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Our current clinical approach (chronic noncancer 
pain)

• Step 1 Triage

• Step 2 Visit to the clinic (45-60 min)

• Step 3 Multidisciplinary consultation

• Step 4 Shared decision making

• Step 5 Treatment (pharmacological, intervention, wait-and-see)

• Step 6 Review and reconsideration



An example

• 45 yr old patient tumor of the jaw

• 1 yr ago surgery: tumor removal (not completely)

• Neuropathic symptoms, phantom sensations - pain?

• Step 2 and 3 planned

• Step 4: Diagnosis

• Step 5 Treatment

• Step 6 Review



Pharmacological treatment of chronic noncancer pain

• Nociceptive
• Acetaminophen
• NSAIDs
• Tramadol
• Tapentadol (MOR and NRI)

• Neuropathic
• Antidepressants (SNRIs, SSRIs, TCA)
• Antiepileptics (pregabalin, gabapentin)

• Mixed (nociceptive and neuropathic)
• Visceral
• Ischemic 



Interventional treatment of chronic noncancer pain

• TENS
• Qutenza (capsaicin patch)
• Corticosteroid injection
• PRF (pulsed radiofrequency) and RF
• Neuromodulation
• Surgery

Cancer pain: neurolytic blocks



Phenotypical dependent treatment

• Quantitative sensory testing (QST)
• Cornea confocal microscopy (CCM)
• Questionnaires
• Endogenous pain modulation testing (CPM and OA)

Treatment of groups based on phenotype not on underlying disease



An example of one such strategy

• Allodynia +/- AND
• CPM +/- AND
• OA +/- AND
• Temporal summation: central sensitization +/- AND
• CCM normal/abnormal



Skin biopsy: Aδ and C-fibres

van Velzen et al. Exp Opin Invest Drugs 2014



Cornea Confocal Microscopy

nerve plexus

0.5-0.6 mm



C fibers

0.4 mm

0.4 mm

• Density n/mm2

• Length mm/mm2

• Branching n/mm2

Petropoulos et al. IOVS 2015



van Velzen et al. Exp Opin Invest Drugs 2014



Cornea Nerve Density Cornea Nerve Length

normal

NORMAL SFN



Niesters et al. 2016

Offset Analgesia 
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Offset Analgesia 



Offset Analgesia 



CCM 
normal

No signs of
Central Sensitization

Yes signs of
Central Sensitization

T2DM   Sarcoidosis  Fibromyalgia   All

10%            19%             31%             20%

35%            36%             18%             30%

CCM 
not

normal

No signs of
Central Sensitization

Yes signs of
Central Sensitization

16%            29%             21%            22%

39%            16%             31%             29%
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2019



Tapentadol treatment results in long-term pain relief in chronic low 
back pain patients and associates with reduced segmental sensitization
Tine van de Donk et al.  Pain Reports 2020



New pharmacological options

• Cannabis/cannabinoids

• Biased ligands (opioids)

• Enhancement of endogenous pain modulation

• Anti-inflammatory agents (biologicals)

• Benefit – harm assessment

• Stimulants/antagonistst to increase dosing



Oliceridine Morphine



Side effect A

Side effect B

Side effect C

Side effect D



van Dam et al. 2020



Rats (Yassen et al. 2007)

Human Utility Surfaces (Roozekrans et al. 2018)
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Dahan 2015



Pregabaline effect vs side effects

Olesen et al. JPET 2019



Analgesic Treatment  → Dosing → Effect → Adverse Effect → Dose reducƟon → Effect ↓ 



Analgesic Treatment  → Dosing → Effect → Adverse Effect → Dose reducƟon → Effect ↓ 

Analgesic Treatment  → Dosing → Effect → Adverse Effect ↓ → Dose increase → Effect ↑ 



Jonkman 2018

Roozekrans 2014 → BK-channel blocker

ENA001 (BK channel blocker)

Dahan 2018



Thank you for listening


