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Who is Elderly? 

• The World Health Organization and Medicare define the elderly as individuals 
older than 65 years, generally recognised as retirement age; however healthy life 
expectancy is increasing and people are living for longer periods of time. 

 

• Our accepted definition of elderly and the associated age of 65 years is no longer 
medically relevant and it should be changed to an age of at least 75 years old. 

 

• A consensus group consisting of delegates from six major international, European, 
and U.S. societies has agreed that all persons aged ≥70 years should be screened 
for frailty for the purpose of optimally managing individuals with physical frailty.  

VanderWalde N et al. NCCN, J Natl Compr Canc Netw 2016 
Morley JE, et al. Frailty consensus: a call to action. J Am Med Dir Assoc. 2013  
Extermann M, et al. SIOG, Crit Rev Oncol Hematol 2005  



New cases of Breast Cancer by age 

Varghese F, et al. Surg Clin N Am 2018 

≥40% aged ≥65y 

≃20% aged ≥75y 



 
Around 80% of breast cancer occurring in women aged >70 years is: 
 
• hormone dependent  
• weakly aggressive (higher degree of ER and PgR expression, less 

peritumoral vascular invasion, less HER2 expression, lower proliferative 
rates, diploidy, and normal p53) 
 

but : 
 
• diagnosed with larger and more advanced tumors and with more involved 

lymph nodes 

Breast Cancer in Elderly Patients  

Durbecq V, et al. Crit Rev Oncol Hematol. 2008  



Varghese F, et al. Surg Clin N Am 2018 

5-years Survival for BC by Stage and Age 

• undertreatment 
• comorbidities 



Major challenges in treating older patients  
with cancer 

• Older adults are 
heterogeneous (degrees of 
comorbidities, functional 
impairments, geriatric 
syndromes, and social 
support systems). 

 

 

 

→ This can lead to undertreatment or overtreatment, and impact patient morbidity and 
mortality.   

• Older adults are not well represented in clinical trials and those who are included are 
often a selection of fit older adults. 

Walter LC, et al. JAMA 2001 



Treatment of Metastatic Breast Cancer  
in the Elderly 

• Everolimus: BOLERO-2 subgroup analysis, BALLET real life study. 
 

• CDK4/6 inhibitors: PALOMA-1-2-3 pooled subgroup analysis, U.S. FDA 
pooled retrospective subgroup analysis, MONALEESA-2 subgroup 
analysis. 
 

• Trastuzumab and Pertuzumab: CLEOPATRA subgroup analysis, PERUSE 
real life study, EORTC 75111-10114 ad hoc study. 
 

• Chemotherapy: EFFECT ad hoc study; Eribulin: pooled subgroup 
analysis. 



Baselga J, et al. NEJM 2012 

Everolimus in Postmenopausal HR+ HER2 neg 
Advanced Breast cancer: BOLERO-2 



Age < 70 

Pritchard KI, et al. Clin Breast Cancer 2013 

Age ≥ 70 

BOLERO-2: efficacy of exemestane ± everolimus  
Age <70 y vs ≥70 



<70 y ≥70 y 

Most common AEs (EVE + EXE) All grade   G3-G4  All grade G3-G4 

Stomatitis 62% 8% 49% 8% 

Fatigue 37% 3% 38% 10% 

Dyspnea 20% 4% 28% 8% 

Pneumonitis 17% 3% 14% 5% 

Anemia 17% 7% 31% 10% 

Hyperglycemia 15% 5% 12% 8% 

Discontinuation due to AEs 6,3% 17,4% 

On treatment death due to AEs 1,3% 7,7% 

BOLERO-2: safety profile exemestane + everolimus  
Age <70 y vs ≥70 

• No significant difference in the incidence of AEs in elderly vs young pts 
• More frequent AEs leading to treatment discontinuation in elderly vs young pts 
• More frequent on treatment death attributed to AEs in elderly vs young pts 

Pritchard KI, et al. Clin Breast Cancer 2013 



Safety of EVE + EXE in HR+ HER2 neg ABC: phase 
IIIb, single-arm, expanded-access multicenter trial 

(BALLET) 

Jerusalem G, et al. Ann Oncol 2016 

2133 pts 
post-men 

SAEs Dose reduction Temporary  
AEs-related 
treatment 
discontinuation 

Permanent  
AEs-related 
treatment 
discontinuation 

Age <70 y 
(1570 pts) 

7.8% 26.7% 13% 54.2% 

Age ≥70y 
(563 pts) 

10.3% 37.7% 23.8% 60.5% 

Elderly patients: 
• higher incidence of treatment discontinuation  
• increased incidence of severe stomatitis and anemia and of decreased appetite 
 everolimus can be used in the elderly, however a close monitoring and proactive 
management of toxicities should clearly be undertaken in these patients. 



Palbociclib + Endocrine Therapy: 
 Pooled Analysis from PALOMA-1,-2,-3 

• PK: no need for dose adjustment. 

• Safety for PALBO + ET vs PBO + ET: 

- More neutropenia and decreased appetite in ≥75y 

- Similar distribution of grade ≥3 AEs among age groups.  

- More AE-related study discontinuations (overall 9 vs 5%; ≥65-74 13 vs 6%; ≥75 19 vs 13%) 

- Palbociclib was associated with increased incidence of grade 1-2 infections, fatigue, 
nausea, stomatitis, diarrhea, decreased appetite. 

N.B. grade 2 toxicities could impact on functional status and quality of life of elderly pts 

Rugo HS, et al. Abstract  P4-22-03, SABCS 2016 



PFS with PALBO + LET vs PBO + LET: 
• overall: mPFS 26.4 vs 13.6  
HR 0.53 (CI 0.44 – 0.64) p<0.0001 
• ≥65-74y: mPFS 27.5 vs 21.8 
HR 0.66 (CI 0.45 – 0.95) p=0.0062 
• ≥75y: mPFS NE vs 20.9 
HR 0.31 (CI 0.16 - 0.62) p=0.0002 

+ 

PFS with PALBO + FUL vs PBO + FUL: 
• overall: mPFS 9.5 vs 4.6 
HR 0.46 (CI 0.36 – 0.59) p<0.0001 
• ≥65-74y: mPFS 16.1 vs 3.7 
HR 0.25 (CI 0.14 – 0.45) p<0.0001 
• ≥75y: mPFS 13.6 vs 7.4 
HR 0.87 (CI 0.27 – 2.7) p=0.4 

+ 

PALOMA-1-2-3: Age-independent improvement in PFS 

Rugo HS, et al. Abstract  P4-22-03, SABCS 2016 

PALOMA-1-2 

PALOMA-3 



• U.S. FDA pooled retrospective subgroup analysis designed to determine the 
efficacy of CDK 4/6 inhibitors (PALBOCICLIB, RIBOCICLIB, ABEMACICLIB) in 
older women: improvement in PFS is age-independent; the rates of AEs 
leading to dose reduction or interruption were higher in older patients, as 
were the rates of treatment discontinuation. 

 

• MONALEESA-2 subgroup analysis: RIBOCICLIB + LETROZOLE was well 
tolerated in elderly patients,  with the safety profile similar to  the overall 
study population. The incidence of QT prolongation was similar across age 
subgroups.  

 

• No safety data available for ABEMACICLIB in older pts. 

 

 CDK4/6 inhibitors are a therapeutic option for FIT elderly 

 

CDK4/6 inhibitors + ET in the Elderly 

Singh H, et al. Abstract GS5-06,  SABCS 2017 
Sonke GS, et al. BCRT 2018 



Trastuzumab + Pertuzumab + docetaxel for 
HER2+ MBC: CLEOPATRA subgroup analysis  

in elderly patients (<65y vs ≥65y) 

• Patients in both age groups experienced PFS benefit with treatment in the pertuzumab arm 
•  Grade ≥3 diarrhoea and neutropenia were reported more frequently in ≥65y subgroup 

Miles D, et al.  BCRT 2013 



 
pertuzumab + trastuzumab 

 

pertuzumab + trastuzumab  
+ 

metronomic cyclophosfamide 

R 

till disease progression or toxicity 

 Age ≥ 70 or ≥60 if functional restriction 
ABC HER2+ , 1°line, phase II randomized trial 

N=80 

A B 

mPFS 5.6 vs 12.7 months 
HR 0.65 (CI 0.37-1.12) 
p=0.12 

• 7 months improvement in PFS adding 
metronomic cyclophoshamide to 
trastuzumab and pertuzumab. 

• Acceptable safety profile. 
• Severe cardiac toxicities: occasionally in 

both groups.  
• G8 score and IADL score, were prognostic 

for both PFS and OS. 

EORTC 75111-10114 trial (ad hoc - elderly) 

Wildiers H, et al.  Lancet Oncol 2018 

70% of pts had 
potential frailty 
profile (G8 ≤14) 



• Elderly patients with metastatic breast cancer are expected to derive 
similar benefits from chemotherapy as younger patients 

 

• Preference should be given to chemotherapy agents with better safety 
profiles (such as weekly taxanes, pegylated liposomal doxorubicin, 
capecitabine, and vinorelbine) that have been studied in older patients 

 

Chemotherapy is indicated in older patients with ER- disease, 

hormone-refractory disease, or rapidly progressing disease 

Biganzoli et al. Lancet Oncol 2012 

Metastatic Breast Cancer in the Elderly:  
Chemotherapy 



EFFECT: A randomized phase II study to evaluate the EFficacy and 
impact on Function of two different doses of nab-paclitaxEl in 

elderly patients with advanCed breasT cancer 

 
nab-paclitaxel  100mg/m2 

day 1, 8, 15 q 28  
 

 
nab-paclitaxel  125mg/m2 

day 1, 8, 15 q 28  
 

R 

till disease progression or toxicity 

Stratification factors: 
• Age 65-74 vs ≥ 75 yrs 
• Diabetes yes/no     
• G3-4 CIRS-G  yes/no 
• IADL deficient yes/no  
• Prior adj taxanes yes/no 

 Age ≥ 65y 
ABC HER2-neg or HER2+ but considered not 

eligible for anti-HER2 therapy, 
1°line, measurable or evaluable disease 

N=158 

A B 

Primary endpoint: Event-free survival (EFS) where an event is either disease  
progression or death or decline in functional status (defined as loss of ≥1 ADL or 
IADL from baseline) 

Secondary endpoints: Objective response rate (ORR); Clinical benefit rate (CBR); 
Progression free survival (PFS); Overall survival (OS); Incidence of Adverse events  
(defined by  CTCAE v4.0) 

 



EFFECT: 158 pts enrolled (79 pts/arm) 

Cycles delivered: arm A n=150, arm B n=186 
Treatment interruption due to toxicity:  
arm A 11%, arm B 33% 

At a mFU of 28.4 months, 146 events were 
observed Arm A/Arm B: 
- PD n=56 (71%)/n=55 (70%) 
- FD n=13 (16%)/n=14 (18%) 
- Death n=3 (4%)/n=5 (6%) 
FD: functional decline; PD progression 

Conclusions: 
• both doses of NP are active (RR, PFS, OS) in older pts  
• 17% of the pts met the criterion for stopping treatment due to FD 
• Due to similar efficacy, lower rates of treatment discontinuation due to AEs and reduced NTX, WNP 

100 is the suggested dose to be used in older pts with ABC 
Biganzoli L, et al. SABCS 2017 



 

 

 

 

 

 

 

 

 

 

 

n=33 

n=291 

n=503 Ph 3 open-label randomised E vs. TPC;  

heavily pre-treated locally recurrent or MBC, 

including anthracycline and taxane 

Ph 2 open label, single-arm; locally-

advanced or MBC previously treated with 

anthracycline, taxane, & capecitabine 

Ph 2 open label, single-arm; MBC previously 

treated with at least anthracycline or taxane 

 

1.4mg/m2 on D1 and 

D8 on a 21-day cycle 

Efficacy outcomes by age cohort 

Muss, et al. Oncologist 2014 

Eribulin Monotherapy in MBC Patients aged ≥70 y 



• Most AEs (all grades and grade 3/4 AEs) had similar prevalence among age cohorts 

• Similar incidences of treatment-related AEs of special interest were reported 
among the different age cohorts 

• Higher observed grade 3/4 treatment-related AEs in ≥70: astenia/fatigue and 
neuropathy 

Muss et al. Oncologist 2014 

Eribulin: safety 



New Challenges 

• Ad hoc study in UNFIT Elderly  
 

• Evaluation of the impact of CGA on treatment in elderly cancer 
patients: CGA findings impacts on the ability to deliver treatment 
effectively? 

 



• Pts 70+ with solid tumors 
• Candidate for neo/adjuvant 

or 1st/2nd line chemotherapy 
• ≥ 1 deficit on CGA and/or 

G3-4 comorbidity on CIRS-G 

Routine oncological care 

Routine oncological care 
+ 

CGA-based interventions* 

R 2:1 

Primary endpoint: Relative dose intensity (RDI) 
Secondary endpoints: Grade 2-5 toxicity, hospitalizations, RDI based on type of geriatric 
impairment, RDI based on preplanned chemotherapy treatment dosing (full vs. 
reduced), RDI based on treatment setting (neo/adjuvant vs. metastatic); CARG and 
CRASH prediction of toxicity  
 

Hp: absolute increase of 20% in the proportion of patients receiving RDI of at least 85% in arm A 

Stratification criteria:  
Age 70-79 vs. ≥ 80 years 
Type of tumour  
Planned for polychemotherapy vs. single agent chemotherapy 
Treatment setting (neo/adjuvant vs. 1st line vs. 2nd line) 
Full vs. reduced starting dose 

CGA, comprehensive geriatric assessment; CIRS-G, Cumulative illness rating scale-Geriatric;  CARG, Cancer and aging research group;  
CRASH, Chemotherapy Risk Assessment Scale ; RDI: relative dose intensity 

* Defined and managed by the geriatricians 

A 

B 

N=154 

N=77 

UNFIT Elderly 

Impact of Geriatrician-Implemented Intervention on 
chemotherapy delivery in Vulnerable Elderly patients with early or 

metastatic solid malignancies: the GIVE trial (ONGOING) 



Conclusions 

• Currently available treatment options for metastatic breast 
cancer are applicable to FIT elderly. 

 

• A detailed evaluation of the health status of an older adult, 
lead to the optimization of treatment efficacy and tollerability, 
and consequently improves survival. 

 

• Ad hoc studies of elderly patients are needed, particularly for 
the UNFIT. 
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