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DICHIARAZIONE DI CONFLITTO DI INTERESSI

Dichiaro di:

0 NON avere avuto negli ultimi due anni alcun rapporto di natura finanziaria con soggetti portatori di interessi commerciali in ambito
sanitario

X AVERE avuto negli ultimi due anni rapporti di natura finanziaria con soggetti portatori di interessi commerciali in ambito sanitario,
come di seguito indicato:

compensi per relazioni a corsi/convegni da Sanofi e Zuccato srl
compensi da agenzie in simposi sponsorizzati da Boehringer Ingelheim, Eli Lilly, Mundipharma, Novo Nordisk, Sanofi e Takeda
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PICO 18 — Debridement della lesione vs nessun debridement
Nei pazienti con diabete e infezione del piede moderata - severa (IDSA grado 3 con osteomielite o 4), il
debridement chirurgico della lesione e preferibile a nessun debridement per ridurre il rischio di eventi avversi?

Indicazione di buona pratica basata su una qualita non valutabile delle prove

PICO 22 - Terapia antibiotica locale rispetto a terapia antibiotica sistemica
Nei pazienti con piede diabetico infetto, I'utilizzo della terapia antibiotica locale e preferibile rispetto alla
terapia antibiotica sistemica per ridurre il rischio di eventi avversi?

Per terapia antibiotica topica si intende un trattamento che prevede I'applicazione locale di un antibiotico (non
di un antisettico), sotto forma di creme o gel, direttamente sulla superficie di un’ulcera.

Indicazione di buona pratica basata su una qualita non valutabile delle prove

PICO 20 - Terapia antibiotica empirica vs terapia antibiotica mirata
Nei pazienti con piede diabetico infetto con mancata remissione, la terapia antibiotica mirata é preferibile
rispetto alla terapia antibiotica empirica per ridurre il rischio di eventi avversi?

Indicazione di buona pratica basata su una qualita non valutabile delle prove



PICO 19 - Terapia conservativa con approccio chirurgico vs trattamento antibiotico sistemico
Nei pazienti con diabete e osteomielite cronica del piede, I’approccio chirurgico é preferibile rispetto alla sola
terapia conservativa con trattamento antibiotico sistemico al fine di ridurre gli esiti avversi?

In letteratura e disponibile un unico RCT che confronta un trattamento antibiotico sistemico
versus un intervento chirurgico (conservativo) con trattamenti antibiotico post-chirurgico.

Il gruppo trattamento antibiotico (AG) & stato trattato per un periodo di 12 settimane; mentre i
pazienti del gruppo di trattamento chirurgico (SG) hanno effettuato un trattamento antibiotico
post-operatorio di 10 giorni. Nessuna differenza
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PICO 21 - Terapia antibiotica sistemica per un periodo di almeno sei settimane vs altri schemi
di trattamento antibiotico sistemico di differente durata.
Nei pazienti con diabete mellito e osteomielite del piede non trattata chirurgicamente, una terapia antibiotica
sistemica di almeno sei settimane e preferibile rispetto a schemi di trattamento antibiotico di differente

durata, al fine di ridurre esiti avversi?

Minori costi

Figura 1 — Probabilita di guarigione con terapia antibiotica effettuate per 6 settimane vs 12 settimane.

6 settimane 12 settimane Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDEFG
Iranparvar 2019 11 15 11 15  39.6% 1.00 [0.20, 5.04] — ®@200006
Tone 2015 12 20 14 20 B0.4% 0.64 [0.17, 2.38] e 7700000
Total (95% CI) 35 35 100.0% 0.77 [0.28, 2.12] i
Total events 23 25

[T C . - - - C - | } t d
Heterogeneity: Tau*=0.00; Chi*= 017, df=1 (P = 0.68); *=0% 007 01 10 100

Test for overall effect: 2= 0.51 (F=0.61)

Favours [6 seftimane] Favours [12 seftimane]

Figura 2 — Tempi di guarigione con terapia antibiotica effettuate per 6 settimane vs 12 settimane.

6 settimane 12 settimane Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDETFG®G
Iranparvar 2019 148 116 15 172 151 15 483% -2.40[12.04, 7.24] —a— 00000
Tone 2015 131 122 20 168 174 20 517% -3.70[13.01,561] —— 2200000
Total (95% CI) 35 35 100.0% -3.07 [-9.77,3.62] -q—
Heterogeneity: Tau®= 0.00; Chi*= 0.04, df=1 (P = 0.85); F= 0% 20 _1=D 5 150 21'0

Test for overall effect: 2= 0.90 (P =0.37)

Favours [6 settimane] Favours [12 settimane]

Figura 3 — Effetti avversi gastrointestinali nei soggetti trattati con terapia antibiotica per 6 settimane vs 12

settimane.
6 settimane 12 settimane Odds Ratio 0Odds Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDETFG
Iranparvar 2019 3 15 7 15 46.5% 0.29 [0.06, 1.45) —a— @700008
Tone 2015 320 9 20 53.5% 0.22 [0.05, 0.95) —B— 77000068
Total (95% CI) 35 35 100.0% 0.25 [0.08, 0.74] .
Total events B 16
Heterogeneity. Tau®= 0.00; Chi*= 0.06, df=1 (P = 0.80), F=0% 001 01 10 100

Testfor overall effect Z= 2,49 (P =0.01)

Favours [6 seftimane] Favours [12 seftimane]



PICO 23 - Biopsia vs tampone
Nei pazienti con diabete e ulcere infette del piede, la biopsia di tessuto profondo/osso e preferibile al tampone
superficiale per individuare i patogeni responsabili dell'infezione?

Effetti favorevoli

Di quale entita sono gli effetti favorevoli dell’intervento?

Giudizio

Prove a supporto (vedi “Evidenze Supporto”)

Considerazioni aggiuntive
(vedi “Evidenze Supporto”)

Piccoli

In letteratura sono disponibili due RCT?%¢ che
confrontano le performance della biopsia tissutale e
guella del tampone superficiale.

Guarigione e tempi di guarigione

Solo lo studio CODIFI2% riporta il dato senza mostrare
differenze tra i due gruppi significative (tassi guarigione:
45.3% (33.5%—-56.4%) vs 44.6% (33.0-55.6%); HR
biopsia vs. tampone: 1.01 (95% Cl 0.65-1.55).
Identificazione del patogeno

Nello studio CODIFI?®, I'identificazione di almeno un
patogeno potenziale é stato riportato nel 70.1% dei
tamponi contro I'86.1% delle biopsie (p<0.001), con un
numero significativamente piu basso di agenti
contaminanti a favore delle biopsie.

Tutti gli altri outcome critici non sono stati considerati

nei due trial presi in esame.

Effetti sfavorevoli
Di quale entita sono gli effetti sfavorevoli dell’intervento?

Giudizio

Prove a supporto

Considerazioni aggiuntive

Piccoli

Dolore

Biopsia vs tampone: 9.3% vs 1.3%2°.
Sanguinamenti

Biopsia vs tampone: 6.8% vs 1.5%%°.
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3. Dressing/application for enhancing wound healing

1. Dressings should be selected principally on the basis of exudate control, comfort, and cost (strong; low).

2. Do not use dressings/applications containing surface antimicrobial agents with the sole aim of accelerating
healing of an ulcer (honey, iodine, silver, polyhexamethylene; strong; low).

3. Consider the use of the sucrose-octasulfate—impregnated dressing as an adjunctive treatment, in addition to
best standard of care, in noninfected, neuro-ischaemic diabetic foot ulcers that are difficult to heal (weak;
moderate).

The evidence to support the adoption of any of these dressings or application above any other is poor
because the available studies are small, usually of short duration of follow-up and are at a high risk of
bias.

Rayman et al., Diabetes/Metabolism Research and Reviews 2020; Issue S1 e3283
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EXPLORER TRIAL: sucrose-octasulfate-impregnate dressing

Control dressing group

Sucrose octasulfate dressing  Adjusted odds ratio

group (95% Cl; p value) or p value
Primary efficacy outcome (ITT cohort)
Wound closure, confirmed by the investigator 34/114 (30%) 60/126 (48%) 2.60 (1-43-473; p=0-002)
Secondary efficacy outcomes (ITT cohort)
Kaplan-Meier-estimated time to closure (days); mean (95% Cl) 180 (163-198) 120 (110-129) p=0-029
Extrapolated instantaneous Gilman parameter at week 20 (mm per
week)
Mean (SD) 03 (1) 05 (0-8) NA
Median (IQR) 0-2 (0-0-0-5) 0-4 (0-0-0-8) p=0-021 for median
comparison
Absolute wound area reduction from day 0 toweek 20 (cm”) NA
Mean (SD) 2:3(55) 3-2(52) NA
Median (IQR) 1-2(0-6-2-4) 1.8 (0-9-3-8) p=0-022 for median
comparison
Relative wound area reduction from day 0 to week 20 (%)
Mean (SD) 42 (115) 72(47) NA
Median (IQR) 90 (29-100) 98 (58-100) p=0-024 for median

Edmond et al., Lancet Diabetes Endocrinol 2018; 6: 186—96

comparison




Effectiveness of different advanced wound dressings versus standard
of care for the management of diabetic foot ulcers: a meta-analysis
of randomized controlled trials for the development of the Italian
guidelines for the treatment of diabetic foot syndrome

Matteo Monami'®© . Benedetta Ragghianti' - Alessia Scatena’ - Cesare Miranda® - Luca Monge® - Luigi Uccioli® -
Laura Stefanon® - Cristina Cappella’ - Antonio Silverii' - Cristiana ‘Iu"tz-rmigli;r - for the Panel of the Italian Guidelines
for the Treatment of Diabetic Foot Syndrome and on behalf of SID and AMD

"In patients with neuropathic (non-ischemic and non-
infected) foot ulcers, 1s the use of an active dressing
preferable to standard of care, to reduce adverse outcomes
and increase the chance of ulcer healing” (PICO #9 [9])?

Monami M et al. Acta Diabetol June 2024



Effectiveness of different advanced wound dressings versus standard
of care for the management of diabetic foot ulcers: a meta-analysis
of randomized controlled trials for the development of the Italian
guidelines for the treatment of diabetic foot syndrome

Matteo Monami

1.8

- Benedetta Ragghianti’ - Alessia Scatena? : Cesare Miranda® - Luca Monge® - Luigi Uccioli® -
Laura Stefanon® - Cristina Cappella’ - Antonio Silverii' - Cristiana ‘Iu'tz-rmigli;r - for the Panel of the Italian Guidelines

for the Treatment of Diabetic Foot Syndrome and on behalf of SID and AMD

(1)

(2)

(3)

4)

Alginate dressings: highly absorbent calcium
alginate or calcium sodium alginate which can
be combined with collagen. The alginate forms a
gel at the wound surface level, which can increase
absorbency.

Foam dressings: polyurethane foam dressings
designed to absorb ulcer exudate and maintain
moist wound surface.

Hemoglobin spray: topically application of
hemoglobin to the wound bed to promote
oxygen diffusion and increase granulation tissue
formation.

Hydrocolloids: are occlusive dressings usually
composed of a hydrocolloid matrix. This matrix
forms a gel to provide a moist environment.
Fibrous hydrocolloids have been developed for
being more absorbent than standard hydrocolloid
dressings.

(5)

(6)

(7)

(8)

Hydrogels: dressing made of insoluble polymers
and designed to absorb wound exudate or
rehydrate a wound. Hydrogels are supplied in
either flat sheets or as beads.

Hyaluronic acid: is a naturally occurring, non-
immunogenic, biodegradable polysaccharide
acting with fibrin to support the influx of
fibroblasts and endothelial cells into the wound
site and the subsequent formation of granulation
tissue. Interventions assessed: HA-impregnated
inert pads, HA gel, or cream:; pad or matrix
composed entirely of HA.

Protease-modulating matrix dressings: capable of
regulating the activity of proteolytic enzymes in
chronic wounds.

Sucrose octasulfate-impregnated dressings
(Technology Lipido-Colloid-Nano-
OligoSaccharide Factor): the potassium salt
contained in the sucrose octasulfate inhibits the
excess of matrix metalloproteinase and interacts
with growth factors promoting the restoration of
their biological functions and contributing to new
tissue formation.

Dressings with antimicrobial properties

9)

(10)

(11)

Silver-impregnated dressings: different types
(foam, hydrocolloids, etc.) of dressing containing
silver ions usually used for treating infected
ulcers.

Honey-impregnated dressings: medical-grade
honey dressings proposed as an antimicrobial/
anti-inflammatory local treatment which can be
used both for acute and chronic ulcers.
Microorganism-binding dressings: are capable of
binding microorganisms in a two water-repellent
surfaces and subsequently removed at dressing
change.

Monami M et al. Acta Diabetol June 2024
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Active I!M'E'Elﬂﬂi. Standard of care Dadis Ratio Ddds Ratio Rizk of Bias
Siudy or Subgroup  Events  Total Events  Total Weight MM, Random, 95% CI M-H, Random, 95% Cl ABCDEFG N o . ) . ) ) . )
B.1.1 RydrocolioidHydrofiber Fig.1 Effects of active dressings on ulcer healing in comparison with standard therapy/placebo (control)
Jeflcoate 2000 15 103 g3 M4 170% 1.13[0.71,1.83 - ER T T =
Piaggesi 2001 10 10 3 10 D9% 332 [0.12, 91.60] + @71 7008@
Subiotal [05% CI) 113 224 18E% 1.16 [0.72, 1.85] -
Totad evants 56 a8
Heterpgensily. Tau®= 0.00; Chi*= 0.39, di=1 {F= 0.53) F= 0%
Teal foronrll BINGE 250.01. i =400 Tiostal {95% CI) 11 96 100.0% 1.82 [1.32, 2.51] &
§.1.2 Hydrogel 0000000 Todal evanis 4 434
Djavid 2020 18 0 11 n TIm 2.73[0.97, 7.69] — ¥ ¥ I = = | | } }
Tonaco 2018 5 71 1 77 19% 7.22[0.78, 67.14] T 897720700 Hepenall: Thy"s (ORGPl 1IN, 612 o012 % oos 0 b Fy |
Subtotal (95% C1) 53 58 9% 324[127,830) e Testior overall effect £= 385 {F = 0.0003) Standard of care  Aclive dressings
Totad prants b 12 Tiegh lor subgroup difergncegs Chif=15233 di=T7(F=003). F= 54 0%
Heterogensity Tau®= 0.00; Chi*= 061, df= 1 (P = 0.44), P= 0%
Test for oversdl effect 2= 245 (P = 0.01)
6.1.3 Hyaluromic acil
Lee T016 11 17 5 17 43% 4,40 [1.04, 18.60] P ®700888
Subtatal [95% CI) 17 17 4% 4,40 [1.04, 18.60] | —ii——
Totald evenis 11 5
Heterpgengity, Mol applicable
Tist for overall effect Z= 201 P = 0.04)
§.1.4 Hamoglobin spray
Jonker 2011 4 15 8 14 17% 027006130 ——— ERl EE
Subtotal [%5% CI) 15 14 37% 027 [0.06,1.30] — ———
Totad evants 4 a
Hetarpgenaity: Mot apphcable
Test for overall effect Z=1.63{F=010)
615 Pmtﬁae-nmdulamg matrnx
Weves 2002 i 1348 39 138 17.0% 1.49 [0.90, 2.47] [ ey L L 11 ]
Sublotal (35% CI) 138 138 17.0% 1.45 [0.90, 2.47] .
Todald ewents 51 19
Hetiermgangity, Mol applicable
Test for overall effect Z= 154 P=013)
6.1.6 Sucrose oclasullate
Edrrionds 7018 6l 126 4 114 16.3% 2.4 [1.26, 3.64] —— *eeeeee
Subtotal (95% CI) 126 114 16.7% 214 [1.26, 3.64] 3
Total events 60 4
HE‘IE‘I’DU eneily. Mol applicable
Tiegt for owersll efiect Z= 2.0 {F = 0.005)
6.1.7 Silver
Lafontaine 2023 63 66 57 89 18% 0.74 [0.12, 4.57)
Essa 2023 1% a0 n M 51% 261 [0.73,9.32)
Subtotal (85% C1) 106 00 B1% 1.65 [0.50, 5.45]
Totad evants 99 88
Heterogenaity, Tau®= 016 Chi*= 1.24, di= 1 (P = 0.26), P= 30%
Test for oversll effect 7= 083 (F = 0.41)
6.1.8 Honey
Sivash 2015 30 32 29 32 1% 1.55 [0.24, 9.97] I ey 1 1 1]
Imearm 2015 139 179 a7 189 18.7% 2,58 [1.62,4.11) —— ad 111
Kamaralns 2014 | ) m N O1E% 3.32 [0.33, 33.80] — T+ T3 79089
Subitotal [95% CI) 243 232 227% 2.53 [1.62, 3.04] -
Total evenls 100 154 . .
Hetarogeneity TauP= 0.00; ChiP= 0.5, df= 2 (P = 0 B5); P= 0% Monami M et al. Acta Diagbetol June 2024
Test for overall effect Z= 410 {F = 0.0001)




Active dressmg Standard of care Mean Dilerence Mean Difference Risk of Bias
Simdy or Subgroup  Mean S0 Toial Mean 5D Total Weight IV, Random, 95% C1 IV, Random, 95% C) ABCDEFG
§.9.1 Hydrocolloid Hydrofiber
Jeficoate 2009 1268 559 103 1295 53 214 133% -3.70 F16.62, 9.27 —- R T
Plaggesi 2001 127 46 10 234 B 10 7.4% -107.00 15435, -5865 ~——— @rr@888
Subtotal (95% C1) 113 234 06%  S2TA 15184, 40.37] e —
Heterogenelty. Tau®= 5021.86; Chi*= 17.01_df = 1 (P = 0.0001); P= 94%
Tastfor overall effect 2= 1.02 (P = 0.31)
6.9.2 Hydrosgel
Dijavid 2020 B0s 15 0 1491 T HO104% G860 98 46, -38.74] g L1l T2 41
Tonaco 2018 ] 0 22 0 o027 Mol estimatie [ B4 Y I |
Subtotal (95% C1) 53 58 104%  -6E.60 0846, 34.74] e
HE1Erl:lgE|"|E'Ih' Mot applicabla
Testfor overall effect 2= 4 50 (F = 0.00001)
6.9.5 Protease-modalating matnx
Vaves 2002 49 28 138 406 B 138 14.2% 840 [7.74, 9.06] . iy L L 11
Subitotal (95% C1) 138 138 14.2% B.40 [7.74, 9.06] i
Hederageneity Mot applicable
Testior overall effect 2= 24.92 (F = 0.00001)
6.0.6 Sucrose ocliasulate
Edmands 2018 120 10 126 180 17 114 141% -60.00}63.58,-56.43 - EEREaREEE
Subtotal (95% C1) 126 114  14.1% G000 [ 63,58, -56.47] L]
Helerogeneity Mot applicabla
Tast for overall effect Z= 3288 (F = 0.00001)
§.9.7 Siver
Laforiaine 2023 @ 17 66 I8 i 53 141% 0.00 [-4.60, 4 60| 1 LR L L L
Viswanathan 2011 36 307 0 431 6B 0 125% 050 1736, 18 36 g 111 1)
Subitotal [95% C1} 86 70 266% 0.03 [-4.42, 4 48] |
Heterogeneily, Tau®= 0.00; Chf = 0,00, df= 1 (P = 0.96);, F= %
Testfor overall effect Z=0.01 (F= 0.99)
6.9.8 Honey
Kamaratos 2014 £y CR v S | 4 31 143% <1200 F13.98 -10.03) . R 1 1 1)
Sublotal [95% C1) 12 MMO142% 4200 [-13.98, 10.07] i
Helaroganaity. Mot applicable
Test for overall effect 2= 1190 (F < 0.00OD0T)

Totsl (95% C) 548 B4 100UD%

Hederogeneily Taw®= 620008, Chi*= 170054, df = T (P = 0U00001 ), = 100%
Tast for overall effect £= 2.58 (F = 0,040}
Tastfor subgroup dferences. Chit=1678.11 df=5 (P < 000001 1°= B9 /%

24.38 [.42.90, .5.86] L

A00 50 0 S0 100
Ecitve dressing Standard of care

Fig. 2 Effects of active dressings on the ulcer time-to-healing in comparison with standard therapy/placebo (control)

Monami M et al. Acta Diabetol June 2024




Effectiveness of most common adjuvant wound treatments (skin substitutes, negative pressure wound
therapy, hyperbaric oxygen therapy, platelet-rich plasma/fibrin, and growth factors) for the management
of hard-to-heal diabetic foot ulcers: a meta-analysis of randomized controlled trials for the development
of the Italian Guidelines for the Treatment of Diabetic Foot Syndrome.

Matteo Monami?, Alessia Scatena?, Benedetta Ragghianti, Cesare Miranda®, Luca Monge®, Antonio Silverii®,

Luigi Uccioli®, Cristiana Vermigli®, for the Panel of the Italian Guidelines for the Treatment of Diabetic Foot
Syndrome and on behalf of SID and AMD.

"In patients with diabetes and recalcitrant foot ulcers, is EMA-approved adjuvant local or systemic therapy

preferable to the standard of care to reduce adverse outcomes” (PICO #28)%?

Monami M et al. Acta Diabetol submitted



Effectiveness of most common adjuvant wound treatments (skin substitutes, negative pressure wound
therapy, hyperbaric oxygen therapy, platelet-rich plasma/fibrin, and growth factors) for the management
of hard-to-heal diabetic foot ulcers: a meta-analysis of randomized controlled trials for the development
of the Italian Guidelines for the Treatment of Diabetic Foot Syndrome.

Matteo Monami?, Alessia Scatena?, Benedetta Ragghianti, Cesare Miranda®, Luca Monge®, Antonio Silverii®,
Luigi Uccioli®, Cristiana Vermigli®, for the Panel of the Italian Guidelines for the Treatment of Diabetic Foot

Syndrome and on behalf of SID and AMD.

1)

2)

3)

4)

5)

Growth factors (GF): platelet-derived, endothelium-derived, or macrophage-derived growth factors
including granulocyte colony-stimulating factor, platelet-derived growth factor, epidermal growth
factor, transforming growth factor, fibroblast growth factor, vascular endothelial growth factor,
insulin-like growth factor, and keratinocyte growth factor.

Platelet-rich plasma and fibrin dressings (PRP/F): autologous or allogeneic platelet-rich plasma or
fibrin dressings. Cytokines, growth factors, and chemokines can stimulate and promote the healing
process.

Skin substitutes (SS): bioengineered or artificial skin (autografts, allografts, or xenografts) which can
be of help in repairing skin defects. Skin substitutes were divided into three main subgroups:
placental-based tissue products (PTP), skin substitutes with living cells (SWLC) (e.g., Hyalograft,
Apligraf), and acellular skin substitutes (AS) (e.g., Graftjacket, Integra).

Hyperbaric oxygen therapy (HBOT): the topical or systemic administration of oxygen can increase the
healing rate since oxygen is an essential component in the wound-healing cascade (e.g., angiogenesis,
antioxidant generation, collagen synthesis, etc.).

Negative pressure wound therapy (NPWT): involves the application of a wound dressing attached to
a vacuum suction machine, which can collect high volumes of wound exudate, thus reducing the
frequency of dressing changes. The application of mechanical force to the wound bed could promote
wound healing by increasing local perfusion and removing infected material and exudate.

Monami M et al. Acta Diabetol submitted



Figure 1 - Effects of individual adjuvant therapy on the chance of ulcer healing versus standard
therapy/placebo (control). A: Random sequence generation; B: Allocation concealment; C: Blinding of
participants and personnel; D: Blinding of outcome assessment; E: Incomplete outcome data; F: Selective
reporting; G: Other bias. PRP: Plasma-Rich Platelet; PRF: Plasma-Rich Fibrin.

Panel A — Growth Factors

Odds Ratio

Risk of Bias
ABCDETFG

2.66 [1.39, 5.09]
4.40[1.39, 13.96]

3.00 [1.71, 5.28]

Experimental Control
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
Park 2018 60 82 43 85 T76.1%
Tsang 2003 32 42 8 19 239%
Total (95% CI) 124 104 100.0%
Total events 92 51

Heterogeneity: Tau®= 0.00; Chi*= 0,55 df=1 (P = 0.46), F= 0%
Taestfor overall effect 2= 382 (F=0.0001)

Panel B - Platelet-rich plasma and fibrin

0Odds Ratio

0dds Ratio
M-H, Random, 95% CI
— -
.
001 01 10 100

00008
72720000

Favours [control] Favours [experimental]

Odds Ratio
M-H, Random, 95% CI

Risk of Bias
ABCDETFG

1.23 (0,45, 3.40]
2181[1.08, 4.49]
6.76 [0.29, 159.95)
8.14 [1.69, 39.32)
9.21 [0.42, 200.59]
12.50 [0.84, 186.30]
2.87 [1.41, 5.82]

Experimental Control
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
12.7.1 PRP
Drivar 2006 13 40 ] 32 18.7%
Gude 2019 32 66 19 63 30.3%
Meamar 2021 2 10 0 1" 24%
Hassam 2022 38 40 28 40 9.0%
Elgaid 2020 3 12 1] 12 2.6%
Steed 1982 4 ¥ 1 3] 33%
Subtotal (95% CI) 175 164 66.3%
Total events 93 a7

Heterogeneity: Tau®= 0.19; Chi®= 6.67, di= & (P = 0.25), F= 25%
Taest for overall effect Z=2.92 (P =0.003)

12.7.2 PRF

Game 2018 27 132 17 134 337%
Subtotal (95% CI) 132 134 33.T%
Total events 27 17

Heterogeneity: Mot applicable

Test for overall effect Z=1.69 (F = 0.09)

Total (95% ClI) 307 298 100.0%
Total events 120 74

Heterogeneity. Tau®= 0.08, Chi®=7.29, df= 6 (P = 0.29), F=18%
Test for overall effect Z= 330 (P = 0.0010)
Test for subgroup differences: Chi= 096, di=1 (F=0.33), F=0%

1.77[0.91, 3.43)
1.77 [0.91, 3.43]

2.32[1.41,3.83]

——
. —

>

0.01

0.1 10 100

Favours [control] Favours [experimental]
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Panel C — Skin substitutes

Experimental Control

Odds Ratio

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

Odds Ratio

M-H, Random, 95% CI

Risk of Bias
ABCDEFG

12.3.1 Acellular skin substitute

Cazzell 2017 14 28 46 63 35%
Manning 2022 16 24 16 5 16%
Lantis 2021 47 103 20 104 57%
Driver 2015 74 154 49 153 B.6%
Hahn 2021 14 15 12 14 07T%
Miezgoda 2005 18 ar 10 3/ 4%
Reyzelman 2009 32 47 18 1\ 38%
Lullowe 2021 16 24 ] 5 215%
Cazzell 2017 64 7 45 B3 36%
Zelen 2018 32 40 12 a0 31%
Armstrong (b) 2022 17 20 6 W 1T%
Brigido 2006 12 14 4 14 1.2%
Subtotal (95% CI) 57T 608 38.4%
Total events 366 256

Heterogeneity. Tau® = 0.22; Chi#= 21.78, df = 11 (P = 0.03); I*= 49%
Testfor averall effect 7= 5.36 (P < 0.00001)

12.3.2 Placental-based tissue product

Thompson 2019 6 7 5 6 05%
Teftelbach () 2019 38 56 28 54 44%
Tettelbach 2019 74 101 20 A4 40%
Serena 2020 22 38 1 3| 35%
Lavery_2014 Ell 50 10 47 3T%
Zelen 2016 3 35 18 35 24%
Subtotal (95% CI) 287 234 19.3%
Total events 02 101

Heterogeneity: Tau*= 006, ChF=631,di=5 (P=028) F=21%
Testfor overall effect Z= 513 (F = 0.00001}

12.3.3 Skin substitute with living cells

Uccioli 2011 45 g0 39 a0 5.6%
Caravagoi2003 28 43 18 36 3.7%
Marston 2003 39 130 21 115 5.5%
Weves 2001 63 112 36 96 5.9%
Zelen 2016 24 34 18 35 3.3%
Edmonds 2009 17 33 10 39 3.3%
Gould 2022 av 50 19 a0 3.9%
Shetty 2022 22 26 14 % 21%
Armstrong (a) 2022 18 258 8 5 215%
Armstrong 2022 38 a0 18 A0 39%
You 2014 26 Ell 1" 3 15%
Subtotal (95% CI) 624 594 42.2%
Total events 357 212

Heterogenaity: Tau®= 016, Chif=19.21, df=10 (P=0.04); F= 48%
Testfor overall effect 2= 583 (P = 0.00001)

1.06 [0.41, 2.70]
1.13[0.35, 3.65)
217[1.22,3.87]
224 [1.41, 3.56)

233019, 20.04)
2.46[0.93,6.52)
2.49[1.03, 5.99]

4.25[1.28,14.03)

457 [1.81,11.55]

9,33 [3.34, 26.10]

13,22 [2.79, 62.67]

15,00 [2.26, 99.64]
2.98 [2.00, 4.43]

1.20 [0.06, 24.47]
1.96 [0.90, 4.24]
236118, 472
338[1.30,8.74]

6.04 [2.45,14.98)

7.32(2.13,2515]
3.21 [2.05, 5.00]

1.31[0.72, 2.35]
1.87 [0.75, 4.62]
1.92 [1.05, 3.51]
214[1.23,3.74]
227 [0.84, 6.11]
308[1.14, 8.30]

4.64 [1.98,10.88]

471 [1.27,17.56)

5.46 (1,63, 18.36]

5.63[2.36,13.42)

9.93 (298 33.07]
2.88[2.02,4.11)

R

—_—
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Panel D — Hyperbaric Oxygen Therapy

Experimental Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  Events  Total Events Total Weight  M-H, Random, 95% CI M-H, Random, 95% CI ABCDETF®G
Fadarko 2016 10 49 12 54 178% 0.90 (035, 2.31] — e
Santerna 2018 33 B0 26 B0 19.8% 1.31 [0.64, 2.68] LI T 1 1]
Dioctor 1992 11 18 B 18 159% 1.96[0.52, 7.41] —— 27270000
Abidia 2003 5 ] 3 8 123% 27810.37, 21,03 e *e0e98e
Landahl 2010 23 38 10 37 1T7% 414 [1.56,10.97] — B
Kumar 2020 22 28 0 26 B86% 18346379, 3438 56) — 97200000
Duzgun 2008 33 50 D 50 29% 192.34[11.24,3325.30] — 2700008
Total (95% Cl) 251 253 100.0% 4.18 [1.35,12.93] g
Total events 137 62
Heterogeneity Tau®= 1.63; ChiF= 30,39, df = & (P = 0.0001); F= B0% ooz o % 3

Testfar overall effect Z= 248 (P =0.01)

Panel E — Negative pressure wound therapy

Favours [control] Favours [expenmental]

Experimental Control Odds Ratio Odds Ratio Ris

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABC
Seidel 2020 25 181 21 187 27.2% 1.27 [0.68, 2.35) —-— 11
Blume 2008 73 172 48 169 320% 1.86[1.18, 2.92] —— ++ @
Armstrong_2005 43 77 33 85 27.0% 1.99[1.07,3.73] —a— L 11
Maranna 2021 20 27 6 28 138%  10.48[3.01,36.47) —_— ®e0
Total (95% CI) 457 469 100.0% 2.17 [1.22, 3.84] -
Total events 161 108

it Tau?= 0.21° Chif = =3 (P= Pz I } } |
Heterogeneity: Tau®=0.21, Chi*=8.88, df= 3 {(P=0.03), F=66% 0.01 01 10 100

Test far overall effect: Z= 2,65 (P =0.008)

Favours [control]

Favours [experimental]

L Jdd 1 E
L Jddd

=]

o)

00001
0900
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Panel A — Growth factors

Mean Difference
v, 95% Cl

Experimental Control
Study or Subgroup  Mean  SD Total Mean SD Total Weight
Park 2018 56 25 82 84 30 85 20.5%
Tsang 2003 47 14 42 moF 19 715%
Total (95% CI) 124 104 100.0%

Heterogeneity: Tau®= 0.00; Chi*= 0.98, df= 1 (P=0.32), F= 0%
Testfor overall effect; Z=10.73 (P =0.00001)

Panel B — Plasma-rich platelet and fibrin

-26.00 [-36.36, -19.64]
.23.00[28.28,-17.72

-24.42 [-28.89, -19.96]

Favaurs [experimental] Favours [contral]

Mean Difference
W, Random, 95% CI

Experimental Control
Study or Subgroup  Mean  SD Total Mean SD Total Weight
Meamnar 2021 53 1 10 7812 11 204%
Game 2018 73 16 132 B4 20 134 I81%
Diriver 2006 43 18 40 47 22 37 19%
Elgaid 2020 B 2 12 m 2 12 308%
Total (95% CIj 194 189 100.0%

Heterogeneity Tau®= 4815, Chi®= 2712, df = 3 (P = 0.00001}); I*= 88%
Test for overall effect: Z= 2.72 (P = 0.006)

Panel € — Skin substitutes

Experimental Control
Study or Subgroup  Mean  SD Total Mean SD Total Weight

-25.00 [34.84,-15.16]
12,00 [-16.35, -7 65]
-4.00 [13.45, 5 .45]
-4.00 [-5.60,-2.40]

-10.53 [-18.10, -2.95]

Favours [experimental] Favours [control]

Mean Difference
IV, Random, 95% CI

Panel D — Hyperbaric Oxygen Therapy

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean  SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI ABCDEFG
Santema 2018 29 9 6l ) I B0 550% -200[-5.05,1.08] ?
Kumar 2020 30 28 42 B 26 45.0% -200[12.80,-3.20] —— @000
Total (95% CI) a8 86 100.0% -4.70[-10.55,1.15]
Heterogeneity: Tau®=13.78; Chif= 4,27, df=1 (P = 0.04), F= 77% .:i;n m ) 150 :r"n

Testfor overall effect Z=1.57 (P=012) Favours [experimental] Favours [control]

Panel E — Negative Pressure Wound Therapy

12.33.1 Acellular skin substitute

Manning 2022 17 a 24 18 10 % T5%
Reyzelman 2009 00 25 &7 48 23 3 B4%
Lantis 2021 43 1 103 57 1 104 Ta%
Zelen 2018 ¥ & 40 41 6 40 T.E%
Armnstrong (by 2022 I i | 67 24 o 54%
Diriver 2015 43 18 154 T8 18 153 7%
Subtotal (95% CI) 388 381 42.2%

1,00 16,32, 4.32]
-8.00 [18.18, 2.16]
14.00 [19.72, -2.28]
-14.00 F17.10,-10.90]
-20.00 [-44.27, -15.73)
-35.00 [-39.03,-30.97]
16.74 [-27.69, 5.79]

Heterogeneity. Tau®= 17181, Chi*= 12210, df= 5 (P = 0.00001), F = 96%

Test for overall effect: Z= 3.00 (P =0.003)

12.33.2 Placental-based tissue product

Lavery_2014 42 18 G0 020 47 T0%
Zelen 2016 4 1 3 57 18 B TA%
Subtotal (95% CIj 85 82 14.2%

Heterogeneity Tau®= 0.00; Chi*= 088, df=1 (P=0.35), F=0%
Test for overall effect: Z=11.53 (P = 0.00001)

12.33.3 Skin substitute with living cells

Uecioli 2011 a0 15 40 58 15 a0 7E%
Zelen 2016 48 18 34 57 18 5 BA%
Gould 2022 4 16 50 G4 14 S0 T.4%
Wou 2014 3|/ o1E 48 13 37 TO0%
Armstrong 2022 47 16 &0 65 16 0 7.3%
Weves 2001 65 0 112 g0 20 46 7.5%
Subtotal (95% CIy 36T 353 436%

Heterogeneity. Tau™= 43.29, Chi*= 27 68, df= 5 (F < 0.0001), F= 82%
Test for overall effect Z= 4.59 (P = 0.00001)

Total (95% CI) B840 816 100.0%

-28.00 [-35.59, -20.41)
-32.00 [-40.17,-25.83)
-30.64 [.35.85, -25.43]

2,00 [12.28,-2.62)]
-8.00 17 50, -0.50]
10,00 [15.88, -4.11]
-12.00 [19.77,-4.23)
2,00 [-24.27,-11.73)

-25.00 [-30.45,-149.55]
-13.78 [-19.66, -7.90]

17.34 2317, -11.50]

Heterogeneity. Tau™=111.12 Chi*= 184.50, df=13 (P = 0.00001); F= 93%

Test for overall effect: Z= 592 (P = 0.00001)

Favours [experimantal] Favours [control]

Test for subaroun diffierences: Chf= 1880 df=2(P = 0.0001) F= 89 4%

'

'Y

’}+|+I+

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Armstrong_2005 56 15 77 FPo18 85 49.0% -21.00[-26.09,-15.91] -
Maranna 2021 148 74 27 446 93 28 51.0% -29.80[-34.23-2537) -
Total (95% CI) 104 113 100.0% -25.49[-34.11, -16.87] -
i 7= 7= = = R= - - } 4
Heterogeneity. Tau™= 32.79, Chi®= 6.53, df=1 (P = 0.01); F=85% o s 3 75 0

Testfor overall efiect: 2= 5.74 (F < 0.00001) Favours [experimental] Favours [control]

Risk of bias legend

(A)Random sequence generation (selection bias)

(B) Allocation concealment (seleclion bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (altrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Figure 35 — Effects of adjuvant therapies on time-to-healing, in comparison with placebo/standard
of care. A: Random sequence generation; B: Allocation concealment; C: Blinding of participants and
personnel; D: Blinding of outcome assessment; E: Incomplete outcome data; F: Selective reporting;
G: Other bias.
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Figure 5S — Effects of adjuvant therapies on the risk of major amputations, in comparison with
placebo/standard of care. A: Random sequence generation; B: Allocation concealment; C: Blinding
of participants and personnel; D: Blinding of outcome assessment; E: Incomplete outcome data; F:

Selective reporting; G: Other bias.

Panel A - Plasma-rich platelet and fibrin

Experimental Control Odds Ratio Odds Ratio f Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H. Random, 95% CI A EFG
Game 2018 7 132 7 134 297% 1.02 [0.14, 7.33] —————— ® Ly
Malekpour Alamdari 2021 2 43 B 47 447% 0.24 [0.05,1.19] —a— ? e
Gude 2014 a 86 7 B3 124% 012001383 + * @ B
Hossam 2022 0 40 4 40 133% 040[0.01,1.97 + @ Foww
Driver 2006 0 a0 0 32 Mot estirnable @ Y
Elsaid 2020 0 12 o 12 Mot estimable @ aee
Steed 1992 0 7 o 6 Mot estirmable 7 s
Tatal (95% CI) 340 334 100.0% 0.32 [0.11, 0.93] *

Total events 4 16

Heterogenaity, Tau®=0,00; Chi*= 2,20, df= 3 (P=053); F=0% oo 01 10 100

Testfor overall effect 2= 2.10(F = 0.04) Favours [experimental] Favours [control]
Panel B — Hyperbaric Oxygen Therapy

Experimental Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
Londahl 2010 3 35 137 108% 3.08 0,31, 31.10) —_—t 2000000
Abidia 2003 1 g 1 8 81% 1.00 [0.05, 19.36] LY T
Fedarka 2016 11 49 13 &4 19.3% 0.81 [0.37, 2.28] —= aseeeese
Doctor 1992 2 18 718 13.8% 0.20[0.03,1.13] —_ I T11]
Faglia 1096 3 25 11 33 16.2% 0,19 [0.05, 0.75] —_— L1111 11)]
Kurnar 2020 0 8 326 To% 012 [0.01, 2.40) 4 @:0006080
Santema 2018 2 B 18 B0 154% 008002037 ——=— 2070000
Duzgun 2008 0 50 17 &0  85% 0.02[0.00, 033 +~=—"7"7" @00000
Total (95% CI) 286 286 100.0% 0.28 [0.10, 0.79] i

Total events 22 |

i 4 - . - — — . — ! 'l 1 i
Heterogeneity, Tau®= 1,27, Chif= 1833, df= 7 (P= 0.01); F= 62% ho1 01 0 100

Testior overall effect 2= 240 (P =002

Favours [experimental] Favours [control]
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La (in)sostenibilita dei costi del piede

Baseline R.L., 62 years, male
RLP068 (Photodynamic therapy)+
Dermal substitute +
COz2 laser +
PTA su ATA +
Local antibioitics+ (CaS beds)
Minor amputation
VAC therapy
Hyperbaric oxygen therapy
SOC

Wonami M, et al.. Int J Low Extrem Wounds. 2022 Apr 28



La (in)sostenibilita dei costi del piede

12 weeks 36 weeks — 4 years

R.L., 62 years, male

RLP0O68 (Photodynamic therapy)+
Dermal substitute +

CO2 laser +

PTA su ATA +

Local antibioitics+ (CaS beds)
Minor amputation

VAC therapy

Hyperbaric oxygen therapy

SOC

Total: 20,550 € (8 months)

Major amputation: 21,065€ (including rehabilitation)
1 QALY = 30,825 € (per farmaco antitumorale 40-100,000€)

Monami M, et al.. Int J Low Extrem Wounds. 2022 Apr 28



	Diapositiva numero 1
	Diapositiva numero 2
	Diapositiva numero 3
	Diapositiva numero 4
	Diapositiva numero 5
	Diapositiva numero 6
	Diapositiva numero 7
	Diapositiva numero 8
	Diapositiva numero 9
	Diapositiva numero 10
	Diapositiva numero 11
	Diapositiva numero 12
	Diapositiva numero 13
	Diapositiva numero 14
	Diapositiva numero 15
	Diapositiva numero 16
	Diapositiva numero 17
	Diapositiva numero 18
	Diapositiva numero 19
	Diapositiva numero 20
	Diapositiva numero 21
	Diapositiva numero 22
	Diapositiva numero 23
	Diapositiva numero 24

