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Types
* Clinical Trial Methodology

 Observational Studies

e Collaborative Consortiums



Timing

* Diagnhosis

* Therapy and toxicity
 Survivorship issues

o Attitudes/KAP studies



NEED?

What is OLD?: Arbitrary definition?

Patient Selection:
 Heterogeneity observed among older patients of the same chronological age
* Tools

CGA: FIT OLDER : FRAIL AND UNFIT : UNFIT AND NON-FRAIL

Under-representation
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Age specific trials vs Age un-specified trials

Specific trials vs Extrapolation Box 1. Pros and cons of age-specific trials.

Factors favoring separate trials
= Improve accrual

* Phase Il vs Phase llI m Focus on toxicity and function
« Frail/Unfit vs Fit, Non frail a Integrat.ion of.geriatric assessment o

m Determine which Comprehensive Geriatric
 Stratifications? Assessment domains are factors in outcome

m Results focused on older population
m Withdraw reluctance on the part of medical
« Examples: commurnty to enrc'JI'oIder patients

m Safer, with less toxicity

1. Cisplatin ineligibility in HNSCC

Factors against separate trials

-Standard exclusion based on retrospective = Support current age bias | |
analysis = Limit participation in ‘aggressive’ trials or trials of
new agents

m Competitive trials
u Add to trial expense

Clin. Invest. (2012) 2(5), 465-471



Drug trials

* Concept of dose escalation

* Instead of dose—> level of comorbidities or functional dependence
allowed could be increased—> 6/cohort to account for heterogeneity

Extermann M, Muss H. Conducting clinical trials
for patients who are frail or elderly. Educational
book. Proc. Am. Soc. Clin. Oncol. 289-293 (2009).



End points? Beyond OS

OS: Leads to exclusion of elderly

DFS/PFS—> ?Better

Coprimary endpoints

Composite endpoints: Therapeutic success

TTF

QOL: EORTC elderly-specific QoL module, Q-TWIST

Maintenance of functional independence

Health-related quality
of life

Therapy related side
effects and burden of
treatment

Overall treatment
utility

Maintenance of active
life expectancy




Designing Trial

Table 2. Issues in Clinical Trial Design for Older Patients With Cancer

Issue

RCTs remain gold standard when possible

Cilinical trials should preferably integrate whole age range, including fit and
frail older individuais

Elderly-specific clinical trials in older patients with cancer are required if
standard therapy is different from that for younger patients

Trials of treatment strategy comparing different strategies (eg, therapy v
best supportive care) should be encouraged

Randomized phase |l or even single-arrm phase |l tnals in specific subsets
of older patients can provide insight into range of efficacy and toxicity
in older populations but ideally should be confirmed in large phase Il
tnals, which might be hard to perforrm for various reasons (eg.
insufficient interest from sponsors/investors, difficulty in finding
sufficient numbers of patients)

Not all questions can be answered with randomized trials, and large
observational cohort studies or registries in community can provide
further insight for frail population with less selection bias (preferably in
parallel with or linked to RCTs)

Comparable/uniforrm gernatric assessment should be integrated into future
tnals in geriatnic oncology

Regulatory authorities should require evaluation of efficacy and safety of
new drugs in older and frail patients as well as in younger patients

Abbreviation: RCT, randomized clinical trial.

DOI: 10.1200/JC0.2013.49.6125 Journal of Clinical Oncology 31, no. 29
(October 10, 2013) 3711-3718.



Trials of Treatment Regimens Versus Trials of Treatment
Strategies Versus Observational Cohort Studies

1. CALGB (Cancer and Leukemia Group B) 49907 (Alliance):
—Single vs Polychemotherapy as adjuvant therapy in breast cancer >65 years

—Incorporated Bayseian study design—> smaller population at risk of ineffective therapy

2. Treatment strategy:
ACTION trial=> Recruitment failure



Cohort: Retrospective or Prospective

* In your clinic

- Geriatric assessments

- Efficacy safety data

- Dietary, Demographic and Social issues

* Prospective Cohort
- Validation studies
- Develop tools

Noronha V, Ramaswamy A, Dhekle R, Talreja V, Gota V, Gawit K, Krishnamurthy M, Patil VM, Joshi A, Menon N, Kapoor A, Sekar A, Shah D, Ostwal V, Banavali S, Prabhash K. Initial experience of a geriatric oncology clinic in a tertiary cancer center

in India. Cancer Res Stat Treat 2020;3:208-17
Ostwal V, Ramaswamy A, Bhargava P, et al. Cancer Aging Research Group (CARG) score in older adults undergoing curative intent chemotherapy: a prospective cohort study. BMJ Open 2021;11:e047376. doi:10.1136/ bmjopen-2020-047376



Collaborative study

* CARG/NIA/NCI-> task force
* SIOG

* GERICO



(o Expand eligibility criteria
* Allocate treatment
according to fitness

* Increase retention of

* Quality of life
* Physical function
» Tolerability

o enrolled subjects Enroll Select
vulnerable relevant
and frail endpoints
older for older
patients adults
Utilize Include
novel trial geriatric
designs and assessment
a strategies tools

* Extended trials
e Pragmatic trials
* Prospective cohorts

Toxicity prediction
* Treatment allocation
e Longitudinal follow-up

-




