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Why Opioids for Cancer Pain?

Visceral/
neuropa Chronic
thic pain pain

Opioids




Pain Management Goal

Treatment goal:
breakthrough < 3 /day, severity < 3

= 4

Around-the- . .
e long-acting medication
clock } _J
Breakthrough . . . )
5 e immediate onset medications
dose _J
IV morphine =

3X oral morphine



Adequate Analgesia =
Balance between Pain and Side Effects




Analgesics

Non-Opioids Weak Opioids Strong Opioids

e acetaminophen e codeine e morphine
e NSAIDs e tramadol e fentanyl
e COX-2 inhibitor e hydromorphone

e oxycodone
e buprenorphine
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WHO Pain Guideline 1986

BBy mouth
BBy clock
Y Why do patients with
MBy ladder > moderate-severe pain need to
BFror individual receive weak opioids?

WHO 7986



WHO 1986 WHO 2018

BBy mouth BBy mouth

BBy clock BBy clock

- Bylodder BFor individual

BFor individual B\With attention to detail

Patients should be started on an analgesic
with a strength appropriate to their
assessed pain severity.

WHO 1986, WHO 2018



Strong vs. Weak Opioids

Tramadol or codeine | 1. Weekly visits till
(h = 122) D28 (finish)

2. Switch from weak
to strong opioids
or from morphine
to other strong

Switch between weak
opioids allowed

N =240
- opioids was
Moderate cancer pain Low dose morphlne - i}
Ovioid na (n = 118) cor.15|dered as end
ploid naive point events

30 mg/day as start

Primary outcome: the number of responder patients,
defined as a 20% reduction in pain intensity

Bandieri et al. JCO 2015



35% pts starting with
weak opioids shifted
to strong opioids

reatment Outcomes within 28 days

B Weak opioids M Strong opioids

100 -~

80 - *

60 -

40 - AOR =
AOR g adjusted

20 - 6.9 5.7 odds

ratio
. | i

Responders Meaningful pain Highly meaningful pain

Odds ratio adjusted by pain intensity at baseline, age, reduction reduction

gender, Karnofsky performance score, adjuvant therapy, >30% pain reduction >50% pain reduction
rescue therapy, cancer type and anticancer treatment.

Bandieri et al. JCO 2015



Side Effects

ESAS Item :Weak Opioids |  Morphine o
Pain | 406, 103 < 001
Tiredness I 3 (26) I 2 (1-3) < .001
Nausea I 1(03 I 1(0-1) .03
Depression I 2(14) | 1(0-2) < .001
Anxiety I 2 (04 I 1(0-2) < 001
Drowsiness ' 3014 1 102 < .001
Appetite : 2015) 1 1(02 < 001
Wellbeing : 3 (1-5) [ 1 (0-2) < .001
Shortness of breath [ 0(0-1) [ 0 (0-0) 01
ESAS overall symptom score L _191 (1_ 04_ 7)_ ' 10 (6-15) < .001

NOTE. Data are presented as median (interquartile range).
Abbreviations: ESAS, Edmonton Symptom Assessment System.

Bandieri et al. JCO 2015



Current Long-Acting Strong Opioids
In Talwan

Morphine equivalent
dose per day

Content Medication and Dosage

Morphine MXL 60mg qd 60mg
Oxycodone Oxycontin 10mg gq12h 30-40mg
Hydromorphone Jurnista 8mg qd 40mg
Fentanyl patch Durogesic 12ug/hr 30mg
Buprenorphine Transtec 35ug/hr 60mg



3-Step Opioids to 2-Step Opioids

Patients with
moderate to
severe cancer
pain
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Morphine

B Extended release:
1. MXL® (60 mg/cap) gd use
2. Morphine sulfate SR (30mg/tab) g12h use

B Immediate release:
1. Morphine sulfate (15 mg/tab)

2. Morphine sulfate oral solution (2 mg/ml)

Minjection: morphine HCI



MXL®

MXLEABHFEMENBECENHE BERARSBIIERTE
Ef0.25mm-1.8mmAZEEEMNIN  AZPHEFE REBE
BEENE24/MFo

Wiffen et al, Oral modified release morphine for the management of severe pain: a UK perspective;
Bandolier Extra: 2007: May; 1-8.

TW-MXL-0089-V1-0615
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Oxycodone

M- & K- receptor agonist
M Predictable bioavailability
M Potency: 1.5-2 X morphine

MExtended release:
Oxycontin® 10mg/tab, 20mg/tab
gl2h use

BImmediate release:
Oxynorm® 5 mg/cap

FDA Prescribing Information: Oxycodone. Available at url: http://www.drugs.com/pro/oxycodone.html|

FDA Prescribing Information: Oxycontin®. Available at url:http://www.drugs.com/pro/oxycontin.htm|




Broad-Spectrum Coverage of
Oxycodone

Curtis 1999
Sunshine 1996
Ginsherg 2003
Cheville 2001
De Beer 2005
Wirz 2005

] . Citron 1998 Riley 2006

Bruera 1998 Heiskanen 1997
Hagen 1997 Biancofiore 2006
Mucci-Lo Russo 1998

Roth 2000

Zautra 2005

McCroskery 2000 OA Pain Gatti 2009

Markenson 2005 X

Watson 1998 Post-herpetic . Hanna 2008

Sindrup 1999 Neuralgia Watson 2003

Gimbel 2003

Riley et al. CMRO 2008;24:175-192




Hydromorphone

B Metabolized via glucuronidation— Little
interaction with the cytochrome P450
enzymes

W Stable blood concentration
W Potency: 5X morphine

M Extended release: ‘;

Jurnista® 8 mg/tab, qd use
8 mg



Hydromorphone OROS®
Jurnista®
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Fentanyl

BExtended release: transdermal patches
1. Durogesic® (matrixZlZ: 12, 75 pg/hr)
2. Fentanyl patch (FAZETEEY; 25, 50 ug/hr)

B Rapid onset opioids: transmucosal
1. Painkyl®
2. Fentora®




Matrix vs. Reservoir System

Durogesic ® D-TRANS®

Z549/hr
Fentan4l "PPCD"

Fentanyl Patch

Patch structure

Flexible matrix

Reservoir system with gel

Smaller!

25 ug/h—18.7 cm?

Patch size 12.5pg/h—5.25 cm? ,
75ug/h—31.5 cm? 50 pug/h —40.6 cm
Dissolved in the adhesive HmiBECiEe i el @i
Fentanyl laver water/ethanol/
Y hydroxyethyl cellulose
Permeation enhancer None Ethanol




Buprenorphine

Temgesic® Transtec®

®Sublingual; short-acting ®Transdermal patch

®Might interfere with effects of o RUAIEH RIS RIS

strong opioids ® 35ug/h ~ fentanyl 25 pg/h
® 52.5ug/h ~ fentanyl 37.5 ug/h

OEE—FHHEP _KEMAF

Although a partial opioid receptor agonist,
clinically act as a strong opioid
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Rapid Onset Opioids

1. Transmucosal routes to speed up onset (~ 10-15 mins)

2. Not affected by Gl motility or nausea
3. Only for breakthrough pain

BEMA® Drug Placement

|

Fentanyl buccal soluble film Fentanyl buccal tablet

Painkyl® EsE Fentora® Es =T

Clin Pharmacol Ther. 1988 Sep,;44(3):335-42.

Pain Physician 2008: Opioid Special Issue: 11: $133-5153



Breakthrough Pain Is NOT......

B Uncontrolled background pain

B Pain occurring in the absence of background pain
B Pain occurring in the absence of ATC medication
[

Pain occurring during the titration of ATC
medication

B Pain resulting from inadequate ATC medications
(e.g. end-of-dose failure)
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« Low dose strong opioids for moderate-severe cancer
pain

B SRR F 2RZEY) (strong opioids) &=

« Hydromorphone, Oxycodone, Buprenorphine

RB IR EEY) (rapid onset opioids)iY IR

« Transmucosal fentanyl



