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Time to adjuvant chemotherapy for eBC in five italian regions

Adjuvant therapy within 8 weeks from surgery

% of patients

Veneto Liguria Toscana Piemonte Umbria Benchmark

73.7 % 66.7 % NA 71.8 % 69.9 % > 80%

No data available on breast cancer subtypes

The VERO Study: 
The VEneto and ROmagna Breast project

IRST Meldola:
Ilaria Massa, Roberta Maltoni, Valentina Danesi, William Balzi, Andrea 

Roncadori

AUSL Romagna:
Mattia Altini, Roberto Grilli
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Unger JM et al, JCO 2023

163/544 trials with OS improvement
108,344 patients included in these trials
14.2 millions years of life gained

EBM

Randomized controlled trials (RCTs)

EBM is largely based on RCTs 

RCTs are in large part conducted to apply for marketing authorization

Regulatory Agencies decide on the basis of the risk/benefit ratio 

This judgement does not take into account:

• under-represented patients (elderly, unfit, with comorbidities, with comedications

• treatment duration (e.g. ICIs, antiHER2 drugs)

• treatment sequences

• rare & long term toxicities

• impact on diagnostic-therapeutic pathways

• budget impact



Large proportion of new treatments only show a globally 

modest efficacy within RCTs

Effect in clinical practice might be further diluted

Real value of results may fall under an acceptable threshold of relevance

Post marketing studies could be useful to confirm or refute the drug’s

benefit on survival in real-world populations

RWE analysis may challenge the magnitude of 

the efficacy previously shown in RCTs

Di Maio, Perrone, Conte; The Oncologist 2020



JAMA Oncol. 2021 Dec 1;7(12):1843-1850.

• 34,131 patients with advanced non oncogene-driven NSCLC, urothelial cell, renal cell or hepatocellular carcinoma

• 9,318 (27.3%) patients were trial-ineligible

• From january 2014 to december 2019, ICI monotherapy increased from 0.1% to 19.4% among trial-eligible patients and from 0% to 39.2% 

among trial-ineligible patients

• Among trial-ineligible patients there was no OS differences between ICI monotherapy, ICI combination therapy or non-ICI therapies



Randomized controlled trials (RCTs)

Evidence Based or Evidence Biased Medicine?

These findings raise the idea that overall survival in registration trials should 
be considered a surrogate for overall survival in the real world, along with other 
surrogates, such as response rate and progression-free survival 

(Mailankody & Prasad, Jama Oncol 2017; 3(7): 889-890)

National and International Guidelines are largely based on RCTs.

RCTs are in large part conducted for marketing authorization, NOT to provide 
evidence on the best treatment strategy.

Challenge for Scientific Societies and Independent Research:

RWD as a mandatory step to provide truly patient-oriented recommendations 
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Targets of RWE

• Complement/provide data for Regulatory Authorities
• Comparative effectiveness data (rare populations, applicability, treatment sequences, 

rare&long term toxicities)
• Definition of diagnostic-therapeutic pathways
• Budget impact (whole disease model-bundled payments)
• Patient-oriented guidelines
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RWE must be based on good quality Real World Data 

BARRIERS to good quality Real World Data

• Access to regional/national Data Bases (institutional data bases are NOT enough!)

• Data Availability (i.e. molecular characteristics/mutational profiles)

• Set of Data (i.e. proportion of patients; TTF, emergency room access, attrition rate)

• Quality of Data (EMR, source of data and data verification)

• Data interpretation (comparative effectiveness)

• Funding 





Diagnostic alternatives and interpretation

Real Time PCR
BRAF p.V600E

NGS
BRAF wt

p.V600E wt

p.V600E

Courtesy of M Fassan
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Sources of Data

Identificazione dei casi
Fonti dei dati per il 

calcolo degli indicatori

Casi di tumore al polmone NSCLC 

incidenti nel 2017

Flussi amministrativi
SDO, SPS, Registro mortalità, 

farmaceutica, Hospice, Assistenza 
protesica, PS, Device, Assistenza 

domiciliare 

Flusso di anatomia patologica
referti istologici, referti citologici

RTV - Registro Polmone
archivi di registro, collegamenti SIL 

delle ASL, cartelle cliniche

Data links and interpretation: 

a multidisciplinay team including physicians, pathologists, pharmacists and epidemiologists



Buja A et al, JOP 2021

2015 2017 2019

Cohort 1:
254 incidental
NSCLC cases

Cohort 2:
228 incidental
NSCLC cases

Cost analysis

Cost analysis

• Total costs adjusted for age, stage at diagnosis, sex, cohort, at 2 yrs after cancer diagnosis
• significant increase in the average costs of patients in the 2017 cohort
• significant decrease in the average cost of hospice care
• significant increase in the average cost of drugs
• Significant OS improvement at 2 yrs



Periplo Foundation
Outcome-COsts-CAncer Programme

OCOCA Lung
(evaluation of impact of the introduction of the clinical pathway 

on health outcome, costs and quality of care in NSCLC patients) – PI V Guarneri

Studio osservazionale di coorte che prevede la raccolta di tutti i casi di NSCLC diagnosticati in 
Regione Veneto in tre anni differenti (2017,2019,2021) per valutare:

1) Qualità delle cure
2) Costi della presa in carico globale
3) Esiti in termini di sopravvivenza globale

https://www.registrotumoriveneto.it/


From Cancer Institutions to Oncology Networks
for the benefit of our patients


