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Daniel RIChardson, M0. Ma. usc, an Assistant Professor
at the University of North Carolina and a member of the
Uineberger Comprenensive Cancer Conter.

He cares prmarily for patients with acute leukemia
but also attends to patients with Myelodysplastic
synaromes.His research Interests include patient
proferonces and values, patientcentered outcomes,
geriatric oncology, and shared decision-making.

Danlel Richardson,  h goal of his research carver Is to Impeove the quality

0, oA s ©f care and OUtcOMes of patients with cancer. Dr.
Richardson leads a research team that develops novel
strategles to improve patient-centered care.
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What one word comes to misd when you hear the werds " acute leukemia™?
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ACCME DISCLOSURES

This activity has been planned and implemented under the sole supernvision
of the Course Director, William A. Wood, MO, P, In association with the

Office of Continuing Professional Development (CPD). The course
director and CPO Stalf hive no relevant financial relationships with inelgidie
companies as defined by the ACCME.

A potentsal confict of Interest occurs when an indMdual Nas an opportunity
10 affect educational content about heathcare Products of $ervices of a
commercial Interest with which he/she has a financial reiationship. The
speakers and planners of this leaming actiity have nat disciosed any
relevant financial felationsiips with any commercial interests pertaining to
this activity.

The peesenter has no relevant financial relationships with ineligidle
companies as defined by the ACCME.
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What one word comes to mind when you hear the words "acute leukemia"?

Nobody has responded yet,

Hang tight! Responses are coming in.

“

17

Caring for Older Adults with Acute
Leukemia in North Carolina:

Daniel Richardson, MD, MSc
Leukemia Program

Lineberger Comprehensive Cancer Center
daniel_richardson@med.unc.edu
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Learning Objectives

1

N

decisions.

w

leukemia.

Presented on 9/27/2023

. Distinguish between front line options for older adults with acute myeloid
leukemia based on disease characteristics, frailty, and patient preference.

Identify the two recent developments in acute myeloid leukemia that have
moved the field to consider waiting for molecular testing to make treatment

Describe treatment options for older adults with Ph+ acute lymphoblastic

4. Discuss the benefits of geriatric assessment for older adults with leukemia.

19

Crisis in Cancer Care Quality

suffering.”

ol

10M (Institute of Medicine). Delivering high-quality cancer care: Charting a

20

Person-centered care in a medically complex world

What tools are available to foster
shared decision-making for older adults?

“Cancer care is often not as patient- “The vast majority of people have concerns about
centered, accessible, coordinated, or the care they receive not being in alignment with

evidence-based as it could be, what matters to them most. We [as providers] ask
detrimentally impacting patients.” patients less than a quarter of the time about their

priorities and 75% of the time we deliver care
outside of their priorities. And the result is

new course for a s,
Gawande. ASCO 2019. Will We Be Techni

~B-HCRY,

21
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Acute Myeloid Leukemia

Acute Myeloid Leukemia

A i AL Ot e a5y 5

21,000+ New dx each year in the US

Median age 67 years
Treatment paradigms include:

— Intensive induction (7+3; ~4-6 weeks inpatient)

— Outpt therapy (HMA +/- BCL2, targeted therapy)
— Clinical Trial

— Best Supportive Care Only
Prognosis poor for adults, especially older adults
Of survivors:

— 90% will have one or more long-term side effects
— 30% will have one or more severe long-term effect

IR X

Tosnvom sugpes

Cancer Stat Facts: Leukemia - Acute Myeloid Leukemia (AML). 2018.
Crossnohere, Richardson, Bridges et al. CMRO, 2019.
Juliusson et al. Blood 2012:119:390-3899.

23

Therapeutic Paradigm shift in AML

Penonshised
cancer thersgy
Allogeneic siem cell | | 2000 Comtuczumaty "
Cremotherspy | | tramaplantation approved for R AML t R
91+ 4t
for AMLI 1960 | | inyoungec AML pas | | owieg 1o tenicities L
‘ "
1940 1970 1940 19%0 2000 010 2020
Cytwabines || 2012 Decitabine CPX-351 for wntrested t AML or AMLMRC
actheacychin || appn patierty
rogemamn (3o 7] || wieh AML CO33 AWML
Pacorme
a0p »
‘um-nm with AML >)7% blasty Midostaurin 141 ks i cconvobedation b
fox ewhy dagnosed FLT-mmet AL
for RAR LTSt AL
A Bt 0t FOA) | e for RAR 10841t AML
[Corwoes il Ry
Dinardo & Peri. Nature Reviews Clinical Oncology. 2019,
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Therapeutic Paradigm shift in AML

[1960 1970 1980 1990 2000 2010
19708
Cytwstm sAnracysien

ecame
w 4

Chemotherapy

Park & Gregory. Aging in Cancer 2023,
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Chemotherapy decisions for many AML patients are complex

Clinical Features Potential Outcomes

. L Intensive
4 Induction
-
@ * - 3 /
°o o .7 ——> Clinical Trial
o
m./'l\ —>
4 = outpatient
Devastating Shock \_ Q therapy
i Uncertainty Best Supportive
Difficulty making decisions Care only

26

Crisis in Cancer Care Quality

How are we doing in routine care at aligning care with patient values (in AML)?

— Poor patient-provider concordance on goals and prognosis (Bories, Haematologica,
2018)

— Patients frequently report not being involved in decision-making nor being informed
about treatment options (LeBlanc, Psychooncology, 2017)

— High rates of prognostic discordance (El-Jawahri, The Oncologist, 2018)

— Low levels of preference elicitation (Loh, Leuk Lymphoma, 2020)

— High rates of patient dissatisfaction with communication and decision making (Rood,
Psychooncology, 2017)

+ What could we do to improve?

27
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Case

Ms. AML is a 70-year-old woman
who presents with pancytopenia
PMH: DM, HTN

Bone marrow biopsy: AML
Normal karyotype

NGS: No targetable mutations
AML risk group: Intermediate

Image: rawpixel.com on Freepik
Fictional case.
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Evolving Treatment Paradigms in AML

Intermediate
+ Azacitidine/

High Intensity
« 7+3, CPX-351

Low Intensity
« Azacitidine or

« Traditional decitabine + decitabine
“Gold-standard” venetoclax + Very well tolerated

+ 1 Transplant rates “Novel” + Outpatient

+ 1 Side effects - - - Outpatient | Remission rates

« 1 Time admitted Nes

+ ? Longer survival

| Side effects
+ 1 Days at home

In' nsity of therapy

Clinical Equipoise
Similar Remission Rates

Zeidan et al. Annals Hema. 2023, DiNardo et al. NEJM. 2020.
Burd et al. Nature Med. 2020. Rollig et al. Blood 2020.
Pollyea et al. Blood Advances. 2021. Richardson et ai. J Glin Oncol. 2022 (Absract).
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WhHeh option weuld you recommend ghven only this isformation)

30
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Shared Decision Making Framework

Elwyn et al. BMJ 2017.

31

Geriatric Oncology Decision Framework

1. Determine aging-related vulnerability using geriatric
assessment (GA)
— Age and cancer-specific data alone are often insufficient
— GAis better than ECOG PS at identifying aging-related vulnerabilities
2. Consider benefits/harms of cancer treatment in context of
vulnerability
— Older adults in practice typically not represented in trials
3. Incorporate patient values and preferences
— Older adults often value different outcomes than traditional trial endpoints

Duontier et al. J Clin Oncol. 2021

32

Updated ASCO Guidelines Practical Assessment and

Management of Vulnerabilities in Older Patients (2023)

All patients age 65 and older should have GA to guide management
» New practical GA available from ASCO, CARG, SIOG (see link in article
cited below)
» New videos on how to perform a GA and what to do with the results
Impairments should have GA-identified management in the care plan
« Inform cancer treatment decision-making

» Address impairments through appropriate interventions, counseling, and/or
referrals

GA should include high priority domains

it {ub. tch Dale et al. J Clin Oncol. 2023

i

33
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Updated ASCO Guidelines Practical Assessment and

Management of Vulnerabilities in Older Patients (2023)

ASCO. BCARG SIOG _ASCO  BCARG SI0G

Practical Geriatric
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the atie s
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Updated ASCO Guidelines Practical Assessment and

Management of Vulnerabilities in Older Patients (2023)

All patients age 65 and older should have GA to guide management

« New practical GA available from ASCO, CARG, SIOG (see link in article
cited below)

« New videos on how to perform a GA and what to do with the results
Impairments should have GA-identified management in the care plan
« Inform cancer treatment decision-making

« Address impairments through appropriate interventions, counseling, and/or
referrals

GA should include high priority domains

b tub: (ch2v=i02Q1i0220 Dale et al. J Clin Oncol. 2023
i Lub Leh2v=0ZXiwaGhoZ0
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Updated ASCO Guidelines Practical Assessment and
Management of Vulnerabilities in Older Patients (2023)

OMAIN MEASURE

Function IADLs and ADLs

Falls Fall screen in last 6 months
Comorbidity Review of PMHx and medications
Cognition Mini-Cog

Mood Geriatric depression scale (GDS)
Nutrition Unintentional weight loss (>10%)
Objective physical performance (SSh:gBP)}:)yrsécaai: z’:;feogmance Battery

Dale et al. J Clin Oncol. 2023

36
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Prevalence of GA Domain Impairment in AML

Geriatric Impairments

76
60
48
44
40
28

20 Klepin et al. Biood. 2013,

Klepin et al. JAGS. 2011

Lo et al.J Geriar Oncol. 2020,

o Lo et al. Blood Ady. 2021

Saad et al. Biood. 2020,
Kiepin et . J Geriatr Oncol. 2022,

Phystal fundion Polyphamay ~Comorbidites ~ Socialsupport  Cognition  Nutriional satus
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Geriatric Assessment Results

Some fatigue, developed with AML
DM, HTN (both well controlled)
Independent in all ADLs/IADLs
Normal gait speed

Cognitively intact

No depression, mildly anxious about
her new diagnosis

Active during day, volunteers
part-time at library

Image: rawpixel.com on Freepik
Fictional case.

39
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WHeh option would you recommend now?

40

What do AML patients understand about prognosis?

AML patients’ and I i of the likelil of cure of leukemia.

Reported

wanting to have
a conversation

« Uiy about prognosis
* Somawtat ety
= Very sty
Never/rarely
having
N =100 conversation
Kenos bidss about prognosis
Patent Oncoiogint Pasant Oncologist
Al Patients Among patients receiving HMAs.

El-Jawahri et al., The Oncologist, 2018,

41

Worries of patients with AML

" Psych | . .
Loy oy Eres -+ Worries are varied,
Being a burden to others u r’mg‘ heterogeneous
Returning to daily activities . .
Spending time in hospital ] 3;‘:‘?‘0" Survival 9“9” not
Coping with emotional demands ng the most important
Short-t ide effe Treatment
ort-term side effects Delery aSpeCt

Financial cost

Knowing the treatment options
Choosing a treatment

Having enough information
Accessing the best care
Communicating with doctors

Less worry More worry

Richardson et al. Psycho-oncology, 2021

42
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Preferences for Treatment Outcomes among patients with AML

« Treatment

. G T Sdoetiats (1) preferences are
’ T aGims2: Renbon(n=107 varied,
e

B heterogeneous
i « Survival often not
H the most important
" i [ o aspect

: = =T

Ewrtfeesinial  Cangde  Tmen foptd  Sforttermsce  Lovgtemside
ransso efeds ofeds

N=294

Richardson, Cancer Epi Bio Prev. 2020
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Stated-Preference Methods (SPMs)

«  Efficient survey methods developed in economics
+ Designed to understand preferences of participants for =
potential outcomes as revealed in choice tasks

+ SPMs can accurately quantify patient preferences toward = e

treatment outcomes
— Discrete Choice Experiment oo ftor
— Best-Worst Scaling
[ i -
L=
— lll0 (=

CHi

Haber et al., Value Health, 2016. Jayadevappa et al., JCO, 2019. Mansfield et al., Blood Adv. 2018,
Bridges et al. Value Health, 2011. Cheung et al., Pharmacoeconomics, 2016

44

Outcome
Prioritization

Treatment goals

Reducing ~ Reducing ofher

Ex‘le.we mPvesewm
nsion independence  pain ‘sympioms.
Tool

@ s et s s

Berendsen et al. Psychooncology. 2021.

45
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UR-GOAL Tool

Geriatric assessment Ee§tTWor‘st Scaling to
elicit patient values
Assessment of
‘ prognostic awareness

UR-GOAL
communication
tool

AML education video

¢ N

* Relative importance of the various * Relative importance of the various attributes
atiributes + Aging-related vulnerabilities

+ Question prompt list (based onthe top 4+ Preferences for prognostic information
atiributes) + Prognostic awareness

LoCastro et al. Cancer Med. 2022

Presented on 9/27/2023
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Ms. AML’s preferences

* Interested in cancer-directed
treatment

of treatment

« Prefers to stay out of the hospital
« Prioritizes quality of life and location

Image: rawpixel.com on Freepik

Fictional case.

47

Chemotherapy decisions for many AML patients are complex

Cliniwml Outcomes
L
[~ /
——> Clinical Trial

== outpatient
N therapy

Best Supportive
Care only

Intensive
Induction

Devastating Shock
Uncertainty
Difficulty making decisions

48
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[

Which option wewld you recommend now?

49

Acute Lymphoblastic Leukemia

Acute Lymphoblastic Leukemia

T
oy G e
0 g 8 A, S
Lo

+ 6,150 Newly diagnosed

« Bimodal distribution
+ Treatment paradigms

T+ Deepening molecular

Cancer Stat Facts: Leukemia - Acute Lymphocytic Leukemia (ALL)

patients each year (US)

based on cell type (B v.
T), Philadelphia (Ph)
chromosome status and
age

understanding > novel
therapeutic targets

51
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Antibody-Drug Conjugate: Inotuzumab ozogamicin (stealth @

missile)

Inotuzumab:
FDA-approved for patients with relapsed or
refractory B-cell ALL

Mechanism of action:
Delivers a payload (0zogamicin) to CD22
positive cells

Clinical Benefit
Improved survival v. salvage chemotherapy

Toxicities:
Liver damage

Kantarjian H et al. N Engl J Med 2016;375:740-53.
Creative biolabs, promotional material.

Presented on 9/27/2023
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Immunotherapy: Blinatumumab (matchmaker)

Blinatumumab:
Tumor Cell TCell FDA-approved for patients with relapsed or

refractory B-cell ALL, eradication of MRD

co3
g = Mechanism of action:
J— Bi-specific T-cell engager - links tumor cells
(CD19) to immune cells (CD3)
—, \ Clinical Benefit:
\ Binatumomab

Improved survival v. salvage chemotherapy

Tumorassocated antigen

Toxicities:
Cytokine release syndrome

Quintas-Cardama A et al. JCO 2010;28:664-892
Kantarjian H et al. N Engl J Med 2017; 376:836-47

53

Immunotherapy: CAR-T cells — Programmed T-cells fﬂ

Tisagenlecleucel:

or refractory B-cell ALL (<25 years)
Brexucabtagene autoleucel:
FDA-approved for patients with relapsed
or refractory B-cell ALL

Mechanism of action:
Hybrid molecule composed of an

s site
from an antibody and intracellular
signaling domain of T-cell receptor

Clinical Benefit: Improved survival

Toxicities: Cytokine release syndrome,
neurologic toxicity

Jacobson C A and Ritz J Biood 2011;118:47614762
Maude et al, NEIM 2018

54
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Evolving Treatment Paradigms in Ph+ALL for older

High Intensity
« HyperCVAD + TKI

Intermediate
Blina + TKI

? Lower relapse risk rate

+ Steroids + TKI +/-

« “Gold standard” + Some side effects vincristine
+ Highest side effects + Still high CR + | Side effects
+ Similar CR + ? Higher relapse + Still high CR

+ Higher relapse rate

LIS

Low Intensity

Intensity of therapy

Foa et al. NEJM. 2020.
Chalandon et al. Blood. 2015.
Martinell et a. Blood Adv. 2022.
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at CHAPEL HILL

Study Team and Collaborators Funding
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Questions/Comments?

Nobody has responded yet

Hang tight! Responses are coming in.
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THANK YOU!

The Telehealth Team
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Partnership for Native American Cancer Preveation
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Radiation Oncology Management of Lung Cancer in NC:
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