














HOW TO IMPACT ON CLINICAL 

PRACTICE?

Diagnosis
(novel subtypes or 

better discrimination of 

older subtypes)

Prognotic
biomarkers

(discriminate different 

outcomes in a given 

entity)

Rational 
targeted 

treatments

Host-based Tumor-

based



A difficult quest? …..NO



……POSSIBLY SOMETHING WORSE



Risks and perils for a baby turtle 

(or a candidate genomic-derived biomarker or 

a promising novel targeted agent) 

Standardization and 
broad application

Treatment related 
variability

Financial
interest

Academic
conservatorism 

Study competition

Financial
interest

Academic
conservatorism 

Outdated study design



“More than 800 targeted anti-cancer agents are 

currently in active clinical devolopment. However 

because of tumor heterogeneity and the complex 

interplay between several oncogenic pathways in 

lymphoma, it is not surprising that the ORR in 

unselected lymphoma patients rarely exceed 30% “

Anas Younes, Nat Rev Clin Oncol 2011

“ The development of molecular targeted therapy for 

lymphoma is more challenging than for any type of 

cancer“



“More than 800 targeted anti-cancer agents are 

currently in active clinical devolopment. However 

because of tumor heterogeneity and the complex 

interplay between several oncogenic pathways in 

lymphoma, it is not surprising that the ORR in 

unselected lymphoma patients rarely exceed 30% “

Anas Younes , Nat Rev Clin Oncol 2011

FDA approvals for lymphoma (CLL excluded):

2005-2007: 2 
(bortezomib, vorinostat)

2007-2012: 4 
(pralatrexate, romidepsin, brentuximab vedotin, bendamustine)  

2013-2014: 3
(belinostat, ibrutinib , lenalidomide)



Is current clinical research well suited for the investigation of 
targeted agents in lymphoma?

PHASE I STUDY
20-30pts

PHASE II STUDY
40-80 pts

PHASE III STUDY
200-1000 pts

FAILURE

THE DISADVANTAGE OF EXISTING SUCCESS

THE WHOLE SYSTEM NEED READAPTATION?



COSA DOVREBBE FARE LA RETE PER 

ESSERE COMPETITIVA NELLA 

RICERCA? 



COSA DOVREBBE FARE LA RETE PER 

ESSERE COMPETITIVA NELLA 

RICERCA? 

-Porsi come attore globale ���� accettare la sfida della 

ricerca come processo “competitivo” e “collaborativo”

-La ricerca non è uno “hobby” (infrastrutture, risorse, 

riconoscimento) 

-gestione “smart and lean” delle scelte strategiche)

-Gestione complessiva del processo (grant application, 

conduzione degli studi, disseminazione dei risultati)

-Forti interazioni (comunità scientifica, partners 

industriali, associazioni di pazienti)



CHE TIPO DI RICERCA CONDURRE

NELL’AMBITO DELLA RETE?

- osservazionale o interventistica?

-biologica, traslazionale, clinica, clinico-assistenziale?

-spontanea (grants!!!), sponsorizzata, di partnership?



Impatto della ricerca



E’ UNA SFIDA DIFFICILE….

E’ UNA SFIDA POSSIBILE…

E’ UNO SFORZO COLLETTIVO



The presence of the target does not guarantee tumor 

responsivity

Anas Younes, Nat Rev Clin Oncol 2011



THE DISADVANTAGE OF EXISTING SUCCESS

Anas Younes, Nat Rev Clin Oncol 2011



REDEFINING PHASE II-III STUDIES 

CONTROLLED CLINICAL STUDY

•Use of randomized phase II design

•Increase the inclusion of patients in clinical trials (3% in the US)

•Response-adaptive randomization approach

•Multiple experimental arms

•Target-based protocols

BIOMARKER DISCOVERY DRUG TESTING



IMPROVED PHASE I STUDIES 

  phase I study in the 
“targeted drug” age  

panel of patients well 
characterized for the 

target of interest

Earlier disease stage

Focus on biological 

switch-off

biological correlations

Early rational 

combination testing 



IMPROVED PHASE I STUDIES 

Chemo-age phase I study 

Broad panel of poorly 
characterized patients

End stage disease

Focus on MTD

Lack of biological 
characterization

Unnecessary 
information

Risk of 
premature

inappropriate  
halt of 

development

Difficult 
interpretation of 

studies


