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“All oncologists
are geriatric
oncologists...

they just

don’t know it yet.”

Stu Lichtman, M.D.




e What is the geriatric assessment (GA) and why use it?
(HINT: To make cancer therapy more tolerable).

e Has it always achieved its “goals” of making cancer
therapy more tolerable?

 Have recent studies provided insights on how to make
cancer therapy more tolerable (fewer side effects)?



What is old?

65

Courtesy of the late Arti Hurria, M.D.




Acknowledging the “Gray”

Factors other than chronological age that predict
morbidity & mortality in older adults

Function

Comorbid medical conditions
Cognition

Nutritional status

Psychological state

Social support

Medications (polypharmacy)




Performance score under-represents the
tolerability of chemotherapy in older patients.




Older Patients with Cancer Experience
More and More Severe Side Effects from
Cancer Treatment.

Multiple studies with

e chemotherapy
e radiation
e biological agents (some)

targeted agents



What is a Geriatric Assessment?

Parameter Assessment/Measure
—

Physical Function

Cognitive Function

Comorbidity

Socioeconomic issues

Psychological state __

Geriatric Syndromes
Polypharmacy

Nutrition

Self reported—ADLs, IADLs, mobility
Objectively measured—walking speed, grip strength
Performance status

Four cardinal domains:
1. Functional status
2. Physical health

3. Socio-environmental
4. Psychological health

Social support (caregivers, transportation)
Income/ financial challenges

Depression, distress, anxiety
Dementia, delirium, falls, failure to thrive
Number of medications, high risk meds

Weight loss, BMI, access to nutritional support




What are realistic goals of a
geriatric assessment?

* [t goes beyond the history and physical to find issues
germane to patients and their anticipated cancer

therapy.
For example, it detects baseline neuropathy that would

preclude oxaliplatin....
(10+ papers support this statement.)

e |t predicts severe adverse events and survival in older

cancer patients.
(15+ papers support this statement.)




60%

of oncologists
do not
use a formal GA

Gajra A, Jeune-Smith Y, Fortier S, Feinberg B, Phillips E Jr, Balanean A, Klepin HD. The Use and Knowledge of Validated Geriatric Assessment Instruments
Among US Community Oncologists. JCO Oncol Pract. 2022 Jul;18(7):e1081-e1090. doi: 10.1200/0P.21.00743. Epub 2022 Mar 9. PMID: 35263162.



+ limited resources



What is the Practical Geriatric Assessment? (ico oncol Pract 00:1-6)

Domain Measure Items Definiticn of Impairments Recommendation if Patient Meets Threshold for Impairment
Physical function/ Falls Single iterm aof falls in past & manths =1 fallg™= (For falls specifically)—check arthostatic bisod pressure and adjust blood
performance pressure medications if blood pressure is low or low normal. Offer falls

Phiysical function

Walking ane black and climbing one flight of stairs

Any imitation (a tthe or lat)™

4-meter gait

speed

Tirme in seconds

Time =4 5 (or gait speed
<1.0 my/s™2)

prevention handout

Weigh risks and benelfits of cancer trealment aplians, incorporating
infarmation aboul physical performance

Cansider physical therapy (outpatient ar home-hased depending on eligibility
for harme care): request gail/assistive device evaluation, lower extremity
strength, and balance lraining

Cansider occupational therapy (if elfigibde for home care, referral for home
safely evaluation): request evaluation and treatrment

Functional status

OARS 1ADL

B 1ADL iterns (walking, transportation, meals,
housework, medicines, money)

Any IADL items with same
help or unable™=*=*

OARS activities of
daily Iving
(LADL)

3 ADL items {infoul of bed, dressing, bathishower)

Any ADL iternis with some bhelp
ar unable

Cansider the following potential cancer treatment modifications, particuardy
in the noncurative freatrment setling: (1) consider single agent rather than
dowblet therapy, (2) modify dosage (eq, 20% dose reductian with escalation
as tolerated); (3) modify treatrment schedule if appropriate

Cansider more frequent toxicity checks (weekly or every other week)

Cansider physical therapy (oulpatient ar home-based depending on eligibility
for harme care): request gail/assistive device evaluation, strength, and
balance fraiming

Cansider occupalional therapy (outpatien! or horme-based depending an
eligibility for home care): request evaluation and Ireatment for functianal
irmpairment

Mutrition/weight
loss

Single iterm from
the GB and
MMA

Weight loss during the past 3 months?

0 = weight loss »3 kg (6.6 Ibs)

1 = daes not know

2 = weight loss between 1 and 3 kg (2.2 and 6.6 |bs)
3 = no weight loss (range 0-3)

Seore of 0F7="

Discuss concemns related to nutrition and how polential treatment may
impact nutrition

Cansider recammendations and/or handouts for nutritional supplerments,
liberalize calonerestricted diets; small frequent meals, and/or high protein/
high calore znacks

Cansider referral to (1) nutritionist/dietician: (2] dentist if poor dentition ar
denfure issues: (3) speech therapy if aifficully with swallowing; (4) meals-
on-wheels

Use cautian wilh highly emetogenic regimens and use agoressive anliemelic
therapy

Refer to physical therapy/occupational therapy for funclional impairments
affecting food intake

Cansider medications for loss of appetite

Social support

MOS social
support, B-item

Instrumental iterms 1-4
Emational tems 5-8

Any instrurmental itern with
nane, a little, or some of the
tirre==

Any emotional iterm with nane,
a little, or sarme of the
time ™

Discuss adequacy and availability of social support &t home

Discuss wha the patien! can contact in case of an emergency

Canfirm documented health care proxy is in the medical record

Cansider referral or information on (1) social worker (2] visiting nurse service
or home haalth aide [if meets criteria)

Order orperson lifeline emergency service

Peychological

PROMIS anxiety,
A-iterm

Summed 4-20 raw score

Raw score: =117

GDS &

Surm of 1 paint for no answer toitem 1 and 1 point
for yes answers Lo iterns 2-5 (range, 0-5)

Spore: z2H

Dizcuss histary of mood issues and treatment history

Cansider referral to (1) psyeho-oncology (social work, clinical psychology) for
counszaling, (2) psychiatry if severe symploms or if already on medications
which are inadeguate, (3) spintual counseling or Chaplaincy services, (4)
palliative care if other physical and/or cancer symploms present

Cansider initialing pharmacologic therapy il appropriate in conjunclion with
PCP

Provide linkage ta eommunily resources (Such as suppert groups and localf
national buddy ar volunteer programs)

Asgess swieide risk andlar elder abuse if appropriate




Domain Measure Itemns Definition of Impairments Recommendation if Patient Meets Threshold for Impairment
Comarbidity OARS Meyyes summed (0-13) =3 conditiang ™" Initiate direct carmmunicalion (written, efectranic, or phone) with patient’s PCP
comarbidity Interference for aach Or any condition with a great aboul the plan for the patisnt's cancer
deal of interference Discuss how comovbidities affect nsks and benefits of treatments choices
Specific for any history of Maodify dosage or schedule if there is concern about ireatrrent toderability ar if
diabetes, heart disease, or there is & concern abouw! worsening of comorbidities
Invers kidrey disease If history of diabetes (af any level)—avoid newatowsic agents if another oplion
i5 equivalent
If history of heant dizease (of any level)—consider minimizing valurme of
agents and/or adrmimister al slower infusion rale
If history of chronic fver or kidmey disease (of any level)—adjust medicalion
dose as apprapriate fo avoid accumwation
Hearing Single iterm Fair/poor/deaf Ensure wearing hearing aids if indicated and consider hearing specialist
referral
Pocke! talker available for office visils
Vizian Single iterm Fair/poory blind Ensure wearing glasses if ndicated
Test far glavcoma (esp with steroid use)
Cansider vision specialist referral
Cognitive function Mini-cog 1 paird for each word recall Seare: 0-2 high likelihood of Provide explicit and written nstruction for sppainiments, medications, and
2 points for elock draw if narmal, 0 if abnarmal cognitive impairmments*e treatments
Total of & points (range, 0-5) Elieit input from trusted confidant or caregiver about patient's cognition
Assess decisian-making capacity and elicit health care proxy information and
input if the patient lacks decision-making capacily
Cansider referral to cognitive specialist (eg, newrclogist or gerialrician)
Cansider oocupational therapy referral for cognitive rehabilitation
If dermentia is suspected, consider newropsychological festing
Geriatric G-8 8 itemns (food intake, weight loss, mability, Spare: 0-14 recammend Adrminister the ful PGA and implernent the recommendalions noted above on
assassrrent neuropsychalegical problem, body miass indey, completing a full GA the basis of the patient-reported results
soreening tool* prescrption drug, self-perception of health, and evaluation™*
ace)
Risk af CARG tamicity toal 11 items (sociodemnagraphics, turnor/treatrment Score: For intermediate- and high-risk pafients, consider administering the full PGA
chemotherapy varahles, laboratory test results [hermoglobin, -5 low risk and implerment the recommendations noted above on the basis of the
taxiciy® creatinine clearance], and GA varables) B0 interrmediate risk patient-reported resufts

1023 high risk""*

Cansider the following potential cancer treatment modifications, particuwlarty
for milermediale- and high-risk patienls and taking inlo consideralion
noncurative treatment settings: (1) consider single agent rather than
doubilet therapy: (2) madify dasage eg, 20% dose reduction with escalalion
as talerated); (3) modify treatment schedwe if appropriate

Cansider more freguent taxicity checks (weekly or every ather wesk)

WOTE. These recommendations are based on the intervention material from the GAPTO® and GAIN® studies.
Abbreviations: ADL, activities of daily living, CARG, Cancer and Aging Research Group; GA, geriatric assessment; GDS, Geriatric Depression Scale; IADL, instrumental activities of daily living, MOS,
Medical Outcomes Survey; PGA, Practical Geriatric Assessment.
“The Vulnerable Elders Survey-13 (VES-13) is an alternative geriatric assessment screening tool "5+
“Chematherapy Risk Assessment Scale for High-Age Patients (CRASH) Score is an alternative tool that can be used to calculate risk of chemotherapy toxicity




NCCN GUIDELINE

PRE-TREATMENT EVALUATION®

Treat as recommended in disease-specific
treatment guidelines (NCCN Guidelines for
Treatment by Cancer Type)

Normal —

Geriatric See Considerations for Older Adults Undergoing
No —= (Screening Tools Cancer-specific Traatmen_l (OAO-4) and Side
Are there any concerns OAO-C 1 of 2)9 Effects for Use of Systemic Therapy (OAO-6)

about the patient's ability Abnormal

to tolerate cancer-spe See Comprehensive
treatment?f Yes 4>| Geriatric Assessment
(CGA), (OAO-D 1 of 10)

GERIATRIC SCREENING TOOLS

Geriatric screening tools are used to identify older adults with cancer who would benefit from a Comprehensive Geriatric
Assessment (CGA) (See OAOQ-D 1 of 10).

+ Abbreviated CGA (aCGA)'2
+ Barber Questionnaire®

« Fried Frailty Criteria%5

+ Geriatric 8 (G-8) Questionnaire®’

+ Groningen Frailty Index?

+ Senior Adult Oncology Program (SAOP) 289
« Triage Risk Screening Tool (TRST)1?

+ Vulnerable Elders Survey-13 (VES-13)11.12.13

+ Self-Rated Health (SRH)4




Is it time to integrate the GA —in some form -- into the care
of all older patients with cancer?

. ) W) Check for updates
ASCO Special Articles

Practical Assessment and Management of Vulnerabilities in

Older Patients Receiving Systemic Cancer Therapy: ASCO
Guideline Questions and Answers

Grant R. Williams, MD, MSPH' (&, Judith O. Hopking, MD- (5 ; Heidi D. Klepin, MD, MS" (3 Lisa M. Lowenstein, PhD* (5,
Amy Mackenzie, MD, FACP®, Supriya G. Mohile, MD®; Mark R. Somerfield, PhD" {5 : and William Dale, MD, PhD®

DOl kittps:ffdai.angs10.1200,/0P 23.00263

“The updated guideline recommends that GA CA I be used to identify aging-associated

vulnerabilities or impairments that are not routinely captured in oncology assessments
for all patients older than 65 years with cancer.”



e What is the geriatric assessment (GA) and why use it?
(HINT: To make cancer therapy more tolerable).

e Has it always achieved its “goals” of making cancer
therapy more tolerable?

 Have recent studies provided insights on how to make
cancer therapy more tolerable (fewer side effects)?






STUDY #1

Research

JAMA Oncology | Original Investigation

Communication With Older Patients

With Cancer Using Geriatric Assessment

A Cluster-Randomized Clinical Trial From the National Cancer Institute
Community Oncology Research Program

Supriya G. Mohile, MD, MS; Ronald M. Epstein, MD; Arti Hurria, MD; Charles E. Heckler, PhD, MS; Beverly Canin; Eva Culakova, PhD, MS;

Paul Duberstein, PhD; Nikesha Gilmore, PhD; Huiwen Xu, MHA; Sandy Plumb, BS; Megan Wells, MPH; Lisa M. Lowenstein, PhD; Marie A. Flannery, PhD;
Michelle Janelsins, PhD, MPH; Allison Magnuson, DO; Kah Poh Loh, MB, BCh, BAO; Amber S. Kleckner, PhD; Karen M. Mustian, PhD, MPH;

Judith O. Hopkins, MD; Jane Jijun Liu, MD; Jodi Geer; Rita Gorawara-Bhat, PhD; Gary R. Morrow, PhD, MS; William Dale, MD, PhD



31 Practice site clusters randomized

(546 patients, 417 caregivers, 132 physicians)
17 Practice sites allocated to intervention 14 Practice sites allocated to usual care
296 Patients 250 Patients
233 Caregivers 184 Caregivers
64 Physicians 68 Physicians
Intervention:

GA summary and GA-guided recommendations

Primary Endpoint:
patient satisfaction with communication about aging-related concerns




Patient Satisfaction with a Geriatric Assessment

ﬂ Patient satisfaction with communication \1 Patient satisfaction with overall care ﬂ Caregiver satisfaction with communication
25+ 18.0+ 184
244 |
17.5 174

] 17.0- E E

o 2] . S
S S 1654 S
L1 21_ LA un 15|_
16.04
204 @ Intervention
© Usual care 14+
19 15.54
18 15.0 13
Telephone  4-6wk 3 mo 6 mo Telephone  4-6 wk Imo 6 mo 4-6 wk 3 mo 6 mo
Assessment Assessment Assessment

A, Patient satisfaction with communication about aging-related concerns. B, Patient satisfaction with overall care. C, Caregiver satisfaction with communication
about the patient’s age-related conditions. Scores were derived using modified versions of the Health Care Climate Questionnaire. The telephone assessment was
7 to 14 days after the audio-recorded clinic visit.

Mohile SG, 2019



However, no improvement in

qguality of life between arms.

Mohile SG, 2019



STUDY #2

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Use of a Comprehensive Geriatric Assessment for the
Management of Elderly Patients With Advanced Non—Small-
Cell Lung Cancer: The Phase III Randomized ESOGIA-

GFPC-GECP 08-02 Study

Romain Corre, Laurent Greillier, Hervé Le Caér, Clarisse Audigier-Valette, Nathalie Baize, Henri Bérard,
Lionel Falchero, Isabelle Monnet, Eric Dansin, Alain Vergnenégre, Marie Marcq, Chantal Decroisette,
Jean-Bernard Auliac, Suzanna Bota, Régine Lamy, Bartomeu Massuti, Cécile Dujon, Maurice Pérol,
Jean-Pierre Daures, Renaud Descourt, Hervé Léna, Carine Plassot, and Christos Chouaid



STUDY DESIGN: Randomized, Multi-site Trial

Primary Endpoint: treatment failure-free survival
N=494

NSCLC = 70 years
PS 0-2 Stage IV
No prior chemotherapy
Adequate hematologic, hepatic,
and renal functions

Based on PS and age Standard arm R CGA arm Based on CGA
< 7byears and PS 0-1 > 75years and/or PS =2 Fit patients Vulnerable patients Frail patients
bl Squamous Al Squamous
squamous a squamous a
el Selieos Docetaxel Sl s Sl Docetaxel BSC

pemetrexed gemcitabine pemetrexed gemcitabine




The Primary Endpoint Was Not Met

1.0 J+
."'-, CGA arm
[ Standard arm
0.8 -
CGA arm: median TFFS, 3.1 mo (95% CI, 2.7 to 4.4 mo)

El-. Standard arm: median TFFS, 3.2 mo (95% Cl, 2.9 to 4.1 mo)
= P=.32
0
=] .
o 0.6
o
-
o
©
=
= 0.4 4
-
=
w)

0.2

e =
1 I I I
0 10 20 30 40
Survival Time (mo)
CGA arm 243 29 7 0

Standard arm 251 21 5 1 0



Table 4. Grade 3 or 4 Toxicities

% of Patients
Standard Amn CGA Am
Toxicity n = 251) n = 243) P
All grades 934 856 .01
Grade 34 73 679 A1
Grade 3-4 neutropenia A1
All 11.1 132
Doublet 16.0 262
Monotherapy BUO 5.3
BSC — 0
Grade 3~ febrile neutropenia 22
All 56 33
Doublet 1.0 54
Monotherapy 24 26
BEC — 0
Grade 31 anemia 87
All 12 107
Doublet 216 162
Monotherapy 55 6.6
BSC — 53
Grade 3-4 thrombocytopenia 04
All 36 7.8
Doublet 79 171
Monotherapy 1.2 0
BSC — 0
Grades 3+ asthenia 34
All 108 136
Doublet 79 144
Monotherapy 123 1658
BSC — 89
Grade 31 anorexia 27
All 4.0 6.2
Doublet 0 10
Monotherapy 6.0 5.3
BSC — 0
Grade 3-1 nauseafomiting A6
All 36 49
Doublet 11 8.1
Monotherapy 449 26
BSC — 1.8
Grade 3-4 peripheml 62
Sensony neuropathy
All 1.2 0.4
Doublet 0
Monotherapy 1.8 1.3
BEC —

Abbreviations: BSC, best supportive care; CGA, comprehensive geriatric

dassessment.

Grade 3 and 4 adverse events
were more common in the standard arm;
higher toxicity was hematologic.



Patients enrolled

(N = 494)
Standard arm CGA arm
(n=251) (n=243)
Corre R, et al. JCO,
2 O 1 6 Started treatment Started treatment ITT TFFS analysis
(n=251) (n=243) (n=494)
: Assigned to Assigned to Assigned Assigned to Assigned to .
A;;g::get‘o carboplatin- carboplatin- to carboplatin- carboplatin- Assigned to
(n=163) gemcitabine pemetraxed docetaxel gemcitabine pemetrexed BSC
n= n=23] n=65) (n=76) (n=27) n=84) DL
Discontinued  (n = 66) Discontinued  (n=#6) Discontinued  (n=14) Discontinued  (n=28) Discontinued  (n=#6) Discontinued  (n=14) ReceivedCT  (n=9)
PD (n=36) PD n=2 PD (n=6) PD (n=21) PD (n=4) PD (n=6) Before PD (n=2)
TE (n=14) TE (n=1) TE (n=4) TE (n=2) TE (n=2) TE (n=4) After PD (n=7
ED (n=10) ED {n=1) ED (n=3) ED (n=3) ED (n=3)
IDis (n=2 MD (n=1) PaC (n=1) IDis n=2) PaC n=1)
Inv D (n=3) PaC (n=1)
MD (n=1)
Completed protocol therapy Completed protocol therapy

(n=165) (n=186)



e What is the geriatric assessment (GA) and why use it?
(HINT: To make cancer therapy more tolerable).

e Has it always achieved its “goals” of making cancer
therapy more tolerable?

 Have recent studies provided insights on how to make
cancer therapy more tolerable (fewer side effects)?





https://www.google.com/url?sa=i&url=https://www.dreamstime.com/stock-photography-heavy-chain-diagonal-layout-image11005512&psig=AOvVaw2HIVQCuW64-0FeXvsNi8yw&ust=1600202666392000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOjVqs7B6esCFQAAAAAdAAAAABAM

STUDY #1

Geriatric Assessment-driven INtervention
(GAIN) on chemotherapy toxicity
in older adults with cancer:
a randomized controlled trial

Daneng Li, Can-Lan Sun, Heeyoung Kim, Vincent Chung, Marianna Koczywas,

Marwan Fakih, Joseph Chao, Leana Chien, Kemeberly Charles, Simone Fernandes Dos
Santos Hughes, Monica Trent, Elsa Roberts, Enrique Soto Perez De Celis, Reena Jayani,
Vani Katheria, Jeanine Moreno, Cindy Kelly, Mina Sedrak, Arti Hurria, William Dale

City of Hope, Duarte, CA

This work was supported by the Unihealth Foundation, the Hearst Foundation,
and City of Hope’s Center for Cancer and Aging.




Study Design

GAIN Arm
City of Hope eualC
sual Care .
/ Elicibilit Y i Followed untl.l End of Chemotherapy or
= _E_‘l>65 _ o 6 mo Post Initiation of Chemotherapy
g€ = o Geriatric : (whichever comes first)
» Solid tumor : = Assessment-Driven
CEREIE = I ;
« All stages Geriatr = ] nterventions
* Starting a new ' Assessment N © =gl
chemotherapy " | (Pre-Chemotherapy) g { Geriatric Assessment }
* English, Spanish 5 :
or Chinese speakers = Standard of Care

n=202

g /

* Primary endpoints: * Secondary endpoints:
- Incidence of grade 3-5 chemo toxicity - Advance directive completion - Emergency room visits
(NCI CTCAE 4.0) - Unplanned hospitalizations - Average length of stay (ALOS)

NCT02517034




Methods: GAIN Arm vs. Standard of Care (SOC) Arm

GAIN arm

Completion Baseline GA

GA reviewed by
multidisciplinary (MDT) study team

Completion Baseline GA

Interventions and referrals finalized by MDT
study team based on pre-defined GA triggers

GA and intervention plan reviewed with
treating oncologist and patient

Chemotherapy treatment proceeded
at discretion of oncologist

MDT Study Team

* Oncologist

* Geriatric NP

* Pharmacist

* Physical Therapist

* Occupational
Therapist

* Social Worker

* Nutritionist

GA sent to treating oncologist for review

Ongoing care coordination by study NP with
the patient & oncologist to implement
recommendations from the intervention plan

Completion of End of Study GA

Chemotherapy treatment proceeded
at discretion of oncologist

Completion of End of Study GA




Excluded (n=608)

I Screened for Eligibilit
co n So rt D I agra m (n=1228)g Y - Not meeting inclusion criteria (n=362)
- Declined to participate (n=246)

I - Pt refusal (n=108)

Accrual Period: > - MD refusal (n=37)

August 2015 to February 2019 - Held accrual (n=19)
- Chemo started outside COH or inpatient (n=35)

Enrolled &
Randomized (n=620)

l 1

- Other (n=47)

GAIN (n=413) SOC (n= 207)
Lost to Follow-up (n=15) Lost to Follow-Up (n=5)
- Withdrawal (n=5) - Withdrawal (n=1)
- Missing outcomes data (n=2) - Missing outcomes data (n=4)

- Did not start new chemo regimen (n=8)

1 1

Final Analysis (n=398) Final Analysis (n=202)

Note that about half of screened patients were enrolled.




Results: Patient Characteristics

Overall GAIN soC Overall GAIN soc
% (n) % (n) % (n) Characteristics % (n) % (n) % (n)
Age (median, range) 71 (65-91) 71 (65-91) 72 (65-88) Cancer Type
Female 59% (355)  59% (233) 60% (122) Gl 34% (201) 34% (134) 33% (67)
Race Breast 23% (135)  23% (92) 21% (43)
Caucasian 79% (471) 78% (312) 79% (159) Lung 16% (95) 14% (59) 18% (36)
Asian 15% (90) 15% (58) 16% (32) GU 15% (90)  15% (63) 13% (27)
African American 6% (36) 7% (27) 5% (9) Other 13% (79) 13% (50) 14% (29)
Ethnicity Cancer Stage IV 71% (428) 71% (284)  71% (144)

Hispanic 20% (117) ~ 19%(74) 21% (43) There were no significant differences in

eothizpanis Sl el [ iy patient characteristics between arms.




Cancer and Aging Research Group

_____ GAResuls ___ ici
m-m (CARG) Toxicity Score

Reported weight loss
Reported KPS <100%
Fall in Last 6 Months
Assistance with ADLs (<70)
Assistance with IADLs (<14)

GAIN
m SOC

> 2 Comorbidities
Abnormal BOMC score
Limitations in:
Social Activity (<60)
Social Support (<100)

Medium

GA SCORES WERE NOT STATISTICALLY DIFFERENT BETWEEN GROUPS.



Results: Primary Endpoint
Incidence of Grade 3-5 Chemotherapy-Related Toxicity

70.0% e
60.0%
50.0% 60.4% GAIN
40.0% : p=0.008 SOC
30.0% - 50.5% p=0.003 0=0.61
20.0% - ; 26.2%
18 gc}/z T 12:3% 18.1% 21.1% 1 4.0%
0.0% - '
Overall Toxicity Heme Toxicity Non-Heme Both Heme and
Only Toxicity Only Non-Heme
Toxicity

The GAIN arm had a statistically significant reduction of 9.9%
(95% Cl: 1.6-18.2%, p=0.02) in chemo-related toxicity compared to the SOC arm




Results: Secondary Endpoints

GAIN Arm SOC Arm
%

ER visits due to chemo tox 109 (27%) 62 (31%)
Hospitalizations due to grade 3+ chemo tox 88 (22%) 39 (19%)
Hospitalizations due to grade 4+ chemo tox 19 (22%) 14 (36%)
Average Length of Stay [median (range)] 4.8 (1-23) 5(1.7-26)




COMMENTS

This was a well-planned, well-conducted trial,
although selection bias noted.

We already know that if we provide patients with
resources, they will do better (the palliative care
literature supports this).

We do not know if the GA improved outcomes, or if
everything else that went with the GA improved
outcomes.



STUDY #2

ss URCC

NCORP Research Base

A Geriatric Assessment (GA) intervention to
reduce treatment toxicity in older patients
with advanced cancer: A University of
Rochester Cancer Center NCI Community
Oncology Research Program cluster
randomized controlled trial (CRCT)

Supriya G. Mohile, Mostafa Mohamed, Eva Culakova, Huiwen Xu, Kah Poh Loh, Allison
Magnuson, Marie Flannery, Erika Ramsdale, Richard Dunne, Nikesha Gilmore, Spencer
Obrecht, Amita Patil, Sandy Plumb, Lisa M. Lowenstein, Michelle Janelsins, Karen
Mustian, Judy Hopkins, Rakesh Gaur, Jeffrey Berenberg, William Dale



TN (a1 1s+]1 Il Care Processes for Older Adults with Cancer

Impaired Domain

Assessment Options

Process Options

Objective physical
performance

DL N B

Physical therapy
Exercise

Occupational therapy
Home safety evaluation
Rehabilitation

Nursing home health

Psychological status:

anxiety/depression

DL B

Refer to social work
Counseling

Refer to psychiatry/psychology
Start medication

Support programs

Spiritual care

Nutrition

1. Gaitspeed

2. Timed Up and Go

3. Short Physical
Performance Battery

1. Geriatric Depression
Scale

2. Hospital Anxiety &
Depression Scale

3. Mental Health Inventory

1. Weight loss/gain

2.  Mini Nutritional

Assessment

M=

T, o e

Nutrition consult

Make specific dietary
recommendations

Oral care

Supplements

Refer to social work
Physical/occupational therapy

And chemotherapy dose reductions.....




mN—-< 002>

Vv m-=--Ww

— recommendations for each

Study Schema

Geriatric Assessment for Patients 70+

GA Intervention Arm

Oncology physician provided wit
GA summary and GA-guided

Including dose reductions.

enrolled participant prior to
starting a new

chemotherapy/agents with

similar prevalence of toxicity

Clinician-rated grade 3-5 toxicity
Survival at 6 months

Treatment decisions

Functional and physical decline
Patient-reported toxicities




Maore than 500 University of Rochester National
Cancer Institute Community Oncology Research
Program component sites contacted

-

356 component sites agreed to participate and
obtained Institutional Review Board
approval, and developed practice clusters

.

107 practice clusters

67 excluded
1 crossover so

= 7 nolonger affiliated f
16 inactivated study or lost funding
43 clusters never enrolled

chusters combined*

40 practice site clusters enrolled patients
823 patients screened

90 patients excluded§
| » 66 screen failures
24 screen withdrawals

40 practice site dusters randomly assigned
733 patients, 159 oncologists

-

-

16 practice clusters assigned to intervention

362 patients
68 oncologists

24 practice dlusters
371 patients
01 oncologists

assigned to usual care

= 2oncologists with

13 protocol viclations

no active patientsq

2 protocol violations
=™ 1oncologist with

no active patients

349 patients and 66 oncologists included in
primary outcome analysis

369 patients and 90 oncologists included in
primary outcome analysis

-

-

Patient-reported outcomes at 3 months

2773 active patients
51 patients died

25 patient withdrawals or active with

missing datal|

297 active patientsq
47 patients died

missing datal|

Patient-reported outcomes at 3 months

25 patient withdrawals or active with

N=823

N=570



Patient Eligibility

e Aged 70+
e Incurable stage Ill or IV cancer

¢ >1 GA domain impaired other than
polypharmacy

e Starting a new regimen chemotherapy
or other agents with similar prevalence of
toxicity

® Not on ‘best supportive care’ or hospice

N or Mean (% or SD)

Age
Female
Race/Ethnicity
Non-Hispanic White
African American

Cancer Type

Gastrointestinal
Genitourinary
Lung

Stage IV

Cancer Treatments

Chemotherapy

Non-chemotherapy

Prior chemotherapy

77.2 (5.7)
145 (41.5%)

281(80.5%)

40 (11.5%)

133 (38.1%)
56 (16.0%)
63 (18.1%)

304 (87.1%)

305(87.4%)

44(12.6)

104 (30.8%)

N or Mean (% or SD)

77.2 (5.2)
166 (45.0%)

347 (94.0%)

12 (3.3%)

114 (30.9%)
53.0 (14.4%)
116 (31.4%)

324 (87.8%)

328 (88.1%)

41(11.1%)

81 (22.7%)

P value

0.98
0.35

<0.01

<0.01

0.11

0.53

0.02



RESULTS:

Prevalence of GA Domain Impairments by Study Arm

100

90

80

70

60

50

40

30

20

10

96.2
90.0 |

*Physical
performance

81.1 80.5
67.6 67.4
sy 5z 003 BLE
40.1
32.8 31.8 30.7
I I 1 I i
Polypharmacy Comorbidity Functional Nutrition *Cognition *Social support Psychological
status status

B GA Intervention B Usual Care

*P value <0.05 for Physical performance, Cognition, and Social Support.



80%
70%
60%
50%
40%

30%

Grade 3-5 Toxicity

20%
10%

0%

71.0%

Any toxicity

B GA Intervention

Hematologic

toxicity

B Usual Care

Non-hematologic
toxicity



Survival Probability
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Reduced Dose Intensity at Cycle 1 Dose modification at 3 months Related to Toxicity
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COMMENTS

Some selection bias is noted.

Was it the GA or the interventions that went
with it— for example, the dose reduction — that
improved outcomes?

Why not consider an initial dose-reduction of
chemotherapy in older or low PS patients (for
example, FOCUS-2 trial)?
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BASED ON ALIBHAI AND OTHERS....

Based on ASCO 2023 data, preliminarily, the GA
appears cost-effective for older patients with
potentially curable cancers:

15”1 9.0.05 0.15
SR W il e 27 The sweet spot where the geriatric assessment
_$1 5 000 ] is more effective and less costly.
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COMMENTS

e FAVORABLE: This work is innovative because it
examines cost-effectiveness — and it suggests

that, if cost effectiveness is proven — the GA

* OTHER COMMENTS:

— These are non-US data.
— Cost-effectiveness appears restricted to a small subset

of patients with curable malignancies.



THOUGHTS and CONCLUSIONS

Most oncologists are not performing the GA and seem to ignore its intended
role of making cancer therapy more tolerable for older patients.

Previous studies have not definitively shown that the GA itself drives better
outcomes.

Practical approaches:

To the extent possible, spend time with older patients to assess their
needs.

Try to garner appropriate resources to meet these needs.
Try to provide closer follow up.

Perhaps consider a dose reduction of cancer therapy upfront with the
possibility of escalation later.

Further evidence of cost-effectiveness might drive the more widespread
implementation of the GA.



THANK YOU!
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