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Elderly people...........?
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Changes during aging and
carcinogenesis
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Interactions
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and
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Ageing and angiogenesis

* Older individuals show a generally diminished
ability to mount a robust angiogenic response
to the tumor (Reed and Edelberg, 2004)

More recently, it has been shown that even
elderly can support aggressive tumor
progression, including vigorous angiogenesis,
providing the tumor has acquired a suitable
combination of phenotypic changes (Reed at
al., 2007)




E ORA CHE (L FAMOSO
OCCIDENTE SI TRoVI
UNA BADANTE.




Cancer incidence and mortality are
Increased In the elderly (>65 years)
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Ferlay J, et al. Eucan IARC CancerBase. Lyon:
NHL = non-Hodgkin’s lymphoma IARC Press; 1999. Updated September 29, 2000.



Probability (%) of Developing Colorectal
Cancer in the Next 10 Years by Age

NCIC, Canadian Cancer Statistics 2002.



PROPORTION OVER 65 YEARS

Year
1930
1990
2020
2030

Ratio
1in 15
1in 8
1in5
1in 4




POPULATION
2030

>65 Double
>85 Quadruple




ANNUARIO
STATISTICO

Popolazione 59.131.287
totale

2 65 anni 11.772.865

3.143. 620

Dicembre 2007 [l

The coming acceleration of global population ageing

Published online 20 January 2008.




. . Istat 7 febbraio 2008 ‘

Aspettativa di vita alla nascita

O Maschi OFemmine 837 53 5 83.9 84,1
82,8 83.0 82,8 "
78.6
77.9 778 783
77.0 77.1 77.2
2001 2002 2003 2004 2005" 2006" 2007"

2,5 anni ogni 10 anni




Will the patient die of cancer or with cancer?

Will the patient suffer cancer-related morbidity?
What is the goal of care?

Where will die?
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Age-related biological and clinical
changes in human cancer

lable 1| Age-related changes in the tumour bioclogy of some human cancers
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Functioning

Disease trajectories
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Hypothetical Trajectory to lliness,
Functional Limitation & Disability
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FIGURE 6 Death Rates” From Cancer and Heart Disease for Ages Younger than 85 and 85 and Older.
*Rates are age-adjusted to the 2000 US standard population.
Source: US Mortality Public Use Data Tapes, 1960 to 2001, National Center for Health Statistics, Centers for Disease Control and Prevention, 2004.
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Marrow reserves

« 30% fat - young
4+ 50% fat - normal

« 70% fat - elderly




Associazione Italiana di Oncologia Medica

Intestinal absorption in elderly

- (. | gastric pH

| digestive oo
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Hosoya T, et al infern Med. 1985; 34(6): 520-7.
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A NEGLECTED
ISSUE:
LYPHARMACY

RISK OF DRUG INTERACTIONS INCREASES BY ABOUT
7-13%% PER DRUG USED, i.e. 100% risk at the 8th drug

Karas S Ann Emerg Med, 1981;10:627-30
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Fattori che contribuiscono alla polifarmacia

i i i o Prescrizioni telefoniche del
o Numero di patologie croniche b ixbe

O [ 9€SSs0 o I medici sono riluttanti a

_ sospendere terapie prescritte da
erapie prescritte da piu’ altri medici.
edici ad es. specialisti.

o Farameqte : rla terapia

Automedicazione con farmaci armacologica e sottoposta a
prescritti e OTC. revisioni periodiche.

"Start slow, Go slow"™ puo’

o Aumentata  mobilita degli ; portare a somministrazion]

anziani. sottodosate di farmaci con

insuccesso terapeutico,

o Messaggi pubblicitari diretti al
consumatore.

o Richieste da parte dei
caregivers 0 personale
infermieristico.



FOLFOX in Patients Aged Between 76 and 80 Years
With Metastatic Colorectal Cancer
An Exploratory Cohort of the OPTIMOX1 Study

Arie Figer, mp' BACKGROUND. Patients older than 75 years of age are usually excluded from met-
Nathalie Perez-Staub, mp? astat rectal cancer randomized studies. The OPTIMOXI1 study evaluated
Elisabeth Carola, mo® FOLFOX7, a simplified (s) leucovorin (LV) and 5-fluorouracil (5FU) regimen
Christophe Tournigand, mo? sIV5FU2) with high-dose oxa in a new oxaliplatin stop-and-go strategy.
Gerard Lledo, M04 An exploratory cohort of patients aged 76 to 80 years was included in the study.

Michel Flesch, mo® METHODS. In all, 620 previously untreated patients were randomized between
Ramon Barcelo, mp® FOLFOX4 until pr A), or FOLFOX7 for 6 cycles, maintenance with-
Andre Cervantes, mp’

reintroduction of FOLFOX7 (arm B

Thierry Andre, mp® RESULTS. A total of 37 patients aged 76 to 80 years were included, 20 in arm A and

Philippe Colin, mo® 17 in arm B. The over :sponse rate (ORR) was 59.4%, comparable to younger
Christophe Louvet, mp? patients (59%). Median progression-free survival (PFS) was 9.0 months and median
Aimery de Gramont, mp? verall survival (OS) was 20.7 months. These results did not differ from that in

younger \ in the OPTIMOXI1 study with PFS 9.0 months (P = .63)

' Beth Sourasky Medical Center Tel Aviv, Israe and OS 20.2 months (P = .57). They experienced slightly more grade 3 of 4 toxicity

y LR ) — 06), mainly wi T
2 Hopital Saint-Antoine, Paris, France. ersus 4§ P =.06), mainly with more neutropenia
}) and neurotoxicity (22% vs 11%, P =.06). Tolerability, however,

' Centre Hospitalier de Senlis, Senlis, France NPT

no toxic death occurred in this elderly population.

' Clinique Saint-Jean, Lyon, France CONCLUSIONS. The efficacy of FOLFOX-based treatment was maintained in

with both FOLFOX regimens. The oxaliplatin stop-and-go

patients
Hospital Devron, Dijon, France R ,
management strategy performed well in this population. Cancer 2007;110:2666—

” Hosptial de Gruces Osakidetza Barakaldo, Viz- 21 007 American Cancer Societs
caya, Spain .

Hospital Clinico-Universitario, Valencia, Spain ' KEYWORDS: elderly patients, FOLFOX, 5-fluorouracil, metastatic colorectal cancer,
' Hosptial Tenon, Paris, France. oxaliplatin,

Clinique Courlancy, Reims, France.
c olorectal cancer (CRC) is 1 of the most common malignancies
and the second cause of cancer deaths in the US and most Eu-

CANCER December 15, 2007 / Volume 110 / Number 12
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Le complicanze a cascata......

Vomito ripetuto
Lo- Disidratazione
l—r Sincope ortostatica
LO- Frattura femorale
L Sindrome ipocinetica
Ly Lesione da decubito
Ly Piaga da decubito

L-b Sepsi
1—- Exitus

Fratino L. Tumori in eta avanzata, Oncoform n.11,

in press.
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Yancik R, Wesley M, Ries L, Havlik R, Edwards B, Yates, J, Effect of Age and Comorbidity in
Cancer Patients, JAMA, 2001, Vol 285, No.7, 885892
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COMORSBIDITY INDEX AND SCORE OF
CHARLSON & al

CONDITION ASSIGNED WEIGHT

e

liver disease mild

diabetes

hemiplegia

renal disease moderate or severe
diabetes with end organ damage
any malignancy

leukemia

malignant lymphoma

liver disease. moderate or severe
metastatic solid malignancy

AIDS

S &AW NN NN NN -
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COMORBIDITY INDEX AND SCORE OF
CHARLSON & al...(continued)

CONDITION

ASSIGNED WEIGHT

myocardial infarction
congestive heart failure
peripheral vascular disease
cerebrovascular disease
dementia

chronic pulmonary disease
connective tissue disease

ulcer disease

e e O
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Curve di sopravvivenza in relazione
all’indice di comorbilita di Charlson
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Impatto del diabete sulla DFS, malati
stadio III, in trattamento adiuvante

Diabete:
meno 8 anni DFS

5-FU+Levamisolo:
piu 8 anni DFS

Meyerhardt JA et al. J Clin Oncol; 21:433, 2003
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AGING IS HIGHLY INDIVIDUALIZED

NOT ALL ELDERLY CANCER PATIENTS CAN BE TREATED

COMPREHENSIVE GERIATRIC ASSESSMENT
(CGA)

Balducci L. NCCN proceedings November 2000
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Comprehensive Geriatric Assessment (CGA)

Dependence

ADL IADL

Bathing
Dressing
Toileting Cooking

Transfer House keeping
Continence | Laundry

Feading Trasportation
Medication
Handling finances

Using telephone
Shopping

Geriatric Syndromes

Comorbidity

(Charlson scale)

Cognition

(Mini Mental Status Examination)

Dementia
Delirium
Severe depression

Frequent falls
Spontaneous fractures

Cardiovascular diseases
Respiratory diseases
Hepatic impairment

Renal impairment

Other major organ failures
Hematological malignancies
Metastatic solid tumors
AIDS

Poor Nutrition
causes)

Memory
Orientation

Comprehension
Logical thinking

Polipharmacy

|causes)

Anorexia/cachexia
Depression

Bad dentition

Cognitive impairment
Functional impairment
Lack of caregivers
Toxicity of chemotherapy

Long-term medications
Unecessary prescriptions
Increased risk of interactions
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Comprehensive
geriatric assessment

reveals stages of aging

INcCEnanoanit, Lieranoioent LA
negucibis
pO-iDrhichity

— functionally independent, no
e severs serious comorbidity

nd retabitation — standard cancer treatment

Any form of — partially dependent, <2 comorbid

ENERARTTTIO

or tresatmant | ITpnoAvEsD b Cﬂﬂditiﬂl’ls
‘ — modified cancer treatment

— dependent, >3 comorbid
conditions, any geriatric syndrome

— palliative treatment

Balducci L, et al. Oncologist 2000;5:224-237




SERVE QUALCUNO CAFACE
Dl PECIDERE CHI DEVE
DECIDERE COSA,.
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Frailty Criteria

| Age > 85 years ‘

Dependence in one
or more ADL

Presence of three
or more comorbidities

Presence of one or more
geriafric syndromes




Sostenibilita economica

« Mammografia in persone 80+

° £ PIENO DI GENTE ACCORCIAMO
PSA EHE r\[q__clﬁm ARRIVA - | MES|?

. . - . LLA FINE DEL MESE.

 Farmaci biologicl




How Is place of death from cancer changing and what affects
Analysis of cancer registration and service data

British Journal of Cancer (2006) 95, 5‘33—668|

80%
e A\ CLte hospilal deaths
70% s==Home deaths
—HOSDiCQ deaths
60% - = Nursing home deaths
50%
40% -
30% -
o /—/\/v
10%7 I Acute hospital
ﬂ
0‘?'0 T T 1 T T T T 1 I o (=) -
1984 1986 1088 1900 1902 1004 1006 1008 2000 2002 Number % % Ad]
Year of death AP? gf'ULJ:.'!
< 65 28818 47
a5 74 34777 47
7584 33811 18
85+ 10512 50
Test for 2 dy 574 511

Trend r < 0.001 <2 0,001




Curative / remissive therapy

Presentation

Palliative care Hospice

‘ Bereavement ’
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re-addressing the definition of aging

* The aging process involves:
— (enetics
— Environmental factors
— Economic policies
— Social
— Contextual
— Cultural issues

* Phylosophy, Sociology, Antropology
would help us

L. Repetto, INRCA - [RCCS, Foma




Associazione Italiana di Oncologia Medica

Cultural Competence in Elderly Cancer
Patients

e Senior adults are less involved in
society

Retirement

[lInesses

Death of relatives and friends
Loss of nuclear family
Reduced financial resourses

* They may wish to rely on family and to
delegate to family members major
medical decision.

A. Surbone, el al. Ao, Oncol 2007

L. Repetto, INRCA - [RCCS, Foma
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Cultural Competence in Elderly Patients:
the social value of aging

¢ Differences across cultures:
Industrial countries
— Far East countries
— Muslim culture
Native American culture
e Different cultures, different value of the true
meaning of aging and role in the society

. and reasons for living.

AL Surbone, et al. Ann. Oncol 2007

L. Repetto, INRCA - [RCCS, Foma
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CANCRO: MALATTIA FAMILIARE

Il cancro e un evento altamente
stressante per tutto il sistema tamiliare

Aumenta il rischio di conflitti (allontanamento da
casa, divorzi)

Alto livello di depressione

Sentimenti di inadeguatezza

Richiesta di supporto psicofarmacologico

Sintomi psicologici e fisici

L. Repetto, INRCA - [RCCS, Foma
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Il cancro e
una malattia famihiare

La famiglia é il contesto fondamentale in cui si vive
I"'esperienza della malattia e successivamente del lutto

L. Repetto, INRCA - [RCCS, Foma
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IL CAREGIVER

I membro della famiglia che si occupa piu attivamente del
paziente e che costituisce Il riferimento principale dell equipe

Puo essere designato dal paziente e/o dalla famiglia in base a
precisi ma spesso impliciti criteri(*non ha paura”, “& concreto’,
“ha i riflessi pronti in caso di emergenza’, etc..), altre volte &
I'unico familiare disponibile.

Generalmente il caregiver ha dei trattt comportamentali e
caratteriali che somigliano a quelli del paziente o a quelli
considerati desiderabili per il paziente.

L. Repetto, INRCA - [RCCS, Foma
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I BISOGNI

Quali sono i bisogni del
Quali SONo 1 biHﬂgﬂj del careciver

Quali sono i bit‘»‘ﬂgm

L. Eepetto, INRCA - [RCCS, Foma
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I BISOGNI DEL PAZIENTE

Bisogno di non essere abbandonato (isolato, escluso, fuori ruolo)

Bisogno di mantenere la comunicazione (con i familiari, con i
curanti, con gli amici)

Bisogno di sentire ed esprimere il senso di una progettualita
1 | decidere sulle terapie, dove stare, come essere
trattato, sul futuro dei familiari, attraverso scelte
di natura economica e lmtrin‘mniale}

Bisogno di mantenere "autostima ed il rispetto della dignita del
corpo

Bisogno di vicinanza emotiva

L. Repetto, INRCA - [RCCS, Foma
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I BISOGNI DEL
CAREGIVER

Bisogno di sentirsi utile

Bisogno di essere rassicurato sul fatto che il paziente non soffra
Bisogno di essere informato sull’evoluzione della malattia
Bisogno di esprimere le emozioni, comunicare ed affrontare
l'esperienza che sta vivendo

Bisogno di dare un senso alla situazione di malattia specie se a
prognosi infausta

Bisogno di essere sostenuto nel trovare l'atteggiamento piu
adeguato da assumere in un dato momento

Bisogno di sentire la vicinanza reciproca

L. Repetto, INRCA - [RCCS, Foma




Associazione Italiana di Oncologia Medica

I BISOGNI DEI CURANTI

Bismgnm di ::ﬁ-'mlgere ndeguatnn‘uente il proprio
lavoro

Bisogno di gestire efficacemente le situazioni che
s1 presentano

Bisogno di sentire la collaborazione e la fiducia
da parte del paziente e dei suoi familiari

L. Repetto, INRCA - [RCCS, Foma




Outline

UNA VITA UMANA E UNA

e Pazienti anziani COSH P O
EX UN LUSSO.
con cancro




THREE STAGES OF LIFE

Youth

Middle Age
You’re looking good
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