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Moffitt’s SAOP (Extermann et al. 1998)
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USRDS Annual data report, accessed 1/4/2021

And 2/3 
oncologic 
patients  
dependent in 
IADL



Keys to enhance external validity and 
future study design 

 No matter what type of early phase study design, collect patient data

 Comorbidity (e.g. CIRS-G)

 Functional status beyond ECOG PS (e.g. ADL/IADL)

 Performance test: timed up and go, 4 meters walk

 Longitudinal ADL/IADL (IADL is the most sensitive to change)

 PROMs relevant to older patients (e.g. independence) 

Information collected at this stage will provide helpful clues for a successful phase III study 
design



The Progressively Increasing  Inclusion 
Criteria (PIIC) concept: 

Indep., no comorb, chemo level 1
6 patients, well tolerated

Mild dep or comorbidity, level 1, 2 
limit tox, 6 pts level 2, well 
tolerated

Moderate dependence or 
comorbidity, level 2…..

Continue accrual for 
Effectiveness end-points



Stratified design: e.g. phase II

healthy

Some comorbidity

Higher comorbidity

Interim safety analysis

Stratified 
effectiveness 
analysis



Basket trial

Healthy

Paclitaxel + trastuzumab+ new drug

Vulnerable

Cyclophosphamide + trastuzumab + new 
drug

Frail

Trastuzumab + new drug



Umbrella design: One cancer

CKD Drug 1 Drug 4

Diabetes Drug 2 Drug 5

CHF Drug 3 Drug 6



Design for patient friendliness

 Transportation is a big barrier, consider offering help

 Can some assessments be done remotely?

 Can local labs be used for simple tests?(e.g. weekly CBC)

 Try to group assessments

 Online questionnaires

 Help for people with poor hearing or vision

 Everybody wants tissue, but can the tests be done on blood?

 Leverage wearables



Yes, we have a study for you!
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