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What is Mixed Pain?

Mixed pain consensus:

Mixed pain is a complex overlap of the 
different known pain types

(nociceptive, neuropathic, nociplastic) 
in any combination

Neuropathic

NociplasticNociceptive

Reference: Freynhagen, R. et al: Curr Med Res Opin. 2019 Jun;35:1011-1018.



What is Mixed Pain?

Mixed pain consensus:

● Simultaneously and/or 

concurrently to cause pain in 

the same body area.

● Either mechanism may be 

more clinically predominant at 

any point of time. 

Neuropathic

NociplasticNociceptive

Reference: Freynhagen, R. et al: Curr Med Res Opin. 2019 Jun;35:1011-1018.



Different types of pain



Neuropathic

NociplasticNociceptive

Mixed Pain

“pain that arises from actual or 

threatened damage to non-neural 

tissue and is due to activation of 

nociceptors”1

Related to acute inflammation

References: 1. Freynhagen, R. et al: Curr Med Res Opin. 2019 Jun;35:1011-1018. 2. Savvas S, et al. Pain Management Guide (PMG) Toolkit for Aged Care, 2nd Edition. Sydney:

National Ageing Research Institute, Melbourne and Australian Pain Society; 2021. 84p.
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Neuropathic

NociplasticNociceptive

Mixed Pain

“Pain arising as a direct consequence of a 

lesion or disease affecting the 

somatosensory system”1

Related to nerve problems
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Neuropathic

NociplasticNociceptive

Mixed Pain

“pain arising as a direct 

consequence of a lesion or 

disease affecting the 

somatosensory system”1

Related to nerve problems

Post Chemo/RT/ Surgical/ Trauma

Nerve entrapment



Mixed Pain

“pain that arises from altered 

nociception despite no clear evidence 

of actual or threatened tissue damage 

causing the activation of peripheral 

nociceptors or evidence for disease or 

lesion of the somatosensory system 

causing the pain”1

References: 1. Freynhagen, R. et al: Curr Med Res Opin. 2019 Jun;35:1011-1018. 2. Savvas S, et al. Pain Management Guide (PMG) Toolkit for Aged Care, 2nd Edition. Sydney:

National Ageing Research Institute, Melbourne and Australian Pain Society; 2021. 84p.
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Mixed Pain

“pain that arises from altered nociception despite no clear evidence of actual 

or threatened tissue damage causing the activation of peripheral nociceptors or 

evidence for disease or lesion of the somatosensory system causing the pain”1

Neuropathic

NociplasticNociceptive

Mixed Pain



What is Mixed Pain?

Mixed pain was the most 

common pain condition 

(59.3%) in a cross-sectional 

study, followed by 

nociceptive pain (31.8%) and 

neuropathic pain (8.9%).

Neuropathic

NociplasticNociceptive

Reference: Freynhagen, . et al: Curr Med Res Opin. 2019 Jun;35:1011-1018.



Mixed pain is Associated with
Chronic Pain

Mixed pain can manifest as
acute or chronic.

However, it is particularly
prevalent in chronic pain
cases.1

Mixed

Pain

Acute

Chronic

It is widely accepted that

Neurodegenerative conditions 

are

Associated with chronic

inflammation2

The majority of 

neuropathic pain 

conditions are 

usually chronic

Become 

problematic when 

the inflammation 

does not resolve

References: 1. Freynhagen R, et al: Curr Med Res Opin. 2019 Jun;35(6):1011-1018. 2. Safieh-Garabedian B,et al. Neurosci Lett. 2019;702:61-65. 



Categorised the type of pain is Necessary

Assessment 
for mixed pain 

patients 
should be

Methodical

Rapid

Comprehens
ive

Timely & Accurate

categorization is crucial for 

treatment, which would benefit 

mixed pain patients by 

improving their health 

outcomes and quality of life.

Reference: Freynhagen R, et al. Curr Med Res Opin. 2020;36:2037-2046.

● History

● Physical examination

● +/- investigation



Categorised the type of pain

Nociceptive Neuropathic Nociplastic

History Injury/ OA/ degenerative Injury of nerve Without injury (Primary Pain)/ 

Sensitization process

Acute/ Chronic Acute/ Chronic Chronic

Mechanical/ Movement Spontaneous/ Evoked Any

Sharp Stabbing/ Burning/ Electricity/ Numbing Any

Well localized Distribution of nerve Wide spread

Cognitive symptoms

Physical 

examination

Normal nervous system -ve = dysfunction of nervous system

Local pathology +ve = allodynia / hyperalgesia Evoke pain hypersensitivity - lower pain 

threshold/ 1or 2 hyperalgesia

Wide spread

Investigation Imaging / NCT / Diagnostic block / Questionnaire



OA knee



Pain in OA knee 

● Discordance of X ray and pain

● 20% knee pain and 10% hip pain - normal 

appearance of X Ray

● MRI of OA knee - address the soft tissue 

part of pain
○ Bone marrow lesion - 2-5X increase likelihood of 

pain

○ Synovitis - 3-10X increase in likelihood of pain



Pain in OA knee

Neuropathic pain component



Pain in OA knee

Nociplastic pain component

Central sensitization of OA knee

QST to demonstrate the signs of central 

sensitization:

● Pressure pain sensitivity

● Temporal summation of pain

● Conditioned pain modulation





● 9 Question Survey is proposed for the diagnosis of mixed pain

● 9 simple key questions are included to provide a framework for
identifying the predominant pain mechanisms within the patients

● With the answer of the pain questionnaire and the complement
of essential detailed physical examination, it leads to a clearer
diagnostic picture

Screening Tool – 9 Question Survey

Reference: Freynhagen R, et al. Curr Med Res Opin. 2020;36:2037-2046.



Reference: Freynhagen R, et al. Curr Med Res Opin. 2020;36:2037-2046.



Screening Tools of Neuropathic Component

Other than 9 Question Survey, these brief and useful screening tools are also assessment ways for patients:

Douleur Neuropathique 4 

Questions (DN4)

A total score of ⩾4 (out of a maximum

of 10) indicates neuropathic pain

Leeds Assessment of 

Neuropathic Symptoms and 

Signs (LANSS)

A LANSS score of ⩾12 (out of a

maximum of 24) indicates neuropathic

pain

PainDETECT Questionnaire

Total score ⩾19: likely neuropathic

component; ⩽12: unlikely neuropathic

component; between is uncertain

Reference: Hamdan A, et al. SAGE Open Med. 2024;12:20503121231218985.



Management



How to treat different type of pain?

Nociceptive Neuropathic Nociplastic

Pharmacological Opioid Acute -✔ , Chronic - ✘ ✘ ✘

NSAID (Steroid) Acute -✔ , Chronic - ✘ ✘ ✘

Antineuropathic pain ✘ ✔

poor response

unsatisfactory NNT v.s. 

NNH

±✔

even less evidence

empirical tx

Non-pharmacological PT/ OT ✔ ±✔ ±✔

Psychological (CP)/ 

Rehabilitation (PN)/

✔ ✔ ✔✔

Sleep/ Diet/ Ex/ BO

Complementary e.g. 

TCM

Supplement

Pain intervention Selective Selective Selective



● Has been used for the treatment of painful muscle and joint complaints

● Clinically proven to have below actions:

Comfrey Root Extract - Alternative to NSAID 

Anti-inflammation

Relieve swelling of 

muscles and joints

Relieve pain

Promotion of callus 

formation

Reference: Staiger C. Wien Med Wochenschr. 

2013;163:58-64. 



Back Pain OA

Average reduction of pain intensity

on active standardized movement

(p < 0.001)

The variable of the Western Ontario 

and McMaster Universities 

Osteoarthritis Index score

(p < 0.001)

Efficacy on different pain

95.2%
Comfrey 

extract group
V.S.

37.8%
Placebo 

group

Decreased

by

54.7%

Decreased

by

10.7%

V.S.

Comfrey extract group Placebo group

Abbreviations: OA=Osteoarthritis.

Reference: Staiger C. Wien Med Wochenschr. 2013;163:58-64. 



Andrew J. Vickers et al. Acupuncture for chronic pain: individual patient data meta-analysis.

Arch Intern Med. 2012; 172:1444–1453.

on behalf of the Acupuncture Trialists’ Collaboration

searched MEDLINE and 

the Cochrane Central Registry of Controlled Trials randomized trials published up until December 31, 2015.

Secondary analyses 

Andrew J. Vickers et al. Acupuncture for chronic pain: update of an individual patient data meta-
analysis
J Pain. 2018 May; 19(5): 455–474.

Acupuncture 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5927830/




Cryotherapy

Scrambler therapy

Radiofrequency ablation

Regenerative Medicine

Stimulation

VR

Art therapy

Cognitive behavioural therapyAroma
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