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Pressure ulcers

Appendix I: Forest plots

Pressure ulcer management

Ulcer measurement

No meta-analysis was undertaken and data were not suitable for input into Revman therefore no

forest plots were generated.

Categorisation

Figure 154: Accuracy

EPUAP Stirling Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Russell and Reynolds 2001 015 0.1 86 0045 0.21 85 1000% 0.10(0.04,017)
Total (95% CI) 86 85 100.0% 0.10[0.04,0.17) B
| $ + + +
Heterogeneity. Not applicable 02 -01 S 01 02

Test for overall effect Z= 3.27 (P = 0.001) Favours EPUAP Favours Stirling

Figure 155: Precision

EPUAP Stirling Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
Russell and Reynolds 2001 049 015 86 036 015 85 1000% 0.13[0.09,017)
Total (95% CI) 86 85 100.0% 0.13[0.09,0.17) %
Heterogeneity. Not applicable _0-5 _0-25 0 0 ,25 0-5

Testfor overall effect Z= 5.67 (P < 0.00001) Favours EPUAP Favours Stirling

Nutritional supplementation and hydration strategies

Figure 156: 500kcal, 34g protein, 6g arginine, 500mg vit C, 18mg zinc and standard hospital
diet vs standard hospital diet — proportion with complete healing

Supplement SHD Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Cereda, 2009 1 13 0 15 100.0% 8.62[0.17, 438.70] >
Total (95% CI) 13 15 100.0% 8.62[0.17, 438.70] e —
Total events 1 0

Heterogeneity: Not applicable

Test for overall effect: Z = 1.07 (P = 0.28) 001 01 1 10 100

Favours SHD Favours supplemen

Figure 157: 500kcal, 34g protein, 6g arginine, 500mg vit C, 18mg zinc and standard hospital
diet vs standard hospital diet -mean reduction in ulcer size cm2 (change scores)

Supplement SHD Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Cereda, 2009 14.5 8.03 13 8.41 559 15 100.0% 6.09[0.89, 11.29]
Total (95% CI) 13 15 100.0% 6.09 [0.89, 11.29]

L 1 1 ]
100 -50 0 50 100
Favours SHD Favours supplement

Heterogeneity: Not applicable
Test for overall effect: Z = 2.29 (P = 0.02)
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Figure 158: 500kcal, 34g protein, 6g arginine, 500mg vit C, 18mg zinc and standard hospital
diet vs standard hospital diet —-mean reduction in PUSH scores (change scores)

Supplement SHD Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Cereda, 2009 6.1 27 13 -33 24 15 100.0% -2.80[-4.71,-0.89]
Total (95% CI) 13 15 100.0% -2.80 [-4.71, -0.89] 4

~100 50 0 50 100
Favours SHD Favours supplement

Heterogeneity: Not applicable
Test for overall effect: Z = 2.88 (P = 0.004)

Figure 159: 500kcal, 34g protein, 6g arginine, 500mg vit C, 18mg zinc and standard hospital
diet vs standard hospital diet —all cause mortality

Supplement SHD Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Cereda, 2009 2 15 0 15 100.0%  7.94[0.47, 133.26] >
Total (95% CI) 15 15 100.0% 7.94 [0.47, 133.26] —
Total events 2 0

Heterogeneity: Not applicable

Test for overall effect: Z = 1.44 (P = 0.15) 0.01 0.1 1 10 100

Favours supplement Favours SHD

Figure 160: 250kcal, 28.4g carbohydrates, 20g protein, 3g arginine, 7g fat, vitamins, minerals
and standard hospital diet vs standard hospital diet and placebo — adverse events
related to the product

Supplement SHD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Van Anholt, 2010 9 22 4 21 100.0% 2.15[0.78, 5.92] N
Total (95% CI) 22 21 100.0% 2.15[0.78, 5.92] P
Total events 9 4
Heterogeneity: Not applicable |

I 1 1
0.01 0.1 1 10 100

Test for overall effect: Z=1.48 (P = 0.14) Favours supplement  Favours SHD

Figure 161: 250kcal, 28.4g carbohydrates, 20g protein, 3g arginine, 7g fat, vitamins, minerals
and standard hospital diet vs standard hospital diet and placebo — Incidence of

diarrhoea
Supplement SHD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Van Anholt, 2010 6 22 2 21 100.0% 2.86 [0.65, 12.64] i
Total (95% Cl) 22 21 100.0% 2.86 [0.65, 12.64] ~
Total events 6 2 .

Heterogeneity: Not applicable

Test for overall effect: Z = 1.39 (P = 0.16) .01 01 ! 10 100

Favours supplement  Favours SHD
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Figure 162: 250kcal, 28.4g carbohydrates, 20g protein, 3g arginine, 7g fat, vitamins, minerals
and standard hospital diet vs standard hospital diet and placebo — Incidence of nausea

Supplement SHD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Van Anholt, 2010 1 22 1 21 100.0% 0.95[0.06, 14.30]
Total (95% CI) 22 21 100.0% 0.95[0.06, 14.30]
Total events 1 1
?et(tezogeneltyl:I Nfcf)t at;.)pzl|c_;a(§>l(()a3 o067 -0.01 011 1- 1.0 100.
est for overall effect: Z = 0.03 (P = 0.97) Favours supplement Favours SHD

Figure 163: 250kcal, 28.4g carbohydrates, 20g protein, 3g arginine, 7g fat, vitamins, minerals
and standard hospital diet vs standard hospital diet and placebo - Incidence of

vomiting
Supplement SHD Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Van Anholt, 2010 0 22 1 21 100.0% 0.13[0.00, 6.51] *
Total (95% CI) 22 21 100.0% 0.13[0.00, 6.51] = ——
Total events 0 1
?(—:‘ti,‘rfogeneltyl:I Nf(?t aﬁgllc_:a?lgz oo -0.01 0!1 : 1-0 100.
est for overall effect: Z = 1.02 (P = 0.31) Favours supplement Favours SHD

Figure 164: 500kcal, 18g protein, 0g fat, 72mg vitamin C, 7.5 mg zinc and standard hospital
diet vs standard hospital diet — PUSH scores at week 3

Supplement SHD Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Desneves, 2005 6 1.2 5 7 15 6 100.0% -1.00[-2.60, 0.60]
Total (95% CI) 5 6 100.0% -1.00 [-2.60, 0.60]
Heterogeneity: Not applicable f f f f i
i -100  -50 0 50 100
Test for overall effect: Z = 1.23 (P = 0.22) Favours SHD Favours supplement

Figure 165: 500kcal, 21g protein, 0g fat, 500mg vitamin C, 30mg zinc, 9g arginine and standard
hospital diet vs standard hospital diet — PUSH scores at week 3

Supplement SHD Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Desneves, 2005 26 06 5 7 15 6 100.0% -4.40[-5.71,-3.09]
Total (95% CI) 5 6 100.0% -4.40[-5.71,-3.09] )
Heterogeneity: Not applicable t t t t {
K -100 -50 0 50 100
Test for overall effect: Z = 6.58 (P < 0.00001) Favours lower protein  Favours higher protein
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Figure 166: 500kcal, 21g protein, 0g fat, 500mg vitamin C, 30mg zinc, 9g arginine and standard
hospital diet vs 500kcal, 18g protein, 0g fat, 72mg vitamin C, 7.5 mg zinc and standard
hospital diet — PUSH scores at week 3

Arginine, protein, vit C Protein, vit C, zinc Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Desneves, 2005 2.6 0.6 5 6 1.2 5 100.0% -3.40 [-4.58, -2.22]
Total (95% CI) 5 5 100.0% -3.40 [-4.58, -2.22] {
Heterogeneity: Not applicable t t T t J
i -100 -50 0 50 100
Test for overall effect: Z = 5.67 (P < 0.00001) Favours Arginine Favours Protein

Figure 167: per 100ml 4.38g protein, 2.23g fat, 15.62g carbohydrate, minerals and vitamins
and standard hospital diet vs standard hospital diet — proportion with complete healing

Supplement SHD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ohura, 2011 7 21 4 29 100.0% 2.42[0.81,7.21] T
Total (95% CI) 21 29 100.0% 2.42[0.81,7.21] -+
Total events 7 4
_Il—_iet?;ogeneltylzl Nfc;t at?péllciaflgg o oir -0.01 011 : 1-0 100.
est for overall effect: 2 = 1.58 (P = 0.11) Favours control Favours experimenta

Figure 168: per 100ml 4.38g protein, 2.23g fat, 15.62g carbohydrate, minerals and vitamins
and standard hospital diet vs standard hospital diet — mean reduction in ulcer size (cm?)

Supplement SHD Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Ohura, 2011 1.31 0.24 21 0.32 0.2 29 100.0% 0.99][0.86, 1.12]
Total (95% ClI) 21 29 100.0% 0.99[0.86, 1.12]
Heterogeneity: Not applicable t t T t |
. -100 -50 0 50 100
Test for overall effect: Z = 15.42 (P < 0.00001) Favours control  Favours experimental

Figure 169: per 100ml 4.38g protein, 2.23g fat, 15.62g carbohydrate, minerals and vitamins
and standard hospital diet vs standard hospital diet — study-related adverse events

Supplement SHD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ohura, 2011 8 29 5 30 100.0% 1.66 [0.61, 4.47] _-_
Total (95% CI) 29 30 100.0% 1.66 [0.61, 4.47] e
Total events 8 5
Heterogeneity: Not applicable ; f f |
K 0.01 0.1 1 10 100
Test for overall effect: Z = 0.99 (P = 0.32) Favours experimental Favours control
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Figure 170: Very high protein dietary formula vs high protein dietary formula — proportion
with complete healing

Very high protein High protein Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% ClI
Chernoff 1990 4 6 0 6 100.0% 15.64[1.57, 155.75]
Total (95% CI) 6 6 100.0% 15.64 [1.57, 155.75] e —
Total events 4 0
?el?;ogeneltyl:l Nf(;t at;?pzllcaéﬂses b 002 -0.01 0?1 1 1-0 100-
est for overall effect: Z = 2.35 (P = 0.02) Favours high protein  Favours very high protein

Figure 171: Very high protein dietary formula vs high protein dietary formula — mean surface
reduction (%)

Very high protein High protein Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Random, 95% CI 1V, Random, 95% CI
Chernoff 1990 42 0 6 73 0 6 Not estimable
10 5 0 5 10

Favours Very high protein  Favours high protein

Figure 172: 500mg ascorbic acid and standard hospital diet vs standard hospital diet and
placebo — proportion with complete healing

Supplement SHD Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Taylor 1974 6 10 3 10 12.2% 2.00[0.68, 5.85]
ter Riet 1995 17 43 22 45 87.8% 0.81[0.50, 1.30]
Total (95% CI) 53 55 100.0% 0.95 [0.62, 1.47]
Total events 23 25

itv: Chi2 = - - -2 = 56% I } 1 } |
_I?etf;ogeneltyl.l Cfr: I.22.29(,)dzf1_ '13 (PO_8%13), 12 = 56% 0.01 01 1 10 100

est for overall effect: Z = 0.21 (P = 0.83) Favours placebo Favours Ascorbic acic

Figure 173: 500mg ascorbic acid and standard hospital diet vs standard hospital diet and
placebo — time to complete healing

Study or Subgroup log[] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI

ter Riet 1995 -0.2485 0.3481 100.0% 0.78[0.39, 1.54]

Total (95% ClI) 100.0%  0.78 [0.39, 1.54]

Heterogeneity: Not applicable IO o7 051 ! 1=0 100‘
Test for overall effect: Z = 0.71 (P = 0.48) Favours Ascorbic acid Favours placebo

Figure 174: 500mg ascorbic acid and standard hospital diet vs standard hospital diet and
placebo — mean% surface area reduction

Supplement SHD Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Taylor 1974 84 24 10 427 2343 10 100.0% 41.30[20.51, 62.09]
Total (95% Cl) 10 10 100.0% 41.30 [20.51, 62.09] -l
Heterogeneity: Not applicable t t t J
-100 -50 0 50 100
Test for overall effect: Z = 3.89 (P < 0.0001) Favours placebo Favours Ascorbic acid
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Figure 175: 500mg ascorbic acid and standard hospital diet vs standard hospital diet and
placebo — all cause mortality

Supplement SHD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Taylor 1974 1 10 1 10 17.0% 1.00 [0.07, 13.87]
ter Riet 1995 3 43 5 45 83.0% 0.63[0.16, 2.47] _.'_
Total (95% CI) 53 55 100.0% 0.69 [0.21, 2.32] >
Total events 4 6

Heterogeneity: Chiz = 0.09, df =1 (P = 0.76); I2 = 0%

L 1 1 ]
Test for overall effect: Z = 0.60 (P = 0.55) 0.01 0.1 1 10 100

Favours Ascorbic acid Favours placebo

Figure 176: Zinc sulphate 200mg vs placebo - proportion with complete healing
Zinc sulfate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Brewer, 1967 1 6 2 7 100.0% 0.58 [0.07, 4.95]
Total (95% CI) 6 7 100.0% 0.58 [0.07, 4.95] et
Total events 1 2 .

Heterogeneity: Not applicable

Test for overall effect: Z = 0.49 (P = 0.62) 0.01 0.1 1 10 100

Favours placebo Favours Zinc

Figure 177: Zinc sulphate 200mg vs placebo — mean reduction in pressure ulcer volume (ml)
Zinc sulfate Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight |1V, Random, 95% CI IV, Random, 95% CI
Norris 1971 101 9 10 6 175 10 100.0%  4.10[-8.10, 16.30] ] »
Total (95% Cl) 10 10 100.0%  4.10 [-8.10, 16.30] *

10 5 0 5 10
Favours placebo Favours Zinc

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

Figure 178: Concentrated, fortified, collagen protein hydrolysate vs placebo — mean reduction
in PUSH scores
Supplement Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Lee, 2006 3.55 4.66 44 3.22 411 27 100.0% 0.33[-1.74, 2.40]
Total (95% CI) 44 27 100.0% 0.33[-1.74, 2.40]

100 -50 0 50 100
Favours placebo Favours supplement

Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.76)

Figure 179: Concentrated, fortified, collagen protein hydrolysate vs placebo - all cause
mortality
Supplement Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lee, 2006 1 56 1 33 100.0% 0.59[0.04, 9.11]
Total (95% ClI) 56 33 100.0% 0.59 [0.04, 9.11] et
Total events 1 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.38 (P = 0.71) 0.0t 0.1 ! 10 100

Favours supplement  Favours placebo
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Figure 180: Ornithine alpha-ketoglutarate vs placebo — time to complete healing

Ornithine alpha Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Meaume, 2009 0.07 0.1 85 0.04 0.08 75 100.0% 0.03[0.00, 0.06]
Total (95% CI) 85 75 100.0% 0.03 [0.00, 0.06]
Heterogeneity: Not applicable t t T t {
-100 -50 0 50 100
Test for overall effect: Z = 1.99 (P = 0.05) Favours placebo Favours ornithine alpha
Figure 181: Ornithine alpha-ketoglutarate vs placebo — mean% reduction in ulcer size
Ornithine alpha Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
Meaume, 2009 595 714 85 54 69 75 100.0% 5.50 [-16.28, 27.28]
Total (95% ClI) 85 75 100.0% 5.50 [-16.28, 27.28]
Heterogeneity: Not applicable t t T y |
. -100 -50 0 50 100
Test for averall effect: Z = 0.50 (P = 0.62) Favours placebo Favours ornithine alpha
. el e . 2
Figure 182: Ornithine alpha-ketoglutarate vs placebo — mean surface area reduction (cm?)
Ornithine alpha Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD_ Total Mean SD Total Weight |V, Fixed, 95% CI 1V, Fixed, 95% CI
Meaume, 2009 2.3 4.2 85 1.7 1.7 75 100.0% 0.60[-0.37,1.57]
Total (95% ClI) 85 75 100.0% 0.60 [-0.37, 1.57]
Heterogeneity: Not applicable -_1 00 _5-0 (-) 5-0 100-

Test for overall effect: Z=1.21 (P = 0.23)

Figure 183: Ornithine alpha-ketoglutarate vs placebo - all cause mortality

Favours placebo Favours ornithine alpha

Ornithine alpha Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Meaume, 2009 5 89 3 76 100.0% 1.42[0.35, 5.76]
Total (95% CI) 89 76 100.0% 1.42 [0.35, 5.76]
Total events 5 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.49 (P = 0.62)

1.2.4 Pressure redistributing devices
1.2.4.1 Water mattress overlay vs low-tech mattress

Figure 184: Proportion of people with pressure ulcers completely healed

L 1 1
0.01 0.1 1 10
Favours ornithine alpha Favours placebo

100

Water mattress overlay  Low-tech mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Groen 1999 27 60 29 60 100.0% 0.93[0.63, 1.37]
Total (95% Cl) 60 60 100.0% 0.93 [0.63, 1.37]
Total events 27 29
. . . L 1 ]
Heterogeneity: Not applicable -0_01 0-_1 i 100-

Test for overall effect: Z=0.37 (P = 0.71)
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Favours low-tech Favours water



1.2.4.2

Pressure ulcers

Appendix |: Forest plots

3-D microporous overlay vs gel overlay

Figure 185: Proportion of people with pressure ulcers completely healed
3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 3 35 5 37 100.0% 0.63 [0.16, 2.46]
Total (95% CI) 35 37 100.0% 0.63 [0.16, 2.46]
Total events 3 5

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

Figure 186: mortality (all-cause)

1 1 1 ]
001 0.1 1 10 100
Favours gel overlay Favours 3-D overlay

3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 3 35 7 37 100.0% 0.45[0.13, 1.62] _.——
Total (95% CI) 35 37 100.0% 0.45[0.13, 1.62] ~ll—
Total events 3 7
. . . 1 1 1 ]
Heterogeneity: Not applicable '0.01 011 ] 1'0 100'

Test for overall effect: Z = 1.22 (P = 0.22)

Favours 3-D overlay Favours gel overlay

Figure 187: Suspension due to worsening of pressure ulcers
3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 9 35 17 37 100.0% 0.56 [0.29, 1.09]
Total (95% CI) 35 37 100.0% 0.56 [0.29, 1.09] S
Total events 9 17
Heterogeneity: Not applicable '0.01 011 1 1'0 100'

Test for overall effect: Z = 1.72 (P = 0.09)

Favours 3-D overlay Favours gel overlay

Figure 188: Suspension due to intolerance
3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 5 35 2 37 100.0% 2.64 [0.55, 12.75] ]
Total (95% ClI) 35 37 100.0% 2.64 [0.55, 12.75] —~ll——
Total events 5 2
Heterogeneity: Not applicable '0_01 021 1 1'0 100'

Test for overall effect: Z = 1.21 (P = 0.23)

Favours 3-D overlay Favours gel overlay

Figure 189: unchanged/worsened pressure ulcers
3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 16 35 22 37 100.0% 0.77 [0.49, 1.20]
Total (95% CI) 35 37 100.0% 0.77 [0.49, 1.20]
Total events 16 22

Heterogeneity: Not applicable
Test for overall effect: Z = 1.15 (P = 0.25)
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Figure 190: improved pressure ulcers

3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 16 35 9 37 100.0% 1.88[0.96, 3.68]
Total (95% CI) 35 37 100.0% 1.88 [0.96, 3.68] <
Total events 16 9
Heterogeneity: Not applicable '0.01 011 ] 1'0 100'

Test for overall effect: Z = 1.84 (P = 0.07)

Figure 191: patient comfort (fair to excellent)

Favours gel overlay Favours 3-D overlay

3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 27 35 19 37 100.0% 1.50[1.05, 2.16]
Total (95% ClI) 35 37 100.0%  1.50[1.05, 2.16] L 2
Total events 27 19
Heterogeneity: Not applicable '0_01 021 1' 1'0 100'

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

Figure 192: patient comfort (poor)

Favours gel overlay Favours 3-D overlay

3-D overlay Gel overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Cassino, 2013 8 35 18 37 100.0% 0.47 [0.23, 0.94]
Total (95% ClI) 35 37 100.0%  0.47 [0.23, 0.94] .
Total events 8 18
Heterogeneity: Not applicable '0_01 021 1 1'0 100'

Test for overall effect: Z = 2.14 (P = 0.03)

1.2.4.3 Low-air-loss bed vs foam mattress overlay

Favours 3-D overlay Favours gel overlay

Figure 193:Proportion of people with pressure ulcers completely healed

Low-air-loss bed = Foam mattress overlay

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ferrell 1993 26 43 19 41 100.0% 1.30[0.87, 1.96]

Total (95% CI) 43 41 100.0% 1.30 [0.87, 1.96]

Total events 26 19

Heterogeneity: Not applicable
Test for overall effect: Z = 1.28 (P = 0.20)

Figure 194:

Low air-loss bed = Foam mattress overlay

L 1 1 ]
0.001 0.1 1 10 1000
Favours foam Favours low-air-loss

Proportion of people with pressure ulcers completely healed

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mulder 1994 5 31 3 18 100.0% 0.97 [0.26, 3.58]

Total (95% CI) 31 18 100.0% 0.97 [0.26, 3.58]

Total events 5 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)
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Favours foam Favours low-air-loss
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Figure 195: Proportion of people with pressure ulcers completely healed (meta-analysed)

LAL bed Foam mattress overlay Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ferrell 1993 26 43 19 41  83.7% 1.30[0.87, 1.96]
Mulder 1994 5 31 3 18 16.3% 0.97 [0.26, 3.58]
Total (95% CI) 74 59 100.0% 1.25 [0.84, 1.86]
Total events 31 22

A B B 12 Mo | ) ) )
_ll-_iete:(ogeneltyl.l Cff;l _'(;.19,1 d1fo_ l13 (PO_207.66), 12=0% '0_01 Of1 1 1'0 100‘

est for overall effect: Z = 1.10 (P = 0.27) Favours foam Favours LAL

Figure 196: Pressure ulcers reduced by one grade or more including healed completely

Low-air-loss bed = Foam mattress overlay Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mulder 1994 10 31 5 18 100.0% 1.16 [0.47, 2.86]
Total (95% CI) 31 18 100.0% 1.16 [0.47, 2.86]
Total events 10 5
Heterogeneity: Not applicable f f 1 f |

. 0.01 0.1 1 10 100
Test for overall effect: Z = 0.32 (P = 0.75) Favours foam Favours low-air-loss

Figure 197: Change in ulcer size of stage Il ulcers (final values)
Low-air-loss bed Foam mattress overlay Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Day 1993 7.3 2.4 25 5.3 2.1 23 100.0% 2.00[0.73, 3.27]
Total (95% CI) 25 23 100.0% 2.00 [0.73, 3.27]
Heterogeneity: Not applicable ' t t y {
i -100 -50 0 50 100

Test for overall effect: Z = 3.08 (P = 0.002) Favours foam mat. overlay Favours LAL bed

Figure 198: Change in ulcer size of stage Il and IV ulcers (final values)

LAL bed Foam mattress overlay Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Day 1993 371 8.1 17 12.4 3.5 12 100.0% 24.70[20.37, 29.03]
Total (95% ClI) 17 12 100.0% 24.70 [20.37, 29.03] *
Heterogeneity: Not applicable I t t d
X -100 -50 0 50 100
Test for overall effect: Z=11.18 (P < 0.00001) Favours foam mat. overlay Favours LAL bed

Figure 199: Mean comfort score

Low-air-loss bed Foam mattress overlay Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Day 1993 41 1.3 20 3.7 1.3 19 100.0% 0.40[-0.42,1.22]
Total (95% CI) 20 19 100.0% 0.40 [-0.42, 1.22]
e e e - 05 kS
est for overall effect: Z = 0.96 (P = 0.34) Favours foam Favours low-air-loss
Figure 200: Mortality
Low air-loss-bed = Foam mattress overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ferrell 1993 11 43 7 41 100.0% 1.50[0.64, 3.49]
Total (95% CI) 43 41 100.0% 1.50 [0.64, 3.49]
Total events 11 7
Heterogeneity: Not applicable '0.01 011 % 1'0 100'

Test for overall effect: Z=0.94 (P = 0.35) Favours low-air-loss  Favours foam
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.2.4.4

Pressure ulcers
Appendix |: Forest plots

Air-fluidised bed vs standard care

Figure 201:

Proportion of people with 50% reduction in pressure ulcers total surface area

Air-fluidised bed Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 9 31 8 34 100.0% 1.23[0.54, 2.80]
Total (95% CI) 31 34 100.0% 1.23 [0.54, 2.80]
Total events 9 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.61)

Figure 202:

Air-fluidised bed Standard care

1 1 1 ]
0.01 0.1 1 10 100
Favours standard care  Favours air-fluidised

Proportion of people with improvement in pressure ulcers

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Strauss 1991 19 22 9 13 100.0% 1.25[0.84, 1.86]

Total (95% CI) 22 13 100.0% 1.25[0.84, 1.86]

Total events 19 9

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

Figure 203:

Air-fluidised bed Standard care

1 1 1 1
0.01 0.1 1 10 100
Favours standard care  Favours air-fluidised bed

Proportion of people with improvement in pressure ulcers

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 22 31 16 34 100.0% 1.51[0.99, 2.30]
Total (95% Cl) 31 34 100.0% 1.51 [0.99, 2.30]

Total events 22 16
Heterogeneity: Not applicable
Test for overall effect: Z=1.91 (P = 0.06)

Figure 204:

Air-fluidised bed Standard care

1 1 1 ]
0.01 0.1 1 10 100
Favours standard care  Favours air-fluidised

Proportion of people with improvement in pressure ulcers

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 22 31 16 34 57.4% 1.51[0.99, 2.30]

Strauss 1991 19 22 9 13 42.6% 1.25[0.84, 1.86]

Total (95% CI) 53 47 100.0% 1.40 [1.04, 1.88]

Total events 41 25

Heterogeneity: Chi2 = 0.44, df =1 (P = 0.51); 2= 0%
Test for overall effect: Z =2.20 (P = 0.03)

Figure 205: Reduction in pain

Air-fluidised bed Standard care

0.1 1 10 100
Favours air-fluidised

\
0.01
Favours standard care

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 8 13 4 14 100.0% 2.15[0.85, 5.48] h
Total (95% CI) 13 14 100.0% 2.15[0.85, 5.48] -
Total events 8 4
. . . 1 1 1 ]
Heterogeneity: Not applicable '0_01 0:1 1 1'0 100'

Test for overall effect: Z=1.61 (P =0.11)

Increase in pain
Favours air-fluidised

Figure 206:

Standard care

Favours standard care  Favours air-fluidised

Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Allman 1987 0 13 3 14 100.0% 0.12[0.01, 1.31] B
Total (95% CI) 13 14 100.0% 0.12[0.01,1.31] ~—-eossuRRRSSSSn——
Total events 0 3
o . \ \ \ )
Heterogeneity: Not applicable -0.01 011 1 1-0 100-

Test for overall effect: Z = 1.74 (P = 0.08)
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Figure 207: Time in hospital

Air-fluidised bed Standard care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Strauss 1991 115 8.8 47 215 547 50 100.0% -10.00 [-161.64, 141.64] ¢ >
Total (95% Cl) 47 50 100.0% -10.00 [-161.64, 141.64] —?
Heterogeneity: Not applicable t t T t {
. -100 -50 0 50 100
Test for overall effect: Z = 0.13 (P = 0.90) Favours air-fluidised bed ~ Favours standard care

Figure 208: Patient satisfaction

Air-fluidised bed Standard care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Munro 1989 57.5 6.1 8 48.6 123 10 100.0% 8.90[0.18,17.62]
Total (95% CI) 8 10 100.0% 8.90 [0.18,17.62]
?etﬁogeneltyﬂ Nf?t at? pz“ia; lgo P=0.05 100 50 0 50 100
est for overall effect: Z = 2.00 (P = 0.05) Favours standard care Favours air-fluidised

Figure 209: Increase in comfort

Air-fluidised bed Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 8 13 3 14 100.0% 2.87[0.96, 8.55]
Total (95% CI) 13 14 100.0%  2.87[0.96, 8.55] i
Total events 8 3
Heterogeneity: Not applicable IO o 051 j 1=0 100’
Test for overall effect: Z = 1.89 (P = 0.06) Favours standard care  Favours air-fluidised

Figure 210: Reduction in comfort

Air-fluidised bed Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 1 13 6 14 100.0% 0.18[0.02, 1.30] B
Total (95% ClI) 13 14 100.0%  0.18[0.02, 1.30] et
Total events 1 6
1I—_ietctaliogeneltylzl Nfcf:t at?|ozl|ca1lal7e0 b o000 '0.0 1 0: 1 1 1'0 100'
est for overall effect: Z = 1.70 (P = 0.09) Favours air-fluidised Favours standard care

Figure 211: Mortality

Air-fluidised bed  Standard care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Allman 1987 8 31 7 34 25.3% 1.25[0.51, 3.05] N L
Strauss 1991 14 58 19 54 74.7%  0.69[0.38,1.23] —-
Total (95% CI) 89 88 100.0% 0.83 [0.51, 1.34]
Total events 22 26
Heterogeneity: Chiz = 1.24, df = 1 (P = 0.27); 12 = 19% :o o1 0=1 ! 1=0 100’
Test for overall effect: Z = 0.76 (P = 0.45) Favours air-fluidised bed ~ Favours standard care
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1.2.4.5

Pressure ulcers
Appendix |: Forest plots

Alternating-pressure mattress vs alternating-pressure mattress

Figure 212: Proportion of people with pressure ulcers completely healed

AP mattress 1 AP mattress 2 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Devine 1995 10 16 5 14 100.0% 1.75[0.79, 3.89] ]
Total (95% CI) 16 14 100.0% 1.75[0.79, 3.89] e
Total events 10 5
?ete;ogeneltylzl Nf(:t a;.)pzllca1blg7 o o7 '0_01 O:1 ] 1'0 100'
est for overall effect: Z = 1.37 (P = 0.17) Favours AP mattress2 Favours AP mattress1

Figure 213: Proportion of people with pressure ulcers completely healed

AP mattress 1 AP mattress 2 Risk Ratio Risk Ratio

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

Russell 2000 65 71 65 70 100.0% 0.99 [0.90, 1.09]

Total (95% ClI) 71 70 100.0% 0.99 [0.90, 1.09]

Total events 65 65

Heterogeneity: Not applicable f f ' f y
0.01 0.1 1 10 100

Test for overall effect: Z = 0.29 (P = 0.77) Favours AP mattress2 Favours AP mattress1

Figure 214: Decrease in pressure ulcer size

AP mattress 1 AP mattress 2 Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Devine 1995 4 16 6 14 100.0% 0.58[0.21, 1.65] —
Total (95% CI) 16 14 100.0% 0.58 [0.21, 1.65] i
Total events 4 6

. . . 1 1 1 ]
1I—_ieteiogeneltyl.I Nfcf)t ap.>p;|ca1ble1 o 1 0.01 01 1 10 100

est for overall effect: 2 = 1.01 (P = 0.31) Favours AP mattress 2 Favours AP mattress 1

Figure 215: Increase in pressure ulcer size

AP mattress 1 AP mattress 2 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Devine 1995 2 16 3 14 100.0% 0.58[0.11, 3.00]
Total (95% CI) 16 14 100.0% 0.58 [0.11, 3.00]
Total events 2 3
?ete;ogeneltyl:l Ngt ap.)p;hcable o '0_01 011 1' 1'0 100'
est for overall effect: Z = 0.64 (P = 0.52) Favours AP mattress 1 Favours AP mattress 2

Figure 216: Mortality

AP mattress1 AP mattress 2 Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Russell 2000 16 71 10 70 100.0% 1.58[0.77, 3.23] 7
Total (95% CI) 71 70 100.0% 1.58 [0.77, 3.23] D
Total events 16 10

. . . 1 1 1 ]
Hete;ogeneltyl.I Nfc;t ap.x;llcable o '0_01 O:1 1 1'0 100‘
Test for overall effect: Z = 1.24 (P = 0.21) Favours AP mattress 1  Favours AP mattress 2
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Figure 217: Mortality

AP mattress 1 AP mattress 2

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Devine 1995 6 22 5 19 100.0% 1.04 [0.38, 2.86]
Total (95% Cl) 22 19 100.0% 1.04 [0.38, 2.86]

Total events 6 5
Heterogeneity: Not applicable
Test for overall effect: Z = 0.07 (P = 0.95)

\ )
10 100
Favours AP mattress 2

0.01 0.1 1
Favours AP mattress 1

Figure 218: Mortality
AP mattress 1 AP mattress 2 Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Evans 2000 7 17 3 15 100.0% 2.06 [0.64, 6.57]
Total (95% CI) 17 15 100.0% 2.06 [0.64, 6.57]

Total events 7 3
Heterogeneity: Not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

~i—
1 ]

T 1

1 10 100
Favours AP mattress 2

1 1
0.01 0.1
Favours AP mattress 1

1.2.4.6 AIternating-pressure mattress overlay Vs aIternating-pressure mattress
Figure 219: Proportion of people with pressure ulcers completely healed
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 20 59 19 54 100.0% 0.96 [0.58, 1.60]
Total (95% CI) 59 54 100.0% 0.96 [0.58, 1.60]
Total events 20 19

Heterogeneity: Not applicable
Test for overall effect: Z = 0.14 (P = 0.89)

1 1 1 ]
001 01 1 10 100
Favours AP mattress Favours AP overlay

Figure 220: Absolute change in surface area (cm2) — change values
AP overlay AP mattress Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nixon 2006 1 23 33 2 6.1 36 100.0% -1.00[-3.14, 1.14]
Total (95% CI) 33 36 100.0% -1.00 [-3.14, 1.14]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)

Figure 221:

100 -50 0 50 100
Favours AP mattress Favours AP overlay

% change in surface area — change values

AP overlay AP mattress Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Nixon 2006 -35 605.5 33 344 108.6 36 100.0% -69.40 [-279.01, 140.21]
Total (95% CI) 33 36 100.0% -69.40 [-279.01, 140.21] *

Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.52)

2100 -50 0 50 100
Favours AP mattress Favours AP overlay
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Figure 222: Pressure ulcer improvement
AP mattress overlay = AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Russell 2003 56 75 60 83 100.0% 1.03[0.86, 1.25]
Total (95% CI) 75 83 100.0% 1.03 [0.86, 1.25]
Total events 56 60

Heterogeneity: Not applicable
Test for overall effect: Z=0.34 (P = 0.74)

1 ]
10 100
Favours AP overlay

! 1
0.01 0.1 1

Favours AP mattress

Figure 223: Worsening of pressure ulcers
AP mattress overlay = AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Russell 2003 16 75 22 83 100.0% 0.80[0.46, 1.41]
Total (95% CI) 75 83 100.0% 0.80 [0.46, 1.41]
Total events 16 22

Heterogeneity: Not applicable
Test for overall effect: Z = 0.76 (P = 0.45)

1 1 1 ]
0.01 0.1 1 10 100
Favours AP overlay Favours AP matt

Figure 224: Patient acceptability (requested changes for comfort or other device-related
reasons)
AP mattress AP mattress overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 230 989 186 982 100.0% 1.23[1.03, 1.46]
Total (95% Cl) 989 982 100.0% 1.23 [1.03, 1.46]
Total events 230 186

Heterogeneity: Not applicable
Test for overall effect: Z = 2.34 (P = 0.02)

Figure 225:

1 ]
10 100
Favours AP matt overlay

! 1
0.01 0.1 1

Favours AP mattress

Proportion of patients with negative comments on mattress motion

AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 328 929 285 891 100.0% 1.10[0.97, 1.26]
Total (95% CI) 929 891 100.0% 1.10 [0.97, 1.26]
Total events 328 285

Heterogeneity: Not applicable
Test for overall effect: Z = 1.50 (P = 0.13)

001 0.1 1 10 100
Favours AP overlay Favours AP mattress

Figure 226: Proportion of patients with positive comments for mattress motion
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 272 929 263 891 100.0% 0.99 [0.86, 1.14]
Total (95% CI) 929 891 100.0% 0.99 [0.86, 1.14]
Total events 272 263

Heterogeneity: Not applicable
Test for overall effect: Z=0.11 (P = 0.91)
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Figure 227: Proportion of patients commenting negatively on getting into/out of bed
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 124 929 127 891 100.0% 0.94[0.74,1.18]
Total (95% CI) 929 891 100.0% 0.94 [0.74, 1.18]
Total events 124 127

Heterogeneity: Not applicable

1 1 1 ]
T T T T 1
Test for overall effect: Z = 0.56 (P = 0.58) 0.0t 0.1 1 10 100

Favours AP overlay Favours AP mattress

Figure 228: Proportion of patients commenting negatively on movement in bed
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 290 929 260 891 100.0% 1.07 [0.93, 1.23]
Total (95% Cl) 929 891 100.0% 1.07 [0.93, 1.23]
Total events 290 260

Heterogeneity: Not applicable

Test for overall effect: Z = 0.94 (P = 0.34) 0.01 0.1 1 10 100

Favours AP overlay Favours AP mattress

Figure 229: Proportion of patients commenting positively on movement in bed
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 25 929 27 891 100.0% 0.89[0.52, 1.52]
Total (95% CI) 929 891 100.0% 0.89 [0.52, 1.52]
Total events 25 27

Heterogeneity: Not applicable

1 1 1 ]
T T T T 1
Test for overall effect: Z = 0.43 (P = 0.66) 0.0t 0.1 1 10 100

Favours AP mattress Favours AP overlay

Figure 230: Proportion of patients commenting on temperature as hot/warm
AP mattress AP overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 67 929 50 891 100.0% 1.29[0.90, 1.83]
Total (95% CI) 929 891 100.0% 1.29 [0.90, 1.83]
Total events 67 50

Heterogeneity: Not applicable

Test for overall effect: Z = 1.39 (P = 0.17) 0.01 0.1 1 10 100

Favours AP overlay Favours AP mattress

Figure 231: Proportion of patients commenting on sweaty/sticky temperature
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 32 929 23 891 100.0% 1.33[0.79, 2.26]
Total (95% CI) 929 891 100.0% 1.33 [0.79, 2.26]
Total events 32 23

Heterogeneity: Not applicable

1 1 1 ]
T T T T 1
Test for overall effect: Z = 1.07 (P = 0.28) 0.0t 0.1 1 10 100

Favours AP overlay Favours AP mattress
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Figure 232:

Proportion of patients commenting on cold/cool temperature

AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 11 929 11 891 100.0% 0.96 [0.42, 2.20]
Total (95% CI) 929 891 100.0% 0.96 [0.42, 2.20]

Total events 11 11
Heterogeneity: Not applicable
Test for overall effect: Z=0.10 (P = 0.92)

! l l |
001 0.1 1 10 100
Favours AP overlay Favours AP mattress

Figure 233: Proportion of mattresses not working/not working properly
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 16 929 18 891 100.0% 0.85 [0.44, 1.66]
Total (95% CI) 929 891 100.0% 0.85 [0.44, 1.66]

Total events 16 18
Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

Figure 234:

001 0.1 1 10 100
Favours AP overlay Favours AP mattress

Hard to tuck sheet under/sheets come off or gather/mattress cover slips

AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 19 929 6 891 100.0% 3.04 [1.22, 7.57]
Total (95% CI) 929 891 100.0% 3.04 [1.22, 7.57] e
Total events 19 6
Heterogeneity: Not applicable -0.01 0:1 1 1-0 100-

Test for overall effect: Z = 2.38 (P = 0.02)

Favours AP overlay Favours AP mattress

Figure 235: Mattress/bed too high
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 72 929 48 891 100.0% 1.44 [1.01, 2.05]
Total (95% CI) 929 891 100.0% 1.44 [1.01, 2.05]

Total events 72 48
Heterogeneity: Not applicable
Test for overall effect: Z = 2.02 (P = 0.04)

Figure 236:Mattress slippy
AP overlay AP mattress

Study or Subgroup Events Total Events Total Weight

001 0.1 1 10 100
Favours AP overlay Favours AP mattress

Risk Ratio Risk Ratio
M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Nixon 2006 9 929 4 891 100.0%

Total (95% CI) 929

Total events 9 4
Heterogeneity: Not applicable

Test for overall effect: Z = 1.28 (P = 0.20)

891 100.0%
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Figure 237:

Mattress too soft/edges soft or slope

AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 19 929 29 891 100.0% 0.63[0.35, 1.11] i
Total (95% CI) 929 891 100.0% 0.63[0.35, 1.11] <
Total events 19 29
Heterogeneity: Not applicable -0.01 0:1 ] 1-0 100-

Test for overall effect: Z=1.59 (P = 0.11)

Favours AP overlay Favours AP mattress

Figure 238: Not able to use backrest
AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 4 929 2 891 100.0% 1.92[0.35, 10.45]
Total (95% ClI) 929 891 100.0%  1.92[0.35, 10.45] il
Total events 4 2
Heterogeneity: Not applicable '0.01 0:1 1 1'0 100'

Test for overall effect: Z = 0.75 (P = 0.45)

Favours AP overlay Favours AP mattress

Figure 239: Mattress-related fall
AP overlay AP mattress Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Nixon 2006 0 828 4 891 100.0% 0.14[0.02, 1.03] |
Total (95% CI) 828 891 100.0% 0.14 [0.02, 1.03] et
Total events 0 4
Heterogeneity: Not applicable '0.01 OI.1 ] 1'0 100'

Test for overall effect: Z = 1.93 (P = 0.05)

Favours AP overlay Favours AP mattress

Figure 240: Mattress-related suspected contact dermatitis
AP overlay AP mattress Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Nixon 2006 0 929 1 891 100.0% 0.13[0.00, 6.54] <
Total (95% CI) 929 891 100.0% 0.13[0.00, 6.54] = ——
Total events 0 1
Heterogeneity: Not applicable '0.01 OI.1 ] 1'0 100'

Test for overall effect: Z = 1.02 (P = 0.31)

Figure 241:

Favours AP overlay Favours AP mattress

Mattress-related climbed over/fell through cot sides

AP overlay AP mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 2 929 1 891 100.0% 1.92[0.17,21.12] -
Total (95% CI) 929 891 100.0%  1.92[0.17,21.12] et ——
Total events 2 1
. . . 1 1 1 ]
Heterogeneity: Not applicable -0.01 0:1 1 1-0 100-

Test for overall effect: Z = 0.53 (P = 0.59)
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Figure 242: Mattress deflation during transfer

AP overlay AP mattress Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Nixon 2006 0 929 1 891 100.0% 0.13[0.00, 6.54] *
Total (95% CI) 929 891 100.0% 0.13 [0.00, 6.54] = —
Total events 0 1
ity: i I } } |
Heterogeneity: Not applicable 0.01 01 1 10 100

Test for overall effect: Z = 1.02 (P = 0.31)

Figure 243: Mortality

Favours AP overlay Favours AP mattress

AP mattress AP mattress overlay Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nixon 2006 20 59 12 54 100.0% 1.53[0.83, 2.82]
Total (95% CI) 59 54 100.0% 1.53 [0.83, 2.82]
Total events 20 12

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

| . . )
001 01 1 10 100
Favours AP mattress Favours AP matt overlay

1.2.4.7 Alternating-pressure mattress vs air-filled devices
Figure 244: Proportion of people with pressure ulcers completely healed
Small/large cell AP Air-filled device Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Osterbrink 2005 7 34 1 26 100.0%  5.35[0.70, 40.84] —
Total (95% Cl) 34 26 100.0%  5.35[0.70, 40.84] et
Total events 7 1
Heterogeneity: Not applicable I t t d
0.01 0.1 1 10 100
Test for overall effect: Z = 1.62 (P = 0.11) Favours air-filled device Favours small/large cell
1.2.4.8 Alternating-pressure cushion vs dry flotation cushion
Figure 245: Proportion of people with pressure ulcers completely healed
AP cushion Dry flotation cushion Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Clark 1998 3 14 5 11 100.0%  0.47[0.14, 1.56] —-
Total (95% Cl) 14 11 100.0% 0.47 [0.14, 1.56] il
Total events 3 5
Heterogeneity: Not applicable '0_01 0'_1 1 1'0 100‘

Test for overall effect: Z = 1.23 (P = 0.22)

Favours dry flotation Favours AP cushion

Figure 246: Rate of healing cm2/day
AP cushion Dry flotation cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Clark 1998 0.13 0.37 14 0.27 0.56 11 100.0% -0.14[-0.52, 0.24]
Total (95% Cl) 14 11 100.0% -0.14[-0.52, 0.24]

Heterogeneity: Not applicable
Test for overall effect: Z=0.72 (P = 0.47)
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Figure 247: Rate of healing cm3/day
AP cushion Dry flotation cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Clark 1998 0.56 0.86 14 0.49 0.86 11 100.0% 0.07 [-0.61, 0.75]
Total (95% CI) 14 11 100.0% 0.07 [-0.61, 0.75]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.20 (P = 0.84)

100 -50
Favours dry flot. cushion

50 100
Favours AP cushion

0

Figure 248: % change in surface area per day
AP cushion Dry flotation cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
Clark 1998 2.56 7.86 14 5.71 5.57 11 100.0% -3.15[-8.42,2.12]
Total (95% Cl) 14 11 100.0% -3.15[-8.42, 2.12]

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

\ \ \ )
-100 -50 0 50 100
Favours dry flot. cushion Favours AP cushion

Figure 249: % change in volume per day
AP cushion Dry flotation cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Clark 1998 1 1.83 14 0.68 0.86 11 100.0% 0.32[-0.76, 1.40]
Total (95% CI) 14 11 100.0% 0.32[-0.76, 1.40]

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

| L
-100 -50
Favours dry flot. cushion

L '
50 100
Favours AP cushion

0

Figure 250: Mortality
AP cushion Dry flotation cushion Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Clark 1998 3 14 1 11 100.0%  2.36[0.28, 19.66]
Total (95% ClI) 14 11 100.0%  2.36 [0.28, 19.66] et
Total events 3 1
Heterogeneity: Not applicable '0.01 0'.1 ] 1'0 100'

Test for overall effect: Z = 0.79 (P = 0.43)

Favours AP cushion Favours dry flotation
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1.2.4.9 Profiling bed vs foam mattress
Figure 251: Proportion of people with healed grade 1 pressure ulcers
Profiling bed = Foam mattress Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Keogh 2001 4 4 2 10 100.0% 3.96 [1.28, 12.24]
Total (95% Cl) 4 10 100.0%  3.96 [1.28, 12.24] -
Total events 4 2
Heterogeneity: Not applicable f f f 1
X 0.01 0.1 1 10 100
Test for overall effect: Z = 2.39 (P = 0.02) Favours foam mattress  Favours profiling bed
1.2.4.10 Constant force mattress vs LAL mattress
Figure 252: mean % rate of closure per week (%/week)
Constant force mattress LAL mattress Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Branom 2001 9 4.8 10 5 37 8 100.0%  4.00[0.07, 7.93]
Total (95% Cl) 10 8 100.0% 4.0 [0.07, 7.93]
Heterogeneity: Not applicable ’_1 00 _5’0 (') 5’0 100’
Test for overall effect: Z = 2.00 (P = 0.05) Favours LAL mattress Favours constant force
1.2.4.11 Wheelchair cushion with individualised cyclic pressure-relief protocol vs standard wheelchair
cushion
Figure 253: Pressure ulcer closure (cm2)

Pressure-relief cushion

Standard cushion

Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD _Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
Makhous, 2009 78.5 74.4 22 1249 52 22 100.0% 66.01[28.08, 103.94]

Total (95% CI) 22 22 100.0% 66.01 [28.08, 103.94] —~l——
Heterogeneity: Not applicable '_100 _5'0 0 5'0 100'

Test for overall effect: Z = 3.41 (P = 0.0006)

Figure 254:

Pressure-relief cushion

Favours standard Favours cyclic

Pressure ulcer closure rate (cm2/day)
Standard cushion

Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Makhous, 2009 217 1.46 22 0.23 2.04 22 100.0% 1.94[0.89, 2.99]
Total (95% Cl) 22 22 100.0% 1.94[0.89, 2.99]
Heterogeneity: Not applicable t t t t J
-100 -50 0 50 100
Test for overall effect: Z = 3.63 (P = 0.0003) Favours standard Favours cyclic
Figure 255: PUSH score improvement

Pressure-relief cushion Standard cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Makhous, 2009 2.5 2.3 22 0.7 1.1 22 100.0% 1.80[0.73, 2.87]
Total (95% CI) 22 22 100.0% 1.80 [0.73, 2.87]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.31 (P = 0.0009)

. )
100 -50 0 50 100
Favours standard Favours cyclic
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Figure 256: % surface area reduction

Pressure-relief cushion Standard cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Makhous, 2009 45 21 22 102 349 22 100.0% 34.80([17.78,51.82]
Total (95% Cl) 22 22 100.0% 34.80[17.78, 51.82] S
Heterogeneity: Not applicable t t t i
. -100 -50 0 50 100
Test for overall effect: Z = 4.01 (P < 0.0001) Favours standard Favours cyclic

Figure 257: % PUSH score improvement

Pressure-relief cushion Standard cushion Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Makhous, 2009 21.9 24.6 22 5.8 9.2 22 100.0% 16.10[5.13, 27.07]
Total (95% CI) 22 22 100.0% 16.10 [5.13, 27.07] <&
Heterogeneity: Not applicable f f f |
-100 -50 0 50 100
Test for overall effect: Z = 2.88 (P = 0.004) Favours standard  Favours cyclic

1.2.5 Adjunctive therapies

1.2.5.1 Electrotherapy versus placebo or no stimulation

Figure 258: Electrotherapy vs control - Proportion of participants completely healed — end of

study

Electrotherapy Cortrol Risk Ratio Risk Ratio
Study or Subaroup Everts Total Events Total Weight M-H, Fixed 85% Ci M-H, Fixed, 35% CI
1141 patierts
Adunsky, 2005 9 35 10 28 46 4% 0.72 [034,153) —.—
Asbjomsen, 1990 0 7 2 9 9.3% 0.25001,450) -
Franek, 2011 8 29 4 29 16.7% 200 [068,591) T
Grifin, 1991 3 8 2 9 79% 169 037,767 —_—
Houghton, 2010 6 16 5 18 19.7% 1.35[051,359) -
Subtotal (95% CI) 95 93 1000% 1.08 [0.68,1.75) &
Tetnl avenis 28 22
Heawsregenelly: ChF= 388, Ao 4 (Po 043y PFa0Y%
Testbrovemll ol 2= 028 (P 075

Figure 259: Electrotherapy vs control - Proportion of ulcers completely healed — end of study

Electrotherapy Control Risk Ratio Risk Ratio
Sty or Subgroup  Events  Total Events Total Weight M, Fixed, 95% Cl1 IMHH, Fixed, 95% CI
1.22Ulcas
Wood, 1993 25 43 1 31 1000% 18.02[2.53,12601) i
Subtotal (95% Cl) 43 31 100.0°% 18.02[2.58, 126.01]
Totd events 25 1
Heteragenety, Nat spili
Test for overall effect: 1P =0004)
oot o1 [TIET

?W corted  Feourssledithernp
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Figure 260:

Electrotherapy vs control - >80% decrease in ulcer area

Electrotherapy Control Risk Ratio Risk Raio
Study or Subgroup  Everts  Total Events Total Weight  M-H, Fixed, 9% (| MH, Fixed, 95%C|
Wood, 1993 31 43 4 31 1000% 559[220,1421)
Total (95% €1} A3 21 000% 550 R, 14.21) e
Tatal avents 7 21 4 v _
?ﬁ%@%ﬁ%ﬁ%ﬁi (P =0.0003 om 04 o m
= T Favms confrel  Fasous slaciohaes
Figure 261: Electrotherapy vs control - % ulcers reduced by at least 50% at 3 months

Bedrotherapy

Control

Risk Rdio

Risk Ratio

Study or Subaroup  Events  Totd Events Total Weialt  M-H, Fixed, 95% C| MH, Fixed, 5% C|
Houghton, 2010 12 15 5 14 1000% 2.24[106,473]

Totd (868 Ol 1% 4 008 224 (105,443 -
Tukal ety 12 8

Heteragensily, Mot applioabis %um @%ﬁ ; %ﬁ

Testfnr weoill eleck Z2=2.0(P= 105

Figure 262:

Fovpuie confie) Pewem sled

Electrotherapy vs control - Proportion with improved PWAT scores

Electrotherapy Control Risk Ratio Risk Raio
Study or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% (| MH, Fixed, 95%C|
Houghton, 2010 12 16 8 18 100.0% 1689 D94 304 1
Tat &l % 18 000% 140 004, 30) -
Tobal sesnly iz @ w ,
Heleimgenail: Mot anplicalle 04102 05 3 : 10

Teot for erall alfiaek 2= 134 P =068

Fawours conisel Favous elacichiss

Figure 263: Electrotherapy vs control - Proportion with improved PSST scores
Bectrotherzpy Control Risk Ratio Risk R&io

Study or Subgroup Events Total Everts Total Weight MH, Fixed S84 CI M-H, Fixed, 95 CI|
Houghton, 2010 8 16 9 18 100.0% 1.00 [051, 1.96]
Totad (25%C1) 18 18 1000%  1.00 [0.51, 1.95]
Total events 8 g
Haetsrageneity: Mot applicable
Testior everal effect Z=0001F = 1.00)

Figure 264: Electrotherapy vs control - proportion of patients with decreased ulcers

Electrotherapy Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Asbjornsen, 1990 3 7 0 9 100.0% 13.98[1.21, 162.00]
Total (95% CI) 7 9 100.0% 13.98[1.21, 162.00] e
Total events 3 0
Heterogeneity: Not applicable '0.01 0:1 ] 1'0 100'

Test for overall effect: Z=2.11 (P = 0.03)
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Figure 265: Electrotherapy vs control - proportion of people with increased pressure ulcers

Electrotherapy Contral Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 35% CI M-H, Random,95% CI
Asbjornsen, 1990 3 7 0 9 S01% 875 [0.52, 145.86) L] 4
Houghton, 2010 0 16 4 18 409% 012pD1,2.14) * L
Total (95% CI) 23 27 100.0% 1.05 [0 02, 68.386) — e ——
Totalevants ] 4 ) . . .

Hateroganalty: Tou™= 7.00; ChIF= 4,36, d1= 1 (F = 6.04) F= 77% TR T
Tast Bor oversll afhet: Ze 008 (F= 085 o o S

Figure 266: Electrotherapy vs control - proportion of people with increased pressure ulcers -
geriatric patients, pressure ulcer grade not reported

Electrotherapy Control Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Asbjornsen, 1990 3 7 0 9 100.0% 13.98[1.21, 162.00]
Total (95% CI) 7 9 100.0% 13.98[1.21, 162.00] e
Total events 3 0
Heterogeneity: Not applicable ; t f 1

- 0.01 0.1 1 10 100
Test for overall effect: Z = 2.11 (P = 0.03) Favours electrotherapy Favours control

Figure 267: Electrotherapy vs control - proportion of people with increased pressure ulcers —
community patients with spinal cord injuries, pressure ulcers grade 2 to 4 (NPUAP)

Electrotherapy Control Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Houghton, 2010 0 16 4 18 100.0% 0.13[0.02, 0.98]
Total (95% Cl) 16 18 100.0% 0.13[0.02,0.98] —o———
Total events 0 4
Heterogeneity: Not applicable ; f f 1

i 0.01 0.1 1 10 100
Test for overall effect: Z = 1.98 (P = 0.05) Favours electrotherapy Favours control

Figure 268: Electrotherapy vs control - Proportion of ulcers which increased in size, pressure
ulcers grade 2 to 3 (classification system not reported)

Electrotherapy Control Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI

Wood, 1993 0 43 10 31 100.0% 0.07 [0.02, 0.25]

Total (95% CI) 43 31 100.0% 0.07 [0.02, 0.25] ~tl

Total events 0 10

Heterogeneity: Not applicable f f f i
0.01 0.1 1 10 100

Test for overall effect: Z = 3.98 (P < 0.0001) Favours electrotherapy Favours control
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Figure 269: Electrotherapy vs control - mortality (all-cause)
Electrotherapy Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 35% CI M-H, Fixed, 35% CI
Asbjomsen , 1990 1 7 0 9 67% 3.750.18,80.19)
Franek, 2011 0 29 0 29 Not estimable
Franek, 2012 0 26 1 24 235%  031001,723) -
Grifin, 1991 0 8 0 9 Not estimable
Kloth, 1988 0 g 0 7 Not estimable
Wood, 1993 2 41 4 30 698% 037 007.187) —1
Total (95% Cl) 120 108 1000%  0.58 [0.18,1.88) i~
Tossl wewas e &
Hoterogonelys 0= 1 34, dfel e 802 Fui® d
Tom bronallofeniZe 081 Po il
Figure 270: Electrotherapy vs control - % mean reduction in wound surface area (participants)

Electratherapy Cortrol Mean Difference Mean Lifference
Studyor Subagroup  Mean  SD Total Mean  SD Tatal ‘Aeight I, Rueed, 95%Cl IV, Fixed, 95% |
1411 patients
Franek, 2012 889 14 26 444 631 24 586% 4450([18.69,7031] —i—
Houghton, 2010 W25 16 36 61 18 414% 3400 B.27,64.73) ——
Suktctal (95% CI) Y] 42 100.0% 40.16 [20.39, 5992] R

Heterogeneity: Chi* = 026,df= 1 (P = 0.61), F=0%
Tedt for overall efiect: 2= 356 (P < 0L0001}

Figure 271: Electrotherapy vs control - % mean reduction in wound surface area (ulcers)
Electrotherapy Certrol Mean Diff ererce Mean Difference
Studyor Subgroup  Mean SO Total Mean SO0 Total Meight IV, Fixed, 95% CI IV, Fixed, 35% Cl
1442 ulcers
Gentzkow, 1991 408 309 21 234 474 19 100D% 2640([1.32,5148) i
Subtctal (35% CI) 21 19 100.0% 26.40 [1.32, 5148

Hetsrogenaity: Moy spplivails
etk B vwerall elfect: o 208F = D04

Figure 272:

=‘iw w@

Electrotherapy vs control - Healing rate (%/week) (participants)

Electrotherapy Cortrol Mean Diff erence Mean Difference
Study o Subgroup  Mean SO Total Mean SD Total ‘Weight W, Axed, 95% CI IV, Fixed, 95% CI
1151 Padients
¥asth, 1880 448 B @ 9188 185 ¥ O1ep0Y 400 PEte, Tesag »
Buikelal (59 T 5 ¥ 0% S8R0 RS TES *

Heterogemity: Nt sppdiosble
Test feroemllethol: 2= 547 (7 < 000001
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Figure 273: Electrotherapy vs control - Healing rate (%/week) (ulcers)
Electrotherapy Contral Mean Oifference Mean Difference
Studyor Subgoup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Axed, 95% CI
Baker, 1996 297 51 58 327 7 25 999%  -300[6.04,0.04]
Gentzkow, 1991 125 167 21 58 167 19 01% 6.70 (9694, 110.39) »
Tctal (95% CI) 79 44 1000%  -2.99 [603,0.05) 0‘

Heterogenein: Chi*= 003 df= 1 (F=085% "= 0%
Test &r oversll efloet: Z= 153 (P = DO5)

Figure 274:

Electrotherapy Control

A0 AD o 0 100
Favours corvol  Fawuss slectrotherapy

Electrotherapy vs control - Healing rate (%/day) (participants)

Meen Difference
IV, Fixed, 95% CI

Iean Difference

Study o Subaroup  Mean SD Totd Mean  SD Total ‘Weight 1V, Fixed, 95% CI &5

Karba, 1995 713 146 6 066 1.16 6 1000% 7.79[630,928)

Totd (5% Cl) 3 6 1000 779 [6.30,9.28) ¢

Heterogensity: Mot applicable Fo 5 3 = r——

Testfor overall effect: 2= 1023 {P < 000001}

Figure 275:
Bectratherapy Control

Study or Subaroup  Meen

SO Totd Mean SD Total Weidit

Favaws contiol  Favouss slsctiothersp

Electrotherapy vs control - Healing rate (%/day) (linear fitting)

Mean Difference
IV, Fixed, 5% C|

Mean Difference

1V, Fixed, 95%Cl

Jercinovic, 1994 22 21 61 1517
Total (95% Cl) A1
Heterogenelty: Mot spplicable

Test Tor overal sffect: 2= 182{F = 005

43 100.0% 070[001,141)

48 100.0% 070 [0.01, 1.41]

[ 3 3

:10 ¥ % T

5 0 5 10
Fawouis corfinl  Favows slechotheray

Figure 276: Electrotherapy vs control - Healing rate (%/day) (exponential fitting)
Bectrotherzpy Control Mezn Difference Mezn Diff erence
Study or Subgoup Mean SD Total Mean SD Totad Weight |V, Fixed, 95%CI IV, Fixed, 95846 CI|
Jercinovic, 1994 57 74 B1 27 36 43 1000% 3.00([0.95,505
Total (8P4 C1) &1 48 100.0% 300 [0.85,505)
Hederspuroe: Hel apsBanbla wﬁ?@ @ ) @ 1@2

Tesifer ovarsll ek =287 (P=000%

Favoss gonbel  Faumrs dinsbobang

Figure 277: Electrotherapy vs control - Healing rate (%/day) (exponential fitting) — crossover
group
Bectrotherzpy Control Mezn Difference Mzzn Diff erence
Study or Subgoup  Mean SD Tota Mean SD Totad Weight |V, Fixed, 95%CI IV, Fixed, 95846 CI|
Jercinovic, 1994 5§ 42 20 12 21 20 1000% 380 (174,585
Totd (3P4 CI) 20 20 100.0% 380 [1.74,586]
Hetaroganally: Nek applinalie T 8 CIET
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Figure 278: Electrotherapy vs control - Healing rate (%/day) (linear fitting) — crossover group
Bectrotherapy Control Meen Difference IEan Difference
Study or Subgroup  Mean  SD Totd Mean SD Totd Weiaht 1V, Fixed, 95%Cl IV, Fixed, 95% CI
Jercinovic, 1994 24 14 20 0615 20 1000% 1.80[090,270)
Totd (%5%CI) 20 20 100.0%% 180 [0.90,2.70]
Heterngenety: Mot applicable ; ; ; ~ i
- 00 80 1} B 00
Testor overall effect 2= 352 (P < 0.000T) Favours control  Favouss slectrotherap:
Figure 279: Electrotherapy vs control - Time to complete healing
Electrotherapy Control Mean Differerce Mean Difterence
Study or Subagroup  Mean  SD Total Mean SD Tctal Weidtt IV, Axed, 95% (I IV, Fixed, 95% CI
Adunsky, 2005 634 151 9 897 92 10 100.0% -26.30[37.69,-1491)
Total (95%Cl) 9 10 100 0% -26 30 [37.69,-1491) L 2
Heterogenelty, Not applicable 0 0 50100

Test foroweralleted: 2= 4.52(P < 000001}

Favours elecirofherapy  Favours cortrol

Figure 280: Electrotherapy vs control - speed of healing (% change from baseline — days)
Bectratherapy Control Mean Difference Mean Difference
Sudy or Subgroup Mean SD Totd Mean SD Totd Weialt IV, Fixed, 95%CI IV, Fixed, 95% C|
Adunsky, 2005 024 014 3% 025 014 23 1000% 001006008
Totd (95% CI) 35 28 1000% 001 [0.06,0.08)
Heteronemalbe Mot applicabis $ i
_ - L S . fm 4 o T
Testfor pveral sflect Z=028(P=078) Faenum ronked  Favows slckoBierap
Figure 281: Electrotherapy vs control - mean reduction in length (%)
Bectrotherapy Centrol ean Difference Meen [ifference
Sudy o Subgoup  Mean  SD Totd Meen  SD Totd Weialt IV, Fixed, 95% C| IV, Fixed, 95% Cl
Franek, 2012 74 85 XH HB1 B9 24 1000% 37.90R0.20,5%60]
Tatd (95%Cl) % 24 100.0P% 3790 [2020,5650) <
A T R
Testfor wveral difect: 2= A30(F < 00001} Fasoum comvol  Favoums sleciolanay

Figure 282:
Bectrotherapy

Electrotherapy vs control - mean reduction in the longest width (%)

Centrol Iean Difference Mean [ifference

SQudy or Subagoup  Mean SD Totd Meen SD Totd Weialt IV, Fixed, 95% C| 1V, Fixed, 95% Cl

Franek, 2012 79 251 26 B3 419 24 1000% L£70R3.36,6209 —.—

Tatd (95%Cl) % 24 100.00% 4270 [23.36,6204) -

Testibr overal fect 7= 433 (P <O0001) mm@mi %R@%@@%
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Figure 283: Electrotherapy vs control - mean reduction in cavity volume (%)

Electrotherapy Control Mean Cifference Mean Cifference
Study or Subgop  Mean SD Total Mean SD Total Weialt IV, Fixed, 95% CI IV, Fixed, 95% CI
Franek, 2012 100 00001 26 54 394 24 100.0% 4600 [30.24,61.76]
Tctal (95% CI) 26 24 1000% 45,00 [30.24,61.76) <
Helerogeneity, Mol applicable i + i {
Test b gveral efiect: 2= .72 (P < 0.00001) o & d &

Favowrs ool Favens electiotiierapy

Figure 284: Electrotherapy vs control - mean reduction in granulation tissue area (%)

Electrctherapy Control Mean Difterence Mean Difference
Studyor Subaroup  Mean  SD Total Mean  SD Total Weialt IV, Fixed, 95% CI IV, Axed, 95% C|
Franek, 2012 3766 7617 26 1036 4346 24 100.0% 27.30 [675,61.35) n
Tetal (95% CI) 2% 24 1000% 27.30 [6.75,61 35) ~eiiiiee--
Helerageneity: Not applicable ‘ * ; |
Ted fr overal efBet: 2= 157 (P = 0.12) o & 0 & 10

Favours eonkol  Fawurs dedratherapy

Figure 285: Electrotherapy vs control - Gilman parameter

Bectrotherapy Cantrol Ieen Diff erencs Iean Difference
SQudy or Stharcup  Kean  SD Totd Mean  SD Totd Wedit 1V, Axed, 9% () 1V, Axed, 95% 1
Franek, 2011 086 045 29 042 051 29 272% 044([0.19,069
Franek, 2012 D6 024 26 026 03 24 728% 04[0.25059
\ (1 = g3 4 i|
Heterngenedy. ChF =007, df= 1{P=0J3; F=0% 51 : f 1 f i
Test or ovesaleect = B34(P <0007 WS g 8

Fevoum cormal oo dednfing
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Asymmetric biphasic electrostimulation at 100usec versus control

Figure 27: Asymmetric biphasic electrostimulation at 100usec vs control; mean reduction in

wound surface area (%/week)

Asymmettic biphasic Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% Cl IV, Fixed, 95% CI
Baker, 1996 36.4 6.2 67 327 7 25 100.0% 3.70[0.58, 6.82]
Total (95% Cl) 67 25 100.0% 3.70[0.58, 6.82]
Heterogeneity: Not applicable ‘ ‘ ' ‘ ‘
i -100  -50 0 50 100
Test for overall effect: 2= 2.32 (P = 0.02) Favours control  Favours asymmetric

Symmetric biphasic electrostimulation at 300usec versus control

Figure 28: Symmetric biphasic electrostimulation at 300usec vs control; mean reduction in wound
surface area (%/week)

Symmetric biphasic Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Baker, 1996 29.7 5.1 58 327 7 25 100.0% -3.00[-6.04, 0.04]
Total (95% CI) 58 25 100.0% -3.00 [-6.04, 0.04]
e 005 ke a w
est for overall effect: Z = 1.93 (P = 0.05) Favours control Favours symmetric biphz

Microcurrent versus control

Figure 29: Microcurrent vs control; mean reduction in wound surface area (%/week)

Microcurrent Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Baker, 1996 23.3 4.8 42 327 7 25 100.0% -9.40[-12.50, -6.30]
Total (95% Cl) 42 25 100.0% -9.40 [-12.50, -6.30] [
Heterogeneity: Not applicable f f T f y
-100  -50 0 50 100
Test for overall effect: Z = 5.93 (P < 0.00001) Favours control Favours microcurrent
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Asymmetric biphasic electrostimulation at 100usec versus 300usec

Figure 30: Asymmetric biphasic electrostimulation at 100usec vs symmetric biphasic
electrostimulation at 300usec vs control; mean reduction in wound surface area

(%/week)
Asymmetric biphasic 100u  Asymmetric biphasic 300u Mean Difference Mean Difference
Study or Subgroup Mean SD  Total  Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Baker, 1996 36.4 6.2 67 297 51 58 100.0% 6.70 [4.72,8.68]
Total (95% CI) 67 58 100.0% 6.70[4.72,8.68] |

l l
100 -50 0 5 100
Favours 300usec  Favours 100usec

Heterogeneity: Not applicable
Test for overall effect: Z = 6.63 (P < 0.00001)

Asymmetric biphasic electrostimulation at 100usec versus microcurrent

Figure 31: Asymmetric biphasic electrostimulation at 100usec versus microcurrent; mean
reduction in wound surface area (%/week)

Asymmetric biphasic Microcurrent Mean Difference Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Baker, 1996 36.4 6.2 67 233 48 42 100.0% 13.10(11.02, 15.18]
Total (95% Cl) 67 42 100.0% 13.10[11.02, 15.18] {

Heterogeneity: Not applicable

Test for overall effect: Z = 12.37 (P < 0.00001) 100 50 0 0 100

Favours microcurrent - Favours asymmetric

Asymmetric biphasic electrostimulation at 300usec versus microcurrent

Figure 32: Asymmetric biphasic electrostimulation at 300usec versus microcurrent; mean
reduction in wound surface area (%/week)

Asymmetric biphasic Microcurrent Mean Difference Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Baker, 1996 29.7 5.1 58 233 48 42 100.0% 6.40[4.44,8.36]
Total (95% Cl) 58 42 100.0% 6.40 [4.44, 8.36] }

Heterogeneity: Not applicable

: T T T :
Test for overall effect: Z = 6.41 (P < 0.00001) 100 S0 0 0 100

Favours microcurrent  Favours assymetric
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Hard to heal ulcers (grade 3 and 4) electrotherapy vs control

Figure 286: proportion of participants completely healed

Electrotherapy Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
14.1.1 patients
Adunsky, 2005 9 35 10 28 88.1% 0.72[0.34, 1.53]
Griffin, 1991 1 6 0 7 3.7% 3.43[0.16, 71.36]
Houghton, 2010 5 15 1 14 8.2% 4.67 [0.62, 35.17] -
Subtotal (95% CI) 56 49 100.0% 1.14 [0.60, 2.20] <
Total events 15 11

Heterogeneity: Chi2 = 3.82, df =2 (P = 0.15); |12 = 48%
Test for overall effect: Z = 0.40 (P = 0.69)

0.01 0.1 1 10 100
Favours control Favours electrotherag

Figure 287: Mortality

Electrotherapy Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kloth, 1988 0 9 0 7 Not estimable
Total (95% CI) 9 7 Not estimable
Total events 0 0

. . . 1 1 1 ]
?eter}ogeneltyl.I Nfc;t aPp’)\Illcable ot -0.01 0-.1 1 1-0 100-

est for overall effect: Not applicable Favours electrotherapy Favours control

Figure 288: Absolute reduction in size of pressure ulcer at end of treatment (cm)

Electrotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Adunsky, 2005 11.15 1.1 21 167 A1 25 100.0% -5.55[-6.16, -4.94]
Total (95% Cl) 21 25 100.0% -5.55 [-6.16, -4.94] |
Heterogeneity: Not applicable f f t f |
-100 -50 0 50 100
Test for overall effect: Z = 17.76 (P < 0.00001) Favours control  Favours electrotherapy

Figure 289: Absolute reduction in size of pressure ulcer at end of follow-up (cm)

Electrotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Adunsky, 2005 253 2.11 21 288 1.92 25 100.0% -0.35[-1.53, 0.83]
Total (95% CI) 21 25 100.0% -0.35[-1.53, 0.83]
Heterogeneity: Not applicable f f t f d
-100 -50 0 50 100
Test for overall effect: Z = 0.58 (P = 0.56) Favours control Favours electrotherapy

Figure 290: healing rate (%/week)

Electrotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
14.15.1 Patients
Kloth, 1988 448 226 9 -11.59 18.6 7 100.0% 56.39[36.19, 76.59] 4
Subtotal (95% Cl) 9 7 100.0% 56.39 [36.19, 76.59] 4

Heterogeneity: Not applicable
Test for overall effect: Z = 5.47 (P < 0.00001)

\ \ )
10 5 0 5 10
Favours control Favours electrotherapy
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Figure 291: time to complete healing (days)
Electrotherapy Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI

Adunsky, 2005 63.4 15.1 9 89.7 92 10 100.0% -26.30[-37.69, -14.91]

Total (95% Cl) 9 10 100.0% -26.30 [-37.69, -14.91] <o

Heterogeneity: Not applicable t t t |

-100 -50 0 50 100

Test for overall effect: Z = 4.52 (P < 0.00001) Favours electrotherapy Favours control

Figure 292: speed of healing (% change from baseline — days)
Electrotherapy Control Mean Difference Mean Differerce

Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Adunsky, 2005 -0.24 0.14 35 -025 0.14 28 1000% 001[0.06,0.08]

Total (95% CI) 35 28 100.0% 001 [[0.06,008)

Metemgeneity: Mot spplicable fmn '5;) g{{; ”m’

Tt for owerall effert Z= 028 (P =D 36)

0
Favourseontrol  Fawours edscantharap

1.2.5.9 NPWT vs wet-to-wet or wet-to dry gauze
Figure 293: Time to 50% of initial wound volume
NPWT Wet-to-dry/wet-to-wet Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Wanner, 2003 27 10 11 28 7 11 100.0% -1.00[-8.21, 6.21]
Total (95% CI) 11 11 100.0% -1.00 [-8.21, 6.21]
Heterogeneity: Not applicable t t 1 t {
-100  -50 0 50 100
Test for overall effect: Z = 0.27 (P = 0.79) Favours NPWT Favours Wet-to-wet/ddr
1.2.5.10 NPWT vs modern dressings: wound gel products
Figure 4: Pressure ulcers healed within 6 weeks
NPWT Modern dressings Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ford, 2002 2 20 2 15 100.0% 0.75[0.12, 4.73]
Total (95% CI) 20 15 100.0%  0.75[0.12, 4.73]
Total events 2 2
Heterogeneity: Not applicable f f ' f i
X 0.01 0.1 1 10 100
Test for overall effect: Z = 0.31 (P = 0.76) Favours modern dressing  Favours NPWT
1.2.5.11 NPWT vs spun hydrocolloid dressing, a foam dressing or an alginate dressing
Figure 294: Proportion completely healed
NPWT Dressings Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Ashby, 2012 1 6 0 6 100.0% 7.39[0.15, 372.38] >
Total (95% Cl) 6 6 100.0% 7.39 [0.15, 372.38] e —
Total events 1 0
Heterogeneity: Not applicable =0 01 0=1 1 1=0 100’

Test for overall effect: Z = 1.00 (P = 0.32)
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Figure 295: Mortality
NPWT Dressings Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Ashby, 2012 2 6 0 6 100.0%  9.03[0.49, 165.19] >
Total (95% CI) 6 6 100.0% 9.03[0.49, 165.19] —ree
Total events 2 0
Heterogeneity: Not applicable '0.01 011 1 1'0 100'
Test for overall effect: Z=1.48 (P = 0.14) Favours NPWT Favours dressing
Figure 296: Pain
NPWT Dressings Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Ashby, 2012 1 6 0 6 100.0% 7.39[0.15, 372.38] >
Total (95% Cl) 6 6 100.0% 7.39 [0.15, 372.38] e —
Total events 1 0
Heterogeneity: Not applicable '0.01 011 1 1'0 100‘

Test for overall effect: Z = 1.00 (P = 0.32)

1.2.6 Debridement

Favours NPWT Favours dressings

Figure 297: Collagenase ointment versus preparation of inactivated collagenase - proportion
of pressure ulcers that decreased in volume.
Collagenase Inactivated collagenase Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Lee 1975 8 17 0 11 100.0% 9.24[1.78, 48.04]
Total (95% Cl) 17 11 100.0%  9.24[1.78, 48.04] —~etli—
Total events 8 0
Heterogeneity: Not applicable 001 01 10 100

Test for overall effect: Z = 2.64 (P = 0.008)

Favours inactivated colla  Favours collagenase

Figure 298: Collagenase versus preparation of inactivated collagenase - proportion of pressure
ulcers that increased in volume.
Collagenase Inactivated collagenase Risk Ratio Risk Ratio
Study or Subgroup ~ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Lee 1975 4 17 6 11 100.0% 0.43[0.16, 1.19] B
Total (95% Cl) 17 11 100.0% 0.43[0.16, 1.19] e
Total events 4 6
Heterogeneity: Not applicable b ot o " 00

Test for overall effect: Z = 1.63 (P = 0.10)

Favours collagenase  Favours inactivated colla

Figure 299: Collagenase versus preparation of inactivated collagenase - proportion of pressure
ulcers with odor at the end of treatment.
Collagenase Inactivated collagenase Risk Ratio Risk Ratio
Study or Subgroup ~ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Lee 1975 717 5 11 100.0%  0.91[0.38,2.14]
Total (95% Cl) 17 11 1000%  0.91[0.38,2.14]
Total events 7 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.22 (P = 0.82)

001 o1 1 10 100
Favours collagenase  Favours inactivated colla
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Figure 300: Collagenase versus preparation of inactivated collagenase - number of side effects

observed
Collagenase  Inactivated collagenase Peto Odds Ratio Peto Odds Ratio
Study or Subgroup ~ Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Lee 1975 1 17 0 11 100.0% 5.19[0.09, 287.21] . >
Total (95% CI) 17 11 100.0% 5.19[0.09, 287.21] e —
Total events 1 0
Heterogeneity: Not applicable b of " 00

Test for overall effect: Z = 0.80 (P = 0.42) Favours collagenase  Favours inactivated colla

Figure 301: Collagenase versus preparation of inactivated collagenase - mortality

Collagenase Inactivated collagenase Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Lee 1975 0 17 0 11 Not estimable
Total (95% CI) 17 11 Not estimable
Total events 0 0
Heterogeneity: Not applicable

L ! ! '
0.01 0.1 1 10 100

Test for overall effect: Not applicable Favours collagenase  Favours inactivated

Figure 302: Collagenase versus Dextranomer - proportion of pressure ulcers that improved

Collagenase Drextranomer Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Parish 1979 5 11 12 14 100.0% 0.53[0.27, 1.05]
Total (95% Cl) 1 14 100.0% 0.53 [0.27, 1.05] S 4
Total events 5 12
Heterogeneity: Not applicable o o e 00

Test for overall effect: 2 = 1.82 (P = 0.07) Favours dextranomer  Favours collagenase

Figure 303: Collagenase versus Dextranome - proportion of pressure ulcers that closed

Collagenase Dextranomer Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Parish 1979 11 6 14 1000%  0.21[0.03,151] —N—F
Total (95% Cl) 1 14 100.0% 0.21[0.03, 1.51] et
Total events 1 6
Heterogeneity: Not applicable o o 5 00

Test for overall effect: Z = 1.5 (P = 0.12) Favours dextranomer  Favours collagenase

Figure 304: Collagenase versus dextranomer, outcome: 2.3 Proportion of patients with
pressure ulcers closure

Collagenase Dextranomer Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Parish 1979 1 5 4 7 1000%  035[0.05 226] ——
Total (95% Cl) 5 7 100.0% 0.35 [0.05, 2.26] —tll—
Total events 1 4
Heterogeneity: Not applicable 001 01 10 100"

Test for overall effect: Z=1.10 (P = 0.27) Favours dextranomer  Favours collagenase
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Figure 305: Collagenase versus Dextranomer - proportion of patients that improved

Collagenase Dextranomer Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Parish 1979 2 5 7 7 100.0% 0.44[0.17,1.16] —.—
Total (95% Cl) 5 7 100.0%  0.44[0.17,1.16] e _at
Total events 2 7
Heterogeneity: Not applicable f f f !
Test for overall effect: Z = 1.65 (P = 0.10) 001 01 10 100

Favours dextranomer  Favours collagenase

Figure 306: Collagenase versus Dextranomer - proportion of PU improved after 1 week

Collagenase ~ Dextranomer Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Parish 1979 0 11 6 14 100.0%  0.10[0.02, 0.64]
Total (95% CI) 1 14 100.0%  0.10[0.02, 0.64] et
Total events 0 6
Heterogeneity: Not applicable f f f |
Test for overall effect: Z = 2.44 (P = 0.01) 0.1 0 10 100

Favours dextranomer  Favours collagenase

Figure 307: Collagenase versus Dextranomer - proportion of pressure ulcers improved after 1

month.
Collagenase Dextranomer Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Parish 1979 3 11 8 14 1000%  048[0.16,1.39] —-
Total (95% Cl) 1 14 100.0% 0.48 [0.16, 1.39] -
Total events 3 8
Heterogeneity: Not applicable f } ) {
Test for overall effect: Z=1.36 (P = 0.17) 0.1 0. 10 100

Favours dextranomer  Favours collagenase

Figure 308: Collagenase versus Dextranomer - proportion of pressure ulcers improved after 2

months
Collagenase Dextranomer Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Parish 1979 5 11 8 14 100.0% 0.80[0.36, 1.75]
Total (95% Cl) 1 14 100.0% 0.80 [0.36, 1.75]
Total events 5 8
Heterogeneity: Not applicable f f i f !
Test for overall effect: Z = 0.57 (P = 0.57) 001 01 ! 10 100

Favours dextranomer  Favours collagenase

Figure 309: Collagenase versus Dextranomer - proportion improved after > 2 months

Collagenase Dextranomer Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Parish 1979 5 11 12 14 100.0% 0.53[0.27, 1.05]
Total (95% Cl) 1 14 100.0% 0.53 [0.27, 1.05] .
Total events 5 12
Heterogeneity: Not applicable ; f f i
Test for overall effect: Z = 1.82 (P = 0.07) 001 01 10 100

Favours dextranomer  Favours collagenase
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Figure 310: Collagenase versus sugar and egg white - proportion of pressure ulcers that
improved
Collagenase  Sugar and egg white Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Parish 1979 5 11 0 9 100.0% 10.00[1.38, 72.67]
Total (95% Cl) 1 9 100.0% 10.00 [1.38, 72.67] et
Total events 5 0
Heterogeneity: Not applicable 001 o m 100

Test for overall effect: Z = 2.28 (P = 0.02)

Favours sugar and egg whi

Favours collagenase

Figure 311: Collagenase versus sugar and egg white - proportion of pressure ulcers that closed
Collagenase  Sugar and egg white Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Parish 1979 1 11 0 9 100.0% 6.16[0.12, 316.67] »
Total (95% Cl) 1 9 100.0% 6.16[0.12, 316.67] e —
Total events 1 0
Heterogeneity: Not applicable 001 o m 100

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

Figure 312:
ulcers closure

Favours sugar and egg whi

Favours collagenase

Collagenase versus sugar and egg white - proportion of patients with pressure

Collagenase  Sugar and egg white Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Parish 1979 1 5 0 5 100.0% 7.39[0.15, 372.38] »
Total (95% Cl) 5 5 100.0% 7.39 [0.15, 372.38] ———e—
Total events 1 0
Heterogeneity: Not applicable =0 o 0= , 110 " 00=
Test for overall effect: 2= 1.00 (P = 0.32) Favours sugar and egg whi  Favours collagenase

Figure 313: Collagenase versus sugar and egg white - proportion of patients that improved
Collagenase  Sugar and egg white Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Parish 1979 2 5 0 5 100.0% 9.49[0.50, 179.46] »
Total (95% Cl) 5 5 100.0% 9.49[0.50, 179.46] — e —
Total events 2 0
Heterogeneity: Not applicable YT o s 100

Test for overall effect: Z = 1.50 (P = 0.13)

Favours sugar and egg whi

Favours collagenase

Figure 314: Collagenase versus sugar and egg white - proportion of pressure ulcers improved
after 1 week
Collagenase  Sugar and egg white Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Parish 1979 0 1 0 9 Not estimable
Total (95% ClI) 11 9 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable
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Figure 315: Collagenase versus sugar and egg white - proportion of pressure ulcers improved
after 1 month

Favours collagenase ~ Favours sugar and egg whi Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Parish 1979 3 11 0 9 100.0% 7.63[0.69, 84.50]
Total (95% CI) 1 9 100.0% 7.63[0.69, 84.50] et
Total events 3 0
Heterogeneity: Not applicable bot o m 00

Test for overall effect: Z = 1.66 (P = 0.10) Favours sugar and egg whi  Favours collagenase

Figure 316: Collagenase versus sugar and egg white - proportion of pressure ulcers improved
after 2 months

Experimental Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Parish 1979 5 11 0 9 100.0% 10.00[1.38, 72.67]
Total (95% C) 1 9 100.0% 10.00([1.38, 72.67] et
Total events 5 0
Heterogeneity: Not applicable 0ot o 10 100"

Test for overall effect: 2= 2.28 (P = 0.02) Favours sugar and egg whi ~ Favours collagenase

Figure 317: Collagenase versus papain/urea- percentage reduction in pressure ulcers size after

1 week
Collagenase papain/urea Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% ClI
Alvarez 2000 58 174 10 19 76 11 100.0% 3.90[-7.78, 15.58]
Total (95% Cl) 10 11 100.0% 3.90[-7.78, 15.58]

! 1 1 ]
400 50 0 5 100
Favours papain/urea  Favours collagenase

Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.51)

Figure 318: Collagenase versus papain/urea - percentage reduction in pressure ulcers size
after 2 weeks

Collagenase Papain/urea Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Alvarez 2000 19.9 29.2 10 23.7 258 11 100.0% -3.80[-27.46, 19.86]
Total (95% Cl) 10 11 100.0% -3.80 [-27.46, 19.86]

! 1 1 ]
400 50 0 5 100
Favours papain/urea  Favours collagenase

Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.75)

Figure 319: Collagenase versus papain/urea - percentage reduction in pressure ulcers size
after 3 weeks

Collagenase Papain/urea Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Alvarez 2000 27.3 285 10 348 252 11 100.0% -7.50-30.60, 15.60]
Total (95% Cl) 10 11 100.0% -7.50 [-30.60, 15.60]

! 1 1 ]
400 50 0 5 100
Favours papain/urea  Favours collagenase

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)
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Figure 320:
ulcers size after 4 weeks

Collagenase versus papain/urea, outcome - percentage reduction in pressure

Collagenase Papain/urea Mean Difference Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
Alvarez 2000 339 2617 10 554 335 11 100.0% -21.50[-47.09, 4.09] B
Total (95% Cl) 10 11 100.0% -21.50 [-47.09, 4.09] -l
Heterogeneity: Not applicable Hoo ) 7 S 00

Test for overall effect: Z = 1.65 (P = 0.10)

Favours papain/urea

Favours collagenase

Figure 321: Collagenase versus papain/urea, outcome - number of side effects observed
Collagenase Papain/urea Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Alvarez 2000 1 10 0 11 100.0% 8.17[0.16, 413.39] >
Total (95% Cl) 10 11 100.0% 8.17[0.16, 413.39] ——ee—
Total events 1 0

ity: ' } } } |
Heterogeneity: Not applicable 0.01 01 10 100

Test for overall effect: Z = 1.05 (P = 0.29)

Favours papain/urea

Favours collagenase

Figure 322: Collagenase versus fibrinolysis/DNAse - proportion of persons reporting adverse
events
Collagenase  Fibrinolysis/DNAse Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Pillen 2002 45 66 34 69 100.0% 1.38(1.03, 1.85]
Total (95% Cl) 66 69 100.0% 1.38[1.03, 1.85] &
Total events 45 34
Heterogeneity: Not applicable o1 o I 5 0

Test for overall effect: Z=2.19 (P = 0.03)

Favours collagenase  Favours fibrinolysis/DNAs

Figure 323: Collagenase versus fibrinolysis/DNAse - proportion of serious adverse events
Collagenase Fibrinolysis/DNAse Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Pallen 2002 54 118 24 103 100.0% 1.96 [1.31, 2.93]
Total (95% CI) 118 103 100.0% 1.96 [1.31, 2.93] ’
Total events 54 24
Heterogeneity: Not applicable -0101 011 1 1-0 100-

Test for overall effect: Z = 3.29 (P = 0.0010)

Figure 324:

Favours collagenase  Favours fibrinolysis/DNAs

Collagenase versus hydrocolloid dressing - proportion of patients with reduction in

pressure ulcers area after 12 weeks of treatment.

Collagenase  Hydrocolloid dressing Risk Ratio Risk Ratio
Study or Subgroup ~ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burgos 2000 (a) 15 18 14 19 100.0% 1.13[0.81, 1.59]
Total (95% Cl) 18 19 100.0% 1.13[0.81, 1.59]
Total events 15 14

Heterogeneity: Not applicable

0.01 04 1 10 100

Test for overall effect: Z = 0.71 (P = 0.48)
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Figure 325: Collagenase versus hydrocolloid dressing - proportion of patients with complete
healing of pressure ulcers

Collagenase  Hydrocolloid dressing Risk Ratio Risk Ratio

Study or Subgroup ~ Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Burgos 2000 (a) 3 18 3 19  286%  1.06[0.24,4.57] S
Muller 2001 1 12 7 1 714%  1.44[0.89,2.32] -
Total (95% Cl) 30 30 100.0% 1.33[0.80, 2.23] <>
Total events 14 10

fty: Chi# = =1(P=065); =09 = : : |
Heterogeneity: Chi2 = 0.20, df = 1 (P = 0.65); 12 = 0% 001 01 10 100

Test for overall effect: 2= 1.09 (P = 0.28) Favours hydrocolloid dres ~ Favours collagenase

Figure 326: Collagenase versus hydrocolloid dressing - mean reduction in pressure ulcers area
after 12 weeks of treatment

Collagenase Hydrocolloid dressing Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Burgos 2000 (a) 9.1 127 18 6.2 9.8 19 100.0% 2.90[-4.44,10.24]
Total (95% CI) 18 19 100.0% 2.90 [-4.44, 10.24]

00 50 0 50 100
Favours hydrocolloid dres  Favours collagenase

Heterogeneity: Not applicable
Test for overall effect: Z = 0.77 (P = 0.44)

Figure 327: Collagenase versus hydrocolloid dressing - mean time to healing (weeks).

Collagenase Hydrocolloid dressing Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
Muller 2001 10 15 12 14 1.2 11 100.0% -4.00[-5.11,-2.89]
Total (95% Cl) 12 11 100.0% -4.00 [-5.11, -2.89] }

Heterogeneity: Not applicable I T

: 00 50 0 50 100
Test for overall effect: Z = 7.09 (P < 0.00001) Favours collagenase  Favours hydrocolloid dres

Figure 328: Collagenase versus hydrocolloid dressing - proportion of patients reporting
adverse events

Collagenase  Hydrocolloid dressing Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burgos 2000 (a) 1 18 2 19 100.0% 0.53[0.05, 5.33]
Total (95% Cl) 18 19 100.0%  0.53[0.05,5.33] et
Total events 1 2
ity: i I } } {
Heterogeneity: Not applicable 0.01 01 10 100

Test for overall effect: Z = 0.54 (P = 0.59) Favours collagenase  Favours hydrocolloid dres

Figure 329: Collagenase versus hydrocolloid dressing - mortality

Collagenase Hydrocolloid dressing Risk Ratio Risk Ratio
Study or Subgroup  Events _Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burgos 2000 (a) 3 18 1 19 100.0% 3.17[0.36, 27.72]
Muller 2001 0 12 0 12 Not estimable
Total (95% CI) 30 31 100.0% 3.17[0.36, 27.72] f
Total events 3 1 )

Heterogeneity: Not applicable

Test for overall effect: Z = 1.04 (P = 0.30) 0.01 0.1 ! 10 100

Favours collagenase  Favours hydrocolloid
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Figure 330:

Collagenase ointment application every 24 hours versus every 48 hours -

proportion of pressure ulcers that showed complete healing after 8 weeks.

Collagenase every 24 h Collagenase every 48 h Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Burgos 2000 (b) 12 43 9 43 100.0% 1.33[0.63, 2.83]
Total (95% Cl) 43 43 100.0% 1.33[0.63, 2.83]
Total events 12 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.75 (P = 0.45)

Figure 331:

10 100
Favours every 24 h

001 01 1
Favours every 48 h

Collagenase ointment application every 24 hours versus every 48 hours -

proportion of patients reporting adverse events.

Collagenase every 24 h Collagenase every 48 h Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Burgos 2000 (b) 3 46 3 46 100.0% 1.00[0.21, 4.70]
Total (95% Cl) 46 46 100.0% 1.00 [0.21, 4.70]
Total events 3 3

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

Figure 332:

Collagenase every 24 h

10 100
Favours every 48 h

001 01 1
Favours every 24 h

Collagenase ointment application every 24 hours versus every 48 hours - mortality

Collagenase every 48 h Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burgos 2000 (b) 4 46 7 46 100.0% 0.57[0.18, 1.82]

Total (95% Cl) 46 46 100.0% 0.57 [0.18, 1.82]

Total events 4 7

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

10 100
Favours 48 hours

001 0.1 1
Favours 24 hours

Figure 333: Collagenase versus hydrogel: proportion of people with pressure ulcers completely
healed
Collagenase Hydrogel Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Milne, 2012 9 13 3 14 100.0% 3.23[1.11, 9.39]
Total (95% Cl) 13 14 100.0%  3.23[1.11,9.39] -l
Total events 9 3
Heterogeneity: Not applicable '0.01 011 ] 1'0 100'

Test for overall effect: Z=2.16 (P = 0.03)

Favours hydrogel Favours collagenase

Figure 334: Collagenase versus hydrogel: mortality
Collagenase Hydrogel Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Milne, 2012 0 13 0 14 Not estimable
Total (95% CI) 13 14 Not estimable
Total events 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

l |
10 100
Favours hydrogel

1 1
0.01 0.1 1
Favours collagenase
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1.2.7.1

Pressure ulcers
Appendix I: Forest plots

Topical antimicrobials and antibiotics

Saline vs. hydrocolloid dressing

Figure 336:

Heterogeneity: Tau? = 4.74; Chi2 = 5.56, df = 1 (P = 0.02); I2 = 82%
Test for overall effect: Z = 0.57 (P = 0.57)

9.1.2 Patients with a spinal cord injury

Hollisaz 2004 8 27 20 28 41.1%
Subtotal (95% Cl) 27 28 411%
Total events 8 20

Heterogeneity: Not applicable

Test for overall effect: Z = 2.75 (P = 0.006)

Total (95% CI) 63 63 100.0%
Total events 26 41

Heterogeneity: Tau2 = 0.88; Chi2 = 17.84, df = 2 (P = 0.0001); 12 = 89%

Test for overall effect: Z=1.09 (P = 0.28)
Test for subaroup differences: Chiz = 0.00, df = 1 (P = 0.96). I2 = 0%

grades - all sites)

Figure 335: Saline versus hydrocolloid dressing — proportion of patients completely healed
Saline Hydrocolloid 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 General population
Matzen 1999 0 15 5 17 13.8% 0.10[0.01, 1.71] “
Xakellis 1992 18 21 16 18 451% 0.96 [0.76, 1.22] :
Subtotal (95% CI) 36 35 58.9% 0.38 [0.01, 10.16]
Total events 18 21

0.41[0.22, 0.78] ——
0.41 [0.22, 0.78] -
0.50 [0.14, 1.74] i
002 0.1 1 10 50

Favours hydrocolloid Favours saline

Saline versus hydrocolloid dressing — proportion of ulcers completely healed (all

Figure 337:

Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.2.1 General population
Neill 1989 10 45 13 42 37.3% 0.72[0.35, 1.46] —
Subtotal (95% CI) 45 42 37.3% 0.72 [0.35, 1.46] ‘
Total events 10 13
Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)
9.2.2 Patients with a spinal cord injury
Hollisaz 2004 8 30 23 31 62.7% 0.36 [0.19, 0.67] i
Subtotal (95% ClI) 30 31 62.7% 0.36 [0.19, 0.67] <@
Total events 8 23
Heterogeneity: Not applicable
Test for overall effect: Z=3.19 (P = 0.001)
Total (95% CI) 75 73 100.0% 0.49 [0.31, 0.78] <
Total events 18 36 . . . .
Heterogeneity: Chi2 =2.05,df =1 (P = 0.15); 12=51% '0'01 0:1 1 1'0 100-

Test for overall effect: Z = 2.99 (P = 0.003)

Favours hydrocolloid Favours saline

Test for subaroup differences: Chi2 = 2.05, df = 1 (P = 0.15), 2= 51.2%

Saline versus hydrocolloid dressing
(grade I — all sites)

— proportion of ulcers completely healed

Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hollisaz 2004 5 1" 1" 13 100.0% 0.54[0.27,1.07)
Total (95% CI) 1" 13 100.0% 0.54[0.27,1.07) -
Total events 5 1"
Heterogeneity: Not applicable '0 01 0'1 1 1'0 100-

Testfor overalleffect Z=1.77 (P=0.08)
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Figure 338: Saline versus hydrocolloid dressing — proportion of ulcers completely healed
(grade Il — all sites)
Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
9.4.1 General population
Neill 1989 3 34 1" 25 50.7%  0.20(0.06, 0.64) ——
Subtotal (95% CI) 34 25 50.7%  0.20 [0.06, 0.64] -
Total events 3 1

Heterogeneity. Not applicable
Testfor overall effect Z= 270 (P = 0.007)

9.4.2 Patients with a spinal cord injury

Hollisaz 2004 3 19 12 18 493% 0.24(0.08,0.70] ——
Subtotal (95% CI) 19 18 49.3% 0.24[0.08,0.70) -
Total events 3 12

Heterogeneity: Not applicable
Test for overall effect Z= 259 (P = 0.010)

Total (95% CI) 53 43 100.0% 0.22[0.10, 0.48) ’

Total events 6 23

Heterogeneity: Chi*= 0.04, df=1 (P = 0.84); = 0% =0 01 0=1 1¢0 100=
Testfor overall effect Z= 3.74 (P = 0.0002) Favours hydrocolloid Favours saline

Test for subaroup differences: Chi*= 0.04.df=1 (P=084). F=0%

Figure 339: Saline versus hydrocolloid dressing — proportion of ulcers completely healed
(grade Il — all sites)
Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Neill 1989 1 1 2 17 100.0% 0.77[0.08, 7.54)
Total (95% CI) 1" 17 100.0%  0.77[0.08, 7.54)
Total events 1 2
Heterogeneity: Not applicable p t T t t
L _ 001 0.1 1 10 100
Testfor overall effect Z= 0.22 (P = 0.82) Favours hydrocolloid Favours saline
Figure 340: Saline versus hydrocolloid dressing — proportion of ulcers completely healed (all
grades — sacral area)
Saline Hydrocolloid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Hollisaz 2004 4 8 0 7 100.0% 1087(1.19,99.73)
Total (95% CI) 8 7 100.0% 10.87 [1.19,99.73) i
Total events 4 0
Heterogeneity: Not applicable ; : } ¢
- _ 0005 0.1 10 200
Testfor overall effect Z= 2.11 (P = 0.03) Favours hydrocolloid Favours saline
Figure 341: Saline versus hydrocolloid dressing — proportion of ulcers improved
Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hollisaz 2004 29 60 27 31 100.0% 0.55(0.41,0.75)
Total (95% ClI) 60 31 100.0%  0.55[0.41,0.75) i
Total events 29 27
Heterogeneity: Not applicable 035 0=7 135 é
Test for overall effect Z= 3.92 (P < 0.0001) Favouts pdrocolold Feavours sallne
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Figure 342: Saline versus hydrocolloid dressing — proportion of ulcers worsened (all grades)
Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.10.1 General population
Neill 1989 15 45 14 42 59.0% 1.00(0.55,1.81)
Subtotal (95% ClI) 45 42 59.0% 00 [0.55, 1.81)
Total events 15 14
Heterogeneity: Not applicable
Testfor overall effect Z=0.00 (P =1.00)
9.10.2 Patients with a spinal cord injury
Hollisaz 2004 3 30 2 31 41.0% 4.65(1.09,19.79) ——
Subtotal (95% Cl) 30 31 41.0% 4.65[1.09, 19.78) i
Total events 9 2
Heterogeneity. Not applicable
Test for overall effect Z= 2.08 (P = 0.04)
Total (95% CI) 75 73 100.0% 1.88 [0.41, 8.68] el
Total events 24 16
Heterogeneity. Tau*= 0.94; Chi*= 3.95, df=1 (P = 0.05), F= 75% 005 02 z 20

Testfor overall effect Z=0.81 (P=042)
Test for subaroup differences: Chi*=3.70.df=1 (P=0.05). F=73.0%

Favours saline Favours hydrocolloic

Figure 343: Saline versus hydrocolloid dressing — proportion of ulcers worsened (grade 1)
Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Neill 1989 1" 34 7 25 100.0% 1.16(0.52, 2.56)
Total (95% CI) 34 25 100.0% 1.16 [0.52, 2.56)
Total events 1" 7

Heterogeneity: Not applicable
Testfor overalleffect Z=036 (P=0.72)

i

005 02 1 5 20
Favours saline Favours hydrocolloic

Figure 344: Saline versus hydrocolloid dressing — proportion of ulcers worsened (grade Ill)
Saline Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Neill 1989 4 1" 7 17 100.0% 0.88[0.34, 2.32)
Total (95% Cl) 1" 17 100.0%  0.88[0.34,2.32]
Total events 4 7

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

001 01 1 10 100
Favours saline Favours hydrocolloic

Figure 345: Saline versus hydrocolloid dressing — mean percentage reduction in ulcer size
Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Chang 1998 -9 10245 17 34 10245

Total (95% CI) 17
Heterogeneity. Not applicable

Testfor overall effect Z=1.22 (P= 0.22)

17 1000% -43.00[111.87,2587)

17 100.0% -43.00[-111.87, 25.87) -.r-

100 50 0 % 100
Favours experimental Favours control

Figure 346: Saline versus hydrocolloid dressing — mean percentage reduction in ulcer volume
Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Matzen 1999 64 16 15 26 10 17 100.0% 38.00(28.61,47.39
Total (95% CI) 15 17 100.0% 38.00 [28.61, 47.39] -
Heterogeneity: Not applicable :50 -55 0 2'5 50'

Test for overall effect: Z= 7.93 (P < 0.00001)
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Figure 347:

Saline versus hydrocolloid dressing — median percentage reduction in ulcer size

Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Alm 1989 857 0 21 100 0 29 Not estimable
Total (95% CI) 21 29 Not estimable
Heterogeneity: Not applicable D00 -%0 ) 20 100

Test for overall effect: Not applicable

Favours experimental Favours control

Saline versus hydrocolloid dressing — median percentage reduction in ulcer size

Figure 348:
(grade ll)
Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Neill 1989 48 0 34 91 0 25 Not estimable
Total (95% CI) 34 25 Not estimable
Heterogeneity: Not applicable 100 -50 0 50 100

Testfor overall effect Not applicable

Favours experimental Favours control

Saline versus hydrocolloid dressing — median percentage reduction in ulcer size

Figure 349:
(grade Ill)
Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Neill 1989 30 0 1 03 0 17 Not estimable
Total (95% CI) 1" 17 Not estimable
Heterogeneity: Not applicable L + + i
) -100 50 0 50 100
Test for overall effect Not app"cable Favours experimental Favours control
Figure 350: Saline versus hydrocolloid dressing — median days to healing
Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Xakellis 1992 1 0 21 9 0 18 Not estimable
Total (95% CI) 21 18 Not estimable
Heterogeneity: Not applicable il 0 - 550 S 550 3 00’

Test for overall effect: Not applicable

Figure 351:

removal
Saline

Hydrocolloid
Total Weight Peto, Fixed, 95% CI

Favours experimental Favours control

Saline versus hydrocolloid dressing — proportion of patients with pain at dressing

Peto Odds Ratio
Peto, Fixed, 95% CI

Peto Odds Ratio

Study or Subgroup  Events Total Events

Chang 1998 0o 17 7 17 1000%  0.09(0.02, 0.45)

Total (95% CI) 17 17 100.0%  0.09[0.02,0.45) i

Total events 0 7

Heterogenew Not applicable h.01 071 1.0 100-

Test for overall effect Z=2.92 (P = 0.003)

Figure 352:

Favours saline Favours hydrocolloic

Saline versus hydrocolloid dressing — median pain score

Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Matzen 1999 2 0 15 2 0 17 Not estimable
Total (95% CI) 15 17 Not estimable
Heterogeneity: Not applicable 100 -50 0 50 100

Testfor overall effect Not applicable
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Saline versus hydrocolloid dressing — proportion of patients with discomfort

Figure 353:
Saline Hydrocolloid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Chang 1998 0o 17 g 17 100.0% 0.07 (0.02, 0.32)
Total (95% Cl) 17 17 100.0%  0.07[0.02,0.32) =i
Total events 0 9
Heterogenew Not applicable -001 071 1'0 100‘

Test for overall effect Z= 3.45 (P = 0.0006)

Favours saline Favours hydrocolloic

Figure 354: Saline versus hydrocolloid dressing — median comfort score
Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Matzen 1999 3 0 15 4 0 17 Not estimable
Total (95% CI) 15 17 Not estimable
Heterogeneity: Not applicable TR S = 1700

Test for overall effect: Not applicable

Favours experimental Favours control

Figure 355: Saline versus hydrocolloid dressing — proportion of patients with an infection
Saline Hydrocolloid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Chang 1998 0 17 0 17 Not estimable
Total (95% Cl) 17 17 Not estimable
Total events 0 0
Heterogeneity: Not applicable YTEEY o 100

Test for overall effect Not applicable

Figure 356:

Favours experimental Favours control

Saline versus hydrocolloid dressing — median smell score

Saline Hydrocolloid Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Matzen 1999 2 0 15 2 0 17 Not estimable
Total (95% CI) 15 17 Not estimable
Heterogeneity: Not applicable 00 -50 ) 50 100

Testfor overall effect Not applicable

Favours experimental Favours control

Saline versus hydrocolloid dressing — proportion of patients with skin irritation

Figure 357:
Saline Hydrocolloid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Neill 1989 0 50 9 50 100.0% 0.11(0.03,0.44)
Total (95% CI) 50 50 100.0% 0.11 [0.03, 0.44) i
Total events 0 9
Heterogeneity. Not applicable t t t t
— _ 0002 01 10 500
Testfor overall effect Z=3.13 (P = 0.002) Favours saline Favours hydrocolloic
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Figure 358: Saline versus hydrocolloid dressing - mortality

Saline Hydrocolloid Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chang 1998 0 17 0 17 Not estimable
Hollisaz 2004 0 27 0 28 Not estimable
Matzen 1999 115 2 17 777%  0.57[0.06, 5.64] —H
Xakellis 1992 3 21 0 18 22.3% 6.05[0.33, 109.75] ol >
Total (95% CI) 80 80 100.0% 1.79 [0.38, 8.46] il
Total events 4 2

itv: Chi2 — _ _ -2 = 39% I } } i
Tostfor ovoral oftec 2o 073 B o 0Ty oo1 o1 i 10 100

Favours saline  Favours hydrocolloic

1.2.7.2  Saline vs. hydrogel dressing

Figure 359: Saline versus hydrogel dressing — proportion of patients completely healed

Saline Hydrogel Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Thomas 1998 9 14 10 16 100.0% 1.03[0.60,1.77)
Total (95% CI) 14 16 100.0% 1.03[0.60,1.77]
Total events 9 10
Heterogeneity: Not applicable —t — —+

44 _ 0102 05 1 2 5 10
Test for overall effect Z=010(P=0.92) Favours hydrogel Favours saline

Figure 360: Saline versus hydrogel dressing — proportion of patients worsened

Saline Hydrogel Risk Ratio Risk Ratio

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

Thomas 1998 1 19 1 22 100.0% 1.16(0.08,17.28)

Total (95% ClI) 19 22 100.0% 1.16[0.08,17.28])

Total events 1 1

Heterogeneity. Not applicable b t 1 t i
001 01 1 10 100

Test for overall effect Z=0.11 (P=0.92) Favours saline Favours hydrogel

Figure 361: Saline versus hydrogel dressing — mean weeks to healing

Saline Hydrogel Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Thomas 1998 52 24 14 53 23 16 100.0% -0.10[1.79,1.59)
Total (95% CI) 14 16 100.0% -0.10[-1.79,1.59)
Heterogeneity: Not applicable _9‘ ‘2 5 5 ;
Testfor overall effect Z=0.12 (P =0.91) Favours hydrogel Favours saline

Figure 362: Saline versus hydrogel dressing - mortality

Saline Hydrogel Risk Ratio Risk Ratio

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

Thomas 1998 2 19 4 22 100.0% 0.58[0.12, 2.82] —

Total (95% Cl) 19 22 100.0%  0.58 [0.12, 2.82] il

Total events 2 4

Heterogeneity: Not applicable f f ; |
0.01 0.1 1 10 100

Test for overall effect: Z = 0.68 (P = 0.50) Favours saline  Favours hydrogel
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1.2.7.3  Phenytoin vs. saline
Figure 363: Phenytoin versus saline — proportion of patients completely healed
Phenytoin Saline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 1" 28 8 27 100.0% 1.33(0.63,2.78)
Total (95% CI) 28 27 100.0% 1.33[0.63, 2.78)
Total events 1" 8
Heterogeneity: Not applicable +—t T —
0102 05 1 2 5 10
Test for overall effect Z= 0.75 (P = 0.46) Favowssaline Favours phenyloln
Figure 364: Phenytoin versus saline - mortality
Phenytoin Saline Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Hollisaz 2004 0 28 0 27 Not estimable
Subbanna 2007 0 14 0 14 Not estimable
Total (95% CI) 42 41 Not estimable
Total events 0 0
Heterogeneity: Not applicable : : : :
Test for overall effect: Not applicable FS\)glrs p?ﬁ!enytoin 1 Favour1sosalin:aoo
1.2.7.4 Saline vs. foam dressing
Figure 365: Saline versus foam dressing — proportion of patients completely healed
Saline Foam Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kraft 1993 3 14 10 24 453% 0.51[0.17,1.56)
Payne 2009 6 16 10 20 547% 0.75[0.35,1.62)
Total (95% CI) 30 44 100.0% 0.64[0.34,1.22)
Total events 9 20
i = =1(P= p= } : { } y
Heterogeneity: Chi*=0.31,df=1 (P=0.58); F= 0% 001 01 ] 0 100

Test for overall effect Z=1.35(FP=0.18)

Favours foam Favours saline

Figure 366: Saline versus foam dressing — median days to 50% healing
Saline Foam Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Payne 2009 28 0 16 28 0 20 Not estimable
Total (95% ClI) 16 20 Not estimable
Heterogeneity. Not applicable '_100 20 ) 20 100

Test for overall effect: Not applicable

Favours experimental Favours control

Figure 367: Saline versus foam dressing - mortality
Saline Foam Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kraft 1993 2 14 0 24 12.3% 8.33[0.43, 162.13] I - >
Payne 2009 2 16 3 20 87.7% 0.83 [0.16, 4.40]
Total (95% CI) 30 44 100.0% 1.76 [0.49, 6.34]
Total events 4 3

Heterogeneity: Chiz = 1.83,df =1 (P = 0.18); I12= 45%
Test for overall effect: Z = 0.86 (P = 0.39)
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1.2.7.5 Saline vs. polyurethane dressing
Figure 368: Saline versus polyurethane dressing — proportion of ulcers completely healed
Saline Polyurethane Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Oleske 1986 0 10 1 9 100.0% 0.12(0.00,6.14)
Total (95% CI) 10 9 100.0%  0.12[0.00,6.14) o
Total events 0 1
Heterogeneity. Not applicable I 4 ¢ {
— _ 0.001 0.1 10 1000
Test for overall effect Z=1.05 (P = 0.29) Favours polyurethane Favours saline
Figure 369: Saline versus polyurethane dressing — proportion of ulcers worsened
Saline Polyurethane Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Oleske 1986 2 10 1 9 100.0% 1.80(0.19,16.66)
Total (95% CI) 10 9 100.0% 1.80[0.19, 16.66) e
Total events 2 1
Heterogeneity: Not applicable k i . i
T~ _ 001 01 10 100
Testfor overall effect Z= 0.52 (P = 0.60) Favours saline Favours polyurethan
1.2.7.6 Saline vs. dextranomer
Figure 370: Saline versus dextranomer — proportion of ulcers improved
Gauze Dextranomer Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ljungberg 2009 2 15 1 15 100.0% 0.18[0.05, 0.68)
Total (95% CI) 15 15 100.0%  0.18 [0.05, 0.68) i
Total events 2 1
Heterogeneity. Not applicable I t t {
N _ 0.001 0.1 10 1000
Testfor overall effect Z=2.52 (P = 0.01) Favours dextranomer Favours gauze
Figure 371: Saline versus dextranomer — proportion of people with adverse events
Gauze Dextranomer Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Ljungberg 2009 0 15 0 15 Not estimable
Total (95% CI) 15 15 Not estimable
Total events 0 0
Heterogeneity: Not applicable =0 01 0=1 1 1=0 100’
Test for overall effect: Not applicable ’ Favou.rs gauze Favours dextranome
1.2.7.7 Phenytoin vs. saline

Figure 372: Phenytoin versus saline — proportion of patients completely healed
Phenytoin Saline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 1" 28 8 27 100.0% 1.33[0.63,2.78)
Total (95% CI) 28 27 100.0% 1.33[0.63, 2.78)
Total events 1" 8

Heterogeneity. Not applicable

Test for overall effect Z= 0.75 (P = 0.46)
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Phenytoin versus saline — proportion of ulcers completely healed (all grades — all

Figure 373:
sites)
Phenytoin Saline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 12 30 8 30 1000% 1.50(0.72,3.14)
Total (95% ClI) 30 30 100.0% 1.50[0.72,3.14)
Total events 12 8
Heterogeneity. Not applicable b.01 0?1 ] 1'0 100‘

Test for overall effect Z=1.08 (P=0.28)

Favours saline Favours phenytoin

Figure 374: Phenytoin versus saline — proportion of ulcers completely healed (grade | — all
sites)
Phenytoin Saline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 2 9 5 11 100.0% 0.49(0.12,1.95) —
Total (95% CI) 9 11 100.0%  0.49[0.12,1.95) ~l-
Total events 2 5
Heterogeneity: Not applicable 001 01 10 100

Test for overall effect: Z=1.01 (P = 0.31)

Favours saline Favours phenytoin

Phenytoin versus saline — proportion of ulcers completely healed (grade Il — all

Figure 375:
sites)
Phenytoin Saline Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 10 21 3 19 1000%  3.02(0.97,9.35)

Total (95% CI) 21 19 100.0% 3.02[0.97,9.35) S

Total events 10 3

Heterogeneity: Not applicable 0,002 01 b 10 500

Test for overall effect Z=1.91 (P = 0.06)

Favours saline Favours phenytoin

Phenytoin versus saline — proportion of ulcers completely healed (all grades —

Figure 376:
sacral)
Phenytoin Saline Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 2 5 4 8 100.0% 0.80(0.22,2.87)

Total (95% CI) 5 8 100.0% 0.80[0.22,2.87]

Total events 2 4

Heterogeneity: Not applicable 001 01 1 10 100

Test for overall effect Z=0.34 (P=0.73)

Favours saline Favours phenytoin

Figure 377: Phenytoin versus saline — proportion of ulcers improved
Phenytoin Saline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 16 30 13 30 1000%  1.23[0.73,2.09)
Total (95% CI) 30 30 100.0% 1.23[0.73,2.09]
Total events 16 13

Heterogeneity: Not applicable
Testfor overall effect Z=0.77 (P = 0.44)

01 02 05 1 2

510

Favours saline Favours phenytoin
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Figure 378: Phenytoin versus saline — proportion of ulcers worsened
Phenytoin Saline Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 2 30 9 30 100.0% 0.22(0.05,0.94)
Total (95% CI) 30 30 100.0%  0.22[0.05,0.94] e
Total events 2 9
Heterogeneity: Not applicable bo1 oq 0 100

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

Figure 379:

Favours phenytoin Favours saline

Phenytoin versus saline — mean percentage reduction in ulcer size

Phenytoin Saline Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Subbanna 2007 4783 2094 12 36.03 1763 14 100.0% 11.80[-3.22, 26.82) 1
Total (95% CI) 12 14 100.0% 11.80[-3.22, 26.82) e =

Heterogeneity. Not applicable
Testfor overall effect Z=154 (P=0.12)

-20-10 0 10 20
Favours saline Favours phenytoin

Figure 380: Phenytoin versus saline — mean percentage reduction in ulcer volume
Phenytoin Saline Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Subbanna 2007 5394 312 12 5576 27.75 14 100.0% -1.82[-24.69,21.05)
Total (95% CI) 12 14 100.0% -1.82[-24.69, 21.05]
Heterogeneity. Not applicable ‘éo 25 5 2:5 5¢0

Test for overall effect Z=0.16 (P = 0.88)

Figure 381:

Favours saline Favours phenytoin

Phenytoin versus saline — mean percentage reduction in PUSH score

Phenytoin Saline Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Subbanna 2007 1953 17.7 12 11.39 11.09 14 1000% 8.14[3.44,19.72)
Total (95% CI) 12 14 100.0% 8.14[-3.44,19.72)
Heterogeneity. Not applicable 30 10 0 10 20

Testfor overalleffect Z=138(P=017)

Favours saline Favours phenytoin

Figure 382: Phenytoin versus saline — proportion of people with treatment-related adverse
events
Phenytoin Saline Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Subbanna 2007 0 12 0 14 Not estimable
Total (95% CI) 12 14 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Figure 383:

0.01 0.1 1 10 100
Favours phenytoin  Favours saline

Phenytoin versus saline - mortality

Phenytoin Saline Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Hollisaz 2004 0 28 0 27 Not estimable
Subbanna 2007 0 14 0 14 Not estimable
Total (95% CI) 42 41 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.01 0.1 1 10 100
Favours phenytoin  Favours saline
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Phenytoin vs. hydrocolloid dressing

Figure 384:

Phenytoin versus hydrocolloid dressing — proportion of patients completely healed

Risk Ratio

Phenytoin Hydrocolloid Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-.H, Fixed, 95% CI M_-H, Fixed, 95% CI
Hollisaz 2004 1" 28 20 28 100.0% 0.55(0.33,0.92)
Total (95% CI) 28 28 100.0% 0.55[0.33,0.92) e =
Total events 1" 20
Heterogeneity: Not applicable 01 0?2 OTS i é 1'0

Test for overall effect Z=2.27 (P=0.02)

Favours hydrocolloid Favours phenytoin

Figure 385: Phenytoin versus hydrocolloid dressing — proportion of ulcers completely healed
(all grades - all sites)
Phenytoin  Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-.H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 12 30 23 31 1000%  0.54[0.33,0.88)
Total (95% CI) 30 31 100.0% 0.54[0.33,0.88) >
Total events 12 23
Heterogeneity: Not applicable 001 o1 10 100

Test for overall effect Z= 2,50 (P = 0.01)

Favours hydrocolloid Favours phenytoin

Figure 386: Phenytoin versus hydrocolloid dressing — proportion of ulcers completely healed
(grade I — all sites)
Phenytoin Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-.H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 2 9 1" 13 100.0%  0.26 (0.08,0.91)]
Total (95% CI) a 13 100.0%  0.26 [0.08,0.91) —~cagifin=-
Total events 2 1
Heterogeneity: Not applicable '0.01 071 1'0 100‘

Test for overall effect Z= 211 (P = 0.04)

Favours hydrocolloid Favours phenytoin

Figure 387: Phenytoin versus hydrocolloid dressing — proportion of ulcers completely healed
(grade Il — all sites)
Phenytoin Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M_-H, Fixed, 95% CI
Hollisaz 2004 10 2 12 18 100.0%  0.71[0.41,1.24)
Total (95% Cl) 21 18 100.0%  0.71[0.41,1.24)
Total events 10 12

Heterogeneity: Not applicable
Test for overall effect Z=1.19(P=0.23)

100

001 01 1 10 100
Favours h)‘dfOCOllOld Favours phenytom
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Figure 388: Phenytoin versus hydrocolloid dressing — proportion of ulcers completely healed
(all grades - sacral)
Phenytoin  Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M.H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 4 3 4 7 100.0%  0.88(0.34,2.25)
Total (95% CI) 8 7 100.0%  0.88[0.34, 2.25)

Total events 4 4
Heterogeneity: Not applicable
Test for overall effect Z=0.28 (P=0.78)

001 01 1 10 100
Favours hydrocolloid Favours phenytoin

Figure 389: Phenytoin versus hydrocolloid dressing — proportion of ulcers improved
Phenytoin Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 16 30 27 31 100.0%  0.61[0.43,0.88
Total (95% Cl) 30 31 100.0%  0.61[0.43,0.88) -
Total events 16 27
Heterogeneity: Not applicable 01 02 05 I : 10

Test for overall effect Z= 2.66 (P = 0.008)

Favours hydrocolloid Favours phenytoin

Figure 390: Phenytoin versus hydrocolloid dressing — proportion of ulcers worsened
Phenytoin Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-.H, Fixed, 95% CI M-H, Fixed, 95% CI
Hollisaz 2004 2 30 2 31 1000%  1.03[0.16,6.87)
Total (95% Cl) 30 31 100.0%  1.03[0.16, 6.87)

Total events 2 2
Heterogeneity: Not applicable
Test for overall effect Z=0.03 (P=0.97)

001 01 1 10 100
Favours phenytoin Favours hydrocolloid

Figure 391: Phenytoin versus hydrocolloid dressing — mean days of healing
Phenytoin Hydrocolloid Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rhodes 2001 353 143 15 518 196 13 1000% -16.50}29.38,-362)
Total (95% CI) 15 13 100.0% -16.50 [-29.38, -3.62) -
Heterogeneity. Not applicable 00 20 3 50 100

Testfor overall effect Z= 251 (P=0.01)

Phenytoin versus hydrocolloid dressing - mortality

Risk Ratio

M-H, Fixed, 95% CI

Favours phenytoin Favours hydrocolloid

Risk Ratio
M-H, Fixed, 95% CI

Figure 392:
Phenytoin Hydrocolloid
Study or Subgroup Events Total Events Total Weight
Hollisaz 2004 0 28 0 28
Rhodes 2001 2 18 2 16 100.0%
Total (95% CI) 46 44 100.0%
Total events 2 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.90)
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1.2.7.9  Phenytoin vs. triple antibiotics
Figure 393: Phenytoin versus triple antibiotics — mean days to healing
Phenytoin Triple antibiotic Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Rhodes 2001 353 143 15 538 85 11 100.0% -1850(27.31,-969) —
Total (95% CI) 15 11 100.0% -18.50[-27.31, .9.69) i
Heterogeneity. Not applicable y ¥ + +
-20 -10 0 10 20
Test for overall effect Z=4.12 (P <0.0001) Favours phenytoin Favours triple antibiotic
Figure 394: Phenytoin versus triple antibiotics — proportion of people with treatment-related
adverse events
Phenytoin Triple antibiotics Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rhodes 2001 0 15 0 11 Not estimable
Total (95% CI) 15 1 Not estimable
Total events 0 0
_I?ete;ogeneltylzl Nf(:t a;?;')\lllcable icab '0.01 0:1 1 1'0 100'
est for overall effect: Not applicable Favours phenytoin Favours triple antibiotic
Figure 395: Phenytoin versus triple antibiotics - mortality
Phenytoin Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rhodes 2001 2 16 1 13 100.0% 1.63[0.17, 15.99]
Total (95% Cl) 16 13 100.0%  1.63[0.17, 15.99] et
Total events 2 1
Heterogeneity: Not applicable ; f f |
K 0.01 0.1 1 10 100
Test for overall effect: Z = 0.42 (P = 0.68) Favours phenytoin Favours triple antibiotic
1.2.7.10 Dialysate vs. placebo

Figure 396:

Dialysate versus placebo — mean ml reduction in ulcer area

Dialysate Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Knudsen 1982 134 1002 5 657 488 3 100.0% 6.83[3.54,17.20) —
Total (95% CI) 5 3 100.0% 6.83[-3.54,17.20) -l.--

Heterogeneity. Not applicable
Test for overall effect Z= 1.29 (P = 0.20)

Figure 397:

20 -10 0 11 20
Favours placebo Favours dlal,’sate

Dialysate versus placebo — mean healing half-time (days)

Dialysate Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Knudsen 1982 852 236 5 24 1843 3 100.0% -15.48[36.44,5.48) —H
Total (95% CI) 5 3 100.0% -15.48[-36.44,5.48) i
Heterogeneity: Not applicable Hoo 40 8 = 100

Testfor overall effect Z=1.45(P=0.15)
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Figure 398: Dialysate versus placebo — proportion of people with treatment-related adverse
events
Dialysate Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Knudsen 1982 0 5 0 3 Not estimable
Total (95% CI) 5 3 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.01 0.1 1 10 100
Favours dialysate Favours placebo

Topical ointment with petrolatum vs. petrolatum (base component)

Figure 399:

Topical ointment with petrolatum versus petrolatum (base component) —

proportion of patients completely healed — grade 1 and 2 pressure ulcers

Figure 400:

Topical ointment with petrolatum versus petrolatum (base component) —

proportion of patients completely healed — grade 2 pressure ulcers

Ointment Petrolatum Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kuflik 2001 1 5 0 3 100.0% 4.95[0.09, 283.86] >
Total (95% CI) 5 3 100.0% 4.95 [0.09, 283.86] e —
Total events 1 0
Heterogeneity: Not applicable '0_01 021 i 1'0 100'

Test for overall effect: Z = 0.77 (P = 0.44)

Figure 401:

Favours ointment  Favours petrolatum

Topical ointment with petrolatum versus petrolatum (base component) —

proportion of patients improved — grades 1 and 2 pressure ulcers

Ointment Petrolatum Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kuflik 2001 4 10 0 9 100.0% 9.78 [1.14, 83.93]
Total (95% CI) 10 9 100.0% 9.78 [1.14, 83.93] —~tll——
Total events 4 0

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

Figure 402:

0002 01 1 10 500
Favours petrolatum  Favours ointment

Topical ointment with petrolatum versus petrolatum (base component) —

proportion of patients improved — grades 2 pressure ulcers

Ointment Petrolatum Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kuflik 2001 3 5 0 3 100.0%  9.39[0.59, 149.25] >
Total (95% CI) 5 3 100.0% 9.39 [0.59, 149.25] — e —
Total events 3 0
Heterogeneity: Not applicable '0.01 0:1 H 1'0 100‘

Test for overall effect: Z = 1.59 (P = 0.11)
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