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Teaching Course
Session Title: TC30: Palliative Care To take place on:
Tuesday, November 15, 2011 from 14:30-18:00

Gian Domenico Borasio - Palliative Care in Neurology
Pieter Vos - Palliative care in severe traumatic brain Injury: When, why, how?
Marianne de Visser - Palliative care in amyotrophic lateral sclerosis

Palliative Care is an approach which improves quality of life of patients and their
families facing life-threatening illness, through the prevention and relief of suffering by
means of early identification and impeccable assessment and treatment of pain and
other problems, physical, psychosocial, and spiritual (WHO 2002).

In this teaching course an introduction to palliative care in neurological disorders will
be given. Subsequently palliative care in two specific disease categories (ALS and severe
traumatic brain injury) will be discussed.

Course objectives

The course will explore the core concepts related to palliative care, including symptom
management, communication skills, and evidence based practice, psychosocial issues
and the role of the family caregiver.
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Palliative care in severe traumatic brain Injury
When, why, how?

P. E. Vos

Radboud University Nijme:
Department of Neurology
Nijmegen

The Netherlands

Outline
® Introduction Traumatic Brain Injury

® When: Problem to determine end stage of recovery in
TBI

® Why: From care - palliative care - end of life decisions
® How: Procedures in the acute and chronic phase

=] unc @) s Radboud

“The circumstances leading to head injury and the
physiological effects are short and sharp; but the
consequences of such injuries may blight the lives
of affected individuals for a very long time”

Alastair Compston

Brain (2007) 130,2479-2481




TBI: among the most frequent neurological
disorders

Mild TBI: 100-300/ 100.000 (Cassidy, 2004)

TBI: 235-556/ 100.000 (Rutland-Brown, 2006; Tagliaferri, 2006)

moderate severe TBI
TBi
4% _—

Level | trauma centre

Jucobs wt el J Newtrow: 2010, 27:655-58

TBI: definitions

Mild TBI -|GCS: 13-15
- LOC < 30 minutes
- PTA < 24 hours
- alteration of mental state
- retrograde amnesia

Moderate TBI =>|GCS: 9-12

Severe TBI =>|GCS<8

MTEI committes of the Amarican Congrass of Rehabilitation Medicine, 1093, J Heod Troume Rehabil

DIFFUSE

1882 Gennarelliet 3l Ann Neurclogy: 2010 Andriscsen J Cell Molec Med 2011 Poviishock et al J Neurotrauma 201




Intensive Care

® Monitoring
*® Intubation/ sedation

® ICP measurement- treatment
sedation + analgetcs
csfdrainage
OSmOtherapy mannitol, hyenonic saline

hyperveniilatiion
eranicetomic

® Maintaining normothermia

Traumatic Brain Injury
“Disease” rather than “Event”
phases
Q) Coma arousal-consciousness
[ vegetative State- consciousness
[ Minimally Conscious State- consciousness basic attention

) . _ ] ) months
[ Post traumatic amnesia (disorientation, memory disorders -

and behavioral disturbances)

a Recovery from functions (motor, cognitive and behavioral) -
' years

memory self awareness
U Chronic disability-acceptation and compensation w

Levin, J Nerv Ment Dis, 1878 Rao, Psychosomatics, 2000, Masel J Heurotrauma 2010

End of life decisions in TBI

® Acute phase
® Chronic phase




When: Therapy decisions in the care of critically ill

® Acute phase during Intensive care “futility of care”
*® Chronic phase Vegetative State end point of recovery

Witholding and withdrawing therapy at the ICU

® 22 4% of americans die using ICU services

® Most ICU deaths occur after a decision to
withhold life-sustaining interventions

Huschner et al, Implementation of ICU Pallitive Care Guidelines and procedures. Chesi 2008 135: 28-32
Angusz et al, Use of intensive care at the end of life in the United States-An epidemiciogic studyCrit Care Med
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Withdrawal of Life-Sustaining Treatment in a Mixed Intensive
Care Unit: Most Common in Patients with Catastropic Brain
Injury
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WHOQ Definition of Palliative Care

Palliative care is an approach that improves the quality of life of
patients and their families facing the problem associated with life-
threatening illness, through the prevention and relief of suffering by
means of early identification and impeccable assessment and
treatment of pain and other problems, physical, psychosocial and
spiritual

How: Therapy decisions in the care of critically ill

*® 1. withholding or withdrawing of some or all ICU therapy
® 2. withdrawing certain or total intensive care treatment

® 3. to anticipate and treat, for the patient, relatives or care
givers, symptoms caused by withholding or withdrawal
of treatment

Limiting, withholding, withdrawal therapy

® Clinicians are psychologically more comfortable
withholding treatments than withdrawing them

Cf Trueg, &t al Crit Care Med 2008; 36:053-063




Limiting therapy

® Yes/no act when arterial oxygen saturation drops (i.e
Sa02 < 90%

Yes/no act when apnea

Yes/no act when difficulites with breathing
Yesino treat respiratory insufficiency
Yes/no renal replacement therapy

Yes/no (repeat) surgical operation

Cf Truag, et al Crit Care Med 2008, 36:953-963

Withdrawal of therapy

1. Paralytic agents should never be introduced at the time
of withdrawal of life support.

2. When patients have been receiving paralytic agents,
neuromuscular function should ideally be restored
before withdrawal of life support.

Cf Truog, et al Crit Care Med 2008, 36-353-363

Withdrawal of therapy
1. withdrawal of mechanical ventilation.
2. Adequate sedation and analgesia

3. Prevent post extubation stridor and death rattle

Duieh natisnal ICU guideline en palliative care 2000; Cammiliea on National Guideline for Pallislive Sedation,
Royal Dulch Medical Assoisbion. Guidelne for pallislve sedalion. Available hom Ubechl KNMG, 2002,




Symptom Management in End-of-Life Care
1. Dyspnea and Respiratory Distress

2. Delirium and agitated delirium

3. Pain

Truog, at al Crit Cane Med 2008; 35:953-063

Drug treatment as a component of end of life care

QFIOIDS

Onset  Duration Typical
Equivalent to Peak  of Effect, Typical Adult Pediatric
Dose, V¥ Effect, mins  hrs Dose, IV Dose, IV Typical Infusion Rate
Morphine 10 mg W-30 34 1mg 0.1 mgkg 00505 mg kg hr!
Fentanyl 100 pg. 2-5 052 052pghke 1-5pghg 0510 ppkeg'he'
Hydromorphone 1.5-2 mg 2030 34 05 2mg — —
SEDATIVES
Typical Initial
Onet o Prak Draration of Trpical lnitial Pediatsic Trpical Initial bnfusion  Typical Initial Infuaic
Effect, mina Effect. hrs Adalt Dox, IV Dose, W Drose, Aduit Do, Pediatric
O g
00501 an
10 S0pg
[Newsuleptes
Halogeridnd ] 4 —
Tiuog, @l al Ciil Care Med 2008, 36 853-863

When: Prognostic models in TBI

® Acute phase Intensive care “futility of care”
® Chronic phase Vegetative State




Acute Phase Prediction Models

D
Tar v

Head injury prognosis

Steyerberp EW., et al. (2008) PLoS Med 5(8)- e165.
dol:10.1371 jeumnal pmad D0S01E5

Farel 813l ; BMJ 2006 oning

Male 79,

GCS=3 without sedation, severe
hypotension-reanimation

PR-/-

Acute Phase Prediction Models

. e
[
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® Demographic and clinical factors account for 35% of the variation in
cutcome

Lingsma, Lancat Neuralegy 2010
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When recovery from TBI stagnates? The
vegetative state

WHO Definition of Palliative Care

Palliative care:

sprovides relief from pain and other distressing symptoms;

-affirms life and regards dying as a normal process,

«intends neither to hasten or postpone death;

sintegrates the psychological and spiritual aspects of patient care;
soffers a support system to help patients live as actively as possible until
death;

~offers a support system to help the family cope dunng the patients illness
and in their own bereavement;

suses 3 team approach to address the needs of patients and their
families, including bereavement counselling, if indicated,

«will enhance quality of life, and may also positively influence the course
of iliness;

-is applicable early in the course of illness, in conjunction with other
therapies that are intended to prolong life, such as chemotherapy or
radiation therapy, and includes those investigations needed to better
understand and manage distressing clinical complications.

Frequence of the vegetative state after TBI
cohort studies

Ay i

o
O 199-Aw 204
ST

Andnessen et al J Neurotrauma 2011,28(10). 20122031
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Sedation for the imminently dying

e e tha AAN Frhicr Sacrio

The Vegetative State= A clinical syndrome with
a differential diagnosis

® Minimally Conscious State

® Locked-in- Syndrome

® Coma

® Brain Death

® Akinetic mutism

® Dementia (PVS working group 1994)

Comparison of clinical features associated with coma,
vegetative state, minimally conscious state, and
locked-in syndrome

Gigcino et al, Neurology 2002,58:349-353

12



How to make the diagnosis?

* Preconditional to the diagnosis
* Compatible with the diagnosis
* Compatible-atypical

* Incompatible — red flags

MSBTE VI NCJM 1394, Working Party of Hoyal Physians Chn Med 2003

Preconditional checklist

* Cause should be established

* Possibility of a treatable structural lesion

* Possibility of a continuing metabolic disturbance

* Possibility of sedatives/antipsychotics/anti-epileptics-
myorelaxants(baclofen)- centrally acting drugs

* Recommendation: Need for imaging to establish the diagnosis to
rule out hydrocephalus or other potential treatable causes
(recommendation level C)

* Check laboratory/ medication before each assessment
(recommendation level C)

How to make the diagnosis?

® Compatible with the diagnosis

13



The Vegetative State: Still a Clinical Diagnosis
Qualitive Assesment
Clinical {Behavioral) Criteria

{1} no evidence of ewareness of self or environment and an inability to interact
with others

(2 no evidence of su=tained, reproducible, purposeful, or voluntary behavioral responses
4]
Visual
Audtory
Tactle
MNeoious st

{3) no evidence of language comprahension o expression;

4) kel s ranid by Lhe presence of sheepowke oyces,

{5) Sufficiently prese W and b tem autonomic functions to parmit
survival with medical and nursing care;

{6) bowel and biadder incontinence; and

{#) vanshly preserved cramal-nerve refiexes | pupillary, oculocephalic, comeal, vestibulo-
oaudar, and gag) and spinal refleyes.

MSTF VS NEJM 1884, Working Party of Royal Physicians Clin Med 2003, Von Wild Eur J Trauma

How to make the diagnosis?

*® Incompatible — red flags

Diagnostic Criteria The Minimal Conscious State

Following simple commands.

Gestural or verbal yes/no responses (regardless of accuracy).

Inteliigible verbalization

Purposeful behavior, including movements or affective behaviors that occur in

conlingent reletion Lo relevant environmenlal stimuli and are notl due lo refllexive

activity. Some examples of qualifying purposeful behavior include:

— appropriate smiling or crying in response to the linguistic or visual content of emotional
but not to neutral topies or stimuli

= vocalizations or gestures that accur in direct response 1o the linguistic content of
questions

- reaching for objects that demonstrales a clear relationship batween object location and
direction of reach

— louching or holding obpects in a manner
object

- pursuit eye movement or sustained fixation that CCUrs in direct response 1o meving or

salient stimuli

1 accommodates the size and shape of the

Giacina af al, Neuralogy; SA-348.353, 2002
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Inaccurate diagnosis may result from

® Confusion in terminology

* Lack of extended observation of patients
® Lack of skill or training

® Lack of eye blink to threat

Inaccurate Diagnosis

Author Start N Inaccurate Conf lars [¥]
1993 Childs =1month 1847 37% visual pursuit & fixation Severaly dizabled
1996 Andrews > G months 1740 43% Blind or sevaraly

visually impaired

2009 Schnakers <2 weeks 18dd  41% MCS-failure to detect
=22 months visual pursuit & fixation

Childs, Neurglogy, 1992 Andrews, BMJ,1998; Schnakers, BMC Meurclogy 2009

Absence or presence of a blink reflex to visual
threat is compatible with the Diagnosis
Vegetative State

Recovery(REC) for patiants in vegetative state (VS) with and without blink to
visual threat after 1 year in trauma (TBI) or 3 months non-trauma (NTBI)

REC Vs DIED REC Vs DIED
14 (5 NTBI) 22 (14NTBI) 10 (7NTBI) S (2NTBI) 28 (17NTBI) 8 (5NTBI)

vanhaudenhuyse, Neurology, 2008

15



Quantitative assessment

* Bedside methods lack sensitivity and specificity to refute
or demonstrate the diagnosis of VS when based on
consensus rather than on standardized neurobehavioral
assessment

Complications in vegetative state patients

#Pneumonia

# Decubitus

# Spasticity

# Contractures (elbow, ankle)
#Pain?

# Heterotopic Ossifications

= Seizures

~ Autonomic dysregulation

Heterotopic ossifications

Hendricks, Van Ginneken, Heeren, Geurts, Vos Chnical Rehabiltation 2007
Van Kempen, Martis, Hoedemakers, Vos, Hendricks S inury 20110

16



The Vegative State Treatment

Systemic

L]
L]
.

Infaction prevention
Ulcer prevention
Ventilatory-trachsotomy
Spasticity
Swallowing-Feeding
Heterotopic Ossifications

Won Wikd J Traume Emwng Med , 2007

Non-Pharmacological

* Early Rehabilitation
Sensory stimulation

Music Therapy

® Dorsal Column Stimulation
Deep Brain Stimulation

*® Hyperbaric Oxygen

Pharmacelogical

Dopamine agonists(amantacdine
bromacryptine, pengolide)

Baclofen
Levodopa
Zolpidem
Amphetamine

When has recovery reached an endpoint?

Prognosis of the vegetative state

A visual

B: Default Mode Network
C: Memary

O memory

E: visual

F: motor &sensory

I: auditory cortex

J: execut.control & VWM

Functional brain networks related to
consciousness

Damosoaux of al.. 2000 (FNAS). Hilry of & Int J Fsychopfiysiol 2011

17



Prognosis of the vegetative state

Trmarmatic kjury (W= 434] Monwoumasie injury (= 169)
b L
E Lot

= 53% s 34500 |
: | i
3w = ]
3 o ;
& —

=

Permanent = 1 Permanent= 3 mnd
1 month patients in VS 50% regained consciousness after a year
3 menth patients in VS 1/3  regained consciousness after a year

The Mulli-Seciely Tagk Force on PYS Medical aspects of e Persislent Vegelalive Stale-Firsl of Twe
Pans A Engd.Jf Mod 1994 3307 14991608

End of life decision making in European
Countries

Alleviation of pain and symptoms with possible life-shortening
effect: Belgium 22%, Denmark 26%, Italy 19%, Netherdands
20%, Sweden 21%, Switzerland 22%

End of life decisions any ranged from 23% in ltaly to 51%
(Switzerland)

Vander Heide, The Lancet, 2003

Acute brain disorders like TBI: Are they different from
neurodegenerative disease?

® Vegetative state may characterize the end stage of
progressive dementing conditions in children and adults

® Vegetative state after acute brain insults may
characterize the end stage of recovery. But when does
recovery end.

18



Consci in deg tive di and after acute brain damage
== Neurpieqensratve DISease

= TBl-recovered
=¥= THI- nol recovered
-+ -vegetative stats

consciousness

Consciousness in degenerative diseases and after acute brain damage

= Ml odegenerslive
Digease
=i TB-racovered

TBI- recovered?

consclousness

Witholding and withdrawing therapy in
vegetative state patients

*® Accuracy of diagnosis (MCS,Locked in syndrome)!
* Treatment limitations

* Withdrawal of treatment not very different from
neurodegenerative disease

19



Palliative care in
amyotrophic lateral sclerosis

Marianne de Visser
Academic Medical Centre
Amsterdam, The Netherlands

Learning objectives

After this lecture the learner will be able

« to appreciate the prognostic factors in
MND

« to become acquainted with the standards
of care in MND

» to appreciate the importance of e

end-of-life issues @
-2,

:mrg

Prognosis off

+ Rapidly progressive disease

» Life expectancy determined by respiratory
function. Aspiration pneumonia usually
causes death

* Median survival from onset to death in
ALS is 20-36 months (5-10% of ALS
patients survive > 10 years)

IFIIPE

20



Prognostic factors in ALS: A critical review
Chio et al. Amyotrophic Lateral Sclerosis 2008, 1-14

+ Age is a strong prognostic factor:

— patients with onset < 40 years of age of whom
80% are men have longer survival, often >10
years;

— median survival among patients presenting
>80 years of age (males = females) is < 2
years

» Time delay from onset to diagnosis seem
to have prognostic relevance

» Gender has no effect on ALS outcome

w

FTUYNoSuL 1duturo I ALo. A UlTdaudl

review
Chio et al. Amyotrophic Lateral Sclerosis 2009, 310

» Bulbar and respiratory onset are negative
prognostic factors

» Psychological distress (perceived stress,
depression, hopelessness, anger
expression, and purpose in life) had a
2.24-fold (95% CI 1.084.64) increased risk
of dying as compared to patients with
psychological well-being

* Nutritional status: (BMI value <18.5) is an
independent prognostic factor for death

G

Place and cause of death amongst
French patients with ALS

Gil et al. Eur J Neurol 2008;15:1245.

* Prospective study: 302 consecutive patients
who died between April 2006 - March 2007
whilst under the care of one of 16 ALS
centres in 15 French regions.

+ Standardized questionnaires completed by
ALS specialists and GPs who certified the
deaths and by interviewing the patients’
relatives and relevant hospital staff.

Iil:rg
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Results

Reported circumstances by place of death in 302 ALS patients

Medical Outside =
Total, Taciliny (189), medical Tciliny

Circumstances of death N (%) (%) (1130 o (%) g

During the night (11 pm - 6 am) Al 20.0) H2m 16 140 044

During the day (6 am -~ 11 pm) 242 (50.0) 145 (7T7.00 97 (86.0)

Particular circumstances 23 (7.6 16 (8.3) Ti62) 0471
Al mealtime 6 (2.0) 2{LD 4 {35 0.201
Durin sl activity 6 (2.0 (L6 2T 0,203
Post-surg 5(LT S(2.6) 0 {00y 0.125]

wing g 3Ly b il.6) LN 0,205
placement
Post-trauma 3T LX) LINTIR) 0.295
*Chi-sgquare or Fisher exact tests,
Bold values indicated a level of significance with P < 0.03,

m

f”ll’!g

Results cont'd

Reported causes according to place of death in 302 ALS pts

Place of death

@

Causes of death in a post-
mortem series of ALS patients

Gorcia et al. Amyotrophic Lateral Sclerosis 2008;9:59-62

Clinical and pathological records of 100 ALS patients
followed up in the ALS clinic of Pitié-Salpétriere between
1983-2005.

65 autopsies performed < 2000 (2 < 1990, 63 from 1991-
1999) and 35 performed >2000.

At autopsy, bronchopneumonia and pneumonia main
causes of death.

Heart failure (10%) 2x more frequent in bulbar than in
spinal ALS.

Pulmonary embolism (6%) only found in spinal onset
patients, related to lower limbs disability.

Concordance between clinical and pathological
conclusions insufficient (20%) to consider clinical
assessment as reliable marker of causes of death.
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urvival in ALS and other
phenotypes
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Natural history and clinical features of the
flail arm and flail leg ALS variants

ABSTRACT

Dibjective: We ssught 1o define the significance of brachisl amyotrophic dplegia fall srm sy
drome [FAD and the pssudopohmeuritc varant (flafl leg syndrome FLD of amyomrophic latersl
scher ol (AL 5; motor reur on diseoasa]

el in clinic cohorts in London, UK (1,188 cames], and Melbourns,
irvival from disease cnset was analvzed using the Kaplanr Meter method
ared Com propontional e ardes mocked

Resulrs: In the London cohart, the FA syrdrome represented 119 and the FL syndrome 8% of the
sampls. Median survival was 3% menths for limb cnset and 27 months for bulber onset ALS,
wharaas this was 61 mortha for FA syndrome [p < 0001) and 69 momtha for FL syndroms |p <
0.001). Fiveryaar survival in this cohort wias 8.8% for bulbar enset, 20% for bmb onset. 52% for
FA syndrome, and 64% for FL syndrome. The ratio of men to womsen was 4:1 in the FA group
compared 1o 21 In other limb onset cases, Excluding lower moxor neurcn FA and FL cases, pror
v atraphy comprised 4% of th samplis and had a prognesis similar 1o typical
limkr onsat Al the Mﬂlb':n.rr\ﬂ chiort, median s..r.r.fal for Illrb cﬂsﬂt ALS was 31 months,
bulbar onse - morhs p =
oo01)

typical atryoti GETes
classified as FA or FL Ou.lrlmirmmmm thﬂclncal
FL variants of ALS. Neurciogy® 2008, 72:1087-1094

progrostic importance of the FA arv:l

Disease Course and Prognostic Factors

of Progressive Muscular Alroph{
Arch Neurol. 2007;64:522-528
‘h e Wokbe, M

Jeldican Visser, MD; Renske M.

Cohort of 37 PMA patients.
u oy Five years after the end
| of the study, median 7 years
- after inclusion, 11 patients
: N were alive.
- 1 1-, 3-, 5-, and 9-year survival
) |_‘-—. rates were 100%, 67%, 45%,
wan and 30%, respectively, with
O NI a median survival duration
of 56 months.

Figure 1. Kapla-leies curve bor the whole goop.
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Survival in PLS
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Singer et al. Muscle Nerve 35: 291-302, 2007
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PLS may be heterogeneous

Clinically pure PLS is characterised by
slow progression, high function, normal
breathing, and no weight loss, and
includes no evidence of LMN dysfunction
on examination or EMG 4 years after
symptom onset.

PLS may convert to classical ALS/upper
motor neuron dominant ALS

i‘img

Palliative care

‘ALS may be viewed as a
paradigmatic disease for
palliative care’

Borasio 2001

:mrg
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Standards of care

Survey conducted among members of European ALS Study Group
(Borasio DG. Amyotroph Lateral Scler 2001;2:159-64)

» Great efforts were made by the centres to offer
the best possible palliative care to ALS patients

* Many areas in which there was consensus on the
type of care offered

» Also differences between centres concerning
symptomatic drug treatment, availability of
services, ventilation and terminal care

Conclusion: Evidence-based standards for
management are required

-‘img

Evidence-based guidelines

Good practice in the management of amyotrophic lateral sclerosis:
Clinical guidelines. An evidence-based review with good pracrice

points. EALSC Warking Group [ oo ohic Lateral Sclerosis 2007;8:195

PETER MUNCH ANDERSEN', GIAN DOMENLCO BORASIO®, REINHARD DENGLER',
OFLA HARKDIMAN®, KAT]JA KOLLEWE®, PEI'ER NIGEL LEIGH®, PIERRE-FRANCOLS
PRADAT®, VINCENZO SILANI" & BARBARA TOMIK®

Special Article

Practice Parameter update: The care of the patient with

amyotrophic lateral sclerosis: Multidisciplinary care,

symptom management, and cognitive/behavioral

impairment (an evidence-based review)

Report of the Quality Stndards Subcomnittee of the American Academy of Neurology
Neurclogy™ 2009;73:1227-1233

(img

Palliative care in ALS




A 63-year-old female with bulbar ALS

In April 2002 she is diagnosed with bulbar-onset
ALS.

She has dysarthria and pseudobulbar affect.
Normal strength in the limbs, but fasciculations
are ubiquitous.

She is in denial of this serious disease and
initially refuses follow-up.

She is a divorcee with 3 adult children.

Her GP is informed about the diagnosis

and the implications by telephone.

Iillrg

Communication and goal setting

Communication with patients and families should be open,
including the setting of goals and therapy options, and
should be structured following models, such as SPIKES
(Level B)

=>Breaking bad news skills and end-of-life communication
skills

m:rg

Why is follow-up in a
dedicated ALS-team important?

+ Palliative care should be considered early
in the disease trajectory

» Rapidly progressive disease which
requires accurate monitoring of swallowing
and respiratory function.

» Continued support should be provided by a
single point of access.

NB Ng, L., F. Khan, and S. Mathers, Multidisciplinary care for adults with
amyotrophic lateral sclerosis or motor neuron disease. Cochrane
Database Syst Rev, 2009(4): p. CD007425

Iil:rg
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Traynor et al. J Neurol Neurosurg Psychiatry 2003;74:1258-1261

10+ 5 —— Ganerd nauro clinic [n = 14%)
"-.\ —— ALS clinic [n = 83

1 ] 1 ] L ] L 1 1

Q4 250 500 750 1000 1250 1500 1750 2000
Time from diagnosls [days)

Figure 3 Survival of Irish ALS patients ottending the

multidisciplinary clinic compared to patients prescribed riluzole and

aftending a general neurclogy clinic, 1996-2000

ALS patients who are treated by a multidisciplinary

nmg team live 7.5 months longer as compared to usual care.

Follow-up

The patient was prescribed Riluzole.

Class | evidence: Oral administration of 100 mg riluzole daily
prolonged survival (3 months after 18 months treatment).
Miller RG, et al. Riluzole for amyotrophic lateral sclerosis.

Cochrane Database Syst Rev. 2002

(”ll’ig

Monitoring of swallowing

» Dysphagia leads to malnutrition, dehydration and
aspiration pneumonia. Malnutrition (present in 16-50%
of ALS patients) is considered an independent
prognostic factor for worsened survival (pesport et al. 2000).

» PEG improves nutrition, but there is no convincing
evidence that PEG prevents aspiration or improves
quality of life or survival (Miler et al. 1999; Heffernan et al. 2004).

*  We initiated a RCT: Does a timely placed PEG (i.e. at

a moment where supplementary feeding is beneficial

but not urgent) in ALS patients with dysphagia lead to

longer survival, better nutritional status, functional
status and quality of life than a later placed PEG?

Power calculation: 60 patients in each arm

@
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Results (2004-2008)

‘Table 1: results per group

Early PEG PEG: wait and  |unwilling to participate
n=6 see n=6 n=20
Survival (months) T=15|5(83%) 5 (83%) 16 (80%)
No. of patients receiving 6 (100%) 4 (67%) 14 (70%)
PEG
Vital capacity (%) T=0|10L,8+189 |885%172 88,6 121,6
T=15)606 £175 48% 91 NA
Vital capacity (%) 10,81 189 |840% 250
Latest value before PEG
Body mass index T=0 [255 % 32 [241% 17 253t 446
(kg/m2) T=15[230 * 45 229% 14 Na
ALSFRS-R T=0 (348 £ 83 |[370%52 NA
T=15[180 * 51 [238+ 99
VAS score QoL T=0 |662F177 715 ¥198 NA
(mm.) T=15 4821215 4461169
Delta VAS pre and post PEG |9 T 19(n=6) |4T18(n=4) |NA
(VAS pre - VAS post, mm.)

{lrr?g mean time to PEG (days) 16 8 (n=6) 172+ 122 (=4 [170+ 97

Results cont'd

Table 2: R to refuse participation
unwilling to participate
n=20
1 want to keep control over timing” 2
“I am not ready for a PEG” 9
“I just got the diagnosis, | have too many 2
appoi with (para) medics, I don't have time”
“ I don't want anything 1
“ I want the PEG mow” 1
“ I want to leave things as they are” 1
“1 don’t want a PEG yet, it will restrain my ability to | 1
do sports”
““ A PEG is a very serious operation, my family 1
phy doesn't think it is y right now”
“ I first want to go to Africa with my family” 1
unknown 1

Causes of death amongst French patients with ALS (Gil etal. Eur J Neurol 2008;15:1245).
37% of French patients had received PEG. At time of death, the nutritional

o E status of these patients did not differ from that of non-gastrostomised patients.

Follow-up in our patient

The patient has lost weight (4 kg in 3 months), the
meals take considerably longer and she does

not eat steaks anymore.

Her VC is 1.74 litre (60% of expected normal value).

Initially, she refuses a PEG, but when VC drops
further (50%) and the meals take more than 1 hour
she changes her mind.

The risk of PEG placement increased when the FVC declined below 50% of
predicted (Class Ill). Practice parameter, Neurology, 2009
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Follow-up in our patient

» She develops weakness of her limbs and is
nearly anarthric. Communication takes place
via a light writer.

« She moves into her daughter’s house.

* The occupational therapist provides all sorts of
aids in the house.

* Once, at a follow-up visit, she mentions that she
is opting for euthanasia.

= Early advance care planning is recommended,
especially when impaired communication and

BIC cognitive deterioration is possible

N Engl J Med
2002;346:1638.
EUTHANASIA AND PHYSICIAN-ASSISTED SUICIDE AMONG PATIENTS|
WITH AMYOTROPHIC LATERAL SCLEROSIS IN THE NETHERLANDS

Jan H. Vewoing, M.D., Joun H.J. Wokke, M.D., P4.D., Gesaim van DEr Wal, M.D., PH.D.,
J.M.B. Vianney oE Jows, M.D., P4.D,, ano LEonarD H. van pen Berg, M.D., Pu.D.

This retrospective study showed that 20% of the ALS
patients in The Netherlands dies due to euthanasia or
physician assisted suicide (fear of suffocation and
dependency). In the French study (i et al. 2008): 4/302 (1.3%).

rmrg

Follow-up of our patient

The patient explains that she is afraid to choke and
that talking about euthanasia with her GP would be a
relief.

The neurologist discusses the consequences
of respiratory insufficiency and checks whether
there is nocturnal hypoventilation.

=>» Continued and repeated discussion is essential due to
changes in function — physical and cognitive - and
preferences

rmlg




Monitoring and management
respiratory dysfunction in AL

ALS/MND Respiratory
diagnosis symptoms & signs

Discussion:
respiratory
treatment options

NIV
non-tolerant decline

Severe
bulbar
uys!unch
+ pO265 mm Hg and Fi0<30 for
' at least10 hours
o[ e

- pCO2<50 mm Hg

Palliative wventilation
care tracheostomy

@

Effects of non-invasive ventilation on survival and quality
of life in patients with amyotrophic lateral sclerosis: a
randomised contralled trial | Bourke et al. Lancet Neurol 2006; 5: 140 |

NIV (if pts are symptomatic
or VC<50%) extends life
expectancy (205 days),
with maintenance or

even improvement of QoL
without increasing the
burden of the carers.

I”ll’ig

rdilidlive ueallicelit Ul
dyspnea

» For symptomatic treatment of dyspnoea use of
opioids alone or in combination with
benzodiazepines if anxiety is present. Titrating the
dosages against the clinical symptoms will almost
never result in a life-threatening respiratory
depression.

» For treating terminal restlessness and confusion
due to hypercapnia, neuroleptics may be used.

» Use oxygen only if symptomatic hypoxia is present.

=>Recognition of deterioration over the last weeks and
months is relevant for the appropriate management.

m
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Follow up of our patient

She receives information about NIV. However
she opts out and the neurologist discusses
end-of-life issues, in particular DNR.

=>Encourage open discussion about the dying process
and explain that most patients will die peacefully,
with appropriate care

=>Encourage open discussion for the wish for
hastened death and assess regularly

End of life decisions: attitudes of Finnish physicians
H-M Hildén, P Louhiala, J Pole

Study on Finnish physicians’ experiences of
decisions concerning living wills and do not
resuscitate orders and also their views on the
role of patients and family members in these
decisions.

Design: Questionnaire sent to 800 physicians:
GPs (n = 400); internists (n = 207); neurologists
(n =100), and oncologists (n = 93)

]
* Response rate: 56%.
« Positive attitude toward (92%), and respect for (86%)
living wills, 72% thought it could be helpful.
Table 1 The mest important advantages of the living will
according to the respondents and the numbers of
responses for each statement
Response N
Promaes patient aulonomy 343
Acty o5 an ice breaker in discussing end of 275
ik troatmant
Makes decision making easier 261
Decreases siress 11&
Total respomes 432
“”IB
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Results

* 13% had completed a living will of their own.

» DNR orders were interpreted in two ways:
resuscitation forbidden (70%) or only palliative
(symptom oriented) care required (30%).

* 72% discussed DNR decisions always or often
with patients able to communicate, and 76%
discussed DNR orders with the family members
of patients unable to communicate.

* Most respondents were able to approach a dying
patient without difficulty.

» They also felt that education in general was

needed.
Iillrg

Follow up of our patient

Since she is wheelchair-bound she decides

— after consultation of her children — that she does
not want any life-extending intervention.

She receives low dosages of opioids and oxygen
when the dyspnoea worsens.

After a few days (September 2003) she dies in
peace at home, surrounded by her children.

=»Diagnosis of the beginning of the dying phase is relevant for
the appropriate management, including the use of appropriate
medication and intervention and care of families and carers.

m

l%MJ 2009;338:b2391 RESEARCH

Exploring preferences for place of death with terminally ill
patients: qualitative study of experiences of general
practitioners and community nurses in England

Dol Murxiay, associate cinical professor in palllative medicine, Mita Petiova, research feliow, jerenmy Dale,
fessor of pmary care

* Numerous studies suggested that home death is
the most common choice patients express, but
that this preference becomes less pronounced as
death approaches

* Recent UK programmes for end of life care have
encouraged primary care professionals to seek
out patient preferences for place of death. The
Gold Standards Framework aims to enable GPs
and community nurses to optimise practice in
palliative and end of life care and were
interviewed.

m
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Results of qualitative study of experiences
of GPs and community nurses in England

Most interviewees (17 GPs, 19 nurses)
reported that they did not find discussin
preferred place of death an easy area o
practice.

Further research is needed to enable
development of appropriate training and
support for primary care professionals and
to obtain better understanding of the
importance of place of death to patients and
their carers.

Iillrg
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