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Abstract

Symptoms or signs of peripheral artery disease (PAD) can be observed in up to
50% of the patients with a diabetic foot ulcer and is a risk factor for poor
healing and amputation. In 2012, a multidisciplinary working group of the In-
ternational Working Group on the Diabetic Foot published a systematic review
on the effectiveness of revascularization of the ulcerated foot in patients with
diabetes and PAD. This publication is an update of this review and now in-
cludes the results of a systematic search for therapies to revascularize the ul-
cerated foot in patients with diabetes and PAD from 1980 to June 2014. Only
clinically relevant outcomes were assessed. The research conformed to the Pre-
ferred Reporting Items for Systematic Reviews and Meta-analyses guidelines,
and Scottish Intercollegiate Guidelines Network methodological scores were
assigned. A total of 56 articles were eligible for full-text review. There were
no randomized controlled trials, but there were four nonrandomized studies
with a control group. The major outcomes following endovascular or open by-
pass surgery were broadly similar among the studies. Following open surgery,
the 1-year limb salvage rates were a median of 85% (interquartile range of
80-90%), and following endovascular revascularization, these rates were
78% (70-89%). At 1-year follow-up, 60% or more of ulcers had healed follow-
ing revascularization with either open bypass surgery or endovascular tech-
niques. Studies appeared to demonstrate improved rates of limb salvage
associated with revascularization compared with the results of conservatively
treated patients in the literature. There were insufficient data to recommend
one method of revascularization over another. There is a real need for standard-
ized reporting of baseline demographic data, severity of disease and outcome
reporting in this group of patients. Copyright © 2015 John Wiley & Sons, Ltd.
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Introduction

In 2012, a multidisciplinary group of experts of the Inter-
national Working Group on the Management of the
Diabetic Foot published a systematic review on the effec-
tiveness of revascularization in patients with a diabetic
foot ulcer and peripheral artery disease (PAD) [1]. Since
this publication, several new studies on this topic have
been published, and this current review is an update of
the 2012 publication; using the same search strategy, we
added new information to the original publication with
shortening of some sections of the first publication. This
systematic review is also the basis for our guidance docu-
ment on the diagnosis, prognosis and interventions for
patients with PAD and diabetic foot ulceration, which is
published separately in this journal [2].

Peripheral artery disease and infection are the major
causes of lower-leg amputation in persons with diabetes
[3,4]. Diabetes is a risk factor for PAD and depending on
the definitions used, prevalence rates of 10-40% in the
general population of patients with diabetes have been re-
ported [5-8]. In large observational studies, PAD, ranging
from relatively mild disease with limited effects on wound
healing to severe limb ischaemia with delayed wound
healing, was present in up to 50% of the patients with a
diabetic foot ulcer [9-11]. The relatively poor outcome
of ischaemic foot ulcers in diabetes is probably related to
a combination of factors, including the anatomic distribu-
tion of the vascular lesions, rendering them more difficult
to treat; the association with other abnormalities like in-
fection, neuropathy and renal failure; and the presence
of abnormalities in other vascular territories, such as the
coronary or cerebral arteries [7,9,12-14]. The mortality
of these patients is high with 50% of patients dead at
5 years [15]. The effect of PAD on wound healing will re-
late in part to its severity and extent but also on other
factors such as poor glycaemic control, microvascular
dysfunction, impaired formation of collateral vessels, in-
creased mechanical loading of the ulcer region and co-
morbidities mentioned earlier [16].

Peripheral artery disease in patients with diabetes has a
number of characteristics that render it more difficult to
treat. The atherosclerotic lesions are multilevel and par-
ticularly severe in tibial arteries, with a high prevalence
of long occlusions [17]. The predilection for multiple cru-
ral vessel involvement combined with extensive arterial
calcification increases the technical challenges associated
with revascularization using either open bypass or
endovascular techniques. In the last decades, new tech-
niques and technologies have been introduced for treating
PAD, which might be relevant to the patient with diabetes
and a poorly healing ischaemic foot ulcer. In particular,
encouraging results have been reported on endovascular
approaches, and the field is rapidly evolving [18,19].
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Materials and Methods

We searched the Medline and Embase databases for arti-
cles related to therapies to revascularize the ulcerated
foot in patients with diabetes and PAD published
from January 1980 to June 2014 (Online Appendix S1).
Because of the changing nature of interventions for PAD
and improving technology, we excluded studies before
1980. PAD was defined for the purpose of this systematic
review as any flow limiting atherosclerotic lesion of the ar-
teries below the inguinal ligament. All patients included
had to have objective evidence of PAD (e.g. angiography
or magnetic resonance angiography). We only included
studies in the English language.

We only selected studies in which >80% of patients had
evidence of tissue loss (defined as any lesion of the skin
breaching the epithelium or ulceration or gangrene). The
diagnosis of diabetes was made according to the individual
publication. We included studies of more than 40 patients
where >80% of the population had diabetes or when the
results of at least 30 patients with diabetes were reported
separately. Studies solely reporting interventions on aortic
and iliac arterial disease were excluded because the treat-
ment of supra-inguinal disease in people with diabetes
does not differ markedly from that in non-diabetic individ-
uals. We also excluded studies that had only data on qual-
ity of life, on costs and on diagnosis and prognosis of PAD;
that were only concerned with medical or topical therapy
or on improvement of oxygen delivery; and that compared
one form of revascularization technology with another
(e.g. various atherectomy devices). Only studies reporting
ulcer healing, limb salvage, major amputation or survival
as the primary outcome measures were included in the re-
view. Early morbidity or mortality was considered within
30 days or within the first hospital admission. A major
complication was defined as any that resulted in a systemic
disturbance of the patient or prolonged hospitalization
(or as defined by the reporting study).

Patient demographics that were assessed included age,
sex, ethnicity and co-morbidities (cardiovascular, renal
and cerebrovascular). We extracted the specifics of the
foot lesions where possible, such as site on the foot, depth,
presence of infection and stratified when possible accord-
ing to any previously reported and validated diabetic foot
ulcer scoring system. The anatomical distribution of PAD
was extracted according to the site of the disease; stan-
dard reporting systems were included where possible
(e.g. the Trans-Atlantic Inter-Society Consensus Docu-
ment on Management of Peripheral Artery Disease [20]
or Bollinger systems [21]). Objective assessment of
perfusion was reported when possible, which included
ankle brachial pressure index, toe pressure and transcuta-
neous oxygen tension. We made no distinction among vari-
ous endovascular techniques (e.g. angioplasty, stenting,
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subintimal angioplasty and atherectomy), all being referred
to as ‘endovascular therapy’ or various bypass techniques
(e.g. in situ versus reversed venous bypass).

The systematic search was performed according to Pre-
ferred Reporting Items for Systematic Reviews and Meta-
analyses guidelines [22]. Two reviewers assessed studies
for inclusion based on titles; two reviewers then excluded
studies based on review of the abstract and reviewed the
full text of selected articles for quality rating; the data for
the evidence table were extracted by one author. Studies
were assessed for methodological robustness, using the
Scottish Intercollegiate Guidelines Network (SIGN) instru-
ment as follows: level 1 includes meta-analyses and ran-
domized controlled trials (RCTs), and level 2 includes
studies with case—control, cohort, controlled before-after
or interrupted time series design. Studies were rated as
++ (high quality with low risk of bias), + (well conducted
with low risk of bias) and — (low quality with higher risk of
bias), according to the SIGN methodological quality score
[23]. Level 3 studies, that is, those without a control group,
such as case series, were not rated. Pooling of data (and
therefore weighting of studies) was not possible because
of study heterogeneity and the generally low quality of
evidence. When several studies reported on a specific item,
we have summarized the data of these separate studies as
interquartile ranges (IQRs) and median. It should be noted
that these figures are not weighted means.

Records identified through
Search versions 1 & 2 (n=25
438)

Articles assessed for full-text
review (n=958)

|

Further in-depth analysis of
eligible articles for data
extraction (n=68)

Studies included in
qualitative synthesis (n=57)

R. J. Hinchliffe et al.

Results

After the identification and screening phase, 958 articles
were assessed for eligibility; 57 articles were finally selected
for full-text review (Figure 1). These articles described revas-
cularization of the ulcerated foot in 9029 patients with diabe-
tes and PAD (online Table 1). There were no RCTs, but there
were four nonrandomized studies with an intervention and
control group [31,47,57,72]. These were all of low quality
and potentially subject to significant bias (SIGN 2—). More-
over, there were five recent studies comparing the effect of
the direct and indirect revascularization, according to the
angiosome concept [75-79]. Also, these studies had a high
risk of bias and were graded as SIGN 2—. The remaining
56 articles were case series (SIGN 3). Studies reported
bypass surgery, endovascular therapy or both techniques
used in combination. Although most reports adequately
presented patient demographics and co-morbidities, a major
limitation was that few studies adequately reported or cate-
gorized either baseline foot lesions or PAD severity. A num-
ber of studies were reported from the same institution, and
it is likely that some patients were reported more than once.

Patient demographics and co-morbidities

The median reported proportion of men in the included
studies was 66% (IQRs 60-74%), and the median

Full text articles excluded (n=872) OR unable
to access (n=18)

Figure 1. Preferred Reporting Items for Systematic Reviews and Meta-analyses flow diagram
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reported age was 69 years (IQRs 65-71 years). Patients
with diabetes, PAD and foot ulcers had a prevalence of
co-morbidities. Specifically, the prevalence of coronary ar-
tery disease was reported as 38-59% (IQRs) with a me-
dian of 47%, that of cerebrovascular disease as 18-23%
with a median of 21% and that of end-stage renal disease
(ESRD) as 11-41% with a median of 20% (although the
definition varied from study to study and in some studies
was only reported as renal impairment). Eight studies did
not report any data on co-morbidity, and data on severity
of co-morbidities (e.g. New York Heart Association classi-
fications) were sparse.

Wound healing

Wound healing was only reported in seven studies
[25,30,33,35,59,65,66]. Only one study defined wound
healing at a predefined time point of 12 months [59].
Overall, for the seven studies of endovascular and two of
bypass surgery, the ulcer healing rate was 60% or more
at 12 months’ follow-up.

Angioplasty-first strategy

Three studies, with a mean follow-up of 20, 25 and
26 months, reported on an angioplasty-first strategy,
where angioplasty was the preferred fist-line option for
revascularization (scoring of anatomical distribution was
not given) [65,30,39]. In one of these studies, a large se-
ries of 993 consecutive patients with diabetes hospitalized
with foot ulcer or ischaemic rest pain and PAD,
percutaneous transluminal angioplasty (PTA) was techni-
cally not feasible in 16% of the patients because of com-
plete calcified occlusion of the vessel precluding balloon
catheter passage [30]. PTA did not establish in-line flow
to the foot in only 1% of patients. The second study was
a consecutive series of 100 patients considered suitable
for an infrainguinal PTA-first approach, and 11% of the
patients required bypass surgery for a failed PTA [39].
In the third study from a tertiary referral hospital, angio-
plasty was attempted in 456 (89.4%) of 510 patients; it
was a technical failure in 11%. Mortality and limb salvage
rates were comparable with the other series [65].

Crural vessel angioplasty

Crural PTA employed as a revascularization technique
in isolation was reported in five studies
[27,32,35,67,69,72,73]. Studies variously reported limb
salvage outcomes, all of which exceeded 63% at
18 months (and up to 93% at 35 months).

Copyright © 2015 John Wiley & Sons, Ltd.
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Pedal bypass grafts

Ten studies reported the results of pedal bypass grafting
(one of which focused on outcomes in patients with
ESRD). Studies reported limb salvage rates in a median
of 86% with an IQR of 85-98% at 1 year, a median of
88.5 (81.3-82.3%) at 3 years and 78% (78-82.3%) at
5 years. However, the numbers available for follow-up at
3 and 5 years were low; the distribution/severity of PAD
and the type of foot lesion were poorly reported.

Angiosome-directed therapy

Five retrospective studies with a high risk of bias analysed
the outcome of revascularization according to the
angiosome concept, in which the foot can be divided into
three-dimensional blocks of tissue, each with its own feed-
ing artery. According to this concept, direct revasculariza-
tion results in a restoration of pulsatile blood flow through
a feeding artery to the area where the ulcer is located, while
with indirect revascularization flow is restored through col-
lateral vessels deriving from neighbouring angiosomes [80].
In these studies, post-procedural angiograms were scored as
either direct flow to the site of the ulcer by a feeding artery
(direct revascularization) or indirect flow through collat-
erals (indirect revascularization). Three studies reported
significantly higher limb salvage rate after direct revascular-
ization [75-77], while in two no differences were observed
[78,79]. Ulcer healing was also reported to be significantly
higher after direct revascularization in three studies
[75,78,79]. Soderstrom et al. therefore analysed their data
using propensity scores in order to reduce confounding
and reported a significantly increased healing rate after di-
rect versus indirect revascularization: 69% vs 47% after 1
year, respectively, but without any difference in limb salvage
[76]. Acin et al. further divided the patients with indirect
revascularization in two groups: those with indirect flow
through collaterals and those with indirect flow but no visi-
ble collaterals [75]. The latter group had the poorest results,
with an ulcer healing rate of only 7% after 1 year and a limb
salvage rate of 59% after 2 years. The direct and indirect
flow through collateral revascularizations had comparable
outcomes with healing rates of 66% vs 68% and limb sal-
vage rates of 89% vs 85%, respectively. These authors sug-
gest that restoration of blood flow to an ischaemic ulcer is
pivotal, with similar results of flow through medium-size
or large-size collaterals or via the feeding artery.

Infection

Only two studies specifically reported the outcomes of a
revascularization procedure in patients presenting with
foot infection, PAD and diabetes [62,61]. In these studies,

Diabetes Metab Res Rev 2016; 32(Suppl. 1): 136-144.
DOI: 10.1002/dmrr



140

the mortality rates at 1 year were 5% and 19%, respec-
tively. Limb outcomes were poorly described, but limb sal-
vage was 98% in one study at one year [61].

End-stage renal disease

Patients with ESRD were identified in nine studies
[40,43,47,52,58,67]. The definition of ESRD varied and
included patients who were and who were not receiving
renal dialysis and those with functioning renal trans-
plants. The 30-day mortality in these patients was 4.6%
(IQR 2.6-8.8%), but 1-year mortality was high at 38%
(IQR 25.5-41.5%). In survivors, 1-year limb salvage rates
were a median of 70% (IQR 65-75%). Long-term out-
comes were also poor with reported mortalities (when
available) at 2 years of 48% [43] and 72% [40], at 3 years
of 56% [58] and at 5 years of 91% [47].

Early complications

Methods for reporting early complications were varied.
Major systemic complications were frequent in both pa-
tients undergoing bypass surgery and endovascular proce-
dures; the majority of studies reported major systemic
complications in the region of 10%, with similar rates for
endovascular and bypass surgery.

Peri-operative mortality

Thirty-day or in-hospital mortality was described in 33
studies. The peri-operative mortality in the two types of
procedures was similar: following open surgery, it was re-
ported in 23 studies with an IQR of 1-5%, with a median
of 2%; in endovascular procedures, the IQR was 0-5.5%
with a median of 1%. In both open and endovascular se-
ries, there were several outlying studies with either no
mortality or a mortality rate of 9% or greater. It was not
clear why these results were so different. As the severity
of co-morbidities frequently was not stated it was difficult
to infer the effect of co-morbidity on outcomes.

Mortality

Mortality at 1 year or longer following intervention was
reported more frequently in studies describing open sur-
gery. Mortality at 1-year follow-up reported in these stud-
ies (n =15) had an IQR of 13-36% with a median of 20%
and at five years 40.8-80.5% with a median of 50.5%.
There was a paucity of long-term follow-up data in pa-
tients having undergone endovascular procedures. Seven
studies reported on 1-year follow-up of patients undergoing

Copyright © 2015 John Wiley & Sons, Ltd.
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endovascular procedures with mortality rates with a me-
dian of 7% (IQRs 5.0-10.0); 5-year follow-up mortality
rate was reported in only two studies and varied widely
(5% and 74%).

Limb salvage and amputation

After 5 years, the median limb salvage rate was of 77.5%
(IQR 72-82.5%). Following an endovascular procedure,
the limb salvage rates within 1 year had an IQR of
70-89%, with a median of 78% (seven studies); 3 years’ data
were reported in four studies with an IQR of 63-80.0% and a
median of 77%. After 5 years, the limb salvage was 56% and
77% in the two studies in which it was reported.

Major amputation rates were reported by 37 studies.
The definition of major amputation was not always speci-
fied and sometimes differed among studies. The median
number of major amputations within 30 days was 3.5%
(range 2-5%) based on five studies. The limb salvage rates
within 12 months following open surgery were reported in
21 studies and had an IQR of 80-90%, with a median of
85%; after 3 years, these figures were 71-90% and 80%
(nine studies). The study by Malmstedt was an interpreta-
tion of the Swedish national vascular registry, Swedvasc,
and therefore represents the results of a number of different
vascular centres rather than those simply focussed on distal
bypass procedures [44]. The registry provided a composite
outcome for ipsilateral amputation or death per 100 person
years of 30.2 (95% confidence interval 26.6-34.2) at a me-
dian follow-up of 2.2 years. The median time to reach this
end-point in patients with diabetes and PAD undergoing
bypass surgery (82% for ulceration) was 2.3 years.

Minor amputation rates varied widely (from 12% to
92%) in the 12 studies reporting on this complication
with a median of 38% (IQR 23-59%). It was not clear
whether patients received one or more minor amputa-
tions in any particular study. The rates of minor amputa-
tions for open-surgery studies had a median of 36%
(IQR 23-57%), and those for endovascular studies had a
median of 38% (IQR 23-57%). However, the number of
studies reporting this complication was small, and the de-
mographics were heterogeneous.

Discussion

This systematic review is an update of our 2012 report. It
examines the evidence to support the effectiveness of revas-
cularization of the ulcerated foot in patients with diabetes
and PAD. Up to 50% of patients with diabetes and a foot ul-
cer have signs of PAD, which can have a major effect on ul-
cer healing and the risk for lower-leg amputation [3,81,82].
Early reports on the effectiveness of revascularization in pa-
tients with diabetes and PAD were not encouraging and led
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some to suggest that diabetes was associated with a charac-
teristic occlusive small-vessel arteriopathy, consequently
leading to a nihilistic attitude towards revascularization.
However, subsequent studies indicated that revasculariza-
tion can have good results in patients with diabetes and
an ischaemic foot ulcer [83], but these patients represent
a unique problem among patients with PAD.

In our 1980-2010 review, 49 studies were identified
fulfilling our selection criteria, and our current review re-
sulted in eight additional studies. The quality of studies
included in this review was frequently low. As there are
no studies in which patients with an ischaemic foot ulcer
were randomized into either revascularization or conser-
vative treatment, it remains difficult to determine the ef-
fectiveness of revascularization in these patients. It is also
unlikely that such a study will ever be performed. Also,
the natural history of patients with PAD and an ulcerated
foot remains poorly defined. But in two studies that re-
ported the outcomes of patients with diabetes and critical
limb ischaemia who were not revascularized, the limb sal-
vage rate was 54% at 1 year [84,85] much lower than the
78% and 85% in the series presented here.

Ulceration of the foot in diabetes is often a complex in-
terplay of many aetiologic factors, and the situation is
compounded by the presence and severity of PAD [2]. Al-
though the current data indicate that revascularization
should always be considered in a patient with diabetes,
foot ulceration and severe ischaemia, it still remains un-
clear if such procedures have an added value in cases of
mild-moderate perfusion deficits. There were little data
to inform on the indications or timing for either diagnostic
angiography or intervention among the studies.

There are currently no RCTs directly comparing open ver-
sus endovascular revascularization techniques in diabetic pa-
tients with an ischaemic foot ulcer. However, broadly
speaking, the major outcomes appeared similar across all
studies where revascularization of the foot was successful.
This conclusion is in line with two meta-analyses on the out-
comes of pedal bypass grafting and crural angioplasty, al-
though different inclusion criteria were used; the majority
of patients in these two meta-analyses had diabetes
[86,87]. In two studies of consecutive patients with diabetes
included in our review where angioplasty was the preferred
first-line option for revascularization, bypass surgery was
only required in a minority [31,40]. However, the results
of both open and endovascular procedures will greatly de-
pend upon the expertise in a given centre.

Traditionally, revascularization of the lower limb is aimed
at the best vessel supplying in-line flow to the foot [18]. Re-
cent case series have tried to establish whether a new ap-
proach in which the angiosome that directly supplies the
area of ulceration is revascularized will improve outcome.
According to this theory, the foot can be divided into
three-dimensional blocks of tissue, angiosomes, each with
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its own feeding artery. Restoration of pulsatile blood flow
through this feeding artery is thought to have better results
than when flow is restored through collaterals deriving from
neighbouring angiosomes. We identified five studies with
conflicting results and high risk of bias, precluding the draw-
ing of firm conclusions [75-79]. Moreover, because of the
high variability in populations and the lack of a clear defini-
tion of angiosome, we do not believe that the results can be
pooled. In contrast, a recent meta-analysis concluded that
the angiosome approach may improve in ischaemic foot ul-
cers’ wound healing and limb salvage rates, compared with
indirect revascularization [88]. This disparity will only be re-
solved by well-structured, prospective studies, in combina-
tion with new imaging techniques that enable objective
evaluation of regional blood flow during a revascularization
procedure [89,90].

The variability in outcomes after revascularization is prob-
ably related to the large variability of patients included in
these observational studies, with some patients having only
relative mild PAD and others having severe ischaemia, infec-
tion and multiple co-morbidities. In particular, ESRD is a
strong risk factor for both foot ulceration and amputation
in patients with diabetes [91]. These patients are
frequently difficult to treat, and long-term mortality is high,
which might negatively influence the decision to perform a
revascularization procedure. However, our data indicate that
even in these patients favourable results can be obtained.
The majority of studies reported 1-year limb salvage rates
of 65-75% after revascularization in survivors.

Although peri-operative mortality rates were generally
low, given associated co-morbidities, peri-operative major
systemic complications were around 10%. It is possible that
part of these major complications were more related to the
poor general health status of the patients rather than to
the revascularization procedure per se. Reported morbidity
or mortality between open and endovascular techniques
was similar. Intermediate and long-term mortality rates
during follow-up of studies were high; over 10% of patients
were dead at 1 year and almost half were dead at 5 years.
Patients with diabetes and a foot ulcer should be optimized
prior to revascularization, and given the systemic nature of
their vascular disease, they should also receive aggressive
and appropriate medical management of risk factors to
reduce their high long-term mortality.

Attempts have been made to categorize the distribution
of PAD in patients with diabetes and correlate this with
perfusion [17]. However, in most studies of the anatomical
distribution pattern of the PAD, ankle brachial pressure
index, toe pressure or transcutaneous oxygen tension
measurements, wound characteristics were reported
poorly, although prospective studies have shown the effect
of these factors on healing or amputation rate. Also, many
studies report major amputation or limb salvage as an
outcome, but this is actually a treatment. The decision to
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perform such a procedure is likely to be influenced by
factors such as infection, patient and doctor preferences
as well as reimbursement. The standard reporting criteria
for lower-extremity ischaemia are 15 years old and do not
focus on factors that are specific to patients with diabetes
[92]. Also, minor amputations are part of management,
particularly in case of infection, and improving blood
supply to the fore foot can help to limit tissue loss. But
we found no studies of sufficient quality on amputation
level selection.

Many of the studies reported herein were from well-
recognized expert centres, biasing the results towards
more favourable outcomes. Moreover, in some instances,
there was probably substantial overlap in the larger series
of patients from certain centres. The data from the
Swedvasc registry suggest that it is possible to attain good
outcomes when revascularization techniques are applied
outside centres of expertise [44]. However, such proce-
dures should always be part of an integrated multifacto-
rial approach that should include treatment of infection,
debridement and off-loading to protect the wound from
repetitive biomechanical stress.

Almost all studies were cases series with a high risk of se-
lection and publication bias. Case series comparing bypass
surgery and endovascular treatment are difficult to conduct
because of indication bias. Several studies included in this
review were retrospective analyses containing a small num-
ber of patients. Because of heterogeneity, we could not pool
the data. For ease of data presentation, we provided the me-
dian and IQRs of the results of the studies we selected, but
this did not correct for number of patients, severity of
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wound classification system should be part of all future
studies [93]. These standards should take into account
both the specific characteristics of the PAD and of the
wound in these patients. Further efforts are also required
to standardize and improve outcome reporting, which
should include wound healing, and it is important to
move away from procedure-specific outcomes to disease-
specific outcomes in this cohort of patients.

Conflict of interest

None declared.

logistic regression Eurodiale study. Diabetologia 2007; 50:

A systematic review of the effectiveness
of revascularization of the ulcerated
foot in patients with diabetes and pe-
ripheral arterial disease. Diabetes Metab
Res Rev 2012; 28(Suppl 1): 179-217.

. IWGDF Guidance on the Diagnosis.
Prognosis and management of periph-
eral artery disease in patients with foot
ulcers in diabetes.

. Prompers L, Schaper N, Apelqvist J, et al.
Prediction of outcome in individuals
with diabetic foot ulcers: focus on
between individuals with and without
peripheral  vascular disease. The
EURODIALE study. Diabetologia 2008;
51: 747-755.

. Apelqvist J, Larsson J. What is the most
effective way to reduce incidence of am-
putation in the diabetic foot? Diabetes
Metab Res Rev 2000; 16(Suppl 1): S75-83.

. Welborn TA, Knuiman M, McCann V,
Stanton K, Constable 1J. Clinical
macrovascular disease in Caucasoid

Copyright © 2015 John Wiley & Sons, Ltd.

analysis of risk variables. Diabetologia
1984; 27: 568-573.

. Walters DP, Gatling W, Mullee MA, Hill

RD. The prevalence, detection, and epi-
demiological correlates of peripheral
vascular disease: a comparison of dia-

710-715.

86-96.

patients with diabetic foot disease in
Europe. Baseline results from the

10.

18-25.

Jeffcoate WJ, Chipchase SY, Ince P,
Game FL. Assessing the outcome of the
management of diabetic foot ulcers using
ulcer-related and person-related mea-
sures. Diabetes Care 2006; 29: 1784-7.

betic and non-diabetic subjects in an En-  11. Beckert S, Witte M, Wicke C, Kénigsrainer
glish community. Diabet Med 1992; 9: A, Coerper S. A new wound-based severity
score for diabetic foot ulcers. Diab Care
. Beks PJ, Mackaay AJ, de Neeling JN, de 2006; 29: 988-992.
Vries H, Bouter LM, Heine RJ. Peripheral 12. Dolan NC, Liu K, Criqui MH, et al
arterial disease in relation to glycaemic Peripheral artery disease, diabetes, and
level in an elderly Caucasian population: reduced lower extremity functioning.
the Hoorn study. Diabetologia 1995; 38: Diabetes Care 2002; 25: 113-20.
13. Wattanakit K, Folsom AR, Selvin E, Coresh
. American Diabetes Association. Peripheral J, Hirsch AT, Weatherley BD. Kidney
arterial disease in people with diabetes. function and risk of peripheral arterial
Diabetes Care 2003; 26(12): 3333-41. disease: results from the Atherosclerosis
. Prompers L, Huijberts M, Apelqvist J, Risk in Communities (ARIC) Study. Am
et al. High prevalence of ischaemia, Soc Nephrol 2007; 18: 629-36.
infection and serious comorbidity in  14. Prompers L, Huijberts M, Apelqvist J,

et al. Delivery of care to diabetic patients
with foot ulcers in daily practice: results

Diabetes Metab Res Rev 2016; 32(Suppl. 1): 136-144.

DOI: 10.1002/dmrr



Effectiveness of Revascularization of the Ulcerated Foot

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

of the Eurodiale Study, a prospective co-
hort study. Diabet Med 2008; 25: 700-7.
Moulik PK, Mtonga R, Gill GV. Amputa-
tion and mortality in new-onset diabetic
foot ulcers stratified by etiology. Diabetes
Care 2003; 26: 491-4.

Ruiter MS, van Golde JM, Schaper NC,
Stehouwer CD, Huijberts MS. Diabetes
impairs arteriogenesis in the peripheral
circulation: review of molecular mecha-
nisms. Clin Sci (Lond) 2010; 119(6):
225-38.

Graziani L, Silvestro A, Bertone V, et al.
Vascular involvement in diabetic subjects
with ischemic foot ulcer: a new morpho-
logic categorization of disease severity.
Eur J Vasc Endovasc Surg 2007; 33(4):
453-60.

Faglia E, Mantero M, Caminiti M, et al.
Extensive use of peripheral angioplasty,
particularly infrapopliteal, in the treat-
ment of ischaemic diabetic foot ulcers:
clinical results of a multicentric study
of 221 consecutive diabetic subjects. J
Intern Med 2002; 252: 225-32.
Jacqueminet S, Hartemann-Heurtier A,
Izzillo R, et al. Percutaneous transluminal
angioplasty in severe diabetic foot ische-
mia: outcomes and prognostic factors.
Diabetes Metab 2005; 31: 370-375.
Norgren L, Hiatt WR, Dormandy JA,
et al. Inter-Society Consensus for the
Management of Peripheral Arterial
Disease (TASC II). J Vasc Surg 2007;
45(Suppl S): S5-S67.

Bollinger A, Breddin K, Hess H, et al.
Semiquantitative assessment of lower
limb atherosclerosis from routine angio-
graphic images. Atherosclerosis 1981;
38(3-4): 339-46.

Moher D, Liberati A, Tetzlaff J, Altman
DG, PRISMA Group. Preferred reporting
items for systematic reviews and meta-
analyses: the PRISMA statement. BMJ
2009; 339: b2535.

Scottish Intercollegiate Guidelines Net-
work 50: a guideline developer’s hand-
book. http://www.sign.ac.uk/guidelines/
fulltext/50/section6.html. Accessed 6
February 2011.

AhChong AK, Chiu KM, Wong MW, Hui
HK, Yip AW. Diabetes and the outcome of
infrainguinal bypass for critical limb is-
chaemia. ANZ J Surg 2004; 74(3): 129-33.
Alexandrescu V, Hubermont G, Philips Y,
et al. Combined primary subintimal and
endoluminal angioplasty for ischaemic
inferior-limb ulcers in diabetic patients:
S5-year practice in a multidisciplinary
‘diabetic-foot’ service. Eur J Vasc Endovasc
Surg 2009 Apr; 37(4): 448-56.
Bargellini I, Petruzzi P, Scatena A, et al.
Primary infrainguinal subintimal angio-
plasty in diabetic patients. Cardiovasc
Intervent Radiol 2008; 31(4): 713-22.
Davidson JT 3rd, Callis JT. Arterial re-
construction of vessels in the foot and
ankle. Ann Surg 1993; 217(6): 699-708.
Dosluoglu HH, Cherr GS, Lall P, Harris
LM, Dryjski ML. Peroneal artery-only
runoff following endovascular revascu-
larizations is effective for limb salvage

Copyright © 2015 John Wiley & Sons, Ltd.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

in patients with tissue loss. J Vasc Surg
2008; 48(1): 137-43.

Dorweiler B, Neufang A, Schmiedt W,
Oelert H. Pedal arterial bypass for limb
salvage in patients with diabetes
mellitus. Eur J Vasc Endovasc Surg
2002; 24(4): 309-13.

Faglia E, Dalla Paola L, Clerici G, et al. Pe-
ripheral angioplasty as the first-choice re-
vascularization procedure in diabetic
patients with critical limb ischemia: pro-
spective study of 993 consecutive patients
hospitalized and followed between 1999
and 2003. Eur J Vasc Endovasc Surg
2005; 29(6): 620-7.

Faglia E, Clerici G, Clerissi J, et al. Long-
term prognosis of diabetic patients with
critical limb ischemia: a population-
based cohort study. Diabetes Care 2009;
32(5): 822-7.

Ferraresi R, Centola M, Ferlini M, et al.
Long-term outcomes after angioplasty
of isolated, below-the-knee arteries in
diabetic patients with critical limb is-
chaemia. Eur J Vasc Endovasc Surg
2009; 37(3): 336-42.

Gargiulo M, Maioli F, Ceccacci T, et al.
What'’s next after optimal infrapopliteal
angioplasty? Clinical and ultrasonographic
results of a prospective single-center study.
J Endovasc Ther 2008; 15(3): 363-9.
Gibbons GW, Burgess AM, Guadagnoli
E, et al. Return to well-being and func-
tion after infrainguinal revasculariza-
tion. J Vasc Surg 1995; 21(1): 35-44.
Hering J, Angelkort B, Keck N, Wilde J,
Amann B. Long-term outcome of suc-
cessful percutaneous transluminal an-
gioplasty of the fibular artery in
diabetic foot syndrome and single-
vessel calf perfusion depends on doppler
wave pattern at the forefoot. Vasa 2010;
39: 67-75.

Hertzer NR, Bena JF, Karafa MT. A per-
sonal experience with the influence of
diabetes and other factors on the out-
come of infrainguinal bypass grafts for
occlusive disease. J Vasc Surg 2007;
46(2): 271-279.

Hughes K, Domenig CM, Hamdan AD,
et al. Bypass to plantar and tarsal arter-
ies: an acceptable approach to limb sal-
vage. J Vasc Surg 2004; 40(6): 1149-57.
Isaksson L, Lundgren F. Prognostic
factors for failure of primary patency
within a year of bypass to the foot in pa-
tients with diabetes and critical ischae-
mia. Eur J Surg 2000; 166(2): 123-8.
Jamsén T, Manninen H, Tulla H, Matsi P.
The final outcome of primary infra-
inguinal percutaneous transluminal
angioplasty in 100 consecutive patients
with chronic critical limb ischemia. J
Vasc Interv Radiol 2002; 13(5): 455-63.
Johnson BL, Glickman MH, Bandyk DF,
Esses GE. Failure of foot salvage in
patients with end-stage renal disease af-
ter surgical revascularization. J Vasc
Surg 1995; 22(3): 280-5.

Kalra M, Gloviczki P, Bower TC, et al.
Limb salvage after successful pedal by-
pass grafting is associated with improved

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

143

long-term survival. J Vasc Surg 2001;
33(1): 6-16.

Kandzari DE, Kiesz RS, Allie D, et al
Procedural and clinical outcomes with
catheter-based plaque excision in critical
limb ischemia. J Endovasc Ther 2006;
13(1): 12-22.

Leers SA, Reifsnyder T, Delmonte R, Caron
M. Realistic expectations for pedal bypass
grafts in patients with end-stage renal
disease. J Vasc Surg 1998; 28(6): 976-80.
Malmstedt J, Leander K, Wahlberg E,
Karlstrom L, Alfredsson L, Swedenborg
J. Outcome after leg bypass surgery for
critical limb ischemia is poor in patients
with diabetes: a population-based cohort
study. Diabetes Care 2008; 31(5): 887-92.
Mills JL, Gahtan V, Fujitani RM, Taylor
SM, Bandyk DF. The utility and durabil-
ity of vein bypass grafts originating from
the popliteal artery for limb salvage. Am
J Surg 1994; 168(6): 646-50.

Mohan CR, Hoballah JJ, Martinasevic
M, et al. Revascularization of the ische-
mic diabetic foot using popliteal artery
inflow. Int Angiol 1996; 15(2): 138-43.
Owens CD, Ho KJ, Kim S, et al. Refine-
ment of survival prediction in patients
undergoing lower extremity bypass
surgery: stratification by chronic kidney
disease classification. J Vasc Surg 2007;
45(5): 944-52.

Panneton JM, Gloviczki P, Bower TC,
Rhodes JM, Canton LG, Toomey BJ.
Pedal bypass for limb salvage: impact
of diabetes on long-term outcome. Ann
Vasc Surg 2000; 14(6): 640-7.
Pomposelli FB Jr, Marcaccio EJ, Gibbons
GW, et al. Dorsalis pedis arterial bypass:
durable limb salvage for foot ischemia in
patients with diabetes mellitus. J Vasc
Surg 1995; 21(3): 375-84.

Pomposelli FB, Kansal N, Hamdan AD,
et al. A decade of experience with
dorsalis pedis artery bypass: analysis of
outcome in more than 1000 cases. J Vasc
Surg 2003; 37(2): 307-15.

Pua U, Wong DE. Angioplasty in critical
limb ischaemia: one-year limb salvage
results. Ann Acad Med Singapore 2008;
37(3): 224-9.

Ramdev P, Rayan SS, Sheahan M, et al.
A decade experience with infrainguinal
revascularization in a dialysis-dependent
patient population. J Vasc Surg 2002;
36(5): 969-74.

Reed AB, Conte MS, Belkin M, Mannick
JA, Whittemore AD, Donaldson MC.
Usefulness of autogenous bypass grafts
originating distal to the groin. J Vasc
Surg 2002; 35(1): 48-54.

Rosenblum BI, Pomposelli FB Jr, Giurini
JM, et al. Maximizing foot salvage by a
combined approach to foot ischemia
and neuropathic ulceration in patients
with diabetes. A 5-year experience. Dia-
betes Care 1994; 17(9): 983-7.
Saltzberg SS, Pomposelli FB Jr, Belfield
AK, et al. Outcome of lower-extremity re-
vascularization in patients younger than
40 years in a predominantly diabetic pop-
ulation. J Vasc Surg 2003; 38(5): 1056-9.

Diabetes Metab Res Rev 2016; 32(Suppl. 1): 136-144.

DOI: 10.1002/dmrr


http://www.sign.ac.uk/guidelines/fulltext/50/section6.html
http://www.sign.ac.uk/guidelines/fulltext/50/section6.html

144

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

Schneider JR, Walsh DB, McDaniel MD,
Zwolak RM, Besso SR, Cronenwett JL.
Pedal bypass versus tibial bypass with
autogenous vein: a comparison of out-
come and hemodynamic results. J Vasc
Surg 1993; 17(6): 1029-38.

Schneider PA, Caps MT, Ogawa DY,
Hayman ES. Intraoperative superficial
femoral artery balloon angioplasty and
popliteal to distal bypass graft: an option
for combined open and endovascular
treatment of diabetic gangrene. J Vasc
Surg 2001; 33(5): 955-62.

Sigala F, Georgopoulos S, Langer S, et al.
Outcome of infrainguinal revasculariza-
tion for critical limb ischemia in dia-
betics with end stage renal disease.
Vasa 2006; 35(1): 15-20.

Soderstrom M, Arvela E, Alback A,
Aho PS, Lepantalo M. Healing of ischae-
mic tissue lesions after infrainguinal bypass
surgery for critical leg ischaemia. Eur J Vasc
Endovasc Surg 2008; 36(1): 90-5.
Stonebridge PA, Tsoukas Al, Pomposelli
FB Jr, et al. Popliteal-to-distal bypass
grafts for limb salvage in diabetics. Eur
J Vasc Surg 1991; 5(3): 265-9.
Tannenbaum GA, Pomposelli FB Jr,
Marcaccio EJ, et al. Safety of vein bypass
grafting to the dorsal pedal artery in dia-
betic patients with foot infections. J Vasc
Surg 1992; 15(6): 982-8.

Taylor LM Jr, Porter JM. The clinical
course of diabetics who require emergent
foot surgery because of infection or
ischemia. J Vasc Surg 1987; 6(5): 454-9.
Toursarkissian B, Stefanidis D, Hagino
RT, et al. Early duplex-derived hemody-
namic parameters after lower extremity
bypass in diabetics: implications for
mid-term outcomes. Ann Vasc Surg
2002; 16(5): 601-7.

Toursarkissian B, Jones WT, D’Ayala
MD, et al. Does the efficacy of dorsalis
pedis artery bypasses vary among dia-
betic patients of different ethnic back-
grounds? Vasc Endovascular Surg 2002;
36(3): 207-12.

Uccioli L, Gandini R, Giurato L, et al
Long-term outcomes of diabetic patients
with critical limb ischaemia followed in
a tertiary referral diabetic foot clinic. Di-
abetes Care 2010; 33(5): 977-82.
Verhelst R, Bruneau M, Nicolas AL, et al.
Popliteal-to-distal bypass grafts for limb
salvage. Ann Vasc Surg 1997; 11(5): 505-9.
Werneck CC, Lindsay TF. Tibial angio-
plasty for limb salvage in high-risk pa-
tients and cost analysis. Ann Vasc Surg
2009; 23(5): 554-9.

Woelfle KD, Lange G, Mayer H, Bruijnen
H, Loeprecht H. Distal vein graft recon-
struction for isolated tibioperoneal ves-
sel occlusive disease in diabetics with
critical foot ischaemia—does it work?
Eur J Vasc Surg 1993; 7(4): 409-13.

Supporting information

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

Wolfle KD, Bruijnen H, Reeps C, et al.
Tibioperoneal arterial lesions and criti-
cal foot ischaemia: successful manage-
ment by the use of short vein grafts and
percutaneous transluminal angioplasty.
Vasa 2000; 29(3): 207-14.

Woelfle KD, Bruijnen H, Loeprecht H.
Infrapopliteal arterial occlusive disease
in diabetics with critical foot ischaemia:
the role of distal origin bypass grafts.
Vasa 2001; 30(Suppl.58): 40-43.
Zayed H, Halawa M, Maillardet L, Sidhu
PS, Edmonds M, Rashid H. Improving
limb salvage rate in diabetic patients
with critical leg ischaemia using a multi-
disciplinary approach. Int J Clin Pract
2009; 63(6): 855-8.

Rigatelli G, Cardaioli P, Dell’avvocata F,
Giordan M, Lisato G, Mollo F. Endovascular
management of patients with coronary
artery disease and diabetic foot syndrome:
a long-term follow-up. J Geriatr Cardiol
2011; 8: 78-81.

Park SW, Kim JS, Yun 1J, et al. Clinical out-
comes of endovascular treatments for
critical limb ischemia with chronic total oc-
clusive lesions limited to below-the-knee
arteries. Acta Radiol 2013; 54: 785-9.
Lejay A, Georg Y, Tartaglia E, et al. Long-
term outcomes of direct and indirect
below-the-knee open revascularization
based on the angiosome concept in dia-
betic patients with critical limb ische-
mia. Ann Vasc Surg 2014; 28: 983-9.
Acin F, Varela C, Lopez de Maturana I, de
Haro J, Bleda S, Rodriguez-Padilla J. Re-
sults of infrapopliteal endovascular pro-
cedures performed in diabetic patients
with critical limb ischemia and tissue loss
from the perspective of an angiosome-
oriented revascularization strategy. Int J
Vasc Med 2014; 2014: 270539.
Soderstrom M1, Alback A, Biancari F,
Lappalainen K, Lepantalo M, Venermo
M. Angiosome-targeted infrapopliteal
endovascular revascularization for treat-
ment of diabetic foot ulcers. J Vasc Surg
2013; 57: 427-35.

Kabra A, Suresh KR, Vivekanand V, Vishnu
M, Sumanth R, Nekkanti M. Outcomes of
angiosome and non-angiosome targeted re-
vascularization in critical lower limb ische-
mia. J Vasc Surg 2013; 57: 44-9.

Zhan LX, Bharara M, White M, et al.
Comparison of initial hemodynamic re-
sponse after endovascular therapy and
open surgical bypass in patients with di-
abetes mellitus and critical limb ische-
mia. J Vasc Surg 2012; 56: 380-6.
Alexandrescu V, Vincent G, Azdad K,
et al. A reliable approach to diabetic
neuroischemic foot wounds: below-the-
knee angiosome-oriented angioplasty. J
Endovasc Ther 2011; 18: 376-87.
Alexandrescu VA. Commentary: myths
and proofs of angiosome applications in

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

R. ). Hinchliffe et al.

CLI: where do we stand? J Endovasc
Ther 2014: 616-24.

Gershater MA, Londahl M, Nyberg P,
et al. Complexity of factors related to out-
come of neuropathic and neuroischaemic/
ischaemic diabetic foot ulcers: a cohort
study. Diabetologia 2009; 52(3): 398-407.
Armstrong DG, Lavery LA, Harkless LB.
Validation of a diabetic wound classifica-
tion system. The contribution of depth,
infection, and ischemia to risk of amputa-
tion. Diabetes Care 1998; 21(5): 855-9.
LoGerfo FW, Coffman JD. Current con-
cepts. Vascular and microvascular disease
of the foot in diabetes. Implications for foot
care. N Engl J Med 1984; 311(25): 1615-9.
Lepéntalo M, Matzke S. Outcome of unre-
constructed chronic critical leg ischaemia.
Eur J Vasc Endovasc Surg 1996; 11(2):
153-7.

Elgzyri T, Larsson J, Thorne J, Eriksson
KF, Apelgvist J. Outcome of ischemic
foot ulcer in diabetic patients who had
no invasive vascular intervention. Eur J
Vasc Endovasc Surg 2013; 46: 110-7.
Albers M, Romiti M, Brochado-Neto FC,
De Luccia N, Pereira CA. Meta-analysis
of popliteal-to-distal vein bypass grafts
for critical ischemia. J Vasc Surg 2006;
43(3): 498-503.

Romiti M, Albers M, Brochado-Neto FC,
Durazzo AE, Pereira CA, De Luccia N.
Meta-analysis of infrapopliteal angio-
plasty for chronic critical limb ischemia.
J Vasc Surg 2008; 47(5): 975-981.
Biancari F, Juvonen T. Angiosome-
targeted lower limb revascularization
for ischemic foot wounds: systematic
review and meta-analysis. Eur J Vasc
Endovasc Surg 2014; 47: 517-22.
Sumpio BE, Forsythe RO, Ziegler KR, van
Baal JG, Lepantalo MJ, Hinchliffe RJ.
Clinical implications of the angiosome
model in peripheral vascular disease.
J Vasc Surg 2013; 58: 814-26.

Kagaya Y, Ohura N, Suga H, Eto H,
Takushima A, Harii K. ‘Real angiosome’
assessment from peripheral tissue perfu-
sion using tissue oxygen saturation foot-
mapping in patients with critical limb
ischemia. Eur J Vasc Endovasc Surg 2014;
47: 433-41.

Ndip A, Lavery LA, Boulton AJ. Diabetic
foot disease in people with advanced
nephropathy and those on renal dialysis.
Curr Diab Rep 2010; 10(4): 283-90.
Rutherford RB, Baker JD, Ernst C, et al.
Recommended standards for reports
dealing with lower extremity ischemia:
revised version. J Vasc Surg 1997; 26(3):
517-38.

Karthikesalingam A, Holt PJ, Moxey P,
Jones KG, Thompson MM, Hinchliffe
RJ. A systematic review of scoring sys-
tems for diabetic foot ulcers. Diabet
Med 2010; 27(5): 544-9.

Table 1 (evidence table) and the search strategy can be downloaded as supplements from the publisher’s website.

Copyright © 2015 John Wiley & Sons, Ltd.

Diabetes Metab Res Rev 2016; 32(Suppl. 1): 136-144.

DOI: 10.1002/dmrr



