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Las Cifras del Cancer
gcgadczpm en ESpaﬁa

de Onco lOg la Medica Figura 1. Incidancia estimada de los tumores més frecuentes a nivel mundial en el afio 2012 (exchiidos tumores cuténeos no melanoma)
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Figura 9. Estimacién de la mortalidad en el mundo para el afio 2012 en | poblacién general ftumores més fracuentes).
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¢, Por que hablar de cancer de
pulmon en un ciclo de
envejecimiento poblacional?
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Cancer de pulmén en el anciano

- El cancer de pulmon es la principal causa de muerte por cancer a nivel
mundial. Es uno de los tumores mas letales

- Primera causa de muerte en el vardn
- Es una de las neoplasias mas asociadas al envejecimiento:

Lung Cancer is Primarily a Disease of the Elderly

Age at Lung Cancer Diagnosis

35

mediana de edad 68 anos, mas i
del 50% de los pacientes en
practica clinica tienen mas de
70 anos
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Pal and Hurria, JCO 2010
https://seer.cancer.gov/archive/csr/1975_2000
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Riesgo de desarrollar cancer de pulmon
aumenta con la edad

A medida que aumenta la edad se incrementa el riesgo de padecer
cancer de pulmon debido a:

la exposicidn a sustancias quimicas carcinogenas,

la accion acumulativa de los carcindgenos del tabaco,

la aparicion de enfermedades pulmonares cronicas que
conllevan a la aparicion de fibrosis pulmonar con la consecuente
metaplasia escamosa,
todo esto asociado a las caracteristicas genéticas y susceptibilidad
del huésped
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Tendencias

Percentage of New Cases by Age

Group for Lung and Bronchus Cancer Lung Cancer (€C33-C34), Average Number of New Cases

(2008-2012) e .
per Year and Age-Specific Incidence Rates per 100,000
s Population, UK, 2012-2014
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Teoria que explica esta asociacion

Principal factor de riesgo: tabaco

El envejecimiento per se no parece ser la
causa fundamental de la enfermedad;
generalmente se acepta que a medida que se
prolonga la vida del individuo, aumenta
proporcionalmente el periodo de exposicion a
numerosos cancerigenos, lo cual incrementa
el riesgo para el cancer.

La presencia de sintomas de varias
enfermedades cronicas puede enmascarar las
manifestaciones tempranas de las neoplasias
malignas.

En muchos casos, los ancianos no reciben
todos los beneficios de los programas de
deteccion precoz para el cancer.
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Cambios epidemiologicos

- Los cambios epidemiologicos (como las politicas
antitabaquico) tardan mas en traducirse en la poblacion
anciana

Gironés ef al. Age-related efficacy of treatment in metastatic NSCLC
Elderly EGFR mutated
Table 1: Clinical characteristics of the patients; comparison between age groups
& Men never smoker - Women never smoker B Men smoker .- Men exsmoker Group 1: Group 2:
8% < 70 years old > 70 years old P
12% | 162 (50.3%) 160 (49.7%)
Age, years 59 (34-69) 76 (70-91)
Mean, range
Gender
Men 139 (87%) 142 (88%)
Women 23 (13%) 18 (12%) P=0.266
PS0-1 136 (84%) 98 (61%)
! PS2 26 (16%) 62 (39%) P =0.00001
0,
40% Histology, n (%)
Unconfirmed 4 (2%) 10 (6%) P=0025
Squamous 55 (34%) 70 (44%) P=0.023
Adenocarcinoma 88 (55%) 59 (37%) P=0.0322
Large cell carcinoma 10 (6%) 15 (10%) P=053
Untyped carcinoma 5 (3%) 6 (3%) P=06
Figure 1: EGFR mutation and smoking habit in elderly patients. Smoking habits:
EGFR: epidermal growth factor receptor Never smoker 13 (8%) 28 (18%)
Active smoker 112 (69%) 33 (20%) P =0.0001
Ex-smoker 37 (23%) 99 (62%)
Gironés et al. J Cancer Metastasis Treat 2016;2:379-87 EGFR status
DOI: 10.20517/2394-4722.2016.20 ) Journal of Unknown 51 (31%) 65 (40%)
Cancer Metastasis and Treatment Mutated 12 (7%) 17 (11%)
wwwjcmtiournal.com Wild-type 99 (62%) 78 (49%) P =0.0001
EGFR status in adenocarcinoma (147) ) )
Unknown 8 (9%) 8 (13%) P=0.0005
Mutated 12 (14%) 17 (29%)

Do elderly NSCLC stage IV patients benefit Wild-type 68 (77%) 34 (56%)
from chemotherapy as We" as youngero EGFR: epidermal growth factor receptor; PS: performance status
An analysis from clinical practice date

Regina Gironés, Pedro Lépez, Rebeca Chulvi, Mamen Cafiabate




Original Investigation

Association Between Younger Age and Targetable Genomic
Alterations and Prognosis in Non-Small-Cell Lung Cancer

Adrian G. Sacher, MD; Suzanne E. Dahlberg, PhD; Jennifer Heng, BS:; Stacy Mach, BA; Pasi A. Janne, MD, PhD;
Geoffrey R. Oxnard, MD

* |nstitutional database between January 1, 2002,
and January 1, 2014 on 2237 eligible patients with
NSCLC and tumor genotyping results

» 712 patients (32%) possessed a targetable genomic
alteration (ie, EGFR kinase mutation, ALK or ROS1
rearrangement, ERBB2 kinase mutation, or
BRAFV600E

JAMA Oncology Published online December 17, 2015
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Epidemiologia

ks - Contents lists available at ScienceDirect
PR Lung Cancer
T -
journal homepage: www.elsevier.com/locate/lungcan

Lung cancer and treatment in elderly patients: The Achilles Study

Mariano Provencio®*, Carlos Camps€, Vicente Alberola“, Bertomeu Massutti®, Nuria Vifiolas',
Dolores Isla®, Manuel Démine”, Isabel Millin®, Manuel Cobo', Rafael Rosell)-!

Age, mean (SD) T7(5.1)
>75 years n (rﬂ 4 (65] r{’) Age cohort <70 years >70 years 17% p-Value
>80 years n (%) 24 (28.9%) No.
S Male 1177(85.6%) 234(84%) 0.83
Male/female 8112 Female 196(14.4%) 46(16%)
Smoking habit Age median (DE) 56.37 (8.8) 73.42 (31)
Current smoker 22 (26.5%) Stage
Ex-smoker 58 69.9%) Iiib 208(15%) 47(16.7%) 0.48
v 1165(85%) 233(83.3%)
Never smoked 3(3.6%) ,
. . _ , Histology
Histological types No. (%) Adenocarcinoma 692(51%) 137(49%) 0.06
Squamous 414(30%) 105(38%)
Squamous cell carcinoma 46 (55.5%) Large cell 184(13%) 6(I%
Small cell carcinoma 12 (14.5%) Oners 53(5%) 1A%)
Adenocarcinoma 9 (10.8%)
Large cell carcinoma 8 (9.6%) i i
No pathologic diagnosis 8 (9.6%) Este fenbmeno esta probablemente
o T s 0 205 relacionado con la mayor exposicion del sexo

RESEARCH ARTICLES

masculino al tabaco y desarrollo de
enfermedades pulmonares cronicas
secundarias al primero, asi como mayor
exposicion laboral a sustancias carcindégenas.

Smoking habits in elderly lung cancer patients: still no changes
in epidemiology? A single-center experience

Regina Glronés Sarrid - Maria Dolores Torregrosa < Pedro Lépez - José Gémez-Codina - Rafoel Rosell

Perfil del anciano con cancer de pulmon
en nuestro medio:

Varén 76 anos exfumador epidermoide
Mujer 80 anos no fumadora
adenocarcinoma mutado

Ratio 12/1




MANEJO DE ESTA
POBLACION




Los ancianos con cancer de
pulmon suelen estar
excluidos de los ensayos
clinicos que sientan las
Indicaciones terapeéuticas
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Lewis, J Clin Oncol 21:1383-1389.

EVIDENCE “BIASED” MEDICINE

“Older persons use the majority of drugs. It is a
paradox that persons who usually take more

medicines are excluded from clinical trials
investigating such medicines”
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R.R. Jennens,' G. G. Giles? and R. M. Fox® =
| NPRSRIPIE VNP _— 60 -
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Treatment Patterns in Elderly NSCLC Very Elderly are Especially Under-Represented

Ontario: Pts with adv NSCLC referred for 50%
chemotherapy by age

The average median age of patients in 45%
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B M c ca ncer BioM(ed)Central

Research article Open Access
Eligibility of patients with advanced non-small cell lung cancer for

phase lll chemotherapy trials
Janette Vardy*!23, Ryan Dadasovich!.23, Philip Beale!23, Michael Boyer!.2:3
and Stephen ] Clarke! 23

BMC Cancer 2009, 9:130 http://www.biomedcentral.com/1471-2407/9/130

Table 4: Number (%) of Ineligible Patients Based on Trials Exclusion Criteria®

BMC Cancer 2009, 9:130 http://www.biomedcentral.com/1471-2407/9/130 E1594 SWOG 9509
Prospective Data Retro-spective Data Entire Cohort Prospective Data Retro-spective Data  Entire Cohort
N =100 (%) N =85 (%) N=185(%) N=100(%) N =85 (%) N = 185 (%)
Table 2: Eligibility for E1594 and SWOG9509
Prospective Data Retrospective Daca Entire Cohort Performance Status 37 (37%) 35 (41%) 72 (39%) 37 (37%) 35 (41%) 72 (39%)
N = 100 (%) N =85 (%) N = 185 (%)
1594 Co-morbidities 19 (19%) 31 (36%) 50 (27%) 34 (34%) 41 (48%) 75 (40%)
Ineligible 61 (61%) 60 (70.5%) 121 (65%)
Eligible 39 (39%) 22 (26%) 61 (33%) Previous History of Cancer 12 (12%) 9(11%) 21 (11%) 12 (12%) 9 (10.5%) 21 (11%)
Not assessable 0 (0%) 3(35%) 3(2%)
SWOG 9509 Brain Metastases 14 (14%) 1(1%) 15 (8%) 14 (14%) 1(1%) 15 (8%)
Ineligible 66 (66%) 66 (78%) 132 (71%)
Eligble 34 (34%) 16 (19%) S0 Non Evaluable or N 9(9% (1% 10 (5% 9(9% (1% 10 (5%
Not assessable 0(0%) 3(35%) 3(2%) M::su:t:l': Dis:seon %) (1%) (%) %) (1% %)
Abnormal Blood Parameter 2 (2%) 6 (7%) 8 (4%) 2 (2%) 7 (8%) 9 (5%)
Previous Chemotherapy 2(2%) 10 (12%) 12 (6.5%) 2 (2%) 10 (12%) 12 (6.5%)
Unable to give Informed 1(1%) 3(3.5%) 4(2%) 1 (1%) 3(35%) 4 (2%)

Consent

* Does not equal 100% due to many patients being excluded on more than one criterion — see Table 3
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LRIATRICONCOQLOGY 3 2012)94-101

Available online at www .sciencedirect.com

SciVerse ScienceDirect

a

Comprehensive Geriatric Assessment (CGA) of elderly lung
cancer patients: A single-center experience

Regina Gironés™*, Dolores Torregrosa®, Inma Maestu®, José Gémez-Codina®,
Jose M. Tenias®, Rafael Rosell Costa®

Comorbidities _
Mean Charlson (range) 3(0-9) 26-28% tienen
0 - (-‘2%) : antecedente previo
1 10 (12% ,
- 18 (21.7%) de cancer
>3 51 (61.3%)
Comorbidities
Mean SCS (range) 9 (4-19)
<9 44 (53%)

>9 39 (47%)
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VOLUME 23 - NUMBER 36 - DECEMBER 20 2005

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Should Elderly Non—-Small-Cell Lung Cancer Patients Be
Offered Elderly-Specific Trials? Results of a Pooled Analysis
From the North Central Cancer Treatment Group

Aminah Jatoi, Shauna Hillman, Philip Stella, Erin Green, Alex Adjei, Suresh Nair, Edith Perez,
Bipinkur Amin, Steven E. Schild, Rene Castillo, and James R. Jett

50 4
45 100
B Age-unspecified
40 A } Elderly-spectic %0
35 80
830 -
g Z o
8% s 50
& 20
40
154
30
10 4
: 20
5 10
0
6569 70-74 75-79 8084 85.89 0 6 12 18 24 a0 2%
Age Months
Fig 2. Gray bars denote elderly-specific trials on which & greater proportion Fig 3. Median survival times in age-unspecified and eldery-specific trisls

of the “oldest of the old™ were recruited. were 302 and 232 days, respectively.
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A Vicious Cycle

Under-
representation

in studies

Under/over- Lack of
treatment of data and
older adults uncertainty
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Problemas del tratamiento activo en el mayor
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Decision por
adeismo Y muchas veces

se olvida al
‘ paciente ‘_V
Refuerzo del
error

nfratratamiento

Peor resultado

THE GERONTOLOGIST

Age-ism: another form of bigotry.
Butler RN.

Gerontologist. 1969 Winter;9(4):243-6. Etaismo: otra forma de intolerancia J

Prejuicios, ideas estereotipadas y/o discriminacidén contra cualquier persona o
personas directa y solamente debida al hecho de haber alcanzado una edad
cronoldgica que el grupo social define como “vejez”.



Prejuicios en poblacion anciana con
cancer de pulmon

- No se benefician del tratamiento: concepto de beneficio
- Se mueren de otras causas: impacto de la comorbilidad
- No se quieren tratar:

- No quieren ser informados
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Beneficio terapeutico

The ELVIS Trial: A Phase I1I Study of Single-Agent 1907
Vinorelbine as First-Line Treatment in Elderly Patients
with Advanced Non-Small Cell Lung Cancer .

— Vinorelbine
eeees Supportive Care

~

(@)
L
L]

CESARE GRIDELLI
National Cancer Institute, Division of Medical Oncology B, Naples, Italy

Key Words. Vinorelbine - Best Supportive Care - ELVIS

Overall survival (%)
(6]
o

25 4
®e
Log-rank test p = 0.03 ftetananees
Cox model p = 0.02
0 T T T T T T
0 13 26 39 52 65 78
Weeks
Table 1. Selected Studies of Chemotherapy Use in Older Adults With Advanced Non-Small-Cell Lung Cancer
Study Regmen No. of Patients > 70 Years Okd  Medan Survwal 1-Year Survival Rate (%) P for Median Survival

ELVIS (1999 BSC 7% 21 weeks 14 03

Vinorebine + BSC 76 28 weeks 32
CALGB 9730 (2005)  Carboplatin + pachtaxel 77 8 months ) NS

Paclitaxel 78 5.8 months n
IFCT-0501 {20100 Carboplatin + pachtaxel 226 10.3 months 445 < 001

Gemaitabine or vinorelbine 226 6.2 months 284
Zukin et al'? (2013)  Carboplatin + pemetrexed 38 9.9 months 40.1* 006

Pematrexed 36 5.3 months nse
Abbreviations: BSC, best supportive care; CALGB, Cancer and Leukemia Group B; ELVIS, Blderly Lung Cancer Vinorelbine talian Study; IFCT, Intergroupe Francophone

de Cancerclogie Thoracigue; NS, not significant.

*Entire cobort, not elderly specific overall survival.
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; Qué entendemos por Beneficio en la
poblacion anciana con cancer de pulmon?

- “...la relacion coste-efectividad suele ser menor en el
tratamiento de las personas mayores con cancer que en
el de los individuos mas jovenes, debido a un beneficio
reducido sobre la esperanza de vida y un riesgo
incrementado de complicaciones terapéuticas costosas.”

“...parece razonable explorar estrategias para minimizar
este coste.”

“Existe un coste relacionado con los pacientes

de cancer no tratados... Cualquier estudio

significativo de coste-efectividad deberia

comparar el coste que supone tratar el cancer,

con el coste de no tratarlo.”

L. Balducci / European Journal of Cancer (Ed. Espafiola) 2001; 1: 102-115
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Prejuicio: "mueren de otras causas’
comorbilidad

ds

=La comorbilidad se define como las enfermedades asociadas al diagnéstico de
cancer

=La comorbilidad aumenta con la edad, y es una causa competitiva de muerte

=Ademas, se ha relacionado con el aumento de complicaciones asociadas a la
quimioterapia

=Los pacientes con comorbilidad estan excluidos de los ensayos clinicos

R. Gironés et al. / Lung Cancer 72 (2011) 108-113

Another causes (16.9%) £

El peso de la comorbilidad depende de la
agresividad del tumor —

(5.1%)
Respiratory insuficiency

Lung Cancer 72 (2011) 108-113
Contents lists available at ScienceDirect non-neoplasic (8 5%) ]lll][l
Lung Cancer

Neoplasic progression

journal homepage: www.elsevier.com/locate/lungcan

(69.5%)

. s  ge s . . I T T T T T T
Prognostic 1mpef_ct of comorblley in elderly lung cancer patients: 00% 100% 200 300 400 500 600 700
Use and comparison of two scores % % % % % %
Regina Gironés®*, Dolores Torregrosa?, José Gomez-Codina®, Inma Maestu¢, Fig. 3. Specific cause of death.

Jose Me. Tenias®, Rafael Rosell®
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Impact of Age and Comorbidity on Non-Small-Cell Lung

Cancer Treatment in Older Veterans
Sunny Wang, Melisa L. Wong, Nathan Hamilton, . Ben Davoren, Thierry M. Jahan, and Louise C. Walter

Conclusion

Advancing age is & much stronger negative predictor of treatment receiot among older veterans
with NSCLC than comerbicty. Indadualized decisions that g0 beyond age and include comorbidty
are needed 1o better target NSCLC treatments to older patients who may reasonably beneft.

J Clin Oncal 30:1447-1455. © 2012 by American Sociaty of Clincal Oncology

>
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Age 65-74 years Age 75-84 years

None Average Severe None Average Severe

Comorbidity

Age 65-74 years Age 75-84 years

None Average Severe None Average Severe

Comorbidity

Age 65-74 years Age 75-84 years

None Average Severe None Average Severe

Comorbidity

Age 85+ years

Nene Average Severe

Age 85+ years

None Average Severe

Age 85+ years

None Average Severe

No treatment

M Other treatment

W Guideline-recommanded
treatment

No treatment
M Other treatment

W Guideline-recommanded
treatment

No treatmant

M Other treatment

W Guideline-recommanded
treatment



Age

0
20
40
60
65
70
75
80
85
90
95

100

Male Life
expectancy

76
57
38
21
18
i

——
e

D W s ON ©
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The elderly: In the absence of severe comorbidity,
life expectancy is likely driven by the lung cancer

Female life
expectancy

81
62
42
24
20
16
13
10
7
5
3
2

SSA actuarial life table, cited in Weiss, 2013



SWOG 0027: Survival by Co-morbidities in

Ploiiecel RS A Increased Comorbidity Correlates with Cancer

Median
N Deaths in Months

A A Treatment Discontinuation
= Higher comorbidity score = more likely to discontinue treatment

100%"
90%-
80%-

Months After Registration 70% A7

Hesketh, Lilenbaum J Thorac Oncol. 2007;2: 494-498 60‘7
0

50%

Comorbidity >Decreased Survival

0/ ./

in Patients with Lung Cancer 40°A,

o Median Survival Time 30%-

20%+

= Charlson Score 10%

0%-
S 15

0to2  Charlson Score >2

10

20

5

o

'No Comorbidities 1or2 > 2

Higher comorbidity score - Worse survival
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Prejuicios: “no se quieren tratar”

Clin Transl Oncol (2012) 14:000-000
DOI

RESEARCH ARTICLES

Lung cancer chemotherapy decisions in older patients: the role
of patient preference and interactions with physicians

Regina Gironés - Dolores Torregrosa - José Gémez-Codina - Inma Maestu - Jose Maria Tenias - Rafael Rosell

J Canc Educ (2015) 30:766-773
DOI 10.1007/513187-014-0760-5

Desire for Information in the Elderly: Interactions with Patients,
Family, and Physicians

Regina Gironés



Diferentes

expectativas
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ESTADO ACTUAL
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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

Romain Corre, Laurent Greillier, Hervé Le Caér, Clarisse Audigier-Valette, Nathalie Baize, Henri Bérard,
Lionel Falchero, Isabelle Monnet, Eric Dansin, Alain Vergneneégre, Marie Marcq, Chantal Decroisette,
Jearnn Bernard Auliac, Suzanna Bota, Régince Larmy;, Bartoricu Massuti, Cécile Dujon, Mauwurice Pérol,
Jean-Pierre Daureés, Renaud Descourt, Hervé Léna, Carine Plassot, and Christos Chouaid

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
= 76years and PS 0-1 > 76years and/or PS « 2 Fit patients Vulnerable patients Frail patients
Non . Non N
squamous Squamous squamous Squamous
Carbo- Carbo- Carbo- Carbo- D

pemetrexed gemcitabine Docetaxel pemetrexed gemcitabine taxel 8sc

VOLUME 34 « NUMRER 13 MAY 1, 2018
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SIOG

INTERNATIONAL SCCIETY
OF GERIATRIC ONCOLOGY

Screening for patients
with NSCLC and: Adult > 70 years
Stage IV Advanced NSCLC
Age > 70 years EGFR, ALK wild type
PS 0-2
Chemotherapy
Toxicity score = 10
CARG or CRASH Elicit pati ESOGIA functional
Random assignment in 1:1 chemotherapy icit pat‘em status
ratio with stratification S goals
R toxicity score assessment
Age 70-80 v = 80 years
PS0-1v2
Shared decision making
Arm A
. Arm B
Carboplatin AUCS D1 : 2
. 2 NAB-paclitaxel 100 mg/m
Rl ey 00 ot D18 Treatment selection
in ?l-dn'v oveles in 21-day cycles
Treatment failure-free S S S
rates at 90 days defined Palliative care plan Palliative care plan Palliative care plan
as progression, single-agent doublet no
“"°°°°P‘%':::t;°x'°'t¥' or chemotherapy chemotherapy chemotherapy




ESOGIA-GFPC-GECP 08-02

. v ) Treated Median OS

<75and squamous Pemetrexed
| PSO 851 8.6 mo

Gemcitabine

Toxicity

118% 57  10.0mo

g
4 Gemcitabine

Vulnerable e — Docetaxel 31 4.9mo

Non- Carbo-
ENES m <
|

Toxicity \

failures: -EE 230 28mo

4.8%

e ASCO ANNUAL MEETING 17 | #ASCO17 Corre et al. JCO. May 2016: 1476-1483

Slides are the property of the author. Permission required for reuse.




Rsons fr eetments e No. (4
Mg ct
Prgessin
Tonely
Tovety vsptfor B8 i the CGAam
Witrawa ofconset
7]
(ther

1.0
+~ CGA arm
Standard arm
0.8 \
CGA arm: median TFFS, 3.1 mo (85% CI, 2.7 to 4.4 mo}
_a. Standard arm: median TFFS, 3.2 mo (95% CI, 2.9 to 4.1 mao)
= P=32
o
B 0.6
=
o
g
= 0.4
=
wl
0.2
== —tt
T T T T
0 10 20 30 40
Survival Time {mo)
CGA arm 243 29 7 0
Standard arm 251 21 5 1 0

1t ]
1% 58 13 [
Bl IEH) ]
Bl 63 (6
358 181 i
A8 LA 1
1368 166 il
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Table 3. Treatments and Qutcomes

Standard Arm CGA Arm
Treatment and Qutcome (n=151) =23 P{Log-Rank Test
Treatment allocation, No. (%) <00
Monotherapy 163 (64.9 716313
Doublet 88 (32.1) 1115.7)
BSC 56 (23.0)
Median TFFS, months 3
Al 32 31
Doublet 44 48
Monotherapy 29 26
BSC - 13
Medfan PFS, months 5
Al 3 i
Doublet 47 18
Monotherapy 3 2
BSC - 13
Madian (S, monts 8
Al Y} i)
Doubet 86 100
Monotherapy 57 49
BSC - 28
Mean fe expectancy adusted on Qol, months 43 44 51
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Conclusiones ESOGIA

« Con la evaluacion geriatrica:

- Se evitan tratamiento activo el 23% de la poblacion
- Se aumenta el uso de dobletes de platino

- Se disminuye la toxicidad

- Sin diferencias en Supervivencia Global

Alternate Interpretations of ESOGIA- Conclusién personal

GFPC-GECP Randomized Trial: S1 hay una herramienta que evita

The Glass Is Half Full sobretratar al 23% de la poblacion, y
- disminuye la toxicidad; /no son

. . _ objetivos suficientes para esta

il Gajré MD A0 —— poblacion?. A pesar de que el TTF no

E::; St:°h;22:\::|dl'f:férsity, ‘ ha demostrado diferencias

Syracuse NY estadisticamente significativas

pREsENTED A ASCO ANNUAL MEETING ‘17 | #ASCO17
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@ CrossMark

Relevance of a Geriatric Assessment for Elderly
Patients With Lung Cancer—A Systematic Review

D

'\ [ €

(D

™

Karijn J.G. Schulkes,' Marije E. Hamaker,” Frederiek van den Bos,’
Leontine J.R. van Elden”

Conclusion Assistance with IADLs - Worse Survival in
The results of the present review have demonstrated thata GA in Patients with Lu ng Cancer

patients with lung cancer can detect muldple health issues, even in
patents with good PS. The outcomes of this assessment can be

used in prognostication, treatment decisions, optimizing health

. R o o o o g—

status, and quality of life. More research with clinical trials that Categories of

. . |ADLS: Worse
incorporate a GA is urgently needed to confirm and extend these WA vl

Intermediate

findings. This should consist of determinants of frailty by the - == - Better

assessment of nutritional status and objective physical capacity, in » Better:

addition to an evaluadon of the effects of nononcologic Score of 100%
interventions.

©
=
=
=
0]
5
>
(®]

» Intermediate:

o Score of 51-99%

e e e e Score of 0-50%

The impact of comprehensive geriatric
assessment interventions on tolerance to

chemotherapy in older people o ASCO ANN MEETING 17 | #ASCO17 Maione et al, J Clin OnCO/, 2005

Slides are the property of the author. Permi ired for reuse.

T Kalsi*'2, G Babiclliman’, P J Ross’, N R Maisey’, S Hughes®, P Fields®, F C Martin'2, Y Wang?
and D Harari"?

BrJ Cancer. 2013 Jan 30. dei: 10.1038/bjc.2017.455. [Epub ahead of print]

Geriatric assessment may help decision-making in elderly patients with inoperable, locally
advanced non-small-cell lung cancer.

Antonio M'-2, Saldafia J'2, Linares J', Ruffinelli JC', Palmero R, Navarro A2, Amaiz MD?, Brao I', Aso S*, Padrones S*, Navarro V¥, Gonzalez-Barboteo J8,
Borras JM?, Cardenal F!, Nadal E18.
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Therapeutic Enthusiasm

Dec 12:
Ramucirumab

with docetaxel for

met NSCLC

Apr 29:
Ceritinib for
ALK1 met
NSCLC after
crizotinib

X Nov 24:

with cis/
e
met squ

Mar 4: Second-line
nivolumab for met
squamous NSCLC

Dec 11:
Alectinib for

Necitum ALK1  met

NSCLC after
crizotinib

Mar 11:
Crizotinib for
ROS1 met
NSCLC

Oct 18: Second-line
atezolizumab for met

Oct 24: First-line May 10: First-line

pembrolizumab for carbo + pem +

met NSCLC with > pembrolizumab
50% PD-L1 - non-squamous met

NSCLC

Slide Courtesy of M. Wong
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PD1/PD-L1 Inhibitors increased Overall Survival

Patients = 65: A Closer Look
Patients
Clinical Trial = 65 65-69 70-74 75-.79 80+
Indication |
SEARDOI. —— 105 56 29 15 5
O -SRI OUS »_ L
[ CAz0®0V7 55 34 10 o 2
| CAZ09006 102 a5 30 18 o
' At vaarc o rmyakaar s e s ‘ | |
DABSSEES 152 67 | 51 23 11
414 202 120 | 65 | 27
n 08 rate, =1 w3 B Wfeerereeeees veseere ~veree Ty
g : Mt folowap® \\ :\an 3 25.8:35.4) 22420 m‘&u 2| % © \\\\
g ® .,m.?:;"n‘pn \“L-‘*«xu \f‘{ 304 ~.--..: x \\‘\\_:-N‘\'\-\., *
; T - T
" b 44 104 Median 9.6 mo Median 13.8 mo -
3 - - v ~ v 0 ' ‘
0 S 10 15 20 b - » » ¥ -~
o K : . . 0 3 6 9 12 15 18 2 u 2

Brahmer NEM 2013 Borgnaes, NEM 2015
Herbst Lanocet 2016 Rittmever Lancet 2017
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ivolumab
Nivoluma - - PURp—
- . .
Figere S1 Treemey E%act on Overl Sarwal n Pre-crtined Satses.
—ate
-
s Lestrarted o e — —
" (9% 0) . ~ R —— e %A1
v m inaon = « S — :
Py gacitane | vi 0T o Bravest
2 .- ' »
a—— 1 3511901 O —_—
[ — » \
Asster gwe » 1R a AN . | « SN S— wae1n) |
g
Laua % 2591050 0 —_— J . %
stge o) QRuan R — . “-\__‘ > 2
e —TTr T —— X putermance DPmacis RS

CM 017: Treatment Effect on OS g ot M = | R —
in Predefined Sub C - L [ . -

N Unstratified e = oxt e e « v ‘i
HR (95% C1) - et e coeedil 7
Overall 272 0.59 (0.44, 0.78) —— : A -.= . = -
Prior paclitaxel vs other prior treatment 1 e e
Prior paclitaxel 92 0.51(0.31, 0.83) —_—lr : 3 K
Ancther agent 180 0.63 (0.45, 0.90) —— : Nowdumah Betir  Ovcstined Betier
Region ' N EnglJ Med 2015;373:123-35.
US/Canada 86 0.59 (0.36, 0.98) — N EnglJ Med 2015;373:1627-39.
Europe 155 0.50 (0.34,0.72) [ — 1
Rest of world 31 1.53 (0.65, 3.62) +o—
Age ! .
o — 152 0s21035,07)  —o— | ckmate 057: Treatment Effect on OS in
265 and <75 years 91 0.56 (0.34,0.91) e — : -
® 18076451 e Predefined Subgroups
Gender 1
Male 208 0.57 (0.41, 0.78) —_—
Female 64 0.67 (0.36, 1.25) —o—:—
. . Overall 0.75 (062, 0.91)
White 252 0.59 (0.44, 0.79) — : Ageéfa(egoﬁn‘ion (years) S s
2 0s 10 20 a0 >65 and <75 063 fo 450 89;
Nivolumab <+ etax 275, 0.90 (0.43, 1.87)

Gender
Male 0.73 (0.56, 0.96)

Female 0.78 (0.58, 1.04)
Baseline ECOG PS
0

0.64 (0.44,0.93)
21 0.80 (0.63, 1.00)
Smoking Status
Cumrent/Former Smoker 0.70 (0.56, 0.86)
Never Smoked 1.02 (0.64, 1.61)
EGFR Mutation Status
Positive 1.18 (0.69, 2.00)
Not Detected 0.66 (0.51, 0.86)
Not Reported 0.74 (0.51, 1.06)

0.25 i 40
Nivolumab Docetaxel
All randomized patients (nivolumab, n = 292; docetaxel, n = 290).
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Pembrolizumab versus docetaxel for previously treated,
PD-L1-positive, advanced non-small-cell lung cancer
(KEYNOTE-010): a randomised controlled trial

www.thelancet com

Eventy/ patients (n) Hazard ratio (95% Q1)

I e

= - OAK: OS IN SELECTED SUBGROUPS

Median OS, mo
Atezolizumab Docetaxel

Subgroup n (%) ; HR n =425 n=425

Female 330 (39%) { ; 16.2 11.2
Male 520 (61% { 12.6 9.2

PO LA tumour proporthon score

)
442 < 65 years 453 (53%) | 13522
0 = 65 years 397 (47%) ¥ 141
)
)

|

Tumour sample ECOG PS 0 315 (37% 17.6
rchive 66 - ECOG PS 1 535 (63% 106

New ' 1 prior therapy 640 (75%) X 12.8
Histology 2 prior therapies 210 (25%) [ . 15.2

. 128 =) Never smokers 156 §18%3 - 16.3
A P NOC AT INOIMa 9 = Current/previous smokers 694 (82% { 13.2

EGF R status CNS mets 85 (10%) L 201
Mutant /8 No CNS mets 765 (90%) - 13.0

A KRAS mutant 59 (7%) : g 17.2
$33/3083 KRAS wildtype 203 (24%) i 138

EGFR mutant 85 (10%) f 10.5

& 1 EGFR wildtype 628 (74%) X 15.3

vours pembrolizurmal T 850 (100%) 5 I 13.8
-

0.2 1 2

igure 3: Subgroup analysis of overall survival : Hazard Ratio

*Stratified HR for [TT. Unstratified HR for subgroups. In favor of atezolizumab ¢———— —————In favor of docetaxel

0S, overall survival Barles et al, Atezolzumab Phase |Il OAK Study

Overall
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Type of cells Alterations with aging

CD8+ Tcells * Decreased lymphocyte production
* Decreased CD8+ naive T cell pool
¢ Decreased TCR diversity
* Increased late stage cells with decreased CD28 expression
* Decreased clonal expansion

* Higher expression of CD57 ke .

* Increased PD-1 expression e

* Increased sensitivity to apoptotic signals -

* Lower levels of perforin and granzyme u-'-" o I .
T regulatory cells ¢ Increased number of CD4+ T regulatory cells i ey L —

* Higher suppressive activity
¢ Increased number of CD8+ T regulatory cells

MDSC * Age-associated increase in numbers in both tumor stroma and
circulation
M2 Macrophages * Controversial but suggestion of increased M2 polarization with age

Anti PD1-PD-L1 en ancianos: necesidades no cubiertas

Si no todas las personas - Pendiente de aclarar si el “fenédmeno de
envejecen igual el inmunosenescencia” afecta la eficacia y toxicidad de estos
agentes.

sistema inmune,

tampoco (‘,? - Se necesitan estudios aleatorizados con agentes anti
PD1/PD-L1 en poblacién anciana con cancer de pulmén. No
esta claro el papel de la inmunoterapia en el paciente anciano
(> 75 anos).
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Conclusiones
BJC

Treatment Paradigm for Older Adults with Lung Cancer o g et b il e iy

Geriatric assessment is superior to
> 70 years, advanced # oncologists’ clinical judgement in
NSCLC ‘ ' identifying frailty
- Lene Kirkhus* "2, Juraté Saltyté Benth'23, Siri Rostoft>*, Bjem Henning Grenberg®®,

Marianne J Hjermstad”®, Geir Selbaek'*"'°, Torgeir B Wyller**, Magnus Harneshaug'?
and Marit S Jordhey>"!

= W Assess for actionable

mutations &

Treat with TKI Assess PDL1 status 8
Treat with Checkpoint
Inhibitor

Fi “‘Vulnerable’ “Frail’

Treat as younger Single agent or dose

atients with doublet reduced .
p chemotherapy chemotherapy Best Supportive Care

Science and Art

- Often thought of as polar onposites
Science as precise and constrained
Ari as Ifree flowing and creative
- Scientists and artists share a creative drive
to understand and representreality
- Itis notuncommon for truly creative
people te be gifted in both science and art
[e.g. Leonardo daVincil
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