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Å Immune checkpoint inhibitors (ICIs) are immunomodulatory 
antibodies that 
Å increase the cancer patients immune response.
Åsignificantly improve the oncologic outcomes (PFS, OS). 

Å ICI are used to treat several cancer types: melanoma, lung 
and liver cancer, leukemia and lymphoma, urothelial cancers, 
and subtypes of breast and colon cancer.    

Presentation of the research project

Background

Å ICI use is associated with unique immune-related adverse events (irAEs), caused by a general  
activation of the immune system. 
ÅMain organ systems affected: gastrointestinal tract, endocrine glands, skin, blood (hematologic 

toxicity), kidney, liver, heart (e.g. myocarditis), nervous system.
Å irAEsDҗн Ƴŀȅ cause treatment discontinuation and require treatment. 
ÅHigh grade irAEscan occasionally be life threatening. 
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Main study aim
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G-DEFINER Consortium

clinicaltrials.gov ID: NCT04435964, ENCePP ID: EUPAS31282, 
Protocol DOI: 10.5281/zenodo.4142124

G-DEFINER characteristics
ÅMultidisciplinary project: Medical oncology,

biology, biostatistics, bioinformatics.
ÅMulticentre observational prospective clinical 

study:
ÅClinical protocol Č Centers'Ethics Committees 

approval 
ÅCRF Č eCRF(web database) 
ÅSOPs (study conduction and biological material 

collection)

To investigate the irAEsinequalities 
between female and male patients 

(incidence, type, grade) according to 
different clinical-biological features and 

intersectional dimensions



ÅStartedin June2020 (ITA), closedat 31st January2023.

ÅCOVID-19 pandemic impacted on recruitment. 

ÅThe presentreport isan interim analysisat earlyJanuary2023.

ÅFollow-up data are still maturingand database isbeingfinalized. 

Patients recruitment



Wide breadth of collected data

<

Baseline 

Outpatient visit/medical charts:
Ådemographics, comorbidities, 
Ådisease and treatment characteristics, 
Åfollow-up.

Outpatient visits: 
Åcharacteristicsintersecting with sex&gendernorms and roles 

(mainly psycho-social and behavioral) possibly associated 
with the study outcome (irAEs):
Åquality of life/distress, diet/eating habits (microbiota interference).
Åpersonal sense of being, ethnicity, marital status, living arrangement, 

education, occupation,
income, smoking and alcohol habits, physical activity level.

ÅLab variables, gene expression, SNPs, microbiota, 
cytokines.

DNA and RNA 

Ålab variables and hormones
Åimmune-related genes
Åsingle-nucleotide polymorphisms
Åmicrobiota
Åcytokines

Times T0 and T1 

<



Key features significantly different 
between F and M populations



Key features significantly different 
between F and M populations

Expected correlation between living arrangement and marital status


