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WHO GUIDELINES FOR
THE MANAGEMENT OF

CANCER PAIN
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PA' N it an unpleasant sensory and amational sxperience associated with actual or
patentisl damage of trsues. Individuals exparionce nnd express pain differenthy,
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Chronic Cancer Pain (181EEREEER)

® (Causes, onset, type, site, absence/presence of
radiating pain, duration, intensity, relief and
temporal patterns of the pain, number of BTcPs

llustration of Persistent Pain and Breakthrough Cancer Pain' - -
® Presence of trigger factors and signs and

A BTCP Epsode symptoms associated with the pain
® Presence of relieving factors
® Use of analgesics and their efficacy and
- tolerability
2 Around-the-Clock ® Description of the pain quality:
£ Medieation — Aching, throbbing, pressure: often associated
£ ii;'i with somatic pain in skin, muscle and bone
. % - Aching, cramping, gnawing, sharp: often
1) associated with visceral pain in organs or
Jj  Viscera
— Shooting, sharp, stabbing, tingling, ringing:

Y

: often associated with NP caused by nerve
fime damage

SUBSYS ESMO Guideline 2018



AT Nor(:lceptlve Pain

non-noxious
mechanical stimulus
AB fiber

noxious
mechanical stimulus

Adfiber

/~ 1o higher

noxious heat
and chemical stimuli C fiber

neurons

w
” mat\::ite matter
Somatic Visceral
« Nociceptors are involved  Involves hollow organ and smooth
« Often well localized muscle nociceptors that are sensitive to
« Usually described as throbbing or stretching, hypoxia and inflammation
aching  Pain is usually referred, poorly localized,
« Can be superficial or deep vague and diffuse

« May be associated with autonomic
symptoms (e.g., pallor, sweating, nausea,
BP and HR change)

Curr Opin Supp Palliat Care 2012; 6(1):17-26; Wall and MelZack’s Textbook of Pain



PSR Neuropathic Pain

)
A
Post-herpetic = Spinal cord
neuralgla Injury
8% of herpes zoster 67% of patients
patients with spinal
cord injuries
Painful dlabetic Pain caused by a Multiple sclerosls
IR ANl [esion or disease of ' 28% I‘;f Tat'elnts with
26;% of ga;!egts't with the somatosensory HIGIRIRR Seleas
B SIREASERS nervous system
§
Low back nerve root Stroke
pathology 8% of patients
10-17% of patients with with stroke

low back pain / ‘




Palliative care is introduced |- jji; &% A< &7 jkinz bk i
early in the course of illness I BAZZEIRIRET I )

o —
g

An approach tailored to each

FsGA%:  individual is adopted together
R R

with disease-modifying
therapies

Pain relief improves the quality of life of patients with cancer

(Y, World Health #Cancer #PalliativeCare
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Where Do Strong Opioids Come From?

OPIUM = dried latex from opium poppy
f-j:' - -.:_g'

Opium poppy

RIR I ieng 2

NATURAL : , :
Morphine Codeine Thebaine

SEMI- l Ox clodone
SYNTHETIC Hydromorphone N:;loxone

Buprenorphine

FULLY Others
SYNTHETIC Fentanyl Pethidine Methadone




Cortex

Ventral
caudal
thalamus

=

Diencephalon
Possible
site of action

Midbrain k __________ l"l re cepto rS

Bptsia SO ~ WP ~ RBLRK ~ Sl
l , Ao EPHECISL ~ 75 - 0 1 )

; GABA

Medulla = —— =~ . ) i
L K receptors
Inhibition occurs ) \ Pain inhiiorary

at spinal cord _k PR ~ BHAT - Al - JHERAE

~—d
i ’
Possible direct

actions of opioids on
peripheral tissue

Ream, Anesthesiology, 2011

O receptors
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Given on a regular basis by
the clock rather than
on demand

The dose should be

Oral .
.. ) determined on an
administration o .
individual basis

is preferred

N a -
() World Health #Cancer #PalliativeCare
¥ Organization
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AT
Breakthrough = Iy |
AR : =
. . Temgesic
Morphine Morphine OxvNorm® -
15mg e

.

Bapkground il Morphine &
Pain SR 30 mg
OxyContin®
10mg

35

|
- 35ug/h
pg/h Hydromorphone 25
OROS 8 mg
Transtec
52.5ug/h

MST® ,
Mw (20
20 30 40 _'J
' MXL® 60 OxyContin®
s 20mg
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1. Michigan State University- Pain Relief for Terminally IlI

Patients:http://learn.chm.msu.edu/painmanagement/chooseopioid.asp



Pain Intensity

BTCP Episode ««eeees

Around-the-Clock
Medication

B
B
-
B
v

Persistent Pain in Cancer Patients

lilustration of Persistent Pain and Breakthrough Cancer Pain'

Time

Breakthrough Cancer Pain

Spontaneous Pain Incident Pain
(No apparent trigger) (Trigger is known)

End of
/ \ d052fa(i’lure
v

Persistent background pain \

Pr,
edictablet
ul
\a‘!"""a’d

Controlled by around-the-clock analgesia




Does the patient have background pain?

Background pain=pain present N J M N >
for = 12 hour/day during previous week ;fkjhﬁ%?ﬁ Iﬂfﬁ)ﬁ"‘% s

(or would be present if not taking analgesia)

Yes No

ﬁ%y&yﬁjﬁk%“ Is the background pain adequately controlled?
> S N Adequately controlled=pain rated as

T, ‘none’ or ‘mild’, but not ‘moderate’ or ‘severe’
% ﬁ{%ﬁ? for = 12 hour/day during previous week

Patient does not have BTcP -
No but does have uncontrolled yﬁ }\‘{Qﬁ %%ﬁ ‘Iﬂfﬁyﬁ
background pain ~
I % s EAME
Yes
Wi N\ B PE
~ Does the patient have transient
x%&%ﬁllﬂz exacerbations of pain?
SEENE
\'§ »
- ﬁ? No

Yes

Patient has BTcP Patient does not have BTcP

ESMO Guideline 2018




The Gold Standard Treatment for BTcP

1. Rapidly effective
To avoid accumulation and long-lasting side effects: rapid elimination
Well tolerated with few side effects

Easy to use, even in case of bowel occlusion

High Effective

JoEow e

Superior to conventional treatments

Preferred
breakthrough
<«— medication

Around-the-clock
medication

Current Opinion in Oncology 2010, 22:302-306

Bennett, D., et al, P&T 2005; 30:354-8



Onset of Different Opioid Formulations

The slow onset of oral morphine does not correlate with the
sudden onset and short time to maximum severity of BTcP!.

-

( © 9%
ey min Time to maximal
intensity
9-15 . ;
gn@ Fentanyl buccal soluble film o 3_5min

20 110
min min

£ Oral oxycodone capsule

min

L =3

Duration 30 min

BTcP=breakthrough cancer pain; IV=intravenous; ROO=rapid-onset opioid.

1. Smi th H. CNS Dru gs 2012; 26(6) 509-35. 2. Upton RN, et al. Clin Pharmacokinet. 1997; 33(3) 225-44.



Mild Pain

1 2 3 NRS
BN PEN

NSAIDs 5 i N Switch opioid or route

paracetamol |[BV At A | of administration [Il, B]
[, Cl ?ﬁ;? Use an equianalgesic dose
> (if different opioid):
— Oral or t.d. long-acting opioid
, N ) — Systemic treatment
Reassess pain Mild to Moderate Pain Side effects
regularly @%HH‘%

\ y 4 5 6 NRS ﬂﬂﬂ]‘;ﬁ
!

[ A4 Weak opiods [I:[Eﬁﬁ
If pain not + Increfase-tl?g .c]lcose
controlled NSAIDs of opioid |
\ Paracetamol u : ;‘ﬁ"%“jlf “end of dose failure”
l,C] #" I {ﬁy? unless side effects develop

Always use rescue
doses to treat BTcP

Moderate to Severe Pain

7 8 9 10 NRS

Persisting pain é )
Reassess the pain
and treatment
. (both pharmacological and
vV Strong opiods > non-pharmacological)

(I:fo I:]';lri(r)ll IT:,-?:IE NSEIDS ﬁ E%?ﬁ Consider invasive _in_terventions
Team decision

VR L5 WE g 56

S EIRH saRmsu

ESMO Guideline 2018

Reassess pain regularly
Use rescue medications

v

-
.




Switch opioid or route ﬁ*ﬁ@%ﬁﬁ Fﬂ ﬁ%@
of administration [ll, B]
Use an equianalgesic dose 1ﬁ§&%ﬁ BE
({hditerent opioi) ﬁa{‘:"\ ﬁm wj @% Buccal and sublingual administration

— Oral or t.d. long-acting opioid
— Systemic treatment FENTORA® PROVIDES FLEXIBILITY FOR EACH PATIENTS

Side effects

Increase the dose
of opioid if Always use rescue {i %}i . 1 2
“end of dose failure” doses to treat BTcP ,EH tRRO
unless side effects develop

(rapid onset opioids)

BUCCAL

SUBLINGUAL

Persisting pain r \ g r——
Reassess the pain

> (both :ﬁz;lrrtr:gimzii]tt{al and i%ﬁ%ﬁzfﬂi%ﬁﬁ%ﬁiﬂﬁ
consior masv meovntions | 53 J8 9T A PE I

Team decision .

L ) e.g.: nerve block,

bone cement:-:

ESMO Guideline 2018
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Most Rapid Onset Opioids are
Administered via Buccal Mucosa

Characteristics
of Buccal Mucosa

« Large surface area

+ Uniform temperature
+ High permeability

+ Well vascularized

Rapid drug delivery to systemic circulation

No GI degradation

No GI motility effects (nausea) on absorption

No hepatic first-pass metabolism

Ease of administration and good patient compliance
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Fentora
Painkyl

JREE s
1824 I

at least 60 mg of oral morphine daily,

at least 25 mcg/hr. of transdermal fentanyl,
at least 30 mg of oral oxycodone daily,

at least 8 mg of oral hydromorphone daily,

Patients must remain on around-the-clock opioids while taking Fentora/Painkyl




FENTORA, which employs the OraVescent drug delivery
technology, is a potent opioid analgesic intended for
buccal administration. FENTORA is formulated as a
flat-faced, round, beveled-edge, white tablet.

Dissolution Absorption

=> Optimising fentanyl =» Dissolved CO2 then dissi-
buccal tablet dissolution pates, increasing the pH
=» Optimising fentanyl

absorption

Tierti on Of FenfO ra & 100 meg, 200 meg , 400 meg , 600 meg , 800 mcg

"y & 200mecg

4 200meg  200meg

oo 4 200mecg

200meg 200 meg 200meg

Keep 400meg o o o

conrorwin "y = 200mcg
30 mins 7, 1
Max dose
200meg 200 meg 200meg 200 meg
e e e N




BEMAS Drug Delivery

The Instruction of Painkyl®




Responder (2 33%

iImprovement in pain intensity

10 mins 15 mins 30 mins
Painkyl Rauck et ND 26% 47%*
ailn ovs 21% 0" vs 38%
Y a1 2010
Slatkin et
Fentora 16%* vs 10% 29%* vs 14% 51%* vs 26%
al. 2007
*significant different from placebo ; ND = not determined




Fentora Painkyl

ey fentanyl buccal soluble tab fentanyl bflillCnClal soluble
— LIRS
100 mcg: 220 200 meg: 275
Al (meg) SUEDAH 200 mcg: 250 600 mcg: 395
. BEMA® (BioErodible
1R RRABLEA BB OravVescent: drug delivery | ypycopdhesive) Film
8y Technology
b3 TR B e )
IR 70 10 mins 30 mins
(Pivotal Study)
Tm 40 mins (200 mcg) 60 mins (200 mcg)
ax 46.8 mins (400 mcg) 120 mins (400 mcg)
0.25 ng/ml (100 mcg) -
Cmax 0.4 ng/ml (200 mcg) 0.38 ng/ml (200 mcg)
1.02 ng/ml (400 mcg) 0.7 ng/ml (400 mcg)
Absolute Bioavailability 65% 71%
b\ I & ™ AIRRBEEL) fAERE H 19 L




(1) WMAREARRKR (BR-HEBREMFE 12 /N
BLE) ?

(2) ERAEEG TR (RRBE—H  8KAF 12
N LB BRI AR AR B IRRE ) 2

(3) WARERESABIE?
A =JHE S 12 BIMTas B R 2R o

Does the patient have background pain? NO ‘
(Pain persists > 12 hours/day during previous week) : Ui de |ineS for
YES V¥ :
Is the background pain adequately controlled? NO ‘:‘\th € Ph armaco I Og ICa I
(Absent, or mild pain> 12 hours/day during previous week) ana ge me nt Of
—— " ~/Cancer Pain

Does the patient have pain exacerbations? ) ' in Ta iwa n
YES ¥ l  / 'y A
Patient has breakthrough pain hav:iﬁgfﬁtﬁgﬁgg;am | : g

ANNOIE © ARRAFHEBL
Morphine 15mg 2-4# Q4-6H PO =i i
EE R FLH P
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Chia-Chun Chiang, M.D.
Internal Medicine
Medical Oncology

+886 982918185
nwosaga@gmail.com
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Thank You for you attention
Your comments are very welcome




