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Painful diabetic polyneuropathy; generating processes
and future therapeutic considerations

José Alonso Betancourt-Sandoval, MD;*,** Alfredo Covarrubias-Gómez, MD;***
Uriah Guevara-López MD***,****

SUMMARY

Painful diabetic neuropathy (PDN) is a chronic complication of diabetes
mellitus (DM). The prevalence of DM in the general population is 6.9% and
the prevalence of PDN ranges from 20 to 24% among diabetic patients. The
clinical manifestations of PDN are distal weakness, absence of tendinous
reflexes, pain and loss of distal sensitivity. These manifestations are the
final outcomes of a series of mechanisms that are involved in its pathogen-
esis; thus, some authors suggest a pharmacologic approach mechanism-
based. The main objective to treat PDN is to control blood glucose and pain.
To achieve this goal, diverse drugs such as aldolase-reductase and sero-
tonine re-uptake inhibitors, tricyclic antidepressants, anticonvulsants, mex-
iletine, tramadol, levodopa, gamma-linolenic acid, alpha-lipoic acid, dex-
tromethorphan, capsaicin, transcutaneous electrical nerve stimulation, acu-
puncture, among others had been used. The objective of this paper is to
present to the reader updated information helpful to identify, evaluate and
treat this complication.
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RESUMEN

La neuropatía diabética dolorosa (NPDD) es una complicación crónica de la
diabetes mellitus (DM) observada frecuentemente en la práctica clínica. Se ha
reportado que la prevalencia de DM en la población general es del 6.9% y que
la prevalencia de NPDD en los pacientes diabéticos es del 20 al 24%. La
neuropatía diabética se caracteriza por la presencia de debilidad distal, ausen-
cia de reflejos tendinosos, dolor y pérdida distal de la sensibilidad en extremida-
des. Estos hallazgos, son el resultado de los diversos mecanismos que se
encuentran involucrados en su etiología. Por ello, diversos autores sugieren
que el abordaje terapéutico debe fundamentarse en sus mecanismos de pro-
ducción. El objetivo terapéutico principal de la NPDD es la obtención del control
de la glicemia y del dolor. Para alcanzarlo, se ha propuesto el empleo de
diversos fármacos entre los que se encuentran: inhibidores de la aldosa-re-
ductasa y de la recaptura de serotonina, antidepresivos tricíclicos, anticonvul-
sivantes, mexiletina, tramadol, levodopa, ácido gamma-linoleico, ácido alfa-
lipoico, dextrometorfan, capsaicina, estimulación nerviosa eléctrica transcutá-
nea, acupuntura, entre otros. Con base en estas consideraciones, nuestro
objetivo es proporcionar al lector elementos actuales que faciliten la identifica-
ción, evaluación y tratamiento de esta entidad.

Palabras clave: Dolor, diabetes, neuropático, polineuropatía diabética.
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INTRODUCTION

Diabetes mellitus (DM) is a chronic-degenerative disease
whose frequency is rising; its complications both, acute and
chronic, target different organs and systems, decreasing the
quality of life and functional status of patients afflicted with
this condition.

Painful diabetic polyneuropathy (PDPN) is a chronic
nerve damage caused by diabetes mellitus. This condition
is commonly observed in clinical practice; it has different
forms of presentation and can be disabling. It is still unclear
how pain is generated because the mechanism has not been
identified in detail. Nevertheless, a number of investiga-
tions have proven that hyperglycemia triggers the nervous
lesion. Several authors suggest that therapeutic schemes
should be focused in this causal mechanism [hyperglyce-
mia] with the aim to reducing neuropathy.

In the last decade, a great deal of information addressing
PDPN from several perspectives has been published, such
as: a) changes that PDPN produce in sensitive fibers; b)
mechanisms of pain generation; c) effectiveness of thera-
peutic analgesia.

The objective of this paper is to provide the reader state
of the art elements to simplify the identification, evaluation
and treatment of PDPN.

DEFINITION

Painful diabetic polyneuropathy is defined as the finding
of signs and symptoms suggesting peripheral nervous dys-
function of a patient with DM and after excluding other
causes(1). Therefore, to facilitate its diagnosis and treat-
ment, a thorough clinical examination should be performed
routinely(2).

The absence of pain symptoms in a patient with DM
is not a criterion to exclude the presence of a nervous
lesion (sensory, motor or autonomic); some types of neu-
ropathy are asymptomatic(2) and the clinician cannot
identify them.

PDPN may have somatic and/or autonomic manifesta-
tions and the diagnosis of PDPN requires to fulfill at least
two of the following criteria: a) signs; b) symptoms); c) ab-
normalities of the nerve impulses; d) quantitative sensory
tests or e) quantitative autonomic tests(2).

EPIDEMIOLOGY

Diabetes mellitus is regarded as a public health problem. It
is estimated that between 110 and 120 million people world-
wide have diabetes. Approximately 62 million of patients
with diabetes live in Latin American countries(3) and more
than 14 million live in the United States(4).

Its prevalence has increased in the general population
(from 4.9% in 1990 to 6.9% in 1999). Among people older
than 69 years, DM prevalence is higher(4) (14.4% in 1999)
and it is estimated that 2.8 people die annually due to caus-
es attributable to this condition(3).

Neuropathy is the most common chronic complication
of DM(5). The annual incidence(6) of this affection is 2%
and is occurrence is related to an increase of morbidity
and mortality(7). Its presentation is associated with the
time in which DM has progressed. It has been document-
ed that approximately 50% of patients having DM for
more than 25 years will develop possibly some kind of
neuropathy(8).

In 1995, Partanen et al reported a 10-year follow-up study
that included patients with diabetes and a control group.
The results showed that 20% of patients with DM and 3% of
control group patients had developed neuropathy(9).

Painful diabetic polyneuropathy is a form of neuropa-
thy that has a considerable impact on the quality of life
of those afflicted with such a condition; its prevalence
ranges from 20% to 24% in the general population(4).
Poor glycemic control favor an increase in neuropathic
symptoms. Among patients with type 2 DM, poor glyce-
mic control is directly related to the increase in neuropa-
thy and between 43% and 53% of them suffer pain in
their legs as a consequence of such a poor glycemic con-
trol. For this reason, hyperglycemia has been identified
as the main cause of PDPN(11).

Nevertheless, the risk factors for this condition have not
been clearly documented. It has been proposed that: a) the
time of progress of diabetes; b) ageing; and c) poor glycem-
ic control (high levels of hemoglobin A1c), are the risk fac-
tors for developing distal symmetric sensory neuropathy
which in turn causes pain.

GENERATING MECHANISMS OF PAINFUL
DIABETIC POLINEUROPATHY

Several generating mechanisms of PDPN have been iden-
tified, such as: a) hyperglycemia; b) microvascular fac-
tors; c) metabolic pathways (polyoles, myoinositol, C-
peptide, protein kinase C, glycosylation and oxidative
stress; d) growing factors (nerve growth factor, brain-de-
rived neutrophic factor, insulin-like growth factor, en-
dothelium-specific growth factor, and e) immunologic
mechanisms. Each of these elements interacts with each
other causing nervous damage that will end in PDPN.
Therefore, the treatment should have a mechanistic ap-
proach(12) (Figure 1).

Hyperglycemia: The duration and severity of hyper-
glycemia are related directly to the severity of neuropa-
thy(13).
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Microvascular factors: There is a relationship of hyperg-
lycemia with abnormalities of the microvascular system and
of peripheral nerves. The increase of glycemia favors thick-
ening of the vascular basal membrane and endothelial hy-
perplasia. These elements cause a decrease of the tissue ox-
ygen tension, thus causing hypoxia and generating the
appearance of neuronal dysfunction(14).

Polyol pathway: The enzyme aldolase-reductase causes
oxidation reduction of glucose that is converted into sorbi-
tol and this reaction oxidizes NADPH to NADP+ (nicotina-
mide adenine dinucleotide phosphate). Accrual of sorbitol
(hyperosmolar substance) results in osmotic stress causing
neuronal damage(15). Preclinical studies have proven that
this pathway is involved in the generation of nervous anom-
alies and decrease the speed of nervous transmission. These
observations suggest the possibility that administering al-
dolase-reductase inhibitors would decrease the abnormali-
ties that this metabolic pathway produces. Nevertheless,
human trials have reported controversial results, because
the levels of sorbitol and fructose increased slightly after
the administration of aldolase-reductase and the severity of
neuropathy did not change(16).

Myoinositol: The deficiency of production of myoi-
nositol is related to neuropathy. Even though, in one clin-
ical study in which the investigators performed biopsies of
nerves from healthy patients and from patients with diabe-
tes, myoinositol concentrations in the nervous fibers were
similar in both groups, without statistically significant dif-
ferences(17).

Glycosylation: Hyperglycemia occurs due to the forma-
tion of the final products of advanced stages of glycosyla-
tion. These substances participate in different immunologi-
cal mechanisms. Glycosylation induces monocytes and
endothelial cells and increase production of cytokines and
adhesion molecules that participate in the genesis of the
nerves damage(18,19).

Oxidative stress: Diabetes mellitus causes a hyper meta-
bolic state that promotes the increase in intracellular glu-
cose and participates in the formation of advanced glyca-
tion end products (carbonyls). These groups bind to proteins
and lipids causing the glycoxidation and lipoxidation reac-
tions(20). The excess of intracellular glucose increase the
production of reductive agents (NADP and FADH2) through
glycolysis and through the tricarboxylic acid cycle(15). These
biochemical changes favor continuity of the metabolic state.

Growth factors: Neurotrophins are a class of growth fac-
tors that promote the survival of neurons by inducing mor-
phologic differentiation of the cell. This process: a) increas-
es nerve regeneration; b) stimulates the expression of
neurotransmitters; c) changes physiological features of neu-
rons. These substances could possibly have a clinical appli-
cation on the damaged nerve fibers. Use of the human re-
combinant nerve growth factor has shown controversial
results and is currently in a preclinical stage. Brain-derived
neurotrophic factor in animal models has reported promis-
ing results(21).

C-peptide: This substance acts on: a) the sodium-potas-
sium ATPase; b) the synthesis of endothelial nitric oxide

(*)ROSs: Reactive species of
oxygen.

Figure 1. Physiophatology
mechanisms involucrated in
the generation of the diabetic
neuropathy.

Hyperglycemia
Microvascular vasoconstriction,

enlargement of basal membrane,
endothelial hyperplasia

Nervous hypoperfusion
and ischemia

Increase of glycosylation
of proteins

Increment of the glucose
in nerve and vascular tissue

Reaction: glucose-
sorbitol-fructose

Increment of
diacylglycerol

Sugar+ROSs
=Carbonyls

Increment of glucolysis
and activation of the
carboxylic cycle

Formation of final products
of the glycosylation

Activation of receptors for final
products of the glycosylation

Oxidative stress

Carbonyl + proteins
or lipids=
products of lipo-
oxidation or
glyco-oxidation

Increment of
superoxide Proteins + glucose

Final
of

products
glycosylation

Lesion or
nervous death

Protein kinase C

Polyols
via



Revista Mexicana de Anestesiología

Betancourt-Sandoval JA et al. Painful diabetic polyneuropathy

30

www.medigraphic.com

and c) the expression of neurotrophic factors that influence
in the neural node degeneration that occurs in patients with
type I diabetes. C-peptide bounds to transcription factors
and intervenes in cellular apoptosis(22,23). This mechanism
inhibits oxidant stress and possibly intervenes in generat-
ing neuronal damage.

Protein kinase-C (PKC): This is a family of twelve
isozymes that are activated by phosphorylation, act inside
the cell and bind to diacylglycerol (a second messenger).
PKC participates in the transduction pathway that origi-
nates the production of some mechanisms involved in gen-
erating neuropathic or neurogenic pain. During hypergly-
cemia, there is an increase of PKC and diacylglycerol in the
tissues; however, in the nervous fibers, concentration of these
substances remains unchanged(12). Concentration (tissue-
nerve) differences are possibly involved in generating neu-
ropathy. Administering PKC inhibitors (ß1 and ß2) improve
the speed of nervous transmission in diabetic animal mod-
els and the biological activity of the Na-K ATPase, averting
the decrease of neuronal blood flow(24).

Immunologic mechanisms: Patients with type 2 diabetes
with neuropathy have a calcium-dependent autoimmune
immunoglobulin, which is independent from the comple-
ment that induces apoptosis of nerve cells(24).

THE CONSEQUENCES OF AUTONOMIC
ANOMALIES

The sensory-motor diabetic neuropathy is the commonest
nervous affliction. However, several reports have docu-
mented an increase in the incidence of autonomic neurop-
athies(25). This nervous dysfunction affect several anatom-
ic structures and promotes the development of atypical
pain symptoms.

a) The cardiovascular autonomic alteration has 27% mor-
tality after 10 years of disease progression. Its incidence
is 15% in patients with type 1 diabetes and 20% in pa-
tients with type 2 diabetes. It has been proposed that an
association exists between coronary artery disease and
cardiovascular autonomic neuropathy.

b) Gastroparesia is the most common clinical manifestation
of gastrointestinal autonomic neuropathy. This condi-
tion can affect from the esophagus to the colon and its
symptomatology includes gastro esophageal reflux, mal-
absorption syndrome, constipation, abdominal pain, di-
arrhea and fecal incontinence(12).

c) Genitourinary autonomic changes favor the occurrence
of sexual dysfunction and urinary incontinence.

These types of autonomic dysfunctions can have several
manifestations such as: chest pain, low back pain, abdomi-

nal pain or recurrent pelvic pain; pain in one or both shoul-
ders, epigastralgia and dyspareunia, among others. There-
fore, patients at risk with atypical pain must be thoroughly
examined; this can be the initial manifestation of unidenti-
fied diabetes mellitus.

STAGING

The etiology and pathogenesis of diabetic neuropathy have
not been completely portrayed. Available classifications are
based upon the anatomical and clinical findings (Table I)
and on the severity of the polyneuropathy (Tables II and
III)(2,27,28).

DIAGNOSIS

Most peripheral neuropathies are noticeable by: a) sensory
abnormalities (“stocking-glove” pattern); b) pain; c) distal
weakness; d) absence of tendinous reflexes; e) autonomic
symptoms. The clinical progression is variable, depending
upon the type of nerve damage (sensory, motor, and auto-
nomic). The diagnosis of diabetic neuropathy in patients
with comorbidity is very difficult and should be considered
after disregarding other condition(29).

The diagnostic approach should be systematized through
a three-stage process.

First stage: The patient must be clinically assessed by
performing clinical history, physical exam and ordering fol-
lowing laboratory exams (blood glucose, urinalysis for pro-
teinuria, complete erythrocyte account, erythrocyte sedi-
mentation rate, thyroid - stimulating hormone blood test,
determination of vitamin B12 and folates; also, concentra-
tion of blood glucose, liver and renal function tests should
be considered. If after analyzing the results of these tests,
the cause of neuropathy is still unclear or if the patient has
an atypical presentation, then referral to a neurologist is
advisable.

Second stage: The diagnostic uncertainty should prompt
to carry out and evaluate the results of electrophysiological
tests that will register distal and proximal nerve stimuli (80%
will have and axonal component and 20% demyelination);
additionally following tests should be ordered: serum pro-
tein electrophoresis test, ascertainment of the angiotensin
converting enzyme, rheumatoid factor, antinuclear antibod-
ies, antineutrophilic antibodies and chest X-ray.

Third stage: if the diagnosis remains unclear, the tests
that to be ordered in this third stage will depend upon the
results of the neurophysiological studies (axonal damage or
demyelination). Order following tests: ascertainment of
Bence-Jones protein in urine, glucose tolerance curve, cere-
brospinal fluid (cell counting, proteins and oligoclonal
bands, HIV, antineuronal bodies (Hu, Yo), tests to identify
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Similarly, we recommend searching for carcinoma, lympho-
ma or solitary myeloma (by using radiology tests).

A number of diseases can be related to peripheral neuro-
pathies, therefore, a systematic evaluation through above
mentioned stages is required to make the diagnosis. Re-

garding diabetic polyneuropathy, a significant proportion
of diagnoses can be made in the first and second stages.

Diabetes can also cause diabetic lumbosacral plexopathy
(Bruns-Garland syndrome). Carrying out a systematized eval-
uation of its clinical manifestations and of the diagnostic
tests is useful for the diagnosis. The main clinical findings to
search for are: gender (it is more common in men); pain semi-
ology, muscular weakness and significant weight loss (> 10-
20 kg). Following diagnostic tests should be considered: elec-
tromyography, nerve conduction test, cerebrospinal fluid test.
Carrying out a nerve biopsy is not helpful for the treatment,
and is only useful to make differential diagnoses(31).

DIFFERENTIAL DIAGNOSES

Other causes of acute peripheral neuropathy are: Guiliain-
Barré syndrome, porphyry, diphtheria, acute sensory idio-
pathic neuropathy, critically ill patients, renal failure, para-
neoplasias, celiac disease, sarcoidosis, HIV, leprosy,
amyloidosis, Fabry’s disease, hereditary sensory neuropa-
thies, Tangier disease, toxic neuropathies (antiretroviral
drugs, antineoplastic drugs, antibiotics, alcohol, pyridox-
ine, arsenic, etc.); autoimmune diseases (neuropathies as-

Table I. Classifications of diabetic neuropathy.

Clinical classification of diabetic neuropathy Anatomoclinical classification

a) Reversible neuropathies a) Polyneuropathy a) Extension of diabetic
• Hyperglycemic neuropathy • Sensory polyneuropathy

(1) Acute sensory • Distal symmetric sensory
b) Symmetric generalized polyneuropathy (2) Chronic sensory-motor polyneuropathy

• Sensory-motor • Long fibers neuropathy
• Acute sensory • Autonomic • Pain symmetric
• Autonomic (1) Cardiovascular polyneuropathy

(2) Gastrointestinal • Autonomic neuropathy
c) Focal and multifocal neuropathies (3) Genitourinary

• Cranial (4) Other b) Focal and multifocal
• Thoraco-lumbar radiculoneuropathy neuropathies
• Focalized to the extremities • Proximal motor • Cranial neuropathy
• Proximal motor or amyotrophic (amyotrophic) • Extremities neuropathy

(1) Trunk • Proximal diabetic
neuropathy

• Mono-neuropathy of lower extremities
(1) Isolated peripheral • Trunk neuropathy
(2) Multiple mono-neuropathy
(3) Trunk c) Most common non-diabetic

neuropathies in diabetic patients
• Due to pressure
• Acquired inflammatory

demyelinating
polyneuropathy

Table II. Staging of diabetic polyneuropathy.

N0 Without objective evidence of diabetic
neuropathy

N1 Asymptomatic polyneuropathy
• N1a: no signs or symptoms of neuropathy,

but neurologic tests with abnormalities
• N1b: abnormalities in conduction speeds,

plus abnormalities in neurologic
examination

N2 Symptomatic neuropathy
• N2a: signs, symptoms and tests

abnormalities
• N2b: N2a plus significant knee

dorsiflexion
N3 Disabling polyneuropathy
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sociated with monoclonal gammopathies, lupus, Sjögren
syndrome, rheumatoid arthritis, mixed connective tissue
disease, vasculitic neuropathies) and cryoglobuline-
mia(29,32).

Clinical differences between acute
and chronic neuropathies

Table IV shows the clinical differences between sensory-
motor neuropathies, acute or chronic.

THERAPEUTIC APPROACH CONSIDERING THE
GENERATING MECHANISMS

Proper glycemic control can decrease the risk for neur-
opathy and for other complications associated with dia-
betes mellitus(4,33,34). Drug treatment includes prescrip-
tion of aldolase-reductase inhibitors with the aim to
reducing the polyol pathway activity(35); sorbinil is a
drug that belongs to this group, although it has not shown
clinical efficacy. However, tolrestat and statil have
shown promising outcomes(36). These drugs have the

Table IV. Characteristics of acute and chronic sensory- motor neuropathies.

Findings Acute Chronic

Onset Quick Gradual
Symptoms Intense burning pain, Burning pain, paresthesia, numbness,

weight loss weight loss
Severity of symptoms Severe Mild to moderate
Signs Light sensory abnormalities and  “Stocking-glove” pattern, absence of

unusual motor abnormalities Achilles tendon reflex
Other complications Unusual Increase of prevalence due

to diabetes
Electrophysiology Normal or slightly abnormal Unusual abnormalities of sensory and

motor nerves
Natural history Full recovery in twelve months Symptoms and signs can persist

intermittently for years and there is risk
for feet ulceration

Table III. Stages of peripheral diabetic neuropathy.

Neuropathy Clinical data

No neuropathy No evidence of signs or symptoms
Chronic painful neuropathy Stabbing, burning, or aching (needle points) that is worst at night, reflexes

are decreased or absent
Acute painful neuropathy Severe symptoms (hyperesthesia) after application of insulin, minor signs or no signs
Painful neuropathy with Numbness of feet or no symptoms, reduced or absent sensibility,
complete or partial sensory loss reduced sensibility to temperature, absent reflexes
Late complications Feet lesions, deformities, non-traumatic amputation

following effects: a) regression of the anatomical dam-
age of the neural node; b) regeneration of nerve fibers;
c) decrease of pain(37).

There is a wide variety of drugs to treat PDPN, among
which we can mention: tricyclic antidepressants; sero-
tonin reuptake inhibitors; anticonvulsants; mexiletine;
tramadol; levodopa; gamma-linolenic acid; alpha-lipo-
ic acid; dextromethorphan and capsaicin, among oth-
ers(38). After comparing several therapeutic schemes,
there is significant difference between gabapentin and
amitriptyline(39) or among carbamazepine, nortriptyline
and fluphenazine(40). Currently, the results about the
efficacy of phenytoin are inconsistent(41). Topiramate
decreases the pain, but 28% of patients withdrew from a
study due to its adverse effects(42). Lamotrigine(43) and
tramadol(44) have shown to be more effective than pla-
cebo. High doses of dextromethorphan reduce the pain,
yet its use is limited due to its adverse effects(45). In an
open study, oxcarbazepine showed to be efficacious for
the treatment of symmetric diabetic neuropathy; it was
well tolerated at dosages ranging from 900 to 1,200 mg/
day(46).
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ESTE DOCUMENTO ES ELABORADO POR MEDIGRA-
PHIC

Gabapentin is an anticonvulsant that is related structur-
ally to the neurotransmitter gamma-aminobutyric acid. This
drug relieves the pain due to PDPN and decreases sleep
disorders. To reach this effect, the daily dose ranges from
900 to 3,600 mg(47); furthermore, this is the only licensed
drug for the treatment of neuropathic pain in the United
Kingdom(48).

Pregabaline is capable to reducing PDPN pain. This drug
is an alpha2-delta ligand, which has analgesic, anticonvul-
sant and ansiolitic properties. It reduces calcium uptake in
nerve terminals and releases neurotransmitters (glutamate,
noradrenalin and P substance). Pregabaline has shown to
reduce the pain when compared with placebo at a dose of
300 mg/day, which is escalated in 1 to 2 weeks(49,50); addi-
tionally, improves sleep disorders and the mood(51).

Intravenous lidocaine at a dose of 5 mg/kg reached a
significant reduction of pain when compared with saline
solution(52). Other drugs, such as mexiletine, have been used
but its results are less than encouraging(53). Use of lidocaine
patches 5% showed that after three weeks of treatment, the
pain is reduced in 30% in two thirds of patients and im-
proves the quality of life(54).

Recently, a Mexican consensus group interested in
studying pain developed the “guidelines to manage neu-
ropathic pain”. This group made a systematic review of
the literature addressing the treatment of different types
of neuropathic pain, including PDPN. In this report it was
highlighted that: a) glycemic control; b) anticonvulsants
(carbamazepine and gabapentin); c) antidepressants (am-
itriptyline, imipramine, chlorimipramine, desipramine) are
efficacious therapeutic choices (intermediate and high
efficacy) with a good level of evidence and few adverse
effects(55).

CONCLUSIONS

Diabetes mellitus is a public health problem that in the me-
dium and long term affects the quality of life of those afflict-

ed for this condition. A significant number of patients will
develop some type of neuropathy, and in some cases, this
chronic complication will be painful.

PDPN is difficult to diagnose, given that numerous dis-
eases can have similar pain symptoms. Moreover, appear-
ance of atypical neuropathic pain can be the initial manifes-
tation of a non-diagnosed diabetes mellitus.

The protocol to diagnose PDPN should be supported
by a thorough clinical history and a detailed physical
exam, and the diagnosis must be established after ruling
out other possible causes of acute peripheral neuropathy.
Current classifications for peripheral neuropathies are
helpful to identify them and to set up the guides for its
study and treatment, including preclinical and clinical
research.

It is essential to be aware about the importance of hyper-
glycemia in PDPN. Metabolically uncompensated diabetes
can cause nervous damage, thus maintaining good glycem-
ic control is crucial. Furthermore, the treatment for pain re-
lief should be based upon the knowledge of the mechanisms
that cause PDPN. Preclinical and clinical research should be
aimed at looking for drugs able to decrease the damage and
to ease the symptoms of these patients.

Prevalence of diabetes mellitus in Mexico is skyrocket-
ing. This suggests that the number of patients with neurop-
athy (sensory, motor or autonomic) will tend to increase.
We must not forget that PDPN is a common disabling condi-
tion in clinical practice that also affects significantly the
quality of life of patients.

It is important to strongly think about the preventive and
educational actions that Mexican doctors have done to ad-
dress PDPN. We have to duplicate our efforts to improve
programs dealing with prevention, education of patients and
continuing medical attention. We also must consider that
providing integrated care for pain goes beyond the treat-
ment of an isolated symptom. Only in this way, we will be
able to provide to our patients high quality, informed and
comprehensive medical care.
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