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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Is the elderly different from trial
patients?
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Age 65 and Older

World Health Reporf

Hurria A, ASCO 2007
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Lung Cancer is Primarily a Disease of the Elderly

Age at Lung Cancer Diagnosis
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Pal and Hurria, JCO 2010
https://seer.cancer.gov/archive/csr/1975_2000
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Slides are the property of the author. Permission required for reuse.
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US NSCLC Incidence Age at diagnosis
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Comorbidity increases with age...
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Standard management of elderly patients
may be affected by comorbidity
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Yancik R. Cancer 1997:80:1273-83
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Standard management of elderly patients may
be affected by organ decrease functions

e Cardiovascular function’
- decreased elasticity of arterial system
- loss of myocytes and atrial pacemaker cells
- increased fibrosis of cardiac fibrous skeleton

* Renal function’
- decreased renal blood flow

- decreased glomerular filtration rate
- decreased creatinine clearance

* Hepatic function’
- reduced hepatic blood flow

1Cheitlin MD. Am J Geriatr Cardiol 2003;12:9-13 - decline in cytochrome P450 system

2Muhlberg W, et al. Gerontology 1999;45:243-53
3Anantharaju A, et al. Gerontology 2002;48:343-53

O g0 ONCOFARMA VIl CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT |\‘gifact|

AAAAAAAAAAAAAAAAAAAAAAAAAA



Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Elderly

— Polipatologia

, . Researchers have
— Politerapia .
Funzione largely shied away
- _’ » from the complexity
- ¢ »Cognitiva ] )
= > Fisica of multiple chronic
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S 1 »>Problemidelllumore .
o ;ncontinenza — avoidance that
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O | |- Malnutrizione potentially harmful
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— Osteoporosi TSI Tinetti M. NEJM2011
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Elderly patients...
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Lung cancer and elderly.

= Elderly patients generally excluded from clinical trials
* Few specifically designed clinical trials

= Many believe that "biological" age rather than
"chronological” age should guide medical decision

= No agreement on the definition of “elderly”

(65—-70—-75years ?)
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Note del presentatore
Note di presentazione
Problematica: la maggior dei pazienti affetti da neoplasia polmonare ha età > 65 anni.
La definizione di paziente «anziano» non è univoca
Generalmente, in oncologia, si utilizza il cut-off di 70 anni.
Si va affermando il concetto di «età biologica» vs «età anagrafica»
Gli studi clinici si stanno aprendo al reclutamento di soggetti prima esclusi per limiti di età
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2019 World Conference on Lung Cancer
September 7-10, 2019 | Barcelona, Sﬁ%

Lung Cancer Patients Enrolled on Registration Trials
Supporting FDA Approval
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ALK positive th £ v di d
e age Cut_off’? Mést frequently diagnosed among
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Presented by H. Singh, ASCO 2017
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UNDERREPRESENTATION OF PATIENTS 65 YEARS OF AGE OR OLDER

IN CANCER-TREATMENT TRIALS

Laura F. HutcHins, M.D., JosepH M. UnceR, M.S., JoHun J. CrRowLEY, PH.D., CHARLES A. CoLTmaN, JR., M.D.,

AND KaTHY S. ALBaIN, M.D.
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Older Adults with Lung Cancer Enrolled on FDA Trials
Compared with New Cases by Age Group

M Clinical Trial Participants W New Cases by Age Group

60
37
31 31 33
<65

65-74 75+

FDA Registravon Trials 2005-2018
SEER 18 2010-2014. ANl Races, Both Sexes

S. Marur et al. / Seminars in Oncology 000 (2018) 1-6
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RCT: potential and limits

 Gold standard of scientific evidence

* |rreplaceable in the evaluation of the
effectiveness of new drugs (efficacy)

* The results may not be generalizable to all

subjects who will use the drug in clinical
practice (effectiveness)

Dieppe P, et al. BMJ 2004;329:31 2004;329:31-
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Barriers to the recruitment of older
patients with cancer onto clinical trials:
a systematic review

Systematic review based on

* Population based studies
* Physician surveys
* Retrospective studies

J Clin Oncol 23:3112-3124.
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Focus sul disegno degli studi clin

ICI.

Perché I'anziano e diverso dal paziente dei trial

Table 1. Evidence Detailing the Nine Studies Used in the Systematic Review, by Year

Study

Year
Published

Country

Description

Method Phase

Age Cut-Off Used
to Define Elderly
|years)

Talarico et al*®

Murthy et al**

Kemeny et al*?

Lewis et al*?

Yee et al*?

Kornblith et al*®

Sateren et al**

Hutchins et al*

Trimble et al**

2004

2004

2003

2003

2003

2002

2002

1999

1994

USA

USA

USA

USA

Canada

USA

USA

USA

USA

Retrospective analysis of the accrual of
elderly patients in trials for
registration of new cancer drugs or
new indications of marketed drugs
approved by the FDA from 1995 to
2002, and compared with cancer
demographic data from US Census
and NCISEER

Retrospective analysis of elderly
patients enrolled onto NCICCG trials
between 2000 and 2002, and
compared with cancer demographic
data from NCISEER

Interviews of 77 pairs of older and
younger women matched by breast
cancer stage and treating physician
to determine reasons for
participation v nen-participation in an
open cancer treatment trial for
which all women were eligible;
questionnaires were sent to treating
physicians about reasons for offering
or not offering trials to these
patients

Retrospective analysis of elderly
patients enrolled onto NCI trials
between 1997 and 2000, and
compared with eancer demographic
data from NCISEER

Retrospective analysis of elderly
patients enrolled onto NCIC CTG
trials between 1993 and 1996, and
compared with cancer demographic
data from Statistics Canada and
published rates by SWOG; a
separate survey of selected
Canadian physicians at a conference

Mail survey of selected physicians
treating breast eancer at 10 CALGB
institutions regarding barriers to
recruitment of elderly breast cancer
patients

Retrospective analysis of all patients
enrolled onto NCI trials between
1998 and 1999, and compared with
cancer demographic data from US
Census and NCISEER

Retrospective analysis of elderly
patients enrolled onto SWQG trials
between 1993 and 1996, and
compared with cancer demographic
data from US Census and NCISEER

Retrospective analysis of elderly
patients enrolled onto NCICCG trials
in 1992, and compared with cancer
demoagraphic data from 1990
NCISEER

Retrospective review of |l and 11l

trial data

Retrospective review of Il and 1l

trial data

Retrospective case- Mot mentioned

control study

Retrospective review of 11 and Il

trial data

Retrospective review of
trial data physician
survey

I, 11, or Hl

Physician survey Mot mentioned

Retrospective review of
trial data

I, I, or I

Retrospective review of Mot mentioned

trial data

Retrospective review of  [l.and 11l

trial data

65

B5

65

65

65

B5

Divided as 60-69,

70-79, and 80+

65

65

A systematic review

Table 2. Comparison of Two Studies Using Physicians’ and Patients’ Information From Breast Cancer Clinical Trials From CALGB Institutions

Study

Objective and Methods

Important Findings

Discussion Points

Barriers to clinical trial
participation by older
women with breast
cancer; Kemeny et
al,*” 2003

perceptions of
barriers to accrual
of older patients
with breast
carcinoma to
clinical trials;
Kornblith et al,*®
2002

whether older breast cancer patients,

seen at a CALGB institution, were offered
trials less often, and whether they were

more likely to refuse participation; 77

matched patients interviewed; physicians

given guestionnaires

Survey of oncologists” Prospective physician survey of 156
physicians who had treated breast cancer

patients at CALGB institutions

Retrospective case-control study to examine Younger patients were offered entry onto

a trial more often (68%) than older
patients (34%; P = .0004).
Interestingly, of those patients offered
a trial, there was no significant
difference in participation rates
between older and younger patients

Surveyed physicians felt that the most

important barriers to older patient
accrual were significant comorbid
conditions, poor compliance for the
elderly patient, treatment toxicity, and
difficulty meeting the eligibility
requirements

It appeared that the greatest barrier to
the accrual of older patients was
physician perceptions about age
and tolerability of treatment. For
both younger and older patients,
the main reason to decline trial
participation was their desire to
choose their own treatments

It seemed that physicians perceived
the barriers to be multidimensional
with factors such as protocol
requirements, treatment-specific
issues, social support, logistic
issues, and the medical and
cognitive condition of older patients
all playing a potential role

J Clin Oncol 23:3112-3124.
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Barriers to the recruitment of older
patients with cancer onto clinical trials

Barriers related to cancer trial design

 Hematologic, hepatic, renal or cardiac abnormalities
* Performance Status
* Previous cancer

J Clin Oncol 23:3112-3124.
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Barriers to the recruitment of older patients with
cancer onto clinical trials: a systematic review

Barriers related to physician factors Case Control Study CALGB institution
 Comorbid condition + Increasing age

* Toxicity of treatment * Late stage disease

* Lack of support at home * Comorbidities

Low cultural level, fear

Dependence on family members, caregivers, MM
Life expectancy

Geographic inaccessibility

J Clin Oncol 21: 2268-2275, 2003

O g0 ONCOFARMA VIl CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT |\‘gifact|

AAAAAAAAAAAAAAAAAAAAAAAAAA
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Barriers to the recruitment of older
patients with cancer onto clinical trials

Barriers Related to Patient Factors

When younger patients were asked their reasons for participating in a trial, the
three most common reasons were: an improvement in their health, to find a cure
for cancer, and a desire for the most updated treatment. For older patients, the
most common reasons for participating were: it was the best treatment available,
an improvement in their health, and to find a cure for cancer.

The primary reason for not participating in a study for younger patients was that
they wanted to choose their own treatment. The older patients also chose this
reason most frequently for their refusal to take part in a study

J Clin Oncol 21: 2268-2275, 2003
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Is the elderly patient a possible patient
to be enrolled in a clinical trial?
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Protocol Design Barriers

Inadequate” performance status may be difficult to
Interpret

Previous malignancy (the inclusion of patients with a
reasonable time frame since their previous cancer)

The functional assessment of the geriatric patient

J Clin Oncol 21: 2268-2275, 2003
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COMPREHENSIVE GERIATRIC ASSESSMENT CGA

Function = Cognition
= PS = MMS
= ADL =  Emotion
= JADL = GDS
= AADL = Social support
Comordidity = Polypharmacy
» (Charlson scale = Nutrition
QoL
» Disease-specific
questionnaries
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COMPREHENSIVE GERIATRIC ASSESSMENT CGA

HEALTHY ELDERLY

VULNERABLE ELDERLY

FRAIL ELDERLY

STANDARD THERAPY

TAILORED THERAPEUTIC
APPROACH

PALLIATIVE CARE

Increasing Supportive Care
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Focus sul disegno degli studi clinici:

Perché 'anziano e diverso dal paziente dei trial

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

J Clin Oncol 34:1476-1483. © 2016

NSCLC = 70 years
PS 0-2 Stage IV
Mo prior chemotherapy
Adeqguate hematologic, hepatic,
and renal functions

Based on PS and age

= 75years and PS 0-1

Non

Squamous
sguamous
Carbo- Carbo-
pemetrexed gemcitabine

> 75years andfor PS = 2

Docetaxel

Standard arm R

CGA arm

Based on CGA

Fit patients Vulnerable patients Frail patients

MNon
Squamous
sgquamous
Carbo- Ca 'rbu-' Docetaxel BSC
pemetrexed gemcitabine

Og> ONCOFARMA
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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

Table 1. Definition of Fit, Vulnerable, and Frail Patients in the CGA Arm
Vulnerable: One Frail: One
Geriatric Parameters Fit: All Criteria of the Bold Criteria of the Bold Criteria

PS Oor1 2 0-2

ADL (0-8) 6 B <5

IADL (0-4) 0 1 =2
Schultz-Larsen MMSE (0-11) =9

Folstein MMSE (0-30) > 23 <23
Geriatric syndrome MNo No Yes
Charlson comorbidity index 0-1 2-3 24 (= 3 if > 80 years)
GDSh (0-5) 0-1 2-3 4-5

J Clin Oncol 34:1476-1483. © 2016
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The Phase Ill Randomized ESOGIAGFPC-GECP 08-02 Study

Treatment failure—free survival
(TFFS) over the duration of the
study: no difference

J Clin Oncol 34:1476-1483. © 2016

1.0 -
+~ CGA arm
Standard arm
0.8
CGA arm: median TFFS, 3.1 mo (95% Cl, 2.7 to 4.4 mo)

= Standard arm: median TFFS, 3.2 mo (95% ClI, 2.9 to 4.1 mo)
—
= P=.32
&
o 0.6
o
| -
o
©
=
‘= 0.4 4
| -
=3
w

0.2

e
I I I I
0 10 20 30 40
Survival Time (mo)
CGA arm 243 29 7 0
Standard arm 251 21 5 1 0
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The Phase Ill Randomized ESOGIAGFPC-GECP 08-02 Study

Table 4. Grade 3 or <4 Toxicities
ZFe of Patients
Standard Auarrm CiGA Armm
Toxicity [ == =
A0 grade s 93 .4 S5 .G SO
Grade 3-4 7T1.= (S = | .1
Grade 2-<4 neutropenia =
A1 171.1 13.2
Doublet 16.0 252
M onotherapy S0 5.3
BSC e (8]
Grade 3«4 febrile neutropenia L2
A1 5.8 3.3
Doublet 11.0 5.«
Mlonothaerapy P § 25
B=SC — (o]
Grade 3-<94 anermia =87
Al 11.2 10.7
Doublet 21.6 1&.2
° ° ° Mlonotherapy 5.5 LS 57
° BSC _ 5.3
TOXICIty. Sllght Grade 3-4 thromboocytopenia O
A1 2.6 F.=
° Doublet 7.9 17F.1
Monothaerapy 1.2 O
improvement S S S
Grades 33— asthenia s
Al 10.8 136
Doublet F.o L R
M onotherapy 123 15.8
BSC —_— 8.9
Grade 32-<4 anorexia 2T
Al 2.0 [ S -]
Doublet O 10
Monotherapy .0 5.3
B=SC — (o]
Grade 3«4 mnauseaf vormitimng e S
A0l 2.6 e B = |
Doublet 1.1 2.1
Ml onotherapy .9 25
B=SC _— 1.8
Grade 32-4 peripheral B2
sSensory Nneuropathy
Al 1.2 O«
Doublet O O
J Clin Oncol 34:1476-1483. © 2016 Monotherapy 18 o
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Patient Barriers

The patients’ desire to choose their own treatment

Additional time to explain the purpose of clinical trials (risks
and benefits, the details of a specific clinical trial and the
consent form): patient’s education

Support systems (transportation, management of treatment-
related adverse effects, and maintenance of any central or
peripheral intravenous lines required for the study)

J Clin Oncol 21: 2268-2275, 2003
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Physician Barriers

Paucity of primary research related to biology of
cancer, toxicity and effect of treatment on

comorbidities

Breast cancer and lung cancer: similar toxicity and
efficacy

J Clin Oncol 21: 2268-2275, 2003
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Elderly patient and clinical trials:
evidence from NSCLC
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Elderly population and lung cancer

 Monochemotherapy (Elvis-Miles)
e MILES trials: doublet with Platinum in selected patients (Miles 3-4), CT and ICI (Miles 5)
e Adjuvant trial

 PD-L1:>50%
e Single agent immunotherapy (KN024 — KN042)
* monoCT in pts unfit for 10

 PD-L1: 1- 49%

* Monochemotherapy or platinum doublet

* "Fit" immuno-combo (KN189 - KN407)

* In subsequent lines 10 (OAK — KN010 — CM017 — CMO057)
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Elderly
70+

Trials in elderly NSCLC patients

| | | | CALC-I1 IIVIILES-03I
ELVIS MILES-01 MILES-02 elderly CALC-2
(n=191) (n=707) (n=159) (n=58) (n=480)
| ' | ; i i i i >
1996 || 1998 || 2000 20025 20045 20065 20085
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ICI

Perché I'anziano e diverso dal paziente dei trial

Trials in elderly NSCLC patients: MILES-03/CALC-02

Patient population
-NSCLC

- Age =>70

- PS 01

- Stage lllb-IV

A C
R o Gemcitabine +
A Gemcitabine ot
N
D
(@) >
M B D
I . .
Z Gemcitabine + Ger_“c'ta'?lne +
E Cisplatin Cisplatin +

Cetuximab

A: Gemcitabine, 1200 mg/m2, day 1 and 8 every 3 weeks, for 6 cycles

Two comparisons planned:

A+B vs C+D testing
efficacy of cetuxomab

A+C vs B+D testing
efficacy of cisplatin

361 events required to
demonstrate superiority
in survival

480 patients planned

B: Gemcitabine, 1000 mg/m?, day 1 and 8 + Cisplatin, 60 mg/m2, day 1 every 3 weeks, for 6 cycles
C: as A + Cetuximab, 400 mg/mZ2 (1st dose) then 250 mg/m2weekly until progression
D: as B + Cetuximab, 400 mg/m2 (1st dose) then 250 mg/m2weekly until progression
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Trials in elderly NSCLC patients: adjuvant trial

VOLUME 26 - NUMBER 12 - APRIL 20 2007

Adjuvant Vinorelbine and Cisplatin in Elderly Patients:
National Cancer Institute of Canada and Intergroup
Study JBR.10

Carmela Pepe, Baktiar Hasan, Timaothy L. Winton, Lesley Seymour, Barbara Graham, Robert B. Livingston,
David H. Johnson, James R. Rigas, Keyue Ding, and Frances A. Shepherd

Agent Dose Schedule
4 k
Capatn - Somamz - Dias | eee
X 4 cycles
Q 4 wks

. _ 30 mg/m? 1+8+15+22
Vinorelbine X 4 cycles

25 mg/m? 1+8+15+22 X 4 cycles
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Note del presentatore
Note di presentazione
JBR.10 - Conclusions�In questo studio retrospettivo gli autori hanno valutato l’influenza dell’età sulla sopravvivenza nei pazienti inseriti nello studio JBR.10.
I pazienti erano in stadio IB o II.
(Adjuvant VpB safe (59% 3+ cycles) Limited impact on QoL – neurotoxicity Absolute benefit 15% at 5 years, 69% vs 54%, p=0.0022 30% reduction risk of death, p=0.012)
Nello studio JBR.10 i pazienti sono stati randomizzati dopo chirurgia radicale a osservazione oppure CT adiuvante con cisplatino e vinorelbina, secondo la schedula riportata in diapositiva.
Lo studio, condotto dal 1994 al 2001, ha dimostrato un vantaggio per la chemioterapia in termini di PFS e OS.





Trials in elderly NSCLC patients: adjuvant trial

Adjuvant Vinorelbine and Cisplatin in Elderly Patients:
National Cancer Institute of Canada and Intergroup
Study JBR.10

Carmela Pepe, Baktiar
David H. Johnson, Jam

mour, Barbara Graham, Robert B. Livingston,

Dose Intensity

Young (age <65) | Elderly (age >65) Young (age <65) | Elderly (age >65)
N= 150 N=63 N=150 N=63
Drug p-value Drug p-value
N N N 5 N =

e e e Patients | | Patients =
Vinorelbine ’Cisplatin (
<10 doses 76 50.7 45 714 e < 5 doses 41 273 31 49.2 0.006
10-14 doses 70 46.7 18 28.6 5-7 doses 32 21.3 12 19.1
16 doses 4 2.7 0 0 8 doses 77 5.3 20 318
Dose Dose
intensity 13.2 10.0 0.0004 intensity 18.0 14.1 0.001
(mg/m2/week) | (mg/m?/week) i
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Note del presentatore
Note di presentazione
La dose-intensity dei 2 farmaci è stata analizzata in 213 pazienti (150 giovani e 63 anziani) che hanno ricevuto almeno una dose di chemioterapia adiuvante.
Per la vinorelbina, la dose-intensity è stata di 13.2 mg/m2/wk nei pazienti giovani versus 10 mg/m2/wk nei pazienti anziani, differenza statisticamente significativa (P.0004).
Inoltre, i pazienti anziani hanno ricevuto un numero di dosi di vinorelbina minore rispetto ai pazienti più giovani (da 10 a 15 dosi, 29%v 47%, P.014).
Analogamente, la dose-intensity del cisplatino è stata significativamente inferiore per i pazienti più anziani, che hanno anche ricevuto un numero minore di dosi di cisplatino. 




Trials in elderly NSCLC patients: adjuvant trial

JOURNAL OF CLINICAL ONCOLOGY

Chemotherapy Toxicity

Young (age <65) | Claerly (age Young (age <65) | Elderly (age >65)
N= 150 =2 e N= 150 N= 63
?en)a_ttologic nELE p-value Hematologic vaF:;je
oxicity K N (% Toxloity . N (%) oy | N (%)
* No differences in G-CSF use S i e - N Grade | UM Grade
- - o . ota 3or4 ota P— 3ord 3ord
* No differences in hospitalizations — 127 10 53 6 — Nausea 125 (83.3) | 14 (9.3) |44 (69.8) | 8 (12.7) | 0.46
] 84.7) | ®.7) | 84.1) | (9.5) ' —
1 treatment-related death in both 3 ; Y 1 X°"“t'"_9 zi (;:'g) 12 (:'Z) 2: (ii'g) 85 (172'97) g;z
groups Platelets (28.7) (1.3) (333) | (1.6) 0.89 norexia (58.0) (8.0) (44.4)| 8 (12.7) | O.
> — 0 o Lethargy 125 (83.3) |19 (12.7) |47 (74.6) | 9 (14.3) | 0.75
Neutropenia (81.3) ©66.7) | (77.8) | (65.1) 0.82 Constipation | 67 (44.7) | 5(3.3) |32(50.8)| 1(1.8) | 0.48
— 8 y o Neuropathy | 77(513) | 4(27) [23(36.5)| 1(16) | 0.63
s (5.3) 7.9) : Myalgias 21(14.0) | 0(0) | 4(6.3) | 1(1.6) | 0.12
e . . . Fewer elderly completed all treatment
Despite similar toxicities, elderly patients y P
‘ 40% elderly vs 56% young p_o 025
received significantly less chemotherapy More elderly refused treatment

40% elderly vs 23% young
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Note del presentatore
Note di presentazione
Non sono state osservate tuttavia differenze significative in termini di tossicità ematologica  da chemioterapia fra i 2 gruppi di pazienti.
Non sono state osservate differenze anche in termini di tossicità non ematologica: nausea, anoressia e neurotossicità sono state anzi più frequenti nel gruppo di pazienti più giovani, probabilmente in rapporto al fatto che hanno praticato nel complesso più chemioterapia.

Ancora, non è stata osservata fra i 2 gruppi alcuna differenza nell’uso di fattori di crescita emopoietici, nella frequenza delle ospedalizzazioni, nelle morti tossiche.
Meno pazienti anziani hanno portato a termine il trattamento previsto (40% vs 56% dei giovani) e più anziani hanno rifiutato il trattamento (40% vs 23%).
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in Elderly Patients:
and Intergroup

1.0
1.0 Log-rank P = .08
Hazard ratio (95% CI) = 0.77 (0.67 t0 1.03) 0.8
0.8 ’
=
= = 0.6-
E 0.6 a] o' mutmammninang
© =
o S 0.4
E 0.4 | l e —
a - < 65
0 2 | 86 : ?0 _|_|_
0.2 4 - 71-75
:‘:-EB -—
- <85 75+
1 L] 1 1] 0 2 5 ? g
0 2 5 7 9 )
. Time (years)
Time {YEHFS} Risk sets
Risk sets = 6b 327 251 130 32 0
=65 185 107 51 14 1 BB -70 a4 &0 27 8 0
=65 327 251 130 32 0 71-75 48 23 2 5 1
75+ 23 14 3 1 0
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Note del presentatore
Note di presentazione
Le curve di Kaplan-Meyer per tutti i pazienti randomizzati indipendentemente dal trattamento (155 anziani e 327 giovani), non dimostrano differenze significative in funzione dell’età.
Suddividendo poi i pazienti anziani in 3 gruppi di età (< 70 anni, < 75 anni e > 75 anni), simili curve di sopravvivenza sono osservate fino a 75 anni, mentre per il gruppo di pazienti con oltre 75 anni (molto pochi, 23 pazienti), l’HR è di 2.41 (p<.001).   



Trials in elderly NSCLC patients: adjuvant trial

Adjuvant Vinorelbine and Cisplatin in Elderly Patients:
National Cancer Institute of Canada and Intergroup
Study JBR.10

[ ]
Carmela Pepe, Baktiar Hasan, Timothy L. Winton, Lesley Sevmour, Barbara Graham, Robert B. Livingston, O n C I u S I O n S
David H. Johnson, James R. Rigas, Keyue Ding, and Frances A. Shepherd ( :
[ ] [ J ]
e Adjuvant platinum-based chemotherapy can be given safety to

elderly patients, without significant risk of increased toxicity

* Despite receiving less chemotherapy compared to young

patients, elderly patients derive a substantial survival benefit
from adjuvant therapy

 Chemotherapy in the adjuvant setting should not be withheld
‘ from elderly patients on the basis of age alone

* Patients aged >75 require further study

Pepe C et al J Clin Oncol 25:1553-1561, 2007
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Note del presentatore
Note di presentazione
Le conclusioni dello studio sono che:
La chemioterapia adiuvante con schemi contenenti cisplatino può essere somministrata ai pazienti più anziani, senza significativo rischio di aumentata tossicità;
Nonostante la minore quantità di CT somministrata ai pazienti anziani, i pazienti anziani manifestano un beneficio sostanziale dal praticare chemioterapia adiuvante;
L’età di per sé non dovrebbe essere un fattore di esclusione della chemioterapia adiuvante;
I pazienti con 75 anni richiedono ulteriori studi (come del resto gli altri…)



Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Elderly population and lung cancer

 PD-L1:>50%
e Single agent immunotherapy (KN024 — KN042)
* monoCT in pts unfit for 10

 PD-L1: 1- 49%

* Monochemotherapy or platinum doublet

* "Fit" immuno-combo (KN189 - KN407)

* In subsequent lines 10 (OAK — KN010 — CM017 — CMO057)
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Keynote 024:elderly OS >65 aa- TPS250 %

A 70.3 No. of Events HR (95% CI)
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86)
100 4 Chemotherapy 96 P=.002%
90
80 | 51.5
70 - 345 Median OS (months) (95% CI)
30.0 (18.3 to NR)
a‘g 60 14.2 (9.8 to 19.0)
o 50
o 40 J Ly
30
20
10
0 12 15 18 21 24 27 30 33
Time (months)
MNo. at risk:
Pembrolizumab 154 106 96 89 83 52 22 5 0
Chemotherapy 151 80 70 61 15 31 16 5 0

Subgroup

HR (95% CI)

Overall (N = 305)
Age, years
<65 (n =141)
> 65 (n = 164)
Sex
Male (n = 187)
Female (n = 118)
Enrollment region
East Asia (n = 40)
Non-East Asia (n = 265)
ECOG PS
0(n=107)
1(n=197)
Histology
Squamous (n = 56)
Nonsquamous (n = 249)
Smoking status
Current (n = 65)
Former (n = 216)
Never (n = 24)
Treated brain metastases
Yes (n = 28)
No (n = 277)
Chemotherapy regimen
With pemetrexed (n = 199)
Without pemetrexed (n = 106}

0.63 (0.47 to 0.86)

0.60 (0.38 to 0.96)
0.64 (0.42 to 0.98)

0.54 (0.36 t0 0.79)
0.95 (0.56 to 1.62)

0.35(0.12 to 1.01)
0.67 (0.49 to0 0.93)

0.78 (0.44 to 1.37)
0.56 (0.39 to 0.81)

0.73 (0.38 to 1.39)
0.58 (0.41 to 0.83)

0.81 (0.41 to 1.60)
0.59 (0.41 to 0.85)
0.90 (0.11 to 7.59)

0.73 (0.20 to 2.62)
0.64 (0.46 to 0.88)

0.66 (0.45 to 0.97)
0.56 (0.33 to 0.95)

+_

At

0.1

L

1

T 10

Pembrolizumab better Chemotherapy better

HR (95% Cl)
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Pool analysis KN 010, KN024,KN042 in elderly

Background

K Mosaki. ELCC 2019.

* Pembrolizumab, an anti—-PD-1 immunotherapy, has proven efficacy in patients with advanced NSCLC
with PD-L1-positive tumors

» Elderly patients (=75 years of age) are underrepresented in clinical trials©

*» We present a pooled analysis of elderly patients (275 years) from KEYNOTE-010, KEYNOTE-024, and
KEYNOTE-042 to evaluate the efficacy and safety of pembrolizumab monotherapy

Clinical Study

Trial Design

0S HR (95% Cl)

KEYNOTE-M 0!
(KMO10)
phase 2/3

= Pembrolizumab {2 mg/kg or 10 mgfkg Q3W) vs docetaxel
= Previously treated advanced NSCLC
= PD-L1 TPS 1%

2 mg/kg, 0.71 (0.58-0.88), P= 0.0008
10 mg/kg. 0.61 (0.49-0.75), P<0.0001

KEYNOTE-0242
(KND24)
phase 3

= Pembrolizumab 200 mg Q3W vs platinum-based chemotherapy
= Previously untreated advanced NSCLC
= PD-L1 TPS =50%

0.60 (0.41-0.89), P=0.005

KEYNOTE-042°
(KND42)
phase 3

= Pembrolizumab 200 mg Q3W vs platinum-based chemotherapy
= Previously untreated advanced NSCLC
= PD-L1 TPS 1%

PD-L1 TPS 21%, 0.81 (0.71-0.93), P=0.0018
PD-L1 TPS =50%, 0.69 (0.56-0.85), P =10.0003

1. Herbst, et al. Lancet 2016,387:1540-50; 2. Reck, et al. NMEJM. 2016;375:1823-33; 3. Mok, et al. Lancet 2015 Apr 4. [Epub], 4. Noone, et al. SEER Cancer Statistics Rewiew, 1975-
2015. Bethesda, MD: Mational Cancer Institute, 2018, 5. Talarico, et al. J Clin Cncol. 2004,22:4625-31; 6. Singh, et al. J Clin Creol. 20173510005,
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Focus sul disegno degli studi clin

ici: Perché I'anziano e diverso dal paziente dei trial

Safety and efficacy of pembrolizumab monotherapy in elderly patients with | M)
PD-L1-positive advanced non-small-cell lung cancer: Pooled analysis from %
the KEYNOTE-010, KEYNOTE-024, and KEYNOTE-042 studies

Kaname Nosaki®', Hideo Saka®, Yukio Hosomi®, Paul Baas®, Gilberto de Castro Jr.°,

Martin Reck!, Yi-Long Wu®, Julie R. Brahmer", Enriqueta Felip', Takeshi Sawada’,
Kazuo Noguchi/, Shi Rong Han', Bilal Piperdi®, Debra A. Kush", Gilberto Lopes'

No. of Events/

C No. of Patients HR (95% CI)
Overall
Age <75 years 1505/2348 !- 0.76 (0.69-0.84)
Age =75 years 168/264 + 0.76 (0.56-1.02)
KEYNOTE-010 i
i
Age <75 years 693/943 -I-i 0.64 (0.55-0.75)
Age =75 years 63/90 —i:—— 0.72 (0.43-1.21)
KEYNOTE-024 i
Age <75 years 93/260 —I-é— 0.64 (0.42-0.97)
Age =75 years 15/45 —.—E—— 0.49 (0.17-1.39)
KEYNOTE-042
Age <75 years 71911145 -:h— 0.79 (0.68-0.92)
Age =75 years 901129 —i.'— 0.89 (0.59-1.35)
1110
h Pembrolizumab Chemotherapy
better better

Pembrolizumab improved OS
compared with chemotherapy

Lung Cancer 135 (2019) 188-195

A >75 Years <75 Years
1004 100+ : :
901 90 173.4%:
= go/ 2 80 (72.4%: TPS> 1(y
= 704 ® 70 ! ;54.9“.-"0 - o
2 6o/ £ &0l : 146.3%
g 60 2 60
@ 507 @ 50 :
F 404 T 40
8 30 g 301
O 20 i ‘ é 201 i ,
12‘ HR for death, 0.76 (95% CI, 0.56-1.02) 12 HR for death, 0.76 (95% CI, 0.69-0.84)
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No. at Risk Time, Months No. at Risk Time, Months
Pembrolizumab 149 115 71 54 30 12 0 0 Pembrolizumab 1332 961 656 426 281 108 21 0
Chemotherapy 115 82 46 28 17 5 1 0 Chemotherapy 1016 707 406 204 109 38 6 0

=75 Years <75 Years
B 1004 : : 1001 : i
%0 180.3% 90/ 76.1%; T P S > 5 OCy
i _ 172.5%:
X 80 = 80 . 61.7% — o
§ 70; $ 70 : :49.1%
2z 604 2 601 '
@ 50 @ 501
3 40 T 404
g 304 : : g 30+
204 : : 201 i i
10 HR for death, 10, ; i
0_ 0.40 (95% CI, 0.25-0.64) 0 HR for death, 0.67 (95% Cl, 0.57-0.78)
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No. at Risk Time, Months No. at Risk Time, Months
Pembrolizumab 77 61 38 30 21 8 0 0 Pembrolizumab 666 500 344 216 148 63 9 0
Chemotherapy 55 37 11 6 5 1 0 0 Chemotherapy 548 382 216 100 56 22 5 0
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Pool analysis KN 010, KN024,KN042 in elderly

K Mosaki. ELCC 2013,

Immune-Mediated AEs and Infusion
Rea Ctionsa Grade

> 12 3-5°
2 12 275 Years of Age Pembrolizumab [
E‘ 1[8} Chemotherapy .
g 6
g 4
u.-E—’} 0 &@u e mw? et 0 0 0 0 00 00 00
S & s & & & & & & g & & & & &
& & & O & F Sy E \@"'&u@’ &S & & & &
& & & &5 N & # S & < < B E
S Q< & oFf & q:é? qﬁ oF & o Q% "
< 12 - <795 Years of Age
E‘“ 10
s 2
S 6 - =
5 4 \
L £nn- I:I
- E}_ = 0 0 0 0 0 0 0
£

#rrespective ofattribution to treatment by the inwestigator. *There were no immune-mediated AEs or infusion reactions leading to death among patients =75 years of age.
Data cutoffdates: KNO10, March 24, 2017, KN0O24, May 9, 2016, KN042, February 26, 2018.
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Keynote 189: elderly OS >65 aa

Doubled Long Term OS, ITT

2019 ASCO

ANNUAL MEETING

18.7 median months follow-up Events HR (95% Cl)
100+ Pembro/Pem/Plat  52.0% 0.56
% Placebo/Pem/Plat  69.9%  (0-450-70)
70.0%
80+ 48.1%
45.5%
70- 29.9%
° 60+
y 50+ Median (95% CI)
8 e 22.0 mo (19.5-25.2)
40 10.7 mo (8.7-13.6)
304 Whyi s
20+
104
0 T r T r r T r : . . .
0 3 6 8 12 15 18 21 24 27 30 33
No. at Risk Months

410 377 346 316 283
206 183 149 115 99
Data cutoff date: Sep 21, 2018.

256 234 144 79 28 2 0
82 72 45 26 10 0 0

B Subgroup Analysis of Overall Survival

Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
ECOG performance-status score
0
1
Smoking status
Current or former
Never
Brain metastases at baseline
Yes
No
PD-L1 tumor proportion score
<1%
=1%
1-499%
=50%
Platinum-based drug
Carboplatin
Cisplatin

No. of Events/
No. of Patients

235/616

133/312
102/304

143/363
92/253

74266
159/346

211/543
2473

51/108
184/508

84/190
135/388
65/186
70/202

176/445
59/171

Hazard Ratio for Death (95% Cl)

—— 0.49 (0.38-0.64)
0.43 (0.31-0.61)
0.64 (0.43-0.95)
_ 0.70 (0.50-0.99)
— 0.29 (0.19-0.44)
—. 0.4 (0.28-0.71)
— 0.53 (0.39-0.73)
— . 0.54 (0.41-0.71)
u 0.23 (0.10-0.54)
— 0.36 (0.20-0.62)
— = 0.53 (0.39-0.71)
—.— 0.59 (0.38-0.92)
—a— 0.47 (0.34-0.66)
S E— 0.55 (0.34-0.90)
—.— 0.42 (0.26-0.68)
—n— 0.52 (0.39-0.71)
—. 0.41 (0.24-0.69)

[

1.0

Pembrolizumab Combination
Better

-

Placebo Combination
Better
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Keynote 407:elderly OS >65 aa

[
Paz-Ares KN407 ASCO 2018
Paz-Ares KN407 ASCO 2018
Overall Survival at IA2, ITT Overall Survival at IA2 in Key Subgroups
Events HR (95% CI) P N { Deaths/
- 0. of Deaths
100- Pembro + Chemo  30.6% 0 4%?04851 0.0008 Subgroup No. of Patients Hazard Ratio (95% CI)
Placebo + Chemo  42.7% ! ’ '
90+ Overall 205/559 0.64 (0.49-0.85)
80+ Age
<65 yrs 88/254 0.52 (0.34-0.80)
701 >65 yrs 117/305 0.74 (0.51-1.07)
2 604 Sex
- : o Male 167/455 0.69 (0.51-0.94)
g 20 Median (95% C1) Female 38/104 R — 0.42 (0.22-0.81)
Q 404 15.9 mo (13.2-NE) ECOG PS 1
11.3 mo (9.5-14.8) .
304 0 48/163 D — = — 0.54 (0.29-0.98)
204 1 157/396 —— 0.66 (0.48-0.90)
Region of enroliment .
101 East Asia 34/106 e — —— 0.44 (0.22-0.89)
o+ — Rest of world 171/453 —— 0.69 (0.51-0.93)
0 3 8 9 12 15 18 21 Choice of taxane '
Paclitaxel 140/336 —— 0.67 (0.48-0.93)
No. at Risk Months Nab-paclitaxel 65/223 —_—— 0.59 (0.36-0.98)
278 256 188 124 62 7 2 0 ) )
281 246 175 03 45 16 4 0 0.1 b 0.5 1 R
Data cutoff date: Apr 3, 2018. Pembro + Chemo Placebo + Chemo
Better Better
Data cutoff date: Apr 3, 2018,
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Second line NSCLC trials

Table 1
Second line NSCLC Trials comparing PD-1/PD-L1 blocking antibodies to chemotherapy.
Study (NCT number) Treatment arm (anti-PD-1/PD-L1) Control arm Overall survival results (HR, 95% CI)
CheckMate 057 (NCT01673867) Nivolumab 2 mg/kg IV q 2 wk Docetaxel 0.73 (0.60,0.89)
KN-010 (NCT01905657) Pembrolizumab 2 mg/kg IV q 3 wk Docetaxel 0.71 ( 0.58, 0.88)
Pembrolizumab 10 mg/kg IV q 3 wk Docetaxel 0.61 (0.49, 0.75)
OAK (NCT02008227) Atezoluzimab 1,200 mg IV q 3 wk Docetaxel 0.73 (0.63, 0.87)
POPLAR (NCT01903993) Atezoluzimab 1,200 mg IV q 3 wk Docetaxel 0.73 (0.52, 0.92)

Cl =confidence interval; HR = hazard ratio; NSCLC = non-small cell lung cancer; PD-1 = programmed death 1 receptor; PD-L1 = programmed death ligand 1.

S. Marur et al. / Seminars in Oncology 000 (2018) 1-6
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Focus sul disegno degli studi clin

ICI

Perché I'anziano e diverso dal paziente dei trial

S. Marur et al. / Seminars in Oncology 000 (2018) 1-6

Table 2

Pooled baseline demographics by age group patients treated with PD-1/PD-L1 blocking antibodies for disease progression on or after platinum-based

therapy (n=1,859).

All patients <65 yr =65 yr =70 yr =75 yr
% (n) % (n) % (n) % (n) &(n)
Number of individuals 100 (1,859) 57.7 (1,073) 423 (786) 21.5 (400) 12 (215)
ECOG
0 33 36 29 24 23
1 67 64 71 76 77
2 0.2 0.1 0.3 0 (0) 0
Line of therapy on study (includes prior lines)
1st line (after adjuvant or neo-adj) 1 0.6 (6) 14 1.6 0
2nd line 74 74 75 75 76
3rd line or greater 25 255 24 24 22
Smoking status
Current/Former 82 81 83 83 86
Never 17.5 18 16.5 17 13
Unknown 0.5 0.7 04 0(0) 0
Disease stage
Not reported 0.9 0.8 09 13 0
Stage IIIB 11 10 11 11 6
Stage IV 78 79 76 78 94
CNS metastases
Yes 13 16 9 7 5

PD-1=programmed death 1 receptor; PD-L1 =programmed death ligand 1.
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

1.00

0.75

0.50

Survival Probability

0.25

0.00

Table 3
Pooled Kaplan-Meier estimated median survival by treatment and age group
(N=2,824).
PD-1/PD-L1 blocking antibodies Docetaxel
N Median (mo) 95% CI N Median (mo) 95% CI
ICI <65yr 921 145 (108, 14.2) 699 8.8 (8.3, 9.9)
=65yr 659 142 (110, 15.3) 545 9.0 (8.3, 9.6)
y, =70yr 300 141 (9.7, 15.0) 240 92 (8.2, 10.5)
.. =75yr 211 147 (9.1, 20.4) 149 95 (8.3, 15.5)

PD-1 =programmed death 1 receptor; PD-L1 = programmed death ligand 1.

Age and Therapy Category T : -

*+ Less than 65, Control e, _"‘“ﬂmw

“+ Greater than 65, Control L T e, T
ot o 1k OO

~~Less than 65, Immunotherapy co nt rol +H4++++

—+—Greater than 65, Immunotherapy

0 5 10 15 20 25
Time (in months)

S. Marur et al. / Seminars in Oncology 000 (2018) 1-6
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Focus sul disegno degli studi clinici:

Perché I'anziano e diverso dal paziente dei trial

Table 4
1.00 Overall survival hazard ratios (HR) from 4 trials comparing immune checkpoint inhibitors to docetaxel (N=2,824).
I All patients <65 =65 =70 =75
(N=2,824) (N=1,620) (N=1,204) (N=664) (N=259)
Hazard ratio (unadjusted) 0.68 0.71 0.66 0.67 0.81
95% CI (0.63, 0.76) (0.63, 0.80) (0.57, 0.76) (0.55, 0.82) (0.58, 1.13)
Hazard ratio (multivar. adj.)* 0.68 0.69 0.66 0.67 0.81
0.75 95% CI (0.62, 0.75) (0.61, 0.79) (0.58, 0.77) (0.54, 0.82) (0.58, 1.15)
. Hazard ratio (age adjusted)™ 0.68 0.69 0.66 0.67 0.81
95% CI (0.62, 0.75) (0.61, 0.79) (0.58, 0.77) (0.54, 0.82) (0.57, 1.14)
2
-]
m
" -
2 0.50
B 5 Age and Therapy Category
m
2 -+ Less than 65, Control
z -+ 65-70, Control
o 70-75, Control y
0.25- -+ Greater than 75, Control e} —
=+ Less than 65, Immunotherapy i T ’“’:*"’"’\nww
o R e +
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Fig. 3. Kaplan-Meier curves for overall survival by treatment and age subgroups in the pooled dataset (N=2,824).
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

ICIs’s rational — Immunosenescence

* Physiological deterioration of the immune system
* Lower effectiveness
* Risk of increased toxicity

e Available data from subgroup analyses, meta-analyses and retrospective
studies

* Loss of benefitin OS >75 years

* Bias: not selected according to standardized geriatric scale; risk of
underestimation of AEs.

Og0 ONCOFARMA VIl CONVEGNO NAZIONALE DELLA RETE ONCOLOGICA SIFaCT \‘g.fact



Older adult patients and clinical trials

Older Adult Participation in Cancer Clinical Trials:
A Systematic Review of Barriers and Interventions

10148 potentially eligible studies 946 potentially eligible studies identified
identified by database search through additional sources

¥
8691 identified for screening

h 4

2403 duplicates removed

b A

145 full-text articles assessed for eligibility

h 4

8546 records excluded after title and
abstract review

Y

13 studies included in final synthesis

CA CANCER J CLIN 2021;71:78-92

A J

132 records excluded

55 described age-based disparities in
trials but did not examine barriers

47 had non-relevant study aims

27 were abstracts without available
full texts

2 evaluated interventions that did not
examine impact on older patients

1 unable to retrieve

Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA)

Flow Diagram.
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Older adult patients and clinical trials

Older Adult Participation in Cancer Clinical Trials:
A Systematic Review of Barriers and Interventions

TABLE 1. Characteristics of the 13 Studies Included in This Systematic Review
NO. OF STUDIES,
CHARACTERISTIC N=13 REFERENCES
Year published
Before 2004 2 Kornblith 2002, Kemeny 20035
2004 to 2009 5 Townsley 2006,%” Kimmick 2005,? Puts 2009,”° Moore 2004,”" Basche 2008
After 2010 6 Javid 2012,%" Freedman 2018, Hamaker 2013,”* Ayodel 2016,”* McCleary 2018,7 Prieske 20187
Country of origin
United States 8 Javid 2012,%" Kornblith 2002, Freedman 2018,* Kimmick 2005, Kemeny 2003,% Puts 2009,”
Moore 2004,”" Basche 2008,”? McCleary 20187
Canada 2 Townsley 2006, Puts 20097
Netherlands 1 Hamaker 20137
Ireland 1 Ayodel 2016™
Germany 1 Prieske 20187
Minimum age used to define
older adults
65y 1 Javid 2012,%" Kornblith 2002, Freedman 2018, Kimmick 2005,** Kemeny 2003,% Puts 2009,
Moore 2004,”" Basche 2008,” Hamaker 2013, Ayodel 2016, Prieske 20187
70y 2 Townsley 2006,%” McCleary 20187
Study population
Provider 5 Kornblith 2002, Freedman 2018, Kimmick 2005,* Hamaker 2013, McCleary 2018”
Patients 5 Townsley 2006,%7 Puts 2009, Basche 2008,"* Ayodel 2016, Prieske 20187
Both 3 Javid 2012,3" Kemeny 2003,% Moore 2004'
Sample source
Multiple institutions 9 Javid 2012,%" Komblith 2002, Kimmick 2005, Kemeny 2003,% Moore 2004,”" Basche 2008,
Hamaker 2013,” McCleary 2018,” Prieske 20187
Single institution 3 Townsley 2006,% Puts 2009, Ayodel 20167*

Population-based

CA CANCERJ CLIN 2021;71:78-92

Freedman 2018%

Study design
Intervention

Observation

Cross-sectional

Surveys

Qualitative analyses
Cohort
Case-control
Cancer type
Solid

Breast
Colon
Lung
Prostate
Hematologic

All types

12

1

Kimmick 2005

Kornblith 2002,% Townsley 2006, Freedman 2018, Moore 2004,” Basche 2008,* Hamaker 2013,
Ayodel 2016,™ McCleary 2018,” Prieske 2018

Javid 2012,%" Komblith 2002, Townsley 2006, Freedman 2018,% Kemeny 2003, Puts 2009,
Moore 2004,”" Basche 2008, Hamaker 2013, Ayodel 2016, McCleary 2018, Prieske 2018

Javid 2012,%" Komblith 2002, Townsley 2006, Freedman 2018,% Kemeny 2003, Moore 2004,
Basche 2008,”* Hamaker 2013, Ayodel 2016, McCleary 2018, Prieske 201878

Townsley 2006,% Kemeny 2003,%° Puts 2009, McCleary 20187
Javid 2012,%" Purts 20097

Kemeny 2003%

Javid 2012,%" Komblith 2002, Townsley 2006, Kemeny 2003,% Puts 2009,” Moore 2004,
Basche 2008," Hamaker 2013, Ayodel 2016,” McCleary 2018, Prieske 20187

Javid 2012,%" Komblith 2002, Townsley 2006, Kemeny 2003,% Hamaker 2013, Ayodel 2016™
Townsley 2006,% McCleary 20187

Townsley 20067

Townsley 20067

Townsley 2006, Basche 2008,” Ayodel 2016™

Freedman 2018, Kimmick 2005*
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Older adult patients and clinical trials

Older Adult Participation in Cancer Clinical Trials:
A Systematic Review of Barriers and Interventions

Identified Barriers to Clinical Trial
Participation of Older Adults With
Cancer

* System

 Provider

Patient

* Caregiver

CA CANCERJ CLIN 2021;71:78-92

REFERENCE
BARRIER 36 69 n 37 72 70 31 73 74 75 76 38
System
Eligibility criteria . . . ° ° .
Consent form language . . .
Trial availability . .
Provider
Concern for toxicity . L . . o ] .
Concern for patient age . . . ] °
Time/burden L] . . .
Preference for anather . . .
treatment
Lack of personnel o o .
Preference against . ° o . .
research in general
Unaware of available . L
trials
Patient
Knowledge L] . . . . .
Transportation . ° o . ° °
Time/burden . . o o . .
Concern about efficacy . . . . . .
and toxicity
Against experimentation L] o . . .
Treatment preferences . . o °
Finances L] . . .
Age (eg, believing they . .
are too old)
Emotional burden . .
Caregiver
Preferences . ° o .
Burden . °
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Older adult patients and clinical trials

Older Adult Participation in Cancer Clinical Trials:
A Systematic Review of Barriers and Interventions

Recommendations to Expand the Inclusion
of Older Adults in Cancer Clinical Trials

CA CANCERJ CLIN 2021;71:78-92

OVERARCHING SOLUTIONS SPECIFIC STRATEGIES EXAMPLES FOR IMPLEMENTATION

Operational modifications to the Geriatricize trial design » Design trials specifically for older adults (eg, single-arm phase 2
current cancer research A171601)
infrastructure Extended trial design (no precedent)

Measure relevant endpoints

Broaden (further) eligibility criteria

Address site/stakeholder-specific barriers

Expand the reach of cancer and Design pragmatic clinical trials
aging research beyond standard

clinical trials Leverage real-world data

Adaptative design (eg, phase 3 CALGB 49907)°

Prospective cohort design (eg, TLC study)®

Postmarketing surveillance cohorts/registries (eg, NRMI Genentech study)?
Embedded study (eg, A041202, EA2186)°

Concurrent differential dosing trials (eg, FOCUS2, Go2)

Composite endpoints (eg, Overall Treatment Utility or Therapeutic Success,
which combines efficacy, toxicity, and patient compliance)

Treatment failure-free survival

Time to treatment failure

Patient-reported toxicity (eg, PRO-CTCAE)

Aging-related measures (eg, single or multiple domains of GA and other
measures to capture function or cognition)

Quality-of-life-related measures (eg, PROMIS, EORTC, Q-TWIST)

Was It Worth It (WIWI) questionnaire

Use measures of function (eg, gait speed) or other evaluations of biologi-
cal age rather than performance status

Incorporate standardized, objective measures of multimorbidity, such

as the Charlson Comorbidity Index (consider a hierarchy of comorbid
conditions)

Engage (early) with patient advocates, geriatricians, or geriatric
oncologists

Avoid shotgun, one-size-fits-all approach
Evaluate specific site and stakeholder barriers
Develop multilevel, tailored interventions to meet unique needs

Consider cluster-randomized trials (eg, COACH trial)®
Expand to community-practices (eg, NCORP)

Use EHRs, tumor registries, claims data, and other sources
Link cancer (eg, SEER) and aging data (eg, HRS)
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Older adult patients and clinical trials

Inclusion of Older Adults in Cancer Clinical Trials Guidance for Industry

A. Early Clinical Development

B. Clinical Trials

C. Postmarket

Sponsors should enroll older adults, if appropriate, in early phase studies to obtain
information on safety, exposure, and response to better inform the study design
and dose selection of later phase studies.

Sponsors should evaluate drug interactions early in drug development to allow
enrollment of older adults who may otherwise be excluded because of their
concomitant medication use.

Sponsors should document co-morbidities and make every effort to safely include
these patients as well as those with organ dysfunction and prior/concurrent
malignancies. 14

U.S. Department of Health and Human Services Food and Drug Administration
Oncology Center of Excellence (OCE) Center for Drug Evaluation and Research
(CDER) Center for Biologics Evaluation and Research (CBER)

March 2022 Clinical/Medica
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Older adult patients and clinical trials

Inclusion of Older Adults in Cancer Clinical Trials Guidance for Industry

A. Early Clinical Developmen
B. Clinical Trials

C. Postmarket

f

o Trial design

To facilitate the enrollment of older adults in cancer trials, sponsors may consider flexible
approaches to trial design, such as age-based stratification or analyses based on hypothesized
efficacy differences in older adults compared to the younger adults participants (<65 years]...
alternative trial designs should be proposed. This may include an open-label safety study that
can enroll and analyze an older adult population separately in a parallel arm of a trial.

e Develop recruitment strategies targeted to older adults

Clinical trials do not have an upper age limit for exclusion, however adults 75 years of age and
older, continue to be underrepresented. FDA encourages sponsors and clinical trial cooperative
groups to develop strategies to recruit patients that are reflective of the intended population.

e C(Consider collecting additional information for older adults

For example, in addition to collection of age and performance status, elements from geriatric

assessment tools (e. g. functional status, cognitive function), and a comprehensive assessment of
comorbidities should be considered during trial design.

Consider additional strategies in adverse event monitoring and management

® Report more discrete age subgroups
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Older adult patients and clinical trials

Inclusion of Older Adults in Cancer Clinical Trials Guidance for Industry

A. Early Clinical Developmen

—
B. Clinical Trials
Ideally, adequate information on older adults should be captured in the premarket
C. Postmarket _< clinical trials. However, if older adults are not adequately represented in

premarket clinical trials, it may be appropriate to develop a plan to collect data on
older adults in the postmarket setting
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Conclusions (1)

e Older patients are significantly underrepresented in cancer
clinical trials

* Exist complex and multifactorial barriers to enrolling older
patients on cancer clinical trials

* Education and adequate information of patient and physician:
very important!!

* Lack of data on tumor biology and treatment tolerance

e Cut off 70> 65 —75>707
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Focus sul disegno degli studi clinici: Perché 'anziano e diverso dal paziente dei trial

Conclusions (2)

Is the elderly different from trial
patients? Yes, but..

* Need for increase the enrolment of elderly patients

* Modify trial design (stratification for age, I/E related to comorbidity, PS
and pervious malignancy)

 Embed biological or functional age evaluation in trials

e Conduct concurrent differential dosing trials for older adults
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