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Is academic research
important and useful?

I mean clinical trials promoted by Institutions or 
cooperative groups acting within the National Health

System…



I believe a response is due

• Collective
• Many stakeholders may have interest in this field
• First of all patients, and citizens-not-yet-ill

• Systemic 
• Not feasible thanks to the initiatives of a few experts 
• It must be placed in the international context 

• Programmatic 
• If positive, we have to work hard 
• Each one for his part



The answer may be NO

•Maybe it’s just a bad idea of (some of) us Italians
• Those loyal to Article 32 of the Italian Constitution, who 

believe that it is the State, through the public NHS, that must 
guarantee everyone the best care
• After all... who said that the public NHS, which already has 

its problems..., should also worry about research? 
•Won't that profit for regulatory purposes be more than 

sufficient…?



In 2004…
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The answer may be NO

•Maybe it’s just a bad idea of (some of) us Italians
• Those loyal to Article 32 of the Italian Constitution, who 

believe that it is the State, through the public NHS, that must 
guarantee everyone the best care
• After all... who said that the public NHS, which already has 

its problems..., should also worry about research? 
•Won't that profit for regulatory purposes be more than 

sufficient…?
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The answer may be NO

•Maybe it’s just a bad idea of (some of) us Italians
• Those loyal to Article 32 of the Italian Constitution, who 

believe that it is the State, through the public NHS, that must 
guarantee everyone the best care
• After all... who said that the public NHS, which already has 

its problems..., should also worry about research? 
• For practice, why not rely on insurance…?
•Won't that profit for regulatory purposes be more than 

sufficient…?



Hazard ratio of death associated with 
financial toxicity

US: 1.79 IT: 1.20

J Clin Oncol. 2016 Mar 20;34(9):980-6. Annals of Oncology 27: 2224-2229, 2016



The answer may be NO

•Maybe it's just a fixation of (some of) us Italians
• Those nostalgic for article 32 of the Italian Constitution, who 

believe that it is the State through the public NHS that must 
guarantee everyone the best care
• After all... who said that the public NHS, which already has 

its problems..., should also worry about research? 
• For practice, why not rely on insurance…?
• And for research, won't that profit for regulatory purposes 

be more than sufficient…?



Registrative trials promoted by 
pharmaceutical industries are 

often inadequate to define
value and place in therapy of 

new drugs

FDA & EMA register a new 
drug if there are enough

data on safety and efficacy
(risk/benefit ratio)

Trials with 
regulatory aim

Snapshots… 
focused on drugs

"Outdated" control arms
(Super)-selected patients 
No head-to-head comparisons 
No therapeutic sequences 
Surrogate endpoints 
…



Registrative trials promoted by 
pharmaceutical industries are 

often inadequate to define
value and place in therapy of 

new drugs

FDA & EMA register a new 
drug if there are enough

data on safety and efficacy
(risk/benefit ratio)

Trials with 
regulatory aim

Reimbursement is more and 
more a critical step in 

countries with a public NHS 
(because increasing drug price
and methodologic weakness

of trials)

Guidelines of scientific
societies include algorithms
and recommendations that

are frequently based on weak
evidence

We need
another type of 

research

Independent research does 
not address adequately or 

promptly (with few exceptions) 
the knowledge gaps persisting 
or generating downstream of 
the registration of new drugs 



Limitations of independent research

• There are too few independent trials
• …
• Frequently use surrogate end-points
• Seldom tackle treatment sequences
• …
• Frequently wastes time with supposedly real world research



Maybe we need to 
recalculate the 

route…







19 chapters and 99 articles









We could (perhaps we should) reason about…

• Solid end-points: survival, quality of life, toxicity 
• Head-to-head comparison studies 
• Therapeutic sequence studies 
• Adaptive studies, which are updated with the evolution of 

diagnostic and therapeutic scenarios 
• Studies that exploit the potential of digital and PROs
• Efficacy studies in the Real World, but of good quality… 
• Studies that also help from a regulatory point of view



We need innovative models…

Patient-journey studies





In most cancers, we have >1 treatment option and >1 potential therapeutic line

Treatment-decision nodes

Patient-journey study (PJS) 
Share, discuss and 

choose or randomize if uncertain

Clinical practice
Share, discuss and 

choose

1st line
Available
treatments

2nd line
Available
treatments

3rd line
Available
treatments

4th line
Available
treatments



P L A T F O R M

Patient Journey study – the model

1° line drug A

1° line drug B

2° line drug B

2° line drug A

3° line drug C

3° line  drug C

Patient follow-up

Random
1° line drug A

1° line drug B

2° line drug B

2° line drug A

3° line drug C

3° line  drug C

Random1° line drug A
2° line drug B

2° line drug C

3° line drug C

3° line  drug B
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Three areas
- NSCLC
- HCC
- Renal cancer

Keywords
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Is academic research
important and useful?

My response is clear, I suppose…


