD vs. dithranol OD

Berth Jones 1992 4 216 12 211 26.9% 0.33[0.11, 0.99]
Christensen 1999 2 89 6 82 13.8% 0.31[0.06, 1.48]
van der kerkhof 2006 7 47 3 48 6.6% 2.38[0.66, 8.67]
Wall 1998 9 161 20 145 46.6% 0.411[0.19, 0.86]
Subtotal (95% CI) 513 486 93.8% 0.51[0.31, 0.83]
Total events 22 41

Heterogeneity: Chi? = 6.85, df = 3 (P = 0.08); I = 56%

Test for overall effect: Z = 2.67 (P = 0.007)

14.5.2 Calcitriol BD vs. dithranol OD

Hutchinson 2000 0 48 2 38 6.2% 0.16 [0.01, 3.22]
Subtotal (95% CI) 48 38 6.2% 0.16 [0.01, 3.22]
Total events 0 2

Heterogeneity: Not applicable

Test for overall effect: Z =1.20 (P = 0.23)

Total (95% CI) 561 524 100.0% 0.49 [0.30, 0.79]

Total events 22 43
Heterogeneity: Chi? = 7.40, df =4 (P = 0.12); 1> = 46%
Test for overall effect: Z=2.90 (P = 0.004)

Test for subaroup differences: Chi2 = 0.55, df = 1 (P = 0.46), 1> = 0%
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Figure 67: Withdrawal due to lack of efficacy at 8 weeks

Vitamin D analogue Dithranol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
14.6.2 Calcipotrol BD vs. dithranol OD
van der kerkhof 2006 7 47 4 49 1000%  1.82[0.57,5.83] —t
Subtotal (95% Cl) 47 49 100.0% 1.82[0.57, 5.83]
Total events 7 4

Heterogeneity: Not applicable
Test for overall effect: Z=1.01 (P = 0.31)

0102

05 2 5 10

Favours Vitamin D  Favours Dithranol

Test for subaroup differences: Not applicable

Figure 68: Relapse rate (8 weeks post-treatment)

Vitamin D analogue Dithranol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
14.7.2 Calcipotriol BD vs. dithranol OD
Christensen 1999 50 62 19 33 100.0% 1.40 [1.02, 1.92] t
Subtotal (95% CI) 62 33 100.0% 1.40 [1.02, 1.92]
Total events 50 19

Heterogeneity: Not applicable
Test for overall effect: Z = 2.08 (P = 0.04)

0.1 02

05 2 5 10

Favours vitamin D Favours dithranol

Test for subaroup differences: Not applicable
J.2.14 Vitamin D or vitamin D analogue vs coal tar

Figure 69: Investigator's assessment (clear/nearly clear) at 6-12 weeks

Vitamin D analogue Coal tar Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
15.1.1 Calcipotriol BD vs 15% coal tar solution in aqueous cream OD for 6 weeks
Tham 1994 13 27 3 27 100.0%  4.33[1.39, 13.50] i
Subtotal (95% CI) 27 27 100.0%  4.33[1.39, 13.50]
Total events 13 3

Heterogeneity: Not applicable
Test for overall effect: Z = 2.53 (P = 0.01)

15.1.2 Calcipotriol BD vs. coal tar polytherapy (coal tar 5%/allantoin 2%/hydrocortisone cream 0.5%) BD for 8 weeks

Pinheiro 1997 47 65 28 57 100.0% 1.47[1.09, 1.99]
Subtotal (95% CI) 65 57 100.0% 1.47 [1.09, 1.99]
Total events 47 28

Heterogeneity: Not applicable
Test for overall effect: Z =2.49 (P = 0.01)

15.1.3 Calcipotriol BD vs. coal tar solution (liquor carbonis distillate (LCD 15%, equivalent to 2.3% coal tar) BD for 12 weeks

Alorapalli 2010 6 28 14 27 100.0% 0.41[0.19, 0.92]
Subtotal (95% CI) 28 27 100.0% 0.41[0.19, 0.92]
Total events 6 14

Heterogeneity: Not applicable
Test for overall effect: Z=2.17 (P = 0.03)

Test for subaroup differences: Chi? = 12.83, df = 2 (P = 0.002), I* = 84.4%
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Figure 70: % change in PASI at 6-12 weeks

Vitamin D analogue Coal tar

Study or Subgroup Mean SD__ Total Mean

SD_Total Weight

Mean Difference
1V, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

15.2.1 Calcipotriol BD vs 15% coal tar solution in aqueous cream OD for 6 weeks

Tham 1994 -69.8 20.4 27 -30.9 246 27 100.0% -38.90 [-50.95, -26.85]
Subtotal (95% Cl) 27 27 100.0% -38.90 [-50.95, -26.85]

Heterogeneity: Not applicable
Test for overall effect: Z = 6.32 (P < 0.00001)

15.2.2 Calcipotriol BD vs. coal tar solution (liquor carbonis distillate (LCD 15%, equivalent to 2.3% coal tar) BD for 12 weeks

Alorapalli 2010 -36.5 33.1079 28 -58.2 33.1079 27 100.0% 21.70 [4.20, 39.20]
Subtotal (95% CI) 28 27 100.0% 21.70 [4.20, 39.20]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.43 (P = 0.02)

Test for subaroup differences: Chi? = 31.24, df = 1 (P < 0.00001). I* = 96.8%
Figure 71: Relapse rate (6 weeks post treatment)

Vitamin D analogue Coal tar Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

<

-

50 25
Favours vitamin D

25 50
Favours coal tar

0

Risk Ratio
M-H, Fixed, 95% CI

15.3.2 Calcipotriol BD vs. coal tar solution (liquor carbonis distillate (LCD 15%, equivalent to 2.3% coal tar) BD for 12 weeks

Alorapalli 2010 7 9 4 16 100.0% 3.11[1.24,7.79]
Subtotal (95% CI) 9 16 100.0% 3.11[1.24,7.79]
Total events 7 4

Heterogeneity: Not applicable
Test for overall effect: Z =2.42 (P = 0.02)

Test for subaroup differences: Not applicable
Figure 72: Withdrawal due to adverse events at 6-12 weeks

Vitamin D analogue Coal tar Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

=S

0102 05
Favours vitamin D

),
2 5 10
Favours coal tar

Risk Ratio
M-H, Fixed, 95% CI

15.4.1 Calcipotriol BD vs 15% coal tar solution in aqueous cream OD for 6 weeks

Tham 1994 1 25 0 25 100.0%  3.00[0.13, 70.30]
Subtotal (95% Cl) 25 25 100.0%  3.00[0.13, 70.30]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.49)

15.4.2 Calcipotriol BD vs. coal tar polytherapy (coal tar 5%/allantoin 2%/hydrocortisone cream 0.5%) BD for 8 weeks

Pinheiro 1997 1 62 3 54 100.0% 0.29[0.03, 2.71]
Subtotal (95% CI) 62 54 100.0% 0.29 [0.03, 2.71]
Total events 1 3

Heterogeneity: Not applicable
Test for overall effect: Z=1.09 (P = 0.28)

15.4.3 Calcipotriol BD vs. coal tar solution (liquor carbonis distillate (LCD 15%, equivalent to 2.3% coal tar) BD for 12 weeks

Alorapalli 2010 0 28 0 27 Not estimable
Subtotal (95% CI) 28 27 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Test for subaroup differences: Chi? = 1.40. df = 1 (P = 0.24), 1> =28.7%

p— —
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' L L
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Favours calcipotriol

),
2 5 10
Favours coal tar

J.2.15 Vitamin D or vitamin D analogue once daily vs vitamin D or vitamin D analogue twice daily

Figure 73: Investigator's assessment (clear/nearly clear) at 8 weeks

Vitamin D OD Vitamin D BD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.1.5 Calcipotriol OD vs BD
Kragballe 1998 49 172 69 172 100.0% 0.71[0.53, 0.96] t
Subtotal (95% CI) 172 172 100.0% 0.71 [0.53, 0.96]
Total events 49 69

Heterogeneity: Not applicable
Test for overall effect: Z =2.24 (P = 0.02)

01 02

2

05

5 10

Favours vitamin D BD Favours vitamin D OD

Test for subaroup differences: Not applicable
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Figure 74: Patient's assessment (clear/nearly clear) at 8 weeks

Vitamin D OD Vitamin D BD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.2.5 Calcipotriol OD vs BD
Kragballe 1998 46 172 69 172 100.0% 0.67 [0.49, 0.91] t
Subtotal (95% Cl) 172 172 100.0% 0.67 [0.49, 0.91]
Total events 46 69

Heterogeneity: Not applicable
Test for overall effect: Z =2.58 (P = 0.010)

Test for subaroup differences: Not applicable

Figure 75: Withdrawal due to adverse events at 8 weeks

0.1 02 05 2 5 10
Favours vitamin D BD Favours vitamin D OD

Vitamin D OD Vitamin D BD Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.5.5 Calcipotriol OD vs BD
Kragballe 1998 8 174 6 174 100.0%  1.33[0.47,3.76] —‘_t
Subtotal (95% Cl) 174 174 100.0% 1.33 [0.47, 3.76]
Total events 8 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.54 (P = 0.59)

Test for subaroup differences: Not applicable

Figure 76: Withdrawal due to lack of efficacy at 8 weeks

0.1 02 05 2 5 10
Favours vitamin D OD Favours vitamin D BD

Vitamin D OD  Vitamin D BD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.8.5 Calcipotriol OD vs BD
Kragballe 1998 2 174 3 174 100.0% 0.67 [0.11, 3.94] l
Subtotal (95% CI) 174 174 100.0% 0.67 [0.11, 3.94]
Total events 2 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.65)

Test for subaroup differences: Not applicable
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J.3.1

Psoriasis
Forest plots

Topicals — difficult to treat sites (face, flexures and scalp)

Scalp: Vitamin D or vitamin D analogue vs placebo

Figure 77: Investigator's assessment (clear/nearly clear) at 4-8 weeks

Vitamin D analogue Placebo Risk Ratio Risk Ratio

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

1.1.1 Calcipotriol OD

Green 1994 15 25 4 24  34.2% 3.60[1.39, 9.31] D E—

Jemec 2008 100 272 31 136 65.8% 1.61[1.14, 2.28] —l—

Subtotal (95% CI) 297 160 100.0% 2.12[1.01, 4.48] |~ —

Total events 115 35

Heterogeneity: Tau? = 0.19; Chi? = 2.43, df = 1 (P = 0.12); I = 59%

Test for overall effect: Z = 1.97 (P = 0.05)
k + t t t J
01 02 0.5 2 5 10

Test for subaroup differences: Not applicable

Figure 78: Patient's assessment (clear/nearly clear) at 8 weeks

Favours placebo Favours vitamin D analogue

Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Calcipotriol OD
Jemec 2008 104 272 28 136 100.0% 1.86 [1.29, 2.67] t
Subtotal (95% ClI) 272 136 100.0% 1.86 [1.29, 2.67]
Total events 104 28

Heterogeneity: Not applicable
Test for overall effect: Z = 3.34 (P = 0.0008)

Test for subaroup differences: Not applicable

0.1

Figure 79: Withdrawals due to adverse events at 4-8 weeks

05 2 5 10
Favours placebo Favours vitamin D analogue

02

Vitamin D analogue Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Calcipotriol OD
Green 1994 1 25 (o) 22 5.3% 2.65[0.11, 62.00] >
Jemec 2008 20 235 7 113 94.7% 1.37 [0.60, 3.15] t
Subtotal (95% CI) 260 135 100.0% 1.44 [0.65, 3.21]
Total events 21 7

Heterogeneity: Chiz = 0.16, df = 1 (P = 0.69); 1> = 0%

Test for overall effect: Z = 0.90 (P = 0.37)

r T T
0.02 0.1 1 10

50
Favours vitamin D analogue Favours placebo
Test for subaroup differences: Not applicable
Figure 80: Withdrawals due to lack of efficacy at 4-8 weeks
Vitamin D analogue Placebo Risk Ratio Risk Ratio

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

1.4.1 Calcipotriol OD

Green 1994 [¢] 24 2 24 10.6% 0.20 [0.01, 3.96] N >

Jemec 2008 19 234 16 122 89.4% 0.62 [0.33, 1.16]

Subtotal (95% CI) 258 146 100.0% 0.57 [0.31, 1.06] .

Total events 19 18

Heterogeneity: Chi2 = 0.53, df = 1 (P = 0.46); I = 0%

Test for overall effect: Z=1.77 (P = 0.08)
L 1 1 ]
r T T 1
0.5 0.7 1 1.5 2

Test for subaroup differences: Not applicable
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Scalp: Potent corticosteroid vs placebo

Figure 81: Investigator's assessment (clear/nearly clear) at 4-8 weeks

Potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.1 Betamethasone dipropionate (OD)
Jemec 2008 356 556 31 136 75.6% 2.81[2.05, 3.85] —M—
Subtotal (95% CI) 556 136 75.6% 2.81[2.05, 3.85] .
Total events 356 31
Heterogeneity: Not applicable
Test for overall effect: Z = 6.42 (P < 0.00001)
2.1.2 Betamethasone valerate (BD)
Franz 1999 68 115 12 57 24.4% 2.81[1.66, 4.75] - =
Subtotal (95% CI) 115 57 24.4% 2.81[1.66, 4.75] —a—
Total events 68 12
Heterogeneity: Not applicable
Test for overall effect: Z = 3.85 (P = 0.0001)
Total (95% Cl) 671 193 100.0% 2.81[2.14, 3.68] -
Total events 424 43 ) ) ) ) ) )
Heterogeneity: Chi? = 0.00, df =1 (P = 1.00); I> = 0% 01 02 05 ) : 10

Test for overall effect: Z = 7.48 (P < 0.00001)

Test for subaroup differences: Chi? = 0.00. df = 1 (P = 1.00). I> = 0%

Figure 82: Patient's assessment (clear/nearly clear) at 4-8 weeks

Favours placebo Favours potent corticosteroid

Potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Betamethasone dipropionate (OD)
Jemec 2008 348 556 28 136 771%  3.04[2.17,4.26] ——
Subtotal (95% CI) 556 136 771% 3.04[2.17, 4.26] P
Total events 348 28
Heterogeneity: Not applicable
Test for overall effect: Z = 6.48 (P < 0.00001)
2.2.2 Betamethasone valerate (BD)
Franz 1999 71 115 10 57 22.9% 3.52[1.97, 6.29] - &
Subtotal (95% CI) 115 57 22.9% 3.52[1.97, 6.29] ——
Total events 71 10
Heterogeneity: Not applicable
Test for overall effect: Z = 4.25 (P < 0.0001)
Total (95% Cl) 671 193 100.0% 3.15[2.35, 4.21] -
Total events 419 38
Heterogeneity: Chiz = 0.18, df = 1 (P = 0.67); 2= 0% =0 p 0=2 0=5 2 5 10:

Test for overall effect: Z=7.73 (P < 0.00001)

Test for subaroup differences: Chi? = 0.18. df =1 (P = 0.67). I?= 0%

Figure 83: Withdrawals due to adverse events at 4-8 weeks

Corticosteroid (potent)

Placebo

Risk Ratio

Favours placebo Favours potent corticosteroid

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.2 Betamethasone dipropionate OD

Jemec 2008 6 515 7 113 100.0% 0.19 [0.06, 0.55] i
Subtotal (95% CI) 515 113 100.0% 0.19 [0.06, 0.55]

Total events 6 7

Heterogeneity: Not applicable

Test for overall effect: Z = 3.06 (P = 0.002)

2.3.4 Betamethasone valerate BD

Franz 1999 o] 115 o 57 Not estimable

Subtotal (95% CI) 115 57 Not estimable

Total events o o

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 630 170 100.0% 0.19 [0.06, 0.55] ‘

Total events 6
Heterogeneity: Not applicable
Test for overall effect: Z = 3.06 (P = 0.002)

Test for subaroup differences: Not applicable

Favours corticosteroid (potent)
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Figure 84: Withdrawals due to treatment failure at 8 weeks

Corticosteroid (potent) Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.4.2 Betamethasone dipropionate OD

Jemec 2008 9 518 16 122 100.0% 0.13 [0.06, 0.29] i

Subtotal (95% CI) 518 122 100.0% 0.13 [0.06, 0.29]

Total events 9 16

Heterogeneity: Not applicable
Test for overall effect: Z = 5.00 (P < 0.00001)

r T T
0.02 0.1 1 10

Test for overall effect: Z = 11.25 (P < 0.00001)
Test for subaroup differences: Chiz = 0.79, df = 1 (P = 0.37), 1= 0%

50
Favours corticosteroid (potent) Favours placebo
J.3.3 Scalp: Very potent corticosteroid vs placebo
Figure 85: Investigator's assessment (clear/nearly clear) at 2-4 weeks
Note: different scale
Very potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 Clobetasol propionate BD
Franz 2000 86 125 5 63 22.9% 8.67 [3.71, 20.27] - &
Olsen 1991 129 188 16 189 55.0% 8.11[5.02, 13.08] ——
Sofen 2011 35 41 5 40 17.5% 6.83[2.98, 15.66] —
Subtotal (95% CI) 354 292 95.4%  8.01[5.49, 11.67] -
Total events 250 26
Heterogeneity: Chi?=0.18, df =2 (P =0.92); I2 = 0%
Test for overall effect: Z = 10.82 (P < 0.00001)
3.1.2 Clobetasol propionate OD
Jarratt 2004 40 95 1 47  46% 19.79[2.81, 139.55] —_—
Subtotal (95% Cl) 95 47 4.6% 19.79 [2.81, 139.55] ————
Total events 40 1
Heterogeneity: Not applicable
Test for overall effect: Z = 3.00 (P = 0.003)
Total (95% Cl) 449 339 100.0%  8.55[5.88, 12.43] -
Total events 290 27
Heterogeneity: Chiz = 1.04, df = 3 (P = 0.79); I2= 0% =0_02 of p 1=0 50=

Favours placebo Favours v potent corticosteroid

Figure 86: Patient's assessment (clear/nearly clear) at 2 weeks

Note: different scale

Very potent steroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.2 Clobetasol propionate BD
Franz 2000 77 125 4 63 100.0% 9.70[3.72, 25.30] i
Subtotal (95% CI) 125 63 100.0% 9.70 [3.72, 25.30]
Total events 7 4

Heterogeneity: Not applicable
Test for overall effect: Z = 4.65 (P < 0.00001)

Test for subaroup differences: Not applicable
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Figure 87: Skin atrophy at 4 weeks

Very potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 Clobetasol propionate OD
Jarratt 2004 0 94 0 47 Not estimable
Subtotal (95% CI) 94 47 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.3.2 Clobetasol propionate BD
Sofen 2011 0 41 1 40 100.0% 0.33[0.01,7.76] ¢ l
Subtotal (95% CI) 41 40 100.0% 0.33[0.01, 7.76]
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
Total (95% CI) 135 87 100.0%

Total events 0
Heterogeneity: Not applicable

0.33[0.01, 7.76] *—

01 02 05 1 2 5

Test for overall ef'fe(l:t: 2=069(P= 0'4,9) Favours very potent corticosteroid Favours placebo 10
Test for subaroup differences: Not applicable
Figure 88: Withdrawals due to adverse events at 2-4 weeks
Note: different scale
Corticosteroid (very potent) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.5.1 Clobetasol propionate BD
Franz 2000 0 125 0 63 Not estimable
Olsen 1991 0 188 1 189 50.6% 0.34[0.01,8.17] + ]
Sofen 2011 0 37 1 39 49.4% 0.35[0.01, 8.35] * i
Subtotal (95% CI) 350 291 100.0%  0.34[0.04, 3.25] ——ee—
Total events 0 2
Heterogeneity: Chi? = 0.00, df = 1 (P = 0.98); 1= 0%
Test for overall effect: Z = 0.93 (P = 0.35)
3.5.2 Clobetasol propionate OD
Jarratt 2004 0 95 0 47 Not estimable
Subtotal (95% ClI) 95 47 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 445 338 100.0% 0.34 [0.04, 3.25]
Total events 0 2 #
ity Chi2 = - - 12 = 09 I + | } !
e R L b w
- 8 Favours corticosteroid (v potent) Favours placebo
Test for subaroup differences: Not applicable
Figure 89: Withdrawals due to lack of efficacy at 2-4 weeks
Note: different scale
Corticosteroid (very potent) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.5.1 Clobetasol propionate BD
Franz 2000 0 125 0 63 Not estimable
Olsen 1991 2 188 17 189 100.0%  0.12[0.03, 0.50] i
Subtotal (95% CI) 313 252 100.0% 0.12[0.03, 0.50]
Total events 2 17
Heterogeneity: Not applicable
Test for overall effect: Z = 2.88 (P = 0.004)
3.5.2 Clobetasol propionate OD
Jarratt 2004 0 95 0 47 Not estimable
Subtotal (95% ClI) 95 a7 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 408 299 100.0% 0.12[0.03, 0.50] ——
Total events 2 17 ) ) ) )
Heterogeneity: Not applicable 0.02 01 10 50

Test for overall effect: Z = 2.88 (P = 0.004)
Test for subaroup differences: Not applicable
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J.3.4 Scalp: Combined product containing potent corticosteroid and vitamin D analogue vs
placebo

Figure 90: Investigator's assessment (clear/nearly clear) at 8 weeks

Combination Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.2.3 Combination (OD) - Black/African-American
Tyring 2010 48 60 9 18 53.3% 1.60 [0.99, 2.58] _._
Subtotal (95% CI) 60 18 53.3% 1.60 [0.99, 2.58] ‘
Total events 48 9

Heterogeneity: Not applicable
Test for overall effect: Z = 1.92 (P = 0.05)

4.2.4 Combination (OD) - Hispanic/Latino

Tyring 2010 49 75 8 24  46.7% 1.96 [1.09, 3.53] ——
Subtotal (95% CI) 75 24 46.7% 1.96 [1.09, 3.53] ‘
Total events 49 8

Heterogeneity: Not applicable
Test for overall effect: Z = 2.24 (P = 0.03)

Total (95% CI) 135 42 100.0% 1.77 [1.21, 2.58] ‘
Total events 97 17

Heterogeneity: Chi2 = 0.28, df =1 (P = 0.59); 2= 0%

Test for overall effect: Z = 2.95 (P = 0.003)

Test for subaroup differences: Chiz = 0.27, df = 1 (P = 0.60), I? = 0%

I T T
0.1 0.2 0.5 1 2 5 10
Favours placebo Favours combination

Figure 91: Patient's assessment (clear/nearly clear) at 8 weeks

Combination Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.3.1 Combination (OD)
Tyring 2010 84 135 15 42 100.0%  1.74[1.14, 2.67] t
Subtotal (95% CI) 135 42 100.0% 1.74 [1.14, 2.67]
Total events 84 15

Heterogeneity: Not applicable
Test for overall effect: Z =2.55 (P = 0.01)

0102 05 2 5 10
Favours placebo Favours combination

Test for subaroup differences: Not applicable

Figure 92: Withdrawal due to adverse events at 8 weeks

Combination Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 Combination (OD)
Tyring 2010 2 118 0 34 100.0% 1.47[0.07,29.92] * >
Subtotal (95% CI) 118 34 100.0% 1.47 [0.07, 29.92]
Total events 2 0

Heterogeneity: Not applicable
Test for overall effect: Z =0.25 (P = 0.80)

0102 05 2 5 10

. . Favours combination Favours placebo
Test for subaroup differences: Not applicable
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Scalp: Very potent corticosteroid vs placebo for maintenance of remission

Figure 93: Duration of remission (N still in remission)

Very potent corticosteroid Placebo

Risk Ratio

Risk Ratio

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

5.1.1 1 month

Poulin 2010 48 67 30 69 100.0%  1.65[1.21,2.24] t

Subtotal (95% ClI) 67 69 100.0% 1.65[1.21, 2.24]

Total events 48 30

Heterogeneity: Not applicable

Test for overall effect: Z=3.17 (P = 0.002)

5.1.2 2 months

Poulin 2010 41 67 20 69 100.0% 2.11[1.39, 3.20] i
Subtotal (95% CI) 67 69 100.0% 2.11[1.39, 3.20]

Total events 41 20

Heterogeneity: Not applicable

Test for overall effect: Z = 3.52 (P = 0.0004)

5.1.3 3 months

Poulin 2010 39 67 13 69 100.0% 3.09[1.82, 5.25] i
Subtotal (95% CI) 67 69 100.0% 3.09 [1.82, 5.25]

Total events 39 13

Heterogeneity: Not applicable

Test for overall effect: Z=4.17 (P < 0.0001)

5.1.4 4 months

Poulin 2010 34 67 " 69 100.0% 3.18[1.76, 5.75] i
Subtotal (95% Cl) 67 69 100.0% 3.18 [1.76, 5.75]

Total events 34 "

Heterogeneity: Not applicable

Test for overall effect: Z = 3.84 (P = 0.0001)

5.1.5 5 months

Poulin 2010 30 67 10 69 100.0%  3.09[164,5.81] i
Subtotal (95% ClI) 67 69 100.0% 3.09 [1.64, 5.81]

Total events 30 10

Heterogeneity: Not applicable

Test for overall effect: Z = 3.50 (P = 0.0005)

5.1.6 6 months

Poulin 2010 27 67 8 69 100.0%  3.48[1.70,7.10] i
Subtotal (95% CI) 67 69 100.0% 3.48 [1.70, 7.10]

Total events 27 8

Heterogeneity: Not applicable
Test for overall effect: Z = 3.42 (P = 0.0006)

Test for subaroup differences: Chi? = 9.10, df = 5 (P = 0.11), 12 =45.1%

Figure 94: Skin atrophy at 6 months

01 02 05 2 5 10
Favours placebo Favours v potent corticosteroid

Very potent corticosteroid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Poulin 2010 1 67 0 69 100.0%  3.09[0.13, 74.50] f »
Total (95% Cl) 67 69 100.0%  3.09[0.13, 74.50]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z=0.69 (P = 0.49)

o+
N
o

01 02 05 1 2
Favours very potent corticosteroid Favours placebo

Figure 95: Withdrawals due to adverse events at 6 months

Note: different scale

Corticosteroid (very potent) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Poulin 2010 2 60 o 52 100.0% 4.34 [0.21, 88.48] »
Total (95% CI) 60 52 100.0% 4.34 [0.21, 88.48]
Total events 2 o
I | | |

Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)
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Scalp: Vitamin D or vitamin D analogue vs potent corticosteroid

Figure 96: Investigator's assessment (clear/nearly clear) at 4-8 weeks

Vitamin D analogue  Potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.1.1 Calcipotriol OD vs betamethasone dipropionate OD
Jemec 2008 100 272 356 556 31.2% 0.57 [0.49, 0.68] -
van de Kerkhof 2009 124 286 343 562 33.4% 0.711[0.61, 0.82] —
Subtotal (95% CI) 558 1118 64.6% 0.64 [0.52, 0.79] L 4
Total events 224 699
Heterogeneity: Tau? = 0.02; Chi? = 3.50, df =1 (P = 0.06); I2=71%
Test for overall effect: Z = 4.17 (P < 0.0001)
6.1.2 Calcipotriol BD vs betamethasone valerate BD
Klaber 1994 138 236 175 232 35.4% 0.78 [0.68, 0.88] L3
Subtotal (95% CI) 236 232  35.4% 0.78 [0.68, 0.88] L 2
Total events 138 175
Heterogeneity: Not applicable
Test for overall effect: Z = 3.83 (P = 0.0001)
Total (95% ClI) 794 1350 100.0% 0.69 [0.58, 0.82] L 2
Total events 362 874
Heterogeneity: Tau? = 0.02; Chi? = 8.19, df = 2 (P = 0.02); I = 76% #0 1 0=2 0=5 2 5 10#

Test for overall effect: Z = 4.28 (P < 0.0001)
Test for subaroup differences: Chi? = 2.28. df = 1 (P = 0.13). I* = 56.2%

Favours potent corticosteroid ~ Favours vitamin D analogue

Figure 97: Patient's assessment (clear/nearly clear) at 4-8 weeks

Vitamin D analogue  Potent corticosteroid
Study or Subgroup Events Total Events
6.2.1 Calcipotriol OD vs betamethasone dipropionate OD

Jemec 2008 104 272 348 556
van de Kerkhof 2009 128 286 337 562
Subtotal (95% CI) 558 1118
Total events 232 685
Heterogeneity: Tau? = 0.01; Chi? = 3.22, df =1 (P = 0.07); I> = 69%

Test for overall effect: Z = 3.88 (P = 0.0001)

6.2.2 Calcipotriol BD vs betamethasone valerate BD

Klaber 1994 136 236 171 232
Subtotal (95% CI) 236 232
Total events 136 171
Heterogeneity: Not applicable

Test for overall effect: Z = 3.61 (P = 0.0003)

Total (95% CI) 794 1350
Total events 368 856

Heterogeneity: Tau? = 0.01; Chi? = 5.76, df = 2 (P = 0.06); I> = 65%
Test for overall effect: Z = 4.59 (P < 0.00001)
Test for subaroup differences: Chi? = 1.39, df = 1 (P = 0.24), I* = 27.8%

Figure 98: Relapse rate after 4 weeks

Favours vitamin D analogue

30.8%
33.7%
64.5%

35.5%
35.5%

100.0%

Potent corticosteroid
Total Weight M-H, Fixed, 95% CI

Study or Subgroup Events Total Events
6.3.1 Calcipotriol BD vs betamethasone valerate BD

Klaber 1994 75 99 102
Subtotal (95% Cl) 99

Total events 75 102

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)

Test for subaroup differences: Not applicable

129 100.0%
129 100.0%
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Risk Ratio

Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

0.61[0.52, 0.72]
0.75 [0.65, 0.86]
0.68 [0.56, 0.83]

0.78 [0.68, 0.89]
0.78 [0.68, 0.89]

0.71[0.62, 0.82]

Risk Ratio

.
-
>

¢

<

| ' ' ' ' )\
0.1 0.2 0.5 2 5 10
Favours Potent corticosteroid  Favours vitamin D analogue

Risk Ratio
M-H, Fixed, 95% CI

0.96 [0.83, 1.10]
0.96 [0.83, 1.10]

01 02 05 1 2 5 10
Favours vitamin D analogue  Favours potent corticosteroid
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Figure 99: Withdrawal due to adverse events at 4-8 weeks

Vitamin D analogue  Corticosteroid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.4.1 Calcipotriol OD vs. betamethasone dipropionate OD
Jemec 2008 20 235 6 515 35.8%  7.30[2.97, 17.95] - =&
van de Kerkhof 2009 8 256 7 504 44.9% 2.25[0.83, 6.14] T &
Subtotal (95% CI) 491 1019 80.8% 4.49 [2.36, 8.55] ’
Total events 28 13

Heterogeneity: Chiz = 2.95, df = 1 (P = 0.09); I = 66%
Test for overall effect: Z = 4.57 (P < 0.00001)

6.4.9 C i iol BD vs betar e valerate BD

Klaber 1994 11 231 2 227 19.2% 5.40[1.21, 24.11] = >
Subtotal (95% Cl) 231 227 19.2%  5.40 [1.21, 24.11] —
Total events 11 2
Heterogeneity: Not applicable
Test for overall effect: Z = 2.21 (P = 0.03)

——

Total (95% CI) 722 1246 100.0% 4.67 [2.57, 8.48]
Total events 39 15

Heterogeneity: Chiz = 3.02, df = 2 (P = 0.22); 12 = 34%

Test for overall effect: Z = 5.06 (P < 0.00001)

Test for subaroup differences: Chi* = 0.05. df = 1 (P = 0.82). I? = 0%

I 4 4 4 4 y
1 1

k + + ,
0.1 0.2 0.5 1 2 5 10
Favours vitamin D analogue ~ Favours corticosteroid (potent)

Figure 100: Withdrawal due to lack of effiacy at 4-8 weeks

Vitamin D ar e Cor oid (potent) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.5.1 Calcipotriol OD vs. betamethasone dipropionate OD
Jemec 2008 19 234 9 518 41.1% 4.67 [2.15, 10.17] — &
van de Kerkhof 2009 8 256 9 506 44.4% 1.76 [0.69, 4.50] — T &
Subtotal (95% CI) 490 1024 85.4%  3.16 [1.76, 5.66] el
Total events 27 18

Heterogeneity: Chiz = 2.47, df = 1 (P = 0.12); 12 = 59%
Test for overall effect: Z = 3.87 (P = 0.0001)

6.5.2 Calci iol BD vs betar one valerate BD

Klaber 1994 4 224 2 227 14.6% 2.03[0.37, 10.95] ol »
Subtotal (95% CI) 224 227 14.6%  2.03 [0.37, 10.95] e —
Total events 4 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.82 (P = 0.41)

Total (95% Cl) 714 1251 100.0% 2.99 [1.73, 5.19] -l
Total events 31 20
Heterogeneity: Chiz = 2.70, df = 2 (P = 0.26); I = 26%

Test for overall effect: Z = 3.91 (P < 0.0001)

Test for subgroup differences: Chi? = 0.24, df = 1 (P = 0.63), I = 0%

I 4 4 4 4 y
1 1

t 1 1 1
0.1 0.2 0.5 1 2 5 10
Favours vitamin D analogue Favours corticosteroid (potent)

J.3.7 Scalp: Vitamin D or vitamin D analogue vs very potent corticosteroid

Figure 101: Investigator's assessment (clear/nearly clear) at 4 weeks

Vitamin D analogue  Very potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.1.1 Calcipotriol (BD) vs clobetasol propionate (OD)
Reygagne 2005 21 75 38 76 100.0%  0.56[0.37, 0.86] i
Subtotal (95% CI) 75 76 100.0% 0.56 [0.37, 0.86]
Total events 21 38

Heterogeneity: Not applicable

Test for overall effect: Z = 2.66 (P = 0.008)
01 02 05 2 5 10
Favours v potent corticosteroid Favours vitamin D analogue

Test for subaroup differences: Not applicable

Figure 102: Patient's assessment (clear/nearly clear) at 4 weeks

Vitamin D analogue  Very potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.2.1 Calcipotriol (BD) vs clobetasol propionate (OD)
Reygagne 2005 23 75 36 76 100.0%  0.65[0.43, 0.98] i
Subtotal (95% Cl) 75 76 100.0% 0.65 [0.43, 0.98]
Total events 23 36

Heterogeneity: Not applicable
Test for overall effect: Z = 2.05 (P = 0.04)

01 02 05 1 2 5 10
Favours v potent corticosteroid Favours vitamin D analogue

Test for subaroup differences: Not applicable
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Figure 103: Skin atrophy at 4 weeks

Vitamin D Very potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1 Calcipotriol (BD) vs clobetasol propionate (OD)
Reygagne 2005 1 64 6 74 100.0% 0.19[0.02, 1.56] d
Subtotal (95% CI) 64 74 100.0% 0.19 [0.02, 1.56] —
Total events 1 6

Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

Test for subaroup differences: Not applicable

Figure 104:

Note: different scale

Vitamin D analogue  Corticosteroid (v potent)

0.1 0.2

05 2 5 10
Favours vitamin D Favours very potent corticosteroid

Withdrawal due to adverse events at 4 weeks

Risk Ratio Risk Ratio

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

7.41C iol (BD) vs propionate (OD)

Reygagne 2005 7 71 o 73 100.0% 15.42 [0.90, 265.00] ’i
Subtotal (95% CI) 71 73 100.0% 15.42[0.90, 265.00] T

Total events 7 o

Heterogeneity: Not applicable
Test for overall effect: Z = 1.88 (P = 0.06)

Test for subgroup differences: Not applicable

L L L )

k +

0.02 0.1 1 10 50
Favours vitamin D analogue ~ Favours corticosteroid (v potent)

J.3.8 Scalp: Combined product containing vitamin D analogue and potent corticosteroid vs

potent corticosteroid

Figure 105:

Combination Potent corticosteroid

Investigator's assessment (clear/nearly clear) at 8 weeks

Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.1.1 Combination OD vs. betamethasone dipropionate OD
Jemec 2008 385 541 356 556 50.5% 1.11[1.02, 1.21]
van de Kerkhof 2009 388 567 343 562 49.5% 1.12[1.03, 1.22] Ld
Subtotal (95% CI) 1108 1118 100.0% 1.12[1.05, 1.18] ¢
Total events 773 699
Heterogeneity: Chi? = 0.02, df = 1 (P = 0.89); I? = 0%
Test for overall effect: Z = 3.61 (P = 0.0003)
01 02 05 1 2 5 10
. ) Favours potent corticosteroid ~Favours combination
Test for subaroup differences: Not applicable
Figure 106: Patient's assessment (clear/nearly clear) at 8 weeks
Combination  Potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.2.1 Combination OD vs. betamethasone dipropionate OD
Buckley 2008 100 108 91 110 11.7% 1.12[1.01, 1.24] ™
Jemec 2008 371 541 348 556 44.5% 1.10[1.01, 1.19] il
van de Kerkhof 2009 395 567 337 562 43.9% 1.16 [1.07, 1.27] =
Subtotal (95% CI) 1216 1228 100.0% 1.13[1.07,1.19] ¢
Total events 866 776
Heterogeneity: Chi? = 0.91, df = 2 (P = 0.64); I?= 0%
Test for overall effect: Z = 4.26 (P < 0.0001)
01 02 05 2 5 10

Test for subaroup differences: Not applicable
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Figure 107: Withdrawal due to adverse events at 8 weeks

Combination  Potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.4.1 Combination OD vs. betamethasone dipropionate OD
Buckley 2008 1 95 2 103 12.9% 0.54[0.05, 5.88] *
Jemec 2008 8 488 6 515 39.2% 1.41[0.49, 4.03] L
van de Kerkhof 2009 4 524 7 504 47.9% 0.55[0.16, 1.87] =
Subtotal (95% Cl) 1107 1122 100.0% 0.88 [0.42, 1.85] —~—
Total events 13 15

Heterogeneity: Chiz = 1.49, df = 2 (P = 0.47); 1= 0%
Test for overall effect: Z=0.33 (P = 0.74)

01 02 05 2 5 10
Favours combination  Favours potent corticosteroid

Test for subaroup differences: Not applicable

Figure 108: Withdrawal due to lack of effiacy at 8 weeks

Combination  Potent corticosteroid Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.5.1 Combination OD vs. betamethasone dipropionate OD
Buckley 2008 0 94 2 103  11.8% 0.22[0.01, 4.50] +
Jemec 2008 2 482 9 518 42.9% 0.24[0.05, 1.10] L
van de Kerkhof 2009 7 527 9 506 45.4% 0.751[0.28, 1.99] L E—
Subtotal (95% CI) 1103 1127 100.0% 0.47 [0.22, 1.01] e
Total events 9 20

Heterogeneity: Chi? = 1.86, df =2 (P = 0.39); I = 0%
Test for overall effect: Z=1.94 (P = 0.05)

L L ),
01 02 05 2 5 10
Favours combination Favours potent corticosteroid

Test for subaroup differences: Not applicable

J.3.9 Scalp: Combined product containing potent corticosteroid and vitamin D analogue vs
vitamin D or vitamin D analogue

Figure 109: Investigator's assessment (clear/nearly clear) at 8 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.1.1 Combination OD vs calcipotriol BD
Kragballe 2009 142 207 33 105 222% 2.18[1.62, 2.94] -
Subtotal (95% CI) 207 105 22.2% 2.18 [1.62, 2.94] <
Total events 142 33

Heterogeneity: Not applicable
Test for overall effect: Z=5.15 (P < 0.00001)

9.1.10 Combination OD vs calcipotriol OD

Jemec 2008 385 541 100 272 37.4% 1.94 [1.64, 2.28] b
van de Kerkhof 2009 388 567 124 286 40.4% 1.58 [1.37, 1.82] LR
Subtotal (95% CI) 1108 558 77.8% 1.74 [1.42, 2.13] <&
Total events 773 224

Heterogeneity: Tau? = 0.01; Chi? = 3.37, df =1 (P = 0.07); I?=70%
Test for overall effect: Z = 5.42 (P < 0.00001)

Total (95% CI) 1315 663 100.0% 1.83 [1.52, 2.20] <&
Total events 915 257

Heterogeneity: Tau? = 0.02; Chi? = 5.54, df = 2 (P = 0.06); 1> = 64%
Test for overall effect: Z = 6.48 (P < 0.00001)

Test for subaroup differences: Chi? = 1.53, df =1 (P = 0.22). 1= 34.7%

01 02 05 2 5 10
Favours vitamin D  Favours combination
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Figure 110:

Combination Vitamin D

Risk Ratio

Patient's assessment (clear/nearly clear) at 8 weeks

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.2.1 Combination (OD) vs calcipotriol OD

Jemec 2008 371 541 104 272 38.8% 1.79 [1.53, 2.11] i
van de Kerkhof 2009 395 567 128 286 47.8% 1.56 [1.35, 1.79] L]
Subtotal (95% CI) 1108 558 86.6% 1.66 [1.50, 1.85] ¢
Total events 766 232

Heterogeneity: Chi2 = 1.70,df =1 (P =0.19); I2=41%

Test for overall effect: Z = 9.41 (P < 0.00001)

9.2.2 Combination OD vs calcipotriol BD

Kragballe 2009 170 207 36 105 13.4% 2.40[1.82, 3.15] -
Subtotal (95% CI) 207 105 13.4%  2.40 [1.82, 3.15] <o
Total events 170 36

Heterogeneity: Not applicable

Test for overall effect: Z = 6.29 (P < 0.00001)

Total (95% Cl) 1315 663 100.0% 1.76 [1.60, 1.94] ¢
Total events 936 268

Heterogeneity: Chiz = 7.95, df = 2 (P = 0.02); 12 =75%
Test for overall effect: Z=11.23 (P < 0.00001)

Test for subaroup differences: Chi?z = 5.99, df = 1 (P = 0.01), 12 = 83.3%

Figure 111: Relapse rate at 8 weeks

Combination Vitamin D

Risk Ratio

r T T
0.1 0.2 0.5 1

T T 1
2 5 10

Favours vitamin D Favours combination

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.4.1 Combination (OD) vs calcipotriol (BD)

Kragballe 2009 73 135 10 29 100.0% 1.57 [0.93, 2.65] 't
Subtotal (95% CI) 135 29 100.0% 1.57 [0.93, 2.65] 1

Total events 73 10

Heterogeneity: Not applicable
Test for overall effect: Z = 1.68 (P = 0.09)

Test for subgroup differences: Not applicable

Figure 112:

Note: different scale

Combination Vitamin D

Withdrawal due to adverse events at 8 weeks

Risk Ratio

T T T
0.1 0.2 0.5 1
Favours combination

T T 1
2 5 10

Favours vitamin D

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.5.1 Combination (OD) vs calcipotriol OD

Jemec 2008 8 488 20 235 54.0% 0.19 [0.09, 0.43] —i—
van de Kerkhof 2009 4 524 8 256 21.5% 0.24 [0.07, 0.80] - =
Subtotal (95% CI) 1012 491  75.6% 0.21 [0.11, 0.40] -2
Total events 12 28

Heterogeneity: Chi2 = 0.10, df =1 (P = 0.75); 12 = 0%

Test for overall effect: Z = 4.63 (P < 0.00001)

9.5.2 Combination (OD) vs calcipotriol (BD)

Kragballe 2009 2 192 9 91 24.4% 0.11[0.02,0.48] — =
Subtotal (95% CI) 192 91 24.4% 0.11 [0.02, 0.48] ‘
Total events 2 9

Heterogeneity: Not applicable

Test for overall effect: Z = 2.92 (P = 0.004)

Total (95% CI) 1204 582 100.0% 0.18 [0.10, 0.33] ‘
Total events 14 37

Heterogeneity: Chi2 = 0.76, df =2 (P = 0.69); 12 = 0%
Test for overall effect: Z = 5.51 (P < 0.00001)

Test for subaroup differences: Chi2 = 0.65. df = 1 (P = 0.42), 2= 0%
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Figure 113: Withdrawal due to adverse events at 52 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.7.1 Combination (OD) vs calcipotriol OD
Luger 2008 9 346 44 309 100.0% 0.18 [0.09, 0.37] i
Subtotal (95% CI) 346 309 100.0% 0.18 [0.09, 0.37]
Total events 9 44

Heterogeneity: Not applicable
Test for overall effect: Z = 4.76 (P < 0.00001)

T T T
0.1 0.2 0.5 1 2 5 10
Favours combination  Favours vitamin D

Test for subgroup differences: Not applicable

Figure 114: Withdrawal due to treatment failure at 8 weeks

Note: different scale

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.6.2 Combination (OD) vs calcipotriol OD
Jemec 2008 2 482 19 234 471% 0.05[0.01,022] +—@—
van de Kerkhof 2009 7 527 8 256 52.9% 0.43[0.16, 1.16] —i—
Subtotal (95% CI) 1009 490 100.0% 0.16 [0.02, 1.35] o —
Total events 9 27

Heterogeneity: Tau? = 2.02; Chi? = 5.99, df =1 (P = 0.01); I>=83%
Test for overall effect: Z = 1.69 (P = 0.09)

0.02 0.1 10 50
Favours combination Favours vitamin D

Test for subaroup differences: Not applicable

Figure 115: Withdrawal due to treatment failure at 52 weeks

Combination Vitamin D Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.8.2 Combination (OD) vs calcipotriol OD
Luger 2008 14 351 51 316 100.0% 0.25[0.14, 0.44] i
Subtotal (95% CI) 351 316 100.0% 0.25 [0.14, 0.44]
Total events 14 51

Heterogeneity: Not applicable

Test for overall effect: Z = 4.79 (P < 0.00001)
1 1 1 1 1 ]
T T T T T 1
0.1 0.2 0.5 1 2 5 10

Favours combination  Favours vitamin D

Test for subgroup differences: Not applicable

J.3.10 Scalp: Very potent corticosteroid vs coal tar polytherapy

Figure 116: Withdrawal due to adverse events at 4 weeks

Very potent corticosteroid Polytar Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.2.1 Clobetasol propionate vs polytar
Griffiths 2006A 1 121 0 41 100.0% 1.03[0.04, 24.87] + »
Subtotal (95% Cl) 121 41 100.0% 1.03[0.04, 24.87]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.98)

o+

01 02 05 1

2 10
Favours very potent corticosteroid Favours polytar

Test for subaroup differences: Not applicable
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J.3.11

J.3.12

Psoriasis
Forest plots

Scalp: Vitamin D or vitamin D analogue vs coal tar polytherapy

Figure 117: Investigator's assessment (at least moderate improvement) at 8 weeks
Vitamin D Coal tar Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
11.1.1 Calcipotriol BD vs. coal tar polytherapy OD
McKinnon 2000 120 210 79 213 100.0% 1.54 [1.25, 1.90] !
Subtotal (95% CI) 210 213 100.0% 1.54 [1.25, 1.90]
Total events 120 79

Heterogeneity: Not applicable
Test for overall effect: Z =4.02 (P < 0.0001)

0102 05 1 2 5 10
Favours coal tar Favours vitamin D

Test for subaroup differences: Not applicable

Figure 118: Withdrawals due to adverse events at 8 weeks

Vitamin D analogue  Coal tar polytherapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
11.2.1 Calcipotriol BD vs. coal tar polytherapy OD
McKinnon 2000 35 230 16 215 100.0% 2.04[1.17, 3.59] i
Subtotal (95% Cl) 230 215 100.0% 2.04 [1.17, 3.59]
Total events 35 16

Heterogeneity: Not applicable
Test for overall effect: Z = 2.50 (P = 0.01)

01 02 05 2 5 10
Favours vitamin D analogue Favours coal tar polytherapy

Test for subaroup differences: Not applicable

Face and flexures: Tacrolimus vs placebo

Figure 119: Investigator's assessment (clear/nearly clear) at 8 weeks
Tacrolimus Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lebwohl 2004 73 112 17 55 100.0% 2.11[1.39, 3.20]
Total (95% ClI) 112 55 100.0% 2.11[1.39, 3.20] .
Total events 73 17
Heterogeneity: Not applicable ; t t f f |
0.1 0.2 0.5 2 5 10
Test for overall effect: Z = 3.50 (P = 0.0005) Favours placebo  Favours tacrolimus
Figure 120: Withdrawal due to adverse events at 8 weeks
Note: different scale
Tacrolimus Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lebwohl 2004 o} 98 1 40 100.0% 0.14[0.01,3.32] *
Total (95% CI) 98 40 100.0% 0.14 [0.01, 3.32] —
Total events [0} 1
Lo ) I | | |
Heterogeneity: Not a;_)pll(iable ) '0.02 Of1 1 1'0 50'
Test for overall effect: Z = 1.22 (P = 0.22) Favours tacrolimus Favours placebo
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Figure 121: Withdrawal due to lack of efficacy at 8 weeks

Note: different scale

Tacrolimus Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lebwohl 2004 (o] 98 6 45 100.0% 0.04 [0.00, 0.62]
Total (95% Cl) 98 45 100.0% 0.04 [0.00, 0.62] >
Total events (0] 6
! 1 1 ]
1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.29 (P = 0.02)

I T T
0.02 0.1 1 10 50
Favours tacrolimus Favours placebo

J.3.13 Face and flexures: pimecrolimus vs placebo

Figure 122: Investigator's assessment (clear/nearly clear) at 8 weeks

Pimecrolimus Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gribetz 2004 20 28 6 29 100.0% 3.45[1.63,7.31]
Total (95% Cl) 28 29 100.0% 3.45[1.63, 7.31] —~al—
Total events 20 6
Heterogeneity: Not applicable f f f f f |

o _ 0.1 0.2 0.5 2 5 10
Test for overall effect: Z = 3.24 (P = 0.001) Favours placebo Favours pimecrolimus

Figure 123: Withdrawal due to lack of efficacy at 8 weeks

Pimecrolimus Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gribetz 2004 1 27 2 27 100.0% 0.50 [0.05, 5.19] ¢
Total (95% CI) 27 27 100.0% 0.50 [0.05, 5.19] -
Total events 1 2
— ' : —

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

r T T
0.1 0.2 0.5 1 2 5 10
Favours pimecrolimus Favours placebo

J.3.14 Face and flexures: tacrolimus vs vitamin D or vitamin D analogue

Figure 124: Investigator's assessment (clear/nearly clear) at 6 weeks

Tacrolimus Vitamin D analogue Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Liao 2007 15 25 8 24 100.0% 1.80 [0.94, 3.45] T
Total (95% CI) 25 24 100.0% 1.80 [0.94, 3.45] “
Total events 15 8
L 1 1 1 1 ]

Heterogeneity: Not applicable ! T T ' T !

9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 1.77 (P = 0.08) Favours vitamin D analogue Favours tacrolimus
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J.4

J4.1

Psoriasis
Forest plots

Phototherapy
Broadband vs narrowband UVB

Figure 125: Clear at the end of treatment

NBUVB BBUVB Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kirke 2007 28 44 20 41 100.0% 1.30[0.89, 1.92]
Total (95% CI) 44 41 100.0% 1.30 [0.89, 1.92]
Total events 28 20

Heterogeneity: Not applicable
Test for overall effect: Z=1.35 (P = 0.18)

Figure 126: Clear at 3 months post-treatment

0.01 0.1 1 10 100
Favours BB-UVB Favours NB-UVB

NEUVE BEBUVE Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Kirke 2007 4 2a g 18 100.0% 0.36 [013,1.01] [
Total (95% CI 25 18 100.0% 0.36 [0.13,1.01] ~=aiiiiiNne-—
Total events 4 a
Heterogeneity: Mat applicable I 1 t t t |
L _ 010 0os 1 2 a2 10
Test for overall effect: £=1.93 (P =0.03) Favours BE-UVE  Favours ME-UWE
Figure 127: Clear at 6 months post-treatment
NEUVE BEBUVE Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kirke 2007 1 19 ] 13 1000% 210([0.09, 47 89]
Total {95% CI 19 13 1000%  2.10 [0.09, 47.89] e o
Total events 1 u]
Heterogeneity: Mot applicable f t t |
o _ ool oA 1 10 100
Testfor overall effect Z=0.47 (P =0.64) Favours BE-UNVE Favours ME-UNE
Figure 128: Withdrawal due to toxicity
NBUVB BBUVB Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kirke 2007 3 47 1 42 100.0% 2.68 [0.29, 24.80]
Total (95% CI) 47 42 100.0% 2.68 [0.29, 24.80] ——
Total events 3 1
Heterogeneity: Not applicable '0.01 0:1 1'0 100'

Test for overall effect: Z = 0.87 (P = 0.38)
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J.4.2

1.1.1.1

Narrowband vs PUVA

Oral PUVA (between patient randomisation)
Figure 129: Clear/nearly clear on PGA at end of treatment (maximum 30-40 exposures)
NBUVB PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gordon 1999 32 47 41 44 555% 0.73[0.59, 0.90] . 5
Yones 2006 23 38 34 38 445% 0.68[0.51, 0.89] -
Total (95% CI) 85 82 100.0%  0.71[0.60, 0.84] 2 2
Total events 55 75
itv: 2= = = - 12 =09 I } } } } |
Heterogeneity: Chiz = 0.19, df = 1 (P = 0.66); 1> = 0% 0102 05 ) 10

Test for overall effect: Z = 4.00 (P < 0.0001) Favours PUVA Favours NB-UVB

Figure 130: Clear/nearly clear on PGA at end of treatment (maximum 30 exposures; post-hoc skin
type subgroup analysis)

NBUVB PUVA Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.10.1 Skin type I-IV

Yones 2006 22 34 31 37 88.4% 0.77 [0.58, 1.03] !

Subtotal (95% CI) 34 37 88.4% 0.77 [0.58, 1.03]

Total events 22 31

Heterogeneity: Not applicable

Test for overall effect: Z=1.77 (P = 0.08)

3.10.2 Skin type V-VI

Yones 2006 1 11 3 6 11.6% 0.18[0.02, 1.39]

Subtotal (95% CI) 11 6 11.6% 0.18[0.02, 1.39] NEEEEEEE——

Total events 1 3

Heterogeneity: Not applicable

Test for overall effect: Z=1.64 (P = 0.10)

Total (95% Cl) 45 43 100.0%  0.70 [0.53, 0.94] L 2

Total events 23 34

Heterogeneity: Chiz = 2.11, df = 1 (P = 0.15); I> = 53% 501 052 055 3 2 5 105

Test for overall effect: Z=2.37 (P = 0.02)
Test for subaroup differences: Chiz =1.91, df =1 (P = 0.17), 1> = 47.6%

Favours PUVA Favours NB-UVB

Figure 131: Mean time to PASI75 (weeks) after maximum follow-up of 4 months

NBUVB PUVA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Chauhan 2011 99 33 21 99 35 22 100.0% 0.00 [-2.03, 2.03]
Total (95% CI) 21 22 100.0% 0.00 [-2.03, 2.03]

10 5 0 5 10
Favours NB-UVB Favours PUVA

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

Figure 132: Mean time to clearance (days) after maximum follow-up of 3 months

NBUVB PUVA Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Dayal 2010 65.6 14.59 30 49.2 208 30 100.0% 16.40[7.31, 25.49]

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 3.54 (P = 0.0004)

30 30 100.0% 16.40 [7.31, 25.49]

50

i

50 25 0
Favours NB-UVB Favours PUVA
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Figure 133: PASI75 at 3-4 months or a maximum of 20 treatments
NBUVB PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.5.1 Skin type IV-V (follow-up 3-4 months)
Chauhan 2011 17 21 18 22 26.2% 0.99[0.74, 1.32]
Dayal 2010 30 30 30 30 45.5% 1.00 [0.94, 1.07]
Subtotal (95% CI) 51 52 T1.7% 1.00 [0.89, 1.11]
Total events 47 48
Heterogeneity: Chi? = 0.02, df = 1 (P = 0.90); I2 = 0%
Test for overall effect: Z = 0.07 (P = 0.95)
2.5.2 Skin type llI-1l (follow-up 20 treatments)
Serwin 2007 21 25 19 25 28.3% 1.11[0.84, 1.46] t
Subtotal (95% CI) 25 25 28.3% 1.11 [0.84, 1.46]
Total events 21 19
Heterogeneity: Not applicable
Test for overall effect: Z=0.70 (P = 0.48)
Total (95% ClI) 76 77 100.0% 1.03 [0.92, 1.15] !
Total events 68 67 . . . . . .
Heterogeneity: Chi? = 1.00, df =2 (P = 0.61); 12 = 0% 0102 05 ) 10

Test for overall effect: Z = 0.46 (P = 0.65)

Test for subaroup differences: Chi? = 0.46, df =1 (P = 0.50). 1> = 0%

Favours PUVA Favours NB-UVB

Figure 134: Final PASI after up to 20 treatments
NBUVB PUVA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.7.2 Three-times weekly UV
Serwin 2007 442 1.67 25 55 21 25 19.2% -1.08[-2.13,-0.03]
Subtotal (95% CI) 25 25 19.2% -1.08[-2.13, -0.03]
Heterogeneity: Not applicable
Test for overall effect: Z=2.01 (P = 0.04)
2.7.3 Twice weekly UV
Dayal 2010 16 1.2 30 1.39 0.78 30 80.8% 0.21[-0.30,0.72]
Subtotal (95% CI) 30 30 80.8% 0.21[-0.30,0.72]
Heterogeneity: Not applicable
Test for overall effect: Z=0.80 (P = 0.42)
Total (95% ClI) 55 55 100.0% -0.04 [-0.50, 0.42]

Heterogeneity: Chi? = 4.67, df =1 (P = 0.03); I?=79%
Test for overall effect: Z=0.16 (P = 0.87)

Test for subaroup differences: Chi? = 4.67. df =1 (P = 0.03). I = 78.6%
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Figure 135: Relapse rate for clearers (6 or 12 months post-treatment)

NBUVB PUVA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.10.1 6 months
Chauhan 2011 11 15 8 14  18.5% 1.28 [0.74, 2.22] T
Gordon 1999 24 31 19 36 39.3% 1.47 [1.02, 2.11] i
Yones 2006 15 23 11 34  19.8% 2.02 [1.14, 3.57] - =
Subtotal (95% Cl) 69 84 77.6%  1.56[1.19, 2.05] <&
Total events 50 38

Heterogeneity: Chi? = 1.38, df = 2 (P = 0.50); I = 0%
Test for overall effect: Z = 3.24 (P = 0.001)

2.10.2 12 months

Markham 2003 17 24 9 19 22.4% 1.50 [0.87, 2.56] T
Subtotal (95% CI) 24 19 22.4% 1.50 [0.87, 2.56] e
Total events 17 9

Heterogeneity: Not applicable
Test for overall effect: Z=1.46 (P = 0.14)

Total (95% CI) 93 103 100.0% 1.55[1.22, 1.97] <&

Total events 67 47

Heterogeneity: Chi2 = 1.38, df = 3 (P = 0.71); I?= 0% ; ; ; f f i
Test for overall effect: Z = 3.54 (P = 0.0004) o102 08 2 oA

Test for subaroup differences: Chi2 = 0.02, df =1 (P = 0.88). I2= 0%

Figure 136: Withdrawal due to toxicity after a maximum of 30-40 treatments
NBUVB PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.9.1 Skin type I-VI
Yones 2006 3 32 2 39 41.6% 1.83[0.33, 10.28] — T
Subtotal (95% CI) 32 39 41.6% 1.83[0.33,10.28] —l—
Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.49)

3.9.2 Skin type I-IV

Gordon 1999 0 47 2 46 58.4% 0.20[0.01, 3.97]
Subtotal (95% CI) 47 46 58.4% 0.20 [0.01, 3.97] ’—
Total events 0 2

Heterogeneity: Not applicable
Test for overall effect: Z=1.06 (P = 0.29)

Total (95% Cl) 79 85 100.0% 0.88 [0.23, 3.31] -

Total events 3 4

Heterogeneity: Chiz = 1.65, df = 1 (P = 0.20); I = 39% ; t ; |
Test for overall effect: Z = 0.20 (P = 0.84) gé(\)/:)ursol.\:B—UVB 1 Favour1sOPUV1AOO

Test for subaroup differences: Chi2 =1.59, df =1 (P =0.21), 2= 37.2%

J.4.3 Bath PUVA (within patient randomisation)

Figure 137: Time-to-remission (clearance or minimal residual activity) after a maximum of 30

treatments
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Dawe 2003 1.2613 0.2924 100.0% 3.53[1.99, 6.26]
Total (95% CI) 100.0% 3.53[1.99, 6.26] e
Heterogeneity: Not applicable I I I I I I
Test for overall effect: Z =4.31 (P < 0.0001) 0.1F;);/2Ours %SVAW Favc2)urs NBE)UV?BO
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Figure 138:

Study or Subgroup

Mean change in PASI at 10 weeks

Mean Difference SE Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Snellman 2004

Total (95% CI)

2.714286 0.622372 100.0%

100.0%

2.71[1.49, 3.93]

2.71[1.49, 3.93]

*

Heterogeneity: Not applicable

20

10

0

10

20

Test for overall effect: Z = 4.36 (P < 0.0001)

Favours PUVA Favours NBUVB

Figure 139:

Study or Subgroup

Mean time to relapse (days) after a maximum of 30 exposures
Mean Difference
IV, Fixed, 95% ClI

Mean Difference SE Weight

Mean Difference
1V, Fixed, 95% CI

Dawe 2003 39.27 15.59009 100.0% 39.27 [8.71, 69.83]
Total (95% CI) 100.0% 39.27 [8.71, 69.83] i
Heterogeneity: Not applicable ; t f |
PR _ -100  -50 0 50 100
Test for overall effect: Z = 2.52 (P = 0.01) Favours experimental Favours control
Figure 140: Withdrawal due to toxicity at 10 weeks
Note different scale
NB-UVB PUVA Risk Ratio Risk Ratio

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

Snellman 2004 0 15 1 15 100.0% 0.33[0.01, 7.58]

Total (95% CI) 15 15 100.0%  0.33[0.01,7.58] ——N—

Total events 0 1

Heterogeneity: Not applicable =0 o1 0=1 1=0 100=

Test for overall effect: Z = 0.69 (P = 0.49)

Figure 141:

Burn after maximum of 30 treatments

Favours NB-UVB Favours PUVA

NB-UVB PUWVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 25% CI
Dawe 2003 4 28 4 28 100.0% 1.00 [0Z8,361]
Total (35% CIy 28 28 100.0% 1.00 [0.28, 3.61]
Total events 4 4

Heterogeneity: Mot applicable
Test for overall effect: £ =000 {F = 1.00;

J.4.4 NBUVB five-times vs three-times weekly

Figure 142:

3-times weekly TLO1
Total Weight

Favours 3-times weekly

Study or Subgroup Events Total Events

Risk Ratio

M-H, Fixed, 95% CI

D102 05 1 2 5 10
Favaurs MB-LMWB Fawaours PUYA

Clearance at 4.7-23 weeks or a maximum of 30 treatments

Risk Ratio
M-H, Fixed, 95% CI

19  47.6%
23 52.4%

16
18

16
15

19
22

Dawe 1998
Hallaji 2010

Total (95% CI) a1 42 100.0%

Total events 31 34
Heterogeneity: Chi? = 0.39, df = 1 (P = 0.53); I2 = 0%

Test for overall effect: Z = 0.60 (P = 0.55)

56

1.00 [0.76, 1.32]
0.87 [0.61, 1.25]

0.93[0.74, 1

17]

| , , , , )
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01 0.2 10

t
0.5 1 2 5
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J.4.5 NBUVB two-times vs three-times weekly

Between patient

Figure 143: Clearance
TLO1 twice weekly  TLO1 three-times weekly Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cameron 2002 40 44 44 48 100.0% 0.99[0.87, 1.13]
Total (95% ClI) 44 48 100.0% 0.99 [0.87, 1.13]
Total events 40 44 ) )

Heterogeneity: Not applicable
Test for overall effect: Z=0.13 (P = 0.90)

Figure 144: Withdrawal due to toxicity

Note different scale

01 02 05 1 2 5 10
Favours 3-times weekly Favours twice weekly

TLO1 twice weekly  TLO1 three-times weekly Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cameron 2002 2 42 1 45 100.0% 2.14[0.20, 22.77]
Total (95% CI) 42 45 100.0% 2.14[0.20, 22.77]
Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)

0.01 0.1 1 10 100
Favours twice weekly Favours 3-times weekly

Figure 145: Burn
TLOA twdce weakly TLOY three-times weedy Ri=k Ratic Risk Ratio
Study or Subgroup Ewernts Total Ewernts Total weight W H Fixed, 35% C| k- H, Fized, 95% CI
Cameron 2002 0 58 12 55 1000% 0.79 [0.37,1.68]
Total [35% CI) a8 S5 100.0% 073 [0.37, 1.83]
Total event 0 12
L L

Heterogeneity: Mot applicable
Test for owarall effect: Z=0.61 (P = 0.54)

J.4.6 Oral PUVA three-times vs two-times weekly
Within and between patient

Figure 146: Clear/nearly clear on IAGI at 12 weeks

01 02 05 A 5 10
Favours buice weekhs  F avours 3-times weskh

FUWAthreetimes weaky FLUW AT wice weekly Risk Ratio Ri=k Ratic
Study or Subgroup Ewents Total Ewents Total weight M-H, Fixed 95% C1 P-H, Fized 984 Cl
EFbdofly 2002 L) =] =] A0 100 0% 040 [0.23, 1.08]
Total [95% C1) E] 10 100.0% 0.43 [0.23, 1.04] —=mi——
Total events L) =]
Het iy Nat lizabl I t t t t i
eteragenefty: Not applicable 51 oz oE g s 0

Tast for owerall effect: £=1.82(P=0.07)

Figure 147: Percentage change in PASI at 12 weeks

Fawours truice weeekhy  F avours 2-times weekhy

FUVA threeti mes weekly FLW At wroe wee klhy tdzan Diff erence tz=an Difference
Study or Subgroup hean =0 Total  Mean S0 Total Weight IV, Fized , 354 Cl IV, Fized, 3% CI
El-toty 2002 66 .83 2021 9 823 i@zl 10 1000% -15.42 [37 66,6 50] _
Total [35% C1) a 10 100.0% -15.43 376868, 6.80] —=am
Heterogensaity: Mot applicable S0 = 0 = D

Test foroverall effect: £2= 136 (F=017)
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Figure 148:

Note different scale

Three-times weekly PUWA
Ewents Total

Toedoe weskly PLUWA

Study or Subgroup Ewvent=

Burn after a maximum of 25 treatments

Ri=k Ratio

Tatal Weight M-H, Fixed, 354 C

Risk Ratio
M H, Fised, 96% CI

Walbuena 2007 1 23 u] 23 100.0% 300 [0.13, 70.02]
Tat= [95% CI) 23 23 100.0% 300 [0.13, 7002
Total events 1 u]

Heterogeneity: Mot applicable
Test for owerall effect: £ =068 (F = 0.4

o

01 1

10 100

F avours 3-times weekhs Favours twice e ab by

J.4.7 Oral hand and foot PUVA vs no treatment for palmoplantar pustulosis

Figure 149: Clearance at 7.5-12 weeks
Note different scale
Oral PUVA No treatment Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Murray 1980 12 22 0 22 50.0% 25.00[1.57,397.76] — i
Rosen 1987 3 12 0 12 50.0% 7.00[0.40, 122.44] i >
Total (95% Cl) 34 34 100.0% 16.00 [2.23, 114.89] —l
Total events 15 0
Heterogeneity: Chiz = 0.42, df = 1 (P = 0.52); I2= 0% =0_01 0?1 1=0 1oo=

Test for overall effect: Z =2.76 (P = 0.006)

Favours control

Favours PUVA

Figure 150: Improved at 7.5-12 weeks
Oral PUVA No treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Murray 1980 22 22 13 22 771% 1.67 [1.18, 2.36] [ ]
Rosen 1987 10 12 4 12 22.9% 2.50[1.08, 5.79] — -
Total (95% CI) 34 34 100.0% 1.86 [1.32, 2.60] <
Total events 32 17

Heterogeneity: Chi? = 0.85, df =1 (P = 0.36); I> = 0%
Test for overall effect: Z = 3.59 (P = 0.0003)

0.01 0.1
Favours control

10 100
Favours PUVA

Figure 151: Withdrawal due to toxicity at 7.5-12 weeks
Note different scale
Oral PUVA No treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Murray 1980 0 22 0 22 Not estimable
Rosen 1987 1 13 0 12 100.0% 2.79[0.12, 62.48] .
Total (95% Cl) 35 34 100.0% 2.79 [0.12, 62.48] e
Total events 1 0
Heterogeneity: Not applicable 50 01 051 150 100’

Test for overall effect: Z = 0.65 (P = 0.52)
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Figure 152: Burn at 7.5-12 weeks

Note different scale

Oral PUVA No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Murray 1980 1 22 (o] 22 50.0% 3.00 [0.13, 69.87] i
Rosen 1987 4 12 o 12 50.0% 9.00 [0.54, 150.81] T &
Total (95% CI) 34 34 100.0% 6.00 [0.77, 46.79] “
Total events 5 (0]

Heterogeneity: Chiz = 0.27,df =1 (P =0.61); I2=0%
Test for overall effect: Z=1.71 (P = 0.09)

T T T 1
0.01 0.1 1 10 100
Favours PUVA Favours control

J.4.8 Cream hand and foot PUVA vs NBUVB for palmoplantar pustulosis

Figure 153: Clear/nearly clear on IAGI at 9 weeks
NB-UVB PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sezer 2007 9 21 20 21 100.0% 0.45 [0.27, 0.74]
Total (95% Cl) 21 21 100.0% 0.45 [0.27, 0.74] ‘
Total events 9 20

Heterogeneity: Not applicable
Test for overall effect: Z = 3.11 (P = 0.002)

r T T T T 1
0.1 0.2 0.5 1 2 5 10
Favours PUVA Favours NB-UVB

Figure 154: Withdrawal due to toxicity at 9 weeks
Note different scale
NB-UVB PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sezer 2007 0 21 1 22 100.0% 0.35[0.01, 8.11]
Total (95% CI) 21 22 100.0%  0.35[0.01,8.11] —eenuE——
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z=0.66 (P = 0.51)

001 0.1 10 100
Favours NBUVB Favours PUVA

Figure 155: Relapse 10 weeks post-treatment
NB-UVB PUWVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 25% CI
Sezer 2007 10 21 4 21 100.0% 250083, 672] T
Total (35% CIy 21 21 100.0% 2.50 [0.93, 6.72] -*-—
Total events 10 4

Heterogeneity: Mot applicable
Test for overall effect: Z=182 (F=0.07)
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Home vs hospital UVB for psoriasis

Figure 156: Clear/nearly clear (PASI90) at a maximum of 46 treatments

Home Hospital

Risk Ratio

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

Risk Ratio
M-H, Fixed, 95% CI

Koek 2009 18 =F:] 16
Total 35% CI) 04
Total events 148 16

Heterogeneity: Mot applicable
Test for overall effect: Z=027 (F=0.78)

91 100.0% 1.09 [052,2.00]

91 100.0% 1.09 [0.59, 2.00]

Figure 157: PASI75 at a maximum of 46 treatments

Risk Ratio

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

04102

Ds 1 2 5 10

Favours hosptial  Favours home

Risk Ratio
M-H, Fixed, 95% CI

Home Hospital
Koek 2009 37 94 35
Total (35% CIy 94
Tatal events crl 35

Heterogeneity: Mot applicable
Test for overall effect: Z=0.13 (F=0.90)

91 100.0% 1.02[0.71,1.47]

91 100.0% 1.02 [0.71, 1.47]

Figure 158: PASI50 at a maximum of 46 treatments
Home Haospital Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

04102

0s 1 2 5 10

Fawours hospital Fawours home

Risk Ratio
M-H. Fixed, 95% CI

Kaoek 2009 G4 94 G1
Total (#5% CI) 04
Total events ot G

Heterogeneity: Mot applicable
Test for overall effect: Z=015 (F=0.88)

91 100.0% 1.02 [083,1.24]

91 100.0% 1.02 [0.83, 1.24]

J.5 Phototherapy combined with acitretin

J.5.1

Acitretin vs acitretin plus BBUVB

0102
Favour

Figure 159: Clear/nearly clear on IAGI at a maximum of 30 treatments

Study or Subgroup log[Risk Ratio]

Risk Ratio
SE Weight 1V, Fixed, 95% CI

0s 1 2 5 10
s hospital  Fawours home

Risk Ratio
IV, Fixed, 95% CI

IEST1989 2.5649 0.4082489 100.0% 13.00 [5.84, 28.94]

Total (95% ClI)
Heterogeneity: Not applicable
Test for overall effect: Z = 6.28 (P < 0.00001)

100.0% 13.00 [5.84, 28.94]

-
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Figure 160:

Withdrawal due to drug toxicity at a maximum of 30 treatments

Acitretin Acitretin & BBUVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
IEST1989 1 9 1 9 100.0% 1.00[0.07, 13.64] * >
Total (95% CI) 9 9 100.0% 1.00 [0.07, 13.64]
Total events 1 1
1 1 1 1 1 ]

Heterogeneity: Not applicable f T T r T T !

genelty PRl 01 0.2 05 1 2 5 10

Test for overall effect: Z = 0.00 (P = 1.00)

Favours Acitretin & BBUVB Favours Acitretin

J.5.2 Acitretin plus BBUVB vs Placebo plus BBUVB

Figure 161:

Acitretin & BBUVB

Clear/nearly clear on IAGI at 8 weeks
Placebo & BBUVB

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
RUZICKA1990 16 40 6 38 100.0% 2.53[1.11,5.79]
Total (95% Cl) 40 38 100.0% 2.53 [1.11, 5.79] ————
Total events 16 6
I ! ! ! ! |
Heterogeneity: Not applicable Y T T T T 1
9 Y PP 0.1 0.2 0.5 1 2 5 10

Test for overall effect: Z = 2.20 (P = 0.03)

Figure 162:

Acitretin & BBUVB

Favours Placebo & BBUVB Favours Acitretin & BBUVB

Withdrawal due to drug toxicity at 8 weeks

Placebo & BBUVB

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
RUZICKA1990 3 34 2 32 100.0% 1.41[0.25, 7.91]

Total (95% CI) 34 32 100.0% 1.41 [0.25, 7.91]

Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.39 (P = 0.69)

k u u d
0.1 0.2 0.5 1 2 5 10
Favours Acitretin & BBUVB Favours Placebo & BBUVB

J.5.3 Acitretin plus NBUVB versus Acitretin plus PUVA

Figure 163:

PASI75 at 8 weeks

Acitretin & TL-01 Acitretin & PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
OZDEMIR2008 17 30 19 30 100.0% 0.89 [0.59, 1.35]
Total (95% CI) 30 30 100.0% 0.89 [0.59, 1.35]
Total events 17 19
Heterogeneity: Not applicable t t t T t t {
Test for overall effect: Z = 0.53 (P = 0.60) 2‘1 02 _— 05 ! 2 _— s 10
avours Acitretin & PUVA Favours Acitretin & TL-01
Figure 164: PASI50 at 8 weeks
Acitretin & TL-01 Acitretin & PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
OZDEMIR2008 21 30 23 30 100.0% 0.91[0.67, 1.24]
Total (95% CI) 30 30 100.0% 0.91 [0.67, 1.24]
Total events 21 23

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

k t t d
0.1 0.2 0.5 1 2 5 10
Favours Acitretin & PUVA Favours Acitretin & TL-01

61



Psoriasis
Forest plots

Figure 165: Number of UV treatments at 8 weeks

Acitretin & TL-01 Acitretin & PUVA tean Difference Mean Difference
Study or Subgroup (e S0 Total Mean S0 Total Weight 1%, Fixed, 95% C| I Fixed, 95% C|
0ZDEMIRZ002 207 5.1 200 =204 6.5 300100.0% 0320 [2.66 3.26]
Total (35% C1) 30 30 100.0% 030 2668, 3.28]
. " i | } |
?ef;ogenewl'l Nfoft at‘?pzhfau;lzen P =089 20 -10 8 1o =0
estfor overall effect: 2= 0.20(F = 0.84) Fawours Acitretin & TLO1  Favours Acitretin & PLUWVA

Figure 166: Maintenance of remission (at 3 months)

Acitretin & TL-01 Acitretin & PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
OZDEMIR2008 17 17 19 19 100.0% 1.00 [0.90, 1.11]
Total (95% CI) 17 19 100.0% 1.00 [0.90, 1.11]
Total events 17 19
I ! ! ! ! |

Heterogeneity: Not applicable y T T ! T T 1
Test f 9 y” - F_";_ bo 1 01 0.2 0.5 1 2 5 10

est for overall effect: Z = 0.00 (P = 1.00) Favours Acitretin & TLO1 Favours Acitretin & PUVA

Figure 167: Burn at 8 weeks

Acitretin & TL-01 Acitretin & PLUWA Ri=k R=atio Ri=k Ratio
Study or Subgroup Ewvert= Total Ewvent= Totsl Weight  M-H, Fixed, 95% CI bl-H, Fized, 95% CI
OZ0 EMIRZ008 1 a0 a 30 100.0% 3.00 [0.13,70.83]
Tatal [95% C1) a0 a0 4000% 300 [0.13, T0.83]
Taotal events 1 a
ity: i I t } + |

:Et:[fogenewl]”:ft at?pzhia;lsea F=050 o.01 8.1 1 1o 100

estior overall effect: Z = 0.86 (P = 0.50) Fawours Acitretin & TLO1  Favours Acitretin £ PUVA

Figure 168: Withdrawal due to drug toxicity at 8 weeks

Acitretin & TL-01 Acitretin & PUWA Rizk Ratio Risk Ratio
Study or Subgroup Ewvent=s Total Ewents Total Weight  M-H, Fixed, 95% CI Ml-H, Fized, 35% CI
OZDEMIRZ00Z 1 20 2 200 100.0% 0.50 [0.05, 5.22]
Total [(95% C1) 20 200 100.0% 0.50 [0.05, 5.22]
Total events 1 2
. - i " Il 1

:Ett'a:":'Elemm‘rl.lNf'c'ft at‘?r;_'“ian:S F=0.506 po g1 1 o 100

estfor overall effect: 2 = 0.58 (F = 0.58) Fawours Acitretin & TLO1  Favours Asitretin & PLVA

J.5.4 Acitretin plus PUVA vs Placebo plus PUVA

Figure 169: Clear or nearly clear on IAGI at 8-12 weeks

Acitretin & PUVA Placebo & PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAURAT1988 17 18 16 20 28.8% 1.18 [0.92, 1.51] e
SOMMERBERG1993 28 40 19 43 34.8% 1.58 [1.07, 2.35] —
TANEW1991 22 23 20 25 36.4% 1.20 [0.96, 1.48] T
Total (95% Cl) 81 88 100.0% 1.33 [1.11, 1.59] <&
Total events 67 55
Heterogeneity: Chi? = 2.55, df = 2 (P = 0.28); I? = 22% ¢ t t t t {
0.1 0.2 0.5 1 2 5 10
Test for overall effect: 2 = 3.08 (P = 0.002) Favours Placebo & PUVA Favours Acitretin & PUVA
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Time to remission after a maximum of 12 weeks
Acitretin & PUWA Plaoebo & PLUWA

Figure 170:

Mzan Difference

Mean Differencs

Study or Subgroup Mlazn S0 Total Mean S0 Total ‘Weight I, Fixed, 9840 Cl v Fixed, 96% C|
SAURATIOSS 47.8 a5 13 654 164 20 100.0% -17.60 [26.02,-9.18]
Total [35% 1) 18 20 100.0% -17 60 [26.02,-9.18] ""'
L . L \
Hetarogeneity: Mot applicable '_50 _2'5 5 2;5 5:"

Test for overall effect: £ = 4,10 (F < 0.0001)

Figure 171:

Acitretin & PUVA Placebo & PUVA Mean Difference

Favours Acitretin & FUWA Fawours Placebo & PUWVA

Mean number of UVA treatments after a maximum of 8 weeks

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.9.1 Number of UVA treatments (ITT analysis)

SOMMERBERG1993 19.6 5.7 40 19.4 7.2 43  54.2% 0.20 [-2.58, 2.98]

Subtotal (95% CI) 40 43 54.2% 0.20 [-2.58, 2.98]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.14 (P = 0.89)

2.9.2 Number of UVA treatments (available case analysis)

SAURAT1988 13.7 3.8 18 19.9 7.2 20 32.2% -6.20[-9.81, -2.59] —
TANEW1991 15.3 9.1 23 214 105 25 13.6% -6.10[-11.65, -0.55] —
Subtotal (95% CI) 41 45 45.8% -6.17 [-9.20, -3.14] D
Heterogeneity: Chi2 = 0.00, df = 1 (P = 0.98); 12 = 0%

Test for overall effect: Z = 4.00 (P < 0.0001)

Total (95% CI) 81 88 100.0% -2.72 [-4.77, -0.67] L 2

Heterogeneity: Chi? = 9.22, df =2 (P = 0.010); 1> = 78%
Test for overall effect: Z = 2.60 (P = 0.009)
Test for subaroup differences: Chi? = 9.22. df = 1 (P = 0.002). I> = 89.2%

Withdrawal due to drug toxicity at 8-12 weeks

Acitretin & PUVA Placebo & PUVA Risk Ratio

Figure 172:

I ! ! |

t t d
-20 -10 (0] 10 20
Favours Acitretin & PUVA Favours Placebo & PUVA

Risk Ratio

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

SAURAT 1988 1 19 1 21 20.5% 1.11[0.07, 16.47] N fm >
SOMMERBERG1993 3 36 3 32 68.5% 0.89[0.19, 4.10] #

TANEW1991 3 26 (6] 25 11.0% 6.74[0.37, 124.21] »
Total (95% CI) 81 78 100.0% 1.58 [0.51, 4.87]

Total events 7 4

Heterogeneity: Chi? = 1.56, df = 2 (P = 0.46); I = 0%
Test for overall effect: Z = 0.79 (P = 0.43)

Figure 173: Severe adverse events at 12 weeks

I t t t t t {
0.1 0.2 0.5 1 2 5 10
Favours Acitretin & PUVA Favours Placebo & PUVA

Acitretin & PUVA Placebo & PUVA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAURAT1988 14 20 3 22 74.8%  5.13[1.73,15.27] ——
SOMMERBERG1993 1 40 1 43  252% 1.07 [0.07, 16.62] ¢ il »
Total (95% Cl) 60 65 100.0%  4.11[1.55, 10.92] e
Total events 15 4

Heterogeneity: Chi*> = 1.08, df =1 (P = 0.30); I> = 8%
Test for overall effect: Z = 2.84 (P = 0.005)
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J.6
with UVB

Dithranol, coal tar and vitamin D or vitamin D analogues combined

J.6.1 Vitamin D or vitamin D analogue plus NBUVB vs vitamin D or vitamin D analogue alone

Figure 174:

Clearance at 3 months

Calcipotriol + NB-UVB Calcipotriol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Calcipotriol
Roussaki-Schulze, 2005 2 15 4 15 100.0% 0.50[0.11, 2.33] l
Subtotal (95% CI) 15 15 100.0% 0.50 [0.11, 2.33]
Total events 2 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)
0.1 02 05 2 5 10
. . Favours Calcipotriol Favours Calcipotriol+UVB
Test for subaroup differences: Not applicable
Figure 175: PASI50 at 3 months
Calcipotriol + NB-UVB Calcipotriol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Calcipotriol
Roussaki-Schulze, 2005 12 15 6 15 100.0% 2.0 [1.02, 3.91] i
Subtotal (95% CI) 15 15 100.0% 2.00 [1.02, 3.91]
Total events 12 6

Heterogeneity: Not applicable
Test for overall effect: Z = 2.03 (P = 0.04)

Test for subaroup differences: Not applicable

Figure 176:

, )
0.2 0.5 2 5 10
Favours Calcipotriol  Favours Calcipotriol+UVB

0.1

Mean reduction in PASI at 3 months

Calcipotriol + NB-UVB Calcipotriol Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Calcipotriol
Roussaki-Schulze, 2005 3.22 1.7 15 124 154 15 100.0% 1.98[0.82, 3.14] !
Subtotal (95% CI) 15 15 100.0% 1.98[0.82, 3.14]
Heterogeneity: Not applicable
Test for overall effect: Z = 3.34 (P = 0.0008)

10 5 0 5 10
. I Favours Calcipotriol Favours Calcipotriol+UVB
Test for subaroup differences: Not applicable
Figure 177: Withdrawal due to adverse events at 3 weeks
Tacalcitol + NB-UVB Tacalcitol Risk Ratio Risk Ratio

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

1.4.1 Tacalcitol

Rocken, 1998 1 23 0 22 100.0% 2.88[0.12, 67.03] l >
Subtotal (95% CI) 23 22 100.0% 2.88[0.12, 67.03]

Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.66 (P = 0.51)

Test for subaroup differences: Not applicable

05 2 5 10
Favours tacalcitol+UVE

01 02
Favours tacalcitol
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J.6.2 Calcipotriol plus BBUVB versus Calcipotriol

Figure 178: Clearance at 8 weeks

Calcipotriol + BB-UVB Calcipotriol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kragballe, 1990 7 18 3 18 100.0% 2.33[0.71, 7.63]
Total (95% Cl) 18 18 100.0%  2.33[0.71, 7.63] ——ree i —
Total events 7 3

Heterogeneity: Not applicable

Test for overall effect: Z=1.40 (P = 0.16) 01

J.6.3 Calcipotriol plus NBUVB vs Placebo plus NBUVB

Clearance at 6 weeks
Calcipotriol + NB-UVB  Placebo + NB-UVB

Figure 179:

Risk Ratio

02 05 2 5 10
Favours Calcipotriol Favours Calcipotriol+UVB

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rim, 2002 9 10 11 18 100.0% 1.47 [0.97, 2.25]

Total (95% CI) 10 18 100.0% 1.47 [0.97, 2.25] >
Total events 9 11

Heterogeneity: Not applicable
Test for overall effect: Z=1.80 (P = 0.07)

Figure 180: Percentage change in PASI

Mean Difference

Study or Subgroup  Mean Difference SE_Weight IV, Fixed, 95% CI

01 02 05 5 10
Favours Placebo+UVB Favours Calcipotriol+UVB

Mean Difference

Brands, 1999 3.8 12.99701 100.0% 3.80[-21.67, 29.27]

Total (95% CI) 100.0% 3.80 [-21.67, 29.27]

IV, Fixed, 95% CI
T

—

Heterogeneity: Not applicable

Test for overall effect: Z=0.29 (P = 0.77) -50

Figure 181: Change in PASI at 6.7 weeks

Mean Difference

)
-25
Favours placebo + NB-UVB  Favours calcipotriol + NB-UVB

0 25 50

Mean Difference

Study or Subgroup  Mean Difference  SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Woo, 2003 2 1.94 100.0% 2.00[-1.80, 5.80]
Total (95% Cl) 100.0% 2.00 [-1.80, 5.80] ’

Heterogeneity: Not applicable o _’5
Test for overall effect: Z = 1.03 (P = 0.30)

Figure 182:

Calcipotriol + NB-UVB Placebo + NB-UVB Mean Difference

0 5 10

Favours placebo + NB-UVB Favours calcipotriol + NB-UVB

Mean number of UVB treatments (trunk) at 6 weeks

Mean Difference

Study or Subgroup Mean SD Total Mean SD _Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Rim, 2002 14.3 5.8 10 157 4.1 18 100.0% -1.40[-5.46, 2.66]
Total (95% CI) 10 18 100.0% -1.40 [-5.46, 2.66]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
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Figure 183:

Calcipotriol + NB-UVB

Mean Difference

Mean number of UVB treatments (extremities) at 6 weeks
Placebo + NB-UVB

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Rim, 2002 16 4.3 10 185 4.8 18 100.0% -2.50[-5.97,0.97] B

Total (95% Cl) 10 18 100.0% -2.50 [-5.97, 0.97] e

Heterogeneity: Not applicable e =0 ) pio 20

Test for overall effect: Z=1.41 (P = 0.16)

Figure 184:

Mean number of UVB treatments at 6 weeks

Mean Difference

Favours Calcipotriol+UVB  Favours Placebo+UVB

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Brands, 1999 -0.7 29115 10.6% -0.70[-6.41,5.01]
Woo, 2003 1.7 1.002715 89.4% -1.70[-3.67, 0.27] ——
Total (95% CI) 100.0% -1.59 [-3.45, 0.26] -
ity: Chiz = = = S 2= 0Y I 1 t {
Heterogeneity: Chiz = 0.11, df =1 (P = 0.75); I? = 0% 10 5 0 s 10

Test for overall effect: Z = 1.68 (P = 0.09)

Figure 185:

Favours calcipotriol + NB-UVB  Favours placebo + NB-UVB

Mild to moderate burn at 6 weeks

Calcipotriol + NB-UVB  Placebo + NB-UVB Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Rim, 2002 2 10 2 18 100.0% 1.80[0.30, 10.90] >
Total (95% CI) 10 18 100.0%  1.80[0.30, 10.90]
Total events 2 2
Heterogeneity: Not applicable t t t 1 t t {

o _ 0.1 0.2 05 1 2 5 10
Test for overall effect: Z = 0.64 (P = 0.52) Favours Calcipotriol+UVB  Favours UVB

Figure 186: Withdrawal due to adverse events at 6-6.7 weeks
Calcipotriol + NB-UVB  Placebo + NB-UVB Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Brands, 1999 2 25 0 28 17.6% 5.58[0.28, 110.89] >
Rim, 2002 1 10 1 18  26.6% 1.80[0.13, 25.78] =
Woo, 2003 0 25 1 25 55.8% 0.33[0.01, 7.81] i
Total (95% CI) 60 71 100.0% 1.65 [0.38, 7.04]
Total events 3 2
Heterogeneity: Chiz = 1.63, df = 2 (P = 0.44); 12 = 0% =0 o1 051 3 150 100‘

Test for overall effect: Z = 0.67 (P = 0.50)

Favours Calcipotriol+UVB  Favours Placebo+UVB

J.6.4 Vitamin D or vitamin D analogues plus BBUVB vs Placebo plus BBUVB

Figure 187:
Calcitriol + UVB

Clear or nearly clear on IAGI at 8 weeks
Placebo + UVB

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.2.1 Calcitriol

Ring, 2001 22 49 11 53 100.0% 2.16 [1.17, 3.98] i
Subtotal (95% Cl) 49 53 100.0% 2.16 [1.17, 3.98]

Total events 22 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.48 (P = 0.01)

Test for subaroup differences: Not applicable
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Figure 188: Clearance at 3 months

Calcipotriol + BB-UVB  Plaecbo + BB-UVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
4.2.1 Calcipotriol
Ramsay, 2000 48 80 51 79 100.0% 0.93[0.73, 1.18]
Subtotal (95% CI) 80 79 100.0% 0.93[0.73, 1.18]
Total events 48 51

Heterogeneity: Not applicable
Test for overall effect: Z=0.59 (P = 0.55)
k + + 1 t t J
0.1 0.2 0.5 1 2 5 10
Favours Placebo+UVB Favours Calcipotriol+UVB

Test for subaroup differences: Not applicable

Figure 189: Number of UV treatments for clearance at 3 months

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.3.1 Calcipotriol
Ramsay, 2000 1.2975 0.2691 100.0% 3.66 [2.16, 6.20] i
Subtotal (95% CI) 100.0% 3.66 [2.16, 6.20]
Heterogeneity: Not applicable
Test for overall effect: Z = 4.82 (P < 0.00001)

01 02 05 2 5 10

. . Favours calcipotriol + BB-UVB Favours placebo + BB-UVB
Test for subaroup differences: Not applicable

Figure 190: Modified PASI80 at 3 months

Calcipotriol + BB-UVB  Plaecbo + BB-UVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.4.1 Calcipotriol
Ramsay, 2000 61 80 58 79 100.0% 1.04[0.87, 1.24]
Subtotal (95% CI) 80 79 100.0% 1.04 [0.87, 1.24]
Total events 61 58

Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

0.1 02 05 1 2 5 10
Favours Placebo/UVB Favours Calcipotriol/UVB

Test for subaroup differences: Not applicable

Figure 191: Number of UV treatments for modified PASI80 at 3 months

Calcipotriol + BB-UVB Placebo + BB-UVB Risk Ratio Risk Ratio
Study or Subgrou log[Risk Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.5.1 Calcipotriol
Ramsay, 2000 09517 02118 80 79 100.0% 2,59 [1.71,3.92] i
Subtotal (95% Cl) 80 79 100.0% 2.59[1.71, 3.92]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.49 (P < 0.00001)

01 02 05 2 5 1
" . Favours calcipotriol + BB-UVB  Favours placebo + BB-UVB
Test for subaroup differences: Not applicable
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Figure 192: Percentage change in modified PASI at 3 months

Calcipotriol + BB-UVB Placebo + BB-UVB Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD__ Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.6.1 Calcipotriol
Ramsay, 2000 77 394 80 80.1 252 79 100.0% -3.10[-13.37,7.17]
Subtotal (95% CI) 80 79 100.0% -3.10 [-13.37,7.17]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.55)

Test for subaroup differences: Not applicable

250 -25 0 25 50
Favours Placebo+UVB Favours Calcipotriol+UVB

Figure 193: Relapse rate post-treatment among clearers at 12 weeks post treatment

Risk Ratio
Study or Subgroup log[Risk Ratio] SE Weight 1V, Fixed, 95% CI

Risk Ratio
IV, Fixed, 95% CI

4.7.1 Calcipotriol

Ramsay, 2000 -0.2107 0.5241 100.0%  0.81[0.29, 2.26]
Subtotal (95% CI) 100.0% 0.81 [0.29, 2.26]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

Test for subaroup differences: Not applicable

Figure 194: Burn/erythema/pruritis

p— e —

01 02 05 2 5 10
Favours calcipotriol + BB-UVB Favours placebo + BB-UVB

Calcipotriol + BB-UVB  Plaecbo + BB-UVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.8.1 Calcipotriol
Ramsay, 2000 22 80 33 79 100.0%  0.66[0.42, 1.02] t
Subtotal (95% CI) 80 79 100.0% 0.66 [0.42, 1.02]
Total events 22 33

Heterogeneity: Not applicable
Test for overall effect: Z=1.86 (P = 0.06)

Test for subaroup differences: Not applicable

01 02 05 2 5 10
Favours Calcipotriol+UVB  Favours Placebo+UVB

Figure 195: Withdrawal due to adverse events at 8 weeks
Calcitriol + UVB  Placebo + UVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

4.9.1 Calcitriol
Ring, 2001 2 49 1 53 100.0% 2.16

g [0.20, 23.11] l >
Subtotal (95% Cl) 49 53 100.0%  2.16 [0.20, 23.11]

Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z=0.64 (P = 0.52)

Test for subaroup differences: Not applicable
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J.6.5 LCD plus NBUVB vs NBUVB

Figure 196: Clearance at 12 weeks

LCD + NB-UVB NB-UVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bagel, 2009 7 12 6 12 100.0% 1.17 [0.56, 2.45]
Total (95% Cl) 12 12 100.0% 1.17 [0.56, 2.45]
Total events 7 6

0102 05 1 2 5 10
Favours UVB Favours LCD+UVE

Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

Figure 197: Moderate burn at 12 weeks

LCD + NB-UVB NB-UVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bagel, 2009 2 12 2 12 100.0% 1.00[0.17, 5.98]
Total (95% Cl) 12 12 100.0% 1.00 [0.17, 5.98]
Total events 2 2

0102 05 1 2 5 10
Favours UVB Favours LCD+UVE

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

J.6.6 Tar oil plus sub-erythemogenic BBUVB vs Placebo plus maximally erythemogenic BBUVB

Figure 198: Clearance at 12 weeks

Tar Oil+lowUVB  Placebo+highUVB Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Menkes, 1985 19 30 14 19 100.0% 0.86 [0.59, 1.26]
Total (95% CI) 30 19 100.0% 0.86 [0.59, 1.26]
Total events 19 14

01 02 05 1 2 5 10
Favours Placebo + UVB Favours Tar Oil + UVB

Heterogeneity: Not applicable
Test for overall effect: Z=0.78 (P = 0.44)

J.6.7 Dithranol plus BBUVB vs Dithranol alone

Figure 199: Clear or nearly clear (<1% BSA, <1 on all severity scores) at 8 weeks
Dithranol + BB-UVB Dithranol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerritsen, 1998 15 24 7 24 100.0% 2.14[1.07, 4.30]
Total (95% CI) 24 24 100.0%  2.14[1.07, 4.30] —~—
Total events 15 7
Heterogeneity: Not applicable 51 02 o' S P 0

Test for overall effect: Z = 2.15 (P = 0.03) Favours Dithranol alone  Favours Dithranol+UVB

Figure 200: Irritation (requiring adjustment of dithranol) at 8 weeks
Dithranol + BB-UVB Dithranol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerritsen, 1998 2 24 4 24 100.0% 0.50[0.10, 2.48]
Total (95% CI) 24 24 100.0% 0.50 [0.10, 2.48] e ——
Total events 2 4
Heterogeneity: Not applicable 0102 05 ) 5 10

Test for overall effect: Z =0.85 (P = 0.40) Dithranol + BB-UVB  Dithranol
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Dithranol plus BBUVB vs Placebo plus BBUVB

Figure 201: Clear or nearly clear (1% BSA, <1 on all severity scores) at 8 weeks

Dithranol + BB-UVB  Placebo + BB-UVB Risk Ratio Risk Ratio

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

Gerritsen, 1998 15 24 11 24 100.0% 1.36 [0.80, 2.33]

Total (95% CI) 24 24 100.0% 1.36 [0.80, 2.33]

Total events 15 11

Heterogeneity: Not applicable t t t 1 t t {
0.1 0.2 05 1 2 5 10

Test for overall effect: Z = 1.14 (P = 0.25) Placebo + BB-UVB  Dithranol + BB-UVB

Dithranol plus coal tar plus BBUVB vs dithranol

Figure 202: Clearance at 3 weeks

Dithranol + Coal Tar + UV Dithranol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Paramsothy, 1988 20 27 16 26 100.0% 1.20[0.83, 1.75]
Total (95% CI) 27 26 100.0% 1.20 [0.83, 1.75]
Total events 20 16
Heterogeneity: Not applicable 51 o2 o5 1 5 3 ~

Test for overall effect: Z = 0.96 (P = 0.34) Favours Dithranol alone  Favours Dithranol+Tar+UVB

Figure 203: Mean number of days to clearance at 3 weeks
Dithranol + Coal Tar + UV Dithranol Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Paramsothy, 1988 20.3 1.6 27 195 26 26 100.0% 0.80[-0.37, 1.97]
Total (95% Cl) 27 26 100.0% 0.80 [-0.37, 1.97]

210 5 0 5 10
Favours Dithranol+Tar+UVB Favours Dithranol

Heterogeneity: Not applicable
Test for overall effect: Z=1.34 (P = 0.18)

Figure 204: Relapse rate post-treatment
Dithranol + Coal Tar + UV Dithranol Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Paramsothy, 1988 14 20 13 16 100.0% 0.86 [0.59, 1.25]
Total (95% Cl) 20 16 100.0% 0.86 [0.59, 1.25]
Total events 14 13

ity: i [ + t t t t J
Heterogeneity: Not applicable 01 02 05 1 5 z 10

Test for overall effect: 2 =0.79 (P = 0.43) Favours Dithranol +Tar+UVB Favours Dithranol alone
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J.7.1

Psoriasis
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Systemic therapy

Methotrexate vs placebo for maintenance of remission

Figure 205: PASI90 at 16 weeks
MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight NM-H, Fixed, 95% CI M-H, Fixed, 95% (I
Saurat 2008 14 104 [a] 52 100.0% 125052, 3.03]
Total (95% CI 104 52 100.0% 1.25 [0.52, 3.03]
Total events 14 [a]
Heterogeneity: Mot applicable I t t T f t {
Test for overall effect Z=049 (F=0.62) E-;;v Efrs plauﬁzhu ! Favﬁurs M'?)( 10
Figure 206: Clear/nearly clear on PGA at 16 weeks
MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saurat 2008 33 104 6 52 100.0% 2.75[1.23, 6.14]
Total (95% ClI) 104 52 100.0% 2.75[1.23, 6.14] —l—
Total events 33 6
Heterogeneity: Not applicable 50.1 0?2 0?5 1 é é 10’

Test for overall effect: Z = 2.47 (P = 0.01)

Favours placebo Favours MTX

Figure 207: PASI75 at 4-6 months
MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Haoz2010 12 19 3 17 192% 358 [1.21, 10.87] e E—
Saurat 2008 29 104 10 52 B08% 1.95 [1.06,3.59] —.—
Total (95% CI 123 69 100.0% 2.26 [1.34, 3.83] —aalife--
Total events a1 13
Heterogeneity: Chi*=0.92 df=1 (P=034); F=0% f ; f f t {
Test for overall effect £=304 (F=0.002) E;;v unlﬁs plancghn Favﬁurs M'?)( 10
Figure 208: PASI50 at 4-6 months
MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Haoz2010 15 19 4 17 165% 3.36 [1.38,8.19] L —
Saurat 2008 B8 104 16 52 B35% 213 1[1.38,3.27] —-—
Total (95% CI 123 69 100.0% 2.33 [1.58, 3.43] el
Total events a3 20
Heterogeneity: Chif=0.082, df=1 (P=036); F=0% ID1 DI2 DIS 2! 5! 1D=

Test for overall effect £= 429 (P = 0.0001)
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Figure 209: PASI change/final score at 4-6 months

MTX Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Ho2010 57 85 19 13.9 1041 17 20.6% -8.20[-14.34,-2.06]) =
Saurat 2008 -109 83 104 -46 99 52 79.4% -6.30[-9.43,-3.17]
Total (95% CI) 123 69 100.0% -6.69 [-9.48, -3.90] ——u—
Heterogeneity: Chiz = 0.29, df = 1 (P = 0.59); I = 0% F 10 5 s 5 10=
Test for overall effect: Z = 4.71 (P < 0.00001) Favours MTX Favours placebo
Figure 210: Severe adverse events at 26 weeks
MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight NM-H, Fixed, 95% CI M-H, Fixed, 95% (I
Saurat 2008 1 110 1 53 100.0% 048 003, 7.55) +
Total (95% CI 110 53 100.0% 0.48 [0.03, 7.55] _———
Total events 1 1
Heterogeneity: Mot applicable I t t f t {
0102 0a 2 5 10
Testfor overall effect £2=0452 (P =0.60) Favours MTX Favours placebo

Figure 211: Withdrawal due to toxicity at 26 weeks

MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saurat 2008 6 110 1 49 100.0% 2.67 [0.33, 21.61] >
Total (95% CI) 110 49 100.0% 2.67 [0.33, 21.61] e —
Total events 6 1
Heterogeneity: Not applicable ; f f f f |
Test for overall effect: Z =0.92 (P = 0.36) 0.1 gézvourglaTX Favgurs pI:cet:g
Figure 212: Raised liver enzymes at 26 weeks
MTX Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight NM-H, Fixed, 95% CI M-H, Fixed, 95% (I
Saurat 2002 10 110 4 53 100.0% 1.20 [0.40, 3.66]
Total (95% CI 110 53 100.0% 1.20 [0.40, 3.66]
Total events 10 4
Heterogeneity: Mot applicable I t t T f t {
Test for overall effect Z=033 (FP=0.74 o1 E.:vnurgﬁﬂ)g Favﬁurs pI:ce;DD
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Methotrexate vs ciclosporin for induction of remission

Figure 213: Clear/nearly clear (PASI90) at 12-16 weeks

Ciclosporin Methotrexate

Risk Ratio

Risk Ratio

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

2.1.1 Incremental dose MTX (7.5 up to 15 mg/wk)

Flytstrom 2008 (+ folic) 9 31 4 37 100.0%  2.69[0.91,7.88] -t
Subtotal (95% CI) 31 37 100.0% 2.69 [0.91, 7.88] 1

Total events 9 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.80 (P = 0.07)

2.1.2 Incremental dose MTX (15 up to 22.5 mg/wk)

Heydendael 2003 14 42 17 43 100.0%
Subtotal (95% CI) 42 43 100.0%
Total events 14 17

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.55)

Test for subaroup differences: Chi? = 3.49, df =1 (P = 0.06), I?=71.3%

Figure 214: Clearanceat 10 weeks

Ciclosporin Methotrexate
Study or Subgroup Events Total Events Total Weight

0.84 [0.48, 1.48]
0.84 [0.48, 1.48]

= =

0.1

0.2

05

2 5 10

Favours methotrexte Favours ciclosporin

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

2.2.3 High dose MTX (0.5 mg/kg/wk)

Sandhu 2003 (+ folic) 6 15 13 15 100.0%
Subtotal (95% Cl) 15 15 100.0%
Total events 6 13

Heterogeneity: Not applicable
Test for overall effect: Z =2.33 (P = 0.02)

Test for subaroup differences: Not applicable

0.46 [0.24, 0.88]
0.46 [0.24, 0.88]

= -

0.1 02
Favours methotrexte Favours ciclosporin

Figure 215: Time to remission (follow-up for a maximum of 16 weeks)

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

05

2 5 10

Hazard Ratio
IV, Fixed, 95% CI

2.13.1 PASI75
Heydendael 2003 0.49 0.27 100.0% 1.63[0.96, 2.77]
Subtotal (95% Cl) 100.0% 1.63 [0.96, 2.77]

Heterogeneity: Not applicable
Test for overall effect: Z=1.81 (P = 0.07)

2.13.2 PASI90
Heydendael 2003 -0.14 0.36 100.0%  0.87 [0.43, 1.76]
Subtotal (95% Cl) 100.0% 0.87 [0.43, 1.76]

Heterogeneity: Not applicable
Test for overall effect: Z=0.39 (P =0.70)

Test for subaroup differences: Chiz = 1.96. df =1 (P = 0.16). 12 =49.0%
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Figure 216: PASI75 at 12-16 weeks
Ciclosporin Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 Incremental dose MTX (7.5 up to 15 mg/wk)
Flytstrom 2008 (+ folic) 18 31 9 37 100.0%  2.39[1.26, 4.54] i
Subtotal (95% CI) 31 37 100.0% 2.39 [1.26, 4.54]
Total events 18 9
Heterogeneity: Not applicable
Test for overall effect: Z = 2.66 (P = 0.008)
2.3.2 Incremental dose MTX (15 up to 22.5 mg/wk)
Heydendael 2003 30 42 26 43 100.0%  1.18[0.87, 1.61] t
Subtotal (95% CI) 42 43 100.0% 1.18 [0.87, 1.61]
Total events 30 26
Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
01 02 05 2 5 10

Favours methotrexte Favours ciclosporin
Test for subaroup differences: Chi2 = 3.75, df = 1 (P = 0.05), I? = 73.3% P

Figure 217: PASI50 at 12 weeks
Ciclosporin Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.5.1 Incremental dose MTX (7.5 up to 15 mg/wk)
Flytstrom 2008 (+ folic) 27 31 24 37 100.0%  1.34[1.02, 1.76] !
Subtotal (95% CI) 31 37 100.0% 1.34[1.02, 1.76]
Total events 27 24

Heterogeneity: Not applicable
Test for overall effect: Z =2.11 (P = 0.03)

0102 05 1 2 5 10
Favours methotrexte Favours ciclosporin

Test for subaroup differences: Not applicable

Figure 218: Final PASI at 12-16 weeks

Mean Difference
1V, Fixed, 95% CI

e

Mean Difference
Study or Subgroup Mean Difference 1V, Fixed, 95% CI
2.17.2 High dose MTX (0.5 mg/kg/wk)
Sandhu 2003 (+ folic)
Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z =2.38 (P = 0.02)

SE_Weight

3.9 1.64 100.0%
100.0%

3.90[0.69, 7.11]
3.90 [0.69, 7.11]

2.17.3 Incremental dosing (within licenced range; maximum 22.5 mg/wk)

Flytstrom 2008 (+ folic) -2 0.81 46.2% -2.00[-3.59,-0.41] ——
Heydendael 2003 -1.3 0.75 53.8% -1.30[-2.77,0.17] —il
Subtotal (95% CI) 100.0% -1.62 [-2.70, -0.54] <
Heterogeneity: Chi2 = 0.40, df =1 (P = 0.53); I? = 0%
Test for overall effect: Z =2.95 (P = 0.003)
10 -5 0 5 10

Favours ciclosporin  Favours methotrexate

Test for subaroup differences: Chiz = 10.19, df = 1 (P = 0.001), 1> = 90.2%

Figure 219:

Change in NAPSI at 6 months

Study or Subgroup

Mean Difference

Mean Difference
1V, Fixed, 95% CI

Mean Difference
SE Weight 1V, Fixed, 95% CI

Gumusel 2011 (+ folic)

Total (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z=1.10 (P = 0.27)

4.8 4.35152 100.0% 4.80[-3.73, 13.33]

100.0% 4.80 [-3.73, 13.33]

~50 -25 0 25 50
Favours ciclosporin  Favours methotrexate
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Figure 220: Remaining clear at 12 weeks (after tapering)

Ciclosporin Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sandhu 2003 (+ folic) 2 6 13 13 100.0% 0.37[0.14, 1.01] |
Total (95% CI) 6 13 100.0% 0.37 [0.14, 1.01] e
Total events 2 13
Heterogeneity: Not applicable 041 02 05 ) : 10

Test for overall effect: Z = 1.95 (P = 0.05) Favours ciclopsorin  Favours methotrexate

Figure 221: Elevated liver enzymes at 12-24 weeks

Ciclosporin Methotrexate Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Flytstrom 2008 (+ folic) 0 31 7 37 33.0% 0.08[0.00,1.33] —®&——
Gumusel 2011 (+ folic) 0 19 1 18 7.4% 0.32[0.01, 7.30]
Heydendael 2003 0 42 12 43 59.5% 0.04[0.00,0.67] +——l——
Total (95% Cl) 92 98 100.0% 0.07 [0.01, 0.38] i
Total events 0 20

ity i2 = = = - 12 = 09 I } } |
Heterogeneity: Chiz = 1.00, df =2 (P = 0.61); I? = 0% 001 o1 10 100

Test for overall effect: Z=3.11 (P = 0.002) Favours ciclosporin  Favours MTX

Figure 222: Elevated creatinine at 12-24 weeks

Ciclosporin Methotrexate Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Flytstrom 2008 (+ folic) 6 31 0 37 47.1% 15.44[0.90, 263.63] &
Gumusel 2011 (+ folic) 2 19 0 18  52.9% 4.751[0.24, 92.65] i
Total (95% CI) 50 55 100.0% 9.79 [1.32, 72.65] —~l
Total events 8 0

ity i2 = = = - 12 = 09 I } ) |
Heterogeneity: Chiz = 0.33, df = 1 (P = 0.57); I?= 0% 001 oA 10 100

Test for overall effect: Z =2.23 (P = 0.03) Favours ciclosporin  Favours MTX

Figure 223: Hypertension at 12-16 weeks
Ciclosporin Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.10.1 Incremental dose MTX (15 up to 22.5 mg/wk)

Heydendael 2003 2 42 0 43 100.0% 5.12[0.25, 103.50] »
Subtotal (95% CI) 42 43 100.0% 5.12[0.25, 103.50]

Total events 2 0]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

2.10.2 Diastolic hypertension - High dose MTX (0.5 mg/kg/wk)
Sandhu 2003 (+ folic) 4 15 0 15 100.0% 9.00 [0.53, 153.79] l »
Subtotal (95% CI) 15 15 100.0% 9.00 [0.53, 153.79] —

Total events 4 0]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

T T T 1
0.01 0.1 1 10 100
Favours ciclosporin  Favours methotrexate

Test for subaroup differences: Chi? = 0.07. df =1 (P = 0.79). I? = 0%
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Figure 224: Withdrawal due to toxicity at 12-16 weeks

Ciclosporin Methotrexate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.9.1 Standard MTX dose range (maximum 15 mg/wk)
Flytstrom 2008 (+ folic) 4 31 0 37 30.8% 10.69[0.60, 191.09] = >
Gumusel 2011 (+ folic) 2 19 1 18 69.2% 1.89[0.19, 19.13] |
Subtotal (95% CI) 50 55 100.0% 4.60 [0.84, 25.16] T
Total events 6 1

Heterogeneity: Chi? = 0.89, df =1 (P = 0.34); = 0%
Test for overall effect: Z=1.76 (P = 0.08)

2.9.2 Incremental dose MTX (15 up to 22.5 mg/wk)

Heydendael 2003 1 42 12 43 100.0%  0.09[0.01, 0.63] i
Subtotal (95% Cl) 42 43 100.0%  0.09 [0.01, 0.63]

Total events 1 12

Heterogeneity: Not applicable
Test for overall effect: Z =2.42 (P = 0.02)

001 0.1 10 100
Favours ciclosporin  Favours MTX
Test for subaroup differences: Chi2 = 8.90, df = 1 (P = 0.003). I = 88.8% P

J.7.3 Acitretin vs placebo for induction of remission

Figure 225: PASI75 at 8 weeks

Acitretin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 10 myg acitretin
Goldfarb 1988 ] ] 1 12 15.9% 0.72 [0.03, 15.26] Ll
Lassus 1957 5 20 5 20 B841% 160 [0.63,4.05) 1
Subtotal (95% CI) 25 32 100.0% 1.46 [0.60,3.54]
Total events g 4]

Heterogeneity: ChiF=024 ,df =1 (F =062); IF=0%
Test for overall effect: £ =0.84 (P =0.40)

3.1.2 25 myg acitretin

Goldfarh 1988 u] a 1 12 15.9% 0.72 [0.03, 15.26] "
Lassus 1987 12 20 ] 20 84.1% 240 [1.04,555] t
Subtotal (95% CI) 25 32 100.0% 213 [0.96,4.75]

Total events 12 4]

Heterogeneity: Chif =056, df =1 (P =0.45); I7=0%
Test for overall effect: £ =1.86 (P =0.06)

3.1.3 50 mg acitretin

Goldfarb 1988 2 11 1 12 16.1% 218 [0.23, 20.84] I R —
Lassus 1987 14 20 5 20 B3.9% 280124 6.30] t
Subtotal (95% CI) | 32 100.0% 2.70 [1.26,581]

Total events 16 [a]

Heterogeneity: Chif =004, df =1 (P =0.84); I7=0%
Testfor overall effect: Z2 =294 (P =0.01)

3.1.4 75 mg acitretin
Goldfarb 1988 2 ] 1 12 100.0% 4.80 [0.55, 41.70] —
Subtotal (95% CI) 5 12 100.0% 4.80 [0.55, 41.70] —=
Total events 2 1

Heterogeneity: Mot applicable
Testfor overall effect: Z2 =142 (F=0.15)

001 01 10 100
Favours placebno  Fawours acitretin

Test for subgroup differences: Chif=160,df =3 (F =066}, IF=0%
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Figure 226: Cheilitis at 8 weeks

Acitretin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3. 110 mg acitretin
Goldfarh 1988 2 i 3 12 26.6% 1.60 [0.37, 6.89] =
Lassus 1987 15 18 5 18 Tiam 317 [1.45, 6.91] —il—
Subtotal {95% Cl) 23 31 100.0% 2.75 [1.39, 5.44] st
Total events 17 a

Heterogeneity: Chi®= 066, dfi=1({F = 0.42); 1= 0%
Testforoverall effect: £ =291 (F = 0.004)

3.3.2 25 myg acitretin

Goldfarh 1988 A i 3 12 31.9% 3.40[1.35, B8.61] — &
Lassus 1987 13 17 A 18 EB31% 291 [1.31, 6.419] —l—
Subtotal {95% CI) 22 31 100.0% 3.06 [1.66, 5.66] ~atlii-—
Total events 18 g

Heterogeneity: Chi®==0.07, df=1 {F = 0.80); I¥= 0%
Test foroverall effect: £ = 3488 (P = 0.0003)

3.3.3 50 myg acitretin

Goldfarh 1988 11 11 3 12 40.9% 3.86 [1.44, 8.78] ——
Lassus 1987 16 18 A 19 591% 3.38[1.86, 7.29] —il—
Subtotal (95% C1) 29 31 100.0% 3.45[1.92, 6.20] ~ii-
Total events 27 g

Heterogeneity: Chi*=0.01, df=1 (P = 0.93) F= 0%
Testforoverall effect: £ =414 (P = 0.0001)

3.3.475myg acitretin

Goldfarh 1988 1 g 3 12 100.0% 3.20 [1.09, 9.36]
Subtotal (95% C1) 5 12 100.0% 3.20 [1.09, 9.36]
Total events 4 3

Heterogeneity: Mot applicable
Testforoverall effect: £ =212 (P =003

L 1 | 1 1 |
0102 na 1 2 5 10
Favours acitretin - Favours placeho

Test for subgroup differences Chi®= 0245, df= 3(F =087 7= 0%
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Figure 227: Cheilitis at 6 months

Acitretin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
J.4. 110 myg acitretin
Lassus 1987 16 20 20 100.0%  2.67 [1.32, 5.39] i
Subtotal (95% C1) 20 20 100.0% 2.67 [1.32, 5.39]
Total events 16
Heterogeneity: Mot applicable
Testforoverall effect: £ = 273 (P = 0.006)
3.4.225 mg acitretin
Lassus 1987 17 20 20 100.0%  2.83 [1.42, 5.67] i
Subtotal {95% CI) 20 20 100.0% 2.83 [1.42, 5.67]
Total events 17
Heteroneneity: Mot applicahle
Testforoverall effect: £ =294 (F=0.003)
3.4.3 50 myg acitretin
Lassus 1987 19 20 20 100.0% 3.17 [1.61, 6.23] i
Subtotal (95% CI) 20 20 100.0% 3.17 [1.61, 6.23]
Total events 149

Heterogeneity: Mot applicahle
Test foroverall effect: £ = 334 (P = 0.0008)

Test for subgroup differences Chif=012, df= 2 (F= 0841, 7= 0%

Figure 228: Hair loss at 6 months
Acitretin Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CIl

o102 08 1 2 5 10
Favours acitretin - Favours placebo

Risk Ratio
M-H, Fixed, 95% CI

3.6.1 10 mg acitretin

Lassus 1987 3 20
Subtotal (95% Cl) 20
Total events 3

Heterogeneity: Mot applicahle
Testforoverall effect: £ =047 (P = 0.64)

3.6.2 25 myg acitretin

Lassus 1987 3 20
Subtotal (95% C1) 20
Total events 3

Heterogeneity: Mot applicable
Testforoverall effect: £ =047 (P = 0.64)

3.6.3 50 myg acitretin

Lassus 1987 14 20
Subtotal (95% CI) 20
Total events 14

Heterogeneity: Mot applicahle
Testforoverall effect: £ =294 (F = 0.003)

20
20

20
20

20
20

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

1.80[0.28, 8.04]
1.50 [0.28, 8.04]

0f
50 [

=
[l
oo

, B.04]
. 8.04]

—_a
D in

=
[
o

7.80[1.97, 28.61]
7.50 [1.97, 28.61]

Test far subgroup differences: Chit= 311, df= 2 (P =021, = 357%
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Figure 229:

Study or Subgroup

Increased triglycerides at 8 weeks

Acitretin
Events Total

Placebo
Events Total Weight

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

3.7.1 10 myg acitretin

Lassus 1987 2 18 1 19 100.0%
Subtotal (95% CI) 18 19 100.0%
Total events 2 1

Heterogeneity: Mot applicahle

Testforoverall effect: £ =063 (F=0.43)

3.7.2 25 myg acitretin

Lassus 1987 2 17 1 19 100.0%
Subtotal (95% CI) 17 19 100.0%
Total events 2 1

Heterogeneity: Mot applicahle

Test foroverall effect: 7 = 068 (P = 0.49)

3.7.3 50 mg acitretin

Lassus 1987 2 18 1 18 100.0%
Subtotal (95% C1) 18 19 100.0%
Total events 2 1

Heterogeneity: Mot applicable
Testforoverall effect: 2 =063 (P =053

Testfor subgroup differences Chif= 000, df= 2 (P=1.00), IF= 0%

Figure 230:

Acitretin Placebo

Study or Subgroup Events Total

Increased triglycerides at 6 months

Events Total Weight

11[0.21, 21.22]
11

2.
211 [0.21, 21.32]

2.241[0.22 22.51]

2.24 [0.22, 22.51]

211 [0.21, 21.37]
2,11 [0.21, 21.32]

Risk Ratio

M-H, Fixed, 95% CI

—
B —
T

D102 08 1 2 5 10
Favours acitretin Favours placeho

Risk Ratio
M-H, Fixed, 95% CI

3.8.1 10 mg acitretin

Lassus 1987 1 16 1
Subtotal (95% Cl) 16
Total events 1 1

Heterogeneity: Mot applicahle
Testforoverall effect: 2 =013 (P =0.90)

3.8.2 25 myg acitretin

Lassus 1987 1 15 1
Subtotal (95% C1) 15
Total events 1 1

Heterogeneity: Mot applicable
Testforoverall effect: £ =017 (P = 0.86)

3.8.3 50 myg acitretin

Lassus 1987 a 15 1
Subtotal (95% CI) 15
Total events a 1

Heterogeneity: Mot applicahle
Testforoverall effect: £ =045 (F = 0.48)

Test for subgroup differences; Chi*= 0,33, df= 2 (F = 0.85), 7= 0%

19
19

19
19

19
19

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%
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1.19[0.08 17.51]
1.19 [0.08, 17.51]

1.27[0.09,18.63]
1.27 [0.09, 18.62]

0.42[0.02, 9.54]
0.42 [0.02, 9.55]

-

+

-

+

———

0102 05 10 2 5 10
Favours acitretin - Favours placebo
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Figure 231: Increased liver enzymes at 8 weeks

Acitretin Placebo Risk Ratio Risk Ratio
Study or Sub group Events Total Ewvents Total Weight M-H, Fixed, 95% I M-H, Fixed, 95% CI

3.9.1 10 mg acitretin
Lassus 1987 2 18 ] 19 100.0% 526027, 102E6] ﬁ
Subtotal (35% CI 18 19 100.0% 526 [0.27, 102.66]

Total events 2 a

Heterogeneity: Mot applicable
Testforoverall effect Z=110(F=0.27)

oio0z 05 1 2 g 10
Fawours acitretin - Favours placebo

Test for subgroup difference s Mot applicable

Figure 232: Increased liver enzymes at 6 months

Favours acitretin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight I-H, Fixed, 95% CI M-H. Fixed, 95% CI

3.10.1 10 myg acitretin

Lassus 1987 1 16 0 18 100.0% 3.53[015, 81.11] l 4
Subtotal (95% CI) 16 19 100.0% 3.53 [0.15, 81.11]
Total events 1 ]

Heterogeneity . Mot applicahle
Test for overall effect 2 =079 (F = 0.43)

3.10.2 25 myg acitretin

Lassus 1987 3 15 0 19 1000% B.75[0.49, 157 34] —ﬁ
Subtotal (95% CI) 15 19 100.0% 8.75[0.49, 157.34] ———

Total events 3 a

Heterageneity: Mot applicable

Test for overall effect 2 =147 (F=0.14)

3.10.3 50 myg acitretin

Lassus 1987 2 15 ] 19 1000% 6.25[0.32 121.14]
Subtotal (95% CI) 15 19 100.0% 6.25[0.32, 121.14] ——
Tatal events 2 a

Heterageneity: Mot applicable
Test for overall effect, £=1.21 (P =0.23)

0102 05 : 510
Favours acitretin Favours placeho

Test for subgroup diferences: ChR= 018, df= 2 (P =092}, = 0%
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Figure 233:

Favours acitretin

Increased cholesterol at 8 weeks

Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
3.11.1 10 mg acitretin

Lassus 1987 2 18 3 19 100.0% 0.70[0.13, 3.73] .

Subtotal (95% CI) 18 19 100.0% 0.70 [0.13, 3.73]

Total events 2 3

Heterageneity: Mot applicahle
Test foroverall effect £ =0.41 {F = 0.68)

3.11.2 25 mg acitretin

Lassus 1987 a 17
Subtotal (95% CI) 17
Total events a

Heterageneity: Mot applicahle
Test foroverall effect £ =096 (F = 0.34)

3.11.3 50 mo acitretin

Lassus 1987 3 18
Subtotal (95% CI) 18
Total events 3

Heterogeneity: Mot applicable
Test for overall effect £ =0.07 (F = 0.94)

3 19 100.0%
19 100.0%

3 19 100.0%
19 100.0%

Test for subaroup differences; ChF = 0.88, df = 2 (P = 0.64), F=0%

Figure 234:

Favours acitretin

Increased cholesterol at 6 months

Placebo

1.86[0.52, 6.69]
1.86 [0.52, 6.65]

1.06 [0.24, 4.57]
1.06 [0.24, 4.57]

Risk Ratio

el

B —

0102 05
Favaurs acitretin

2 5 10
Favours placeha

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI
3.12.1 10 mog acitretin

Lassus 1987 2 16 1 19 100.0% 2.38[0.24, 23.84]

Subtotal (95% CI) 16 19 100.0% 2.38 [0.24, 23.84]

Total events 2 1

Heterageneity: Mot applicahle
Test for overall effect £ =0.74 (F = 0.4E6)

3.12.2 25 mg acitretin

Lassus 1987 a 14
Subtotal (95% CI) 15
Total events 1}

Heterogeneity: Mot applicable
Test foroverall effect £ = 0,55 (F = 0.58)

1 19 100.0%
19 100.0%

Test for subgroup differences: Chf= 077, df=1 (P = 0381, F=0%

N

0102 05
Favours aciretin

2 510
Favours placeho

Figure 235: Withdrawal due to toxicity at 6 months
Acitretin (all doses) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lassus 1987 1 57 0 19 100.0% 1.03 [0.04, 24.38] ¢ >
Total (95% CI) 57 19 100.0%  1.03 [0.04, 24.38]
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.98)
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01 02 05
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J.7.4 Increasing vs decreasing acitretin dosing schedule for induction of remission

Figure 236: Cheilitis at 6 weeks

D ecreasing dose  Increasing dose Risk R atio Risk R atio
Studly or Sub group Events Total  Ewvents Total Weight MH, Fixed, $5% CI M-H, Fixed, 35% CI
Berhis 1953 2 2 2 21 100.0% 1.00([0.91,1.09]
Total (95% CI) 21 21 100.0% 1.00 [0.91, 1.09]
Total events el el

o102 05 1 2 5 1
Favours decreasing  Favours increasing

Heterogeneity: Mot applicable
Test for overall effect: £ =0.00 (P =1.00)

Figure 237: Hair loss at 6 weeks

Decreasing dose  Increasing dose Risk R atio Risk R atio
Studdy or Subgroup Events Total Ewvents Total Weight NEH, Fixed, $5% CI M-H. Fixed, $5% CI
Berhis 1959 -] 2 1 21 100.0% §.00 [0.79, 45.63] —
Total (95% CI) 21 21 100.0% 600 [0.79, 45.63] — el
Total events -] 1
Heterogeneity: Mot applicakle t t

01 02 05 1 2 5 10

Test for overall effect: Z=1.73 (F = 0.08) Favours decreasing  Favours increasing

Figure 238: Withdrawal due to toxicity at 6 weeks

Decreasing dose  Increasing dose Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Berbis 1989 2 21 0 20 100.0%  4.77[0.24, 93.67]
Total (95% Cl) 21 20 100.0%  4.77 [0.24, 93.67] ——E
Total events 2 0
Heterogeneity: Not applicable 01 02 05 ) 5 10

Test for overall effect: Z = 1.03 (P = 0.30) Favours decreasing Favours increasing

J.7.5 Increasing vs constant acitretin dosing schedule of induction of remission

Figure 239: Cheilitis at 6 weeks

C onstant Increasing Risk R atio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C1
Berhis 1939 23 23 21 21 100.0% 1.00 [0.92, 1.09]
Total (95% CI) 23 21 100.0% 1.00 [0.92, 1.09]
Total ewents 23 M

010z 05 1 2 510
Favours constant  Favours increasing

Heterogeneity: Mot applicable
Test for overall effect: Z=0.00 (P =1.00)
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Figure 240: Hair loss at 6 weeks
C onstant Increasing Risk R atio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C1
Berhis 1939 2 23 1 21 100.0% 1.83 [0.18, 18.70] 4
Total {95% CI) 23 21 100.0%  1.83[0.18, 18.70] — e
Total events 2 1
?etntarfogeneltyl:l Nfoft atp;fu?_'llfaé:ﬂ; . b1 ok o'z y 1 P
est for overall effect: 2= 0.51 (P = 0.81) Favours constant  Favours increasing
Figure 241: Withdrawal due to toxicity at 6 weeks
Constant dose  Increasing dose Risk Ratio Risk Ratio

Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI IM-H. Fixed, 5% CI

Berkis 1080 3 22 0 20 100.0% 639 [035 116.57] B
Total ($5% CI) 22 20 100.0%  6.3% [0.35, 116.57] —— ]
Total events 3 0

Heterogeneity: Mot applicable 10.1 0.12 III.'S 7 2. SI 10'

Test for overall effect: Z =125 (P =0.21)

J.7.6  Ciclosporin vs placebo for induction of remission

Fawvours constant  Favours increasing

Figure 242: Clear/nearly clear on PGA at 8 weeks
CSA Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.1.1 CSA 3 mg/kg
Ellis 1991 9 25 0 25 100.0% 19.00[1.17, 309.77] i
Subtotal (95% CI) 25 25 100.0% 19.00[1.17, 309.77]
Total events 9 0
Heterogeneity: Not applicable
Test for overall effect: Z = 2.07 (P = 0.04)
7.1.2 CSA 5 mg/kg
Ellis 1991 13 20 0 25 100.0% 33.43[2.11, 530.00] j
Subtotal (95% CI) 20 25 100.0% 33.43[2.11, 530.00]
Total events 13 0
Heterogeneity: Not applicable
Test for overall effect: Z=2.49 (P =0.01)
7.1.3 CSA 7.5 mg/kg
Ellis 1991 12 15 0 25 100.0% 40.63[2.58, 640.10] j
Subtotal (95% CI) 15 25 100.0% 40.63 [2.58, 640.10]
Total events 12 0

Heterogeneity: Not applicable
Test for overall effect: Z =2.63 (P = 0.008)

Test for subaroup differences: Chiz = 0.15, df =2 (P = 0.93), I = 0%
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Figure 243: Clearance at 4 weeks
CSA Placebo Risk Ratio

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

Risk Ratio

M-H, Fixed, 95% CI

7.2.1 CSA 14 mglkg

Ellis 1986 2 11 0 10 100.0% 4.58 [0.25, 85.33]
Subtotal (95% CI) 1 10 100.0%  4.58 [0.25, 85.33]
Total events 2 0

Heterogeneity: Not applicable
Test for overall effect: Z=1.02 (P = 0.31)

Test for subaroup differences: Not applicable

Figure 244: PASI75 at 8-10 weeks

CSA Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

el

001 0.1

10 100

Favours Placebo Favours CSA

Risk Ratio
M-H, Fixed, 95% CI

7.5.1 CSA 1.25 mglkg

Meffert 1997 4 41 2 43 100.0% 2.10[0.41, 10.84]
Subtotal (95% CI) 41 43 100.0% 2.10 [0.41, 10.84]
Total events 4 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)

7.5.2 CSA 2.5-3.0 mglkg

Ellis 1991 7 25 1 25 33.1% 7.00[0.93, 52.80]
Meffert 1997 12 44 2 43  66.9% 5.86 [1.39, 24.67]
Subtotal (95% CI) 69 68 100.0%  6.24[1.94, 20.11]
Total events 19 3

Heterogeneity: Chi? = 0.02, df = 1 (P = 0.89); I = 0%
Test for overall effect: Z = 3.07 (P = 0.002)

7.5.4 CSA 5 mg/kg

Ellis 1991 12 20 1 25 100.0% 15.00[2.13, 105.79]
Subtotal (95% CI) 20 25 100.0% 15.00[2.13, 105.79]
Total events 12 1

Heterogeneity: Not applicable
Test for overall effect: Z=2.72 (P = 0.007)

Test for subaroup differences: Chiz = 2.38, df = 2 (P = 0.30), I? = 16.0%

Figure 245: PASI50 at 4-10 weeks

= -

——

001 0.1

10 100

Favours placebo Favours ciclosporin

CSA Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guenther 1951 11 12 1 11 BYE% 10.08[1.54 6585 —l—
van Joost 1988 ] 10 1] 10 32.4% 19.00[1.25, 287.92] - =
Total {95% CI) 22 21 100.0% 12,97 [2.77, 60.81] -
Tatal events 20 1
Heterogeneity: Chi*= 0.14, df=1 (P = 0.700; IF= 0% ilil 0 IZI=1 ] 150 1DD=

Test for overall effect: Z= 3.25 (P = 0.001)
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Figure 246: Percentage change in PASI at 10 weeks

CSA Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.3.1 CSA 1.25 mg/kg/day
Meffert 1997 272 346 40 5.9 36.1 39 100.0% 21.30[5.70, 36.90] t
Subtotal (95% ClI) 40 39 100.0% 21.30 [5.70, 36.90]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.68 (P = 0.007)
7.3.2 CSA 2.5 mg/kg/day
Meffert 1997 51 30.9 41 59 36.1 39 100.0% 45.10[30.34, 59.86] t
Subtotal (95% ClI) 41 39 100.0% 45.10 [30.34, 59.86]
Heterogeneity: Not applicable
Test for overall effect: Z = 5.99 (P < 0.00001)

50 -25 0 25 50

Test for subaroup differences: Chi? = 4.72, df = 1 (P = 0.03). 1> = 78.8%

Figure 247: Hypertension at 8-10 weeks

Favours placebo Favours CSA

CSA Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ellis 1925 ki 11 ki 10 93.4% 091 [0.50,1.668]
Guenther 1991 2 12 a " G 5% 482 [0.25 86.72] »
Total (95% CI 23 21 100.0% 115 [0.61, 2.17] —=anin.--
Total events =] 7
Heterogeneity: Chif=1.46, df=1 (P=023); F=31% f ; f f t {
Test for averall effect £ =044 (F=0.66) 01 Eéﬁourg.gs,ﬂx Favﬁurs plgcellou
Figure 248: Decrease in glomerular filtration rate at 8 weeks
CSA Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.8.2 CSA 3 mg/kg
Ellis 1991 4 12 0 9 100.0% 6.92[0.42, 114.19] l >
Subtotal (95% Cl) 12 9 100.0% 6.92[0.42, 114.19] —
Total events 4 0
Heterogeneity: Not applicable
Test for overall effect: Z=1.35 (P =0.18)
7.8.3 CSA 5 mg/kg
Ellis 1991 5 10 0 9 100.0% 10.00 [0.63, 158.87] l >
Subtotal (95% CI) 10 9 100.0% 10.00 [0.63, 158.87] —
Total events 5 0
Heterogeneity: Not applicable
Test for overall effect: Z=1.63 (P = 0.10)
7.8.4 CSA 7.5 mg/kg
Ellis 1991 9 12 0 9 100.0% 14.62[0.96, 222.24] i
Subtotal (95% Cl) 12 9 100.0% 14.62[0.96, 222.24]
Total events 9 0

Heterogeneity: Not applicable
Test for overall effect: Z=1.93 (P = 0.05)

0.01 0.1 10 100
Favours CSA Favours placebo

Test for subaroup differences: Chiz = 0.14, df =2 (P = 0.93), I? = 0%
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Figure 250:

Ciclosporin dosage comparisons for induction of remission

Figure 249: PASI75 at 12-36 weeks
CSA low dose CSA high dose Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.1.1 CSA 1.25 starting dose vs 2.5 mg/kg starting dose
Christophers 1992 68 109 78 108 100.0% 0.86 [0.72, 1.04]
Subtotal (95% CI) 109 108 100.0% 0.86 [0.72, 1.04]
Total events 68 78
Heterogeneity: Not applicable
Test for overall effect: Z=1.54 (P =0.12)
8.1.2 CSA 2.5 vs 5.0 mg/kg
Laburte 1994 57 119 117 132 100.0% 0.54 [0.44, 0.66] !
Subtotal (95% ClI) 119 132 100.0% 0.54 [0.44, 0.66]
Total events 57 117

Heterogeneity: Not applicable
Test for overall effect: Z =6.12 (P < 0.00001)

Test for subaroup differences: Chi2 = 11.45, df = 1 (P = 0.0007), 1> = 91.3%

CSA 1.25 ma kg CSA 25ma’kg

Elevated creatinine at 12-36 weeks

Risk Ratio

0102 05 2 5 10
Favours high dose  Favours low dose

Risk Ratio

Study or Subgroup Events Total Ewvents Total Weight  M-H, Fixed, 5% CI M-H, Fixed, 95% CI
8.21 CSA .25 mgkgvs CSA 2.5 mg kg

Christophers 1292 1 109 q 163 1000% 019 [0.02 1.45] t—
Subtotal (95% Cl) 109 183 100.0% 0.19 [0.02, 1.45] =
Tatal events 1 9

Heterogeneity: Mot applicable

Test for awerall effect Z=160 (P =0.11)

8.2.2 CSA 2.5 mig kg vs CSA 5 mgkg

Christophers 1992 g 183 3 B0 100.0% 0.37 [0.15, 0.91] i
Subtotal (95% Cl) 183 60 100.0% 0.37 [0.15, 0.91]

Total events 9 =3

Heterogeneity: Mot applicable
Test for awerall effect Z=216 (P =0.03)

Test for subgroup diferences: Chi®= 0.35, df=1 (P= 055, F=0%

Figure 251: Hypertension at 12-36 weeks
Experimental Control
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

1 1 1 1 1 ]
0102 0s 2 5 10
Favours low dose  Favours high dose

Risk Ratio
M-H, Fixed, 95% CI

83 1CSA 125 my'kgvs CSA 25mo kg

Christophers 1992 12 108 3| 183 100.0%
Subtotal (95% CI) 109 183 100.0%
Total events 12 ]

Heterogeneity: Mot applic able

Test for averall effect £= 2.06 (F = 0.04)

8.3.2CS8A 25 mg/kag vs CSA S ma kg

Christophers 1992 Kt 183 16 GO 100.0%
Subtotal (95% CI) 183 60 100.0%
Total events KL 16

Heterogenaity: Mot applic able
Test for averall effect 2= 097 (F = 0.23)

Test for subgroup differences: Chi=0.81,df=1 (P = 0.34), F=0%
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0.53 [0.29, 0.97]
0.53[0.29, 0.97]

0.78 [0.47,1.29]
0.78[0.47, 1.29]
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01 02

05 1 2 5 10
Favaurs low dose  Favours high dose
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Figure 252: Elevated uric acid at 12-36 weeks
Experimental Control
Study or Subgroup Events Total Events Total Weight

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

8.41CSA 1.25 my'kg vs CSA 25 mo kg

Christophers 1992 21 109 Al 183 100.0%
Subtotal {95% CI) 109 183  100.0%
Total events 21 a1

Heterogeneity: Mot applic able

Test for overall effect Z=1681 (F=0.11)

8.4.2CSA 2.5 mg'kg vs CSA 5 mg'ko

Christophers 1992 a1 183 26 GO 100.0%
Subtotal (25% CI) 183 60 100.0%
Total events a1 i3]

Heterogeneity: Mot applicable
Test for overall effect £= 233 (F = 0.02)

Test for subgroup differences: Chi*=0.06,df=1 (P = 0.81), F=0%

0.69 [0.44, 1.08]
0.69 [0.44, 1.08]

0.64 [0.44, 0.93]
0.64[0.44, 0.93]

™

01 02

J.7.8 Ciclosporin vs placebo for maintenance of remission

05 1 2 5
Favours low dose

10
Fawaours high dose

Figure 253: PASI75 at 24 weeks
CSA 5 mo/kay/day Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Colombo 2010 a5 127 33 B2 100.0% 1.26 [0.57, 1.64]
Total (95% CI) 127 62 100.0% 1.26 [0.97, 1.64]
Total events a5 33
Heterogeneity: Mot applic able f t f T t f {
Test for averall effect £=1.70(F = 0.0&) I-Péu:rnuﬁfs Plauégbn ! Favgurs CSSA 1o
Figure 254: Final PASI at 24 weeks
CSA 5 mokg/day Placebo Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Colombo 2010 T.3 84 127 8.8 88 G2 100.0% -1.80 [F4.14,1.14]
Total (95% CI) 127 62 100.0% -1.50[-4.14, 1.14]
Heterogeneity: Mat applicatle } | | } }
Test for averall effect: Z=1.11 (P = 0.27) K 0 1 20

Favaurs CEA  Favours Placeho

Figure 255: Maintaining at least mild psoriasis after indiction of PASI75 at 12 weeks
CSA Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Thaci 2002 14 31 5 22 100.0% 1.99[0.84, 4.71] .
Total (95% CI) 31 22 100.0% 1.99 [0.84, 4.71] el
Total events 14 5
Heterogeneity: Not applicable -0_1 012 0:5 5 é 10-

Test for overall effect: Z=1.56 (P = 0.12)
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Figure 256: Time to relapse at 12-24 weeks

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
9.9.1 — CSA three-times weekly
Thaci 2002 -0.8 0.31 100.0% 0.45[0.24, 0.82] t
Subtotal (95% CI) 100.0% 0.45[0.24, 0.82]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.58 (P = 0.010)

9.9.2 — CSA 3mg/kg/day

Shupack 1997 -1.19 0.24 100.0% 0.30[0.19, 0.49] t
Subtotal (95% CI) 100.0% 0.30 [0.19, 0.49]
Heterogeneity: Not applicable

Test for overall effect: Z = 4.96 (P < 0.00001)

T T T 1
0.1 0.2 0.5 1 2 5 10
Favours CSA Favours placebo

Test for subaroup differences: Chi2 = 0.99, df =1 (P = 0.32), 2= 0%

Figure 257: Mean time to relapse at 4 months
CSA Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI1 IV, Fixed, 95% CI
11.5.2 CSA 1.5 mygkgiday
Ellis 1885 9 447 20 T 447 20 1000% Z2.00[0.77 477]
Subtotal (95% CI) 20 20 100.0% 2,00 [-0.77, 4.77]

Heterogeneity: Mot applicable
Test for overall effect: Z=1.41 (F =016

11.5.3 CSA 3 mgkgiday

Ellis 1995 12 458 21 7447 20 100.0%  5.00[223 7.77] !
Subtotal (95% CI) 21 20 100.0%  5.00[2.23,7.77]
Heterogeneity: Mot applicable
Test for overall effect: 2= 3.54 (F = 0.0004)
20 10 0 10 20
. . Favours Placebo  Fawours CSA
Test for subgroup differences: Chi®= 224, df=1 (P = 013), I*= 55.6%
Figure 258: Relapse rate at 4 months
Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.10.1 CSA 1.5 mg/kg/day
Ellis 1995 14 20 18 20 100.0% 0.78 [0.56, 1.07] !'
Subtotal (95% CI) 20 20 100.0% 0.78 [0.56, 1.07] +
Total events 14 18
Heterogeneity: Not applicable
Test for overall effect: Z=1.53 (P = 0.13)
9.10.2 CSA 3 mg/kg/day
Ellis 1995 8 21 18 20 100.0% 0.42[0.24, 0.74] i
Subtotal (95% CI) 21 20 100.0% 0.42 [0.24, 0.74]
Total events 8 18
Heterogeneity: Not applicable
Test for overall effect: Z=2.99 (P = 0.003)
0102 05 2 5 10

. . Favours ciclosporin  Favours placebo
Test for subaroup differences: Chi? = 3.37, df = 1 (P = 0.07). 1> =70.3%
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Figure 259: Relapse rate at 24 weeks - weekend only dosing
Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Colombo 2010 42 127 29 62 100.0% 0.71[0.49, 1.02]
Total (95% CI) 127 62 100.0% 0.71 [0.49, 1.02] L
Total events 42 29
Heterogeneity: Not applicable 01 02 05 5 : 10

Test for overall effect: Z=1.87 (P = 0.06)

Favours ciclosporin

Favours placebo

Figure 260: Withdrawal due to toxicity at 24 weeks

CSA 5 mo/ky/day Placebo Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H,Fixed, 95% CI M-H, Fixed, 95% CI
Calambo 2010 a8 160 2 79 100.0% 1.98 [0.43, 9.08]

Total {95% CI) 160 79 100.0% 1.97 [0.43, 9.08] — e -
Total events a8 2

Heterogenaity: Mot applic able 0102 0 5 t 10

Test for averall effect £= 087 (F = 0.28)

Favaurs C5A Favours Placeho

Figure 261: Severe adverse events at 24 weeks
CSA Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight NM-H, Fixed, 95% CI M-H, Fixed, 95% (I
Caolombo 2010 1 160 ] 78 100.0% 1.49 [0.05,36.18] + »
Total (95% CI 160 79 100.0% 149 [0.06, 36.19] ————————
Total events 1 a
Heterogeneity: Mot applicable b.1 D.'2 D.'E 2| é 1D'

Testfor overall effect £2=025 (FP=0.81)

Favours 54 Favours Placeho

Figure 262: Elevated serum creatinine at 12 weeks
Experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Colombo 2010 g 160 3 79 100.0% 1.32 [0.36, 4.83]
Total {95% CI) 160 7 100.0% 1.32 [0.36, 4.83] ——enull——
Total events g 3
Heterogeneity: Mot applicable -0_1 D.'E D.'S ﬁ 5' 1D'

Testforoverall effect: £=0.42 (P = 0.68)
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Intermittent (abrupt cessation) vs continuous ciclosporin for maintenance of remission

Figure 263:

Clear/nearly clear (PASI90) at 9 months

Risk Ratio
M-H, Fixed, 95% CI

Total (95% CI)

Continuous Intermittant Risk Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% CI
Chaidemenos 2007 14 24 4 21 100.0% 3.06[1.19, 7.87]
24 21 100.0% 3.06 [1.19, 7.87]
14 4

Total events

Heterogeneity . Mot applicable
Test for averall effect: 2= 232 (F =0.02)

Figure 264:

L L L
01 02 o5

Favours intermittant

2 5 10
Favours continuous

Risk Ratio
M-H, Fixed, 95% CI

Total (95% CI}
Total events
Heterogeneity . Mot

PASI75 at 9 months
Continuous Intermittant Risk Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% CI
Chaidemenos 2007 22 24 13 21 100.0% 1.481[1.04, 212]
24 21 100.0% 1.48 [1.04, 2.12]
22 13

applicable

Test for averall effect: 2= 216 (F = 0.03)

Figure 265:

Study or Subgrou

PASI50 at 9 months

1 1 1
01 02 05
Favours intermittant

-
:

]
5 10
Favours continuous

Risk Ratio
M-H. Fixed, 95% CI

Total (95% CI}
Total events
Heterogeneity: Mot

Continuous Intermittant Risk Ratio
1] Ewvents  Total Events  Total Weiglt  M-H, Fixed, 95% CI
Chaidemenos 2007 23 24 20 21 100.0% 1.01 [0.89, 1.14]
24 21 100.0% 1.01[0.89, 1.14]
23 20

applicable

Test far averall effect: 2= 010 (F = 0.92)

Figure 266:

Study or Subgro

1
01 02 05
Favours intermittant

Time to relapse after a maximum follow-up of 1 year

Hazard Ratio
up  log[Hazard Ratioc] SE Weight IV, Fixed, 95% CI

1

T T :
2 5 10
Favours continuous

Hazard Ratio
I, Fixed, 95% Cl

Ho19589

Total (95% CI)

Heterageneity: Mot applicable b
Test for overall effect: Z=217 (P =0.03)

Figure 267:

Study or Subgrouyg

-026 012 1000% 077 [0D61,058)

1000% 077 [0.61, 0.98]

Increased serum creatinine at 9 months

o1 02 05
Favours continuous

>
1

p) 5 10

Favours intermitent

Risk Ratio
M-H. Fixed. 95% CI

Chaidemenos 2007

Total (95% CIl)
Total events

Continuous Intermittant Risk Ratio
3 Events Total Events Total Weight M-H, Fixed, 95% CI
2 24 2 21 100.0% 0.55[0.13, 5.68]
24 21 100.0% 0.88 [0.13, 5.68]
2 2

Heterogeneity: Mot applicable
Test for averall effect: 2= 014 (F = 0.589)
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1
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Favours continuous

T
1

]
2 s 10
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Figure 268: Hypertension at 9 months
Continuous Intermittant Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weiglht M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Chaidermenos 2007 1 24 ] 21 100.0% 264 011, B1.54] *
Total (95% CIj 24 21 100.0%  2.64 [0.11, 61.54] ]
Total events 1 0

[ . I | | 1 | |
Heterogeneity: Mot applicable ID.1 0!2 D!S 21 é 1DI

Test for averall effect: 2= 060 (F = 0.53)

J.7.8.2

Figure 269: % change in PASI at 48 months

Intermittent Continuous Mean Difference

Favours continuous  Favours intermittent

Intermittent (taper to cessation) vs continuous ciclosporin for maintenance of remission

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI

Ozawa 1999 71.26 5.27 20 61.96 4.8 17 100.0% 9.30[6.05, 12.55]

Total (95% ClI) 20 17 100.0% 9.30 [6.05, 12.55] <@
Heterogeneity: Not applicable 20 20 s 5 25

Test for overall effect: Z = 5.61 (P < 0.00001)

Figure 270: Final PASI at 48 months

Intermittent Continuous Mean D ifference

Favours continuous  Favours intermittent

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% Cl IV, Fixed, 95% CI

Oht=suki 2003 958 2.22 16 603 0485 15 100.0% 356 [237,4.75]

Total ($5% CI) 16 15 100.0%  3.56 [2.37,4.75] i
Heterogeneity: Mot applicable -_1 0 5 o 5 10-

Tes for overall effect: £ = 5.87 (P = 0.00001)

Favours intermittent  Favours continuous

Figure 271: Withdrawal due to toxicity at 48 months
Intermittent Continuous Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ozawa 1999 2 33 1 35 100.0%  2.12[0.20, 22.31] >
Total (95% CI) 33 35 100.0% 2.12[0.20, 22.31] e —
Total events 2 1
Heterogeneity: Not applicable 01 02 0’5 ) : 10

Test for overall effect: Z = 0.63 (P = 0.53)

Favours intermittent Favours continuous

Figure 272: Hypertension at 1 year
Intermittent Continuous Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Crhtsulki 2003 10 E1 -] g1 100.0% 1.67 [0.65, 4.30] —
Total {95% CI) 61 61 100.0% 1.67 [0.65, 4.30] —--—
Total events 10 -]

. . I | Il Il | ]
Heterogeneity: Mot applicable 'D.'I D.I2 D.'S 1 21 é 1D'

Test for overall effect: £ = 1.06 (P = 0.29)
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Figure 273: Increased creatinine at 1 year

Intermittent Continuous Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Crhtsuki 2003 3 E1 2 g1 100.0% 1.50[0.26, §.66]

Total (95% Cl) 61 61 100.0% 1.50 [0.26, 8.66]

Total events 3 2

Heterogeneity: Mot applicable
Test for overall effect: £ = 0,45 (P = 0.65)

Figure 274: Hyperuricaemia at 1 year

Intermittent Conmtinuous Risk Ratio

I 1
01 0.2
Favours interrmittent

T T T T I
0.5 1 2 % 10

Favours continuous

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Crhtsuki 2003 5 E1 3 g1 100.0% 2.001[0.52, 7.64]
Total (95% Cl) 61 61 100.0% 2,00 [0.52, 7.64] ——*——
Total events = ]

. . I | Il Il | ]
Heterogeneity: Mot applicable 'D.‘I D.IQ D.'S 1 21 SI 1D'

Test for overall effect: Z=1.01 (P = 0.3

Figure 275: Increased liver enzymes at 1 year

Intermittent Continuous Risk Ratio

Favours interrmittent

Favours continuous

Risk Ratio

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

Crhtsuki 2003 3 E1 1] g1 100.0%  7.00[0.37, 132.70] F
Total (95% CI &1 61 100.0%  7.00 [0.37, 132.70] — et
Total events 3 1]

Heterogeneity : Mot applicable IEI.1 0.12 D!S ] ﬁ é 1E|'

Test for overall effect: Z=1.30(P =0.18)

J.7.9 Ciclosporin dosage comparisons for maintenance of remission

Figure 276: Severe adverse events at 18 months

CSA 2.5 mukgday CSA S mgka/day Risk Ratio

Farvours intermittent

Favours continuous

Risk Ratio

Study or Subgroup Events Total Events Total Weight NM-H, Fixed, $5% CI MHH, Fixed, 95% CI

Laburte 1994 2 119 17 132 100.0% 0.13 [0.03, 0.55]

Total (95% CI) 1% 132 100.0% 0.13 [0.03. 0.55] IHE———

Total events 2 17

Heterogeneity: Mot applicable '0_1 sz EI.IS 1 2 5 1E|'

Test for overall effedt: 7= 276 (P = 0.008)

Figure 277: Hypertension at 18 months

CSA 2.5 mukgday CSA S mgka/day Risk Ratio

Favours lowdose  Favours high dose

Risk Ratio

Study or Subgroup Events Total Events Total Weight NM-H, Fixed, $5% CI MHH, Fixed, 95% CI
Laburte 1994 17 119 20 132 100.0% 0.94 [0.52,1.71]

Total (95% CI) 119 132 100.0% 0.94 [0.52,1.T1]

Total events 17 20

Heterogeneity: Mot applicable
Test for overalleffedt: Z=019(F =04335)
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Figure 278:

Elevated uric acid at 18 months

CSA 2.5 mukgday CSA S mgka/day

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, $5% CI IEH, Fixed, 95% CI

Laburte 1994 E 118 g 132 100 .0% 0.69 [0.23, 2.06]

Total (5% CI) 1% 132 100.0% 0.69 [0.23, 2.06]

Total events E g

Heterogeneity: Mot applicable ; f t y f t 1
o102 os A1 2 5 10

Test for overall effect: I = 0.66 (P = 0.51) Favours lowdose  Favours high dose

Figure 279: Elevated creatinine at 18 months
CSA 25 mglgiday  CSA 5 mglayday Risk Ratio RiskRatio

Study or Subgroup Evemis Total Events Total Weight RMHH, Fixed, 35% CI M-H, Fixed, 95% CI

Laburte 1994 26 1149 T2 132 100.0% 0.40 [0.27,0.57]

Total (95% CI) 119 132 100.0% 0.40 [0.27, 0.57] sl

Total events 26 Fis]

Heterageneity: Not applicabla '0.1 D.I2 D.Iﬁ H 2' 5' 10'

Test for overall effect: £ =4.88 (P = 0.00001)

J.7.9.1

Favours lowm dose

F avours favours high dm

Ciclosporin vs placebo for induction of remission in palmoplantar pustulosis

Figure 280: Improvement at 4 weeks
Ciclosporin Placebho Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Erkko 1898 13 v B 31 58.3% 2.4911.10, 5.64] — i
Reitamo 1993 17 19 4 19 $N7% 4.25 [1.76, 10.29] —
Total (95% C1) 46 50 100.0% 3.22[1.78, 5.85] -~~eane-
Total ewents 30 10
Heterogeneity: Chif= 0.76, df =1 (P = 0.38); 1= 0% f f t f f {
Lo v 0.1 0.2 0.4 2 5 10
Test for overall effect: £= 385 (P = 0.0001) Favours placeho  Favours ciclosporin
Figure 281: Hypertension at 1 month
Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI
Erkka 1958 1 7 1] 31 100.0% 3.43[0.15, 80.87]
Total (95% CI) 27 31 100.0% 3.43 [0.15, 80.83] — e ——
Total events 1 0
Heterageneity: Mot applicable ; + t |
iy _ 0.0 01 1 10 100
Test for overall effect: 2= 076 (P = 0.44) Favours ciclosporin Favours placeho
Figure 282: Hypertension at 12 months
Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Erkkao 1998 7 27 a 31 100.0% 17.14[1.02, 286.86]
Total (95% CI) 27 31 100.0% 17.14 [1.02, 286.86] e —
Total events 7 1}
Heterogeneity: Mot applicable f f p {
o _ 0.0 IN] 1 10 100
Test for overall effect Z =1.98 (P = 0.05) Favours ciclosporin Favours placebo
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Figure 283: Increased serum creatinine at 12 months

Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Erkko 1998 2 27 0 31 100.0% 5.71[0.29, 114.05] >
Total (95% CI) 27 31 100.0% 5.71[0.29, 114.05] ’
Total events 2 0
L 1 1 ]

Heterogeneity: Not applicable T T T 1

9 Y PP 0.01 0.1 1 10 100
Test for overall effect: Z = 1.14 (P = 0.25) . .

Favours ciclosporin Favours placebo

Figure 284: Improvement (open phase)

Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Reitarno 1993 10 14 10 14 1000% 1.00[0.63,160]
Total (95% Cl) 14 14 100.0% 1.00 [0.63, 1.60]
Total events 10 10
Heterogenaity: Mot applicable ; f f T J f |
. _ 0102 e 1 2 5 10
Test for overall effect: £ =0.00 (F = 1.00) Favours placebo  Favours ciclosporin

Figure 285: Relapse rate (open phase)

Ciclosporin Placebo Risk Ratio Risk R atio
Study or Subgroup  Ewvents  Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Reitarno 1993 a 19 2 13 1000% 0.14[0.01,270]
Total (95% CI) 19 13 1000% 014 [0.01,2.70] [ ——
Total events a 2
Heterogenaity: Mot applicable f f f f f i
. _ 0102 0.5 2 5 10
Test for overall effect: 2=1.30 (P =013) Favoursciclosporin . Favours placebo

Figure 286: Relapse rate (withdrawal phase)

Ciclosporin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Ewvents  Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Reitarno 1993 B 10 g 12 1000% 0.90[0.47,172]
Total (95% Cl) 10 12 100.0% 0.90 [0.47,1.72]
Total events & g
Heterogeneity: Mot applicable T oE 1 3 T

Test for overall effect: Z=0.32 (P=075) Fawours ciclosp orin
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Figure 287:

Study
Paramsothy 1988

Figure 288:

Study
Geronemus 1982
McHenry 1992
Mitchell 1987

Figure 289:

Study
Coulson 1987

Gamma-glutamyl transferase vs biopsy

TP FP FN TN Sensitivity Specificity Sensitivity Specificity
2 3 4 5 033[0.040.78] 063[0.24,091] —( ™ —p/— ,, ,— @
0 020406081 0020406081

Liver scintigraphy vs biopsy

TP FP FN TN Sensitivity Specificity Sensitivity Specificity

4 6 3 11 0.57[0.18,0.90] 0.65[0.38, 0.86] - & - &
5 15 1 66 0.83[0.36,1.00] 0.81[0.71,0.89] - & —=
6 10 6 27 0.50[0.21,0.79] 0.73[0.56, 0.86] A r— .

0 0204060810 02040608 1

Ultrasound vs biopsy

TP FP FN TN Sensitivity Specificity Sensitivity Specificity
5 0 21 28 0.19[0.07,0.39] 1.00[0.88, 1.00] —®&— —=
Coulson 1987 - portal 5 0 15 34 0.25[0.09, 0.49] 1.00 [0.90, 1.00] — —=
0 5 12 32 0.00[0.00,0.26] 0.86[0.71, 0.95] IF—. =

Mitchell 1987

Note: all of the

0 0204060810 02040608 1

Coulson data are from the same population

Figure 290: PIIINP vs biopsy
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Boffa 1996 17 24 4 42 0.81[0.58,0.95] 0.64[0.51, 0.75] — —
Maurice 2005 15 49 9 102 0.63[0.41,0.81] 0.68[0.59, 0.75] — -
Risteli 1988/Zachariae 89 19 1 6 46 0.76[0.55,0.91] 0.98[0.89, 1.00] — & —a
Zachariae 2001 4 2 0 63 100[040,1.00] 097[0.89,100] —p——® ., ., . . -
0 020406081 0020406081
Figure 291: Fibrotest vs biopsy
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Berends 2007 5 7 1 11 083[0.36,1.00] 0.61[0.36,083] ,  F—— @&~  -——@—+
0 020406081 0020406081
Figure 292: Fibroscan vs biopsy
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Berends 2007 2 2 2 14 050[0.07,0.93] 0.88[0.62,0.98] —/— & ——— —

0 0204060810 02040608 1

Note: there is uncertainty about the accuracy of the values for TP, FP, FN and TN for this test
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Sequencing of biologic therapy

The majority of the data presented in the forest plots below are derived from observational studies

and must be interpreted with caution. Note also that all observational study data have been
considered individually and the forest plots do not represent combined data from multiple studies.

Previous biologic vs no previous biologic
Etanercept

Figure 293:

Previous biologic  Biologic naive

Clear/nearly clear (PASI 90) at week 12

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 4 27 76 319 100.0% 0.62[0.25, 1.57] —
Total (95% ClI) 27 319 100.0% 0.62 [0.25, 1.57]

Total events 4 76

Heterogeneity: Not applicable
Test for overall effect: Z=1.01 (P =0.31)

01 02

05 1

2 5 10

Favours biologic naive Favours previous biologic

Figure 294: Clear/nearly clear (PGA) at week 12
Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 10 27 159 319 100.0% 0.74[0.45, 1.23]
Total (95% CI) 27 319 100.0% 0.74 [0.45, 1.23]
Total events 10 159

Heterogeneity: Not applicable
Test for overall effect: Z=1.15 (P = 0.25)

Figure 295: PASI75 (week 12)

01 02

05 1

2 5 10

Favours biologic naive  Favours previous biologic

Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Psoriasis
Mazzotta 2009 8 26 43 98 47.9% 0.701[0.38, 1.30] —
Subtotal (95% Cl) 26 98 47.9% 0.70 [0.38, 1.30] —~l—
Total events 8 43
Heterogeneity: Not applicable
Test for overall effect: Z=1.12 (P = 0.26)
1.2.2 Psoriatic arthritis
Mazzotta 2009 11 30 36 80 52.1% 0.81[0.48, 1.38] —
Subtotal (95% Cl) 30 80 52.1% 0.81 [0.48, 1.38] i
Total events 1 36
Heterogeneity: Not applicable
Test for overall effect: Z = 0.76 (P = 0.45)
Total (95% Cl) 56 178 100.0% 0.76 [0.51, 1.14] P
Total events 19 79
Heterogeneity: Chiz=0.13, df =1 (P = 0.72); 2= 0% :o y 0=2 0=5 2 5 10=

Test for overall effect: Z=1.33 (P = 0.18)
Test for subaroup differences: Chiz2=0.13, df =1 (P = 0.72), I? = 0%

Figure 296: PASI75 (week 12)

Previous biologic  Biologic naive

Favours biologic naive Favours previous biologic

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 10 27 186 319 100.0% 0.64 [0.39, 1.05] —-—

Total (95% Cl) 27 319 100.0% 0.64 [0.39, 1.05] e

Total events 10 186

Heterogeneity: Not applicable
Test for overall effect: Z=1.78 (P = 0.08)
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Figure 297:

PASI75 at week 24

Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.10.1 Psoriasis
Mazzotta 2009 17 26 74 98 49.1% 0.87 [0.64, 1.17] —
Subtotal (95% Cl) 26 98 49.1% 0.87 [0.64, 1.17] -
Total events 17 74
Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
1.10.2 Psoriatic arthritis
Mazzotta 2009 9 30 59 80 50.9% 0.41[0.23,0.71] —a—
Subtotal (95% CI) 30 80 50.9% 0.41[0.23, 0.71] i
Total events 9 59
Heterogeneity: Not applicable
Test for overall effect: Z = 3.14 (P = 0.002)
Total (95% CI) 56 178 100.0%  0.63[0.47, 0.84] o
Total events 26 133
Heterogeneity: Chi2 = 6.55, df = 1 (P = 0.01); I = 85% 50_1 05_2 0?5 é é 10’

Test for overall effect: Z = 3.13 (P = 0.002)

Test for subaroup differences: Chi? = 5.39. df = 1 (P = 0.02), I = 81.4%

Figure 298:

Previous biologic

PASI50 (week 12)

Biologic naive

Risk Ratio

Favours biologic naive Favours previous biologic

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 Psoriasis

Mazzotta 2009 18 26 79 98 53.4% 0.86 [0.65, 1.13] —
Subtotal (95% CI) 26 98 53.4% 0.86 [0.65, 1.13] L _d

Total events 18 79

Heterogeneity: Not applicable

Test for overall effect: Z = 1.09 (P = 0.28)

1.5.2 Psoriatic arthritis

Mazzotta 2009 18 30 53 80 46.6% 0.91[0.65, 1.26] i
Subtotal (95% CI) 30 80 46.6% 0.91 [0.65, 1.26]

Total events 18 53

Heterogeneity: Not applicable

Test for overall effect: Z = 0.59 (P = 0.56)

Total (95% Cl) 56 178 100.0% 0.88 [0.71, 1.09]

Total events 36 132 ﬂ . .

Heterogeneity: Chi? = 0.06, df =1 (P =0.81); I?= 0%

Test for overall effect: Z=1.17 (P = 0.24)

Test for subaroup differences: Chiz = 0.06, df =1 (P = 0.81), 2= 0%

Figure 299:

Previous biologic

PASI50 (week 12)

Biologic naive

Risk Ratio

01 02 05 1 2 5 10
Favours biologic naive Favours previous biologic

Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 20 27 265 319 100.0% 0.89[0.71, 1.12]

Total (95% CI) 27 319 100.0% 0.89 [0.71, 1.12]

Total events 20 265

Heterogeneity: Not applicable
Test for overall effect: Z =0.98 (P = 0.33)
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Figure 300: PASI 50 (week 24)

Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.6.1 Psoriasis
Mazzotta 2009 18 26 88 98 47.8% 0.77 [0.59, 1.00] —
Subtotal (95% CI) 26 98 47.8%  0.77[0.59, 1.00] o
Total events 18 88

Heterogeneity: Not applicable
Test for overall effect: Z = 1.93 (P = 0.05)

1.6.2 Psoriatic arthritis

Mazzotta 2009 14 30 74 80 52.2% 0.50 [0.34, 0.74] —i—
Subtotal (95% Cl) 30 80 52.2% 0.50 [0.34, 0.74] P
Total events 14 74

Heterogeneity: Not applicable
Test for overall effect: Z = 3.46 (P = 0.0005)

Total (95% ClI) 56 178 100.0% 0.63 [0.50, 0.79] L 2
Total events 32 162
ity: Chi2 = = = C12= 719 I t t 1 } {
e o "™ XN N I
est for overall effect: Z = 3.94 ( i ) Favours biologic naive Favours previous biologic

Test for subaroup differences: Chi? = 3.14, df = 1 (P = 0.08), I?=68.1%

Figure 301: % improvement in PASI (week 12)

Previous biologic Biologic naive Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
ACCEPT - CFE 65.55 25.87 27 7259 25953 311 100.0% -7.04[-17.22,3.14] I~
Total (95% CI) 27 311 100.0% -7.04 [-17.22, 3.14] e
Heterogeneity: Not applicable ' t v {
o _ -50 -25 0 25 50
Test for overall effect: Z = 1.36 (P = 0.18) Favours biologic naive Favours previous biologic

Figure 302: Final PASI (week 12)

Previous biologic Biologic naive Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
1.15.1 Psoriasis
Mazzotta 2009 5.4 3.8 26 4.9 4 98 35.6% 0.50[-1.16,2.16] e
Subtotal (95% CI) 26 98 35.6% 0.50[-1.16, 2.16] e

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)

1.15.2 Psoriatic arthritis

Mazzotta 2009 2.9 2.6 30 29 37 80 64.4% 0.00[-1.23,1.23] 1

Subtotal (95% Cl) 30 80 64.4% 0.00[-1.23,1.23]

Heterogeneity: Not applicable

Test for overall effect: Z=0.00 (P = 1.00)

Total (95% Cl) 56 178 100.0% 0.18 [-0.81,1.17] ?

Heterogeneity: Chiz = 0.22, df = 1 (P = 0.64); I2= 0% 5_1 0 5 s 5 105
Test for overall effect: Z = 0.35 (P = 0.73) Favours previous biologic ~Favours biologic naive

Test for subaroup differences: Chi? = 0.22, df = 1 (P = 0.64), 1> = 0%
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Figure 303: Final PASI (week 24)

Previous biologic Biologic naive Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.16.1 Psoriasis
Mazzotta 2009 4 4.5 26 28 34 98 26.3% 1.20[-0.66, 3.06] T
Subtotal (95% ClI) 26 98 26.3% 1.20[-0.66, 3.06] -

Heterogeneity: Not applicable
Test for overall effect: Z=1.27 (P = 0.21)

1.16.2 Psoriatic arthritis

Mazzotta 2009 3 29 30 12 18 80 737% 1.80[0.69,2.91] -
Subtotal (95% ClI) 30 80 73.7% 1.80[0.69, 2.91] @
Heterogeneity: Not applicable
Test for overall effect: Z = 3.18 (P = 0.001)
Total (95% CI) 56 178 100.0% 1.64 [0.69, 2.59] <o
Heterogeneity: Chiz = 0.30, df = 1 (P = 0.59); I2= 0% k s 5 s 5 105
Test for overall effec.;t: Z2=338 (P_: 0.0007) Favours previous biologic  Favours biologic naive
Test for subaroup differences: Chi? = 0.30, df = 1 (P = 0.59), 12 = 0%
J.8.1.2 Adalimumab
Figure 304: Clear/nearly clear at 12 months
Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Any previous biologic
Van 2008 31 39 7 10 100.0% 1.14[0.73, 1.76]
Subtotal (95% CI) 39 10 100.0% 1.14[0.73, 1.76]
Total events 31 7

Heterogeneity: Not applicable
Test for overall effect: Z=0.57 (P = 0.57)

1.1.2 Previous TNF antagonist
Van 2008 29 37 7 10 1000%  1.12[0.72, 1.74] t
Subtotal (95% Cl) 37 10 100.0%  1.12[0.72, 1.74]

Total events 29 7

Heterogeneity: Not applicable
Test for overall effect: Z=0.50 (P = 0.61)

01 02 05 2 5 10
Favours biologic naive Favours previous biologic

Test for subaroup differences: Chi2 = 0.00, df = 1 (P = 0.96), I = 0%
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Figure 305: PASI75 (week 16)

Previous biologic Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Any biologic exposure vs none
Papp 2012 - CFE 51 78 93 125 100.0% 0.88[0.73, 1.06]
Subtotal (95% ClI) 78 125 100.0% 0.88 [0.73, 1.06]
Total events 51 93

Heterogeneity: Not applicable
Test for overall effect: Z=1.32 (P = 0.19)

2.2.3 Any anti-TNF exposure vs no biologic exposure

Papp 2012 - CFE 27 37 93 125 100.0% 0.98 [0.79, 1.22] !
Subtotal (95% CI) 37 125 100.0% 0.98 [0.79, 1.22]
Total events 27 93

Heterogeneity: Not applicable
Test for overall effect: Z=0.17 (P = 0.86)

2.2.4 Failed prior biologic vs no biologic exposure

Papp 2012 - CFE 24 40 93 125 100.0%  0.81[0.61, 1.06] !
Subtotal (95% CI) 40 125 100.0%  0.81[0.61, 1.06]
Total events 24 93

Heterogeneity: Not applicable
Test for overall effect: Z=1.54 (P = 0.12)

2.2.5 Failed prior anti-TNF vs no biologic exposure

Papp 2012 - CFE 12 17 93 125 100.0% 0.95[0.69, 1.31] t
Subtotal (95% CI) 17 125 100.0% 0.95 [0.69, 1.31]
Total events 12 93

Heterogeneity: Not applicable
Test for overall effect: Z=0.32 (P = 0.75)

2.2.6 Failed at least 2 prior biologics vs no biologic exposure

Papp 2012 - CFE 17 25 93 125 100.0%  0.91[0.69, 1.22] t
Subtotal (95% Cl) 25 125 100.0%  0.91[0.69, 1.22]
Total events 17 93

Heterogeneity: Not applicable
Test for overall effect: Z=0.61 (P = 0.54)

01 02 05 2 5 10
Favours biologic naive  Favours prior biologic

Test for subaroup differences: Chi? = 1.37, df = 4 (P = 0.85), I? = 0%
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Figure 306: PASI75 (week 24)

Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.6.1 Any biologic exposure vs none
Papp 2012 - CFE 48 78 92 125 100.0% 0.84[0.68, 1.03]
Subtotal (95% CI) 78 125 100.0% 0.84 [0.68, 1.03]
Total events 48 92
Heterogeneity: Not applicable
Test for overall effect: Z =1.72 (P = 0.09)
2.6.2 Any anti-TNF exposure vs no biologic exposure
Papp 2012 - CFE 28 37 92 125 100.0% 1.03[0.83, 1.27] !
Subtotal (95% CI) 37 125 100.0% 1.03 [0.83, 1.27]
Total events 28 92
Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
2.6.3 Failed prior biologic vs no biologic exposure
Papp 2012 - CFE 24 40 92 125 100.0% 0.82[0.62, 1.07] !'
Subtotal (95% CI) 40 125 100.0% 0.82[0.62, 1.07] t
Total events 24 92
Heterogeneity: Not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
2.6.4 Failed prior anti-TNF vs no biologic exposure
Papp 2012 - CFE 10 17 92 125 100.0% 0.80[0.53, 1.21] —
Subtotal (95% ClI) 17 125 100.0% 0.80 [0.53, 1.21]
Total events 10 92
Heterogeneity: Not applicable
Test for overall effect: Z = 1.07 (P = 0.29)
2.6.5 Failed at least 2 prior biologics vs no biologic exposure
Papp 2012 - CFE 14 25 92 125 100.0% 0.76 [0.53, 1.09] 1'
Subtotal (95% CI) 25 125 100.0% 0.76 [0.53, 1.09] r
Total events 14 92
Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14)
01 02 05 2 5 10
. . Favours biologic naive Favours previous biologic
Test for subaroup differences: Chi? = 3.45, df =4 (P = 0.48), 12 = 0%
J.8.1.3 Infliximab
Figure 307: PASI75 (week 10)
Prior biologic  No prior biologic Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Menter 2007 68 94 389 533 100.0% 0.99[0.87, 1.13]
Total (95% Cl) 94 533 100.0% 0.99 [0.87, 1.13]

Total events 68 389
Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.90)

01 02 05 1 2 5 10
Favours biologic naive  Favours prior biologic
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J.8.1.4 Ustekinumab

Figure 308: Clear/nearly clear (PASI90) at weeks 12, 24 and 52

Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 Week 12 (ITT)
ACCEPT - CFE 10 36 221 519 0.65[0.38, 1.12] [ —
PHOENIX1 - CFE 75 212 125 299 0.85[0.68, 1.06] —t7
PHOENIX2 - CFE 94 250 288 570 0.74 [0.62, 0.89] -+
3.1.2 Week 24 (ACA)
PHOENIX1 - CFE 114 207 182 290 0.88[0.75, 1.02] 7
PHOENIX2 - CFE 113 242 329 558 0.79[0.68, 0.92] -+
3.1.3 Week 52 (ACA)
PHOENIX1 - CFE 39 59 66 103 1.03[0.82, 1.30] -1
PHOENIX2 - CFE 86 148 276 389 0.82[0.70, 0.95] -+

01 02 05 2 5 10

Favours biologic naive  Favours previous biologic

Figure 309: Clear/nearly clear (PGA) at weeks 12, 24 and 52

Previous biologic = Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.1 Week 12 (ITT)
ACCEPT - CFE 19 36 362 519 0.76 [0.55, 1.04] —t
PHOENIX1 - CFE 122 212 190 299 0.91[0.78, 1.05] —+7
PHOENIX2 - CFE 162 250 418 570 0.88 [0.80, 0.98] -+
3.2.2 Week 24 (ACA)
PHOENIX1 - CFE 137 207 213 290 0.90 [0.80, 1.02] -+
PHOENIX2 - CFE 159 242 419 558 0.87[0.79, 0.97] —+
3.2.3 Week 52 (ACA)
PHOENIX1 - CFE 43 59 72 103 1.04 [0.85, 1.27] -
PHOENIX2 - CFE 98 148 291 389 0.89[0.78, 1.01] —+

01 02 05 2 5 10

Favours biologic naive Favours previous biologic

Figure 310: PASI75 at weeks 12, 24 and 52

Favours biologic naive  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 Week 12 (ITT)
ACCEPT - CFE 20 36 377 519 0.76 [0.57, 1.03] —
PHOENIX1 - CFE 128 212 213 299 0.85[0.74, 0.97] -+
PHOENIX2 - CFE 158 250 426 570 0.85[0.76, 0.94] -+
3.3.2 Week 24 (ACA)
PHOENIX1 - CFE 155 207 245 290 0.89[0.81, 0.97] -+
PHOENIX2 - CFE 181 242 446 558 0.94 [0.86, 1.02] +
3.3.3 Week 28 (ACA)
Papp 2008 209 307 380 513 0.92[0.84, 1.01] 1
3.3.4 Week 52 (ACA)
PHOENIX1 - CFE 51 59 93 103 0.96 [0.85, 1.08] -+
PHOENIX2 - CFE 127 148 360 389 0.93[0.86, 1.00] 1

01 02 05 2 5 10

Favours biologic naive  Favours previous biologic
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Figure 311: PASI75 (week 16)
Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
3.26.2 Any biologic exposure vs none
Laws 2011 - CFE 64 106 16 21 0.79[0.60, 1.05] —t7
3.26.7 None or one prior biologic vs 2-4 prior biologics
Laws 2011 - CFE 45 79 35 48 0.78[0.60, 1.01] —]
01 02 05 2 5 10

Favours biologic naive  Favours prior biologic

Figure 312: PASI50 (weeks 12, 24 and 52)
Previous biologic  Biologic naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.6.1 Week 12 (ITT)
ACCEPT - CFE 28 36 473 519 0.85[0.72, 1.02] —
PHOENIX1 - CFE 171 212 262 299 0.92[0.85, 1.00] +
PHOENIX2 - CFE 213 250 496 570 0.98 [0.92, 1.04] T
3.6.2 Week 24 (ACA)
PHOENIX1 - CFE 186 207 275 290 0.95[0.90, 1.00] *
PHOENIX2 - CFE 225 242 517 558 1.00 [0.96, 1.05] 1
3.6.3 Week 52 (ACA)
PHOENIX1 - CFE 57 59 101 103 0.99 [0.93, 1.04] T
PHOENIX2 - CFE 146 148 386 389 0.99[0.97, 1.02]
01 02 05 2 5 10

Favours biologic naive Favours previous biologic

Figure 313: % improvement in PASI (weeks 12, 24 and 52)

Previous biologic

Biologic naive

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
3.7.1 Week 12 (ITT)
ACCEPT - CFE 68.3 31.676 35 82.05 20.799 508 -13.75[-24.40, -3.10] —
PHOENIX1 - CFE 73.14 27.856 208 78.69 23.338 298 -5.55[-10.17,-0.93] —t
PHOENIX2 - CFE 76.61 23.638 248 80.8 24.558 564 -4.19 [-7.76, -0.62] —
3.7.2 Week 24 (ACA)
PHOENIX1 - CFE 82.59 23.52 207 86.96 19.36 290 -4.37 [-8.27, -0.47] —t
PHOENIX2 - CFE 82.38 21.478 123 85.07 21.64 283 -2.69 [-7.25, 1.87] —
3.7.3 Week 52 (ACA)
PHOENIX1 - CFE 89.45 14.73 59 90.15 14.62 103 -0.70 [-5.40, 4.00] —t
PHOENIX2 - CFE 88.12 14.464 148 91.86 12.67 389 -3.74 [-6.39, -1.09] —

20 10 0 10 20

103

Favours biologic naive  Favours previous biologic



Psoriasis
Forest plots

Figure 314: Change in DLQI (weeks 12, 24 and 52)

Previous biologic Biologic naive Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
3.26.1 Week 12 (ITT)
PHOENIX1 - CFE -89 7.15 207 -8 6.31 296 -0.90[-2.11,0.31] —
PHOENIX2 - CFE -103  7.24 243 -93 6.74 560 -1.00[-2.07,0.07] —
3.26.2 Week 28 (ACA)
PHOENIX1 - CFE 9.1 752 204 -87 7.03 286 -0.40[-1.71,0.91] —
PHOENIX2 - CFE -10.2  7.36 238 -97 7.01 555 -0.50][-1.60, 0.60] —
3.26.3 Week 52 (ACA)
PHOENIX1 - CFE -106 6.73 59 -9 6.84 103 -1.60[-3.77,0.57] — T

10 -5 0 5 10

Favours previous biologic  Favours biologic naive

J.8.2 Adalimumab as a first TNF antagonist vs adalimumab following discontinuation of a
previous TNF antagonist

Figure 315: Clear/nearly clear (PASI90; 16 weeks)

Previous TNF antagonist  TNF antagonist naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
5.1.1 Psoriasis
Ortonne 2011 70 187 167 338 70.0% 0.76 [0.61, 0.94] -
Subtotal (95% Cl) 187 338 70.0% 0.76 [0.61, 0.94] -
Total events 70 167

Heterogeneity: Not applicable
Test for overall effect: Z = 2.54 (P = 0.01)

5.1.2 Psoriatic arthritis

Ortonne 2011 33 95 55 110  30.0% 0.69 [0.50, 0.97] —
Subtotal (95% CI) 95 110  30.0% 0.69 [0.50, 0.97] -
Total events 33 55

Heterogeneity: Not applicable
Test for overall effect: Z =2.14 (P = 0.03)

Total (95% CI) 282 448 100.0% 0.74[0.62, 0.88] >
Total events 103 222
Heterogeneity: Chi? = 0.18, df = 1 (P = 0.67); I? = 0%

Test for overall effect: Z = 3.29 (P = 0.0010)

Test for subaroup differences: Chi* = 0.18. df = 1 (P = 0.67), I*= 0%

L ! ! '
01 02 05 2 5 10
Favours TNF antagonist naive Favours previous TNF antagonist

Figure 316: Clear/nearly clear (PGA; 16 weeks)

Previous TNF ant i TNF gonist naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
5.2.1 Psoriasis
Ortonne 2011 100 187 221 338 70.2% 0.82[0.70, 0.95] : &
Subtotal (95% Cl) 187 338 70.2% 0.82[0.70, 0.95] <
Total events 100 221

Heterogeneity: Not applicable
Test for overall effect: Z = 2.55 (P = 0.01)

5.2.2 Psoriatic arthritis

Ortonne 2011 49 95 72 110  29.8% 0.79[0.62, 1.00] —
Subtotal (95% CI) 95 110 29.8%  0.79 [0.62, 1.00] -
Total events 49 72

Heterogeneity: Not applicable
Test for overall effect: Z = 1.97 (P = 0.05)

Total (95% Cl) 282 448 100.0% 0.81[0.71, 0.92] L 4
Total events 149 293
Heterogeneity: Chi? = 0.07, df = 1 (P = 0.80); I> = 0%

Test for overall effect: Z = 3.21 (P = 0.001)

Test for subaroup differences: Chiz = 0.07. df = 1 (P = 0.80). I?= 0%

L !
01 02 05 2 5
Favours TNF antagonist naive Favours previous TNF antagonist
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Figure 317: Clear/nearly clear (PGA; week 16)
Failed etanercept Failed conventional Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Strober 2011 40 77 39 66 100.0% 0.88[0.66, 1.18]
Total (95% CI) 77 66 100.0% 0.88 [0.66, 1.18]
Total events 40 39

Heterogeneity: Not applicable
Test for overall effect: Z = 0.86 (P = 0.39)

0.1 02 05 1 2 5 10
Favours failed standard  Favours failed etanercept

Figure 318: Clear/nearly clear (PGA; week 16)
Failed etanercept Failed conventional Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.2.1 Primary non-responder
Strober 2011-CFE 15 26 28 45 61.4% 0.93[0.62, 1.38]
Subtotal (95% CI) 26 45 61.4% 0.93 [0.62, 1.38]
Total events 15 28
Heterogeneity: Not applicable
Test for overall effect: Z = 0.37 (P = 0.71)
6.2.2 Secondary non-responder
Strober 2011-CFE 27 58 9 23 38.6% 1.19[0.67, 2.12] — e
Subtotal (95% Cl) 58 23 38.6%  1.19[0.67,2.12] —l—
Total events 27 9
Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.56)
Total (95% CI) 84 68 100.0% 1.03 [0.74, 1.44]
Total events 42 37
Heterogeneity: Chiz = 0.50, df = 1 (P = 0.48); 1= 0% ’0‘1 0?2 ofs y é é 10’

Test for overall effect: Z = 0.16 (P = 0.87)
Test for subaroup differences: Chi? = 0.48, df = 1 (P = 0.49). I?= 0%

Favours failed standard  Favours failed etanercept

Figure 319: PASI75 (week 16)
Previous TNF antagonist TNF g naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
2.2.1 Psoriasis
Ortonne 2011 123 187 244 338 70.9% 0.911[0.81, 1.03] :
Subtotal (95% Cl) 187 338 70.9%  0.91[0.81, 1.03] <
Total events 123 244
Heterogeneity: Not applicable
Test for overall effect: Z = 1.49 (P = 0.14)
2.2.2 Psoriatic arthritis
Ortonne 2011 51 95 77 110  29.1% 0.77 [0.61, 0.96] —
Subtotal (95% Cl) 95 110 291%  0.77 [0.61, 0.96] -
Total events 51 7
Heterogeneity: Not applicable
Test for overall effect: Z = 2.33 (P = 0.02)
Total (95% Cl) 282 448 100.0% 0.87 [0.78, 0.97] L 2
Total events 174 321
Heterogeneity: Chiz = 1.77, df = 1 (P = 0.18); I = 44% :o p 0=2 055 2 5 10=

Test for overall effect: Z = 2.54 (P = 0.01)
Test for subaroup differences: Chi? = 1.76. df = 1 (P = 0.18). I’ = 43.1%

Favours TNF antagonist naive Favours previous TNF antagonist

Figure 320: Withdrawal due to lack of efficacy at week 16
Previous TNF antagonist  TNF antagonist naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ortonne 2011 3 270 5 414 0.92[0.22, 3.82] 1
Strober 2011 4 7 3 66 1.140.27, 4.92] . . . t . . .
0102 05 2 5 10
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Figure 321: Withdrawal due to toxicity at week 16
Previous TNF antagonist TNF antagonist naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ortonne 2011 5 272 22 431 0.36 [0.14, 0.94] I E—
Strober 2011 0 73 1 64 0.29[0.01, 7.06] t
0102 05 2 5 10
Favours previous TNF  Favours TNF naive
Figure 322: Serious adverse events after 16 weeks (plus 70 days post-treatment)
Previous TNF antagonist TNF antagonist naive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ortonne 2011 11 282 20 448 0.87[0.43, 1.80] —
Strober 2011 4 82 1 70  3.41[0.39, 29.85] t »
0102 05 2 5 10

Favours previous TNF  Favours TNF naive

J.8.3 Infliximab vs placebo
Figure 323: PASI75 (week 10)
Infliximab Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Menter 2007 68 94 0 27 100.0% 40.38[2.58, 631.50]
Total (95% CI) 94 27 100.0% 40.38 [2.58, 631.50] ]
Total events 68 0
Heterogeneity: Not applicable 0.01 01 10 100

Test for overall effect: Z = 2.64 (P = 0.008)

J.8.4 Ustekinumab vs placebo

Favours placebo Favours infliximab

Figure 324: Clear/nearly clear (PASI90; week 12)
Ustekinumab Placebo Risk Ratio Risk Ratio

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

PHOENIX1 - CFE 75 212 0 105 33.3% 75.15[4.70, 1200.65] E——
PHOENIX2 - CFE 94 250 1 124 66.7% 46.62[6.58, 330.52] —
Total (95% CI) 462 229 100.0% 56.12 [11.34, 277.82] —llln
Total events 169 1 . . . .
Heterogeneity: Chi? = 0.08, df =1 (P = 0.78); I? = 0% 0.01 o 10 100
Test for overall effect: Z = 4.94 (P < 0.00001) Favours placebo Favours ustekinumab

Figure 325: Clear/nearly clear (PGA; week 12)
Ustekinumab Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
PHOENIX1 - CFE 122 212 2 105 40.0% 30.21[7.62, 119.79] — &
PHOENIX2 - CFE 162 250 3 124 60.0% 26.78[8.73, 82.22] —il—
Total (95% Cl) 462 229 100.0% 28.16 [11.80, 67.19] e
Total events 284 5
Heterogeneity: Chiz = 0.02, df = 1 (P = 0.89); 12 = 0% Io o1 ol 1 1=0 1 oo’

Test for overall effect: Z =7.52 (P < 0.00001)
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Figure 326: PASI75 (week 12)
Ustekinumab Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
PHOENIX1 - CFE 128 212 0 105 11.1% 127.90[8.04,2035.77] I
PHOENIX2 - CFE 158 250 4 124 889%  19.59[7.44,51.61] ——
Total (95% CI) 462 229 100.0%  31.61[12.63, 79.11] -
Total events 286 4
sy Ohi2 = — - .12 = 489, I } } |
Heterogeneity: Chi . 1.9_2, df =1 (P=0.17); > = 48% 0.01 0 10 100
Test for overall effect: Z=7.38 (P < 0.00001) Favours placebo  Favours ustekinumab
Figure 327:  PASI50 (week 12)
Ustekinumab Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PHOENIX1 - CFE 171 212 2 105 37.4% 42.35[10.72, 167.35] — &
PHOENIX2 - CFE 213 250 8 124 62.6% 13.21 [6.74, 25.86] _._
Total (95% CI) 462 229 100.0% 20.42 [6.43, 64.86] -
Total events 384 10
Heterogeneity: Tau? = 0.44; Chiz = 2.44, df = 1 (P = 0.12); I = 59% f f f 1
0.01 0.1 1 10 100

Test for overall effect: Z = 5.12 (P < 0.00001)

Favours placebo Favours ustekinumab

Figure 328: % improvement in PASI (week 12)
Ustekinumab Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
PHOENIX1 - CFE 73.14 27.856 208 -1.07 26.701 105 51.7% 74.21[67.85,80.57] R 3
PHOENIX2 - CFE 76.61 23.638 248 -1.1 33.256 123 48.3% 77.71[71.14,84.28] L
Total (95% Cl) 456 228 100.0% 75.90 [71.33, 80.47] ¢
Heterogeneity: Chi2 = 0.56, df = 1 (P = 0.45); I2= 0% =_100 —EEO s 5=0 100=

Test for overall effect: Z = 32.56 (P < 0.00001)

Figure 329: Change in DLQI (week 12)

Ustekinumab Placebo
Study or Subgroup Mean SD Total Mean

SD Total Weight

Mean Difference

1V, Fixed, 95% CI

Favours placebo Favours ustekinumab

Mean Difference
IV, Fixed, 95% CI

9.6.1 Lower baseline DLQI
PHOENIX1 - CFE -89 7.15
Subtotal (95% Cl)

Heterogeneity: Not applicable

Test for overall effect: Z = 12.03 (P < 0.00001)

207
207

0.14 5.78

9.6.2 Higher baseline DLQI
PHOENIX2 - CFE -10.3 7.24
Subtotal (95% Cl)

Heterogeneity: Not applicable

Test for overall effect: Z = 16.57 (P < 0.00001)

243
243

0.3 4.88

Total (95% Cl) 450

Heterogeneity: Chi? = 2.50, df =1 (P = 0.11); I> = 60%

Test for overall effect: Z = 20.41 (P < 0.00001)

Test for subaroup differences: Chiz = 2.50. df = 1 (P = 0.11),

105
105

42.0%
42.0%

123
123

58.0%
58.0%

228 100.0%

12=60.0%

107

-9.04 [-10.51, -7.57]
-9.04 [-10.51, -7.57]

-10.60 [-11.85, -9.35]
-10.60 [-11.85, -9.35]

-9.94 [-10.90, -8.99]

L

L 2

=
*

¢
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J.8.5 Ustekinumab vs etanercept

Figure 330: Clear/nearly clear (PASI90; week 12)

Ustekinumab Etanercept Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 10 36 4 27 100.0% 1.88 [0.66, 5.34] ]
Total (95% CI) 36 27 100.0% 1.88 [0.66, 5.34] ———
Total events 10 4
Heterogeneity: Not applicable f t t f f |
o _ 0.1 0.2 0.5 2 5 10
Test for overall effect: Z = 1.18 (P = 0.24) Favours etanercept Favours ustekinumab

Figure 331: Clear/nearly clear (PGA; week 12)

Ustekinumab Etanercept Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 19 36 10 27 100.0% 1.43[0.80, 2.55] ]
Total (95% CI) 36 27 100.0% 1.43 [0.80, 2.55] ~al—
Total events 19 10
Heterogeneity: Not applicable f t f f f |
o _ 0.1 0.2 0.5 2 5 10
Test for overall effect: Z = 1.20 (P = 0.23) Favours etanercept Favours ustekinumab
Figure 332:  PASI75 (week 12)
Ustekinumab Etanercept Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 20 36 10 27 100.0% 1.50 [0.85, 2.66] 1
Total (95% CI) 36 27 100.0% 1.50 [0.85, 2.66] <l
Total events 20 10
Heterogeneity: Not applicable ) t t t t {
o _ 0.1 0.2 0.5 2 5 10
Test for overall effect: Z = 1.39 (P = 0.16) Favours etanercept Favours ustekinumab
Figure 333: PASI50 (week 12)
Ustekinumab Etanercept Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ACCEPT - CFE 28 36 20 27 100.0% 1.05[0.79, 1.39]
Total (95% CI) 36 27 100.0% 1.05[0.79, 1.39]
Total events 28 20
Heterogeneity: Not applicable f f f I f f |
o _ 0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z = 0.34 (P = 0.74) Favours etanercept Favours ustekinumab
Figure 334: % improvement in PASI (week 12)
Ustekinumab Etanercept Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD_ Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
ACCEPT - CFE 68.3 31.676 35 65.55 25.87 27 100.0% 2.75[-11.58, 17.08]
Total (95% CI) 35 27 100.0% 2.75[-11.58, 17.08]
Heterogeneity: Not applicable t t t t {
P _ -100 -50 0 50 100
Test for overall effect: Z = 0.38 (P = 0.71) Favours etanercept Favours ustekinumab
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Cognitive behavioural therapy

Figure 335: PASI75 at 6 months
CBT Standard care Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fortune 2002b 18 28 7 30 100.0% 2.76 [1.36, 5.58]
Total (95% CI) 28 30 100.0% 2.76 [1.36, 5.58] i
Total events 18 7

Heterogeneity: Not applicable

05 2

0.1 02

)
1
5 10
Test for overall effect: Z = 2.82 (P = 0.005) Favours standard care Favours CBT
Figure 336: Final PASI at 6 weeks
CBT Standard care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Fortune 2002b 6.5 4.1 40 84 45 53 100.0% -1.90 [-3.66, -0.14] _-_
Total (95% ClI) 40 53 100.0% -1.90 [-3.66, -0.14] -
Heterogeneity: Not applicable 5_10 _55 S é 10’

Test for overall effect: Z =2.12 (P = 0.03)

Self-management

Favours CBT Favours standard care

Additional self-management support (provided by nurse-specialist/trained practice nurse)

vs standard care

Figure 337:

Change in DLQI at 6 weeks-4 months

Standard care + nurse Standard care

Mean Difference

Mean Difference

Study or Subgroup _Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
1.1.1 Mild to moderate disease

Ersser 2011 -0.2 0.699 26 33 100.0% -0.20[-1.57, 1.17]

Subtotal (95% Cl) 26 33 100.0% -0.20 [-1.57,1.17]

Heterogeneity: Not applicable

Test for overall effect: Z=0.29 (P = 0.77)

1.1.2 Moderate disease

Ersser 2011 121 1.372 9 13 100.0% -1.21[-3.90, 1.48] i—
Subtotal (95% Cl) 9 13 100.0% -1.21[-3.90, 1.48] —
Heterogeneity: Not applicable

Test for overall effect: Z = 0.88 (P = 0.38)

1.1.3 Mild to severe disease

Gradwell 2002 027 127 28 28 100.0% -0.27 [-2.76, 2.22] i
Subtotal (95% CI) 28 28 100.0% -0.27 [-2.76, 2.22]

Heterogeneity: Not applicable
Test for overall effect: Z =0.21 (P = 0.83)

Test for subaroup differences: Chi? = 0.44. df =2 (P = 0.80). I?= 0%

Figure 338:

Change in PASI at 6 weeks

Standard care + nurse

Standard care

Mean Difference

4 2 0 2 4

Favours standard care

Favours standard care + nurse

Mean Difference

Study or Subgroup Mean SD Total Mean SD_Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 Mild to moderate disease

Ersser 2011 0.56 1.42 26 0.4 1.06 33 100.0% 0.16[-0.49, 0.81]

Subtotal (95% CI) 26 33 100.0% 0.16 [-0.49, 0.81]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.48 (P = 0.63)

1.2.2 Moderate disease subgroup

Ersser 2011 1.44 2.06 9 062 13 13 100.0% 0.82[-0.70, 2.34] —t
Subtotal (95% CI) 9 13 100.0% 0.82[-0.70, 2.34]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

Test for subaroup differences: Chi? = 0.61, df = 1 (P = 0.43). 1= 0%
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Figure 339: Treatment concordance/knowledge at 6 weeks
Standard care + nurse  Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 How much treatment to apply
Gradwell 2002 28 28 24 26 100.0% 1.08 [0.95, 1.23]
Subtotal (95% CI) 28 26 100.0% 1.08 [0.95, 1.23]
Total events 28 24
Heterogeneity: Not applicable
Test for overall effect: Z =1.20 (P = 0.23)
1.2.2 How long to apply for
Gradwell 2002 28 28 23 27 100.0%  1.17[0.99,1.39] I!
Subtotal (95% CI) 28 27 100.0% 1.17 [0.99, 1.39]
Total events 28 23

Heterogeneity: Not applicable
Test for overall effect: Z = 1.83 (P = 0.07)

0.1

Test for subaroup differences: Chi = 0.51. df = 1 (P = 0.47). I>= 0%

Figure 340:

Additional service use required at 6-24 weeks

Standard care + nurse  Standard care Risk Ratio

02 05 2 5 10
Favours standard care  Favours standard care + nurst

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 Number needing GP visit during follow-up

Gradwell 2002 3 28 1 28 46.1% 0.27[0.09,0.87] * L]

Kernick 2000 2 46 14 54  53.9% 0.17[0.04,0.70) +———

Subtotal (95% Cl) 74 82 100.0%  0.22[0.09, 0.54] = ———

Total events 5 25

Heterogeneity: Chiz = 0.27, df = 1 (P = 0.60); 1= 0%
Test for overall effect: Z = 3.31 (P = 0.0009)

0.1

Favours standard care + nurse

Test for subaroup differences: Not applicable
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J.10.2 Decision board aid vs standard consultation

Figure 341: Patient satisfaction

Decision board  Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
2.1.1 Overall satisfaction with care
Renzi 2006 144 231 114 171 100.0% 0.94 [0.81, 1.08]
Subtotal (95% CI) 231 171 100.0% 0.94 [0.81, 1.08]
Total events 144 114
Heterogeneity: Not applicable
Test for overall effect: Z=0.90 (P = 0.37)
2.1.2 Satisfaction with decision making
Renzi 2006 146 231 107 171 100.0% 1.01[0.87,1.18] !
Subtotal (95% CI) 231 171 100.0% 1.01 [0.87, 1.18]
Total events 146 107
Heterogeneity: Not applicable
Test for overall effect: Z =0.13 (P = 0.90)
2.1.3 Opportuity to express opinions
Renzi 2006 107 231 83 171 100.0% 0.95[0.78, 1.17] !
Subtotal (95% CI) 231 171 100.0% 0.95[0.78, 1.17]
Total events 107 83
Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)
2.1.4 Information on treatment options
Renzi 2006 126 231 98 171 100.0% 0.95[0.80, 1.13] !
Subtotal (95% CI) 231 171 100.0% 0.95[0.80, 1.13]
Total events 126 98
Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.58)
2.1.5 Information on treatment side effects
Renzi 2006 118 231 42 171 100.0%  2.08[1.55,2.78] t
Subtotal (95% CI) 231 171 100.0% 2.08 [1.55, 2.78]
Total events 118 42
Heterogeneity: Not applicable
Test for overall effect: Z = 4.92 (P < 0.00001)

01 02 05 2 5 10

Favours standard care Favours decision board
Test for subaroup differences: Chi? = 25.34, df = 4 (P < 0.0001). I* = 84.2%
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Network meta-analysis of topical therapies in the treatment of chronic plaque psoriasis

Appendix K: Network meta-analysis of topical
therapies in the treatment of chronic plaque
psoriasis

Clinical question

In people with chronic plaque psoriasis: what are the clinical effectiveness, safety, tolerability and
cost-effectiveness of topical vitamin D or vitamin D analogues, potent or very potent corticosteroids,
tar, dithranol and retinoids?

Introduction

The results of conventional meta-analyses of direct evidence alone (as presented in Chapter 8) make
it difficult to determine which intervention is most effective in the treatment of chronic plaque
psoriasis. The challenge of interpretation has arisen for two reasons:

e Some pairs of alternative strategies have not been directly compared in a randomised controlled
trial (for example, concurrent vitamin D or vitamin D analogues and potent corticosteroid vs
combined vitamin D or vitamin D analogues and potent corticosteroid)

e There are frequently multiple overlapping comparisons (for example vitamin D or vitamin D
analogues vs potent corticosteroid, vitamin D or vitamin D analogues vs combined vitamin D or
vitamin D analogues and potent corticosteroid and potent corticosteroid vs combined vitamin D
or vitamin D analogues and potent corticosteroid) that could potentially give inconsistent
estimates of effect.

To overcome these problems, a hierarchical Bayesian network meta-analysis (NMA) was performed.
This type of analysis allows for the synthesis of data from direct and indirect comparisons and allows
for the ranking of different interventions in order of efficacy, defined as the achievement of
clearance or near clearance. The analysis also provides estimates of effect (with 95% credible
interval, the Bayesian equivalent of a confidence interval) for each intervention compared to one
another and compared to a single baseline risk. These estimates provide a useful clinical summary of
the results and facilitate the formation of recommendations based on the best available evidence.
Furthermore, these estimates were used to parameterise treatment effectiveness of the topical
therapies in the original cost-effectiveness modelling (see Appendix M).

Conventional meta-analysis assumes that for a fixed effect analysis, the relative effect of one
treatment compared to another is the same across an entire set of trials. In a random effects model,
it is assumed that the relative effects are different in each trial but that they are from a single
common distribution and that this distribution is common across all sets of trials.

Network meta-analysis requires an additional assumption over conventional meta-analysis. The
additional assumption is that intervention A has the same relative effect across all trials of
intervention A compared to intervention B as it does across trials of intervention A versus
intervention C, and so on. Thus, in a random effect network meta-analysis, the assumption is that
intervention A has the same effect distribution across all trials of A versus B, A versus C and so on.
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Methods

Study selection and data collection

To estimate the odds ratios and relative risks, we performed a NMA that simultaneously used all the
relevant randomised controlled trial evidence from the clinical evidence review (presented in
Chapter 8). As with conventional meta-analyses, this type of analysis does not break the
randomisation of the evidence, nor does it make any assumptions about adding the effects of
different interventions. The effectiveness of a particular treatment strategy combination will be
derived only from randomised controlled trials that had that particular combination in a trial arm.

The inclusion criteria for the base case NMA were the same as in the clinical review (section 8.1.1),
except that the one study?! containing only children was not included. However, it was included in a
sensitivity analysis.

The outcomes considered as part of the NMA were restricted to those measuring response:

e Clear/nearly clear or marked improvement (at least 75% improvement) on Investigator’s
assessment of overall global improvement (IAGI) or clear/nearly clear/minimal (not mild) on
Physician’s Global Assessment (PGA)

e Clear/nearly clear or marked improvement (at least 75% improvement) on Patient’s assessment
of overall global improvement (PAGI) or clear/nearly clear/minimal (not mild) on Patient’s Global
Assessment

Some included studies will have reported both outcomes, whereas some will have only included one
or the other. For this reason, two networks of evidence were developed and analysed.

As noted in the review of direct evidence, the preferred figures for the network meta-analysis were
based on a modified available case analysis (whereby patients known to have dropped out due to
lack of efficacy are included in the denominator for efficacy outcomes and those known to have
dropped out due to adverse events are included in the numerator and denominator when analysing
adverse events). This method was used rather than intention-to-treat analysis to avoid making
assumptions about the participants for whom outcome data were not available.

However, when the data were presented as an ITT analysis in the study it was not possible to modify
this to an available case analysis as insufficient detail was provided. This was the case in 36 studies
for efficacy outcomes. In the remaining 14 studies ACA figures as reported in the paper were used??°.
However, it was still possible to use a modified available case analysis for withdrawal outcomes for
most studies, apart from in one study where data were taken from the Cochrane review, which
reported on the ITT population ¥, and one study for which withdrawals were not reported by
group?.

Interventions

The interventions compared in the NMAs were those found in the randomised controlled trials
included in the clinical evidence review (see Chapter 8). In order to reduce heterogeneity in the
network, interventions were broken down by treatment frequency from the outset. In other words,
once daily vitamin D or vitamin D analogues and twice daily vitamin D or vitamin D analogues were
considered separate comparators in the NMA. Placebo/vehicle delivered once daily was also
considered separately from twice daily placebo/vehicle.

The interventions included were

e Vehicle/Placebo once daily (OD)
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e Vehicle/Placebo twice daily (BD)

e Vitamin D or vitamin D analogue OD

e Vitamin D or vitamin D analogue BD

e Potent corticosteroid OD

e Potent corticosteroid BD

e Very potent corticosteroid OD

e Very potent corticosteroid BD

e Combined vitamin D or vitamin D analogues and potent corticosteroid OD

e Concurrent vitamin D or vitamin D analogues and potent corticosteroid (morning and
evening application, respectively)

e Retinoid OD (tazarotene)

e CoaltarOD

e CoaltarBD

e Dithranol OD

Baseline risk

The baseline risk is defined here as a person’s ‘risk,” or probability, of achieving clearance or near
clearance with no active treatment other than vehicle/placebo. This figure is useful because it allows
us to convert the results of the NMA from odds ratios to relative risks.

Deriving the figure from our randomised controlled trials involved aggregating the number of
patient’s achieving ‘clear’ or ‘nearly clear’ across the vehicle/placebo arms of studies included in our
NMA and dividing by the aggregate sample size from the same arms. Because there appeared to be
a difference between the likelihood of response between once daily and twice daily vehicle/placebo,
twice daily vehicle/placebo was chosen as the baseline comparator for both networks of evidence.

Using this method produced a baseline probability of 12.5% (95% Cl: 10.4% to 14.6%) for achieving
clearance or near clearance as measured by IAGI and PGA.

Using this method produced a baseline probability of 14.4% (95% Cl: 11.7% to 17.0%) for achieving
clearance or near clearance as measured by PAGI.

Statistical analysis

A hierarchical Bayesian network meta-analysis (NMA) was performed using the software
WinBUGS19. We adapted a multi-arm random effects model template from the University of Bristol
website (https://www.bris.ac.uk/cobm/research/mpes/mtc.html). This model accounts for the
correlation between arms in trials with any number of trial arms. The code can be found towards the
end of this appendix ()

In order to be included in the analysis, a fundamental requirement is that each treatment is
connected directly or indirectly to every other intervention in the network. For each population and
outcome subgroup, a diagram of the evidence network was produced (Figure 342 and Figure 345)
and is presented in section K.4.

The model used was a random effects logistic regression model, with parameters estimated by
Markov chain Monte Carlo Simulation. As it was a Bayesian analysis, the evidence distribution is
weighted by a distribution of prior beliefs. A non-informative prior distribution was used to
maximise the weighting given to the data. These priors were normally distributed with a mean of 0
and standard deviation of 10,000.
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For each analysis, a series of 20,000 burn-in simulations were run to allow convergence and then a
further 40,000 simulations were run to produce the outputs. Convergence was assessed by
examining the history and kernel density plots.

We tested the goodness of fit of the model by calculating the residual deviance. If the residual
deviance is close to the number of unconstrained data points (the number of trial arms in the
analysis) then the model is explaining the data well.

The results, in terms of relative risk, of pair-wise meta-analyses are presented in the clinical evidence
review (see Chapter 8). In preparation for the NMA, these conventional meta-analyses were re-run
to produce odds ratios and these are presented as part of the NMA results section.

The outputs of the NMA were odds ratios. Odds ratios and their 95% credible intervals were
generated for every possible pair of comparisons by combining direct and indirect evidence in the
network. To be consistent with the comparative effectiveness results presented elsewhere in the
clinical evidence review and for ease of interpretation, relative risks were computed from the
outputs of the NMA. Relative risks (RR) were derived from the odds ratios for each intervention
compared back to a single ‘no treatment’ baseline risk, using the baseline risk as described above and
the following formula:

RR—__ 9R
1-P,(1-OR)

where P, is the baseline risk.

We estimated the RR for each of the 40,000 simulations, treating P, as a constant. The point
estimate of the RR was taken to be the median of the 40,000 simulations and the 95% credible
intervals for the RR were taken to be the 2.5th and 97.5th centiles from the distribution of the RR.

We also assessed the probability that each intervention was the best treatment by calculating the
relative risk of each intervention compared to once daily vehicle/placebo, and counting the
proportion of simulations of the Markov chain in which each intervention had the highest relative
risk. Using this same method, we also calculated the overall ranking of interventions according to
their relative risk compared to once daily vehicle/placebo.

A key assumption behind NMA is that the network is consistent. In other words, it is assumed that
the direct and indirect treatment effect estimates do not disagree with one another. Discrepancies
between direct and indirect estimates of effect may result from several possible causes. First, there
is chance and if this is the case then the network meta-analysis results are likely to be more precise
as they pool together more data than conventional meta-analysis estimates alone. Second, there
could be differences between the trials included in terms of their clinical or methodological
characteristics. Differences that could lead to inconsistency include:

e Different populations (e.g. sex, age, baseline severity)
e Different interventions (e.g. product, dose, vehicle type)
e Different measures of outcome (different scales for IAGI and PGA; PAGI)

o Different follow-up periods (e.g. 2 weeks, 4 weeks, 6 weeks, 8 weeks)

This heterogeneity is a problem for network meta-analysis and should be dealt with by subgroup
analysis and sometimes by re-defining inclusion criteria. Inconsistency in the direct evidence, caused
by heterogeneity, was assessed using Bucher’s method, comparing the odds ratios from the pairwise
meta-analysis wherever a loop of direct evidence was available. We also explored inconsistency by
comparing the odds ratios from the direct evidence (from pair-wise meta-analysis) to the odds ratios
from the combined direct and indirect evidence (from NMA). We performed a significance test to
determine whether the differences between estimates of effect from the pair-wise meta-analyses
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and network meta-analyses were statistically significant. No significant inconsistency using either
method was identified.

Results

A total of 37 studies®1014161843 from the original evidence review met the inclusion criteria for the
base case in at least one network - 34 studies for the IAGI/PGA network and 14 for the PAGI network.
An additional 3 studies****were included in the IAGI/PGA network sensitivity analysis and an
additional 2 studies?® were included in the PAGI network sensitivity analysis. Table 1 presents all
the available data used in the base case analysis for both investigator and patient assessed
outcomes. Figure 342 and Figure 345 show the 2 networks created by eligible comparisons for each
NMA. Of the 105 possible pair-wise comparisons between the 14 interventions in the networks, 22
have been compared directly in at least one trial. Based on the GRADE quality ratings from the
review of direct comparisons (Chapter 8 of full guideline), the evidence included in the network
meta-analysis ranges in quality from very low to moderate.

Table 1:  Study characteristics and IAGI/PGA and PAGI efficacy data used in networks

IAGI or PGA PAGI
Author, year Topical Dose ‘clear/nearly clear’ ‘clear/nearly clear’
r n % r n %
Barker, 1999 Placebo oD 1 26 3.8
Vitamin D oD 13 28 46.4
Perez, 1996 Placebo oD 0 84 0.0
Vitamin D oD 37 84 44.0
Placebo oD 0 40 0.0
Fleming, 2010 L
Vitamin D oD 9 79 114
Potent corticosteroid oD 14 83 16.9
Combined \{ltamln D and oD 44 162 272
potent corticosteroid
Placebo oD 16 157 10.2 15 157 9.6
Kaufmann, 2002 . .
Vitamin D oD 107 480 22.3 137 480 28.5
Potent corticosteroid oD 176 476 37.0 216 476 45.4
Combined vitamin D and oD 276 490 563 316 490 645
potent corticosteroid
Placebo oD 5 91 5.5 14 64 21.9
Langley, 2011
Vitamin D oD 33 184 17.9 35 163 21.5
Combined vitamin D and oo 73 183 399 69 171 404
potent corticosteroid
Medansky, 1997 Placebo oD 7 45 15.6
Potent corticosteroid oD 18 50 36.0
Decroix, 2004 Placebo oD 5 33 15.2
Very potent corticosteroid oD 144 189 76.2
Weinstein Study Placebo oD 7 229 3.1
A, 2003
Retinoid oD 24 439 5.5
Weinstein study Placebo oD 2 214 0.9
B, 2003
Retinoid oD 26 421 6.2
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IAGI or PGA PAGI
Author, year Topical Dose ‘clear/nearly clear’ ‘clear/nearly clear’
r n % r n %
Langner, 1992 Placebo BD 9 29 31.0
Vitamin D BD 21 29 72.4
Langner, 1993 Placebo BD 13 32 40.6
Vitamin D BD 24 32 75.0
Highton, 1995 Placebo BD 23 123 18.7
Vitamin D BD 87 124 70.2
Dubertret, 1992 Placebo BD 11 62 17.7
Vitamin D BD 46 62 74.2
Harrington, Placebo BD 13 71 18.3
1996
Vitamin D BD 148 291 50.9
Oranje, 1997(a) Placebo BD 15 43 34.9 16 34 47.1
Vitamin D BD 26 43 60.5 21 43 48.8
Placebo BD 8 107 7.5 13 107 12.1
Papp, 2003(b) Vitamin D BD 103 308 334 99 308 32.1
Potent corticosteroid BD 174 312 55.8 195 312 625
Egt";i'tn::r;:jggo? dand '(33 229 301 761 223 301 741
Placebo BD 19 206 9.2 26 206 12.6
Guenther, 2002 Vitamin D BD 115 227 50.7 117 227 51.5
ggt”;ﬁ't"f:rt‘::j;:;:o? da"d oD 95 150 63.3 98 150 653
Egg‘a:'t"::rt‘;':jggr‘o? da”d '(33 172 234 735 164 234 701
Wortzel, 1975 Placebo BD 4 37 10.8
Potent corticosteroid BD 15 39 38.5
Sears, 1997 Placebo BD 1 83 1.2 2 83 2.4
Potent corticosteroid BD 12 78 15.4 12 78 15.4
Lowe, 2005 Placebo BD 0 29 0.0
Very potent corticosteroid BD 84 162 51.9
Gottlieb, 2003 Placebo BD 27 125 21.6 36 140 25.7
Very potent corticosteroid BD 85 120 70.8 79 139 56.8
Lebwohl, 2002 Placebo BD 1 20 5.0 1 20 5.0
Very potent corticosteroid BD 10 61 16.4 8 61 13.1
Jarratt, 2006 Placebo BD 2 60 3.3
Very potent corticosteroid BD 47 60 78.3
Kragballe, 1998 Vitamin D oD 49 172 28.5 46 172 26.7
Vitamin D BD 69 172 40.1 69 172 40.1
et n m e m s
Ortonne, 2004 Vitamin D oD 43 252 17.1 44 252 17.5
Combined vitamin D and oD 143 249 574 135 249 542

potent corticosteroid
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IAGI or PGA PAGI
Author, year Topical Dose ‘clear/nearly clear’ ‘clear/nearly clear’
r n % r n %
Camarasa, 2003  Vitamin D BD 67 128 52.3
Potent corticosteroid BD 81 130 62.3
Molin, 1997 Vitamin D BD 119 205 58.0
Potent corticosteroid BD 116 207 56.0
Vitamin D BD 281 342 82.2
Kragballe, 1991
Potent corticosteroid BD 237 342 69.3
Cunliffe, 1992 Vitamin D BD 123 201 61.2
Potent corticosteroid BD 101 200 50.5
Vitamin D BD 142 365 38.9 140 365 38.4
Douglas, 2002
Potent corticosteroid BD 169 363 46.6 183 363 50.4
Combined vitamin D and BD 551 369 680 248 369 67.2
potent corticosteroid (c)
. Vitamin D BD 22 49 44.9
Ruzicka, 1998 ) ;
Concurrent.wtamln.D and 27 39 692
potent corticosteroid
Tham, 1994 Vitamin D BD 13 27 48.1
Coal Tar oD 3 27 11.1
Alora-Palli, 2010 Vitamin D BD 6 28 21.4
Coal Tar BD 14 27 51.9
Pinheiro, 1997 Vitamin D BD 47 65 72.3
Coal Tar BD 28 57 49.1
Hutchinson, Vitamin D BD 23 60 38.3
2000
Dithranol oD 24 54 44 .4
Wall, 1998 Vitamin D BD 92 153 60.1 93 153 60.8
Dithranol oD 67 131 51.1 65 131 49.6
Berth-Jones, Vitamin D BD 180 231 77.9 180 231 77.9
1992
Dithranol oD 116 227 51.1 123 227 54.2
Christensen, Vitamin D BD 6 89 6.7
1999
Dithranol oD 4 77 5.2
Thawornchaisit, Potent corticosteroid BD 23 30 76.7
2007 (d)
Coal Tar BD 7 28 25.0
Very potent corticosteroid BD 32 44 72.7
Menter, 2009
e) Combined vitamin D and oD 32 49 653

potent corticosteroid

(a) Oranje 1997 evaluated treatments in a paediatric population.

(b) Data from Papp 2003 for IAGI/PGA was included in the base case, but PAGI data was only included in the sensitivity
analysis because it was excluded from the clinical review of direct evidence given that in the paper it was reported
graphically.

(c) Twice daily combined vitamin D and potent corticosteroid was only included as a comparator in the sensitivity analysis
given that it is currently unlicensed in the UK at this dose.
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(d) The protocol for the clinical review of direct evidence included only comparisons of single topical therapies to either
placebo/vehicle or vitamin D; therefore, the comparison of potent corticosteroid and coal tar was included only in the
sensitivity analysis.

(e) The protocol for the clinical review of direct evidence included only comparisons of combination therapies to either
vitamin D or potent corticosteroid; therefore, the comparison of combined vitamin D and potent corticosteroid and very
potent corticosteroid was included only in the sensitivity analysis.

Clear/nearly clear as measured by IAGI or PGA

Figure 1 presents all the interventions included in the NMA as well as shows where there is direct
evidence for a particular comparison and the number of studies that have included that comparison.
For example, there are 7 studies reporting the outcome ‘clear’ or ‘nearly clear’ as measured by IAGI
or PGA for the comparison of twice daily vehicle/placebo and twice daily vitamin D or vitamin D
analogues. The diagram also highlights where there are gaps in the direct evidence. For example,
there are no studies comparing combined vitamin D or vitamin D analogues and potent
corticosteroid to concurrent vitamin D or vitamin D analogues and potent corticosteroid.

Figure 342: Clear or nearly clear — IAGI and PGA
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Note Solid lines indicate direct head-to-head comparisons and the colour indicates the number of trials per comparison

included in the base case. Dashed lines indicate all head-to-head comparisons included in the sensitivity analysis.

Table 2 presents the relative risk of each intervention compared to once daily vehicle/placebo. It

also gives a probability that the intervention is the most effective overall. Figure 343 presents these
estimates and their uncertainty as a forest plot.
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Table 2: Relative risks of clear/nearly clear on IAGI/PGA for all interventions compared to twice
daily vehicle/placebo

Very potent corticosteroid BD 6.10 4.48 7.14 48.0%
Combined vitamin D and potent corticosteroid OD 5.55 3.49 6.88 12.7%
Very potent corticosteroid OD 5.31 1.44 7.38 25.3%
Concurrent vitamin D and potent corticosteroid 5.12 2.87 6.78 7.9%
Potent corticosteroid BD 4.90 3.40 6.14 2.1%
Coal Tar BD 4.32 1.90 6.49 3.6%
Vitamin D or vitamin D analogue BD 4.26 3.06 5.42 0.0%
Potent corticosteroid OD 3.78 1.46 6.14 0.2%
Vitamin D or vitamin D analogue OD 3.44 1.56 5.63 0.0%
Dithranol OD 3.38 1.71 5.34 0.1%
Tazarotene OD 2.17 0.43 5.57 0.2%
Coal Tar OD 0.98 0.12 4.18 0.0%
Placebo OD 0.78 0.21 2.29 0.0%
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Figure 343: Relative risks for all interventions compared to twice daily vehicle/placebo
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Based on the relative risk estimates, it would appear that all active interventions with the exceptions
of once daily coal tar and once daily retinoid are more likely to induce clearance or near clearance
than twice daily vehicle/placebo. Twice daily vehicle/placebo appears to perform slightly better than
once daily, but the effect is not statistically significant.

It is difficult to observe differences between active comparators based on the relative risk estimates
presented in Table 2 and Figure 343. The NMA also produced odds ratios for every possible pair-wise
comparison, regardless of whether they have been compared directly in a clinical trial. These
estimates, presented in Figure 344, indicate that there are very few comparisons for which the
treatment effect reaches statistical significance.

A few exceptions include:

e Once daily combined vitamin D or vitamin D analogues and potent corticosteroid are more
effective than once daily vitamin D or vitamin D analogues

e Once daily combined vitamin D analogue and potent corticosteroid is more effective than once
daily potent corticosteroid and once daily retinoid
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e Twice daily very potent corticosteroid is more effective than once daily retinoid and once daily
dithranol

e Twice daily vitamin D or vitamin D analogues, twice daily potent corticosteroids, twice daily very
potent corticosteroids, combined and concurrent vitamin D or vitamin D analogues and potent
corticosteroids are all more effective than once daily coal tar
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Figure 344: Odds ratios for clear/nearly clear as measured by IAGI or PGA, results of conventional and network meta-analyses
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In terms of the probability of being most effective, in nearly half of all simulations (48%), twice daily
very potent corticosteroid emerges as the most effective topical. In a further 25% of simulations,
once daily very potent corticosteroid emerged as the most effective topical. This means that in
nearly three quarters of all simulations, very potent corticosteroids were the most effective topical
among all topical therapies evaluated. Combined and concurrent vitamin D or vitamin D analogues
and potent corticosteroid were most effective in 13% and 8% of simulations, respectively.

In addition to the probability that a given treatment is most effective, the network meta-analysis also
provides an indication of the overall rank of topical treatments in terms of their relative
effectiveness. This statistic gives us an indication of the confidence we might have in a particular
treatment being among the best or among the worst relative to the other treatments available. For
example, the results show us that once and twice daily vehicle/placebo are consistently the least
effective topical therapies, rarely ranking better than 3™ least effective among the 40,000
simulations.

As for active treatments, the results indicate that with the exception of very potent corticosteroid
and combined vitamin D or vitamin D analogues and potent corticosteroid, once daily application of
any topical ranks far lower in terms of effectiveness than twice daily application of any topical. In
other words, once daily application of potent corticosteroid, vitamin D or vitamin D analogue,
dithranol, retinoid and coal tar were consistently among the least effective topical interventions.

Twice daily application of potent corticosteroid, vitamin D or vitamin D analogues and coal tar all
rank consistently in the middle of all 14 comparators (i.e. 4™, to 7™ most effective). They are neither
the most effective nor the least effective.

As indicated by the high relative risks for twice daily very potent corticosteroid and combined or
concurrent vitamin D or vitamin D analogues and potent corticosteroid, these were consistently
ranked among the most effective (i.e. most to 3™ most effective).

The residual deviance of the base case model was 85.23, with the number of unconstrained data
points being 78. The closeness of these values indicates a reasonably good model fit. No significant
inconsistency was identified between the odds ratios generated from pairwise meta-analyses of the
available direct evidence and the odds ratios generated from the network meta-analyses of direct
and indirect comparisons. However, some of the point estimates were somewhat different between
the pairwise and network analyses. Notably the odds ratio for combined treatment versus once daily
placebo was 12.1 in the pair-wise analysis and 22.6 in the network analysis. We can offer two
explanations for this. First, the sample odds ratio from the Fleming 2010 trial is infinite (since there
were zero events in the placebo arm. For the pair-wise analysis, RevMan would have added 0.5 to
each cell, whereas the network meta-analysis being in the form of a logistic regression does not need
to make such an assumption. Second indirect evidence within the network points to a larger effect
size; for example the Guenther 2002 trial indicates an odds ratio for combined vs twice daily placebo
of 17.0, implying an even bigger odds ratio compared to once daily placebo. For these reasons the
credible interval from the network meta-analysis was wider than the confidence interval from the
pairwise comparison.

Clear/nearly clear as measured by PAGI

Figure 345 presents all the interventions included in the NMA as well as shows where there is direct
evidence for a particular comparison and the number of studies that have included that comparison.
From the diagram, one can see that fewer studies have reported PAGI. There are 4 studies reporting
the outcome of ‘clear’ or ‘nearly clear’ as measured by PAGI (in contrast to 7 studies reporting for
IAGI or PGA) for the comparison of twice daily vehicle/placebo and twice daily vitamin D or vitamin D
analogues.
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Figure 345: Clear or nearly clear - PAGI
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Note: Solid lines indicate direct head-to-head comparisons and the colour indicates the number of trials per comparison
included in the base case. Dashed lines indicate all head-to-head comparisons included in the sensitivity analysis.

Table 3 presents the relative risk of each intervention compared to twice daily vehicle/placebo. It
also gives a probability that the intervention is the most effective overall. Figure 346 presents these
estimates and their uncertainty as a forest plot.

Table 3: Relative risks of clear/nearly clear with PAGI for all interventions compared to twice
daily vehicle/placebo

Lower Upper Probability

Median Credible Credible most
Intervention RR Interval Interval effective
Combined vitamin D and potent corticosteroid OD 4.632 2.856 5.861 51.54%
Concurrent vitamin D and potent corticosteroid 4.224 1.854 5.915 27.64%
Potent corticosteroid OD 3.852 1.504 5.823 12.24%
Vitamin D or vitamin D analogue BD 3.56 2.161 4.922 1.57%
Potent corticosteroid BD 3.294 1.73 4.967 2.80%
Very potent corticosteroid BD 2.654 1.092 4.649 3.69%
Vitamin D or vitamin D analogue OD 2.451 0.9893 4.428 0.01%
Dithranol OD 2.287 0.8306 4.436 0.50%
Placebo OD 1.549 0.4531 3.798 0.01%
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Figure 346: Relative risks of clear/nearly clear on PAGI for all interventions compared to twice
daily vehicle/placebo
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Based on the relative risk estimates, it would appear that all active interventions are more likely to
induce clearance or near clearance than twice daily vehicle/placebo, although the results for once
daily dithranol and once daily vitamin D or vitamin D analogues fail to reach statistical significance. A
slightly counterintuitive finding is that once daily vehicle/placebo appears to perform slightly better
than twice daily when using the patient reported outcome measure, but the effect is not statistically
significant.

It is difficult to observe differences between active comparators based on the relative risk estimates
presented in Table 3 and Figure 346. The NMA also produced odds ratios for every possible pair-wise
comparison, regardless of whether they have been compared in a clinical trial. These estimates
indicate that there are only two comparisons between active agents for which the treatment effect
reaches statistical significance: Once daily combined vitamin D or vitamin D analogues and potent
corticosteroid is more effective than once daily vitamin D or vitamin D analogues and more effective
than once daily dithranol.
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Figure 347: Odds ratios for clear/nearly clear as measured by PAGI, results of conventional and network meta-analyses
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Note:

Results in the white area are the odds ratios and 95% confidence intervals from the conventional meta-analyses of direct evidence between the column-defined treatment compared

to the row-defined treatment. Odds ratios greater than 1 favour the column-defined treatment. Results in grey are the median odds ratios and 95% credible intervals from the
NMA of direct and indirect evidence between the row-defined treatment compared to the column-defined treatment. Odds ratios greater than 1 favour the row-defined treatment.
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In terms of the probability of being most effective, in just over half of all simulations (51%), once
daily combined vitamin D or vitamin D analogues and potent corticosteroid emerges as the most
effective topical. In a further 28% of simulations concurrent vitamin D or vitamin D analogues and
potent corticosteroid emerges as the most effective topical strategy. This means that in nearly 75%
of all simulations, a combination of vitamin D or vitamin D analogues and potent corticosteroid,
applied separately in two products or applied together in one product, was the most effective topical
among all topical therapies evaluated. Once daily potent corticosteroid was the most effective
treatment in just 12% of simulations. These results are markedly different from the results based on
the investigator assessed outcome (IAGI/PGA) where very potent corticosteroids had a 75%
probability of being most effective. This is likely due to differences in the availability of data between
investigator assessed and patient assessed outcomes.

As for the investigator assessed outcome (IAGI/PGA), the network meta-analysis provides an
indication of the overall rank of topical treatments in terms of their relative effectiveness as assessed
by the patient him/herself. The results in terms of rank appear to differ between the patient
assessed and investigator assessed outcomes, potentially for two reasons. First, there was less PAGI
data available to inform estimates of effect than IAGI/PGA data. This limitation could result in
seemingly inconsistent measures of effect between the two outcomes. Secondly, it is possible that
patient assessment of ‘clear or nearly clear’ differs from investigator assessment, and this could give
rise to slightly different results.

As in the investigator assessed results, once and twice daily vehicle/placebo are consistently the least
effective topical therapies, never ranking better than between least and 4th least effective.

As for active treatments, the results indicate that once daily application of vitamin D or vitamin D
analogue and of dithranol were consistently among the least effective topical interventions.

The results also show that twice daily application of vitamin D or vitamin D analogues, potent
corticosteroid and very potent corticosteroid perform moderately well overall, consistently ranking
between 4™ and 6" most effective. They are neither the most effective nor the least effective.

As indicated by the high relative risks for once daily potent corticosteroid and combined or
concurrent vitamin D or vitamin D analogues and potent corticosteroid, these were consistently
ranked among the most effective (i.e. most to 3™ most effective).

At odds with the results of the investigator assessed evidence is the result showing once daily potent
corticosteroid to be more effective than both twice daily potent and very potent corticosteroid. This
difference is more than likely caused by a difference in the study data available as opposed to a
difference in assessment of efficacy or actual efficacy.

The residual deviance of the base case model was 32.79, with the number of unconstrained data
points being 33. The closeness of these values indicates a good model fit.

Sensitivity Analyses

In a sensitivity analysis we explored the impact of a slightly different protocol on the results of the
base case. In the sensitivity analysis, we included:

e Two studies which were excluded from the review of direct evidence on the basis that they
did not report an included comparison (even though each treatment being compared was
included somewhere in the review). Hence these added greater statistical power to the
analysis.

o One study(Thawornchaisit, 2007) compared twice daily potent corticosteroid with
twice daily crude coal tar.

129



Psoriasis
Network meta-analysis

o Another study (Menter, 2009) compared once daily combined product containing
vitamin D analogue and potent corticosteroid with twice daily very potent
corticosteroid.

e Astudy conducted entirely in children(Oranje, 1997).

o A further comparator— twice daily combined vitamin D or vitamin D analogues and potent
corticosteroid. It was excluded from the base case and the review of direct evidence
because it is currently unlicensed at a twice daily application frequency. Although this did
not add any new studies to the existing networks of evidence, it did mean that we would
include an additional trial arm of several included studies.

e Data from one study (Papp, 2003) for the PAGI outcome (it was excluded from the clinical
review of direct evidence given that in the paper it was reported graphically).

The dashed lines in Figure 342 and Figure 345 present the network diagrams when these studies and
comparators were included, for the clear/nearly clear outcomes as assessed by IAGI or PGA and
PAGI, respectively.

Table 4 presents the relative risk of each intervention compared to twice daily vehicle/placebo for

the outcome of clear/nearly clear on the investigator assessed outcome (IAGI/PGA). It also gives a
probability that the intervention is the most effective overall in this sensitivity analysis as well as in
the base case. This provides an easy way of comparing the results between the base case and the

sensitivity analysis.

Table 4: Relative risks of clear/nearly clear on IAGI/PGA for all interventions compared to twice
daily vehicle/placebo — Sensitvity analysis wherein all data and twice daily combined
vitamin D analogue and potent corticosteroid are included

Lower Upper Probability Probability

Median Credible Credible most effective most effective
Intervention RR Interval Interval in SA in base case
Combined vitamin D and potent 156 NA
corticosteroid BD 5.915 4.820 6.567 :
Very potent corticosteroid BD 5.736 4.468 6.549 29.0 48.0
Combined vitamin D and potent 39 127
corticosteroid OD 5.206 3.667 6.249 ' '
Very potent corticosteroid OD 4.961 1.526 6.816 18.7 253
Potent corticosteroid BD 4.716 3.464 5.736 0.3 2.1
Concurrent vitamin D and potent 29 79
Cort|costero|d 4.691 2.677 6.169 : .
Vitamin D or vitamin D analogue
BD 3.845 2.845 4.789 0.0 0.0
Potent corticosteroid OD 3.560 1.584 5537 0.1 0.2
Vitamin D or vitamin D analogue
oD 3.213 1.655 4.988 0.0 0.0
Coal Tar BD 2.921 1.303 4.895 0.0 3.6
Tazarotene OD 2.008 0.459 4.936 0.1 0.2
Coal Tar OD 0.852 0.103 3.617 0.0 0.0
el Aol 0.729 0.229 1.910 Y LY
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Results of the sensitivity analysis indicate two things. First, it demonstrates that the risk ratios from
the base case for most topical therapies compared to twice daily vehicle/placebo are insensitive to
the additional data. In other words, the median point estimates and their 95% credible intervals
have changed very little, and therefore we can be confident in the treatment effect estimates
generated in the base case.

Secondly, the results of the sensitivity analysis demonstrate how effective twice daily combined
vitamin D analogue and potent corticosteroid is compared to alternatives. Indeed, when it is
included as a relevant comparator, it emerges as the most effective strategy in nearly 50% of
simulations. Interestingly, the pairwise odds ratios from the sensitivity analysis (Figure 348) indicate
that based on direct evidence from one study (Guenther, 2002) alone, twice daily combined vitamin
D analogue and potent corticosteroid is more effective than once daily (OR 1.61 (1.03 to 2.5).
However, when all direct and indirect evidence is combined, this difference does not reach statistical
significance (OR 1.77 (0.62 to 5.03)).
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Figure 348: Odds ratios for clear/nearly clear as measured by IAGI or PGA, results of sensitivity analysis wherein all data and twice daily combined
vitamin D analogue and potent corticosteroid are included
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Note: Results in the white area are the odds ratios and 95% confidence intervals from the conventional meta-analyses of direct evidence between the column-defined treatment compared to
the row-defined treatment. Odds ratios greater than 1 favour the column-defined treatment. Results in grey are the median odds ratios and 95% credible intervals from the NMA of

direct and indirect evidence between the row-defined treatment compared to the column-defined treatment. Odds ratios greater than 1 favour the row-defined treatment.
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Table 5 presents the relative risk of achieving clearance or near clearance as assessed by the patient
(PAGI) for each intervention compared to twice daily vehicle/placebo. It also gives a probability that
the intervention is the most effective overall in this sensitivity analysis as well as in the base case.
This provides an easy way of comparing the results between the base case and the sensitivity
analysis.

Table 5: Relative risks of clear/nearly clear with PAGI for all interventions compared to twice
daily vehicle/placebo - sensitivity analysis wherein all data and twice daily combined
vitamin D analogue and potent corticosteroid are included

Probability Probability
Median Lower Upper most effective most effective

Intervention RR Crl Crl in SA in base case
Combined vitamin D analogue and 4.542 3.395 5.346 54.30% NA
potent corticosteroid BD

Combined vitamin D analogue and 4.296 2.881 5.291 24.10% 51.54%
potent corticosteroid OD

Potent corticosteroid OD 3.936 2.469 5.12 8.20% 12.24%
Concurrent vitamin D analogue and 3.673 1.667 5.282 11.30% 27.64%
potent corticosteroid

Vitamin D or vitamin D analogue BD 2.817 1.857 3.833 0.00% 1.57%
Potent corticosteroid BD 2.734 1.562 4.079 0.10% 2.80%
Very potent corticosteroid BD 2.59 1.096 4.392 1.90% 3.69%
Vitamin D or vitamin D analogue OD 2.225 1.049 3.759 0.00% 0.01%
Dithranol OD 1.705 0.6535 3.448 0.00% 0.50%
Placebo OD 1.496 0.5293 3.222 0.00% 0.01%

As in the case of the IAGI and PGA outcomes, the results of the analysis demonstrate that the
majority of the base case results are robust to changes in the data. The one noteworthy exception is
twice daily vitamin D or vitamin D analogue. The base case showed the relative risk for twice daily
vitamin D or vitamin D analogue compared to twice daily vehicle/placebo was 3.56 (2.16 to 4.92). In
the sensitivity analysis, twice daily vitamin D or vitamin D analogue appears to be less effective than
in the base case (but still more effective than vehicle/placebo) with a relative risk of 2.82 (1.86 to
3.83).

The effectiveness of twice daily combined vitamin D analogue and potent corticosteroid is also
demonstrated for this patient-reported outcome. Again, it has a greater than 50% probability of
being the most effective topical therapy. But again, the pairwise odds ratios of direct evidence
(Figure 349) indicate that there is a non-significant difference between once daily and twice daily
application of the combined product (OR 1.22 (0.47 to 3.24)).
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Figure 349:

Odds ratios for clear/nearly clear as measured by PAGI, results of sensitivity analysis wherein all data and twice daily combined
vitamin D analogue and potent corticosteroid are included
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Note:

Results in the white area are the odds ratios and 95% confidence intervals from the conventional meta-analyses of direct evidence between the column-defined treatment

compared to the row-defined treatment. Odds ratios greater than 1 favour the column-defined treatment. Results in grey are the median odds ratios and 95% credible
intervals from the NMA of direct and indirect evidence between the row-defined treatment compared to the column-defined treatment. Odds ratios greater than 1 favour
the row-defined treatment.
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Discussion

Based on the results of conventional, pairwise meta-analyses of direct evidence, as has been
previously presented in chapter 6, deciding upon the most effective topical for the treatment of mild
to moderate psoriasis is difficult. Many interventions have not been directly compared to one
another in a randomised controlled trial and there are many instances of overlapping comparisons
that could potentially give inconsistent estimates of effect. In order to overcome these challenges
and to base decisions on a coherent set of treatment effects across all the trial evidence, a network
meta-analysis was performed.

The NCGC analysis was based on a total of 37 studies, including up to 13,887 patients randomised to
14 different interventions. These studies formed 2 networks of evidence, which were differentiated
by outcome. The first network is comprised of evidence on the effectiveness of topical therapies in
achieving a physician or investigator assessed outcome of response (clear/nearly clear); the second
network is comprised of evidence on the effectiveness of a subset of the same topical therapies in
terms of a patient assessed outcome of response (clear/nearly clear). Fewer trials reported data for
the patient assessed outcome than the investigator assessed outcome. The findings from the NMA
fed into the original economic analysis of topical therapy sequences (see Appendix M), and helped to
facilitate GDG decision-making about the optimal treatments for patients with mild to moderate
plaque psoriasis of the trunk and limbs.

Results of the first network, in which outcomes were based on investigator/physician assessment,
showed that all topicals with active agents (non-vehicle cream or ointment) were more effective than
placebo/vehicle. There was a non-significant trend towards twice daily application of a given topical
to be more effective than once daily application. Very potent corticosteroids were found to be
among the most effective agents in terms of induction of clearance or near clearance, and once or
twice daily application was shown to be the most effective intervention in nearly 75% of simulations.
The next most effective interventions involved a combination of potent corticosteroid and vitamin D
analogue, either applied once daily in a single two-compound formulation product or applied
separately, one in the morning and the other in the evening. Interventions such as potent
corticosteroids and vitamin D analogues, coal tar and dithranol were all between 3 and 5 times more
likely to induce clearance than placebo, but there were only small and non-significant differences
between them.

In a sensitivity analysis of the first network, the protocol was broadened to include additional trial
evidence and comparators. Twice daily application of two-compound formulation product
(combined potent corticosteroid and vitamin D analogue) was excluded from the base case because
it is not licensed at this high dose, but it was included in the sensitivity analysis. . The estimates and
ranking of strategies were largely consistent with the base case analysis; however twice daily coal tar
was less effective than in the base case. The additional comparator, twice daily two-compound
formulation product, was found to be the most effective intervention, surpassing very potent
corticosteroids. When compared to once daily application, the twice daily two-compound
formulation product trended toward being more effective, but this trend failed to reach statistical
significance.

Results of the second network, in which outcomes were based on patient assessment, were broadly
similar to the results from the investigator/physician assessed analysis. The effectiveness of very
potent corticosteroid was markedly less when assessed by patients, but it is unclear what may be
driving this finding. Combined and concurrent potent corticosteroid and vitamin D analogue were
the best topicals, followed by potent corticosteroids and vitamin D analogues. In this analysis, once
daily potent corticosteroid performed slightly better than twice daily, but twice daily vitamin D or
vitamin D analogue was more effective than once daily. Again, when the protocol was expanded and
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twice daily two-compound formulation product was included as a comparator, it was shown to be
most effective, but not significantly more effective than once daily application.

The NMA was undertaken to synthesise estimates of efficacy for different topical therapies under
consideration for the treatment of mild to moderate psoriasis. The GDG considered response, in
terms of the achievement of clearance or near clearance, to be the most important outcome from
the clinical evidence review; however, other outcomes, namely those measuring safety, were also
very important. They were aware that many of the most effective interventions, potent and very
potent corticosteroids, are sometimes associated with certain adverse events (e.g. irreversible skin
atrophy, rapid relapse, disease destabilisation) that may limit their utility in the long term
management of patients with psoriasis. In interpreting the evidence and making recommendations,
the GDG relied on the efficacy results from the NMA as well as results for the other outcomes,
particularly adverse events, included in the clinical evidence review of direct evidence.

WinBUGS code (Base case analysis)

#Random effects model for multi-arm trials (any number of arms)

model{
for (iin 1:NS)
{ Events[i] <- r[i,1]*equals(t[i,1],1)
Numpatients[i] <- n[i,1]*equals(t[i,1],1) }
totEvents<-sum(Events[])

totNumpatients<-sum(Numpatients(])

BR<- totEvents/totNumpatients

for(i in 1:NS){
wli,1] <-0
deltali,t[i,1]]<-0
muli] ~ dnorm(0,.0001) # vague priors for 24 trial baselines
for (kin 1:na[i]) {
r[i,k] ~ dbin(p[i,t[i,k]],n[i,k]) # binomial likelihood

logit(pl[i,t[i,k]])<-muli] + delta[i,t[i,k]] # model

#tDeviance residuals for data i

rhatl[i,k] <- p[i,t[i,k]] * n[i,k]
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dev[i,k] <- 2 * (r[i,k] * (log(r[i,k])-log(rhat[i,k])) + (n[i,k]-r[i,k]) * (log(n[i,k]-r[i,k]) - log(n[i,k]-
rhat[i,k])))

sdev]i]<- sum(devl[i,1:na[i]])

for (k in 2:nafi]) {

deltali,t[i,k]] ~ dnorm(md][i,t[i,k]],taud[i,t[i,k]]) # trial-specific LOR distributions
md[i,t[i,k]] <- d[t[i,k]] - d[t[i,1]] + sw][i,k] # mean of LOR distributions
taud([i,t[i,k]] <- tau *2*(k-1)/k #precision of LOR distributions

wl(i,k] <- (deltali,t[i,k]] - d[t[i,k]] + d[t[i,1]]) #adjustment, multi-arm RCTs

swli,k] <-sum(wl[i,1:k-1])/(k-1) } # cumulative adjustment for multi-arm trials
}
d[1]<-0
for (k in 2:NT){d[k] ~ dnorm(0,.0001) } # vague priors for basic parameters
sd~dunif(0,2) # vague prior for random effects standard deviation

tau<-1/pow(sd,2)

rr[1]<-1
for (kin 2:NT) {logit(v[k])<-logit(BR)+d[Kk]

rr[k]<-v[k]/BR } # calculate relative risk

sumdev <- sum(sdev(]) # Calculate residual deviance

# Ranking and prob{treatment k is best}

for (kin 1:NT) {

rk[k]<-NT+1-rank(rr[],k)

best[k]<-equals(NT+1-rank(rr[],k),1)}
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# pairwise ORs and RRs
for (cin 1:(NT-1))
{ for (kin (c+1):NT)
{ lor[c,k] <- d[k] - d[c]
log(or[c,k]) <- lor[c,k]
Irr[c,k] <- log(rr[k]) - log(rr[c])

log(rrisk[c,k]) <- Irr[c,k]

# NT=no. treatments, NS=no. studies;
# NB : set up M vectors each r[,]. n[,] and t[,], where M is the Maximum number of treatments

# per trial in the dataset. In this dataset M is 5.

list(NS=34,NT=14)

r[,1] n[,1] r[,2] n,2] r[,3] n[,3] r[,4] nL,4] r[,5] n[,5] t[,1] t[,2] t[,3] t[,4] t[,5] nall
1261328 NA1NA1NANA23NANANA2
0843784 NA1NA1NANA23NANANA?2
04097914 8344162 NANA23510NA 4

16 157 107 480 176 476 276 490 NANA 235 10 NA 4
5913318473183 NA1NANA23 10 NANA3
7451850 NA1NA1NANA25NANANA?2
533144189 NA1NA1NANA 27 NANANA?2
722924439 NA1NA1NANA29NANANA?2
221426421 NA1NA1NANA29NANANA?2
9292129 NA1NA1NANA14NANANA?2
13322432 NA1NA1NANA14NANANA?2
2312387 124 NA1NA 1 NANA 14 NANANA 2
116246 62 NA1NA 1 NANA 14 NANANA 2

8107 103308 174312 NA1TNANA 146 NANA 3

19206 11522795150 NA1 NANA 1410 NANAS3
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4371539 NA1NA1INANA16NANANA2
1831278 NA1NA1NANA16NANANA2
02984162 NA1NA1NANA18NANANA2
2712585120 NA1 NA1NANA18NANANA?2
1201061 NA1NA1NANA18NANANA2
2604760 NA1NA1NANA18NANANA2
491726917273 172 NA1NANA3 411 NANA3
43252 143 249 NA1 NA1NANA3 10 NANANA?2
67128 81 130 NA1 NA1NANA46NANANA?2
119205 116 207 NA1NA1NANA46 NANANA2
142 365 169 363 NA1 NA1NANA46NANANA?2
22492739 NA1NA1NANA411NANANA2
1327327 NA1NA1NANA412NANANA?2
6281427 NA1NA1NANA413NANANA2
47652857 NA1NA1NANA413NANANA2
23602454 NA1NA1NANA414 NANANA2
9215367131 NA1NA1NANA414 NANANA?2
180231116 227 NA1 NA1 NANA 414 NANANA?2
689477NA1NA1INANA414NANANA?2

END

list(

d=c(NA,0,0,0,0,0,0,0,0,0,0,0,0,0),

sd=.2,
mu=c(-3,-1,3,-1,0,3,-2,-2,-1,-3,0,-1,2,3,3,2,3,3,1,3,-2,-2,3,-2,3,3,3,1,-1,1,1,-1,1,-1),

delta = structure(.Data =
c(NA,NA,3,NA,NA,NA,NA,NA,NA,NA, NA NA,NA,NA,NA,NA,1,NA, NA NA,NA,NA,NA,NA,NA,NA NA NAN
A,NA,-3,NA,-3,NA,NA,NA,NA,-2,NA,NA,NA,NA,NA,NA,-
1,NA,2,NA,NA,NA,NA,0,NA,NA,NA,NA,NA,NA,1,NA,NA,NA,NA,NA,NA,-
2,NA,NA,NA,NA,NA,NA,NA,NA,1,NA,NA NA,NA,NA NA,NA,NA,NA,NA,NA,NA NA,NA,NA, -
2,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA, NA,NA,NA,NA,NA, -

3,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA NA,NA,NA,1,NA,NA,NA,NA,NA,NA,NA,NA,1,NA,NA NA,NA,NA,
NA,NA,NA,NA,NA,NA,NA,NA,0,NA,NA,NA,NA,NA,NA,NA,NA,NA NA,NA,NA,NA,3,NA,NA,NA,NA, NA,NA
,NA,NA,NA,NA,NA,NA,NA,0,NA,NA,NA,NA,NA,NA, NA,NA,NA,NA,NA,NA,NA,-
1,NA,3,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA, -
2,NA,NA,NA,NA,NA,3,NA,NA,NA,NA,NA,NA,NA,NA,NA,-
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3,NA,NA,NA,NA,NA,NA,NA,NA, NA,NA,NA,NA,NA, -
3,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,1,NA,NA,NA, NA,NA, NA,NA, NA, NA,NA, NA, NA
,NA,0,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA, -
1,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA, NA,NA, -
2,NA,NA,NA,NA,NA,NA,NA,NA,NA,2,NA,NA,NA,NA,NA,NA, 3,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,
NA,-1,NA,NA,NA,NA,NA,NA,NA,NA,NA,-2,NA,NA,NA,NA,NA,NA,NA, NA,NA, NA,NA, NA,NA, -
3,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,0,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA, NA, NA
,NA,NA,NA,NA,1,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,2,NA,NA,NA,NA,NA,NA,NA,NA, N
A,NA,NA,NA,NA,NA,3,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,2,NA,NA, NA,NA,NA,NA,NA,NA,
NA,NA,NA,NA,NA,NA,1,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,0,NA,NA,NA,NA,NA, NA,NA, NA
,NA,NA,NA,NA,NA,1,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,NA,0

),.Dim=c(34, 14))))

Appendix L: Network meta-analysis of topical
therapies in the treatment of scalp psoriasis

Clinical question

In people with scalp psoriasis: what are the clinical effectiveness, safety, tolerability and cost-
effectiveness of available topical therapies?

Introduction

The results of conventional meta-analyses of direct evidence alone (as presented in Chapter 8) make
it difficult to determine which intervention is most effective in the treatment of scalp psoriasis. The
challenge of interpretation has arisen for two reasons:

e Some pairs of alternative strategies have not been directly compared in a randomised controlled
trial (for example, very potent corticosteroid vs combined vitamin D and potent corticosteroid)

e There are frequently multiple overlapping comparisons (for example vitamin D vs potent
corticosteroid, vitamin D vs combined vitamin D and potent corticosteroid and potent
corticosteroid vs combined vitamin D and potent corticosteroid) that could potentially give
inconsistent estimates of effect.

To overcome these problems, a hierarchical Bayesian network meta-analysis (NMA) was performed.
This type of analysis allows for the synthesis of data from direct and indirect comparisons and allows
for the ranking of different interventions in order of efficacy, defined as the achievement of
clearance or near clearance. The analysis also provides estimates of effect (with 95% credible
interval) for each intervention compared to one another and compared to a single baseline risk.
These estimates provide a useful clinical summary of the results and facilitate the formation of
recommendations based on the best available evidence. Furthermore, these estimates were used to
parameterise treatment effectiveness of the topical therapies in the original cost-effectiveness
modelling (see Appendix N).

Conventional meta-analysis assumes that for a fixed effect analysis, the relative effect of one
treatment compared to another is the same across an entire set of trials. In a random effects model,
it is assumed that the relative effects are different in each trial but that they are from a single
common distribution and that this distribution is common across all sets of trials.
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Network meta-analysis requires an additional assumption over conventional meta-analysis. The
additional assumption is that intervention A has the same relative effect across all trials of
intervention A compared to intervention B as it does across trials of intervention A versus
intervention C, and so on. Thus, in a random effect network meta-analysis, the assumption is that
intervention A has the same effect distribution across all trials of A versus B, A versus C and so on.

Methods

Study selection and data collection

To estimate the odds ratios and relative risks, we performed a NMA that simultaneously used all the
relevant randomised controlled trial evidence from the clinical evidence review (presented in
Chapter 8). As with conventional meta-analyses, this type of analysis does not break the
randomisation of the evidence, nor does it make any assumptions about adding the effects of
different interventions. The effectiveness of a particular treatment strategy combination will be
derived only from randomised controlled trials that had that particular combination in a trial arm.

The inclusion criteria and comparisons considered for the NMA were the same as in the clinical
review (see Chapter 8).

The outcomes considered as part of the NMA were restricted to those measuring response:

e Clear/nearly clear or marked improvement (at least 75% improvement) on Investigator’s
assessment of overall global improvement (IAGI) or clear/nearly clear/minimal (not mild) on
Physician’s Global Assessment (PGA)

Unfortunately, the network of evidence for the outcome of clear/nearly clear or marked
improvement (at least 75% improvement) on the Patient’s assessment of overall global improvement
(PAGI) or clear/nearly clear/minimal (not mild) on Patient’s Global Assessment was not connected
such that an analysis could be performed.

As noted in the review of direct evidence, the preferred figures for the network meta-analysis were
based on a modified available case analysis (whereby patients known to have dropped out due to
lack of efficacy are included in the denominator for efficacy outcomes and those known to have
dropped out due to adverse events are included in the numerator and denominator when analysing
adverse events). This method was used rather than intention-to-treat analysis to avoid making
assumptions about the participants for whom outcome data were not available.

However, when the data were presented as an ITT analysis in the study it was not possible to modify

this to an available case analysis as insufficient detail was provided. This was the case in 10 studies*®
55

Interventions

The interventions compared in the NMAs were those found in the randomised controlled trials
included in the clinical evidence review (see Chapter 8). In order to reduce heterogeneity in the
network, interventions were broken down by treatment frequency from the outset. In othe