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OPIOIDS: RATIONAL FOR USE
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Pharmacotherapy of Pain: 
multimodal analgesia
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Any drug has its role
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ADAPTIVE PAIN

The somato-sensorial peripheral and central system is intact

Adaptive Pain 

Nociceptive

Inflammatory
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ADAPTIVE PAIN

PERIPHERAL SENSITIZATION Sensitization of the nociceptive 

terminals in skin and muscle 
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MALADAPTIVE PAIN

Absence of external potentially noxious inputs

Maladaptive Pain 

Neuropathic

Nociplastic
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MALADAPTIVE PAIN

CENTRAL SENSITIZATION
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CENTRAL ANALGESICS
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OPIOIDS: MOR-mediated modulation

Coluzzi F, 

Therapeutics and Clinical Risk Management 2020:16 1–17
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OPIOIDS: RATIONAL USE



•Reach to lowest effective dose

•Minimize side effects

•Tailored therapy

TITRATION is the first step

PAIN

SIDE EFFECTS

Overlapping
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Coluzzi f. Marinangeli F.

Basic Pain Support book 2021
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Coluzzi F et al.

Opioid-Induced Constipation
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Opioid Classification

LAO SAO ROO

ANALGESIA Long Acting Short Acting Rapid Onset

Onset 1-2 hrs 30-40 min 15 min

Duration 8-12 + hrs 4 hrs 1-2 hrs
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How to choose…
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Choosing the right LAO

Patients’ characteristics

PK

Efficacy

Tolerability profile

Patients’ preference

Physician familiarity



22Prof. Flaminia Coluzzi - SAPIENZA Università di Roma



23Prof. Flaminia Coluzzi - SAPIENZA Università di Roma

Opioids in liver failure



CJASN 14: 917–931, 2019. doi: https://doi.org/10.2215/CJN.05180418

CYP2D6, cytochrome P450 2D6 enzyme; 
CYP3A4, cytochrome P450 3A4 enzyme; 

UGT2B7, UDP-glu- curonosyltransferase 2B7.
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PK: Opioids’Metabolism 

CJASN 14: 917–931, 2019. doi: https://doi.org/10.2215/CJN.05180418
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Drug-Drug Interactions: Role of CYP450



Tramadol

Hydrocodone

Oxycodone

Methadone

Codeine
Codeine

Tramadol

Fentanyl

Methadone

Morphine

Hydromorphone

Oxymorphone

Tapentadol

CYP2D6 CYP3A4
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PK: potential drug-drug interactions

CJASN 14: 917–931, 2019. doi: https://doi.org/10.2215/CJN.05180418
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Ideal Analgesic Drug

• Potent analgesic effect

• Low abuse potential

• No tolerance

• Reduced risk of respiratory depression and other AEs

• Safe for long term use
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NICE guidelines LBP



29Prof. Flaminia Coluzzi - SAPIENZA Università di Roma



30Prof. Flaminia Coluzzi - SAPIENZA Università di Roma

TAPENTADOL

TRAMADOL

Single molecule
No metabolic activation
No active metabolites

Synergic MOR/NRI activity

Racemic mixture 
Prodrug

MOR/SNRI
Metabolic activation (CYP2D6)
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EXPECTED ADVANTAGES:

Similar Analgesia

Lower incidence of side effects

Tapentadol: more than “MOR” …

STRONG ANALGESIC  STRONG OPIOID

Reduced  load
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Tapentadol: the concept of Mu-Load

NEUROPATHIC
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Tapentadol is ATYPICAL
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Tapentadol: LBP with or without NP component



35Prof. Flaminia Coluzzi - SAPIENZA Università di Roma

Tapentadol: NECK PAIN                          
    with or without NP component
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2015

3.6

6.4

7.7
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0.0 2.2 4.4 6.6 8.8 11.0 13.2

TCA

SNaRI

Pregabalin

Gabapentin

Tramadol

Strong opioids

Capsaicin 8%

Botulimun Toxin A

NNT
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LBP with NP: Tapentadol + Pregabalin

Baron R et al. Pain Pract 2016; 16(5):580-99
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LBP with NP: Tapentadol + Pregabalin

NEUROPATHIC PAIN SYMPTOMS MEAN PAIN INTENSITY

Baron R et al. Pain Pract 2016; 16(5):580-99
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TEAEs > 5%

Baron R et al. Pain Pract 2016; 16(5):580-99

LBP with NP: Tapentadol + Pregabalin
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OPIOIDS for chronic non-cancer pain
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Unmet NEED from “OPIOID EPIDEMIC”
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The US “OPIOID EPIDEMIC”

2015’s US opioid deaths…

more than one 747 plane crashing every week



46Prof. Flaminia Coluzzi - SAPIENZA Università di Roma

US 70% of global opioid consumption
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US vs EU

• 323 million: 4% of the world’s 
population

• 8.5 million misuse opioids: 3%

• 22000 (2016): 27% of the world’s 
drug overdose death

• 741 million: 10% of the world’s  

population

• 1.3 million misuse opioids: 0.4%
• 6800 (2016): 8.3% of the world’s drug 

overdose death
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The triple wave epidemic
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The US political of OPIOID restriction
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WHAT’S THE DIFFERENCE BETWEEN

the killer’s knife and the surgeon’s knife?
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WHAT’S THE DIFFERENCE BETWEEN

the killer’s knife and the surgeon’s knife?

…the intention
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Not all opioids are created equal in the eyes of dopamine



Opioids’ Abuse Potential
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YES, there is a problem in the US

The US cannot export 
national issues globally
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…Inappropriate and exaggerated fear concerning the 

legitimate scientific use of opioid medications as part 

of a comprehensive pain management strategy…

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19
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O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19
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EFIC position 2021: RATIONAL USE of OPIOIDS
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Activity

Analgesia

Aberrant behaviour

Adverse effects
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OPIOIDS: when and how to STOP

• Intolerable adverse effects

• Treatment goals not reached

• Patient request

• Non-adherence by the patient

• Misuse by the patient

TAPERING PLANNING
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TITRATION

 TAILORING 

  TAPERING
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Opioid Misconceptions
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Opioid Misconceptions

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19• Dangerous

• Shorten life / Hasten death

• Respiratory depression

• End of life only

• Opioids kill pain by killing the patient
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Opioid Misconceptions

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19• Tolerance

• Addiction

• Compromise function

• Confusion / disorientation

• If a patient dies whilst on opioid medication, the opioid caused the death
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Opioid Facts (1)

• Indispensable in pain management

• Safe & effective

• Do not compromise function

• Introduce when less potent medicines are ineffective

• Physical dependence is not addiction

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19

for medical use in properly selected 
and supervised patients
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Opioid Facts (2)

• No significant respiratory depression

• Bowel dysfunction is main concern

• Inter-individual variation in response

• No single ‘ideal’ opioid; therefore need a range of opioids

• Opioid misuse causes harm; not opioid use

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19

for medical use in properly selected 
and supervised patients
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Medical Use of Opioids (1)

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19

• Adequate patient assessment

• Clinicians familiar with best practice

• Non-specialsts need access to export advice

• Opioids prescribed by competent doctors

• Correct dose is the the lowest possible dose
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Medical Use of Opioids (2)

O’Brien T, ChristrupLL, Drewes AM et al. 
European Pain Federation Position Paper. 
EurJ Pain 21 (2017) 3-19

• Close on-going supervision

• Treatment initiated on trial basis

• Patient & Family education on safe use and storage

• Opioids dispensed by competent pharmacists

• Honest doctor/patient relationship
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Opioids of the future 
Functional selectivity or biased agonism
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TRV130 Oliceridine
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flaminia.coluzzi@uniroma1.it
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