Palliative care case conference
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A 67-year-old man who was diagnosed with advanced- -
stage rectal cancer was admitted with uncontrolied pain
and vomiting.

During admission, his pain and vomiting symptoms
were off and on, need increments of his opioid.
His abdominal examination & bowel function were
normal. Later, hypoactive delirium was diagnosed.
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e Admission date : 9/4/2567

e Status before admission : PPS 60%



Patient timeline
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OPD Psychi
Diagnosis:
Adjustment
disorder with
mixed emotional
feature

23-26/12/2566

Patient timeline

Pain

18/1/2567
OPD onco
Start MST(10) 1 tab OD
MOIR(10) 1 tab prn
Senokot(7.5) 2 tab hs

10-11/3/2567

14/3/2567

Continue 3L

Continue 3L targeted therapy

Plan F/U CT 3/2567

Admit: Partial SBO
(suspected from adhesion band)
— conservative treatment
— improved

Visit ER 2 Juduurauau
viadldvnulasa treat as
Peptic ulcer
Mx: PPl iv — HM: PPI oral

>
Best supportive care

F/U CT - Progression of disease

» Progressive lung metastasis, left
supraclavicular LNs- mediastinal LNs
metastasis.

* para aortic LNs metastasis.

+ new left adrenal nodule metastasis.

« Recurrent mass in surgical bed involved
right pelvic floor.

Oncologist plan BSC
Consult palliative care



CT chest with WA 3/2567

=> Increased in size and number of multiple para aortic

LNs with rim enhancing wall, and prevertebral
necrotic mass of lumbar level.

- The LNs encased both renal arteries- vein and IVC.

IMPRESSION:

- progressive lung metastasis, left
supraclavicular LNs- mediastinal LNs
metastasis.

- para aortic LNs metastasis.

- new left adrenal nodule metastasis.

- recurrent mass in surgical bed involved right
pelvic floor.




Best supportive care
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Patient timeline
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1st visit OPD PC
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ACP: full comfort care, no
ETT, no CPR, no inotrope

Mx: control pain
+ MST(10) 1 tab po q 12 hr
+ Gabapentin(300) 1x1 po hs
+  MOIR(10) 1 tab po prnq 2 hr

Telemed sinnuons
PPS 60%
fideymn severe pain -> Aiugn
MST+MOIR q 2-3 hr
sile MO 140 mg/d oral

Pain at epigastrium + PS 6-7/10
at sacral area with radiate to
Rt. thigh

Admit to palliative
ward to control pain

HM:
+ Fentanyl patch 50 mcg
+ MOIR(10) 2 tab po prnq
2 hr for pain
+ Gabapentin (300) 1x2
« Plasil(10) 0.5x3

Telemed finmnuo1nns
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Correct type of pain?

»  Psycho/Social/
Spiritual factor?

Uncontrolled pain approach

« Organ function

* Pharmacokinetic and
pharmacodynamic
influences

» Concomitant
medications

» Opioids side effects

~

K-Duration
* Location
* Intensity
* Type
* Onset
* Breakthrough cancer
pain Age
Y . Sex
Pain features Co-morbidities
Other pain
m sources
p Cognitive and Cancer cause and
emotional complications of
component specific cancer
yu—— treatment

» Depression
« Coping strategies
« Sociocultural influences

-

Chemotherapy
+ Radiotherapy
* Surgery
* Immune therapy

» Cancer compression or
invasion

/

a81aa R/O Delirium, Dementia, Depression LdNd

>
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Drug compliance?
Proper dose?
End of dose failure?

Disease progression?



Chief complaint:

JranagazazlnnyuInyn 3 days PTA



Present illness:
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Present illness:
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Previous medication

Fentanyl 50 mcg/hr TD 1 patch q 72 hr

Gabapentin(300) 1 cap oral q 12 hr
MOIR(10) 2 tab oral prn q 2 hrs for
pain/dyspnea

Senokot(7.5) 2 tab oral hs
Domperidone(10) 1 tab oral tid ac
Pantoprazole(40) 1 tab oral OD AC

Quetiapine(25) 1 tab oral hs
lorazepam(2) 1 tab oral hs
Trazodone(100) 1 tab oral hs
Doxasozin(4) 1 tab oral OD PC
Amlodipine(10) 0.5 tab oral OD PC
Losartan(50) 0.5 tab oral OD PC
Simvastatin(20) 1 tab oral hs



Physical examination

GA: A Thai old man, looks fatigued

e V/S BP 122/85 mmHg, PR110/min, RR 18/min, BT 36.8 °c, SpO2 95% (RA)

® HEENT - not pale conjunctivae, anicteric sclera, palpable supraclavicular lymph node

® Lung - no retraction, equal breath sound, no adventitious sound both lungs

® Heart - regular, normal S1S2, no murmur

e Abdomen —fatty contour, normoactive bowel sound, no tenderness/guarding, normal ileostomy

® Neuro — E4V5M6, pupil Rt. 3 mmRTLBE, motor gr V all extremities, no decrease in pinprick sensation,
no allodynia/hypoalgesia, SLRT negative

e Extremities — no edema, no deformity



Investigation 9/4/2567

B Complete blood count

HGB
HCT
MCV
MCH
MCHC
RDW
WBC
PLT
MPV
NE%
LY%
MO%
EO%

NRBC

10*6/uL
g/dL

%

fL

Pg

g/dL

%
10”3/uL
10”3/uL
fL
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/100 WBC

455L
119L
3791L
833
26.2
31.4
16.0H
1091 H
446 H
9.7
824H
8.21L
7.0
2.1
03
0.0

BUN

CREATININE

SODIUM
POTASSIUM
BICARBONATE
CHLORIDE
CALCIUM
PHOSPHORUS
MAGNESIUM
CHOLESTEROL
TOTAL PROTEIN
ALBUMIN
Globulin
TOTAL BILIRUBIN
DIRECT BILIRUBIN
ALT
AST
ALP

BUN, 32201

CREATININE, 32202
eGFR(CKD-EPI) age >=18
SODIUM, 32102
POTASSIUM, 32103
BICARBONATE, 32105
CHLORIDE, 32104
CALCIUM, 32106
PHOSPHORUS, 32109
MAGNESIUM, 32107
CHOLESTEROL, 32501
TOTAL PROTEIN, 32402
ALBUMIN, 32403
GLOBULIN

TOTAL BILIRUBIN, 32208
DIRECT BILIRUBIN, 32207
ALT, 32311

AST, 32310

ALP, 32309

mg/dL
mg/dL
ml/
mEg/L
mEg/L
mEg/L
mEg/L
mg/dL
mg/dL
mg/dL
mg/dL
g/dL
g/dL
g/dL
mg/dL
mg/dL
U/L
U/L
U/L

131
0.78
93.40
131L
5.1H
180L
98
86L
4.TH
21
281H
6.4L
341L
3.0
04
0.1
17
29
76



Film acute abdomen series 9/4/2567
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Palliative care assessment



PC symptoms
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PC symptoms
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Delirium vs Dementia vs Depression

Clinical feature  Delirium Dementia Depression
Onset Sudden/abrupt Insidious/slow, Variable
usually
unrecognized
Course Short with diurnal Chronic and Variable, symptoms
fluctuations in progressive typically worse in the
symptomatology early morning
Progression Abrupt Protracted Variable
Consciousness  Altered Clear except in Clear

Attention
Orientation

Memory

Thinking

Perception

Psychomotor
behavior

Assessment

Impaired; fluctuates
Generally impaired,
severity varies
Recent and immediate
impaired
Disorganized,
incoherent

Misperceptions
common with
illusions,
hallucinations and
delusions

Variable: hypokinetic,
hyperkinefic, and
mixed

Distracted from
task; numerous
errors

severe cases
Initially normal
Generally normal®

Recent and remote
impaired

Difficulty with
abstraction,
thoughts
impoverished

Misperceptions
usually absent

Generally normal

Struggles with
assessment to find
appropriate reply

Generally normal

Selective
disorientation

Selective
impairment

Intact with themes of
hopelessness and
helplessness

Intact

Variable

Generally lacks
motivations,
frequent “don’t
know’’ answers

“Orientation can be impaired (eg., vascular dementia or advanced stage of dementia).

From Milisen K, Steeman E, Foreman MD. Early detection and prevention of delirium in older patients

) - . Milisen, Koen & Braes, Tom & Fick, Donna & Foreman, Marquis. (2006).
with cancer. Eur J Cancer Care 2004;13:494-500; with permission.

Cognitive Assessment and Differentiating the 3 Ds (Dementia, Depression
Delirium). The Nursing clinics of North America. 41. 1-22, v.
10.1016/j.cnur.2005.09.001



Psychosocial assessment

Family genogram
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Psychosocial assessment
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Psychosocial assessment
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® ACP : full comfort, no NG, no ETT, no inotrope, no CPR



Spiritual assessment

wzn 3L treatment of

rectal cancer 3/2567 e .
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Hopelessness

AR AAAUALAULEY

Asking why question

NANNARRENNANE
Death wish

FanlsAmen

Lack of meaning
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Spiritu al Distress: Diagnoses, Key Features and Examples of Statements by Patients

Feeling (Primary)

Key feature from history

Example Statements

| Existential: I

Abandonment:

sense

Anger:

Concerns about

deity:

Conflicted or

challenged
belief

systems
Despair
[Hopelessness:

Grief/loss:

Guilt/shame:

Reconciliation:

Isolation:

lack of meaning / questions meaning about one’s own existence
/ concern about afterlife / questions the meaning of suffering /
Seeks spiritual assistance

God or others lack of love, loneliness / not being remembered / no
of relatedness

at God or others/ displaces anger toward religious representatives /
inability to forgive

Closeness to God, deepening relationship

verbalizes inner contflicts or questions about beliefs or faith / conflicts
between religious beliefs and recommended treatments / questions
moral or ethical implications of therapeutic regimen / Express concern
with life/death and/or belief system

hopelessness about future health, life
despair as absolute hopelessness, no hope for value in life

grief is the feeling and process associated with a loss of person,
health, etc

guilt is feeling that the person has done something wrong or evil;
shame is a feeling that the person is bad or evil

need for forgiveness and/or reconciliation of self or others

from religious community or other

Religion specific: ritual needs / unable to practice usual religious practices

Religious/

Spiritual Struggle:

loss of faith and/or meaning / Religious or spiritual beliefs and/or
community not helping with coping

“My life is meaningless™
“] feel useless”

“God has abandoned me”
“No one comes by anymore™

“Why would God take my child away
from me?”

“I want to have a deeper relationship
with God”

“I am not sure if God is with me
anymore”

“Life is being cut short™ “There is
nothing left to live for”

“I miss my loved one so much”
“I wish I could run again™

“I do not deserve to die pain-free™
“I need to be forgiven for what 1 did”

“I would like my wife to forgive me”

“Since moving to the assisted living 1
am not able to go to my church
anymore”

“I just can’t pray anymore™

“What if all that I believe is not true”

Puchalski CM(2010) Asian Pacific Journal of Cancer Prevention, Vol 11



Problem list



Problem list

Biological Psychological
Advanced stage CA middle rectum with .
disease progression with uncontrolled e Anxiety
pain

e Insomnia
History of peptic ulcer
e Fear of suffering
Hypoactive delirium (underdiagnosis)
e Adjustment disorder due to life-limiting
U/D HT DLP BPH iliness

Social Spiritual

e Spiritual distress




Disease
progression

Peptic ulcer
Hypoactive

delirium
(underdiagnosis)

Uncontrolled pain

Anxiety
Co-morbid causes

Fear of suffering

Caused by treatment Depression

Past
experience
Physical Psychological of illness

Caused by cancer

Loss of role and
social status

: Spiritual Anger at fate/anger
Loss of job with God

Financial concerns Loss of faith

Worries about future of Finding meaning
family

Dependency Fear of the unknown

Fear of suffering
due to
uncontrolled
symptoms

Anxiety

Adjustment
disorder

Spiritual distress
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Patient’s pain characteristic

e nociceptive > neuropathic
e Dbest pain 0-3/10, worst pain 7-8/10
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e breakthrough pain siniAaduzenansdiu

o JUsritimusnun dyspepsia agidin

=> Increased in size and number of multiple para aortic
LNs with rim enhancing wall, and prevertebral
necrotic mass of lumbar level.

= The LNs encased both renal arteries- vein and VC.



Stepwise Approach to the Management of Difficult Pain

. Consider the role of primary therapies to address the underlying cause of the pain

. Titrate opioids up to maximal tolerated dose

. Manage side effects through appropriate drug therapy or by trials of alternative opioids
. Consider the role of adjuvant analgesics

. Consider the role of regional anesthetic approached

. Consider the role of invasive neuroablative interventions

. The use of sedation in the management of refractory pain at the end of life

Cherny NI, Ann Onco 2005;16(Supp 2):ii79



Management

Physical pain

X Disease progression

O  1d5ua control pain T ‘ , .f
)

* Peptic ulcer — Pain + N/V

O WNg PPI /\

=3 <
* Hypoactive delirium (underdiagnosis)



Management

Psychological pain

X Fear of suffering
* Anxiety
% Insomnia — delirium

* Adjustment disorder

— Adequate pain control, Usu Sleep hygiene

— Role for anxiolytic/antidepressant drugs?

— Psychological intervention;
- Psychoeducation, CBT



Fear-avoidance model

INJURY

DISUSE

DEPRESSION

DISABILITY RECOVERY

AVOIDANCE
HYPERVIGILANCE
PAIN EXPERIENCE CONERONTATION
PAIN-RELATAR /\
PAIN CATASTROPHIZING NO FEAR

NEGATIVE AFFECTIVITY
THREATENING ILLNESS INFORMATION

www.psychomaticmedicine.org (2014) Fear Avoidance Model (photograph).
Available at: http://www.psychosomaticmedicine.org/cgi/content-
nw/full/67/5/783/F117



http://www.psychosomaticmedicine.org/cgi/content-nw/full/67/5/783/F117

Biopsychosocial Model of Pain

Cohen SP, Vase L, Hooten WM. Chronic pain: an update on burden, best practices,
and new advances. Lancet. 2021; 397(10289): 2082-97.



Spiritual pain

% Spiritual distress

— life review

— lningun %,
i A

— Dignity book



Life review
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Life review
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Progress case

snfivoudusrufiunaedin

MOIR 1 s
12/4/67

usnsu 9/4/2567

>
>

>Fentanyl 50 mcg/hr TD 1 patch q 72 >
hr

>Gabapentin(300) 1 cap oral q 12 hr

>MOIR(10) 2 tab oral prn g 2 hrs for
pain/dyspnea >

>Add Fentanyl(10:1) iv 1.5 ml/hr

>Add Pantoprazole 40 mg iv OD

>|orazepam(2) 1 tab oral hs

>Trazodone(100) 1 tab oral hs

+ Education Turfihuuazang

10/4/2567

Onsia 8 mg iv stat
Plasil 10 mgivq6 hr
Gabapentin(300) 1
cap oral hs(10-
12/4/67 then off) |
Trazodone(50) 1 tab
oralhs |

Nac long 1 tab ewaisinin 1
ufh PO OD *i3ula

11/4/2567

o Fpuddu uounauled
PS 1-2/10, N/V 1-2/10
Dyspnea 1-2/10

s PRN 2 Dose

>
>

>

A

Onsia 8 mg iv stat

Plasil 10 mgivq 6 hr
—then 1 tab po q 6 hrs
Gabapentin(300) 1 cap
oral hs(10-12/4/67 then
off) |

Trazodone(50) 1 tab oral
hs |

Nac long 1 tab wasiin 1uda PO
oD *i5ule

Usu MOIR(10) 3 tab PRN
Add Fentanyl 25 mcg/hr
TD 1 patch q 72 hr

+ wean off Fentanyl drip
12/4/67 18:00

—

13/4/2567y
MOIR 4 a5 ANVaB I

-~
nalvAn

>

Jsuiu Fentanyl 25
mcg/hr TD 1 patch q
72 hr o1 Fentanyl 12
mcg/hr patch aan



Progress case

14/4/2567
Sedation score =0,

PS best 4/10 worst 1-

2/10, EKG QTC 473
29 MOIR 3 a1
N/Vuaavuuu
>dsu Plasil mg IV
q6 hrs

28 PRN 4 %

« MO(1:1)iv/sc1.5->2->2.5->3 ml/hr

* MO6mgivprn->10mgivprn

» Olanzapine(5) 0.5 po hs

CXR - progressive lung met

. *  laassana -> Add mida 1 mgiv/sc prnq 2 hrs
Fatigue+depress
Uanads odsn niln

Insomnia -> Psychi ds:iiinaais hypoactive

2715 — W/U WNL ' delirium -> 45, trazodone(100) 1*hs
16/4/2567 19/4/67

15/4/2567 19/:1/ 2!367 1 7/4|/2y567 1 8/4/5567 20/4/2567

MOIR2 ass 5616 wiloy To lailslwe MOIR  aanndu nawlainsy « Start Dexa 8 mg OD tx as
MOUDDNUT fvhasnassiuua > Off fentanyl iv drip+TD lymphangitis carcinomatosis
filo L1-51 gr V all, > MO(1:1) sc 0.5 ml/hr * Dyspnea5/10 .

normal *12 hr then upto 1 ° "I[QYMO prn 60 mg + Mida prn
R R mi/hr ms
*vih Dignity  pinprick/light > OffMOIR-> MO 5 mg «  Nausea anas .
book though scprnq2 hrs > Suspected terminal
Uszduuan >  Add dyspnea
Coping 'l¢3 Dextromethorphan(15) > Startmida(1:1)0.5
1%4 ml/hr

> MO(1:1) 5 ml/hr

* auldusnendosdusnofiunaedin



Delirium

An acute disorder of fluctuating attention and awareness with cardinal features
Common complication of advanced diseases
28-48% of patients admitted to PC units and hospices will have delirium

85% of patients will develop delirium in the last weeks of life

X rTr7

The Pallium Palliative Pocketbook: a peer- reviewed, referenced resource. 2nd Cdn ed. Ottawa, Canadg; »qj6.




Delirium

’ O E — W\ Acutechange

Disturbance Disturbance An additional disturbance

. . . Develops over a short period of time
in attention in awareness

Such as defecit in: = . .
Sudden change from baseline

Ask patient to name Ask patient their age, Visuospatial ability

the months of the date of birth, place Fluctuates during the course of a day

year backwards and current year Language Perception

May require information from
other staff, carers, or case notes

Evidence of cause

No better explanation Evidence that disturbance is a consequence of one or more of:

Another medical Substance Substance Exposure

These disturbances are not better explained by a pre-existing, condition intoxication withdrawal o 2 toxin

established or evolving neurocognitive disorder or coma state

Predisposing Precipitants BMJ 2017;357:j2047



Delirium
subtypes

A

Hyperactive delirium Mixed motor Hypoactive delirium Commony
type mistaken for

. depression
Predominantly Predominantly or geme,'ma
restless and drowsy and inactive
agitated

Decreased Decreased Decreased speed
Increased motor activity ' ' activity action speed of speech

Loss of control of activity Decreased amount Reduced awareness

of speech of surroundings

All types of delirium Adverse consequences Hypoactive delirium *

Reduced functional ability Onset of dementia Increased mortality : + Greater mortality Less reversibility
Admission to long term care Increased length of stay + Greater length of stay Worse quality of life

Hospital acquired complications + Greater frequency offall

BMJ 2017;357:j2047



Hypoactive delirium

Frequently underdiagnosed /Enx2|Factors associated with developing delirium'*® h
. . . . . - i i *
®  About 50% of delirium is hypoactive and misdiagnosed " Metabolic disturbance
e Organ failure*
) ) . * Prior cognitive impairment*
e Hypoactive + Mixed motor subtype account for 80% of all cases of delirium « Dehydration*
* Increasing age*
e  Why is it important to recognise symptoms of hypoactive delirium? — : gfnsogde.pf“{a“o"
* Sleep deprivation
associated with poorer outcomes — then if can identify cases sooner * Socialisolation
* Physical restraint
—> correct reversible causes — may improve outcomes * The presence of a bladder catheter
* Polypharmacy
¢ Three ormore comorbid diseases
* Severe illness (especially fracture, stroke, sepsis)
Patients may report incomprehensible experiences, * Temperature abnormality
strong emotional feelings, and fear -- expressed in STl LLl
. L. . * Low serum albumin
nlghtmares! altered realltles’ and false explan at|0ns \‘Facm‘s3art'cuar\yassnc'aledw'h hypoactive delirium’ )

BMJ 2017;357:j2047




Hypoactive delirium

Management
HYPERACTIVE delirium | HYPOACTIVE delirium

Investigate v v
precipitating factors

Non-pharmacological v v
management

Pharmacological v -
management

e  Should hypoactive delirium be treat?
e What role can antipsychotics play in hypoactive delirium?

e Can psychostimulants / NMDA antagonist / Melatonin be useful ?

Prim Care Companion CNS Disord 2024;26(1):23f03602



Management

Non-pharmacological

Box 13.4.2 Summary of non-pharmacological interventions

used in the prevention and treatment of delirium

Reducing polypharmacy

Control of pain

Sleep cycle preservation

Optimize hydration

e Optimize nutrition (e.g. encouragement and assistance during
meals)

* Minimize sensory deficits (use of visual aids and adaptive equip-
ment, portable amplifying devices, and special communication
devices)

» Encourage early mobilization (minimize the use of immobilizing
catheters, intravenous lines, and physical restraints)

» Optimize bowel and bladder functioning

e Reorient the patient frequently

e Place an orientation board, clock, or familiar objects in the
patient's room

» Encourage cognitively stimulating activities.

Source: data from Breitbart, W. and Alici, Y. (2008). Agitation and delirium at the
end of life: ‘We couldn’t manage him'. JAMA. 300 (24):2898-910. DOI: 10.1001/
jama.2008.885; and Hshieh, TT. et al. (2015) Effectiveness of multicomponent
nonpharmacological delirium interventions: a meta-analysis. JAMA Intern Med.
175(4):512-20. DOI:10.1001/jamainternmed.2014.7779.

Cherny, Nathan I., and others (eds), Oxford Textbook of Palliative Medicine, 6 edn (Oxford, 2021; online edn, Oxford

Academic, 1 Aug. 2021), https://doi.org/10.1093/med/9780198821328.001.0001, accessed 6 Sept. 2023.


https://doi.org/10.1093/med/9780198821328.001.0001

Management

 Pharmacological

Medicationa Dose range Dose range Routes of administration Comments
(scheduled dosing)

Typical (first-generation) antipsychotics

Haloperidol 0.25-2 mg every Every 1-2 h prn
8-12h

Chlorpromazine 12.5-50 mg every Stat dose
6-12h

Methotrimeprazine 5-12.5 mg every Every 2 h prn

(levomepromazine) 8-12h

PO, IV, IM, SC

PO, IV, IM, SC, PR

e Extrapyramidal side effects (EPSEs) can occur at higher
doses. May prolong QTc interval

e Contraindicated in Parkinson's disease and Lewy body
dementia

e More sedating and anticholinergic compared with
haloperidol

e May cause orthostatic hypotension, prolonged QTc,
and EPSEs

e Caution with renal and hepatic impairment

e Sedation, anticholinergic effects, EPSEs, paradoxical
agitation
* Lower dose in older patients

Cherny, Nathan I., and others (eds), Oxford
Textbook of Palliative Medicine, 6

edn (Oxford, 2021; online edn, Oxford
Academic, 1 Aug.

2021), https://doi.org/10.1093/med/97801
98821328.001.0001, accessed 6 Sept. 2023.



https://doi.org/10.1093/med/9780198821328.001.0001

Management

* Pharmacological

scheduled dosing

Atypical (second-generation) antipsychotics

Olanzapine 2.5-5 mg every Stat PO, IM, oral disintegrating » Drowsiness, orthostatic hypotension
12-24 h tablet e Metabolic effects (e.g. weight gain) with long-term use
¢ Reduce dose in older patients and those with liver
impairment
Risperidone 0.25-1 mg every Stat PO, oral disintegrating tablet e EPSEs can occur with doses >6 mg/day
12-24 h e Can cause orthostatic hypotension and sedation

e Reduce dose in older patients and those with severe
renal/hepatic impairment

Quetiapine 12.5-100 mg every Stat PO e Sedation, orthostatic hypotension
12-24 h e Lower incidence of EPSEs
Ziprasidone 10-40 mg every Stat PO, IM e Prolonged QTc
12-24 h e Sedation, headache, dizziness

e Can cause EPSEs

Cherny, Nathan I., and others (eds), Oxford
Textbook of Palliative Medicine, 6

edn (Oxford, 2021; online edn, Oxford
Academic, 1 Aug.

2021), https://doi.org/10.1093/med/97801
98821328.001.0001, accessed 6 Sept. 2023.



https://doi.org/10.1093/med/9780198821328.001.0001

Management

* Pharmacological

scheduled dosing

Third-generation antipsychotic

Aripiprazole 5-30 mgevery24h  Stat PO, IM, oral disintegrating e Can cause headache, drowsiness, dizziness, anxiety
tablet agitation and insomnia
e Less likely to cause EPSEs
» Cytochrome P450 2D6 and 3A4 drug-drug interactions

Benzodiazepines

Midazolam 0.5-5mgevery4h Every 1 h prn SC. IM, IV e Sedation, dizziness, delirium, paradoxical agitation,
respiratory depression, falls
e Use lower doses in older patients and those with
respiratory disease

Lorazepam 0.25-1 mgevery8h  Every 1 hprn PO, SC, IV, SL » Sedation, dizziness, delirium, paradoxical agitation,
respiratory depression, falls
e Use lower doses in older patients and those with
respiratory disease

. L Cherny, Nathan I., and others (eds), Oxford
Use in severe delirium Textbook of Palliative Medicine, 6
edn (Oxford, 2021; online edn, Oxford
Academic, 1 Aug.
2021), https://doi.org/10.1093/med/97801
98821328.001.0001, accessed 6 Sept. 2023.



https://doi.org/10.1093/med/9780198821328.001.0001

CXR 9/3/2567

R~AP

SUPINE

9/4/2567

SET ABDOMEN (A|

19/4/2567

PORTABLE ¢

Taisila + Lab investigation latsuanfion1saaize
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Progress case

—0—

o-

total palliative sedation
>

/4/2567

20

Start Dexa 8 mg OD tx as

lymphangitis carcinomatosis

Dyspnea 5/10

1% MO prn 60 mg + Mida prn

1mg

Nausea anag

> Suspected terminal
dyspnea

> Start mida(1:1) 0.5
ml/hr

> MO(1:1) 5 ml/hr

21/4/2567
> Hyperactive delirium
>loaunupoz
>Midazolam(1:1) 1 ml/hr
>MO(1:1) 5 ml/hr winiéin
>Up dose olanzapine(5)
1*1 hs

22/4/2567
MO prn 4 doses, mida 6
doses sedation 2 RR 14-20
R/0 Midazolam induce
delirium

» MO(1:1) iv/sc 6 ml/hr
Fmlthroff
> Hadol 5 mg iv drip/d
> Hadol 1T mgprn

23/4/2567
Uncontrolled agitation

!

Terminal delirium

<

Family meeting
ACP: full comfort
Accept total sedation



Midazolam induced delirium

DN Journal of
(i\%j) INTERNATIONAL

Retrospective Clinical Research Report “Z” MEDICAL RESEARCH
Journal of International Medical Research
Effect of midazolam on © The Auhoniy 2022
e o . oy . Article reuse guidelines:
delirium in critically ill cagepub comfourale-parmisions
. . DOI: 10.1177/03000605221088695
pa“ents: a Propens.ty journals sagepub.com/homefimr
. ®SAGE
score analysis
N=78,364

He-Jie Shi"**, Rui-Xia Yuan'??,
Jun-Zhi Zhang'23, Jia-Hui Chen'*? and
An-Min Hu"??

Result

. Delirium was diagnosed in 28.28% of patients, and
patients who used midazolam within 24 hours
before diagnosis were more likely to develop
delirium — Delirium may increase mortality,
which is not directly related to midazolam
administration.

Mechanism

Conclusion

Activates y-aminobutyric acid A (GABA,) neuronal
receptors in the brain — alter the levels of numerous
neurotransmitters; dopamine, serotonin, acetylcholine,
norepinephrine, and glutamate

Overstimulation of the cortical GABA system —
lcorticostriatal glutamatergic tone and ultimately
impairing the filtering action of the thalamus — leading
to confusion or psychosis

May generate more central nervous system
inhibitory effects at higher doses and impair the
guality of sleep via slow-wave sleep suppression

« Patients who use midazolam within 24 hours before the diagnosis of
delirium may be more susceptible to developing delirium, and they may
have higher odds of mortality, more ICU days, and lower odds of
discharge than those who are not treated with midazolam.

Shi, H. J., Yuan, R. X., Zhang, J. Z., Chen, J. H., & Hu, A. M. (2022)
Effect of midazolam on delirium in critically ill patients: a propensity
score analysis. The Journal of international medical research, 50(4),
3000605221088695. https://doi.org/10.1177/03000605221088695



Terminal delirium

® Occurs in the last hours and days of life, often as a result of end-stage organ failure and other

irreversible factors

® Terminal delirium is distressing for patients, their family members, as well as health-care providers.

¢ Challenging to diagnose; hence, it is frequently overlooked and undertreated

The most challenging clinical problem is the management of the dying patient
with a ‘terminal’ delirium that is unresponsive to standard antipsychotic drugs,
whose symptoms can only be controlled by sedation to the point of a significantly

decreased level of consciousness.



Palliative sedation

® Palliative sedation (“controlled sedation”) is the intentional induction of sedation to relieve
intractable symptoms/suffering when all other interventions have failed or are not readily

available and death is imminent.
® NOT deliberate cause of death

® If used appropriately according to accepted guidelines and with the intention of relieving
intractable symptoms, is a useful and ethically justifiable therapeutic option in patients in the

terminal phase.

The Pallium Palliative Pocketbook: a peer- reviewed, referenced resource. 2nd Cdn ed
Ottawa, Canada: Pallium Canada; 2016



Variation

Continuous vs intermittent

Light vs deep sedation

Dying patients

Imminently dying

Terminal patients

Refractory symptom: intolerable suffering caused by

refractory symptoms



Indications for palliative sedation

B Common indications

e Intractable agitated delirium
e Intractable dyspnea
e Refractory seizure

. | Jncommon indications

e Intractable pain

B (Controversial indications

* Psychological or spiritual distress

The Pallium Palliative Pocketbook: a peer- reviewed, referenced resource.
2nd Cdn ed. Ottawa, Canada: Pallium Canada; 2016.



Drugs used for palliative sedation

'/Midazolam

eIntermittent PRN doses of 2.5 mg—5 mg q30—-60min subcut or IV
eContinuous infusion: begin with 0.5 mg/hr or 1 mg/hr CSCI or CIVI.
eIncrease the dose 0.5 mg—1 mg/hr every 20-30 minutes as required.
eDoses of 1 mg-5 mg/hr are usually effective

e|f > 10 mg/hr are required to achieve sedation, consider adding phenobarbitone

Phenobarbitone

eAdd 30 mg —120 mg subcut or IV BID to TID

eStat doses: 100 mg—200 mg subcut or IV may be required if only phenobarbitone is
being used without concurrent midazolam

eContinuous infusion: 200—400 mg/24 hours

p
Propofol IV (very rarely used)
eConsider propofol IV if optimal doses of midazolam and phenobarbitone have been
unsuccessful.
*Bolus: starting dose of 20 mg
eContinuous IV infusion: 10 mg—70 mg/hr

eStarting: 5 mg—10 mg/hr and increasing in increments of 10 mg/hr every 15 min
until a satisfactory level of sedation is achieved




