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The “OLDER” Patient

Co/multimorbidity

Multiple drugs

Function deficits
➢Cognitive deficit
➢Physical deficit

Incontinence 

Malnutrition
Anemia

Osteoporosis

FR
A

IL
TY

Researchers have 
largely shied away 

from the complexity 
of multiple chronic 

conditions
— avoidance that 

results in expensive, 
potentially harmful 

care of unclear 
benefit.

Tinetti M. NEJM 2011

Affective problems
Social problems

Falls
Sarcopenia



All older cancer patients

Community Hospital
Long Term Care

Facility Hospice

SCREENING (oncologist or geriatrician)

ONCOLOGIST 

Interdisciplinary Team:

Oncologist, Geriatrician, Physical therapist,

Professional Nurse, Psycho-oncologist, Social 
Worker……….

Modified approach

FRAIL

PRE-FRAIL/FRAILFIT

Usual Care

GERIATRICIAN (CGA)

Geriatric palliative care

Palliative Oncology

Balducci L, Colloca G et all. Surg Oncol. 2010 Sep;19(3):117-23



A syndrome encountered in older persons that has

diverse predisposing, precipitating, enabling and

reinforcing factors. The key feature is a state of

vulnerability to adverse health outcomes. There is a

characteristic clustering of features that can lead to

its recognition. The balance between assets and

deficits will determine the consequences for an

individual. Adaptability, physical environment & social

environment are important determinants of the

impact of frailty.

Canadian Initiative on Frailty and Aging, 2003



Development of frailty with advancing age

Colloca G et al. Aging Dis. 2020 May 9;11(3):649-657.



Frailty - an overlapping concept

FRAILTY

Multidimensional

Unstable

Heterogeneous

AGING
Increased vulnerability to

disease and accidents over time

DISABILITY
Functional limitations

resulting from 
impairments

COMORBIDITY
Disease processes

resulting from biology
and exposures



• Frailty is most obvious under “stress”

acute illness

new medications

surgery

pain

change in environment or support

• CANCER = Frailty Stress Tests

FRAILTY and STRESS



Lancet Public Health 2019; 4: e159–67

Measuring population ageing: an analysis of the Global

Burden of Disease Study 2017







Comorbidity: combination of additional diseases beyond an index disorder.

Multimorbidity:any co-occurrence of two or more chronic or acute diseases and

medical conditions within one person, whether coincidental or not, indicating a

shift of interest from a given index condition to individuals who suffer from

multiple disorders.

Disease based 

perspective

Individual based 

perspective

A. Marengoni J Am Geriatr Soc 57:225–230, 2009.

MULTIMORBIDITY



International Journal of Urology, 45-53, 2017, DOI: (10.1111/iju.13473) 

Sarcopenia

AGING

“Sarcopenia is a (geriatric) 
syndrome characterized by 
progressive and generalized 
loss of skeletal muscle mass 
and strength (and/or function) 
with a risk of adverse 
outcomes such as physical 
disability, poor quality of life 
and death”



Loss of muscle mass and strength, a natural 

part of aging

•After age 40, healthy adults can lose 8% of muscle every 10 years

•Between 40 to 70 years old, healthy adults lose an average of 24% of 

muscle
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Loss each decade after 
age 70
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24% loss from age 40–70
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Colloca G, JGO. 2019
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Health ABC Study: 

inter- and intra-muscular fat increase even with stable body weight

Delmonico MJ, et al. Am J Clin Nutr. 2009;90:1579-1585.

Thigh cross-section view 
(magnetic resonance)

Thigh cross-section view 
(computed tomography)



Aging and muscle 

Consequences of losing LBM/Muscle

Demling RH. Eplasty. 2009;9:65–94

Limited activities 
of daily living

Lowered quality of life
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European consensus definition of sarcopenia

(EWGSOP*)

*European Working Group on Sarcopenia in Older Persons Age 
Ageing. 2019;39:412-423.

•A syndrome characterized by progressive and generalized loss of 
skeletal muscle mass and function with a risk of adverse outcomes, such 
as physical disability, poor quality of life, and death

Criteria for the diagnosis of sarcopenia

1. LOW 

MUSCLE 

MASS 3. LOW 

PHYSICAL  

PERFORMANCE

2. LOW MUSCLE  

STRENGTH

OR
SARCOPENIA
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Comparing sarcopenia and cachexia

1.Thomas DR. Clin Nutr. 2007;26:389-399.
2.Morley JE, et al. Nutrition. 2008;24:815-819.

Sarcopenia Cachexia

Weight = ↓↓

Lean tissue ↓ ↓↓

Fat tissue = or ↑ ↓

Appetite = ↓

Cortisol = ↑

Inflammatory 
disease

No  Yes

Pathway
Does not lead 

to cachexia
May lead to 
sarcopenia



Older

GERIATRIC ASSESSMENT

LIFE EXPECTANCY

FRAILTY 

MULTIMORBIDITY

COMPLIANCE/ QUALITY OF LIFE

Geriatric Point of View
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DISCLOSURE INFORMATION

Alexandru Eniu has received research support from: 

AstraZeneca, Roche, Pfizer, Celltrion, Novartis, none in relation to this 
presentation.

…and I am not an (onco)- geriatrician, just a 

( breast) medical oncologist, caring for older patients



Global Burden of Breast Cancer- and trends

Globocan data, www.gco.fr, accesed 08.09.2021.

Region Increase in 

Incidence

age >70

2020-2040 

(%)

Asia 116%

Europe 37%

Northern

America

60%

LATAM 110%

http://www.gco.fr/


Questions that we usually have in front of an older patient

▪ What happens at home?

▪ Independence vs NOT

▪ Nutrition

▪ Cognitive issues

Will the patient accept therapy?What about his other 

medical problems?

Treatment proposal

Is she/he fit enough for the treatment? 

▪ Is he fit enough to overcome toxicities?

▪ Will we need to reduce doses?
Is the treatment really going to 

help, versus the added toxicity?

▪ Competing causes of mortality

WILL WE DO MORE HARM 

THAN GOOD?



All these women are 74… but looks aren’t everything!



Let’s be honest: age is the first parameter we take into 
consideration

EBCCTG. Lancet 2012; 379: 432–44

8575 patients anthracyclines vs no chemo



EBCCTG. Lancet 2012; 379: 432–44
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Cardiac Safety

Trial Arm Any CHF (%) Any LVEF drop (%)

HERA, de Azambuja, et al. (2014) Chemo

Chemo → T 1y

0
0.8

0.9
7.2

NSABP B-31, Romond, et al. (2012) AC → P

AC → PT

1.2
3.8

NR
12.0

NCCTG N9831, Advani, et al. (2016) AC → P
AC → P → T
AC → PT

0.9
2.6
3.5

9.6
16.7
23.8

BCIRG 006, Slamon, et al. (2015) AC → D

AC → DT

DCarboT

0.8
2.0
0.4

11.2
19.1
9.4

APT, Tolaney, et al. (2015) PT 0.5 3.2

ALLTO, Piccart M, et al. (2016) Chemo → T 1y

Chemo → T → Lapa 1y

Chemo → T + Lapa 1y

1.0
<1.0
1.0

5.0
3.0
5.0

APHINITY, von Von Minckwitz, et al. 
(2017)

Chemo → T 1y

Chemo → T + Pertuz 1y

0.3
0.7

2.8
2.7

▪ Risk factors for CHF: low LVEF, age, obesity, hypertension.

▪ LVEF is mandatory before initiation of trastuzumab and during treatment.



Dose and dose intensity

Colleoni et al, Eur J Cancer; 34(11):1693-700, 1998 ;  Budman et al, J Natl Cancer Inst; 19;90(16):1205-11, 

1998 ; Bastholt L, et al. J Clin Oncol; 14: 1146-1155, 1996; Harvey et al, J  Clin Oncol; 24: 4963-4970, 2006



Less is more for elderly patients?

Muss et al. J Clin Oncol; 10;37(26):2338-2348, 2019; Crivellari D, et al. The Breast; 22:130-137, 2013; 

Perrone et al, Ann Oncol; 26(4):675-682, 2015

No, according to these studies….



Crozier et al. Lancet Oncol 21(12): 1611, 2020

◼ 16 062 women > 70 years or older, stage I–III invasive TNBC

◼ Median F-U 38·3 months

◼ 5-year OS

 68·5% patients receiving CT

 61·1% patients recommended but not given CT

 53·7% for patients not recommended CT and not given

◼ propensity score-matched sample analysis: improved OS with CT after

adjusting for age, comorbidity score, and tumour factors

◼ HR:  0·69 [95% CI 0·60–0·80]; p<0·0001).



Less is more?

Battisti et al. E J C 144: 269-280, 2021

376/1520 (24.7%) received chemotherapy



Derks et al.  B J C 119:121–129, 2018 

Proportion of patients receiving breast surgery, primary endocrine therapy or no therapy by stage of disease



Oral therapy- Compliance issues
• Abandon of therapy for long-term treatment ( hormone therapy)

• Compliance with scheduling ( or multi-dose chemotherapy, CDK4/6 inhibitors…)

• Managing multiple medications- and interactions among drugs

•



Toxicities associated with signal transduction  
Inhibitors

Dy, GK et al. CA Cancer J Clin 2013;63(4):249-279



Fear of 
symptoms

Toxicity data Impact on QoL

TUMOR 
BIOLOGY

Risk of death/ 
progressive disease

BURDEN ON
CARE TEAM

COMMUNICATION
UNDERSTANDING

Chance of response
to therapy

FINANCIAL 
BURDEN

“Primum non nocere” 
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Hans Wildiers
Medical oncologist, Leuven, Belgium

Coordinator of the Leuven Multidisciplinary Breast Centre

Past president of SIOG

Past chairman of the EORTC elderly task force

Who is the older adult patient?
An onco-geriatrician point of view



Global cancer incidence in 65+ patients in 2012 and 2035

Pilleron et al, IJC 2019

Year 2012 2035

Number of new 

cancers among

65+

6,7 

million

14 

million

% 65+ cancers

compared to

global

population

48% 58%

% 65+ people

compared to

global

population

8% 13%

The majority of cancer pts = old!



Variability in health status: 

impact on life expectancy in elderly

Walter et al. JAMA 2001



Comprehensive geriatric assessment: 
a multistep process !



Geriatric screening

Impact on overall survival

Kenis, … Wildiers. J Clin Oncol 2014Bellara,  … Soubeyran. Ann Oncol 2012 Decoster  et al. Ann Oncol 2014

G8 screening tool



1. Detects multiple problems

2. Can influence treatment choice

3. Has prognostic information (OS; life 

expectancy)

4. Has predictive value for morbidity / QoL ↓ / 

toxicity

5. Possibility to have directed interventions that

can lead to better QoL and OS

Why geriatric assessment?



Hamaker et al. Acta Oncologica 2013 

2. Influence of geriatric evaluation on 

treatment choice



NEJM 1984 – Rubenstein et al

ASCO 2020

5. Geriatric Interventions: older cancer population



Implementation of geriatric evaluation

in oncology

Wildiers, J Clin 
Oncol 2014 

(Inpatient) 

Geriatric 

Consultation

Team



Implementation of geriatric assessment in clinical practice

• Age 70+

• New cancer or cancer
progression

• Treatment decision (with 
significant potential impact) 
needs to be taken

• G8 screening by physician or 
nurse

• If G8 ≤12 referral to geriatric 
day hospital for geriatric 
assessment and advices

The example of Leuven, Belgium



Older patients (>65 years) are systematically

excluded from clinical trials

Hutchins LF, et al. N Engl J Med. 1999

Older patients in SWOG clinical trials vs US population
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SWOG = South Western Oncology Group



Chemotherapy pharmacokinetic parameters that 

might change with aging

Parameter changes Clinical consequences

Absorption decreased Oral chemotherapy (e.g. capecitabine) might be less 

effective in the elderly

Distribution volume decreased Serum concentrations and toxicity of several 

chemotherapeutics might increase (e.g. taxanes)

Hepatic metabolism decreased Not well known, may affect serum concentrations of 

chemotherapeutics elimitated by hepatic 

metabolisation (e.g. taxanes, cyclophosphamide, 

anthracyclines)

Renal excretion decreased Dosing should be adapted to recommendations in 

order to avoid excessive serum concentrations and 

toxicity from renally excreted chemotherapeutics 

(e.g. carboplatin, methotrexate)

J Clin Oncol 2007; 25(14): 1832-43.; Eur J Cancer 2007; 43(1):14-34 

Eur J Cancer 2007, 43(15): 2235-41

Ann Oncol 2007; 18(8):1314-21. Clin pharmacokinet 2003; 1213-27



Same chemotherapy dose in older persons? No!



NOT



Endpoints in geriatric oncology research

• Classical endpoints (disease free survival, 

response rate, …) often no priority for elderly

• Interesting concepts for older cancer patients

– QoL even more important than in younger

– Co-primary endpoints

– Composite endpoints (e.g. Overall Treatment Utility)

– …

• Integration of geriatric assessment / frailty

assessment is crucial



Is cancer biology different 

in older persons? 

Van Herck et al, Lancet Healthy Longev 2021, in press



Young
immune system

Older
immune system

Nature 2020; Willyard et al

T-cells

Chronic 
inflammation

B-cells

Is immunity different 

in older persons? 

The concept of 

immunosenescence

Is cancer biology different 

in older persons? 

Van Herck et al, Lancet Healthy Longev 2021, in press



2019 SIOG Top Priorities for the worldwide 
advancement of cancer care in older adults

Exterman et al, Lancet oncol 2019

Research



2019 SIOG Top Priorities for the worldwide 
advancement of cancer care in older adults

Exterman et al, Lancet oncol 2019

Research



• Older patients represent the majority, not the minority

• Extreme variability in health status. 

– Geriatric assessment is the cornerstone for personalized care

– Major challenges for implementation

• Careful interpretation of ‘general population’ study results

– Benefit may be less and toxicity higher in frail pts

– Endpoints of clinical trials may not be relevant for older persons

• Cancer may behave differently in elderly (biology differences)

• ‘Every oncologist should become a geriatric oncologist’

Who is the older adult patient?
An onco-geriatrician point of view
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