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Visto il D. Lgs.vo 30/12/1992 n. 502 e ste successive modifiche ed integrazioni e la L. R. Toscana n. 40 del 2410212005 di diseiplina
del Servizio Sanitario Regionale e successive modificazioni ed integrazioni;

vista la legge regionale 4 febbraio 2008, n. 3, cosi come modificata dalla Legge R.T. 32/12, af sensi della quale ¢ stato istituito
ISPO - Istituto per lo Studio e la Prevenzione Oncologica - “ente del servizio sanitario regionale, dotato di personalita giuridica
pubblica e di autonomia organizzativa, amministrativa e contabile” (art.1);

vista la delibera del Direttore Generale n. 4 del 12.01.2012 con la quale & stato approvato il regolamento dei progetti finalizzati;

visti:

- La Delibera della Giunta Regione Toscana n. 1148 de! 28.12.2010 con la quale viene dato mandato alla Struttura della
Direzione Generale Diritto di Cittadinanza e Coesione Sociale di indire un nuovo Bando per 'assegnazione di fondi per il
finanziamento di progetti annuali, biennali e triennali di ricerca in campo oncologico;

- |l Decreto delfa Direzione Generale Diritto di Cittadinanza e Coesione Sociale n. 6709 del 31.12.2010 con il quale viene
approvato it Bando per 'assegnazione di fondi per il finanziamento di progetti di ricerca in campo oncologico —anno 2010 - e
la relativa modulistica prevedendo anche che i progetti ammissibili al finanziamento dovranno essere sottoposti alla
valutazione di revisori qualificali e dell'intemational Scientific Advisory Board (ISAB) dell'ITT in modo da garantire un livello
qualitativamente alto dei progetti da finanziare;

- |l Decreto della Direzione Generale Diritto di Cittadinanza e Coesfone Sociale n. 4102 de! 06.09.2012 con il quale viene
approvalo lo schema di convenzione per fa disciplina defl'erogazione dei finanziamenti per i progetti di ricerca in campo
oncologico;

preso atto che con Decreto della Direzione Generale Diritto di Cittadinanza e Coesione Sociale n. 6204 del 19.12.2012 a seguito
delliter valutativo previsto, sono stati approvati dall'Ufficio di Direzione dellITT 26 progetti di ricerca tra cui 4 presentati da ISPO
come sotto riportato:
1. “Comparative risk assessment of social, behavioural and environmental risk factors’, Resp. Prof. Annibale Biggeri, Euro
100.000,00, durata del progetto 2 anni;
9. “Cancer clusters and citizens’ alarms: epidemiological and stalistical approaches”, Resp. Dr.ssa Lucia Miligi, Euro
64.000,00, durata due anni;
3. “Molecular epidemiology of male breast cancer in Tuscany: genetic alferations and environmental factors”, Resp. Dr.
Domenico Palli, Euro 150.000,00, durata tre anni;
4. “Targefing oxidafive DNA damage af genomic and sequence level in a breast cancer case-controf study and in vitro
experiments”, Resp. Dr. Marco Peluso, Euro 120.000,00, durata tre anni;

Preso atto che con email del 24.04.2013 Ilstituto Toscano Tumori ha inviato ad ISPO, per la sotfoscrizione, il testo di
convenzione {allegato alla presente sotto lettera “A" quale parte integrante e sostanziale) per regolare lo svolgimento dell'attivita
relativa al progetto di ricerca "Molecular epidemiology of male breast cancer in Tuscany: gensfic afterations and environmental
factors”, il cui Responsabile per ISPO & il Dr. Domenico Palli; per il sopra citato progetto, la cui durata é di tre anni a decorrere
dalla data di comunicazione awvio progetto da parte del responsabile ed & previsto un finanziamento totale di € 150.000,00 che
sara erogato secondo le modalita previste in convenzione;

dato atto che il progetto su citato, cosl come approvato dallTT, prevede che una quota del finanziamento totale previsto per
ISPO, venga destinata, atfraverso l'attivazione di apposite convenzioni, alle seguenti Additional Unit:
- Gruppo di Ricerca Oncologica dell'Universita di Pisa (GROUP), Referente Dr.ssa Maria Adelaide Caligo, per un importo
totale pari ad Euro 45.000,00 (quarantacinquemila/00);
- Universita degli Studi di Firenze - Dipartimento di Chirurgia e Medicina Traslazionale - Sezione di Anatomia Patologica,
Referente Prof.ssa Simonetta Bianchi, per un importo totale pari ad Euro 18.000,00 (diciottomila/00);

Vista fa nota prot. 0065530/50.2.4.3 del 09.05.2006, agli atti, con la quale i comitato Etico dell’Azienda USL 10 di Firenze ha
espresso parere favorevole allo svolgimento dello studio; -

rilevato che per le atlivita oggetto della convenzione che ISPO dovra garantire, il Responsabile del progetto, Dr. Domenico Pali,

Medico Dirigente presso la SC Epidemiologia Molecolare e Nutrizionale di ISPO, ha presentato una relazione progsttuale per la
realizzazione degli obietfivi previsti dal progetto, allegata alla presente sotfo lettera “B” quale parte infegrante e sostanziale;
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ritenuto pertanto apportuno approvare il progetto, il relativo piano economico-finanziario {allegato alla presente sotto lettera “C" quale
parte integrante e sostanziale) e lo schema di convenzione recependo il finanziamento totale pari ad Euro 150.000,00
{centocinguantamila/00);

vista la delibera de! Direttore Generale n. 5 del 14.07.2008 con la quale & stato approvato il regolamento dell'ISPO;

con il visto di conformita giuridico amministrativa del Coordinatore Amministrativo;

con il parere favorevole del Direttore Sanitario

DELIBERA

Per quanto esposto in narrativa, formante parte integrante e sostanziale del presente atto:

1.

di approvare lo schema di convenzione per il progetto "Molecular epidemiology of male breast cancer in Tuscany: genetic
alterations and environmental factors”, allegato alla presente sotto lettera “A” quale parte integrale e sostanziale, finanziato
dalla Regione Toscana- ITT autorizzandone al contempo la stipula e di recepire il relativo finanziamento pari ad Euro
150.000,00 (centocinguantamita/00);

di prendere atto che il progetto su citato, cosi come approvato dallITT, prevede che una quota del finanziamento totale
previsto per ISPO, venga destinata, attraverso ['attivazione di apposite convenzioni, alle seguenti Additional Unit:

- Gruppo di Ricerca Oncologica delfUniversita di Pisa (GROUP), Referente Dr.ssa Marfa Adelaide Caligo, per un
importo totale pari ad Euro 45.000,00 (quarantacinquemila/00);

- Universita degli Studi di Firenze — Dipartimento di Chirurgia ¢ Medicina Traslazionale - Sezione di Anatomia Patologica,
Referente Prof ssa Simonetta Bianchi, per un importo totale pari ad Euro 18.000,00 {diciottomila/00);

di prendere atto ed approvare la relazione progettuale ed il relativo piano economico finanziario, redatti dal Dr. Domenico
Palli, Responsabile del Progetto per ISPO, documenti allegati rispettivamente sotto le lettere *B” e *G” quali parti integranti e
sostanziali;

di prendere atto che ISPO, per Veffettuazione delle attivitd connesse al progetto, ricevera dalla Regione Toscana-ITT la
somma complessiva di Euro 150.000,00 (centocinquantamila/00), a valere dei ricavi registrati nel bitancio d'esercizio
dellIstituto per il periodo di competenza relativo, conto economico 3A01010201 “contributi da Regione Toscana-vincolati”,
aut. n. 83/13, cdc 696;

di trasmettere il presente atto all'albo di pubblicita degli atti di questo Istituto e al Collegio Sindacale.

it’DTR"E%;T?RE GENERALE
iahini Amunni

1L DIRETTORE SANITARIO
ra Neri ’
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Elenco degli allegati

Allegato A Schema di convenzione tra ITT e 1ISPO pag. 79
Allegato B relazione progettuale del Responsabile del progetto pag. 02
Allegato C piano economico finanziario pag. 01
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Strutture aziendali da partecipare:

S.C. Epidemiologia Molecolare e Nutrizionale ISPO;

S.S. Contabilita e Controllo di Gestione ISPO;

Gestione Contabile Progetti ISPO;

Supporto Amministrativo Attivita Scientifica e di Ricerca ISPO;
Dipartimento Amministrazione e Finanza ASF.
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REGIONE TOSCANA

Giunta Regionale

Progetti di ricerca ITT

CONVENZIONE

tra la Regione Toscana e I’ ISPO - Istituto per lo Studio e la Prevenzione Oncologica-
per la realizzazione del progetto : ““Molecular epidemiology of male breast cancer in
Tuscany: genetic alterations and environmental factors”.

La REGIONE TOSCANA, (di seguito chiamata Regione), Codice Fiscale 013866030458
rappresentata dal dirigente regionale Dr.ssa Simona Carli, nominata con decreto del
Direttore Generale n. 220 del 04/02/2013 autorizzata, ai sensi della L.R. 1/2009, a
sotfoscrivere la presente convenzione approvata in schema con decreto n. 4102 del
06/09/2012;

E

ISPO - Istituto per lo Studio e la Prevenzione Oncologica - Codice Fiscale 94158910482
in persona del Prof. Gianni Amunni , nato a Firenze il 6/08/1954;

PREMESSO

- che la Regione con Decreto Dirigenziale n. 6709 del 31.12.2010 avente per oggetto “ITT -
Approvazione del Bando per I'assegnazione di fondi per il finanziamento di progetti per
la ricerca in campo oncologico ~ anno 2010 - e della relativa modulistica” ha approvato e
di seguito diffuso un avviso pubblico;

- che la Regione in attuazione del suddetto Bando, con Decreto Dﬁigeimiale n. 6204 del
19/12/2012 ha approvato il progetto, denominato “Molecular epidemiology of male
breast cancer in Tuscany: genetic alterations and environmental factors”.

- che I'ISPO @ in possesso dei titoli e dei requisiti richiesti dal Bando in oggetto per
svolgere correttamente il progetto di ricerca;

- che il responsabile del progetto di ricerca & il Dr. Domenico Palli , nato a Portico e San
Benedetto (FC) il 31 Maggio 1953;



- che il responsabile del progetto di ricerca condivide il contenuto della presente
convenzione;

TUTTO CIO PREMESSO SI CONVIENE E SI STIPULA QUANTO SEGUE;:

Art. 1
Premessa

La premessa costituisce parte integrante ed essenziale della presente convenzione,

Art. 2
Soggetto attuatore

L' ISPO, successivamente indicato anche come “soggetto attuatore”, si impegna verso la
Regione, a curare l'organizzazione e l'effettuazione delle attivita indicate nel progetto di
ricerca come sopra denominato, successivamente indicato semplicemente progetto, di cui
si allega copia sotto la Jettera A), quale parte integrante ed essenziale della presente
convenzione.

Il soggetto attuatore, per la realizzazione delle attivita progettuali, dovra avvalersi di
personale in possesso delle necessarie caratteristiche professionali specifiche; e si impegna
al pieno rispetto della normativa in vigore, in particolare quella relativa alla sicurezza sui
luoghi di lavoro. La Regione resta comunque estranea a qualsiasi rapporto di lavoro e
collaborazione a qualunque titolo instaurato dal soggetto attuatore nello svolgimento e per
le necessita del programma,

Art. 3
Finanziamento del progetto

Il progetto & finanziato dalla Regione per un costo complessivo di €. 150.000
(centocinquantamila/00), secondo le modalita di erogazione previste al successivo art, 4,
cosi ripartite, 1° anno €. 50,000, 2° anno €, 50.000, 3%anno €. 50.000.

Il soggetto attuatore dichiara altresi che non esistono co-finanziamenti.

In particolare il soggetto attuatore dichiara di non cumulare il finanziamento approvato
con altri ulteriori finanziamenti pubblici o privati gia ottenuti per realizzare le stesse
azioni e che non verranno chiesti in futuro altri finanziamenti pubblici per la realizzazione
delle stesse azioni.

Il finanziamento previsto a carico della Regione si deve intendere al lordo di qualsiasi
spesa e costituisce il tetto massimo di spesa rimborsabile, ’erogazione del-saldo, al
termine del progetto di ricerca, sard subordinato all'obbligo di documentare le spese
cffettivamente sostenute, come meglio precisato anche nei successivi articoli della presente
convenzione, La mancata presentazione, senza giustificato motivo della documentazione
suddetta, entro i termini previsti dai successivi articoli, comportera la decadenza del
diritto al rimborso, nonché il recupero degli acconti gia erogati, fatte salve eventuali altre
azioni per la tutela degli interessi della Pubblica Amministrazione nelle sedi opportune.

Poiché trattasi di un contributo di ricerca, il finanziamento & fuori campo di applicazione
IVA e non & oggetto alla ritenuta di acconto del 4% ai sensi dell’art, 28 del DPR 600/73.



Art. 4
Erogazione del Finanziamento

La Regione, in conformitiy del Bando Regionale in oggetto, si impegna ad erogare le
somme di cui al precedente art. 3, al ricevimento della documentazione richiesta e con le
seguenti modalita:

Il finanziamento relativo ai progetti triennali verra erogato, salvo eccezioni, come segue:

- la prima erogazione, pari al 100% dell'importo finanziato per il primo anno, dopo la
comunicazione di inizio del progetto di ricerca, firmata dal responsabile del progetto,
contenente l'indicazione puntuale della data di avvio, non antecedente alla data del
decreto di approvazione dei progetti.

- la seconda erogazione, pari al 100% dell’importo finanziato per il secondo anno, alla fine
del primo anno dalla data dichiarata di inizio, inviando i seguenti documenti:

¢ Relazione scientifica sullo stato di avanzamento del progetto;

* Rendiconto delle spese effettivamente sostenute nell’intero primo anno di ricerca,
da predisporre con gli stessi criteri utilizzati per la definizione del preventivo (vedi
tab. 16 allegata al progetto). Il rendiconto dovra esse redatto in relazione alle spese
effettivamente sostenute per ogni singola voce del progetto, sulla base dei costi
amunissibili previsti dalla normativa vigente;

* Dichiarazione sostitutiva resa ai sensi del DPR 28 Dicembre 2000, n. 445, con la
quale il responsabile del progetto di ricerca attesta la veridicita ed esattezza dei dati
esposti e dei documenti prodotti.

- la terza erogazione, pari al 70% dell'importo finanziato per il terzo anno, alla fine del
secondo anno, seguito presentazione della medesima documentazione richiesta al termine
del primo anno;

Si intende quindi che il 30% del finanziamento del terzo anno sara anticipato dal soggetto
attuatore; l'erogazione del saldo avverra al termine della verifica dei document, nella
misura delle spese effettivamente sostenute e documentate nel triennio, come dal
successivo articolo 6.

Eventuali spostamenti di somme tra voci di spesa o da un anno all’altro, dovranno essere
preventivamente autorizzati dalla Regione Toscana.

Tutti i documenti relativi al primo e al secondo anno del progetto dovranno essere
trasmessi entro 30 giorni dal termine di ciascun anno.

L'esame della documentazione richiesta dovra essere effettuato dagli organismi
competenti entro 60 giomni dalla ricezione, in particolare la relazione scientifica sara
sottoposta a valutazione del Direttore Scientifico dell'ITT; entro tale termine dovra essere
inoltre data comunicazione al responsabile del progetto sull’esito della verifica effettuata.



L'ultima rata del finanziamento verra erogata a saldo delle spese effettivamente sostenute
nella durata dell'intero progetto, rispettando il tetto massimo di spesa rimborsabile.

Entro 60 giorni dal termine del progetto, dovranno essere inviati:

- la relazione scientifica conclusiva stilata dal responsabile del progetto, corredata di
eventuali pubblicazioni che dovranno citare il supporto delia Regione Toscana -ITT,

- il rendiconto economico finale complessivo secondo quanto indicato al successivo art. 6.
- la dichiarazione sostitutiva resa ai sensi del DPR 28 Dicembre 2000, n. 445,

La documentazione finale dovra essere approvata dall'Ufficio di Direzione dell'ITT entro
60 giorni dal ricevimento,

. Ritardi 0 mancanza nel sottoporre questa documentazione potranno avere effetti negativi
su successive richieste di finanziamento.

La Regione attuera delle verifiche a campione sui documenti giustificativi di spesa
utilizzando anche le strutture regionali competenti in materia. Il soggetto attuatore si
impegna a restituire alla Regione gli importi da questa ricevuti, ma non riconosciuti
ammissibili - dall’Amministrazione stessa in sede di verifica finale del progetto,
relativamente all‘attivita svolta. Il soggetto attuatore si impegna a restituire tali importi
nelle forme e tempi indicati dalla Regione, fatto salvo il proprio diritto a prendere visione
e controllare il verbale di accertamento finale delle spese, redatto in sede di verifica finale.
L'eventuale recupero dei finanziamenti indebitamente ricevuti dal beneficiario finale sara
incrementato dagli interessi calcolati in base alla normativa vigente.

Art. 5
Durata del Progetto

Il progetto ha la durata di 3 anni. Il non avvio del progetto e la conseguente mancata
comunicazione entro 30 (trenta) giorni dalla firma del presente atto comportera la
risoluzione della convenzione e non potra essere rimborsata nessun tipo di spesa

Il progetto non potra subire né modifiche né proroghe salvo in casi del tutto eccezionali
per i quali saranno definite apposite procedure. II soggetto attuatore ed il responsabile del
progetto di ricerca invieranno motivata e ben documentata richiesta scritta alla Regione
che, acquisito il parere del Direttore Scientifico dell’ITT, accordera o meno tale richiesta.
La concessione della eventuale proroga, che sara subordinata alla riconosciuta sussistenza
di ragioni di necessita e d’opportunita, non costituisce motivo di maggiorazione del
corrispettivo accordato,

Qualora sia accertata la mancata o irregolare attuazione del programuma la Regione potra
sospendere I'erogazione del finanziamento.

Art. 6
Rendiconto finale



Il soggetto attuatore si impegna a presentare alla Regione, entro 60 (sessanta) giorni dal
termine delle attivita, il rendiconto finale relativo alle spese effettivamente sostenute nella
durata dell'intero progetto. Tale rendiconto verra presentato utilizzando la tabella 16 e
specificando all’'interno di ogni macrovoce le singole voci di spesa, anno per anno, sulla
base dei costi amumissibili previsti dalla normativa vigente,

Questo dovra essere corredato dalla relazione illustrativa delle attivita svolte e da una
dichiarazione sostitutiva resa ai sensi del DPR 28 Dicembre 2000, n. 445, con la quale il
responsabile del progetto di ricerca attesti la veridicita ed esattezza dei datj esposti e dei
documenti prodotti.

Per quanto concerne I'LV.A. e le altre imposte dirette o indirette che possono essere
recuperate, rimborsate o compensate in qualsiasi modo e che pertanto non restano
definitivamente a carico del soggetto attuatore, beneficiario finale del finanziamento, non
possono.essere ammesse a rimborso.

I documenti giustificativi di tutte le spese sostenute nel corso dell’attuazione del progetto,
dovranno essere conservati secondo le norme di legge ed esibiti in originale, su richiesta
della Regione, per le verifiche previste dall’art, 4.

Art, 7
Responsabile del progetto di ricerca

Se nel corso della durata del progetto termina il rapporto di lavoro tra il responsabile del
progetto ed il soggetto attuatore, il finanziamento si intende 50speso.

Se ne esistono i presupposti, il soggetto attuatore o il responsabile del progetto possono far
richiesta alla Regione Toscana affinché il finanziamento venga corrisposto ad altro
soggetto attuatore o ad altro responsabile.

Art. 8
Parere Comitato Etco

Se il progetto prevede la sperimentazione umana, I'utilizzo di campioni biologici umani o
la sperimentazione su animali o loro campioni biologici, & richiesto il parere positivo del
Comitato Etico locale prima dellavvio della ricerca. Per quanto riguarda la
sperimentazione umana e l'utilizzo di campioni biologici umani deve essere prestata
particolare attenzione alla sussistenza dei requisiti in materia di consenso informato.

Art. 9
Proprieta dei risultati e pubblicazione

Qualora il responsabile del progetto intenda procedere alla pubblicazione scientifica o
divulgazione in forma orale e/ o scritta di risultati, concernenti I'attivita di ricerca refativa
al progetto, potenzialmente suscettibili di tutela brevettuale, il responsabile del progetto
dovrd farne richiesta attraverso comunicazione scritta all'lTT, allegando bozza della
proposta di pubblicazione o della divulgazione, La richiesta si considera accolta qualora
IITT, entro 30 {trenta) giorni dal ricevimento della predetfa richiesta da parte del
responsabile del progetto, non comunichi il proprio diniego.



LITT si avvarra della collaborazione dell'Ufficio per la Valorizzazione della Ricerca
Biomedica e Farmaceutica (UVaR), istituito presso la Direzione Generale Diritti di
cittadinanza e coesione sociale, per la valutazione dei requisiti di brevettabilita dei
risultati oggetto della suddetta pubblicazione e per eventuali azioni, concordate fra le
parti, a tutela e valorizzazione della proprieta intellettuale relativa aj risultati derivanti
dal progetto.

In caso di pubblicazione anche parziale dei risultati, obbligatorio citare che Ia ricerca &
stata fatta con il contributo della Regione Toscana-ITT.

La proprieta dei risultati eventualmente brevettabili sara definita in ottemperanza a
quanto stabilito dal “Codice della Proprieta Industriale” emanato con D, Lgs. 10 febbraio
2005, n. 30 a norma dell’art. 15 della L. 12.12.2002, n. 273 salvo particolari accordi che
potranno essere stipulati anche successivamente tra le parti firmatarie del presente atto.

I proprietari dei risultati concedono 1'uso degli studi, dei prodotti e delle metodologie .
sopra descritti per le finalita che le sono proprie, ferma restando la loro disponibilita in
favore del Servizio Sanitario Regionale.

Art. 10
Foro Competente

Per ogni controversia che dovesse insorgere con riferimento alla presente convenzione &
competente il Foro di Firenze.

Art. 11
Trattamento dati personali

I trattamento dei dati personali viene effettuato ai sensi dellart. 18 comma 2 del Decreto
Legislativo n. 196 del 30 giugno 2003, per Vesclusivo svolgimento delle funzioni
istituzionali dell’ente,

Art.12
Oneri Fiscalj

La presente convenzione & redatta in due originali. In caso d'uso verra registrata a tassa
fissa, ai sensi del I comma dellart, 5 (caso d'uso) e dell'art. 38 (tassa fissa) de! DPR
26.10.72, n. 634 e successive modifiche ed integrazioni, a cura e spese del richiedente la
registrazione,

E’ inolire esente da bollo, ai sensi dell’art. 16, tab. B del DPR 26.10.72, n. 642, come
modificato dall’art. 28 del DPR 30.12.82, n. 955.

Letto, approvato e sottoscritio
Per Regione Toscana Simona Carli

Per ISPO Gianni Amunni
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6. FINANCIAL REQUEST
16.1 PRINCIPAL INVESTIGATOR'S UNIT (8)

£ LA PREVENZIONE ONCOLOGICA

Servizio
Sanitario
detlo
Tostana

e o . Yeart ' | Year2 I Year3 | Total |
A} NON-STAFF  PERSONNEL  (CONTRACTS, | 25500 §25500 i 25500 1 76500 i
| FELLOWSHIPS, ETC), SPECIFY: CONTRACT ; | ' ! |
‘ ! :
: R | ! i !
i i _i I !
'B) CONSUMABLES SUPPLIES: (TIPS, DISPOSABLE | 500 1800 (500 (1500 i
| MATERIALS) ; , | a
- ) N N
=fc) SMALL EQUIPMENT{S} SPECIFY: ;
| I |
L . - _ | I A
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7. ABSTRACT (Max 2500 Characters)

Male breast cancer (MBC) is an uncommon disease but its incidence is rising. Because of its
rarity, MBC has been so far the focus of very limited research and little is known about its
aetiology.

Hormonal, genetic and environmental factors are involved in the pathogenesis of BC in men as
well as in women. However, at the population level, gender-unrelated BC risk factors can be
better investigated in MBC, which is unaffected by the strong confounding effects of
reproductive-history related variables,

In MBC, the strongest genetic risk factor is represented by inherited high-penetrance mutations
involving primarily BRCA2, but also BRCAT and possibly other genes. Environmental and life
style factors, particularly occupational and dietary carcinogen exposures, should importantly
contribute to MBC risk, probably interacting with low-penetrance polymorphic variants in genes
controlling DNA repair, steroid hormones and carcinogen metabolism.

The project will expand an epidemiologically well-characterized population-based series of 125
MBCs, diagnosed in the period 1991-2008, all residing in North-Eastern Tuscany, for which
blood samples and paraffin-embedded tumor sections have been already collected together
with extensive epidemiological information and an appropriate control series of about 270 men.
We aim -to expand the series to include all incident MBCs residing in North Eastern Tuscany
diagnosed in the period 2009-2011 and to cover all other areas in Tuscany with the cases
diagnosed in the period 1996-2007; -to use MBC as a model! to study interactions between
genetic (constitutional mutations in high-, moderate-penetrance genes and genetic
polymorphisms), and carcinogen exposures in the pathogenesis of BC, The aim is to reach a
total of about 220 MBCs. All new MBC cases will be analyzed for BRCA1/2 mutations to
identify the subset accounted for by dominant heredity. BRCA1/2 mutation negative MBCs will
be further screened for germ-line alterations in set of moderate-risk genes in order to assess
their impact on MBC predisposition. A multigenic approach to MBC susceptibility will be carried
out on a series of relevant genes involved in DNA repair, steroid/carcinogens metabolism, cell
cycle, apoptosis and mitotic control by using a population-based case-control. Gene-gene
interactions analyses will be performed to evaluate the combined effects of the different
polymorphisms. The use of a population-based series will allow the generalization of the
results.

The role of interactions between genetic and environmental factors in mammary
carcinogenesis will be analyzed by integrating the germ-line and somatic mutational status and
the immunohistochemical expression patterns with the epidemiological, occupational, dietary,
and clinico-pathological information
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8. SPECIFIC AIMS (Max 2500 Characters)

jA. RECRUITMENT OF A LARGE POPULATION-BASED SERIES OF MBCs

!
|
|
|
j
|
|
|
|

A1. Recruitment of new cases

At.1

A1.2

To expand the available population-based series of 125 MBC by recruiting all
incident cases residing in North Eastern Tuscany diagnosed in the period 2009-
2011.

To recovery additional cases diagnosed in the period 1996-2007 in all the other
areas of Tuscany.

» Based on MBC incidence and population size, the aim is to collect a total of

about 220 MBCs in Tuscany. For each study participant we will obtain detailed
information on his personal and familial history for cancer at any site and
exposure(s) of interest.

A2. Detection of germline mutations

A2.1

A2.2

A2.3

A2.4

v

To assess germ-line BRCA1/2 mutational status in the new recruited MBCs and
in carriers relatives.

To investigate genomic BRCA1/2 rearrangements in MBCs negative for germ-
line mutations.

Each case index will be screened for germ-line point mutations and
rearrangements by protein truncation test (PTT), Single Strand conformation
polymorphism (SSCP) and/or direct sequencing, and Multiplex Ligation-
dependent Prohe Amplification (MLPA).

To characterize founder mutations typical of the local population.
To Identify MBC cases with germ-line mutations in moderate-risk genes.

The entire coding sequences of BRIP1 (NC_000017) and PALB2 (NC_000017),
will be screened for germ-line mutations by automatic sequencing.

A3. Detection of expression profile

A3.1

»

To verify whether distinct molecular subsets may be identified in MBC based on

tissue specimen,

Expression and co-expression of a range of different biomarkers will be

evaluated by tissue microarray (TMA).
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B. TO CARRY OUT A POPULATION-BASED CASE CONTROL STUDY

B.1

B.2

B.3

To genotype SNPs within genes involved in DNA repair, steroid hormone and

carcinogens metabolism, cell cycle, apoptosis and mitotic control in cases and controls,

> Analyses of selected SNPs in p53, SULT1A1, XPA, XPD, XRCC1, CYP17,
CYP1B1, EibB2, BRCA2 will be performed by Tagman technology

» To avoid bias due to “population stratification” we intend to expand the available
series of controls including an additional series of healthy male subjects residing
in the same area where additional cases will be collected {(western Tuscany).

To evaluate the association between MBC risk and each SNPs

> to estimate odds ratio (OR) and its corresponding 95% confidence interval
unconditional logistic regression will be used with four inheritance models (co-
dominant, dominant, recessive and multiplicative codominant effect).

To analyze interactions between gene-gene and gene-environment in MBC.

> Two-way and three-way statistical interaction between selected SNPs and
between selected SNPs and exposures of interest will be evaluated (Millstein
2006) with a case-contro! design.

» In a case-case design a crude analysis of 2X2 tables and multivariate logistic
analyses taking into account different individual characteristics of MBCs will be
performed. The estimated Case-only Odds Ratios (CORs) will provide an
evaluation of the departure from a multiplicative effect.
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9. BACKGROUND AND RATIONALE (Max 4000 Characters)

Male breast cancer (MBC) accounts for less than 1% of all cancers in males, however its
incidence is rising 1.1% annually (NCI, SEER 2007). In ltaly MBC accounts for 0.2% of all
.cancers in males and incidence rates (standardized on European poputation) are
approximately 1 new case x 100,000 male residents per year [1], while some vatiations are
“evident between different areas of the country, no clear pattern emerges. Because of its rarity,
MBC has been the focus of very limited research and little is known about its etiology.
MBC is similar to female breast cancer (FBC), with the main differences represented by a
lower incidence and older age of occurrence of MBC [2-4]. The complex effects of genetic
 predisposition, environmental and lifestyle factors affect breast cancer (BC) risk in both sexes.
. However, at the population level, gender-unrelated BC risk factors can be better investigated
] in MBC, which is unaffected by the strong confounding effects of reproduction-related
: variables.
BRCAZ and, to lesser extent, BRCA1 germline mutations are associated with MBC but their
frequencies are different in ethnically diverse series. In ltaly, we reported a frequency of 7.4%
| and 2.0% for BRCA2 and BRCA1 germline mutations, respectively [5-7], with no evidence of
: large genomic rearrangements for both genes [8].
; Our results indicate that the majority of MBCs are not accounted for by BRCA1/2 alterations.
: MBCs unaccounted for by BRCA1/2 can be explained by a polygenic model in which many
genes that confer low risk individually act in combination to confer much larger risk in the
population. Indeed, low-penetrance alleles are reported to account for by FBC risk at the
population level, and this could also apply to MBC [9}. The list of genes associated with low BC
risk is enlarging significantly including genes that interact with BRCA1/2 to preserve genomic
integrity (Walsh and King 2007). Accumulating evidence supports that single polymorphisms
(SNPs) in genes involved in DNA repair, steroid/carcinogens metabolism, cell cycle, apoptosis ;
and mitotic control may also contribute to genetic susceptibility to BC. Intriguingly, putative )
'high risk SNPs in these genes are associated with estrogen-dependent FBC risk {10-1 3, a
finding that could be relevant to MBC because hyperestrogenism is a major MBC risk factor.
'SNPs in DNA repair and metabolic genes may modify the effect of environmental exposure on
BC risk and, on the other hand, subtle genetic effects may be magnified by environmental
exposure as it has been reported that occupational exposure may activate DNA repair,
inflammatory and apoptotic mechanisms {14, 15]. Indeed, there are intriguing relationships
between MBC and occupational exposures [16, 17].
An increased MBC risk has been reported in occupational groups exposed to gasoline and
gasoline combustion products and we found a strong association between a specific
'occupation (truck driving) and BC risk in male carriers of BRCA1/2 mutations [6]. Thus, gene-
‘environment interactions may contribute to inter-individual differences in susceptibility to
environmental carcinogens and BC risk. Overall, variants in many genes along related
“biological pathways may combine to influence BC risk and gene-gene and gene-environment
interactions may modulate BC risk at population level. Polymorphisms in genes involved in '
DNA repair, steroid and carcinogens metabolism, cell cycle and apoptosis may represent good
I candidates for evaluating gene-gene and gene-environment interactions when a population-
‘based series of MBC well characterized for working history and lifestyle habits is available for
the study. BC is a heterogeneous disease and distinct morphologic and molecular phenotypes
have been reported for FBC [18, 19]. MBCs are most frequently invasive ductal carcinoma and
show higher rates of ER and PR positivity and lesser rate of HER-2 over-expression compared
with FBC [17, 20]. Intriguingly, we observed that BRCA2-related MBCs showed a significant
-association with HER-2 over-expression [5, 7]. Considering that EGFR has recently received
attention as target for therapy and that the expression of ErbB family members has prognostic
significance in BC [21], the elucidation of new molecular markers in MBC might have
_prognostic and therapeutic implications, . . .
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10. RESEARCH PLAN (Max 15000 Characters)

i A. RECRUITMENT OF A LARGE POPULATION-BASED SERIES OF MBCs

-A1. Recruitment of new cases |
|
Study population and data collection. |
In the past years we have already accrued an epidemiologically well-characterized population- |
| based series of 125 MBCs diagnosed in the period 1991-2008 all residing in North-Eastern |
i Tuscany. ;
: The recruitment of the MBC cases was carried out according to the following protocol
| For each study participant we obtained: 1) signed informed consent form with a detailed
i description of the study protocol, including the information about the mutational analysis of the
BRCAT and BRCAZ genes; 2) one or more blood sample(s); 3) detailed information on his
§ personal history of cancer at any site; 4) detailed information on his family history for cancer at
Lany sites, including all first-, second- and third-degree relatives of both genders (all of this
| information was validated by available sources, mainly local Cancer and Mortality Registries);
i 5) information on life style habits; 6) a detailed working history. In particular, for each job listed
 in a chronological order starting from the first job the following data were collected: starting and l
! ending year, the main activity of the company where the subject worked, a brief description of
i‘the tasks done at the workplace. The information obtained were utilised to have an accurate |
definition of the jobs done by each patient and to code each occupation in order to allow i
! comparisons with other studies according to an international classification system (i.e |
 International Labour Office Classification). ’
| Pathological reports and histological slides for all of the MBC cases were identified and ]
| retrieved from the archival files of Pathology Departments of the area for diagnostic ~
| confirmation. Step sections from formalin-fixed, paraffin-embedded primary mammary tumor l
: blocks were also obtained to perform ad hoc immuno-histochemical and bio-molecular i
I
|
|

ianalyses. Procedures to maintain confidentiality for all the information collected were
! developed and are strictly applied. The study has been originally approved by the Florence
i Ethical Research Committee.

| Methods., MBC patients, The currently available population-based series of 108 MBCs will be
iexpanded to include all incident MBC cases residing in the area of North-Eastern Tuscany !
diagnosed in the period 2009-2011. Moreover, using the Tuscany Region Discharge System ;
»data-base and the contacts with Pathology Departments we intend to extend the series :
1 including MBC cases residing in the whole Tuscany diagnosed in the period 1996-2007. !
 Patients diagnosed in the previous period and not traced or contacted in the initial phase of the |
!study will be also included in a new contact protocol. Considering that the local Cancer
' Registry RTT has estimated the average incidence rate of MBCs in the provinces of Florence
-and Prato to be 1,1 per 100,000 male residents/year in the period 1985-2003, and considering
.that the male population of Tuscany is about 1,800,000, it can be anticipated that we will be
‘able to expand the series to include an additional series of 30 cases/year with a final goal of
about 220 MBCs. The recruitment of the new cases will be continued according to the same
protocol as described above for the current series of 125 MBC.
Population controls. The Molecular and Nutritional Epidemiology Unit, has already collected
‘two series of healthy adults randomly selected from the municipality lists of two areas in North-
Eastern Tuscany (the city of Florence and one nearby rural area) in the frame of a multi-site
cancer epidemiology project. All participants, after signature of an informed consent form, were .
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requested to provide a blood sample and detailed individual information on dietary and life-

style habits. ;
. Out of 700 randomly selected subjects, 553 subjects (79%) accepted to participate into the '

_study and provided a blood sample. Males were 48.6% (269/553) and were all in the age

' group 35-65 years. The blood samples collected from population were processed at the study |

laboratory, in the same day of collection and divided in specific aliquots (RBC, buffy coat,

_serum, plasma). The aliquots have been stored in -80°C freezer at the Biological Bank of the |
i Molecular Epldemlology Unit. To avoid bias due to "population stratification” we intend to
 expand the series of controls including an additional series of healthy male subjects residing in i
the same areas where additional cases will be collected.

|

TA2. Detection of germline mutations ’

Identification of BRCA7- and BRCA2- associated MBC cases.

| BRCAT and BRCA2 germ-line mutations are the strongest known genetic risk factor
associated with MBC. However, the frequency of BRCAT and BRCAZ2 mutations are quite
different in ethnically diverse population- and clinic-based MBC series, ranging between 4%
-and 40% for BRCAZ and up to 10% for BRCAT being higher in the presence of a founder

! effect. We have screened the currently available population-based series of 108 MBCs for

: BRCA1/2 germ-line alterations reporting a frequency of about 7.4% and 2.0% for BRCAZ2 and
' BRCA1 germ-line mutations, respectively, [5, 6].
I BRCA1/2 inactivation may also occur by large genomic rearrangements and a significant |
i contribution of BRCAZ2 rearrangements has been reported in MBC families. By analysing a |
llarge series of Italian MBC cases, all tested negative for BRCA1/2 mutations, we showed that
BRCA1/2 rearrangements are very rare in population-based MBC cases, supporting the idea
that the presence of MBC is the strongest predictor for the occurrence of BRCA2

' rearrangement specifically in high-risk families [8]. Interestingly, in this series we observed the
i recurrence of the same BRCAT mutation in two unrelated MBCs and preliminary results show
a common haplotype suggesting a founder effect [22]. |
|  Here, we plan to extend the mutational screening to include all new recruited MBC cases in |
order to assess the prevalence and spectrum of BRCA1/2 alterations in this series of ltalian
| MBCs and to search for the presence of recurrent mutations due to a possible founder effect l

|23, |

Methods: The entire BRCAT and BRCAZ2 coding sequences will be screened for germ-line
| mutations, by automatic sequencing with the ABI 3100 Genetic Analyzer (Applied Biosystems |
: Foster City, CA, USA), and for farge genomic rearrangements, by Multiplex Ligation-
dependent Probe Amplification (MLPA, MCR Holland, Amsterdam, the Netherlands) as
' described [5, 6, 8]. j
: BRCA1/2 intronic variants will be evaluated by using the SpliceSiteFinder software i
(http.//www.genet.sickkids.on.ca/~alifsplicesitefinder.html) and the Splice Site prediction '
software (http://www fruitfly. org/cgi-bin/seq_tools/splice.pl). Intronic variants predicted to affect |
. RNA splicing will be further analysed by RT-PCR. Other variants of unknown significance will
“be recorded as they might modulate the penetrance of mutations elsewhere in the gene or !
‘represent markers of susceptibility. To characterize the haplotype associated with recurrent
mutations nine microsatellite markers linked to BRCA7 or BRCAZ2 will be used. Alleles will be
numbered according to the size of each microsatellite marker. All these analyses will be
performed by Dr.ssa Caligo (University of Pisa) .
The disease-associated haplotypes will be deduced by inspection of segregating genotypes in
the analyzed individuals and will be constructed using dedicated software (PHASE and

Page 8 of 70



- HaploStats programs,). Age of mutation estimates will be calculated by DMLE +2.0 software
program (www.dmle.org).
]

+

|dentification of MBC cases with germ-line mutations in moderate-risk genes. |
: The list of genes associated with BC risk is enlarging significantly including genes that encode
“proteins interacting with BRCAT and BRCAZ in the maintenance of genomic integrity such as i
| CHEKZ2, BRIP1 and PALB2 genes [24]. '
| Germ-line mutations of CHEK2 gene have been implicated in inherited MBC predisposition, in ;
particular the CHEK2 1100delC mutation has been shown fo increase the risk of BC in men
 lacking BRCA1/2 mutations. We recently investigated the contribution of CHEK? alterations to
MBC by analysing our series of MBCs negative for BRCA1/2 mutations and showed that
| common CHEK2 mutations play an irrelevant role in ltaly [8].
i‘ Compared to BRCA1/2, BRIP1 and PALB2 cause a much more modest (2-4 fold) BC risk, :
- thus studies with large sample size are need to evaluate their impact. However, large sample |
size can be greatly reduced when case are drawn from high-risk families [25]. In this respect,
the MBC families negative for BRCA1/2 mutations in our series may be useful in identifying
alterations in genes predisposing to moderate BC risk.
Our prefiminary results indicate that PALB2 and BRIP1 germ-line alterations may not play a
relevant role in MBC predisposition. [26, 27]

Here, plan to extend the mutational screening to include all new recruited MBC cases,
negative for BRCA1/2 mutations, in order to assess the prevalence and spectrum of mutations
i in moderate BC risk genes in ltaly.
Methods: The entire coding sequences and exon-intron boundaries of BRIPT (NC_000017),
and PALB2 (NC_000017), will be screened for germ-line mutations by automatic sequencing
iwith ABI 3100 Genetic Analyzer (Applied Biosystems Foster City, CA, USA) as previously
described [28, 29].

All these analyses will be performed in collaboration with Dr.ssa Caligo (University of Pisa) and
I Prof.ssa Ottini (University of Roma).

| A3. Detection of expression profile

ICharr:ncterization of molecular subtypes in MBC

1 MBCs are most frequently ER/PR-positive and HER-2 -negative compared to FBC [30].
 Intriguingly, we observed that BRCA2-related MBCs showed a significant association with
"HER-2 over-expression [5,7].

Here we intend to verify whether distinct molecular subsets may be identified in MBC. A wide |
range of morpho-pathologicat prognostic factors, including tumor size, lymph-node status,
hlstologlcal tumor type according to WHO, hxstolog:c grade, and biological markers, including
1ER, PR, proliferative activity and HER-2 expression, are already available for the whole MBC |
isemes In collaboration with Prof, Simonetta Bianchi (University of Florence), additional ]
markers will be evaluated by tissue microarray (TMA) to assess the expression and co- '
‘expression of a range of different biomarkers. |
. Methods: TMA construction. RepresentatNe areas of different lesions will be carefully selected
‘on H-E sections. Two tissue cores (1 mm in diameter) will be obtained from each specimen
-and two cores of normal breast tissue will be included as controls. The tissue cores will be
arrayed onto new paraffin block using a tissue microarray (TMA) workstation (Beecher
Instruments, Silver Spring, MD, USA). TMA will be performed to efficiently examine the four
ErbB receptors as a whole panel and to test tumors for additional markers including hormones
receptors (AR, PRLR), DNA repair proteins (p53, BRCA1/2, CHEK2, RAD50,ATM, MRE11,
NBS1 and RADS51) and cytocheratins (CK5, CK8/18, CK14) Well-characterized, commercially
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“available antibodies will be used. Immunohistochemical procedures and scoring methods will
‘be as previously described [7, 21].

T B. POPULATION-BASED CASE CONTROL STUDY

|

[Genotyping of SNPs within genes involved in DNA repair, steroid hormone and
carcinogens metabolism, cell cycle, apoptosis and mitotic control.

|Accumula{tng evidence supports that SNPs in genes involved in DNA repair,

. steroid/carcinogens metabolism, cell cycle, apoptosis and mitotic control may contribute to

| genetic susceptibility to BC.

Fintriguingly, putative high-risk SNPs in these genes are associated with estrogen-dependent
FBC risk, a finding that is relevant to MBC because hyperestrogenism is a major MBC risk

|factor Indeed, estrogen is known to promote BC development via its mitogenic effect, leading

| to malignant prollferation of the breast epithelium and estrogen metabolites could cause DNA
damage. Subtle genetic effects, such as those exerted by low penetrant but widespread

! occupational carcinogens probably play a major role in causing sporadic MBC. There are
intriguing relationships between MBC and occupational exposures and we found a strong

[6]. Overall, variants in many genes along related biclogical pathways may combine fo

' population level. Polymorphisms in genes involved in DNA repair, steroid and carcinogens
| metabolism, cell cycle, apoptosis and mitotic control may represent good candidates for
| evaluating gene-gene and gene-environment interactions when a population-based series of
l MBC well characterized for working history and lifestyle habits is available for the study.
: The screening of quite large number of SNPs selected in a series of DNA repair and
! metabolism genes (p53, SULT1A1, XPA, XPD, XRCC1, CYP17, CYP1B1, ErbB2, BRCA2),
[performed in about 100 MBC cases and 270 controls , let us identify at risk genotypes and
very promising MBC susceptibility alleles.
| i Here, in order to investigate MBC predisposition by a multigenic approach we plan to extend
|the analysis to all new MBC cases (for a total of about 200 population-based MBCs) in
collaboration with Dr.ssa Caligo (University of Pisa) and Prof.ssa Ottini (University of Roma)
1and to include the genotyping of other relevant genes involved in DNA repair,
t steroid/carcinogens metabolism, cell cycle, apoptosis and mitotic checkpoint.
;To mimic the situation in vivo, where the different gene products do not act as single entities,
Ithe concomitant effect of different polymorphisms in different genes will be evaluated by
- analyzing gene-gene interactions. Gene-environment interactions will be also investigated
smce they may contribute to interindividual differences in susceptibility to environmental
icarcmogen:s and BC risk.
|
- Methods: A population-hased case-control study will be performed to test the association
between variants of DNA repair, steroid/carcinogens metabolism, cell cycle, apoptosis and
t mitotic genes and MBC susceptibility using MBCs and population controls previously
,described. A candidate gene approach will be performed and SNPs will be selected on the
basis of possible functional relevance, evidence of potentially association with BC risk and an

"expected minor allele frequency greater than 5%. Genotyping will be performed by PCR-RF LP

“or by TagMan assay as previously described [9]. Subjects with each of the three possible
genotypes for each SNPs will be confirmed by sequencing and included on each genotyping

tray.
Statistical analyses will be performed as already described [9]. Allele and genotype

: cancer predisposing genes, may be magnified by environmental exposure. Environmental and

association between a specific occupation and BC risk in male carriers of BRCA1/2 mutations

influence BC risk and gene-gene and gene-environment interactions may modulate BC risk at

i
!

i

frequencies will be calculated in cases and controls. The genotype distribution is evaluated for
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the Hardy-Weinberg equilibrium in controls, The association hetween MBC risk and each
- SNPs will be measured by the odds ratio (OR) and its corresponding 95% confidence interval
tand will be estimated using unconditional logistic regression after adjustment for age. The |
“analysis wili be performed with four logistic regression models based on a co-dominant,
| dominant, recessive and multiplicative codominant effect (inheritance model). |

| Considering a minor allele frequency of 10%, and a dominant model, with 180 cases and
“about 360 controls, we will be able to put in evidence an OR of 1.72 with a power of 80%. |
As far as the evaluation of statistical interactions (gene-gene or gene-environment) is
considered, although this series will be the largest ever assembled in a single country, the
statistical power will be limited and we have already established contacts with a consortium of
prospective studies (including EPIC-Europe) for a possible collaborative effort, including a
genome wide association study (GWAS).

All the analyses will be carried out using Statistical Analysis System (Ver, 9.0, SAS Institute,

: Cary, NC).

| Analysis of interactions between gene-gene and gene- environment in MBC.
We intend to analyze at the population level gene-gene and gene-environment interactions
| between environmental carcinogen exposures and genetic factors in MBC.

Methods. Two-way and three-way statistical interaction between selected SNPs and between
selected SNPs and protein will be firstly evaluated using the procedure suggested by Millstein |
{311
An evaluation of the interaction befween the genetic backgrounds, determined by carrier status
for BRCA1/BRCAZ2 mutations, at risk genotypes for genes involved in DNA damage repair, ‘
steroid hormones and carcinogens metabolism, immunohistochemical expression patterns and
exposure to environmental carcinogens will be carried out using a case-case design. The
prevalence of a series of occupations associated with exposure to carcinogens of interest, will
be estimated according to mutational carrier status [6]. A crude analysis of 2X2 tables and
Imultivariate logistic analyses taking into account different individual characteristics will be
performed. The estimated Case-only Odds Ratios (CORs) will provide an evaluation of the

! departure from a multiplicative effect. The assumption of independence between exposure and
| I genotype, that must be satisfied to apply this method, seems reasonable in this case. The use
' of a population-based case series could ensure further validity and could allow to maximize the
general;zatxon of the results, particularly with analyses focused on age-groups well
'represented among controls. |

‘ |
| MANAGMENT and REPORTING of project .
, The project could be managed in partnership with the “Inter-Institutional Integrated Depariment |
j University of Florence/AOUC-Careggi/Meyer (DIPINT)". ISPO delegates DIPINT at the organizational

and accounting support, transferring funding share to it. The scientific activity will be guaranteed by
ISPO.
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11. PRELIMINARY RESULTS AND FEASIBILITY (Max 6000 Characters)

* This research project will have the advantage of utilizing information, materials, cases and ]
- specific molecular and epidemiological expertise developed in the course of past investigations i
[5, 6, 8,9, 21, 22).

We have already analyzed a population-based series of 125 MBCs diaghosed in the period
1991-2008, all residing in North-Eastern Tuscany, for which blood samples and paraffin-
: embedded tumor sections have been already collected together with extensive epidemiological :
| information and an appropriate control series of 250 men, residing in the same area.
- Qur results indicate that about 10% of MBCs are accounted for by BRCA1/2 mutations and
“that BRCA1/2 rearrangements are very rare in MBCs unselected for family history [8]. We
tidentified a recurrent BRCA7 mutation {5] and demonstrated that it represents a founder
| mutation in Tuscany [22]. Our findings also suggest that the BRCA2 N372H variant (HH :
genotype) might be positively associated with an increased risk of BC in men younger than 60 ;
lyears [9] and we found a strong association between a specific occupation (truck driving) and
-BC risk in male carriers of BRCA71/2 mutations [6].
The existing framework of collaborations, expertise, storage facilities, samples and data
ensure the feasibility of the proposed project.
Dr. Domenico Palli. The specific expertise of the Pl in molecular epidemiology is documented
by his relevant publications in the field, as a first or last author. The P.I. has received AIRC
Investigator Grants concerning the molecular epidemiology of cancer for over 15 years.
' All involved investigators collaborate in the frame of the “High-risk family project in Tuscany”

List of PI's publications pertinent to the proposed research:

~1. Ofttini L, Masala G, D'Amico C, Mancini B, Saieva C, Aceto G, Gestri D, Vezzosi V, Falchetti |
: M, De Marco M, Paglierani M, Cama A, Bianchi S, Mariani-Costantini R, Palli D. BRCA1 and
BRCA2 Mutation Status and Tumor Characteristics in Male Breast Cancer: A Population-

| based Study in ltaly. Cancer Res. 2003 Jan 15;63(2).342-7. (LF. 7.7).

2. Palli D, Masala G, Mariani-Costantini R, Zanna |, Saieva C, Sera F, Decarli A, Ottini L. A
gene-environment interaction between occupation and BRCA1/BRCA2 mutations in male
breast cancer? Eur J Cancer. 40:2474-3, 2004 (L.F. 4.5). ;

| 3. Bianchi S, Palii D, Falchetti M, Saieva C, Masala G, Mancini B, Lupi R, Noviello C,

: Omerovic J, Paglierini M, Vezzosi V, Alimandi M, Mariani-Costantini R, Ottini L. ErbB-receptors
| expression and survival in breast carcinoma: A 15-year follow-up study. J Celf Physiol. 206 (3):
702-8, 2006 (I.F. 3.6). i

;4. Palli D, Falchetti M, Masala G, Lupi R, Sera F, Saieva C, D'Amico C, Ceroti M, Rizzolo P,
"Caligo MA, Zanna |, Ottini L. Association between the BRCAZ2 N372H variant and male breast
cancer risk: a population based case-control study in Tuscany, Central ltaly. BMC Cancer

1 7:170-4, 2007 (L.F. 2,7).

5. Falchetti M, Lupi R, Rizzolo P, Ceccarelli K, Zanna |, Cald V, Tommasi S, Masala G, i
Paradiso A, Gulino A, Giannini G, Russo A, Palli D, Ottini L. BRCA1/BRCAZ2 rearrangements

~and CHEK2 common mutations are infrequent in [talian male breast cancer cases. Breast
Cancer Res Treat DOl 10.1007/Jul 28, 2007 (L.F. 4,5).

6.0ttini L, Rizzolo P, Zanna |, Falchetti M, Masala G, Ceccarelli K, Vezzosi V, Gulino A,

Giannini G, Bianchi S, Sera F, Paili D. BRCA1/BRCA2 mutation status and clinical-pathologic

features of 108 male breast cancer cases from Tuscany: a population-based study in cenfral
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“Italy. Breast Cancer Res Treat (2009) 116:577-586. (L.F. 4,5).

7. Papi L, Putignano AL, Congregati C, Zanna I, Sera F, Morrone D, Falchetti M, Turco MR,
Ottini L, Palli D, Genuardi M. Founder mutations account for the majority of BRCA1-

. aftributable hered|tary breast/ovarian cancer cases in a population from Tuscany, Central Italy
! Breast Cancer Res Treat (2009) 117:497-504. (I.F. 4,5).

*8. Papi L., Putignano AL, Congregati C, Piaceri |, Zanna |, Sera F, Morrone D, Genuardi M,
“Palili D. A PALB2 germline mutation associated with hereditary breast cancer in ltaly. Fam
| Cancer. 2010 Jun;9(2):181-5. Epub 2009 Sep 18.

9. Papi L, Palli D, Masi L, Putignano AL, Congregati C, Zanna |, Marini F, Giusti F, Luzi E, i
Tonelli F, Genuardi M, Brandi ML, Falchetti A. Germline mutations in MEN1 and BRCA1 genes
'in a female subject with familial Multiple Endocrine Neoplasia type 1 and jnherited
breast/ovarian cancer syndromes: a case report. Cancer Genetics and Cytogenetics 195
(2009) 75-79.

10. Silvestri V, Rizzolo P, Zanna |, Falchetti M, Masala G, Bianchi S, Papi L, Giannini G, Palii
D, Ottini L. PALB2 mutations in_male breast cancer: a population-based study in Central ltaly.
Breast Cancer Res Treat. 2010 Jul;122(1):299-301. Epub 2010 Feb 24. (L.F. 4.5).

+11, Zanna |, Rizzolo P, Sera F, Falchetti M, Aretini P, Giannini G, Masala G, Gulino A, Palli D,
Ottini L. The BRCAPRO 5.0 model is a useful tool in genetic counseling and clinical
management of male breast cancer cases. Eur J Hum Genet. 2010 Jul;18(7):856-8. Epub

2010 Mar 17.

“12. Silvestri V, Rizzolo P, Falchetti M, Zanna |, Masala G, Bianchi S, Palli D, Ottini L Mutation
analysis of BRIP1 in male breast cancer cases: a population-based study in Central ltaly.
Breast Cancer Res Treat. 2010 Dec 17. [Epub ahead of print]

: Dr. Maria Adelaide Caligo (Pisa) Dr. Maria Adelaide Caligo is working in the field of :

| hereditary breast cancer since 1990. She took her PhD in Experimental Oncology and Tumor
Morphology in 1993. She specialized in Biochemistry and Clinical Chemistry in 1994; She

| specialized in Medical Genetics in 1997. Since 2002 she is the Head of the Genetic Oncology
“Section of the Division of Pathology of the Azienda Ospedaliera-Universitaria Pisana.

i Research interests: Tumor suppressor genes involved in the metastastic process. Genetic

'basis of hereditary cancer in particular breast and ovarian cancer. Identification of new major

‘breast cancer susceptibility genes and low penetrance alleles; molecular basis of BRCA1/2- |
driven carcinogenesis; definition of BRCA1&2 mutational spectrum in the Italian population.
i She also participated to the European Breast Cancer Linkage Consortium and to the
|European Concerted actions funded in BIOMED [ and I1. :

The laboratory of Dr. Caligo is fully equipped with the facilities and equipment needed to carry
_out the analyses outlined in this proposal. These include:

- Instruments for DNA, RNA, protein analysis

- PCR thermocyclers

- 3100 ABI PRISM genetic analyzer

- Flow Cytometry, CAS 200 (Image analysis system)
- Cultures hoods and CO2 incubators for human cells
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7 T Immunohistochemistry and in situ hybridisation

Prof.ssa Simonetta Bianchi is Ordinary Professor at Department of Pathology, University of
Florence. She is working in the field of breast cancer since 1987.
| Research interests: pathology of the breast and in addition molecular biology.

' She is member of the “European Working Group for Breast Screening Pathology”, and she has ;

_participated to the drafting of the 4" (2006) “European guidelines for quality assurance in
breast cancer screening and diagnosis” published by European Commission.

She has contribuited to “Raccomandazioni cliniche per i principali tumori solidi” of ITT,
published in 2005, coordinating the panel of pathologists involved in the drafting of clinical
guidelines for breast cancer.
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43. PERSONEL INVOLVED IN THE RESEARCH PROJECT - P.1.’S UNIT AND ADDITIONAL UNITS {IF ANY)

FiRSTAND LASTNAME __Position " "ProjectRole " Dedicated Time (%)
Domenico Paili MD investigator/Epidemiologist 20
Giovanna Masala MD Investigator/Epidemiologist | 10
Calogero Saieva MD Investigator/Epidemiologist | 10
{nes Zanna Phd/ Fellow Investigator/Genetician 80
Marco Ceroti Statistician Statistician 30
Maria Martinez Nurse Technician 20
Simonetta Bianchi MD, Ordinary Investigator/Pathologist 20

Professor
Maria Adelaide Caligo | Phd investigator/Genetician 50
Paolo Aretini Phd/Fellow Investigator/Biologist 50
Manuela Roncella MD Investigator/Surgeon 20
Laura Ottini MD, Associate Investigator/Oncologist 30
| Professor
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14. CURRICULUM VITAE (Principal Investigator) (Max 4000 Characters)

“Bomenico Paili. MD, MPH, Head, Molecular and Nutritional Epidemiology Unit, Cancer

i

| Research and Prevention Institute (ISPO), Florence, italy, has authored about 400 peer-

' reviewed publications listed on Medline-PubMed. After an initial experience in the field of
Ithe evaluation of population-based cancer screening programmes (particularly breast and
 field of nutritional and molecular epidemiology, including a multi-centre study on 'Diet and

' Gastric Cancer' funded by the National Cancer Institute (Bethesda-USA), and the European

i multi-centre study EUROGAST. Since 1992, he has co-ordinated the Florence section of the
| European prospective study EPIC (European Prospective Investigation on nutrition and
Cancer, with 23 centres in 10 countries, including the International Agency for Research on
 Cancer, Lyon), funded by the European Union and by the Italian Association for Cancer
Research-AIRC, Milan (with a series of grants 1991-2008 to the 5 Italian cohorts coordinated
by dr. Palli); he is member of the central Steering Committee of the Project. In the period

| 1993-98, 13,597 volunteers have been enrolled by the Florence centre, each with two

| questionnaires on dietary and fife-style habits and a blood sample collected (aliquots are
stored in a local bio-bank in liquid nitrogen); since the start he collaborated to the project ‘The
' Food Composition Database for Epidemiological Studies in Italy’, that has been of key
importance for the analysis of the EPIC study. Dr.Palli has coordinated the Project
“Mammographic Patterns and Breast Cancer Risk” supported by a grant of the World Cancer
Research Fund-WCRF London, He is currently involved in several nutritional and molecular

" adducts from lipid peroxidationy, EUR-GAST (Helicobacter pylori, diet and Gastric Cancer
risk), EPIC-Elderly, EPIC-Heart and the European 8FP projects “DiOGenes” on the dietary,

determinants of diabetes, EUROFIR (food composition tables), PANACEA (Physical Activity,
Nutrition, Alcohol, Cessation of Smoking, Eating out of home and Anthropometry) and
IDAMES (Innovative Dietary Assessment Methods in Epidemiological Studies and Public
Health). He set up the Tuscany Cancer Family Archive and is involved in a cancer risk

‘trials based on dietary modifications. Member of the Editorial Boards of the journals
Carcinogenesis and European Journal of Nutrition.
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epidemiology projects, among which ‘Diet, lifestyle and geno-toxic damage (endogenous DNA

lifestyle and genetic determinants of obesity, “INTERACT” on the dietary, lifestyle and genetic

reduction program in women at high-risk of breast cancer. He has run randomised intervention

"cervical cancer), he has been involved, as principal or co-investigator, in several projects in the |
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Total Papers and Reviews with IF {from January 2005 or 233

last available)

 last avalldi I
Total IF {from January 5005 or last available

Average iF

Total Papers First/Last Author with 1F (
or last available)
Total iF (from January 2005 or last avallable)

Average IF _

1.

1222.536

e

IST OF PAPERS WITH IF (FROM JANUARY 2005) OF THE PRINCIPAL INVESTIGATOR

e ——

Airoldi L, Vineis P, Colombi A, Olgiati L, Dell'Osta C, Fanelli R, Manzi L, Veglia F,'I
Autrup H, Dunning A, Garte S, Hainaut P, Hoek G, Krzyzanowski M, Malaveille Cl
Matullo G, Overvad K, Tionneland A, Clavel-Chapelon F, Linseisen J, Boeing H,|
Trichopoulou A, Palli D, Peluso M, Krogh V, Tumino R, Panico S, Bueno-De—Mesquitai
HB, Peeters PH, Lund E, Agudo A, Martinez C, Dorronsoro M, Barricarte A, Chirlaquef
MD, Quiros JR, Berglund G, Jarvholm B, Hallmans G, Day NE, Allen N, Saracci R, |
Kaaks R, Riboli E. 4-Aminobiphenyl-hemoglobin adducts and risk of smoking-re!ated‘
disease in never smokers and former smokers in the European Prospective |
Investigation into Cancer and Nutrition prospective study. Cancer Epidemiol Biomarkers |
Prev. 2005 Sep;14(9):2118-24. IF: 4,642 i

I

5 Al-Delaimy WK, Ferrari P, Slimani N, Pala V, Johansson |, Nilsson S, Mattisson 1, Wirfalt;

E, Galasso R, Palli D, Vineis P, Tumino R, Dorronsoro M, Pera G, Ocke MC, Bueno-de-|
Mesquita HB, Overvad K, Chirlague M, Trichopoulou A, Naska A, Tjonneland A, Qlsen
A, Lund E, Alsaker EH, Barricarte A, Kesse E, Boutron-Ruault MC, Clavel-Chapelon F.
Key TJ, Spencer E, Bingham S, Welch AA, Sanchez-Perez MJ, Nagel G, Linseisen J,
Quiros JR, Peeters PH, van Gils CH, Boeing H, van Kappel AL, Steghens JP, Riboli E.
Plasma carotenoids as biomarkers of intake of fruits and vegetables: individual-level
correlations in the European Prospective Investigation into Cancer and Nutrition (EPIC).;
Eur J Clin Nutr. 2005 Dec;59(12):1387-96. |F: 2,326 I

!

3. Al-Delaimy WK, Slimani N, Ferrari P, Key T, Spencer E, Johansson ], Johansson G,!

Mattisson 1, Wirfalt E, Sieri S, Agudo A, Celentano E, Palli D, Sacerdote C, Tumino R,i
Dorronsoro M, Ocke MC, Rueno-De-Mesquita HB, Overvad K, Chirlaque MD,,
Trichopoulou A, Naska A, Tjonneland A, Olsen A, Lund E, Skeie G, Ardanaz E, Kesse
E, Boutron-Ruault MC, Clavel-Chapelon F, Bingham S, Welch AA, Martinez-Garcia C, |
Nage! G, Linseisen J, Quiros JR, Peeters PH, van Gils CH, Boeing H, van Kappel AL,
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OF SURGICAL ONCOLOGY 31: 473-478, 2005. [ L.F.: 3.184]

ITALIAN NETWORK FOR QUALITY ASSURANCE OF TUMOR BIOMARKERS
(INQAT) GROUP. Pathologists participating in the grading quality control program: ALD!
M., ANDREINI L, BIANCH! S et al. Quality contro! for histological grading in breast
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BIANCH! S, PALLI D, FALCHETTI M et al. ErbB-receptors expression and survival in
breast carcinoma: a 15-year follow-up study. JOURNAL OF CELLULAR PHYSIOLOGY

206: 702-708, 2006, [ 1.F.: 3.638}

CSERNI G, BIANCHI S, VEZZOS| V et al. The value of cytokeratin
immunohistochemistry in the evaluation of axillary sentinel nodes in patients with lobular
breast carcinoma. JOURNAL OF CLINICAL PATHOLOGY 59; 518-522, 2008. [ I.F.:

2.245]

MANGONI M, FONDELL! S, DISTANTE V, BIANCHI S et al. Breast cancer in elderly:
ireatment of 1600 patients. BREAST JOURNAL 12: 353-359, 2006. [ 1.F.: 1.677]}

SANTINI R, SCOTTI V, BIANCHI S et al. Loco regional failure pattern after lumpectomy
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—ard Dreast irradiation in 4185 patients with t1 and {2 breast cancer. Implications for
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16. FINANCIAL REQUEST
16.1 PRINCIPAL INVESTIGATOR’S UNIT (8)

T T U Yeard | Year2 T Yeard | Total
1A)  NON-STAFF PERSONNEL  {CONTRACTS, 35.000 35.000 . 36.000 1 106.000 |
* FELLOWSHIPS, ETC). SPECIFY: CONTRACTS | | [ ' :

i i l |
"B) CONSUMABLES SUPPLIES. (TIPS, DISPOSABLE }”3.000 13.000  3.000 9.000 7?
. MATERIALS) ) A
"C) SMALL EQUIPMENT(S) SPECIFY: o]0 0 Y T mﬁ—g
') TRAVEL EXPENSES (MEETINGS, COURSES, ETC.) | 2000 2000 12000 [6.000
'E) PUBBLICATION COSTS. SPECIFY: 0 |0 0 0
| _ L] ,
F} OVERHEAD (DI cui 50% PER LENTE: 4000 ;4000 4000 12,000
RICEVENTE) i
ToTAL CosTs i 44.000 144,000 44,000 132.000

]

16.2 JUSTIFICATION OF EACH ITEM BUDGET (except for overhead)

A} NON-STAFF PERSONNEL

2 PhD contracts for 3 years (identification of male breast cancer cases, personal interviews;
dietary, life-style and family history data collection; collection of snap-frozen tissue samples,
medical records, diagnostic confirmation, collection of blood samples, retrieval of histological

specimens)

B} CONSUMABLE SUPPLIES
Questionnaries, Tips, Disposable materials,

¢) Small Equipment(s)

d) Travel Expenses (Meetings, Courses, efc.)
fgissemination of results (meetings/workshops efc.)

e} Pubblication Costs
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16.3 ADDITIONAL UNIT(S} WITHIN REGIONE TOSCANA Dr.ssa MARIA ADELAIDE CALIGO

““Year1 | Year2  Yeard . Total_

“qe000 16000 48000 g
i

“a) T NON-STAFF  PERSONNEL _ (CONTRACTS, 716000
FELLOWSHIPS, ETC). SPECHFY: CONTRACT

I ; i i

|B)  CONSUMABLES _ " sUPPLES: ""(’iisKéEri"fsT,f%ﬁﬁ'*""" ~“ggo0 G000 | 27000
ENzYMES, TAQ, TIPS, PRIMERS ETC) : i ; i I
i . i
S S T !
[c) SMALL EQUIPMENT(S) (MAX 20.000 EURrOS). ; 5 : i
SPECIFY: - . L ] L
[_1:{) TRAVEL EXPENSES (MEETINGS, COURSES, ETC.) 11000 %1000 1000 1 3000 i
! ] - ! ! :
} i : I i
E) PUBBLICATION COSTS. SPECIFY:
F) OVERHEAD. |
]
t I !
| | ’
| TOTAL CoSTS o T 726000 126000 126000 78000
| i I
| | |
[

— S

16.4 ADDITIONAL UNIT(S) - JUSTIFICATION OF EACH ITEM BUDGET {except for overhead}

A) NON-STAFF PERSONNEL
l 1 PhD contracts for 3 years (DETECTION OF GERMLINE MUTATIONS N BRCA GENES AND MODERATE

GENES, GENOTYPING OF SNPS)

B) CONSUMABLE SUPPLIES
[ REAGENTS, ENZYMES, TAQ, TIPS, PRIMERS ETC

c? Small Equipment{s)

d) Travel Expenses (Meetings, Courses, elc)
[ Dissemination of results (meetings/workshops etc.)

e% Pubblication Costs j
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16.3 ADDITIONAL UNIT(S) WITHIN REGIONE TOSCANA Prof.ssa SIMONETTA BIANCHI

g T T T T T Neardy Year2 | Yeard | Tofal
:A)  NON-STAFF  PERSONNEL  (CONTRAGTS, !
| FELLOWSHIPS, ETC). SPEGIFY: ‘ ! ' . !
. | ,
| | | ' |
i ; i % :
FBY CONSUMABLES  SUPPLIES: ANTIBODIES AND 10000 710000 46000 |30000
. DISPOSABLE MATERIAL FOR TISSUE MICROARRAY | | ! . |
- _ I R B |
’?;) SMALL EQUIPMENT(S) (MaX 20.000 EUROS). ; | | !
. SPECIFY: o o '! D R - -
!E) TRAVEL EXPENSES (MEETINGS, COURSES, ETG.} ' - |
; !
| | -
E) PUBBLICATION COSTS. SPECIFY:
F) OVERHEAD.
B : t __ S
TotaL CosTs 1 10000 110000 :10000 30000
i
{
. E 1 B S
16.4 ADDITIONAL UNIT(S) - JUSTIFICATION OF EACH ITEM BUDGET (except for overhead)
A) NON-STAFF PERSONNEL

B) CONSUMABLE SUPPLIES

| ANTIBODIES AND DISPOSABLE MATERIAL FOR TISSUE MICROARRAY

c¢) Small Equipment(s)

d) Travel Expenses {Meetings, Gourses, efc.}

e) Pubblication Costs

16.5 TOTAL
T T T T Yeard [ Year2 i Years 1 Total
ToTAL COSTS 80000 80000 80000 240000 :
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17. AVAILABLE GRANT({S) CO-FINANCING THE PROPOSAL (Principal Investigator)

Project Title

Principal Investigator

Granting Agency

Amount Granted (Euros)

| Amount Avallable for Co-Financing (Euros)

17.1 AVAILABLE GRANT(S) CO-FINANCING THE PROPOSAL (Additional Research Units)

Project Title

Principal Investigator

Granting Agency

Amount Granted {Euros)

Amount Available for Co-Financing (Euros)

18, SUGGESTED REVIEWERS (MAX 3).

[ FIRST AND LAST NAME : LOUISE A, BRINTON

PosiTION : PHD MPH Chief Hormonal and Reproductive Epidemiclogy Branch

ADDRESS: 6120 Executive Blvd, Suite 550, Rm 5018

City: Rockville, MD 20852-7234

PHONE: 301-496-1691

E-MaiL: brinton@nih.qov

FIRST AND LAST NAME : PAOLO BRUZZ! o

PosiTioN: HEAD EPIDEMIOLOGIA CLINICA

INSTITUTION: DIPARTIMENTO EPIDEMIOLOGIA, PREVENZIONE E FUNZION! SPECIALL, |ST GENOVA

ADDRESS | LARGO R. Benzi, 10 -

City; 16132 GENOVA

PHONE: 010 5737476-7

E-mAIL: paolo bruzzi@istge. it

FIRST AND LAST NAME S _

PosimioN

INSTITUTION _

ADDRESS -

ciy

PHONE L

E-MaIL ) o
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19, BIO-ETHICAL REQUIREMENTS

Does the proposed research involve:

19.1 HUMAN EXPERIMENTATION YKs NO
Human experimentation includes Involvement of human bjects and other [ssues with ethical implications.

If YES, include approval from the competent Ethical Commiltes (as addendum A). {f this is not yet available at time
'of submission, please sign the statement below. ITT will not allocate funds until the Ethical Commiltee approval

has been obtained.

Date e Pl SIGNatUre........ccoevvcennrtinrmrrmsismrissiam s o

18.2 ANIMAL EXPERIMENTATION YES KO-
The Committee for animal use In cancer research has evaluated the proposal.

If YES, Include approval from the compelent Commiktee (as addendum A). If this is not vet avaliable at time of
submission, please sign the statement below. ITT will not allocate funds until the Committes approval has been

oblained.

Dale e esssieiens terreeen P.L SIGNature v e e

19.3 STATEMENT {fil! In only If you have signed YES {n.19.1 and/or 19.2)

I vesrrreerasreninneasnnnnoenen h€r€LY declare that L will pledge to obtain the approval of the “Ethicai Committes® (for

Human Experimentation) and for the approval of the "compstent Committee” (for animal experimentation) for the
present Proposal (1) ...... ... .o iie s ceiiiinn s e s e e e BEfOre commencling research,

Date....ccooi v e P.L Signature ..........cccmimnnninsomnnnn

20, DECLARATION AND PRIVACY STATEMENT

| hareby certify that all information submitted In the apptication form is accurate and complete.
I agree that, In accordance with law 198/2003 , the processing of my personal data shall be performed for the

foliowing purposes:

1. adminisirative management of the dosslers;
2, evaluation of the value of the research projects with transmission of the data to the ftalian and non-llalian

referaas/evalualors;
3. activitios ancillary andfor pursuant to the above;’

The communlcation of parsonal data for these purposes in not compulsory although refusal to do so, owing to the
peculiarity of the relationship batween the data and the aim for which it Is requested, will render the candidate

ineligible for selection/award,

2
Mo ecolarg o Hu}rhloaafe
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AdeapTo B AR Detieeen DG A 92 -2 61U, 2013

ISTITUTO PER LO STUDIO
£ LA PREVENZIONE ONCOLOGICA

Al Direttore Generale ISPO
Prof. G. Amunni

Firenze, 7 Giugno 2013

Oggetto: Relazione progetluale del progetto ITT "Molecular epidemiology of male breast cancer in Tuscany: genetic
alterations and environmental factors”.

Il progetto con durata triennale si propone di:

1) Espandere la serie di popolazione di casi di carcinoma della mammella maschile gia disponibili presso la SC di
Epidemiologia Molecolare e Nutrizionale, reclutando i casi incidenti in Toscana nel periodo 2009-2013 per un totale
previsto di 220 casi. Questa serie rappresenta la pill importante a livello nazionale e si colloca ira le pill importanti a
livello internazionale.

2) Valutare nella suddetta serie la prevalenza di mutazioni germiine nei geni di predisposizione ad alta penetranza
BRCA1 e BRCA2 e le possibili alterazioni nella loro espressione genica.

3) Identificare allri geni, a bassa e media penetranza, possibilmente coinvolti neflo sviluppo del carcinoma della
mammella maschile. ,

4) Descrivere il profilo istologico ed immunoistochimico dei tumori mammari maschili esaminali al fine di identificare
associazioni con caralteristiche biomolecolari.

5) Valutare le possibili interazioni tra i geni mutati e polimorfici identificati e I'esposizione ambientale e fattori di stile di
vita.

I progetto verra svolto in collaborazione con le additional unit di seguito riportate, indicate nel progetto approvato
dall'Istituto Toscano Tumori:

»  GROUP- Gruppo di Ricerca Oncologica dell'Universita di Pisa - Responsabile e Referente per il progetio Dott.ssa
M.A. Caligo - che si occupera del'analisi mutazionale

¢ Universita degli Studi di Firenze - Dipartimento di Chirurgia e Medicina Traslazionale, Sezione di Anatomia
Patologica, - Responsabile e Referente per il progetto Prof.ssa S. Bianchi- per Fidentificazione, allestimento e
recupero campioni tissutali.

Il progetto sopra descritto € stato finanziato dallIstituto Toscano Tumori con un finanziamento annuo di € 50.000,00 per
un totale di € 150.000,00.

Le voci di spesa, cos] come descritio nel budget approvato dall'ITT per il triennio del finanziamento, sono le seguenti:

. Sede legale: \ www.ispo.toscana.it Ente costituito con LR Toscana n. 3 del 04.02.2008
1 ISPO Via Cosimo It Vecchio 2 « 50132 Firenze E CODICE FISCALE 94158910482
" Telefono centralino 055 3269771 P. IVA 05872050488
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Personale: € 76.500,00 per Ricercatore con Laurea in Scienze Biclogiche (identificazione nuovi casi, ricostruzione
storia familiare, analisi dati) e per un’Assistente Sanitaria {prelievo di sangue, raccolta informazioni su alimentazione e
stile di vita)

Beni di consumo: € 1.500,00 per acquisto materiale di cancelleria e spedizioni postali (€ 500,00/anno)

Rimborsi per partecipazioni a Convegni nazionali e missioni per riunioni del gruppo di lavoro in sedi nazionali: €
1.092,00 (€ 364,00/anno)

Spese generali di gestione (overheads): € 7.908,00 (€ 2.636,00/anno)

Trasferimentil finanziamenti ad altri enti:
- GROUP- Gruppo di Ricerca Oncologica delf'Universita di Pisa per un totale di € 45.000,00.
- Universita degli Studi di Firenze - Dipartimento di Chirurgia e Medicina Traslazionale, Sezione di Anatomia Patologica

per un totale di € 18.000,00.

Cordiali saluti

A3

oo % 4, Moo,

I Respansabile dgfP ﬁ%eﬁj-.
Or. Dogtgnico Rai=—"" oy

Sede iegale: www.ispo.toscana.it Ente costituito con LR Toscana n. 3 del 04.02.2008
ISPO Via Cosimo Il Vecchio 2 « 50139 Firenze l CODICE FISCALE 94158910482
Telefone centralino 055 3269771 P. IVA 05872050488



“"‘% ., ISTITUTO PER LO STUDID
¥ E LA PREVENZIONE ONCOLOGICA :

PIANO ECONOMICO-FINANZIARIO
PROGETTI FINALIZZATI

Struttura organizzativa proponente: $.C. Epidemiologia Molecolare e Nutrizionale

Responsabife de! progetto: Dr. Bomenico Pall
Titolo dsl progetto: “Molecular epidemiology of male breast cancer in Tuseany: genetic alterations and environmental faclors”

Ente finanziatore: ITT - Regione Toscana
Importo finanziamento: € 150.000,00
Delibera numero:
Codice Autorizzazione: 8313
Centro di Costo: 696
Data inizio progetto: comunicazione avvio progetio
Data conclusione progetto: tre anni dalla data di comunicazione awio progetto
, € 50.000,00 dopo comanicaziona avvio progetlo; € 50.000,00 alta fine del primo anno; € 35.000,80 ata fing del secondo
Modalita di pagamento: anno; € 15.000,00 alla scadenza del progefio.
201314 201412015 20152016 Totale VOCE Dl SPESA
CORRISPONDENTE ENTE]
ERQGATORE
Bent di consumo: 500,00 500,00 500,00 1.500,00|Consumables supplies
- cancelleria ed allri beni econcmali fes, stampali, mouss, ...}
- farmaci
- presidi {es. guanti, sonde,...)
- diagnostici (es.reagenti o faberaforio, lest HPV, ...)
- acquisio Bby @ siviste {anche su supporle informatico; Avists on ling)
- altro (specificare)

Beni di tipo strumentale:
- gllrezzature sanitarie
- allrezzature informatichs ¢ alfro non sanilario {es. compider,
stampanti,... importi > 516,00 ewro;
per importi < 516,00 ewra riferirsi a beni di consuma}

Bent immateriall:
- software, opere diingegno, brevett

Servizi:

- Acquisto prestazioni santarie {es. prestazioni di laboralorie)

- Acquisto prestazioni non sanitarie (es. servizio elabor.dat)

- Spesa per pubblicazioni

- Spese per organizzazions convegni ¢ congressi (es, cens, cofiee
ek, ..}

- Spese posiali

- 8pese felefoniche

Trasferimentli finanziament ad altri entl (Comenzion con: Gruppo di
Rictiez Unhversth of Pisa per € 45.000,00 e Univ. Firenze - Saziona Anztoria Patvlogica

per € 18.000,00) 21.000,00 21.000,00 21.000,00 §3,000,00] Additional unit

Personale 25.500,00 25.500,00 25.500,00 76.500,00{Non-staff personnel
- colfaborazioni, consulenze ed incarichi professionali 25.500,00 25.500,00 25.500,00 76.500,00
- persona’e dipendents, temoa determinalo

- persona'a dipendents, tempo indelerminato

Rimborsi 364,00 364,00 364,00 1.092,00} Travel expenses
- missionifimborsi spese collaborazioni, consutenze ed incarichi
professionali

- missionifrimbors] spese dipendent, tlempo determinato

- missionifiimborso spese tempo indetermiralo (incluso Pl

Altro (specificare)

Engetti del personale

Spese generalt di gesHone {overheads) 263600 2.636,00 2.636,00 7.908,00{Overhead
Totale 50.000,00 50.000,00 50.000,00 150.000,00
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