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Abstract (max 4.000 characters)

This sections should include: Background, Objectives, Methods, Expected results

Background: The demographic changes occurring during the past decades are modifying the prevalence and impact of multiple chronic
diseases and the related prescriptions of multiple medications. This phenomenon will have a great impact on social and health—care
policy planning. Polypharmacy is worryingly increasing among the elderly, with rates ranging between 42.5 and 77%.

Epigenetics involves changes in gene expression that do not accompany alterations in the DNA sequence, including DNA methylation
that is the most understood and studied one. DNA methylation epigenetic changes are not only a biomarker of environmental exposure,
aging and disease state, but could also reveal specific pattern directly associated to drug use and become a suitable target for
modification in the context of pharmacology intervention.

Objectives: The main objective of the present project is to evaluate the impact of polypharmacy on health and disease status in a general
population of elderly people (Study A) and to investigate a possible role of the polypharmacy (considering selected medication clustering)
in shaping the genome-wide DNA methylation profile (Study B).

Methods:

Study A: An elderly population-based prospective observational investigation, in the framework of the Moli-sani project, will be performed.
“Moli-sani” is a population-based cohort study, started in March 2005, that randomly recruited from city-hall registries men and women
aged 235, living in Molise, a Central-Southern Italian region. The recruitment ended in April 2010, and 24,325 subjects were recruited.
The Moli-sani population included at baseline 5,830 individuals aged = 65 years.

The main clinical fatal and non-fatal outcomes will be hospitalization for any cause and specific cause, unplanned hospitalization,
mortality for any cause and specific cause. Every year, the regional Department of Health Service authorizes the Moli-sani study to
update Moli-sani data on hospitalization, death and drug prescriptions (sources: ReNCaM registry, Hospital Discharge Records registry,
drug prescriptions registry). Polypharmacy will be notified by regional drug prescriptions registry.

Multivariable linear regression analysis will be performed to test the association between polypharmacy with clinical outcomes. Hazard
ratios of outcomes for polypharmacy will be calculated using Cox proportional hazard models. Test for interaction between the calendar
time (years: 2005-2015) and the polypharmacy will be performed in order to investigate a possible change over time in the effect of
polypharmacy on clinical outcomes.

Study B: Moli-sani participants (who will be on July 1st 2017 265 years old) who referred no drug therapy at baseline, will be recalled for
a new examination. During this second visit blood sample will be collected, buffy coat prepared and stored in liquid nitrogen in the
Moli-sani bio-bank.

The recall phase will allow to identify, among subjects who at baseline were not on any drug therapy, a group of subjects who had started
to take one or more chronic medications after enroliment. Genome-wide DNA methylation analysis via the lllumina Infinium
MethylationEPIC BeadChip will include participants under polypharmacy compared to those who, after the original enroliment were
chronically taking 0-1 drug. Multivariable linear regression analysis will be used to determine the association between DNA methylation
and polypharmacy and/or clinical outcomes.

Expected results:

With this project we aim at characterize the polypharmacy influence on elderly health and disease and the possible mediating role of
DNA methylation in this process. The present project will hopefully contribute to accomplish an initial transition from
single-disease-oriented to patient-centered approach of care delivery: this is a clear innovativeness of the study.
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Background -a (max 4.000 characters)

Please describe: an updated review of already available evidence in the relevant literature

The demographic changes occurring during the past decades are modifying the prevalence and impact of multiple chronic diseases and
the related prescriptions of multiple medications. The available evidence regarding the efficacy of polypharmacy (commonly defined as
co-intake of at least 5 different drugs) (1) in the growing elderly population is scarce and rarely derives from real-life (extra hospital
conditions).(2) It is estimated that by 2050 the elderly will be fourfold more represented than adults and youth.(3)

Older adults on multiple medications have reportedly worse health status compared with those on less medications, and appear to be a
vulnerable population (4,5):

- they are at greater risk for adverse drug reactions (ADRs) due to metabolic changes and decreased drug clearance associated with
aging, a risk compounded by increasing numbers of drugs used;

- polypharmacy increases the potential for drug-drug interactions (DDIs) and for prescription of potentially inappropriate medication;

- polypharmacy increases the possibility of "prescribing cascades", when an ADR is misinterpreted as a new medical condition and
additional drug therapy is then prescribed to treat it;

- polypharmacy can lead to problems with medication adherence, compounded by visual or cognitive compromise.

Polypharmacy is increasing among the elderly, with rates ranging between 42.5 and 77%.(2)

The REPOSI study reported the prevalence of polypharmacy being 52% at hospital admission and 67% at discharge, among elderly
patients in internal medicine wards.(6) A recent study in the Friuli Venezia Giulia region, reported that the prevalence of polypharmacy
among elderly was 57.7% and of those 23.9% showed Potentially inappropriate prescriptions (PIPs).(2)

Similarly, in 2015, in the Molise region, using data extracted from the regional prescription drug registry, more than half of the elderly was
under polypharmacy (37,414/73,183 residents aged =65 years, 51%).

“Moli-sani” (7) is a general population-based cohort study, started March 2005, that randomly recruited from city-hall registries men and
women aged 235, living in Molise. The main purpose of Moli-sani study was to investigate genetic and environmental risk factors for
cardiovascular and cancer disease. An additional goal was that of acquiring data on real life elderly, without any age upper limit, to
evaluate drug prescription appropriateness, relationship between multimorbidity/polypharmacy and several outcomes as all-cause
mortality and identification of disease clusters most often occurring in the elderly. The enroliment ended in April 2010, and 24,325
subjects were recruited. They included at baseline 5,830 subjects over 65 years.

In November 2016, the Moli-sani study obtained from the regional Health Department, the authorization for the record-linkage of the
cohort population with the regional drug prescription registry. This procedure will allow to update for all Moli-sani participants the
information on drug therapy obtained at the enrollment, with the prescriptions registered during the follow-up (2005-2015), collecting data
on frequency, duration, compliance and switch of the therapy. Obviously, it will be possible to identify drug naive subjects too.

The linkage mentioned above will allow to evaluate the possible epigenetic impact of polypharmacy on clinical outcomes. Epigenetics
involves changes in gene expression that do not accompany alterations in the DNA sequence, including DNA methylation, the most
understood and studied (8). Unlike inherited genetic variation that is static throughout the life course, DNA methylation is a plastic and
dynamic phenomenon, and may differ by tissue and disease state. DNA methylation epigenetic changes over time are not only a
biomarker of environmental exposure, aging and disease state, but could also reveal specific pattern associated to drug use and become
a suitable target for modification in the context of pharmacology intervention.
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Background -b (max 4.000 characters)

Please describe: the clinical question that will be the object of the study and what the study will add to the overall available evidence

The clinical questions that will be the object of the present project are:

1. Would the association between multimorbidity, polypharmacy and several clinical outcomes previously reported on elderly people
acutely admitted to medical or geriatric hospital wards in Italy (REPOSI) be also apparent in a sample of a general, randomly selected,
elderly population followed up for an average period as long as 9 years? (Study A)

2. Would the profile of the DNA methylation landscape in a sample of that elderly population undergoing polypharmacy identify good
markers for prediction of adverse outcomes and therapy efficacy? (Study B)

The impact of polypharmacy on the elderly population is significant. It is associated with poor adherence, DDIs, medication errors, and
ADRs, accounting for an increased re-hospitalization and mortality risk.(5,6) A number of chronic diseases such as hypertension,
coronary heart disease (CHD), heart failure (HF), chronic obstructive pulmonary disease (COPD), chronic renal failure (CRF) and
diabetes mellitus are predictors of polypharmacy.(2)

Prevalence and predictors of polypharmacy have been analyzed in many studies, with results differing in relation to the clinical setting in
which they have been performed. They usually identify the multimorbidity status of an individual as the strongest predictor of
polypharmacy.

At the moment, suitable means for better stratification to improve the efficacy and reduce the side effects of polypharmacy in the elderly
are not clearly identified. It is however known that some of the most common drugs prescribed as part of polypharmacy may change the
DNA methylation status at several loci in the genome, often improving prognosis in some disease conditions.(9,10)

Based on this overall available evidence, our study seeks to address the two questions posed above.
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Background -c (max 4.000 characters)

Please describe: drug/drugs/ therapeutic regimen information

The present project is an observational study.
The main objective of the present project is to evaluate the impact of polypharmacy on disease status in a general population of elderly

people and to investigate a possible role of polypharmacy (considering selected medication clustering) in some epigenetic modifications,
such as DNA methylation.

Polypharmacy will be defined as the co-prescription of at least 5 drugs. The most frequently prescribed drugs are: platelet aggregation
inhibitors, vitamin K antagonists, diuretics, sulfonamides, beta-blocker, statins, benzodiazepine and proton pump inhibitors.(2)
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Rationale (max 4.000 characters)
Please describe: the possible impact on the Italian National Health Service (NHS) and/or on study population; the innovativeness of the study and
the possible benefit/risk ratio.

Multimorbidity and polypharmacy are the most common conditions managed in geriatric clinical practice.

Old people with multimorbidity and related polypharmacy prescriptions are the most common users of health care, generate high costs
and are at increased risk for adverse events. Most of these elderly are cared for by general practitioners who have often inadequate
expertise in geriatrics and multimorbidity and in particular in polypharmacy management. This results in fragmented care, suboptimal
health outcomes and avoidable harms for old patients with multiple chronic conditions receiving polypharmacy.(11)

Unconsidered application of multiple single disease approaches leads to polypharmacy, with drug-drug or drug-disease interactions,
high treatment burden, poor attention to social and personal context, thus yielding unclear benefits and unintended harms for elderly with
multiple chronic conditions.

Current guidance for management of multimorbidity and polypharmacy in clinical practice is insufficient.

Provision of effective care for elderly with multimorbidity and polypharmacy requires more individualized care approach, stopping
potentially harmful or unnecessary medications while starting beneficial medications and minimizing treatment burden.

Much attention has been recently paid to the promise of precision medicine, a term describing the approach to disease treatment and
prevention that takes into account individuals’ variability in their genes, environment and lifestyle, and on the possible epigenetic impact
of the latter two conditions on the functional status of their genetic profile.

The present project will hopefully contribute to accomplish an initial transition from single-disease-oriented to patient-centered approach
of care delivery: this is a clear innovativeness of the study.

The evaluation of prescriptive appropriateness and adherence to therapies and time trend analysis in polypharmacy, related to specific
clinical outcomes, and epigenetic individual indicators will allow to better understand how to contribute to a healthy aging and to more
rationally allocate resources of the National Health Service (pharmacoeconomic evaluation).
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Objectives of the study (max 4.000 characters)

Please report the primary objectives and, if any, the secondary objectives of the study, the purpose of the trial and state the statistical hypothesis
(e.g. superiority, equivalence or non-inferiority for the primary endpoint(s).

PRIMARY OBJECTIVES

1. To assess the prevalence of polypharmacy in a previously randomized general population-based cohort of elderly, to perform an
accurate characterization of the subjects who are under polypharmacy and to evaluate the most common clusters of diseases
associated with polypharmacy.

2. To evaluate the association of polypharmacy with the occurrence of several clinical outcomes (chronic disease, hospitalization,
unplanned hospitalization, length of hospital stay, mortality).

3. To assess the associated risk of PIPs among elderly who are in polypharmacy and evaluate whether the occurrence of PIPs is
associated with poor clinical outcomes (chronic disease, hospitalization, unplanned hospitalization, length of hospital stay, mortality).

4. To profile the genome-wide methylation on a subsample of the same elderly population over time (before and after chronic
polypharmacy) in order to investigate the mediation of polypharmacy-associated methylation changes on health and disease outcomes.

SECONDARY OBJECTIVES

5. To examine time trends in polypharmacy among the elderly Moli-sani participants using data from the regional registry of drugs
between 2005 and 2015. Trends across age, sex, social status, selected medication classes will be investigated. Studies of the
association between polypharmacy and specific clinical outcomes (using the regional registry of deaths and regional archive of hospital
discharge forms) over time (2005-2015) will also be performed.

6. To evaluate the prescriptive appropriateness and the adherence to therapies, considering these as the key features both for the
effectiveness and safety of drug treatments and for the efficient allocation of resources of the National Health Service
(pharmaco-economic evaluations).

7. To identify epigenetic markers of polypharmacy impact on health and disease.
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Study design (max 4.000 characters)

Please describe the methodology applied according to questions on study proposal and implementation.

Study A: The objectives (objs) 1-3, 5 and 6 will be achieved by a prospective observational study.

“Moli-sani” (7) is a population-based cohort study that recruited 24,325 subjects (48% men; mean age = 55.8 +11.9 years). The
Moli-sani population included at baseline 5,830 subjects over 65 years, of whom 1,744 over 75 years. The elderly sub-sample of the
Moli-sani cohort will be the population setting to involve to achieve objs 1-3, 5 and 6.

The recruitment phase of the Moli-sani cohort was completed in five years (2005-2010; see beyond). The baseline dataset of Moli-sani
study will provide a large panel of information on health, lifestyle and dietary habits.

At the present, the follow-up phase covers the period from 2005 to 2015 and consists in the record-linkage of study cohort with regional
hospital discharge archive and Italian mortality registry (ReNCaM registry), the latter having being already completed.

Study B: To reach objective objs 4 and 7, a recall of part of the elderly cohort will be organized ; a prospective observational study
design will be conducted without involving any drug administration.

The Biological Bank of the Moli-sani study (Moli-bank) presently stores plasma, serum and buffy-coat obtained from all participants, the
latter to allow DNA extraction for genetic/epigenetic studies.

For Study B, Moli-sani participants (who will be on July 1st 2017 = 65 years old) who referred no drug therapy at baseline, will be
recalled for a new examination (similar to the recruitment phase). During this second visit blood sample will be collected, buffy coat
prepared and stored under liquid nitrogen in the Moli-sani bio-bank.

The recall phase will allow to identify, among subjects who at baseline were not on any drug therapy, a group of subjects who had
started to take one or more chronic medications after enroliment. The epigenetic study will be restricted to participants under
polypharmacy compared to those who, after the original enroliment were chronically taking 0-1 drug.

Call AIFA 2016 — Study protocol 10




Pre- Proposal code: TRS-2016-00001089 Sent at: 12/5/16 5:39:42 PM

Study population (max 4.000 characters)

Please report: study population characteristics and the clinical setting (hospital, general practice, etc.) where the study will be conducted;
enrolment procedure and accrual time. Please specify if special populations will be included in the study, also for those studies not related to this

specific topic. Please specify withdrawal criteria and procedures.

Study A: An elderly population-based prospective observational investigation, in the framework of the Moli-sani project, will be performed

to achieve the objs 1-3, 5 and 6;

“Moli-sani” (7) is a population-based cohort study, started in March 2005, that randomly recruited from city-hall registries men and
women aged 235, living in Molise, a Central-Southern lItalian region. At enroliment, exclusion criteria were pregnancy, disturbances in
understanding processes, on-going traumas and refusal to sign the Informed Consent. The Moli-sani study is being performed according
to the Declaration of Helsinki and was approved by the Catholic University Medical School ethical committee. All participants provided
written informed consent. The recruitment ended in April 2010, and 24,325 subjects were recruited. The Moli-sani population included at

baseline 5,830 subjects over 65 years, of whom 1,744 over 75 years.

Study B: in the framework of Moli-sani project, elderly participants will be selected from those referring no drug therapy at baseline (N
2,300).
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Inclusion criteria (max 4.000 characters)

Study A: The eligible population is the elderly subjects (aged = 65 years at the original enrolment, years 2005-2010) recruited in the
Moli-sani Study ( N 5,830).

Study B: Moli-sani participants who
1) at the original enrolment were under no drug therapy (recruited N 2,300);
2) at the time of the start of the present project (July 1st 2017) will be aged = 65 years and will still be resident in the Molise region.
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Exclusion criteria (max 4.000 characters)

Institutionalized older adults (studies A and B).
Concerning the obj 4 (Study B) the refusal to provide a written informed consent to collect a new biologic sample.
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Intervention (max 4.000 characters)

Please provide detailed information about treatments (or other type of intervention) for each group (treatment and control), including:

Dose (and dose escalation) and the dosage form, packaging and labelling of the IMP;

Duration of treatment (including number and duration of the cycles, if applicable) and the follow-up period for each IMP/trial treatment
group/arm of the trial;

Route of administration;

Medication/treatment (including rescue medications) and not permitted before and/or during the trial;

Procedure for monitoring subjects compliance;

Description of the “stopping rules” or “discontinuation criteria” for individual subjects, part of trial, and entire trial;

Accountability procedures for the IMP, including placebo and comparator if any.

For observational studies, the specific characteristics of the investigated exposure/treatment should be described.

The present project is an observational study.
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Outcomes (max 4.000 characters)

Please report: the primary and secondary outcome measures; the procedure for the ascertainment of the outcomes (with particular emphasis on
the relation between subjective/objective evaluation of endpoints and blinding), justifications to support the validity of any surrogate or composite
endpoints, if applicable (a brief comment on the clinical relevance of the aforementioned endpoints should be also included).

The main clinical fatal and non-fatal outcomes will be:

Hospitalization for any cause and specific cause: hospitalization will be recorded by linkage of the study cohort to the databases of the
regional archive of hospital discharges, which are considered high quality registries.

Specific incident cases will be identified by the codes of the International Statistical Classification of Diseases (9th Revision):

« coronary heart disease: Hospital Discharge Records hospitalization with ICD-9 code 410-414.

« Stroke: Hospital Discharge Records hospitalization with ICD-9 code 430-432, 434, 436 or ICD-9-CM code 38.12

« Heart failure: Events selected if one of the four ICD-9 coded diagnoses in the Hospital Discharge Records revealed a hospitalization
with code 428.

After identification, the events wiil be validated by checking the hospital records.

It will be possible to record a notification of specific type of hospital admission using the diagnosis-related group (DRG) Code.
Additionally, the regional archive of hospital discharges will allow to notify unplanned hospital admission classified as emergencies or
urgent and the length of hospital stay.

Mortality for any causes and cause specific: Overall and cause-specific mortality has been already assessed from the Italian mortality
registry (ReNCaM registry) and validated by reviewing the Italian death certificates (ISTAT form) (years: 2005-2015).

Every year, the regional Department of Health Service authorizes the Moli-sani study to update Moli-sani data on hospitalization, death
and drug prescriptions (sources: ReNCaM registry, Hospital Discharge Records registry, drug prescriptions registry). Additionally, every 4
years, municipalities provide information about vital status, emigration and residency of each Moli-sani participants.

Moreover, the impact of the following determinants or mediators of the outcomes will be considered:

Potentially inappropriate prescriptions (PIPs): PIPs will be assessed according to the Beers criteria revised by the American Geriatrics
Society (version 2015) .12 These criteria include drugs to be always avoided, drugs to use with caution, and drug—disease interactions.
The Beers criteria are increasingly being used to monitor quality of care for older adults.(12) The validity of these Consensus derived
criteria in predicting adverse outcomes therefore is becoming increasingly more important. The Beers criteria, initially developed by an
expert consensus panel in 1991 to target nursing home residents, are the most widely cited criteria used to assess inappropriate drug
prescribing. The panel produced a list of medications considered inappropriate for older patients, either because of ineffectiveness or
high risk for adverse events.

Prescriptive appropriateness and adherence to therapies will be notified by checking the regional drug prescription registry.
Epigenetic markers: We will investigate the genome-wide DNA methylation profile according to polypharmacy (yes or no). This analysis

will result in the identification of regulatory pathways that are influenced by polypharmacy in the elderly and depend on DNA methylation
changes from drug exposure.
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Methods -a (max 4.000 characters)

A description of the measures taken to minimize/avoid bias, including (but not limited to):

Randomization. Please report methods used to generate the random allocation sequence. Central randomization should be preferred; other
randomization procedures should be adequately motivated. (Include a description of maintenance of trial treatment randomisation codes and

procedures for breaking the code).
Blinding (masking). Please describe whether or not, the personnel involved in administering interventions and assessing outcomes is aware of group

assignment and if not, how the success of masking is assessed.

The present project does not require any randomization nor blindness, as it is based on a population cohort that was correctly randomized
by the Moli-sani study. The cohort of the Moli-sani Study was randomly recruited among the residents in the Molise region from city hall
registries by a multistage sampling. First, townships were sampled in major areas by cluster sampling; then, within each township,
participants aged 35 years or older were selected by simple random sampling. Recruitment was based on household to allow household
and large pedigree construction for genetic analysis. Exclusion criteria were pregnancy at the time of recruitment, disturbances in
understanding or willingness, current poly-traumas or coma, or refusal to sign the informed consent. Thirty percent of subjects could not or
refused to participate; these were generally older and had a higher prevalence of CVD and cancer (13).

During the recruitment (2005-2010), the Moli-sani Project participants underwent anthropometric, biological and instrumental screening
(spirometry and ECG tests); the investigators also administered a validated questionnaire to evaluate socio-economic status, smoking
habits, physical activity, personal/family history of diseases, current and past diseases and a validated food frequency questionnaire (from
the project EPIC).

The baseline dataset of Moli-sani provides complete information on the use of medications for any disease and an accurate clinical
assessment of the conditions for which those drugs are being prescribed.

Venous blood in order to obtain plasma, serum, cells and DNA and a temporized urinary sample were collected at the time of the
enrolment. The biological samples were stored in a Biological Bank in liquid nitrogen.

Biochemical analyses on fresh samples were performed in the centralized Moli-sani laboratory (13). All hemocromocytometric analyses
(white blood cell and platelet counts, granulocyte and lymphocyte percentage) were performed by the same cell counter (Coulter HMX,
Beckman Coulter, IL Milan, Italy.), within one hour from venipuncture. Triglycerides, HDL cholesterol and glucose were measured in
serum samples using commercial colorimetric enzyme kits (Instrumentation Laboratory, Milan, Italy) and an automatic analyzer (IL 350,
Instrumentation Laboratory). High sensitivity C reactive protein (hs-CRP) and d-dimers were measured in fresh serum, by a latex
particle-enhanced immunoturbidimetric assay (IL Coagulation Systems on ACL9000).

Creatinine, Hs-troponin and N-terminal pro B-type natriuretic peptide biomarkers were measured by appropriate laboratory assays in
biological samples stored in the Moli-sani project’s Bio-bank (14).

The epigenetic investigator(s) will be blind in respect to clinical outcomes and polypharmacy (Study B).
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Methods -b (max 4.000 characters)

Information retrieval. Please report: data that will be gathered; the forms/tools used for the retrieval of information and their validity and reliability;
the measures/indicators used; the potential sources of biases in the retrieval of information regarding study subjects and interventions/treatments;
duration and frequency of follow up; expected estimate of subjects lost to follow up and possible implications for the findings of the study;
potential confounding factors, and methods for taking into account their effect are of particular importance for observational studies. When the use
of an electronic clinical reporting form (e-CRF) is envisaged, only validated systems that address traceability are acceptable (for instance, excel
spreadsheets do not represent an adequate system for recording data). Please include in this section the identification of source data definition.

Study A: All the procedures, forms, questionnaires, that will be used in the present project have already been largely tested and validated
in the Moli-sani study. In particular, different registries (drug prescriptions, hospital discharge forms, deaths) of the regional health service
will be used.

Information on incidence of mortality and identification of causes of death are already available.

The cohort has been followed-up for mortality until December 2015, for a median of 8.2 years (IQR: 7.3-9.3).

1,410 all-cause deaths were recorded (incidence 5.8%), by a record linkage of study cohort with the Death Registry of the Molise Regional
Health Service (the ReNCaM registry) and provides the underlying cause of death in ICD-9

A record linkage will be performed with the regional archive of hospital discharge forms (update December 2015) to identify incident cases
of several chronic diseases (CVD, cancer, COPD, CRF), unplanned hospitalization and the length of hospital stay.

The record-linkage of the cohort study with the regional drug prescription registry allows to update the information on drug therapy for all
Moli-sani participants, identifying all prescriptions registered during the follow-up (2005-2015), and collecting data on frequency, duration,
compliance and possible switch of the therapy. Additionally, drug naive subjects will be identified, too.

Study B: These selected participants will be recalled during the first 18 months of the study and will be administered anamnestic and
dietary (the EPIC- FFQ) questionnaires and a questionnaire developed to investigate in the elderly drug-related problems, as described by
Willeboordse et al. (15)

At the same moment, a blood sample will be collected for new biochemical analysis (to be performed in the centralized Moli-sani
laboratory in IRCCS Neuromed) and for DNA storage (buffy-coat) in the Moli-sani Biobank.

A large panel of biochemical markers will be measured on fresh and frozen biospecimens (i.e. creatinine, hs-CRP, d-dimer, full blood cell
count, lipid profile, glucose).

By retrieving data from the regional drug prescription registry, we estimate that after the recall of 2,300 subjects with no drug therapy
reported at baseline, 20% will be under 0-1 drug therapy and 30% will be under polypharmacy. For each of these 1,150 subjects’
genome-wide DNA methylation analysis will be performed on DNA samples at both baseline and recall phases, using the lllumina Infinium
MethylationEPIC BeadChip. (16) This method allows the interrogation of over than 850,000 methylation sites across all the genome
including coding and non-coding regions, enhancers, DNase hypersensitivity sites, miRNA promoter regions. The distribution of samples
across chips will be blinded by randomly sorting de-identified matched samples to reduce the likelihood of systematic technical bias.
Bioinformatic analysis will focus on top candidate genome-wide identified genes and repetitive elements (LINE-1) as measure of global
DNA methylation, as described in Rochtus et al.(17) Significantly different DNA methylation signals will be then analyzed to build up
relevant pathways of polypharmacy-dependent epigenetic regulation. Since this study will also evaluate possible longitudinal changes in
DNA methylation due to aging, we will additionally specifically analyze the methylation estimates in our cohort for the so called “epigenetic
clock genes” as defined by Horvath (18). This analysis will give us information relative to one’s DNA methylation-based age and whether
this is influenced by polypharmacy.
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Methods -c (max 4.000 characters)

Sample size estimates. Please report the estimate of sample size and how it is determined. The information requested to calculate sample size
includes the power, the level of significance, the underlying event rate in the population under investigation and the size of the treatment effect.
Adjustment for other factors affecting the sample size calculation (e.g. expected compliance rates), should also be reported. For studies of
equivalence — non inferiority the maximum acceptable difference should be stated.

Statistical analysis. Please report the main statistical analyses that will be carried out. Definition of the populations for main analysis, error
probabilities, brief description of the statistical techniques, methods for additional analyses, such as subgroup analyses (if planned). Researchers
should consider that the main statistical analyses that will be used in presenting the final findings (e.g., final reports, publications) need to be
coherent with the content of this section. Explanation of each interim analysis (if planned) and predefined stopping rules should also be clearly
stated.

SAMPLE SIZE ESTIMATES.

Power calculation

The sample of 2,300 individuals will ensure a power= 90% to detect a correlation coefficient between methylation and number of drugs p<
-0.05 or p> 0.05 (0=0.05).Starting from the population sample of 2,300 individuals, we expect to have at the end of follow up N=460 (20%)
no drug subjects and 690 (30%) polypharmacy subjects. With this sample size, we will be able to detect a true difference in the mean
response of no drugs vs. polypharmacy groups -<19.5% or >19.5% of the standard deviation of the response variable, with power=90%.
The Type | error probability associated with this test of the null hypothesis that the population means of the two groups are equal is 0.01
(this level was chosen to take into account the multiple comparison issue (four genes measured)).

STATISTICAL ANALYSIS

Study A

Multivariable linear regression analysis will be performed for testing the association between Polypharmacy with PIPs and clinical
outcomes. Hazard ratios of outcomes for Polypharmacy will be calculated using Cox proportional hazard models (objs 1,2,3).

Mediation analysis will be conducted to test the role of PIPs. Additive and multiplicative interaction between polypharmacy and PIPs will be
tested with appropriate cross-product terms (objs 2,3).

Test for interaction between the calendar time (years: 2005-2015) and the polypharmacy will be performed in order to investigate a
possible change over time in the effect of polypharmacy on clinical outcomes (obj 5). The differences over time will be evaluated by
multivariable analysis of the variance for repeated measures.

Subgroup analyses will be conducted according to sex and age categories (65-79 and >=79 years) and major chronic diseases (CVD,
Cancer, CRF) at baseline.

Similar analyses will be conducted for obj 6; in this case, the variables under evaluation will be the prescriptive appropriateness and the
adherence to therapies.

Study B

Methylation data will be normalized, filtered and selected for the gene-specific analysis using the lllumina Methylation Analyzer (IMA)
package and the method described in Rochtus et al. (17) except for the removal of leukocyte-specific probes. We will perform t-test
student to measure the changes in DNA methylation due to polypharmacy (yes vs no). Multivariable linear regression analysis will be used
to determine the association between PIPs and clinical outcomes (as dependent variable) and DNA methylation and/or polypharmacy or all
models will be adjusted for each of the variable that will be associated (P<0.1) with polypharmacy, DNA methylation and the dependent
variable. In addition, because peripheral blood constitutes a heterogeneous admixture of different cell types which may be methylated in a
cell-type specific way, principal components of white blood cell estimates will be added as fixed effect to adjust for cell type confounding.
Since blood counts are available for the Moli-sani participants, we will also use these measurements to correct for in our multivariable
linear regression model. Sensitivity analysis by a large panel of possible confounders (age categories, gender, socio-economic status) will
be performed. Effect modifications will be assessed by adding appropriate interaction terms in the multivariable regression models. We will
also use mediation analysis to quantify the extent to which our interrogated DNA methylation signature underlies the association between
polypharmacy and clinical outcomes.

Two-sided 95 percent confidence intervals and P values will be calculated; two-sided P-value<0.05 will be chosen as the level of
significance. All computations will be carried out using the SAS statistical package (Version 9.4 for Windows. SAS Institute Inc. Cary, NC,
USA 20009).
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Methods -d (max 4.000 characters)

Organizational characteristics. Please describe: the participating centres, the specialties and experience needed for conducting the study. In case of
multicentre studies, please specify:

. the institutions/units in charge of coordinating the study, assigning treatment, monitoring the procedures;

. the presence of steering committees and/or data monitoring committees (when applicable);

. the presence and the organization of centralized laboratories (when applicable).
Feasibility. Please describe: previous experience of the principal investigator; previous experience of the institution(s) that will coordinate the study;
available technology that may be relevant for the study.

Coordinator centre: Fondazione Neuromed, Pozzilli (IS)

The Neuromed Foundation (Fondazione Neuromed) - a non-profit organization established in the year 2000 — has as the aim to support
scientific, social and cultural progress. It organizes and supports research projects generated by the Foundation itself or by the IRCCS
Neuromed or by other research Institutes. As an example, the Foundation presently runs a research and training project called “Polo di
Innovazione Cyber Brain” in collaboration with the the Euro-Mediterranean Institute of Science and Technolgy (IEMEST) in Palermo and
with Fondazione Neurone, Onlus in Roma. The Neuromed Foundation is registered in the list of ex DPCM 361/00 at the Prefettura of
Isernia, n.9, in the Anagrafe Nazionale delle Ricerche Cod. 60465MYL and is recognised as an Organism for Vocational Training by the
Regione Molise. C.F. 90027150946. In respect to the present project, Giovanni de Gaetano, Scientific Director of the Foundation, will be
the PI and will coordinate all partners participating in the project.

Prof Giovanni de Gaetano, MD, PhD , is the Scientific Director of the Fondazione Neuromed at Pozzilli (Isernia). He has a long-lasting
experience in experimental, clinical and epidemiological studies, as it can be evidentiated by his more than 500 publications (as retrieved
from Pubmed). He had the role of PI or of active investigator in numerous clinical trials, such as the Primary Prevention Project (PPP trial,
Lancet, 2001), the Polycythemia Vera (ECLAP trial, New Enl J Med, 2004), the Aspirin in pre-eclampsia trial (Lancet, 1994), the ICCAI
study on chronic critical limb ischemia (Ann. Int Med, 1999) and several others. He was the Director of the Reserch Laboratories at the
Catholic University in Campobasso, where the Moli-sani study was planned , started and executed before its transfer to the IRCCS
Neuromed in 2013.

Operative unit 1 Department of Epidemiology and Prevention. IRCCS INM Neromed. Pozzilli (IS).

Dr. Simona Costanzo is a PhD epidemiologist with an extensive experience in conducting and/or supporting epidemiologic research. She
is involved in several epidemiologic studies, coordinating the main phases of a project (protocol study drafting, research funding, data
managment and analysis, medical writing) . She is the responsible for the validation of the clinical events (fatal and not fatal) that had
occurred among the Moli-sani participants from 2005 to the present. Beeween 2014-2016 she has collaborated in the "Centro regionale
di farmacovigilanza" of Molise Region, Health Department.

Dr. Benedetta Izzi is a PhD molecular biologist with extensive experience in DNA methylation research both at the gene-specific and
genome-wide level. She is involved in several population epigenetic studies involving both birth cohorts (Epigenetic Birth Cohort (USA),
ENVIRONAGE (Belgium) and Pre-natal Early Life Stress (PELS) (Belgium) cohort) and larger epidemiological studies (FLEMENGHO,
Belgium).

Operative unit 2: UOC Farmaceutica Territoriale ASREM CAMPOBASSO
- Dr. Stefania Falciglia is a hospital pharmacist with extensive experience in the control of dug prescriptive appropriateness. She is
involved in data management and evaluation of the regional drug prescription registry

Operative unit 3: EPICOMED research srl (Dr. Chiara Cerletti, legal representative), Campobasso
Epicomed collaborated to several Italian Epidemiological studies (INHES, "Moli-sani", Polyphemus and ATHENA Studies) by providing
trained personnel for patient recruitment and questionnaires administration.
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Methods -e (max 4.000 characters)

Timing. Please report: the duration of the study (patient enrolment; treatment duration, follow up, etc.); predefined check points for the evaluation
of work in progress; when the final report will be provided. Please estimate here the overall study duration from the First Patient First Visit (FPFV).
Good clinical practices. Experimental studies are required to be conducted in accordance with Good clinical practices (GCP). Please discuss what are
the specific hazards of the study (e.g., risks for the patients, complexity of the study design, validity of the information retrieval, etc.), the
procedures of risk minimisation (e.g., training activities, review of eligibility prior to randomization, data verification, drug reconciliation, etc.), the
characteristics and frequency of monitoring activities and the institution(s) that will be in charge of this task.

Ethical aspects. Please describe: the potential risks for study subjects, either related to physical/psychological domains or to a possible excessive
interference with the subject privacy, and the procedures that will be followed to prevent these potential risks. As mentioned above, it is not
necessary to include the documentation required by the Italian ethics committees.

Insurance. Please include a comment about the application of the law about the study insurance agreement (DM 14 marzo 2009).

TIMING

Study design A, Objs 1-3, 5 and 6:

m 1-6, 13-18, 25-30 data retrieval from regional drug prescription databases (polypharmacy)

m 1-6, 13-18, 25-30 data retrieval from regional registry (outcomes: hospitalizations and deaths, elderly Moli-sani update data follow-up)
m 1-6, 13-18, 25-30 clinical events validation (elderly Moli-sani follow-up)

m 18-36 data analysis and interpretation, manuscript drafting, report

Study design B, Objs 4 and 7:

m1-2 checking of Moli-sani database

m 1-2 questionnaire development

m 3-21 recall of part of cohort (N 2000)

m 22-25 DNA extraction (N 2000)

m 25-32 genome-wide DNA methylation analysis (N 2000)

m 32-36 data analysis and interpretation, manuscript drafting, report.

Predefined check points for the evaluation of work in progress will be event validation, number of recalled participants, DNA quality
control check after extraction.

Interim report will be provided every year and a final report will be provided at the end of the study.

The overall study duration will be 36 months.

GOOD CLINICAL PRACTICES ANDETHICAL ASPECTS.

The study will be approved by the Ethical Committee of the Catholic University of Rome and of other participating institutions.

All the steps of the project will be carried out in compliance with the protocol, the principles laid down in the Declaration of Helsinki,
version as of October 1996, in accordance with the ICH Harmonised Tripartite Guideline for Good Clinical Practice. Subjects will not be
exposed to any experimental investigation, medication, or treatments. There will be no influence regarding prescription, nor restriction of
therapies.

Each subject will give written informed consent according to local requirements, after the nature of the study has been fully explained.
The collection and processing of personal data from subjects enrolled in this non-interventional study will be limited to those data that are
necessary to conduct the study. These data will be collected and processed with adequate precautions in place to ensure confidentiality
and compliance with applicable data privacy protection laws and regulations. Appropriate technical and organizational measures to
protect the personal data against unauthorized disclosures or access, accidental or unlawful destruction, or accidental loss or alteration
will be put in place, as already done for the MOLI-SANI study.

INSURANCE

Given the observational design, the study shall not respect the obligations required for interventional studies (article 4 of the Ministerial
DECREE dated July 14, 2009) and shall need the standard insurance required for normal medical practice (AIFA guidelines, Gaz. Uff.
Rep. Ital. 2008, serie gen. N. 76: 68-74).
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References (max 4.000 characters or max 20/25 references)

Please report only the references that are strictly relevant to the study proposal. References should include authors (when there are more than 6
authors, report the first 3 authors only title, book or journal, year, volume number and page numbers. For books, the publisher should also be
reported.
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Expenses need to be in line with the complexity of the study, adequately justified and detailed. Personnel related expenses should refer to the total
number of person-months. The cost for drugs included in the Italian national formulary (reimbursed by the NHS) should not be incorporated since
already covered by the NHS. To prepare the budget, please refer to the guidelines annexed to the Appendix B

C1. Personnel

Participating Duration % of full Salary Total (€)
Degree Tasks Contract . time Quantity (salary*
centres (in months) . (€) A
equivalent quantity)

MD, PhD

1. Coordination 3. Co.Co.Pro | Coordinating Centre 36 20,0% € 30.000,00 1,00 € 30.000,00
Ms Sc, PhD

2. Data analysis 3. C0.Co.Pro| Operative Unit 1 36 100,0% |€105.000,000 1,00 |€ 105.000,00
Ms Sc, PhD

2. Data analysis 3. C0.Co.Pro| Operative Unit 1 36 50,0% € 52.500,00 1,00 |€52.500,00
BSc

5. Other 3. co.Co.Pro| operative Unit 1 18 100,0% |€22500,000 2,00 |€45.000,00
Ms Sc

2. Data analysis 3. C0.Co.Pro| Operative Unit 1 8 100,0% |€19.000,000 1,00 |€ 19.000,00
BSc

5. Other 3. co.Co.Pro| Operative Unit 1 18 50,0% |€15.00000 1,00 |€15.000,00
MD

4. Clinical follow up 3. C0.Co.Pro | Operative Unit 1 18 50,0% |€30.000,00] 1,00 |€ 30.000,00
PhD

4. Clinical follow up 3. C0.C0.Pro | Operative Unit 1 18 5.000,0% |€22.500,00f 1,00 |€22.500,00
Ms Sc

3. Study monitoring 2. Contratto a tempo det. | Qperative Unit 2 24 50,0% € 40.000,00 1,00 €40.000,00
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Ms Sc
2. Data analysis 3. C0.Co.Pro | Operative Unit 2 18 100,0% |€37.500,00 1,00 |€ 37.500,00
Ms
4. Clinical follow up | 2. Contratio a tempo cet. | Operative Unit 3 18 50,0% €20.000,00f 2,00 € 40.000,00
MD
4. Clinical follow up | 2. Contratto atempo det. | Qperative Unit 3 18 0,0% € 30.000,00 1,00 € 30.000,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,000
0,0% €0,00
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0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
I 0,0% €0,00
0,0% €0,00
0,0% €0,00
0,0% €0,00
Total (€) € 466.500,00
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C2. Supplies
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Please specify the cost of the main categories of supplies for the entire project

Categories of

Brief description, if needed

Total budget for the
entire project and for all

Supplies C
PP (max 200 chars.) participating centres (€)

VPS (Virtual Private Server), storage and mining of both
epidemiological and epigenetic data (3 years).

1. Hardware 4 computers €10.000,00
SAS licence (3 years for 3 researchers)

2. Software €9.000,00

3 Device
Material for subjects recall (paper and photocopies for
questionnaires and informed consent form, brochures)

4. Stationery €5.000,00
DNA extraction kits, Bisulfite treatment kits, Infinium®
MethylationEPIC BeadChips and reagents for 2000 samples

5. Other (specify; e.g.: dllsposable plastic supplies for DNA methylation

. Biomarkers x 1000 £€570.000.00

labs material) R

6. Other costs for

supplies

Total (€) € 594.000,00
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C3. Services

Please specify the cost of the main categories of services for the entire project

Services

Total budget for the

Brief Description, if needed (max 200 | entire project and for
chars.) all participating

centres (€)

1. Data collection

(e.g.: e-CRF)

2. Study Monitoring

A. Number of Expected
site visit per centre

B. Number of Clinical
centres

C. Number of Total site
visits (automatic A x B)

0,00

D. Average cost for site
visit (*)
(*)Excluding personnel and/or

travels already budgeted in
table C1 and/or C5

E. Total cost (Cx D)

€0,00

3. Other (specify, e.g.:
Publication costs — Reprints)

Publication costs — Reprints

€5.000,00

Total (€)

€5.000,00
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C4. Drug costs

Brief description, if needed

(max 200 chars.)

Total budget for the entire
project (€)

Costs for drug(s) (blinding
and/or packaging and/or
placebo) for not approved
indications, if not provided free

of charge by a Company or
paid by others

In case the drug(s)(*) will
be provided free of charge,
please specify the provider:

Note (to specify)
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C5. Meetings, conferences, workshops, travels
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Brief description, if needed

(max 200 chars.)

Total budget for the entire
project and for all
participating centres (€)

1. Coordination meetings

2. Participation in
scientific conferences

(in Italy or abroad)

Participation in scientific meeting

€ 15.000,00

3. Organization of
scientific conferences
related to the study
project

ECM for GPs on polypharmacy with project
results

€5.000,00

4. Travels

5. Other (specify)

Total (€)

€ 20.000,00
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C6. Overall expected costs for each of the items indicated below and for each year

of the project

Please specify the overall expected costs for each of the items indicated below and for each year

of the project

Expected costs | Expected costs | Expected costs
Items for the 1° year | for the 2° year* | for the 3° year* Total (€)
(€) (€) (€)

Personnel € 172.500,00 € 167.500,00 € 126.500,00 € 466.500,00
Supplies € 79.500,00 € 308.500,00 €206.000,00 €594.000,00
Services €2.000,00 €3.000,000 €5.000,00
Travels/ Meetings/

€5.000,00 € 5.000,00 €10.000,00 1000,
Courses €20.000,00
Overhead

€ 25.700,00 € 48.300,00 € 34.550,00 € 108.550,00
(max 10% of total)
Sub-total (€) € 282.700,00 €531.300,00 € 380.050,00 € 1.194.050,00
Drugs cost €0,00
Total (€)

(Sub-total + Drugs
cost)

€ 1.194.050,00

* If applicable
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C7. Distribution of costs between coordinating and participating centres

Total Costs (€) %
Coordinating centre
€59.400,00 5,0%
Transfer to other centres
€ 1.134.650,00 95,0%
Total (€) € 1.194.050,00 100%

C8. Budget Annotation (not mandatory)
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Institution agreement (max 4.000 characters)
The Principal Investigator should state his/her willingness to submit in the Observatory on Clinical Trials all the documentation required by law to

AIFA, as the Competent Authority and to Ethics Committee within 60 days of signing the contract.
Moreover, the Principal investigator should state the acceptance to conduct the study, as well as the institution agreement for the use of the
human and technological resources described in the study protocol. Principal Investigator declaration must be presented within the study protocol;

the institutional agreement has to be available by the date of contract signature.

The Principal Investigator hereby declares that he will submit through the OsSC (Osservatorio sulla Sperimentazione Clinica) the whole
documentation required by current regulations to AIFA, as the authority in charge, and to the Ethical Committees within 60 days after the

signature of the contract.
The Principal Investigator hereby declares also that Fondazione Neuromed accepts the realization of the study and agrees upon the use

of human and instrumental resources as per the study protocol.
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List of the investigators in charge of the units dedicated to data analysis and to
GCP monitoring of the study (max 4.000 characters)

Please report the investigators responsible for the units dedicated to data analysis and GCP monitoring of the study (when applicable) —please make

sure to follow applicable monitoring requirements.

Dr. Simona Costanzo, Department of Epidemiology and Prevention. IRCCS INM Neuromed, Pozzilli (operative unit 1): responsible of

epidemiological data collection, management and analyses.
Dr. Benedetta 1zzi, Department of Epidemiology and Prevention. IRCCS INM Neuromed, Pozzilli (operative unit 1): responsible of

epigenetic data collection, management of Epigenetic analysis.
Dr. Stefania Falciglia, UOC Farmaceutica Territoriale ASREM CAMPOBASSO (operative unit 2): responsible of polypharmacy data

collection and management from the regional drug prescription registry.
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Curriculum Vitae Giovanni de Gaetano

PERSONAL INFORMATION ~ Giovanni de Gaetano

¥ Resident: Via Milano, 56 - 66034 Lanciano (CH), ltaly
Current address: Via Maiella, 34 - 86079 Venafro (IS), Italy

@ +39 3355914217

% giovanni.degaetano@moli-sani.org

Date and place of birth August 23, 1943, Rodi Garganico (FG), Italy | Nationality Italian
Fiscal code: DGTGNN43M23H480A

WORK EXPERIENCE |

June 2013-present Scientific Director
Fondazione Neuromed
Via Atiniense, 18
86077 Pozzilli (1S)

Head, Department of Epidemiology and Prevention
IRCCS Istituto Neurologico Mediterraneo NEUROMED
Via dell’Elettronica

86077 Pozzilli (IS)

Areas of current scientific interest include:

- Clinical epidemiology of risk factors for cerebrovascular and cardiovascular disease
and cancer (the MOLI-SANI project,| www.moli-sani.org

- Epidemiology of food, nutrition and health, with emphasis on the Mediterranean Diet
and alcohol

- Physiopathology, biochemistry and pharmacology of blood platelets and vascular
cells

- Clinical pharmacology and pharmacogenetics of aspirin, other antiplatelet drugs and
natural polyphenols

- Science communication

July1st, 2016-present Scientific Director
Clinica Cardiologica Montevergine
Mercogliano (AV)
Consultant Member of the Committee for the Therapeutic Formulary at IRCCS Casa
Sollievo della Sofferenza, San Giovanni Rotondo (FG)

2005-present Vice-President (2005-2015) and President (present) of the Ethical Committee of the
Regional Health System of the Molise Region (A.S.RE.M), Campobasso (CB)

2003-2013 Professor of Cell Biology at the Nursing Science School at the Catholic University
Medical Faculty, Campobasso

2011-2012 Director of the Research Laboratories at the Fondazione di Ricerca e Cura “Giovanni
Paolo II”, Campobasso

2000-2011 Co-founder and Director of the Research Laboratories at the “John Paul II” Centre for High
Technology Research and Education in Biomedical Sciences of the Catholic University,
Campobasso
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§<%Ui’®ﬁﬁ55 Curriculum Vitae Replace with First name(s) Surname(s)

1987- 2000 Co-founder of the Mario Negri Sud Research Centre at Santa Maria Imbaro (CH) and its
first Director

1973-1987 Founder and Head of the Laboratory of Cardiovascular Clinical Pharmacology at “Mario
Negri Institute for Pharmacological Research”, Milano

1968-1973 Research Fellow at the Laboratory of Blood Coagulation and Proteolysis, Medical School,
Catholic University of Leuven, Leuven, Belgium

SCIENTIFIC PUBLICATIONS ]

Author of over 500 peer-reviewed publications (Pubmed) and editor or contributor of numerous invited chapters in national and
international books

H index (Google Scholar, Top Italian Scientists): 69
Total citations: 19,902 (Google Scholar Citations, December 2016)

NATIONAL AND INTERNATIONAL
SCIENTIFIC ORGANISATIONS [ |

- ltalian Society for Haemostasis and Thrombosis (SISET): Member since its foundation in 1971, President 1994-1996
- International Society for Thrombosis and Haemostasis (ISTH), member since its foundation, 1970

- New York Academy of Science since 198 to present

- Past President (2008-2011) and President (1997-2007) of the European Thrombosis Research Organisation (ETRO)
having served as Secretary General/Treasurer (1988-1997).

- Foreign Corresponding member of the Belgian Royal Academy of Medicine (since 1995-present).

- Appointments from numerous national and international bodies, including INSERM Expert - Institut National de la
Santé et de la Recherche Médicale (Paris, France) (since 2000-present)

- Member of the International Committee of the Fondation Lefoulon-Delalande Grand Prize for Cardiovascular
Research, Institut de France, Paris (since its establishment in 2002-present).

- Member of the Editorial Board of several international journals including the “European Journal of Nutrition”, “Nutrition

Metabolism and Cardiovascular Diseases”, “Seminars in Vascular Medicine”, “Blood Transfusion”. Principal Editor of
"Platelets" and Field Editor of “Fundamental and Clinical Pharmacology”

- Evaluator of research projects within the EU Framework Programmes (FP2 to FP7) and one of the 8 international
Members of the 1998 FP4 Independent Monitoring Committee (European Commission).

- Chairman of the first EU-funded project on wine and health: “Wine and cardiovascular disease” (FAIR Programme,
1994-1998)

- Member of the Advisory Committee of the EU-funded project:

o IMMIDIET “Dietary habit profile in European communities with different risk of myocardial infarction: the impact of
migration as a model of gene/environment interaction” (2001-2004)

- Laboratory Partner of the EU-funded projects:

o FLORA (Flavonoids and Related Phenolics for Healthy Living using Orally Recommended Antioxidants) (2005-
2009).

o IDEFICS (Identification and prevention of Dietary- and lifestyle-induced health EFfects In Children and infantS)
(2006-2011)

o ATHENA (AnThocyanins and polyphenols bioactives for Health Enhancement through Nutritional Advancement,
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(2010-2014)
o BIOMARCARE (Biomarker for Cardiovascular Risk Assessment in Europe) (2011-2016)
- Member of the Committee for Targeted Research appointed by the Italian Ministry of Health (1997-99)
- Corresponding member of the Accademia Italiana della Vite e del Vino (since 2009 to present).

- Invited speaker at the Pontificia Accademia delle Scienze on the following subjects: “Wine in moderation and health®
(2007) and “Bread and Health” (2009).

- Member of the “Alcohol in Moderation” (AIM) social, scientific and medical Council (since 2009 to present)

- Member of the International Scientific Forum on Alcohol Research (Boston University, since 2010 to present)

EDUCATION AND TRAINING [ ]
1962 “Maturita”, Liceo Classico “Vitruvio Pollione”, Formia
1963-1965 Intern student, Institute of Chemistry, Catholic University, Rome
1965-1968 Intern Student, Institute of Medical Pathology, Catholic University, Rome
1968 MD degree, cum laude (Catholic University Medical School, Rome, Italy)
1971  Haematology, Specialist degree, cum laude (Catholic University Medical School, Rome)
1973  PhD degree, cum laude (Leuven University Medical School, Leuven, Belgium).
1995 MD honorary degree (honoris causa) by the University of Debrecen, Hungary
2002  MD honorary degree (honoris causa) by the University of Bialystok, Poland
PERSONAL SKILLS ]
Mother tongue(s)  Italian
Other language(s) UNDERSTANDING SPEAKING WRITING
Listening Reading Spoken interaction | Spoken production
English Excellent Excellent Excellent Excellent Excellent
French Excellent Excellent Excellent Excellent Excellent
Neapolitan Excellent Excellent Excellent Excellent Excellent

President of the Board of the Consorzio Tecniche Irrigue (CO.T.IR), Vasto (CH) (1996-
2002)

Organisational / managerial skills

Member of the Board of the Consorzio Fiera di Lanciano (CH) (1995-1999)

Driving licence B

ADDITIONAL INFORMATION |

Honours
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Recipient of several international honours and degrees, that include:
- Prize by the Italian Society of Pharmacology (1983) for aspirin studies

- Senior Investigator International Award by the International Society on Thrombosis
and Haemostasis, New York, 1993

- MD honorary degree (honoris causa) by the Universities of Debrecen, Hungary
(1995) and Bialystok, Poland (2002).

- “Minerva” Gold Medal by Chieti University, together with Sergio Marchionne (2007)
- Appointment by President G. Napolitano as an Italian Republic Knight (2009)

Il sottoscritto € a conoscenza che, ai sensi dell'art. 26 della legge 15/68, le dichiarazioni mendaci, la falsita negli atti e I'uso di atti
falsi sono puniti ai sensi del codice penale e delle leggi speciali. Inoltre, il sottoscritto autorizza al trattamento dei dati personali,

secondo quanto previsto dalla Legge 196/03.

Pozzilli, December 4th, 2016

Giovanni de Gaetano

- ")ﬂ_z,
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SCIENTIFIC PUBLICATIONS ]

1: Di Castelnuovo A, Bonaccio M, De Curtis A, Costanzo S, Persichillo M, de Gaetano G, Donati MB, lacoviello L; MOLI-SANI investigators..
Higher adherence to the Mediterranean diet is associated with lower levels of D-dimer: findings from the MOLI-SANI study. Haematologica. 2016
Oct 20. pii: haematol.2016.156331. [Epub ahead of print] PubMed PMID: 27846616.

2: Bonaccio M, Di Castelnuovo A, Pounis G, De Curtis A, Costanzo S, Persichillo M, Cerletti C, Donati MB, de Gaetano G, lacoviello L; Moli-sani
Study Investigators.. A score of low-grade inflammation and risk of mortality: prospective findings from the Moli-sani study. Haematologica. 2016
Nov;101(11):1434-1441. PubMed PMID: 27742767.

3: Muiesan ML, Salvetti M, Di Castelnuovo A, Paini A, Assanelli D, Costanzo S, Badilini F, Vaglio M, Donati MB, Agabiti Rosei E, de Gaetano G,
lacoviello L; Moli-sani Study Investigators.. Obesity and ECG left ventricular hypertrophy. J Hypertens. 2017 Jan;35(1):162-169. PubMed PMID:
27662187.

4: Barrett-Connor E, de Gaetano G, Djoussé L, Ellison RC, Estruch R, Finkel H, Goldfinger T, Keil U, Lanzmann-Petithory D, Mattivi F,
Skovenborg E, Stockley C, Svilaas A, Teissedre PL, Thelle DS, Ursini F, Waterhouse AL. Comments on Moderate Alcohol Consumption and
Mortality. J Stud Alcohol Drugs. 2016 Sep;77(5):834-6. PubMed PMID: 27588543.

5: Bonaccio M, Bes-Rastrollo M, de Gaetano G, lacoviello L. Challenges to the Mediterranean diet at a time of economic crisis. Nutr Metab
Cardiovasc Dis. 2016 Dec;26(12):1057-1063. doi: 10.1016/j.numecd.2016.07.005. Review. PubMed PMID: 27524802.

6: Pounis G, Castelnuovo AD, Costanzo S, Persichillo M, Bonaccio M, Bonanni A, Cerletti C, Donati MB, de Gaetano G, lacoviello L. Association
of pasta consumption with body mass index and waist-to-hip ratio: results from Moli-sani and INHES studies. Nutr Diabetes. 2016 Jul 4;6(7):e218.
doi: 10.1038/nutd.2016.20. PubMed PMID: 27376700; PubMed Central PMCID: PMC4973136.

7: Morotti A, Paciaroni M, Zini A, Silvestrelli G, Del Zotto E, Caso V, Dell'Acqua ML, Simone AM, Lanari A, Costa P, Poli L, De Giuli V, Gamba M,
Ciccone A, Ritelli M, Di Castelnuovo A, lacoviello L, Colombi M, Agnelli G, Grassi M, de Gaetano G, Padovani A, Pezzini A. Risk Profile of
Symptomatic Lacunar Stroke Versus Nonlobar Intracerebral Hemorrhage. Stroke. 2016 Aug;47(8):2141-3. doi:
10.1161/STROKEAHA.116.013722. PubMed PMID: 27328700.

8: de Gaetano G, Costanzo S, Di Castelnuovo A, Badimon L, Bejko D, Alkerwi A, Chiva-Blanch G, Estruch R, La Vecchia C, Panico S, Pounis G,
Sofi F, Stranges S, Trevisan M, Ursini F, Cerletti C, Donati MB, lacoviello L. Effects of moderate beer consumption on health and disease: A
consensus document. Nutr Metab Cardiovasc Dis. 2016 Jun;26(6):443-67. doi: 10.1016/j.numecd.2016.03.007. Review. PubMed PMID:
27118108.

9: NCD Risk Factor Collaboration (NCD-RisC).. Trends in adult body-mass index in 200 countries from 1975 to 2014: a pooled analysis of 1698
population-based measurement studies with 19-2 million participants. Lancet. 2016 Apr 2;387(10026):1377-96. doi: 10.1016/S0140-
6736(16)30054-X. Review. Erratum in: Lancet. 2016 May 14;387(10032):1998. PubMed PMID: 27115820.

10: Bonaccio M, Di Castelnuovo A, Costanzo S, Persichillo M, Donati MB, de Gaetano G, lacoviello L. Interaction between education and income
on the risk of all-cause mortality: prospective results from the MOLI-SANI study. Int J Public Health. 2016 Sep;61(7):765-76. doi: 10.1007/s00038-
016-0822-z. PubMed PMID: 27091201.

11: NCD Risk Factor Collaboration (NCD-RisC).. Worldwide trends in diabetes since 1980: a pooled analysis of 751 population-based studies with
4.4 million participants. Lancet. 2016 Apr 9;387(10027):1513-30. doi: 10.1016/S0140-6736(16)00618-8. PubMed PMID: 27061677; PubMed
Central PMCID: PMC5081106.

12: Cerletti C, de Curtis A, Bracone F, Digesu C, Morganti AG, lacoviello L, de Gaetano G, Donati MB. Dietary anthocyanins and health: data from
FLORA and ATHENA EU projects. Br J Clin Pharmacol. 2016 Mar 25. doi: 10.1111/bcp.12943. [Epub ahead of print] Review. PubMed PMID:
27016122.

13: Pezzini A, Grassi M, lacoviello L, Zedde M, Marcheselli S, Silvestrelli G, DeLodovici ML, Sessa M, Zini A, Paciaroni M, Azzini C, Gamba M,
Del Sette M, Toriello A, Gandolfo C, Bonifati DM, Tassi R, Cavallini A, Chiti A, Calabrd RS, Musolino R, Bovi P, Tomelleri G, Di Castelnuovo A,
Vandelli L, Ritelli M, Agnelli G, De Vito A, Pugliese N, Martini G, Lanari A, Ciccone A, Lodigiani C, Malferrari G, Del Zotto E, Morotti A, Costa P,
Poli L, De Giuli V, Bonaiti S, La Spina P, Marcello N, Micieli G, de Gaetano G, Colombi M, Padovani A; Multicenter Study on Cerebral
Haemorrhage in ltaly (MUCH-Italy) Investigators.. Serum cholesterol levels, HMG-CoA reductase inhibitors and the risk of intracerebral
haemorrhage. The Multicenter Study on Cerebral Haemorrhage in Italy (MUCH-Italy). J Neurol Neurosurg Psychiatry. 2016 Sep;87(9):924-9. doi:
10.1136/jnnp-2015-312736. PubMed PMID: 27003275.

14: Di Minno G, Scala R, Ventre |, de Gaetano G. Blood stains of the Turin Shroud 2015: beyond personal hopes and limitations of techniques.
Intern Emerg Med. 2016 Jun;11(4):507-16. doi: 10.1007/s11739-016-1433-7. Review. PubMed PMID: 27001889.

15: Bonaccio M, Pounis G, Cerletti C, Donati MB, lacoviello L, de Gaetano G. Mediterranean diet, dietary polyphenols and low-grade inflammation:
results from the moli-sani study. Br J Clin Pharmacol. 2016 Mar 3. doi: 10.1111/bcp.12924. [Epub ahead of print] Review. PubMed PMID:
26935858.

16: Bonaccio M, Di Castelnuovo A, Costanzo S, De Curtis A, Donati MB, Cerletti C, de Gaetano G, lacoviello L; MOLI-SANI Investigators.. Age-
sex-specific ranges of platelet count and all-cause mortality: prospective findings from the MOLI-SANI study. Blood. 2016 Mar 24;127(12):1614-6.
doi: 10.1182/blood-2016-01-692814. PubMed PMID: 26864338.

17: Pounis G, Di Castelnuovo A, Bonaccio M, Costanzo S, Persichillo M, Krogh V, Donati MB, de Gaetano G, lacoviello L. Flavonoid and lignan
intake in a Mediterranean population: proposal for a holistic approach in polyphenol dietary analysis, the Moli-sani Study. Eur J Clin Nutr. 2016
Mar;70(3):338-45. doi: 10.1038/ejcn.2015.178. PubMed PMID: 26530928.

18: lacoviello L, Costanzo S, Persichillo M, Sparano A, Bartolo M, Polizzi BM, Donati MB, de Gaetano G. Hospital-based register of stroke in the
Molise Region: focus on main subtypes of stroke. Years 2009-2013. Neurol Sci. 2016 Feb;37(2):191-8. doi: 10.1007/s10072-015-2370-3. PubMed
PMID: 26359120.

19: Pounis G, Bonaccio M, Di Castelnuovo A, Costanzo S, de Curtis A, Persichillo M, Sieri S, Donati MB, Cerletti C, de Gaetano G, lacoviello L.
Polyphenol intake is associated with low-grade inflammation, using a novel data analysis from the Moli-sani study. Thromb Haemost. 2016
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Jan;115(2):344-52. doi: 10.1160/TH15-06-0487. PubMed PMID: 26355794.

20: Bonaccio M, Di Castelnuovo A, De Curtis A, Costanzo S, Bracone F, Persichillo M, Donati MB, de Gaetano G, lacoviello L; Moli-sani Project
investigators.. Nut consumption is inversely associated with both cancer and total mortality in a Mediterranean population: prospective results from
the Moli-sani study. Br J Nutr. 2015 Sep 14;114(5):804-11. doi: 10.1017/S0007114515002378. PubMed PMID: 26313936.

21: Bonaccio M, Di Castelnuovo A, Rago L, de Curtis A, Assanelli D, Badilini F, Vaglio M, Costanzo S, Persichillo M, Cerletti C, Donati MB, de
Gaetano G, lacoviello L; MOLI-SANI study Investigators.. T-wave axis deviation is associated with biomarkers of low-grade inflammation. Findings
from the MOLI-SANI study. Thromb Haemost. 2015 Nov 25;114(6):1199-206. doi: 10.1160/TH15-02-0177. PubMed PMID: 26155907.

22: NCD Risk Factor Collaboration (NCD-RisC).. Effects of diabetes definition on global surveillance of diabetes prevalence and diagnosis: a
pooled analysis of 96 population-based studies with 331,288 participants. Lancet Diabetes Endocrinol. 2015 Aug;3(8):624-37. doi: 10.1016/S2213-
8587(15)00129-1. PubMed PMID: 26109024; PubMed Central PMCID: PMC4673089.

23: Venza M, Visalli M, Beninati C, De Gaetano GV, Teti D, Venza |. Cellular Mechanisms of Oxidative Stress and Action in Melanoma. Oxid Med
Cell Longev. 2015;2015:481782. doi: 10.1155/2015/481782. Review. PubMed PMID: 26064422; PubMed Central PMCID: PMC4438193.

24: lacoviello L, Di Castelnuovo A, de Curtis A, Agnoli C, Frasca G, Mattiello A, Matullo G, Ricceri F, Sacerdote C, Grioni S, Tumino R, Napoleone
E, Lorenzet R, de Gaetano G, Panico S, Donati MB. Circulating Tissue Factor Levels and Risk of Stroke: Findings From the EPICOR Study.
Stroke. 2015 Jun;46(6):1501-7. doi: 10.1161/STROKEAHA.115.008678. PubMed PMID: 25931463.

25: Loffredo L, Perri L, Di Castelnuovo A, lacoviello L, De Gaetano G, Violi F. Supplementation with vitamin E alone is associated with reduced
myocardial infarction: a meta-analysis. Nutr Metab Cardiovasc Dis. 2015 Apr;25(4):354-63. doi: 10.1016/j.numecd.2015.01.008. Review. PubMed
PMID: 25779938.

26: Bonaccio M, Di Castelnuovo A, Costanzo S, Persichillo M, De Curtis A, Donati MB, de Gaetano G, lacoviello L; MOLI-SANI study
Investigators.. Adherence to the traditional Mediterranean diet and mortality in subjects with diabetes. Prospective results from the MOLI-SANI
study. Eur J Prev Cardiol. 2016 Mar;23(4):400-7. doi: 10.1177/2047487315569409. PubMed PMID: 25648935.

27: Cerletti C, Gianfagna F, Tamburrelli C, De Curtis A, D'Imperio M, Coletta W, Giordano L, Lorenzet R, Rapisarda P, Reforgiato Recupero G,
Rotilio D, lacoviello L, de Gaetano G, Donati MB. Orange juice intake during a fatty meal consumption reduces the postprandial low-grade
inflammatory response in healthy subjects. Thromb Res. 2015 Feb;135(2):255-9. doi: 10.1016/j.thromres.2014.11.038. PubMed PMID: 25550188.

28: Costanzo S, De Curtis A, di Niro V, Olivieri M, Morena M, De Filippo CM, Caradonna E, Krogh V, Serafini M, Pellegrini N, Donati MB, de
Gaetano G, lacoviello L; Polyphemus Observational Study Investigators.. Postoperative atrial fibrillation and total dietary antioxidant capacity in
patients undergoing cardiac surgery: The Polyphemus Observational Study. J Thorac Cardiovasc Surg. 2015 Apr;149(4):1175-82.e1. doi:
10.1016/j.jtcvs.2014.11.035. PubMed PMID: 25534306.

29: Bonaccio M, Cerletti C, lacoviello L, de Gaetano G. Mediterranean diet and low-grade subclinical inflammation: the Moli-sani study. Endocr
Metab Immune Disord Drug Targets. 2015;15(1):18-24. Review. PubMed PMID: 25329200.

30: Di Minno G, Spadarella G, Cafaro G, Petitto M, Lupoli R, Di Minno A, de Gaetano G, Tremoli E. Systematic reviews and meta-analyses for
more profitable strategies in peripheral artery disease. Ann Med. 2014 Nov;46(7):475-89. doi: 10.3109/07853890.2014.932618. Review. PubMed
PMID: 25045928; PubMed Central PMCID: PMC4245179.

31: Di Castelnuovo A, Agnoli C, de Curtis A, Giurdanella MC, Sieri S, Mattiello A, Matullo G, Panico S, Sacerdote C, Tumino R, Vineis P, de
Gaetano G, Donati MB, lacoviello L. Elevated levels of D-dimers increase the risk of ischaemic and haemorrhagic stroke. Findings from the
EPICOR Study. Thromb Haemost. 2014 Nov;112(5):941-6. doi: 10.1160/TH14-04-0297. PubMed PMID: 25030937.

32: Pounis G, Di Castelnuovo AF, de Lorgeril M, Krogh V, Siani A, Arnout J, Cappuccio FP, van Dongen M, Zappacosta B, Donati MB, de
Gaetano G, lacoviello L; European Collaborative Group of the IMMIDIET Project.. Folate intake and folate serum levels in men and women from
two European populations: The IMMIDIET project. Nutrition. 2014 Jul-Aug;30(7-8):822-30. doi: 10.1016/j.nut.2013.11.014. PubMed PMID:
24984999.

33: Pounis G, de Lorgeril M, Salen P, Laporte F, Krogh V, Siani A, Arnout J, Cappuccio FP, van Dongen M, Donati MB, de Gaetano G, lacoviello
L; European Collaborative Group of the IMMIDIET Project.. Dietary patterns and fatty acids levels of three European populations. Results from the
IMMIDIET study. Nutr Metab Cardiovasc Dis. 2014 Aug;24(8):883-90. doi: 10.1016/j.numecd.2014.01.012. PubMed PMID: 24972558.

34: Marti-Soler H, Gubelmann C, Aeschbacher S, Alves L, Bobak M, Bongard V, Clays E, de Gaetano G, Di Castelnuovo A, Elosua R, Ferrieres J,
Guessous |, Igland J, Jagrgensen T, Nikitin Y, O'Doherty MG, Palmieri L, Ramos R, Simons J, Sulo G, Vanuzzo D, Vila J, Barros H, Borglykke A,
Conen D, De Bacquer D, Donfrancesco C, Gaspoz JM, Giampaoli S, Giles GG, lacoviello L, Kee F, Kubinova R, Malyutina S, Marrugat J,
Prescott E, Ruidavets JB, Scragg R, Simons LA, Tamosiunas A, Tell GS, Vollenweider P, Marques-Vidal P. Seasonality of cardiovascular risk
factors: an analysis including over 230 000 participants in 15 countries. Heart. 2014 Oct;100(19):1517-23. doi: 10.1136/heartjnl-2014-305623.
PubMed PMID: 24879630.

35: Bonaccio M, Di Castelnuovo A, Bonanni A, Costanzo S, De Lucia F, Persichillo M, Zito F, Donati MB, de Gaetano G, lacoviello L. Decline of
the Mediterranean diet at a time of economic crisis. Results from the Moli-sani study. Nutr Metab Cardiovasc Dis. 2014 Aug;24(8):853-60. doi:
10.1016/j.numecd.2014.02.014. PubMed PMID: 24819818.

36: lacoviello L, De Curtis A, Donati MB, de Gaetano G. Biobanks for cardiovascular epidemiology and prevention. Future Cardiol. 2014
Mar;10(2):243-54. doi: 10.2217/fca.13.110. PubMed PMID: 24762252.

37: Bonaccio M, Di Castelnuovo A, De Curtis A, Costanzo S, Persichillo M, Donati MB, Cerletti C, lacoviello L, de Gaetano G; Moli-sani Project
Investigators.. Adherence to the Mediterranean diet is associated with lower platelet and leukocyte counts: results from the Moli-sani study. Blood.
2014 May 8;123(19):3037-44. doi: 10.1182/blood-2013-12-541672. PubMed PMID: 24687087.

38: Pezzini A, Grassi M, Lodigiani C, Patella R, Gandolfo C, Zini A, Delodovici ML, Paciaroni M, Del Sette M, Toriello A, Musolino R, Calabrd RS,
Bovi P, Adami A, Silvestrelli G, Sessa M, Cavallini A, Marcheselli S, Bonifati DM, Checcarelli N, Tancredi L, Chiti A, Del Zotto E, Spalloni A,
Giossi A, Volonghi I, Costa P, Giacalone G, Ferrazzi P, Poli L, Morotti A, Rasura M, Simone AM, Gamba M, Cerrato P, Micieli G, Melis M,
Massucco D, De Giuli V, lacoviello L, Padovani A; ltalian Project on Stroke in Young Adults (IPSYS) Investigators.. Predictors of long-term
recurrent vascular events after ischemic stroke at young age: the ltalian Project on Stroke in Young Adults. Circulation. 2014 Apr 22;129(16):1668-
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76. doi: 10.1161/CIRCULATIONAHA.113.005663. PubMed PMID: 24508827.

39: lacoviello L, Agnoli C, De Curtis A, di Castelnuovo A, Giurdanella MC, Krogh V, Mattiello A, Matullo G, Sacerdote C, Tumino R, Vineis P, de
Gaetano G, Panico S, Donati MB. Type 1 plasminogen activator inhibitor as a common risk factor for cancer and ischaemic vascular disease: the
EPICOR study. BMJ Open. 2013 Nov 14;3(11):e003725. doi: 10.1136/bmjopen-2013-003725. PubMed PMID: 24231461; PubMed Central PMCID:
PMC3831102.

40: Di Minno G, de Gaetano G. Human genome, environment and medical practice. Intern Emerg Med. 2013 Dec;8(8):645-9. doi:
10.1007/s11739-013-1017-8. PubMed PMID: 24198137.

41: Bonanni AE, Bonaccio M, di Castelnuovo A, de Lucia F, Costanzo S, Persichillo M, Zito F, Donati MB, de Gaetano G, lacoviello L. Food labels
use is associated with higher adherence to Mediterranean diet: results from the Moli-sani study. Nutrients. 2013 Nov 4;5(11):4364-79. doi:
10.3390/nu5114364. PubMed PMID: 24192994 ; PubMed Central PMCID: PMC3847735.

42: Pounis G, Costanzo S, Persichillo M, de Curtis A, Sieri S, Vinceti M, Zito F, Di Castelnuovo AF, Donati MB, de Gaetano G, lacoviello L; Moli-
sani Project Investigators.. Mushroom and dietary selenium intakes in relation to fasting glucose levels in a free-living Italian adult population: the
Moli-sani Project. Diabetes Metab. 2014 Feb;40(1):34-42. doi: 10.1016/j.diabet.2013.09.007. PubMed PMID: 24183901.

43: Assanelli D, Di Castelnuovo A, Rago L, Badilini F, Vinetti G, Gianfagna F, Salvetti M, Zito F, Donati MB, de Gaetano G, lacoviello L; Moli-sani
Project Investigators.. T-wave axis deviation and left ventricular hypertrophy interaction in diabetes and hypertension. J Electrocardiol. 2013 Nov-
Dec;46(6):487-91. doi: 10.1016/j.jelectrocard.2013.08.002. PubMed PMID: 24011993.

44: Bonaccio M, Di Castelnuovo A, Bonanni A, Costanzo S, De Lucia F, Pounis G, Zito F, Donati MB, de Gaetano G, lacoviello L; Moli-sani project
Investigators*.. Adherence to a Mediterranean diet is associated with a better health-related quality of life: a possible role of high dietary
antioxidant content. BMJ Open. 2013 Aug 13;3(8). pii: €003003. doi: 10.1136/bmjopen-2013-003003. PubMed PMID: 23943771; PubMed Central
PMCID: PMC3752056.

45: Napoleone E, Cutrone A, Zurlo F, Di Castelnuovo A, D'Imperio M, Giordano L, De Curtis A, lacoviello L, Rotilio D, Cerletti C, de Gaetano G,
Donati MB, Lorenzet R. Both red and blond orange juice intake decreases the procoagulant activity of whole blood in healthy volunteers. Thromb
Res. 2013 Aug;132(2):288-92. doi: 10.1016/j.thromres.2013.06.022. PubMed PMID: 23859487.

46: Bonaccio M, Di Castelnuovo A, Costanzo S, De Lucia F, Olivieri M, Donati MB, de Gaetano G, lacoviello L, Bonanni A; Moli-sani Project
Investigators.. Nutrition knowledge is associated with higher adherence to Mediterranean diet and lower prevalence of obesity. Results from the
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108: di Giuseppe R, Bonanni A, Olivieri M, Di Castelnuovo A, Donati MB, de Gaetano G, Cerletti C, lacoviello L. Adherence to Mediterranean diet
and anthropometric and metabolic parameters in an observational study in the 'Alto Molise' region: the MOLI-SAL project. Nutr Metab Cardiovasc
Dis. 2008 Jul;18(6):415-21. PubMed PMID: 17936603.

109: Di Castelnuovo A, Quacquaruccio G, Arnout J, Cappuccio FP, de Lorgeril M, Dirckx C, Donati MB, Krogh V, Siani A, van Dongen MC, Zito F,
de Gaetano G, lacoviello L; European Collaborative Group of IMMIDIET Project.. Cardiovascular risk factors and global risk of fatal cardiovascular
disease are positively correlated between partners of 802 married couples from different European countries. Report from the IMMIDIET project.
Thromb Haemost. 2007 Sep;98(3):648-55. PubMed PMID: 17849055.

110: de Gaetano G, Cerletti C. Platelet function, antiplatelet therapy and clinical outcomes: to test or not to test? J Thromb Haemost. 2007
Sep;5(9):1835-8. PubMed PMID: 17723122.

111: Di Castelnuovo A, Costanzo S, Donati MB, lacoviello L, de Gaetano G. Alcohol consumption and cardiovascular risk: an epidemiological
perspective. Nutr Metab Cardiovasc Dis. 2007 Oct;17(8):561-4. PubMed PMID: 17570650.

112: Crescente M, Cerletti C, de Gaetano G. Gallic acid, a dietary polyphenolic component, blunts the inhibition of platelet COX-1 by aspirin:
preliminary in-vitro findings. Thromb Haemost. 2007 Jun;97(6):1054-6. PubMed PMID: 17549313.

113: Maugeri N, Di Fabio G, Barbanti M, de Gaetano G, Donati MB, Cerletti C. Parnaparin, a low-molecular-weight heparin, prevents P-selectin-
dependent formation of platelet-leukocyte aggregates in human whole blood. Thromb Haemost. 2007 Jun;97(6):965-73. PubMed PMID:
17549299.

114: Napoleone E, DI Santo A, Amore C, Baccante G, di Febbo C, Porreca E, de Gaetano G, Donati MB, Lorenzet R. Leptin induces tissue factor
expression in human peripheral blood mononuclear cells: a possible link between obesity and cardiovascular risk? J Thromb Haemost. 2007
Jul;5(7):1462-8. PubMed PMID: 17425664.

115: Maugeri N, Donati MB, de Gaetano G, Cerletti C. Formation of mixed platelet-PMN leukocyte aggregates in the platelet function analyzer
(PFA-100) device. Thromb Haemost. 2007 Jan;97(1):156-7. PubMed PMID: 17200785.

116: Di Castelnuovo A, Costanzo S, Bagnardi V, Donati MB, lacoviello L, de Gaetano G. Alcohol dosing and total mortality in men and women: an
updated meta-analysis of 34 prospective studies. Arch Intern Med. 2006 Dec 11-25;166(22):2437-45. PubMed PMID: 17159008.

117: Pampuch A, Cerletti C, de Gaetano G. Comparison of VASP-phosphorylation assay to light-transmission aggregometry in assessing
inhibition of the platelet ADP P2Y12 receptor. Thromb Haemost. 2006 Dec;96(6):767-73. PubMed PMID: 17139371.

118: Maugeri N, Cerletti C, Donati MB, de Gaetano G, Vermylen J. Neutrophils and sepsis. Lancet. 2006 Sep 30;368(9542):1153. PubMed PMID:
17011940.
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119: Maugeri N, Giordano G, Petrilli MP, Fraticelli V, de Gaetano G, Cerletti C, Storti S, Donati MB. Inhibition of tissue factor expression by
hydroxyurea in polymorphonuclear leukocytes from patients with myeloproliferative disorders: a new effect for an old drug? J Thromb Haemost.
2006 Dec;4(12):2593-8. PubMed PMID: 16959024.

120: Zalewski G, Ciccarone E, Di Castelnuovo A, Zito F, Capani F, de Gaetano G, Donati MB, lacoviello L; GENDIABE investigators.. P-selectin
gene genotypes or haplotypes and cardiovascular complications in type 2 diabetes mellitus. Nutr Metab Cardiovasc Dis. 2006 Sep;16(6):418-25.
PubMed PMID: 16935700.

121: Caruso V, lacoviello L, Di Castelnuovo A, Storti S, Mariani G, de Gaetano G, Donati MB. Thrombotic complications in childhood acute
lymphoblastic leukemia: a meta-analysis of 17 prospective studies comprising 1752 pediatric patients. Blood. 2006 Oct 1;108(7):2216-22.
PubMed PMID: 16804111.

122: Maugeri N, Brambilla M, Camera M, Carbone A, Tremoli E, Donati MB, de Gaetano G, Cerletti C. Human polymorphonuclear leukocytes
produce and express functional tissue factor upon stimulation. J Thromb Haemost. 2006 Jun;4(6):1323-30. PubMed PMID: 16706978.

123: de Gaetano G, Di Castelnuovo A, Costanzo S, Donati MB, lacoviello L. Alcohol, cardiovascular risk, and health: there is a window for
benefits. J Thromb Haemost. 2006 May;4(5):1156-7; author reply 1157-8. PubMed PMID: 16689778.

124: Maugeri N, de Gaetano G, Barbanti M, Donati MB, Cerletti C. Prevention of platelet-polymorphonuclear leukocyte interactions: new clues to
the antithrombotic properties of parnaparin, a low molecular weight heparin. Haematologica. 2005 Jun;90(6):833-9. PubMed PMID: 15951297.

125: Maugeri N, de Gaetano G, Carbone A, Donati MB, Cerletti C. More on: tissue factor in neutrophils. J Thromb Haemost. 2005 May;3(5):1114.
PubMed PMID: 15869628.

126: Furman K, Di Castelnuovo A, Zito F, De Gaetano G, lacoviello L. Genetic variation in alcohol dehydrogenase 3 and the decrease of hs-C-
reactive protein levels by moderate alcohol consumption. J Thromb Haemost. 2005 Apr;3(4):801-2. PubMed PMID: 15842377.

127: Di Castelnuovo A, de Gaetano G, Benedetta Donati M, lacoviello L. Platelet glycoprotein Ilb/llla polymorphism and coronary artery disease:
implications for clinical practice. Am J Pharmacogenomics. 2005;5(2):93-9. Review. PubMed PMID: 15813672.

128: de Gaetano G, Di Castelnuovo A, Donati MB, lacoviello L. The mediterranean lecture: wine and thrombosis--from epidemiology to physiology
and back. Pathophysiol Haemost Thromb. 2003 Sep-2004 Dec;33(5-6):466-71. Review. PubMed PMID: 15692262.

129: De Curtis A, Murzilli S, Di Castelnuovo A, Rotilio D, Donati MB, De Gaetano G, lacoviello L. Alcohol-free red wine prevents arterial
thrombosis in dietary-induced hypercholesterolemic rats: experimental support for the 'French paradox'. J Thromb Haemost. 2005 Feb;3(2):346-
50. PubMed PMID: 15670042.

130: Grgnbaek M, Di Castelnuovo A, lacoviello L, Furman K, Donati MB, de Gaetano G, Trichopoulou A, La Vecchia C, Corrao G, De Lorgeril M,
Salen P. Wine, alcohol and cardiovascular risk: open issue. J Thromb Haemost. 2004 Nov;2(11):2041-8. PubMed PMID: 15550039.

131: lacoviello L, Di Castelnuovo A, Gattone M, Pezzini A, Assanelli D, Lorenzet R, Del Zotto E, Colombo M, Napoleone E, Amore C, D'Orazio A,
Padovani A, de Gaetano G, Giannuzzi P, Donati MB; IGIGI Investigators.. Polymorphisms of the interleukin-1beta gene affect the risk of
myocardial infarction and ischemic stroke at young age and the response of mononuclear cells to stimulation in vitro. Arterioscler Thromb Vasc
Biol. 2005 Jan;25(1):222-7. PubMed PMID: 15539626.

132: Napoleone E, di Santo A, Peri G, Mantovani A, de Gaetano G, Donati MB, Lorenzet R. The long pentraxin PTX3 up-regulates tissue factor in
activated monocytes: another link between inflammation and clotting activation. J Leukoc Biol. 2004 Jul;76(1):203-9. PubMed PMID: 15226367.

133: Badia E, Sacanella E, Fernandez-Sold J, Nicolas JM, Antinez E, Rotilio D, de Gaetano G, Urbano-Marquez A, Estruch R. Decreased tumor
necrosis factor-induced adhesion of human monocytes to endothelial cells after moderate alcohol consumption. Am J Clin Nutr. 2004
Jul;80(1):225-30. PubMed PMID: 15213052.

134: Estruch R, Sacanella E, Badia E, Antinez E, Nicolds JM, Fernandez-Sola J, Rotilio D, de Gaetano G, Rubin E, Urbano-Marquez A. Different
effects of red wine and gin consumption on inflammatory biomarkers of atherosclerosis: a prospective randomized crossover trial. Effects of wine
on inflammatory markers. Atherosclerosis. 2004 Jul;175(1):117-23. PubMed PMID: 15186955.

135: de Gaetano G. Aspirin resistance in diabetic patients. Diabetes Care. 2004 May;27(5):1244-5; author reply 1246. PubMed PMID: 15111566.

136: de Gaetano G, Cerletti C, lacoviello L, Donati MB. The epidemiological night where all patients are black: will pharmacogenetics shed some
light? Thromb Res. 2003;112(5-6):273-4. PubMed PMID: 15041269.

137: De Gaetano G, Cerletti C. Aspirin. J Thromb Haemost. 2004 Feb;2(2):339. PubMed PMID: 14996002.

138: lacoviello L, de Gaetano G. [Alcohol and cardiovascular diseases. Current knowledge and controversies]. Recenti Prog Med. 2003
Oct;94(10):451-5. Review. ltalian. PubMed PMID: 14619193.

139: de Gaetano G, Di Castelnuovo A, Rotondo S, lacoviello L, Donati MB. A meta-analysis of studies on wine and beer and cardiovascular
disease. Pathophysiol Haemost Thromb. 2002 Sep-Dec;32(5-6):353-5. PubMed PMID: 13679674.

140: Cerletti C, Dell'Elba G, Manarini S, Pecce R, Di Castelnuovo A, Scorpiglione N, Feliziani V, de Gaetano G. Pharmacokinetic and
pharmacodynamic differences between two low dosages of aspirin may affect therapeutic outcomes. Clin Pharmacokinet. 2003;42(12):1059-70.
PubMed PMID: 12959636.

141: De Gaetano G, Cerletti C. Aspirin resistance: a revival of platelet aggregation tests? J Thromb Haemost. 2003 Sep;1(9):2048-50. PubMed
PMID: 12941050.

142: Ciccarone E, Di Castelnuovo A, Salcuni M, Siani A, Giacco A, Donati MB, De Gaetano G, Capani F, lacoviello L; Gendiabe Investigators.. A
high-score Mediterranean dietary pattern is associated with a reduced risk of peripheral arterial disease in Italian patients with Type 2 diabetes. J
Thromb Haemost. 2003 Aug;1(8):1744-52. PubMed PMID: 12911588.

143: De Curtis A, Amore C, Donati MB, De Gaetano G, lacoviello L. A procyanidin extract prolongs bleeding time but does not prevent thrombosis
in rats. J Thromb Haemost. 2003 Jan;1(1):199-200. PubMed PMID: 12871565.
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144: Di Santo A, Mezzetti A, Napoleone E, Di Tommaso R, Donati MB, De Gaetano G, Lorenzet R. Resveratrol and quercetin down-regulate
tissue factor expression by human stimulated vascular cells. J Thromb Haemost. 2003 May;1(5):1089-95. PubMed PMID: 12871381.

145: de Gaetano G, Donati MB, Cerletti C. Prevention of thrombosis and vascular inflammation: benefits and limitations of selective or combined
COX-1, COX-2 and 5-LOX inhibitors. Trends Pharmacol Sci. 2003 May;24(5):245-52. Review. PubMed PMID: 12767724.

146: Di Castelnuovo A, lacoviello L, de Gaetano G. Alcohol and coronary heart disease. N Engl J Med. 2003 Apr 24;348(17):1719-22; author reply
1719-22. PubMed PMID: 12713001.

147: Brzosko S, De Curtis A, Murzilli S, de Gaetano G, Donati MB, lacoviello L. Effect of extra virgin olive oil on experimental thrombosis and
primary hemostasis in rats. Nutr Metab Cardiovasc Dis. 2002 Dec;12(6):337-42. PubMed PMID: 12669681.

148: de Gaetano G. Professor Ernst F. Llscher (Berne, 1916-Muri, 2002): a personal tribute to a founding member of ETRO. Platelets. 2002
Nov;13(7):427-8. PubMed PMID: 12487792.

149: de Gaetano G, Cerletti C, lacoviello L, Donati MB. Ischemic heart disease: the platelet paradox. Ital Heart J. 2002 Jun;3 Suppl 4:5S-8S.
PubMed PMID: 12116825.

150: de Gaetano G, De Curtis A, di Castelnuovo A, Donati MB, lacoviello L, Rotondo S. Antithrombotic effect of polyphenols in experimental
models: a mechanism of reduced vascular risk by moderate wine consumption. Ann N'Y Acad Sci. 2002 May;957:174-88. Review. PubMed PMID:
12074971.

151: Di Castelnuovo A, Rotondo S, lacoviello L, Donati MB, De Gaetano G. Meta-analysis of wine and beer consumption in relation to vascular
risk. Circulation. 2002 Jun 18;105(24):2836-44. PubMed PMID: 12070110.

152: Brzosko S, Krauze-Brzosko K, de Gaetano G, lacoviello L. Asymmetrical dimethylarginine and risk of acute coronary events. Lancet. 2002
May 4;359(9317):1620. PubMed PMID: 12047997.

153: Pareti G, Cerletti C, de Gaetano G. How old is Helicobacter pylori? Lancet. 2002 May 11;359(9318):1700-1. PubMed PMID: 12020566.

154: Napoleone E, Di Santo A, Bastone A, Peri G, Mantovani A, de Gaetano G, Donati MB, Lorenzet R. Long pentraxin PTX3 upregulates tissue
factor expression in human endothelial cells: a novel link between vascular inflammation and clotting activation. Arterioscler Thromb Vasc Biol.
2002 May 1;22(5):782-7. PubMed PMID: 12006390.

155: de Gaetano G, Cerletti C. Platelet adhesion and aggregation and fibrin formation in flowing blood: a historical contribution by Giulio
Bizzozero. Platelets. 2002 Mar;13(2):85-9. PubMed PMID: 11897044.

156: de Gaetano G, Cerletti C; European project. FAIR CT 97 3261 Project participants.. Wine and cardiovascular disease. Nutr Metab Cardiovasc
Dis. 2001 Aug;11(4 Suppl):47-50. Review. PubMed PMID: 11894753.

157: de Gaetano G. A new blood corpuscle: an impossible interview with Giulio Bizzozero. Thromb Haemost. 2001 Oct;86(4):973-9. PubMed
PMID: 11686354.

158: lacoviello L, Donati MB, de Gaetano G. [Novel risk factors for atherosclerosis. A comparison of C-reactive protein, fibrinogen, homocysteine,
lipoprotein(a) and cholesterol as predictors of peripheral arteriopathy]. Ital Heart J Suppl. 2001 Sep;2(9):1031-3. Italian. PubMed PMID: 11675827.

159: de Gaetano G. Aspirin and the prevention of ischemic heart disease. A Socratic dialogue between a cardiologist, a clinical pharmacologist
and an expert of blood platelets. Ital Heart J. 2001 Aug;2(8):582-8. PubMed PMID: 11577831.

160: de Gaetano G, Rotondo S, lacoviello L. [Genetic variation in alcohol dehydrogenase and the beneficial effect of moderate alcohol
consumption on myocardial infarction]. Ital Heart J Suppl. 2001 Jun;2(6):687-8. Italian. PubMed PMID: 11460847.

161: Piccardoni P, Sideri R, Manarini S, Piccoli A, Martelli N, de Gaetano G, Cerletti C, Evangelista V. Platelet/polymorphonuclear leukocyte
adhesion: a new role for SRC kinases in Mac-1 adhesive function triggered by P-selectin. Blood. 2001 Jul 1;98(1):108-16. PubMed PMID:
11418469.

162: Di Castelnuovo A, de Gaetano G, Donati MB, lacoviello L. Platelet glycoprotein receptor llla polymorphism PLA1/PLA2 and coronary risk: a
meta-analysis. Thromb Haemost. 2001 Apr;85(4):626-33. PubMed PMID: 11341496.

163: de Gaetano G. Historical overview of the role of platelets in hemostasis and thrombosis. Haematologica. 2001 Apr;86(4):349-56. PubMed
PMID: 11325638.

164: de Gaetano G. [The meeting of Dante and Virgil with Pier delle Vigne: an example of clinical experimentation]. Ital Heart J Suppl. 2000
Dec;1(12):1652-3. ltalian. PubMed PMID: 11221598.

165: de Gaetano G, Cerletti C. [New anti-platelet strategies]. Ital Heart J Suppl. 2001 Jan;2(1):7-9. Review. ltalian. PubMed PMID: 11216085.

166: Rotondo S, Di Castelnuovo A, de Gaetano G. The relationship between wine consumption and cardiovascular risk: from epidemiological
evidence to biological plausibility. Ital Heart J. 2001 Jan;2(1):1-8. Review. PubMed PMID: 11214695.

167: de Gaetano G; Collaborative Group of the Primary Prevention Project.. Low-dose aspirin and vitamin E in people at cardiovascular risk: a
randomised trial in general practice. Collaborative Group of the Primary Prevention Project. Lancet. 2001 Jan 13;357(9250):89-95. Erratum in:
Lancet 2001 Apr 7;357(9262):1134. PubMed PMID: 11197445.

168: de Gaetano G, Evangelista V, Cerletti C. Should cardiologists forget about platelets and take an interest in blood leukocytes? Ital Heart J.
2000 Jul;1(7):453-6. PubMed PMID: 10933326.

169: Rotondo S, de Gaetano G. Protection from cardiovascular disease by wine and its derived products. Epidemiological evidence and biological
mechanisms. World Rev Nutr Diet. 2000;87:90-113. Review. PubMed PMID: 10929529.

170: Rotondo S, lacoviello L, de Gaetano G. [Light to moderate alcohol consumption and the risk of stroke among American male physicians]. Ital
Heart J Suppl. 2000 Apr;1(4):569-70. Italian. PubMed PMID: 10832145.
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171: Celardo A, Dell'Elba G, Manarini S, Evangelista V, de Gaetano G, Cerletti C. Kinetic evaluation of endogenous leukotriene B4 and E4 acute
activation of inflammatory cells in the rabbit. Adv Exp Med Biol. 1999;469:437-41. PubMed PMID: 10667365.

172: Cerletti C, Evangelista V, de Gaetano G. P-selectin-beta 2-integrin cross-talk: a molecular mechanism for polymorphonuclear leukocyte
recruitment at the site of vascular damage. Thromb Haemost. 1999 Aug;82(2):787-93. Review. PubMed PMID: 10605783.

173: de Gaetano G, Cerletti C, Evangelista V. Recent advances in platelet-polymorphonuclear leukocyte interaction. Haemostasis. 1999
Sep;29(1):41-9. Review. PubMed PMID: 10494033.

174: Wollny T, Aiello L, Di Tommaso D, Bellavia V, Rotilio D, Donati MB, de Gaetano G, lacoviello L. Modulation of haemostatic function and
prevention of experimental thrombosis by red wine in rats: a role for increased nitric oxide production. Br J Pharmacol. 1999 Jun;127(3):747-55.
PubMed PMID: 10401566; PubMed Central PMCID: PMC1566056.

175: Evangelista V, Celardo A, Dell'Elba G, Manarini S, Mironov A, de Gaetano G, Cerletti C. Platelet contribution to leukotriene production in
inflammation: in vivo evidence in the rabbit. Thromb Haemost. 1999 Mar;81(3):442-8. PubMed PMID: 10102475.

176: Evangelista V, Manarini S, Sideri R, Rotondo S, Martelli N, Piccoli A, Totani L, Piccardoni P, Vestweber D, de Gaetano G, Cerletti C.
Platelet/polymorphonuclear leukocyte interaction: P-selectin triggers protein-tyrosine phosphorylation-dependent CD11b/CD18 adhesion: role of
PSGL-1 as a signaling molecule. Blood. 1999 Feb 1;93(3):876-85. PubMed PMID: 9920836.

177: Giambuzzi M, Spagnolo S, Dottori V, Parodi E, De Gaetano G. Aortic valve reconstruction associated to ascending aorta tubular graft
replacement in aortic incompetence by annuloaortic ectasia. Eur J Cardiothorac Surg. 1998 Aug;14(2):148-51. PubMed PMID: 9754999.

178: Rotondo S, Rajtar G, Manarini S, Celardo A, Rotillo D, de Gaetano G, Evangelista V, Cerletti C. Effect of trans-resveratrol, a natural
polyphenolic compound, on human polymorphonuclear leukocyte function. Br J Pharmacol. 1998 Apr;123(8):1691-9. PubMed PMID: 9605577;
PubMed Central PMCID: PMC1565338.

179: Celardo A, Dell'Elba G, Manarini S, Evangelista V, de Gaetano G, Cerletti C. Kinetics of endogenous leukotriene B4 and E4 production
following injection of the chemotactic peptide FMLP in the rabbit. Prostaglandins. 1997 Oct;54(4):699-711. PubMed PMID: 9440133.

180: Rotondo S, Evangelista V, Manarini S, de Gaetano G, Cerletti C. Different requirement of intracellular calcium and protein kinase C for
arachidonic acid release and serotonin secretion in cathepsin G-activated platelets. Thromb Haemost. 1997 Aug;78(2):919-25. PubMed PMID:
9268195.

181: Wollny T, lacoviello L, Buczko W, de Gaetano G, Donati MB. Prolongation of bleeding time by acute hemolysis in rats: a role for nitric oxide.
Am J Physiol. 1997 Jun;272(6 Pt 2):H2875-84. PubMed PMID: 9227568.

182: Maugeri N, Kempfer AC, Evangelista V, Cerletti C, de Gaetano G, Lazzari MA. Enhanced response to chemotactic activation of
polymorphonuclear leukocytes from patients with heart valve replacement. Thromb Haemost. 1997 Jan;77(1):71-4. PubMed PMID: 9031452.

183: Evangelista V, Manarini S, Rotondo S, Martelli N, Polischuk R, McGregor JL, de Gaetano G, Cerletti C. Platelet/polymorphonuclear
leukocyte interaction in dynamic conditions: evidence of adhesion cascade and cross talk between P-selectin and the beta 2 integrin
CD11b/CD18. Blood. 1996 Dec 1;88(11):4183-94. PubMed PMID: 8943853.

184: Rotondo S, Rotilio D, Cerletti C, de Gaetano G. Red wine, aspirin and platelet function. Thromb Haemost. 1996 Nov;76(5):818-9. PubMed
PMID: 8950800.

185: Piccardoni P, Evangelista V, Piccoli A, de Gaetano G, Walz A, Cerletti C. Thrombin-activated human platelets release two NAP-2 variants
that stimulate polymorphonuclear leukocytes. Thromb Haemost. 1996 Nov;76(5):780-5. PubMed PMID: 8950790.

186: Cerletti C, Evangelista V, de Gaetano G. Platelet-polymorphonuclear leukocyte functional interactions: role of adhesive molecules.
Haemostasis. 1996 Oct;26 Suppl 4:20-7. Review. PubMed PMID: 8979108.

187: Giambuzzi M, Dottori V, De Gaetano G, Parodi E, Maccario M. Combined aortic valve replacement and left ventricular aneurysm plication in
systemic lupus erythematosus. J Heart Valve Dis. 1996 Mar;5(2):228-30. PubMed PMID: 8665018.

188: lacoviello L, Kolpakov V, Salvatore L, Amore C, Pintucci G, de Gaetano G, Donati MB. Human endothelial cell damage by neutrophil-derived
cathepsin G. Role of cytoskeleton rearrangement and matrix-bound plasminogen activator inhibitor-1. Arterioscler Thromb Vasc Biol. 1995
Nov;15(11):2037-46. PubMed PMID: 7583587.

189: Cerletti C, Evangelista V, Molino M, de Gaetano G. Platelet activation by polymorphonuclear leukocytes: role of cathepsin G and P-selectin.
Thromb Haemost. 1995 Jul;74(1):218-23. Review. PubMed PMID: 8578461.

190: Dottori V, Passerone GC, Barberis L, Parodi E, Agostini M, De Gaetano G, Giambuzzi M, Maccario M, Fumagalli C. [Predictive value of the
shunt-to-infarct size ratio as a surgical risk factor in patients with decompensated post-ischemic interventricular septal rupture]. Minerva
Cardioangiol. 1994 Sep;42(9):387-93. Italian. PubMed PMID: 7991157.

191: Maugeri N, Evangelista V, Celardo A, Dell'Elba G, Martelli N, Piccardoni P, de Gaetano G, Cerletti C. Polymorphonuclear leukocyte-platelet
interaction: role of P-selectin in thromboxane B2 and leukotriene C4 cooperative synthesis. Thromb Haemost. 1994 Sep;72(3):450-6. PubMed
PMID: 7531878.

192: Badano L, Carratino L, De Gaetano G, Piazza R, Calisi P, Passerone G, Lucatti A. [Doppler echocardiographic evaluation of the new
mechanical bileaflet Sorin Bicarbon valve prosthesis compared with St. Jude Medical]. G Ital Cardiol. 1994 Jun;24(6):733-43. Italian. PubMed
PMID: 8088472.

193: lacoviello L, De Curtis A, D'Adamo MC, Amore C, Buczko W, De Gaetano G, Donati MB. Prostacyclin is required for t-PA release after
venous occlusion. Am J Physiol. 1994 Feb;266(2 Pt 2):H429-34. PubMed PMID: 7511345.

194: Cerletti C, Rajtar G, Marchi E, de Gaetano G. Interaction between glycosaminoglycans, platelets, and leukocytes. Semin Thromb Hemost.
1994;20(3):245-53. PubMed PMID: 7824958.

195: Cerletti C, De Gaetano G. Current concepts of platelet physiopathology. Int J Artif Organs. 1993 Dec;16 Suppl 5:205-8. PubMed PMID:
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196: Molino M, Di Lallo M, Martelli N, de Gaetano G, Cerletti C. Effects of leukocyte-derived cathepsin G on platelet membrane glycoprotein Ib-IX
and llb-Illa complexes: a comparison with thrombin. Blood. 1993 Oct 15;82(8):2442-51. PubMed PMID: 8400294.

197: Rajtar G, Marchi E, de Gaetano G, Cerletti C. Effects of glycosaminoglycans on platelet and leucocyte function: role of N-sulfation. Biochem
Pharmacol. 1993 Sep 1;46(5):958-60. PubMed PMID: 8373448.

198: De Gaetano G, Barberis L, Dottori V, Parodi E, Passerone GC, Lijoi A, Kandil H, Gnecco G, Badano L, Venere G. [Doppler
echocardiographic evaluation of functional parameters of mechanical and biological valve prostheses]. Minerva Cardioangiol. 1993 Sep;41(9):365-
70. Italian. PubMed PMID: 8259231.

199: de Gaetano G, Donati MB, Gensini GF, Restagno C. [Thrombolytic therapy]. Recenti Prog Med. 1993 Sep;84(9):581-5. Italian. PubMed
PMID: 8210621.

200: De Gaetano G, Barberis L, Dottori V, Parodi E, Picasso F, Lijoi A, Gnecco G, Venere G. [Serial Doppler echocardiography follow-up studies
in the postoperative evaluation of severe pulmonary hypertension following surgery for mitral and mitral-aortic defects]. Minerva Cardioangiol.
1993 Jul-Aug;41(7-8):313-7. Italian. PubMed PMID: 8233013.

201: Evangelista V, Piccardoni P, White JG, de Gaetano G, Cerletti C. Cathepsin G-dependent platelet stimulation by activated
polymorphonuclear leukocytes and its inhibition by antiproteinases: role of P-selectin-mediated cell-cell adhesion. Blood. 1993 Jun 1;81(11):2947-
57. PubMed PMID: 7684621.

202: Rotondo S, De Gaetano G, Cerletti C. Antiplatelet activity of 2-(6-carboxyhexyl)-3-n-hexylcyclohexylamine (IBI P-05006), a thromboxane
receptor antagonist. Eur J Pharmacol. 1993 Feb 23;232(1):41-5. PubMed PMID: 8384563.
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220: Del Maschio A, Evangelista V, Rajtar G, Chen ZM, Cerletti C, De Gaetano G. Platelet activation by polymorphonuclear leukocytes exposed to
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244: Remuzzi G, Zoja C, de Gaetano G, Rossi EC. Prostacyclin and hemolytic uremic syndrome: from the laboratory to an international registry.
Int J Artif Organs. 1987 Nov;10(6):337-40. PubMed PMID: 3327835.
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246: Cerletti C, Marchi S, Lauri D, Domanin M, Lorenzi G, Urso R, Dejana E, Latini R, de Gaetano G. Pharmacokinetics of enteric-coated aspirin
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and inhibition of platelet thromboxane A2 and vascular prostacyclin generation in humans. Clin Pharmacol Ther. 1987 Aug;42(2):175-80. PubMed
PMID: 3301151.
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1987 May;241(2):623-7. PubMed PMID: 3106620.

248: Vicenzi E, Lampugnani MG, Bolognese Dalessandro AP, Niewiarowska A, de Gaetano G, Donati MB. Dissociation between thromboxane
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267: Lauri D, Cerletti C, de Gaetano G. Contribution of ADP to the amplification of primary platelet aggregation by platelet activating factor (PAF):
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271: Bucchi F, Cerletti C, de Gaetano G. Salicylate may prevent the inhibitory effect of indomethacin on serum thromboxane formation in man.
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272: de Gaetano G, Bertele' V, Cerletti C. Mode of action of currently used antiplatelet drugs. Agents Actions Suppl. 1986;20:191-201. PubMed

© European Union, 2002-2015 | europass.cedefop.europa.eu Page 16 /25



Pre- Proposal code: TRS-2016-00001089 Sent at: 12/5/16 5:39:42 PM

r2< Iropass Curriculum Vitae Giovanni de Gaetano

PMID: 3101442.

273: Bucchi F, Cerletti C, de Gaetano G. Inhibition of platelet thromboxane generation by suloctidil in man. Haemostasis. 1986;16(5):362-8.
PubMed PMID: 3023210.

274: Remuzzi A, Languino LR, Costantini V, Guardabasso V, de Gaetano G, Dejana E. Platelet adhesion to subendothelium--effect of shear rate,
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276: de Gaetano G, Cerletti C, Dejana E, Latini R. Pharmacology of platelet inhibition in humans: implications of the salicylate-aspirin interaction.
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277: Reyers |, Hennissen A, Donati MB, Hornstra G, de Gaetano G. Aspirin and the prevention of experimental arterial thrombosis: difficulty in
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282: Lauri D, Cerletti C, de Gaetano G. Amplification of primary response of human platelets to platelet-activating factor: aspirin-sensitive and
aspirin-insensitive pathways. J Lab Clin Med. 1985 Jun;105(6):653-8. PubMed PMID: 3923145.
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controlled hemodynamic conditions: a methodological approach. Methods Find Exp Clin Pharmacol. 1985 Mar;7(3):153-9. PubMed PMID:
4010388.

286: Rajtar G, Cerletti C, Castagnoli MN, Bertelé V, de Gaetano G. Prostaglandins and human platelet aggregation. Implications for the anti-
aggregating activity of thromboxane-synthase inhibitors. Biochem Pharmacol. 1985 Feb 1;34(3):307-10. PubMed PMID: 3918536.
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289: Benigni A, Livio M, Dodesini P, Schieppati A, Panigada M, Mecca G, de Gaetano G, Remuzzi G. Inhibition of human platelet aggregation by
parathyroid hormone. Is cyclic AMP implicated? Am J Nephrol. 1985;5(4):243-7. PubMed PMID: 2996352.
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292: Cerletti C, Rajtar G, Bertelé V, de Gaetano G. Inhibition of arachidonate-induced human platelet aggregation by a single low oral dose of
aspirin in combination with a thromboxane synthase inhibitor. Thromb Haemost. 1984 Oct 31;52(2):215. PubMed PMID: 6441306.

293: Chiabrando C, Castagnoli MN, Noseda A, Fanelli R, Rajtar G, Cerletti C, de Gaetano G. Comparison of radioimmunoassay and high-
resolution gas chromatography mass spectrometry for the quantitative determination of serum thromboxane B2 and 6-keto-PGF1 alpha after
pharmacological blockade of thromboxane synthetase. Prostaglandins Leukot Med. 1984 Oct;16(1):79-88. PubMed PMID: 6440153.
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296: Buczko W, Gambino MC, De Gaetano G. Prolongation of rat tail bleeding time by ketanserin: mechanisms of action. Eur J Pharmacol. 1984
Aug 17;103(3-4):261-8. PubMed PMID: 6237923.

297: Cerletti C, Bonati M, del Maschio A, Galletti F, Dejana E, Tognoni G, de Gaetano G. Plasma levels of salicylate and aspirin in healthy
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298: Del Maschio A, Livio M, Cerletti C, De Gaetano G. Inhibition of human platelet cyclo-oxygenase activity by sulfinpyrazone and three of its
metabolites. Eur J Pharmacol. 1984 Jun 1;101(3-4):209-14. PubMed PMID: 6432556.

299: Bertelé V, Falanga A, Tomasiak M, Chiabrando C, Cerletti C, de Gaetano G. Pharmacologic inhibition of thromboxane synthetase and
platelet aggregation: modulatory role of cyclooxygenase products. Blood. 1984 Jun;63(6):1460-6. PubMed PMID: 6426554.

300: Cerletti C, Chiabrando C, Fanelli R, de Gaetano G. Is immunoreactive 6-keto-PGF1 alpha measured in serum after treatment with
thromboxane-synthetase inhibitors an index of prostacyclin synthesis? Lancet. 1984 Apr 28;1(8383):967-8. PubMed PMID: 6143907.

301: Busacca M, Balconi G, Pietra A, Vergara-Dauden M, de Gaetano G, Dejana E. Maternal smoking and prostacyclin production by cultured
endothelial cells from umbilical arteries. Am J Obstet Gynecol. 1984 Apr 15;148(8):1127-30. PubMed PMID: 6369991.

302: Cortellaro M, Boschetti C, Antoniazzi V, Polli EE, de Gaetano G, De Blasi A, Gerna M, Pezzi L, Garattini S. A pharmacokinetic and platelet
function study of the combined administration of metoprolol and sulfinpyrazone to healthy volunteers. Thromb Res. 1984 Apr 1;34(1):65-74.
PubMed PMID: 6729769.

303: Schieppati A, Dodesini P, Benigni A, Massazza M, Mecca G, Remuzzi G, Livio M, de Gaetano G, Rossi EC. The metabolism of arachidonic
acid by platelets in nephrotic syndrome. Kidney Int. 1984 Apr;25(4):671-6. PubMed PMID: 6434788.

304: Buczko W, Invernizzi R, de Gaetano G. High pressure liquid chromatography microassay for platelet serotonin. Thromb Haemost. 1984 Feb
28;51(1):131. PubMed PMID: 6719382.

305: Bertelé V, Falanga A, Tomasiak M, Cerletti C, de Gaetano G. SQ 22536, an adenylate-cyclase inhibitor, prevents the antiplatelet effect of
dazoxiben, a thromboxane-synthetase inhibitor. Thromb Haemost. 1984 Feb 28;51(1):125-8. PubMed PMID: 6326343.

306: de Gaetano G, Bertelé V. Antiplatelet drugs and thrombosis prevention: ticlopidine in perspective. Agents Actions. 1984 Jan;14(1):109-12.
PubMed PMID: 6702507.

307: Reyers |, de Gaetano G, Donati MB. Protective effect of warfarin in arterial thrombosis: evidence from a vascular prosthesis model in rats.
Thromb Haemost. 1983 Dec 30;50(4):821-3. PubMed PMID: 6665763.

308: Buczko W, de Gaetano G. Effect of high doses of aspirin and salicylate on bleeding time in rats. Thromb Res. 1983 Dec 15;32(6):631-4.
PubMed PMID: 6665774.

309: de Gaetano G, Bertelé V. Antiplatelet drugs and thrombosis prevention: ticlopidine in perspective. Arq Bras Cardiol. 1983 Dec;41(6):425-7.
PubMed PMID: 6678584.

310: Balconi G, Pietra A, Busacca M, de Gaetano G, Dejana E. Success rate of primary human endothelial cell culture from umbilical cords is
influenced by maternal and fetal factors and interval from delivery. In Vitro. 1983 Nov;19(11):807-10. PubMed PMID: 6654377.

311: Falanga A, Doni MG, Delaini F, De Bellis Vitti G, Imberti L, Donati MB, de Gaetano G. Unbalanced plasma control of TxA2 and PGil2
synthesis in vitamin E-deficient rats. Am J Physiol. 1983 Nov;245(5 Pt 1):H867-70. PubMed PMID: 6416085.

312: Cerletti C, Livio M, Doni MG, De Gaetano G. Salicylate fails to prevent the inhibitory effect of 5,8,11,14-eicosatetraynoic acid on human
platelet cyclo-oxygenase and lipoxygenase activities. Biochim Biophys Acta. 1983 Aug 23;759(1-2):125-7. PubMed PMID: 6411131.

313: Roncaglioni MC, Bertelé V, de Gaetano G, Donati MB. Lack of interaction of heparin with ADP and prostacyclin on rat platelets. Thromb Res.
1983 Jul 15;31(2):397-400. PubMed PMID: 6356460.

314: Bertelé V, Falanga A, Tomasiak M, Dejana E, Cerletti C, de Gaetano G. Platelet thromboxane synthetase inhibitors with low doses of aspirin:
possible resolution of the "aspirin dilemma". Science. 1983 Apr 29;220(4596):517-9. PubMed PMID: 6682245.

315: Bertelé V, Roncaglioni MC, Donati MB, de Gaetano G. Heparin counteracts the antiaggregating effect of prostacyclin by potentiating platelet
aggregation. Thromb Haemost. 1983 Apr 28;49(2):81-3. PubMed PMID: 6346573.

316: Barberis L, Brisighella A, Lijoi A, Pansini S, Scarano F, Scoti P, Passerone GC, De Gaetano G, Petillo A, Venere G. [Fructose-1,6-
diphosphate administration during extracorporeal circulation. |. Reduction of post-perfusion hemolysis]. Minerva Cardioangiol. 1983 Apr;31(4):187-
9. ltalian. PubMed PMID: 6877618.

317: Remuzzi G, Benigni A, Dodesini P, Schieppati A, Livio M, De Gaetano G, Day SS, Smith WL, Pinca E, Patrignani P, Patrono C. Reduced
platelet thromboxane formation in uremia. Evidence for a functional cyclooxygenase defect. J Clin Invest. 1983 Mar;71(3):762-8. PubMed PMID:
6298281; PubMed Central PMCID: PMC436927.

318: Reyers |, de Gaetano G, Donati MB. Warfarin anticoagulation prevents experimental arterial thrombosis in rats without inducing
haemorrhage. Thromb Res. 1983 Feb 15;29(4):465-8. PubMed PMID: 6857595.

319: Dejana E, de Castellarnau C, Balconi G, Olivieri S, Pietra A, Barbieri B, de Gaetano G. Recovery of prostacyclin production by cultured
bovine smooth muscle cells after aspirin inhibition: effect of serum replacement and concentration in culture medium. Biochem Pharmacol. 1983
Feb 15;32(4):710-3. PubMed PMID: 6338881.

320: Dejana E, Balconi G, De Castellarnau C, Barbieri B, Vergara-Dauden M, De Gaetano G. Prostacyclin production by human endothelial and
bovine smooth muscle cells in culture. Effect of repeated stimulation with arachidonic acid, thrombin and ionophore A23187. Biochim Biophys
Acta. 1983 Feb 7;750(2):261-7. PubMed PMID: 6407526.

321: Dejana E, Cerletti C, de Gaetano G. Interaction of salicylate and other non-steroidal anti-inflammatory drugs with aspirin on platelet and
vascular cyclo-oxygenase activity. Thromb Res Suppl. 1983;4:153-9. Review. PubMed PMID: 6415856.

322: Lampugnani MG, De Gaetano G, Rossi EC. Functional distinction between serotonin uptake and serotonin-induced shape change receptors
in rat platelets. Biochim Biophys Acta. 1982 Dec 8;693(1):22-6. PubMed PMID: 7150590.

323: Bertele V, De Gaetano G. Potentiation by dazoxiben, a thromboxane synthetase inhibitor, of platelet aggregation inhibitory activity of a
thromboxane receptor antagonist and of prostacyclin. Eur J Pharmacol. 1982 Dec 3;85(3-4):331-3. PubMed PMID: 6295787.
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324: Livio M, Gotti E, Marchesi D, Mecca G, Remuzzi G, de Gaetano G. Uraemic bleeding: role of anaemia and beneficial effect of red cell
transfusions. Lancet. 1982 Nov 6;2(8306):1013-5. PubMed PMID: 6127502.

325: de Gaetano G, Cerletti C, Bertele V. Pharmacology of antiplatelet drugs and clinical trials on thrombosis prevention: a difficult link. Lancet.
1982 Oct 30;2(8305):974-7. PubMed PMID: 6127469.

326: Bertele V, Tomasiak M, Falanga A, Cerletti C, de Gaetano G. Aspirin inhibits platelet aggregation but not because it prevents thromboxane
synthesis. Lancet. 1982 Oct 2;2(8301):775. PubMed PMID: 6125847.

327: Lampugnani MG, de Gaetano G. Comparative effects of ketanserin, a novel serotonergic receptor antagonist, on 5HT-induced shape change
and 5HT uptake in rat and human platelets. Biochem Pharmacol. 1982 Sep 15;31(18):3000-2. PubMed PMID: 7138588.

328: Busacca M, Dejana E, Balconi G, Olivieri S, Pietra A, Vergara-Dauden M, de Gaetano G. Reduced prostacyclin production by cultured
endothelial cells from umbilical arteries of babies born to women who smoke. Lancet. 1982 Sep 11;2(8298):609-10. PubMed PMID: 6125753.

329: Dejana E, de Castellarnau C, Balconi G, Rotilio D, Pietra A, de Gaetano G. AD 6, a coronary dilating agent, stimulates PGI2 production in rat
aorta ex vivo and in human endothelial cells in culture. Pharmacol Res Commun. 1982 Sep;14(8):719-24. PubMed PMID: 6755493.

330: Dejana E, Villa S, de Gaetano G. Bleeding time in rats: a comparison of different experimental conditions. Thromb Haemost. 1982 Aug
24;48(1):108-11. PubMed PMID: 6753230.

331: Bertelé V, Falanga A, Roncaglioni MC, Cerletti C, de Gaetano G. Thromboxane synthetase inhibition results in increased platelet sensitivity
to prostacyclin. Thromb Haemost. 1982 Jun 28;47(3):294. PubMed PMID: 7051411.

332: Livio M, Del Maschio A, Cerletti C, de Gaetano G. Indomethacin prevents the long-lasting inhibitory effect of aspirin on human platelet cyclo-
oxygenase activity. Prostaglandins. 1982 Jun;23(6):787-96. PubMed PMID: 6812166.

333: Cerletti C, Livio M, de Castellarnau C, Dejana E, de Gaetano G. Salicylate interferes in vivo with aspirin-induced inhibition of platelet and
vascular prostaglandin generation in rats. Prostaglandins Leukot Med. 1982 Mar;8(3):263-4. PubMed PMID: 6952291.

334: Di Minno G, Bertelé V, Cerletti C, de Gaetano G, Silver MJ. Arachidonic acid induces human platelet-fibrin retraction: the role of platelet cyclic
endoperoxides. Thromb Res. 1982 Feb 15;25(4):299-306. PubMed PMID: 6803385.

335: Remuzzi G, Benigni A, Dodesini P, Schieppati A, Gotti E, Livio M, Mecca G, Donati B, de Gaetano G. Platelet function in patients on
maintenance hemodialysis: depressed or enhanced? Clin Nephrol. 1982 Feb;17(2):60-3. PubMed PMID: 7067167.

336: Cerletti C, Livio M, De Gaetano G. Non-steroidal anti-inflammatory drugs react with two sites on platelet cyclo-oxygenase. Evidence from "in
vivo" drug interaction studies in rats. Biochim Biophys Acta. 1982 Jan 12;714(1):122-8. PubMed PMID: 6799004.

337: Remuzzi G, Imberti L, de Gaetano G. Prostacyclin deficiency in thrombotic microangiopathy. Lancet. 1981 Dec 19-26;2(8260-61):1422-3.
PubMed PMID: 6118791.

338: Remuzzi G, Benigni A, Dodesini P, Schieppati A, Livio M, Poletti E, Mecca G, de Gaetano G. Parathyroid hormone inhibits human platelet
function. Lancet. 1981 Dec 12;2(8259):1321-3. PubMed PMID: 6118720.

339: Villa S, Rotilio D, Donati MB, de Gaetano G. Human blood leucocytes in vitro generate an inhibitor of platelet aggregation. Thromb Res. 1981
Dec 1-15;24(5-6):485-7. PubMed PMID: 6806934.

340: Rajtar G, Cerletti C, Livio M, de Gaetano G. Sulphinpyrazone prevents in vivo the inhibitory effect of aspirin on rat platelet cyclo-oxygenase
activity. Biochem Pharmacol. 1981 Oct;30(20):2773-6. PubMed PMID: 6797431.

341: Dejana E, Cerletti C, de Castellarnau C, Livio M, Galletti F, Latini R, de Gaetano G. Salicylate-aspirin interaction in the rat. Evidence that
salicylate accumulating during aspirin administration may protect vascular prostacyclin from aspirin-induced inhibition. J Clin Invest. 1981
Oct;68(4):1108-12. PubMed PMID: 6793630; PubMed Central PMCID: PMC370901.

342: Reyers |, Mussoni L, Donati MB, de Gaetano G. Severe thrombocytopenia delays but does not prevent the occlusion of an arterial prosthesis
in rats. Thromb Haemost. 1981 Aug 28;46(2):558-60. PubMed PMID: 7053224.

343: de Gaetano G, Livio M, Donati MB, Remuzzi G. Platelet and vascular prostaglandins in uraemia, thrombotic microangiopathy and pre-
eclampsia. Philos Trans R Soc Lond B Biol Sci. 1981 Aug 18;294(1072):339-42. PubMed PMID: 6117895.

344: Livio M, Palmier C, Villa S, Maynadier B, Delhon A, Lauressergues H, de Gaetano G. Differential effects of itanoxone--a new hypolipidemic
and hypouricemic drug--on platelet and vascular prostaglandin generation in rats. Atherosclerosis. 1981 Jul;39(4):469-77. PubMed PMID:
7259827.

345: de Castellarnau C, Cerletti C, Dejana E, Galletti F, Latini R, Livio M, de Gaetano G. Salicylate-aspirin interaction and thrombosis prevention
trials. Thromb Haemost. 1981 Jun 30;45(3):294. PubMed PMID: 7281108.

346: de Gaetano G. Platelets, prostaglandins and thrombotic disorders. Clin Haematol. 1981 Jun;10(2):297-326. Review. PubMed PMID:
6274552.

347: Villa S, de Gaetano G, Semeraro N. Increased vascular prostacyclin activity in rats after endotoxin administration. Experientia. 1981 May
15;37(5):494-5. PubMed PMID: 7018922.

348: Bartele V, Cerletti C, Schiepatti A, di Minno G, de Gaetano G. Inhibition of thromboxane synthetase does not necessarily prevent platelet
aggregation. Lancet. 1981 May 9;1(8228):1057-8. PubMed PMID: 6112437.

349: di Minno G, Bertelé V, Bianchi L, Barbieri B, Cerletti C, Dejana E, de Gaetano G, Silver MJ. Effects of any epoxymethano stable analogue of
prostaglandin endoperoxides (U-46619) on human platelets. Thromb Haemost. 1981 Apr 30;45(2):103-6. PubMed PMID: 6266066.

350: Bianchi L, Stella L, Dagnino G, de Gaetano G, Rossi EC. The uptake of tyramine by rat platelets. Biochem Pharmacol. 1981 Apr 1;30(7):709-
13. PubMed PMID: 7247954.
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351: Remuzzi G, Zoja C, Marchesi D, Schieppati A, Mecca G, Misiani R, Donati MB, de Gaetano G. Plasmatic regulation of vascular prostacyclin
in pregnancy. Br Med J (Clin Res Ed). 1981 Feb 14;282(6263):512-4. PubMed PMID: 6780103; PubMed Central PMCID: PMC1504327.

352: Dejana E, Barbieri B, de Gaetano G. "Aspirinated” platelets are hemostatic in thrombocytopenic rats with "nonaspirinated” vessel walls--
evidence from an exchange transfusion model. Blood. 1980 Dec;56(6):959-62. PubMed PMID: 7002233.

353: Dejana E, Barbieri B, Cerletti C, Livio M, de Gaetano G. Impaired thromboxane production by newly formed platelets after aspirin
administration to thrombocytopenic rats. Br J Haematol. 1980 Nov;46(3):465-9. PubMed PMID: 7448129.

354: Livio M, Rajtar G, Merino J, de Gaetano G. Malondialdehyde formation in rat platelet-rich plasma. Il. Modification of the reaction kinetics by
aspirin and indomethacin in vitro. Thromb Haemost. 1980 Oct 31;44(2):52-5. PubMed PMID: 7455991.

355: Rajtar G, Livio M, Merino J, de Gaetano G. Malondialdehyde formation in rat platelet-rich plasma. I.A kinetic approach. Thromb Haemost.
1980 Oct 31;44(2):49-51. PubMed PMID: 7455990.

356: Livio M, Villa S, de Gaetano G. Long-lasting inhibition of platelet prostaglandin but normal vascular prostacyclin generation following
sulphinpyrazone administration to rats. J Pharm Pharmacol. 1980 Oct;32(10):718-9. PubMed PMID: 6107351.

357: Roncaglioni MC, di Minno G, Pangrazzi J, Reyers I, Mussoni L, de Gaetano G, Donati MB. Plasmatic and vascular factors of the hemostatic
system in rats receiving an estrogen-progestogen combination. Contraception. 1980 Sep;22(3):249-57. PubMed PMID: 7002442.

358: Remuzzi G, Marchesi D, Mecca G, Misiani R, Rossi E, Donati MB, de Gaetano G. Reduction of fetal vascular prostacyclin activity in pre-
eclampsia. Lancet. 1980 Aug 9;2(8189):310. PubMed PMID: 6105450.

359: Remuzzi G, Marchesi D, Zoja C, Muratore D, Mecca G, Misiani R, Rossi E, Barbato M, Capetta P, Donati MB, de Gaetano G. Reduced
umbilical and placental vascular prostacyclin in severe pre-eclampsia. Prostaglandins. 1980 Jul;20(1):105-10. PubMed PMID: 6996034.

360: Remuzzi G, Marchesi D, Schieppati A, Poletti E, Mecca G, Donati MB, de Gaetano G, Rossi EC. Aspirin and thrombosis in patients
undergoing hemodialysis. N Engl J Med. 1980 Jun 19;302(25):1420-1. PubMed PMID: 7374702.

361: Roncaglioni MC, Di Minno G, de Gaetano G, Donati MB. Increased PGI2 activity in venous tissues from rats on oral contraceptives is not
prevented by heparin administration before vessel isolation. Thromb Res. 1980 Jun 15;18(6):895-6. PubMed PMID: 6998044.

362: Reyers |, Mussoni L, Donati MB, de Gaetano G. Failure of aspirin at different doses to modify experimental thrombosis in rats. Thromb Res.
1980 Jun 1;18(5):669-74. PubMed PMID: 7414553.

363: de Gaetano G, Rajtar G, Livio M, Merino J. Arachidonic acid-induced malondialdehyde formation in rat platelets. Kinetic aspects and
inhibition by acetylsalicylic acid and indomethacin. Naunyn Schmiedebergs Arch Pharmacol. 1980 May;312(1):85-9. PubMed PMID: 7393351.

364: Bertelé V, Di Minno G, de Gaetano G. U-46619, a stable analogue of prostaglandin H2, induces retraction of human platelet-rich plasma
clots. Thromb Res. 1980 May 1-15;18(3-4):543-5. PubMed PMID: 6774436.

365: Merino J, Livio M, Rajtar G, de Gaetano G. Salicylate reverses in vitro aspirin inhibition of rat platelet and vascular prostaglandin generation.
Biochem Pharmacol. 1980 Apr 15;29(8):1093-6. PubMed PMID: 6770871.

366: Mysliwiec M, Villa S, Kornblihtt L, de Gaetano G, Donati MB. Decreased plasminogen activator but normal prostacyclin activity in rat veins
during development of experimental thrombosis. Thromb Res. 1980 Apr 1-15;18(1-2):159-65. PubMed PMID: 6996209.

367: Remuzzi G, Mecca G, Livio M, de Gaetano G, Donati MB, Pearson JD, Gordon JL. Prostacyclin generation by cultured endothelial cells in
haemolytic uraemic syndrome. Lancet. 1980 Mar 22;1(8169):656-7. PubMed PMID: 6102663.

368: Pusineri F, Gotti E, Remuzzi G, Mecca G, Donati MB, de Gaetano G. Platelets from uraemic patients react normally to prostacyclin. Int J Artif
Organs. 1980 Mar;3(2):125. PubMed PMID: 6988339.

369: Remuzzi G, Misiani R, Marchesi D, Livio M, de Gaetano G, Donati MB, Mecca G. Haemolytic uraemic syndrome: report of a case and new
pathogenetic concepts. Proc Eur Dial Transplant Assoc. 1980;17:598-602. PubMed PMID: 7243800.

370: Remuzzi G, Rossi E, Misiani R, Marchesi D, Mecca G, de Gaetano G, Donati MB. Prostacyclin and thrombotic microangiopathy. Semin
Thromb Hemost. 1980;6(4):391-4. PubMed PMID: 7013070.

371: de Gaetano G, Dal Bo L, Villa S, Mussini E, Marcucci F. Blood levels of ditazole and inhibition of platelet aggregation in man.
Arzneimittelforschung. 1980;30(3):496-7. PubMed PMID: 6104495.

372: Remuzzi G, Misiani R, Marchesi D, Livio M, Mecca G, de Gaetano G, Donati MD. Treatment of the hemolytic uremic syndrome with plasma.
Clin Nephrol. 1979 Dec;12(6):279-84. PubMed PMID: 393447.

373: Di Minno G, Silver MJ, de Gaetano G. Prostaglandins as inhibitors of human platelet aggregation. Br J Haematol. 1979 Dec;43(4):637-47.
PubMed PMID: 393296.

374: Di Minno G, Silver MJ, De Gaetano G. Ingestion of dipyridamole reduces inhibitory effect of prostacyclin on human platelets. Lancet. 1979
Sep 29;2(8144):701-2. PubMed PMID: 90798.

375: Remuzzi G, Misiani R, Muratore D, Marchesi D, Livio M, Schieppati A, Mecca G, de Gaetano G, Donati MB. Prostacyclin and human foetal
circulation. Prostaglandins. 1979 Sep;18(3):341-8. PubMed PMID: 394195.

376: Remuzzi G, Marchesi D, Cavenaghi AE, Livio M, Donati MB, de Gaetano G, Mecca G. Bleeding in renal failure: a possible role of vascular
prostacyclin (PGI2). Clin Nephrol. 1979 Sep;12(3):127-31. PubMed PMID: 389502.

377: Villa S, Livio M, de Gaetano G. The inhibitory effect of aspirin on platelet and vascular prostaglandins in rats cannot be completely
dissociated. Br J Haematol. 1979 Jul;42(3):425-31. PubMed PMID: 383131.

378: Di Minno G, Reyers |, Donati MB, de Gaetano G. Salicylates and survival of heart allografts in rats. Lancet. 1979 Mar 31;1(8118):731.
PubMed PMID: 85976.
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379: Reyers |, Di Minno G, Donati MB, de Gaetano G. Effect of acetylsalicylate on surgical bleeding, postoperative mortality and allograft survival
in rats undergoing heart transplantation. Experientia. 1979 Jan 15;35(1):117-8. PubMed PMID: 369874.

380: Remuzzi G, Marchesi D, Mecca G, de Gaetano G, Silver M. Platelet hypersensitivity in the nephrotic syndrome. Proc Eur Dial Transplant
Assoc. 1979;16:487-94. PubMed PMID: 548992.

381: Remuzzi G, Mecca G, Marchesi D, Livio M, de Gaetano G, Donati MB, Silver MJ. Platelet hyperaggregability and the nephrotic syndrome.
Thromb Res. 1979;16(3-4):345-54. PubMed PMID: 516000.

382: Dejana E, Quintana A, Callioni A, de Gaetano G. Bleeding time in laboratory animals. Ill - Do tail bleeding times in rats only measure a
platelet defect? (the aspirin puzzle). Thromb Res. 1979;15(1-2):199-207. PubMed PMID: 483276.

383: Dejana E, Callioni A, Quintana A, de Gaetano G. Bleeding time in laboratory animals. Il - A comparison of different assay conditions in rats.
Thromb Res. 1979;15(1-2):191-7. PubMed PMID: 483275.

384: Corbella E, Miragliotta G, Masperi R, Villa S, Bini A, de Gaetano G, Chiumello G. Platelet aggregation and antithrombin Ill levels in diabetic
children. Haemostasis. 1979;8(1):30-7. PubMed PMID: 456943.

385: Remuzzi G, Marchesi D, Misiani R, Mecca G, de Gaetano G, Donati MB. Familial deficiency of a plasma factor stimulating vascular
prostacyclin activity. Thromb Res. 1979;16(3-4):517-25. PubMed PMID: 390760.

386: de Gaetano G, Remuzzi G, Mysliwiec M, Donati MB. Vascular prostacyclin and plasminogen activator activity in experimental and clinical
conditions of disturbed haemostasis or thrombosis. Haemostasis. 1979;8(3-5):300-11. PubMed PMID: 389760.

387: Mysliwiec M, Villa S, Kornblihtt L, Donati MB, de Gaetano G. Vascular prostacyclin activity during the development of experimental venous
thrombosis in rats. Agents Actions Suppl. 1979;(4):163-6. PubMed PMID: 386742.

388: Villa S, de Gaetano G. Bleeding time in laboratory animals. IV. Effects of prostacyclin, pyrimido-pyrimidine compounds and aspirin in rats.
Thromb Res. 1979;15(5-6):727-32. PubMed PMID: 386559.

389: Roncaglioni MC, di Minno G, Reyers |, de Gaetano G, Donati MB. Increased prostacyclin-like activity in vascular tissues from rats on long-
term treatment with an oestrogen-progestagen combination. Thromb Res. 1979;14(4-5):793-7. PubMed PMID: 384594.

390: Rajtar G, de Gaetano G. Tranylcypromine is not a selective inhibitor of prostacyclin in rats. Thromb Res. 1979 Jan;14(1):245-8. PubMed
PMID: 371065.

391: Livio M, Villa S, de Gaetano G. Effects of aspirin on platelet and vascular prostaglandins in the rat. Agents Actions Suppl. 1979;(4):167-74.
PubMed PMID: 291304.

392: Remuzzi G, Marchesi D, Livio M, Cavenaghi AE, Mecca G, Donati MB, de Gaetano G. Altered platelet and vascular prostaglandin-generation
in patients with renal failure and prolonged bleeding times. Thromb Res. 1978 Dec;13(6):1007-15. PubMed PMID: 373157.

393: Remuzzi G, Misiani R, Marchesi D, Livio M, Mecca G, de Gaetano G, Donati MB. Haemolytic-uraemic syndrome: deficiency of plasma
factor(s) regulating prostacyclin activity? Lancet. 1978 Oct 21;2(8095):871-2. PubMed PMID: 81415.

394: Remuzzi G, Livio M, Cavenaghi AE, Marchesi D, Mecca G, Donati MB, de Gaetano G. Unbalanced prostaglandin synthesis and plasma
factors in uraemic bleeding. A hypothesis. Thromb Res. 1978 Sep;13(3):531-6. PubMed PMID: 369029.

395: Remuzzi G, Misiani R, Mecca G, de Gaetano G, Donati MB. Thrombotic thrombocytopenic purpura--a deficiency of plasma factors regulating
platelet-vessel-wall interaction? N Engl J Med. 1978 Aug 10;299(6):311. PubMed PMID: 351403.

396: Livio M, Villa S, de Gaetano G. Aspirin, thromboxane, and prostacyclin in rats: A dilemma resolved? Lancet. 1978 Jun 17;1(8077):1307.
PubMed PMID: 78064.

397: Reyers |, Donati MB, de Gaetano G. Effect of pretreatment with acetylsalicylate on surgical bleeding and peroperative mortality in rats
undergoing kidney transplantation. Experientia. 1978 May 15;34(5):664-5. PubMed PMID: 350604.

398: Dejana E, Quintana A, Callioni A, de Gaetano G. Aspirin induces redistribution of cardiac out-put in the intact conscious rat. Prostaglandins.
1978 May;15(5):921-4. PubMed PMID: 704916.

399: D'Angelo V, Villa S, Mysliwiec M, Donati MB, de Gaetano G. Defective fibrinolytic and prostacyclin-like activity in human atheromatous
plaques. Thromb Haemost. 1978 Apr 30;39(2):535-6. PubMed PMID: 354082.

400: Donati MB, Mussoni L, Poggi A, De Gaetano G, Garattini S. Growth and metastasis of the Lewis lung carcinoma in mice defibrinated with
batroxobin. Eur J Cancer. 1978 Apr;14(4):343-7. PubMed PMID: 565716.

401: Stramentinoli G, Gualano M, Algeri S, de Gaetano G, Rossi EC. Catechol-o-methyl transferase (COMT) in human and rat platelets. Thromb
Haemost. 1978 Feb 28;39(1):238-9. PubMed PMID: 580500.

402: Dejana E, Castelli MG, De Gaetano G, Bonaccorsi A. Contribution of platelets to the cardiovascular effects of ADP in the rat. Thromb
Haemost. 1978 Feb 28;39(1):135-45. PubMed PMID: 580489.

403: Remuzzi G, Cavenaghi AE, Mecca G, Donati MB, de Gaetano G. Human renal cortex generates prostacyclin-like activity. Thromb Res. 1978
Feb;12(2):363-6. PubMed PMID: 345518.

404: Poggi A, Mussoni L, Kornblihtt L, Ballabio E, de Gaetano G, Donati MB. Warfarin enantiomers, anticoagulation, and experimental tumour
metastasis. Lancet. 1978 Jan 21;1(8056):163-4. PubMed PMID: 87609.

405: Remuzzi G, Bertani T, Mecca G, Donati MB, de Gaetano G. Factor VllI--related protein on vascular intima of patients with chronic renal
failure and prolonged bleeding times. Br Med J. 1978 Jan 14;1(6105):70-2. PubMed PMID: 339992; PubMed Central PMCID: PMC1602594.

406: Remuzzi G, Livio M, Marchiaro G, Mecca G, de Gaetano G. Bleeding in renal failure: altered platelet function in chronic uraemia only partially
corrected by haemodialysis. Nephron. 1978;22(4-6):347-53. PubMed PMID: 740096.
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407: Dejana E, Bonaccorsi A, de Gaetano G. Acetylsalicylic acid and the cardiovascular effects of ADP in the rat. Haemostasis. 1978;7(5):294-7.
PubMed PMID: 689492.

408: Dejana E, de Gaetano G, Bonaccorsi A. Role of the lung in the development of cardiovascular modifications during ADP infusion in the rat.
Thromb Res. 1978 Jan;12(1):47-57. PubMed PMID: 644559.

409: de Gaetano G, Villa S, Livio M, Di Minno G. Platelet aggregation: methodology and physiopathology. Eur Neurol. 1978;17 Suppl 1:42-5.
PubMed PMID: 381008.

410: Remuzzi G, Bertani T, Livio M, Cavenaghi AE, Mysliwiec M, Marchesi D, Donati MC, de Gaetano G, Mecca G. Vascular factors in the
pathogenesis of uraemic bleeding. Proc Eur Dial Transplant Assoc. 1978;15:449-55. PubMed PMID: 368787.

411: Mussoni L, Poggi A, De Gaetano G, Donati MB. Effect of ditazole, an inhibitor of platelet aggregation, on a metastasizing tumour in mice. Br J
Cancer. 1978 Jan;37(1):126-9. PubMed PMID: 23140; PubMed Central PMCID: PMC2009508.

412: Remuzzi G, Cavenaghi AE, Mecca G, Donati MB, de Gaetano G. Prostacyclin-like activity and bleeding in renal failure. Lancet. 1977 Dec
10;2(8050):1195-7. PubMed PMID: 73900.

413: Remuzzi G, Cavenaghi AE, Mecca G, Donati MB, de Gaetano G. Prostacyclin (PGI2) and bleeding time in uremic patients. Thromb Res.
1977 Dec;11(6):919-20. PubMed PMID: 341416.

414: Villa' S, Callioni A, de Gaetano G. Normal prostacyclin-like activity in vascular tissues from thrombocytopenic rats. Thromb Res. 1977
Dec;11(6):701-4. PubMed PMID: 341415.

415: Latini R, Villa S, Gerna M, Tognoni G, de Gaetano G. Bioavailability and platelet aggregation inhibitory activity of solufenum. A comparison
with ibuprofen. Int J Clin Pharmacol Biopharm. 1977 Oct;15(10):492-5. PubMed PMID: 924705.

416: Tremoli E, Donati MB, de Gaetano G. Washed guinea-pig and rat platelets possess factor-X activator activity. Br J Haematol. 1977
Sep;37(1):155-6. PubMed PMID: 588474.

417: Wielosz M, Dall'olio A, de Gaetano G, Garattini S. Effect of two non tricyclic antidepressant drugs on [14C]5-hydroxytryptamine uptake by rat
platelets. J Pharm Pharmacol. 1977 Sep;29(9):546-9. PubMed PMID: 21259.

418: Farina ML, Langer M, Donati MB, de Gaetano G. Antiplatelet treatment in septic shock with severe bleeding and thrombocytopenia. Thromb
Haemost. 1977 Aug 31;38(2):581-3. PubMed PMID: 579500.

419: Remuzzi G, Misiani R, Livio M, dall'Olio A, Donati MB, de Gaetano G. Possible role of HLA-B8 antigen as a genetic marker of autoimmune
thrombocytopenia in a patient with myasthenia gravis. Thromb Haemost. 1977 Aug 31;38(2):593-4. PubMed PMID: 413208.

420: Remuzzi G, Mingardi G, Mecca G, Donati MB, de Gaetano G. Does aspirin precipitate major gastrointestinal bleeding in patients on
haemodialysis? Lancet. 1977 Aug 13;2(8033):359-60. PubMed PMID: 69969.

421: Remuzzi G, Livio M, Roncaglioni MC, Mecca G, Donati MB, de Gaetano G. Bleeding in renal failure: is von Willebrand factor implicated? Br
Med J. 1977 Aug 6;2(6083):359-61. PubMed PMID: 302134; PubMed Central PMCID: PMC1631138.

422: Remuzzi G, Livio M, Donati MB, De Gaetano G. Myasthenia gravis, thrombocytopenia and HLA antigens. Ann Intern Med. 1977
Aug;87(2):250-1. PubMed PMID: 556565.

423: de Gaetano G, Roncaglioni MC, Miragliotta G, Wielosz M, Garattini S. In vitro effect of suloctidil on 14C-5-hydroxytryptamine uptake and
liberation in rat platelets. Pharmacol Res Commun. 1977 Apr;9(4):315-24. PubMed PMID: 866374.

424: de Gaetano G, Cavenaghi AE. Effect of suloctidil on bleeding time and in vivo platelet aggregation in rats. Thromb Res. 1977 Mar;10(3):525-
30. PubMed PMID: 854885.

425: Remuzzi G, Marchesi E, de Gaetano G, Donati MB. [Abnormal tissue repair in Glanzmann's thrombasthenia]. Lancet. 1977 Feb
12;1(8007):374-5. PubMed PMID: 64905.

426: Wielosz M, Roncaglioni MC, de Gaetano G, Garattini S. Interference by fenfluramine with the storage of 14C-5-hydroxytryptamine in rat
platelets. Arch Int Pharmacodyn Ther. 1977 Feb;225(2):232-9. PubMed PMID: 849072.

427: Donati MB, Balconi G, Remuzzi G, Borgia R, Morasca L, de Gaetano G. Skin fibroblasts from a patient with Glanzmann's thrombasthenia do
not induce fibrin clot retraction. Thromb Res. 1977 Jan;10(1):173-4. PubMed PMID: 850899.

428: Poggi A, Polentarutti N, Benedetta Donati M, de Gaetano G, Garattini S. Blood coagulation changes in mice bearing Lewis lung carcinoma, a
metastasizing tumor. Cancer Res. 1977 Jan;37(1):272-7. PubMed PMID: 830414.

429: de Gaetano G, Donati MB, Garattini S. Clinical importance of side-effects of drugs inhibiting platelet function. Bibl Anat. 1977;(16 Pt 2):202-4.
PubMed PMID: 603516.

430: Villa S, de Gaetano G. Prostacyclin-like activity in rat vascular tissues. Fast, long-lasting inhibition by treatment with lysine acetylsalicylate.
Prostaglandins. 1977;14(6):1117-24. PubMed PMID: 341228.

431: Mussoni L, Poggi A, Donati MB, de Gaetano G. Ditazole and platelets Ill. Effect of ditazole on tumor-cell induced thrombocytopenia and on
bleeding time in mice. Haemostasis. 1977;6(4):260-5. PubMed PMID: 21124.

432: De Gaetano G, Cavenaghi AE, Stella L. Ditazole and platelets. Il. Effect of ditazole on in vivo platelet aggregation and bleeding time in rats.
Haemostasis. 1977;6(3):190-6. PubMed PMID: 18382.

433: De Gaetano G, Tonolli MC, Bertoni MP, Roncaglioni MC. Ditazole and platelets. I. Effect of ditazole on human platelet function in vitro.
Haemostasis. 1977;6(2):127-36. PubMed PMID: 16812.

434: Wielosz M, Salmona M, de Gaetano G, Garattini S. Uptake of 14C-5-hydroxytryptamine by human and rat platelets and its pharmacological
inhibition. A comparative kinetic analysis. Naunyn Schmiedebergs Arch Pharmacol. 1976 Dec;296(1):59-65. PubMed PMID: 1012348.

© European Union, 2002-2015 | europass.cedefop.europa.eu Page 22 /25



Pre- Proposal code: TRS-2016-00001089 Sent at: 12/5/16 5:39:42 PM

r2< Iropass Curriculum Vitae Giovanni de Gaetano

435: Dolfini E, Azzarone B, Pedulla D, Ottaviano E, De Gaetano G, Donati MB, Morasca. Characterization of human fibroblasts from cancer
patients: loss of fibrin clot retractile activity after 'in vitro' spontaneous transformation,. Eur J Cancer. 1976 Oct;12(10):823-5. PubMed PMID:
976290.

436: Wielosz M, de Gaetano G, Garattini S. Improved method for evaluating the inhibition of [14C]5-Hydroxytryptamine uptake by rat platelets. J
Pharm Pharmacol. 1976 Sep;28(9):717-8. PubMed PMID: 10400.

437: Miragliotta G, Remuzzi G, Minetti B, de Gaetano G. ADP, ristocetin, bovine factor VIl and thrombasthenic platelets. Thromb Haemost. 1976
Aug 31;36(1):286-8. PubMed PMID: 1036823.

438: de Gaetano G, Donati MB, Garattini S. The effects of drugs on platelet function tests. Thromb Haemost. 1976 Aug 31;36(1):281. PubMed
PMID: 1036821.

439: Poggi A, Donati MB, Polentarutti N, de Gaetano G, Garattini S. On thrombocytopenia developing in mice bearing a spontaneously
metastasizing tumor. Z Krebsforsch Klin Onkol Cancer Res Clin Oncol. 1976 Aug 30;86(3):303-6. PubMed PMID: 136105.

440: Buczko W, de Gaetano G, Franco R, Donati MB. Biological properties of dialysable peptides derived from plasmin digestion of bovine
fibrinogen preparations. Thromb Haemost. 1976 Jun 30;35(3):651-7. PubMed PMID: 136056.

441: Donati MB, Dolfini E, Morasca L, de Gaetano G. Fibrin clot retraction by a rat rhabdomyosarcoma cell line. Thromb Res. 1976 May;8(5):707-
11. PubMed PMID: 936114.

442: de Gaetano G, Donati MB, Bonaccorsi A, Franco R, Dejana E, Buczko W. Letter: Cyclic A.M.P. and arrhythmias. Lancet. 1976 Apr
17;1(7964):864. PubMed PMID: 56686.

443: Buczko W, Franco R, Bianchetti G, Donati MB, de Gaetano G, Garattini S. Positive chronotropic effect of dialysable peptides derived from
plasmin digestion of bovine fibrinogen preparations. Eur J Pharmacol. 1976 Apr;36(2):355-61. PubMed PMID: 179824.

444: de Gaetano G, Miragliotta G, Roncucci R, Lansen J, Lambelin G. Suloctidil: a novel inhibitor of platelet aggregation in human beings. Thromb
Res. 1976 Mar;8(3):361-71. PubMed PMID: 1265708.

445: Garattini S, De Gaetano G, Samanin R, Bernasconi S, Roncaglioni MC. Effects of trazodone on serotonin in the brain and platelets of the rat.
Biochem Pharmacol. 1976 Jan;25(1):13-6. PubMed PMID: 1252251.

446: Roncaglioni C, Buckzo W, Samanin R, de Gaetano G, Garattini S. Proceedings: Comparison of the effects of some anorectic drugs on
platelet and brain 5-hydroxy-tryptamine (5HT) in rats. Thromb Diath Haemorrh. 1975 Nov 15;34(2):577. PubMed PMID: 1198476.

447: Stella L, Donati MB, de Gaetano G. Bleeding time in laboratory animals |. Aspirin does not prolong bleeding time in rats. Thromb Res. 1975
Nov;7(5):709-16. PubMed PMID: 1209558.

448: Stella L, Donati MB, de Gaetano G. Proceedings: Acetylsalicylic acid (ASA) does not prolong bleeding time in rats. Thromb Diath Haemorrh.
1975 Sep 30;34(1):337. PubMed PMID: 1188767.

449: de Gaetano G, Donati MB, Garattini S. Drugs affecting platelet function tests: their effects on haemostasis and surgical bleeding. Thromb
Diath Haemorrh. 1975 Sep 30;34(1):285-303. PubMed PMID: 1081280.

450: Buckzo W, Franco R, Bianchetti G, Donati MB, de Gaetano G. Proceedings: Positive chronotropic effect of dialysable peptides derived from
plasmin digestion of bovine fibrinogen preparations. Role of cyclic AMP. Thromb Diath Haemorrh. 1975 Sep 30;34(1):351-2. PubMed PMID:
171797.

451: Buczko W, De Gaetano G, Garattini S. Effect of some anorectic agents on the uptake and release of 5-hydroxytryptamine by blood platelets
of rats. J Pharm Pharmacol. 1975 May;27(5):366-8. PubMed PMID: 239141.

452: de Gaetano G, Donati MB, Reyers-Degli Innocenti |, Roncaglioni MC. Defective ristocetin and bovine factor VllI-induced platelet aggregation
in normal rats. Experientia. 1975 Apr 15;31(4):500-2. PubMed PMID: 1120536.

453: Buczko W, De Gaetano G, Garattini S. Effect of fenfluramine on 5-hydroxytryptamine uptake and release by rat blood platelets. Br J
Pharmacol. 1975 Apr;53(4):563-8. PubMed PMID: 1148499; PubMed Central PMCID: PMC1666316.

454: De Clerck F, Borgers M, de Gaetano G, Vermylen J. Dissociation of clot retraction from platelet granule fusion and degranulation: an
ultrastructural study of Reptilase-human platelet-rich plasma clots. Br J Haematol. 1975 Feb;29(2):341-8. PubMed PMID: 1191554.

455: de Gaetano G, Donati MB, Poggi A, Reyers-Degli Innocenti |, Roncaglioni MC. Letter: A peculiar haemostatic mechanism in the rat? Thromb
Res. 1975 Feb;6(2):201-2. PubMed PMID: 1114486.

456: de Gaetano G. Pharmacological properties of drug inhibiting platelet aggregation. Acta Clin Belg. 1975;30(3):184-9. PubMed PMID: 1231456.

457: Buczko W, De Gaetano G, Garattini S. Influence of some tricyclic antidepressive drugs on the uptake of 5-hydroxytryptamine by rat blood
platelets. J Pharm Pharmacol. 1974 Oct;26(10):814-5. PubMed PMID: 4156540.

458: de Gaetano G, Donati MB, Innocenti IR. Letter: Platelet adhesion-aggregation reaction. Thromb Diath Haemorrh. 1974 Sep 30;32(1):242.
PubMed PMID: 4476934.

459: de Gaetano G, Bottecchia D, Vermylen J. Relaxation of retracted clots: a thrombelastographic study. Thromb Res. 1974 Sep;5(3):431-5.
PubMed PMID: 4373871.

460: Culasso DE, Donati MB, de Gaetano G, Vermylen J, Verstraete M. Inhibition of human platelet aggregation by plasmin digests of human and
bovine fibrinogen preparations: role of contaminating factor VllI-related material. Blood. 1974 Aug;44(2):169-75. PubMed PMID: 4277539.

461: De Gaetano G, Vermylen J, Donati MB, Dotremont G, Michielsen P. Indomethacin and platelet aggregation in chronic glomerulonephritis:
existence of non-responders. Br Med J. 1974 May 11;2(5914):301-3. PubMed PMID: 4827105; PubMed Central PMCID: PMC1610962.

462: Vermylen J, De Gaetano G, Donati MB, Verstraete M. Platelet-aggregating activity in neuraminidase-treated human cryoprecipitates: its
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correlation with factor-Vlll-related antigen. Br J Haematol. 1974 Apr;26(4):645-50. PubMed PMID: 4546443.
463: De Gaetano G, Donati MB. Letter: Ancrod and its activities. Lancet. 1974 Mar 16;1(7855):464. PubMed PMID: 4131477.

464: De Gaetano G, Franco R, Donati MB, Bonaccorsi A, Garattini S. Mechanical recording of reptilase-clot retraction equals effect of adenosine-
5'-diphosphate and prostaglandin E. Thromb Res. 1974 Jan;4(1):189-92. PubMed PMID: 4857302.

465: de Clerck F, Borgers M, Vermylen J, de Gaetano G. Human platelet aggregation by Thrombofax. An electron-microscopic study of the
sequence of events. Scand J Haematol. 1974;12(2):93-103. PubMed PMID: 4830613.

466: Reyers-Degli Innocenti I, Poggi A, de Gaetano G. Platelet aggregation and haemolysis induced in rats by intravenous infusion of ADP - effect
of potentially antithrombotic drugs. Scand J Haematol. 1974;13(5):331-7. PubMed PMID: 4616330.

467: de Gaetano G, Vermylen J. Effect of aspirin on the thrombelastogram of human blood. Thromb Diath Haemorrh. 1973 Dec 31;30(3):494-8.
PubMed PMID: 4787670.

468: Donati MB, de Gaetano G, Vermylen J, Verstraete M. Inhibition of human platelet aggregation by plasmin digests of human factor VIII. Blood.
1973 Nov;42(5):749-51. PubMed PMID: 4270477.

469: De Gaetano G, Vermylen J, Verstraete M. Techniques for detection and clinical significance of platelet antibodies. Farmaco Prat. 1973
Oct;28(10):497-506. PubMed PMID: 4769269.

470: De Gaetano G, Vermylen J, Verstraete M. Platelet aggregation by Thrombofax. Studies on the mechanism of action. Experientia. 1973 Sep
15;29(9):1136-7. PubMed PMID: 4744873.

471: Vermylen J, Donati MB, De Gaetano G, Verstraete M. Aggregation of human platelets by bovine or human factor VIII: role of carbohydrate
side chains. Nature. 1973 Jul 20;244(5412):167-8. PubMed PMID: 4583498.

472: De Gaetano G, Vermylen J, Verstraete M. A simple indirect method to evaluate platelet aggregation. The clot retraction inhibition (CRI) test.
Thromb Diath Haemorrh. 1973 Jun 28;29(3):661-70. PubMed PMID: 4761832.

473: De Gaetano G, Bottecchia D, Vermylen J. Letter: Platelet adhesion and clot retraction. Thromb Diath Haemorrh. 1973 May 10;29(2):518-9.
PubMed PMID: 4796949.

474: De Gaetano G. "New" platelet diseases and their biochemical aspects. Acta Vitaminol Enzymol. 1973;27(5):223-32. Review. PubMed PMID:
4596641.

475: De Gaetano G, Donati MB, Vermylen J, Dotremont G, Michielsen P. [Kidney and hemostasis. |l. Therapeutic approach to various
immunological renal diseases with blood platelet aggregation inhibitors]. Clin Ter. 1972 Dec 15;63(5):425-35. Italian. PubMed PMID: 4566418.

476: Donati MB, De Gaetano G, Vermylen J, Dotremont G, Verstraete M. [Kidney and hemostasis. I. Significance of the fibrinogen-similar material
in immunologic renal diseases and in crisis of transplanted kidney rejection]. Clin Ter. 1972 Dec 15;63(5):407-23. Italian. PubMed PMID: 4566417.

477: De Gaetano G, Vandenbussche A, Vermylen J. [Platelet aggregation by Thrombofax]. Experientia. 1972 Sep 15;28(9):1127-8. French.
PubMed PMID: 4665319.

478: De Gaetano G, Vermylen J. Effect of heparin on platelets. Lancet. 1972 Aug 19;2(7773):376-7. PubMed PMID: 4114737.

479: Donati MB, De Gaetano G, Vermylen J, Verstraete M. ["Fibrin polymerization time (FPT)-test": a rapid simple and sensitive method for
determination of fibrinogenemia). Farmaco Prat. 1972 Apr;27(4):214-24. Iltalian. PubMed PMID: 5022157.

480: Casteels-van Daele M, Jaeken J, Eggermont E, De Gaetano G, Vermijlen J. More on the effects of antenatally administered aspirin on
aggregation of platelets of neonates. J Pediatr. 1972 Apr;80(4):685-6. PubMed PMID: 5015083.

481: De Gaetano G, Vermylen J, Verstraete M. Platelet factor 3--properties and clinical significance. Adv Exp Med Biol. 1972;34:159-72. PubMed
PMID: 4674528.

482: de Gaetano G, Vermylen J, Verstraete M. Platelet aggregation by Thrombofax. Acta Univ Carol Med Monogr. 1972;53:391-8. PubMed PMID:
4670744.

483: Donati MB, Palester-Chlebowczyk M, De Gaetano G, Vermylen J. Platelet factor-4--methods of study. Adv Exp Med Biol. 1972;34:295-308.
PubMed PMID: 4642539.

484: De Gaetano G, Vermylen J, Verstraete M. Platelet factor 3--methods of study. Adv Exp Med Biol. 1972;34:281-94. PubMed PMID: 4642538.

485: Donati MB, Palester-Chlebowczyk M, De Gaetano G, Vermylen J. Platelet factor-4--properties and clinical significance. Adv Exp Med Biol.
1972;34:173-89. PubMed PMID: 4642533.

486: Donati MB, De Gaetano G, Vermylen J. Human platelet clumping by bovine fibrinogen. Acta Univ Carol Med Monogr. 1972;53:21-6. PubMed
PMID: 4275440.

487: De Gaetano G, Donati MB, Vermylen J, Verstraete M. Inhibition of clot retraction by previous in vitro platelet aggregation. Thromb Diath
Haemorrh. 1971 Dec 31;26(3):449-54. PubMed PMID: 5144960.

488: De Gaetano G, Donati MB, Vermylen J. Some effects of indomethacin on platelet function, blood coagulation and fibrinolysis. Int Z Klin
Pharmakol Ther Toxikol. 1971 Oct;5(2):196-9. PubMed PMID: 5134635.

489: De Gaetano G, Casteels-van Daele M, Claes JH, Eeckels R. The effect of the ingestion of acetylsalicylic acid on platelet function in normal
children. Helv Paediatr Acta. 1971 Oct;26(4):423-7. PubMed PMID: 5123309.

490: de Gaetano G, Vermylen J, Verstraete M. [Inhibition of platelet aggregation: experimental findings and clinical prospects]. Nouv Rev Fr
Hematol. 1971 May-Jun;11(3):339-63. Review. French. PubMed PMID: 4256693.

491: Casteels-Van Daele M, De Gaetano G. Purpura and acetylsalicylic acid therapy. Acta Paediatr Scand. 1971 Mar;60(2):203-8. PubMed PMID:
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492: De Gaetano G, Donati MB, Vermylen J. [Effect of acetylsalicylic acid and other anti-inflammatory drugs on platelet aggregation]. Minerva
Med. 1971 Feb 10;62(12):542-6. Italian. PubMed PMID: 5548393.

493: Casteels-Van Daele M, De Gaetano G. Haemorrhagic diathesis in children caused by acetylsalicylic acid and other analgesics. Acta Med
Scand Suppl. 1971;525:287-8. PubMed PMID: 5317108.

494: De Gaetano G, Vermylen J, Verstraete M. Dissociation between platelet factor 3 availability and platelet aggregation. Acta Med Scand Suppl.
1971,525:99-104. PubMed PMID: 5292114,

495: Vermylen J, Donati MB, De Gaetano G. Protein requirement for platelet aggregation. Acta Med Scand Suppl. 1971;525:19-26. PubMed
PMID: 5292093.

496: De Gaetano G, Vermylen J, Verstraete M. A specific human immunoglobulin G preparation causing platelet clumping through a release
reaction. Acta Med Scand Suppl. 1971;525:157-61. PubMed PMID: 5292088.

497: Vermylen J, Dotremont G, Donati MB, De Gaetano G, Michielsen P. Pharmacological modification of urinary excretion of fibrinogen-like
material in glomerulonephritis. Scand J Haematol Suppl. 1971;13:365-9. PubMed PMID: 5290696.

498: De Gaetano G, Donati MB, Vermylen J. Human platelet clumping by bovine fibrinogen during its degradation. Scand J Haematol Suppl.
1971;13:281-3. PubMed PMID: 4258203.

499: De Gaetano G, Vermylen J, Verstraete M. Platelet aggregation by a specific human immunoglobulin preparation. Thromb Diath Haemorrh.
1970 Dec 31;24(3):419-31. PubMed PMID: 4100816.

500: Donati MB, De Gaetano G, Vermylen J. [Determination of fibrinogen-like material in biological fluids]. Farmaco Prat. 1970 Dec;25(12):753-62.
Italian. PubMed PMID: 5499238.

501: Vermylen J, Dotremont G, de Gaetano G, Donati MB, Michielsen P. Indomethacin and urinary excretion of fibrinogen-like material in
proliferative glomerulonephritis. Rev Eur Etud Clin Biol. 1970 Nov;15(9):979-84. PubMed PMID: 5505090.

502: De Gaetano G, Donati MB, Vermylen J. [Platelet membrane changes and aggregation]. Chir Patol Sper. 1969 Oct;17(5):362-72. Italian.
PubMed PMID: 5399200.

503: De Gaetano G, Vincenzoni M. [Roentgen cinematographic study of some abnormal duodeno-biliary connections]. Epatologia. 1965 Sep-
Oct;11(5):386-404. Italian. PubMed PMID: 5871775.

504: BENETAZZO B, DE GAETANO G. [Clinical observations with a new drug with hypotensive action: mebutamate]. Clin Ter. 1963 Jun
30;25:525-36. Italian. PubMed PMID: 13967419.

505: D'ERAMO N, DE GAETANO G. [Osteoporosis in hemopathies]. Gazz Int Med Chir. 1963 Apr 30;68:825-34. Italian. PubMed PMID:
14024998.

506: DE GAETANO G, DI PASQUALE L. [Current status of radiotherapy in leucosis: case contributions]. Clin Ter. 1962 Nov 30;23:887-912.
Italian. PubMed PMID: 14025777.

507: D'ERAMO N, DE GAETANO G. [The digestive tract in blood diseases]. Riforma Med. 1961 May 13;75:531-41. ltalian. PubMed PMID:
13719200.

508: MEME G, DE GAETANO G. [Unusual clinicoradiological picture of amebic hepatitis]. Policlinico Prat. 1955 Mar 21;62(12):373-8. Italian.
PubMed PMID: 14384533.

509: D'ERAMO N, DE GAETANO G, DEIDDA P. [Cranial changes in polyglobulism]. Policlinico Prat. 1954 Jul 26;61(30):873-80. Italian. PubMed
PMID: 13194409.

510: DE GAETANO G. [Voluminous coprolith localized in the rectum]. Clin Nuova Rass Prog Med Int. 1950 Nov 11;11(20):710-4. Undetermined
Language. PubMed PMID: 14839773.
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be crossed off in any case.

PERSONAL DATA

|, Dr Giovanni de Gaetano

Country : Italy
Company / Institution: Fondazione Neuromed
Business address: Via Atinense 18, 86077 Pozzilli (IS)
e-mail address: giovanni.degaetano@moli-sani.org

Aware of the contents of the Italian criminal legislation in the event of false declarations and forgery of documents according to
art.76 of the Presidential Decree n. 445 of 28/12/2000, | declare, under my own responsibility that | read the last section of
this document called “Definition and Instructions for Filling” and | have not other direct or indirect interests in the
pharmaceutical industry in addition to those listed below .

Table 1.Public Declaration of Interests *

From O to 3 Over 3 preavious years

Interests in pharmaceutical industry NO Current .
previous years

DIRECT INTERESTS:

1.1 Employment with a company: pharmaceutical

. . |:| mandatory
company in an executive role

1.2 Employment with a company: in a lead role in

the development of a medicinal product D 1ETEERTR)

D optional

1.3 Employment with a company: other activities

> ||| x| x| x| x
||
||

2. Consultancy for a company |:| optional
3. Strategic advisory role for a company |:| optional
4. Financial interests |:| optional
5. Ownership of a patent |:| optional
INDIRECT INTERESTS:

6. Principal investigator X ] ] [ ] optional
7. Investigator X ] ] ] optional
8. Grant or other funding X ] ] ] optional
9. Family members interests X |:| |:| |:| optional

The Experts who have a collaboration with the AIFA must declare the interests of first-line members of the family of the expert (i.e. a spouse
or a partner, children and parents)

i;ﬂ@"wh%ﬂ‘“‘
V Date: December 5, 2016

1 Marking any grey box above (declared interests), you should provide further information in the following pages concerning the
Company and the products. Should the form be filled in the grey part concerning the existence of any interests without providing
further related information in the following pages, it shall be returned for completing it.

Signature:
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Table 2. DETAILS OF PUBLIC DECLARATION OF INTERESTS
(Fill this part if you have filled any grey box in table n. 1, otherwise cross off the following boxes anyway)
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Period of activity Company or Products Therapeutic
Institution List all products for Indication
which you are
responsible
1. Employment with a
company
Period of activity Company or Products Therapeutic
Institution List all products for Indication:
which you have acted
as consultant for
developing them
2. Consultancy for a
company
Period of activity Company or Area of activity/ Therapeutic
Institution Product Indication:
3. Strategic advisory
role for a company
Period of activity Company or Type of financial interests
Institution
4. Financial interests
Period of activity Company or Area of activity/ Therapeutic
Institution Product Indication:
5. Ownership of a
patent
) 0
/_ -(_,"))W’D 3»9- ij’@"z Bla
Signature: v Date: December 5, 2016
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Table 2. DETAILS OF PUBLIC DECLARATION OF INTERESTS
(Fill this part if you have filled any grey box in table n. 1, otherwise cross off the following boxes anyway)

Period of activity | Company or Area of Therapeutic
Institution activity/ Indication:
Product
6. Principal investigator
Period of activity | Company or Area of Therapeutic
Institution activity/ Indication:
Product
7. Investigator
Period of activity | Company or Type of interest
Institution
8. Grant or other funding
Period of activity | Company or Type of interest
Institution
Family Interests

Jotu o
V Date: December 5, 2016

Signature:
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In addition to the aforementioned interests, |, the undersigned, aware of the contents of the Italian criminal legislation
in the event of false declarations and forgery of documents according to art.76 of the Presidential Decree n. 445 of
28/12/2000 and aware of sanctions provided for art. 15 of Regulation on the conflicts of interests of AIFA, declare that
I DO NOT HOLD any other interest or to know any fact that should be brought to attention of AIFA or of public.

Should any of such interests or facts exist, please specify below:

Should any change to what declared above occur, | will forthwith report it to AIFA, filling a new declaration of interests.

Signature: Date: December 5, 2016

Section reserved to AIFA

The conflicts of interest are classified into 3 categories:

a) Direct interests: Direct interests are assigned the highest risk level (level 3);

b) Indirect interests: Indirect interests are assigned an intermediate risk level (level 2);
c) No interest declared: the lowest risk level is assigned in case of no interest (level 1).

Risk level assigned by evaluator:
[] Level 3
] Level 2
[] Level 1

NOTES or COMMENTS

The evaluator

Name Last name (block letters)

Signature

Date
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Confidentiality Undertaking

Considering the following definitions:

“AIFA activity”: any meeting (including preliminary and follow-up meetings, talks or any other related activity) of Board
Of Directors, Technical Scientific Commission and its sub-commitees, of any groups of experts or any similar meeting
working as a group of experts on scientific evaluations or on the development of guidelines.

“Confidential information”: all the information, facts, data and any other matter | know, directly or indirectly, as a
consequence of my activities with AIFA.

“Confidential documents”: all drafts, preliminary information, documents as well as any other information to which |
should have access, directly or indirectly as a consequence of my activities with AIFA, including documents, registrations
and/or notes that | should write or register.
Should | attend any meeting and/or activity with AIFA, | commit myself:

1. To treat all confidential information and documentation in a strictly confidential way.

2. Not to disclose (or authorize any person to disclose) in any way to third parties? any confidential information
or documentation.

3. Not to use (or authorize any person to use) any confidential information or documentation except for what is
strictly related to my activities with AIFA.

To delete or destroy any confidential documents when no longer needed.

Not to disclose, unless expressly authorized, any document or any information to my knowledge related to my
activities with AIFA.

Compliance with the aforementioned obligations shall not terminate with the end of the work relationship with AIFA.
Such obligations shall not apply to documents and information that the undersigned may demonstrate to have known
before the signing of this form, or that should be publicly disclosed for any reason not related to the breach of

confidential information by the undersigned.

| declare that the information herewith provided are, for what | know, accurate and reliable and | agree that such
information be kept and published on the AIFA web site, should AIFA consider such disclosure appropriate.

fjﬂ‘@;@;{a %@M
\;i

CONSENT to personal data treatment

Signature: Date: December 5, 2016

| declare, under my own responsibility, that | have read the privacy Statement set out by par. 13, D. Lgs. N. 196/2003
(Italian Privacy Codice), available on AIFA website, section “Competitions”, AIFA Consultants and Experts’ List, on the
following link:

http://www.agenziafarmaco.gov.it/sites/default/files/Mod350_03Rénfdrmativa_privacy consenso_trattamento_dati.pdf
and that | have found it complete.

| also declare to be aware that my name could not be inserted into AIFA Consultants’ Database and | could not
participate into any AIFA activity in case | refuse to sign this declaration.

A o hfw&w
\ Date: December 5, 2016

Signature:

2 The Definition of “Third party” doesn’t include the employees of Competent National Authorities who have signed confidentiality agreements or are
subject to confidentiality obligations as a consequence of national legislations or duty of secrecy.
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DEFINITIONS AND INSTRUCTIONS FOR FILLING

“Employment with a company” is to be interpreted as any work activity — even free of charge — for a pharmaceutical
Company:

1. Executive role within a pharmaceutical company (President/Vicepresident, Chief Executive Officer, Chief
Scientific Officer, Executive Director/Director/Associate Director position).

2. Lead role in the development of a medicinal product (Clinical programmme/project manager position, Poduct
manager/specialist position, Programme leader/manager position, Poject leader/manager position).

3. Any other activities that are not mentioned in the previous points 1 e 2.

It is assumed that the declared interest, not listed in categories 1 and 2, is considered over following a 3 year cooling-
off period, on the contrary, the interests listed in categories 1 e 2, as provided in for Article 7 of the Conflict of interest’s
policy of AIFA, must be always declared.

“Consultancy for a company” is to be interpreted as an activity where the concerned expert provides advice or services
to a pharmaceutical company regardless of contractual arrangements or any form of remuneration. No conflict exists
when an expert is appointed by AIFA (or other regulatory authority) for the release of a scientific advice.

Strategic advisory role for a company is to be interpreted as meaning that the expert is participating (with a right to
vote on/influence the outputs) in a (Scientific) Advisory Board/Steering Committee with the role of providing
advice/expressing opinions on the (future) strategy, direction and development activities of a pharmaceutical company,
either in terms of general strategy or product related strategy, regardless of contractual arrangements or any form of
remuneration.

Note Well: The involvement of an expert in a research work for a pharmaceutical company, except for the activity on a
specific product, is to be considered an indirect interest.

Financial interests are to be interpreted as:

a) Holding of shares of a pharmaceutical company with the exclusion of independently managed investment
funds/pension schemes that are not exclusively based on the pharmaceutical sector.

b) Compensation, fees, honoraria, salaries paid directly by a pharmaceutical company to the individual, other than
payment for expenses incurred with research work or re-imbursement of reasonable expenses incurred in relation
to conference/seminar attendance (i.e. accommodation and travel costs). Any teaching activities, (CME courses
included) directly or indirectly, partially or fully sponsored by pharmaceutical industry should be mentioned
accurately.

c) Intellectual property rights including patents, trademarks, know-how and/or copyrights relating to a medicinal
product owned by the individual or of which the individual is directly a beneficiary

“Ownership of a patent”: a patent for a medicinal product/ competitor product owned by an individual or by the
Institution in which such individual is employed. Intellectual property rights where the holder does not have any direct
or indirect financial interest nor any development right on such patent are excluded.

“Principal investigator” Is the subject responsible for coordinating other investigators working in different centers
taking part to the multicenter trial or the investigator responsible for a monocentre trial or the coordinating investigator
(principal) signing the final report on the trial with the exception of the investigator that coordinates at the national
level a multinational trial.

“Investigator”: is an investigator involved in a clinical trial at a specific trial site which can be the responsible lead
investigator of the trial at that specific site or a member of the clinical trial team who performs clinical trial related
procedures and makes important trial related decisions.

Grant or other funding to an organisation/institution shall mean: any funding received from a pharmaceutical company
by an organisation/institution to which the expert belongs, or for which he/she performs any kind of activity, and which
is used to support any activity of the expert whether or not it is related to research work
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Other definitions

“Expert Witness”: is to be interpreted as an expert whose role is limited to testify and give specialist advice on a specific
issue by providing information and replying to any direct questions only. Such Expert Witness can be invited to
participate at Scientific Board and Committee, Working Party, Ad-Hoc Expert Group meetings.

“pharmaceutical company”: also includes supply or service companies which contribute to the research, development,
production and post - marketing surveillance of a medicinal product.

“Competitor product” is defined as a medicinal product that targets a similar patient population with the same clinical
objective (i.e. to treat, prevent or diagnose a particular condition), hence constituting a potential commercial
competition.

Family members shall mean: first-line members of the family of the expert (i.e. a spouse or a partner, children and
parents)
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Curriculum Vitae
SIMONA COSTANZO

PERSONAL DATA

Place and Date of Birtt  Bojano (CB), Italy - 15/07/1976
Address: Via Pirandello 43/9,
86100 Campobasso, Italy
Phone: +393201896989
email:  simona.costanzo@moli-sani.org

EDUCATION

January 2012 PhD degree in Epidemiology at the Faculty of Health, Medicine
and Life Sciences, University of Maastricht.
|http://arno.unimaas.nl/show.cgi?fid=24100

April 2005: Master Degree in Epidemiology at the Catholic University, Ror

November 2003: Master of Sciences in Pharmaceutical Chemistry and Techn
at the University of Rome La Sapienza.

May 2004 State examination for Pharmacist profession, at the Universi
Rome La Sapienza.

RESEARCH EXPERIENCE -Official H index: 16 (by Scopus)

September 2013-toda Epidemiologist at the Department of Epidemiology ¢
Prevention, IRCCS Istituto Neurologico Mediterraneo Neuron
Pozzilli (IS), Italy.

May 2014- May 201€ Pharmacist at the “Centro Regionale di Farmacovigilanza”,
Regione Molise, Campobasso, Italy.

January 2005-Novembe Researcher at the Laboratory of Genetic and Environm
2012 and May 2013 Epidemiology, Catholic University (Fondazione di Ricerca e C
“Giovanni Paolo II from 2011), Campobasso, Italy.

Co-author of 58 peer-reviewed publications and first author of 10 publications on cardiov:
risk factors epidemiology.

Co-Author as one of the “Moli-sani study investigators” and NCD Risk Factor Collaboratic
network.

HONORSAND AWARDS

2011 International organization of Vine and Wine: OIV Grant Rese;:
2011-2012Project’s title: Wine consumption and short and lor
term Prognosis among Patients with Coronary Artery Disi
Undergoing Surgical Revascularization.

2010 Italian Ministry of Health: Young Italian Researchers Grant 2(
classified 43rd out of 997. Project’s title: Polyphenol-Rich Fooc
Consumption and Short and Long-Term Prognosis after Corc
Artery Bypass Gralft Surgery.

2008 Selected for the World Heart Federation 41st Ten Day Teac

Curriculum vitae of Simona Costanzo /
December 2016


http://arno.unimaas.nl/show.cgi?fid=24100

Pre- Proposal code: TRS-2016-00001089 Sent at: 12/5/16 5:39:42 PM

Seminar in Cardiovascular Disease Epidemiology and Prever
Oxford, UK”.

2004 Molise Region: grant to attend a master in Epidemiology ai
Catholic University, Rome (A.A. 2003/2004).

SKILLSAND COMPETENCES

Epidemiologist, project manager, data manager, biostatistician

Involved in several epidemiologic studies, coordinating the r
phases of a project (protocol study drafting, research funi
statistical analysis, medical writing) and participating at sev
international work-shops

Expertise in conducting and/or supporting epidemiologic rese.
Ability to work individually and in coordination with
multidisciplinary research group.

Good planning, project administration and organisation skills.

Www.moli-sani.ord |https://sites.qooqle.com/site/epiflu/about-i-move/prole
partnerghttp://www.biomarcare.ephttp://www.ncdrisc.org/

LANGUAGE  Mother language: Italian
English- good

COMPUTER SKILLS

Expert Knowledge SAS for windows (statistic software), MS office.
Intermediate Knowledge SPSS, STATA, Revman 5 (statistic software).

INVITED SPEAKER

-Alcohol, Wine and Prevention of CVD and Mortality: Epidemiological Evidence. M@D@¥ . Athens2007.
-Alcohol consumption and blood pressure: results from the Moli-sarégirdl/inehealth2007, BordeaQO07.
-Alcohol, Wine and Prevention of CVD and Mortality: Epidemiological Erige Wine and Health Symposium 20(
Bucharest, 2007.

-XXIV Corso di aggiornamento: Alterazioni congenite ed acquisite della coagulazimmeed Alcol: tra prevenzione
degli eventi ischemici e rischio emorragico. Menarini Foundation. Milan, 2008

-Alcohol and Thrombosis: to drink or not to drink? 10th ETRQvadted Teaching Course on Thrombosis. Krak
2009

-Alcohol intake in relation to vascular risk and total mortality: answer from metlgsas. Winehealth2010, Friu
2010.

-Wine Consumption, Dietary Total Antioxidant Capacity and Reduced IrmdehPost-operative Atrial Fibrillatiol
in Patients Undergoing Cardiac Surgery. OIV Grant Research 2011-20ik2 2P4&3.

-Beer and cardiovascular health: effects on morbidity and mortalityEufopean Beer and Health Symposiu
Brussels 2014.

PUBBLICATIONS

1. NCD Risk Factor Collaboration (NCD-RisC).. Worldwide trends in blood pressom 1975 to 2015: a pooled
analysis of 1479 population-based measurement studies with 19- Inmpiliticipants. Lancet. 2016 Nov 15. pii:
S0140-6736(16)31919-5. doi: 10.1016/S0140-6736(16)3591Bpub ahead of print]. IF(2014): 45.217

2. Bonaccio M, Di Castelnuovo A, Pounis G, De Curtis A, Costanzo S, Persidhil@erletti C, Donati MB, de
Gaetano G, lacoviello L; Moli-sani Study Investigators.. A score of lmsg inflammation and risk of mortality:
prospective findings from the Moli-sani study. Haematologica. 201610 (11):1434-1441. |IF(2014): 5.814
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3. Di Castelnuovo A, Bonaccio M, De Curtis A, Costanzo S, Persichillo M, de Gaetdhon@ti MB, lacoviello L;
MOLI-SANI investigators.. Higher adherence to the Mediterranean diet is asdogigitelower levels of D-dimer:
findings from the MOLI-SANI study. Haematologica. 2016 Oct 20. piinfetel.2016.156331. IF(2014): 5.814

4, Muiesan ML, Salvetti M, Di Castelnuovo A, Paini A, Assanelli D, Costanzo S, BadilWagljo M, Donati MB,
Agabiti Rosei E, de Gaetano G, lacoviello L; Moli-sani Study Investigat@kesity and ECG left ventricular
hypertrophy. J Hypertens. 2016 Sep 22. [Epub ahead of ptibijied PMID: 27662187. IF(2014): 4.720

5. Bonaccio M, Di Castelnuovo A, Costanzo S, Persichillo M, Donati MB, et al. Interadtereén education and
income on the risk of all-cause mortality: prospective results fronMtbel-SANI study. Int J Public Health. 2016
Sep;61(7):765-76. IF(2014): 2.701

6. Blankenberg S, Salomaa V, Makarova N, Ojeda F, Wild P, et al. Troponin | atidveacular risk prediction in
the general population: the BiomarCaRE consortium. Eur Heart J. 2016;2W0(@0):2428-37. IF(2014): 15.203

7. A century of trends in adult human height. Elife. 2016 Jul 26;5. IA(R®@1322

8. Pounis G, Castelnuovo AD, Costanzo S, Persichillo M, Bonaccio M, et al. Asso@éfiasta consumption with
body mass index and waist-hip ratio: results from Moli-sani and INHES studies. Nutr Diabetes. 2016 Ju
4;6(7):e218. IF(2014): 2.654

9. de Gaetano G, Costanzo S, Di Castelnuovo A, Badimon L, Bejko D, efeadts=6f moderate beer consumption
on health and disease: A consensus document. Nutr Metab Cardiovad2lBisuR;26(6):443-67. IF(2014): 3.323

10. Rondy M, Castilla J, Launay O, Costanzo S, Ezpeleta C, et al. Moderate infiamchze effectiveness against
hospitalisation with A(H3N2) and A(H1N1) influenza 201314 Results from the INNHOVE network. HumVaccin
Immunother. 2016 May 3;12(5):1217-24. IF(2014): 2.366

11. Worldwide trends in diabetes since 1980: a pooled analysis of 751 poptdased studies with 44 million
participants. Lancet. 2016 Apr 9;387(10027):1513-30. IF(20142145.

12. Trends in adult body-mass index in 200 countries from 1975 té: 20ftooled analysis of 1698 population-based
measurement studies with 19-2 million participants. Lancet. 2018;887(10026):1377-96. IF(2014): 45.217

13. Bonaccio M, Di Castelnuovo A, Costanzo S, De Curtis A, Donati MB, et al. &geysecific ranges of platelet
count and all-cause mortality: prospective findings from the MOANSstudy. Blood. 2016 Mar 24;127(12):1614-6.
IF(2014): 10.452

14. Pounis G, Di Castelnuovo A, Bonaccio M, Costanzo S, Persichillo M, et al. Fldvand lignan intake in a
Mediterranean population: proposal for a holistic approach in polyphenol datalysis, the Moli-sani Study. Eur J
Clin Nutr. 2016 Mar;70(3):338-45. IF(2014): 2.709

15. Bonaccio M, Di Castelnuovo A, Costanzo S, Persichillo M, De Curtis A, et aler&dbe to the traditional
Mediterranean diet and mortality in subjects with diabetes Prospective fesuitthe MOLI-SANI study. Eur J Prev
Cardiol. 2016 Mar;23(4):400-7. IF(2014): 3.319

16. lacoviello L, Costanzo S, Persichillo M, Sparano A, Bartolo M, et al. Hospatseb register of stroke in the
Molise Region: focus on main subtypes of stroke Years 2009-28480l Sci. 2016 Feb;37(2):191-8. IF(2014): 1.447

17. Pounis G, Bonaccio M, Di Castelnuovo A, Costanzo S, de Curtis A, eblghHenol intake is associated with
low-grade inflammation, using a novel data analysis from the Molistady. Thromb Haemost. 2016 Jan;115(2):344-
52.1F(2014): 4.984

18. Bonaccio M, Di Castelnuovo A, Rago L, de Curtis A, Assanelli D, et alaVe axis deviation is associated with
biomarkers of low-grade inflammation Findings from the MOLI-SANI gtudhromb Haemost. 2015 Nov
25;114(6):1199-206. IF(2014): 4.984

19. Bonaccio M, Di Castelnuovo A, De Curtis A, Costanzo S, Bracone F, et al. ddgumption is inversely
associated with both cancer and total mortality in a Mediterranean populatispeptive results from the Moli-sani
study. Br J Nutr. 2015 Sep 14;114(5):804-11. IF(2014): 3.453

20. Effects of diabetes definition on global surveillance of diabetes prevalencBagmosis: a pooled analysis of 96
population-based studies with 331,288 participants. Lancet Diabetes Endoctitbl.ARg;3(8):624-37. 1F(2014):
9.185

21. Costanzo S, De Curtis A, di Niro V, Olivieri M, Morena M, et al. Postoperative atridldilton and total dietary
antioxidant capacity in patients undergoing cardiac surgery: The Polyshé&bservational Study. J Thorac
Cardiovasc Surg. 2015 Apr;149(4):1175-82.el. IF(2014): 4.168

22. Rondy M, Launay O, Puig-Barbera J, Gefenaite G, Castilla J, et al. 20kf#filenza vaccine effectiveness
against hospitalised influenza A(HLN1)pdm09, A(H3N2) and B: estimates feeumogpean network of hospitals. Euro
Surveill. 2015 Jan 15;20(2). IF(2014): 5.722

23. Bonaccio M, Di Castelnuovo A, Bonanni A, Costanzo S, De Lucia F, et al. Decline bfetiiterranean diet at a
time of economic crisis Results from the Moli-sani study. Nutr Metaldi@aasc Dis. 2014 Aug;24(8):853-60.
IF(2014): 3.323

24. Bonaccio M, Di Castelnuovo A, De Curtis A, Costanzo S, Persichillo M, et &ler&dce to the Mediterranean
diet is associated with lower platelet and leukocyte counts: results from the Mioktsdy. Blood. 2014 May
8;123(19):3037-44. IF(2014): 10.452

25. Pounis G, Costanzo S, Persichillo M, de Curtis A, Sieri S, et al. Mushroondietady selenium intakes in
relation to fasting glucose levels in a free-living Italian adult population: the Moli-sajedP. Diabetes Metab. 2014
Feb;40(1):34-42. IF(2014): 3.267
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26. Bonanni AE, Bonaccio M, di Castelnuovo A, de Lucia F, Costanzo S, et al.l&oeld use is associated with
higher adherence to Mediterranean diet: results from the Moli-sani studyeritsitr2013 Nov 4;5(11):4364-79.
IF(2014): 3.270

27. Assanelli D, Di Castelnuovo A, Rago L, Badilini F, Vinetti G, et al. T-wave axigatlem and left ventricular
hypertrophy interaction in diabetes and hypertension. J ElectrocardiolNe@tBec;46(6):487-91. IF(2014): 1.361

28. Costanzo S, Di Castelnuovo A, lacoviello L. Reply to the editor.atathCardiovasc Surg. 2013 Oct;146(4):992-
3. IF(2014): 4.168

29. Costanzo S, di Niro V, Di Castelnuovo A, Gianfagna F, Donati MB, et al. Preveritipostoperative atrial
fibrillation in open heart surgery patients by preoperative supplementdtior3opolyunsaturated fatty acids: an
updated meta-analysis. J Thorac Cardiovasc Surg. 2013 Oct;146¢4)90F(2014): 4.168

30. Arcari A, Magnacca S, Bracone F, Costanzo S, Persichillo M, et al. Relation bgms®mary function and 10-
year risk for cardiovascular disease among healthy men and worttalyithe Moli-sani Project. Eur J Prev Cardiol.
2013 Oct;20(5):862-71. IF(2014): 3.319

31. Bonaccio M, Di Castelnuovo A, Costanzo S, De Lucia F, Olivieri M, et al. Nutritiowlatge is associated with
higher adherence to Mediterranean diet and lower prevalence of obesity Resnlted Moli-sani study. Appetite.
2013 Sep;68:139-46. IF(2014): 2.691

32. Di Castelnuovo A, de Curtis A, Costanzo S, Persichillo M, Olivieri M, et al. Assatiafi®@-dimer levels with
all-cause mortality in a healthy adult population: findings from the MSANI study. Haematologica. 2013
Sep;98(9):1476-80. IF(2014): 5.814

33. Bonaccio M, Di Castelnuovo A, Bonanni A, Costanzo S, De Lucia F, etdaler&nce to a Mediterranean diet is
associated with a better health-related quality of life: a possible role ofilagry antioxidant content. BMJ Open.
2013 Aug 13;3(8). IF(2014): 2.271

34. Poli A, Marangoni F, Avogaro A, Barba G, Bellentani S, et al. Moderate alcohol dskeaith: a consensus
document. Nutr Metab Cardiovasc Dis. 2013 Jun;23(6):487-504. IF(20323 3

35. Rago L, Di Castelnuovo A, Assanelli D, Badilini F, Vaglio M, et al. T-wave axis demijati@tabolic syndrome
and estimated cardiovascular rg$k men and women of the MOLI-SANI study. Atherosclerosis. 2013
Feb;226(2):412-8. IF(2014): 3.994

36. Pounis G, Costanzo S, di Giuseppe R, de Lucia F, Santimone I, et alnptiosuof healthy foods at different
content of antioxidant vitamins and phytochemicals and metabolic risk fdotocardiovascular disease in men and
women of the Moli-sani study. Eur J Clin Nutr. 2013 Feb;67(2):2071#(2014): 2.709

37. Rondy M, Puig-Barbera J, Launay O, Duval X, Castilla J, et al. 201&dsdnral influenza vaccines effectiveness
against confirmed A(H3N2) influenza hospitalisation: pooled analysis &rdinropean network of hospitals A pilot
study. PLoSOne. 2013;8(4):e59681. IF(2014): 3.234

38. Assanelli D, Rago L, Salvetti M, Di Castelnuovo A, Badilini F, et al. T-wave @etgation, metabolic syndrome
and cardiovascular risk: results from the MOLI-SANI study. J Electroda2idd2 Nov-Dec;45(6):546-50. IF(2014):
1.361

39. lacoviello L, Rago L, Costanzo S, Di Castelnuovo A, Zito F, et al. The 8wii-project: computerized ECG
database in a population-based cohort study. J Electrocardiol. 2012 Nov-De68%@& IF(2014): 1.361

40. Di Castelnuovo A, Costanzo S, Persichillo M, Olivieri M, de Curtis A, et al. Distribugfoshort and lifetime
risks for cardiovascular disease in Italians. Eur J Prev Cardiol. 204;2%4):72330. IF(2014): 3.319

41. Costanzo S, Gianfagna F, Persichillo M, De Lucia F, Verna A, et al. Pandemic and seastinalcoverage and
effectiveness during the 2009-2010 pandemic influenza in an ltadlait population. Int J Public Health. 2012
Jun;57(3):569-79. 22371002. IF(2014): 2.701

42. Bonaccio M, Di Castelnuovo A, Costanzo S, De Lucia F, Olivieri M, et al. Mass medianatfon and
adherence to Mediterranean diet: results from the Moli-sani study. Int J Fdddith. 2012 Jun;57(3):589-97.
IF(2014): 2.701

43. di Giuseppe R, Di Castelnuovo A, Melegari C, De Lucia F, Santimone |, et al. Typeakfdst food
consumption and risk factors for cardiovascular disease in a large sdrtpl@o adults. Nutr Metab Cardiovasc Dis.
2012 Apr;22(4):347-54. IF(2014): 23

44, Bossola M, Rosa F, Tazza L, de Curtis A, Costanzo S, et al. P-selestitedtin, and CD40L over time in
chronic hemodialysis patients. Hemodial Int. 2012 Jan;16(1):38-4&1#)21.240

45. di Giuseppe R, Arcari A, Serafini M, Di Castelnuovo A, Zito F, et al. Total dietatipxidant capacity and lung
function in an ltalian population: a favorable role in premenopausal/nevakes women. Eur J Clin Nutr. 2012
Jan;66(1):61-8. IF(2014): 2.709

46. Costanzo S, Di Castelnuovo A, Donati MB, lacoviello L, de Gaetano G. Waee,dp spirit drinking in relation
to fatal and non-fatal cardiovascular events: a meta-analysis. Eur J Epid20did Nov;26(11):833-50 IF(2014):
5.339

47. Vohnout B, Gianfagna F, Lorenzet R, Cerletti C, de Gaetano G, et al. Genetic ragofaiidflammation-
mediated activation of haemostasis: family-based approaches in population $uttiddetab Cardiovasc Dis. 2011
Nov;21(11):857-61. IF(2014): 3.323.

48. Santimone |, Di Castelnuovo A, De Curtis A, Spinelli M, Cugino D, et dité\blood cell count, sex and age are
major determinants of heterogeneity of platelet indices in an adult genetdhfimm results from the MOLI-SANI
project. Haematologica. 2011 Aug;96(8):1180-8. IF(2014): 5.814
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49. D'Imperio M, Gobbino M, Picanza A, Costanzo S, Della Corte A, et al. Influeficarvest method and period on
olive oil composition: an NMR and statistical study. J Agric Food Chem. 2@t®7;58(20):11043-51. IF(2014):
2.912.

50. Di Castelnuovo A, Costanzo S, Donati MB, lacoviello L, de Gaetano G. Prevelfitwardiovascular risk by
moderate alcohol consumption: epidemiologic evidence and plausible mechatisens. Emerg Med. 2010
Aug;5(4):291-7. IF(2014): 2.624

51. Costanzo S, Di Castelnuovo A, Donati MB, lacoviello L, de Gaetano G. Carditesaand overall mortality risk
in relation to alcohol consumption in patients with cardiovascular disease. CircuQih May 4;121(17):1951-9.
IF(2014): 15.073

52. Costanzo S, Di Castelnuovo A, Donati MB, lacoviello L, de Gaetano G. Alcohalomt®n and mortality in
patients with cardiovasculardisease: a meta-analysis. J Am Coll Cardiol. N2&1@0;55(13):1339-47. 1F(2014):
16.503

53. Centritto F, lacoviello L, di Giuseppe R, De Curtis A, Costanzo S, et al. Diesdiigrms, cardiovascular risk
factors and C-reactive protein in a healthy Italian population. Nutr Metabo@asd Dis. 2009 Dec;19(10):697-706.
IF(2014): 3.323

54. Di Castelnuovo A, Costanzo S, di Giuseppe R, de Gaetano G, lacovielldcahol consumption and
cardiovascular risk: mechanisms of action and epidemiologic perspedivese Cardiol. 2009 Sep;5(5):467-77.
IF(2014): 1.78

55. Costanzo S, Di Castelnuovo A, Zito F, Krogh V, Siani A, et al. Prevaleneareness, treatment and control of
hypertension in healthy unrelated male-female pairs of European sedhmn dietary habit profile in European
communities with different risk of myocardial infarctiethe impact of migration as a model of gene-environment
interaction project. J Hypertens. 2008 Dec;26(12):2303-11. IF(20720 4.

56. di Giuseppe R, Di Castelnuovo A, Centritto F, Zito F, De Curtis A, et al. Regulaumption of dark chocolate
is associated with low serum concentrations of C-reactive protein in a héliayy population. J Nutr. 2008
Oct;138(10):1939-45. 1IF(2014): 3.875

57. lzzi B, Pampuch A, Costanzo S, Vohnout B, lacoviello L, et al. Deternsirediplatelet conjugate formation with
polymorphonuclear leukocytes or monocytes in whole blood. TirrbBlaemost. 2007 Dec;98(6):1276-84. 1F(2014):
4,984

58. Di Castelnuovo A, Costanzo S, Donati MB, lacoviello L, de Gaetano G. Alcohalmmti®n and cardiovascular
risk: an epidemiological perspective. Nutr Metab Cardiovasc Dis. 2007 Oct;17(&).:58P014): 3.323

59. Di Castelnuovo A, Costanzo S, Bagnardi V, Donati MB, lacoviello L, et al. Alodtsing and total mortality in
men and women: an updated meta-analysis of 34 prospective studiesntara Med. 2006 Dec 11-25;166(22):2437-
45. IF(2014): 17.333

60. de Gaetano G, Di Castelnuovo A, Costanzo S, Donati MB, lacoviello L. Alcohol, easdidar risk, and health:
there is a window for benefits. J Thromb Haemost. 2006 May;4(3§-¥; authorreply 1157-8. IF(2014): 5.720
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Personal data

First Name:

Family Name:

Place and date of birth:
Address:

Work Address:

e-mail:

Education
2007-2011

Benedetta

lzzi

Campobasso, Italy, March 11, 1983
Diestsevest 95, 3000 Leuven, Belgium

University of Leuven, Center for Molecular and
Vascular Biology (CMVB) - Department of
Cardiovascular Sciences, Gasthuisberg, O&N 1
Herestraat 49 Bus 911, 3000 Leuven, Belgium

[Benedetta.lzzi@med.kuleuven.be|

Doctoral School in Molecular and Development
Genetics — Ph.D. in Biomedical Sciences

Thesis title: Expanding the human GNAS-related
pathology by genetic and epigenetic studies

Supervisor: Prof. Dr. Kathleen Freson (University of Leuven, Belgium)
Co-supervisor: Prof. Dr. Chris Van Geet (University of Leuven, Belgium)

2006-2007

Pre-doctoral program University of Leuven,
Belgium

Thesis title: Genetic analysis of the GNAS1 cluster
in patients with an abnormal platelet Gs function
(Magna cum Laude)

Supervisor: Prof. Dr. Kathleen Freson (University of Leuven, Belgium)
Co-supervisor: Prod. Dr. Chris Van Geet (University of Leuven, Belgium)

2002-2005

Medical Biotechnologies, University of Milan, Italy
Thesis title: Control of platelet activation in cell-cell
interactions: role of agonists and antagonists
(101/110)

Supervisor: Prof. Dr. Guido Tettamanti (University of Milan, Italy)

Co-supervisor:

Maria Benedetta Donati (Istituto Neurologico
Mediterraneo - NEUROMED, Italy)


mailto:Benedetta.Izzi@med.kuleuven.be
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Professional Experience and Affiliation

06/06/2005-31/10/2006 Research fellow, Laboratory of Cell Biology and Pharmacology
of Thrombosis; RE ARTU Laboratories, “John Paul II” Centre for High Research
Technology and Education in Biomedical Sciences, Catholic University, Campobasso, on
the project: “Cardiovascular Diseases: role of genetic and environmental factors and
new therapeutic approaches”, funded by the Italian Ministry of University and Research.

31/10/2006-31/10/2007 Pre-Doctoral program University of Leuven, Belgium.

1/11/2007-3/12/2011 Ph.D. program in Biomedical Sciences- Doctoral School in
Molecular and Development Genetics, University of Leuven, Belgium.

1/04/2012-31/03/2013 Postdoctoral Research Fellow in Perinatal Epigenetics and
Epigenetic Epidemiology, Universitatsklinikum Freiburg, Institut fir Pravention und
Tumorepidemiologie, Freiburg, Germany — visiting Fellow Brigham and Women’s
Hospital, Harvard Medical School, Boston, MA, USA.

1/05/2013 to present Postdoctoral Research Fellow Center for Molecular and Vascular
Biology, Department of Cardiovascular Sciences, University of Leuven, Belgium.

Teaching experiences

Academic year 2015/2016: Epigenetic session in the course “Hot topics in Neurobiology
and Psychiatric disorders”

Academic year 2016/2017: “CV risk and CV prevention” and “Coagulation, coagulation
disorders, anti-aggregants, anti-coagulants” within the course “Cardiovascular Diseases”

Grants and Awards

January 2015-December 2015Research Foundation — Flanders (FWO) Research grant for
the project:“PEAR1 (epi)genetic profiling in population studies to unravel its potential
role in platelet and endothelial cell function variability”

October 2014-September 2017Research Foundation — Flanders (FWO) Postdoctoral
Fellowship for the project: “(Epi)-genetic PEAR1 PHenotyping in HEmatopoietic
Specification (EPHES)”

October 2013-September 2014University of Leuven Postdoctoral Mandate Research
Fund (PDMK/13/163) of the University of Leuven Research Fund (Belgium)

2011 Young Investigator Belgian Endocrine Society Award
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Membership of international consortia and societies

Member of the European Network for Human Congenital Imprinting Disorders

Member of the EuroPHP Network for the study of Pseudohypoparathyroidism

Personal skills

Mother tongue
Italian

Other languages
English (proficiency), French, Dutch, Spanish

Communication skills

Excellent contact and communication skills gained through my supervising experience of
students, communication with representatives of scientific sales companies, work as
organizer of events with both scientific and social purpose.

Organizational and managerial skills

| am currently supervising PhD and Master students within my department in Belgium
and one PhD student in Italy (Neuromed, Pozzilli). | have worked as responsible of the
Youth For a United World movement in Belgium for 5 years, organizing social and
benefit events both at local/national and international level.

Job-related skills

Excellent knowledge of molecular and cell biology, genetics/epigenetics,
pharmacogenomics. Good command of statistics and basic graphical softwares (Graph
Prism, SPSS and Adobe photoshop/illustrator, respectively). Excellent writing skills
acquired by writing scientific papers, projects for international funding programs (NIH,
EU-Horizon 2020, FWO) as well as articles intended for non-expert audience as
contribution for the dissemination of science.
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List of scientific publications

1. Rochtus A, Winand R, Laenen G, Vangeel E, lzzi B, Wittevrongel C, Moreau Y,
Verpoorten C, Jansen K, Van Geet C, Freson K. Methylome analysis for spina
bifida shows SOX18 hypomethylation as a risk factor with evidence for a complex
(epi)genetic interplay to affect neural tube development. Clin Epigenetics. 2016
8:108.

2. Thiele S, Mantovani G, Barlier A, Boldrin V, Bordogna P, de Sanctis L, Elli F,Freson
K, Garin |, Grybek V, Hanna P, lzzi B, Hiort O, Lecumberri B, Pereda A,Saraff V,
Silve C, Turan S, Usardi A, Werner R, Perez de Nanclares G, Linglart A.From
Pseudohypoparathyroidism to inactivating PTH/PTHrP Signalling Disorder(iPPSD),
a novel classification proposed by the European EuroPHP network. Eur
JEndocrinol. 2016 Jul 11. pii: EJE-16-0107.

3. Criel M, lzzi B, Vandenbriele C, Liesenborghs L, Van Kerckhoven S, Lox M,Cludts
K, Jones EA, Vanassche T, Verhamme P, Hoylaerts M. Absence of Pearl doesnot
affect murine platelet function in vivo. Thromb Res. 2016 Oct;146:76-83.
doi:10.1016/j.thromres.2016.08.026.

4. lzzi B, Pistoni M, Cludts K, Akkor P, Lambrechts D, Verfaillie C, Verhamme P,
Freson K, Hoylaerts M. Allele-specific DNA methylation reinforces PEAR1
enhancer activity. Blood. 2016 Aug 18;128(7):1003-12.

5. Rochtus A, Martin-Trujillo A, lzzi B, Elli F, Garin |, Linglart A, Mantovani G, Perez
de Nanclares G, Thiele S, Decallonne B, Van Geet C, Monk D, Freson K. Genome-
wide DNA methylation analysis of pseudohypoaparathyroidism patients with
GNAS imprinting defects. Clin Epigenetics. 2016 Jan 26;8:10.

6. Vangeel EB, lzzi B, Hompes T, Vansteelandt K, Lambrechts D, Freson K, Claes S.
DNA methylation in imprinted genes IGF2 and GNASXL is associated with
prenatal maternal stress. Genes Brain Behav. 2015 Sep 3.

7. Vangeel EB, Van Den Eede F, Hompes T, lzzi B, Del-Favero J, Moorkens G,

Lambrechts D, Freson K, Claes S. |Chronic Fatigue Syndrome and DNA

Hypomethylation of the Glucocorticoid Receptor Gene Promoter 1F Region:

Associations With Hypothalamic-Pituitary-Adrenal Axis Hypofunction and

Childhood Trauma.Fsychosom Med. 2015 Jul 30.

8. Rochtus A, 1zziB, VangeelE, LouwetteS, WittevrongelC, LambrechtsD, Moreauy,
WinandR, VerpoortenC, JansenkK, Van GeetC, FresonF. DNA methylation analysis
of Homeobox genes implicates HOXB7 hypomethylation as risk factor for neural
tube defects. Epigenetics. Epigenetics. 2015;10(1):92-101.

9. Janssen B, Byun HM, Cox B, Gyselaers W, lzzi B, Baccarelli AA, Nawrot TS.


http://www.ncbi.nlm.nih.gov/pubmed/26230484
http://www.ncbi.nlm.nih.gov/pubmed/26230484
http://www.ncbi.nlm.nih.gov/pubmed/26230484
http://www.ncbi.nlm.nih.gov/pubmed/26230484
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10.

11.

12.

13.

14.

15.

16.

17.

Variation of DNA methylation in candidate age-related targets on the
mitochondrial-telomere axis in cord blood and placenta. Placenta. 2014
Sep;35(9):665-72.

Garin |, Mantovani G, Aguirre U, Barlier A, Brix B, Elli FM, Freson K, Grybek V, lzzi
B, Linglart A, Perez de Nanclares G, Silve C, Thiele S, Werner R. European
guidance for the molecular diagnosis of pseudohypoparathyroidism not caused
by point genetic variants at GNAS: an EQA study. Eur J Hum Genet. 2014 Jul 9.
Izzi B, Binder AM, Michels KB. Pyrosequencing Evaluation of Widely Available
Bisulfite Conversion Methods: Considerations for Application.Med Epigenet.
2014 Jan 1;2(1):28-36.

Michels KB, Binder AM, Dedeurwaerder S, Epstein CB, Greally JM, Gut I,
Houseman EA, lzzi B, Kelsey KT, Meissner A, Milosavljevic A, Siegmund KD, Bock
C, Irizarry RA. Recommendations for the design and analysis of epigenome-wide
association studies. Nat Methods. 2013 Oct;10(10):949-55.

Hompes T, lzzi B, Gellens E, Morreels M, Fieuws S, Pexsters A, Schops G, Dom M,
Van Bree R, Freson K, Verhaeghe J, Spitz B, Demyttenaere K, Glover V, Van den
Bergh B, Allegaert K, Claes S. Investigating the influence of maternal cortisol and
emotional state during pregnancy on the DNA methylation status of the
glucocorticoid receptor gene (NR3C1) promoter region in cord blood. J Psychiatr
Res. 2013 Apr 5.

Izzi B, Francoise |, Labarque V, Thys C, Wittevrongel C, Devriendt K, de Zegher F,
Legius E, Van den Bruel A, D’Hooge M, Lambrecths D, Van Geet C, Freson K.
Methylation defect in imprinted genes detected in patients with an Albright’s
Hereditary Osteodystrophy like phenotype and platelet Gs hypofunction.
PlosONE 2012;7(6):e38579.

Gianfagna F, Tamburrelli C, Vohnout B, Crescente M, lzzi B, Pampuch A, De Curtis
A, Di Castelnuovo A, Cutrone A, Napoleone E, Tayo B, Lorenzet R, Nanni L, Arca
M, Donati MB, de Gaetano G, Cerletti C, lacoviello L on behalf of the Moli-family
Study Investigators. Heritability, genetic correlation and linkage to the 9p21.3
region of mixed platelet-leukocyte conjugates in families with and without early
myocardial infarction. Nutr Metab Cardiovasc Dis. 2012 May 25.

Izzi B, de Zegher F, Francois |, del Favero J, Goossens D, Wittevrongel C, Thys C,
Van Geet C, Freson K. No evidence for GNAS Copy Number Variants in patients
with features of Albright’s Hereditary Osteodystrophy and abnormal platelet Gs
activity. ) Hum Genet. 2012 Apr;57(4):277-9.

Izzi B, Van Geet C, Freson K. Recent advances in GNAS epigenetic research of
pseudohypoparathyroidism. Curr Mol Med. 2012 Feb 1.
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19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

. Freson K, lzzi B, Van Geet C. From genetics to epigenetics in platelet research.
Review. Thromb Res. 2012 Mar;129(3):325-9.

Cerletti C, Tamburrelli C, lzzi B, Glanfagna F, de Gaetano G. Platelet-leukocyte
interactions in thrombosis. Review. Thromb Res. 2012 Mar;129 (3):263-6.
Tamburrelli C, Crescente M, Barisciano M, lzzi B, Donati MB, de Gaetano G,
Cerletti C. Epoprostenol inhibits human platelet-leukocyte mixed aggregate and
platelet microparticle formation in whole blood. Thromb Res. 2011
Nov;128(5):446-51.

Izzi B, Decallonne B, Devriendt K, Bouillon R, Vanderschueren D, Levtchenko E,
de Zegher F, Van den Bruel A, Lambrechts D, Van Geet C, Freson K. A new
approach to imprinting mutation detection in GNAS by Sequenom EpiTYPER
system. Clin Chim Acta. 2010 Dec 14;411(23-24):2033-9

Noé L, Peeters K, lzzi B, Van Geet C, Freson K. Regulators of platelet cAMP levels:
clinical and therapeutic implications. Current Medicinal Chemistry, 2010, 17 (26):
2897-2905.

Vohnout B, Gianfagna F, Lorenzet R, Cerletti C, de Gaetano G, Donati MB,
lacoviello L (lzzi B, as member of the Moli-family Study Investigators). Genetic
regulation of inflammation-mediated activation of haemostasis: Family-based
approaches in population studies. Nutr Metab Cardiovasc Dis. 2011
Nov;21(11):857-61.

Van Geet C, lzzi B, Labarque V, Freson K. Human platelet pathology related to
defects in the G-protein signaling cascade. ] Thromb Haemost. 2009 Jul;7 Suppl
1:282-6.

Alberti S, Angeloni G, Tamburrelli C, Pampuch A, lzzi B, Messano L, Parisi Q,
Santamaria M, Donati MB, de Gaetano G, Cerletti C. Plateletleukocyte mixed
conjugates in patients with atrial fibrillation. Platelets. 2009 Jun;20(4):235-41.
Freson K, lzzi B, Labarque V, Van Helvoirt M, Thys C, Wittevrongel C, Bex M,
Bouillon R, Godefroid N, Proesmans W, de Zegher F, Jaeken J, Van Geet C. GNAS
defects identified by stimulatory G protein alpha-subunit signalling studies in
platelets. J Clin Endocrinol Metab. 2008 Dec;93 (12):4851-9.

Freson K, lzzi B, Jaeken J, Van Helvoirt M, Thys C, Wittevrongel C, de Zegher F,
Van Geet C. Compound heterozygous mutations in the GNAS gene of a boy with
morbid obesity, thyroid-stimulating hormone resistance,
pseudohypoparathyroidism, and a prothrombotic state. J Clin Endocrinol Metab.
2008 Dec;93(12):4844-9.

di Giuseppe R, Bonanni A, Olivieri M, Di Castelnuovo A, Donati MB, de Gaetano
G, Cerletti C, lacoviello L (lzzi B, as member of the Moli-sal Study Group).
Adherence to mediterranean diet and anthropometric and metabolic parameters
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in an observational study in the ‘Alto Molise region’: the MOLI-SAL project. Nutr
Metab Cardiovasc Dis. 2008 Jul;18(6):415-21.

29. lzzi B, Pampuch A, Costanzo S, Vohnout B, lacoviello L, Cerletti C, de Gaetano G.
Determinants of platelet conjugate formation with polymorphonuclear
leukocytes or monocytes in whole blood. Thromb Haemost. 2007
Dec;98(6):1276-84.

Chapters in books

1. Cerletti C, lzzi B, lacoviello L, de Gaetano G. Pharmacogenomics of anti-platelet
drugs, from “Platelets in Thrombotic and Non-thrombotic Disorders”, Springer,
Berlin, Germany. Editors: Gresele P, Lopez JA, Kleiman NS, Page CP. In press
2016.

Poster/Oral presentations

1. lzzi B, Gianfagna F, Cludts K, Grippi C, Verhamme P, Cerletti C, de Gaetano G,
Hoylaerts M, lacoviello L. PEAR1 promoter methylation is associated with
platelet and white blood cell phenotypes in the Moli-family cohort. 24th Annual
Meeting of the Belgian Society on Thrombosis and Haemostasis. Lamot, Belgium,
24-25 November 2016.

2. lzzi B, Pistoni M, Criel M, Cludts K, Verfaillie C, Verhamme P, Freson K, Hoylaerts
MF. Cardiovascular GWAS PEAR1 SNP stimulates its intronic enhancer activity via
DNA methylation. European Society of Human Genetics Conference 2015.
Glasgow, Scotland, UK, 6-9 June 2015

3. lzzi B, Kauskot A, Vandenbriele C, Criel M, Cludts K, Verhamme P, Freson K,
Hoylaerts M. PEAR1 upregulation during megakaryopoiesis is dependent on
changes in DNA methylation. 22nd Annual Meeting of the Belgian Society on
Thrombosis and Haemostasis. Lamot, Belgium, 27-28 November 2014

4. Rochtus A, lzzi B, Winand R, Van Geel E, Moreau Y, Jansen K, Van Geet C, Freson
K. Genome-wide DNA methylation studies in patients with a
myelomeningocoele.Epigenetic plasticity: implications in neural (dys)function.
ICVS Braga — October 2014

5. lzzi B, Binder AM, Barrow TM, Michels KB. Human placenta drives developmental
plasticity through imprinting control. VIII World Congress on Developmental
Origins of Health and Disease. Suntec Singapore, 17-20 November 2013

6. lzzi B*, Carmona JJ*, Just AC*, Barupal J, Binder AM, Hutchinson J, Hofmann O,
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10.

11.

12.

13.

14.

Schwartz J, Baccarelli A, and Michels KB *equal contribution. Comparison of
multiplexed reduced representation bisulfite sequencing (mRRBS) with the 450K
llumina Human BeadChip: from concordance to practical applications for
methylomic profiling in epigenetic epidemiologic studies. Epigenetic and
Chromatin: interactions and processes conference, Harvard Medical School,
Boston, USA. 11-13 March 2013

Izzi B, Francois |, Labarque V, Thys C, Wittevrongel C, Devriendt K, Legius E, Van
den Bruel A, D’'Hooghe M, Lambrechts D, de Zegher F, Van Geet C, Freson K.
Imprinting defect in patients with Albright’s Hereditary Osteodystrophy and
platelet Gs hypofunction. European Human Genetics Conference 2012,
Nirnberg, Germany, June 23-26, 2012

Izzi B, Decallonne B, Lambrechts D, Van Geet C, Vanderschueren D, Freson K.
GNAS methylation abnormalities identified in hypoparathyroidismpatients:
expanding the GNAS-related pathology. 21st Meeting of the Belgian Endocrine
Society. Leuven, Belgium. 19 November 2011

Izzi B, Thys C, Louwette S, Lambrechts D, Van Geet C, Freson K. From Genome-
Wide to individual CpG methylation analysis: [llumina and Sequenom EpiTYPER
application for the identification of epigenetic abnormalities in Neural Tube
Defects. Netsim/Bloodomics Workshop 2011, ljsselmeer, The Nederlands 31
May-3 June 2011.

Izzi B, Devriendt K, Lambrechts D, Van Geet C, Freson F. GNAS, NESP and XL
hypermethylation in pseudopseudohypoparathyroidism patients. European
Human Genetics Conference 2011, Amsterdam, the Netherlands, 28 — 31 May,
2011.

Izzi B, Claes B, Lambrechts D, Van Geet C, Freson K. Mass-spectrometric analysis
of GNAS methylation in Pseudohypoparathyroydism type Ib patients reveals
overall methylation defects also for the familial cases. Epigenetics World
Congress, Berlin, Germany, 17-18 September 2009.

Izzi B, Bouillon R, Devriendt K, Van Geet C, Freson K. Possible role of GNAS
imprinting in a prothrombotic phenotype: NESP55 hypermethylation in CVA at
young age. XXIl Congress of the International Society on Thrombosis and
Haemostasis, Boston, USA, 11-16 July, 2009.

Izzi B, Van Geet C, Freson K. GNAS pathology and blood platelet function. |
International Workshop on cAMP Signaling Phosphodiesterases: From Genetics
to Function & Human Diseases, Bethesda, MD,USA. 8-9/06/2009

Izzi B, Pampuch A, Costanzo S, Vohnout B, lacoviello L, Donati MB, Cerletti C, de
Gaetano G. Determinants of platelet aggregate formation with
polymorphonuclear leukocytes or monocytes in human whole blood. V LINAT
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17.

meeting , OMRF, Oklahoma, USA. 30/05-1/06/2008.

Alberti S, Pampuch A, lzzi B, Tamburrelli C, Angeloni G, de Gaetano G, Cerletti C.
Platelet-leukocyte conjugates in persistent atrial fibrillation (AF). XXV Italian
Conference on Cytometry, Roma, Italy, 3-6/10/2007.

Pampuch A, lzzi B, Costanzo S, Vohnout B, lacoviello L, Donati MB, Cerletti C, de
Gaetano G. Determinants of platelet aggregate formation with either
polymorphonuclear leukocytes or monocytes in human whole blood. XXI
Congress of the International Society on Thrombosis and Haemostasis, Geneva,
Switzerland, 6-12 July, 2007. (J Thromb Haemost 2007; 5, suppl 2: P-M-426.)

Izzi B, Pampuch A, de Gaetano G, Cerletti C. Platelet but not leukocyte activation
is a prerequisite for platelet-leukocyte interaction in human wholeblood. XXI
Congress of the International Society on Thrombosis and Haemostasis, Geneva,
Switzerland, 6-12 July, 2007. (J Thromb Haemost 2007;5, suppl 2: P-M-423.)
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PERSONAL INFORMATION  Stefania Falciglia

@ Resident:  via Vittorio Veneto, 6 — 86100 CAMPOBASSO
2 +39 392 5953154

¥« stefania.falciglia@asrem.org

Date and birth 30/07/1970 | Nationality ltalian

WORK EXPERIENCE u

December 2011- present Hospital Pharmacist (manager)
UO farmaceutica territoriale,
ASReM (Azienda Sanitaria della Regione Molise)
via Ugo Petrella, 1 Campobasso

Major tasks and responsibilities:

- control of the prescriptive appropriateness

- evaluation of the possible inclusion of new molecules in the regional registry: DPC

- coordinator of the scientific secretariat of the ASReM Committee on drug prescription in supporting
of the regional Health government (RegioneMolise)

- responsible data management of the regional drug prescription registry

April 2010 - November, 2011 Hospital Pharmacist (collaborator)
UO Farmaceutica Territoriale,
ASReM Via Ugo Petrella, 1 Campobasso

February 2002 - November 2011 Pharmacist
Private Pharmacy
Dr. Emilia Cipolla - Via Mazzini, 20 - Campobasso

November 1996 - March 97 Pharmacist (director)
Private Pharmacy
Dr. Teresa Ciccarone — Via V. Emanuele, Montefalcone nel Sannio (Cb)

July 96 — September 1997 Pharmacist (director)
Private Pharmacy
Dr. Margherita Abiuso — Via Vittorio Emanuele Ill - Gambatesa (Cb)

EDUCATION AND TRAINING a

1996  Master of Sciences in Pharmacy at the University of PISA.
April 1996  State examination for Pharmacist profession, at the University of PISA
2009 Hospital Pharmacy Specialization degree at the University of Salerno

2015 Master in Management delle Aziende Sanitarie” atthe LUISS Libera Universita
Internazionale degli Studi Sociali, Rome

2016-2017  Master in Manager dei dipartimenti farmaceutici” at the University of Camerino (MC). In
progress
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SCIENTIFIC PUBLICATIONS u

Grit R, Bini K, Verri F, Falciglia S, Mari M. The effectiveness of atypical antiphyschotics in care in Great Area 2 Jesi. SIFO Bull 2015;
61 (3): 105-109

Grit R, Verri F, Bini K, Baldini V, Falciglia S. The distribution of direct health care costs in the diabetic patient. Riv World Health Year
XXIII'N May 5, 2016

Grit R, Verri F, Bini K, Chegai S, Falciglia S. The role of vitamin D in fractures. The experience of ASUR Marche. Monthly Magazine
Year XXXIII No 7 to 8 July-September 2016 the World Health

ABSTRACT

The new oral anticoagulants: economic impact of spending and prevalence in the treatment" SIHTA 8th National Congress - HTA
between decision and consent 1/2/3 October 2015 Authors: Grit R, F Verri, Bini K, V Baldini, Falciglia S ASUR Marche;

"The cost of the process in the patient with pneumonia: The role of pneumococcal vaccine” SIHTA 8th National Congress - HTA
between decision and consent 1/2/3 October 2015 Authors: Grit R, S Falciglia ASUR Marche Jesi AV2; ASREM

"The cost of the process in COPD - ASUR Marche" SIHTA 8th National Congress - HTA between decision and consent 1/2/3 October
2015 Authors: Grit R, S Falciglia ASUR Marche Jesi AV2 - ASREM,;

"Estimation of the prevalence of the metabolic syndrome in the territory and its operating costs" SIHTA 8th National Congress - HTA
between decision and consent 1/2/3 October 2015 Authors: Grit R, S Falciglia ASUR Marche Jesi AV2; ASREM;

"Appropriateness and pharmaceutical-therapeutic use of anticoagulants™ SIHTA 8th National Congress - HTA between decision and
consent 1/2/3 October 2015 Authors: Grit R, F Verri, Bini K, V Baldini, Capodrossi A, S Falciglia ASUR Marche

"Process certification UFA" SIHTA 8th National Congress - HTA between decision and consent 1/2/3 October 2015 Authors: Grit R, F
Verri, Bini K, Capodrossi A, S Falciglia ASUR Marche ASREM,;

The effectiveness of atypical antipiscotici in care in Great Area 2 Jesi ASUR MARCHE: R.Grinta; F.Stefania "

"Distribution of patient costs with rheumatoid arthritis" SIHTA 9th National Congress - HTA in healthcare processes and organizational
models 13/14/15 October 2016 Authors: Grit R, F Verri, Bini K, K Chegai,, Falciglia S ASUR Marche ASREM

INTERNATIONAL MEETING A
13th annual meeting of the International Society of HTAI Tokyo 10-14 may 2016

Mother tongue(s) Italian

Other language(s) UNDERSTANDING SPEAKING WRITING
Listening Reading Spoken interaction | Spoken production
English Good Good Good Good Good
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