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Management of neuropathic pain in people with diabetes has been widely investigated. However, little attention was paid to address
ischemic-related pain in patients with diabetes mellitus who suffered from chronic limb-threatening ischemia (CLTI), the end stage
of lower extremity arterial disease (LEAD). Pain management has a tremendous influence on patients’ quality of life and prognosis.
Poor management of this type of pain owing to the lack of full understanding undermines patients’ physical and mental quality of
life, which often results in a grim prognosis, such as depression, myocardial infarction, lower limb amputation, and even mortality.
In the present article, we review the current strategy in the pain management of diabetes-related CLTI. The endovascular therapy,
pharmacological therapies, and other optional methods could be selected following comprehensive assessments to mitigate
ischemic-related pain, in line with our current clinical practice. It is very important for clinicians and patients to strengthen the
understanding and build intervention strategy in ischemic pain management and possible adverse consequence.

1. Introduction

Lower extremity arterial disease (LEAD) in diabetes is a lead-
ing cause of limb loss and has a profoundly negative impact
on quality of life and early mortality [1]. Although intermit-
tent claudication (IC) is considered to be the early symptom
in patients with LEAD, it could be relieved by exercise, phar-
macotherapy, and quitting smoking [2]. By contrast, critical
limb ischemia (CLI) represents the end-stage manifestation
of LEAD, with a major amputation rate of 30%, mortality rate
of 25%, and chronic pain of 20% at one year [3, 4].

Although the pain is an important issue for most patients
with CLI, it is often poorly managed and mismanaged [5].
Many individuals with LEAD not only have a higher ampu-
tation rate and mortality but also experience ischemic pain
[6–8]. It has been widely established that coronary artery dis-
ease (CAD) and diabetes mellitus (DM) are among the pre-

vailing comorbidities in patients with peripheral arterial
disease (PAD). However, CLTI is observed to have higher
mortality rate than symptomatic CAD [9].

Moreover, ischemic ulcers carried higher mortality risk
than neuropathic ulcers in patients with DM, although neu-
ropathic ulcers induce considerable morbidity than ischemic
ulcers [10]. In addition, LEAD independently increases the
risk of diabetes-related anxiety and depression with a nega-
tive attitude to treatment, which often leads to poor healing
and amputation [11, 12].

Presently, no randomized clinical trial has been con-
ducted, and no specific practice recommendation has been
provided in the management of ischemic pain in patients
with CLI [5]. It is difficult to conduct a systematic review
and meta-analysis because widespread reviews of the litera-
ture or randomized controlled trials focused on pain man-
agement in CLI are scarce, especially in people with
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diabetes. The timing and means of the good treatment proto-
col for CLI patients are very important to the patients
because they often determine the success rate of limb salvage.

Therefore, we intend to discuss the current therapeutic
approach for the management of ischemic-related pain in
patients with diabetes-related CLTI through our clinical
cases. The purpose of this study was to summarize different
interventions available for the management of such condi-
tion, including the acceptable option for limb salvage with
endovascular therapy and palliative care with pharmacother-
apies in patients with CLTI.

2. Definition of CLTI (Formerly Known as CLI)

Despite the first definition of CLI being published in 1982,
the discussion remains open about the hemodynamic criteria
[13]. The emerging new definition of chronic limb-
threatening ischemia (CLTI) is mainly characterized by rest
pain, with or without skin ulcer or gangrene, which has
replaced the term CLI in recent guidelines [5, 14]. CLTI is
defined as “the presence of ischemic chronic rest pain (>2
weeks) typically in the forefoot with or without ischemic
lesions or gangrene due to arterial occlusive disease” [15]. A
recent position statement released by the European Society
of Vascular Medicine suggests the inclusion of nonhealing
leg ulceration of other origin into the definition of CLTI
due to their poor prognosis and to consider the impact of
frailty on adverse outcome [16].

3. Epidemiology of Diabetes-Related CLTI

It is estimated that up to 1 in 10 patients with LEAD has
CLTI. The natural history of CTLI is of unpredictable nature
and variable. Progression of CLTI from asymptomatic LEAD
or IC has been estimated to be at least 5-10% within 5 years,
while as much as 50% of patients diagnosed with CLTI may
not even have previous history of LEAD [17]. The clinical
presentation of LEAD is characteristically diffuse in distribu-
tion involving multilevel occlusions in distal vessels. In a pilot
study, the prevalence of asymptomatic peripheral arterial
occlusive disease in patients with diabetes was 33% [18].
LEAD has also been associated with type 2 diabetes mellitus
(T2DM). Diabetes mellitus is a major global epidemic; com-
plications of diabetes including diabetic foot ulceration are
increasing proportionally. In a large cohort study of patients
with diabetic foot ulceration in China, the overall amputation
rate among diabetic foot patients was up to 19.03% [19].
LEAD has been found to be 2-4 times more frequent in
patients with T2DM compared to the general population
[8]. It was estimated that the proportional attributable frac-
tion of T2DM for incident LEAD was 14% in the USA [20].

Majority of patients with diabetes-related CLTI may
present also with nonhealing ischemic ulcer to gangrene
(Fontaine stage IV) [21]. In the ADVANCE trial, including
11,140 participants who had T2DM and PAD with a median
duration of seven years, the baseline prevalence of LEAD was
reported at 4.6% when LEAD was defined as chronic foot
ulceration due to arterial insufficiency, need for peripheral
revascularization, or lower-limb amputation of at least one

toe [22]. Recent research has reported higher risk of mortality
from coronary arterial disease (CAD) in long-term follow-up
after retrograde recanalization of chronic total occlusion
(CTO) in patients with DM [23].

4. Pain Characteristic of Diabetes-Related CLTI

4.1. Different from Diabetic Neuropathy. Chronic ischemic
pain is one of the most frequent causes of pain in the lower
extremities [24]. In particular, the coexistence of diabetes is
a significant predictor for the development of CLTI and non-
traumatic amputation. Although the ischemic pain caused by
CLTI has a significant neuropathic component [25, 26], there
are some distinctions from those of painful diabetic neurop-
athy (PDN), not only in pathophysiology but also in charac-
teristics of CLTI [27–29]. Diabetic neuropathy is a unique
neurodegenerative disorder of the peripheral nervous system,
of which approximately 30-50% of patients developed neuro-
pathic pain [30]. The developing field of pain medicine has
gradually revealed the pathogenesis of PDN [27]. New guide-
lines for the treatment of PDN using distinct classes of drugs
have been issued because the pain is known to affect both the
mental and physical wellbeing of patients [31]. However, the
clinical characteristic of chronic ischemic pain in LEAD is
diverse, ranging from asymptomatic to intermittent claudica-
tion, rest pain, nonhealing ulcers, and eventually gangrene.
Both the pathophysiology and mechanism of ischemic pain
remain unclear, but several mechanisms have been proposed:
hemodynamic abnormalities, oxidative stress, and alterations
in skeletal muscle metabolism [32]. Besides, the reduction in
arterial perfusion in the affected limb leads to the accumula-
tion of metabolites; increased acidity in the ischemic tissue
and the onset of central sensitization are present in patients
with CLTI [17].

The characteristic and clinical appearance of chronic
ischemic pain in LEAD usually cover from nociceptive pain
in patients with IC to predominantly neuropathic pain in
patients with CLTI. It has been shown that questionnaires
(VAS, NPSI, S-LANSS, PDI, SF-MPQ) might be a helpful
tool to investigate and diagnose ischemic pain [26].

4.2. Different from Cancer. Previous studies have indicated
that persons with diabetic lower extremity complications
have 5-year mortality rates similar to many common types
of cancer [33]. The impact on quality of life by poor pain
management in patients with CLTI is comparable to
advanced cancer patients. It is well known that managing
pain is a key part of cancer treatment, and the analgesic
framework ladder established by the World Health Organi-
zation (WHO) has been used to guide clinicians through a
systematic approach for many years [34]. The analgesic lad-
der consists of a stepwise approach which includes the use
of some analgesic drugs, such as nonsteroidal anti-
inflammatory drugs (NSAIDs), weak opioids, and strong
opioids and optional nonpharmacologic management in
treating cancer pain. The effectiveness of this recommenda-
tion is confirmed in a majority of patients with cancer pain.
The next question is whether a clinician can adopt this
framework in the mitigation of pain for patients with
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diabetes-related CLTI. To the best of our knowledge, there is
an ongoing debate about whether these guidelines remain the
optimal pain management in all patients which encompasses
persons with diabetic lower extremity complications.

5. Intervention of Pain Management in CLTI

5.1. Endovascular Therapy. In recent years, three leading vas-
cular societies including the European Society for Vascular
Surgery, the Society for Vascular Surgery, and the World
Federation of Vascular Societies were determined to launch
the Global Vascular Guidelines (GVS) in the effort to address
the appropriate management of CLTI. Successful revascular-
ization in CLTI, particularly in patients with tissue loss,
nearly always requires reperfusion to the foot to promote
wound healing and pain relief. Once the clinical manifesta-
tions of CLTI such as rest pain, ischemic ulceration, or gan-
grene have developed, the choice of the intervention such
as balloon angioplasty, stenting, and surgical revasculariza-
tion should be considered in these patients [2]. Moreover,
patients who had substantial tissue loss on the background
of diabetes-related CLTI will require rapid revascularization
within 2 weeks from the first evaluation to in order to pre-
serve the affected limb [35]. The following case presentations
elaborate on our successful efforts in pain management and
limb salvage in patients presented with tissue loss from
underlying ulcerations secondary to diabetes-related CLTI.

A 68-year-old female with T2DM was admitted to the
hospital with a 2-month history of progressing pain and red-
ness in her right foot. She presented a 14-day history of wors-
ening symptoms, especially in the big toe. Physical
examination revealed a necrotic slough over the apex of the
right hallux (Figure 1(a)), skin temperature was unremark-
able, and pedal pulses were nonpalpable. The ankle-brachial
index (ABI) was 0.4. The wound measured as 1:5 cm × 1:0
cm tissue loss without signs of bleeding (Figure 1(a)). Stan-
dard medical treatments including antibiotics were adminis-
tered, blood glucose control was optimized, and peripheral
circulation was improved. Analgesic medications such as
ibuprofen plus codeine tablets (up to 2 tablets every 4 hours
but not take more than 6 tablets in 24 hours), tramadol
hydrochloride sustained release tablets, and intramuscular
tramadol injection (100mg, till a maximum of 400mg per
24 h) were administered when necessary. However, the pain
relief did not seem to be adequate, especially at night. Angi-
ography indicated occlusion at the right anterior tibiofibular
artery and segmental stenosis of the posterior tibial artery
(Figure 1(b)). She underwent balloon angioplasty from the
right dorsal artery to the posterior tibial artery, and intraop-
erative angiography showed satisfactory lumen diameter
(Figure 1(c)). After 1 month, her wound recovered and the
pain subsided (Figure 1(d)).

The diagnosis of CLTI was made on background of clin-
ical symptoms of ischemic rest pain and nonhealing ulcera-
tion over two weeks, in conjunction with perfusion studies
of the lower limb such as ABI and angiography. The learning
point from this case is early revascularization, and appropri-
ate analgesic medication could be an effective treatment to
achieve adequate pain relief and limb salvage. This case study

exemplifies the importance of revascularization in the man-
agement of pain resulted by diabetes-related CLTI.

Although revascularization strategy has been emphasized
in the treatment of CLTI, the adequacy of pain management
is entirely based on the drug of choice. A recent systematic
review reported pharmacological therapies for the manage-
ment of ischemic pain in patients with nonsalvageable CLTI
[32]. Six studies were identified from 792 studies that met full
inclusion criteria, and evaluated the use of intravenous lido-
caine [36], oral gabapentin [37], intravenous ketamine [38,
39], and the combination of transdermal buprenorphine
and epidural morphine/ropivacaine infusion [40, 41]. They
found that all studies had shown an improvement in severity
of ischemia pain in CLTI but with varying side effects. There-
fore, no pharmacological agents can be recommended in this
case because of the complex pathophysiology of pain in CLTI
and limited clinical evidence [32]. Importantly, clinicians
and patients should be aware of the consequences of pain
syndrome in diabetes and the profound progression that
can occur in the face of an ischemic limb with concomitant
neuropathy masking symptoms. In another example, we
present a case of progressive gangrene without a previous his-
tory of LEAD and the development of rest pain, all of which
have been largely disparaged by the patient until the lower
limb amputation has to be considered.

A 69-year-old man with T2DM presented to our emer-
gency department for sepsis related with the left foot. The
patient had a 3-month history of a progressive ischemic
lesion on his left foot, starting from mild cyanosis, nonheal-
ing arterial ulcer to gangrene. The patient’s daughter meticu-
lously photographed the course of the lesion over 81 days
(Figure 2(a), image courtesy of the patient’s family). The
patient has been plagued by the progressive ischemic pain
over 3 months, from the tolerable rest pain to the subsequent
persistent severe pain. Initial clinical presentations were signs
of toes turning cyanosed with accompanying symptoms of
feeling cold in his left lower limbs cold and occasional tender-
ness during ambulation. As the symptom was not evident,
the patient paid no attention (Day 1 in Figure 2(a)). Surpris-
ingly, after a few days, his fifth toe became gangrenous and
nonhealing skin ulcer occurred on his left external ankle
region (Days 18 to 21 in Figure 2(a)). At the same time,
symptoms of rest pains and IC have also emerged. The pain
is now characterized as a constant burning sensation or
numbness in the ankle or foot in the absence of activity. He
scored 4 out of 11 points on the numerical rating scale
(NRS) [42]. Yet, he refused endovascular intervention or
amputation of nonviable fifth toe but agreed on pain-relief
medications. Unfortunately, his left foot gangrene progressed
gradually upon returning home (Days 39 to 65 in
Figure 2(a)). Tissue loss in the foot ranged from small ulcer
to widespread gangrene. During this period, though the pain
was aggravated but has been well managed by a combination
of oral analgesics including acetaminophen (500mg, pills, 2 g
per 24h) and other NSAIDs. Once again, he disparages the
seriousness of the condition and had no desire to seek medi-
cal assistance. As such, we did not have an opportunity to
treat until the condition was life-threating. On examination,
he had profound gangrene of the left foot (Day 81 in
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Figure 2(a)). Following fluid resuscitation and culture of
wound secretion, he was treated with broad-spectrum
empiric antibiotic agents. Simultaneously, he was prescribed
opioid-based analgesics such as tramadol to relieve the
unbearable pain. Although it was effective by oral adminis-
tration initially, the patient subsequently had an intramuscu-
lar injection of tramadol. Angiography revealed partial
stenosis of the femoral artery and complete occlusion of the
infrapopliteal vessels in the left lower extremity
(Figure 2(b)). Following endovascular intervention and
below-knee amputation, no worsening of gangrene was
observed and pain has resolved completely, with no recur-
rence during 9 months of follow-up (Figure 2(c)).

As the risk of amputation in a deteriorating diabetic foot
ulcer is high, when open or endovascular intervention has
failed or is not possible, pain management is essential to
improve quality of life and disease prognosis. From this case,
we can learn that early medical intervention is important to
improve clinical outcomes of CLTI.

Peripheral angioplasty (PTA) has been established to be
the first-choice revascularization procedure in diabetic
patients with CLTI. However, there are cases of CLTI that
are not considered suitable candidates of angiographies or
revascularizations for various reasons [43]. Firstly, it has been
shown that the frailty syndrome in patients with diabetes is
considered to be associated with worse prognosis for patients
undergoing revascularization [44]. Secondly, on the back-

ground of chronic total occlusions (CTOs), patients with
COPD treated with retrograde endovascular recanalization
is associated with higher mortality [45]. Recent research has
revealed that gender has an effect on long-term clinical out-
comes in patients with CTOs of infrainguinal lower limb
arteries treated from retrograde access with peripheral vascu-
lar interventions (PVIs) [46]. Males tend to have an increased
risk of repeated PVI in patients with CTOs of infrainguinal
arteries which was previously treated with retrograde access
[46]. Moreover, the patients with diabetes present a higher
rate of binary restenosis and amputation at 2 years following
peripheral transluminal angioplasty [47] and restenosis is
evident in some patients within 5 years postoperatively
[48]. The rate of restenosis after endovascular treatment
may be associated with impaired glycemic control and dialy-
sis [49].

On the other hand, several studies have demonstrated
that wound care, as the only treatment for CLTI, can heal
approximately 50% of wounds without revascularization
[50, 51]. Therefore, to some extent, it is difficult for clinicians
to make the challenging decision—whether or not to perform
the revascularization to save the limbs. In order to determine
which patients will require and would benefit from revascu-
larization, risk stratification that is based on three major fac-
tors as follows, Wound, Ischemia, and foot Infection (WIfI),
has been introduced by the Society for Vascular Surgery
Lower Extremity Threatened Limb Classification System in

(A) (B) (C) (D)

Day 32Day 1

Day 2 Day 47

Figure 1: Lower limb salvage with revascularization in diabetic chronic limb-threatening ischemia.

Day 1

Day 39 Day 65 Day 81

Day 18 Day 21

(A) (B) (C)

Figure 2: Amputation and endovascular therapy in diabetic lower limb gangrene.
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2014 [12, 52]. With the WIfI classification system, revas-
cularization significantly reduced the risk of amputation
[53, 54]. This risk stratification system has been validated
in clinical studies which demonstrated the potential utility
of WIfI score to predict 1-year major lower extremity
amputation (LEA) risk [55]. Moreover, the research also
showed that after revascularization, wound severity is
most strongly associated with LEA risk. Therefore, the
three risk factors including tissue loss, ischemia, and infec-
tion are suggested to be evaluated to reduce the risk of
amputation [56].

Endovascular therapy has increasingly become the initial
clinical option for the treatment of LEAD, especially for
patients with CLTI. Some recent studies have compared the
clinical outcomes between open reconstruction and endovas-
cular therapy for CLTI. The BEST-CLI (Best Endovascular
versus Best Surgical Therapy in patients with Critical Limb
Ischemia) trial is a prospective, multicenter, multispecialty
randomized controlled trial designed to compare the effec-
tiveness of open and endovascular interventions for 2100
patients suffering from CLTI [57–59]. In the overall CLTI
population, the 3-year amputation-free survival was not dif-
ferent between the two treatment strategies in today’s real-
world settings [60].

5.2. Pharmacological Therapies. The treatment for CLTI is
aimed at relieving ischemic pain, healing ischemic ulcers,
avoiding limb loss, improving life quality, and prolonging
survival. For pain management in CLTI, guidelines usually
recommend a tiered approach, with a “trade off” between
benefits and harms [5, 61, 62]. As no optimal pharmacological
therapy has been established, the management of ischemic
pain is challenging in patients unsuitable for endovascular
intervention or amputation surgery [32]. It is difficult for clini-
cians to evaluate the effectiveness of palliative approach to deal
with pain when all other options for limb salvage such as
revascularization, surgery, and pharmacotherapies are
exhausted. It is highlighted that intravascular lesions may be
further aggravated during palliative care inadvertently. For
the patients with CLTI caused by diffuse vascular calcification
occlusions, endovascular therapy is ineffective and analgesia
treatment cannot improve the sort of pain.

Accordingly, palliative pain management as a component
of a care plan or a care focus early in the course of chronic
diseases has been emphasized by the WHO [63]. Many stud-
ies have been conducted to investigate the use of lidocaine,
gabapentin, or ketamine, which may optimize neuropathic
pain’ however, the supporting evidence of their efficacy for
CLTI is limited [32, 64]. A previous study has demonstrated
that patients with recurrent or stable nonhealing foot wounds
can benefit from integrated palliative care such as managing
pain [65]. However, it is important to stress that there is little
research evaluating the risks and benefits of integrating palli-
ative care into usual diabetic foot care, although it is possible
to make some clinically meaningful recommendations. Some
analgesic drugs and vasoactive substance such as tapentadol
prolonged release and pentoxifylline are used to reduce the
severe chronic ischemic pain with LEAD [66, 67].
Propionyl-L-carnitine (PLC) can reduce analgesic consump-

tion and pain perception [68]. In theory, opioid combination
with NSAIDs is effective at reducing opioid requirements;
however, there is insufficient evidence that they can mitigate
opioid side effects [34]. Nevertheless, these patients will grad-
ually require increasing high opioid dose use [69], although
some local anesthetics such as bupivacaine when combined
with morphine will provide better and longer analgesic for
ischemic pain as compared with a local bupivacaine alone
for the short term. However, they are not used for the long
term owing to serious adverse effects and potential addiction
[70]. There is inconclusive evidence for the long-term effec-
tiveness and safety of prostanoids in patients with CLTI
[71, 72]. Moreover, a Cochrane review found that intrave-
nous naftidrofuryl for CLTI was ineffective in reducing the
symptoms of CLTI [73]. Table 1 shows the pharmacological
therapies related to ischemic pain management in patients
with CLTI.

For CLTI in patients with diabetes, in addition to the use
of antithrombotic, lipid-lowering, antihypertensive, and gly-
cemic control drugs, smoking cessation, diet, exercise, and
preventive foot care advice with customized diabetic foot-
wear are particularly important in order to achieve a better
prognosis and quality of life.

5.3. Rehabilitative, Surgical, and Cellular Treatments. Besides
the pharmacotherapies, there are many other methods that
have been suggested to improve the pain and decrease med-
ication utilization in CLTI. For example, spinal cord stimula-
tion can provide for improvement in pain and potentiate
wound healing of ischemic ulcers [74, 75]. A noncontrolled
study that enrolled 38 patients with CLTI shows that 94%
of patients experience pain relief [76]. The other study
revealed the effectiveness of peripheral nerve crushing
(Smithwick operation) to relieve chronic pain in diabetic
and ischemic foot ulcers [77]. Besides chemical lumbar sym-
pathectomy as well as epidural blockade with bupivacaine
and morphine, ozone autohemotherapy seems to show ben-
eficial effects in CLTI with ulcerations [78]. Transcutaneous
electrical stimulation (TES) appears to be a useful method
superior to drug therapy in curing arterial circulatory distur-
bances of the lower extremities [79]. Moreover, percutaneous
deep vein arterialization perhaps represents an alternative
option for the treatment of no-option diabetic CLI. In a pilot
study including seven patients with diabetic CLI, complete
wound healing was achieved in 4 of 7 patients and 5 of 7
patients at 6 and 12 months, respectively [80]. On the other
hand, regenerative medicine approaches (e.g., cell and gene
therapies) for CLTI have not been well established due to
the restriction to rigorously conduct a randomized clinical
trial. Our previous studies suggested that stem cell therapies
are promising in the treatment of CLTI [81–84]. A case of
DFU with normal blood supply was successfully treated with
autologous platelet-rich gel combined with bone marrow
mesenchymal stem cell transplantation [85]. Collectively, all
these methods seem to be effective in wound healing and pain
relief. However, these novel technologies should be subject to
rigorous evaluation as their mechanisms and long-term out-
comes remain further researched, especially in the environ-
ment of diabetic CLTI.
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In summary, for patients with CLTI, endovascular ther-
apy or surgical bypass surgery should be performed for vas-
cular reconstruction as early as possible. Pharmacological
treatments are the basis of the treatment of diabetic foot,
which are suitable for patients with mild to moderate LEAD.
They are primarily used to delay the development of the dis-
ease and improve the clinical symptoms and quality of life. In
some cases, when the above interventions are unavailable or
ineffective, some other methods such as spinal cord stimula-
tion or lumber sympathectomy could be considered to relieve
pain and to avoid complications.

Based on our experience, a multidisciplinary team
approach to manage the chronic ischemic pain is vital, since
different specialties have different therapeutic options for the
treatment of chronic ischemic pain [86]. Moreover, no single
specialty is able to manage all aspects of the patients with dia-
betic CLTI. At present, there may be a potential delay from
the initial clinical symptoms of pain to the subsequent refer-
ral to the appropriate medical and surgical specialties. With
increased participation of multidisciplinary specialties in
the pain management of diabetic CLTI, the effort to salvage
the lower limb has increased significantly, which may help
to improve the poor prognosis. The pain management of
CLTI in patients with T2DM requires a multidisciplinary
team that is composed of endocrinologists, clinical pharma-
cists, vascular surgeons, and podiatric surgeons. Figure 3
illustrates a pain management team structure and the inter-
disciplinary components.

6. Conclusion

The management of pain in people with diabetes and CLTI
remains a challenge. This is due to the complex pathophysi-
ology of pain in CLTI, limited research base with pharmaco-
logical management, varying subjective feelings and severity
of individuals, and varying degrees of pain relief for optional
treatment approaches. For patients with ischemic pain

caused by diabetes-related CLTI, the half-life of analgesia
drug is short, so the effect is limited, and appropriate revascu-
larization still remains an effective way to relieve pain and
reduce the risk of amputation. Conservative therapy provides
temporal pain relief but masks the progress of the ischemic
foot and often leads to the disease deterioration. In addition,
for ischemic diabetic foot with severe complications, all
means may not be useful to avoid occurrence of adverse out-
comes. Therefore, it is important for clinicians and patients
to deepen their understanding of ischemic pain management
and awareness of the possible adverse consequence as early as
possible. Simultaneously, a multidisciplinary team approach
to mitigate pain and reduce risk factors and comorbidities
of CLTI is probably recommended. More efforts should be
made to explore to formulate an effective intervention of
relieving pain in patients with diabetic lower limb ischemia
and to improve their quality of life avoiding the occurrence
of adverse consequences.
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