OHSU

Update on Palliative Care Interventions for
Patients with Hematologic Malignancies

Jason A. Webb, M.D., DFAPA, FAAHPM, FACP

kar el

Section Chief & Assoc. Professor, Knight Cancer Institute, OHSU
Twitter: @JasAWebb Email: webbja@ohsu.edu

3
PRGN



Objectives

« Describe disparities in palliative care for
patients with hematologic malignancies.

« Discuss practice changing clinical trials for
integrating PC and Heme Malignancy care.

« Describe future research needs for hematologic
malignancies care.
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Why Early PC for Blood Cancers?

Studies have demonstrated the benefits of early integration of
specialty PC for patients with solid tumors?

Despite immense PC needs, patients with hematologic
malignancies rarely utilize PC services?

Need to develop population-specific PC interventions for
hematologic malignancies (ex. AML vs CML)

Temel et al, NEJM 2010.; 2Howell DA, et al. Palliat Med 2011.;




Professional Recommendations

- “Any patient with metastatic cancer and/or high symptom burden”

Accredited programs “required to offer palliative care either on site or by
referral”

gﬁ%ﬁ‘fﬁ;ﬁm “Institutions should develop processes for integrating palliative care into
cancer care”

National
Comprehensive

“All patients with cancer benefit from palliative care” Nelefll Cancer
Network®

- “Palliative care should begin at time of diagnosis”

Smith TJ, et al. “American Society of Clinical Oncology Provisional Clinical Opinion: the Integration of Palliative Care Into Standard Oncology Care.” Journal of Clinical Oncology, 2012.
6 American College of Surgeons New CoC Accreditation Standards, 2011:

NCCN Guidelines Version 2.2015 — Palliative Care: OHSU

ONS Position Statement: Palliative Care for People With Cancer:



https://www.facs.org/media/press-releases/2011/coc-standards0811
http://www.nccn.org/professionals/physician_gls/PDF/palliative.pdf
https://www.ons.org/advocacy-policy/positions/practice/palliative-care

EoL “"Quality Measures” Gap

- Patients with blood cancers are likely to: 12
— Receive chemotherapy in the last 14 days of life
— Spend time in an ICU in the last 30 days of life

- Patients with blood cancers are likely to:
— Access consultative palliative care services?

— Use hospice services*
* Or, are more likely to die within 7 days of enrollment, or
within 24 hrs of enrollment

« Median LOS of 11 days, vs. 19 for solid tumors >

1. Howell, DA, et al. BMC Pall Care, 2010.
2. Hui, et al. Cancer 2014
3. Howell DA, et al. Palliat Med 2011.

4. Odejide, et al. JNCI, 2015.
5. LeBlanc TW, Abernethy AP, Casarett DJ. Journal of Pain and Symptom Management, 2014




Psychological Trauma of Blood
Cancer Diagnhosis & Treatment

Image: Forbes.com
via Getty




Original Article

Posttra\umatic Stress Disorder (PTSD) Symptoms in Patients
With Acute Myeloid Leukemia (AML)

Hermioni L. Amonoo, MD, MPP "% 23 Thomas W. LeBlanc, MD "= 4: Alison R. Kavanaugh, NP>>; Jason A. Webb, MD¥;
Lara N. Traeger, PhD*’: Annemarie D. Jagielo, BSc, BA®: Dagny M. Vaughn, BA "= 89: Madeleine Elyze, BAS:

Regina M. Longley, BA”; Amir T. Fathi, MD "=’ *%; Gabriela S. Hobbs, MD*®: Andrew M. Brunner, MD*®: Nina R. O’Connor, MD'®:

Selina M. Luger, MD"™: Jillian L. Gustin, MD'%; Bhavana Bhatnagar, DO™:; Nora K. Horick, MS*': and Areej El-Jawahri, MD "5 38

 Patients with high-risk AML who were
hospitalized for intensive chemotherapy,

had
at 1 month after diagnosis.




This is not one-size-fits all PC

"i N

Low symptom burden and low mortality (i.e.
indolent lymphomas)
PC when disease progresses/prognosis is poor

High symptom burden and mortality (i.e.
acute leukemias)
Early longitudinal PC

@ﬁﬁ /Patients with hematologic %%%@

malignancies

Moderate symptom burden and mortality (i.e.
aggressive lymphomas)
Early intermittent PC

Prolonged periods with low symptom burden
(i.e. myeloproliferative neoplasms)
Identify triggers for PC (i.e. hospitalization)

El-Jawahri, J Clin Oncol 2020 38:944-953.

OHSU
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Survival in AML

Percent Surviving
5Years

28.3%

2009-2015

NCI SEER - https://seer.cancer.gov/statfacts/html/amyl.html




Barriers to PC Integration

Prognostic
Uncertainty

Lack of PC
Resources )

Misperception
and Reluctance

12  El-Jawahri. J Clin Oncol 2020 38:944-953.
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. Integrated PC for




LEAP Study Design

Inpatient Integrated Palliative
R and Leukemia Care (86)
A - At least 2 visits weekly during
N hospitalizations (mean 2.2) —
Longitudinal data
160 patients with high- D collection
risk AML admitted to . O / - PROs at Week 2
receive intensive M \ " | - PROs up to 1 year
induction | - Health care utilization &
7 Standard Leukemia Care (74) EOL outcomes at 1 year
- Palliative care consult upon
E request.
D

 Randomization: Stratified by study site, and diagnosis (newly
diagnosed vs. relapsed/refractory)

El-Jawahri, Leblanc, Sites: MGH, Duke, Penn, Ohio State CoORre
Kavanaugh, Webb et al., v

JAMA Oncol 2020
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Integrated Palliative Care in AML

‘Coping
Pall Care +

Le U ke m i a Symptoms
Care

Collaboration




|PC for patients with AML is

dose dependent (~2x/week),
collaborative, and focused on
coping and symptoms.

’_-_‘-_c__‘"‘"
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El-Jawahri, Leblanc,
Kavanaugh, Webb et al.,
JAMA Oncol 2020

Figure 2. Effect of Integrated Palliative and Oncology Care on Patient-Reported Quality of Life
and Psychological Distress by Scale
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End of Life Outcomes

Patient reported discussions of EOL care Chemotherapy in the last 30 days of life
preferences 65.90%
75%
34.90%
40.00%
Intervention Control Intervention Control

18

El-Jawahri, Leblanc, Kavanaugh, Webb et al., JAMA Oncol 2020 OHSU



IPC = New Standard of Care

JAMA Oncology

RCT: Effectiveness of Integrated Palliative and Oncology Care for Patients With Acute Myeloid Leukemia

POPULATION
96 Men, 64 Women

Adults with acute myeloid leukemia
recefving intensive chemotherapy

Median (range) age 64, (20-80) y

SETTINGS / LOCATIONS

4 Tertiary care
[50] sremirepis
[ in the United States

19

INTERVENTION
160 Patients randomized

G-
Q O

kM

86 Integrated palliative and 74 Usual care
oncology care (IPC) Patients received usual
Patients were seen by palliative  leukemia care

care clinicians at least twice per

week during their initial and

subsequent hospitalizations

PRIMARY OUTCOME

Cuality of life (QOL) a5 measured by the Functional Assessment of Cancer
Therapy-Leukemia scale {score range, 0-176), with higher scores indscating
batter QOL

El-Jawahri, Leblanc, Kavanaugh, Webb et al., JAMA Oncol 2020

FINDINGS

Patients randomizisd to the palliative cane intervention reported
better QOL at week 2 compared with those randomized to uswal care

& Lhudl care
& Intevweniion

Basedine  ‘Week 2 Weekd  Week 12 Week 24
Tirme

IPC: adjusted mean score, 11645 (955 C1, 110.4 i)
Usual care: adjusted mean score, 107,55 (95 01.45-13.74)

a: a randomized clinical trial




Coping Mediates the Effect of PC Intervention

Change in
approach &
avoidant oriented
coping

Palliative Care

OHSU
Nelson, Amonoo, Kavanaugh, Webb, et al., Cancer, 2021



Coping Mediates the Effect of PC Intervention

Change in
approach &
avoidant oriented
coping

Palliative Care

Nelson, Amonoo, Kavanaugh, Webb, et al., Cancer, 2021 OHSU



Supportive Care in Cancer (2020) 28:163-176
https://doi.org/10.1007/500520-019-04723-2

ORIGINAL ARTICLE —

Emotion And Symptom-focused Engagement (EASE): a randomized ‘Updiates. |

phase Il trial of an integrated psychological and palliative care
intervention for patients with acute leukemia

Gary Rodin "**(® - Carmine Malfitano' - Anne Rydall’ - Aaron Schimmer®” - Charles M. Marmar® - Kenneth Mah' -
Christopher Lo '’ - Rinat Nissim ""* - Camilla Zimmermann '*>*

RCT comparing a manualized supportive
psychotherapy intervention compared to UC

for patient with AML. g)




EASE: Phase 2 RCT

« Two components to the intervention with primary outcomes
at 8 weeks:

- EASE-psy = Psychological Intervention

« Psychotherapy delivered over 8 weeks
- EASE-Phys - Physical Symptom Intervention

« Weekly physical symptom screening to trigger a pall
care consult over 8 weeks.

23
Rodin et al. Supportive Care in Cancer (2020) 28:163-176




EASE: Phase 2 RCT

« EASE intervention compared to UC:

— Significant treatment-group ditferences favoring
EASE were observed:

— Traumatic stress symptoms at 4 and 12 weeks
— Pain intensity and interference at 12 weeks
* (p <.05).

24 ®

Rodin et al. Supportive Care in Cancer (2020) 28:163-176 OHSU




EASE: Phase 2 RCT

a Severity of traumatic stress symptoms b Pain intensity

45.00 18.00
16.00

40.00

14.00

35.00

BPI Pain Intensity
Mean Total Scores

6.00 \\_

4.00

SASRQ Mean Total Score

20.00
2.00

15.00 0.00

baseline 4 weeks 12 weeks baseline 4 weeks 8 weeks 12 weeks

Pain interference Physical symptom severity
30.00 2.20

-
25.00 2.10 -~

2.00
1.90
15.00
1.80

10.00
1.70

BPI Pain Interference
Mean Total Scores

5.00

MSAS Mean Physical Symptom

1.60

0.00 1.50
baseline 8 weeks 12 weeks Baseline 4 weeks 8 weeks 12 weeks

25
Rodin et al. Supportive Care in Cancer (2020) 28:163-176




EASE: Phase 2 RCT

€ Physical symptom distress
1.90

1.80 .»\

1.70

1.60

MSAS Mean Physical Symptom
Distress

Baseline 4 weeks 8 weeks 12 weeks

Family satisfaction with care

g

76.00

FAMCARE Satisfaction with Care
Mean Total Score

Baseline 8 weeks 12 weeks

26
Rodin et al. Supportive Care in Cancer (2020) 28:163-176

Depressive symptom severity

14.00

13.00

-
o
e
=

-__,..-‘—---..___

-

9.00

BDI-Il Mean Total Score

B.00

.00

Baseline 4 weeks 12 weeks

Overall quality of life

120,00
115.00
110.00
105.00

100.00

FACIT-Sp Overall Quality of Life
Mean Total Score

90.00

Baseline 8 weeks 12 weeks
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IPC + AML Take Home Points:

« In these two randomized clinical trials of supportive care interventions for
patients with AML, IPC or EASE led to substantial improvements in:

— QOL

— Psychological distress

— EOL care

— Family Satisfaction of Care

- Integrated palliative care should be considered a new standard of care for
patients with AMI..

El-Jawahri, Leblanc, Kavanaugh, Webb et al., JAMA Oncol 2020
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PROTECT Study -

. Integrated PC During
SCT Admission
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"g ASH Annual Meeting & Exposition

913 Multi-Site Randomized Trial of Inpatient Palliative Care for Hospitalized Patients Undergoing
Hematopoietic Stem Cell Transplantation

Program: Oral and Poster Abstracts

Type: Oral

Session: 906. Outcomes Research — Myeloid Malignancies: Symptom Burden and Supportive Therapies
Hematology Disease Topics & Pathways:

Research, adult, Clinical Research, health outcomes research, patient-reported ocutcomes, Study Population, Human

Monday, December 11, 2023: 2:45 PM

Areej El-Jawahri, MD', Thomas W LeBlanc, MD? Alison Kavanaugh?", Jason Webb, MD?*', James Fausto®’, Lara Traeger®", Joseph
Greer, PhD¥", Vicki Jackson, MD?", Nora Horick®", Zachariah Defilipp, MD’, Yi-Bin Chen, MD, MS?, Stephanie J. Lee® and Jennifer
Temel®’

29
El-Jawahri, LeBlanc, Kavanaugh, Webb, et al., Blood 142 (2023).




Protect Trial

« Sites: Three academic hospitals (Penn, MGH, Duke).
« Population: Allo + Auto Transplants During Inpatient Care
« Randomization: Usual SCT Care vs. Integrated Early PC
« Intervention: Two (2) visits per week by PC Clinician (MD/DO or APP)
— Symptom Management
— Coping Support
« Primary outcome measures at week-2:
— QoL (FACT-BMT)
— Depression (HADS-D)
— Anxiety (HADS-A)
— PTSD (Civilian PTSD Checklist)
— Symptom Burden (ESAS)

30 ®

El-Jawahri, LeBlanc, Kavanaugh, Webb, et al., Blood 142 (2023).




PROTECT Trial - Results

« Enrolled 360 patients (70% of eligible pts)
« Mean age = 55.4 (SD=12.5), 61.9% male, 76.6% White
« 23.4% racial minorities, 8.7% Hispanic ethnicity

* 50.2% underwent allogeneic HSCT between October
2018 and July 2022.

31
El-Jawahri, LeBlanc, Kavanaugh, Webb, et al., Blood 142 (2023).




Results - RCT PC for SCT

« Compared to those receiving usual care, participants receiving the inpatient
palliative care intervention reported: (week-2 primary endpoint)

— Better QOL (95.5 vs. 89.3, P<0.001) at week-2.

(5.9 vs. 6.9, P=0.041) and PTSD symptoms (26.0 vs. 28.2,
P =0.022) at week-2.

(35.3 vs. 40.1, P=0.018) at week-2.
— Better fatigue scores (28.6 vs. 25.6, p=0.014) at week-2.

RY/
El-Jawahri, LeBlanc, Kavanaugh, Webb, et al., Blood 142 (2023).




Conclusions

« In this multi-site randomized clinical trial, inpatient palliative care led
to substantial improvements in patients’ QOL, depression and PTSD

symptoms, symptom burden, and fatigue during HSCT hospitalization
compared to usual care.

33
El-Jawahri, LeBlanc, Kavanaugh, Webb, et al., Blood 142 (2023).
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Future Clinical Trial:
' SCOPE - Leukemia
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SCOPE-Leukemia

Specialty Compared to Oncology Delivered Palliative Care for

Patients with Acute Myeloid Leukemia

Cluster randomized comparative effectiveness trial of primary
palliative care (PPC) vs. specialty palliative care (SPC) in 1150
patients with high-risk AML and their caregivers.

( )



https://clinicaltrials.gov/study/NCT05237258?tab=table

Intervention Delivery

Primary Palliative Care

All Subsequent Hospitalizations*

v

Patient enrolled in
study within 72 hours
of admission with
new or relapsed AML

Cared for by leukemia
clinicians trained in
palliative care

Specialty Palliative Care

All Subsequent Hospitalizations™

o
[ A
+ -
Patient enrolled in Cared for by leukemia clinicians -
study within 72 hours  and seen at least twice per week
of admission with by palliative care clinicians

new or relapsed AML

* Until death or end of study (minimum of 12 months) LE‘UI'.(EN.IIA '



Study Design

Patients admitted to hospital with
AML are:

Primary Palliative Care .
Cared for by leukemia

clinicians and seen at least
twice weekly by palliative care
clinicians

Specialty Palliative Care

R Leukemia clinicians who U
- ~e— A care for patients with AML cI|n.|C|aOr|1.s whclal.ha.ve been
+ \ are trained in palliative care CTENEL IR RIS E2IE
— Iy
O
M :
20 PCRC Cared for by leukemia
Institutions l
VA
E
D

Study Outcomes

Primary Outcome
Patient quality of life

Secondary Outcomes
Patient Outcomes
Depression and anxiety
Post traumatic stress disorder
End-of-life communication
Chemotherapy before death

Caregiver Outcomes
Quality of life
Depression and anxiety
Caregiving burden

LEUKEMIA



Take Home Points

« [PC should be the new standard of care for patients with AML
and those undergoing HSCT during inpatient admissions.

- Longitudinal integrated PC + Leukemia/SCT care results in
improved QoL and psychological outcomes for patients with
AML and those undergoing SCT.

- Scaling palliative care integration may involve primary PC
interventions/training vs. need for specialty care integration. é;

38
El-Jawahri, LeBlanc, Kavanaugh, Webb, et al., Blood 142 (2023). El-Jawahri, Leblanc, Kavanaugh, Webb et al., JAMA Oncol 2020
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