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OPIOIDS: RATIONAL FOR USE




Pharmacotherapy of Pain:
multimodal analgesia

= Targeting the basic
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Kumar S, et al. OA Anaesthetics. 2014;2:2; Julius D, et al. Nature. 2001;413:203-210; Lee B, et al. Best Pract Res Clin Anaesthesiol. 2018;32:101-
111; Dunkman WJ, et al. Surg Clin North Am.2018;98:1171-1184.
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Any drug has its role




PHYSIOLOGY IN MEDICINE: A SERIES OF ARTICLES LINKING MEDICINE WITH SCIENCE

Ph )lsiaiz:-gj: in Medicine R EV I EWT
Dennis A. Ausicllo, MD, Edizor; Dale |. Benos, PhD, De:b wry Fditor; Francois Abboud, MD, Assoctare Editor,

William Koop man, MD, Asseciate Editor

Annals af Internal Medicine
Paul Epstein, MD, Series Editor

Pain: Moving from Symptom Control toward Mechanism-Specific
Pharmacologic Management

Clifford J. Woolf, MD
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ADAPTIVE PAIN

The somato-sensorial peripheral and central system is intact

Adaptive Pain
Nociceptive

Inflammatory
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Inflammation
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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

. i Spontaneous Pain
C. Neuropathic Pain Pain Hypersensitivity
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MALADAPTIVE PAIN
CENTRAL SENSITIZATION

A o AS-or AB-ﬁbre> z
Chb §(1
Skin

Spinal cord dorsal horn
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CENTRAL ANALGESICS.
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EXPERT OPINION ON PHARMACOTHERAPY Taylor & Francis
https://doi.org/10.1080/14656566.2021.1970135 Taylor & Francis Group

’ W) Check for updates|

REVIEW

Pharmacologic agents directed at the treatment of pain associated with
maladaptive neuronal plasticity

Joseph V. Pergolizzi Jr.?, Giustino Varrassi (2°, Peter Magnusson <4, Frank Breve®, Robert B. Raffa "9,
Paul J. Christo", Maninder Chopra', Antonella Paladini ¢/, Jo Ann LeQuang ©?, Kailyn Mitchell® and Flaminia Coluzzi®

aNEMA Research, Inc, Naples, USA; PPaolo Procacci Foundation, Rome, Italy; <Centre for Research and Development, Region Gdvleborg/Uppsala
University, Gavle, Sweden; ‘Department of Medicine, Cardiology Research Unit, Karolinska Institutet, Stockholm, Sweden; ®Department of
Pharmacy Practice, Temple University School of Pharmacy, Philadelphia, USA; ‘College of Pharmacy (Adjunct), University of Arizona, Tucson, USA;
9Temple University School of Pharmacy (Professor Emeritus), Philadelphia, USA; "Associate Professor, the Johns Hopkins School of Medicine,
Baltimore, USA; 'Decision Alternatives, LLC, Frederick, USA; 'Department MESVA, University of L’Aquila, L'Aquila, Italy; “Department Medical and
Surgical Sciences and Biotechnologies, Sapienza University of Rome, Latina, Italy
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A
Examples of current therapeutics
[ TCAs |
| Gabapentinoids| |  Topical Agents | | SNRIs | | Opioids |
| Atypical Opioids ]
% ﬂ NorEpi 5-HT
TRPV1 mAChR transporter transporter MOR
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OPIOIDS: MOR-mediated modulation
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OPIOIDS: RATIONAL USE




TITRATION is the first step

-

*Reach to lowest effective dose

*Minimize side effects START LOW
*Tailored therapy Gé\gIPOW

Overlapping
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Opioid-Induced Constipation
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Journal of Pain Research 2020:13
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Joumnal of Endocrinological Investigation
https://doi.org/10.1007/540618-018-0964-3

REVIEW ARTICLE
@ Crosshark

Testosterone deficiency in non-cancer opioid-treated patients

Hypothalamus

F. Coluzzl'(® - D. Blllecl - M. Maggl? - G. Corona*

Central effects

Opioids

J Total testosterone
levels

Testosterone

Peripheral effects

5-a reductase 1 P450 aromatase
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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...

NN
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Choosing the right LAO

Physician familiarity
Patients’ preference

Tolerability profile
Efficacy

Patients’ characteristics
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Drugs
https://doi.org/10.1007/540265-018-0980-9

REVIEW ARTICLE

Assessing and Treating Chronic Pain in Patients with End-Stage Renal
Disease

Flaminia Coluzzi'

Table 3 Pharmacological treatment for chronic pain management in ESRD

Drugs Route of administration Starting dosage Indications Clinical considerations
Opioids
Buprenorphine patch Transdermal 5 pg'h Severe chronic pain Safer profile
Fentanyl patch Transdermal 12 pg'h Severe chronic pain Safer profile. No clinically
significant accumulation in
CKD
Hydromorphone Oral 4 mg bid Severe chronic pain (second- Safe, but use with caution.
line treatment) Diose adjustment required
Oxycodone Oral 5 mg bid Severe chronic pain (second- Safe, but use with caution.
line treatment) Dose adjustment required
Tramadol Oral 50 mg bid Sewvere chronic pain (second- Safe, but use with caution.
line treatment) Dose adjustment required
Tapentadol Oral 25 mg bid Severe chronic pain (second- No dose adjustment needed for
line treatment) CrCl = 30 ml/min. Data are
not available in ESRD
Morphine Not recommended due to accu-

mulation. To be avoided

Codeine Mot recommended due to accu-
mulation. To be avoided
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Opioids in liver failure

Table 3. Recommendations for Opioids
in Hepatic Impairment

Oploid Recommendations
Codeine Mot recommended; in severe hepatic dysfunction codeing is not converted
to morphine, leading to poor analgesia
_ Fentanyl 935 metabolized in Inver; studies have not demonstrated P alterations;

careful montonndg & warranted

Hydrocodons Use with caution; monitor for overdose due to panent compound not being
converled to metabolites

Hydromorphone  Undergoes phase Il reaction; however, use with caution due to its
intermediate extraction ratio
Methadone Use with caution; risk of accumulation because of increased free drug
Meperiding Mot recommanded; toxdc metabolite, normeperiding, may accumutate
Momphine Use with caution; monitor for overdose due to high extraction ratio
E—) (:cycodone Use with caution; dose adjustment recommended (1/2 to 1/3 of original dose)
Cuymorphone Confraindicated in moderate-to-severe hepatic impaiment
Tramadol Not recommended; significant PK changes in moderate-to-severe
hepatic impaiment

FR: pharmacokineticn. Source: References 8 16
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PK: Opioids’Metabolism

Potential Potential for unpredictable
Phase 1 Phase 2 for drug response: toxicity or
Opioid metabolism metabolism interactions poor analgesia
. CYP2D6 None ++ +++
Codeine 7~ -
Hydrocodone Ny
Small portion with CYP2D6
Tramadol and primei_r)\/ CYP3A4 None +++ ++ "
Oxycodone N
CYP3A4 None +++ +
Fentanyl ~ >
Methadone 7
Gilucuronidation
Hydromorphone None via U,G\sz * *
Morphine U >
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Drug-Drug Interactions: Role of CYP450

Drug Oxidation — Major Route of
Drug Metabolism

Family of Enzymes (CYPs) in Liver

Proportion of Pharmaceuticals Metabolized by Major P450 Content of Hurman Liver
Indvidual Cytochrome P450’s

2D6

Alastair J. J. Weod Shirmada el &, 1954,
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PK: potential drug-drug interactions

CYP2D6

CYP3A4

Codeine

Morphine

Codeine

Tramadol

Tramadol Hydromorphone

Hydrocodone

Fentanyl Oxymorphone

Oxycodone

Tapentadol

Methadone

Methadone
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ldeal Analgesic Drug

»

;&

* Potent analgesic effect e
* Low abuse potential f
* No tolerance <

* Reduced risk of respiratory depression and other AEs

e Safe for long term use
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NICE guidelines LBP

| |
i\ Tomanagea Pain is persistent /
‘ specific episode treatment resistant

W

Managing
acute sciatica Manual
therapy Com]qined
p : - Group physical +
leuropathic exercise ) psychological
pain medication ) Psychological programme

therapy

Epidural injections

+
L ) Consider pain relief options
- - Paracetamol NSAIDs’ Weak opioids
[ Spinal decompression J Not Consider If NSAID ineffective /
effective oral not tolerated /
After acute symptoms of sciatica alone NSAIDs contraindicated

are controlled, it may be
appropriate to (re)enter an

excercise programme to manage . NSAID d |
underlying low back pain x Do not offer acupuncture Sl e
anti-inflammatory drugs
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agonista

Racemic mixture
Prodrug
: MOR/SNRI
: Metabolic activation (CYP2D6)
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TAPENTADOL

NA <::. m==) MOR
agonista

Single molecule
No metabolic activation
No active metabolites
Synergic MOR/NRI activity




Tapentadol: more than “MOR” ...

STRONG ANALGESIC STRONG OPIOID

EXPECTED ADVANTAGES: SEOATRINS @) o

Does ‘Strong Analgesic’ Equal ‘Strong Opioid’?

S| m|| ar An alge S| a Tapentadol and the Concept of ‘n-Load’

Robert B. Raffa - Christian Elling - Thomas M. Tzschentke

Lower incidence of side effects Reduced p load
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Tapentadol: the concept of Mu-Load

Adv Ther @ CrossMark
https://doi.org/10.1007/s12325-018-0778-x

COMMENTARY

Does ‘Strong Analgesic’ Equal ‘Strong Opioid’?
Tapentadol and the Concept of ‘p-Load’

Robert B. Raffa - Christian Elling - Thomas M. Tzschentke

Table 1 Summary of the calculated estimates of the con- (o)
tribution of tapentadol’s opioid component to its analgesic /0
(antinociccptivc) action o
Pain type  Source of data Estimate

(%)
Nociceptive ~ Animal model: LITF-r (low- 54

intensity tail-flick test, rat)

Neuropathic Animal model: SNL-r (spinal 36 N E U RO PATH I C

nerve ligation test, rat)
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Tapentadol is ATYPICAL

Descending pathway

from the brain
Ascending pathway

to the brain NE

>

| Tapentadol*  Spinal cord
4

vO

y- p-OR ‘
a,-AR : i |
3 N \
2 < Pain signal ;
¢ 4 A. ‘_N, S CEEETRTPrpE .g ...... ‘
Ke {V
j Gl Primary afferent
Secondary afferent 4 .

*The exacl mechanism of NUCYNTA® (lapentadol] s unknown. Simplfied schematic lor mechanism of aclion.

@ - gliamate [Gu) A - s0000ce P [57) 880 - norepinephine (ne) = NEreupiake fronsporter prolein
‘ = gutamale receplor - » subslance Preceptor - = alpha2-odrenccepler [ -AR) Il -~ mocpioid receptor [u-OR|

Sources: Tzschentke et al, 2007; Vanderah, 2007; Pertovaara, 2006; Janssen Pharmaceuticals, Inc.
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Tapentadol: LBP with or without NP component

weip= painDETECT negative® ==fif= painDETECT unclear® === painDETECT positive®

positive

o

o

o

w

CMRO Cument Medical Research & Opinion VoL, 28, No. 6, 2012, 1-26 B
0300-79% Article FT-0043R 1679254 I‘E
d0£10.1185/03007995.2012.679254 AU fghts eserved: reproduction inwhie or part ot permitad g
E

©
Original articl s
g B
=

negative

Effectiveness and safety of tapentadol prolonged
release for severe, chronic low back pain with or
without a neuropathic pain component: results of
an open-label, phase 3b study

BL 6 8 12

llona Steigerwald Abstract

Matthias Miiller L

Wedical Aars Europe S Austall, Grinential G, O01eCVe:

Aachen, Germany v ' " This open-label, phase 3b study evaluated the effectiveness and tolerability of tapentado! prolonged release
. immed in enisodes) far severa chroniclow back ain with orithout

Study week
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Tapentadol: NECK PAIN

with or without NP component

CURRENT MEDICAL RESEARCH AND OPINION
2020, VOL. 36, NO. 4, 651-659

https/doi.org/10.1080/03007995.2020.1722083 .
Article ST-0636/1722083 Taylor & Francis

All rights reserved: reproduction in whole or part not permitted Taylor & Francis Group

ORIGINAL ARTICLE W) Check for updates

Tapentadol prolonged release for managing moderate to severe chronic neck
pain with or without a neuropathic component

Flaminia Coluzzi®, Joseph V. Pergolizzi Jr®, Enrico Giordan®, Pamela Locarini®, Alessandro Boaro® and
Domenico Billeci®
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Decrease of pain

90%
S 75.9% /8%
° 69% 70%
0,
N 70% 58.6% 62%
X 60%
8 50%
Q
L 40%
o
A 30%
20%
10%
0%
W4 W12
Decrease 230% Decrease 250%
m Without neuropathic component m With neuropathic component

CURRENT MEDICAL RESEARCH AND OPINION
2020, VOL. 36, NO. 4, 651-659
https://doi.org/10.1080/03007995.2020.1722083
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WO w12 WO w12

With neuropathic component Without neuropathic
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B With neuropathic
component W0

With neuropathic
component W12

B Without neuropathic
component WO

Without neuropathic
component W12

CURRENT MEDICAL RESEARCH AND OPINION
2020, VOL. 36, NO. 4, 651-659
https://doi.org/10.1080/03007995.2020.1722083




a systematic review and meta-analysis

P
Nanna B Finnerup®, Nadine Attal®, Simon Haroutounian, Ewan MdNicol, Ralf Baron, Robert H Dwarkin, lan Gilron, Maija Haanpéd, Per Hansson, O::'.‘,: I A S P
Troels S Jensen, Peter R Kamerman, Karen Lund, Andrew Moore Srinivasa N Raja, Andrew S C Rice, Michael Rowbotham, Emily Sena, Philip Siddal| G
Blair H Smith, Mark Wallace International Association for the Study of Pain
Total daily dose and dose regimen Recommendations

Strong recommendations for use

Gapabentin 1200-3600 mg, in three divided doses First line
Gabapentin extended 1200-3600 mg, in two divided doses First line
release or enacarbil

Pregabalin 300-600 mg, intwo divided doses First line
Serotonin-noradrenaline  60-120 mg, once a day (duloxetine); First line
reuptake inhibitors 150-225 mg, once a day (venlafaxine extended

duloxetine or venlafaxine*  release)
Tricyclic antidepressants 25-150 mg, once a day or in two divided doses First linet

Weak recommendations for use

Capsaicin 8% patches One to four patches to the painful area for Second line ( peripheral
30-60 min every 3 months neuropathic pain)f
Lidocaine patches Oneto three patches to the region of painoncea  Second line ( peripheral
dayforupto12 h neuropathic pain)
Tramadol 200-400 mg, intwo (tramadol extended release) Second line
orthree divided doses
Botulinum toxin A 50-200 units to the painful area every 3 months  Third line; specialist use
el [ | I
Lancet Neurol 2015; 162-73 Strong opioids Individual titration Third line§
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2015
CZ1IASP

International Assaciation for the Study of Pain N N I

Comparisons® Participantst Activepain  Placebo Number  Susceptibility

l\:_

TCA 36 relief needed  to biast
to treat
(95% )
SNaRlI 6.4 Tricydlic 15 948 217/473 85/475 36 15973
antidepressants (3-0-4.4)
. Serctonin- 10 2641 676/1559 278/982 6.4 1826
Pregabalin 7.7 noradrenaline (5-2-8.4)
reuptake
. inhibitors
Gabapentin 7.2 '
Pregabalin 25 5940 1359/3530 57812410 77 2534
(6:5-9-4)
Tramadol Gabapentin§ 14 3503 71902073  291/1430 72 1879
(59-9-1)
Tramadol & 741 176/380 96361 47 982
Strong opioids (3.6-6.7)
Strong opicids 7 838 211/426 108/412 43 1326
- (3-4-5:8)
Capsaicin 8% 10.6 3
Capsaicin 8% 6 2073 466/1299 212774 106 7of
(7-4-18.8)
Botulimun Toxin A 1.9 Botulinum 4 137 4270 467 19 678
tosin A (1.5-2-4)

Lancet Neurol 2015; 162-73

0.0 2.2 4.4 6.6 8.8 11.0 13.2
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LBP with NP: Tapentadol + Pregabalin

+ Tapentadol PR 100 mg/day

+ Tapentadol PR 100 mg/day .
n=445 | 5 Tapering down
=8l Tapentadol PR 300 mg/day n=154
Up-titration to E
ORIGINAL ARTICLE tapentadol PR §
Washout 300 mg/day g + Pregabalin 150 mg/day

+ Pregabalin 150 mg/day
Tapentadol PR 300 mg/day n=159

Effectiveness and Safety of Tapentadol
Prolonged Release (PR) Versus a Combination
of Tapentadol PR and Pregabalin for the
Management of Severe, Chronic Low Back Pain

With a Neuropathic Component: A “?;h&‘ﬁ:;}d “‘(';ﬁ“" Fl‘:;"d C““‘F(‘S“'aﬁ“eii’}e’i"d F“(':“";‘“P Pki';“d
. . = Wee WeEKs -2 Weel
Randomized, Double-blind, Phase 3b Study | L . ! I
o ) . o Enrollment Baseline T2 T3 Random- C1 (2 C3 c4 Final Follow-up
Ralf Baron, MD, PhD*; Emilio Martin-Mola, MD, PhD; Matthias Miiller, MD, visit visit ization evaluation visit
MSc¥; Cecile Dubois, MS®; Dietmar Falke, PhD*; llona Steigerwald, MD* visit visit

PR, prolonged release; T, fitration period; C, comparative period.

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

Double-blind
comparative period
=== Tapentadol PR 500 mg (n = 139)°

=== Tapentadol PR 300 mg +
pregabalin 300 mg (n = 149)°

o= Tapentadol PR 500 mg = Tapentadol PR/pregabalin 300/300 mg Open-label titration period
o ) (tapentadol PR 300 mg)
Open-label titration period Double-blind 9

% (tapentadol PR 300 mg) comparative period T : l
8 - :
7 = E
w 7 — d
° 27 % positive ?2:__ :

g E 6 :
8 20 2 H ]
E el N~ = 5 ' :
o a o b e
g 164 g 47 i :
= unclear H 3
§ 14 g 3 H :
ap e ' '
s 5 : \
L T T . T e E 2 H :
ap . = ' E
104 [negahve = 14 : E
8 0 : :
; f- : ; T T T T T
Enroliment  Baseline Randomization Final evaluation Q& & <2 3 ’_\\Q‘\

Tapentadol PR 500 mg/day,n 149 150 150 1M ‘Q\\ﬁ\ @m‘b
| ! N o
e e y57 157 157 123 © @‘\b

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

.-ﬂﬂ

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

Tapentadol + Pregabalin

TEAES > 5%

I Tapentadol PR 500 mg (n = 154) M Tapentadol PR 300 mg + pregabalin 300 mg (n = 159)

20 Discontinuations due to TEAEs:

18 17.6 Tapentadol PR, 7.8% (12/154)

16 Tapentadol PR + pregabalin, 7.4% (12/159)

14 A

12 1 11.0
4 9.4

10 8.4 8.4 8.2

8 - 7.1

6 ' 5.0 5.0

4 4 31

2 -

Percentage of patients

0 B k' .
0\7—7;‘“6;2 m“o\e\f\‘::e‘\\'\amsﬁ NP 08, oqact®

. " o
Gm\s'{\&)a“o“ qaﬁ\\\‘“%w O e

TEAE, treatment-emergent adverse event; PR, prolonged release.
ancidence is based on the number of patients experiencing =1 TEAE, not the number of TEAES.
bSelected TEAES with an incidence <5% in either treatment group were also included.
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OPIOIDS for chronic non-cancer pain

Opioid Use

in Chronic Non-Cancer Pain




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
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US 70% of global opioid consumption

Americans consume more opioids
than any other country

Standard daily opioid dose for every 1 million people

o] 10,000 20,000 30,000 40,000

United States |

Canada
Germany
Denmark
Belgium
Austria
Switzerland
Australia

Holland
Spain
Luxembourg
Norway
Great Britain

Ireland
New Zealand
Sweden
Iceland
Israel
France
Slovenia
Portugal
Finland
Italy
Mauritius

Greece

Source: United Nations International Narcotics Control Board

VYox

Credit: Sarah Frostenson
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USvs EU

* 323 million: 4% of the world’s e 741 million: 10% of the world’s
population population

e 8.5 million misuse opioids: 3%

e 1.3 million misuse opioids: 0.4%
* 22000 (2016): 27% of the world’s

drug overdose death * 6800 (2016): 8.3% of the world’s drug
overdose death
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The triple wave epidemic

RISE IN OPIOID OVERDOSE DEATHS IN AMERICA

A Multi-Layered Problem in Three Distinct Waves

g 00 6@

1990s 2010 2013

mark a rise in prescription marks a rise in heroin marks a rise in synthetic

PEOPLE DIED FROM AN
OPIOID OVERDOSE

: opioid overdose deaths overdose deaths opioid overdose deaths
(1999-2020)
Rx OPIOIDS HEROIN SYNTHETIC OPIOIDS
Includes natural, semi-synthetic, An IBegal opioid Inchudes illicitly made fentanyl

and methadone and can be
prescribed by doctors

m Learn more about the evolving opioid overdose crisis: www.cdc.gov/drugoverdose
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The US political of OPIOID restriction

® OxyContin O Heroin
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network O EN. 5

Original Investigation | Substance Use and Addiction
The Burden of Opioid-Related Mortality in the United States

Tara Gomes, PhD; Mina Tadrous, PharmD, PhD; Muhammad M. Mamdani, PharmD, MA, MPH:; J. Michael Paterson, MSc; David N. Juurlink, MD, PhD

Figure. Proportion of Deaths Related to Opioid Use by Age Group in 2001, 2006, 2011, and 2016
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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?
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How Addiction Affects the Brain

Two ways scientists say the brain responds

to alcohol and drug abuse

In the nucleus accumbens, the
brain’s reward center, drug and
alcohol use boosts dopamine, a
neurotransmitter that helps
produce pleasurable feelings,
thus promoting more cravings.

In the amyagdala, which
processes memory and
emotions, long-term
substance abuse can send
the stress-response system
into overdrive.

Source: George Koob, Scripps
Research Institute

The Wall Street Journal

‘l '
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Blocking Bad Feelings

Scientists hope that by blocking a
‘misery neurotransmitter’ known
as CRF, they can hinder the brain’s
stress response to addiction on a
molecular level. A drug called
gabapentin recently showed
promising results.

Inside the amygdala

1
"":" ".-}C RF

Neuron

Neuron




Not all opioids are created equal in the eyes of dopamine

OFNMDSICIENG

European Journal of Neuroscience, Vol. 40, pp. 3031-3054, 2014 dor:10.111 Lepn 12709

NEUROSYSTEMS

Rapid dopamine transmission within the nucleus
accumbens: Dramatic difference between
morphine and oxycodone delivery

Calitlin M. Vander Weele,"! Kirsten A. Porter-Stransky,’' Omar S. Mabrouk,? Vedran Lovic," Bryan F. Singer,’
Robert T. Kennedy® and Brandon J. Aragona’?

'Department of Psychology, University of Michigan, Ann Arbor, Ml 48109, USA

“Departments of Chemistry and Pharmacology, University of Michigan, Ann Arbor, MI 48109, USA

*Program in Neuroscience, University of Michigan, Ann Arbor, MI, USA

Keywords: addiction, motivation, opwoid, reward
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Opioids’Abuse Potential

Postmarketing Evaluation of Tapentadol Abuse

hydrocodone ey o, e

Tapentadol Abuse Potential: A Postmarketing
Evaluation Using a Sample of Individuals
Evaluated for Substance Abuse Treatment

oxycodone #

® tramadol

Standardized Average Quarterly
Prescriptions Dispensed

fentanyl orphine ®buprenorphine

» hydromorphane

xymorphone

tapentadol

Standardized Estimate of Abuse Prevalence
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ARTICLE ONLINE FIRST
This provisional PDF corresponds to the article as it appeared upon acceptance.
A copyedited and fully formatted version will be made available soon.
The final version may contain major or minor changes.

“l am in pain”: is it really the magic formula to open the
door of opioid abuse?

Flaminia COLUZZI

Minerva Anestesiologica 2017 Jul 20
DOI: 10.23736/S0375-9393.17.12269-8
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YES, there is a problem in the US

The US cannot export
national issues globally
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European
Drug
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Opioids : Cannabis = 1:17

|.3 million : 22.1 million
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European Journal of Pain i |
POSITION PAPER |

European Pain Federation position paper on appropriate opioid
use in chronic pain management

T. 0’'Brien’2, L.L. Christrup®, A.M. Drewes* M.T. Fallon®, H.G. Kress®, H.J. McQuay’, G. Mikus?,
B.J. Morlion®, J. Perez-Cajaraville'?, E. Pogatzki-Zahn'’, G. Varrassi'?, 1.C.D. Wells'?

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.
Eur) Pain 21 (2017) 3-19
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EJP

European Journal of Pain

POSITION PAPER )
European Pain Federation position paper on appropriate opioid =

use in chronic pain management ‘
T. O'Brien™?, L.L. Christrup®, A.M. Drewes®, M.T. Fallon®, H.G. Kress®, HJ. McQuay’, G. Mikus®, \

B.J. Morlion®, J. Perez-Cajaraville'®, E. PogatzkiZahn'", G. Varrassi'?, J.C.D. Wells'?

O’Brien T, ChristrupLL, Drewes AM et al.
European Pain Federation Position Paper.

Silent epidemic of pain Eur) Pain 21 (2017) 3-19

Uncomplaining patients & unquestioning doctors
- a lethal conspiracy of silence -
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EFIC position 2021: RATIONAL USE of OPIOIDS

DOI: 10.1002/ejp.1736

POSITION PAPER

European® clinical practice recommendations on opioids
for chronic noncancer pain — Part 1: Role of opioids in the
management of chronic noncancer pain

Winfried Hiuser'”* | Bart Morlion® | Kevin E. Vowles® | Kirsty Bannister® |
Eric Buchser® | Roberto Casale’ | Jean-Francois Chenot® | Gillian Chumbley9 |
Asbjgrn Mohr Drewes! | Geert Dom'! | Liisa Jutila'? | Tony O‘Brien!® |
Esther Pogatzki-Zahn14 | Martin Rakusa® | Carmen Suarez-Serrano'® |

. 17 v P v18
Thomas Tolle | Nevenka Krcevski Skvarc¢ Eur J Pain. 2021:25:049_068.
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1. Comprehensive clinical evaluation
a. Medical and psychosocial history
b. Medical and if necessary psychological and physiotherapeutic
examination
c. Technical examinations
d. Interdisciplinary assessment if needed
2. Start treatment

a. Education
b. Non-pharmacological therapies
c. Non-opioids if needed

3. Consider a trial with opioids if

a. There is a relative indication for opioids for the type of the
pain syndrome of the patient and

b. non-pharmacological treatment and non-opioid analgesics are

(1) Not effective and/or

(i1) Not tolerated and/or

(i11) Contraindicated

Eur J Pain. 2021:;25:949-068.
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4. Shared decision making with patients

a. Assess individual benefit risk-ratio

b. Consider patient's treatment preferences

c. Obtain informed consent and agreement
d. Establish individual and realistic treatment goals (sustained

improvement of daily functioning, pain reduction)
5. Initial dose adjustment phase (8—12 weeks)
a. Start slow, go slow
b. Monitor and treat side effects if needed
c. Find the optimal dosage](predefined treatment goals met; no

or tolerable/manageable side effects)

fd. Discontinue if h
(1) Predefined treatment goals not reached
(11) Intolerable/manageable side effects

\(i11) Non-medical use of prescribed opioids / Eur J Pain. 2021;25:949-968.
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_ N

. Long-term opioid therapy (>12 weeks)

_
a. Regular assessments (at least every 3 months)

Assess four A's: Activity, analgesia, aberrant behaviour,
adverse effects

¢. Promote non-pharmacological therapies

d. Continue if

(1) Stable dosage

(1) Sustained improvement of daily functioning and pain
reduction

(ii1) tolerable/manageable side effects

(iv) No signals of non-medical use of prescribed opioids

e. Discuss tapering/drug holiday after 6 months with the patient

f. Discontinue 1f

(1) Dose escalation

(i1) Loss of improvement of daily functioning and of pain
reduction

(ii1) tolerable/manageable side effects

(iv) Signals of non-medical use of prescribed opioids

Prof. Flaminia Coluzzi - SAPIENZA Universita di Roma

Activity

Analgesia
Aberrant behaviour

Adverse effects

Eur J Pain. 2021:;25:949-068.



OPIOIDS: when and how to STOP

TAPERING PLANNING

* Intolerable adverse effects
* Treatment goals not reached
* Patient request

* Non-adherence by the patient

* Misuse by the patient
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Good clinical practice guide for opioids in pain @mgmm
management: the three Ts - titration (trial), tweaking
(tailoring), transition (tapering)

Flaminia Coluzzi®, Robert Taylor Jr.", Joseph V. Pergolizzi Jr.=®*, Consalvo Mattia®,
Robert B. Raffa’*

REVISTA
BRASILEIRA DE

r*;’.i':.i::'f.'.‘:;'f TITRATI ON

t*:*:-

T alLORING
1 APERING
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Opioid Misconceptions ()EFC

O’Brien T, ChristrupLL, Drewes AM et al.
European Pain Federation Position Paper.

* Dangerous Eur) Pain 21 (2017) 3-19
« Shorten life / Hasten death

« Respiratory depression

* End of life only

 Opioids kill pain by killing the patient
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Opioid Misconceptions ()EFC

O’Brien T, ChristrupLL, Drewes AM et al.
European Pain Federation Position Paper.

» Tolerance Eur) Pain 21 (2017) 3-19
« Addiction

« Compromise function

» Confusion / disorientation

« |f a patient dies whilst on opioid medication, the opioid caused the death
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Opioid Facts




Opioid Facts (1) () E F C
for medica/ use in proper/y Se/eCtEd O’BrienT, ChristrupLL,Drewe; AM et al.
and supervised patients ST T

» Indispensable in pain management

« Safe & effective

« Do not compromise function

* Introduce when less potent medicines are ineffective

* Physical dependence is not addiction
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Opioid Facts (2) () EF C
for medical use in properly selected "
and supervised patients e
- 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
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Medical Use of Opioids (1) ()EFC

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) ()EFC

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

mu receptor mu receptor

Analgesia Side-effects Analgesia Side-effects
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TRV130 Oliceridine
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LE BASI DELLA MEDICINA
DEL DOLORE

A curadi
Flaminia Coluzzi e Franco Marinangeli
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Carocci (@ editore

flaminia.coluzzi@uniromal.it
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