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Figure 403:

Topical ointment with petrolatum versus petrolatum (base component) -

proportion of patients worsened — 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 0 10 6 9 100.0% 0.05 [0.01, 0.35]
Total (95% Cl) 10 9 100.0% 0.05 [0.01, 0.35] i
Total events 0 6
Heterogeneity: Not applicable '0.001 0{1 1 1'0 1000'

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

Figure 404:

Favours ointment  Favours petrolatum

Topical ointment with petrolatum versus petrolatum (base component) -

proportion of patients worsened — 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 0 5 3 3 100.0% 0.02 [0.00, 0.38]
Total (95% CI) 5 3 100.0% 0.02 [0.00, 0.38]
Total events 0 3

Heterogeneity: Not applicable

Test for overall effect: Z = 2.65 (P = 0.008)

Peto Odds Ratio
Peto, Fixed, 95% CI

10 100
Favours petrolatum
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Favours ointment

Topical ointment with petrolatum versus petrolatum (base component) -

Peto Odds Ratio
Peto, Fixed, 95% CI

Figure 405:
mortality
Ointment Petrolatum
Study or Subgroup Events Total Events Total Weight
Kuflik 2001 0 10 0 9
Total (95% CI) 10 9
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7.12

Zinc oxide versus streptokinase-streptodornase

Not estimable

Not estimable

1 ]
10 100
Favours petrolatum

L 1
0.01 0.1 1
Favours ointment

Figure 406: Zinc oxide versus streptokinase-streptodornase — median percentage reduction in
ulcer area
Zinc oxide Streptokinase.streptodorn Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Agren 1985 24 0 14 -18.7 0 14 Not estimable
Total (95% CI) 14 14 Not estimable

Heterogeneity. Not applicable
Test for overall effect Not applicable

Figure 407:
infection

100

100  -50 0 50
Favours experimental Favours control

Zinc oxide versus streptokinase-streptodornase — proportion of patients with an

Zinc oxide Streptokinase.streptodorn Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Agren 1985 0 14 1 14 100.0% 0.14(0.00,6.82)
Total (95% CI) 14 14 100.0%  0.14[0.00,6.82) — . —
Total events 0 1
Heterogeneity. Not applicable 0.001 01 10 1000

Testfor overall effect Z= 1.00 (P=0.32)

Figure 408:
reaction
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Zinc oxide Streptokinase.streptodorn Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Agren 1985 0 14 1 14 100.0% 0.14(0.00,6.82)
Total (95% CI) 14 14 100.0%  0.14[0.00,6.82) . —
Total events 0 1
Heterogeneity. Not applicable 0002 01 10 500

Testfor overall effect Z=1.00 (P=0.32)

Favours Zinc oxide Favours streptokinase

Figure 409: Zinc oxide versus streptokinase-streptodornase — mortality
Zinc oxide Streptokinase-streptodorn Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Agren 1985 0 14 0 14 Not estimable
Total (95% CI) 14 14 Not estimable
Total events 0 0
Heterogeneity: Not applicable '0_01 0:1 1'0 100'

Test for overall effect: Not applicable

Favours zinc oxide Favours streptokinase

1.2.7.13  Oxyquinoline versus A&D treatment
Figure 410: Oxyquinoline versus A&D treatment — proportion of ulcers completely healed (all
grades)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 43 86 2 51 100.0%  1.21(0.82,1.79) -
Total (95% CI) 86 51 100.0%  1.21[0.82,1.79) -
Total events 43 3|

Heterogeneity. Not applicable
Test for overall effect Z=0.98 (P=0.33)

0.2 05 2
Favours ASD treatment Favours oxyquinolin

5
e

Figure 411: Oxyquinoline versus A&D treatment — proportion of ulcers completely healed
(gradel)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 23 41 16 28 1000%  0.98[0.65,1.49)
Total (95% CI) 41 28 100.0%  0.98[0.65, 1.49)
Total events 23 16

Heterogeneity. Not applicable
Test for overall effect Z=0.09 (P = 0.93)

0.2 05 1 2 5
Favours ASD treatment Favours oxyquinoline

Figure 412: Oxyquinoline versus A&D treatment — proportion of ulcers completely healed
(grade Il)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 20 45 5 23 1000%  2.04[0.88,4.74) 1
Total (95% CI) 45 23 100.0%  2.04[0.88,4.74) -
Total events 20 5
Heterogeneity. Not applicable '0.01 0-1 1'0 100.

Test for overall effect Z=1.67 (P=0.10)
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Figure 413: Oxyquinoline versus A&D treatment — proportion of ulcers improved on day 15
(gradel)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 15 41 6 28 1000%  1.71[0.76, 3.86) -
Total (95% CI) 41 28 100.0%  1.71[0.76, 3.86) B
Total events 15 6

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

0.01 0.1 10 100
Favours ASD treatment Favours oxyquinoline

Figure 414: Oxyquinoline versus A&D treatment — proportion of ulcers improved on day 22
(grade Il)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 19 45 8 23 1000%  1.21[0.63,2.34)
Total (95% CI) 45 23 100.0%  1.21[0.63,2.34)
Total events 19 8
Heterogeneity. Not applicable Oi‘l 0'2 0'5 ‘i i é 1'0

Test for overall effect Z= 0.58 (P = 0.56)

Favours ASD treatment Favours oxyquinoline

Figure 415: Oxyquinoline versus A&D treatment — proportion of ulcers not changed on day 15
(gradel)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 4 41 4 28 1000%  0.68(0.19,2.51)
Total (95% CI) 41 28 100.0%  0.68[0.19, 2.51)
Total events 4 R

Heterogeneity. Not applicable
Test for overall effect Z=0.58 (P= 0.57)

0.01 0.1 1 10 100
Favours oxyquinoline Favours ASD treatment

Figure 416: Oxyquinoline versus A&D treatment — proportion of ulcers not changed on day 22
(grade 1)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 5 45 7 23 1000%  0.37[0.13,1.02)
Total (95% CI) 45 23 100.0%  0.37[0.13,1.02) -
Total events 5 7

Heterogeneity. Not applicable
Test for overall effect Z=1.91 (P = 0.06)

0.01 01 10 100
Favours oxyquinoline Favours ASD treatment

Figure 417: Oxyquinoline versus A&D treatment — proportion of ulcers worsened on day 15
(gradel)
Oxyquinoline  A&D treatment Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events  Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Gerding 1993 0 41 2 28 100.0%  0.08(0.00,1.41) -
Total (95% CI) 41 28 100.0%  0.08[0.00,1.41) o
Total events 0 2
Heterogeneity. Not applicable 6.002 071 1-0 506

Testfor overalleffect Z=1.72 (P=0.08)
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Figure 418: Oxyquinoline versus A&D treatment — proportion of ulcers worsened on day 22
(grade ll)
Oxyquinoline  A&D treatment Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gerding 1993 1 45 3 23 1000%  0.17[0.02,1.55)
Total (95% CI) 45 23 100.0%  0.17[0.02,1.55) — ——on——
Total events 1 3
Heterogeneity. Not applicable h.01 0'1 1'0 100‘

Testfor overall effect Z=1.57 (P=0.12)

Figure 419:

Favours oxyquinoline Favours ASD treatment

Oxyquinoline versus A&D treatment — mean days to complete healing (all grades)

Oxyquinoline A&D treatment Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gerding 1993 723 415 86 862 516 51 1000% -1.39[3.06,0.28) =~
Total (95% Cl) 86 51 100.0% -1.39(-3.06,0.28) i

Heterogeneity: Not applicable
Testfor overall effect Z=164 (P=0.10)

Figure 420:

2 4 0 1 2
Favours oxyquinoline Favours ASD treatment

Oxyquinoline versus A&D treatment — mean days to complete healing (grade I)

Oxyquinoline A&D treatment Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gerding 1993 675 39 41 725 48 28 1000% -050[264,1.564)
Total (95% CI) 41 28 100.0% -0.50 [-2.64, 1.64) —*—-
Heterogeneity: Not applicable t‘ 2 3 % ;

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

Favours oxyquinoline Favours ASD treatment

Figure 421: Oxyquinoline versus A&D treatment — mean days to complete healing (grade Il)
Oxyquinoline A&D treatment Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gerding 1993 78 447 45 13 394 23 1000% -520(7.27,-313)
Total (95% CI) 45 23 100.0% -5.20(-7.27,-3.13) B
Heterogeneity. Not applicable _1'0 .'5 0 5 1'0

Testfor overall effect Z= 4.92 (P < 0.00001)

1.2.7.14 Ethoxy-diaminoacridine plus nitrofuazone versus honey

Figure 422:
completely healed

Favours oxyquinoline Favours ASD treatment

Ethoxy-diaminoacridine plus nitrofuazone versus honey — proportion of ulcers

Ethoxy-diaminoacridine Honey Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Gunes 2007 0 25 5 25 100.0% 0.11[0.02,0.71)
Total (95% Cl) 25 25 100.0%  0.11[0.02,0.71) o
Total events 0 5
Heterogeneity. Not applicable 5o o w 1700

Test for overall effect Z= 233 (P=0.02)

Figure 423:
reduction in PUSH score

Favours honey Favours ethoxy

Ethoxy-diaminoacridine plus nitrofuazone versus honey — mean percentage

Ethoxy-diaminoacridine Honey Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gines 2007 129 2892 25 563 2892 25 100.0% -43.40[-59.43,-27.37)
Total (95% CI) 25 25 100.0% -43.40[-59.43,-27.37] E =
-100 50 0 50 100

Heterogeneity. Not applicable
Test for overall effect Z= 5.31 (P < 0.00001)
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Figure 424:
reduction in ulcer size

Ethoxy-diaminoacridine plus nitrofuazone versus honey — mean percentage

Ethoxy.diaminoacridine Honey Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ganes 2007 13 2939 25 56 2939 25 100.0% -43.00[-59.29,-26.71)
Total (95% C1) 25 25 100.0% -43.00[-59.29,-26.71) -
Heterogeneity. Not applicable Hoo 20 S 2 100

Testfor overall effect Z= 517 (P < 0.00001)

Figure 425:
with treatment-related adverse events

Favours honey Favours ethoxy

Ethoxy-diaminoacridine plus nitrofuazone versus honey — proportion of people

Ethoxy-diaminoacridine Honey Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Glines 2007 0 11 0 15 Not estimable
Total (95% CI) 11 15 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1 1 1 ]
0.01 0.1 1 10 100
Favours ethoxyl Favours honey

Figure 426: Ethoxy-diaminoacridine plus nitrofuazone versus honey — mortality
Ethoxy-diaminoacridine Honey Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Glnes 2007 1 12 0 15 100.0% 9.49[0.18, 489.97] . >
Total (95% Cl) 12 15 100.0% 9.49 [0.18, 489.97] e —
Total events 1 0 )

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

001 0.1 1 10 100

Favours ethoxy-diamino  Favours honey

1.2.7.15 Povidone-iodine versus hydrocolloid
Figure 427: Povidone-iodine versus hydrocolloid — proportion of patients completely healed
Povidone-iodine  Hydrocolloid Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Kim 1996 14 18 21 26 100.0% 0.96 (0.71,1.31)
Total (95% CI) 18 26 100.0% 0.96[0.71,1.31)
Total events 14 b3

" "

Heterogeneity. Not applicable
Testfor overall effect Z=0.24 (P=0.81)

Figure 428:

05 i ) 3

Favours hydrocolloid Favours povidone-iodine

Povidone-iodine versus hydrocolloid — mean speed of healing (mm?/day)

Povidone-iodine Hydrocolloid Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Kim 1996 79 47 18 91 54 26 100.0% -1.204.20,1.80) —
Total (95% CI) 18 26 100.0% -1.20[-4.20,1.80)

Heterogeneity. Not applicable
Testfor overall effect Z=0.78 (P=0.43)

Favours hydrocolloid Favours povidone-iodine

Figure 429: Povidone-iodine versus hydrocolloid — proportion of patients with
hypergranulation
Povidone-iodine  Hydrocolloid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kim 1996 0 18 3 26 1000%  0.17(0.02,1.79) —
Total (95% CI) 18 26 100.0%  0.17[0.02,1.79) e
Total events 0 3
Heterogeneity. Not applicable o005 o P 260

Testfor overalleffect Z=148(P=0.14)
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Figure 430: Povidone-iodine versus hydrocolloid — mortality

Povidone-iodine  Hydrocolloid Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kim 1996 0 18 0 26 Not estimable
Total (95% CI) 18 26 Not estimable
Total events 0 0

ity: i I t t |
?etctel;ogeneltyl.l Nfc;t atp.)pl)\lllctable icab 0.01 01 1 10 100

estior overall efiect: Not applicable Favours povidone Favours hydrocolloid

1.2.7.16 Povideon-iodine vs. hydrogel

Figure 431: Povidone-iodine versus hydrogel — mean cm?/day to healing

Povidone-iodine Hydrogel Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Kaya 2005 003 005 24 012 016 25 100.0% -0.03[0.10,0.04)
Total (95% C1) 24 25 100.0% -0.03[-0.10,0.04)
Heterogeneity. Not applicable + y + t
- ~ 02  -01 0 01 0.2
Testfor overall effect Z=0.89 (P = 0.37) Favours hydrogel Favours povidone-iodin

1.2.7.17 Cadexomer iodine vs. standard treatment

Figure 432: Cadexomer iodine versus standard treatment — proportion of ulcers reduced > 50%

Cadexomer iodine  Standard treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Moberg 1983 8 16 1 18 1000% 9.00(1.26,64.33)
Total (95% CI) 16 18 100.0% 9.00 [1.26, 64.33) e —
Total events 8 1
Heterogeneity. Not applicable k ¥ 4 J
= _ 0.01 01 10 100
Testfor overall effect Z=2.19 (P=0.03) Favour standard treatment Favour cadexomer iodine

Figure 433: Cadexomer iodine versus standard treatment — mean percentage reduction in

ulcer area

Cadexomer lodine Standard treatment Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moberg 1983 309 46 16 196 8316 18 1000% 11.30133.24,5584)
Total (95% CI) 16 18 100.0% 11.30[-33.24,55.84)
Heterogeneity: Not applicable b + + + {

-100 50 0 50 100

Testfor overall effect Z= 0.50 (P = 0.62) Favour standard treatment  Favour cadexomer lodine

Figure 434: Cadexomer iodine versus standard treatment — mean cm? reduction in ulcer area

Cadexomer lodine Standard treatment Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moberg 1983 29 52 16 25 467 18 1000% 040[294,374)
Total (95% CI) 16 18 100.0% 0.40([-2.94,3.74)
Heterogeneity. Not applicable _50 5 S g 190
Testfor overall effect Z= 0.23 (P = 0.81) Favour standard treatment  Favour cadexomer lodine

Figure 435: Cadexomer iodine versus standard treatment — mortality
Cadexomer iodine  Standard treatment Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Moberg 1983 0 19 0 19 Not estimable
Total (95% CI) 19 19 Not estimable
Total events 0 0
Heterogeneity: Not applicable =0 01 0=1 1' 1=0 100=
Test for overall effect: Not applicable Favours cadexomer Favours standard tmt
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Silver sulfazidine cream vs. silver dressing

Figure 436: Silver sulfazidine cream versus silver dressing — mean percentage reduction in
ulcer area
Cream Dressing Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Chuangsuwanich 2011 2506 5613 20 3695 5613 20 100.0% -11.89[46.68, 22.90]
Total (95% CI) 20 20 100.0% -11.89[-46.68, 22.90)
Heterogeneity. Not applicable _1'00 _5'0 ﬁ 5'0 1['30

Test for overall effect Z= 067 (P = 0.50)

Figure 437:

treatment-related adverse events

Favours cream Favours dressing

Silver sulfazidine cream versus silver dressing — proportion of people with

Cream Dressing Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Chuangsuwanich 2011 0 20 0 20 Not estimable
Total (95% CI) 20 20 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.01

1 1 ]
0.1 1 10 100
Favours cream Favours dressing

Figure 438: Silver sulfazidine cream versus silver dressing — mortality
Cream Dressing Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Chuansuwanich 2011 0 17 0 17 Not estimable
Total (95% CI) 17 17 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Resin salve vs. hydrofibre

0.01

01 1 10 100
Favours cream Favours dressing

Figure 439: Resin salve versus hydrofibre — proportion of patients completely healed
Resin salve Hydrofibre Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sipponen 2008 12 13 4 9 100.0% 2.08(0.98, 4.38)
Total (95% Cl) 13 9 100.0%  2.08[0.98,4.38) .
Total events 12 4
Heterogeneity. Not applicable 0.01 01 10 100

Test for overall effect Z=1.92 (P = 0.06)

Favours hydrofibre Favours resin salve

Figure 440: Resin salve versus hydrofibre — proportion of ulcers completely healed
Resin salve Hydrofibre Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sipponen 2008 17 18 4 11 100.0% 260[1.18,5.72)
Total (95% Cl) 18 11 100.0% 2.60([1.18,5.72] e
Total events 17 4
Heterogeneity. Not applicable -0.01 071 1.0 100.

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

Favours hydrofibre Favours resin salve
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Figure 441: Resin salve versus hydrofibre — proportion of ulcers improved
Resin salve Hydrofibre Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Sipponen 2008 18 18 10 11 100.0% 1.11[0.89, 1.40) -
Total (95% CI) 18 11 100.0% 1.11[0.89, 1.40) ‘
Total events 18 10
Heterogeneity: Not applicable 075 0f7 175 3

Test for overall effect Z= 0.93 (P = 0.35)

Favours hydrofibre Favours resin salve

Figure 442: Resin salve versus hydrofibre — proportion of ulcers worsened
Resin salve Hydrofibre Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Sipponen 2008 0 18 1 11 1000%  0.07(0.00,4.07) *
Total (95% CI) 18 11 100.0%  0.07 [0.00,4.07) = ———
Total events 0 1
Heterogeneity. Not applicable 0.605 Dfl 1.0 260

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

Figure 443:

Favours resin salve Favours hydrofibre

Resin salve versus hydrofibre — proportion of patients with allergic skin reactions

Resin salve Hydrofibre Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI|
Sipponen 2008 1 2 0 16 100.0% 5.82(0.11,304.33)
Total (95% CI) 21 16 100.0% 5.82[0.11, 304.33) e —
Total events 1 0
Heterogeneity: Not applicable 0?002 071 1'0 560

Test for overall effect Z= 0.87 (P = 0.38)

Favours resin salve Favours hydrocolloid

Figure 444: Resin salve versus hydrofibre — mortality
Resin salve Hydrofibre Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sipponen 2008 3 21 4 16 100.0% 0.57 [0.15, 2.20] —
Total (95% CI) 21 16 100.0%  0.57 [0.15, 2.20] —~l—
Total events 3 4
Heterogeneity: Not applicable o1 oh ! e 100

Test for overall effect: Z = 0.81 (P = 0.42)

Favours resin salve  Favours hydrofibre

1.2.7.20 Antibiotic ointment vs. foam dressing
Figure 445: Antibiotic ointment versus foam dressing — proportion of patients completely
healed
Antibiotic Foam Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Yastrub 2004 15 23 18 21 100.0% 0.76 [0.54, 1.08]

Total (95% CI) 23 21 100.0%  0.76 [0.54, 1.08]

Total events 15 18

Heterogeneity: Not applicable
Test for overall effect: Z=1.55 (P = 0.12)
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Insulin vs. standard treatment

Figure 446: Insulin versus standard treatment - mortality
Insulin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Van Ort 1976 0 6 0 8 Not estimable
Total (95% CI) 6 8 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Growth factors vs. placebo

0.01 0.1 1 10 100
Favours insulin  Favours placebo

Figure 447: Growth factors versus placebo — proportion of patients completely healed
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
38.1.1 TGF-beta3 versus placebo
Hirshberg 2003 1 9 0 5 125% 1.80 (0.09, 37.49) —_—
Subtotal (95% CI) 9 5 125% 1.80 [0.09, 37.49) -’—
Total events 1 0
Heterogeneity: Not applicable
Test for overall effect Z=0.38 (P=0.70)
38.1.2 mNGF versus placebo
Landi 2003 8 18 1 18 181% 8.00[1.11,57.57) el —
Subtotal (95% CI) 18 18 18.1% 8.00 [1.11,57.57) ’
Total events 8 1
Heterogeneity. Not applicable
Test for overall effect Z= 2.07 (P = 0.04)
38.1.3 rPDGF-BB versus placebo
Mustoe 1994 2 30 1 14 161% 0.93(0.09,9.45) S E—
Rees 1999 14 93 0 31 1386% 9.87 [0.61,160.81) -
Robson 1992b 2 13 0 7 130% 286[0.16,52.42) e —
Subtotal (95% CI) 136 52 42.8% 2.55 [0.56, 11.65) ‘
Total events 18 1
Heterogeneity: Tau*= 0.00; Chi*= 1.90, df= 2 (P = 0.39), F= 0%
Test for overall effect Z=1.21 (P=0.23)
38.1.4 FGF or CSF versus placebo
Payne 2001 27 41 10 13 266% 0.86(0.59,1.24) :
Subtotal (95% CI) 41 13 26.6% 0.86 [0.59, 1.24)
Total events 27 10
Heterogeneity. Not applicable
Testfor overall effect Z=082 (P=0.41)
38.1.6 riL-1beta versus placebo
Robson 1994 0 18 0 6 Not estimable
Subtotal (95% CI) 18 6 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect Not applicable
Total (95% CI) 222 94 100.0% 2.33[0.54,10.02) ’
Total events 54 12
Heterogeneity: Tau*= 2.04, Ch*=16.77, df= 5 (P = 0.005), F= 70% 0002 o1 10 500

Test for overall effect Z=1.14 (P = 0.26)

Favours control Favours experimenta

Testfor subaroup differences: Chi*=653.df=3(P=009).F=541%
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Figure 448:

inpatients — grade 3 and 4
Growth factor Placedbo Peto Odds Ratio
Study or Subgroup  Events  Total Events Total Weight Peto, Fixed, 95% CI

Proportion of patients completely healed — growth factors versus placebo -

Peto Odds Ratio
Peto, Fixed, 95% CI

38.1.1 TGF.betal versus placebo

Hirshberg 2003 1 9 0 5 30% 4741008, 28319
Subtotal (95% C1) 9 5 3.0% 4.74(0.08, 283.15)
Total events 1 0

Heterogeneity. Not applicable
Testfor overall effect Z= 0.75 (P = 0.46)

-

: :

Figure 449: Proportion of patients completely healed — growth factors versus placebo -
nursing home patients — grade 2 and above
NGF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Landi 2003 8 18 1 18 100.0%  8.00[1.11,57.57]
Total (95% CI) 18 18 100.0%  8.00 [1.11, 57.57] e
Total events 8 1
Heterogeneity: Not applicable 0.'002 0:1 ] 1'0 560

Test for overall effect: Z = 2.07 (P = 0.04)

1.2.7.23  Topical growth factor — beta 3: 1.0ug/cm’versus placebo

Figure 450:
with pressure ulcers completely healed

Favours placebo Favours NGF

Topical growth factor — beta 3: 1.0ug/cm?®versus placebo — proportion of people

TGF-beta 3 (1.0) placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% ClI Peto, Fixed, 95% CI
Hirshberg 2003 0 4 0 5 Not estimable
Total (95% CI) 4 5 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.1 1 10 100
Favours placebo Favours TGF-beta 3 (1.

0.01

. . 2 .
Figure 451: Topical growth factor — beta 3: 1.0ug/cm” versus placebo — mortality
TGF-beta 3 (1.0) placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Hirshberg 2003 1 4 0 5 100.0% 9.49[0.18, 489.97] >
Total (95% ClI) 4 5 100.0% 9.49 [0.18, 489.97] e —
Total events 1 0

ity i I } } |
Heterogeneity: Not applicable 0.01 01 1 10 100

Test for overall effect: Z=1.12 (P = 0.26)
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1.2.7.24  Topical growth factor — beta 3: 2.5ug/cm’versus placebo
Figure 452: Topical growth factor — beta 3: 2.5ug/cm2 versus placebo
TGF 2.5 Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Hirshberg 2003 1 5 0 5 100.0% 7.39[0.15, 372.38]
Total (95% CI) 5 5 100.0% 7.39[0.15, 372.38] “.’
Total events 1 0
Heterogeneity: Not applicable t t ; y

K 0.002 0.1 1 10 500
Test for overall effect: Z=1.00 (P = 0.32) Favours placebo  Favours TGF 2.5

Figure 453: Topical growth factor — beta 3: 2.5ug/cm2 versus placebo
TGF 2.5 Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Hirshberg 2003 0 5 1 4 100.0% 0.11[0.00, 5.44] <
Total (95% CI) 5 4 100.0% 0.11 [0.00, 5.44] = E———
Total events 0 1
Heterogeneity: Not applicable ; f f i

X 0.01 0.1 1 10 100
Test for overall effect: Z=1.12 (P = 0.26) Favours TGF 2.5 Favours placebo

1.2.7.25 Topical growth factor — beta 3: 1.0Bg/cm? versus 2.5Fg/cm?

Figure 454: Topical growth factor — beta 3: 1.08g/cm? versus 2.58g/cm? — proportion of
patients completely healed
TGF 1.0 TGF 2.5 Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Hirshberg 2003 0 4 1 5 100.0% 0.17 [0.00, 8.54)
Total (95% Cl) 4 5 100.0%  0.17[0.00,8.54) o ——
Total events 0 1
Heterogeneity: Not applicable 0.001 01 10 1000

Test for overall effect: Z=0.89 (P =0.37)

Figure 455:

TGF-beta 3 (1.0) TGF-beta 3 (2.5)

Favours TGF 25 Favours TGF 1.0

Topical growth factor — beta 3: 1.08g/cm? versus 2.58g/cm? — mortality
Peto Odds Ratio

Peto Odds Ratio

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

Hirshberg 2003 1 4 0 5 100.0%  9.49[0.18, 489.97] >
Total (95% CI) 4 5 100.0% 9.49 [0.18, 489.97] e —
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z =1.12 (P = 0.26)
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Nerve growth factor (2.5 S murine) versus placebo

Figure 456: Nerve growth factor (2.5 S murine) versus placebo —
completely healed (foot ulcers)

proportion of patients

NGF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Landi 2003 8 18 1 18 100.0% 8.00[1.11,57.57)
Total (95% CI) 18 18 100.0% 8.00 [1.11,57.57] ~-
Total events 8 1
Heterogeneity. Not applicable t + t t
PP ~ 0002 0.1 10 500
Test for overall effect Z= 2.07 (P=0.04) Favours placebo Favours NGF
Figure 457: Nerve growth factor (2.5 S murine) versus placebo — proportion of patients
improved by 3 or more grades (foot ulcers)
NGF Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Landi 2003 5 18 0 18 100.0% 956 (1.48, 61.61)
Total (95% CI) 18 18 100.0% 9.56 [1.48, 61.61) .
Total events 5 0
Heterogeneity: Not applicable k t t J
- ~ 0001 01 1 10 1000
Test for overall effect. Z= 2.38 (P=0.02) Favours placebo Favours NGF
Figure 458: Nerve growth factor (2.5 S murine) versus placebo — proportion of patients
improved by 2 grades (foot ulcers)
NGF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Landi 2003 14 18 2 18 100.0% 7.00(1.85, 26.46)
Total (95% CI) 18 18 100.0% 7.00 [1.85, 26.46) e
Total events 14 2
Heterogeneity: Not applicable ooz on " 500

Test for overall effect Z= 2,87 (P =0.004)

Favours placebo Favours NGF

Figure 459: Nerve growth factor (2.5 S murin) versus placebo — proportion of patients
improved by 1 grade (foot ulcers)
NGF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Landi 2003 18 18 8 18 100.0% 218[1.31,361)
Total (95% CI) 18 18 100.0%  2.18[1.31,3.61) <>
Total events 18 8
Heterogeneity: Not applicable 005 02 : 20

Test for overall effect Z=3.02 (P=0.003)

Figure 460:
area (foot ulcers)

Favours placebo Favours NGF

Nerve growth factor (2.5 S murin) versus placebo — mean mm? reduction in ulcer

NGF Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Landi 2003 738 393 18 485 384 18 1000% 253.00[-0.83,506.83)
Total (95% CI) 18 18 100.0% 253.00 [-0.83, 506.83) il
Heterogeneity. Not applicable 3000 -500 ) 500 1000

Test for overall effect Z= 1.95 (P = 0.05)
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Figure 461: Nerve growth factor (2.5 S murin) versus placebo — mean mm2 reduction in ulcer
area (foot ulcers) — grade 2 and above
NGF Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Landi 2003 65 03 18 59 0.3 18 100.0% 0.60 [0.40, 0.80]
Total (95% CI) 18 18 100.0% 0.60 [0.40, 0.80] >

Heterogeneity: Not applicable
Test for overall effect: Z = 6.00 (P < 0.00001)

4 05 0 05 1
Favours placebo Favours NGF

Figure 462: Nerve growth factor (2.5 S murin) versus placebo — proportion of people with
treatment-related adverse events
NGF Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Landi 2003 0 18 0 18 Not estimable
Total (95% CI) 18 18 Not estimable

Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.01 0.1 1 10 100
Favours NGF Favours placebo

Figure 463: Nerve growth factor (2.5 S murin) versus placebo — mortality
NGF Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Landi 2003 1 19 0 19 100.0%  7.39[0.15, 372.38] >
Total (95% CI) 19 19 100.0% 7.39 [0.15, 372.38] e —
Total events 1 0

ity: i I } } {
Heterogeneity: Not applicable 0.01 01 1 10 100

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

Favours mNGF Favours placebo

1.2.7.27 Recombinant platelet-derived growth factor (1002g/ml) versus placebo
Figure 464: Recombinant platelet-derived growth factor (1002ig/ml) versus placebo -
proportion of patients completely healed
PDGF-BB 100 Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-.H, Fixed, 95% CI M-H, Fixed, 95% CI
Mustoe 1994 6 16 2 14 77.0% 263(0.63,10.98) —+—
Robson 1992b 2 13 0 7 230% 286(0.16,52.42) -
Total (95% Cl) 29 21 100.0%  2.68(0.74,9.74) <+l
Total events 8 2
Heterogeneity: Chi*= 0.00, df=1 (P = 0.96); F= 0% 0.01 01 10 100

Testfor overall effect Z=150(P=0.13)

Figure 465:

Favoursplacebo Favours PDGF-B8 10(

Recombinant platelet-derived growth factor (1002g/ml) versus placebo — mortality

PDGF-BB 100 Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Robson 1992b 0 35 0 15 Not estimable
Total (95% CI) 35 15 Not estimable

Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
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Recombinant platelet-derived growth factor: 100Eg/ml versus 3002g/ml

1.2.7.28
Figure 466: Recombinant platelet-derived growth factor: 1002ig/ml versus 300Eg/ml —
proportion of patients completely healed
PDGF-BB100  PDGF-BB 300 Risk Ratio Risk Ratio

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

Mustoe 1994 6 16 3 12 1000%  1.50[0.47, 4.82)

Total (95% CI) 16 12 100.0%  1.50[0.47,4.82)

Total events 6 3

Heterogeneity. Not applicable k t T t i
0.01 0.1 1 10 100

Test for overall effect Z= 0.68 (P = 0.50) Favours PDGF-B8 300 Favours PDGF-88 100

1.2.7.29 Recombinant platelet-derived growth factor (3002g/ml) versus placebo
Figure 467: Recombinant platelet-derived growth factor (3002g/ml) versus placebo -
proportion of patients completely healed
PDGF.B8B 300 Placebo Risk Ratio Risk Ratio

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

Mustoe 1994 3 12 2 14 1000% 1.75(0.35,8.79) —

Total (95% CI) 12 14 100.0% 1.75[0.35,8.79) et

Total events 3 2

Heterogeneity. Not applicable k + ¥ i

001 01 10 100
Testfor overall effect Z= 0.68 (P = 0.50) Favours placedo Favours POGF-88 30(
1.2.7.30  Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus placebo

Figure 468: Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?) versus placebo —
proportion of patients completely healed (after 1 year)
GM-CSF Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Payne 2001 8 14 10 13 100.0% 0.74[0.43,1.28]
Total (95% CI) 14 13 100.0% 0.74[0.43,1.28)
Total events 8 10
Heterogeneity: Not applicable 0705 sz i é 2'0

Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus placebo -

proportion of patients worsened (after 1 year)
GM-CSF Placebo Peto Odds Ratio
Events Total Events Total Weight Peto, Fixed, 95% Cl

Figure 469:

Peto Odds Ratio

Study or Subgroup Peto, Fixed, 95% CI

Payne 2001 2 14 0 13 100.0% 7.43(0.44,125.76) -
Total (95% CI) 14 13 100.0% 7.43[0.44, 125.76) e
Total events 2 0

Heterogeneity. Not applicable 0002 01 10 500

Test for overall effect Z=1.39 (P =0.16) Favours GM-CSF Favours placebo
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Figure 470: Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus placebo —
mean percentage reduction in ulcer area

GM.-CSF Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Robson 2000 67 24 15 711" 15 100.0% -4.00-17.36,9.36)
Total (95% CI) 15 15 100.0% -4.00 [-17.36, 9.36)
Heterogeneity. Not applicable é + + +
50 25 0 25 50
Testfor overall effect Z= 0.59 (P = 0.56) Favours placebo Favours GM-CSF

Figure 471: Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?) versus placebo —

GM-CSF Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Robson 2000 0 15 0 15 Not estimable
Total (95% CI) 15 15 Not estimable
Total events 0 0
_II-_|et(:rfogene|ty|:| Nf(:t atr?p')\lllctable oo '0.01 0:1 1 1'0 100'
estior overall efiect: Not applicable Favours rGM-CSF 2.0 Favours placebo

Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?) versus basic fibroblast growth factor
(5.02g/cm?)

Figure 472: Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus basic fibroblast
growth factor (5.08g/cm?) — proportion of patients completely healed (after 1 year)

GM-CSF BFGF Risk Ratio Risk Ratio

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

Payne 2001 8 14 10 14 100.0% 0.80 [0.46, 1.40)

Total (95% CI) 14 14 100.0% 0.80 [0.46, 1.40])

Total events 8 10

Heterogeneity. Not applicable +—— ——t —t
0102 051 2 5 10

Test for overall effect Z=0.78 (P=0.44) Favours BFGF Favours GM-CSF

Figure 473: Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?) versus basic fibroblast
growth factor (5.0)g/cm?) — proportion of patients worsened (after 1 year)

GM-CSF BFGF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Payne 2001 2 14 4 14 100.0% 0.50[0.11, 2.30)
Total (95% CI) 14 14 100.0% 0.50[0.11, 2.30]
Total events 2 4
Heterogeneity. Not applicable y t 1 t t
0.002 0.1 1 10 500
Test for overall effect Z=0.89 (P=0.37) Favours GM-CSF Favours BFGF

Figure 474: Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?) versus basic fibroblast
growth factor (5.02)g/cm?) — mean percentage reduction in ulcer area

GM.CSF BFGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Robson 2000 67 24 15 75 19 15 100.0% -8.00[-23.49,67.49]
Total (95% CI) 15 15 100.0% -8.00[-23.49,7.49]
Heterogeneity: Not applicable k t 1 + {
Test for overall effect Z=1.01 (P= 0.31) .ml?avo.fros BFGFOFau'ourgOGf.l-égg
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Figure 475: Granulo-macrophage/colony-stimulating factor (2.0Eg/cm?) versus basic fibroblast
growth factor (5.02)g/cm?) — mortality

GM-CSF BFGF Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Robson 2000 0 15 0 15 Not estimable
Total (95% Cl) 15 15 Not estimable
Total events 0 0
?et?;ogeneltyl:l Nf(;t at;-);’)\lllctable oo '0_01 0'.1 ] 1'0 100'
estior overall etiect: Not applicable Favours rGM-CSF 2.0 Favours rBFGF 5.0

1.2.7.32 Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus granulo-macrophage/colony-
stimulating factor (2.0Bg/cm?) and basic fibroblast growth factor (5.0Eg/cm?)

Figure 476: Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus granulo-
macrophage/colony-stimulating factor (2.0Bg/cm?) and basic fibroblast growth factor
(5.02g/cm?2) — proportion of patients completely healed (after 1 year)

GM.CSF GM.C SF/BFGF Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Payne 2001 8 14 9 13 1000% 0.83([0.46,1.48)
Total (95% CI) 14 13 100.0% 0.83[0.46, 1.48)
Total events 8 9
Heterogeneity. Not applicable t + t } ¥
_ _ 0.05 0.2 1 5 20
Testfor overall effect Z= 0.65 (P = 0.52) Favours GM-CSF/BFGF Favours GM-CSF

Figure 477: Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus granulo-
macrophage/colony-stimulating factor (2.02g/cm?) and basic fibroblast growth factor
(5.0Bg/cm?2) — proportion of patients worsened (after 1 year)

GM.CSF GM.CSF/BFGF Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Payne 2001 2 14 1 13 1000% 1.86(0.19,18.13)
Total (95% ClI) 14 13 100.0% 1.86[0.19,18.13)
Total events 2 1
Heterogeneity. Not applicable b + t + i
_ _ 0.001 0.1 1 10 1000
Test for overall effect Z= 0.53 (P = 0.59) Favours GM-CSF  Favours GM-CSF/BFGF

Figure 478: Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus granulo-
macrophage/colony-stimulating factor (2.02g/cm?) and basic fibroblast growth factor
(5.02g/cm?) — mean percentage reduction in ulcer area

GM-CSF GM-CSF/BFGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Robson 2000 67 24 15 68 21 16 100.0% -1.00[-16.92,14.92)
Total (95% CI) 15 16 100.0% -1.00[-16.92,14.92)
Heterogeneity. Not applicable ' } + {
100 -50 0 50 100
Testfor overall effect 2= 0.12 (P = 0.90) Favours GM-CSF/BFGF Favours GM-CSF
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Figure 479:

Granulo-macrophage/colony-stimulating factor (2.02g/cm?) versus granulo-

macrophage/colony-stimulating factor (2.02g/cm?) and basic fibroblast growth factor

(5.08g/cm?2) — mortality
GM-CSF GM-CSF/BFGF

Peto Odds Ratio
Peto, Fixed, 95% CI

Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI
Robson 2000 0 15 0 16 Not estimable
Total (95% Cl) 15 16 Not estimable

Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7.33

0.01 0.1 1 10 100
Favours rGM-CSF 2.0 Favours rGM-CSF/rBFGF

Basic fibroblast growth factor (5.02g/cm?) versus placebo

Figure 480: Basic fibroblast growth factor (5.0Rg/cm?) versus placebo — proportion of patients
completely healed (after 1 year)
BFGF Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Payne 2001 10 14 10 13 100.0% 0.93[0.59, 1.45)
Total (95% CI) 14 13 100.0%  0.93[0.59, 1.45])
Total events 10 10

Heterogeneity: Not applicable
Test for overall effect Z=033(P=0.74)

Figure 481:
worsened (after 1 year)
BFGF Placebo

Study or Subgroup Events Total Events Total

02 05 1 2 5
Favours placebo Favours BFGF

Basic fibroblast growth factor (5.0Rg/cm?) versus placebo — proportion of patients

Peto Odds Ratio
Peto, Fixed, 95% CI

Peto Odds Ratio
Weight Peto, Fixed, 95% CI

Payne 2001 4 14 0 13 1000% 8.85[1.10,71.20)
Total (95% CI) 14 13 100.0% 8.85[1.10,71.20] i

Total events 4 0

Heterogeneaty. Not applicable 07002 071 1'0 SdO

Test for overall effect: Z= 2.05 (P = 0.04)

Figure 482:

reduction in ulcer area
BFGF Placebo

Study or Subgroup

Mean SD Total Mean SD Total

Favours BGFG Favours placebo

Basic fibroblast growth factor (5.02g/cm?) versus placebo — mean percentage

Mean Difference
IV, Fixed, 95% CI

Mean Difference
Weight IV, Fixed, 95% CI

Robson 2000 75 19 15 11"

Total (95% ClI) 15

Heterogeneity. Not applicable
Testfor overall effect Z=0.71 (P = 0.48)

15 100.0% 4.00[7.11,15.11)

15 100.0% 4.00([-7.11,15.11)

.20-10 0 10 20
Favours placebo Favours BGFG

Figure 483: Basic fibroblast growth factor (5.02g/cm?) versus placebo — mortality
BFGF Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Robson 2000 0 15 0 15 Not estimable
Total (95% CI) 15 15 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.01 0.1 1 10 100
Favours rBFGF Favours placebo
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Basic fibroblast growth factor (5.02g/cm?) versus granulo-macrophage/colony-stimulating factor
(2.02g/cm?) and basic fibroblast growth factor (5.02g/cm?)

Figure 484: Basic fibroblast growth factor (5.02g/cm?) versus granulo-macrophage/colony-
stimulating factor (2.0Eg/cm?) and basic fibroblast growth factor (5.0Bg/cm?2) —
proportion of patients completely healed (after 1 year)

BFGF GM.CSF/BFGF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Payne 2001 10 14 3 13 1000%  1.03(0.63,1.69)
Total (95% CI) 14 13 100.0% 1.03 [0.63, 1.69]
Total events 10 9
Heterogeneity. Not applicable + t + —t } t
01 02 05 1 2 5 10
Tostr overall sfiect. Zu 0,12 (P = 0.50) Favours GM-CSF/BFGF  Favours BFGF

Figure 485: Basic fibroblast growth factor (5.02g/cm?) versus granulo-macrophage/colony-
stimulating factor (2.0Eg/cm?) and basic fibroblast growth factor (5.0g/cm?) —
proportion of patients worsened (after 1 year)

BFGF GM.CSF/BFGF Risk Ratio Risk Ratio

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

Payne 2001 4 14 1 13 100.0% 3.71(0.47,29.06) -

Total (95% CI) 14 13 100.0% 3.71[0.47, 29.06) ’

Total events 4 1

Heterogeneity. Not applicable k + + i
0.001 0.1 10 1000

TosLir ovni sliect Zw 1,25 = 0.21) Favours BFGF  Favours GM-CSF/BFC

Figure 486: Basic fibroblast growth factor (5.02g/cm?) versus granulo-macrophage/colony-
stimulating factor (2.0Eg/cm?) and basic fibroblast growth factor (5.02g/cm?) — mean
percentage reduction in ulcer area

BFGF GM-C SF/BFGF Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Robson 2000 75 19 15 68 21 16 100.0% 7.00[-7.08, 21.08]
Total (95% CI) 15 16 100.0% 7.00[-7.08, 21.08]
Heterogeneity: Not applicable i + + 4
100 -50 0 50 100
TESEROMERS MERCE SR 0T (P e Dy Favours GM-CSF/BFGF  Favours BFGF

Figure 487: Basic fibroblast growth factor (5.02g/cm?) versus granulo-macrophage/colony-
stimulating factor (2.0Bg/cm?) and basic fibroblast growth factor (5.0Bg/cm?2) —

mortality
BFGF GM-CSF/BFGF Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Robson 2000 0 15 0 16 Not estimable
Total (95% ClI) 15 16 Not estimable
Total events 0 0
_Il-_iettts;ogeneltyl:l Nf(;t at;.);?\lllctable oo '0_01 Of1 1 1'0 1 00'
estior overall efiect: Not applicable Favours rBFGF 5.0 Favours rGM-CSF/rBFC
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1.2.7.35 Granulo-macrophage/colony-stimulating factor (2.02g/cm?) and basic fibroblast growth factor
(5.02g/cm?) versus placebo

Figure 488: Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?2) and basic fibroblast
growth factor (5.0B)g/cm?) versus placebo — proportion of patients completely healed
(after 1 year)

GM.CSF/BFGF Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Payne 2001 9 13 10 13 100.0% 0.90[0.56, 1.44)
Total (95% CI) 13 13 100.0% 0.90 [0.56, 1.44)
Total events 9 10
Heterogeneity: Not applicable + + + t $ + +
01 02 05 1 2 5 10
Testfor overall effect Z=0.44 (P = 0.66) Favours placebo Favours GM-CSF/BFGI

Figure 489: Granulo-macrophage/colony-stimulating factor (2.0Bg/cm?2) and basic fibroblast
growth factor (5.0R)g/cm?) versus placebo — proportion of patients worsened (after 1

year)

GM.CSF/BFGF Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Payne 2001 1 13 0 13 1000% 7.39[0.15,372.38]
Total (95% CI) 13 13 100.0% 7.39[0.15, 372.38) e ——
Total events 1 0
Heterogeneity: Not applicable b t t J

_ _ 0.001 0.1 10 1000
Test for overall effect Z=1.00 (P=0.32) Favours GM-CSF/BFGF Favours placebo

Figure 490: Granulo-macrophage/colony-stimulating factor (2.0Eg/cm?) and basic fibroblast
growth factor (5.0)g/cm?) versus placebo — mean percentage reduction in ulcer area

GM-CSF/BFGF Placebo Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Robson 2000 68 21 16 1 n 15 100.0% -3.00[-14.70,8.70)
Total (95% CI) 16 15 100.0% -3.00([-14.70,8.70]
Heterogeneity. Not applicable p—————
-20 -10 0 10 20
Testfor overall effect Z= 0.50 (P = 0.62) Favours placebo Favours GM-CSF/BFGI

Figure 491: Granulo-macrophage/colony-stimulating factor (2.0Eg/cm?) and basic fibroblast
growth factor (5.0R)g/cm?) versus placebo — mortality

GM-CSF/BFGF Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Robson 2000 0 16 0 15 Not estimable
Total (95% CI) 16 15 Not estimable
Total events 0 0

ity: i I t t |
?etfrfogenenyl.I Nf?t atp')p:\lllctable ot 0.01 01 1 10 100

estior overall efiect: Not applicable Favours rGM-CSF/rBFGF Favours placebo
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Recombinant platelet-derived growth factor (100Eg/g) versus placebo

Figure 492: Recombinant platelet-derived growth factor (100Eg/g) versus placebo —
proportion of patients completely healed
PDGF-BB 100 Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 7 31 0 31 1000% 9.19(1.93, 4375
Total (95% Cl) 31 31 100.0% 9.19[1.93,43.75) ot
Total events 7 0
Heterogeneity: Not applicable 6.005 0'1 1'0 20'0

Test for overall effect Z= 2,79 (P = 0.005)

Favours placebo Favours PDGF-BB 10¢

Figure 493: Recombinant platelet-derived growth factor (100Eg/g) versus placebo —
proportion of patients =2 90% healed
PDGF-BB 100 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-.H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 18 31 9 31 1000% 2.00[1.07,3.74)
Total (95% CI) 3 31 100.0%  2.00[1.07,3.74) -
Total events 18 9
Heterogeneity. Not applicable 0 65 0=2 3 é 230

Test for overall effect Z=217 (P=0.03)

Favours placebo Favours PDGF-BB 10(

Figure 494: Recombinant platelet-derived growth factor (100Eg/g) versus placebo —
proportion of patients with osteomyelitis
PDGF-BB 100 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 2 31 1 31 100.0% 2.00(0.19,20.93]
Total (95% CI) 3 31 100.0% 2.00 [0.19, 20.93)
Total events 2 1

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

0.002 0.1 1 10 500

Favours POGF-BB 100 Favours placebo

Figure 495: Recombinant platelet-derived growth factor (100Eg/g) versus placebo —
proportion of patients with an infection
PDGF-BB 100 Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Rees 1999 0 31 1 31 1000%  0.14(0.00,6.82)
Total (95% C1) 31 31 100.0%  0.14[0.00,6.82) — . ——
Total events 0 1
Heterogeneity: Not applicable '0.001 0?1 1'0 1000‘

Test for overall effect Z=1.00 (P = 0.32)
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Figure 496: Recombinant platelet-derived growth factor (100Eg/g) versus placebo —
proportion of patients with adverse events other than osteomyelitis, infection and
sepsis

PDGF-BB 100 Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M.H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 2 31 2 31 1000% 1.00(0.15,6.66)
Total (95% CI) 3 31 100.0%  1.00 [0.15, 6.66)
Total events 2 2

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

0.001 01 1 10 1000
Favours POGF-BB 100 Favours placebo

Figure 497: Recombinant platelet-derived growth factor (100Eg/g) versus placebo — mortality
PDGF-BB 100 Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 0 31 0 31 Not estimable
Total (95% Cl) 31 31 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7.37

Figure 498:

I 1 1 ]
0.01 0.1 1 10 100
Favours rPDGF Favours placebo

Recombinant platelet-derived growth factor: 100Eg/g versus 300Rg/g alternated with placebo

Recombinant platelet-derived growth factor: 1002g/g versus 3002g/g alternated

with placebo - proportion of patients completely healed

PDGF.BB 100 PDGF.BB/placebo Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI
Rees 1999 7 31 6 32 1000% 1.20[0.46,3.18]
Total (95% CI) k] 32 100.0% 1.20[0.46, 3.18)
Total events 7 6

Heterogeneity. Not applicable
Testfor overall effect Z= 0.37 (P=0.71)

Figure 499: Recombinant platelet-derived growth factor:

0.01 0.1 10 100
Favours POGF-BB/placedbo Favours POGF-B8 100

100Eg/g versus 3002g/g alternated

with placebo — proportion of patients > 90% healed

PDGF.BB 100 PDGF.BB/placebo Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI
Rees 1999 18 3 19 32 1000% 098[0.65,1.48)
Total (95% CI) k] 32 100.0% 0.98[0.65, 1.48)
Total events 18 19

Heterogeneity. Not applicable
Test for overall effect Z= 0.11 (P=0.92)

Figure 500: Recombinant platelet-derived growth factor:

0.2 05 1 2 5
Favours POGF-BB/placedbo Favours POGF-B8 100

100Bg/g versus 3002g/g alternated

with placebo — proportion of patients with osteomyelitis

PDGF.BB100 PDGF.BB/placebo Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

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

Rees 1999 2 3 1 32 100.0% 2.06[0.20,21.63]

Total (95% CI) k] 32 100.0% 2.06[0.20, 21.63) | —~ciie—
Total events 2 1

Heterogeneity. Not applicable
Testfor overall effect Z= 0.60 (P = 0.55)
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Peto Odds Ratio
Peto, Fixed, 95% CI

Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g alternated

Peto Odds Ratio
Peto, Fixed, 95% CI

Figure 501:
with placebo - infection
PDGF-BB 100 PDGF-BB/placebo
Study or Subgroup Events  Total Events Total Weight
Rees 1999 0 31 0 32
Total (95% CI) 31 32
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Not estimable

Not estimable

'
0.01
Favours rPDGF-BB 100 Favours rPDGF-BB 300

01 i 10 100

Figure 502: Recombinant platelet-derived growth factor: 1002g/g versus 300Rg/g alternated
with placebo — proportion of patients with sepsis
PDGF.BB 100 PDGF.BB/placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events  Total  Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 0 31 1 32 1000%  0.14(0.00,7.04)
Total (95% CI) k3| 32 100.0%  0.14[0.00, 7.04) | e
Total events 0 1
Heterogenelity. Not applicable o b02 0-1 1-0 Sl"JO

Test for overall effect Z=0.98 (P = 0.32)

Figure 503:

Favours POGF-B8 100 Favours POGF-BB/placebo

Recombinant platelet-derived growth factor: 1002ig/g versus 3002g/g alternated

with placebo - Proportion of patients with adverse events other than osteomyelitis,

infection and sepsis

PDGF-BB 100 PDGF-BB/placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 2 31 3 32 100.0% 0.69 [0.12, 3.84]
Total (95% ClI) 31 32 100.0% 0.69 [0.12, 3.84]
Total events 2 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.67)

Figure 504:
with placebo — mortality

L
0.01

Peto Odds Ratio
t

Peto, Fixed, 95% CI

\ \ )
0.1 1 10 100
Favours PDGF-BB 100 Favours PDGF-BB/placebo

Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g alternated

Peto Odds Ratio
Peto, Fixed, 95% CI

PDGF-BB 100 PDGF-BB/placebo
Study or Subgroup  Events _ Total Events Total Weigh
Rees 1999 0 31 0 32
Total (95% CI) 31 32
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7.38

Not estimable

Not estimable

0.01 0.1 1 10 100
Favours rPDGF-BB 100 Favours rPDGF-BB 300

Recombinant platelet-derived growth factor: 1003g/g versus 3002g/g

Figure 505: Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g — proportion
of patients completely healed
PDGF-BB 100 PDGF-BB 300 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 7 31 1 30 100.0%  6.77[0.89, 51.80]
Total (95% Cl) 31 30 100.0% 6.77 [0.89, 51.80] e
Total events 7 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.84 (P = 0.07)
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Figure 506: Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g — proportion
of patients 2 90% healed
PDGF-BB100  PDGF-BB 300 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 18 3 12 30 1000%  1.45(0.85,2.47) -
Total (95% CI) 31 30 100.0%  1.45([0.85,2.47) ~-
Total events 18 12
Heterogeneity. Not applicable o o2 o's 3 : 5

Testfor overall effect Z=138 (P=017)

Favours POGF-BB 300 Favours PDGF-88 100

Figure 507: Recombinant platelet-derived growth factor: 1002g/g versus 3002g/g — proportion
of patients with osteomyelitis
PDGF-BB100 PDGF-BB 300 Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events  Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI

Rees 1999 2 31 0 30 100.0% 7.40(0.45,121.11)
Total (95% CI) M 30 100.0% 7.40[0.45,121.11)
Total events 2 0

e

Heterogeneity. Not applicable
Testfor overalleffect Z=140(P=0.16)

0.002

0.1 10 500
Favours PODGF-BB 100 Favours POGF-BB 300

Figure 508: Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g — proportion
of patients with an infection
PDGF-BB100  PDGF-BB 300 Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 0 31 1 30 1000%  0.13(0.00,6.60)
Total (95% CI) 31 30 100.0%  0.13[0.00,6.60) S —
Total events 0 1
Heterogeneity. Not applicable 0.001 on 10 1000

Testfor overalleffect Z=102(P=0.31)

Favours POGF-BB 100 Favours PDGF-BB 300

Figure 509: Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g — proportion
of patients with adverse events other than osteomyelitis, infection and sepsis
PDGF-BB 100 PDGF-BB 300 Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 2 31 2 30 100.0% 0.97 [0.15, 6.44]
Total (95% CI) 31 30 100.0%  0.97 [0.15, 6.44]
Total events 2 2

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

0.01 0.1 1 10 100
Favours PDGF-BB 100 Favours PDGF-BB 300

Figure 510: Recombinant platelet-derived growth factor: 100Rig/g versus 3002g/g — mortality
PDGF-BB 100 PDGF-BB 300 Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 0 31 0 30 Not estimable
Total (95% CI) 31 30 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7.39

Figure 511: Recombinant platelet-derived growth factor (3
versus placebo — proportion of patients completely
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PDGF-BB/placebo Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 6 32 0 31 1000% 8.51(1.60,45.18]
Total (95% CI) 32 31 100.0% 8.51[1.60,45.18) e
Total events 6 0
Heterogeneity. Not applicable 0.005 01 10 200

Test for overall effect Z= 2.51 (P=0.01)

Favours placebo Favours PDGF-BB/place

Recombinant platelet-derived growth factor (300Eg/g) alternated with placebo

Figure 512:
versus placebo — proportion of patients 2 90% healed
PDGF-BB/placebo Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 19 32 9 31 1000% 205(1.10,3.80)
Total (95% CI) 32 31 100.0%  2.05[1.10,3.80) i
Total events 19 9

Heterogeneity: Not applicable 0¢05

Testfor overall effect Z= 2.26 (P=0.02)

0.2

‘ 20

Favours placebo Favours POGF-BB/place

Figure 513: Recombinant platelet-derived growth factor (300Eg/g) alternated with placebo
versus placebo — proportion of patients with osteomyelitis
PDGF-BB/placebo Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 2 3 1 31 1000% 2.00[0.19,20.93)
Total (95% CI) 3 31 100.0% 2.00[0.19, 20.93) i
Total events 2 1
Heterogeneﬂy. Not applicable 07002 071 1'0 560

Test for overall effect Z= 0.58 (P = 0.56)

Favours POGF-BB/placebo Favours placebo

Recombinant platelet-derived growth factor (300Eg/g) alternated with placebo

Figure 514:
versus placebo — proportion of patients with an infection
PDGF-BB/placebo Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 0 32 1 31 1000%  0.13(0.00,6.61]
Total (95% Cl) 32 31 100.0%  0.13[0.00,6.61) — e —
Total events 0 1
Heterogeneity. Not applicable 0.602 0?1 1'0 560

Testfor overall effect Z=1.02(P=0.31)

Favours POGF-BB/placebo Favours placebo

Recombinant platelet-derived growth factor (300Eg/g) alternated with placebo

Figure 515:
versus placebo — proportion of patients with sepsis
PDGF-BB/placebo Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 1 32 0 31 1000% 7.16(0.14,361.11)
Total (95% CI) 32 31 100.0% 7.16 [0.14, 361.11) | —eosn——
Total events 1 0
Heterogeneity. Not applicable 01002 071 170 560

Testfor overall effect Z=0.98 (P = 0.32)
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Figure 516:

Recombinant platelet-derived growth factor (300Eg/g) alternated with placebo

versus placebo — proportion of patients with adverse events other than osteomyelitis,
infection and sepsis

PDGF-BB/placebo Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rees 1999 3 32 2 31 100.0% 1.45(0.26,8.11)
Total (95% CI) 32 31 100.0% 1.45(0.26,8.11)
Total events 3 2

Heterogeneity. Not applicable

Testfor overall effect Z= 043 (P=0.67)

Figure 517:

1

100

0.01 0.1 1 10
Favours POGF-BB/placebo Favours placebo

Recombinant platelet-derived growth factor (300Eg/g) alternated with placebo

versus placebo — mortality

PDGF-BB/placebo Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 0 32 0 31 Not estimable
Total (95% CI) 32 31 Not estimable
Total events 0 0
1

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7.40

Figure 518:
versus 300Rg/g —

PDGF.BB/placebo

001 0.1 1 10 100

Favours rPDGF/placebo Favours placebo

Recombinant platelet-derived growth factor: 3002g/g alternated with placebo versus 3002g/g

Recombinant platelet-derived growth factor: 3002g/g alternated with placebo

proportion of patients completely healed
PDGF.BB 300 Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

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

Rees 1999 6 32 1 30 100.0% 5.63(0.72,44.03) 1

Total (95% Cl) 32 30 100.0% 5.63([0.72,44.03) ot

Total events 6 1

Heterogeneity. Not applicable '0 001 0" 1'0 1000‘

Testfor overall effect Z=165(P=0.10)

Figure 519:
versus 300Rg/g —

PDGF.BB/placebo

Favours POGF-88 300 Favours POGF-BB/placebo

Recombinant platelet-derived growth factor: 300Rig/g alternated with placebo

proportion of patients 2 90% healed
PDGF.BB 300 Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

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

Rees 1999 19 32 12 30 100.0% 1.48(0.88, 2.51) -

Total (95% CI) 32 30 100.0%  1.48([0.88, 2.51) s

Total events 19 12

Heterogeneity. Not applicable 01 z 10

Testforoveralleffect Z=148 (P=0.14)

02 05
Favours POGF-88 300 Favours POGF-BB/placebo

Figure 520: Recombinant platelet-derived growth factor: 3002g/g alternated with placebo
versus 300Fg/g — proportion of patients with osteomyelitis
PDGF.BB/placebo PDGF.BB 300 Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Rees 1999 1 32 0 30 100.0% 6.94 (0.14, 350.54)
Total (95% CI) 32 30 100.0% 6.94 [0.14, 350.54) | e ——
Total events 1 0
Heterogenelity: Not applicable '0 001 0'1 1'0 1000‘

Test for overall effect Z= 0.97 (P=0.33)

Favours POGF-BB/placedbo Favours POGF-88 300
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