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How to Enable Translated Closed Captions
Step 1: Select Show Captions at the bottom of your screen
Step 2: Make sure the Transiaton bton i switched on

Step 3: Hover over My Speaking Language and select Engiish of French

Step 5: Ho French)
for which you wish o see the captions for

)

L) A

Comment activer les sous-titres traduits
Etape 1: Sélectionnez Afficher les sous-ires en bas de Fécran
Etape 2 : Assurez-vous que le bouton Traduction est activé.
Etape 3 : Passez la souris sur Ma langue pariée ot sélectionnez Anglais ou Francais.

Etape sssez la souris sur Ma langue de sous-ltrage ef sélectionnez Ia langue
(anglais ou frangais) pour laquelie vous souhaitez Voir les sous-ires.
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Learning Objectives
By the end of this talk, participants will be able to:
* Review what is new about the assessment and virtual delivery
of palliative care.
« Explain which drugs are just new and which ones are new and
also good.
» Discuss which communication interventions can have a
placebo effect.
2 McGill
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CanMEDS Framework:

The CanMED competencies that
will be addressed during this
presentation:

* Professional

* Collaborator

* Scholar

¢ Communicator

= McGill

11/5/2026

Current bedside assessment and
management is:
*Multidimensional
*Interdisciplinary

*Personalized

We Address Suffering




Physical Symptoms: Pain, Dyspnea, Nausea, Other

URGENCY . Delirium
Depression (Suicide Risk)

Constipation

Physical Symptoms: Insomnia, Anorexia, Fatigue, Sedation
Emofional: Anxiety, Depression

Nutrition

Physical - Social Function
Family structure & function

financial Advanced Care Planning
Spiritual

LEGACY - Dignity Therapy
Meaning - Logotherapy
Symbolic Immortality
Well-being

IMPORTANCE Sources of Joy

11/5/2026

Evolution of Palliative Care

1960s 1970s 1980s 1990s 2000s 2010s 2020s
Cicely Saunders: Balfour Mount: ~ Growthof  Eduardo Bruera: Jennifer Temel:  COVID-19:
Hospice care  Palliative care unit inpatient PC  Outpatient PC Early PC Telemedicine

2ol

\ ID
) h S
Patient population:

> 655 >> Dy e >> Weeks-Months >> Months-Years? >
Evidence based:

11

GAP 2019
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RCTs since 2009

Bakitas et al. JAMA 2009

Temel et al. NEJM 2010
Zimmermann et al. Lancet 2014
Tattersall et al. Palliat Care Med 2014
Bakitas et al. J Clin Oncol 2015
Grudzen et al. JAMA Oncol 2016
Maltoni et al. Eur J Cancer 2016
Temel et al. J Clin Oncol 2016
El-Jawahri et al. JAMA 2016
Groenvold et al. Palliat Med 2017
Monteiro do Carmo et al. BMC Cancer 2017
Vanbutsele et al. Lancet Oncol 2018
Scarpi et al. Supp Care Cancer 2018
Franciosi et al. Ann Palliat Care 2019
Temel et al. J Palliat Med 2020
El-Jawahri et al. JAMA Oncol 2020

11/5/2026
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The natural history of advanced cancer has
changed
* More longterm survivors

* More and longer response in advanced cancer
* New aggressive treatments ( Car-T, immuno-chemo- RT)

14

— Short period evident decline
Long term ongoing response
—— Rapid decline

—— Major temporary improvement
High

Function

Provision of
supportive and
palliative care

L6 ! N :
Onset of Death Death Death
incurable
cancer Time

15




Paliative Care Total Professional Activity Growth
Current Year Compared to FY03 Baseline! Compounded

o

11/5/2026
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(A) Kaplan-Meier survival from initial palliative care consultation stratified by year (2017-
2023). (B) Kaplan-Meier for patients with advanced cancer

Nomgerati
yoor=2017

Figure 1

17
Need- based has replaced time- based
referral
» Time based : “ advanced cancer”, “ no more treatment”, “ < 12 weeks
after recurrence”, etc
* Need based : ESAS
18




ESAS :No copyright!!!

® Completely free

® Takes 1 minute (RCT Wong A et al)

® More than 60 languages

® Graphic display

® Easy to do virtually/ by remote monitoring
® Introducing ESAS- FS

PC Assessment

Edmonton Symptom
Assessment (ESAS.FS)

Symton

Eom: Pesecsment ESAS S
R T ——

JOURNAL OF PALLIATIVE MEDICINE
Volume 29, Number 3, 2026

Mary Ann Liebert, A Part of Sage

© The Author(s)

DOI: 10.1177/10966218251401403

Frequency and Correlates of Financial Distress in Patients
with Advanced Cancer

Jacqueline Tschanz, MD,” Rida Khan, MD,* Maxine De La Cruz, MD, Minxing Chen,
and Eduardo Bruera, MD

11/5/2026

21




* The InCharge Financial Distress/Financial Well-Being (IFDFW / IFDW)
Scale has 8 items.

* FACIT- cost has 12 item
* Can we do a single item F?

11/5/2026
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TABLE 3. ASSOCIATION BETWEEN FINANCIAL WELL-BEING SCALE (IFDFW). COST-FACIT, EDMONTON SyMPTOM
ASSESSMENT SCALE-FINANCIAL DISTRESS (ESAS T ESAS SCORE, AND QUALITY OF Lirt: (FACT-G)

Ordinary least squares results

Predictors Cocfficient Robust S 95% CI p-value
Cost-FACIT 0.18 001 (0.16,0.19) 0.001
Fi distress rating in ESAS-FS 0.60 0.05 (0.70, -0.50) 0.00
FACT-G 0.09 001 (008, -0.03) 0.00
ESAS-Total -0.06 001 (-0.08,-0.03) <0.001

CI, confidence interval; COST-FACIT, Comprehensive Score for Financial To
SE, standard error.

city-Functional Assessment of Chronic Tiiness Therapy:

24



Supportive Care in Cancer (2022) 30:4485-4495
hitps://doi.org/10.1007/500520-021-06758-w

ORIGINAL ARTICLE

Financial distress and its associated burden in couples coping
with an advanced cancer

Juliet L. Kroll' - Seokhun Kim' - Dalnim Cho? - Shiao-Pei Weathers® - Aileen B. Chen® - Grace Smith®* -
Eduardo Bruera® - Kathrin Milbury'

Received: 27 May 2021/ Accepted: 13 December 2021 / Published online: 3 February 2022
©The Author(s), under exclusive licence to Springer-Verlag GmbH Germany, part of Springer Nature 2021
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Tabo Paticipont
demograptics and
Chancensis

Ty =
MenGD) Vi 7 orpuinar
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Ebicy n(5)
Hisparic 600 sa0s)
Employment (1.%) an
Fullime enployed oy wis0n)
Partime employed sy san
363 760
a0
wous
2096
Setreport
Physial QUL PROMIS10)  437303)  199-619 $847(07) 45007 309
MemulQOLMROMIS0)  SUSIGS)  3LIG6 S15O3) 266 095
Aiey symptoms BSLIE) 031034 0-16 7
CESDcwsez 1611 s

s communicaion (CICS) _ 16746.1)

P05, 249001 Not. Qulty of e (QOL). CES-D: 16
ihe mild o moderu:rngs2 2 indicus moderie 1 sver ang

e e o e sonep ene mesure. ICS, Couics s o o
I e o o f s cmiiion i e Sl s e a1
Teble2' Fatitnt 45d shoiusal Patients Spousal caregivers

caregiver self-report of
symptoms on ESAS

Mean (SD) Min-max Rank Mean (SD) Min-max Rank Correlation Paired r

Fatigue 4.00 (2.71) 0-9 1 279(2.56) 0-10 3070

Sleep 3.96 (2.50) 0-8 2 379269) 0-10 1

Well-being 307 (2.56) 0-10 3 276(272) 0-10 4

Appetite 3.00 (2.90) 0-10 4 213271 0-10 6

Pain 249 (2.64) 0-10 5 1.49 (2.14) 0-10 8

Shortness of breath 2.45 (2.84) 0-9 6 0.66 (1.37) 0-7 1

Financial distress 32 (2.51) 0-10 7 281 (3.11) 0-10 2

Drowsiness 220(2.59) 0-9 8 1,65 (2.31) 0-10 7

Anxiety 1.64(2.23) 0-9 9 241(266) 0-9 5

Nausea 1.16 (2.07) 0-8 10 034(1.33) 0-8 12 3.30%
Depression 1.05 (1.88) 0-8 11 1.43(220) 0-10 9 - 1.09
Spiritual pain 0.69(1.42) 0-7 12 1.19.(241) 0-10 10 —-0.09

p<.05, #*p<.001. Edmonton Symptom Assessment Scale (ESAS-SF), where scores range from 0 (fewest
symptoms) to 10 (greatest extent of symptoms). Partial correlation coefficient
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Fig.1 Relative symptom sever-

ity among paticnts and spouses. Symptom Severity

Note. *p <05, paired sample

11/5/2026

: 1
#test demonsirates no signifi- H
cant difference between patients i
and their spouses on financial 7
distress (FD) 5
5
¢
3 : - *
: I I . v
|| a0l I 1l ”
o T I | n ul
Pan  Fague Nausea Depressed Anxious Drowsy Appetits WellBeing Shortness  Sieep Spritual
040 ofbreath Pain
sPatints aSpouses
Table 4 Patient self-report rating and spousal caregiver proxy report of symptoms on ESAS
Patient self-report Caregiver proxy report of patient's symp- Caregiver response style

toms

Mean (SD) Rank Mean (SD) Rank Correlation Paired r-test

Fatigue ) 1 501278) 1 —284 Overreport*
Sleep 396250) 2 418252 2 —0.95 Overreport
Well-being 307256 3 329243 4 —0.67 Accur
Appetite 300290) 4 261247 6 081 Accurate
Pain 249264 5 349(300) 3 —331" Overreport*
Shortness of breath 245 (284) 6 239284 8 0.25 Accurate
Financial distress 2320280 7 221270 9 Accurate
Drowsiness 220259 8 287281 5 Overreport
Anxiety 164223 9 273250) 7 Overreport*
Nausea LI6QO7) 10 204257 11 Overreport
Depression 105(188) 11 217235 10 Overreport*
Spiritual pain 069(142) 12 L14200) 12 Overreport

*p<.05, *#p < 001. Edmonton Symptom Assessment Scale (ESAS), *a full point difference between caregiver and patient

29
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OnCologist

Inequalities in Financial Distress, Symptoms, and Quality of Life

Among Patients with Advanced Cancer in France and the U.S.

Cecue Bassaner @, Masvin O. Detoaoo-Gua,™" Stépmane Sancwez,” Cumisreue Brosse,’ Munieiie Rues,® Waom Ruonoau,®
Léa Monsarrar,® Patmick Micuauo, Anne Maste Scro,’ Eouanoo Bruena,” Maruine Fuser®

“Department of Supportive and Palliative Care, Centre Hospitalo-Universitaire de Grenoble, La Tronche, France; "Department of
Pallative, Rehabilitation, and Integrative Medicine, The University of Texas MD Anderson Cancer Center, Houston, Texas, US.A;
“Department of Medical Information, Evaluation and Performance, Hopitaux Champagne Sud, Troyes, France; “Department of
Palliative Care, Institut de Cancérologie de la Loire, Saint-Etienne, France; “Department of Supportive and Palliative Care, Centre
Hospitalier Lyon-Sud, Lyon, France; 'Péle IMER, Hospices Civils de Lyon, Lyon, France

Contributed equally
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Table 2. Demographic and clincal characteristics of study participants

11/5/2026

Freneh medical U medaal
Overal n (4] insttution, n (%) insitution n (%)
Characeristc e 202 103 a5 b value
R, years, mean (501 EET) EXY) ) 9
sex
Femle 104893 70 (19) (5) a
Male 128 (50.7) 761 75150 s
Gancer
freas 75(26) 36 051) 39(26) s
Colorectl 208 36 051) 3629 o
Lung 7025) 35 51) 2820 o
prosate 71028) 35 09) 36(20) o
Metastais 297 1) ) 119 (20) a
£00G status, mean (5D} 19(08) 08) 16(08 <001
Treatment
Chamotherspy 207 (845) 132002) 115 (77) <00
Targeted therapy 38(13) 8(6) 30 (200 <001
Radition 117 (80.1) 50 56) 7025) <001
urgery 10731 74 (52) 502 <001
Marital status
ar 165 (57) 8761 () 061
single as(16) 1s01) 20 061
Dvorced 5(13) 19.13) 19(3) 061
Widowed 3 1702) 16 (1) 051
Separated 50 @) @) 051
Education
Advanced degree aaqrs) 139 Een <001
Collge ) 2300) 021 <00
High school or less 179 (61) 106 (74) ) <001
Government (Nations) inurance 223 8) 143 (100) w058 <001
B0lded p values ndicate satsiea Sgncance
Robrevtaion: ECOG, Eacern Coaperatie Oncology Group.
Table 3. Effects of financial distress on suffering
French medical U.S. medical
Statements Overall, n (%) institution, n (%) institution, n (%) p value
n= 288 141 147
1 have more financial distress than 61(21) 16 (1) 45 (30) <001
physical distress
n= 289 141 148
| have more financial distress than 82(28) 18 (13) 64 (43) <.001
distress abou' my physical functioning
n= 289 141 148
| have more financial distress 82(28) 18 (13) 64 (43) <.001
than social/family distress
n= 289 141 148
1 have more financial distress 73(25) 18 (13) 55(37) <001
than emotional distress (anxiety/depression)
Bolded p values indicate statistical significance.
Table 5. Multivariate linear regression mode
Variable Regression coefficient p value
France residence 3376 001
High HADS-D score 1932 .001
Low HADS-A score -1224 .001
Greater age ~0.052 .003
Single status 0.907 023
Functional and social -0077 031
well-being
Metastasis 1538 036
Surgery 0.794 039
Physical well-being —0.045 101
Government insurance  —0.77 124

Bolded p values indicate statistical significance.

33
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Similar results with Cancer Center Vs Public
hospital in Houston

11/5/2026
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Table 2. Perception of the impact of financial distress on other clinical problems among advanced
cancer patients

Statements Overall Comprehensive cancer General public pvalue*
center hospital

1 have more financial distress than physical distress 45/147 (30) 23/76 (30) 2/7131) 10000

1 have more financial distress than distress about my physical 46/148 (31) 18/76 (23) 28/72 (39) 0511

functioning

I have more financial distress than social/family distress 64/148 (43) 25/76 (33) 39/72 (54) 0085

I have more financial distress than emotional distress 55/148 (37) 22/76 (29) 33/72 (46) o411

(anxiety/depression)

jen s no.ftotal () unless otherwise indicated.

35

Palliative and Supportive Care (2016), 14, 341-348,
© Cambridge University Press, 2015 1478-9515/15
doi:10.1017/S147895151500108X

Frequency, intensity, and correlates of spiritual pain
in advanced cancer patients assessed in a
supportive/palliative care clinic

MARVIN OMAR DELGADO-GUAY, w..,! GARY CHISHOLM, 5.2
r,! SUSAN FRISBEE-HUME, m.s., BSx.,!

.c.,1% anp ED DO BRUERA, m.p.!
!Department of Palliative Care and Rehabilitation Medicine, The Unis ity of Texas MD Anderson Cancer Center,
Houston, Texas
“Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, Texas
“Department of Spiritual Care and Education, The University of Texas MD Anderson Cancer Center, Houston, Texas
(Recmven June 19, 2015; Accepten July 21, 2015)
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Edmonton Symptom Assessment Scale (ESAS—FS)

Plase il te umoe ot best dserbes yoursynploms:

Nopain Wors Pain
o
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0 TAS 6 7 8 9 e

NoNowsen Warst
0 ERE T S B S

No Depresion Warst
T T T Depression

No Amicy orst
T i e B 0 Amy

No Drowsiness Waorst
G T 9 W0 Drowines

No St Wors Shoroess
ofrealy af reath
Bt Appeie Worst

Appaie

BestFosing Worst Fo
ofWellbeing 6 1 2 3 4 5 6 7§ 9 10 of Welliwing
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No Financiat Worst Finansal

Diwes 5 1 2 3 8 5 6 7 § 9 10 Diswes
(Disrscuecng exprencd sesondary o ranil )
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Pain 0
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P dee i your sulbeing hi i ot physical)

Fig 1. The Bdmontan Symplom Assessmnt Scalo—PS (ESAS-FS).

‘Table 1. Characteristics of advanced cancer patients

evaluated in our autpatient supportive palliative

care clinic (SCPC) (N = 292)

Gender

Fomale 16 66w
Male 156 (53.4%)

Ethnicity

White 191 654%)
Afrcan 47 061%)
American

Hispanic 38 (23%)
i 15 61%)
her 3 Q1w

Primary cancer.

Hoad /nock 62 @12%)
Gastrontestinsl 5 9s%)
reast 40 a37%
Urological 3 0
Lung 32 0%
Gynecological 20 (32%)
Hematological 2 075
Other FoRivt)

Cancer stage

Metastatie 155 (631%)
Local recurrent 120 @11%)
No cvidence of 17 65%
‘active discase

Chemotherapy

During 2 wecks 91 @L2w
prior 10 SCPC
appointment

Actime of BC 56 (19.2%)
evalution

4 wooks prior 10 @45
More than 4 63 @L6%)
wecks

None 7 @7

Table 2. Change in frequency and intensity of symptoms from baseline to follow-up for those patients who have
the symptom (ESAS score =1) at baseline

Bascline Follow-Up
Intensity Intensity, Mean
(9 (95% CI) for

Frequency of  Patientswith  Frequency of  Patients with  Change in Intensity,

Symptom (%) Symptom Symptom (%) Symptom Mean (95% CI) »
Pain 254/291 (87%) 152/166 (92%) 5.0 (4.6,55) 06(-11,-0.2)

atigue 268/292 (92%) 168/172 (98%) —0.3(-0.7,0.1)

Drowsiness ~ 208/291 (71%) 100/130 (77%) 01(-04,07)
Nausca 7/291 (51%) 65/97 (67%) 04(-05,12)

Depression 89 (65%) 99/124 (80%) L1(-16,-0.7)
y 5/291 (67%) 111/131 (85%) -07(-12,-02)

Appetite  250/292 (86%) 142/154 (92%) ~0.3(-08,0.3)

Dyspnea  168/292 (58%) -07(-12,-0.1)

op 262/291 (90%) 0.6(-1.0, -0.2)

Wellbeing ~ 269/291 (920%) 155/165 (94%) ~04(-09,0.1)

Financial ~ 187/289 (65%) 89/113 (79%) ~0.3(-038,02)

Spiritual  123/282 (449%) 41/72 (57%) 32(25,39  -0.9(-16,-0.2)
pain

ESAS-FS = Edmonton Symptom Assessment SealeFinancial Distress/Spiritual Pain; 95% CI = 95% confidence

interval
“Sign test for change in intensity different from zero is based on patients with non-missing data at both baseline and
follow-up and for whom the symptom was present at bascline.
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Table 3. Multiple distressing symptoms among advanced cancer patients with mild (=1/10) to moderate/
/10) spiritual pain: Use of the ESAS-FS* in a supportive/palliative care outpatient clinic setting

severe
Spiritual Pain >1/10 No Spiritual Pain >4/10
(n=159)
ESAS Symptom Mean (95% CI) p Valuet*
14(39,49)

Well-being .
Financial distr 21(1.7,26)

ESAS Symptom

No Spiritual Pain
(n=60) 5
Mean (95% CI)

Wel
Financial distress

*ESAS-FS = Edmonton Symptom Assessment Scale - Financial Distress and Spiritual Pain.
FWileoson rank-sum test

11/5/2026
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Table 4. Correlations between ESAS-FS* symptom distress and spiritual pain (SP) at baseline, at follow-up,
and the impact of baseline symptom distress on change in spiritual pain

SP at Baseline SP at Follow-Up Change of SP
(n=282) (n=162) (n = 162)
ESAS Symptoms - P Value® - P Value' ’ p Value™
Pain 020 0.0010 012
Fatigue 0.0026
Nausca 0.20 0.0009 029
epression 045 <0.0001 035
A 0.34 <0.0001 025
Drowsiness 0.26 <0.0001 015
0.10 0.1113 007
Dyspnea 017 0.0033 0.06
Sleey 018 0.0026 008
Well-being 019 0.0011 027
Financial distress 0.44 <0.0001 042 0.0969

*ESAS-FS = Edmonton Symptom Assessment Scale - Financial Distress and Spiritual Pain
**Spearman correlation test.

41
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Tumor
byproducts
and host
cytokines

Metabolic N,

Ca, Creat
OPIOIDS and other
drugs (psych!!)
Delirium

CNS
Involvement

[ _sopsis [ ration
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Delirium Recall ( Bruera E et al, Cancer 2009)
99 Patients with Complete resolution < 72hs
before

HYPO 20% ; HYPER 13%; MIXED 67%

250 Contributing Factors

73/99 Patients (74%) Remembered
DELIRIUM I

59/73 Recall expressed distress (81%); vs.
11/26 No Recall (42%); p =0.01

44

Delirium: Bedside Babel

Patient/ Patient/ Family Family Nurse/
Nurse PCS Caregiver/  Caregiver/ PCS
Caregiver Nurse PCS
Symptoms n WK{P) n WK({P) n WK({P) n WK({P) n WK(P) n WK({P
cinaon oss (- on
s 0

003(53 9 0
00813 W 0
00373

8 026(<0l)

care specialst; , effectve samps size; WK, weigited kappa

45
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Delirium Assessment
Missed Delirium
Missed
Delirium
61% 67%
252/771 (33%) patients who
BN found to diagnosis
delirium by the palliative care initially
team. 99 (39%) diagnosed
e‘:hT delirium by oncology
DelaCouzot ol SUNGARCAREEEDOTS
46
Shin, HS et al. Frequency and outcome of neuroleptic
rotation in patients with advanced cancer
* 167/266 consecutive PCU admissions (63%): delirium treated
with haloperidol 1%t line
* 128 (77%) only haloperidol (71% discharged alive)
* 39 (23%) required neuroleptic rotation (41% discharged alive)
¢ Median (IQR) H dose: 5 (3-7) mg/day
47
Haloperidol Success Rate
Median duration: 5 days (IQR 3-7 d)
Mo el dose: 150 mg 108 100150 me)
Median duration: 3 days (IQR 2-6 d)
First line haloperidol
N=128
N=91 (71%) / \N:37 (29%)
N=13 (35%) / \N:M (65%)
48
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Multiple RCTs

* Other neuroleptics not superior to haloperidol

* Olanzapine, quetiapine, risperidone

¢ Dexmedetomidine, midazolam, lorazepam: palliative sedation
( persistent negative RASS)

11/5/2026

49
\ @ IV Haloperidol “success”
4 IV Haloperidol”failure”
3f SN f--"""" @IV Lorazepam “success/ failure”
RASS
AGITATION !
0
-1
-2
-3
TIME
50

Haloperidol drug- drug interactions(DDlIs) attack is
unjustified
¢ ALL neuroleptics prolong QTc
* Delirium is a cause of great suffering

* Pharmacokinetic potential interactions are irrelevant!: clinical
adverse effects are what matters

51
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RESEARCH ARTICLE
Major adverse cardiac events with haloperidol: A
meta-analysis

Michael Cristian Garcia(;'#*, Mason Anderson’, Michelle Li*, Mick Zewdu',
Tyler ider'?, Jessyca Matos-Silva'*, { ine', Kassie Rong',
Lawrence Mbuagbaw'#5, Anne Holbrook'#¢

1 Clinical Pharmacology and Toxicology Research Group, Research Institute of St Joe’s Hamilton,
Hanilton, Canada, 2 Temerty Faculty of Medicine, University of Toronto, Toronto, Canada, 3 e-Health
MSc Program, Faculty of Health Sciences, DeGroote School of Business, Faculty of Engineering,
McMaster University, Hamilton, Canada, 4 Department of Health Research Methods, Evidence, and
Impact, McMaster University, Hamilton, Canada, 5 Biostatistics Unit, Father Sean O'Sullivan Research
Centre, St Joseph's Healthcare, Hamilton, Canada, 6 Division of Clinical Pharmacology and Toxicology,
Department of Medicine, McMaster University, Hamilton, Ontario, Canada

PLOS One | htips://doi.org/10.137 1/journal.pone.0326804  June 25, 2025
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* Randomized controlled trials (RCTs)

» Patients 18 years or older

» Comparing haloperidol to placebo.

* The FDA-adapted MACE composite:
death, non-fatal cardiac arrest,
ventricular tachyarrhythmia including
torsades de pointes, and seizure or
syncope

53

Electronic database searches:

Medline, Embase, Cochrane CENTRAL, CINAHL, Duplicates removed
Web of Science, PsychINFO (n=3079)

(n=8144 records)

Titles/abstracts screened Excluded
(n=5065) (n=4825)

Full-text articles assessed for Full-text articles excluded
n=

Abstract/protocol (n=71)

Duplicate (n=32)

Not an RCT (n=19)

No control arm (n=18)

Not patients (n=5)

No haloperidol (n=4)

Not English (n=4)

Not adults (n=4)

ity | [Screening] [iden

Studies included in review

(n=84)

[[included ] [

3 trials added from 2024 search
update

Fig 1. PRISMA flow diagram of the included studies in the meta-analysis. QTPmed: QT interval-prolonging medication; RCT: randomized control
rial

54
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Olstcome ) RR (95%Cl)
Mortality & 091(0.78-1.06)
Sudden cardiac death i NA
Non-fatal cardiac arrest i NA
Torsades de pointes NA
Ventricular tachyarrhythmia “4m-  1.11(0.74-1.65)
Seizures i NA
Syncope ' NA
Overall MACE + 0.93 (0.80-1.08)
—
highar avours
omparator

Fig 3. Pooled events for MACE for Haloperidol versus control.
MACE: Major adverse cardiac events; RR: Risk ratio; Cl: Confidence interval.
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T 1. Subgroupantysesfor vty
sungroup o

arvcre Group: .ot svens, .
= e

56

Conclusion

“Our systematic review found that
haloperidol, although listed as a known
QTP- Med, did not increase the rate of
MACE including mortality. This
suggests an opportunity to modify QTP-
related alerts for haloperidol”

57
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IV/SC haloperidol continues to be
best for delirium ( mixed or agitated)

Do not use homeopathic doses: 2mg

Conclusions q 6 h po/IVregular, and dose

for our team reduction once RASS episodes stable

Ask patient’s family/ bedside RN for
some time before jumping to palliative
sedation ( lorazepam et al)

11/5/2026

Should every cancer patient with delirium be on regular
haloperidol?

* Hyperactive and mixed YES
* In cancer 80 % are MIXED

* In PURE hypo no evidence, prn
needed in case of change to mixed

59
How about agitation...
RASS +1 RASS +2 RASS +3
Restless Agitated Aggressive
60
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Haloperidol + Lorazepam

Palliative Care, Persistent Agitation

* Double-blind, randomized controlled Cancer patients in APCU with
trial mixed/hyperactive delirium despite

regular haloperidol use (<8 mg/d)
* Single dose instead of repeated dosing t

—~ short survival (i.e. hours to days)

~ Uncertain risks associated with lorazepam
in a frail population

« Study outcomes: Haloperidol 2 mg q6h and q1h PRN
~ Richmond Agitation Sedation Scale (1°)
~ Use any additional ic agents

[[First occurrence of RASS 2+1 & meds needed |

Perceived patient comfort

— MDAS, ESAS, DEQ
Communication capacity Haloperidol 2 mg Haloperidol 2 mg

- Adverse effects PLUS PLUS

~ Discharge outcomes, survival

Lorazepam 3 mg
x1 dose

11/5/2026
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Haloperidol + Lorazepam
Richmond Agitation Sedation Scale (RASS)

Score  Description Criteria

+1  Restless

62

Haloperidol + Lorazepam
Palliative Care, Persistent Agitation
* Lorazepam/haloperidol was associated with a significantly greater
reduction of RASS compared to placebo

— 0-30 min: mean A -2.0, 95% Cl -2.9, -1.1, P<0.001
— 0-8 h: mean A-1.9, 95% Cl -2.8, -0.9, P<0.001

Lorazsoam < hakooeridol

B Frceo « haopandt
* P<0.001
B
i
i, 1 1dtg g
- L]
T ()

Hui et al. JAMA 2017

63
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Haloperidol + Lorazepam

Palliative Care, Persistent Agitation
Patients on lorazepam/haloperidol arm were perceived to be more
comfortable after the study medication by blinded caregivers and
nurses

Poar Peo0es

Hui et al. JAMA 2017

11/5/2026
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Haloperidol £+ Lorazepam

Palliative Care, Persistent Agitation

* No significant difference in

— Delirium recall 10{ F—
~ Communication capacity Placebo + acperl
— Adverse effects Niackian gurvival

HR 1.2 (95% C1 0.7-2.2)

Discharge outcomes

Overall survival

£
Z
2
€

o o0 0 0

Hours from Treatment

Hui et al. JAMA 2017
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Escalation, combination, rotation

*Escalation > haloperidol
* Rotation : from haloperidol to chlorpromazine
* Combination : haloperidol + chlorpromazine

66

22



Escalation, Rotation, Combination

Palliative Care, Persistent Agitation

p| Rotation Group | Combination
(N=16) Group
N=14)
e M [t [
95% CI

Perceived agitation level

Patient less agitated as assessed by 13 9(69) 14 10(71)) 10 60(60) 082
caregiver, Agree or strongly agree (%)
Patient less agitated as assessed by 14 8(57) 12 8(67) 11 7(64) 091

nurse, Agree or strongly agree (%)
Perceived comfort level

Patient more comfortable as assessed by 13 |8(62)] 14 [10(71)] 10 |[6(60) | 083
caregiver, Agree or strongly agree (%)

Patient more comfortable as assessed by 14 |9 (64)
nurse, Agree or strongly agree (%)

2 fos)| 11 |7(ea)| o082

11/5/2026
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Escalation, Rotation, Combination

Palliative Care, Persistent Agitation

* No ic adverse effects

. Change in systolic blood pressure (95% Cl)
Escalation: 51 mmHg (-7-1, 17-3 mmHg) 1
Rotation: -19-3 mmHg (-33-8, -4-8 mmHg)
Combination: -12:6 mmHg (-23-7,-1-4
mmHg)

P=0.01 /M

* Median overall survival (95% Cl) e s e e W W W W
« Escalation: 44 h (18, 65 h)
« Rotation: 68 h (19, 116 h)
« Combination: 71 h (19, 117 h)
P=0-47

68

Proportional Sedation for Agitated Delirium
RECORD Randomized Clinical Trial Blinded Phase
Coniintand Scheduled Rescue

randomization Haloperidol 2 mg qdh +
‘ Open Label Phase  Time 0 [ ERaceboqh I REEEGD

. Haloperidol 2 mg IV Persistent
Cancer patients in APCU £
“with mi;(’aedlhyperzctive + | g6hand q1h PRN; agitation/

& Structured non- restlessness
delirium despite regular e
haloperidol use (<8 mg/d) RENIacSIonG RASS 2 Haloperidol 2 mg q4h Haloperidol 2 mg qth
Lorazepam 1 mg g4h Lorazepam 1 mg g1h

Design: double-blind, randomized trial (MDACC, VCU, NTU)
Primary outcome: RASS at 24 h
Secondary outcomes: rescue medication use, perceived patient comfort, adverse events

Hui et al. JAMA Oncol 2025

69
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Proportional Sedation for Agitated Delirium
RECORD Randomized Clinical Trial

Haloperidol

Lorazepam

Combination

Placebo

RASS Score, Mean (95% CI)

Hui et al. JAMA Oncol 2025

11/5/2026
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Proportional Sedation for Agitated Delirium
RECORD Randomized Clinical Trial

D0dose Oldose B2doses M3doses M4doses WS doses

Haloperidol | |

Hui et al. JAMA Oncol 2025

71

Proportional Sedation for Agitated Delirium
RECORD Randomized Clinical Trial

« The data support a proactive instead of reactive pharmacologic approach for
patients with persistent agitated delirium

« Three potential options to personalize care
* Haloperidol alone—light
+ Lorazepam alone—moderate
« Haloperidol + lorazepam—heavy

72
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A few drugs we are using more often

Suzetrigine( journavx)

Selective Na channel blocker in pain sensory.nerves
Only peripheral effects (no CNS )
FDA approved < 14 days ( acute pain smes)
2 RCTS in chronic diabetic neuropathy: similar to

100 q 8 !! Could not even beat it at that dose:
3A4 substrate

Suzetrigine conclusions

Mild analgesic effect
Acute pain: biopsy, ostomy, acute Musculo/ skeletal
About 1 week

3 A4 metabolism

11/5/2026

25



11/5/2026

Methadone as adjuvant

Reduce dose escalation/ OIN?

Potentiate analgesia?
Prevent hyperalgesia?

Much easier than rotation

Methadone adjuvant

> 50 MEDD: 5 mg q 12h
<50 MEDD:2.5mgq 12 h
Give regularly (not prn)

Escalate in 3-5 days according to pain
After several titrations the other opioid can be d/c or kept
only pm

Buprenorphine in pall care

Only the patch q 7 days
Opioid naive pts

Mild first line opioid ( similar to tramadol, hydrocodone 5,
codeine 30)

BTP can be any agonist

3A4 to norbuprenorphine
Expensive but getting better at insurance denials
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Oxybutynin ( Ditropan)

- Hot flashes in women and men

Hyperactive bladder

2.5- 5 mg ghs/ bid

Urinary retention ( men), CNS penetration and delirium/
sedation, constipation, dry mouth

3A4 metabolism

Works faster than venlafaxine but it is best to start both and
then stop the Ditropan after 2 weeks

Cancer Cachexia — Poor Prognosis

Ir
Decreased Activity
\ Autonomic
Sudden Death

Infections:

' Cancer
Thr Death

80

Cachexia management : a moving target

* Anorexia

« Chronic nausea/ gastroparesis ( autonomic failure)
* Body composition

* Functional outcomes

* Quality of life

* Body image distress

* Psychosocial distress

* Treatment response

* Disease free survival

« Overall survival ( second primaries, comorbidities)

81
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The context of cachexia changes everything!

« Survivor ( after treatment completion )
* Primary treatment

* Advanced cancer on active treatment
* Palliative care

* Discuss disease status : oncology team + patient +
family

11/5/2026
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Survivor

* Lower BMI/ weight reduces recurrence and second primaries

* GLP-1 are here to stay ( sarcopenia risk)

* Physical activity reduces recurrence and second primaries

* Nutritional management of co-morbidities ( diabetes, cardiovascular)
* Integrative motivational interventions: “ | am healthy”, “ | am fit”

83

Primary cancer treatment

* Prehabilitation ( surgery, SCT, Car-T)
* Check testosterone/ vitamin D

* Nutritional support ( microbiota)

* Pharmacological

* Physical activity

84
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Advanced cancer — active treatment

* Nutritional support
* Check testosterone/ vitamin D

* Gastroparesis ( metoclopramide), constipation ( laxatives, microbiome
prebiotics)

* Olanzapine/ mirtazapine?

* Physical activity

* Body image ( objective and subjective support)
* G- tube for dysphagia

11/5/2026
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Palliative care

* High energy/ protein diet

 Restore testosterone/ vitamin D

* Olanzapine/ mirtazapine ?

* Corticosteroids

* Metoclopramide/ laxatives

* Body image support

* Physical activity

* Goal concordant care : G-tube, ostomies?

86

Cachexia management needs context

87
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* Loss of appetite

o Cancer

o Renal Failure
o Heart Failure

* Poor Quality of life
* Assessment Tools

Anorexia - Definition

* Present in multiple diseases

o COPD “pulmonary cachexia syndrome”

* Increased hospitalization & mortality

o (FAACT & FAACT-A/CS-12)

11/5/2026
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Appetite Regulation

* Positive
o Glucocorticoids
o Dopamine
o Ghrelin
© Anamorelin —ghrelin receptor agonist
o Orexin Aand B
o Endocannabinoids
o Dronabinol - synthetic THC CB 1&2
o Nabilone - CB 1
o Neuropeptide Y

* Negative

o Pro-opioimelanocortin (POMC)
o a+ B melanocyte-stimulating hormone
o Adrenocorticotropic hormone (ACTH)
o B Endorphins
o a melanocyte-stimulating hormone
o Cleaved from POMC
© Binds MC4R to inhibit hunger
© Drugs in development
o Serotonin
o Leptin
o Tumor necrosis factor alpha
o Thyrotropin-releasing hormone
o Growth Differentiating Factor 15
© Ab GDF 15 Ponsegromab - Phase IIl Cancer Cachexia

89

Prospective Survey— Patients Supportive Care Center MDACC
Dev R, Bramati B, Delgado Guay MO, et al JCSM Communications 2025

Patient Characteristies | o | Amorexia ] p | =10% >10% Weight | p. | =57 Welght | 25% Weight | p_
o Anorexia | n=53 P e | Weight Tt | e | Lossis Loss/6 -
=47 Loss n-39 Months n=50 | Months n=49

HADS Anicty (mean (D) 3260 | 4402 | 0w | 4508 saen | 0 3966 EEIER) 093
HADS Depression 3526 | 5968 | oom | sien w66 | oos s167) 4403 037
PGSGA SF 4663 | 93@n | <o | sewn s0@y | oo 60 81044 o0
Bl 6y | 7260 | 0w | cen aiGe | 0w 0168 5566 036
ESAS (Total Score 0-100) A0S | AAGZ | <0001 | 260040) | 246033 | om 200142) 37027 | ox
Pain 200 | ey | e | 2an [ETEE I T [ET) [ET) 057
Fatigue 7@y | 2o | 0s | bee s | oss [EE) 926 050
Nawsea 0002 | 03an | 0w | o000 0non | 09 02009) 0208 X
Depression wan | eas | 0w |ty HEEE 1200 120 06
ety 209 | 2y | o | waen wes | s 2000 2429 036
Drovsiness e | o7as) | 0w | oe2) eo | 0 05019 B 007
Shortnessof Breath 002 | 0s06 | 03 | 0200 HEES 0003 0a () 026
Sieep a6 | 2400 | 0w | 2000 2608 | om 3006 EXyen) 020
Appetice WS | ts@n | 0w | osan 1209 | 0m s 008 060
Feclingol Wellbeing 200 | 2@ | om | 2008 209 | 0w 2200 2120 o0
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Anorexia — medications to reduce

¢ Amphetamines

* Antibiotics

* Chemotherapy

* Digoxin

* Anti-depressants
* Opioids

* Anti-histamines

11/5/2026
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Assessment - Secondary Cachexia
Checklist: Nutritional Impact Symptoms

Mucositis

Microbiome and cancer cachexia

« Dysbiosis: “leaky gut”- bacterial LPS into blood- increased IL6/ TNF/
IL1b

* Dysbiosis: cytokine associated proteolysis and lipolysis

* Decreased lumen bacterial produnction of short chain fatty acids and
BCAAs increase leaky gut + inflammation.

* Prebiotics + fiber. Problem : low nutrient density in severe starvation/
cachexia.

* Probiotics- engineered new- Omega 3 FA.
* Fecal transplant
* Minimize ATBs and PPIs!

93
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Mirtazapine

.

.

Double-blind placebo-controlled
trial — Hunter JPSM 2021

120 incurable solid tumors with
anorexia (24/10), cachexia (>5%
or >2% +BMI<20)

15mg nightly mirtazapine over 8
weeks

Primary endpoint day 28

Appetite score — no change
compared to placebo
Mirtazapine arm
o Less depressive symptoms
o Increased somnolence

* Arrieta O, et al. JAMA Oncol 2024
o RCT - placebo controlled
o Mirtazapine 15-30mg 8 weeks
© No change Appetite Score
o Increase fat intake
= Assessed by Energy Quantification
Mexican system of nutritional equivalents
* Almeida OLS, et al. Cancers 2023
o Mirtazapine (30mg) vs Megestrol (320mg)
o Mirtazapine inferior to megestrol acetate but
noted improvement in sub-analysis of women
— improved appetite and weight gain
* Chowdhury IH, et al. Jpn J Clin Oncol 2024
o Mirtazapine (15mg) vs Megestrol (160mg) - 8-
week duration
o QOL and FACT-ACS
o No statistical difference

11/5/2026
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Olanzapine

D-2

Ach | H1 | a1- 5-

Adr | HT3

Olanzapine | +++

++ |+ + ++

Antagonistic activity against multiple receptors:
Useful in management of nausea, delirium, anxiety, appetite

— atypical antipsychotic

— potent anti-nausea effects via blocking multiple neuronal receptors.
+ S-HT3inhibitory effects with a longer half-life than ondansetron

© Antianxiety effects.
© Level 1 evidence:

- lated, advanced lated nausea and appetite

95

-

- Randomized Double-Blind Placebo-Controlled Study of Olanzapine for Chemotherapy-

Related Anorexia in Patients With Locally Advanced or Metastatic Gastric,

Hepatopancreaticobiliary, and Lung Cancer
Lakshmi Sandhya

* RCT - 63 Olanzapine (2.5mg Qdaily for 12 weeks), 61 placebo
* Adult cancer patients, Gl and IUNG malignancies

* >5% weight gain 60% vs 9% p<0.001

* VAS appetite improvement 43% vs 13% P=<0.001

* FAACT ACS scores 2 37 22% vs 4% p=0.004

96
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Management of Cancer Cachexia:

ASCO Guideline

. Wosdand, MO, Wi i, B0 Vickia £ Bacocan. P3O,
Skt i, M, WS, WO, Mavin Falin, MO’ S

it Chastes L Logesns, D"

TABLE 1. Summary of Recommendations or the Trestment of Cancer Cachexia in Patients Wih Advanced Cancer
o

Strengtn gt of the
Imerventon Recommendation Evdence Beneits” Harms
Notrtional enentions.
Dty counsslng== Moderate n aver Tow Woderae Low
Parontoalor eneral mutiion (outins e tow ow Moderae & hign
Orega3 fty ac= o recommendaton tow ow ow.
Mo recommendaton tow ow ow,

Olanzapine status
update!

pLPE]

ther iervontons

=
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* GDF-15 as biomarker: state of the art - Kai Wollert, Germany
* Distant member of the TGFp cytokine superfamily

* Induced by cellular stress — and acts on GFRAL receptorin

G rOWth duced by cellul d il

D |ffe re nt |at| n g :l"i‘r;_:;)rain area postrema (AP) and nucleus of the solitary tract
FaCto r'1 5 ( * Elevated in many disease states including cancer, chronic

2018)

cardiac and renal disease

* Increases with chronological age and disease burden (Deng
Cell 2025; Liu Aging Cell 2024)

* Remains low in healthy centenarians (Vincent Maturitas

Highlights — monoclonal antibody targeting

GDF-15

Efficacy and safety

extension of ized, placebo-
controlled, phase 2 study. John Groarke, USA

* 1-year, open-label extension (Part B), Patients with
Cancer Cachexia + GDF-15 >1500 pg/mL

2% Colorectal CA, 27% Pancreatic: 71%

+ 117 pati
Stage 4)

* Increase weight : 2.74, 4.43, and 5.18 kg at weeks
24, 52, and 64, respectively

+ Weights gain lowest in placebo patients

* All cause (84.2%) and Treatment related AEs (4.4%) at weeks 12:72,
respectively.

Efficacy and safety in
=Y LG

Phase 2 PROACC-1 trial (8-05)
John Groarke, USA

* 59 Patients with Pancreatic Cancer

* 48% BMI<20 and 51% Cancer Cachexia (>10% prior 6 months)

* At week 12: -0.36kg (placebo), +0.65kg
(ponsegromab 100mg), +1.72kg (200mg),
+3.37kg (400mg)

+ Generally, welltolerated
© Nausea (8.9% vs 28.6% placebo)
© Diarrhea (13.3% vs 21.4% placebo)

99
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Highlights —
m O noclona I + Growth differentiation factor 15 (GDF-15)

* GDF-15 targeted antibody — RCT 12-week, double-blind (phase 2) -

antl body SC 100, 200, 400mg ponsegromab
‘ + Improved body weight
targeting + Wmproved psicalfuncion

G D F_ 1 5 + Improved muscle mass

100

Other drugs are being developed against GDF-
15

101

Exercise Effects — Physical activity

Exercise

« Anti-inflammatory in healthy
and cancer patients

* Increased muscle synthesis

* Increased insulin sensitivity
(decreased break down!)

* Increased vascularization and
oxygenation of the tumor

102
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Exercise Program — Ideal? Exercise

* Large Muscle Groups
* Seated if necessary. Standing if safe

* With resistance bands

« Interval Training

* 30 min each day. May be broken into
3x10 min bouts

* Resistance versus Aerobic? Both!!

* Adherence issues
« Script for exercise?
* Motivational interviewing?
* Social/Group Interventions?

103

Nonpharmacological-interventions

« Compassionate ication

oReframe “starving to death” to the more complex one of irreversible
(usually) metabolic abnormalities.

o Body image distress : weight loss main predictor!

o Tertiary cachexia: patient + caregiver interventions ( dyadic)

* Nutritional counseling

o Remove dietary restrictions

o Small and frequent meals (limited data)

025 to 30 calories/kg per day 1.5 to 2.0 g of protein/kg per day

* Exercise: aerobics and resistance training

104

Psychological Interventions

« Interventions focusing on functional & sensory awareness —
PT, yoga, or dance therapy can help people reconnect with
their bodies, turn focus to capabilities over judgement

* Acceptance & Commitment Therapy (ACT) to promote
acceptance of uncomfortable emotions tied to bodily
changes

Mindfulness to foster gentle awareness
Journaling and activities to reconnect with purpose

* Support existential growth through self-compassion
exercises

* Couples counseling to address intimacy, role changes
* Group programs :“ | am healthy” / “l am fit”

105
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Management of Anorexia-Cachexia

Single modality/agent unlikely to be successful

Multi-modal recommended and undergoing investigation

* Treat causes of secondary cachexia

 Appetite stimulants for some patients
* Appropriate nutrition

« Identify and treat deficiencies
o Testosterone , Thyroid, Vitamin D, B-vitamins and other micrornutrients

* Empiric treatment with multivitamin and omega-3 fish oil
* Exercise
— Anti-catabolic/Anti-metabolic agents/Anabolic agents

106

‘The Other Side of the Opioid Crisis - Opiophobia

When did we start using the term “Opioid Crisis”?

FIRST WAVE - Increased opioid prescription

Mid-1990s when Purdue Pharma promoted OxyContin, which
had received approval. FDA: “ reduced abuse liability”.

Initial wave of fatalities associated with the legal prescription
opioid usage.

107

The Other Side of he Opioid Crisis - Opiophobia

Subsequent waves of opioid crisis

SECOND WAVE - Heroin

Began around 2010, resurgent of heroin markets driven by the increasing demand from individuals
addicted to prescription opioids.

THIRD WAVE - Synthetic opioids

Began around 2013, i i and fatal were to sy ic opioids,
ifi like fentanyl, i with Xylazil idine, other ilizers that

reduce naloxone response

108
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State opioid dispensing rates
comparison (2019 vs 2022)

Opioid Dispensing Rate
(per 100 persons)

-
05520
020

Genters for Disease Control and Prevertion, National Center for njry Prevention and Corirol '

D ANDERSON GANGER CENTER

11/5/2026
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‘The Other Side of the Opioid Crisis - Opiophobia

Opiophobia

Exaggerated concern about the risks preventing
appropriate medical use of opioid analgesics

-Vast majority of clinicians, patients, and caregivers.

1D ANDERSON CANCER CENTER

110

The Other Side ofhe Opicid Criss - Opiophabia
Clinician opiophobia

-Inadequate opioids-related medical knowledge

-- Fear of legal ramification: sanctions, prosecutions

- Logistical barriers: insurance prior-authorization, dispense quantity limit,
ban on mail-in opioids, continuous denials by insurance etc.

- Excessive time demand including mandatory annual “training”

111
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The opioid epidemic has impact on the
oncologist’s prescription patterns
(Haider ot al, 4 oncol practice 2017)

+ Random sample of 750 consults for patients with advanced
cancer at the supportive care center between 2010 and
2015

112

Median MEDD mg/day

113

Further MEDD reduction 2016- 2021

114
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Trend in Total (median) MEDD

2015 Total median
MEDD =40

11/5/2026
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Trend for Zero MEDD

Zero MEDD (% within study period)

P=0.008

» Multiple patients after

oo | 144 2019 prescribed opioids
T 09 but were not taking at

snom the time of consult due
$ tofear of opioids.

TR

116

Depiction of opioids on the TV

Beautiful Boy

117
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Enter Presentation Tite n Footer Placehokder>Apply to Al

Current “ opioid sparing” ( opiophobic) cocktails”
» Gabapentinoids: poor evidence, fatigue, sedation, addictive.
Increased mortality with opioids

» Carisoprodol/ methocarbamol: no evidence, fatigue, sedation,
weakness, addictive

« THC: hallucinations, hyperemesis, addictive

* Benzodiazepines: sedation, weakness, fatigue, addictive,
increased mortality with opioids

» High dose NSAIDS: multiple side effects, especially in cancer
pts

D ANDERSON GANGER CENTER

11/5/2026
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Enter Title in Footer pply to Al

AVOID Opiophobic cocktails

High dose NSAIDS: Renal- Gl bleed

Gabapentinoids: Addictive, sedation, high mortality with opioids
Carisopi bamol:  Addictive, fatigue,

Cannabinoids: Addictive, sedation, delirium, toxic with opioids
Benzos: Addictive, sedation, high mortality with opioids
Suzetrigine: Mild, unknown chronic toxicity

Opiophobic cocktails are a major barrier to
opioid initiation and titration.

o MD ANDERSON CANCER CENTER

119
Enter Title in Footer pply to All

Managing patient opiophobia

. Ask pain intensity associated with physical/ social function

. Continuous nociception requires continuous ( not prn) opioid

Use a non- opiophobic pharmacy, especially initially

. Include family in the conversation ( or give recording of the message)
. Educate and ask for endorsement by referring clinicians

R N =

o MD ANDERSON CANCER CENTER

120
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Placebo

® Intervention not expected to have a therapeutic effect
® Usually a pill or injection

® Used in research but considered unethical in clinical
care

121

Placebo has clinical effects

® Increases expectation of improvement
® Pre- frontal activity: understanding

® Limbic activity: positive affect

® Endorphin release

122

Can we create placebo effect in our palliative
care encounters?

® Increasing expectation of relief increases.placebo

® Placebo potentiates clinical interventions ( opioid,
laxative, hypnotic counseling, etc)

® Decreasing expectation of toxicity reduces nocebo
® We conducted 52 placebo controlled RCTs

123
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Potentially eligidle
Not eligible patients approached
13 143

Randomly assigned
112

Refused
18

Placebo
56

R S

Dropouts
3

Evaluable
53

Bruera et al JCO

Methylphenicate

v

Dropouts
4

A4

Evaluable
52

125

ENROLLME
NT

ALLOCATI
ON

CONSORT DIAGRAM

ELIGIBLE PATIENTS

RANDOMIZATION
= 190

REFUSED (n=143)

e 5 e G o s o veonent (25)

Placebo Placebo Methylphenidate Methylphenidate
1 +NTI

+Non NTI +NTI

n= 48 n= 50 n= 47 n= 45

Dropouts (n=13) Dropouts (n=11)
U,
Foapoizns (3

126

Dropouts (n=7)

Placebo P 0 Methylphenidate +NTI
+Non NTI +NTI +Non NTI 37
n=35 n= 38 n= 31 Excluded from Analysis

COMPLETED PRIMARY OUTCOME (2 WEEKS)

11/5/2026
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FACIT-F and ESAS fatigue scores at baseline, Day 8 and
Day 15 in the four subgroups

ACIT (Fatgue Subscale aique
Day bBascine Day 15 Baseline Day B Baseline Day 15 Baseline
Vieden [OR) | P Teian (CR) Vesan (OF) Vean I0R)

650 (100, 1558) 600 (0, 1400 9 [-200 (400,100 7425 (500.0)
68 600 (1001200 550 (1.00. 1000 100 (250, 100) 3|20 [400.0)
i) 1

400 (01600, 400 (200, 100 200(300,-1.00) 300 (410,
650 (050, 16.00) 700 (200 T1.00) T{-100 (200,0) 1300.0)
1000 400, 15.00) B30 (3.0, 1700) 200 (400,-1.00) -

500 (300, 10.00 500 (0600} 7 [ 100 (300,100

Open labeled Placebo for the treatment of
Cancer related fatigue in Advanced cancer:
A Randomized controlled Trial:
Sriram Yennurajalingam, Ahsan Azhar, Zhanni Lu, Clark
Anderson, Ashley Rodriquez, Adrienne Archinega, Penny
Stanton, Clark Anderson, Diana Urbauer, Eduardo Bruera
or 2022 Dec 927
=Diagnosis of Advanced cancer
*Fatigue >/=4/10 on ESAS fatigue item
*Hb >/=8gm
=No uncontrolled pain
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[ Eigibie Po ]
oo 2 L
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¢ Treatment phase
-
-~
—
-
- Placebo orally twice daily for 3 weeks
—
Treatment Schema O
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OPEN LABEL PLACEBO

- What is the mechanism for open placebo
improvement?

=Subjective studies always need a placebo arm
*How can we use placebo in the clinical setting?

11/5/2026
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How ca e increase expect n of

Communicate (phone the patient)
Prepare and give a prompt- sheet
Sit when you visit the patient
Always examine the patient

Offer audio recording of the visit or
recommendations

Ask how the patient prefers to make decisions
Play some music
Avoid EHR during encounter.

No waiting room, smiling clerk, no exam room, pink
light, sign on the ceiling, wellcome pets and
weddings
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How can we increase expectation of
improvement?
. Communicate (phone the patient) - Prospective open
. Prepare and give a prompt- sheet - RCT
. Sit when you visit the patient - RCT
. Always examine the patient - Prospective open
. Offer audio recording of the visit or recommendations - RCT

. Ask how the patient prefers to make decisions — Prospective
open

. Play some music - Prospective open

. Avoid EHR during the encounter- RCT

. No waiting room, no EPIC computer use, pink lighting, signs on
the ceiling, introducing counselor, opioid and constipation
education: current research
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Thank You!

Please complete your evaluation.

B McGill
—
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