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Disclosure



What is Mixed Pain?

Neuropathic

Mixed pain consensus:

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

(nociceptive, neuropathic, nociplastic)
in any combination Nociceptive Nociplastic

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



What is Mixed Pain?

Mixed pain consensus:

Neuropathic

e Simultaneously and/or
concurrently to cause pain in
the same body area.

Nociceptive Nociplastic
e Either mechanism may be
more clinically predominant at
any point of time.

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



Different types of pain



“pain that arises from actual or
threatened damage to non-neural
tissue and is due to activation of
nociceptors”l Neuropathic

Related to acute inflammation

Nociceptive

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.



a Nociceptive pain
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Spinal cord

“pain that arises from actual or

threatened damage to non-neural tissue . .
and is due to activation of nociceptors™ NOC I Ceptlve

Related to acute inflammation?2

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.



b Inflammatory pain
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Pain treatment options:
Cox2 inhibitors
Opioids

“pain that arises from actual or threatened
damage to non-neural tissue and is due to
activation of nociceptors”™®

Related to acute inflammation?2

Nociceptive

Neuropathic

Calin

Nociplastic

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.



GRADES OF SPRAIN
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“Pain arising as a direct consequence of a
lesion or disease affecting the
somatosensory system”?

Neuropathic

Related to nerve problems

Pain

Nociceptive Nociplastic

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.



“pain arising as a direct consequence
of a lesion or disease affecting the
somatosensory system”?

Related to nerve problems

Neuropathic

Pain

Nociceptive Nociplastic
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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.



“pain arising as a direct
consequence of a lesion or
disease affecting the
somatosensory system”!

Related to nerve problems

Neuropathic

Pain

Nociceptive Nociplastic

DIABETIC
NEUROPATHY

Trigeminal Post Herpetic Post-traumatic
Neuralgia Neuralgia Neuropathy

Neuroma pain Residual limb pain Phantom limb pain

Post Chemo/RT/ Surgical/ Trauma
Nerve entrapment



Neuropathic

Nociceptive

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.



Pain hypersensitivity mechanisms at a glance

Vijayan Gangadharan and Rohini Kuner

Qisease Models
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Neuropathic

“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™!

Nociceptive Nociplastic
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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

Nociceptive

Nociplastic

Chronic pain

Chronic
widespread pain

Complex regional
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“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”!



What is Mixed Pain?

Mixed pain was the most Neuropathic
common pain condition
(59.3%) In a cross-sectional
study, followed by
nociceptive pain (31.8%) and

neuropathic pain (8.9%). Nociceptive Nociplastic

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

: The majority of
acute or chronic.

neuropathic pain
conditions are

However, it is particularly usually chronic

prevalent in chronic pain
cases.!

It is widely accepted that Become

Neurodegenerative conditions = Problematic when
are the inflammation
Associated with chronic does not resolve
inflammation?

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

Timely & Accurate
categorization is crucial for
treatment, which would benefit
mixed pain patients by
Improving their health
outcomes and quality of life.

e History
e Physical examination
e +/-investigation

The

ART

OF
MEDICINE

OO
Assessment
for mixed pain

Methodical

HEALING and
the LIMITS
of TECHNOLOGY

patients
should be ®

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



Categorised the type of pain

Nociceptive Neuropathic Nociplastic

History Without injury (Primary Pain)/

Sensitization process

Chronic

Any

Any

Wide spread

Cognitive symptoms

Physical
examination

threshold/ 1or 2 hyperalgesia

Evoke pain hypersensitivity - lower pain

Wide spread

Investigation Imaging / NCT / Diagnostic block / Questionnaire




OA knee
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Pain in OA knee

e Discordance of X ray and pain

e 20% knee pain and 10% hip pain - normal
appearance of X Ray

e MRI of OA knee - address the soft tissue

part of pain
o Bone marrow lesion - 2-5X increase likelihood of
pain
o Synovitis - 3-10X increase in likelihood of pain




Pain in OA knee
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Cuff Algometry

Healthy Chronic pain

Temporal Summation Temporal Summation
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Pain in OA knee 5’

Spatial Summation Spatial Summation

Stlmu!ualiil Stlmulua!iil

Nociplastic pain component

Central sensitization of OA knee
QST to demonstrate the signs of central
sensitization:

e Pressure pain sensitivity

e Temporal summation of pain

e Conditioned pain modulation




Headaches
Vulvodynia

Figure 1. The three different types of pain defined by the IASP give rise to overlap which can be acknowledged as “mixed pain” (Freynhagen)). Conditions
described as “mixed pain” in the literature share a common characterization of manifesting clinically with a substantial overlap of the different known pain types.



Screening Tool — 9 Question Survey

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

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

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

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



Key guestion

Reply elements that may indicate
presence of nociceptive pain (NP)

Reply elements that may indicate
presence of neuropathic pain (NeP)

Reply elements that may indicate
presence of mixed pain (MP)

Evaluating our case:
what could be the key type of pain?

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

Pain localized to one body area

Pain in more than one body area;
pain following a clear dermatomal area;
generalized pain

Pain in more than one body area; pain
following a clear dermatomal area;
generalized pain

Initialy: low back > leg pain (NP);
Lately: lumbar radiculopathy with electric
shocks (NeP)

? suggestive of mixed pain

2. What words would you use to
describe your pain?

Use of the following verbal descriptors:
Aching, deep, dull, squeezing,

internal intense deep pressure,

feeling of tense muscles

Use of the following verbal descriptors:
Burning, numbness, stabbing, shooting,
prickling, tingling, like pins and needles,
like crawling ants, pain in a numb area

Mixed use of pain descriptors for both,
nociceptive and neuropathic pain

Mix of NP & NeP verbal pain descriptors;
Final Score of painDETECT: 20

— A NeP component is likely (=90%)

? suggestive of mixed pain

3. How long have you been
experiencing your pain?

Pain of acute duration

Pain of chronic duration

Pain of chronic duration

Overall 8 months, but for 7 months only
pseudo-radicular back pain (NP), then
since 1 month radiculopathy (NeP)

2 suggestive of mixed pain

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

MRS score of 5 to 7 (moderate pain)

NRS score of up to 10 when
experiencing electric shock—like pain
(severe pain)

MRS score of up to 10 when
experiencing electric shock—like pain
(severe pain)

Moderate back pain (NP);
Severe leg pain (NeP)
3 suggestive of mixed pain

5. Do you feel pain more on
movement or more at rest?

Pain more on movement

Spontaneous pain at rest

Pain both on movement and at rest

Pain more at movement (NP) but
spontaneously shooting pain at rest
(NeP)

2 suggestive of mixed pain

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

Pain that developed as a response to
an identifiable injury or trigger

Pain that seemed to have developed
spontaneously

Primarily degenerative processes led to
NP. Over time itis overlapped by
symptoms of radiculopathy (NeP).

? suggestive of mixed pain

7. What have you done to treat your
pain?

Pain reduction with non-selective
NSAIDs, COX-2 inhibitors,
corticosteroid injections, opioids,
tramadoal

Pain reduction with alpha-2-delta
ligands, tricyclic antidepressants,
serotonin-noradrenaline reuptake
inhibitors, opioids, tramadol

Some response to anti-nociceptive
agents and anti-neuropathic agents,
with incomplete pain relief

Incomplete positive response to NSAIDs
and COX-2 (NP), incomplete positive
response to weak opioids (NP + NeP)
and alpha-2-delta ligands (NeP).

3 suggestive of mixed pain

8. Has your pain caused you
psychological distress?

Any kind of pain may lead to
psychological distress over time.
However, with NP, symptoms seem to
be less pronounced

A strong positive response; more
pronounced depressive symptoms,
anxiety symptoms, sleep disturbances

A strong positive response; depressive

symptoms, anxiety symptoms, sleep
disturbances

Answer reflects a tendency of rising
psychological distress within the last
weeks (NP + NeP)

3 suggestive of mixed pain

9. Have you experienced any other
symptoms or changes which have
worried you?

Symptoms that indicate the presence of
acute or chronic inflammation

Symptoms that indicate nervous system
involvement

Overlap of symptoms which show both
nervous system involvement and
presence of acute or chronic
inflammation

Answer reflects symptoms which might
indicate acute or chronic inflammation
(NP); no red flags

% suggestive of nociceptive pain

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
DN4 - QUESTIONNAIRE

To estimate the probability of neuropathic pain, please answer yes or no
for each item of the following four questions.

INTERVIEW OF THE PATII

QUESTION 1:

Does the pain have one or more of the following characteristics? YES NO
Buming Q .
Panful cold Q 4
Bloctrc shocks u ] d
QUESTION 2:

Is the pain associated with one or more of the following

symptoms in the same area? YES NO
Tiging Q Q
Pins and noodlos J d
Numbnoss . .
Iching Q Q
EXAMINATION OF THE PATIENT

QUESTION 3:

Is the pain located in an area where the physical examination

may reveal one or more of the following characteristics? YES NO
Hypossthosia 1o touch u | .
Hypoasthesia to pnpnck M | Q
QUESTION 4:

In the painful area, can the pain be caused or increased by: YES NO
Brushing? J Jd
YES =1 point

NO =0 points Patient’s Score: /10

Leeds Assessment of
Neuropathic Symptoms and
Signs (LANSS)

maximum of 24)
pain

Leeds Assessment of Neuropathic Symptoms

NAME . batE__

This i ying yo
nermally of #ot. 1t is important to find this aut in case dilferent freatments a
pain.

A. PAIN QUESTIONNAIRE

Think about how your pain hs felt over the last week,
Please say whether any of the descriptions maich your pain exac!

Does your pain feel like strange, unpleasant sensations in you
pricking, tingling, pins and needles might describe these sens

§ N~ My pai doesmtreally foel ke i

b) YES -1 gt these sensations quite a lot

2) Does your pain make the skin in the painful area look differe
Words like mottled or looking more red or pink might descri

a) NO- My pain doesn’t affect the colour of my skin...

b WES - 1've naticed that the pain dors make my skin look differcat fi

3) Does your pain make the affected skin abnormally sensitive 1
unpleasant sensations when lightly stroking the skin, or getti

A LANSS score of >12 (out of a

indicates neuropathic

B. SENSORY TESTING

Skin sensitivity can he examined by comparing the painful area with a contralateral or
adjucent non-painful area for the presence of allodynia and an ahered pin-prick threshold
(PPT).

1) ALLODYNIA
Examine the response to lightly stroking cotton wool acress the non-painful area and
then the painful area. 1f normal sensations are experienced in the non-painful site, but
pain or unpleasant sensations (tingling, nausca) are experienced in the painful area when
stroking, allodynia is present,

) NO. mormal sensaiion i DOt IS o

L R —— It

)  ALTERED PIN-PRICK THRESHOLD
Determine the pin-prick threshold by comparing the respanse ic a 23 gauge (blue)
needle mounted inside a 2 ml syringe barrel placed gently on to the skin in a non-painful
and then painful areas

1f a sharp pin prick is felt in the non-painfal arca, but a different sensation is
experienced in the painful area e.g. none / blunt only (raised PPT) or a very painful
sensation (lowered PPT}, an altered PPT is present

If & pinprick is not felt in either area, mount the syringe onto the needle to increase the
weight and repeat.

PainDETECT Questionnaire

Total score >19: likely neuropathic
component; <12: unlikely neuropathic

component; between is uncertain

Table 1. painDETECT questionnaire

{ight clothes might describe the sbaormal sensltivity. P P g A — o)
by YES. alicred PPT in painfil ar6a ... ]
a3 MO+ My pain doesn't make my skin sbrormally sensitive in that =
B VES.Mysi itive 10 touch
SCORING:

4) Does your pain come on suddenly and in bursts for no appar
still. Words like electrie shocks, jumping and bursting descri

a) NG - My pain doesn’t really feel like this

Bl VES - 1 get these sensations guite 3 ot ...

5) Does your pain feel as if the skin temperature in the painful
abnormally? Words like hot and burning describe these sens

a NO- | do't really get these sersations

By YES-| et these sensations quie s b .

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

Add values in parentheses for sensory description and examination findings o obtain overall
score.

TOTAL SCORE (maxi 24)

Ifscore < 12, to i 10 the patient’s pain

Ifscore > 12, are likely to b to the patint’s pain

Item Score
Gradation of pain*

o Do you suffer from a burning sensation (e.g. stinging nettles) in the marked areas? 0-5
« Do you have a tingling or prickling sensation in the area of your pain (like crawling ants or electrical tingling)? ~ 0-5
o Is light touching (clothing, a blanket) in this area painful? 0-5
e Do you have sudden pain attacks in the area of your pain, like electric shocks? 0-5
o Is cold or heat (bath water) in this area occasionally painful? 0-5
¢ Do you suffer from a sensation of numbness in the areas that you marked? 0-5
o Does slight pressure in this area, e.g. with a finger, trigger pain? 0-5

Pain course pattern

Please select the picture that best describes the course of your pain:

ey Persistent pain with slight fluctuations 0

whudes Persistent pain with pain attacks -1
LA Pain attacks without pain between them +1

MAA Pain attacks with pain between them +

Radiating pain

Does your pain radiate to other regions of your body? Yes/No +2/0

*For each question: never, 0; hardly noticed, 1; slightly, 2; moderately, 3; strongly, 4; very strongly, S
Questions used to document pain, but which were not used in the scoring, are not shown



Management



How to treat different type of pain?

Neuropathic Nociplastic

Nociceptive

Pharmacological

Opioid X

NSAID (Steroid) X

\

tv
even less evidence
empirical tx

Antineuropathic pain

Non-pharmacological

PT/OT +

Psychological (CP)/ vv

Rehabilitation (PN)/

Sleep/ Diet/ Ex/ BO

Complementary e.qg.
TCM

Supplement

Pain intervention Selective




Comfirey Rootl Extract - Alternative to NSAID

e Has been used for the treatment of painful muscle and joint complaints
e Clinically proven to have below actions:

Anti-inflammation

Relieve swelling of

Relieve pain

muscles and joints

Promotion of callus
formation

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



Efficacy on different pain

_____BackPan 1 OA

Average reduction of pain intensity The variable of the Western Ontario
on active standardized movement and McMaster Universities
Osteoarthritis Index score

95.2% 37.8%
Comfrey VS Placebo
extract group group
(p < 0.001)

Comfrey extract group Placebo group

(p <0.001)

Abbreviations: OA=0Osteoarthritis.
Reference: Staiger C. Wien Med Wochenschr. 2013;163:58-64.



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

JPain. 2018 ™Vay; 19(5): 455474

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



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

Stimulation

Scrambler therapy Vi

Art therapy
Radiofrequency ablation

Aroma Cognitive behavioural therapy
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