Enhancing Quality of Life Through Pain
Intervention in Palliative Care
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ACHIEVEMENTS AND LIMITATIONS OF
CANCER PAIN MANAGEMENT MEDICATIONS

EFFECTIVE
REFRACTORY PAIN PAIN CONTROL

(Limitation)

(Achievement)

Advanced/AIternatlve
. Therapies

ACHIEVEMENT: =
Successful Pain Management Y 80~95%
for the Majority

/ Cancers 2019, 11, 443
[o Br J Anaesth 2008; 101: 95 — 100
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* the management of cancer pain that is broader than that of a single specialty.
* an interdisciplinary approach is essential in order to provide an up to date, patient

tailored approach to pain management

POTENTIAL CATEGORIES FOR INTERVENTION: TIER 1 - NEURAL TARGETS

NERVE BLOCKS AND NEUROLYSIS

/ PERIPHERAL NERVE INTRATHECAL SPINAL CORD & PERIPHERAL OPEN THORACIC DREZ LESIONING
;/ PROCEDURES

Image-guided
(fluoroscopy)

(fluoroscopy) DRUG PUMP NERVE STIMULATORS CORDOTOMIES
NERVE PLEXUS 22 TARGETEDDRUG 55 NERVE STIMULATORS

IMPLANTABLE DEVICES SURGICAL OPTIONS

(MINIMALLY INVASIVE & OPEN)

DORSAL ROOT
ANTERIOR ENTRY ZONE
CORDOTOMY SITE (DREZ) LESIONING

- NEURAXIAL
| (Epidural/intrathecal) 2
Z -.‘ j
anesthetic | a;:“'""l/
emporary INTRATHECAL SPINAL CORD & PERIPHERAL OPEN THORACIC DREZ LESIONING
"o LongTem B'ﬂ*; L DRUG PUMP NERVE STIMULATORS \_ CORDOTOMIES PROCEDURES )

@ Source: Table 1, Potential Categories for Intervention (Reference: <IMAGE 0>)
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Yi-Ching Lee, Timothy Brake, Emma Zhao, et al. Support Care Cancer. 2024;32(5):285.
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Postoperative Pain Management (First Edition) An Evidence-Based Guide to Practice 2006




INTERVENTIONAL PROCEDURES FOR CANCER PATIENTS

Celiac Plexus Neurolysis (CPN) Procedure Diagram CPN Clinical Data & Summary (Slide Format)
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CELIAC PLEXUS NEUROLYSIS: CLINICAL OUTCOMES DATA
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Reference (<IMAGE_0>, <IMAGE_2>):
Wa Zhong, Zhong Yu, Jing-Xian Zeng, et al. Pain Pract. 2014;14(1):43-51.

Wa Zhong, Zhong Yu, Jing-Xian Zeng, et al. Pain Pract. 2014;14(1):43-51.
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liac vessels. fifth lumbar vertebral body and drug spread in the mid-
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Mishra S, Bhatnagar S, Rana SP, et al. Pain Med. 2013;14(6):837-842.

®Group 1
" Group 11

Mean (SD) value of morphine
consumption (m
-
o
o

Morphine Morphine Morphine Morphine  Morphine
at1stvisit at1week at1 month at 2 month at3 month

Morphine consumption atvarious time points

Figure 4 Description of maximum consumption of
morphine at various time points in both groups.
SD = standard deviation.

Mishra S, Bhatnagar S, Rana SP, et al. Pain Med. 2013;14(6):837-842.




Nerve Blocks

The Candidates :

» Definite pain source

> ldentifiable innervation
> Accessible block site

[ ci Br J Anaesth. 2008 Jul;101(1):95-100.
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« Important counseling points include possible
risk of opioid overdose, and fewer opioid-related te
» If patient experiences opioid withdrawal symptoms
length of exposure and opioid dose.
» Risk of opioid withdrawal symptoms is generally low with a <10% reduction in morphine equivalent daily dose (MEDD), but the risk and severity of opioid withdrawal
may be higher after prolonged opioid therapy, higher doses of opioids, and if the patient is of younger age, among other factors associated with faster opioid
tolerance. Opioid withdrawal is not a sign of opioid use disorder (OUD).

€omes (eg, stable or improved pain and function), improvement in opioid-related side effects, lower
. urine drug screens, co-pays)
opioid Iaper may be indicated to decrease withdrawal symptoms. Taper can vary greatly depending on

« If patient is willing to trial an DpIDId taper, consider a 5%~—10% initial reduction (htips:/www.cm: 1Al -CMS/Story-Page/! - Taperin lidan
dose r to be <20% of current MEDD, and the frequency of future reductions is dependent on patient preferenne and Iulerahll\ly

of dose reductions. When develuplng a plan to reduce opioid doses, the goal is to improve or maintain current pain control and function and minimize withdrawal
symptoms. If patient has worsened pain, function, and/or withdrawal symptoms, consider slowing, pausing, or discontinuing the opioid dose reduction
» If opioid taper causes escalating pain, reassess for disease stability and the need for the taper. Consider adding adjuvant analgesics and non-pharmacologic
interventions among other modalities to decrease pain experience and improve the patient's coping
» If concern for opioid misuse, consider consult to addiction medicine.
« If patient is experiencing unmanageable opioid-related adverse effects, see PAIN-H.
» If patient has rapid clinical deterioration (eg, marked sedation due to sepsis), temporary opioid dose reduction by 50% to 75% may be necessary (PAIN-H 3 of 3).
« If attempts at opioid dose reduction result in exacerbation of pain, consider referral to a pain specialist and/or the use of interventional strategies

I Note: All recommendations are category 2A unless otherwise indicated. I
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* the management of cancer pain that is broader than that of a single specialty.
* aninterdisciplinary approach is essential in order to provide an up to date, patient
tailored approach to pain management

POTENTIAL CATEGORIES FOR INTERVENTION: TIER 1 - NEURAL TARGETS

SURGICAL OPTIONS
NERVE BLOCKS AND NEUROLYSIS IMPLANTABLE DEVICES

PERIPHERAL NERVE INTRATHECAL ~ SPINAL CORD & PERIPHERAL OPEN THORACIC  DREZ LESIONING
(fluoroscopy) DRUG PUMP NERVE STIMULATORS CORDOTOMIES URES

TARGETED DRUG 7
NERVE PLEXUS 2a DELIVERY 2b NERVE STIMULATORS

- DORSAL ROOT

{11|  Image-guided commromv SITE (DREZ) Lsswums
| (fluoroscopy)
NEURAXIAL

\ (Epldural/lnlramecalj T\ N
Bok (€
anesthetic alcnhnl/
\ mlysis INTRATHECAL SPINAL CORD & PERIPHERAL DREZ LESIONING
L ! e LongTarn Block DRUG PUMP NERVE STIMULATORS L couno'romss PROCEDURES

[EQ) Source: Table 1, Potential Categories for Inervention (Reference: <IMAGE 05) [z

Yi-Ching Lee, Timothy Brake, Emma Zhao, et al. Support Care Cancer. 2024;32(5):285.
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Morphine Dose Equivalence for Cancer Pain

Relative equivalent doses

ORAL E ¢ SPINAL ANATOMY (CROSS-SECTION)
Administration C‘ Oral 3 5 /‘\/ Spinous
4 " _\> g ¥, \
Pill or liquid § e process

by mouth Ligamentum

- J ;ﬁ flavum
. = / 3
9 INTRAVENOUS | [ Intravenous £ ""\
e

EPIDURAL SPACE
(outside dura mater)

DURA MATER

SPINAL/INTRATHECAL
SPACE
(inside dura mater)

Administration \1

[

Into a vein L”p’é" 100 \) ;1

(IV line) 'S | g

¥ )
At %,

9 EPIDURAL ‘ Epidural /!.,-:l ;

Administration N <l
Into the ¥ 1 0

epidural space

Arachnoid mater

Vertebral body

EPIDURAL SPACE: Potential space outside the dura mater
containing fat and veins. Morphine acts on spinal nerve
i roots after diffusing through dura.

the dura mater (subarachnoid space) where morphine
directly bathes the spinal cord and nerve roots.

[} SPINAL/INTRATHECAL SPACE: CSF-filled space inside
4

SPINAL . :
o (INTRATHECAL) w«;/ Spinal
Administration /‘
o e 1
spinal/intrathecal
space

Oral : Intravenous : Epidural : Spinal = 300:100:10 : 1

Use clinical judgment and patient factors when converting between routes.

These are relative equivalent doses for morphine in adult patients with cancer pain.
Individual patient response, prior opioid exposure, organ function, and clinical context must guide dosing.

A )

Intrathecal infusion for refractory cancer pain

INTRATHECAL (IT) single short trial

somatic or neuropathic pain

EPIDURAL CATHETER
unnei or with impianiai system o e
pain intensity pain intensity
Shnio o MSipatec e decreases > 50% decreases < 50% h

’ Trial with IT CATHETER

syjuow ¢ < Aouejoadxa a7

Life expectancy < 3 months

or
pain intensity ‘ pain intensity
decreases > 50% decreases < 50%
SPINAL CATHETER
Tunneled or with implantable system ~.- "
somatic of neuropathic pain i Reassessment and treatment of
T implantable Pump total pain by an interdiscipinary]
team.
“Croioe of 6rugs 3000°00g type of par
/
f G Ann Oncol. 2012;23 Suppl 7:vii139-54.
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Interventional Pain Management for Cancer Patients

(" N R

Intrathecal Drug Delivery System (IDDS) Reduced Pain Score (VAS) -
Simplified chart based on <IMAGE_1>

‘§ IDDS Clinical Outcomes:

(\ || # Successful Pain Relief Signifcant Reduction

% (greater than 20% reduction) in VAS Pain Score

% i vs. CMM

N | = Drug Toxicity ! (p=.007 as treated)
(Reduced Fatigue, Depression)

Q
a Trending Improved Survival CMM IDDS
Q

Implanted . :
Trending Improved Survival -
Simple graph based on <IMAGE-2>

IDDS Clinical Outcomes:

+ Successful Pain Relief
(greater than 20% reduction)

ippg Higher Survival
Trend for IDDS at

Targeted = Drug Toxicity 180 Days
Medication to Intrathecal (Reduced Fatigue, — IDDS cmm (p=0.06)
Spinal Cord Catheter Depression) — CMM
Trending Improved Survival )
e J Data-source as <IMAGE-1>, <IMAGE-2>
/ * Complete citation,Petes Staats, Timothy Deer, et..
/ ci Thomas J Smith, Peter S Staats, Timothy Deer, et al. J Clin Oncol. 2002;20(19):4040-9.
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Cancer Pain Interventions

When ?

Table 2
Opioid Consumption (Represented in Equivalent
Doses of Oral Morpine Sulfate [mg/d]) During

Follow-Up Period for Both Groups

Time Group I Group II Palues
Second week 65.5 £+ 15.4 98.4 £ 16,5 <0.0001°
1 Month 60.8 £ 14.5 95.2 £ 135

2 Months 844 £ 295 1205 £ 273

3 Months 1075 £ 355 1425 £ 316

4 Months 1156 £ 145 160.0 £ 295

5 Months 110. 7 £ 27.5 1725 + 395

6 Months 119.28 £ 285 176.87 £ 385

9 Months 1253 £ 285  153.3 £ 35.7

12 Months 1655 £ 20.5  198.0 £ 455

15 Months 1885 £ 255  208.0 £ 455 0.007*

Dara expressed as mean + SD.
“Significant difference in Group

11 ws. Group I. Missing data in

calculation of mean £ SD because of patient death are compen-
sated for by using the last reported data value. Therefore, 54 and
55 patients were used at all times of assessment in each group,

respectively.

Lo

J Pain Symptom Manage. 2014 Nov;48(5):944-56.e2.

Cancer Pain Interventions

When ?

Table 3

Incidence of Opioid Side Effects During the

Follow-Up Period

Side Effects Group 1 Group II P
Nausea 12 23 0.03“
Constipation 12 26 0.006°
Pruritus E 16 0.005°
Insomnia 10 3 0.14
Urine retention 3 5 0.09
Loss of appetite 18 21 0.06

“Significant difference in Group Il vs. Group 1, P < 0.05.

J Pain Symptom Manage. 2014 Nov;48(5):944-56.e2.
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Opioids

Pain
Intensity

okt 2 ER(£30) + REMEA R 3 (Ek)

Fentora®

1% M & 4% AR
Around the ‘J.‘ i
clock (ATC) /' f \
Around-thelwr 7 ks i — & [ -\ =TRo
MBS |
) 20 . -none/mild | |
/ T CRO
=1 I i — R AR
v 9 = \ = f (9%
- ? =
Oxycodone  hydromorphone  Buprenorphine ~ MXL, morphine cont
(Oxycontin)  (Jurnista)
Figuse 2, Two Background cancer pain

Smith HS. Ann Palliat Med 2012;1(1):45-52

Subtypes of breakthrough cancer pain

Breakthrough pain
(background dose #~%1)

Sudden Onset

ATC : around the clock

Oxycodone hydromorphone Buprenorphine

(Oxycontin) (Jurnista) (Transtec)

* ATC, around-the-clock

Fentanyl Patch

Gradual Onset

End-of-Dose Failure

R/ BB

Presents before
scheduled dose
of ATC analgesic

MXL, morphine cont

Driver LC. Pain Med. 2007;8:514-518; Svendsen KB, et al. Eur J Pain. 2005;9:195-206.




I Options BTcP under enough ATC I

| Shorter duration (< 2hours) |
Rapid onset opioids (ex. Painkyl)

Onset!® || Intensity5& = L;_i
Du )
Pr
Slow onset | Rapid Onset (<30’)

IV, SC morphine

(>>307)
Morphine (15) Oxynorm (5) (=

Longer duration (>= 4 hours) |

Vellucci R, Mediati RD, Gasperoni S, et al. ) Pain Res, 2017 ;10:2147-2155,

" § Rescue
BTP episode medication m
Table |. Characteristics of opicids used for breakthrough pain
L o) Opioid Analgesic onset Availability Dwell time
(min) (%) (min)
Oral morphine 3045 30 NA
Oral oxycodone | 30-45 40-50 NA

\ Background pain ﬂ
" controlled with ATC
J medication

~ Rescue
BTP episode medication

d
[ medication

Zeppetella G. Clin Oncol (R Coll Radiol). 2011;23(6):393-8.
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CANCER PAIN MANAGEMENT

LIMITATION:

ACHIEVEMENT: Refractory Pain
Effective Control

REMAINING UNMET NEED

Cancers 2019, 11, 443
BrJ Anaesth 2008; 101: 95 — 100
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Initial hospice programmes:
predominantly oncology and selected neurodegenerative diseases

Life prolonging therapy

Palliative care

Palliative care relevance, current view:
all end stage diseases and clinical settings

Life prolonging therapy

Palliative care

Changes in allocation of resources with the development of palliative care

Pain management should be given only when palliative care has been planned!!!

ABC OF PALLIATIVE CARE Second Edition 2006
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