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Dying with dignity
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Objectives

At the end of this presentation, participants

would be able to:

* distinguish the practice of palliative sedation
(PS) from physician assisted dying/death (PAD)

* appreciate common approach in psychiatric

problems in palliative care

* discuss if palliative care prevents the need for

PAD

~

Cases

* 56 M, head & neck cancer w/o distant organ
metastasis, previous radical neck dissection, RT
inconsistent, no chemo, on TF & tracheostomy.
Progressive challenge in communication and
anxiety and pain, PPS 50%

* 64 F, NSCLC, brain, liver, & bone mets, hypoxic
and hypercarbic resp failure on Abx, failed to
cope with BIPAP now on Vapotherm FIO2 1.0
40L/min, agitated, wish to die, PPS 10%

w

Palliative Care is:

* Optimizes the quality of life of patients with
incurable life-limiting illness and their families

* Acknowledges dying as a normal process (dying used
to take place in silence before modern palliative care

development)

* Neither prolongs nor shortens
4]

Dame Cicely Mary Saunders 1918-2005  Elisabeth Kubler-Ross 1926-2004

life

L

=~

The first research into dying with
continuous sedation (PS)
* A commentary review of “Drug induced ‘terminal
sedation’ for symptom control” reported 1986-1991.
* Discussion points:
1. Risk of shortening life
2. Proportionality for unconsciousness (time, drug, sx)
3. Mercy killing/ (slow) euthanasia in disguise

4. Terminology for “terminal” sedation
Enck R, Am J Hospice & Pall Care, Sep/Oct 1991
Charter A, Palliat Med 1998;12:255-69.

Palliative sedation (PS)

* A process of inducing and maintaining deep

continuous sleep in order to relieve refractory
symptoms in the palliative care setting when the
patient is actively dying (days to a week of life

expectancy). www.palliative

.0rg

* Note: different types of PS reported:

= Mild/conscious vs. deep
= Continuous vs. intermittent
= Reversible vs. not reversible

Incidences of continuous deep PS

* Total 11704 deaths certificates: 15=»12% Flanders
(BE 2007=»2013), 17% UK (2007-8), 8% NL (2005)
received (total 1517 deaths).

* Lasted less than 24 hours

* Male, younger, cancer, fopioid dose were more
likely to receive PS

* A study across 6 EU (2001-2) reported prevalence:
3% (DK), 9% (ltaly), 8% (Flanders), 6% (NL)

Anquinet L. J Pain Symptom Manage 2012;44: 33-43.

Miccinesi G. J Pain Symptom Manage 2006;31:122-129.

Chambaere K. NEJM 2015, March 17.

Oosten AW. Euro J Cancer 2011;47:2341-6

Retrospective chart review of 50
consecutive deaths in Edmonton -
2000 vs. 2010

Variable TPCU Hospice cel RAH
Indication for Sedatien (%)

Delirium 13 (6 5 I @ 1 (L] 3
Dyspnea 6 (1 0 6 (86 1 163) 0
Seizure 1 @ 0 [ ] 0

Total (%) 15 Q0 5 (1) T (M4 2 @ e 3 @
Continuous SC (CSC) Midazolam

Maximum Dose in mghr (M£SD) 8 26 1 6 3 1 £5  dwoé
Duration in days (M £ 5D) 2 12 205 1 #1 12 []

Number with CSC Midazolam 15 @) 3 (8 7

Mmoo

16)
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Refractory symptoms

> Majority: delirium, dyspnea, pain

» Other: fatigue, agitation, physical restlessness,
insomnia, and nausea and vomiting

> Issues: lack of globally recognized definition,

physiological understanding, which may lead
“abusing” PS

More care, less pathway. && A review of the Liverpool care pathway. July 2013. https://www.gov.uk/
gover p y pload _data/file/212450/Liver pool_Care_Pathway.pdf.

©

Delirium epidemiology

* 30 % of older medical patients at during
hospitalization

* 10- >50% of older surgical patients: the higher
figures are associated either with frail patients
(falls & hip fracture) or complex surgical
procedures

* 70% in intensive care units

* 10% ER

* 42% Hospice units

J Gen Intern Med 1998; 13:234
J Am Geriatr Soc 2003; 51:591

Arch Intern Med 1995; 155:461
CMAJ 2000;163:977  Arch Intern Med 2000;160:786

Common causes of delirium

* Drugs and toxins
* Infections

* Metabolic derangements: Electrolytes, Endocrine,
tco2 1 02, 11 Glucose, 11 Osmolar states, Porphyria,
Wilson’s, Wernicke’s, dvitamin B12, Ifolate, Iniacin

* Brain disorders: CNS infections, Epileptic seizures, esp.
NCSE, Head injury, TBP encephalopathy, Psychiatric
disorders

* Systemic organ failure

* Physical disorders: Burns, Electrocution,
Hyper/Hypothermia, Trauma etc.

Delirium — DSM-V

 Disturbance in attention and awareness
¢ Ashort period of time (hours to days), and fluctuate
* Cognitive disturbances (memory, orientation, language, visuospatial, or
perception)
. g{ot e(;(plained by another preexisting, evolving/established neurocognitive
isorder

* Caused by a medical condition, substance intoxication or withdrawal, or
medication side effects obtained via history, physical exam, or lab

Additional features :
Psychomotor behavioral disturbances such as hypo/hyperactivity with
increased sympathetic activity, and impairment in sleep duration

* Variable emotional disturbances (fear, depression, euphoria, or perplexity)

American Psychiatric Association, Diagnostic and Statistical Manual, 5th ed, APA Press, Washington, DC 2013.

Differential diagnosis in cognitive
impairment

* Sundowning; hx dementia
* Focal syndromes: brain lesions

* Neuroconvulsive status epilepticus (NCSE):
EEG

* Dementia: AD, Lewy Bodies, Mixed

* Primary psychiatric illness: depression often
associates with dysphoria with less
fluctuation, mania+ schizophrenia with often
previous hx

PS for existential suffering (EX-S)

 Relief of EX-S is not a proportionate goal of
sedating a person to unconsciousness and, more
absolutely

 Relief of EX-S is not within the goals of medicine

e EX-S may occur earlier in the disease trajectory
and long before death is imminent, which leads
us back to the stated concerns about the patient

being terminal
Am J Hosp Palliat Care 2007;23:483-91; Kirk TW. JPSM2010;39:914-23

Challenges in PS for EX-S

1) No consistent diagnostic criteria of
“refractoriness”

2) No clinician capable of defining of “refractory
psycho-existential suffering” distinguishing it
clinically from treatable psychiatric conditions
such as depression

3) Subjective judgments risk abusing PS

4) Share the same concern for assisted death

5) Absence of physical symptoms may risk PS for
EX-S far remote from his/her final days of life
(e.g. survive for months or years)

Risk of shortening life: survival after PS

* The shorter (longer) the duration, the less
(more) risk of shortening life

* Retrospective meta-analysis: mean duration 1-
3.5 days

* A systematic review of retrospective studies
strongly suggest that if PS is appropriately
used in the last days of life, it does not shorten
life.

Ann Int Med 2004;141:178-85, Arch Intern Med 2006;166:749-53;

Support Care Cancer 2004; 12:584-92; JPSM 2011;41:14-24;

Ann Oncol 2009; 20:1181-9; JPSM 2011; 41:754-60; Am J Hosp Pall Care 2005; 22:465-73;
Arch Intern Med 2003;163:341-4; J Palliat Med 2007; 10: 67-85.
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“Dying with dignity”

* Adequate alleviation of unpleasant symptoms

* To prepare for death, to say goodbye to loved ones, to
gain a sense of completion

* To address psychosocial, existential, or religious issues

* To exert sense of control over illness and dying process
(medical tx, the role/presence of caregivers, the place,
moment, and circumstances of dying)

Rietjens et al. 2006; Singer et al. 1999; Vig and Pearlman 2003;
Emanuel and Emanuel 1998; Steinhauser et al. 2000;
Patrick et al. 2001; Albers et al. 2010

Yokohama city university November 2015

Is PS a form of ““slow euthanasia’ ?

* The presumed life-shortening effect of PS

* Combined with the withholding or
withdrawing of life-sustaining tx, such as
artificial food and fluids

* Choice of drugs and motivations (principal
aims: ending life vs. sx relief)

Yokohama city universi

y November 2015

17 18
Refractory symptoms: SOB, agitated delirium, pain, or other intolerable symptoms
H ete roge n elty Of PS I Death expected within hours to days? I
* Definition: various levels vs. deep continuous; Yes /k\lo :
| feasses poftent\ally‘ reversible symptoms and ‘
H H ] prognosis of survival
hydration vs. no hydration (nutrition) B ETGT
. .. . . Temporary respite sedation when intolerable to stay awake
* Habits of physicians vs. clinical condition ves No | |
. . . ! |
Intention: sx management vs. induce coma T - = — _
. ) . ) maker agree to PS? dD‘lscussffcilllommg lntlgryerlu:nhs pote(nt:l soufnl:? of
. : iscomfort when anticipated hours to days of life:
* Terminality: problem of prognostication esp. R el R R
v No comforting)
non-cancer N b 2) IV therapy and any disease modifying therapies
Ensure continued provision piEcsd e Sechads
: i i i i . 4 P ] I nutriti
» Refractory sx: physical vs. existential suffering of masimum comfort ) T e
Peruselli C. Palliat Med 1999;13: 233-41; Rietjens JA. Arch Intern Med 2006;166: 749-
53; Swart SJ. JPSM 2012;43: 172-81; Cherny NI. Palliat Med 2009;23:581-93; Kirk
TW. JPSM2010;39:914-23; Hauser K. Palliat Med 2009; 23:577-9; Swart SJ. J Palliat Keep: quiet and dark room, mouth care, repositioning
Med. 2014; 17:27-36; Morita T. JPSM 2004; 28:445-450. Stop: corticosteroids, antipsychotics
Yokohama city university November 2015 1 Review: high dose opioids forhyperalgesia;excess hydration for airway secretions 2
Cases The Supreme Court of Canada (SCC)
Feb 6, 2015
In 2011, Gloria Taylor, aged 63, who had ALS, challenged
the law against EPA. Taylor died in 2012 without making .. . .. .
use of this right. * The SCC decision establishes physician-assisted
I do not want my life to end violently. ) F death (PAD) as a Charter right for a competent
1 do not want my mode of death to be traumatic for my family. 3
I want the legal right to die peacefully, at the time of my own adult person who (1) clea rIy consents to the
choosing... . . . .
g termination of life; and (2) has a grievous and
In 2010, Kay Carter, aged 89, who had been diagnosed irremediable medical condition (including an
with a degenerative spinal cord condition two years . . . . .
earlier, had ended her life by travelling to Switzerland. iliness, disease or disability) that causes suffering
In 1993, when it upheld the current law in a case involving that is intolerable to the individual.
Sue Rodriguez. Rodriguez, aged 44, who had ALS, died .. . ..
with the help of a doctor the following year. * The decision allows both assisted suicide and
euthanasia
ity U ity mk " ity Novemk
Al 2
Type of end of | Quebec Physician Self (patient) Patients’ consent PAS Compulsory criteria Euthanasia
life care Bill 52 P pate adm.lnlster . Switzerland  Allowed since 1942, * No criteria for who can Illegal |
the death of a leading to their . " .
tient death patients having to assist
pa administer the lethal + Dignitas and Exit Deutsche
Voluntary Medical aid Yes No Available medication themselves Schweiz has established
euthanasia in dying guideline | |
Non-voluntary Yes No Unavailable Belgium Legal since 2002 in * The competent adult As per PAS
euthanasia Removed age limit of 18, and/minor
. February 2014. + Suffering from constant
Involuntary Yes No The.act is don.e and unbearable physical
euthanasia against the will of or mental pain
person
. N Netherlands = Legal since 2002 with the | < Voluntary request As per PAS
PhYsmlan Yes hES Available euthanasia act « Terminal illness is not a
assisted fj?a‘h (permitted since 1984) compulsory criterion
(PAD)/suicide 18 S i i i}
Luxemburg  Legal since 2009 As per PAS
Withdrawing or No No Most often - = | = .
withholding life available USA Oregon since 1997, * The competent adult Illegal {
sustaining tx Montana and + Terminal illness (< 6mo)
Palliative No No Often available Wl S".'CE 20 O WellraERy GG ek
. ~ and Vermont since 2013. - il
sedation - -
Canada Legalization in process Legalization in
Yokohama city university November 2015 Yokohama city ufliversity November 2015 process "
3
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Reported incidence of PAD

I P S T T
Switzerland 0.63% 0.56%

Belgium 0.23% 1.1%

Netherland 1.8% 2.9%

Luxemburg - 0.2%

USA 0.1% 0.1%

Canada

* Typical person who died with PAD: well-educated male, dx cancer, aged 60-85 years
* Comparison with 1998, decreased PAD in all age groups except stable in the 80+

age.

* Other data supported higher risk of PAD: female (OR 2.21), <65 (OR 2.06), Sx
Vomiting, SOB, Anxiety (OR>2) lung, pancreas, stomach oesophagus, lip-mouth—
throat cancers and melanomas than prostate, haemolympbhatic, urinary tract,
bladder and uterus cancer.

Steck N. Med Care 2013;938-944; Chambaere K. BMC Public Health 2012;12:447.
Rietjens JAC. Social Science& Med 2012;74:1282-1287. Abrashi E. Health Policy 2009;89:168-71.

The risk of non-voluntary life ending

e Asurvey (n =6927) of death certificates BE (1998-2007)

¢ The euthanasia requests granted was negatively
associated with patient age.

¢ Older patients were less often included in decision
making for end of life care discussion (lacking in capacity
than younger patients)

* 87.9% physicians considered their EOL care as symptom
treatment rather than ending life supported by choices of
drugs similar to “pain and symptom treatment “and were
distinct from euthanasia.

Chambaere K. BMC Public Health 2012;12:447.
Rietjens JAC. Social Science& Med 2012;74:1282-1287.
Chambaere K. CMAJ Open. 2014 Oct-Dec; 2(4): E262—-E267.

Does better palliative care prevent PAD?

* A retrospective study of 1,690 non-sudden deaths in
Belgium showed no indication that PAD is performed
more often among patients who do not use
multidisciplinary palliative care services.

* Majority died with PAD was cancer

* Unbearable suffering was present in 94% of patients
with an explicit request for PAD and 87% of patients
without.

* 27% explicitly requested PAD and 8% died with PAD.

Ruijs CD. BMC Palliat Care. 2014 Dec 23;13(1):62.

PAD in ALS: a prospective study

¢ 20 % of new dx of ALS died as a result of PAD in 1994-1998,
and 2000-2005.

* Alongitudinal and prospective study: 102 ALS patients filled
out structured questionnaires every 3 mo until death.

¢ 31% requested PAD, 69% of whom eventually died as a result
of PAD (22% of all patients).

¢ 10% of all patients died as a result of PS; only one of them had
explicitly requested death to be hastened.

* No difference in satisfaction for health care, available
palliative care consultations, quality of life, symptom of
depression from those without explicit request of PAD.

Maessen M, et al. J Neurol (2014) 261:1894-1901

Dying with dignity

* Dying with lack of control of ending life is
dying without dignity?

* Does ‘dying with dignity means dying with the
least amount of suffering’?

* When suffering was not effectively reduced,
what is our obligation for patient care?

Take home messages

* The ethical distinction of PS as slow
euthanasia stems from a different
interpretation of definition and application of
practice (prognosis, refractory sx, conditional
witholding tx)

* Delirium is one of common refractory sxs

* Limited data failed to support that Palliative
Care would prevent PAD

16
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The History of Palliative Care:
What Can We Learn for the Future?

Sharon Watanabe, MD, FRCPC
Division of Palliative Care Medicine, Department of Oncology
Faculty of Medicine and Dentistry, University of Alberta
Yokohama City University
November 17, 2015

20155 11A178(K)

My personal journey

* Medical school at McGill University

* Residency in Internal Medicine and Medical
Oncology at the University of Toronto

* Fellowship in Palliative Medicine at the
University of Alberta

* Attending physician on the Tertiary Palliative
Care Unit and consultant physician at the
Cross Cancer Institute in Edmonton

~

Objectives

By the end of this session, learners will:

* Be familiar with key milestones in the
development of palliative care

* Understand current trends in palliative care

* Be aware of strategies to advance palliative
care

w

Medicine before the modern era

* “To cure sometimes,
relieve often, comfort
always” — medieval folk
saying

=~

The rise of modern medicine

e 1800s: Development of
anaesthesia and
antisepsis =» surgery to
remove/repair disease

¢ 1900s: Discovery of

1967

Al ' -

antibiotics, .
chemothera PY, CPR, The first heart transpl tles participate in the
dialysis, and other is performed . e global broadcast
advances - » 2.
« Shift in expectation/goal 1 e
of medicine from “care” K ‘g\ he
to “cure” =» deathis a &
“failure” Palliative care is born!
5 6
Dr. Cicely Saunders
(1918-2005)
. UK i
. * Nurse, social worker,
Who is the founder of ree, soctal W
physician

modern palliative care?

* Observed lack of care
for patients who were

dying

17



e Founded St.
Christopher’s Hospice in /| |
London i

¢ Free-standing facility

¢ Provided whole person
care for terminally ill
patients

* Integrated education
and research

©

Total pain

Physical

.A .
spiritual I PAIN l"“ Psychological

Social

Oral morphine around the clock

DS GIVEM 4 RESFONSE TO b ()
|__...,..m CAGUDANE ARD GTWIA BT £9ECT | el ciovowe amo omees st terecTs.
N it

O PRI OB MERTAL CLOUDG 18 o | -

DRI £ OMCENTRATION
B BLOOD PLALMA

¢ Switzerland, US
¢ Psychiatrist
* Explored the psychic

Elizabeth Kubler-Ross
(1926-2004)

experience of patients
with terminal illness

¢ 1969: Published “On N
Death and Dying” — ?
became a bestseller DEA H

¢ Stimulated conversation AND

on death and dying in : DYING

the public and health
professions

The five stages of grief

\d L

Acceptance Anger

| &

Depression ‘ Bargaining

14

Balfour Mount
(1939-)

¢ Canada

* Urological oncologist

e Conducted survey of
attitudes of hospital
staff and patients
towards death and
dying

e 1974: Established the
first palliative care
service in a teaching
hospital

* 1976: Founded the first
international palliative
care congress

18



“Palliative Care”

* Hospice = place of
refuge for travelers, the
ill and the dying

* Negative connotation in
French

* Pallium (Latin) = a cloak

Founding of national and
international societies

1986

)
g 1991
'\q‘:_ b s
ALCP aahpm
‘Pain and
Asociacién oamericana AMERSCAN ACADEMY OF
de Culdados Paliatives 2002 HOSPICE AND PALLIATIVE MECHCINE
2001 1993

Growth in palliative care journals

Palliative Care Journals, National Library of Medicine 1982-2011 N = 59

L lp_in!||dlnllfuuﬁl,

o

B OCesds Ttews  CUK Blagee  Soemany
Sings  STawen Skeew  DRemi Ofane OPslesd
3 Lteania 1 Mst Emaly Ougaeds Cholard

Duffin J. Can Bull Med Hist 2014; 31:205-228

Development of an evidence base

Numbser of Pallistive Care Articles /[ All Medline articles X 1000

Duffin J. Can Bull Med Hist 2014; 31:205-228

Recognition of palliative medicine as
a specialized discipline

* 1987: Palliative Medicine
becomes a specialty in TR
the UK Palliative

« 1993: Publication of 1%t Medicine
edition of Oxford

Oxford Textbook of

FIFTH (DITION
Textbook of Palliative -
Medicine e
e 1995: Ireland L
¢ 1998: Australia and New
Zealand
* 2008: USA
e 2015: Canada e

When is the best time to start
palliative care?

a) When incurable disease is diagnosed

b) When there are no further treatments to
control the disease

¢) Inthe final 3 months of life

Key study of early integration of palliative
care with disease-directed care

The HEW ENGLAND JOURNAL of MEDICINGE

|| ORIGINAL ARTICLE ”

Early Palliative Care for Patients with
Metastatic Non—-Small-Cell Lung Cancer

5. Tamel,

Craig D. B I LD, M,

N EnglJ Med 2010; 363:733-742

Methods

* Single US academic centre
* Metastatic non-small cell lung cancer patients
* Enrolled within 8 weeks of diagnosis
* 151 patients randomized

— Monthly visits with palliative care MD/NP

or

— Palliative care referral at discretion of oncologist
* Qutcomes assessed at 12 weeks

19
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Enthusiasm for early integration of Which health care professional is best
palliative care suited to providing palliative care?
American Society of Clinical Oncology Provisional Clinical H
Opinion: The Integration of Palliative Care Into Standard a) Internists
Oncology Care
Thoma J. Smith, Sevak Temin, Frtn & Ak, Anty P, Abernesky, Tracy A lsfbont, Erkan . Dol b) Su rgeon s
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g) Social workers
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Ol B B o . mmumn Rel EE Patients with non-cancer diseases
e also need palllatlve care
e | kiomind B
s Cancer
e -
patients
are
..
living
longer
Canadian Cancer Statistics 2015
33 Institute for Health Metrics and Evaluation 34
.
A sustainable model for . . _—
- i Supporting primary palliative care
providing palliative care
* Education
Primary Palliathee Care
« Basic management of pain and spmptoms
. nm:mwo(ﬁ.:mnnw:uumm ® TOOIS
+ Bauic discussions sbout . .
[a— * Guidelines
Goals of treatment
s * System
Specially Palialive Care
+ Management of refractory pain or other
wymploms
] m-p..hl.:‘mm distres
» hssistance with conflict resolution raganding
o methods of treatrment
‘Within families
Between sall and families.
Amang treatment Leams
+ Assisince in sddressing caves of near fusilay
Quill et al. N Engl ) Med 2013;368:1173-1175. 35 3
.
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*Palliative care consultation available

From one generation to the next

4

Conclusions

* Palliative care has moved from the margins to
the mainstream of medicine

* The demand for palliative care will increase
for the foreseeable future

* All health care professionals have a role in
providing palliative care

3

Questions

“
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Assessment and Management of
Complex Cancer Pain

BEILATORFEL I F—(FI53EF v > —KR—F) 201511178 (K)

Objectives

By the end of this session, participants will be

able to:

Apply a cancer pain classification system to
guide management

Recognize and address opioid-induced
hyperalgesia

Integrate non-opioid approaches to cancer
pain management

~

Case

e 44 year old man from
Yukon Territory

-
£3

¢ First Nations
e Married, one child
e Government worker

w

2009 Right neck mass = resected =
squamous cell ca. = primary in right tonsil =
radiotherapy + cetuximab

Aug 2013 Recurrence right tonsil, nodes
Oct 2013 Extensive resection =» margins
negative

Nov 2013 G-tube inserted

Dec 2013 Start 6 week course of radiotherapy
as outpatient

=~

* Pain since surgery 2009 =» right jaw, posterior
neck and head = placed on oxycodone IR =
gradual A\ in dose

* Prior to surgery Oct 2013, on oxycodone IR 80
mg po q2.5h

« Since surgery, AN pain bilateral mandibular
area, anterior/posterior neck; continuous
ache, episodic shock-like sensation; no
improvement with A\ opioid

* Not functionally impaired, but only able to
sleep for 3-4 hours due to pain

Medications
— Oxycodone IR 180-200 mg po prn (5-6x/d)

— Hydromorphone SR 240 mg po q12h (started 3-4
weeks ago)

— Citalopram 40 mg po daily

— Lorazepam 3 mg SL prn (1x/d)
— Zopiclone 22.5 mg po ghs

— L-thyroxine 0.15 mg po daily
— Laxatives

— Analgesic mouthwash

Key question

e Why is this patient’s pain apparently difficult
to control? What are the underlying factors?

I. Assess for factors predictive of
more complex pain management
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Edmonton Classification System

for Cancer Pain
1. Mechanism of pain 4. Addictive behaviour

No No pain Ao Absent
Nc Nociceptive Aa Present
Ne Neuropathic X L
NX Insufficient info Insufficient info
2. Incident pain 5. Cognitive function
lo Absent Co No impairment
li Present Ci Partial
[ Insufficient info Cu l'lr'gtpa‘teluirmsgitrment
3. Pg)échologlé:galncilstress Cx Insufficient info
Pp Present
Px Insufficient info

©

Validation

¢ 1100 cancer patients recruited from 11
palliative care sites in 6 countries
¢ Followed until stable pain control achieved
* Positive factors were associated with
— Longer time to achieve stable pain control
— Greater number of adjuvant analgesics
— Higher opioid doses

Fainsinger R et al. Eur J Cancer 2010; 46:2896-2904

1. Neuropathic pain

Definition: Pain due to lesion of
somatosensory system

pain distibution is neuroanatomically plausible and
history stiggests relevant lesion or disease

Working hypothesis: possible neuropathic pain, if ‘

¢ How to identify:
IASP criteria I

Confimatory tests:
a: Negalive or pesitive sensory signs, confined to
innervation territory of the lesioned nervous structure

b: Diagnostic test confirming lesion or disease
explaining newropathic pain
€.g.ENMG to show the peripheral nerve lesion
9. MRI to show the central nervous

Neither [ neonfirmed as
neuropathic pain

system lesion
Both One

Definite Probable

neuropathic pain neuropathic pain

Haanpaa M et al. Pain 2011; 152:14-27

Controversies

¢ Does “unconfirmed” neuropathic pain qualify
as “Ne”?

e Discussion in NeuPSIG that the criteria may
not be sufficiently inclusive, e.g. pain due to
celiac plexus involvement

2. Incident pain

* Definition: Episodes of moderate to severe
pain on background of mild to moderate pain
¢ How to identify
— Background pain mild or moderate (0-6)
— Intensity of incident pain significantly >
background pain, going from mild (0-3) to
moderate (4-6), or mild or moderate to severe (7-

10), with > 2 point change noted to be significant
by patient and/or rater

3. Psychological distress

e Definition: Depression or anxiety that directly

influences pain

¢ How to identify

— Screen for depression/anxiety; inquire re
relationship with pain

— Suspect if pain does not correlate with known
disease

Edmonton Symptom Assessment
System Revised (ESAS-r)

e G

¢ Developed as tool for
self-report of severity of
common symptoms in
palliative care patients

* Validated

e Widely used

Bruera E et al. J Palliat Car.e-1991; 7:6-9
Watanabe SM et al. J Pain Symptom Manage 2011; 41:456-468

Brief Methodological Report

Validation of the Japanese Version of the Edmonton Symptom
Assessment System—Revised

Migamoto, MD,

Abstract
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4. Addictive behaviour

¢ Definition: Current abuse of alcohol or
recreational or prescription drugs,
characterized by at least one of “4 C’s”
— loss of control,
— compulsion
— disregard of consequences
— craving

¢ How to identify
— Screen with CAGE, questions re drugs

CAGE questionnaire

¢ Screening tool for efnin  Gommns et temcanue

alcoholism

PALLIATIVE CARE GEMENAL DATA BASE

Tha CAGE Gesatiannsrs

FAEY

T e

Adams WL et al. JAMA 1996; 276:19641967

5. Cognitive impairment

¢ Definition: Cognitive impairment that affects
ability to accurately describe present or past
pain

¢ How to identify: Screen with Folstein MMSE or
other tool

Folstein Mini Mental State
Examination (MMSE)

* Tool to screen for il o o e
cognitive impairment

¢ Population-based
norms based on age
and education

Folstein MF et al. J Psychiatr Res 1975; 12: 189198
Crum RM et al. JAMA 1993; 269: 23862391

Il. Optimize opioid therapy; consider
opioid-induced hyperalgesia

WHO ladder

Codeine

e Metabolized to morphine by CYP2D6 - 7% of
caucasians lack activity; also ultrarapid
metabolizers

e ?Advantage vs. low-dose morphine

* Systematic review: Limited data; greater
efficacy than placebo

Straube C et al. Cochrane Systematic Review 2014

Tramadol

¢ Mild opioid effect plus noradrenergic/
serotoninergic reuptake inhibition

¢ Systematic review: not proven to be superior
to codeine

e Could be tried in patients who do not tolerate
codeine/low dose Step 3 opioids

Tassinari D et al. Palliat Med 2011; 25:410-423
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Morphine, hydromorphone,

Buprenorphine
oxycodone

e Partial agonist at mu receptor; antagonist at ¢ Systematic reviews: Similar analgesic efficacy

kappa receptor and adverse effects
¢ Theoretical ceiling effect e All are acceptable first-line opioids
* Less addictive potential
* Available as low-dose 7 day patch -

appropriate for moderate stable pain
e Systematic review: limited and conflicting data

on role in cancer pain management

Schmidt ansen M et a Cochrans Syssrmatic Rview 2015 } Caraceni et al.Lanet Oncol 2012; 135868
Tapentadol Fentanyl

¢ Mu-opioid receptor agonist and noradrenaline * Transdermal

reuptake inhibitor — 72 hour release -> not suitable for rapid titration

— Option for stable pain, difficulty with oral intake

— Systematic review: less constipating than oral
morphine; low level of evidence for superiority

e Parenteral
— Continuous infusion for unstable pain

e Systematic review: Limited data in cancer
pain; analgesia and side effects comparable to
morphine and oxycodone

Wiffen PJ et al. Cochrane Systematic Review 2015 Tassinari D et al. Palliat Med 2011; 25:478-487
27
Methadone Opioid side effects
* Advantages Opioid receptor Non-opioid receptor
— NMDA receptor antagonism . .
P o mediated mediated
— Lack of active metabolites . L
. e Sedation ¢ Vivid dreams,
* Disadvantages hallucinations
— Long, unpredictable half-life * Nausea Deliri
—— o
— Variable equianalgesic ratio * Constipation elirium
— Drug-drug interactions « Respiratory depression ~ * Myoclonus
— Association with QT prolongation, TdP ¢ Generalized seizures

— Requires special prescribing authorization

¢ Systematic review: not proven to be superior to
other opioids

Nicholson AB. Cochrane Systematic Review 2007

Management of

opioid-induced neurotoxicity

¢ Consider precipitating factors (OIN seldom

occurs in isolation) and other potential causes e

for symptoms (only myoclonus is specific for =

OIN) g

— E.g. dehydration, renal failure, hypercalcemia, :-_

infection e

e If pain adequately controlled, reduce dose

¢ If pain inadequately controlled, rotate (switch) -
opioid

¢ Optimize hydration

Cancer patients are living longer

o .3 g b e i bt e e, ot o b, . 58 s

Canadian Cancer Stafistics 2015
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Emerging opioid side effects

* Longer survival — potential for longer
exposure to opioids
— Hormone suppression
— Immunosuppression
— Addiction
— Opioid-induced hyperalgesia

Opioid-induced hyperalgesia

 Paradoxical A\ pain with A\ opioid dose

¢ Demonstrated in animal models, human
experimental pain; observed in chronic or
cancer pain, usually with high opioid doses

¢ Mechanisms: glutaminergic system (NMDA
receptor), spinal dynorphin, descending
facilitation

Clinical features: pain does not improve or
worsens with A\ opioid; may be more
widespread; may be accompanied by other
symptoms/signs of neurotoxicity

Differential diagnosis: disease progression,
tolerance

e Practice point: do not continue to A\ dose;
rather, 7 dose/switch opioid

?Role for buprenorphine/methadone

Angst M, Clark JD. Anesthesiol 2006; 104:570-587

lll. Use non-opioid approaches

Non-opioid options

¢ Disease-modifying therapy
— Palliative radiotherapy

Non-pharmacological
- PT/OT
— Psychosocial-spiritual

Non-opioid pharmacological

Interventional procedures

Acetaminophen, NSAIDs

* Systematic review: better than placebo; no
superiority of one NSAID versus another;
uncertain advantage of combining with opioid

¢ Acetaminophen
— Maximum 4 g/day

* NSAIDs
— Increased risk of side effects in frail patients

— Prescribe gastroprotection and monitor renal
function

McNicol E et al. Cochrane Systematic Review 2005

Adjuvant analgesics for neuropathic
pain: NeuPSIG recommendations

ly

Strong recommendations for use
Gapabentin 12003600 mg, in three divided doses Firstline

bap ded 1 g, Firstline
release or enacarbil
Pregabalin 300-600 mg, in two divided doses Firstline
Serotonin-noradrenaline  60-120 mg, once a day (duloxetine), Firstline
reuptake inhibitors 150-225 mg, once aday (venlafaxine extended
duloxetine or venlafaxine®  release)

25-150 mg, d divided d First linef
Weak recommendations for use

Capsaicin 8% patches Onetofour patchesto the painful area for
30-60 min every 3 months

Secondline ( peripheral
neuropathic pain)
Lidocaine patches Oneto three patches to the region of pain oncea  Second line (peripheral
dayforupto12h neuropathic pain)
Tramadol 200-400 g, in two (tramadol extended release) - Second line

orthree divided doses
Botulinum toxin A
(subcutaneously)

50-200 unitsto the painful area every 3months  Third line; specialist use
(peripheral neuropathic pain)

Strong opioids Individual titration Third line§

Finnerup N et al. Lancet Neurol 2015; 14:162-173

Managing anxiety

* Non-pharmacological

— Meta-analysis: psychosocial interventions have
medium effect size on cancer pain severity and
interference

e Pharmacological

— Consider agent that also has efficacy for pain, e.g.
venlafaxine, duloxetine, pregabalin (pregabalin has
fastest onset of action)

Sheinfeld Gorin S et al. J Clin Oncol 2012; 30:539-547
Hoge E et al. BMJ 2012; 345: 37-42

40
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Adjuvant analgesics
for bone pain

Bisphosphonates
— E.g. clodronate, pamidronate, zoledronic acid

— Systematic review: modest pain relief for patients
with painful bony metastases

RANKL inhibitor
— E.g. denosumab

— Reduces skeletal-related events, but no studies on
short-term impact on pain

Wong RKS, Wiffen PJ. Cochrane Systematic Review 2002
Martinez-Zapata MJ. Cochrane Systematic Review 2006

Corticosteroids

Anti-inflammatory, anti-edema effects

Used for bone, visceral, neuropathic pain
¢ Role in treatment of radiotherapy flare

¢ Short-term measure (significant adverse effects
with long-term use), unless life expectancy of
weeks

* If pain A\'s with discontinuation, consider NSAID
e Systematic review: weak evidence for efficacy

Haywood A et al. Cochrane Systematic Review 2015
Chow E et al. Lancet Oncol 2015; 16:1463-1472

4

Tetrahydrocannabinol-
cannabidiol

Single RCT in 177 cancer patients with pain
>4/10 on strong opioids

THC:CBD vs. THC vs. placebo via oromucosal
spray for 2 weeks

WPain scores with THC:CBD, but also
“cognitive function

Johnson JR et al. J Pain Symptom Manage 2010; 39:167-79

Celiac plexus block for pain from
upper abdominal cancer

¢ Can be performed percutaneously or
endoscopically

e Systematic review: \Z Pain, opioid use,
constipation

¢ Adverse effects: transient diarrhea and
hypotension, paraplegia (rare)

Nagels W et al. Pain Med 2013; 14:1140-1163

“

Vertebroplasty/
kyphoplasty

Inject polymethylmethacrylate into affected
vertebra; may expand with balloon before
injection

RCTs in patients with pathological vertebral
fractures = W pain and disability

Adverse effects: cement leak,
thromboembolism

Montagu A et al. Age Ageing 2012; 41: 450-455
Berenson J et al. Lancet Oncol 2011; 12:225-235

4

Case: ESAS-r

4

Anxious since last surgery; claustrophobic,
panicky, fear of choking; anxiety worsens pain;
some improvement with citalopram

CAGE 4/4; previous heavy alcohol use;
stopped 3 years ago; denies inappropriate use
of opioid

MMSE 26/30 (normal 28/30)

47

¢ Physical exam
— Mildly drowsy
— Able to mobilize without difficulty
— No significant swelling, redness, AA warmth

— ++Tender to pressure over mandible & neck
bilaterally

— Decreased light touch, pinprick, cold sensation on
right side of neck

— No myoclonus

48
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Case: ECS-CP

Edmonton Classification System for Cancer Pain

ECS-CP profilo: N_I__ P A__ C___ (conbinston ofth v esponses, neforesch ctegory)

Assessed by:

49

Recommendations

— Pregabalin 75 mg po bid

— Decrease hydromorphone SR to 180 mg po tid

— Consider replacing citalopram with duloxetine

— Counselling through elders
Follow-up

— Titrate pregabalin

— Wean down hydromorphone

— Add dexamethasone for RT-induced inflammation

* One month after initial consultation
— Pain, anxiety better
— Meds
¢ Hydromorphone SR 90 mg po q12h
* Pregabalin 150 mg po tid
* Dexamethasone 4 mg po bid (tapering)
* Zopiclone 15 mg po ghs

— Follow up with family physician for continued
opioid taper and addictions treatment

Take home messages

When pain does not appear to come under
control with usual measures, assess for
underlying contributors

Consider presence of opioid-induced
hyperalgesia

* Use non-opioid approaches

Additional resources

e Pallium Palliative Pocketbook (chpca.net)
e palliative.org

Questions
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