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Pain is one of the 10 leading causes of medical consultation worldwide and is the alarm
symptom of the organism in situations that threaten its integrity, however, when it becomes
chronic, it loses its protective capacity and becomes, in many cases, the disease itself.

According to the International Association for the Study of Pain (IASP) pain is classified as

nociceptive, neuropathic and nociplastic. Mixed pain has been described years ago due to the
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coexistence of different types of pain.

We can conclude that we do not have a screening tool and/or treatment algorithm for mixed
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therapy when appropriate.
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Introduction

Pain is a frequent cause of medical consultation and in acute
processes it is considered the alarm symptom of the organism
that alerts it of a harmful process that can be inflammatory or
associated with structural damage; however, when this
symptom becomes chronic, it can become the disease itself,
which generates affection in different aspects of the sufferer's
life, beyond the physical sphere. It is known that pain has a high
prevalence and this is where its relevance lies.!

Nociceptive pain is considered the most frequent form of pain
presentation and has been defined by the International
Association for the Study of Pain (IASP) as pain that arises from
actual or potential damage to neural tissue and is due to the
activation of nociceptors, associated with active inflammation.2

Regarding to neuropathic pain, its definition was modified in
2008, excluding the concept of “dysfunction” and integrating
the term “disease”, so that pain scenarios in which
pathophysiological process are not identified, are no longer
part of this group of pain syndromes (e.g. fibromyalgia, complex
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regional pain syndrome type 1, chronic low back pain, among
others).3

Currently, neuropathic pain is considered to be "pain that
originates as a direct consequence of an injury or disease
affecting the somatosensory system".4

In addition, the concept of nociplastic pain has recently
emerged, which describes the sensation or perception of pain
that does not arise from a clear identifiable lesion and there is
nociceptors’ activation, peripheral activation or lesion in the
somatosensory system; previously it was known as
dysfunctional pain or dysfunctional pain syndrome.2

On the other hand, mixed pain is a term that has been identified
for several years and emerged as an explanation for pain that is
not completely nociceptive or neuropathic, however, they
coexist. Despite the literature and observation in clinical
practice, its mechanism has not been defined, its concept is not
formalized and there are no screening tools or specific
therapeutic approach algorithms.2
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This review aims to make a compilation of the information
published to date on mixed pain, highlighting the missing
information on the subject, for its clinical application.

Mixed pain

There has been an ongoing debate for several years on the
pathophysiological classification of pain, the recent taxonomy
considers two large groups of pain syndromes, those of
nociceptive type and neuropathic pain models. Currently, a
third group has been added: the conceptualization of
nociplastic pain, which was supported by robust literature
confirming changes in brain activation.5

The definition for nociplastic pain is: "pain arising from altered
nociception despite no clear evidence of actual or potential
tissue damage causing activation of peripheral nociceptors or
evidence of disease or injury to the somatosensory system
causing the pain". The note accompanying this definition states
that patients may have a combination of nociceptive and
nociplastic pain.3

It is clear that one of the most complex aspects of dealing with
a person with pain is identifying the type(s) and mechanism(s)
of pain, so it is vital to be able to clarify these points in clinical
care.6

Thus, in medical practice a large proportion of patients express
pain scenarios that cannot be categorized as solely nociceptive,
neuropathic or even only of nociplastic origin, being called
mixed pain syndromes, even though this term has not been
accepted by the IASP.

Recent publications have described the term "mixed pain” in
those patients who clinically present a significant overlap of
nociceptive and neuropathic symptoms in the same anatomical
area.2

This has been highlighted in different publications using
screening tools such as the Pain-DETECT questionnaire. A
review of the literature in 2012 reported that between a quarter
and half of patients with chronic low back pain had greater than
90% probability of having a neuropathic pain component,
which was confirmed in 2016, documenting a component of
pain radiating to the ankle or foot region with a dermatomal
distribution with neurological signs that corresponded to a
typical radiculopathy in up to 80% of patients with low back
pain which was contrasted with the previous report made by
Baron et al. of a neuropathic pain component in 8% of patients
with low back pain.”

In other clinical contexts, such as osteoarthritis, a neuropathic
component has been identified in up to a third of them, or, in
rheumatoid arthritis, 9.3% of the subjects studied have a
possible/probable neuropathic component using the Pain-
DETEC questionnaire. 8

Likewise, in another publication it was identified that in
primary care and orthopedic care, pain had a mixed component
in more than 59% of the sample size where a increased clinical
complexity and more comorbidities were observed as well as
more adverse psychosocial factors; lower health-related quality
of life and lower response to the implemented treatments,
requiring a higher utilization of health care resources.?

This report matches with Perrot's description in 2015, which
highlights that the main symptom in osteoarthritis is pain with
nociceptive, neuropathic and nociplastic mechanisms. A more
recent study on this topic has documented that 20% to 30% of
patients with osteoarthritis have mixed pain.10. 11

On the other hand, the term mixed pain is commonly accepted
in cancer patients. The absence of a definition of mixed pain by
the IASP does not reflect its non-existence, nor the lack of
importance or need to define it.12
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Cancer pain affects about 48% of early-stage patients and
between 64% and 75% of patients with advanced disease. Of
this percentage, half have inadequate pain control. Among the
causes of treatment failure were found a lack of assertiveness in
the etiopathological mechanism of pain and therefore an
inadequate pharmacological therapy. In particular, in
identifying the presence of neuropathic pain as a pain
mechanism and with underdiagnosis, an undertreatment.13

In 2012, Bennet et al. determined the prevalence and etiology
of neuropathic mechanisms in cancer through a systematic
review of patients with oncologic pain over 12 years. Of the 22
studies that met the inclusion criteria, only 14 of these reported
a confirmatory test for sensory abnormality or diagnostic lesion
in the case of neuropathic pain. In their results, out of 13,683
patients, the prevalence of neuropathic pain ranged from 19%
to 39% when considering the presence of mixed pain.14

In the oncology patient, the etiology of neuropathic pain can
occur for a variety of reasons: direct neural compression by the
tumor, secondary to oncologic treatments (postoperative or
painful neuropathy induced by chemotherapy) or non-
oncologic comorbidities. Therefore, in the evaluation of
neuropathic pain in the oncologic patient, it is sized as having a
neuropathic component and with a greater or lesser
neuropathic component than somatic.15

Itis important to mention that, as a screening tool for oncologic
pain, the IASP Cancer Pain groups and the EAPC Network
(European Association for Palliative Care Research Network)
developed a NeuPSIG tool with 4 criteria for use in clinical and
research settings, which is described below:

Criterion 1: Pain with a distinct neuroanatomic distribution.
The distribution of pain or hyperalgesia may extend outside the
primary innervation territory of a peripheral nerve root (due to
referred pain or central sensitization) but must still be plausible
in terms of the underlying disorder.

Criterion 2: History of an injury or disease affecting the
somatosensory system. To demonstrate a history suggestive of
an injury or disease affecting the somatosensory system, it is
important to establish the etiology of the pain by distinguishing
between disease-related, treatment-associated, or comorbid
causes.

Criterion 3: Confirmatory studies of positive and negative
sensory signs in the territory innervated by the injured
structure. Sensory abnormalities should be consistent with the
distribution of pain. Because sensitization is common in both
neuropathic and nociceptive pain, it does not confirm the
presence of a somatosensory system lesion or disease but may
provide useful information about additional pain mechanisms
and/or an alternative diagnosis. Each patient should act as his
or her own control, so the sensory examination should be
repeated at one site and the findings compared between the two
sites. Only one sensory change is required to meet this criterion.

Criterion 4: Diagnostic studies confirming injury or disease
around the site of neuropathic pain. MRI scans, CT scans and
rarely nerve biopsies or laboratory studies are usually
requested.

If criteria 3 and 4 are met, the diagnosis is definite neuropathic
pain (DN); if criteria 1 and 2 are met, it is considered a possible
DN; and if criteria 1 and 2 and 3 or 4 are met, it is considered a
probable DN.15

Concerning the utilization of neuropathic pain assessment tools
for diagnosing mixed pain, current evidence indicates that the
pain DETECT instrument and the S-LANSS scale lack adequate
validity in identifying the neuropathic component within
patients experiencing mixed oncologic pain. This deficiency
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arises from the lack of development and validation within the
context of cancer pain.16

Regarding the pain experienced by patients undergoing
chemotherapy, studies have documented that it exhibits
peripheral neuropathic characteristics in 90% of the cases.
Despite the advancements in cancer treatment aimed at
enhancing survival rates, neuropathy remains a significant
unresolved issue demanding further.1?

A recently proposed definition for mixed pain delineates it as "a
complex overlapping of different known types of pain
(nociceptive, neuropathic and nociplastic) in some
combination, acting simultaneously and/or concurrently
conditioning pain in the same anatomical area. Any mechanism
may be clinically more predominant at some point in time.
Mixed pain may be acute or chronic".2

With the above mentioned, it is important to note that mixed
pain is NOT the following.2

a) Pain due to a primary injury and its secondary effects.

b) Nociceptive pain that transitions or evolves to neuropathic
pain.
c) Pain with ambiguous neuropathic pain scores obtained from

screening tools such as the Pain-DETECT questionnaire.

d) Pain experienced by a non-homogeneous study group of
patients.

e) Pain following a cerebral vascular event (CVE) generated by
a combined peripheral and central mechanism.

f) Pain described in multiple sites

Freynhagen et al. suggested in 2020 a series of 9 questions that
would lead the clinician to identify the predominant
mechanisms of pain in patients with mixed pain and are listed
below.18

1. Where exactly do you feel your pain? Please mark the painful
areas on this drawing.

2. What words would you use to describe your pain?
3. How long have you been experiencing your pain?

4. On a scale of 0 to 10, how severe is your pain at rest and
during movement?

5. Do you feel your pain constantly, more during movement or
more at rest?

6. Is your pain related to any identifiable cause? How did it start
and develop?

7. What have you done to treat your pain?
8. Has your pain caused you psychological distress?

9. Have you experienced any other symptoms or changes that
have concerned you?

These questions help the clinician to elucidate the syndromic
components of pain, to be able to make an assertive diagnosis
and make an individualized therapeutic proposal.

However, there is currently no screening tool specifically
designed for the identification of the components associated
with mixed pain, nor is there a specific treatment algorithm, so
it is imperative to work on it.

Conclusion

The conceptualization of mixed pain has been highlighted over
time. Although it is true that this concept is not yet recognized
by the IASP, in daily clinical practice a non-negligible percentage
of patients can be included in this group of pain. As we continue
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to obtain information on the mechanisms and subtypes of pain,
it can be the basis for the development of specific assessment
tools, as this need is identified in order to provide
individualized, evidence-based treatment to this group of
patients, with multimodal therapy when appropriate. Bringing
these crucial pieces together to improve chronic pain
management will ultimately help improve patients' lives, which
is, of course, our ultimate goal.
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