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70+, 
metastatic breast cancer

HER2+ 
(endocrine resistant)
No prior chemo for 

metastatic breast cancer

Trastuz. + Pertuz. 

+ Docetaxel

Trastuz. + Pertuz.

Trastuz. + Pertuz. 

+ metronomic
cyclophosphamide

EORTC 75111; HER2+ MBC 1st line therapy

- Standard arm? 
Catch 22, docetaxel arm 
would exclude frail
patients

- Primary endpoint?
PFS at 6 months
(little difference expected
for QoL)

HER2+ metastatic breast cancer



N (%)
Age (years) – Median (Range) 77 (61 - 91)             
WHO PS 2-3 19 (23.8)
ER and/or PgR positive               55 (68.8)                                                                                        
No prior anti-HER2 therapy for MBC 72 (91.1)                                                                                        
Prior adjuvant endocrine therapy 24 (30.4)                                                                                        
Visceral involvement 74 (93.3)
G8 score at baseline G8 ≤ 14                              56 (70.9) 
Frail (SPPB ≤ 7)                    37 (52.9)                                                                                        

Metronomic CT (chemotherapy): 
cyclophosphamide 50 mg/d po
continuously
On progression: Option to have T-DM1 
(3.6 mg/kg iv q3w) till progression

HER2+ metastatic breast cancer

6 Mo PFS 46%
Median PFS 5,6 Mo (4-17)

6 Mo PFS 73%
Median PFS 12,7 Mo (7-25)

Lancet oncol 2018



70+, surgery for stage II-III 
EBC ER pos, HER2 neg 

adjuvant chemotherapy
required according to
treating physician and 

patient

Adjuvant chemo -> AI

AI + CDK4/6i

Adjuvant chemo choice:
- 4 TC + G-CSF
- 4 EC or AC + G-CSF
- 12 taxol weekly if 3-weekly 

regimen not desired

Stratification for
clinical frailty: 
(G8 >14 vs ≤ 14) 
and stage

1. Randomized phase III ; non-inferiority

Coprimary endpoint:
- 3y-DDFS (90%): non-inferior
- QoL: superior

Pros:
- Most clean design
- Best comparison for 
DDFS, and QoL

Cons:
- Large numbers and 
cost
- Realistic?

Adjuvant CDK4/6i in Luminal breast cancer 



70+, surgery for stage II-III 
EBC ER pos, HER2 neg 

adjuvant chemotherapy
required according to
treating physician and 

patient

Adjuvant chemo -> AI

AI + CDK4/6i

Adjuvant chemo choice:
- 4 TC + G-CSF
- 4 EC or AC + G-CSF
- 12 taxol weekly if 3-weekly 

regimen not desired

Stratification for
clinical frailty: 
(G8 >14 vs ≤14) and 
stage

2. Randomized phase III ; superiority

Composite endpoint: time to deterioration
- distant relapse
- death rate without relapse 
- HRQOL (health related quality of life) decline

Pros:
- Superiority design requires
less numbers
- Both QoL decline and distant
relapse are relevant
- Feasible numbers

Cons:
- How acceptable is the
composite? QoL decline versus 
death
- QoL decline much more 
frequent than relapse/death: 
relevant composite?
- Attempts to find better
composite for adjuvant setting 
failed so far (in metastatic it is 
easier)

Adjuvant CDK4/6i in Luminal breast cancer 



3. Randomized (2:1) non-comparative phase II study
EORTC–ETF-BCG STUDY 1745 (APPALACHES): A PHASE II STUDY OF ADJUVANT 
PALBOCICLIB AS AN ALTERNATIVE TO CHEMOTHERAPY IN ELDERLY PATIENTS WITH 
HIGH-RISK ER+/HER2- EARLY BREAST CANCER

Adjuvant CDK4/6i in Luminal breast cancer 



Lancet 2011, 377:1749-59

Metastatic colorectal cancer: FOCUS2

80% FU 80% OxFU

80% Cap 80% OxCap

1. Does the addition of oxaliplatin 
improve PFS?                        NO

2. Does oral capecitabine improve QoL 
compared with IV 5FU?          NO



Overall Treatment Utility (OTU)
did it have an 
objective anti-
cancer effect?

clinicians’ overall 
assessment of 

benefit?

was there 
major 

toxicity?

patient’s view: 
was treatment 
worthwhile?

“overall 
treatment utility”

(OTU)

OTU at 3 months
= 

With the benefit of hindsight:

• am I (the patient) glad I 
decided to have the treatment?

• am I (the doctor) glad I decided 
to give the treatment? 

Good example of composite endpoint

Metastatic colorectal cancer: FOCUS2



good 
OTU

intermediate
OTU

poor
OTU

all of:

• clinician ‘benefit’

and
• patient happy

and
• no major toxicity

• clinician ‘no benefit’

and either
• patient unhappy 

or
• major toxicity

or
• patient has died

either
• clinician ‘no benefit’, but 

patient happy and no 
major toxicity

or
• clinician ‘benefit’, 

but patient unhappy or 
major toxicity

after 12 weeks:

41% 32% 27%

Metastatic colorectal cancer: FOCUS2



Anticancer drugs are NOT well tolerated
in all older patients with cancer
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