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CASO CLINICO n. 1. Sig.ra C.T, anni 86

B Nel 1999 intervento di emicolectomia dx, resezione del sigma
ed annessiectomia dx per AdenoCa mucinoso moderatamente
differenziato del cieco, con invasione del sigma e dell’annesso
dx. Successivamente la paziente e stata sottoposta a CMT
(sospesa definitivamente nel 2002). Successivi controlli
negativi (ultima colonscopia eseguita nel 2010)

B Nel 2000 intervento di viscerolisi, colecistectomia e plastica di
laparocele ipogastrico per sindrome aderenziale e colelitiasi

B Nel 2006 intervento di Mastectomia radicale +
linfoadenectomia ascellare per AdenoCa infiltrante T,N;M,
Er + (98%) Pgr + (10%). Eseguito ciclo di CMT post-operatoria
sec FEC (6 cicli), ha poi eseguito RT sulla parete toracica e
sulle stazioni linfonodali. Iniziato terapia ormonale con TAM
(dall’1/9/06 al 7/2/08), sospesa su indicazione del ginecologo,
per polipi endometriali recidivanti

B Discreto benessere fino ai primi mesi del 2012, quando
controlli seriati del Cal5.2 hanno rilevato un incremento
patologico dei valori (40 — 82 — 47.9).



CASO CLINICO n. 1. Sig.ra C.T, anni 86

B Rx Torace ed Ecografia Addome negativi per localizzazioni
secondarie. Eseqguita SCINTIGRAFIA OSSEA che ha rilevato
la presenza di localizzazioni secondarie multiple (rachide:
D4,09,D11,; scapola destra, diafisi omerale dx, arco posteriore
XI costa dx, testa del femore dx e versante laterale sx del
passaggio lombo-sacrale)

B Eseguita valutazione radioterapica con indicazione ad
effettuare RT sulla lesione del collo femorale dx. Nel frattempo
reimpostata terapia ormonale con anastrozolo (ARIMIDEX)

B [Indata 22/5/12 in corso di TC per impostare piano di cura per
RT, riscontro di frattura patologica del collo del femore. Per
tale motivo la paziente viene ricoverata in U.O. Ortopedia e
viene richiesta valutazione geriatrica per valutare I'indicazione

ad effettuare l'intervento chirurgico




ASSESSMENT GERIATRICO

MMSE 29/30
GDS 4/15
Barthel index nre-morboso 100/100

Trattamento chirurgico:
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| Tumori nell’'anziano: DIMENSIONE DEL PROBLEMA

* || cancro € una malattia dell’anziano

* Piu del 50% di tutti i tumori e piu del 70% di tutte le morti
correlata a tumore si verificano in pazienti oltre i 65 anni di eta

* Negli USA si stima che nel 2030 approssimativamente il 70%
di tutte le neoplasie sara diagnosticata nella popolazione
ultra65enne

* Negli ultimi 20 anni, I'incidenza dei tumori e cresciuta del 10%
negli adulti e del 26% nella popolazione ultra65enne

* Nello stesso periodo di tempo, la mortalita per tumore e
diminuita del 5% negli adulti ed e aumentata del 15% neg|li
anziani

« QOltre i 65 anni il rischio di avere un tumore e 10 volte maggiore
(2.200 vs 222/100.000) ed il rischio di morire di tumore e 16
volte maggiore (1.128 vs 68/100.000) rispetto all’eta adulta



INVECCHIAMENTO E CARCINOGENESI

« Durata della carcinogenesi

 Aumentata suscettibilita dei tessuti invecchiati ai
carcinogeni ambientall

« Modificazioni eta-correlata di fattori che possono
Influenzare la crescita neoplastica (senescenza
endocrina, senescenza proliferativa ed
Inflammazione cronica)



Carcinogenesis vol.31 n0.10 pp.1703-1709, 2010

Models of carcinogenesis: an overview
Paolo Vineis, Arthur Schatzkinl and John D.Potter2

The development of cancer involves multiple genomic and
epigenetic changes over a prolonged time period. The
Importance of the duration of carcinogenesis in increasing the
risk of cancer in the elderly is revealed by the changing
epidemiology of lung cancer. The median age of lung cancer is
currently 71 years, up from 55 years 3 decades ago. The lung
cancer-related mortality is decreased by almost 50% in
Individulas younger than 65 and has increased at approximately
the same rate for those 65 and over. Smoking cessation is
arguably responsible for these trends. Thanks to a decreased
risk of cardiovascular deaths, the life expectancy of ex-smokers
has become long enough for the development of lung cancer.



INVECCHIAMENTO E CARCINOGENESI
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Aging tissue are in a condition of advanced carcinogenesis and are primed
to the action of environmental carcinogens

« The incidence of prostate and colon cancer increases more rapidly
with age, suggesting increased susceptibility of older tissues to
environmental carcinogens

« The rate of malignant transformation of adenomatous polyps
becomes more rapid with the age of the patient

« A dramatic increase in the incidence of certain tumors, such as LNH
and malignant brain tumors has occurred in older individuals during
the past 30 years. Older people seem to develop cancer more
quickly when exposed to new environmental carcinogens

« Age is arisk factor for myelodisplasia and acute myelogenous
leukemia after anthracycline treatment of breast cancer and
lymphoma

Hoffe S and Balducci L. Cancer and Age: General considerations. Clin Geriatr Med 2012
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INVECCHIAMENTO E CARCINOGENESI

» Senescenza endocrina: diminuita produzione di ormoni sessuali che puo
essere in parte responsabile della crescita piu indolente del cancro
mammario (e probabilmente di quello prostatico) nel soggetto anziano.
Tuttavia la senescenza endocrina si associa ad aumentata resistenza
all'insulina, che determina aumento dell'insulinemia che dell'lGF-1,
fattore di crescita molto potente di alcuni tumori (compresi il carcinoma
mammario)

« Senescenza proliferativa delle cellule stromali si associa all’espressione
del cosidetto senescent cell genotype. Questi geni regolano la
produzione sia di fattori di crescita neoplastica, sia di enzimi litici
(metalloproteasi), che favoriscono il processo metastatico.

» Inflammazione cronica: con l'invecchiamento si osserva un aumento di
concentrazione di diversi marcatori inflammatori (primo tra tutti IL 6) che
potrebbero spiegare la peggior prognosi di alcuni tumori nell’anziano (ad
esempio del linfoma, poiché I'lL6 € un fattore di crescita dei linfociti)

Hoffe S and Balducci L. Cancer and Age: General considerations. Clin Geriatr Med 2012



ETA E BIOLOGIA TUMORALE: Cambiamenti del
comportamento tumorale con I'eta del paziente

Neoplasia Tipo di cambiamento Meccanismo

Leucemia Mieloide Acuta Ridotta risposta alla chemioterapia Seme:
Aumentata prevalenza di chemoresistenza;
Aumentata prevalenza di genoma con
prognosi infausta

Linfoma non di Hodgkin Leta & associata con una prognosi Probabilmente terreno:

meno favorevole sia nel linfoma
a grandi cellule che in quello
follicolare

Aumentati livelll di inteleuchina & ed altre
citochie inflammatorie nella circolazione,
che stimolano la crescita tumorale

Cancro mammario Il cancro diviene piu indolente con l'eta

Seme:

Aumentata prevalenza di tumoni
ormono-sensitivi

Aumentata prevalenza di tumari

ben differenziati

Aumentata prevalenza di profili genomici
con prognosi favorevole

Terreno:

Ormonosenescenza
Immuno-senescenza

Cancro ovarico Soprawivenza ridotta

Sconosciuto

Cancro polmonare, Diagnosi ad uno stato meno avanzato
non microcellulare nellanziano

seme:
Aumentata prevalenza di tumari
ben differenziati




Presentazione clinica della malattia tumorale
nell’anziano

 Stadio del tumore alla diagnosi
* Prevalenza e conseguenze di neoplasie multiple

 Stato di salute generale dei pazienti anziani
affetti da cancro



Stadio della malattia tumorale alla diagnosi

* Numerosi studi hanno dimostrato che la maggior
parte delle neoplasie vengono diagnosticate In
stadi clinici piu avanzati nei soggetti anziani
rispetto a quelli piu giovani.

 Le ragioni nel ritardo diagnostico comprendono
l|a scarsa attenzione e/o il mancato
riconoscimento dei sintomi, la ridotta utilizzazione
dei programmi di screening e la limitazione di
aCccesso al servizi sanitari

Goodwin JS et al. Comprensive Geriatric Oncology 2004
Terret C et al. Lancet Oncol 1998



Neoplasie multiple (20% dei pazienti tumorali ultra 70enni)

* Neoplasie multiple nello stesso tessuto sono piu frequenti
dopo il primo, dal momento che tutte le cellule di quel tessuto
sono state esposte allo stesso carcinogeno per |lo stesso
periodo

* Ripetuti esami strumentali e di laboratorio per rilevare recidive
di un pregresso cancro possono portare alla diagnosi di una
nuova neoplasia. L'associazione del linfoma al carcinoma
renale puo essere in parte spiegata dall’'esecuzione seriata di
TC e RMN dellladdome

« Precedenti trattamenti antitumorali possono essere di per se
carcinogenetici, come nel caso della leucemia mieloide acuta
Indotta dalla chemioterapia

La storia di neoplasie multiple non sembra incrementare il
rischio di morire di cancro per un paziente anziano.



Stato generale di salute del pazienti anziani affetti da cancro

Comorbidity Prevalence in Cancer Patients by Age
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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



N ORIGINAL CONTRIBUTION

Prognostic Importance of Comorbidity
in a Hospital-Based Cancer Registry

Jay F. Pieeirillo, MDD
Fiyan M. Tierney, MDD
[rene Costas, MPH
Lori Crove, CTR

Edward L. Spitznagel. Jr, P

OF MOBRE THAN 40 YEARS, CAN-

oot patients have beenstaged by

the size of their tumor while how

sick thiey are From the temor and
other medical conditions were ig-
nored. The present systemol cancer clas
sification does not consider the impor-
tant patient-based prognostic Botors,
such as the general health of the pa-
tient, defined as thenumbser and pat ho-
physiological sevenby of cosisting dis-
cases, illnesses, or conditions.? These
conditions and diseases, which exist be-
fore cancer diagnosis and are not ad-
vierse effects of cancer treatment, are gen-
crally referred to as comorbidities.?
While a routine consideration in seloct-
ing treatment and clinical decision-
making, comorbidity is generally not
comsiderad in the design of cancer data
sets or included in observational re-

Comtext Patients with cancer oftan have other madical ailments, referrad to as co-
rmorbidity. Comorbidity may impact treatrment decision-maki ng, prognosis, and qual-
ity of care assessment.

Objective To assess whether comorbidity information can provide impartant prog-
nostic inforrmation in a hospital-based cancer ragistry.

Cresign, Setting, and Participants Anobsereational prospective cohort study us-
ing cormarbad ity data collectad by trained hospital-based cancer registrars, Comoarbid-
ity was abtained through medical reconrd review using the Adult Comorbidity Evalu-
ation 27 a validated chart-based comarbid ity instrument. & total of 17712 patiants
receiving care bebwean January 1, 1995, and January 31, 2001 for the primary diag-
nasis of new cancar of the prostate, lung tnorsmall cell), breast, digastive systam, gy-
nacolagical, urinary system, or head and neck were incuded.

Main Cutcome Measure Duration in months of overall survival.

Results A total of 19268 patients were included in the study; meadian duraticon of
folkre-uprwas 31 months, Of thase patients, 1566 (8 0% ) weare axcludad due to miss-
ing or unknown data. Severity of comorbidity strongly influenced survival in a dosa-
dependent fashion and the impact of comorbidity was independent of cancer staga,
Comparad with patients without comaorbidity, the adjustad hazard ratio associated with
mild comaorbidity was 1.21 (25% confidence interval [C1], 1.13-1.300, maoderate co-
rmorbidity was 1,84 (95% C| 1.73-2.00), and severs comorbidity was 2,56 965
2.36-2.81). Adjustad Kaplan-Melar survival curves revealed that at any point in time
the patients with more sevare levek of comarbidity had waorss survival (partial 45 due
to comorbidiby, 523 54 P 001, Model discrimination ranged from 071 for head
and neck to 086 for prostate cancers,

Conclusions Comorbidity is an important independant prognostic factor for pa-
tiants with cancer. The inclusion of comarbidity in hospital-based cancar registries will
increase the value ard use of observational msearch.

AAMAA. 2008 28T 2447 2447 W LTI O




@) e JAMA Network

From:Prognostic Importance of Comorbidity in a Hospital-Based Cancer Registry

JAMA.2004;291(20):2441-2447.d0i:10.1001/jama.291.20.2441

~—— Qverall

Comorbidity Level
None
Mild

---- Moderate
Severe

0 36
No. at Risk Duration, mo
No Comorbidity 3232
Mild 1576
Moderate 822
i 2
Figure Legend: Sovere 36

Curvesadjustedforage, race, sex, and cancer stage. Partial L1283 due to comorbidity, 523.54; P<.001.




Approccio clinico all'anziano affetto da
neoplasia e strumenti decisionall

* Valutazione dell’eta e dell’'aspettativa di vita

« Esame clinico e Valutazione Geriatrica
Multidimensionale

« Esami di laboratorio e strumentali (emopoiesi,
funzione renale, funzione epatica, eventuale
valutazione funzionale cardio-respiratoria)

 Biologia del tumore (aggressivita del tumore,
rischio di recidive e progressione)

« Stadiazione del tumore alla diagnosi



Curative / remissive therapy

Presentation

Palliative care Hospice

| Bereavement ’



Associazione Italiana di Oncologia Medica
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UPPER, MIDDLE, AND LOWER QUARTILES OF LIFE EXPECTANCY FOR WOMEN AND MEN AT SELECTED AGES
Life E clal for W
25 _[A] Life Expectancy for Women i o 25th Percentile
21 i 50th Percentile
20 —
D Lowest 25th Percentile
15 — For example, a 75 year old woman in average health
Years is likely to live 12 years; if she is in exce llent health,
10 — she is likely to live at least 17 years; if she is in poor
health, she is likely to live less than 7 years.
5 —
{I —
T0 75 80 a5 90 95
25 _ Life Expectancy for Men
Years

T0 75 B0 83 a0 95 Reprinted and adapied with penmission from Waller LC, Covinsky KE.
Age,y Cancer screening in elderdy patients . JAMA 2001 :285:2750-2756.

Mote: All recommendations are calmgory 2A unless otherwise indicatd.
Clinical Trials: NCCH believes that the best management of any cancer patient is ina dinical triial. Participation in dinical trfials is espedially encour aged.




Elementi della Valutazione Geriatrica Completa in oncologia

Parametro Misura Rilevanza clinica
Funzione Performance Status (PS) Correlazione con:
Attivita basiche del vivere quotidiano (ADL)* * Rischio di morte

Attivita strumentali del vivere quotidiano (JADL)"™"  + Complicazioni della chemioterapia
* Necessita di un caregiver
Comorbilita Numero di condizioni Correlazione con:
Scale di comorbilita * Rischio di morte
+ Complicazioni della chemioterapia
* Necessita di cure differenti
Depressione Screening Correlazione con
Valutazione clinica * Rischio di morte
* Tolleranza della chemioterapia
+ Cure antidepressive
Disturbi della memoria Screening Correlazione con:
* Rischio di morte
* Necessita di un caregiver

Sindromi genatriche™" Valutazione clinica Correlazione con:
Screening * Rischio di morte
* Necessita di un caregiver
Pluritrattamenti Numero di medicazioni Correlazione con:
Valutazione critica delle prescrizioni * Morhbilita iatrogenica
+ Complicazioni della chemioterapia
Nutrizione Screening per malnutrizione e rischio Correlazione con tolleranza
di malnutrizione della chemioterapia
Caregiver Identificatione Correlazione con la capacita di ricevers
Validita il trattamento e di tener cura delle
complicazioni

*Continenza urinaria e fecale, abilita di trasferimento, di vestirsi, di prendere cibo, di lavarsi, di andare al bagno. *Abilita di usare mezz di trasporto, di
prenderse medicazioni comettaments, di usare il telefono, di gestione finanziara, di far la spesa e di provvederes alla propria nutrizione, ™ Delirio, demenza,
depressions grave, cadute, fratiure spontanee, vertiging, incontinenza, perdita di peso nonostante una nutrizione adeguata, maltrattamento.

Balducci L. J Nat Congr Network 2010
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COMPREHENSIVE GERIATRIC ASSESSMENT

Functional status '

» Activities of daily living (ADL) - Eating, dressing, continence, grooming, transferring, using the bathroom

«Instrumental activities of daily living (lADL) - Using transportation, managing money, taking medications, shopping, preparing meals,
doing laundry, doing housework, using telephone

« Performance status

+«Falls

«Gait spud‘

Sociogconomic issues: (See SAD-2)
Psychosocial Distress: See NCCHN Distress Management Guidelines

Comorbidities
« May affect treatment decisions in 4 ways:
» Cancer treatment may interact with comorbidity to impact functional status or worsen the comorbidity. This includes any drug-drug

interactions.
» Cancertreatment may be too risky because of the type and severty of comorbidity
» Cancer treatment may notimpact future life expectancy due to risk of mrhidil}.rl associated with comorbid condition. The effect of
comorbidity on life expectancy should be evaluated before patient receives treatment.
» Comorbidity may affect treatment outcome.
+ Number and severity of comorbidities should be assessed.
Adult comorbidity evaluation index I;ﬂu.{:E-L."'uf:l2
Charlson comorbidity index (CCI)2
Cumulative lllness Rating Scale t{:IRE]‘

OARS multidimensional functional assessment gquestion naire>

¥ ¥ ¥FY



J Clin Oncol. 2010 Apr 20;28(12):2046-50. Epub 2010 Mar 22.

Detecting disabilities in older patients with cancer: comparison between comprehensive geriatric
assessment and vulnerable elders survey-13.

Luciani A, Ascione G, Bertuzzi C, Marussi D, Codeca C, Di Maria G, Caldiera SE, Floriani |, Zonato S,
Ferrari D, Foa P.

Source
Division of Medical Oncology, Ospedale S. Paolo, Via Di Rudini 8, 20142 Milano, Italy.
andrea_luciani@email.it

Abstract

PURPOSE Comprehensive geriatric assessment (CGA) is a multidimensional method used by
geriatricians and oncologists to detect and evaluate multiple age-related problems and to plan and
coordinate interventions. Because its main drawback is the time required, efforts have been made to
evaluate screening instruments suitable for preliminarily assessing elderly patients. The main aim of this
study was to establish the accuracy of the Vulnerable Elders Survey-13 (VES-13) in predicting the

presence of abnormalities revealed by CGA. PATIENTS AND METHODS Patients age > or = 70 years with

a histologically or cytologically confirmed diagnosis of a solid or hematologic tumor underwent both CGA
and a VES-13 assessment, and the reliability and validity of VES-13 were analyzed. Results Fifty-three
percent of the 419 elderly patients with cancer (mean age, 76.8 years) were vulnerable on VES-13; the
rates of disabilities on CGA and activities of daily living (ADLs)/instrumental activities of daily living (IADLS)
scales were 30% and 25%, respectively. The sensitivity and specificity of VES-13 were 87% and 62%,
respectively, versus CGA and 90% and 70%, respectively, versus ADL/IADL scales. CONCLUSIONS On
the basis of our data, VES-13 is highly predictive of impaired functional status and can thus be considered
a useful preliminary means of assessing older patients with cancer before undertaking a full CGA.


http://www.ncbi.nlm.nih.gov/pubmed/20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Luciani%20A%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Ascione%20G%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Bertuzzi%20C%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Marussi%20D%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Codec%C3%A0%20C%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
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http://www.ncbi.nlm.nih.gov/pubmed?term=Zonato%20S%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Ferrari%20D%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
http://www.ncbi.nlm.nih.gov/pubmed?term=Foa%20P%5BAuthor%5D&cauthor=true&cauthor_uid=20308657
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COMPREHENSIVE GERIATRIC ASSESSMENT

Cognitive function
« Dementia
» Mini Mental State Examination (MMSE)®:7
* Montreal Cognitive Assessment Ilﬂu{:ﬁuls hitp:liwwwmocatest orgl
sDepression
» Geriatric Depression Scale (GDS)%10
» See NCCHN Distress Management Guidelines
# Delirium
» Confusion Assessment Method and/or Memorial Delirium Assessment Scale

ngn g e ol

11,12

* el i alllatiye Are delines and

Polyphamacy

= Medication review for duplication and appropriate use should be performed at every visit
» Medication Appropriateness Index 2
» Beers Criteria 14
» START/STOPP Criteria15.16

« Review drug interactions17

» Special considerations for over/under-use, duration of therapy and dosage when using these classes of medications18.19

» Benzodiazepines
» Anticholinergics
» Antipsychotics

* Opioids

» Corticosteroids

Nutritional Status

» Body Mass Index

» Weight loss

» MNutritional deficiency--Mini-Nutritional Assessment (MNA)20.21

Osteoporosis
» Dexascan
» Se2 NCCN Bone Health Task Force

See references SAC-C Jof 3




Table 3. Independent Risk Factors for
4-Year Mortality in the Development Cohort
in the Multivariable Analysis

Development and Validation of a Prognostic
Index for 4-Year Mortality in Older Adults

Sei J. Lee, MD

Karla Lindeuist, M3

Mark R. Segal, PhD

Kenneth E. Covinsky, MD. MPH

JAMA. 2006,295:801-808

Figure. Four-year Mortality by Risk Score in

Differing Age Groups

Age Eroup, v
=80 (n=2570)

Adjusted OR
Risk Factor (95% CI)*  Points
Cemographics
Age, v
E0-64 1901 .4-2.58) 1
-6 28E21-37) 2
TO-T4 2.7 28-4.5 3
Th-T9 54144-7A) 4
B0-54 A5 E.S11.0 b
=85 162 022-218) 7
Male zex 2001823 2
Cormorbidties and
behavicrs
Diakbstes mellitus. 1.8 101.5-2.41) 1
Cancer 21 01.7-24) 2
Lung disesse 2a08-29 2
Heart failurs 2301.8-31) 2
Ell=25 1.7 01.4-1.5 1
Current smoker 2.1 (1.7-2.5) 2
Functional measuras
Bisthing 2001.6-24) 2
Maraging finances 1.911.6-2.3) 2
Walking several 2101.8-24) 2
blocks
Fushing/pulling 1.5(1.3-1.8) 1
heawy cbjscts

Abbreviation: EMI, body mass inde:, which is caloulated as
weight in kilograms dividad by the square of heightinmea-
ters; Cl, confdenca interval; OR, odds ratio,

*Each OR was adusted for the other fisk factors intha table,

a0~ | & 7O-7O (n=4021)

® 50-80 (n=12125) AlC=0.7230 ™
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2 40 /AL.IC =007 am
=
g _/
L 201 o f,.ﬂ-" % —
a - — ALIG 0.7708
L? l‘f’. " _..--'“'-
Ay AT g
o e—=

o1 2 2 4 5 6 7 &8 4 =10
Risk Score (BExcluding Age Gontribution)

ALIC indicates area under the curve.
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Predicting Chemotherapy Toxicity in Older Adults With
Cancer: A Prospective Multicenter Study

Arti Hurria, Kapo Togawi, Supriva G. Mohile, Cynthia Owusu, Heidi D. Klepin, Cary P Gross,
Stuart M. Lichtman, Ajeer Cajra, Smita Bhatia, Vani Katheria, Shira Kilapper, Kurt Hansen, Rupal Ramani,
Mark Lachs, F. Lemnie Wong, and William P. Tew
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058
E}l&r adults are vulnerable to chemotherapy toxicity, howewer, thare are limited data to identify
thosa at risk. Thae goals of this study are to identify risk factors for chemotherapy toxicity in oldar
adults and develop a risk stratification schema for chemotherapy toxicity.

Patients and Methods
Patients age = 65 years with cancer from savan institutions complated a prechemothearapy

assassment that captured socicdemographics, tumorftreatment varables, laboratory test results,
and geriatric assessment variables (function, comorbidity, cognition, psychological state, social
activity'support, and nutritional status). Patients wara followead throwgh the chamotharapy coursa
to captura grade 3 (severa), grade 4 (Ife-threatening or disabling), and grade & (daath) a5 dafined
by the Mational Cancer Institute Common Terminckogy Criteria for Advarse Events.

Results

In total, 200 patients with 2 mean age of 72 years {range, 65 to 91 yaars] with staga | to IV lung
[29%:), Gl {27%), gynecologic (17%), breast {11%), genitourinary {10%}, or other (6%) cancer
joirad this prospective study. Grade 3 to b toxicity oocumad in 53% of tha patients (39% grade 3,
12% grade 4, 2% grade Bl. & predictive modeal for grade 2 to B toxicity was developed that
consisted of geratric assessment variables, laboratory test values, and patient, tumor, and
treatment characteristics. A scoring system in which the median risk score was 7 (range, 0 1o 15)
and risk stratification schema (risk scorg: parcant incidence of grade 32 to 5 toxicityl identified older
adults at low {0 to & points; 30%], intermediate (6 to 9 points; 529%), or high risk (10 to 19 points;
83%) of chamotherapy toxicity (F < 007).

Conclusion

A risk stratification schemsa can establish the rizk of chemotherapy toxicity in older adults. Garigtric
assassmant vanables independanthy pradicted the risk of toxicity.

J Clin Onecol 29:2457.34685. @ 20771 by American Society of Clinical Oncology



Predicting Chemotherapy Taoxicity in Older Adults

Table & Predctve kMode

Graoes
105
Prevaience ToxicRy
Risk Factor NI. % No. % OR OD5%Cl Scome
Age = 77 years 270 54 163 60 1.85 122t2@? 2
Cancer type Gl or GU 1B 37 120 65 213 1300324 2
Chematherapy dosing,
standard dose 300 76 204 54 213 120w3E2 2
Moo of chamotherapy dnigs,
palychemotharagy 361 7D 197 55 169 1DBWIEE 2
Hemagiobin = 11 gL
imalel, < 10 gL
(esmeaial B2 12 4B 74 2.31 1160484 3
Crestinine clearance
Leieta, ideal weight)
= 34 mijmin a4 9 34 77 248 11110544 3
Hearing, Talr or worse 172 75 76 62 1.67 1D4t2E3 2
No. of talis In kst 6
months, 1 of mara o1 18 1 67 247 143104377 3

IATHL: Taking medicztions,
with some heiptunania B B 38 72 1H OBEWIZE 1

MOS: Waling 1 biock,

somewhatl

ImiedMmitad a kot 106 77 €0 E3 1.71 10Zw02BE 2
MOS: Decreased soclal

acihity because of

physicaliemational

heaith, Imiied at least

SOMBimes 218 44 136 B2 1.36 0BDwW 206 1

Table & Abiity of Fisk Score Wersus Phgsician-Aated KFS to Fredlct
Chesmiotheragy Toxicity

Ma
Towlchy  Towdchy

RISk Sirata Mo, % Moo % Total . RO

By total score <001 oTE
5 (kv B ™ 3% 3 138
B3 {mid 1mg 48 117 &2 227
10-19 {higml 19 17 90 B3 109

By pfrysicianaied KPS (%) Ja DEF
S0-10D0 125 4% 128 &1 2R3
B0 73 4% 76 Bl 149
= T & 3B K3 B2 B

aboravtatons: KPE Kamotsky parfonmance status; ROC, recalver opeaa-
ting charactensiic.

"Aisk scora and physiclanaied KPS were freated as confinuous to calcuiate
tha ROC.

Anbrestations: GU, gentourinary; WADL, instrumentsl actities of Salty Iving:
M=, Medical Outcomes Study: OR, odds ratio.
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Impact of Age and Comorbidity on Non—Small-Cell Lung

Cancer Treatment in Older Veterans
SEumny Wang Melisa L. Wong, Narthan Hamilron, I. Ben Daveren, Thierry M. fahan, and Lowise C. Walter
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Purpose

Because comorbidity affects cancer treatment cutcomes, guidelines recommend considaring
comorbidity whan making treatment decisions in older patiants with lung cancer. Yat, it is unclear
wihether treatment is targeted to healthier older adults wiho might reasonably banefit.

Pationts and Methods
Racaipt of first-ine guideline-recommendad treatment was assessed for 20,511 veterans ags

= G5 years with non—small-cell lung cancer (NSCZLC) in the Veterans Affairs (WAl Central Cancar
Reagistry from 2002 to 2008, Patients were stratified by age 65 to 74, 75 to B4, = 85 years],
Charlson comorbidity index score 0, 1 10 3, = 4}, and Amarican Joint Committes on Cancer staga
{1 to 10, 1A to B, NIB with malignant effusion to V). Comorbidity and patient characteristics wera
obtained from VA claims and registry data. Multivariate analysis identified predictors of receipt of
guidaline-recommeandad traatmeant.

Resulis

In all, 51% of patients with local, 25% with regional, and 27% with matastatic disease received
guidaline-recommendad treatmeant. Treatment rates decreased more with advancing age than
with worsaning comorbidity for all stages, such that older patiants with no comorbidity had lowear
ratas than younger patients with severe comorbidity. For example, 50% of patients with local
disease aga 7b to 84 years with no comorbidity received surgerny comparad with &7 % of pationts
age 65 to 74 yoars with severs comorbidity (F < .007). In mulivanate analysis, age and histology
remainad strong negative predictors of treatment for all stages, whargas comorbidity and
nonclinical factors had a minor effact.

Conclusion

Adwvancing age is a much stronger magative pradictor of trestment receipt among older veterans
with NS CLC than comorbidity. Individualized decisions that go beyond age and include comorbidity
ara nesdad to better target MSCLE treatments to older patients wiho may reasonably banefit.

< Clin Cncol 300144 7-1455 @ 2012 by American Society of Clinical Gncology



Impact of Age snd Comarbidity en NSCLEC Trestmant
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2 14 Lol disease: Othar traatmant
Ig'; rohudas radiation andlor chame
therapy, and guidalinerecommended
treatrnant bluel indudes sorgary. Bl As-
gonal dseass: Dthar treatmant igraygt n-
dudas chemotherapy or adation alone,
and gudslnerecommandad  tratmant
Iblugd indudes mrgary or chemotharapy
puz radiation. 10 Metastatic discass:
Cther treatmant ) indludas surgery or
radation, and e manded
treatrnant tblual indudas chematharapy.
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