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Topics 

Focus on CDK4/6 inhibitors 

 

• Which data do we have in older patients?  

• How can we apply these data to the general older 
population ? 



Transversal data 

Palbociclib  
 

Ribociclib Abemaciclib  

Efficacy  AGE INDEPENDENT 

(PFS) PALOMA 1-2-31 
304 pts  65+ 

MONALEESA 22 
MONALEESA 33 376 

pts  65+ 

MONARCH 24 
MONARCH 35 
467 pts  65+ 

U.S.FDA pooled analysis (registration studies CDK4/6 inh+AI)6 

884 pts  65+ 

PK data 
 

NO NEED OF DOSE ADJUSTMENT BASED ON AGE 

1 Rugo et al.  EJC 2018; 2 Sonke et al. Breast Cancer Res Treat 2017;  3Slamon et al. J Clin Oncol 2018; 4Goetz et al.  J Clin Oncol  2017; 
 

 5 Sledge et al. J Clin Oncol  2017; 6Singh et al. SABCS 2017 
 
 



Febrile neutropenia 
1.2% vs 0.9% vs 2.4% 

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



Grade 2? 
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The incidence of both liver enzyme elevations and QT prolongation was similar across subgroups 



Ribociclib: transaminitis and QTc prolongation  

No ≠ in incidence 
<65 vs ≥65  

In the ribociclib + letrozole arm, 1 pt aged ≥65 years with cardiac 
abnormalities, a cardiac assistance device, and a QTcF>450 ms at 
baseline experienced a QTcF prolongation of>500 ms, which 
resolved without the need for dose modification 
 

Torsades de Pointes - High Risk Drugs (≥1%): Quinidine 
(antiarrhytmics, oral); Disopyramide (antiarrhytmics, class IA), 
Sotalol (antiarrhytmics, beta blockers), Ibutilide (antiarrhytmics, 
parenteral, Dofetilide (antiarrhytmics, oral) 
 



Treatment exposure by age 
Palbo1 Ribo2* Abema 

Rx discontinuation 
due to AEs 
 

≥75        6% 
65-74    5.4% 
<65        1.6% 

 65+    9%                        
 <65    7%                     

- 

3 ≥70   17%,   ≥65   16%,   <65   8% 
 

Relative DI AGE INDEPENDENT 

Paloma 1 
65+         99.4% 
<65         97.1% 
Paloma 2 
65+         97% 
<65         98.2% 
Paloma 3 
65+         97.3% 
<65         95.6% 

65+          86% 
<65          90% 
 

DI, dose intensity 
 

1 Rugo et al.  EJC 2018; 2 Sonke et al. Breast Cancer Res Treat 2017; 3Singh et al. SABCS 2017,             
* data on CompLEEment-1 not reported due a short median exposure to ribociclib of 1.6  mos 



Endocrine therapy + CDK4/6 inhibitors 

• The efficacy of the combination is age independent 

• Preliminary safety data on palbociclib and ribociclib 
are reassuring, but more data are warranted in a 
less selected elderly population (ie. possible drug 
interactions, reduced compliance, etc) 

• Limited data in patients 75+ and unfit patients 

• Need to increase the relevance of data in older 
patients 

 



FACILE: FeAsibility of first-line riboCIclib in oLdEr 
patients with advanced breast cancer 

• Phase II, multicenter (20 italian centers), single arm trial 
N= 194 patients; study duration= 36 months 
 
• Patient population: men and women aged ≥70 years, with HR+, HER2 negative ABC 

who have not received any prior systemic treatment for advanced disease (1° line). 
 

• Primary objective: to assess the feasibility of first line ribociclib in combination with 
a non steroidal aromatase inhibitor in elderly patients with HR+/HER2 neg  ABC 
 

• The treatment feasibility will be evaluated as the proportion of patients not having 
experienced disease progression (PD), still on treatment with ribociclib plus NSAI 6 
months after the first drug administration 
 

• Geriatric evaluation will be performed before study enrolment:  
- G8 questionnaire (G8) 
- Activity of Daily Living (ADL); Instrumental ADL (IADL) 
- Cumulative Illness Rating Scale (CIRS-G) 
- Classification as fit, vulnerable or frail using the Balducci criteria 

HR+, homone receptor 
positive;  
ABC, advanced breast cancer 



What to do waiting for older patients-
focused data? 

Ernestine Shepherd Old frail woman 

The two ladies have 

the same 

chronological age 

Cognition Finances 

Psychological 

 status 

Spirituality Social Support 

Culture 

Functional Status 
Comorbidities 

Organ Function 

Polypharmacy 

Heterogeneity of the older population 



Clinical case 
 

12/2015 lumpectomy + axillary lymph nodes dissection: 
infiltrating ductal carcinoma pT1c (1,7 cm)pN1a (1 ln) G2, 
ER80%, PgR50%, Ki67 20%, HER2- 
 Non steroidal aromatase inhibitor (AI)+ radiotherapy  
 
1/2019 the patient reported bone pain; bone scan and CT 
scan revealed several lesions on spine and long bones 
(osteoblastic) and minimal liver involvement (3 lesions max 
size 1,5 cm) 
Liver biopsy confirmed metastases consistent with original 
breast cancer and HER2-negative HR positive disease 
Started therapy with Zometa; pain was well controlled by pain 
killers 



Therapeutic options 

• Endocrine therapy alone  

• Endocrine therapy + targeted agent 

 Fulvestrant + CDK 4/6 inhibitor 



75 y.o. patient 75 y.o. patient 85 y.o. patient 

No major active health problems Ischemic stroke without permanent 
sequelae 10 years ago 

No major active health problems 

Past medical history: 
Epilepsy (partial seizures) 

Hypertension, type 2 diabetes, 
hypercholesterolemia, 
hypothyroidisms, short-term 
memory impairment, deep vein 
thrombosis (right leg) 

Past medical history: 
Epilepsy (partial seizures) 

carbamazepine 400 mg bid Fondaparinux 7.5 

Metformin  500 mg  bid 

Simvastatin  20 mg   

Irbesartan 150 

Levothyroxine sodium 100 mcg 

Lorazem 1 mg 

carbamazepine 400 mg bid 
 

ECOG PS 0 ECOG PS 1 ECOG PS 0 

Active, taking care of her house Can make light housework Active, taking care of her house 
 

Limited but not worrisome safety 
data in 75+ 
 
Evaluate possible substitution of 
carbamazepine (strong CYP3A 
inducer should be avoided with 
CDK 4/6 inhibitors use). If possible 
… 
 
Fulvestrant + CDK 4/6 inhibitor 

 
 
 
 
 

Multimorbid pt & Polypharmacy  
not represented in clinical trials 
 
No life-threatening comorbidities 
 
CGA (targeted interventions?) 
 
If presence of caregiver and easy 
access to the hospital 
 
Fulvestrant + CDK 4/6 inhibitor 
 
Close monitoring and proactive 
management of side effects 

 

Not represented in clinical trials 
 

Life expectancy ≈ 8 years 
 

CGA (important to define the 
physiological functional reserve) 
 

If presence of caregiver and easy 
access to the hospital and 
substitution of carbamazepine 
 
Fulvestrant + CDK 4/6 inhibitor 
might be an option 
  

Close monitoring and proactive 
management of side effects 

Different pt’s related scenarios 



• First-line endocrine therapy + CDK 4/6 inhibitors is a 
standard of care in patients with ER+HER2 metastatic breast 
cancer 

• First-line endocrine therapy + CDK 4/6 inhibitors is a 
standard of care also in older FIT patients 

• Waiting for ad hoc data in a less selected patients’ 
population, in the absence of life threatening AEs, the 
combination can be considered also in unfit (exclude frail) 
patients if a close monitoring of AEs is assured 

 

Quale ormonoterapia di prima linea nelle donne anziane? 

Conclusions  
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