H.1

H.2

H.3

H.4

H.5

Appendix H: Diabetic foot problems - data analysis

Appendix H: Data analysis

Review question 1 data analysis

No additional data analysis performed for this question

Review question 2 data analysis

No additional data analysis performed for this question

Review question 3 data analysis

No additional data analysis performed for this question

Review question 4 data analysis

No additional data analysis performed for this question

Review question 5 data analysis

No additional data analysis performed for this question
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Appendix H: Diabetic foot problems - data analysis

H.6 Review question 6 data analysis

H.6.1 Self-temperature monitoring for prevention of diabetic foot problems:

Rate of Ulceration

Experimental Comntrol Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Armstrong 2007 al 106 14 118 35.7% 0.39[0.14,1.04] —
Lavery 2004 1 41 T 44 17.9% 015 [0.02,1.149] =
Lawvery 2007 17 a8 17 alal 0.0% 097 [0.8459,1.70]
Lavery 2007 ] 59 17 56 46.4% 028011, 0.71] —i—
Total {95% Cl) 206 215 100.0% 0.30 [D.16, 0.56] e -
Total events 11 a8
Heterogeneity: Chif=0.70, df= 2 {P = 0.71}; F= 0% 5 |=:|2 I:I=1 1=D Ein

Testfoar overall effect: £=3.74 (P =0.0002) Favours experimental

Fawvours cantrol

H.6.2 Pressure customised vs shape customised orthoses for prevention of diabetic foot problems amongst high risk patients:

Rate of Ulceration

Experimental Control Risk Ratio Risk Ratio
Studyy or Subgroup Events Total Bwvents Total VYWeight M-H, Random, 95% CI M-H, Random, 95% Cl
Bus 2013 33 a5 as 36  A0.1% 088 [0.61, 1.26]
Llbrecht 2014 5] 515 16 R4 39.9% 036 [0.14, 0.87] ——
Total (95% Cl) 151 150 100.0% 0.62 [0.26, 1.47]
Total events 348 a4

Heterogeneity: Tau®=0.29; Chi®= 392 df=1 (P =0.068); F=72%

Test for overall effect: £=1.09 (P = 0.28) 0.0z 0.1 1

Fawvours experimmental

Internal Clinical Guidelines, 2015

110 a0

Fawours contral



Appendix H: Diabetic foot problems - data analysis

H.6.3 Therapeutic footwear vs standard care for prevention of diabetic foot problems amongst high risk patients:

Rate of ulceration (different types of footwear vs standard care)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.2.1 Oif the shelf insoles
Reiber 2002 17 1149 27 160 20.6% 085 [0.42,1.48]
Reiber 2002 18 121 17 1149 0.0% 1.04 [0.86, 1.92]
Reiber 2002 18 121 27 160  20.9% 0383 [0.591,1.52] T
Subtotal (95% Cl) 240 J320 41.5% 0.86 [0.58, 1.28]
Total events 35 54

Heterogeneity: Tauw=0.00; ChiF=0.01, df=1{P=092), F=0%
Test for overall effect: Z=0.73 (F =046/

0.2.2 Bespoke orthoses

Rizzo 2012 17 148 a8 140 22.3% 0.30[0.13, 0.49] —=—
Llccioli 1995 LE| a3 21 36 191% 0.47 [0.25, 0.87] ——
Subtotal (95% Cl) 181 186 41.4% 0.36 [0.23, 0.56] -
Total events 26 T4

Heterogeneity: TauF=0.02; Chi*F=1.29, df=1 {(P=0.26), F=23%
Test for overall effect; £= 4 .95 (F = 0.00001)

0.2.3 Therapeutic shoes + education

Zisneros 2010 2 ey g 14 1F7.2% 067 [0.33,1.39] —
Subtotal (95% Cl) 21 14 17.2% 0.67 [0.33, 1.35] -l
Total events a a

Heterogeneity: Mot applicable
Test for overall effect: Z=112 (F=0.26)

Total {(95% Cl) 442 520 100.0% 0.58 [0.37, 0.90] <4
Total events 53=] 141

Heterogeneity: TauwF=017, Chi*F=11.77, df= 4 (F=0.02), F= 66%
Test for overall effect. £= 241 (F=0.02
Test for subgroup differences: Chi*= 867, df= 2 {(P=0.01), F=7E.9%

0.0z 041 10 80
Fawours experimental Favours control
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Appendix H: Diabetic foot problems - data analysis

H.7 Review gquestion 6 data analysis

H.7.1 ESR testing for osteomyelitis

ERS=60mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Ertugrul 2009-ERS&#8805;60 22 7 2 15 0.92[0.73, 0.99] 0.68 [0.45, 0.86] — = — =
Kaleta 2001-ERS&#8805;60 17 1 2 9 0.89[0.67, 0.99] 0.90 [0.55, 1.00] ' ' ' ' _=-—= ' ' ' ﬁ-—:
O 0.2 0.4 0.6 0.8 1 O 0.2 0.4 0.6 0.8 1
ERS=65mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Kaleta 2001-ERS&#8805;65 17 1 2 9 0.89[0.67, 0.99] 0.90 [0.55, 1.00] — - =—
Ertugrul 2009-ERS&#8805;65 21 6 3 16 0.88[0.68, 0.97] 0.73 [0.50, 0.89] ' ' ' ' _=-_= ' ' ' T-=_ i
O 0.2 0.4 0.6 0.8 1 O 0.2 0.4 0.6 0.8 1
ERS=75mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Kaleta 2001-ERS&#8805;75 16 o 3 10 0.84 [0.60, 0.97] 1.00 [0.69, 1.00] — = — =
Ertugrul 2009-ERS&#8805;75 19 a 5 18 0.79 [0.58, 0.93] 0.82 [0.60, 0.95] " ' ' :_.'_ |} ' ' :_.F_ i
O 0.2 0.4 0.6 0.8 1 0.2 0.4 0.6 0.8 1
ERS=80mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Kaleta 2001-ERS&#8805;80 15 o 4 10 0.79 [0.54, 0.94] 1.00 [0.69, 1.00] — = — =
Ertugrul 2009-ERS&#8805;80 17 2 7 20 0.71[0.49, 0.87] 0.91 [0.71, 0.99] " ' ' _I-I_ |} ' ' ' T-—:
O 0.2 0.4 0.6 0.8 1 O 0.2 0.4 0.6 0.8 1
ERS=70mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Kaleta 2001-ERS&#8805;70 17 o 2 10 0.89[0.67, 0.99] 1.00 [0.69, 1.00] — — =
Ertugrul 2009-ERS&#8805;70 20 5 4 17 0.83[0.63, 0.95] 0.77 [0.55, 0.92] " ' ' I_I-_I " ' ' I_-._ i
O 0.2 04 0.6 0.8 1 O 0.2 0.4 0.6 0.8 1
ERS=70mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Malabu 2007-ERS&Jgt; 70 20 1 2 20 0.91[0.71, 0.99] 0.95 [0.76, 1.00] — — =
Newman 1991-ERS&gt;70 5 O 13 10 0.28[0.10, 0.53] 1.00 [0.69, 1.00] (.. r—— ' P} ' ' P —rm—
O 0.2 0.4 0.6 0.8 1 O 0.2 0.4 0.6 0.8 1
ERS>100mm/h
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Newman 1991-ERS&Jt; 100 6 O 20 13 0.23[0.09, 0.44] 1.00 [0.75, 1.00] . — . . . . . . re— |

I I
I T T T T 1 | T T T
O 0.2 04 0.6 0.8 1 O 0.2 0.4 0.6 0.8 1
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Appendix H: Diabetic foot problems - data analysis
H.8 No meta-analysis performed for this question
No additional data analysis performed for this question

H.9 No meta-analysis performed for this question

No additional data analysis performed for this question

H.10 Review question 10 data analysis

Figure 1: Collagen dressings- complete wound healing
Collagen dressing Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gottrup 2013 12 23 4 13 100% 1.70 [0.69, 4.149]
Yeves 2002 51 104 39 84 900% 1.06[0.78,1.43]
Total (95% CI) 127 97 100.0% 1.11[0.83, 1.47]
Total events B3 43

0.01 0.1 1 10 100
Favours Collagen dressing  Favours control

Heterogeneity: Tau®= 000, ChiF=0.96, df =1 (P=0.33);, F=0%
Testfor averall effect Z=070{FP = 0.48)
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Appendix H: Diabetic foot problems - data analysis

Figure 2: Collagen dressings- Adverse events

Collagen dressing Control Risk Ratio Risk Ratio
Stuchy or Subgroup Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Gottrup 2013 1 23 f 13 335% 0.05[0.00, 089 *4 =
Weyves 20032 28 104 24 24 BBEAS% 0.58 [0.28, 0.88] s B
Total (95% Cl) 127 o7 100.0% 0.26 [0.03, 2.56] — e ———
Total events 28 a0
?etf;ugenewl:l T?ru :EEP?;Eahlpz—zﬁaggﬁl df =1 (P=0.09) F=65% 'III.III‘I III!‘I 1|D 1IZIII|'

estfor overall effect 2= 1.16 (F = 0.25) Favours Collagen dressing  Favours cantral
Figure 3: Irremovable versus removable offloading devices- Wound healing TCC versus Removable cast walker
TCC RCWW Risk Ratio (Non-event) Risk Ratio (Non-event)

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Armstrong 2001 17 19 13 200 11.9% 030007, 1.27] =
Armstrong 2005 149 23 14 27 26.2% 0.26 [0.14, 0.96] =
Caravaggi 2007 24 249 23 29 21.7% 0.282[0.29, 2.43] =
Faglia 2010 17 23 16 22 26.4% 0.96 [0.36, 2.42] — -
Gutekunst 2011 9 11 il 12 13.8% 0,31 [0.08,1.19] =
Total (95% CI) 105 110 100.0% 0.54 [0.33, 0.88] e
Total events = 13] 1
Heterogeneity: Tau®= 0.00; Zhi*= 3.93, df=4 (F=042, F=0% 001 IIII‘I ‘IIIII 100

Test for overall effect: £= 2. 45 {F = 0.01)

Internal Clinical Guidelines, 2015
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Appendix H: Diabetic foot problems - data analysis

Figure 4: Irremovable versus removable offloading devices- Mean healing time (days) TCC versus Removable cast walker

TCC RCWY Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight I, Random, 95% Cl IV, Random, 95% CI
Armstrang 2001 335 548 19 404 7.2 20 323% -2.81 [-3.37, -1.69] —+
Armstrang 20045 416 187 23 a8 15.2 27 35.0% -0.96 [-1.54,-0.37] L
Gutekunst 2011 95 A1 11 94 G4 12 32.7% 0.02 [-0.80, 0.83] -
Total (95% Cl) 53 59 100.0% -1.14 [-2.43, 0.15] *
Heterageneity: Tau®=1.14; Chi®=17.66, df=2 (P =0.0001); F=89% 5_1 0 ES ] é 1I:|=

Test for overall effect £=1.74 (P =0.08)

Favours TCC  Favours BCWY

Figure 5: Irremovable versus removable offloading devices- Wound healing TCC versus Removable footwear
Cast Footwear Risk Ratio Risk Ratio
Studchy or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Caravadagi 2010 13 26 g 24 AZ21% 2.401[1.01,8.73]
“Yan de Wveqg 2008 5] 23 G 20 47 9% 0.87 [0.33, 2.27]
Total {95% CI) 49 44 100.0% 1.48 [0.55, 3.99]
Total events 14 11

Heterogeneity: Tau®=0.30; ChiF=2.37, di=1{(FP=012); F=58%
Test for overall effect: Z=0.77 (P = 0.44}

Internal Clinical Guidelines, 2015
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Appendix H: Diabetic foot problems - data analysis

Figure 6: Irremovable versus Irremovable offloading devices- Wound healing TCC versus iTCC
Experimental Control Risk Ratio Risk Ratio
Situdhy or Subgroup BEvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
katz 2005 15 20 17 21 29.8% 0.93[0.67,1.29]
Fiaggesi 2007 19 20 17 20 T0.2% 1.12[0.91,1.38]
Total (95% CI) 40 41 100.0% 1.06 [D.88, 1.27]
Total events 24 24

Heterogeneity: Tau==0.00; Chi*=1.03, df=1{F=0.31); F= 3%
Test for averall effect: Z=0.60 (F = 0.559)

Figure 7: Irremovable versus Irremovable offloading devices- adverse events TCC versus iTCC

0.01

0.1 1 10
Fawours TCC Favaurs TGS

100

Experimental Comtrol Risk Ratio Hisk Ratio
Study or Subgroup Events Total EBEvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
atz 20045 13 20 g 21 O 1.71 [0.91, 2.21]
Fiaggesi 2007 4 20 L 20 29 3% 0.80[0.25, 2.455]
Total {95% Cl) 40 441  A100.0% 1.37 [0.69, 2.72]
Total events 17 13

Heterogeneity: TauwF =007, Chi*=1.3231,df =1 {(F=0.25), F=23%
Testfor overall effect: Z=0.89(F=0.37)

Internal Clinical Guidelines, 2015
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Appendix H: Diabetic foot problems - data analysis

H.11 Review question 11 data analysis

No additional data analysis performed for this question

Internal Clinical Guidelines, 2015



H.12

H.12.1

H.12.1.1

Appendix H: Diabetic foot problems - data analysis

Review question 12 data analysis

Cure rate

Growth factor and growth factor derived treatments

SC + ADJ sSC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. RBandom, 95% CI M-H, Random, 95% CI
2.1.1 GAMS01 growth fact
Elume 2011 27 [a15] a 16 100.0% 1.31 [0.60, 2.86]
Subtotal {95% CI) 66 16 100.0% 1.31 [0.60, 2.86]
Total events 27 a
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.67 (P = 0.50)
2.1.2 Platelet growth fact
AGRAVWAL 2009 =] 14 3 9 11.8% 1.93 [0.71, 9.26] i
Hardikar 2005 349 [l 18 58  26.8% 2.28[1.50, 3.48] -
Jaisweal 2010 15 25 18 25 I7EA% 0.83 [0.56, 1.29] —-—
Robson 2005 245 552 93 259 241% 1.24 [1.02, 1.449] ;
Subtotal {95% CI) 646 351 100.0% 1.38 [0.91, 2.10]
Total events 30a 132

Heterogeneity: Tau®=0.13; Chi®= 12.60, df= 3 (P = 0.006), F= V6%

Testfor overall effect Z=1.50(F=0.13)

2.1.3 Fibroblast growth ract

Richard 1995 3 g g
Uchi 2009 a7 92 22
Subtotal {95% CI) 101

Total events =1 27

=]
a7
55

33.9%
GE.1%
100.0%

Heterogeneity: Tau®=0.25; Chi"= 252, df =1 (F=011), F=60%

Testfor overall effect: Z2=0.06 (P = 0.94)

2.1.4 B2 growth fact

Robson 19349 TOO13 24
Subtotal {95% CI) 131
Total events TT 24

Heterogeneity: Kot applicable
Testfor averall effect: Z=0.75 (P = 0.45)

2.1.5 VEGF growth fact

Hanft 2008 18 29 =]
Subtotal {95% CI) 29
Total events 15 =]

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.24 (P =0.21)

2.1.6 CT-102 growth fact

Steed 1992 o] 7 1
Subtotal {95% CI) r
Total events a 1

Heterogeneity: Mot applicable
Testfor overall effect: £=1.594(F=012)

2.1.7 Incretin

marfella 2012 16 53 3
Subtotal {95% CI) 53

Total events 16 a

Heterogeneity: Mot applicable
Testfor overall effect Z=1.79 (P =007}

2.1.8 autologous platelet-rich plasma gel

Driver 2006 13 40 =]
Subtotal {95% CI) 40
Total events 13 a

Heterogeneity: Kot applicable
Test for averall effect: Z=0.40 (P = 0.6}

2.1.38 rhEGF

GOMEZ-WILLA 2014 4 17 1]
Subtotal {95% CI) 17

Total events 4 1]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.591(F=0.13)

46
16

26
26

53
53

32
3z

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

Testfor subagroup differences: Chi*=6.24, df= 8 (P = 0.62), F= 0%

Internal Clinical Guidelines, 2015
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0.53 [0.18, 1.55]
1.32 [0.94, 1.87]
0.97 [0.42, 2.26]

1.13[0.82, 1.594]
1.13 [0.82, 1.54]

1.49[0.749, 2.82]
1.49 [0.79, 2.82]

4.29 [0.67, 27.24]
4.29 [0.67, 27.24]

2.00[0.94, 4.27]
2.00 [0.94, 1.27]

116 [0.587, 2.39]
1.16 [0.57, 2.35]

9.00[0.52, 195.24]
9.00 [D.52, 155.24]

1B

L 3
. 3

m— —

oo

oA 1m 100
Favours 5C  Favours SC + ADJ




Appendix H: Diabetic foot problems - data analysis

H.12.1.2 Dermal or skin substitutes

SC+ ADJ SC Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

2.2.9 Amniotic Membrane Wound Graft

Falen 2013 10 13 a 12 100.0% 19.580[1.27, 30047
Subtotal (95% CI) 13 12 100.0% 19.50 [1.27,300.42]
Total events 10 0

Heterogeneity: Mot applicable
Testfor overall effect Z= 213 (P =003

2.2.10 Hyalograft-3D followed by Laserskin autograft

Caravaggi 2003 2235 13 26 B1.0% 1.26 [0.79, 1.99]
Uccioli 2011 19 80 17 B0 39.0% 1.12 [0.63, 1.99]
Subtotal (95% CI) 115 106 100.0% 1.20 [0.84, 1.72]
Total events 41 a0

Heterogeneity: Tau®= 0,00, ChiF= 010, df =1 (F=079), F=0%
Testfor overall effect: Z=1.00(F =0.32)

2.2.12 Graftskin

Weves 2001 63 112 36 96 100.0% 1.50[1.11, 2.04]
Subtotal (95% Cl) 112 96 100.0% 1.50[1.11, 2.04]
Total events 63 36

Heterogeneity: Mot applicable
Test for overall effect £= 260 (P =0.009)

2.2.13 Dermagraft

Gentzkow 1995 11 ar 1 13 4.0% 386 [0.55, 27.09]
Hanft 2002 14 24 G T O269% 2.29101.08, 4.85]
Marston 2003 39 130 21 118 691% 1.64 [1.03, 2.62]
Subtotal (95% CI) 101 150 100.0% 1.86 [1.26, 2.74]
Total events 65 28

Heterogeneity: Taur=0.00; Chif=112, df=2{F=057) F=0%
Testfor overall effect 2= 313 (P =0.002)

2.2.14 GraftJacket

Brigidao 2006 12 14 4 14 344% 3.00101.28 7.06]
Feyzelman 20049 32 46 18 3 BSE% 1.81 [1.02, 2.22]
Subtotal (95% CI) 60 53 100.0% 1.91[1.00, 3.65]
Total events 44 22

Heterogeneity: Tau*=0.13; Chif= 210, df=1{(P=015), F=52%
Testfor overall effect: Z=1.96 (P =0.05)

2.2.15 Cultured Allogeneic Keratinocyte Sheet

Wou 2012 23 e 14 32 1000% 1.43[1.03,1.99]
Subtotal (95% CI) 27 32 100.0% 1.43[1.03, 1.00]
Total events 23 19

Heterogeneity: Mot applicable
Test for overall effect 7= 216 (P=0.03)

2.2.16 Apligraf

Edmonds 20049 17 33 10 38 1000% 1.86 [1.05, 3.66]
Subtotal (95% CI) 33 38 100.0% 1.96 [1.05, 3.66]
Total events 17 10

Heterogeneity: Mot applicable
Testfor overall effect Z=210(P =0.04)

2.2.17 Grafix

LAVERY 2014 Kh| a0 10 47 100.0% 281 [1.61, 5.26]
Subtotal (95% CI) a0 47 100.0% 2.91[1.61, 5.26]
Total events 31 10

Heterageneity: Mot applicable
Testfor overall effect, 2= 32.55 (P =0.0004)

2.2.18 RGD peptide matrix

Steed 1335 14 40 2 248 100.0% 4.381[1.08,17.64]
Subtotal (95% CI) 40 25 100.0% 4.38 [1.08, 17.65]
Total events 14 2

Heterogeneity: Mot applicable
Testfor overall effect 2= 2.07 (P=0.04)

Testfor subaroup differences: ChifF=13.43, df=8 (P =0100, F= 40.4%
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H.12.1.3

H.12.1.4

Appendix H: Diabetic foot problems - data analysis

Hyperbaric oxygen therapy

SC + ADJ SC Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
2.4.27 Hyperbaric oxygen therapy
Abidia 2003 a a 1 g 2.2% 2.00[0.74,33.78] 1
Landahl 2010 25 43 12 42 91 8% 1.82[1.08, 3.16] ‘.'
Ma 2013 1] a 1] g Mot estimable
Subtotal (95% CI) 64 58 100.0% 1.98 [1.14, 3.43] <
Total events a0 13
Heterogeneity: Tau®=0.01; ChF=1.01,df=1(P=0.31); F=1%
Test for overall effect: £=2.44 (F=0.01}
Tatal (95% Cl) 64 58 100.0% 1.98 [1.14, 3.43] <
Total events Kl 13
Heterogeneity: Tau= 0.01; Chir=1.01, df=1 iP= 0.3 F=1% IIJ o IZI=1 1=IZI 1DD=
Testfor ovarall effec.t I=244(F= EI.IZIU Favours SC Favaurs SC + AD
Test for subgroun differences: Mot applicable
ANGIPARS herbal
SC + ADJ SC Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.3.24 ANGIPARS herbal (oraly
Bahrami 2008 a] ] 2 9 424% 3.758[1.05,13.40] —
Subtotal (95% CI) [i] 9 424% 3.75[1.05, 13.40] -
Total events a] 2
Heterogeneity: Mot applicahle
Testfor overall effect: £=2.03 (P = 0.04)
2.3.25 ANGIPARS herhal (oral and topical)
Bahrami 2008 ] ] 2 94 ATE% 371 [1.25,11.08] —i—
Subtotal (95% CI) 6 9  57.6% 3.71[1.25,11.08] e
Total events f 2
Heterogeneity: Mot applicable
Testfor overall effect: £=2.35 (P = 0.02)
2.3.26 ANGIPARS (intravenous)
Subtotal (95% CI) 0 1] Mot estimable
Total events a 0
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 12 18 100.0% 3.73[1.63, 8.55] .
Total events 11 4
Heterogeneity: Tau®= 0.00; Chi*= 0,00, df=1 (P = 0.99); F= 0% ID.D1 IZIH 150 1DD=

Testfor overall effect: £=3.11 (P = 0.002)
Testfor subgroup differences: Chif=0.00, df=1 (F=099), F=0%
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H.12.1.5

H.12.1.6

H.12.2.1

Appendix H: Diabetic foot problems - data analysis

SC
Events Total Bvents Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

Promogran
SC + ADJ
Study or Subgroup
2.5.34 Promogran
Gottrup 2012 12 23 4
Yeves 2002 a1 138
Subtotal (95% CI) 161
Total events A3

349

43

13
138
151

12.6%
a7.4%
100.0%

Heterogeneity: Tau®= 0.00; Chi®=0.28, df=1 (P =0.60); F=0%

Testfor overall effect: Z=1.84 (P=0.07)

Total (95% CI 161

Total events 63

43

151

100.0%

Heterogeneity: Tau®= 0.00; Chi*=0.28, df=1 (P =060}, F= 0%

Testfor overall effect: £=1.84 (P =0.07)

Testfor subgroup differences: Mot applicable

Negative pressure wound therapy

1.70[0.69, 4.19] T

1.31[0.93,1.84] !

1.35 [0.98, 1.86]

*

1.35[0.98, 1.86]

0ol 0 R

oo

Fawours SC Fawvours SC + ADJ

SC+ADJ SC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.15.41 Negative pressure wound therapy
Armstrong 2005 43 7 33 44.0% 1.44 [1.03, 2.01] —
BLUME 2008 73 169 48 A6.0% 1490111, 2.01] —i—
Subtotal {95% CI) 246 100.0% 1.47 [1.18, 1.83] -
Total events 116 a1
Heterogeneity: Tau®= 0.00; Chi*=0.03, df=1 (P =0.87); F= 0%
Test for overall effect: £=3.42 (P = 0.0008)
0.2 05 2 5
. , Favours SC  Favours SC + ADJ
Testfor subaroup diferences: Mot applicable
H.12.2 Amputation rate
Dermal or skin substitutes
SC + ADJ SC Risk Ratio Risk Ratio
Studly or Subgroup Fvents Total Fvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.6.1 Grafiz
LAVERY 2014 1] a0 1 47 100.0% 0.31 [0.01, 7.52] I
Suhtotal (95% CI) 50 47  100.0% 0.31[0.01, 7.52]
Total events 0 1
Heterageneity: Mot applicable
Testfor overall effect Z=072{F=047)
2.6.12 Graftskin
Veves 2001 712 15 98 100.0% 0.40[0.17, 0.94] t
Subtotal (95% CI) 112 95 100.0% 0.40[0.17, 0.94]
Total events T 18
Heterogeneity: Mot applicahle
Testfor overall effect £= 210 (F = 0.04}
I } } |
0.01 01 10 100

Test for subgroup differences: Chi=002, df=1 (F=088), F=0%
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Appendix H: Diabetic foot problems - data analysis

H.12.2.2 Hyperbaric oxygen therapy

SC+abJ SC

Study or Subgroup  Ewents Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio Risk Ratio

M-H, Random, 95% CI

2.7.27 Hyperharic oxygen therapy

Abidia 2003 2 ] 1
Faglia 1996 a8 34 15
Londahl 2010 7 44 4]
ha 2013 1] a8 i
Subtotal (95% Cl) 100

Total events 17 il

g8
33
45
g8
94

11.4%
54.0%
34.6%

100.0%

Heterogeneity: Tauw®=0.16; Chi*= 295, df= 2 (P =0.23); F=32%

Testfor overall effect Z=0.51 (P = 0.61)

Test far subgroup differences: Mot applicable
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2.00[0.22,17.89) —
0.60 [0.25, 1.03] —

1.29[0.44, 3.76]
Mot estimable
0.81 [0.37, 1.79]

0o 0
Fawours [experimental]

10100
Favaurs [control]



H.12.3 Adverse events rate

H.12.3.1

Appendix H: Diabetic foot problems - data analysis

Growth factor and growth factor derived treatments

5C + ADJ SC Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.8.1 Platelet
Bhansali 2009 1] 10 1] 10 Mot estimahle
Hardikar 2005 9 a4 g ag Y9.6% 1.19[0.49, 2.85] I
Jaiswal 2010 0 248 a 248 Mot estimahble
Raobsan 2005 98 407 43 1490 904% 0.86 [0.65,1.15] !
Subtotal {95% CI) 497 283 100.0% 0.89[0.68, 1.17]
Total events 107 fi1

Heterogeneity: Tau?=0.00; Chi*= 046, df=1 (F=0.480); F=0%

Testfor overall effect £=0.84 (P=0.40)

2.8.3 Fibroblast

Jchi 2008 4 92
Subtotal {(95% CI) 02
Total events 4

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.452 (P=0E61)

2.8.4 rhEGF

GOMEZ-WILLA 2014 2 17
Subtotal {95% CI) 17
Total events 2

Heterogeneity: Mot applicahle
Test for overall effect; £=0.99 (P = 0.56)

2.8.5 GAMA01

Blume 2011 n 4131
Subtotal (95% CI) 66
Total events 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

2.8.6 VEGF

Hantt 200& 19 24
Subtotal {(95% CI) 29
Total events 149

Heterogeneity: Mot applicahle
Testfor overall effect: =061 (P=054)

2.8.7 Incretin

matfella 2012 3} a3
Subtotal {95% CI) L
Total events B

Heterogeneity: Mot applicahle
Testfor overall effect, £=2.24 (P=0.02)

2.8.8 autologous platelet-rich plasma gel

Diriver 2006 4] 40
Subtotal {95% CI) 40
Total events G

Heterogeneity: Mot applicable
Test for overall effect £=3.07 (P=0.002)

17

47
47

17
17

16
16

26
26

53
53

32
32

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

0.68 [0.16, 2.92]
0.68 [0.16, 2.92]

2.00[0.20, 20.04]
2.00 [0.20, 20.04]

Mot estimahble
Hot estimable

0.90 [0.63, 1.28]
0.90 [0.63, 1.28]

0.38 [0.18, 0.88]
0.38 [0.16, 0.88]

0.28 (013, 0.63]
0.28 [0.13, 0.63]

Testfor subgroup differences: Chf=11.05, di=8(F=005, F=547%
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Appendix H: Diabetic foot problems - data analysis

H.12.3.2 Dermal or skin substitutes

SC + ADJ SC Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.9.8 Grafx
LAVERY 2014 22 a0 ki 47 100.0% 0.67 [0.46, 0.97]
Subtotal (95% CI) 50 47 100.0% 0.67 [0.46, 0.97]
Total events 22 )

Heterogeneity: Mot applicable
Testfor overall effect 2= 212 (P =0.03)

2.9.9 Amniotic Membrane Wound Graft

Zelen 2013 1 13 4 12 100.0% 0.231[0.03,1.79]
Subtotal (95% CI) 13 12 100.0% 0.23[0.03, 1.79]
Total events 1 4

Heterogeneity: Mot applicable
Testfor overall effect Z=1.40 (P = 0.16)

2.9.10 Hyalograft-3D followed by Laserskin autograft

Caravagyi 2003 7 43 10 36 96.2% 0.99[0.25,1.38]
Uceiali 2011 7 a4 2 87  438% 363 [0.78,16.95]
Subtotal (95% CI) 127 123 100.0% 1.30 [0.21, 7.93]
Total events 14 12

Heterogeneity; Tau®=1.32; Chi®=4.25, df=1 (P = 0.04); F=T6%
Testfor averall effect Z=029(F=077)

2.9.13 Dermagraft

Hanft 2002 14 24 16 22 100.0% 0.80[0.52,1.23]
Subtotal (95% CI) 24 22 100.0% 0.80[0.52, 1.23]
Total events 14 16

Heterogeneity: Mot applicahle
Test for averall effect Z=1.02 (P =0.31)

2.9.14 Graft.Jacket

Brigido 2004 0 20 0 20 Mot estimable
Reyzelman 2009 4 46 2 39 100.0% 1.70100.33, 8.77]
Subtotal (95% CI) 66 59  100.0% 1.70[0.33, 8.77]
Total events 4 2

Heterogeneity: Mot applicable
Testfor overall effect Z=063 (P =0.453)

2.9.15 Cultured Allogeneic Keratinocyte Sheet

You 2012 B 20 5 26 100.0% 1.56 [0.55, 4.39]
Subtotal (95% CI) 20 26 100.0% 1.56 [0.55, 4.39]
Total events B g

Heterogeneity: Mot applicable
Test for overall effect Z=0.84 (P =0.40)

2.9.16 Apligraf

Edmonds 2009 g 33 g 38 100.0% 1.15100.49, 2.73]
Subtotal (95% CI) 33 38 100.0% 1.15[0.49, 2.73]
Total events g g

Heterogeneity: Mot applicable
Testfor overall effect Z=0.32 (P =0.75)

2.9.17 RGD peptide matrix

Steed 1995 3 40 4 25 100.0% 0.47[0.11,1.92]
Subtotal (95% CI) 40 25 100.0% 0.47 [0.11, 1.92]
Total events 3 4

Heterogeneity: Mot applicable
Test for overall effect: Z=1.05 (P = 0.2&)

2.9.22 Processed lippaspirate cells

Han 2010 1] 26 1] 25 Mot estimable
Subtotal (95% CI) 26 26 Not estimable
Total events 1] 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Testfor subaroup differences: Chif=6.23, df=7 (P =051}, F=0%
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H.12.3.3

H.12.3.4

H.12.4

H.12.4.1

Appendix H: Diabetic foot problems - data analysis

Heterogeneity: Tau®= 2.52; Chi*=3.38, df=1 (P=0.07); F=70%

Testfor overall effect: Z=099 (P =032}

Promogran
SC+ ADJ SC Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.11.36 Promogran
Gottrup 2013 1] 23 4 13 3509% 005[0.00,08) —&———
Yeves 2002 25 138 3/ 138 B41% 0.71[0.451.13] ﬁ
Subtotal {(95% CI) 161 151 100.0% 0.28 [0.02, 3.48]
Total events 25 40

0o o 10

Testfor subgroup diferences: Chi*=0.00, df=1 {P=0.85), F=0%
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100
) ) Fawours SC + ADJ Fawours SC
Testfor subaroup diferences: Mot applicable
Negative pressure wound therapy
SC+ADJ SC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.16.41 Negative pressure wound therapy
Armstrong 20045 2 T 9 85 244% 0.25[0.05 1.10] =
BLLUME 2008 71649 17 166 756% 0.40[0.17, 0.85] —.—
Subtotal {95% CI) 246 251 100.0% 0.36 [0.17, 0.75] —~—eili—
Total events 9 26
Heterageneity: Tau®=0.00; Chi*=0.32, df=1 {FP=0.47); F=0%
Test for overall effect: 2= 2.71 (P = 0.007)
0.05 0.2 5 20
. . Favours [experimental] Favours [control]
Test for subgroup differences: Mot applicahle
Infection rate
Growth factor and growth factor derived treatments
SC+abJd 5C Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.12.3 Fibroblast
Richard 1994 2 9 2 8 T2.0% 0897016, 4.93]
Lchi 20049 1 92 1 47 28.0% 0.51[0.03, 7.949] =
Subtotal (95% CI) 101 55 100.0% 0.76 [0.18, 3.26] -‘-
Total events 3 3
Heterogeneity: Tau*=0.00; ChiF=011,df=1 (P=074), F=0%
Testfor overall effect Z=037 (F=0.71)
2.12.6 VEGF
Hanft 2008 4 24 i 26 100.0% 072022, 2.349] i
Subtotal {95% CI) 20 26 100.0% 0.72[0.22,2.39]
Total events 4 ]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.54 (F = 0.549)
0ol 01 o 100

Favours experimental  Favours contral



H.12.4.2

H.12.4.3

Appendix H: Diabetic foot problems - data analysis

Dermal or skin substitutes

SC+ ADJ S5C

M-H, Random, 95% CI

Risk Ratio

Risk Ratio
M-H, Random, 95% (I

Study or Subgroup  Events Total Events Total Weight
2.13.10 Hyalograft-3D followed by Laserskin autograft
Lcciali 2011 13 a4 10 a7 100.0%
Subtotal (95% CI) 84 87 100.0%
Total events 13 10

Heterogeneity: Mot applicable

Testfor overall effect Z=0.76 (F = 0.45)

2.13.12 Graftskin

Yeyves 2001 12 112 13 96 100.0%
Subtotal {95% CI) 112 96 100.0%
Total events 12 13

Heterogeneity: Mot applicable

Testfor overall effect Z=062(F=053)

2.13.13 Dermagraft

Gentzkow 1996 9 ar 3 13 187%
Hanft 2002 1 24 2 22 4.5%
Marston 2003 17 163 27 181 THE%
Subtotal (95% CI) 224 186 100.0%
Total events 27 32

Heterogeneity: TauE=0.00; ChF=092, dfi =2 (P=063); F=0%
Testfor overall effect £=1.74 (F=0.08)

2.13.14 Graftacket

Brigido 2006 3 13 a 14 100.0%
Subtotal (95% CI) 13 14 100.0%
Total events 3 a

Heterogeneity: Mot applicable

Testfor overall effect Z=0.70(F =0.48)

2.13.15 Cultured Allogeneic Keratinocyte Sheet

You 2012 2 20 3 26 100.0%
Subtotal {95% CI) 20 26 100.0%
Total events 2 3

Heterogeneity: Mot applicable
Testfor overall effect Z=017 (F=0.87)

1.35 [0.62, 2.90]
1.35 [0.62, 2.90]

0.79[0.38, 1.65]
0.79 [0.38, 1.65]

1.05[0.34, 3.31]
0.46[0.04,4.71]
0.58[0.33,1.03]

-
0.64 [0.39, 1.06] >

g 3

0.65[0.19,2.18)
0.65 [0.19, 2.18]

0.67 [0.16, 4.70]
0.87 [0.16, 4.70]

=
= =

L

0ol 0

10

100
) . Fawours experimental Favours control
Testfor subgroup differences: Chi*= 262, df= 4 (P=062), F=0%
Promogran
SC+AaDd SC Risk Ratio Risk Ratio

Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
2.14.29 Promogran
Gottrup 2013 1] 23 4 13 329% 006 [0.00,1.12] # =
YWeves 2002 26 138 3E 138 BTA% 071 (045 1.13] ﬁ
Subtotal {(95% Cl) 161 151 100.0% 0.32 [0.03, 3.09]
Total events 24 a4
Heterogeneity: Tau®=1.92; Chi®= 277, df=1 {(P=010); F= 64%
Test for overall effect, 2= 098 (P =0.33)

001 04 10 100

Testfor subagroup diferences: Mot applicable
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H.13

H.14

H.15

H.16

Appendix H: Diabetic foot problems - data analysis

Review question 13 data analysis

No additional data analysis performed for this question

Review question 14 data analysis

No additional data analysis performed for this question

Review question 15 data analysis

No additional data analysis performed for this question

Review question 16 data analysis

No additional data analysis performed for this question

Internal Clinical Guidelines, 2015

19



