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Daniel Richardson, MD, MA, MSc, an Assistant Professor
at the University of North Carolina and a member of the
Lineberger Comprehensive Cancer Center.

He cares primarily for patients with acute leukemia
but also attends to patients with Myelodysplastic
syndromes.His research interests include patient
preferences and values, patient-centered outcomes,
geriatric oncology, and shared decision-making.

Daniel Richardson, The goal of his research career Is to improve the quality

MD, MA, MSc of care and outcomes of patients with cancer. Dr.
Richardson leads a research team that develops novel
strategies to improve patient-centered care.

OUR PRESENTER

OUR PRESENTER
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2 The goal of his research career is to improve the quality
s Of care and outcomes of patients with cancer.
1 Dr. Richardson leads a research team that develops
s novel strategies to improve patient-centered care.

13

Join by Web PollEv.comfuncicn  Join by Text Send unclen to 22333
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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.
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This activity has been planned and implemented under the sole supervision
of the Course Director, William A. Wood, MD, MPH, in association with the
UNC Office of Continuing Professional Development (CPD). The course
director and CPD staff have no relevant financial relationships with ineligible
companies as defined by the ACCME.

A potential conflict of interest occurs when an individual has an opportunity
to affect educational content about health-care products or services of a
commercial interest with which he/she has a financial relationship. The
speakers and planners of this learning activity have not disclosed any
relevant financial relationships with any commercial interests pertaining to
this activity.

The presenter has no relevant financial relationships with ineligible
companies as defined by the ACCME.

ACCME DISCLOSURES

15

NCPD Activity #: 001-123011
1.0 Contact Hours Provided

Relevant FInanclal Relationship:
No one with the ability to control content of this activity has a relevant
financial relationship with an ineligible company.

Criterla for Actlvity Completion:
Criteria for successful completion requires attendance at the NCPD activity
and submission of an evaluation within 30 days.

Approved Provider Statement:

UNC Health is approved as a provider of nursing continuing professional
development by the North Carolina Nurses Association, an accredited
approver by the American Nurses Credentialing Center’'s Commission on
Accreditation.

ANCC DISCLOSURE
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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.

Startthe p to see live content. For screen share software, share the entire screen. Get help at pollev.com/app

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

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL
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Learning Objectives

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

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

3. Describe treatment options for older adults with Ph+ acute lymphoblastic
leukemia.

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

19

Crisis in Cancer Care Quality

“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
DELIVERING suffering.”

HIGH-QUALITY
CANCER CARE

Atul Gawande

IOM (Institute of Medicine). Delivering high-quality cancer care: Charting a
new course for a system in crisis. 2013.
Gawande. ASCO 2019. Will We Be Technicians or Counselors?

20
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Person-centered care in a medically complex world

~R-HCRY

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

21

Acute Myeloid Leukemia
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Acute Myeloid Leukemia

* Median age 67 years

— Clinical Trial

e Of survivors:

+ 21,000+ New dx each year in the US He

* Treatment paradigms include:
— Intensive induction (7+3; ~4-6 weeks inpatient) ~ § ™*
— Outpt therapy (HMA +/- BCL2, targeted therapy) ¢ %

— Best Supportive Care Only o 0%
* Prognosis poor for adults, especially older adults z s

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

AML (non APL), Overall survival according to age

90%

80%

50%

(¢
20%

[ 2 3 4 5 6 7 8 9 10 11 12 13 ¥4
Years from diagnos's
Cancer Stat Facts: Leukemia - Acute Myeloid Leukemia (AML). 2018.

Crossnohere, Richardson, Bridges et al. CMRO, 2019.
Juliusson et al. Blood 2012;119:3890-3899.
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Therapeutic Paradigm shift in AML

Personalized
——— cancer therapy
Allogeneic stem cell 2000: Gemtuzumab Ty 7
Chemotherapy transplantation approved for R/R AML i ** L
firstintroduced shows OS advantage | | but withdrawn in 2010 EEP 9 f] f*f
for AML in 1960s in younger AML pts owing to toxicities ¥

1960 1970 1980 1990

feee et

2000 2010 2020

| [

Cytarabine + 2012: Decitabine
anthracycline approved for older patients
regimens (3+7) with AML

become 2015: Azacitidine

standard of care || approved for older patients
for AML in 1970s || with AML >30% blasts

EMA (but not FDA)

E FDA approval approval

CPX-351 for untreated t-AML or AML-MRC
Gemtuzumab ozogamicin +induction for

CD33* AML

VEN + LDAC/HMA for untreated AML (older or unfit)
Glasdegib + LDAC for untreated AML (older or unfit)
Midostaurin plus induction/consolidation chemo
for newly diagnosed FLT3-mut AML

Gilteritinib for R/R FLT3-mut AML

Ivosidenib for R/R IDH1-mut AML

Enasidenib for R/R IDHZ-mut AML

Dinardo & Perl. Nature Reviews Clinical Oncology. 2019.

24
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Therapeutic Paradigm shift in AML

(1960 1970 1980 1990 2000

12017 12020

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

o

&)

Devastating Shock
Uncertainty
Difficulty making decisions

Clinical Features

L Intensive
Induction
) Ly A7
.7 __—? Clinical Trial
g $ Outpatient
\ ; therapy
Best Supportive
Care only

Potential Outcomes

26
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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

* 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.

28
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Evolving Treatment Paradigms in AML

High Intensity Intermediate Low Intensity
e 743, CPX-351 * Azacitidine/ * Azacitidine or
* Traditional decitabine + decitabine
“Gold-standard” e venetoclax * Very well tolerated
* 1 Transplant rates “Novel” * Outpatient
* 1 Side effects —- * Outpatient * | Remission rates
+ 1 Time admitted NGS | Side effects

» ? Longer survival » 1 Days at home
N I\ L Y

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 al. J Clin Oncol. 2022 (Abstract).

29

“n "

Which option would you recommend given only this information?

N g s ot

High intensity chemotherapy (e.g., 7+3)

Intermediate intensity chemotherapy (e.g., azacitidine + venetoclax)
0%
Low intensity chemotherapy (e.g,, azacitidine alone)
0%
Best supportive care
0%
-. Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app %

30
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8 Shared Decision Making Framework

L Yol
to make a decision that
Suits you best

cholces, offer support.
and ask about goals

f Active

listening

Paying close attention
3 and responding accurately

‘Decision talk Deliberation

Get to Informed Thinking carefully about
options when facing

Tell me what matters Let’s compare the
| most to you for this possible options
decision

Elwyn et al. BMJ 2017.

31

Geriatric Oncology Decision Framework

assessment (GA)

vulnerability

1. Determine aging-related vulnerability using geriatric

— Age and cancer-specific data alone are often insufficient
— GA s better than ECOG PS at identifying aging-related vulnerabilities

2. Consider benefits/harms of cancer treatment in context of

— 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

DuMontier et al. J Clin Oncol. 2021

32
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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

https://www.youtube.com/watch?v=jnaQlj0z2Dw Dale et al. J Clin Oncol. 2023
https://www.youtube.com/watch?v=nZXtwaGh0Z0

33

Updated ASCO Guidelines Practical Assessment and

Management of Vulnerabilities in Older Patients (2023)

BCARG SIOG ASCO. BCARG SICG

ry vy TERNATONAL SOCIETY freus ns cancin

Practical Geriatric Assessment PractlcglMGenlat.r‘uc Asiessme"t
To be completed by the patient or caregiver g pleted by p v
[Cry— Pasert 008 | D B Comptetns =
Patient Name. ‘Panen( et ‘Da!e Being Completed
. . Nutrition
1| How many times have you fallen in the last 6 months?
How much weight have you Lost In the past 3 manths?
2| Does your health limit you in walking one block? £ No weight loss fless than 1 kg (2 2 ibs)
O Not limited at all © Greater than 3 kg (66 fos)
0O Limited a little 0 Between 1300 3k {22 and 66 b2)
O Limited a lot 0 00t know the amount

3| Does your health now limit you in climbing one flight of stairs?
0 Not limited at all

0O Limited a little Galt Speed
O Limited a lot

4| Can you get to places out of walking distance...
O Without help (drive your own car, or travel alone on buses o taxis);
O With some help (need someone to help you or go with you when traveling); or
e made

> "This i ous walking course. | wank you to walk (0 1he Gther end of the course at your usial speed just s

O Are you unable to travel unless are made for a vehicle like an R " 99
ambulance? » Demonstrate the walk for the paricipant.
» Wk ¥ Past the other You 5109, you. Do you feel this
5| Canyou go shopping for groceries or clothes (assuming you have transportation)... would be safe?”
0 Without help (taking care of all shopping needs yourself, assuming you had transportation); .
0 With some help (need someone to go with you on shopping trips); or + “When I want you (o start. | wil say: "Ready, begin ™ When the particisnt acknowledges this insiruction
0 Are you completely unable to do any shopping? say: “Reacy, begin.*

» Prews sop 1o start ]
Sl Canyou meal

34
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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

https://www.youtube.com/watch?v=jnaQljOz2Dw Dale et al. J Clin Oncol. 2023
https://www.youtube.com/watch?v=nZXtwaGh0Z0
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Updated ASCO Guidelines Practical Assessment and
Management of Vulnerabilities in Older Patients (2023)

DOMAIN 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 (SShSSBF;hO{S;c:{ SPs;‘f:(;’mance Battery

Dale et al. J Clin Oncol. 2023

36
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"=

N g s et

What is the current availability of GA for your patients?

GA routinely performed by encology team

GA routinely performed by non-onc team

GA occasionally performed

Genatrician available for consultation

GA not currently routinely performed

Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app

0%

0%

37

Prevalence of GA Domain Impairment in AML

100

80

4

o

2

o

Geriatric Impairments

88
80
76
48
44
I :

Physical function Polypharmacy = Comorbidities  Social support Cognition  Nutritional status

Klepin et al. Blood. 2013.

Klepin et al. JAGS. 2011.

Loh et al. J Geriatr Oncol. 2020.
Loh et al. Blood Adv. 2021.

Saad et al. Blood. 2020.

Klepin et al. J Geriatr Oncol. 2022.

38
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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.

osmiemees Which option would you recommend now?
High-intensity chemotherapy (e.g., 7+3)
0%
Intermediate-intensity chemotherapy (e.g., azacitidine + venetoclax)
0%
Low-intensity chemotherapy (e.g., azacitidine alone)
0%
Best supportive care
0%
.. Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app ..
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What do AML patients understand about prognosis?

AML patients’ and oncologists’ perceptions of the likelihood of cure of leukemia.

Reported
9 5 O/ wanting to have
O a conversation
= Unlikely about prognosis
w Somewhat likely
u Very likely
Never/rarely
O having
N =100 8 ]_ /O conversation
k=0.05 k=00 about prognosis
Patient Oncologist Patient Oncologist
All Patients Among patients receiving HMAs.

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

41

Worries of patients with AML

Psychosocial

LonS‘iZf;f'!TZe" fofc"ti Effects + Worries are varied,
Being a burden to others [ mg;gzl heterogeneous
Returning to daily activities - o .
Spending time in hospital . ’\DAZ%SI:(’” Surwval O_ften not
Coping with emotional demands 9 the most important
Short-term side effects Treatment aspect
Financial cost [ Delivery P

Knowing the treatment options
Choosing a treatment

Having enough information
Accessing the best care
Communicating with doctors

N =832

[ [ [ I |
0 5 10 15 20

Less worry More worry

Richardson et al. Psycho-oncology, 2021.

42
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Preferences for Treatment Outcomes among patients with AML

s * Treatment
- I O Class 1: Side effects (n=184) pl’eferences are

: ]_ oClass 2: Remission (n=107) Var'ed,
22 - heterogeneous
£ 2 .
s * Survival often not
£ the most important
"os e aspect

0 037 ,_I_| o8 p

== ==
-05 : 023 -0.73

Event free survival Complete Time in hospital ~ Shorttem sde  Long-tem side
remission effects effects

N =294

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

» Efficient survey methods developed in economics
. . s AR 12 youn w2t 00 month 5 o
+ Designed to understand preferences of participants for W 1 1 e morth Ouy o
. . . How you take the medicine 2
potential outcomes as revealed in choice tasks ford mont :“’"“‘"
+  SPMs can accurately quantify patient preferences toward oy e g b Lt
treatment outcomes 6 PR
. . . T4 A
— Discrete Choice Experiment P T
. Chamcoctsevursintocton | RRIIPPIERIERTEIANY | OOORME RO I OSY
— Best-Worst Scaling SHTHHIHTH | ]
15 out of 100 (15%) 30 ot of 100 (30%)
for 6 months for 60 months
Mt
i
TITTTTITTINY
Chamcectorgandamese | ittt HIHIIIIENY e
LT
8 out of 100 (8%)
for & months
Outotpodkat cont o you vy 550000 et
T Q Q
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
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Outcome
Prioriti . Treatment goals
rl 0 rl tl Za tl O n Life Preserving  Reducing Reducing other
extension independence  pain symptoms
Tool
—100 — —100 — —100 — —100 —
| l | |
—90 — —90 —| —90 — —90 —
I ' f |
—80 — —80 — |—380 — —80 —
I I - |
—70 — —70 — —70 — —70 —
I I | I
—60 — —60 — —60 — —60—
I | | |
—50 — —50 — —50 — —50 —
| | | I
—40— ——40 — —a0 — 40 —
| I | |
—30 — 30— —30 — 30—
1
: | 11 1]
20 — —20— —20— 20
- | | R
—10— 10— 10— 1[0
| | [} 5
Berendsen et al. Psychooncology. 2021.
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UR-GOAL Tool

Best-Worst Scaling to
elicit patient values

. . Assessment of
AML education Wz) l ‘ ‘ prognostic awareness

UR-GOAL

communication

Geriatric assessment

tool

Summary provided to patients/caregivers Summary provided to oncologists

* Relative importance of the various » Relative importance of the various attributes
attributes » Aging-related vulnerabilities

* Question prompt list (based onthetop 4  + Preferences for prognostic information
attributes) » Prognostic awareness

LoCastro et al. Cancer Med. 2022.

46

For Educational Use Unly 23



UNC Lineberger Cancer Network

Ms. AML’s preferences

Presented on 9/27/2023

* Interested in cancer-directed
treatment

 Prefers to stay out of the hospital

* Prioritizes quality of life and location
of treatment

Image: rawpixel.com on Freepik
Fictional case.
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Chemotherapy decisions for many AML patients are complex

Devastating Shock
Uncertainty

Difficulty making decisions

CIinica%’M‘ﬁvg{gal Outcomes ]
L Intensive
-'J L‘- / Induction
c

__—9 Clinical Trial

$ Outpatient
\ ; therapy

Best Supportive
Care only

Patient
Preferences

Fewer Side Effects

48
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i Which option would you recommend now?

High-intensity chemotherapy (e.g., 7+3)

t diat ity ch herapy (e.g,, azacitidine + venetoclax)
' 0%

Low-intensity chemotherapy (e.g., azactidine alone)

Best supportive care

-. Startthe p to see live content. For screen share software, share the entire screen. Get help at pollev.com/app 5
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Acute Lymphoblastic Leukemia
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Acute Lymphoblastic Leukemia
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Age-Specific (Crude) SEER Incidence Rates
Cancer Site
All Ages, All Races, Both Sexes
2000-2006

-\ PR

10 ,H/'
AL

00

S FF Y FF FFFFFFFFIT)

Age at Disgnosis

* hode Lymphecyse Lockemia

Cance wies inclde invasie Cases anly urbess Oerwise cotd

Incidence source: SEER 17 areas (San Frivwcisco, Comecticut, Desot. Hawss, kows, New Mexico,
Seamte, Utah, Attacts. San Low Angeles.

Catormia SF/SIMLA, Kentucky, Lousians nd New Jeney)

Faris am per 100,000

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

6,150 Newly diagnosed
patients each year (US)
Bimodal distribution

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

Deepening molecular
understanding - novel
therapeutic targets

51

Antibody-Drug Conjugate: Inotuzumab ozogamicin (stealth =

missile)

Linker

- -« Anti-CD22 mAb

Inotuzumab ozogamicin

Inotuzumab:

positive cells

Toxicities:
Liver damage

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

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

Mechanism of action:

Delivers a payload (ozogamicin) to CD22

Clinical Benefit:
Improved survival v. salvage chemotherapy

(Ll

e

52
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Immunotherapy: Blinatumumab (matchmaker)

Blinatumumab:
Tumor Cell T Cell FDA-approved for patients with relapsed or
\ refractory B-cell ALL, eradication of MRD

= Mechanism of action:

_-4* Bi-specific T-cell engager — links tumor cells
— (CD19) to immune cells (CD3)

=G5 Clinical Benefit:
\ Blinatumomab Improved survival v. salvage chemotherapy

Tumor-associated antigen Toxicities:

Cytokine release syndrome

Quintas-Cardama A et al. JCO 2010;28:884-892
Kantarjian H et al. N Engl J Med 2017, 376:836-47
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Immunotherapy: CAR-T cells — Programmed T-cells

2 . Tisagenlecleucel:
1) T Cell 2) T Cell 3) T Cell Adoptive 4) Patient ) .
Collection Transfection Transfer Monitoring FDA-approved for patients with relapsed
: or refractory B-cell ALL (<25 years)
3 a) Disease response
Py ~CT scans Brexucabtagene autoleucel:
/ 4 ~Bone marrow biopsies FDA-approved for patients with relapsed
cD3 2. Fusion ~Peripheral blood or refractory B-cell ALL
flow cytometry
N b) CAR-T Cell persistence Mechanism of action:
B hic e s ctemistry Hybrid molecule composed of an
of bone marrow biopsy extracellular antigen-recognition site
-RT-PCR and flow from an antibody and intracellular
L iptodepiting mfﬂ”ﬂgﬂ“ signaling domain of T-cell receptor
conditioning aspirate
Clinical Benefit: Improved survival
' 5. CAR cell Toxicities: Cytokine release syndrome,
- gl neurologic toxicity
Jacobson C A, and Ritz J Blood 2011;118:4761-4762
Maude et al., NEJM 2018
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Evolving Treatment Paradigms in Ph+ALL for older adults

High Intensity
* HyperCVAD + TKI
* “Gold standard”
* Highest side effects
* Similar CR
* ? Lower relapse risk

+ Blina + TKI

- J

- J

Intensity of therapy

Intermediate

* Some side effects

« Still high CR

» ? Higher relapse
rate

Low Intensity
Steroids + TKI +/-
vincristine
| Side effects
Still high CR
Higher relapse rate

J

Foa et al. NEJM. 2020.
Chalandon et al. Blood. 2015.
Martinelli et al. Blood Adv. 2022.
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irm— Questions/Comments?

Nobody has responded yet.

Hang tight! Responses are coming in.

m Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app Bl
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UNC Lineberger Cancer Network

Email: unclecn@unc.edu
Call: (919) 445-1000
Send us an email to sign up for our monthly e-newsletter.
Check us out at unclcn.org
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