[bookmark: _GoBack]Additional table 5. Overview of the evidence supporting the extracted interventions from the literature 
The certainty of the evidence supporting the association between an intervention and an outcome is indicated. 
The studies reporting a significant beneficial effect on outcome are in black, while the studies reporting 
a detrimental or no significant effect are in grey.
    

	Supporting studies
	Mean
evidence score
	Certainty of 
evidence-based 
statements 
	References

	ORGANIZATION OF CARE DOMAIN

	Introduction of multidisciplinary foot care

	Ulcer healing 

	1 study (III)
	4
	Low
	(1) 

	1 study (III)
	3
	
	(2)

	Major amputation events

	2 studies (II) - 9 studies (III)
	4
	Low
	(1,3–12)

	3 studies (III) 
	4
	
	(2,13,14)

	Minor amputations
	
	

	4 studies (III) 
	4
	Low
	(1,9,13,15)

	2 studies (III)
	2,5
	
	(2,10)

	Length of hospital stay
	
	

	3 studies (III) 
	4
	Low
	(9,13,15)

	2 studies (III) 
	3,5
	
	(2,14)

	Integration of a podiatric specialty in the multidisciplinary foot care team

	Ulcer healing

	2 studies (III) 
	2,5
	Low
	(16,17)

	Major amputation events

	5 studies (III) 
	4
	Low
	(17–21)

	Minor amputations

	1 study (III)
	5
	Low
	(18) 

	Length of hospital stay

	1 study (III)
	4
	Low
	 (22)

	Implementation of a care management program

	Ulcer healing

	1 study (III)
	4
	Low
	(23)

	1 study (III)
	3
	
	(24)

	Major amputation events

	3 studies (III)
	4
	Low
	(23–25)

	1 study (III)
	2
	
	(26)

	Minor amputations

	1 study (III)
	3
	Low
	(25)

	Mortality 

	3 studies (III)
	3
	Low
	(23–25)

	Cost per patients

	1 study (III)
	3
	Low
	 (25)

	Implementation of a Pay-for-Performance program

	Non-traumatic lower extremity amputation events

	1 study (III)
	4
	Low
	(27)

	Implementation of nurse-led care

	Patient-reported Experience Measures (PREMs)

	1 study (II)
	6
	Moderate
	(28)

	WOUND HEALING INTERVENTION DOMAIN

	Treatment with non-biological dressings impregnated with antimicrobial agents

	Ulcer healing

	2 studies (I) - 4 studies (II)
	6,5
	Low
	 (29–34)

	2 studies (I) - 5 studies (II)
	6,5
	
	 (32)(35–40) 

	Ulcer area reduction 

	3 studies (II)
	4,
	Low
	(33,37,41)

	2 studies (II)
	5,5
	
	(42,43)

	Time to healing 

	2 studies (II)
	6
	Moderate 
	(30,39)

	2 studies (II)
	5,5
	
	 (37,43)

	Stump healing

	1 study (II)
	6
	Moderate
	(44)
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	Treatment with non-biological dressings not impregnated with antimicrobial agents

	Ulcer healing

	9 studies (I) - 6 studies (II)
	8
	High
	(34,45–58)

	3 studies (II)
	6
	
	(59–61)

	Ulcer area reduction

	9 studies (II)
	5
	Low
	(47,50,62–68)

	Time to healing

	6 studies (II)
	6,6
	Moderate
	(45–47,50,51,69)

	Cost-effectiveness

	1 study (I) - 1 study (III)
	5
	Low
	(49,70)

	1 study (III )
	2
	
	(71)

	Hospitalization days

	2 studies (III)
	2,5
	Low
	(72,73)

	1 study (III)
	2
	
	(72)

	Treatment with bioengineered skin substitutes: acellular dermal matrix

	Ulcer healinga

	2 studies (I) - 3 studies (II)
	7,2
	Moderate
	(74–78)

	1 studies (I) - 2 studies (II)
	7,6
	
	(79–81)

	Ulcer healing at 6 weeks

	1 study (I)
	9
	Very high
	(82)

	Ulcer healing at 12 weeks

	1 study (I) - 2 studies (II)
	7
	Good
	(82–84)

	Ulcer healing at 16 weeks

	1 study (I) - 2 studies (II)
	7
	Good
	(82,85,86)

	Ulcer area reduction
	

	3 studies (II)
	6
	Moderate
	(78,79,87)

	Time to healing

	1 study (I) - 1 study (II)
	8
	High
	(82,83)

	1 study (II)
	7
	
	(81)

	Ulcer recurrence

	1 study (II)
	7
	Moderate
	(81)

	1 study (II)
	7
	
	(86)

	Amputation events

	1 study (I) - 1 study (II)
	7,5
	Good
	(75,80)

	Quality of life

	1 study (II)
	7
	Good
	(86)

	Treatment with bioengineered skin substitutes: allogenic skin substitute

	Ulcer healinga

	4 studies (I) - 6 studies (II)
	7
	Moderate
	(74,80,88–95)

	1 studies (I) - 1 study (II)
	7,5
	
	(95,96)

	Ulcer healing at 6 weeks

	1 study (I) - 4 studies (II)
	7
	Good
	(97–101)

	Ulcer healing at 12 weeks

	1 studies (I) - 8 studies (II)
	7
	Good
	(96–100,102–105)

	Ulcer healing at 16 weeks

	1 study (II)
	7
	Good
	(103)

	Probability of ulcer healing

	1 study (I) - 5 studies (II)
	6,8
	Moderate
	(88,93,103,104,106,107)

	Ulcer recurrence
	

	1 study (II)
	6
	Low
	(108)

	1 study (II)
	7
	
	(93)

	Ulcer area reduction at 16 weeks

	5 studies (II)
	6,2
	Moderate
	(91,94,100,105,109)

	1 study (II)
	6
	
	(110)

	Amputation events

	1 study (I) - 1 study (II)
	7,5
	Good
	(80,108)

	1 study (II)b
	4
	
	(91)
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	Time to healing

	2 studies (I) - 9 studies (II)
	6,7
	Moderate
	(88,89,92–94,97,99,100,104,106,111)

	1 study (II)
	6
	
	(96)

	Cost-effectiveness

	1 study (I) - 3 studies (II) - 
2 studies (III)
	5,8
	Low
	(102,104,110,112–114)

	Treatment with bioengineered skin substitutes: autologous skin substitute

	Ulcer healinga

	3 studies (II)
	7,6
	Good
	(115–117)

	1 study (II)
	6
	
	(118)

	Ulcer healing at 12 weeks

	1 study (II)
	5
	Low
	(96)

	1 study (II)
	6
	
	(118)

	Probability of ulcer healing

	1 study (II)
	8
	High
	(115)

	Ulcer area reduction

	2 studies (II)
	7
	Good
	(117,118)

	1 study (II)
	5
	
	(96)

	Time to healing

	3 studies (II)
	6,6
	Moderate
	(96,116,117)

	1 study (II)
	6
	
	(118)

	Treatment with isolated cellular therapy

	Ulcer healing

	1 study (I) - 1 study (II)
	7,5
	Good
	(119,120)

	1 study (II)
	7
	
	(121)

	Ulcer area reduction

	1 study (II)
	5
	Low
	(122)

	Time to healing

	1 study (I)
	9
	Very high
	(123)

	1 study (II)
	7
	
	(124)

	Reduction of pain

	1 study (I)
	9
	Very high
	(119)

	Reduction of amputation events

	1 study (I) - 1 study (II)
	7,5
	Good
	(119,120)

	Treatment with systematic hyperbaric oxygen in people with DFU

	Ulcer healingc 

	2 studies (I) - 6 studies (II)
	7,25
	Moderate
	(125–131)

	2 study (I) - 3 studies (II)
	8
	
	(131–135)

	1 study (III) d
	5
	
	(136)

	Ulcer area reduction

	2 studies (I) - 2 studies (II)
	6,75
	Low
	(134,135,137,138)

	1 study (I) - 1 study (II)
	7
	
	(128,139)

	Reduction of major amputation eventsc

	2 studies (I) - 4 studies (II)
	8
	Moderate
	(125,129–131,133)

	3 studies (I) - 2 studies (II)
	8,2
	
	(131,132,134,135,139)

	1 study (III) d
	5
	
	(136)

	Reduction of minor amputation events

	1 study (I) - 1 study (II)
	7
	Moderate
	(125,131)

	3 studies (I) - 2 studies (II)
	8,4
	
	(130,131,134,135,139)

	Quality of life

	3 studies (II)
	5,6
	Low
	(127,138,140)

	1 study (II)
	7
	
	(141)

	Cost-effectiveness

	1 study (I) - 1 study (III)
	3,5
	Low
	(128,142)
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	Treatment with systematic hyperbaric oxygen in people with DFU
and adequate perfusion

	Ulcer healing

	1 study (II)
	5
	Low
	(126)

	1 study (III)d
	5
	
	(136)

	Treatment with systematic hyperbaric oxygen in people with DFU
and inadequate perfusion

	Ulcer healing

	1 study (I) - 1 study (II)
	8
	Good
	(125,130)

	1 study (II)
	8
	
	(133)

	Ulcer area reduction

	1 study (II)
	4
	Low
	(137)

	Reduction of major amputation events

	1 study (I) - 2 studies (II)
	8
	High
	(125,130,133)

	Reduction of minor amputation events

	1 study (I) - 1 study (II)
	8
	High
	(125,130)

	Treatment with isolated growth factors

	Ulcer healing

	11 studies (I) - 6 studies (II)
	8,6
	High
	(143–159)

	2 studies (I)
	8
	
	(160,161)

	Ulcer area reduction

	1 study (I) - 4 studies (II)
	6,8
	Low
	(143,149,150,155,162)

	3 studies (I) - 3 studies (II)
	6,8
	
	(153,154,160,163–165)

	Time to healing

	3 studies (I) - 6 studies (II)
	7
	Moderate
	(144,150,151,153,154,159,166–168)

	1 study (I)
	10
	
	(155)

	Reduction of amputation events

	1 study (I) - 1 study (II)
	7
	Moderate
	(161,165)

	1 study (I) - 1 study (II)
	7,5
	
	(155,169)

	Cost-effectiveness

	4 studies (III)
	3
	Low
	(170–173)

	1 study (III)
	5
	
	(174)

	Treatment with negative pressure wound therapy

	Ulcer healing

	5 studies (I) - 2 studies (II)
	7,8
	Good
	(175–181)

	1 study (II)
	7
	
	(182)

	Ulcer area reduction

	4 studies (I) - 5 studies (II)
	6,1
	Moderate
	(175,177–180,183–186)

	1 study (I)
	6
	
	(187)

	Time to healing

	3 studies (I) - 1 study (II)
	7,7
	Good
	(175,177,179,180)

	1 study (II)
	4
	
	(186)

	Reduction of amputation events

	2 studies (I) - 2 studies (II)
	7,5
	Good
	(176,177,185,188)

	1 study (I)
	6
	
	(187)

	Quality of life

	1 study (II)
	4
	Low
	(189)

	Cost-effectiveness

	4 studies (III)
	3,25
	Low
	(190–193)

	Treatment with physical therapy: laser/phototherapy

	Ulcer healing

	3 studies (I) 
	9,6
	Very high
	(194–196)

	2 studies (II)
	5
	
	(197,198)

	Ulcer area reduction

	2 studies (I) - 12 studies (II)
	5,9
	Low
	(194,195,197,199–209)

	1 study (II)
	6
	
	(210)
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	Treatment with physical therapy: extracorporeal shockwave therapy

	Ulcer healing

	2 studies (I) - 2 studies (II)
	7,25
	Good
	(211–214)

	Ulcer area reduction
	
	
	

	1 study (I) - 2 studies (II)
	6,6
	Low
	(211,213,215)

	2 studies (I) - 1 study (II)
	7
	
	(211,212,216)

	Time to healing
	
	
	

	1 study (II)
	6
	Moderate
	(217)

	Treatment with physical therapy: ultrasound therapy

	Ulcer area reduction

	3 studies (II)
	5,6
	Low
	(218–220)

	2 studies (II)
	4
	
	(221,222)

	Time to healing

	1 study (II)
	5
	Low
	(218)

	Treatment with physical therapy: other than laser, shockwave or ultrasound

	Ulcer area reduction

	1 study (I) - 3 studies (II)
	6,5
	Moderate
	(223–226)

	1 study (II)
	6
	
	(227)

	Treatment with gases therapy: topical oxygen therapy

	Ulcer healing
	

	3 studies (II)
	6
	Moderate
	(228–230)

	1 study (II)
	5
	
	(231)

	Ulcer area reduction

	3 studies (II)
	6
	Moderate
	(228,230,232)

	Time to healing

	1 study (II)
	5
	Low
	(229)

	Treatment with gases therapy: ozone therapy or combined oxygen-ozone therapy

	Ulcer healing

	1 study (II)
	6
	Low
	(233)

	1 study (I) - 1 study (II)
	7,5
	
	(234,235)

	Ulcer area reduction

	1 study (II)
	6
	Low
	(233)

	1 study (I) - 1 study (II)
	7,5
	
	(234,235)

	Time to healing

	1 study (II)
	6
	Moderate
	(236)

	Amputation events

	1 study (II)
	6
	Moderate
	(236)

	Treatment with nutritional supplementation: a single nutrient supplementation

	Ulcer healing

	5 studies (II)
	5,8
	Low
	(237–241)

	1 study (II)
	7
	
	(242)

	Treatment with nutritional supplementation: a multi-nutrient nutrient supplementation

	Ulcer area reduction

	1 study (I) - 1 study (II)
	7
	Good
	(243,244)

	Treatment with pharmacological agents having an action on vessels

	Ulcer area reduction

	2 studies (II)
	5,5
	Low
	(245,246)

	Quality of life

	1 study (II)
	4
	Low
	(247)

	Treatment with pharmacological agents having an action on immunity

	Ulcer healing

	2 studies (II)
	5
	Low
	(248,249)

	1 study (II)
	6
	
	(250)

	Ulcer area reduction

	2 studies (II)
	4,5
	Low
	(249,251)

	1 study (II)
	5
	
	(252)
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	Treatment with debridement: biological debridement

	Ulcer healing

	1 study (II)
	6
	Low
	(253)

	3 studies (II)
	6,3
	
	(254–256)

	Ulcer area reduction

	1 study (II)
	6
	Moderate
	(257)

	Time to healing

	2 studies (II)
	5,5
	Low
	(253,256)

	1 study (II)
	6
	
	(255)

	Reduction of amputation events

	2 studies (II)
	6,5
	Moderate
	(254,256)

	Cost-effectiveness
	

	2 studies (II)
	6
	Moderate
	(255,257)

	Treatment with debridement: enzymatic debridement

	Ulcer healing

	1 study (I)
	10
	Very high
	(254)

	Cost-effectiveness

	1 study (III)
	3
	Low
	(258)

	Treatment with surgical procedures: amputation

	Reduction of the risk of mortality

	1 study (III)
	3
	Low
	(259)

	2 studies (III)
	3,5
	
	(260,261)

	Beneficial impact on ambulatory function (QoL)

	1 study (III)
	4
	Low
	(262)

	Treatment with surgical procedures: bony surgical offloading

	Reduction of the risk of mortality

	1 study (III)
	2
	Low
	(263)

	Time to healing

	3 studies (III)
	1,6
	Low
	(263–265)

	1 study (III)
	4
	
	(266)

	Reduction of amputation events

	2 studies (III)
	1,5
	Low
	(265,267)

	Ulcer recurrence

	2 studies (III)
	2
	Low
	(263,264)

	1 study (III)
	1
	
	(265)

	Reduction hospitalization rate

	1 study (III)
	2
	Low
	(263)

	Treatment with surgical procedures: soft tissue surgical offloading

	Ulcer recurrence

	1 study (I) - 1 study (III)
	7
	Moderate
	(268,269)
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	PERIPHERAL ARTERY DISEASE DOMAIN

	Revascularization with endovascular surgery (vs. open vascular surgery)

	Limb salvage/amputation-free survival

	2 studies (III)
	2,5
	Low
	(270,271)

	3 studies (III)
	3
	
	(271–273)

	Amputation events

	1 study (III)
	5
	Low
	(274)

	1 study (II) - 2 studies (III)
	4,6
	
	(272,275,276)

	Hospitalization days

	1 study (III)
	3
	Low
	(271)

	1 study (III)
	5
	
	(277)

	Cost-effective

	1 study (III)
	2
	Low
	(278)

	Revascularization with open vascular surgery (vs. endovascular surgery)

	Limb salvage/amputation-free survival

	3 studies (III)
	4
	Low
	(277,279,280)

	3 studies (III)
	3
	
	(271–273)

	Amputation events

	1 study (III)
	5
	Low
	(277)

	1 study (II) - 1 study (III)
	5,5
	
	(272,275)

	Ulcer healing

	1 study (III)
	5
	Low
	(280)

	Revascularization based on the angiosome concept

	Limb salvage/amputation-free survival

	1 study (I) - 3 studies (III)
	5,7
	Low
	(281–284)

	4 studies (III)
	3,7
	
	(282,285–287)

	Post-operative wound healing

	1 study (I) -1 study (II) -
5 studies (III)
	4,7
	Low
	(281,283–285,287–289)

	1 study (III)
	5
	
	(282)

	Time to healing

	1 study (III)
	4
	Low
	(281)
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	OFFLOADING DOMAIN

	Offloading with non-removable knee-high offloading devices

	Ulcer healing

	3 studies (I) - 3 studies (II)
	7,1
	Moderate
	(290–295)

	3 studies (I) - 2 studies (II)
	7,6
	
	(291,295–298)

	Ulcer area reduction

	1 study (II)
	4
	Low
	(292)

	1 study (II)
	6
	
	(297)

	Time to healing

	1 study (I)
	10
	Very high
	(296)

	1 study (I) - 3 studies (II)
	6,25
	
	(291,293,297,298)

	Offloading with a knee-high offloading devices

	Ulcer healing

	2 studies (I) - 1 study (II)
	7,6
	Good
	(290,291,295)

	2 studies (I) - 3 studies (II)
	6,8
	
	(290,291,293,299,300)

	Time to healing

	2 studies (II) 
	6,5
	Moderate
	(293,295)

	1 study (II)
	6
	
	(300)

	Ulcer area reduction

	1 study (II)
	4
	Low
	(301)

	SECONDARY PREVENTION DOMAIN

	Patient education

	Ulcer incidence

	2 studies (I) - 1 study (II) - 
2 studies (III)
	5,8
	Low
	(302–306)

	2 studies (I) - 1 study (II)
	8
	
	(302,303,307)

	Ulcer area reduction

	2 studies (III)
	1
	Low
	(308,309)

	Quality of life

	1 study (II) - 1 study (III)
	4,5
	Low
	(310,311)

	Pain

	1 study (II)
	4
	Low
	(312)

	Length of stay

	1 study (II)
	4
	Low
	(312)

	Providing therapeutic footwear and/or custom-made insoles, or custom-made shoes

	Plantar ulcer reduction and/or recurrence

	2 studies (I) - 1 study (II) - 
1 study (III)
	6,5
	Low
	(290,302,313,314)

	2 studies (II)
	6,5
	
	(315,316)

	Providing optimization by plantar pressure measurements
of the custom-made footwear and/or insoles

	Ulcer incidence

	1 study (II)
	8
	High
	(317)

	Ulcer incidencee

	2 studies (II)
	7
	Good
	(318,319)

	Treatment in the context of a prevention management program

	Treatment cost-effectiveness

	1 study (II) - 2 studies (III)
	4
	Low
	(320–322)


ano specific follow-up time was reported
bresults in favor of control group (not significant)
cThis outcome is reported in a study (Elraiyah et al.) through two levels of evidence 
(level of evidence I and II) 
dresults in favor of control group (significant)
ebut only if a sufficient compliance to wear the footwear is present
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