ISTITUTO PER LO STUDIO
- ELAPREVENZIONE ONCOLOGICA

DELIBERAZIONE DEL DIRETTORE GENERALE
(Nominato con D.P.G.R.T. n. 233 del 13/12/2010)

N HE W 20 (42| 7o

Oggetto: Progetto “Monitoring HPV Type prevelence in the post-vaccination era in women living in Basilicata
region, Italy" finanziato dalla Ditta SANOF| Pasteur di Lione. Approvazione dello schema di accordo e
recepimento de! finanziamento. _

Struttura S.C. Citologia Analitica e Biomolecolare
Proponente
Contabilita e Controllo di Gestione Qﬂ/ _
Proposta n. 17 8 Responsabile del procedimento 0
Estensore
IMMEDIATAMENTE ESEGUIBILE

Importo di spesa:

Conto Economico n. 3A010302 "CONTRIBUTI DA ENT{ E SOGGETTI PRIVAT/"

Eseguibile a norma di Legge dal 13 0 DIC. 201
Pubbiicato a norma di Legge il 3 0 DIC, 2011
Inviato al Collegio Sindacale it J 0 DIC, 2011

Lanno 7044 i giomo 50 delmesedi 4>CCETHIE
Il sottoscritto Prof. Gianni Amunni, nella sua qualita di

DIRETTORE GENERALE

di questo Istituto per lo Studio e la Prevenzione Oncologica , con sede in Via Cosimo I Yecchio 2 — 50139 Firenze, in
forza del Decreto del Presidente della Giunta Regionale Toscana n. 233 del 13/12/2010.
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Visto il D. Lgs.vo 30/12/1992 n. 502 e sue successive modifiche ed integrazioni e la L. R. Toscana n. 40 del 24/02/2005 di disciplina
del Servizio Sanitario Regionale e successive modificazioni ed integrazioni;

vista la legge regionale 4 febbraio 2008, n. 3, ai sensi della quale & stato isfituito 'TSPO ~ 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), il quale ai sensi dellart.19, comma 1 della citata legge subentra nelle atlivita gia esercitate dal
CSPO * afar datadal 1 luglio 2008”;

vista fa delibera del Direttore Generale n. 5 del 14.07.2008 con la quale & stato approvato il regolamento dell'lSPO;
vista la delibera del Direttore Generale n. 85 del 18.05.09 con la quale & stato approvato il regolamento dei progetti finalizzati;

premesso che:

- la Ditta SANOFI Pasteur MSD S.N.C., Rue Jonas Salk n. 8, 69007 Lione, Francia & una azienda francese leader nel settore
farmaceutico specializzata nello sviluppo, nella registrazione e nella distribuzione di vaccini per uso umanoc nei paesi che
costituiscono I'Unione Europea (UE);
nellambito delle sue attivith di ricerca & promotore di uno studio epidemiologico denominato "Monitoring HPV Type
prevelence in the post-vaccination era in women living in Basilicata region, Italy" - SIN Code GDS0ZE;
per fa correlta implementazione e svolgimento dello studio, la Ditta SANOF] Pasteur ha selezionato I'lstituto per lo Studio e
la Prevenzione Oncologica che ha personale qualificato e la struttura necessaria per eseguire i servizi refativi allo studio;

- come Coordinatore Scientifico dello Studio nonché Responsabile del Progetto per ISPO & stata individuata la Dr.ssa
Francesca Carozzi , Biologo Dirigente presso la S.C. Citologia Analitica e Biomolecolare I.S.P.O.per la sua esperienza di
{aboratorio;

- con Delibera del Direttore Generale ISPO n. 215 del 27.12.2010 ¢ stato approvato lo Studio di Fattibilita per la valutazione
dello studio epidemiologico “Monitoring HPV Type prevelence in the post-vaccination era in women living in Basilicata
region, ltaly™:

- il suddetto Studio di Fattibilita si & concluso il 30.04.2011 e alla scadenza si & convenuto di affidare I'esecuzione dello Studio
"Monitoring HPV Type prevelence in the post-vaccination era in women living in Basilicata region, Italy" alfISPO;

visto lo schema del'accordo tra ISPO e SANOFI Pasteur MSD S.N.C., avente ad oggetto lo Studio “Monitoring HPV Type
prevelence in the post-vaccination era in women living in Basilicata region, Italy", documento in versione affiancata italiano e inglese
aflegato alta presente deliberazione a fame parte integrante e sostanziale {Allegato “A);

considerato che il contenuto dello schema delt'accordo per lo Studio “Monitoring HPV Type prevelence in the post-vaccination era in
women living in Basilicata region, Italy", é stato condiviso da entrambe le parti;

preso atto che l'accordo sopracitato decorre dalla data dell'ultima sottoscrizione e termina it 31.12.2014 e che la Ditta SANOFI
Pasteur MSD S.N.C corrispondera ad ISPO per i servizi resi, cosi come elencati in dettaglio nell'allegato “1" dello schema di accordo,
la somma fotale di € 880.770,00 IVA esclusa secondo le modalita di cui all'allegato “2" dello schema di accordo;

ritenuto pertanto opportuno di approvare lo schema di accordo recependo il finanziamento pari a € 880.770,00 VA esclusa;

ritenuto di dichiarare il presente atto immediatamente eseguibile per permettere poter partire quanto prima con lo studio
epidemiologico "Monitoring HPV type prevalence in the post-vaccination era in women living in Basilicata Region, Haly”;

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 accordo per la realizzazione dello Studio epidemiologico “Monitoring HPV type prevalence in the
post-vaccination era in women living in Basilicata Region, ltaly" da parte di ISPO per la Ditta SANOFI, allegato “A" alla
presente quale parte integrante e sostanziale;
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2. di prendere atto che la Ditta SANOF| Pasteur MSD S.N.C. corrispondera ad 1.S.P.0. per i servizi resi, cosl come elencati
nel dettaglio neff'allegato “1” dello schema di accordo per lo Studio di Fatfibilit3, la somma totale di € 880.770,00 IVA
esclusa, secondo le modalita di cui all'allegato 2 dello schema di accordo;

3. di dare atto che la disponibilita finanziaria totale & di € 880.770,00 iva esclusa, imputata a valere sullautorizzazione n°
96/11, cdc 671 Conto Economico 3A010302 “CONTRIBUTI DA ENT! E SOGGETTI PRIVATI™;

4. didichiarare il presente atfo immediatamente eseguibile ai sensi della normativa vigente;

5. ditrasmettere il presente atto allalbo di pubblicita degli atti di questo Istituto al Collegio Sindacale.

DIRETTORE GENERALE
fanni Amunni

IL DIRETTORE SANITARIO
hjara Neri
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Eleenco degli allegati

Allegato A Schema di accordo fra ISPO e Ditta Sanofi Pasteur pagg. 104
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Strutture aziendali da partecipare:

S.C. Citologia Analitica e Biomolecolare, ISPO;

S.S. Contabilita e Controllo di Gestione I1SPO;

Gestione Amministrativa Progetti ISPO;

Supporte Amministrativo Attivita Scientifica e di Ricerca ISPO;
Dipartimento Amministrazione e Finanza ASF.
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EPIDEMIOLOGICAL SERVICES

AGREEMENT

STUDY

ACCORDO PER I SERVIZI RIGUARDANTI LO
STUDIO EPIDEMIOLOGICO

THIS AGREEMBNT IS MADE BY AND ILPRESENTE ACCORDO E’ STIPULATO DA ETRA:

BETWEEN:

- SANOFIPASTEUR MSD S.N.C,
A “Société en Nom Collectif” duly existing and
organized under the laws of France, with a capital
of 60.000.000 Euros, having its registered office
located at 8, rue Jonas Salk, 69007 LYON, France
and registered in LYON under SIREN 2° 392 032
934 RCS Lyon

- SANOFIPASTEUR MSD S.N.C.
Una “Socictd In nome collettive” debitamente costifuita
ed esistente ai sensi delle leggl francesi, con capitale
sociale di Buro 60.000.000, avente sede legale in rue
Jonas Salk 8, 69007, Lione, Francia, e regisirata a Lione
al SIREN n, 392 032 934 RCS Lione

Rappresentata dal Dott. Jean-Paul KRESS, Presidente

Represented by Dr Jean-Paul KRESS, President

Di seguito definita “SPMSD”

Hereinafter referred to as “SPMSD”

I&=t

AND

- THE ISTITUTO PER LO STUDIO E LA - I’ISTITUTO PER LO
PREVENZIONE ONCOLOGICA (ISPO)
Una organizzazione debitaments costituita ed esistents al
sensi delle leggi italiane ed avente sede legale in Via
Cosimo il Vecchio 2, 50139 FIRENZE, Italy

PREYENZIONE ONCOLOGICA (ISPO)

An organisation duly existing and organized under
the laws of Italy and having its registered office at
¥Via Cosimo il Vecchio 2, 50139 FIRENZE, Ttaly

Represented by Dr. Doit, Gianni AMUNNI,
General Manager

Hereinafter referred to as “the INSTITUTION”

STUDIO E LA

Rappresentata dal Dott. Gianni AMUNNI, Diretfore
Generale

Di seguito definita “IPISTITUZIONE”

ALLA PRESENZA DI:

IN THE PRESENCE OF:

- The Doctor Francesca CAROZZX
A biclogist who conducts her professional
activities at the ISPO

Hereinafter rsferred to as the “Scientific
Coordinator”

- LaDott.ssa I'rancesca CAROZZI
Una biologa che presta la propria attivitd professionale
presso 'ISPO

Di soguifo definita “Coordinatore Scientifico”

SPMSD and the INSTITUTION hereinafter also being  SPMSD e VISTITUZIONE di seguito anche definite
collectively referred to as the “Parties”™ and congiuntamente lo “Parti” ed individualmente la “Parte”.

individually referred to as the “Party”,

WHEREAS

SPMSD is a French leading pharmacentical company
specialized in the development, registration and
distribution of vaccines for human use in the countries

PREMESSO CHE

SPMSD & una azienda francese leader nel setfore
farmaceutico
registrazione e nella distribuzione di vaccini per uso umano

specializzata nello  sviluppo, nella

which composed the Ruropean Union (EU) as of May nei paesi che costituiscono I'Unione Europea (UE) alla data

1*, 2004 (i.e. excluding the ten acceding countries that

del 1 maggio 2004 {ovverosia con I’¢sclusione def dieci

joined the EU on May 1%, 2004) and the four countries Paesi che sono entrati nell’UE il 1 maggio 2004) e nei

of the European Free Trade Association,

quatiro passi dell’Associazione Europea per il Libero

Scambio (EFTA).
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Within the framework of ifs research activities,
SPMSD is sponsor of an epidemiological study
entitled "Monitoring HPV fype prevalence in the
post-vacclnation  era in women living In  the
Basilicata region, Italy” - SIN Code GDSOZE
(hereinafter referred to as the “Study™).

For the good implementation of the Study, SPMSD
has selected the INSTITUTION that has capable
personnel and the necessary accommodation to
perform the Study related Services (as defined below),

With the INSTITUTION's consent, SPMSD has
selected the Scientific Coordinator because of her
expertise in laboratory to carry out work for the Study.

The INSTITUTION and the Scientific Coordinator
have accepted to perform some services for SPMSD
within the framework of the Study, A former
agreement dated 30 December 2010 was executed
between the Pariies in order to assess the feasibility of
the Study (hereinafler referred to as the “Feasibility
Agreement”),

After the performance by the INSTITUTION and the
Scientific Coordinator of some specific services under
the Feasibility Agreement, the Pariies are willing now
to confide fo the INSTITUTION the performance of
some other services relating to the main phase of the
Study.

The INSTITUTION and the Scientific Coordinator
accept to perform such services in the terms and
conditions set forth hereunder.

NOW THEREFORIE

In consideration of the foregoing promises and the
mutual promises and the conditions herein contained,
SPMSD and the INSTITUTION agree as follows on
the following terms and conditions,

ARTICLE 1 - DEFINITIONS

Nell’ambito delle sue atifvitd di ricerca, SPMSD & il
promotore di uno studio epidemiclogico denominato
"Monitoring HPV type prevaleiice in the post-vaceination
era in women living in the Basilicata region, Italy® — SIN
Code GDSO2E (di seguito lo “Studio”),

Per la corretia implementazione dello Studio, SPMSD ha
selezionato PISTITUZIONE cha ha personale qualificato e
la steuttura necessaria per eseguire 1 servizi relativi allo
Studio (come di seguito delineati),

Con il consenso dell’ISTITUZIONE, SPMSD ha
selezionato il Coordinatore Scientifico per la sua esperienza
di laboratorio al fine di poriare avanti il lavoro per lo
Studio,

P ISTITUZIONE ed il Coordinatore Scientifico hanno
accetfato di eseguire alcune prestazioni professionalf per
SPMSD nell’ambito delle Studio. Un precedente accordo
datato 30 Dicembre 2010 & stato soffoscritto {ra le Parti, al
fine di valutare la fatiibilitd dello Studio {(di seguito
denominato “Accordo di Fattibilita™),

Dopo ’esecuzione da parte dellISTITUZIONE e del
Coordinafore Scientifico di alcune specifiche prestazioni
professionali ai sensi dell’Accordo di Pattibility, le Parti
sono ora decise ad affidare al’ISTITUZIONE [’esecuzione
di ulferiori prestazioni professionali concernentl la fase
principale dello Studio.

IPISTITUZIONE ed il Coordinatore Scientifico accettano
di eseguire tali prestazioni nei termini ed alle condizloni di
seguito stabiliti,

PERTANTO
In considerazione dells suesposte premesse, dei reciproci
impegni ¢ delle condizioni qui contenute, SPMSD e

PISTITUZIONE si accordano come segue ai seguenti
fermini ¢ condizioni,

ARTICOLO 1 - DEFINIZIONI

1.1  Unless stated otherwise, the following terms 1.3 Salvo quanto diversamente indicato, { seguenti
shall have the meanings hereby assigned when termini avranno il significato qui atiribuito quando
used in this Agreement: uiilizzati nel presente Accordo:

“Advisory Board” means the scientific board “Consiglio di Sorveglianza” indlca il comitato
whose role is to validate the Protocol and the scientifico il ocui ruclo & quello di validare il
Study Reports in their inferim and final Protocollo e le Relazioni dello Studio nelle
version, and to validate any publications rispettive bozze e nella versione finale, nonchd di
related to the Study. The Advisory Board is validare ogni pubblicazione connessa con lo Studio.
composed of independent Experls (as defined Il Consiglio di Sorveglianza & composto da Esperti
below). indipendenti (come definito di seguito).
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"Agreentent® means the present
epidemiological Study Services Agresment
and any and all amendments or annexes
attached thersto that shall be made a part of
this Agreement for all purposes and any and alf
other applicable terms, conditions and policies
referenced in any of the preceding documents,

"Ceniral Labhoratory" means the Laboratory
of the INSTITUTION in charge of laboratory
testing such as Hybrid Capture 2 (HC2) fests,
HPV genotyping and the quality control for
somo cytological samples,

“Center” means the health care practices
where all  Study-related  activities are
conducted (Local Health Unit (LHU) of
Matera).

"Coordinating Investigators”" means the
Screening Investigator, Doctor Pasquale Silvio
Anastasio and the Vaccination Investigator,
Doctor Bspedito Antonio Moliterni who are
the selected physiclans responsible for the
conduct of the Study in the LHU of Matera,

“CRO” means the confract research
organization specialized in the conduct of
opidemiological sindies and in charge of the
Study monitoring activities performed by its
epidemiological research associates (ERAs),
f.e. Omnicare Clnical Research SARL,
commerclally operating as Theorem Clinical
Research SARL, a company duly existing and
organised under the laws of France and having
its registered office at 40/50 rue Auguste
Blangud, 94250 Gentilly, France, The CRO
will work in close co-operation during the
Study with the INSTITUTION.

“Daily Report” means the document that the
Coordinating Investigators will fill in for
documeniing (he total number of Participants
that could potentially participate in the Study
and assessing the representativeness of -the
final Study sample,

“Epidemiological Projects Coordinator or
"EPC” means SPMSD employee, in charge of
the Study progress and coordination and who
is Samantha ATRUX-TALLAU.

“Epidemiology Project Manager” or
"EPM*” means the SPMSD employee, in
charge of supervising all epidemiological
studies and BPC activities and who is Dr
Laurence SERRADELL,

“Epidemiological Study Report" or "ESR”
means the report that is written by the
INSTITUTION under the Services governed

"Accordo” indica il presente Accordo per i Servizi
riguardanti lo Studio Epidemiologico, inclusi ttti
gli emendamenti o gli atlegati che ne formeranno
parte integrante per qualsivogha finalitd nonchd tutt
gli ulterfori termini, condizioni ¢ linee di condotta
menzionate nei precedenti documenti,

"Laboratorio Cenirale" indica il Laboratorio
del’ISTITUZIONE incaricato di effetiuare i test di
laboratorio quali if Hybrid Capiure 2 (HC2), la
genotipizzazione HPV ed il conirollo di qualitd per
alouni campioni citologiei

“Cenfro” indica gli ambulatorl sanitari dove
vengono condotte tulte lo attivitd connesse allo
Studio (Azienda Sanitaria Locale (ASL) di Matera).

USperimentatori  Coordinafori” indica Io
Sperimentatore di Screening, Dott, Pasquale Silvio
Anastaslo, ¢ lo Sperimentatore della Vaccinazione,
Dott, Espedito Antonio Moliterni, i quali
rappresentano i medici  responsablli  della
conduzione dello Studio nella ASL di Matera.

“CRO” indica Porganizzazions di ricerca a contratio
specializzata  nella  conduzlone  di  studi
spidemiologiol ed Incarlcata di eseguire ls attiviia di
monitoraggio dello Siudio effettuate dai propri
associati alla ricerca epidemiologica, (di seguito
“BRAs™), ossia Omnicare Clinical Research SARL,
comtnerclalmente operante come Theorem Clinical
Rescarch SAR una soclefd debitamente costituita ed
esistente ai sonsi delle leggi francesi, avente sede
legale in 40/50 rue Auguste Blangui, 94250 Gentilly,
Franeia. Durante lo Studio lIa CRO lavorerd in streita
collaborazione con 'ISTITUZIONE,

“Relazione Giornaliera” indica il documento che
gli Sperimentatori Coordinatori dovranno compilare
por documentare il numero totale dei Partecipanti
che potrebhero potenzialmente pariecipare allo
Studio e per valutare la rappreseniativid del
cawnpione finale dello Studio,

“Coordinatore dei Progefti Epidemiologici® o
"EPC” indica il dipendente di SPMSD incaricato
dello stato di avanzamento e della coordinazione
dello Studio, che & Samantha ATRUX-TALLAU.

“Manager dei Progettl Epidemiologici" o "EPM*
indlea il dipendente di SPMSD, incaricato di
supervisionare tutt gli studi epidemiologici e le
aftivitt degli BPC e che ¢ il Dr Laurence
SERRADELL.

“Relazione dello Studio Epidemiologico" o
"ESR? indica la relazione redatta
dall’ISTITUZIONE nell’ambito dei Servizi oggetio
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by the present Agreement and that shall he
delivered to SPMSD in its final and approved
version,

“Experts” means the persons with recognized
knowledge and expertise who are members of
the Advisory Board/Steering Commitiee who
are asked {o give their opinionfexpertise on the
Study.

“Infornted Consent Form or ICF” refers to
the document that collects the informed
consent of the Participants. Such document
reflects the decision fo take part in the Siudy,
which must be written, dated and signed, taken
freely after being duly informed of the nature,
significance, implications and risks of the
Study, and appropriately documented, by any
of the Participants, or where the Parficipants
are not capable of giving consent, by any legal
representative,

"Key Personnel” means the contacts at the
INSTITUTION who shall have the main
function in the Study and who works with the
Scientific Coordinator,

“Parent Companies” means any company
holding directly or indirectly fifty percent
(50%) or more of SFMSD capital stock or fifty
percent {50%) ov more of its voting rights,

“Participant” means any individual who
participates in the Study,

“Participant Form” means {he printed,
optical or electronic document designed to
record all of the Protocol required information
to be reported to SPMSD, on each Study
Participant and completed by the Caordinating
Investigators or delegates,

“Protocol” means the document that deseribes
the objectives, design, methodology, statistical
considerations and organization of the Study.
The term profocol refers to the protocol, its
successive versions and its amendments,

The Protocol in its version dated 24 June 2011
is attached in Amnex 1 as & part hereof, It is
agreed that the present Agreement shall be
governed by the most recent version of the
Protocol. Should the present Agreement to be
executed prior to availability of the final
version of the Protocol, the last-dated version
of the Protocol thereof will be considered to be
incorporated by reference in place of any prior
versions, In case there is a conflict between the
terms of the Profocol and those of the

“oalle quali &

del presente Accordo e che sard consegnata a
SPMSD nella sua versions finale e approvata.

“Esperti” indica lo persone con riconosciuta
conoscenza ed experiise che sono membri del
Consiglio di Sorveglianza/Comitato operativo ed
richiesto di fornire la loro
opinfone/expertise nello Studio.

*Modulo per il consenso informato o ICF”? indica
il documento che raccoglie il consenso informato
delle Partecipantl, Tale documento rispecchia la
decisions di prendere parte aflo Studio, che deve
essere espressa per iscritto, datata e firmata, presa
liberamente dopo essere stati debitamente informati
sulla natura, sul significato, sulle implicazioni e sul
riscli dello Studio, ed adeguatamente documentata,
da ciascono delle Partecipanti, o qualora lo
Partecipanti non fossgro in grado di prestare il
consenso, da ciascun legale rappresentante,

"Personale Qualificate” indica i contatti presso
PISTITUZIONE che avranno i compiti principali
nello Studio e che lavoreranno con il Coordinatore
Scientifico,

“Societd Controllanti” indica ogni societd che
detiene direttamente o indirettamente il cinquanta
per cenfo (50%) o pin delle azloni di SPMSD o il
cinguanta per cento {50%) o pit del suoi diritti di
voio.

“Partecipante” indica ogni individuo che partecipa
allo Studio,

“Modulo dei Partecipanti” indica il documento
stampato, oftico o cleftronico adibiio a registrare
futte le informazioni richieste dal Protocollo da
comunicare a SPMSD, su ogni Pariecipante allo
Studio e compilaio dagli  Sperimentatori
Coordinator! o da loro rappresentanii.

“Protocollo” indica il documento che descrive gli
obiettivi, il disegno, la metodologia, le
considerazioni statistiche e Porganizzazlone dello
Studio. Il fermine protocolle si riferiscs al
protocollo, alle sue successive versioni ed
emendamenti,

11 Protocollo nella sua versione datata 24 giugno
2011 & accluso nell’Allegato 1 come parte
integrante di questo Accordo. Si conviene che il
presente Accordo sard regolato dalla versione pil
recente del Profocollo, Nel caso in cui il presente
Accordo dovesse essere esecutivo prima che sia
disponibile la versione finale del Profocollo, la
versions pil recente dello stesso sard considerata
incorporala mediante rinvio in lnogo di ogni
precedente versione. In caso di conflitto tra i termini
del Protocollo e quelii dell’ Accordo, i termini del

Pape 4/32

AF GDS02E_SERV_ISPO+D:Carozzi EntIT 19DEC2011

Initials



Agreement, the terms of fthe present
Agresment will govern with respect to confract
provisions and conditions but the terms of the
attached Protocol will govern with respect to
the conduct of the Study and with respect o
serving the best inferests of the Participants'
welfare,

“Sample”® means any cervical material
collected by the Coordinating Investigators in
compliance with the Protocol conditions of
inclusion into the Study,

“Scientific Coordinater” means the selected
expert responsible for the Study-related
Services, as more detailed in 4.3,

“Services” means the services fo be provided
by the INSTITUTION pursuant to this
Agreemtent as  described in  ariicle 4.2
hereunder and in the list of activities as defined
in the Annex 2 of this Agreement.

“SPMSD  Local Contact® means the
following wholly-ovwned subsidiary company:
Sanofi Pasteur MSD located at Via dogh
Aldobrandeschi, 15 - 00163 ROMA - ITALY,
whoe will be ithe local contact of the
INSTITUTION during the Study on behalf of
SPMSD, The Local Contact is Emilia
PERINETTI, . Clinical & Bpidemiology
Manager,

“Sponsor” means the company responsible for
the initiation, management and financing of
the Study and who is SPMSD,

“Steering Committee” or "SC” means the
group composed of the Scientific Coordinator,
Coordinating Investigators, Sponsor
representatives (epidemiologist, EPM,
EPC...), INSTITUTION  representatives
(epidemiologist, biostatistician,,..) and others
who oversee the Study developmeni,
implementation, conduct, analysis and
dissemination of Study Resuits,

“Study Database” means the computerized
structured collection of the Study data that will
be set up within the Study by the
INSTITUTION  andfor  the  Scientifie
Coordinator and that will be delivered to
SPMSD.

"Study Resulis” means any and all the resulis
arising out fiom the Study such as but not
{imited to Study population data and HPV tests
results.

“Study Reports” means any and all Study-
related  reports  arising  ouwt  from the

presente Accordo prevarranno relativamente alle
clausole e condizioni del comirafto ma 1 fermini
dell’allegato  Profocolle prevarranno per quanto
aftiens alla conduzione dello Studio e per la miglior
tutela del benessere dei Parlecipanti,

¥Camplone” indica ogni maferiale cervicale
raccolto dagli Sperimentatori Coordinatori nel
rispetto  delle condizioni del Protocollo per
Pinclusione nello Studio.

“Coordinatore Scientifico” indica 1’esperfo
selezionato, responsabile dei Servizi dello Studio,
come meglio dettagliato nell’art, 4.3,

“Servizi” indica 1 servizi che 'ISTITUZIONE deve
fornire conformemente al. presente Accordo, come
descritti nell’art. 4.2 che segue e nefl’elenco delle
allivitd come definife nell’allegato 2 dsl presenie
Accordo,

“Contatto Locale di SPMSD” indica la seguente
societd inferamenis conirollata; Sanofi Pasteur
MSD, avente sede legale in Via degli
Aldobrandeschi, 15 - 00163 ROMA - ITALIA, che
sard il contatio locale delPISTITUZIONE durante fo
Studio per conto di SPMSD, 11 Contatio Locale sark
Bmilla PERINETTI, Manager Clinico ed
Epidemiologico,

“Promotore” indica la societd responsabile
dell’avvio, della gestlone e det finanzlamento dello
Studio, che 8 SPMSD,

“Comitato Operative” or "SC” Indica il gruppo
composic dal Coordinators  Scientifico, dagli
Sperimentatori  Coordinatorf, dai rappresentanti
dello Sponsor (epidemiologo, EPM, EPC, ..), dal
rappresentanti  del’ISTITUZIONE {epidemiologo,
esperto  di  Dbiostatistica ...) ed alirf che
sovraintendono  lo  sviluppo  dello  Studio,
Pimplementazione, la conduzione, Panalisi ¢ la
divulgazione dei Risultati dello Studio.

“Database dello Studio” indica la raccolia
compulerizzata dei dati dello Studio che sard creato
durante lo Studio dallISTITUZIONE e¢fo dal
Coordinatore Scientifico e che sard consegnato a
8PMSD.

"Risultati dello Studio" indica fufii e ciascun
risultato derivante dallo Studio come, ma non solo, i
dati sulla popolazione deflo Studio e i risultati dei
test HPY.

“Relazionl deilo Studio” indica ogni relazione
relafiva allo Studio che deriva dall’esecuzione dei
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performance of the Services (such as but not
Hmited to the data management plan,
moniforing guidelines, moniforing reporis,
monthly status reports, statistical analysis
reports, data management reporls, interim
reports and the ESR, etc.}.

“Subsidiary Companies” means any
company in which SPMSD holds ditectly or
indirectly fifty percent {509) or more of the
capital stock or fifty percent (50%) or more of
the voting rights,

“Territory” refers to the countries which
composed the Buropean Union (EU) as of May
1%, 2004 (i.e excluding the ten acceding
couniries that joined the EU on May 1%, 2004)
and the four countrles of the Buropean Free
Trade Association.

Any reference {0 a statutory provision, code or
guidance shall be deemed to include reference
to any subsequent modification or re-enactment
of it.

12

The headings to clauses, sections and
paragraphs are inserted for convenience only
and shall not affect the interprefation or
construction of this Agreement.

13

Where appropriate, words denoting the singular
shall include the plural and vice versa.

1.4

ARTICLE 2 — OBJECT

According to the terms of the present Agreement,
SPMSD appoints the INSTITUTION who accepts
such appoinfment, for the performance of some
specific Study-related Services in accordance with
Annex 2.

ARTICLE 3 - STUDY ORGANISATION

The Parties agree that the duties and obligations
assigned to the INSTITUTION by virue of the
present Agreement will be performed according to the
following planncd calendar  (hereinafter the
“Calendar”), provided that no event required by
SPMSD or at Centre (LHU of Matera) would
postpone or delay the proper performance of the
Study :

Servizi (come, ma non solo, il piano di gestione dati,
le linee guida per il monitoraggio, I report di
monitoraggio, i report mensili sullo stato dello
Studio, i report sulle analisi stafistiche, i report sulla
gestione dei dati, i report provvisori ¢ Ia ESR, ecc.).

“Societd Controllate” indica ciascuna sociefd in
cui SPMSD detiene divettamente o indireftamente il
cinguanta per cento (50%) o pit dello azioni o il
cinguanta per cento (50%) o pitt def dixitti di voto.

“Territorio” si riferisce ai paesi che fanno parte
dell’Unione Buropea (RBU) alla data del 1 maggio
2004 (ovverosia con Iesclusione dei dicci paesi che
sono entrati nelPUR il 1 maggio 2004) ed ai quatiro
paesi dell’Associazione Europea per il Libero
Scambio (EFTA),
1.2 Qualsiasi rifecimento a disposizioni normative,
codici o linee guida dovwrd infondersi come
comprendente il riferimento ad ogni successiva
modifica o nuova emanazione,

T titoli degli articoli, sozioni e paragrafi sono
riportati sclo per comoditd e non influenzeranno
Iinterpretazione o il senso del presente Accordo.

13

1.4 Dove appropriato, le parole espresse al singolare

ricomprenderanno il plurale e viceversa.

ARTICLE 2 -OGGETTO

n virth del presente Accordo, SPMSD incarica
PISTITUZIONE, che accetta fale incarico, di effettuare
alouni specifici Servizi connessi allo Studio secondo quanto
stabilito nell*Allegato 2,

ARTICLE 3 — ORGANIZZAZIONE DELLO STUDIO

Le Parti convengono che i doveri e le obbligazioni attribuite
alPISTITUZIONE in virth del presente Accordo saranno
eseguiti secondo il seguente calendario programmato (di
seguito il “Calendario™), purchd nessun evento richiesto da
SPMSD o al Centro (ASL di Matera) possa posticipare o
ritardare I'esecuzione dello Studio :

‘Action Timelines Azione Tempistica
Regulatory documents Predisposizione documenti .
preparation June 2010 - Nov 2011 regolatori Giugno 2010 -Nov. 2011
submission/approval presentazione/approvazione

Participant recruitment  Nov2011 - April 2013

AF_GDS02E_SERV_ISPO+DrCarozzi_EntIT_19DEC201 l

Reclutamento del Nov, 2011- Aprile 2013

partecipanti
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Laboratory analyses Nov 2011 — May 2013

Database management
(including hpv, pap test, Sept 2011 - June2013
vaccination status data

entry)

Quality controlon oy 9911 - July 2013
database (ISPO with

LHU)
Statistical analyses July 2013 — Sept 2013

Final study report December 2013

If the actual start of the present Agreement is delayed
or postpened for unavoidable justified reasonms, the
Calendar will extend beyond the dates described
above for the number of days that the start of the
Study was delayed or posiponed, and all the Parties
will be obliged to complete their respective warranties
and obligations conferred by the present Agreement
by that extended daies or as otherwise agreed in
writing by the Parties,

ARTICEE 4 - OBLIGATIONS OF THE
INSTITUTION

4.1 Compliance with epidemdological studies
rules and regulations

4.1.1 During the performance of the Services, the
INSTITUTION undertakes to abide by and to
ensure that the Scientific Coordinator abides
by the following laws, regulations and texis
{hereinafter referred to as the “Texts™);

—  the Protocol;

—~  the consolidated Divective 2001/83/EC of
the European ParHament and of the
Council of 6 November 2001 on the
Community code relating to medicinal
praoducts for human use as amended by
Directive 2002/98/BEC, Directive
2004/24/EC and Directive 2004/27/EC

~ the Declaration of Helsinki adopted in

1964, including ifs successive
amendments
- the Coungcil for International

Organizations of Medical Sciences
(CIOMS) Intornational Guidelines for
Ethical Review of Epidemiological
Studies

~ the BU Directive 95M46/EC on the
profection of individuals with regard to the
processing of personal data and on the fiee
movement of such data and any local
enacting legislation such as the Italian
Legislative decree n® 196 of June 30,

Analisi di Iaboratorio Nov. 2011- Maggio 2013

Gestione del database Sett, 2011- Giugno 2013
(inclusi hpv, pap fest,
Immissione dati sullo stato
della vaceinazione )
Nov. 2011-Luglio 2013
Conirollo di qualitd sul
database (ISPO e ASL)

Analisi statistica Luglio 2013-Sett, 2013

R .
elazione finale dello Studio Dicembre 2013

Nel caso in cui 'inizio del presente Accordo fosse ritardato
0 posticipato per una causa glustificata ed inevitabile, il
Calendario sard esteso olire le daie sopra indicate per un
numerc di giomi pari a quelli del ritardo o della
posticipazione dell’inizio dello Studio, e tutte le Parti
sarano obbligate & completare il proprie incarlco ¢ le
obbligazioni conferite dal presente Accordo entro le date
prorogate o come diversamente convenuto per iseritto tra le
Parti,

ARTICOLO 4 - OBBLIGAZIONI
DELLISTITUZIONE

41 Rispetto delle regole e delle normative
rignardanti ghi studi epidemiologici

4.1.1 Durante Pesecuzione dei Servizi, 'ISTITUZIONE
si impegna ad osservare ed a garanthre che il
Coordinatore  Sclentifico  osservi le  seguenti
normative, regolamentazioni e testi (di sepmito i
“Testi”):

— il Protocollo;

— la Direttiva consolidata 2001/83/CE del
Parlamento Buropeo ¢ del Consiglio del 6
novembre 2001 sul Codice della Comunita
inerente ai prodot medicinali per uso
nmane come modificata dalla Direitiva
2002/98/CE, dalla Direttiva 2004/24/CE e
dalla Direttiva 2004/27/CE;

— la Dichiarazione di Helsinki adotiata nel
1964, comprese le sue  successive
modificazioni ed integrazioni;

— e Linee Guida Internazionali per uua
Revisione BEtica degh Studi Bpidemiologici
del Consiglic per le Organizzazioni
Infernazionali delle Scienze Mediche
(CIOMS);

— la Direttiva UE 95/46/EC sulla protezione
degli individui in relazione al trattamento dej
dati personali, sulla libera circolazione di tali
dati e ogni legislazione nazionale di
recepimento come il Decreto legislativo
italiano n, 196 del 30 glugno 2003;
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4,12

4.2

4.2.1

42.2

4.2.3

4,2.4

2003;

any appropriate procedure provided by
SPMSD andfor by the CRO and the
Scientific Coordinator;

the Good Epidemiological Practices
(GEP) IEA Guidelines for proper conduct
of Bpidemiologic Research;

any other Buropean and/or local laws and
regulations applicable fo the Study,

Texis may chanpe In their applicable versions
during the Study. The Pariies expressly agroe
that the last-dated version of the Texis thereof
will be considered to be incorporated by
reference in the present Agreement in place of
any prior version.

The INSTITUTION undertakes that the
Scientific Coordinator shall conduct the Study
in compliance with the Texts defined above.

Description of the Services transferred to
the INSTITUTION

The INSTITUTION is appointed by SPMSD
to perform the Services which are exprossly
transferred to it by SPMSD pursnant to the
present Agreement,

In accordance with both the Profocol and the
list of activities, the INSTITUTION shalt
perform the Services defined in Annex 2,

The INSTITUTION shall be responsible vis-a-
vis SPMSD of the good execution of the
Services in terms of quality and compliance
with the Calendar and the Texts,

The INSTITUTION shall also have an
obligation of professional advice toward
SPMSD,

The INSTITUTION shall deal by preference
with SPMSD S.MN.C. represented by Dr.
Laurence Serradell (EPM) and with SPMSD
Local Contact, represented by Emilia Perinetti,
for any Study local aspects In accordance with
a specific communication plan that will be
implemented for the Study purpose botween
SPMSD, the INSTITUTION and SPMSD
Local Contact,

Communications in Boglish should be
preforential and the Parties expressly agree that
all deliverables (such as, but not limifed to
acts, documents, reporis) uader this Agreement
must be provided to SPMSD in English,

The INSTITUTION shall make the Scientific
Coordinator available to conduct the Study
within institutional commitment for the

412

4.2

4.2.1

4.2.2

4.2.3

4.2.4

AF_GDS02E_SERV_ISPO+DrCarozzi_BntIT_19DEC2011

tute lo opportune procedure fornite da
SPMSD efo dalla CRC e dal Coordinatore
Scientifico;

ie Buone Pratiche Epidemiologiche (GEP) ¢
le Linee Guida IEA per Popportuna
conduzions della Ricerca Epidemiologica;
ogni altra fegge e regolamento Europeo efo
nazionale applicabile allo Studio.

I Testi possono subire modifiche nella loro versione
applicabile durante lo Studio, Ie Parli convengono
espressamente che la versione pill recente dei Testi
sard considerata incorporata mediante rinvio nel
presente Accordo in Inogo di ogni altra precedente
versione,

L’ISTITUZIONE garantisce che il Coordinatore
Scientifico condurrd lo Studio nel rispetto dei Testi
sopra menzionati,

Descrizione dei Servizi affidati all’ISTITUZIONE

LISTITUZIONE & incaricata da SPMSD di
effetivare i Servizi che le sonc espressamente
affidati da SPMSD ai sensi del presente Accordo.

LISTITUZIONE  effcttuerd 1 Servizi  definifi
nell’Allegato 2 in conformity al Protocollo ed alla
lista delle attivitd,

LISTITUZIONE sard responsabile nei confronti di
SPMSD della correita esecuzione dei Servizi in
termini di qualitd e di rispetto del Calendario & dei
Testi,

L’ISTITUZIONE avtd anche un obblige di
consulenza professionale nei confronti di SPMSD,

LISTITUZIONE si relazionerd preferibilmente con
SPMSD S.N.C, rappresentata dal Dott. Laurence
Serradell (EPM) e con il Contatto Locale di
SPMSD, rappresentata da Emilia Perinetti, per ogni
aspetto locale dello Studio conformemente ad uno
specifico  piano di  comunicazione che sard
implementato ai fini dello Studio tra SPMSD,
PISTITUZIONE ed il Contatto Locale di SPMSD.

Le comunicazioni saranno preferibilmente in inglese
¢ le Parti convengono espressamente che tuito il
materiale {come, ma non solo, atli, documenti ¢
relazioni) nell’ambito del presente Accorde sard
fornito a SPMSD in inglese,

1’STITUZIONE fard s1 che il Coordinatore
Scientifico sia disponibile a condurre lo Studio
nel’ambito del compiii istituzionali in riferfimento

Page 8/32

Initials



4.3

43.1

performance of the activities during the Study,

SPMSD will request Services when needed
and the INSTITUTION agrees to employ its
best eofforts to meef such requests. The
INSTITUTION undertakes to provide to the
Scientific Coordinator with premises equipped
with necessary materials to fulfill the Study
objectives during the whole course of the
Study, at the address mentioned on the first
page above,

For the good performance of the Study
moniforing, the INSTITUTION undertakes to
and is responsibls for :

- receive the BRAs appointed by SPMSD in

the premises where the Study Services are
conghucted;

- give to the ERAs appointed by SPMSD a
direct access to the source documents and fo
the Study database

Description of the Services {ransferred to 4.3
the Scienfific Coordinator

SPMSD assigns to the Scientific Coordinator,  4.3.1

who accepts, a mission of expertise as defined
below. The Scientiflc Coordinator's activities
and responsibilities within the Study are the
following:

»  As Scientific Coordinator, coordination of
all the personnel (Key Personnel, Central
Laboratory personngl, data manager,
biostatistician, etc) based at the
INSTITUTION

= Pxperf advices on the Study design,
feasibility and lopistic

= Validation of the Siudy methodology
including statistical analysis plan

»  Collaboration and participation in the
review and validation of all the Study-
related documents (hereinafter referred to
as "Study related Documents") such as
but not limited fo the Protocol, Participant
Form, ICE, Daily reports, etc.

v  Roview and validation of the Siundy
Results

®  Writing of the Study Repoit in English

= Review of an abstract or manuscript for
publication by SPMSD according to the
specific publication rvles defined in
Article 8

= Participating as Scientific Coordinator in
face-to-face meetings such as but not
limited to Steering Committee, Advisory
Board and/or Investigators meetings, and
meetings  with SPMSD, (hereinafier
referred as the "Meeting(s)")

*  Being in regular contact with SPMSD by
phone or email if applicable

¥ Participating in felephone conferences

all’esecuzione delle attivitd durante lo Studio.
SPMSD richiederd i Servizi quando necessario e
PISTITUZIONE accetta di compiers i massimi
sforzi per adempiere a tali richieste.
L'ISTITUZIONE si impegna a fornhe al
Coordinatore Scientifico locali equipaggiati con i
materiall necessari alla realizzazione degli obiettivi
dello Studio durante linfero svolgimento dello
Studio, all’indirizze indicaio nella prima pagina di
cui sopra,
Al fini della corretia esecuzione del monitoraggio
dello Studio, PISTITUZIONE si impegna a ed &
responsabile di:

- ricevere gli BRAs nominati da SPMSD nei

locali dove vengono condotti i Servizi dello

Studio;
- dare agli ERAs nominati da SPMSD accesso
diretto ai docwmenti originali ed al database dsllo
Studio

Descrizione dei Servizi affidati al Coordinafore
Scientifico

SPMSD affida al Coordinatore Scientifico, che
aceetta, il seguente ambito di consulenza, come
definito qui di seguito. Le attivitd e le responsabilita
de! Coordinatore Scientifico nell’ambito dello
Studio sono le seguenti:

= In qualita di Coordinatore Scientifico, la
coordinazions di fuito il personale (Personale
Qualificato, personale del Laboratorio Centrale,
dafa manager, biostatistico, ecc.) che lavora
presso PISTITUZIONE

7 Ia consulenza sul disegno, sulla fattibilih o
sulla logistica deflo Studio

= La validazione della metodologia dello Studio
compreso il plano di analisi statistica

= La collsborazions e la partecipazione nella
revisione ¢ netla validazione di tuiti i documenti
relativi allo Studio (di seguito “Documenti
relafivi allo Studieo”) come, ma non solo il
Protocollo, il Modulo dei Pariecipanti, ICF, le
Relazioni Giornaliere, ecc,

= Larevisione ¢ la validazione dei Risultati dello
Studio

" TFa redazione della Relazione detlo Studic in
inglese

*  La revisione di un estratto o manoscritio per la
pubblicazione da parte di SPMSD secondo le
specifiche regole di pubblicazione definite
nell’art. 8

* La partecipazions in gualitd di Coordinatore
Scientifico ad incontri quali, ma non solo, gh
inconfri del Comitato Operativo, del Consiglio
di Sorveglianza efo gli inconfri con gli
Sperimentafori, e gli incontri con SPMSD (di
seguito definiti “Incontro(i)™)

» 11 contatto regolare con SPMSD per telefono o
per e-mall quando necessario

* La partecipazione alle conforenze telefoniche
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organized by SPMSD if applicable

v Informing SPMSD of all events,
difficulties or problems which might cause
a delay in the performance of the Study, fo
advice SPMSD on measures needed to be
taken and to intervens when necessary.
The Parties shall meet and discuss in good
faith in order to find a solution fo carry on
the Study.

432 The Scientific Coordinator is responsible for
all the Services detailed in Annex 2, and in
particular, for the activities that shall be
delegated to the INSTITUTION's Key
Personnel.

The Scientific Coordinator shall be in charge
of the Cenfral Laboratory activities as
mentioned below:

*  Developing all the documentation related
to Samples such as but not limited {0 the
Laboratory procedure mannal, etc and

training  all INSTITUTION's Key
Personnel and BRAs according to to this
documentation

* Providing the Centers with all the

documentation required for the Study
Samples collection

*  Management of Samples from reception
until HPV resulis delivery as described in
the Profocol and Laboratory procedure
manual

v Creating, updating the Study Database
with all the HPV tests results performed
within the Stady and sending of the Study
Database to SPMSD

" Identifying a  Central Laboratory
representative fo assist fo any necessary
Study Meetings and to answer to all the
queries asked by SPMSD or the CRO or
the Centers by phone or email if applicable

»  Being in regular contact with the CRO and
the Centers to allow Study data transfer
from the Centers to the Ceniral Laboratory
and inversely from the Central Laboratory
to the Centers,

The Cenfral Laboratory Services are detailed
firther in Annex 2.

It is expressly agreed between the Parties that
the Scientific Coordinator is not in charge of
and cannot be responsible for the Study related
activities conducted wunder the LHU
responsibility such as but not limited to
recruitment delay and recruitment failure,

The Seientific Coordinator undertakes io
attend fo and participate actively in the
Meetings and to be reactive in responding to

433

43.2

4.3.3

organizzate da SPMSD quando necessario

* La comunicazione a SPMSD di tutte le
situazioni, difficoltd o problemi che poirebbero
causare un ritardo nell*esecuzione dello Studio,
in modo da consigliare SPMSD sulle misure
necessarie da adottare ¢ infervenire quando
necessario, Le Parti si  inconfreranno e
discuteranno in buona fede al fine di trovare una
soluzione per la prosecuzione dello Studio,

It Coordinatore Scientifico & responsabile per it i
Servizi elencati nell’Allegato 2, ¢ in particolare,
delle attivitd che saranno delegate al Personale
Qualificato dell'ISTITUZIONE,

Ii Coordinatore Scientifico sard incaricato delie
attivith del Laboratorio Centrale di segnito indicate:

«  Sviluppare tuita la documentazione relativa ai
Campioni come, ma non solo, il manuale delle
procedure di Laboratorio, ecc. e formare tutto il
Personale Qualificato ed gli BRAs, secondo tale
documentazione

* TFornlre ai Centri tulta 1o docwmentazione
richiesta per la raccolta del Campioni per lo
Studio;

*  Qestite 1 Campioni dalla ricezione fino al
rilascio dei risultati HPV come descritio nel
Profocollo e nel manuale delle procedure di
Laboratorio;

*  Creare ed apgiornare it Database dello Studio
con fufti 1 risultatl dei test HPV eoffettuati
nell’ambito dello Studio e trasmefiere il
Database dello Studio a SPMSD;

" TIndividuare un rappresentante del Laboratorio
Cenitale per assistere ad ogni necessario
Incountro riguardants lo Studio e rispondere a
futte le domande poste da SPMSD o dalla CRO
o dai Centri per telefono o per e-mail quando
necessarlo;

®  Essere in regolare contatto con la CRO e con i
Cenfri per consentire il trasferimento dei dati
dello Studio dai Centri al Laboratorio Centrale e
viceversa dal Laboratorio Centrale ai Centri,

I Servizi del Yaboratorio Centrale sono pin
dettagliatamente descritti nel’ Allegato 2.

I esprossamente paftuito tra le¢ Parti che il
Coordinatore Scientifico non & incaricato ¢ non pud
vssere responsabile per le aftivitd connesse allo
Studio condotte softo Ia responsabilitd della ASL
quali, ma non solo, il ritardo nel reclutamento o il
fallimento delio stesso.

Il Coordinatore Scientifico si impegna a prendere
parte ed a partecipare attivamente agli Incontri e ad
essore soflecito nel rispondere alle richieste di
SPMSD per e-mail o per contatio telefonico.
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434

4.4

SPMSD inquiries by emails or phone contact,

434 1l Coordinatore Scientifico garantisce di avere Ie

The Scientific Coordinator undertakes to have
the relevant skills and to make use of all her
knowledge and expertise during her
participation in the Study for performing
Services. All the INSTITUTION’s Services
governed by the present Agreement shall be
executed by no other person than the Scientific
Coordinator herself intuitu personae,

Skills and competences 4.4

The present Agreement is executed in
consideration of the Scientific Coordinator's
experience,

Key contacts at the INSTITUTION who shall
have functions in the Study are the Scientific
Coordinator and any persons who have
involvement in the Study and who are
employees of the INSTITUTION (hereinatter
collectively referred to as the "Key
Personnel”),

The INSTITUTION shall make all reasonable
offorts to maintain staffing of the Key
Personnel at 100% for the duration of the
Agreement, Any change in the Key Personnel
must respect the following process:

- The INSTITUTION shall inform SPMSD
by one (1) month prior writien notice
regarding a change fo any of the Key
Personnel, indicating the reasons of such
change, except however in the case of
death, period of illness which is more than
thirty (30) days, corporate restructurs,
termination without delay of the labour
conitract where in such instances the
INSTITUTION shall notify SPMSD as
soon as it becomes aware of such events
and at the latest, within one (1) week.

- The INSTITUTION will replace the Key

Personnel with personnel with technical
qualification equivalent to the previous
Key Personnel,

- SPMSD shalil have the right to receive the

CVs/resumes and training records of the
proposed replacements for the Key
Personnel

- Replacement personnel, where possible,

shall have an overlap period of at least
two (2) weeks so that the original Key
Personnel can direcily take up the fraining
of the replacement for the Study. The
costs of the training, if any, shall be borne
by the INSTITUTION,

dovute competenze ¢ di far uso di tutte lo proprie
conoscenze ed expertise durante la sua
partecipazione allo Studio per svolgere { Servizi,
Tutti § Servizi dell’ISTITUZIONE regolati dal
presente Accordo saranno eseguili da nessun’ altra
persona fuorchd dal Coordinatore Scientifico stesso
infuitu personae,

Capacitd e competenze

1l presente Accordo & eseguito in considerazione
dell’esperienza del Coordinatore Scientifico.

I contatti fondamentali presso 'ISTITUZIONE che
svolgeranno delle funzioni in riferimento atlo Studio
sono il Coordinatore Scientifico e tutte Is persone
che sono coinvolte nello Studic e che sono
dipendenti  delPISTITUZIONE (di  sepuito
collettivamente  indicate come  “Personale
Qualificato®),

L’ISTITUZIONE fard ogni ragionevole sforzo al
fine di mantenere lo staff del Personale Qualificato
al 100% per tutta la durata defl’ Accordo. Qualsiasi
sostituzione del Personale Qualificato  dovra
rispetiare la seguente procedura;

- L/ISTITUZIONE informerda SPMSD con un
preavviso scritto di un (1) mese relativamente
alla sostituzione di qualsiasi membro del
Personale Qualificato, indicando Ie ragioni di
tale sostituzione, ad eccezione delle ipotesi di
morte, periodi di malattia superiori a frenta
(30) giorni, ristrutturazione  aziendale,
cessazione senza rifardo del contratfo di
lavoro, nei quali casi PISTITUZIONE
notificherd a SPMSD la ricorrenza di tali

eventi non appena divengono di sua
conoscenza ed al pilt tardi enfro una (1)
settimana,

- LISTITUZIONE sostituird il Personale

Qualificato con personale con qualificazione
teenica equivalente al precedente Personale
Qualificato,

- SPMSD avra il diritto di visionare i CV e la
documentazione inerente la formazione dei
sostituti proposti per il Personale Qualificato,

- La sostituzione del personale, quando
possibile, avverrd con  un pericdo di
affiancamento di almenc due (2) settimane in
modo tale che I'originarioc Personale
Qualificato  possa  direttamente prendersi
carico della formazione dei sostifuti per lo
Studio. I costi per la formazione, qualora vi
siano, saranno sostenuti dall’ISTITUZIONE,
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4.5

4.5.1

4.5.2

4.6

4.6.1

Subcontracting activities — Delegation of 4.5
performance

Attivitd subappaltate — Servizi delegati

4.5.1 Le Parti riconoscono espressamente che ai sensi del

The Parties expressly acknowledge that no
delegation of performance under this
Agreement is foreseon by the INSTITUTION,

presente Accordo non & prevista alcuna delega di
servizl da parte dall’ISTITUZIONE.

Before any delegation, the INSTITUTION 4.5.2 Prima di ogni delega, PISTITUZIONE si impegna ad

undertakes to inform SPMSD by writing. In
cas¢ of delegation, the INSTITUTION and/ or
the Scientific Coordinator remain lHable for the
performance it delegated under this Agresment,

informare per iscritto SPMSD, In caso di delega,
PISTITUZIONE efo il Coordinatore Scientifico
restano responsabili per Pesecuzione dei servizi
delegati nell’ambito del presente Accordo,

Data protection 4.6  Protfezione dei dail
Under the terms of the present Agreement, Al sensi del presenle Accordo, il termine
“Processing” means the collection, use, “Traftamento” indica la raccolta, I'uso, il
transfer, storage, deletion, processing (both by trasferimento, la conservazione, la cancellazione,
computer and manvally), combination or other Pelaborazione (sia informatica che manuale), la
use of personal data as contemplated by any combinazione o ogni alfro uso di dati personali,
applicable data protection laws. come previsto dalla normative applicabile in materia

di protezione dei dati personali.
“Personal Data” means any data relating to an
identified or identifiable natural person. I fermine “Datl Personali” indica tutti 1 dati relativi

ad una persona fisica identificata o identificabile,
“Study Data” means all data received or “Dati dello Studio” indica futti i dati ricevuti o
gollected  during the Study by the raceolti durante lo Studio dall'ISTITUZIONE 3
INSTITUTION pursuant to the Services seguito del Servizi forniti dalPISTITUZIONE e dal
provided by the INSTITUTION and the Coordinatore Scienfifico (ivi compreso il Personale
Scientific Coordinator (including the Key Qualificato) nell’ambito del presente Accordo ma
Personnel) under fhis Agreement but excludes esclude i Datl Personali dei dipendenti e degli agenti
Personal Data of the INSTITUTION’s own del’ISTITUZIONE come i Dati Personali del
employees and agents such as the Personal Data Coordinatore Scientifico ¢ di tutti i membri del
of the Scientific Coordinator and of any Personale Qualificato, Nulla di quanto contenuto
member of the Key Personnel. Nothing nell’ Accordo o altrove costituisce un riconoseimento
confained in the Agreement or otherwise che il trattamento di alcuno dei Dati dello Studio
conslifutes an acknowledgement that any Study identifichi o possa essere usato per identificare una
Data maintained actually identifies or could be Partecipante.
used to identify a Participant.
The INSTITUTION agrees to comply with all  4.6,1 L’ISTITUZIONE accefia di iispettars uite e leggi e
applicable privacy laws and regulations such as tutti i regolamenti applicabili in materia di privacy
the EU Data Protection Directive 95/46/EC (the come la Direttiva UB 95/46/CE sulla protezione dei
"Divective”) and any local laws, The dati personali (la “Direttiva™) e tutte le normative
INSTITUTION agrees, if necessary, to notify nazionali, L’ISTITUZIONE accetta, se necessario, di
its Processing activitles under the present nofificare le attivitd di traitamento dei dati personali
Agreement to the supervisory authority and di cui al presente Accordo all’Autoritd Garante ed
further, shall take any other steps requested by inoltre pomd in essere futic quanto richlesto da
SPMSD, in order to enable SPMSD to comply SPMSD, al fine di permefiere alla stessa di
with any nofification or other obligations ottemperare a futte le notifiche o ad altri obblighi
applicable to SPMSD or ifs Parent andfor richiesti a SPMSD o alle sue societd controllanti efo
Subsidiary Companies under such laws, The controllate ai sensi delle predette normative, Le Parii
Parties acknowledge that SPMSD is the Data riconoscono che SPMSD & il titolare del trattamento
Controller (as defined in the Directive) and the dei Dati (come definito nella Direttiva) e che
INSTITUTION is a Prooessor (as defined in the IISTITUZIONE ¢ un responssbile (come definito
Directive) with respect to the Processing of the nelfa Dirvettiva) con riferimento al trattamento dei
Study Data relating to the Services provided Dati dello Studio relativi ai Servizi condotti ai sensi
under this Agreement, del presente Accordo,
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4.6.2 The INSTITUTION shail comply with all 4.62 L

applicable laws, as amended from time to time,
with respect to the Processing of the Study Data
and with the following provisions;

(a} Ensuring that the Study Data collected by

+ the INSTITUTION is processed only for
the purpose of the present Agreement and
in accordance with the Protocol or as
otherwise instructed in writing from time
to time by SPMSD;

(b} Ensuring that the Study Data is not
disclosed or transferred fo any third party
without the prior written consent of
SPMSD, except:

(1) as specifically
Agreement, or

stated in the

(ii} where such disclosure or transfer is
required by any applicable law, regulation
or supervisory authority, in which case the
INSTITUTION shall, wherever possible,
notify promptly in writing SPMSD prior to
complying with any such request for
disclosure or transfer and shall comply
with all reasonable directions of SPMSD
with respect to such disclosure or {ransfer.

(c) Ensuring that the Study Data is accurate
and, where necessary, kept updated and use
best efforts to ensure that any of the Study
Data which is inaccurate or incomplete is
erased or rectified,

(d) Ensuring that afl appropriate technical and
organizational measures are taken fo
protect the Study Data against accidental or
unfawfisl destruction or accidental loss or
alteration, or unauthorized disclosure or
access and against all other unlawful forms
of Processing,

(&) Notifying SPMSD immediately bui no
later than two (2) working days of any
accidental, vnlawful or unauthorized uses
or disclosures of the Study Data; ensuring
that the INSTITUTION refers to SPMSD
any communication received from any of
the Participants relating to their rights to
access, modify or correct their respective
Study Data and that it complics with all
instructions of SPMSD before responding
to such communications, and

(f) Complying with the terms of the present
Agreement and all reasonable instructions
of SPMSD fo return, store or destroy the
Study Data,

"ISTITUZIONE osservera tutte le leggi applicabii,

come di volta in volia inteprate/modificate,
relativamente al trattamento dei Dati dello Studio e
le seguenti prescrizioni:

(@)

(b)

Assicurare che { Dati dello Studio raccolii
dall’ISTITUZIONE siano iraitati esclusivamente
per le finalitd del presente Accordo e nel rispetto
del Protocollo o secondo le istruzioni fornite di
volta in volta per iscritto da SPMSD;

Assicurare che i Dati dello Studio non siano
diffusi o frasferiti a terzi senza il previo
consense seritto di SPMSD, salvo se;

()  specificamente provisto nell’ Accordo, o

© (i) nel caso in qui fale divalgazione o

©

@

trasferimento sia richiesto da una legge o un
regolamento applicabile o dall’ Autorita
Garante, nel qual caso PISTITUZIONE,
ove possibile, informerd prontamente per
iseritto SPMSD prima di ottemperare a tali
richieste di divulgazione o trasferimento e sl
conformerd a tutte le ragionevoli istruzioni
di SPMSD in merito alla predetta
divilgazione o trasferimento.

Assicurare che i Dati dello Studio siano accurati
¢, 0ve nscessario, mantenuti aggiornati s fare il
massimo sforzo per assicurare che tutti i Dati
dello  Studio che risultassero jnesatti o
incompleti siano canecsllati o rettificati.

Assicurare che vengano adottate tutte Ie pid
appropriate misure tecniche ed organizzative per
proteggere i Dati delio Studio coniro distruzioni
aceidentali o illecite, o perdite o alteraziont
accidentali, o divulgazioni o accessi non
autorizzati e confro ogui ulteriors forma di
frattamento illecito,

(e) Informare SPMSD immediatamente ma non pilt

®
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tardi di due (2) giomi lavorativi in merito ad
ogni uso o divulgazione accidentalo, illecita o
non autorizzata def Dati dello Studio; assicorare
che PISTITUZIONE informi SPMSD in merito
ad ogni comunicazione ricevuta da qualsivoglia
Partecipante in merito al loro diritto di accedere,
modificare o correggere i rispetiivi Dati dello
Studio e che essa osservi lo istruzioni di SPMSD
prima di rispondere a tali comunicazioni, e

Osservare tuite le presorizioni di cui al presente
Accordo e tulte lo ragionevoli istruzioni di
SPMSD  in  ordine alla restituzione,
conservazione o distruzions dei Da}if} dello
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Studio,

4,63 The INSTITUTION and the Scientific 463 L’ISTITUZIONE ed il Coordinatore Scientifico

Coordinator recognizes that certain Personal
Data with respect to the Key Personnel are
processed for the pumposes of (i) Study
management in SPMSD databases and (ii)
making them available to national, foreign
and/or international authorities, organizations
specialized in the supervision, audit and control
of biomedical researches, The collected
Personal Data may be subject to (ransfor
ontside the Buropean Union in order to be made
available to companies from SPMSD’s group,
SPMSD service providers/vendors and/or ethics
committees, health or regulatory agencies,
4.64 According fo the French Act n® 78-17 of 6
January 1978 on Data Processing, Data Files
and Individual Liberties (as amended by the
Act of 6 August 2004 relating to the Protection
of Individuals with regards to the Processing of
Personal Data and by the Act of 12 May 2009
relating to the simplification and clarification of
law and lightening of procedures), SPMSD
informs the INSTITUTION that the Scientific
Coordinator and each member of the Key
Personnel has the right to access to and correct
his/her Personal Data by sending a written
request fo Sanofi Pasteur MSD SNC -
Epidemiological Depariment Furope - 8, rue
Jonas Salk 69367 Lyon Cedex 07 FRANCE.,

ARTICLE 5 — SPMSD OBLIGATIONS

4.64

riconoscono che alcuni Dati relativi al Personale
Qualificaio sono trattati al fine (i) della gestione
dello Studio nelle banche dati di SPMSD o (i) di
renderli disponibili alle autoritd nazionali, estere efo
internazionali, alle organizzazioni specializzate nella
supervisione, negli audit ¢ nel controllo delle
ricerche biomediche, I Dati Personali raccolti
possono essero soggetti a trasferimenti al di fuori
dell’Unione Europea al fine di renderfi disponibifi
alle socictd del gruppo SPMSD, fornitori di servizi di
SPMSD efo comitati efici, auforitd sanitaric o
regolatorie,

Al sensi della Legpe Francese n° 78-17 del 6
Gennaio 1978 su Trattamento dei dati, File Dati ¢
Liberta Individuali (come modificata dall’ Atto del 6
agosto 2004 rolativo alla protezione degli individui
in riferimento al frattamento dei dati personall ¢
dall’Atto ‘del 12 maggio 2009 relativo alla
semplificazione e chiarificazione delle leggi ¢ allo
snellimento delle procedurs), SPMSD informa
I'ISTITUZIONE che il Coordinatore Scientifico ed
ogni membro del Personale Qualificato hanno il
diritto di acceders e correggere i propri Dati
Personali inviando richiesta scritta a Sanofi Pasteur
MSD SNC — Epidemiological Department Burope -
8, rue Jonas Salk 69367 Lyon Cedex 07 FRANCE,

ARTICOLO 5 - OBBLIGHI DI SPMSD

5.1 As Sponsor of the Study, SPMSD shall abide 5.1 In qualitd di Promotore delfo Studio, SPMSD dovra
by the Texts and assume all other duties and rispettare 1 Testi ed assumere tutti gli alfri obblighi
tasks that are not transferred to the ed impegni che non sono trasferiti alPISTITUZIONE
INSTITUTION by virfue of the present per effetio del presente Accordo,

Agreement,

52  Additionally SPMSD agrees to provide the 5.2 Inolire SPMSD accetfa di fornire all'ISTITUZIONE
INSTITUTION with all information (such as tutte le informazioni (quali, senza limitazioni,
without limitation, regulatory documents, documenti regolator], docnmenti amministrativi,
administrative  documents,  Study-related Documenti relativi allo Studio, ecc.), la oui
Documents, stc.), the knowledge of which is conoscenza ¢ ritenuta necessarfa ai fini della
deemed necessary to implement the Study, conduzione dello Studio, sia che tali informazioni si
whether this information is technical data or the riferiscano a dati tecnici sia che essi rappresentino il
rationale for carrying out the missions required razionale per ’esecuzione delle prestazioni richicsto
by SPMSD as Sponsor, da SPMSD come Promotore,

5.3 SPMSD shall also provide the INSTITUTION 53 SPMSD  si impegna  inolire a  fornire
with any revisions or changes in known data allISTITUZIONE tutte le revisioni o modifiche
that could have an impact on the performance relative ai dati conosciuti che possano avere un
of the Study. Impatto sull’esecuzione dello Studio,
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ARTICLE 6 - FINANCIAL PROVISIONS

6.1 In consideration for performing the Services 6.1 Per

and the INSTITUTION's obligations under this
Agreement, SPMSD  shall pay  the
INSTITUTION fees that amount to 880 770
euros  (eight ‘Thousand cighty and seven
hundred seventy)exchusive of VAT (hereinafter
referred to as  the "Budget"), Financial
provisions  with payment modalities and
payment terms are detailed in Annex 2.

ARTICOLO 6 - DISPOSIZIONI FINANZIARIE

Vesecuzione dei Servizi e degli obblighi
dell’ISTITUZIONE ai sensi del presente Accordo;,
SPMSD versery all’ISTUTUZIONE wn coirispettivo
pvari  a 880,770 Buro (oftocentottantamila
seltecentosettanta) IVA  esclusa (di seguito il
"Budget”). Le disposizioni finanziarie con le
modalith ed i termini dj pagamento sono
dettagliatamente esposte nell’ Allegato 2,

6.2 Al travel, accommodation and catering 6.2  Tuite Ie spese di viaggio, soggiormo e vitio sostenute
expenses incurred by the Scientific Coordinator dal Coordinatore Seientifico e/o da altro Personale
and/or other ISPO Key Personnel in the course Qualificato di ISPO nel corso de Servizi che siano
of the Services which are reasonable and ragionevoli ed accessorie al Serviz anzidetti (in
accossory to the said Services (in corpliance conformitd aila Direttiva 21/83/CE sul codice
with the Directive 21/83/EC on the Community comutitatio relativo ai prodotti medicinali per uso
code relating to medicinal products for human umano} e che saranno prevontivamente awtorlzzate
use} and which will be authorized by SPMSD per iscritto da  SPMSD saranno sostenute da
in writing in advance shall be bormn by SPMSD quest’ultima atfraverso una agenzia viaggl che
through the services of a travel agency that wiil fatturerd direttamente 4 SPMSD,
invoice directly SPMSD.

63  All payments due under this Agreement willbe 6,3 Tutti ; pagamenti dovutl ai sensi del presente
made by SPMSD to the INSTITUTION by Accordo saranno effettyati da SPMSD a favore
bank transfer/bearer cheque within 30 (thirty) dell’ISTITUZIONE mediante bonifico
days end of month from the date of sending of bancario/assegno al portators entro (30) trenta giomni
the invoice, data fine mese dalla data di invio della fattura.

6.4 The INSTITUTION (the Scientific Coordinator 6.4 L'ISTITUZIONE (i Coordinatore Scientifico o altro
or other ISPO Key Personnel) is not entitled to Personale Qualificato dj ISPO) non ha diritto di
tequest from SPMSD any financial coniribution richiedere a SPMSD qualsivogla  contributo
for participation of the Scientific Coordinator in finanziario per la partecipazione del Coordinatore
congress, symposia, meetings efc. without Scieutiﬁcoacongressi, convegni, incontii ecc., senza
SPMSD prior written consent, il preventivo consenso scritto di SPMSD.

6.5 The above-mentioned Payments are foll and 65 I Sopra menzionati pagamenti costituiscono il
complete compensation for all the Services cortispettivo infograle e complessivo per tutti i
provided, and obligations assumed by the Servizi resi ¢ le obbligazioni assunte in virth dgl
INSTITUTION under this Agreement. presente Accordo.,

6,6 The Parties acknowledge that the financial 6.6 Le Part riconoscono che le disposizioni finanziaric
provisions are agreed between fhe Parties sone concordate fra le Parli prendendo  in
taking into account the Services as defined in considerazione i Servizi come definiti nell’articolo
article 4.2 and Annex 2 at the date of signature 42. e nell’ Allegato 2 alla data di sottoscrizions del
of the present Agreement. Any amendment fo presente Accordo. Qualsiasi modifica alle presenti
these financial provisions shall be discussed in disposizioni finanziarie sara discussa in buona fede
good faith between the Parties. fra le Parti,

All requests to review the financial provisions Tutte le richieste di rivedere le disposizioni
shall be reasonable and shall have to be finanziarie dovranno essere ragionevoli e dovranno
Justified by the INSTITUTION and the ossere  motivate dall’ISTITUZIONE e dal
Scientific Coordinator, Accordingly, SPMSD Coordinatore Scientifico. Dj consegnenza, SPMSD
commits ifself to review such financial si impegna a rlesaminare talo corrispettivo
consideration. Any modification made o the finanziario, Ogni  modifica effettuata  alle
financial provisions shall be subject to the disposizioni finanziarie sag sotfoposta  alla
signafure of an amendment fo this Agreement sottoscrizione di wn atto integrativo del presente
duly executed by the representatives of the Accordo debitamente formalizzato dai rappresentanti
Parties as defined in article 13.6 of the present delle Parti come definite nell’art, 13.6 del presents
Agreement, If the Partics fail to agree on the Accordo. Qualora le Parti non dovessero raggiungere
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former, the financial provisions shall continye
to apply unless any of the above conditions
(Calendar) have changed for reasons not
atiributable to the INSTITUTION andfor the
Scientific Coordinator; in which event the
INSTITUTION shall be entitled to recover its
reasonable additional costs and expenses,

ARTICLE 7 - CONFIDENTIALITY

71 The INSTITUTION and fhe Scientific
Coordinator agree {o keep confidential and to
not publish or otherwise disclose to any third
party and to not use for any other purpose than
the performance of the Stady, (1) any
information, data  and/or Study-related
Pocuments received from SPMSD under the
present Agreement or resulting from andfor
developed during the Study, (i) any Study
Reports and/or Study Results, in whatever form
and by any means whatsoover, without the
prior written consent of SPMSD (hereinaficy
the “Confidential Information™),
Consequently the INSTITUTION and the
Scientific Coordinator undertake to take all
necessary  measwros  fo  safeguard  such
Confidential TInformation from access by
anyone not authorized in writing by SPMSD, It
is acknowledged by the Parties that the
INSTITUTION as public institution is
committed {0 provide anmally  Itafian
authorities with information on their activities,
It is agreed that general or public known
information related to the Study could he
disclosed except unpublished Study Results,

un accordo, le disposizioni finanziarie continueranno
ad esserc applicate & meno che una  delle
sopramenzionate condizioni (Calendatio) sia mutata
per ragioni non attribuibili all’'ISTITUZIONE /o al
Coordinatore Scienfifico; nel  qual  caso
PISTITUZIONE  avrd  diritto di recuperare i
tagionevoli costi addizionali e le spese da essa
sostennie,

ARTICOLO 7 - RISERVATEZZA

71

L’ISTITUZIONE ed il Coordinatore Scientifico
concordano di mantencre confidenziale ¢ di non
pubblicare o divulgare in altro modo 8 terze parti e
di non usare per scopi diversi dall’esecuzione dello
Studio, (i) qualsiasi informazione, dato e/fo
Documento relativo allo Studio rcevuto da SPMSD
ai sensi del presente Accordo o risuliante da e/o
sviluppato durante lo studio, (i) qualsivoglia
Relazione dello Studio e/o Risultati dello Studio in
qualunque forma e modo, senza il previo consenso
seritto di SPMSD (di  sepuito “Informazioni
Riservate”). Conseguenfemente PISTITUZIONE
ed il Coordinatore Scientifico si impegnano ad
adottare futte le misure necessarie per futelare tali
Informazioni Riservate dall’accesso di chiunque non
sia  autorizzato per iscritioc da SPMSD, B
ticonosciufo dalle Parti che PISTITUZIONE quale
pubblica istituzione & temuta ad informare
annualmente lo autoritd italiane in meriio alle sue
attivid,  Si  conviene che Io informazioni
generalmente o pubblicamente conosciute relative
allo Studio possono ossere divulgate ad eccezione
dei Risultati non pubblicati dello Studio,

72 The INSTITUTION and the Scientific 7.2  PISTITUZIONE ed il Coordinatore Scientifico si
Coordinator undertake and shall ensure by any impegnano ed assicurano con ogni mezzo ¢he i
means that its employees and in particular the propri dipendenti ed in particolare i Personale
Key Personnel, associates, and/or directors, Qualificato, gli associati ¢/o i direttori, gli agenti, i
agents, consultants, if any who may intervens consulenti, qualora intervengano nell’esecuzions dei
in the performance of the Services within the Servizi nell’ambito dello Studio rispettino  gli
Study respect the abave confidentiality obblighi  di riservatezza sopra  indicati,
obligation. The INSTITUTION and the L’ISTITUZIONE ed il Coordinatore Scientifico
Scientific Coordinator shall be responsible saranno responsabili nei confronti di SPMSD del
towards SPMSD for non-compliance with the mancato rispetto delle presenti disposizioni da parte
aforesaid provisions by those persons, di tali soggetti. .

73  Provided that the INSTITUTION and the 7.3  Purcha PISTITUZIONE ed il Coordinatore
Scientific Coordinator can give writien Scientifico possano fornirne prova scritta, gli
evidence, the obligations under the present article obblighi di cui al presente arficolo non si
shall not apply to: applicheranno a:

(i information generally known to the (i) Informazioni di dominio pubblico, purché cid
public, provided this occurs by means non derivi dall’inadempimento del presente
other than the breach of this Agreement Accordo da parte dell’ISTITUZIONE, dei suoi
by the INSTITUTION, its employees dipendenti ed in particolare del Personale
and in particular the Key Personnal Qualificato efo del Coordinatore Scientifico,
andfor the Scienfific Coordinator, degli associati e/o dei dirsttori, ove ve ne siano.

i
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associates, and/or directors if any,

(i) information with which SPMSD agreed
in writing, that was available to the
INSTITUTION and/or to the Scientific
Coordinator on a non-confidential basjg
prior to  its  disclosure fo the
INSTITUTION and/or to the Scientific
Coordinator, or that was communicated
by the INSTITUTION andfor the
Sclentific Coordinator to a designated

thitd party on the eXpress request of

SPMSD,

information which becante or becomes
available to the INSTITUTION and/or to
the Secientific Coordinator on a non-
confidential basis from a source other
than SPMSD), provided that such source
is not wunder an
confidentiality concerning that
information to the INSTITUTION and/or
to the Scientific Coordinator or SPMSD
or any ofher person or entity,

(iif)

Furthermore, the INSTITUTION and the
Seientific Coordinator shall be authorized to
disclose Confidential Information when it is
legally required by a public authority or a local
regulatory body, provided however, that the
INSTITUTION and the Scientific Coordinator
shall (i) notify SPMSD previously in writing
of such disclosure, (ii) inform SPMSD of the
nature  of the Confidential Information
disclosed and  (jif) guarantee  that such
disclosed Confidential Information will remain
confidential for all other purposes,

obligation of

(1) Informazioni in merito alle quali SPMSD ha
convenuto per iscrifto che erano rese disponibili

al’ISTITUZIONE /o al  Coordinatore
Scientifico in via non riservata
precedentemente  alla  Joro divulgazione
allISTITUZIONE  e/o al  Coordinatore
Scientifico, o che erane  comunicaie
dall’ISTITUZIONE  e/o dal  Coordinatore

Scientifico a terzi sy espressa richiesta di

SPMSD,

(iif) Informazioni che sono diventate o divengono
disponibili al’ISTITUZIONE  ofo  ai
Coordinatore Scientifico in via non riservaia da
altra fonte rispetto a SPMSD, purch tale fonte
non sia vincolata all’obbligo di rlservatezza con
riferimento a quella informazione nei confront
del’ISTITUZIONE  efo  del Coordinatore
Scientifico o di SPMSD o di qualungue altro
soggetto,

Inolire, VISTITUZIONE ed il Coordinatore
Seientifico  saranno autorizzati a divuigare Io
Informazioni Riservate quando  sia  legalmente
richiesto da una pubblica autorit o da altro ente
regolatoric  locale, burché  in ogm caso
I'ISTITUZIONE ed il Coordinatore Scientifico @
informino preventivamente per iscritto SPMSD di
tale divulgazione, (i) informino SPMSD della
natura delle Informazioni Riservate divulgate e (iii)
garantiscano che  fali Informazioni Riservate
divulgate rimarranno confidenziali per ogni altro
scopo.

74 It may becoms necessary  for the 74  Pofrebbo essere necessario per PISTITUZIONE e
INSTITUTION and for the Scientific per il Coordinatore Scientifico comunicare a
Coordinator to disclose to SPMSD information SPMSD informazioni che PISTITUZIONE e il
which the INSTITUTION and the Scientific Coordinatore Scientifico considerano di proprieta,
-Coordinator consider proprietary, privileged privilegiate ¢ riservate {di seguito le “Tnformaziont
and confidential (hereinafter the Riservate dellISTITUZIONE elo del
“INSTYTUTION and/or the Scientific Coordinatore Scientifico™). In  caso  gj
Coordinator's Confidential Information”). comunicazion! riguardanti le Informazioni Riservate
If disclosure of the INSTITUTION andfor the del’ISTITUZIONE  ¢/o del  Coordinatore
Scientific Coordinator's Confidential Scientifico, SPMSD accetfa di  futelare le
Information oceurs, then SPMSD agrees {o informazioni Riservate del’ISTITUZIONE e/ del
protect  the INSTITUTION andfor the Coordinatore Scientifico come riservate con lo
Scientific Coordinator's Confidential stesso grado di cura con cui SPMSD tutelerebbe le
Information as confidential with sathe degree proprie informazioni riservate o di non usare iali
of care as SPMSD would protect ifs own informazioni per motivi diversi dallo scopo del
confidential information and will not use such presents Acecordo,
information for any motive other than the
puipose of the present Agreement,

75  This secrecy obligation shall remain in full 7.5 H prosenie obbligo di riservatezza rimarra valido ed
force and effect for a period of fifteen (15) efficace per un periodo di quindici (15) anni dalla
years following expiration or otherwise scadenza o alira eventuale cessazione del presente
termination of the present Agreement, for Accordo, per qualsivoglia motivo,
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whatever reason,

ARTICOLO § - PROPRIETA> — REGOLE DI
ARTICLE 8§ . PROPERTY - PUBLICATION PUBBLICAZIONE - USO DELLE RELAZIONI

RULES - USE OF THE STUDY REPORTS DELLO STUDIO

81  Property 8.1 Proprieta

8.1.1  Property of SPMSD's Confideniial Information  8.1.1 Proprieta delle Informazioni Riservate dj SPMSD e
and Study-related Documents dei Documenti relativi allo Studio
8 vindy-refated Documents sescpenmenti relativi allo Stydie
Puisuant to Ariicle 7 and notwithstanding Al sensi dellart, 7 ¢ nonostante quanfo
anything confrary to section 7.4 above, it is diversamente disposto nel precedente art, 74, &
expressly agreed upon between the Parties that cSpressamente convenuto fra le Parti che tutte le
any and all the Confidential Information shall Informazioni Riservato saranno e rimarranno dj
be and remain fthe exclusive property of esclusiva  proprietd i SPMSD.  Pertanto
SPMSD. Therefore the INSTITUTION and the PISTITUZIONE ed i Coordinatore Scientifico
Scientific Coordinator expressly agree that this " eoncordano Sspressamente che il presente Accordo
Agresment shall not be coustrued as conferring non sard inteso nel senso di conferire o garantire
or granting any intellectual property rights or qualsivoghia diritto i proprietd intellettuale o
any license to the INSTITUTION and/or the qualsivoglia licenza all'ISTITUZIONE efo gl
Scientific Coordinator pettaining to SPMSD’s Coordinatore  Scientifico iy riferimento  alle
Confidential Information, either eXpiess or Informazione Riservate i SPMSD,  sia
implied, esprossamente che implicitaments,

8.1.2 Property of the INSTITUTION and the 812 Pro rietd delle Informazioni Riservate

Scientific Coordinator's Confidentia] dell'ISTITUZIONR ¢ del Coordinatore Scientifico
Information

Nonostange quanto sopra disposto, & espressamente

Notwithstanding the foregoing, it is expressly convenuto fra le Parti che futte le Informazioni
agreed upon between the Parties that any and Riservate dell"ISTITUZIONE e/o dei Coordinatore
all the INSTITUTION and/or the Scientific Scientifico saranno o timarranno  di esclusiva
Coordinator's Confidential Information shall propristd del’ISTITUZIONE /o del Coordinatore
be and remain the oxclusive property of the Scientifico,
INSTITUTION  andfor the  Scientific
Coordinator,

8.1.3 Ownership of the Study Database 8.1.3 Proprieta del Database dello Studio
The INSTITUTION and the  Scientific L’ISTITUZIONE ¢ il Coordinatore  Seientifico
Coordinator warrant to SPMSD that the Study garantiscono a SPMSD che il Database dello Studio
Database and Results shall not laowingly ed i Risultati dello Studio non violeranno dj
infiinge any intellectyal property rights of any proposito i dirigti di proprietd intelleftuale di ferzi,
third paty,
SPMSD, as Sponsor of the Study, shall be and SPMSD, in qualita di Promotore dello Studio, sara ¢
remain the exclusive owner of the Study rimarrd Psselusivo proprietario del Database dello
Database and Results. SPMSD shall be fiee fo Studio e dei Risulati dello Studio. SPMSD sard
use them by any means in accordance with the libero di usarli in qualsiasi modo nel rispefio del
Protocol. Protocollo,
Notwithstanding  the foregoing, SPMSD Nonostante quanto sopra esposio, SPMSD con il
hersby grants the Scientific Coordinator a presente  Accordo garantisce gl Coordinatore
limited, non-exclusive and non sub-licensable, Scientifico una licenza limitata, non esclusiva e non
royalty-fies, license solely as necessary for the sub licenziabile, senza royalties, unicamente ove
Scientific Coordinator to use the Study Results necessaria al Coordinatore Scientifico per I’uso dej
for publication and communication purposes Risultati dello Studio ai fing della pubblicazione e
under the conditions of article 8,2 below., comunicazione nel rispetio delle condizioni di cui al

successivo art, 8.2,
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This license is enforceable in all continents
and shall be valid for a period of five (5) years
from delivery date of the ESR to SPMSD.

One (1) copy of the Study Database shall stay
at the Scientific Coordinator's disposal at the
end of the Study provided that the Scientific
Coordinator shall not exploit commercially or
not, modify, decompile, or disassemble the
Study Database which shall be treated as
SPMSD's  Confidential Information under

Tale licenza ¢ efficace in tuti i continenti e avra
validith per un periodo di cinque (5) anni dalla data
di consegna della Relazione dello  Studio
Epidemiologico a SPMSD,

Una (1) copia del Database dello Studio rimarr3 a
disposizione del Coordinatore Scientifico al termine
dello Studio purchd il Coordinatore Scientifico non
sfrutti commercialmente o in altro imodo, non
modifichi, cancelli o scomponga il Database dello
Studio che dovrd essere trattato al pari delle
Informazioni Riservate di SPMSD ai sensi dell’art.

Article 7, 7.

8.2  Publication and communication rules 8.2 Regole di pubhlicazione e diffusione

8.2.1 For any publication and communication 8.2.1 Per qualsiasi pubblicazione e comunicazione prevista
contemplated by either SPMSD, the Scientific rispeitivamente da  SPMSD, dal Coordinatore
Coordinator or the Coordinating Investigators Scientifico o dagli Sperimentatori Coordinatori (di
(bereinafter the “Publishing Party”), a draft in seguito la “Parte Pubblicante”), dovra essere fornita
whatever form (manuscript, abstract, posters or alle alire parti (di seguito le “Parti Riceventi”) una
any other materjals) (hereinafter to as the bozza in qualsiasi forma (manoscritto, estratto,
"Draft") must be received by the other parties poster o ogni altro materiale) (di seguito la “Bozza™)
(hereinafter the “Receiving Parties™) for the allo scopo di permettere alle Parti Riceventi di
purpoese of allowing the Receiving Partfies to esprimere { propri commenti in merito a tale bozza e
commetit on the contemplated draft and to di assicurare che i Risultati delle Studio siano
ensure that the Study Resulis are accurately riporfati correltamente e non siano rappresentati
reported, have not been misrepresented, and erroneamente, ¢ che i divitti di riservatezza e di
that confidentiality and intellectual property proprietd intellettuale non siano stati violati, 1
rights have not been breached, It is expressly espressamente convenuto da entrambe le Parti che i
agreed by both Parties that manuscripts should manoscritt st dovranno conformare alle lince guida
meet the requirements of the international internazionali (http://www.iemje.org) emanate dal
guidelines (http://www.icmje.org) edited by the Comitato Internazionale degli Bditori defle Riviste
Interngtional Committee of Medical Journal Mediche (ICMIB), La patemita della pubblicazione
Hditors (ICMJE), The authorship will bo sard decisa fra le Parti ed in ogni caso il contribufo
decided between the Parties and in any case the del Coordinatore Scientifico sara rappresentato
coniribution of the Scientific Coordinator shall almeno come ultimo Autore della prima
be at least the last Author for the first pubblicazione,
publication,

8.2.2 The Receiving Parties shall have a period of 822 Le Parti Riceventi avrarno un periodo di trenta (30)
thity (30) working days fo review the giorni lavorativi per rivedere la menzionata Bozza,
contomplated Draft, have reservations if any, esprimere eventuali riserve e formulare la propria
and formulate their acceptance or refusal in accettazione o il rifiuto in (utto o in parfe,
whole or in part,

8.2.3 Ifall the Receiving Parties agree with the Draft, 823 Qualora le Parti Riceventi concordine sulla Bozza,
the Recelving Parfies shall confirm it by wrifing esse lo confermeranno per iscritto alla Parte
to the Publishing Party. ‘The final Draft shall Pubblicante. La Bozza Finale sard quindi trasmessa
then be submitted fo the appropriate committee alla competente commissione {congresso, rivista
(congress, peer-reviewed journal, cie.). scientifica paritaria ece.).

8.2.4 If any of the Receiving Parties formulates any  8.2.4 Qualora una delle Pati Riceventi formuli una
reservation on the submitfed Draft, the qualsiasi riserva sulla Bozza tfrasmessa, la Parie
Publishing Party undertakes to delete or modify Pubblicante si impegna a cancellare o modificare la
the Draft according to the directives of the Bozza secondo Io direttive delle Parti Riceventi. La
Recoiving Parties. The Publishing Party shall Parte Pubblicante sottoporrd alle Parti Ricoventi la
submit to the Receiving Parties the final Draft. Bozza Finale. Le Parti Riceventi avranno un periodo
The Receiving Parties shall have a period of di trenta (30) giomi Isvorativi per revisionare la
thirty (30) working days to review the final Bozza Pinale, Se Io Parti Riceventi concordano con
Draft. It the Recelving Parties agree with the la Bozza Finale proposta dalla Parie Pubblicante, la
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final Draft proposed by the Publishing Party,
the final Draft shall be submitied to the
appropriale  committes (congress, peer-
reviewed journal, ele.).

8.2.5 If one of or all the Receiving Party disagree on
the submitted or final Draft, the Parties shall
meet for the purpose of making good faith
efforts to discuss and resolve any such issues or
disagreement, If necessary the Study Advisory
Board will be consulted, The Publishing Party
agrees not to release the said Diaft until such
time as a resolution has been reached,

8.2.6 If no response is received by the Publishing
Party from the Receiving Partics on either the
submitted or final Drafl, it may be conclusively
presumed that the Receiving Parties have no
objection fo the proposed publication that shall
be submitted to a peer-review journal before
publication,

82,7 The Parties expressly agree that the first
publication on the Study Results shall be
retained by SPMSD, SPMSD will draft the
manuscript  within  six (6) months after
receiving the final report by the Sclentific
Coordinator, The Scientifio Coordinator and the
Coordinating Investigators shali have the
opportunity to participate in  fhis first
publication disseminating the Study Results,
The authorship, between people involved in the
Study group, will be decided between the
Parties as soon as the final Study Results are
available. In any case, the contribution of the
Scientific Coordinator shall be at least the last
author in this first publication, The contribution
of the other ISPO Key Personnel shall be
recognised in this first publication by co-
authorship if their coniributions mest the
ICMIE publication rules,

8.2.8 Presentation/Communication
Any  presentation  or conununication
contemplated by  ecither the Scientific
Coordinator and/or the INSTITUTION shall be
approved by SPMSD beforehand.

8.2.5

Bozza finale sard frasmessa  ally compstente
conmissione {congresso, rivista scientifica paritaria
ecc.),

Qualora una o tutte Io Parti Riceventi non concording
sulla Bozza finale trasmessa, le Parti si incontreranno
al fine di discutere insieme e fare in modo di
Hsolvere in buona fede qualsiasi conftroversia o
disaccordo, Ove necessario  sard consultato il
Consiglio di Sorveglianza dello Studio. La Parfe
Pubblicants accetfa di non pubblicare la predetta
Bozza finché non sia stata trovata una soluzione,

8.2.6 Qualora la Parte Pubblicante non riceva aleuna riposta

8.2.7

8.2.8

dalle Part! Riceventi in merito alla Bozza trasmessa o
alla Bozza Finale, si potrd  conclusivamente
presumere che lo Parti Riceventi non abbiano
nessung obiezione sully proposta pubblicazione che
sara trasmessa ad una rivista scientifica sotfoposta a
revisione paritaria prima della pubblicazione,

Le Parti convengono ospressamente che la prima
pubblicazione dei Risultati dello Studio sara
assicurata a SPMSD, Hssa redigerd il manoscritio
entro sei (6} mesi dalla ricezions della relazione
finale dal Coordinatore Scientifico, Il Coordinatore
Scientifico e g Sperimentator Coordinatori avranno
Popporiunita  di partecipare a  fale prima
pubblicazione sui Risultati deilo Studio. La titolarity
della paternitd, tra i soggetti coinvolti nel gruppo
dello Studio, sara concordata tra Is Parti non appena i
Risultati dello Studio saranno disponibili, In ogni
caso, il contributo del Coordinatore Scientifico sara
fappresenfato almeno come ultimo Antore della
prima pubblicazione, La collaborazione dell’altro
Personale Qualificato del’ISPO sard riconosciuta in
questa prima pubblicazione come co-autori se i loro
contributi si conformano aile regole di pubblicazione
del’ICMJE,

Presentazione/Comunicazions -
Qualsiasi presentazione o comunicazions prevista
ripetiivamente  dal Coordinatore  Scientifico /o
dallISTITUZIONE dovrd  essere approvaia
preventivamente da SPMSD,

83  Useofand copyrighis on the Study Reports 83 Uso delle Relazioni dello Studig e relativi dirvitti
d*autore
The  Scientific  Coordinator expressly 1 Coordinatore Scientifico riconosce espressaments
acknowledges that any and all the Study che ciascuna e tutte Ie Relazioni dello Studio
Reports (defined in Article | above) belong (definite nel precedente art. 1) appartengono
solely and exclusively to SPMSD who shall be unicamente ed esclusivamente a SPMSD la quale
fiee to use and wtilize them by any means, in sard libera di wsarle ed utilizzarle in ogni modo, in
aceordance with the Protocol, and fo make conformity al Protocollo, e di farne oggetto di
publication and/or presenfation and, in pubblicazioni ¢/o presentazioni e, in particolare, di
particular, fo disclose them to any heaith rivelarle a qualsiasi autorita sanitaria,
authorities,
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To this end, all property rights relating to
future use and representation related to the
Stndy Reports, as well as copyrights related to

the latter (with no prejudice to the inoral rights

belonging to their authors) shall be freoly

assigned and fransferred to SPMSD,

In the case SPMSD decide to publish or to

make any presentation of the Study Reports,

SPMSD underfakes that such publication
and/or presentation will reflect the coniribufion
of the Scientific Coordinator, as last author in

the anthorship when applicabis,

ARTICLE 9 — AUDITS AND INSPECTIONS

A tal fine, tutti { diritti di proprietd relativi ai futur
usi e rappresentazioni velativi alle Relazioni dello
Studio, come 1 diritti di autore riguardanti queste
ultlme (sonza alcun pregiudizlo dei diritti morali
appartenenti ai relativi autori) saranno liberamente
attribuitl e trasferiti a SPMSD,

Nel caso in cui SPMSD decida di pubblicare o
offetiuare una presentazione delle Relazioni delio
Studio, SPMSD garantisce che tale pubblicazione
¢/o presentazione riflettera il confribute  del
Coordinatore Scientifico, come autore finale in
relazione alla paternitd, ove applicabile,

ARTICOLO 9 - AUDIT ED ISPEZIONI

91  Audits - General considerations 9.1  Audit— Considerazioni Generali
Audifs may be conducted by SPMSD or by Gli Audit potranno essere condotti da SPMSD o dg
external auditors duly appointed by SPMSD in auditor esterni debitamente nominati da SPMSD net
the INSTITUTION premises/offices during the localifuffici dell’ISTITUZIONE durante Porario di
opening houts in order to ensure that the apertura di tali strutture al fine di assicyrare che §
Services are carried out in compliance with the Servizi siano eseguiti nel rispetto delle prescrizioni
provisions of the present Agreement and in del presente Accordo ed in partlcolare nel rispefto
particular the Texts. Audits may be conducted del Testi. Gli Audit pofranno essere condotti
as long as SPMSD will use the Study Results, fintanto che SPMSD usera i Risultaii dello Studio,
Prior to the conduct of any audit, all external Prima dello syolgimento di qualsiasi audit, tutti gli
auditors appointed by SPMSD shall execute audifor esterni nominati da SPMSD dovranno
and agree to be bound by a confidentiality eseguire ed acceftarc di ossere vincolati ad un
agreement that is at least as resirictive as the accordo di riservatezza che sia restrittivo almeno
provisions of article 7 hereof for the benefit of quanto le disposizioni di cui al precedente art, 7
the INSTITUTION. beneficio del’ISTIUZIONI,
SPMSD shall inform the INSTITUTION with SPMSD  informerd PISTITUZIONE con  un
a thirty (30) calendar-day prior written notice preavviso seritto di frenta (30) giomi di calendario
with before conduction of any audit, In case of prima dello svolgimento di ciaseun audit, Tn caso di
'for cause audit’ SPMSD may perform the audit ‘audit motivato' SPMSD potra effettuare {1 conirolio
upon a shorter notice, COMn W preavviso pit breve,
To this end, the INSTITUTION shall ensure A tal fine, PISTITUZIONE assicurera cho SPMSD
that SPMSD or the external auditors duly o gli auditor esterni debitamente nominati da
appointed by SPMSD shall: SPMSD;

¢ lhave access to the INSTITUTION' °  avranno aCCESS0 ai localifuffici
premises/offices; del’ISTITUZIONE;

° have access to any and all Study ¢ avranno accesso a futfe le informazioni dello
information and Study-related Studio ed ai Documenti relativi allo Studio;
Documents;

* meet and have interview with any person °  inconireranno ed avranno calloqui con tutte Ie
involved in the performance of the persone coinvolte nell’esecuzione dei Servizi
Services and in particular with the Key ed in particolare con il Personale Qualificato.
Personnel,

Following the audits, the INSTITUTION A soguito degli andit, "ISTITUZIONE si impegna a

undertakes  to  take into  account all tener conto di tutte le osservazioni/commenti scritti

observations/written comments made by effctivati da SPMSD e/o dagh auditor esterni

SEMSD andfor the external auditors duly debitamente nominati da SPMSD, e ad adotiare

appointed by SPMSD, and to implement pronfamente tulte le azioni correttive necessarie per

prompily any cotrective actiong necessary for Ja corretta esecuzione dei Servizi nel rispetto delle
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the good performance of the Services in
compliance with the provisions of the present
Agreement and in particular the Tex(s.

9.2 Financial audits

Upon reasonable prior notification, SPMSD
may audit the INSTITUTION in iis
premises/offices during working hours in order
to have access exclusively fo all Study-related
Documents relevant fo the Budget and any
pass through expenses paid by SPMSD under
the present Agreement,

The provisions of this article shall survive
expiration or otherwise termination of the
present Agreement for whatever reason, and
shall remain in full force and effect for an
additional period of thres (3) years after the
ESR or first publication of the Study Results,
whichever comes later,

9.3 Inspection by Health Authorities

The INSTITUTION shall finther allow any
Study inspections by local, European and/or
international health authorities (hereinafter
referred fo as the "Health Authorifies") in the
INSTITUTION's premisesfoffices and shall
keep SPMSD informed of such inspections,
SPMSD should be informed of any major and
critical findings dealing with activities falling
under the scope of the present agreement,

If any Health Authorities conducts, or gives
notice of its intent to conduct an inspection
relafing to the Study at the INSTITUTION
premises, or takes any other regulatory action
with respect to any Services performed under
the present Agreement, the Party learning
thercof shall promptly give the other Party
notice thereof, and each Party shall provide the
other Party with any information reasonably
required in connection therewith, such as but
without limitation major and critical findings.

ARTICLE 10 - RESPONSIBILITY

9.2

9.3

disposizioni del presente Accordo ed in particolare
dei Testi.

Audit Finanziaxi

Previa ragionevole preventiva comunicazione,
SPMSD potrd effettuare confrolli nei confronti
delPISTITUZIONE  presso i  localifuffici  dj
quest’ultima durante I’orario lavorative al fine di
avere accesso esclusivamenie a tuti i Documenti
relativi allo Studio attinenti al Budget e a tutte I
spese di frasferta pagate da SPMSD ai sensi del
presente Accordo,

Le disposizioni del presente articolo avranng
validitd anche successivamente alla scadenza o
cossazione per altra causa del presente Accordo, e
rimarranno in vigore per un ulteriore periodo di hre
(3) suceessivi all’ESR o alla prima pubblicazione
dei Risultati dello Studio, a seconda di guale evento
si verifichi successivamente.

Ispezioni da parte delle Autoritd Sanitarie

L’ISTITUZIONE acconsentird inolire a qualsivoglia
ispezione sullo Studio da parte delle autorlty
sanitaric locali, Buropee efo infernazionali {di
seguito le “Auforitd Sanitavie”) nei locali/ufficl
dell'ISTITUZIONE ¢ terra informata SPMSD i
merito & tali ispezioni, SPMSD dovra essere
informata dl ogni maggiore criticith emersa in
riferimento alle attivitd rientrantl nell’ambito del
presente Accordo,

Nel caso in oul qualsivoglia Autoritd Sanitaria
conduca, 0 comunichi la propria intenzione di
condurre una ispezions relativa allo Studio presso le
strutture dell’ISTITUZIONE, o adotti qualsiasi alira
azione di natura regolamentare con rignardo ai
Servizi offettuatl ai sensi del presente Accordo, Ia
Parte che verrd a conoscenza di tale circostanza ne
dard prontamente notizia all’alira Patte, e ciascuna
Parte fornird all’alira tutte le informazioni
ragionevolmente richieste in connessione a cid,
come, ma non limitatamente, alle maggiori criticita
simerse,

ARTICOLO 10 ~- RESPONSABILITA®

10.1  SPMSD shall bear full and entire responsibility 10,1  SPMSD sard interamente responsabile delia
for the proper conduct of the Study, in correfta conduzione dello Studio, con particolare
partiowlarly with regards to liability laws and riferimento alle leggi ¢ regolamenti in materia di
regulations. SPMSD is Hable for any and afl responsabilitd, SPMSD & responsabile per ciascun
individuals involved in the Study as well as for sopgeito coinvolio nello Studio cost come per la
its own negligence, propria negligenza,

SPMSD  subscribes an appropriate Hability SPMSD  sotfoscrive  una apposita  polizza

insurance coverage that covers both SPMSD assicurativa a coperiura sia della responsability di

liability and the liability of any individual who SPMSD e sia della responsabilita dj qualunque
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10.2

10.3

104

may intervene in the Study on behalf of
SPMSD, However and ag provided far below,
SPMSD liability insurance does not cover the
INSTITUTION  for any  negligence,
recklessness, intentional misconduct, omission
or breach by the INSTITUTION of any of the
guaranties and obligations in the course of the
Study.

The INSTITUTION shall be responsible for, 10.2

and will indemnify, defend and hold SPMSD,
its Parent and Subsidiary Companies Including
SPMSD  Local  Contact (bereinafter
collectively the “SPMSD. Indemmities™)
harmless from and against all direct losses,
costs, expenses, liabilitics, actions, suits and
damages of every kind and nature, including
without  limitation interest,  penalties,
reasonable attorney’s fees and arbitration
and/or litigation costs, based on or arising out
of third party claims, including claims made by
the Scientific Coordinator, brought against
SPMSD as a result of any negligence,
recklessness, intentional misconduct, omission
or breach by the INSTITUTION of any of the
wartanties and obligations conferred to this
latter by the present Agresment.

The INSTITUTION shall notify  SPMSD
immediately upon learning of any possible
claims or similar events of any third party that
may be brought against SPMSD and shall fully
coordinate with SPMSD for any necessary
actions,

SPMSD shall be responsible for, and will 10.3

indemnify, defend and  hold the
INSTITUTION (horeinafter the
“INSTITUTION Indemnities™) harmless
from and against all direct losses, costs,
expenses, liabilities, actions, suits and damages
of every kind and nature, including without
limitation  interest, penalties, reasonable
attorney’s fees and arbitration and/or litigation
costs, based on or arising out of third party
claims brought against the INSTITUTION asa
result  of any negligence, recklessness,
infentional misconduct, omission or breach by
SPMSD of any of the warraniies and
obligations conferred to this latter by the
present Agreement,

SPMSD  shall notify the INSTITUTION
immediately wpon learning of any possible
claims or similar events of any third party that
may be brought against the INSTITUTION
and  shall fully  coordinate with  the
INSTITUTION or any necessary actions,

Each Party shall indemnify and hold the other 10.4

Party harmless from and against any and all
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soggetto che dovesse intervenire nello Studio per
conto di SPMSD. Tuttavia, come disposto di
seguito, la polizza assicurativa per responsabilita
di SPMSD non copre  PISTITUZIONE per
negligenza, imprudenza,  cattiva condotta
intenzionale, omissione o violazione da parte
del’ISTITUZIONE delle garanzie ¢ degli obblighi
nel corso dello Studio,

LISTITUZIONE sar3 responsabile e terrd SPMSD
e le Societd Conirollanti e Controllate di SPMSD,
incluso il Contatto Locale (di  seguito
congiuntamente i “Soggetti Risarciti di SPMSD™)
indenni e manlevati da perdite dirette, costi, spese,
responsabilitd, azioni, procedimenti legali & danni
di qualsiasi natora, ivi comprosi, senza limiti,
interessi, penali, compefenze, spese legali efo di
arbifrato, derivanti o in qualche modo connessi a
pretesefazioni legali di terzi, incluse le azioni det
Coordinatore Scientifico, promosse nei confronii
di SPMSD per nogligenza, imprudenza, catiiva
condotta intenzionale, omissione o violazione da
patie dellISTITUZIONE delle garanzie ¢ degli
obblighl ad essa aftribuiti nell’ambito del presente
Accordo,

L’ISTITUZIONE  dovrd  informare SPMSD
immediatamente dopo essere venuta a conoscenza
di ogni eventuale protesa o evento similare da parte
di terzi che potrebbe essere promossa nei confronti
di SPMSD e dovrd coordinarsi con la stessa per
ogni necessaria azione,

SPMSD sard responsabile & terra PISTITUZIONE
(di seguito “Soggetio Risarcifo
del’ISTITUZIONE”) indenne e manlevata da
perdite diretfe, costi, spese, responsabilitd, azioni,
procediment! legali ¢ danni di qualsiasi nafura,
compresi, senza  Hmit, interessi,  penali,
competenze, spese legaii efo di arbitrato, derivanti
0 in qualche modo connessi a pretese/azioni legali
di terzi promosse nei confronti del’ISTITUZIONE
per  negligenza, imprudenza, cattiva condotta
intenzionale, omissione o violazions da parte di
SPMSD delle garanzie e degli obblighi ad essa
attribuiti nell’ambito del presente Accordo,

SPMSD  dowrd  informare PISTITUZIONE
immediatamente dopo essere venuta a conoscenza
di ogni eventuale pretesa o evento similare da parte
di terzi che potrebbe essere promossa nei confronti
delPISTITUZIONE e dovra coordinarsi con I
stessa per ogni necessaria azione,

Ciascuna Parte dovra fenero indenne ¢ manlevare
Palita Parte da oghi azione o danno subito da
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10.5

ARTICLE 11 - ENTRY IN TO FORCE - TERM

11.1

11,2

11.3

actions or damages suffered by the latter
arising out of any failure to cnswe compliance
with the provisions of this Article,

Neither Party nor a Party's Indemnitees shall 16,5

be liable for any special, incidental, indirect or
consequential damages, including, but not
limited to the logs of goodwill, loss of
opportunity, loss of use, or Joss of revenue or
profit, in connection with or arising out of the
present  Agreement or  fhe Services
contemplated hereunder, even if such damages
may have been foreseeable fo such Party,

The present Agreement shall enter into full 111

force and effect on the Iast date of signatures
written by the Parties below (the "Effective
Date ") and shall remain valld until validation
of the final Epidemiological Study Report
which is expected by 31 December 2014, It
may be exfended or renewed on written and
CXPress agreemeni beotweon the Parties,
Publication rules shall remafn valid for 5 years,

Notwithstanding the foregoing, this Agreement 11.2

may be terminated at any time by writfen
notice with acknowledgement of receipt in the
Following cases and conditions:

(8 by any Parly if the other Party fails to
observe, perform, or otherwise breaches
any of its obligations under the present
Agreement in any material respect in
whole or in pari, provided such failure
continues for a period of fwo (2) weeks
after, receipt by the defaulting Party of
writfen notice thereof from the other
Party specifying such failyre to rectify
the same; or

(b) by SPMSD, within thitty (30) calendar
days  following receipt by the
INSTITUTION of a written notice with
acknowledgement of receipt for any
other reason,

Any and all provisions, promises and 11.3

warranties contained horein which by their
nafure or effect are required or inftended to be
observed, kept or performed after termination
or expiration of this Agreement will survive
the termination or expiration  of this
Agreement, as the case may be, and remain
binding upon and for the benefit of the Paries
thereto,
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quest’uliima derivante da qualsivoglia
inosservanza alle disposizioni  del presente
Articolo,

Nessuna Parfe e nossun Soggetto Risarcito sara
responsabile  por  danni speciali, incidentali,
indiretti o conseguenti, ivi comprese, ma non
limitatamente ad esse, la perdita di avviamento, la
perdita di opporfunitd, la perdifa dj uso, o Ia
perdita di entrate o profitti, relativi al o derivanti
dal presente Accordo o dai Servizi ivi contemplati,
anche se tali danni avrebbere poiuto essere provisti
dalla Parte sfessa,

ARTICOLO 11 - ENTRATA IN VIGORE - DURATA

1 presente Accordo decorrerd dall’ultima data di
soffoscrizione delle Parti (di seguito Iz “Data
Effettiva®) ¢ rimarrd  in vigore sino alla
validazione  dellg Relazione  dello  Studio
Bpidemiologico finale, prevista per il 31 dicembre
2014, Potry ssere prorogato o rinmovafo con il
consenso espresso per iscritto fra le Part], Te
regole di pubblicazione rimarranno in vigore per §
aini,

Nonostante quanto sopra previsto, il presente
Accordo poird essere risolto in ogni momento
previa notifica scritta con avviso di ricevimento,
nei seguenti casi ed alle seguent! condiziont:

(8 da ciascuna Parte se lalfra manca dj
osservars, adempiere, o comunque viene meno
al propti obblighi derivanti dal presente
Accordo in tifo o in parte, purché talf
inadempimenti s profraggono per due 2
settimane dal ricevimento da parte della Parje
inadempiente di un avviso seritto inviafo dalla
Parte non inadempiente che specifichi talo
{nadempimento al fine dj porvi rimedio; o

(b) da SPMSD, entro 30 (tenta) giomi di
calendarioc  dal ricevimento  da parte
dell'ISTITUZIONE dj una notifica seritta con
ricevata di ritorno per ogni ulteriore raglone,

Tuite o ciascuna deile disposiziont, impegni o
garanzie contenuti nel presente Accordo che per
loro natura o efficacia devono essere rispettati,
osservati o eseguiti dopo la risoluzione o la
seadenza del presente Accordo sopravvivranno a
tale scioglimento o scadenza, a seconda del caso, e
resteranino vincolanti tra ed g beneficio dells Parti,
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114 Le Parti sf incontreranno per definire gh importi
dowuii all’YSTITUZIONE alla data di scadenza del
presente  Accordo, restando inteso che mitto il
lavoro eseguito dalPISTITUZIONE per i Servizi
resi nell’ambito del presente Accordo dovranno
Osscre  corrisposti da SPMSD  in virth . del

precedente articolo 6,

114 The Parties shall meet to seftle the amounis
owed {fo the INSTITUTION at the termination
dafe of this Agreement, it being undersfood
that all work performed by the INSTITUTION
for the Services herennder at the termination
date shall be paid by SPMSD pursuant fo
article 6 above,

ARTICLE 12 - REPRESENTATION - ARTICOLO 12 - DICHTARAZIONI — GARANZIE -
WARRANTIES-  LABOUR AND  TAXES OBBLIGAZIONI FISCALIEPREVIDENZIALI
OBLIGATIONS

12,1 The INSTITUTION represents and warrants to  12.1 L’ISTITUZIONE dichiara o garantisce a SPMSD
SPMSD that the INSTITUTION has the right che PISTITUZIONE ha i nccessari poteri per
fo enter info this Agreement, namely vis-3-vig sotfoscrivere il presente Accordo, in patticolare nel
any other person or entity with which it may confronti di ogni altra persona o entitd con la quale
have contractual relationships andfor vis-a-vis pud intrattenere rapporti confrattvali, ¢/o di ogni
any other administrative authority, and to be alfra autorita amuninistrativa, e di essere viiicolata
bound by its provisions. alls prescrizioni in egso contenute,

122 The INSTITUTION represents and warrants o 12,3 L’ISTITUZIONE dichiara e gavantisce a SPMSD
SPMSD that the INSTITUTION and the che PISTITUZIONE ed il Coordinafore Scientifico
Seientific Coordinator have rospectively the hanno rispettivamente le qualifiche ¢ le capacita
qualifications and gbilities to perform the necessarie  per eseguire | Servizi in  modo

- Services in a professional manner, without the professionale, senza Ia consulenza, il controllo e Ia
advice, control and supervision of SPMSD, supervisione di SPMSD,

123 In accordance with French laws and 12,3 In conformitd con Ie legei ed i regolamenti di

ARTICLE 13 - MISCELLANEOQUS

regulations against dissimulated work and
illegal employment (article 1.8222-1 and
D.8222-5 of the French Labour Codo) SPMSD
shall secure the INSTITUTION's situation
with regards to labour laws and regulations,

+ Consequently the INSTITUTION Wwatrants fo

SPMSD ihat the Services governed by the
present  Agrecment are  performed by
cmployees (including the Key Personnel) who
are lawfilly employed in accordantce with any
and all labour laws and regulations applicable
to the present Agreement.

AF_GDSO02E_SERV._ISPOHDCarozzi EutIT 19DEC201 1

dititio francese contro il lavoro nero s P'impiego
illegale (articoli 1.8222-1 e D.8222-5 del Codice
del Lavoro Prancese} SPMSD dovra assicurare la
situazione dell’ISTITUZIONE con riferimento glig
normativa givslavoristica,

Conseguentemento, PISTITUZIONE garantisce g
SPMSD che i Servizi oggetto del presento Accordo
vengono eseguiti da dipendenti {compreso i
Personale Qualificato) impiegati legalmente nel
rispetto della normativa in maleria giuslavoristica
applicabile al presente Accordo,

ARTICOLO 13 - VARIE ED EVENTUALI

13.1  Software Property and User vights - 13.1 Proprietd del software e diritti delP’utilizzatore
Computerized fransmissjon of data — Trasmissione elettronica dei dati
The software needed for the performance of the H software necessario per Pesecuzione dei Servizi
Services and developed by the INSTITUTION sviluppato dallISTITUZIONE & o rimarrd di
is and shall remain the exclusive property of proprietd esclysiva dell’ISTITUZIONE, SPMSD
the INSTITUTION. SPMSD acknowledges riconosce che nessun diritto d’uso riguardante il
that no user rights for the aforementioned predetto software & stato trasferito a SPMSD da
software are transferred to SPMSD by the parte del’ISTITUZIONE in virty del presente
INSTITUTION by virlue of the preseint Accordo,
Agreement,
Additionally, during data transmission from the Inoltre, durante |[a trasmissions  dei  dai
INSTITUTION fo SPMSD requiring the nse of dall’ISTITUZIONE a2 SPMSD per la quale 2
computer hardware/software o receive or read necessario un hardware/software per la ricezione o
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132

13.3

134

such data, the INSTITUTION agrees {0 make
all commereially reasonable arrangements to
protect SPMSD against the passing of any
“vitus”  (either any  compufer program
containing harmful fanctions to operations or
the use of a computer that the said virus has
infiltrated, or harmfyl to the data drive
contained in the said computer) during or
subsequent to the data downloading as a result
of the data downloading,

Entire Agreement 13.2

The  present Agreement including  jts
amendment(s) or annexes containg the entire
understanding between the Parties,

Unless the Parties have expressly agreed
otherwise, this Agreement shall apply to and
supersede any other written or oral agreement
between the Parties relating to the same subject
natter as this Agresment, whether such other
agrecment was entered info before or after the
effective date of this Agreement except the
feasibility Study agreement which has the same
value of the present Agreement and which fs
aftached as Annex 3 of the present Agreement
as a part hereof,

Agreements  or stipulations  in any
amendmeni(s) or annexes that are contrary fo
any term of this Agreement shall be void,
unless the Parties have expressly agreed in
writing that such agreement or stipulation shall
supersede the terms of this Agresment,

Independence of the Partics 13,3

Nothing in the present Agreement shall be
construed as creating a partnership, contract of
employment or relationship of ageney or
principal between the INSTITUTION and
SPMSD and the INSTITUTION does not
represent that any such relationship exists,
Neither shall employees of one Party be
considered as employees of the other Party,
Purther neither Party has any autherity to bind
or act on behalf of the ofher Party without its
express written consont, ’

Waiver 13,4

No failure, delay, relaxation or indulgence by
any Party in exercising any right conferred on
such Party by this Agreement shall operaic as a
walver of such right, nor shall aity single or
partial exerclse of any such right nor any single
failure to do so, prechide any other or falyre
exercise of it, or the exercise of any other right
under this Agreement.
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lettura di tali dati, PISTITUZIONE si obbliga a
stipulare ogni ragionevols accordo commerciale al
fine di proteggere SPMSD dal passagio di “virus”
{programmi  per computer contenti  funzioni
dannose per le operazion o I'utilizzo di computer
dove sono infiltrati virys evvero che sone nocivi
per il driver dei daij confenuto nel computer)
durante o successivamente gl download
(importazione) di daii causato da fale download di
dati,

Intero Accordo

Il presente Accordo comprensivo dei relativi
emendamenti o allegati costifuisce Punico ed i
solo accordo ira le parti,

Salve diverso eSpresso accordo fra le Parti, il
presente Accordo annulla e sostitnisce ogni aliro
accordo seritto o verbale avente un oggetto uguale
al presente Accordo, sia che tale diverso accordo
sia  stafo stipulato antecedentemente o
successivamente la Datg Effettiva del presente
Accordo, salvo Paccordo sullo Studio di fattibilita
avente un valore uguale al presente Accordo o che
viene allegato a quest’nltimo {allegato 3) quale sug
parte integrante,

Accordi o emendamenti o allegati che risultino
contrari rispetto ai tormini dol presente Accordo
saranno - considerati nulll, salvo ohe le Parti
abbiano espressamente concordato per iscritto che
gli stessi valgano a sostifuire i termini del presente
Accordo,

Indipendenza tra le Paxii

Nulla di quanto previsto nel presente Accordo
potrd essere interprefato nel senso di creare una
associazione, un contratio di lavoro, un rapporto di
agenzia tra  PISTITUZIONE ¢ SPMSD, ¢
PISTITUZIONE non dichiara che wuna tale
relazione esiste. Allo stesso modo nemmeno |
dipendenti di ciascuna delle Parti possono essere
considerati dipendenti dell’alira Parte, Inoltre,
nessuna deltle Parti ha alopn potere di vincolare o
di agire per conto dell’alira Parfe senza il suo
Consenso espresso per iscritto,

Rinuneig

Nessun ritardo, indulgenza 0 mancato esercizio di
qualsiasi diritto attribuito da] presente Accordo a
ciascuna Parte potrd essere considerato quale
rinuncia a tale diritto, né I’esercizio parziale o
Pesercizio di uno solo dei dirittl ad essa attribuiti -
0 il suo mancato esercizig -potranno preclidere
Pesercizio futuro di tali dirigti ovvero Pesercizio di
ogni altro diritto contenyto nej presente Accordo.
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135 Assignment and Delegation

135

13.5.1 THE INSTITUTION shall not assign any of its  13,5.1

rights under this Agreement, except with the
prior written consent of SPMSD. In any event
SPMSD shall not wireasonably withhold its
cousent. Notwithstanding the foregoing  all
assignments of rights are prohibited wnder this
section whether they are voluntarily or
involuntarily, by merger, consolidation,
dissolution, sale of stock, and changs of
control, operation of Jaw or any other manner,
except where such assignment of any righis
hereunder is made to an affiliate entity,

13.5.2 The INSTITUTION shall not delegate any

performance under this Agreement, except to
an affiliate entity or with the prior written
consent of SPMSD as set forth in article 4.5
above,

13.5.3 Any attempt by either Party to make an

13.6

137

13.8
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assignment of rights or delegation of
performance in viplation of this Agreement is g
material default under this Agreement, Any
purported assignment of rights or dolegation of
performance in violation of this section is null
and void,

Amendment

None of the Parties shall be bound by any
conditions, definitions, warranties,
understandings or representations with respect
to the present Agreement other than fhat as
provided herein or as fully agreed In written
with an amendment duly signed by the
representative of the Parties.

Severability

In the event any provision of this Agreement Is
mconsistent with or contrary fo any applicable
law, rule, or regulation, the validity, legality
and enforceability of the remalning provisions
shall not be affected or impaired, The Partles
shall discuss in good faith the replacement of
stich inconsistent or contradictory provision
with a valid, legal and enforceable provision
with respect to the spirit of the Agreement and
the Parties’ common uniderstanding,

Use of the name and logo

The Parties commit themselves not to use the
corporate name and/or corporate logo of the
other Party, neither the name of a member of
the other Party’s staff, nor the name of a
representative of the other Party in any
announcement, orgl presentation or publication

Pago 27132
C2011

13.5.2

13.5.3

13.6

13.7

13.8

Cessione e Delega

L’ISTITUZIONE non potrd cedere aleuno dei
bropri diritti derivanti dal presente Accordo, salvo
che con il previo consenso scritto di SPMSD,
SPMSD non potrd negare irnagionevolmente il
proprio consenso., Nonostante quanio  sopra,
qualsiasi cessione dei diriiti & viefata ai sensi del
presente articolo, sia volontaria che involontaria,
mediante fusione, consolidamento, scioglimento,
cessione di azioni, cambio di controflo, operazioni
di legge o in qualsiasi altro modo, salvo il caso in
oui la cessione dei diriiti di cui al presente Accordo
venga effettuata ad una societd controllata,

L’ISTITUZIONE non potra delegare Pesecuzione
di alcuna prestazione oggefio del presente
Accordo, salvo che ad una societd conitrollata o
salvo il previo consenso scritfo di SPMSD come

. preseritto nel precedente Articolo 4.5,

Ogni tenfativo & ceders i propri diritti o di
delegare 'esecuzione delle prestazioni oggetto del
presente Accordo in violazione dello stesso &
considerato wn inadempimento maferiale del
presonte Accordo, Ogni prefesa cessione dei propri
diritti o delega dell’esecuzione del presento
Accordo in violazione del presente articolo & nulla
ed inefficace,

Emendamenti

Nessuna deile Parti sard vincolata da qualsivoglia
condizions, definizione, garanzla, intesa o
dichiarazione relativa al presente Accordo diversa
da quelle contenute nel presente Accordo, salvo
che non sia siata successivamente concordata per
iscritto mediante un emendamento debitamente
sottoscritto dai rappresentanti delle Parti,

Divisibitts

Qualora una o pid disposizioni del presente
Accordo  sianc  considerate illegali, invalide,
contraddittorie o inapplicabili, tale llegalita,
invaliditd, contraddittoriety o inapplicabilitA non
viguarderd lo altre disposizioni del presente
Accordo, La Parti discuteranno in buona feds Ia
sostituzione di  fale clausola invalida o
confraddittoria con una valida, legale ed
applicabile nel rispetto dello spirito del presente
Accordo e delle comuni infenzioni delle Parti,

Uso della ragione sociale e del loge

Le Parti si impegnano a non wsare la ragione
sociale ¢/0 il logo della societ dell’alira Parte, né
il nome di un membro dello staff o di un
rappresentante dell’alira Parle in aleun annuneio,
presentazione orale, o pubblicazione riguardante lo
Studio o in alouna pubblicazione o _materiale

Inenais




rolating to the Study or in any publicafion or
promotional materials or other form for public
distribution, without such Party’s prior and
written agreement,

ARTICLE 14- LITIGATION/ GOVERNING
LAWY / JURISDICTION

14.1

14.2

14.3

144

14.5

AF,_GDS02B SERV_ISPO+DiCarozzi EntIT [9DE

In the event of a breach or threatened breach of
any of the provisions of the present Agreement
by the INSTITUTION, SPMSD shall have no
adequate remedy at law and shall therefors be
enfitted to enforce any such provision by
temporary or permanent injunction  or
mandatory relief obtained in any court of
competent Jurisdiction without the necessity of
proving damages, posting any bond or other
security and without prejudice to any righis and
remedies which may be available at law or in

equity,

This Agreement shall be governed and
construed jn accordance with the laws of Italy,

Any dispute or difficulty or misunderstanding
over the interpretation or the enforcement of
the present Agreement which the Parties cannot
seitle amicably within a period of sixty (60)
days shall be finally settled by the competent
courts of Florence (Ttaly),

Except as required by law, the confrolling
language of this Agreement is Italian and any
dispute brought under this Agreement shall be
conducted in Ttalian,

The Parties agreo that this Agreement is written
in both Italian and Bnglish languages for sake
of clarity and that the BEnglish version is
conforming fo  the Ifalian  version,
Notwithstanding the foregoing, the Parties

agree in good faith that the Italian version shall

in any case prevail on the English version
which has no contractual value,
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promozionale o alira forma di distribuzions al
pubblico, senza il preventivo accordo seriito di tale
Parte,

ARTICOLO 14 — CONTENZIOSO / NORMATIVA
APPLICABILE / GIURISDIZIONE,

14,1

4.2

14,3

144

14.5

NelPipotesi di inadempimento o minaceia di
inadempimento delle clausole del presente
Accordo da parte dell’ISTITUZIONE, SPMSD
non avrd aleun adeguato rimedio di legge ed avia
pertanto il diritto di far rispettare tali clausole
mediante ingiunzione o ordinanza del Tribunale
competente, senza la necessitd di fornire la prova
dei danni, prestare cauzione o aitre garanzie ¢
senza progiudizio per diitti e rimedi forniti daila
legge o secondo equitd,

Il presente Accordo deve essore disciplinato ed
Interpretato in conformifa alta normativa italiana,

Ogni controversia, difficolts o malinteso in ordine
alPinterpretazione o applicazione del presente
Accorde che le Parii non riusciranno g CompotTe
amichevolmente entro il termine di sessanta (60)
giorni, sard di competenza esclusiva del Tribunale
di Firenze (Italia),

Salvo quanto richiesto dalla legge, la lngua
uificiale del presente Accordo & [Iitalianc
qualsiasi controversia promossa nell’ambito del
presente Accordo dovra essers condotta in italiano,

Le Parti concordano che il presente Accordo &
redatto sia in italiano che in inglese per ragioni di
ohiarezza e che la versione inglese & conforme alla
versione italiana, Nonostante quanto sopra, le Partt
concordano in buona fede che la versione italiana
sard in ogni caso prevalente rispstto g quella
inglese che non ha alcun valore contratiuale,
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ARTICLE 15 - COUNTERPARTS

ARTICOLO 15 - COPIE

This Agreement is executed in three (3) counterparts Il presente Accordo viene eseguito in tre (3) esemplari
each of which shall be deemed an original, but all ciascuno dei quali & considerato un originale, ma tutti
together shall constitute one and the same instrument. insieme formano un unico e medesimo strumento,
This Agreement shall not be binding until each Party L’Accordo non sard vincolante fino quando ciascuna

receives a signed original fron: the other Parties.

Parte non riceverd un originale sottoscritto dalle altro Parti.

IN CONSIDERAZIONE DI TUTTO QUANTO SOPRA

IN WITNESS WHEREOV, the Parties hereto have DISPOSTO, le Parti hanno stabilifo che il presente
caused this Agreement fo be duly execufed as of the . Accordo venga puntualmente eseguito a far data dalla

Effective Date,

Made in Lyon, Franee on behalf of:
Sanofi Pasteur MSD S.N.C,

Date:
Signature:

Data Effettiva,

Lione, Francia, in nome e per conto di:
Sanofi Pasteur MSD S.N,C,

Data:
Hirma:

Dr Jean-Paul KRESS
President

The INSTEITUTION

Date:
Signature:

Dr Gianni Amunni
General Manager

In the presence of®
Dr. Francesca Carozzi
The Scientific Coordinator

Date; 7 . .
Sighaturel, p

Dr. Jean-Paul KRESS
Presidente

I’ ISTITUZIONE

Data:
Firma:

Dr, Gianni Amunni
Diretfore Generale

Alla presenza di:

Dr, Francesca Carozzi
Il Coordinatore Scientifico

Data:
Firma:
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ANNEX 1 ALLEGATO 1

PROTOCCOL, PROTOCOLLO
Binal version dated 24 Jun 2011 Final version dated 24 Jun 2011
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ANNEX 2

Einancial provisions and List of services
Payment modalities

Payments by the Sponsor to the INSTITUTION shall
be made as follows:

1. A first payment of 25 % of the total amount
shall be made upon signature of this
Agreement

2. asecond payment of 20% of the total amount
shall be made after half of HPV analyses

3. a third payment of 25% of the total amount
shall be made afier all PV analyses

4, a fourth payment of 15% shall be made after
the SPONSOR validation of the final
statistical report

5. a final payment of 15 % shall be made after
the Sponsor validation of the final ESR

Payment terms

Prior to each payment, the INSTITUTION shall
establish an Invoice as follows (mandatory elements
except if mention of "if applicable"):

- Samantha ATRUX-TALIAU -
Epidemiological Project Coordinator

- Sanofi Pasteur MSD S.N.C, Epidemiological
Department Europe, 8 rue Jonas Salk, 69367
LYON Cedex 07 (France),

- Sanofi Pasteur MSD S.N.C, intra-European
VAT number : FR04 392 032 934

- Name and address of the INSTITUTION,

- the INSTITUTION's intra-European VAT
number (if applicable)

- Study number; GDS02E

- Reference to payment schedule (first
payment, second payment, efc.)

- The amount owed excluding VAT

- VAT amount

-~ The amount owed Including VAT

- Banking information of the. INSTITUTION
issuing the invofce for bank transfer —

Bach invoice shall be established as indicated above
and shall be 'sent to the contact name at the address
above mentioned.

List of services/activities to be sent by the
INSTITUTION (including the Central Laboratory
services) see budget grid (Bxcel file version N°01
dated 14Dee2011),

ALLEGATO 2
Disposizioni finanziarie ed Elenco dei servizi

Modalitd di pagamento

I pagamenti dal Promotore allISTITUZIONE dovranno
avvenire come segue;

L. Un primo pagamento pari al 25% dell’ammontare
complessivo  dovrd essere  effettuato  alla
sottoscrizione del presente Accordo.

2. Un secondo - pagamento pari al 20%
dell’ammontare  complessivo  dovrad  essere
effetuato dopo la metd delle analisi HPV,

3. Un ferzo pagamento pari al 25% dell’ammontare
complessivo dovid essere effetivato al termine
delle analisi HPV,

4. Un quarto pagamento pari al 15% dovid essere
fatto a seguito della validazione da parle del
Promotore del report statistico finale.

3. 1l pagamento finale del restante 15% dovra essere
fatto a seguito della validazione da parte del
Promotore dell’BSR finale,

Termini di pagamento

Prima di ogni pagamento, PISTITUZIONE dovr emettere
una fattura secondo le seguenti modalid (elementi
obbligator, salvo menzione “se applicabile”):

- Samantha ATRUX-TALLAU - Epidemiological
Project Coordinator

- Sanofi Pasteur MSD S.N.C, Epidemiological
Department Europe, 8 Rue Jonas Salk, 69367
LIONE Cedex 07 (Francia)

- Sanofi Pasteur MSD S.N.C. numero di partita IVA
intra-comunitario; FRO4 392 032 934

- Nome ed indirizzo del’ISTITUZIONE

- Numero di partita IVA intra~-comunitario
dell'ISTITUZIONR (se applicabile)

- Numero dello Studio: GDS02E

-~ Riferimento alla tempistica di pagamento (primo
pagamento, secondo pagamento, ecc,)

- Ammontare dovuto, IVA esclusa

- Ammontare delPTVA

- Ammontare dovuto, IVA inclusa

- Coordinate bancarie delPISTITUZIONE che
emette la fattura per il bonifico bancario,

Ogni fattura dovrd essere emessa come sopra indicato ©
dovrd essere inviata all’attenzione del referente all’indirizzo
suindicato,

Elenco dei sorvizi/attivitd da  inviare a  ocura
dell’ISTITUZIONE (inclusi i servizi del ILaboratorio
Centrale) vedi grighia di budget (Bxcel versione file 1, 01
del 14Di¢2011).
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ANNEX 3 ALLEGATO 3

Copy of the feasibility Study agreement dated 30
Decempber 2010

Copia dell’accordo sullo Studio df fattibilits del 30
dicembre 2010

Page 32/32
AF_GDSOZE_SERV_ISPO+DrCarozzihEn+ITh19DBCQOI 1

Invintds




sénofipasteur ISD

vaceclines far life

GDS02E

PROTOCOL

Monitoring HPV Type Prevalence in the Post-vaccination Era in Women Living in
the Basilicata Region, Italy

Sponsor

Study Identification Number (SIN)

Sponsor’s Study Manager / Signatory

Scientific Coordinator (SC)

Principal Investigator (PI) responsible for study
emrollinent and clinical procedures:

Principal Investigator (PT) responsible of
vaccination center

Version

Date

Sanofi Pasteur MSD SNC
8, rue Jonas Salk
69367 LYON CEDEX 07, France

GDS02E

Laurence Serradell, Epidemiological Project Manager
Depattment of Epidemiology, Europe

Sanofi Pasteur MSD SNC

Tel.: +33 (0)4 37 28 43 88

Fax: +33 (0)4 37 28 44 51

Francesca Carozzi, Molecular biologist

Istituto per lo Studio e la Prevenzione Oncologica
(ISPO)

Unita Operativa Citologia Analitica e Molecolare
Villa delle Rose

Via Cosimo il Vecchio, 2

50127 Firenze, Kaly

Pasquale Silvio Anastasio, MD, Gynaecologist
Ospedale Madonna delle Grazie di Matera
Unita Operativa di Ostetrica ¢ Ginecologica
Azjenda sanitaria Locale di Matera A.S.M.
Via C.da Ambulante

75100 Matera (MT), Italy

Espedito Antonio Moliferni, MD, Hygienist
Dipartimento di prevenzione

Azienda sanitaria Locale di Mafera ASM
Via Monfescaglioso, 20

75100 Matera (MT), Italy

Final

24 June 2011

Information contained in this docwnent is the property of Sanofi Pasteur MSD and is confidential. This
information will not be disclosed to third parties without the prior written authorisation from
Sanofi Pasteur MSD except to comply with legal regulations. No part of this document may be reproduced,
stored in a retrieval system or transmitted in any form or by any means - electronic, mechanical, recording or
otherwise - without the prior written permission of Sanofi Pastenr MSD

GDS02E_Protocol_FV_24JUN2011

1161

CONFIDENTIAL




sanofi pasteur MSH
s-ncclne‘ foy Hife GDSOZE

TABLE OF CONTENTS

1. GENERAL INFORMATION............. o

L1 CONTACT LISTu1v01emnssssnressssessonestsessssssessssseeesesssmns s onn,

12 PLANNED STUDY CALENDAR wnscrssismsssosssessssssssssmsssessmmerseesomsosssss -
1.3 FLOW CHART.ovv v seenis
1.4 SIGNATURE PAGE scvrssvsssses v bsnetsssstssssssssmses ssessssees sosssssssssstmessesossesossssosssssoss

2. SYNOPSIS ..c.ovvimimmmmsmummsmismmsieinsmern: L L R e e w10

3. BACKGROUND......... T B s

3.1  EriDBEMIOLOGY OF HUMAN PAPILLOMAVIRUSES
3.2 TYPBREPLACEMENT coosovsvetsmmussssmsssssessrsssstsssasssssesesoesessossosssomsesesss s 16
321 General considerations on type replaceinent™ ... eemmmemoeoooo
322 Dype replacement QA HPY ............oueeervensseesssosaeccrresssessesss s
323 How 10 Sty (YPE FEPIACCNERLD ...coveevvessseereeems oo
3.3 HPIDEMIOLOGY OF HPV INFECTION AND HPV-RELATED DISEASES IN ITALY
337 Women aged.lé’-24
332 e
34 IYALIAN PUBLIC HRALTH ORGANIZATION AND PROGRAMS
3.4.1 Cervical cancer screening in Italy
3.4.2 HPY vaccination poliey it Haly..........veerveessrvessessmeers s oeooosoeoessoo
35 RATIONAL coesssrsssssstoncesestotsssssssmssabssssesos s st s sosessss 20
3.5.1 EMA COMIMDIERE covcsosvsvoerrssssesissessconssne s s ssessesessosses oo 20
3.5.2 Rationale to conduct a study to determine the ype-speciflc prevalence and a potential type
replacement in the Italian 1egion 0f BASIHICAIA.....ovvesvivvssmevsesssscoersesssess oo 20

4, STUDY OBIECTIVES..iiserimmrmmionssssmmmssssessssteons P s e e ss s ]

5. STUDY PLAN ivisieisnimmimmsssmssssisssimssssssssssssssssssesssns o s e oo B

5.1 STUDY DESIGN.u 11111111 sttst0stvrtssssssssssssssssossssess s s sostseseesssossssssssseesssosses s e
52 STUDY SITB..iivmeeisnrennnsismmsisnsesssissssossssssssssesssessss e
5.3 STUDY POPULATION AND PERIOD
54 INCLUSION AND NON-INCLUSION CRITERIA
341 THCTUSION CPHOHIE vovvsvtvssr st sssssseessesee e oo 22
54.2 NOR-CIUSION CrICHA.covcsocvvresssssevnssssseeessmessessmsmsssssesesee s e ese oo
5.5 SAMPLE SIZE CONSIDERATIONS
5.6 STUDY PROCEDURES
5.6.1
5.6.1.1
3.6.1.2  Women aged 25-50 YOS e
J.6.2 Visit at LHU: Women 18-50
5.7 STUDY DURATION oessitonvessessssssessssssessessssmsmssmmsessssesmsessm o
5.8 SAMPLEMANAGEMENT AND ANALYSIS.............
5.8.1
3.8.2
5.8.2.1
5822  HPV genotyping...coeeenesiesssons.
5823 Biobank....oeereeerersieninen,
3.824  HPV analyses 1esullS.....cece oo
SRR DY\ VI 0)5 8 :151v:) 5 SO
591 Daily REport Aala cuu.ueooneveeessereerrsreeesereeseersooe oo
3592 Parficipant FOF Goitl.uermvereeereeesioresoeeeeoeessessoosesen :
59.3 Self-administered questionnaives data
5.94 Cytolagical data and HPV VACCIHGUON QO vvevvvvrre oo oo
The study takes advantage of local registries of Basilicata's LHUSs. Vaccination data will be extracted
Jrom these registries.
5935 HPYV results

GDS02E_Protocol_FV_24JUN2011 2/61
CONFIDENTIAL -



Sepofinasteur msn GDSI2E
IIOL ReCAl BIAS covvvveervessessoveeressessressees oo
5.10.2
5.10.3
5.104
5.104.1  Women aged 25-50..,
51042  Women aged 18-24......,
51043 Womenaged 18-28.......
51044  Women aged 29-50,....comn......
5.10.5  Linitafions..eoveeeerron,
5.11  RESULTS FEEDBACK ..o,
512 MONITORING PROCEDURES vvessssvssssonesrsresssssmmsomeoesnsosiss e
2L Sty MORHOFING wuvveveevvoseessoreess oo
2.2 DG QUAILY CONEOL oo 32
51221 Quality control of Ay T 32
51222  Quality control of HPV testing & laboratory procedures .
Sd2.3  AUES coieereensveienreeeeeers oo
5.13  DATA FLOW AND MANAGEMENT
5.14  STATISTICAL ANALYSIS PLAN.......
3.14.1  Univariate analysis: description of the study population
5.14.1.1  Quantitative variables

514,12  Categorical variables.......
SAAZ MUHIVAYIGIE QHALYSIS: .ot

J14.3  Prevalence estimates oo
3144 Analysis of visk determinants
3.14.5  Other analysis................

51451  Women aged 25-50
5.14.52  Women aged 1850 mmvcmmmmmmmmserensmmssnsesss oo
5.1453  Women aged L
515 QUALITY ASSURANCE

6. ADMINISTRATIVE AND REGULATORY REQUIREMENTS..c..ouunieessmssnerseessssrsnsessssesns. 36
6.1 INFORMED CONSENT FORM
6.2 ETHICS AND REGULATORY .cvvtsvcurecesrsrensvenessesssmmssssssosseesss oo
6.3 DATA PROTECTION wovvvurevnsssssreesssmssmssssssssossessesmssssssossses oo esso,
R LT
6.5 INVESTIGATOR RESPONSIBHLITIES
6.5.1 COnfidentiality .....ouvrureurcrsreroeeeeermeeeeerressooon,

6.5.2 Compliance fo Protocol and Law

7.1 STEBRING COMMITTER 111 ssssssssssssesesesstsisesssssetsesemsesose s . 37
7.2 ADVISORY BOARD wsvsvvssrestvsensnessmssnsabosssestmsisosssnsoessmssesso 39

9. STUDY DOCUMENTATION AND ARCHIVING....... e s e 30
10.  REFERENCES......... R T SOOI 1) |

1.1 LIST OF SGREENING CENTRES o.vvssssorssrsosns st

112 PARTICIPANT FORM .u.ovooeeeeeeeoes oo

113 SELF-ADMINISTERED QUESTIONNAIRE <ovvvieitcinrvsensssssensesssesssesonsssessese.s

114 GOOD EPIDEMIOLOGICAL PRACTICH et

1.5 DECLARATION OF HELSINKL..o.covtvsssissnesesnsrsssssnsossse s
GDS02E_Frotocol FV_24JUN2014 ’ - 3061

CONFIDENTIAL



TerCnResIur e GDSO2E,
LIST OF FIGURES AND TABLES
List of Figures
Figure 1: Hypothetical Changing Incidence of Vaccine Type and Non-Vaceine TYPe.....ccmiorerssonssssones. 18
Higure 2: BASIHOAA TOGI0M cevvvrvvsisresssssssissiosseessemesssssss s sssssesssessesesss oo 22

List of Tables
Table 1: Birth cohotts invited to the organized HPV vaccination program in Basilicata and age in the

FOIHCOMINE YOAL 1 1vrtssiststsncrnesmeesmssrsss i esessssssssossses s s esesesmsesess oo essesss s eees oo 23
Table 2: Expected number of study PATHCIPANES 11t OHE YEAK 1.ccvvvvvvvvvvrmaeseosssssssseseenesssessassossssessesesesesees s ee s 24
Table 3: Precision of the prevalence estimation of HPV infection with a sample size (N) of 2,000 women in
18-28 age group and 1,500 in 29-50 age BIOUD: ittt res st snsresessesrosssensesnnens 25
Table 4: Steering Committee members
Table 5: Advisory Boatd mEmbEIS .. mewsusumiumusmusssostersssssssssmsssseesmssenssesososo
GDS02E_Protocol _FV_24JUN2011 4161

CONFIDENTIAL



SAnoH pasteUr MsD

vacelnes Foy 1ife

GDSO2E

ABBREVIATIONS
* AB Advisory Board
" AGC Atypical Glandular Cells
= ASC-US Atypical Squamous Cells of Undetermined Significance
v ASC-H Atypical Squamous Cells where HSIL cannot he excluded
= CCTIRS Comité Consultatif sur lo Traifement de I'Tnformation en Matiére de Recherche
dans le Domaine de Ia Santé/Advisory Board for information processing
= CNIL Commission Nationale de FInformatique et des Libertés/French Data Protection
Authority
= CRO Contract Research Organization
* DNA Deoxyribonucleic acid
" EC Ethics Committee
= RECDBC Buropean Centre for Discase Prevention and Control
= EMA European Medicines Agency
= EDA Food and Drug Administration
= GCPp Good Clinical Practice
= GPP Good Epidemiological Practice
*  GISCi Gruppo Italiano Screening Cetvicocarcinoma
n HC2 Hybrid Capture 2
» HPV Human Papillomavirus
= HR High-risk
= HSIL High-grade Squamous Intra-epithelial Lesion
= ICF Informed Consent Form
= ISPO Istituto per lo Studio e la Prevenzione Oncologica
= ISTAT Istituto Nazionale di Statistica
= LHU Local Health Unit
= IR Low-risk
= LSIL Low-grade Squamous Inira-epithelial Lesion
= Pap test Papanicolaou test
» PCR Polymerase Chain Reaction
= PR Participant Form
= QC Quality Control
= SC Steering Committee
v SPr Short PCR Fragment
" SPMSD Sanofi Pasteur MSD
* STM Specimen Transport Medium
= WMA World Medical Association
GDSO2E_Protocol_FY_24JUN2011 ' } 5061 |

CONFIDENTIAL



sdnofi pasteur MSD

vacelnes fog Itfe

GDSO2E
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1.2  Planned Study calendar

Regulatory documents preparation

submission/approval

Participant recruitment

Laboratory analyses

Database management

Nov 2011 April 2013

Nov 2011~ April 2013

Sept 2011- June 2013

Statistical analyses

Final study report

July 2013-Sept 2013

—

December 2013
]
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1.4 Signature page

On behalf of Sanofi Pasteur MSD:

Signature: Laurence Serradell

Date:

On behalf of the Scientific Coordinator:

Signature: Francesca Carozzi

Date:

On behalf of the Principal Investigator for cervical screening:

Signature: Pasquale Silvio Anastasio

Date:

On behalf of the Principal Investisator for vaccination:

Signature: Espedito Antonio Moliterni
Date:
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2. SYNOPSIS

—~ Investigational centre:

® Local Health Unit (LHU) of Matera in the Basilicata region
(16 screening centres included in the study)

Investigators =  Principal Investigators:

® Dr. Pasquale Silvio Anastasio (cervical screening; Matera's
LHU)

¢ Dr. Espedito Antonio Moliterni (vaccination; Matera's LHU)

Planned study period 2011-2013 (Recruitment period: ~]2-18 moiths)

— Inclusion criterja:
® Women between 18-24 years old invited to the study

* Women between 25-50 years old invited within the frame of
the organised cervical cancer screening program
. © Signing an Informed Consent Form (ICF) to participate in the
Inclusion and Non- study
inclusion criteria . . I
— Non-inclusion criteria:
® Virginal women
® Hysterectomized women

® Women who underwent colposcopy in the 24 months prior the
enrolment visit

Gardasil® is a quadrivalent vacoine against HPV types 6/11/16 and 18,
Following the introduction of HPV vaccines, there is a theoretical concern
that the niche created by the elimination of vaceine types will be taken over
by other non-vaccine types. The major concern would be that non-vaccine
oncogenic HPV types (HPV High-risk types) fill the niche vacated by
vaceine types aud result in a less than expected decrease in HPV-related
discases. This phenomenon will need to be monitored,

Background and A study which will generate information to assess potential type

Rationale replacement is being conducted in four Nordic Buropean countries

The European Medicineg Agency (EMA) asked SPMSD "to investigate the
HPV type specific prevalence and potential non-vaccine type replacement
in the post-vaccine era in non-Nordic Buropean countries" in 2006 in order |

£,
GDS02E_Protocol_FV_24JUN2011 10/61
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to support Gardasil® licensure in Europe.
In the Italian region of Basilicata, HPV vaccination (with Gardasil®) and
cervical screening are well-organized and individual data from both
programs ave registered in computerized registries. Wormen between 25 and
64 years old are invited to perform a Pap test every 3 years within the
frame of the organized cervical screening program. Women at ages 11, 14,
17 and 24 have been invited for fiee of charge HPV vaccination with
Gardasil® since 2007.

We propose to conduct a cross-sectional study to estimate the overall and
type-specific prevalence of cervical HPY infection {overall and stratified
by the HPV vaccination status) among women aged 18-50 years living in
the Basilicata region (Italy) in 2011-2013.

Objectives

— Primary objective:
® To assess the overall and age-siratified prevalence of:
O cervical HPV infection
O cervical infection with IR types, HR non-vaccine types,
LR types, LR non-vaccine types, vaccine types and by
HPV type
— Sccondary objectives:

® To assess the overall and age-stratified prevalence by
cytological resnlts and/or vaccination status (if final study
sample allows it)
-of cervical HPV infection
-of cervical infection with HR types, HR non-vaccine
types, LR types, LR non-vaccine types, vaccine types and
by HPV type
-of single and multiple HPV infections

® To assess the overall and age-stratified prevalence of nommal
and abnormal cytological smears for the entire population and
stratified by vaccination status (if final study sample allows it)

® To ovaluate the relationship between cervical HPYV infection
and potential risk factors (including demographics data, lifestyle
habits and medical history)

Study design

Cross-sectional population-based descriptive study conducted on 18-50
year-old women living in Basilicata, Ttaly, in 20112013,
Population source is:
— Women between 18 and 24 years old at the time of invitation, living
in Basilicata.
~ Women between the ages of 25-50 at the time of invitation (25 and
50 included), invited to the organized cervical cancer screening in
Basilicata,

Regulatory
procedures

Women aged 18-24 will be invited to participate by letter in the study.

Women aged 25-50 wiil be invited during their organized cervical cancer

GDS02E_Protocol FV_24JUN2014 , }'1161
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screening visit. Women will be informed about the procedures and daig
handling. Women who agree to participate in the study wiil sign an ICF
before any study procedures. The study aud the related procedures will be
approved by the Italian local Ethic Committee of the site(s) involved. Data
will be protected according to the Italian privacy law regarding the
protection of personal data, Legislative Decree n.196/03,

Data will also be treated and processed in compliance with the Buropean
Directive 95/46/EC regarding the data protection.

Planned sample size

In order to assess the impact of Gardasil® in terms of type replacement in
the primary targeted age group, the younger population of women already
targeted by the organized vaccination program (18-28 year old women)
will be oversampled and overepresented in the study population. 2,000
samples between the ages 18-28 and 1,500 in the ages 29-50 are expected
to be sufficient to estimate prevalence of vaccine and HR non-vaceine
types (ranging from 3 to 25%) with good half-width of the 95% CI,
Considering that 10% of the samples might not be analyzable due to
insufficient material for HPV testing, poor quality of the samples or loss of
samples due to transport or storage problems, 3,890 women in fotal should
be recruited (2,223 women aged 18-28 and 1,667 women aged 29-50).

The table below provides the Half-width of a 95% confidence interval for
prevalence ranging between 3 and 25%,

Age Sample size Prevalence of HPY Sample sizet 1
groups ™ (either vaccine or HR-non vaceine types in %) drop out/missing
3 33 45 5 16 15 20 25
1328 2,000 07 08 09 L0 13 18 18 19 2,223
29-50 1,500 09 09 10 11 15 i3 20 22 1,667
18-50 3,500 06 06 07 07 1 L2 13 15 3,520

Data collection

— Daily report data. Aggregated data on:
Number of women invited to the cervical cancer scrcening progiam,
women attending the cervical cancer brogram (for 25-50 years old
group),
Number of women eligible/ineligible to the study, women
ewrolled/not enrolled in the study (for both age groups).

— Participant Form data
Information on inclusion/non-inclusion criteria fulfilled, participant
number, date of birth, date of ICE signature, samplos and
questionnaire coltected and dates of collection

— "Self-administered questionnajres" data
Socio-demographics variables;  risk  factors for HPV
infection/cervical diseases ; HPV vaccination status

— Cytological results (using Bethesda 200 1)

~ HPV vaccination stafus N

GDS02E_Protocol_FV_24JUN2011 12161
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— HPV festing results
— HPV genotyping results

Data regarding the attendance rate to the cervical cancer screening program
in areas covered by the screening centres involved in the study collected by
the LHU will also be gathered.

The main study steps are described below, Differences in study processes
exist between women aged 18-24 invited fo cervical screcning centres for
the purpose of the study and women aged 25-50 attending the organized
cervical screening program in Basilicata,

— Invitation process
® Women aged 18-24
A list of 18-24 year-old women living in Basilicata will be generated from
municipality registries. All the women will be invited through a study
invitation letter. A second invitation letter (reminder) will be sent to all
women failing to contact their screening centre 60 days after the first lefter.
In case of recruitment necessities women who are still failing to respond to
the second invitation letter will be contacted by a third Ietter or phone call
if possible. ‘

e Women aged 25-50

Women will be invited to participate into the study during their cervical
cancer screening visit.

- Visit
¢ Completion of the daily report by midwife/qualified staff
member
A daily report will be completed in each participating center. This report

will help to assess the representativeness of the study population and to
assess the study participation rate among eligible women,

® Study presentation
At the screening center, the study will be presented to the women by a
midwife/qualified staff member, Women who are eligible and agree to
participate in the study will sign an ICF before any study procedures. The
Participant Form will be completed by midwife/qualified staff member for
cach participating woman. Women will be recruited in a consecutive
manuer,

¢ Cervical sampling
The sample taker will perform a conventional Pap test for all study
participants. For 25-50 years old women, the PAP test is part of the routine
cervical screening, This sample will be used for cytological reading
performed at local level,

A second cervical sample (sample in STM- specimen transport medinm)

GDS02E_Protocol_FV_24JUN2011 13/61
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will be collected w1thm the ﬁame of the study and will be sent to the
central [ab (ISPO Florence) for HPV analyses.

o Self-administered questionnaire completion by participants
After their screening visit, women will complete a self-administered
questionnaire.

— HPV analyses
HPV testing will be performed using the HR/LR HC2 test. Samples with
RLU/CO ratios =1 will be classified as HPV Positive samples; those with
RLU/CO <1.0 as HPV Negative samples, HPV positive and 10% of
randomly selected HPV-negative samples will be then genotyped using the
INNO-LiPA extra test. All the analyses will be performed at a central
laboratory (ISPO).

~ Data linkage
For each participating woman, data collected for the purpose of the study
(HPV status data, questionnaire data, PF), HPV vaccination status and
cytological results will be linked at individual level (details provided in the
core protocol) through the participant number and date of birth.

Data analysis

1.Description of the study population:

A first part will consist in describing the study population.

Quantitative variables will be described by their mean, standard deviation,
median, quariiles, minimum/maximum, Cafegorical variables will be
described by their frequency and percentage. The following variables will
be described: age, country of bitth, number of years living in Italy for
people not bom in Italy, smoking status, age at first sexual intercourse,
number of sexual pattners, contraceptives use, history of pregnancy, marital
status, history of sexually transmitted diseases, ecducational level,
professional status, and vaccination status.

The representativeness of the study population will be assessed based on
socio-demographic data provided by the self-administered questionnaire,
compared to Italian national census data provided by ISTAT for the general
female population, Characteristics of ineligible women will be assessed
based on the daily report data and reasons for non participation ameng
eligible women will be described. The concordance between HPV
vaccination status collected in the vaccination database and collected
through the self-administered questionnaire will be assessed.

2. Analyses answering the primary and secondary study objectives.

The crude, age-standardized and age-stratified prevalence and their 95% CI
stratificd by cytological results and/or by vaccination status will be
assessed. The age standardization will be made by the direct method using
the most recent Italian census data as a reference (ISTAT data).

The association between cervical HPV infection (dependent variable) and
potential risk factors (independent variables) will be the object of a
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multivariate analysis using a logistic regression. Potential risk factors will
include: age, country of birth, current marital status, smoking status,
lifetime number of sexuval partners, number of sexual pariners in the last 6
months, history of abnormal Pap test, history of previous genital warts,
current status and history of having sexually transmitted infection and
immuno-suppression status. A first step will be dedicated fo study the
association between HPV infection and each risk factor will be assessed in
univariable analyses (simple logistic regression analyses). Then, risk
factors for which a significant association (p<0.10) is found will be
considered in the multivariable analysis (multiple logistic regression).

Report and
publication

and published in peer-reviewed journals.

A report will be prepared summarizing the study results. The resulis will be
presented at international conferences (abstract, poster, oral presentation)
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3. BACKGROUND

Vaceination with Gardasil® was introduced in Burope in September 2006. Gardasil® is a vaccine
indicated for the prevention of premalignant genital lesions (cervical, vulvar and vaginal), cervical
cancer and external genital warts (condyloma aceuminata) causally related to HPV types 6, 11, 16 and
18. The viccine is currently recommended for young girls and women between 9 and 26 years of age.
Following the introduction of Gardasil®, the Buropean Medicines Agency (EMA) has requested
Sanofi Pasteur MSD to assess the HPV type prevalence and potential non-vaccine HPV type
replacement in the post-vaccine era in non-Nordic European countries. Sanofi Pastenr MSD has
suggested conduceting a study on women aged 18-50 in the Ttalian region of Basilicata,

3.1 Epidemiology of Human Papillomaviruses

Genital Human Papillomavirus (HPV) infection is the most common sexually transmiited viral
infection worldwide with approximately 75% of sexually active persons exposed to HPV in their
lives'. Genital HPV infection is related to various clinical conditions ranging from agymptomatic
infections to benign and malignant diseases of the mucosa. HPVs cause watts and have been well-
established as the sexually transmitted agents that cause most invasive cervical cancers and their pre-
cancerous lesions, However, most infected individuals clear the virus without ever developing clinical
symptoms in a rapid manner (most women infected with a specific HPV type will not show evidence
of that same type 6-12 months later). Thus, very few infected individuals progress to invasive cervical
cancer”. Among the 40 HPV types that can infect the genital tract, HPV types are distinguished
between high-risk (HR) types and low-risk (LR) types according to their degree of risk for
development of cervical cancer. Infection with HR HPV is found in virtually all cases of cervical
cancer and is considered as a necessary cause of invasive cervical cancer 2,

HPV 16 and 18 are responsible for approximately 70% of cervical cancers worldwide (54% and
16% for HPV 16 and 18, respectively). The remainder of cancers is linked to other oncogenic HPV
types mainly HPV types 45 and 31 (responsible for 10% of cervical cancers) and then HPV 33 and 52
that contribute approximately another 5-7% >, '

Acquisition of HPV is particularly common among sexually active young adults and decreases
with increasing age. Risk factors for HPV infection are: number of lifetime sexual partners, age at first
sexual intercourse. Some studies found a positive association between HPV infection and smoking
status (current/past smoking)'. Regarding the risk of cervical cancer, a linear positive dose-response
relationship with duration of oral contraceptive use has been shown®. Activefpassive smoking and
existence of other STI are also risk factors for persistent HPV infection or co-factors for the
development of cervical cancer, Some endogen hormones (numnber of pregnancies, menopausal stafus),
immune deficiency and some nuiritional factors are also involved \.

3.2 Typereplacement

3.2.1 General considerations on type replacement *

Vaccination (and chemotherapy as well) can destabilize the existing host-pathogen evolutionary
equilibria or accelerate pathogen evolution leading to the phenomenon of treatment-induced pathogen
strain replacement,

Generally speaking, strain replacement is the substitution over time of one or more initiafly
dominant strains of a pathogen by another strain or strains. Tt occurs through the interaction of
dynamics at two levels;

- Within-host (individual level) strain replacerent is the replacement of a slrain that dominated
the initial infection of a particular host by a new strain without any intervening recovery
period.

~ Between host (population-level) strain replacement occurs when a once-common strain in the
population becomes rate, while a second (previously rare) strain increases to a prevalence
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greater than that of the first strain due to a deterministic process (rather than, say, ecological
drift in a rare host population).

By definition, strain replacement is a consequence of increased absolute fitness (at the population
level) of the replacement strain, and/or decreased fitness of the initial strain. The deployment of a
treatment such as vaccination changes conditions (e-.g. the proportion of hosts susceptible to one or the
other strain), This in tun changes the competitive balance between strains and hence their absoluie
fitnesses, ultimately shifling their relative and absolute abundance. In practice, researchers use widely
vatying critetia to infer strain replacement. The only common element is an observed decline in the
prevalence of vaccing strains accompanied by an increased prevalence of at least one non-vaceine
strain,

The currently accepied model as the cause of type replacement relies on the selective naturg of
vaccine protection. If two types of sfrains are considered: vaccine strains and strain(s) that suffer
significant cross-immunity as strains 1 and strains that at least partially escape the vaceine ag straing 2,
Before vaccination introduction, it is assurned that Prevalence of strains 1 is higher than prevalence of
straing 2 (under the assumptions that are typically targeted dominant strains). After vaceination
introduction, strains 2 can still infect vaccinated individuals and no longer have to compete with
strains 1 and consequently type replacement can occur. Unvaccinated. people are protected through
herd immunity. Herd immunity against strains 1 forther reduces competition between sirains for
susceptible individuals. By reducing the prevalence of the dominant strains (strains 1) a differentially
cffective vaccine frees available host resources allowing strains 2 to proliferate and driving
population-level type replacement.

3.2.2 Type replacement and HPYV

Following the introduction of HPYV vaceination, there is a theoretical concern that eradication of
some HPV types will cause post-vaccination emergence of diseases caused by types not included in
the vaccine. Two conditions seem needed for a type replacement to ocour: (1) the existence of partial
competition of different types during natural infection and (2) the vaccine should not offer cross-
proteciion against types natwally competed against,

Based on the literature, possible competition beiween infections with different HPV types does not
seem fo exist. The presence of type-specific antibodies for one HPV type is associated with a strongly
increased risk for also being seropositive for other HPV types which is in the opposite tendency. In
addition, there are no clear examples of types of HPV DNA that do not go together (which should be
expected if competition does exist). The second pre-requisite, cross-profection, has also been
suggested by clinical trials ®, For these reasons, HPV type replacement is often considered unlikely.

The figure 1 (courtesy: Pr Dillner) shows the hypothetical impact of HPV vaccination with
Gardasil® on CIN2/3 incidence. Two scenarii are represented:

— The existence of a cross-protection: profection against HPV 16 will also protect against HPV
31 leading fo a parallel decrease in the incidence of CIN2/3 lesions due to type 31. This
phenomenon could lead to a benefit of the vaccine higher than expected.

— The existence of a type replacement: increase in the incidence of CIN2/3 lesions due to type
31 due to the elimination {partial or total) of HPV type 16. This phenomenon could Ieadto a
benefit of the vaccine less than expected.
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Tigure 1: Hypothetical Changing Incidence of Vaccine Type and Non-Vaccine Type

The main concern with HPV-related diseases (and main difference between HPV-related diseases
and the other vaccine preventable discases) is the delay (many decades) between infection and the
major diseases to be prevented by the vaccine. Consequently, this type of picture should only be seen
in decades after HPV vaceine introduction,

Prevention of cervical cancer is the most expected clinical benefit of HPV vaccination. Trials have
used surrogate end-poinfs because cancers develop slowly and cancers as an end-point tequire
unrealistic large and lengthy studies. Clinical management requires premalignant lesions fo be treated
immediately, making cancer both unfeasible and unethical as end-point in clinical trial setting.
However, this concern could be also considered in surveillance studies as it should be unethical to wait
appearance of cancers to detect a non-vaccine type replacement. -

Protection against infection seems to be an obvious end-point for an infections disease ¢ Proximal
measures of vaceine impact include owicomes such as HPV infection, cervical cancer precursors,
vaginal and vulvar cancer precursors and anogenital warts. Proximal measures are optimal for
monitoring because they will detect an impact earlier than cancer outcomes ”. Based on this, HPV type
prevalence in the general femalo population should be considered primarily (with PV types
prevalence in cervical diseases secondly) to assess any changes following the introduction of HPV
vaceination and assess a potential non-vaceine type replacement,

The 'type replacement' issue can be addressed only in latge, statistically powerfirl long-term
studies and post-vaceine surveillance will be critical in this regard ®,

3.2.3 How to study type replacement?

According to Martcheva et al.%, both clinical trials and case-control studies are not well-adapted
designs to assess a pofential non-vaccine type replacement. The most appropriate studies for type
replacement are surveillance studies. Most surveillance studies monitor increases in non-vaceine
strains in the general population without regard to the individual's vaccine status but leave the causal
link uncertain. Surveillances conducted to survey strain prevalence/type replacement are continuous
surveillances (active or passive), for example based on networks of laborafories/hospital
reports/national reference centres, Others are repeated crogs-sectional studies over time °,

3.3 Epidemiclogy of HPV infection and HPV-related diseases in Ttaly

In Italy, it is estimated that every year 3,418 women are diagnosed with cervical cancer and of
those 1,186 die from, the discase. Cervical cancer is the 10™ most frequent cancer in Ttaly and the third
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among women between 15 and 44 years. The incidence of cervical cancers is estimated at 11.6 per
100,000 women. 71,7% of invasive cervical cancers are attributable to HPV 16 or 18. IIPV prevalence
for the whole Ifaly in women with normal cytology has been estimated at 10.3% (IC95% [8.9-11.9),
72.4% (1C95% [70.3-74.6]) in women with low-grade lesions, 85.6% (JC95% [78.2-91.2]) in women
with high-grade lesions °,

Several studies have been conducted in Italy both on women attending the cervical cancer
screening (organized or not) and on younger women. Three of them are described below according to
the age ranges targeted by this study protocol,

3.3.1 Women aged 18-24

A study conducted in Sicily in women between 18 and 24 years old (N= 1,006 women) in 2006-
2007 shows that 24.1% (IC95% [21 :3-26.9]), of the participating women were infected with HPV and
17.1% were infected with HR-HPV types. The most frequent type was HPV 16 with a prevalence of
4.5%, followed by HPV 53 identified in 2.7%, HPV 84 in 2.6%, HPV 42 in 2.5%, HPV 62 in 2.4%
and IIPV 66 as well as HPV 89 in 2.2%. The prevalence of vaccine types HPV 6, HPV 11 and HPV
18 was 1.4%, 0.1% and 1.3% respectively ',

A more recent study conducted in Toscana areas in 2007-2008 in randomly selected 18-24 women
(N= 1,066) shows that 19.32 % of women were infected by HPV HR and 10.03 % by IIPV LR.
Infections with HPV HR alone were detected in 13.7% of women, infection with HPV LR types alone
in 4.41% and co-infections with both HPV HR and LR in 5.63% of women. HPV 16 was the most
prevalent type (8.53%), followed by HPV 31 and HPV 56 (2.44%), HPV51 (2.06%) and HPV18
(1.88%). The HPV LR types 6 and 11 were detected in 3.47% and 4.12% of women respectively !,

These two studics showed a high prevalence of genital HPV infections in young Italian women.

3.3.2 Women aged 25-70

An Italian cross-sectional study was conducted in 2002 in order to assess the prevalence of
cervical HPV infection in woraen attending cervical cancer sercening in Turin (this screening program
invites women aged 25-64 every 3 years to perform a Pap test} (N=1,025 women). HPV DNA. was
detected using the GP54+/GP6+ PCR assay. The overall HPV prevalence was 8,.8% in women aged 25-
70 years. HPV prevalence was 13-14% at age 25-39 years, 11.5% at age 40-44 years and
approximately 5% in the older age groups. The prevalence of HPV 6, 11, 16 and 18 wag 0.1%, 0.2%,
2.9% and 0.1% respectively for all included women, However, Turin is an industrial city in North-
western Ifaly and cannot be considered representative of Ttaly as a whole 12,

3.4 Ttalian public Health organization and programs

Italy's health care system is a regionally based national health service. The systera is organized at
three levels: national, regional and local. At the regional level, regional governments throngh the
regional health departments are responsible for ensuring the delivery of a benefit package through a
network of population-based health management organizations and public and private accredited
hospitals. Cervical cancer screening and vaccination programs are managed by the Public Health
system through LHUs,

3.4.1 Cervical cancer screening in Italy

In most of the Italian regions, organized cervical cancer screening programs exist, Within these
programs, women aged 25-64 years are invited every 3 years to perform a Pap test, Individual data
regarding the cyfological results are registered in computerized registries.
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3.4.2 HPV vaccination policy in Italy

The HPV vaccination was introduced in Italy in 2007.. In most of the Italian regions, young gitls
aged 11 years are invited for a free-of-charge vaccination. Women not involved in the active
vaccination programs can be vaccinated until 26 years but are not or only partially reimbursed. Data
from vaccinated women (name of the vaccine, dates of vaccination) are in imost of the cases registered
in computerized registries.

3.5 Rationale

3.5.1 EMA commitment

Gardasil® is a quadrivalent vaccine against HPV types 6/11/16 and 18. Following the introduction
of IIPV vaceines, there is a theorstical concern that the niche created by the elimination of vaccine
types will be taken over by other non-vaccine types. The major concern would be that non-vaccine
oncogenic HPV types (HPV high-risk types) fill the niche vacated by vaccine types and result in a less
than expected decrease in HPV-related diseases. This phenomenon will need to be monitored,

A study which will generate information to assess potential type replacement is being conducted in
four Nordic Buropean countries (Denmark, Iceland, Norway and Sweden) by Merck (one of SPMSD
shareholders) following a request from the U.S. Food and Drug Administration.

The European Medicines Agency (BEMA) asked SPMSD "to investigate the HPV type specific
prevalence and potential non-vaccine type replacement in the post-vaccine era in non-Nordic
Buropean countries" in 2006 in order to support Gardasil® licensure in Eutope.

3.5.2 Rationale to conduct a study to defermine the type-specific prevalence and a
potential type replacement in the Italian region of Basilicata

The choice of Italy is mainly due to the organization and management of primary prevention in
this couniry: presence of computerized vaccination and screening registries, type of data recorded and
possibility of link registries. The region of Basilicata has been more precisely selected due to 2 main
aspects:

1. An organized cervical screening program gathering individual data on cytological results
in a computerized registry

2. An organized HPV vaceination program (has been) in place with Gardasil® (only vaccine
available) since 2007. This vaccination is free-of-charge for women aged 11, 14, 17 and
24 years as in most of other Italian regions the vaccination is for 11-year-old girls. Catch-
up programs are in place and girls invited at 11 years, who did not attend the program, are
invited again at 14 years, then at 17 years if they did not attend (similar processes cxist for
girls aged 14 and 17 years). The unique vaccination program in place in this tegion offers
the opportunity to gather data on vaccinated women (by considering women aged 18-50 in
the study).

We suggest conducting a cross-sectional study to estimate the overall and type-specific prevalence
of cervical HPV infection (overall and stratified by HPV vaccination status) among women aged 18-
50 years living in the Basilicata region (Italy).
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4. STUDY OBJECTIVES
— Primary objective;

® To assess the overall and age-stratified prevalence
-of cervical HPV infection

-of cervical infection with HR types, HR non-vaccine types, LR types, LR non-
vaceine types, vaccine types and by HPV type

— Secondary Objectives:
® To assess the overall and age-stratified prevalence by cytological results and/or
vaccination status (if sample size allows it)
-of cervical HPV infection

-of cervical infection with HR types, HR non-vaccine types, LR types, LR non-
vaceine types, vaceine types and by HPV type

-of single and multiple IPV infections
¢ To assess the overall and age-stratified prevalence of normal and abnormal cytological

smeazs for the entire population and stratified by vaccination status (if final study sample
allows i)

¢ To evaluate the relationship between cervical PV infection and potential risk factors
(including demographics data, lifestyle habits and medical history)

N.B. The definitions of the terms used above are as follows:

—

— Vaccine types: vaccine types are represented by HPV type 6, 11, 16 and 18 targeted by
Gardasil®

—~ High-risk (HR) non-vaccine types are represented by every HR type except for HPV 16 and 18

= Low-risk (LR) non-vaccine types are represented by every LR type except for HPV types 6 and
11 .

5. STUDY PLAN

5.1  Study Design

Cross-sectional population-based descriptive study.

5.2 Study Site

The study will be conducted in the Jtalian province of Matera (covered by the LHU of Matera).
The LHU is composed of several screening centres distributed in Matera province.

Approximately 16 cervical screening cenfres of the LHU of Matera will participate (list given in
appendices). These screening centres have been selected based on: 1) the presence of computerized
vaceination and screening databases; 2) the compliance to the organized cervical screening program;
3) the target population size; 4) Gardasil® use in 2009; and 5) the investigators' willingness fo
participate in the study,
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Figure 2: Basilicata region

3.3 Study Population and period

Women from the general fomale population aged between 18 and 50 years residing in Basilicata
region in 2011-2013.

The study population includes 2 subgroups: women aged 18-24 years and women aged 25-50
years. Only women aged 25-50 years are invited within the organized cervical cancer screening
program already in place in the Basilicata region. Women aged 18-24 are invited specifically for the
study,

The younger age group (18-24) is the target for a free-of-charge vaccination with Gardasil® within
the frame of the regional organized PV vaccination program. In 2011, only women aged 18-28 years
may have been vaccinated with Gardasil® through the organized program {9 birth cohorts: 1983 to
1987 and 1990 to 1993), Details on potentially vaccinated birth cohorts, who may be eligible to the
study, are given in table 1,

5.4 Inclusion and Non-Inclusion Criferia

5.4.1 Inclusion criteria

The inclusion criteria are the following:
¢ Women befween 18-24 years old invited to the study

° Women between 25-50 years old invited within the frame of the organised cervical cancer
screening program
° Signing an Informed Consent Form (ICF) to participate in the study

5.4.2 Non-inclusion eriferia

To be included, none of the following criteria should be rmet:
e Virginal women
e Hysterectomized women
¢ Women who underwent colposcopy in the 24 months prior the enrolment visit

GDS02E_Protocol FV_24JUN2011 722;!61
CONFIDENTIAL



SANoF pasteur MSB
vac:lnF:s foce Pi1fe GDSDZE

Table 1: Birth cohorts invited to the organized HPV vaccination program in Basilicata and
age in the forthcoming year

Year of
invitation . Ago | Age | Age Age | Age | Age
Birth \ . ; . . g
to attend cohort | 1D in in in in in
vaccinatio 2007 | 2008 | 2009 { 2010 2011 | 2012
il

2007 1983 § 24 25 § 26 27 | 28
1990 § 17 18 19 20 21
1993 § 14 15 16 | 17%
1996 | 11 12 13 | 14%
2008 1984 § 23 24 25 26
1991 | 16 17 18 19
1994 1 13 14 15 16
1997 | 10 11 12 13
2009 1985 | 22 23 24 25
1992 I 15 16 17 18
1995 § 12 13 14 15
1998 | 9 10 11 12
2010 1986 | 21 22 23 |24
1993 | 14 15 16 | 17%
1996 | 11 12 13 | 14%
1999 ; 8 9 i 10 11
2011 1987 ¢ 20 21 22 23
1994 § 13 14 15 16
1997 § 10 11 12 13
2000 | 7 8 9 10

* represents the second invitation to attend the organized HPV vaccination program

. Bligible for vaccination
LY

1 potentially vaccinated women eligible fo the study in 2011

potentially vaccinated women eligible to the study in 2012

in bold = all eligible women (age <or=18)

5.5 Sample size considerations

The sample size has been calculated in order to allow an accurate assessment of the overall and
age-straiified prevalence of IIPV vaccine types (6/11/16/18) and HR HPV types other than 16 and 18,

Two age groups are considered in this study: 18-28 and 29-50 year-old women. These two age
groups have been considered in order to over represent and oversample the young women (18-28)
alteady targeted by the organized HPV vaccination program.

* Sample size considerations for 18-28 year-old women

Based on (1) an expected study participation rate of 22.5% 0 for 18-24 year-old women (birth
cohorts 1987-1993) and (2) an expected study participation rate of 9.2% (see explanation below —
table 3) for 25-28 year-old women (birth cohorts 1983-1986), we caloulated the numaber of 18-28 year-
old women residing in the province of Matera who could participate in the study during a recruitment
period of ane year (Table2), The number obtained is 2,221,

In addition, based on HPV vaccination coverage provided by the LHU of Matera, the nomber of
18-28 year-old participating women and who could have been vaceinated can be caleulated as well
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(table 2).

Table 2: Expected number of study participants in one year

Bitth cohorts Age in2011 Number of Expected Expected  Bxpected Bxpected

women  participation number of HPV number of

coveredby  rate (%) per participants  vaccimation vaccinated

the study year™ inoneyear  coverage participants
area (%o)**

1983-1986 25-28 4345 9,2 400 52 208
1987 24 1275 22,5 287 52 149
1988 23 1259 22,5 283 ~0 ~
1989 22 1135 22,5 255 ~0 ~0
1990 21 1191 22,5 268 78 208
1991 20 1124 22,5 253 76 197
1992 19 1065 22,5 240 61 146
1993 18 1043 22,5 235 80 188

1983-1993 18-28 12,437 2,221 1,096

* Study participation rates:
For 18-24 year-old wormen: 22.5% (based on the experience from the above mentioned Sicilian study *
For 25-28 year-old women: 9.2%, rate calculated based on the adhesion rate of the cervical screening
(46% over a 3-year period) and a 60% study participation rate

#* Assumption based on HPYV vaccination coverage for first vacoine dose provided by the LHU of Matera

¢ Sample size considerations for 29-50 year-old wonten

Based on census data, 26,924 women aged between 29 and 50 years old live in the Matera area.
Based on an expected study participation rate of 9.2% (sce above — table 2), we calculated the number
of 29-50 year-old women residing in the province of Matera and who could participate in the study
during a recruitment period of one year. The number obtained is 2,477.

°  Sample size estimates

Based on the above mentioned study from Turin'? in 25-70 year-old women, the prevalence of the
infection with HPV vaccine types (6/11/16/18) aud the prevalence of HR non-vaceine types have been
reported to be 3.3% and 4.2%, respectively.

Assuming a decrease in the prevalence of HPV infection with Incteasing age (as observed in most
studies), the prevalence is expected to be higher both in the age group 29-50 and 18-28 compared to
women aged 25-70 considered in the study by Ronco et al.'?

The following formula has been used for the calenlations of the precision of the estimates:
i=\[( P(1-P)Z%0)/N], Where Za=1.96 for  risk 0=5%:
P is the prevalence of the parameter in the population;

1is the precision of the estimates
N is the sample size

The table below shows the half-width of the 95% CI of the estimated HPV prevalence (both HPV
vacceine types and HPV-HR non-vaccine types). Prevalence between 3 to 25% with a two-sided 0=5%
have been considered. Calculations have been made for 2,000 samples (for 18-28 year-old women in
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order to oversample them) and 1,500 samples (for 29-50 year-old woinen).

Table 3: Precision of the prevalence estimation of HPV infection with a sample size ) of
2,000 women jn 18-28 age group and 1,500 in 29-50 age group,

Age Sample size Prevalence of HPV Sample sizet 10%
groups N) {either vaccine or HR-non vaccine types in %) drop out/missing rate
3 33 4.5 5 16 15 20 25
18-28 2,000 0.7 0.8 0.9 1.0 1.3 1.6 1.8 1.9 2,223
28-50 1,500 6.9 0.9 1.0 1.1 1.5 1.8 2.0 2.2 1,667
18-50 3,500 0.6 0.6 0.7 0.7 1 1.2 1.3 1.5 3,890

Sample size calculation show that 2,000 and 1,500 samples are adequate minimal sample sizes in
estimating prevalence of vaccine and HR-non vaceine types with good half-width of the 95% CI
respectively for 18-28 and 29-50 year-old women (see table3).

Assuming a drop out/missing rate of 10% (samples not analyzable due to insufficient material for
HPV testing, poor quality of the samples or loss of samples due to transport or storage problems),
2,223 women aged between 18 and 28 years old and 1,667 women aged between 29 and 50 years
old should be included in the study. These numbers are consistent with the number of 18-50 women
residing in the province of Matera who could participate in the study during a recruitment period of
one year.

5.6 Study procedures

Activities to be conducted within the frame of the study are described below. In addition, the flow
of data and material (samples, tesults...) between the different entities involved in the study (LHTJ,
ISPO, CRO...) will be detailed in specific guidelines.

5.6.1 Tavitation process

3.6.1.1 Women uged 18-24 years
"The list of 18-24-year old women living in the areas served by the LHU of Matera to be invited will be
generated from municipalities registries (approximately 8,092 women). All registered women aged 18-
24 years will receive a study invitation letter to participate in the study describing the study objectives.
A second invitation letter will be sent to the women failing to contact their screening centre 60 days
after the first letier. In case of recruitment necessities wotaen, who are still failing to respond to the
second invitation letter, will be contacted by a third letter or phone call if possible.

5.6.1.2 Women aged 25-50 years

The women attending the LIIU for the organized cervical cancer screening will be invited to
patticipate to the study by the midwife/qualified staff member, The cervical cancer screening
invitation letter is generated antomnatically from the cervical screening database.

5.6.2 Visit at LHU: Women 18-50

— Completion of the daily report by the midwife/qualified staff member

— Study presentation to all eligible women: (according to inclusion and non-inclusion criteria):
the midwife/qualified staff member will present the study to the eligible women and answer
any questions.
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— Signature of the ICF: each eligible woman willing fo participate will have to sign an ICF
before any study procedure starts.
— Inclusion: eligible women congenting to participate will be included in a consecutive manner,
The recruitment will stop when the expected number of women is reached.
— Completion of Participant Form: the Participant Form will be completed by the
midwife/qualified staff member for each participating woman,
—  Cervical sampling:
The midwife/qualified staff member will perform a conventional Pap test (which is patt of the
routine cervical screening for 25-50 years old women). This sample will be used for cytological
analyses.
A second cervical sample (sample in STM- specimen transport medium) will be collected and
will be sent to the ISPO central lab for HPV analyses.
Completion of a self-administered questionnaire;: all participating women will complete the
self-administered questionnaire on site. Questionnaire data will be completely confidential. The
midwife/qualified staff member will not have access to the answers

5.7 Study Duration

The expected study duration is from 2011 to 2013, It is anticipated that screening centres will
recruit participants for approximately 12 to 18 months to reach the required sample size (from middie
of 2011 to begin of 2013). Participant recruitment will be tracked centrally by SPMSD or delegates
who will stop the recruitment when farget is reached.

5.8 Sample management and analysis

5.8.1 Samples collection

- Conventional Pap tests analysis will be performed by the usual local laboratories coltaborating
with the LHU. Cytological results will be classified according to the Bethesda 2001
Guidelines.

— ForIPYV analyses

The study cervical samples will be collected using the cervical sampler kit of the Hybrid Capture 2
(HC2) system. This kit contains a cervical conical brush and a vial with specimen transport medinm
(STM).

Samples will be labelled at the screening centres with stickers mentioning the participant number,
the date of birth and the sample date. Storage will be made at the screening cenfres at room
temperature for one week before being sent to the central laboratory for HIPV analyses. Samples in
STM can be stored at room temperature for up to two weeks and for an additional week between 4 and
8°C. If not fested in the first 3 weeks after collection, they can be stored at -20°C for up fo three
months (notice HC2). All study sample shipment will follow the specific regulation for biological
specimen’s shipment,

Details on sample management (sample collection, sample shipment, storage conditions) will be
described in a specific laboratory manual available on site.

5.8.2 HPYV analyses process

HPV analyses will be performed at a central laboratory (ISPO) in order to standardize testing
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methods and practices. All HPV analyses will be performed without knowing the cytological results.

5.8.2.1 HPY festing

Samples will be tested for HPV using the Hybrid Capture 2 test (Qiagen) containing both HR and
LR probes.

HC2 is based on the hybridization of synthetic RNA probes to the genomic sequence of 13 High-
risk (16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59 and 68) and five T.ow-risk (6,11, 42, 43, 44) HPV
types ™, RNA-DNA hybrids are immobilized onto the test plate by capture with antibodies specific for
RINA attached to the plate: DNA nucleic acid hybrids. This complex is detected with another RNA-
DNA antibody conjugated to alkaline phosphatase, which results after addition of the Dioxetan
substrate in chemiluminescence, and that can be measured i relative light units ', The intensity of the
ernitted fight is proportional to the amount of target DNA. present in the specimen, proving a setni-
quantitative measure of viral load ™, The FDA-recommended cut-off value for test-positive results is
1.0 RLU (equiv. to 1pg HPV DNA per Iml of sampling buffer). Results from a large screening trial
recenﬂl}g conducted in Germany indicated a sensitivity of the HC2 of 97.8% and a specificity of
95.3%"°,

For the study purpose, samples will be classified as HPV posifive, borderline or negative
according to the manufacturer's instructions:

—  HPV Positive; RLU/CO ratios>1.0
— HPYV Borderline: RLU/CO ratios >0.5 and<1.0
— HPV Negative: RLU/CO ratios<0.5

Only women with cervical samples with RL,U/CO ratios >1.0 will be considered as HPV positive,

3.8.2.2 HPV genotyping
Yor the purpose of the study, all HC2 positives, HC2 borderline and 10% of randomly selected

HC?2 negative samples wiil be genotyped using INNO-LiPA Extra test (Innogenetics).

The INNO-LiPA HPV Genotyping Extra is a line probe assay, based on the reverse hybridization
principle, designed for the identification of 28 different genotypes of the human papillomavirus (HPV
by detection of specific sequences in  the LI region of the HPV  genome,

The assay uses the proven SPF10%* primer set for the highly sensitive amplification of most clinically
relevant HPV genotypes. In addition, a set of primers for the araplification of the human HL,A-DPB1
gene has been added to monitor sample quality and extraction, as well as the addition of UNG to the
amplification mixture as a contamination prevention measure,

The assay covers alt currently known high-risk HPY genotypes and probable high-risk HPY genotypes
(16, 18, 26, 31, 33, 35, 39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 73, 82) as well as a number of low-risk
HPV genotypes (6, 11, 40, 43, 44, 54, 70) and some additional types (69, 71, 74).

5.8.2.3 Biobank

At the central Iaboratory, a 100 pl aliquot of the STM sample will be removed before HPV testing
(i.e. before denaturation) and stored at -80°C. These aliquots will be kept in case of potential re-testing
for study purpose. The remaining STM samples will be stored at -20°C before HPV analyses are

performed.

5.8.2.4 HPV analyses results
HPV analyses results (both HC2 and Lipa) will be registered at the central laboratory in an
electronic database where each woman will be identified through their participant number and date of
birth and sample date. This database will then be sen to the coordination centre to be merged with the
i
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study database.

5.9 Data collected
The following data will be obtained.

5.9.1 Daily Report data

The Daily Report will be completed by each participating screening centre. Aggregated data on the
total number of women invited to the cervical cancer screening program, women attending the cervical
cancer program for the 25-50 age group will be collected. Aggregated data on women
eligible/ineligible to the study and women enrolied/not enrolled in the study whatever their age group
will be also registered,

The Daily Report will assess the participation rate among eligible women. Tt will provide valuable
information to discuss the representativeness especially regarding the age stiucture of the study
population versus the eligible population,

In addition, the attendance rate to the cervical cancer screening program (percentage of women
scen at the screening visit for their friennal Pap test among the total number of women invited) will
provide additional information to discuss the representativeness of women attending organised
cervical cancer screening compared to the whole targeted population (high attendance rate is expected
to be in line with a good representativeness).

5.9.2 Participant Form data

A Participant Form (PF) will be completed by the sample taker during the screening visit, This
form will include the following data:

— Information on inctusion and non-inclusion criteria fulfilled

—  Participant number

— Date of birth

— Date of signature of the informed consent form

—  Details on samples collected and date of sampling

393 Self-administered quesiionnaires data

Participating women will be asked to complote a questionnaire, This questionnaire will remain
strictly confidential in order to limit declaration bias ag senisifive data are collected. Women will
complete the questionnaire on site just after the screening visit. This completion method {on site rather
than a completion at home) should increase the completion rate.

This questionnaire will collect the following data:
— Participant number
— Socio-demographic data
e Date and Couniry of birth
e Marital status
e Hducation level
e Professional status
—  Risk factors for HPV infection/cervical diseases
e Current relationship status (current partnet/no current partner)
° Smoking status (and number of cigarettes smoked for current smokers)
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e Contraceptive use: past and current use
¢ Sexual behaviours: age at first sexual intercourse/number of sexual partners (lifetime and
in the last 6 months)

¢ Current and past medical history: history of pregnancy/history of sexually transmitted
diseases/ immuno-suppression status/history of abnormal Pap test

— HPV vaccination status
o Vaccinated/not vaccinated
e Type of vaccine (bi or quadrivalent vaccine)
Number of doses received
Date of last dose received
HPV vaccination setting (public versus private)

@

5.9.4 Cytological data and HPV vaccination data

The study takes advantage of local registries of Basilicata's LIIUs. Vaccination data will be
extracted from these registries.

- HPV vaccination status

e Vaccinated/not vaccinated

o Type of vaceine (bi or quadrivalent vaccine)
Number of doses received
Date of doses received

— Cytological results:
e Jnadequate smear

e Normal cytology
e Abnormal cylology: ASC-US/AGC/LSIL/HSIL/ASC-H/Cancer

N.B.

HPV Vaccination status will be extracted from the computerized vaccination registry. This
information will also be collected through the self-administered questionnaire. Data provided by the
vaccination registries will be considered the reference data since self-declared data could be prone to
bias. However, the questionnaire will allow the idenfification of women that could have been
vaccinated in private centres and consequently not registered in the LHU database.

5.9.5 HPV resulis

- HC2 results
Samples will be categorized in: HR HPV positive samples; LR HPV positive samples; HPV
negative samples

— HPY genofyping results (Inno Lipa Extra test results)

INNO-LiPA extra test covers the following HPV types: HPV 16, 18, 26, 31, 33, 35, 39, 45, 51, 52,
53, 56, 58, 59, 66, 68, 73 and 82 (HR), HPV 6, 11, 40, 43, 44, 54, 70 (LR) and HPV 69, 71 and 74.
HPV type(s) identified in each woman will be provided.
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5,10 Potential biases and study limitations

5.10.1 Recall bias
Some data are collected through a self-administered questionnaire. Recall bias could occur. For
example, women with current genital diseases at the time of the cervical screening visit could better
remember past infections or exposure to HPV infection risk factors.

5.10.2 Reporting bias
Some sensitive questions are asked in the questionnaire (sexual behaviours: number of sexual
pariners...) and could lead to reporting bias. Refusal to answer or under-reporting (to give "politically
correct” answers) could be observed. However, this bias could be limited by the fact that
questionnairés are coded and self-administered,

5,10.3 Misclassification bias
Women vaccinated in private cenires will not be recorded in the vaccination database from the
LLHU. These women could consequently appear as non PV vaccinated. However, the number of
women vaccinated in private centres is expecied to be very low (because of the absence of
reimbursement in private centres). HPV vaccination status will also be collected via the self-
administered. Concordance between data collected in the registry and self-declared data will be

assessed.

5,10.4 Selection bias

5.10.4.1 Women aged 25-50

e Representativeness of women attending the organized cervical screening program versus women
from the general population

Women included are those attending the organized cervical screening program of their region on a
3-year basis. Non-compliers cannot be included in the study. Compliers and non-compliers could have
different risk profiles for HPV-related diseases. Women attending the program could be bettor
informed about cervical diseases and aware of the importance of regular cervical screening or have
better access to healthcare. These women could be better followed by their physician and observe
more preventive measures. If women soreened in the frame of the cervical screening program are at
lesser risk to develop cervical diseases, it could fead to an underestimation of the results.

One other hypothesis is that non attendees could be women followed by their private
gynaecologist. These women could have a particular profile such as a higher socio-economic status
and maybe a lesser risk to develop HPV-related cervical diseases. The representativencss of women
attending the organized cervical soreening program is debatable and the generalization of the results to
the general female population should be made with caution. No significant association between
participation in the screening and education, marital status or place of birth was found in a previous
study on the factors associated with screening attendance in the Italian region of Turin % The
attendance rate to the cervical cancer scicening program in areas covered by the cervical screening
centres involved in the study will be collected and will be a way to discuss the representativeness of
this population versus the whole female population (high attendance rate expected to be in line with a
good representativeness; low attendance rate coutd be more in ling with a low representativeness).

e TRepresentativeness of study participants compared to women attending the cervical screening
program

Bligible women who accept to be involved in the study and those who do not could have different
profiles. The completion of the Daily Report will allow the assessment of the representativeness in
terms of age structure. It will also allow the assessment of the participation rate among the eligible

GDSOZE"ProtocolﬁFV_ZtiJ UN2011 ;’ 30/61
CONFIDENTIAL :



sanofi pasteur SH G})S[}ZE

veacclnes fFor tife
population. A high participation rate should be in line with a good representativeness. Reasons for non
participation will also be explored.

5.10.4.2 Women aged 18-24

The representativeness-related concerns are particularly important for this age group. Women
accepting to participate in the study could be more informed, adopting more preventive measures than
the general population, leading to an underestimation of HPV prevalence. On the opposite, they could
have more risk factors than the general female population and be interested in performing cervical
cancer screening. However, this could be challenged for all studies based on voluntary participation,

The participation rate will be calculated and will help to discuss the representativeness of the study
population. However, there is no way with such a study design to assess the participation rate among
only eligible women (wormen who do not participate will be both ineligible women and eligible
women not witling fo participate). Consequently, the participation rate will be calculated on the fotal
number of women invited to participate in the study.

In addition, socio-demographic data collected on study participants through the self-administered
questionnaire will be compared to those collected on the general female population by the national
Italian Statistical Institute (ISTAT).

5.10.4.3 Women aged 18-28
Vaccinated and non vacecinated women could have different profiles. However, these differences
should be limited to the age group 18-28 as women af ages 11, 14, 17 and 24 are invited to free of

charge vaceination.

5.10.4.4 Women nged 29-50

Gardasil® is recommended in Italy for women up to 26 years. In Basilicata, active vaccination has
“been free of charge and in place since 2007. In the age group 18-28 some women will consequently be
already vaccinated. In the age group 29-50 the number of vaccinated women is expected to be very
low. Moreover, women already vaccinated in this age range could have specific profiles (not
representative of the general population) as they could have been vaccinated on their own initiative
and not been reimbursed (in private centres), Self-administered questionnaires data will allow the
characterization of vaccinated women and non vaccinated women. Profiles in terms of socio-
demographic characteristics, risk factors for HPV infection/HPV-related diseases and medical history
could be compared to assess differences between groups.

5.10.5 Limitations

- -Geographicai area
This study is restricted to one area of a single Ifalian region. Consequently, extrapolation to the
Ttalian territory will not be possible or should be discussed carefully.

—  Breakthrough cases/vaccine failures

The unique vacecination program in place in Basilicata will allow the assessment of the HPV type
prevalence in young vaccinated women (aged 18-28) from now on. However, vaccination with
Gardasil® is in most cases recommended for young gitls at ages 11 expected non-sexually active and
consequently HPV naive. In Basilicafa, most vaccinated women to be potentially included in the age
group 18-28 at this time are women vaccinated at ages 17 or 24. In this age group, a high percentage
of women should be already sexually active at vaccination time. Some of them should have been
already infected with HPV vaccine types before vaccination. However, as HPV status before
vaccination will not be available in this study, these cases should not been misinterpreted as vaccine
failures or breakthrough cases. Moreover, the definitions of suspected or confirmed vaccination
failures are based on the presence of lesions or cancers due to HPV vaccine types. In this study, we
will have no information on the histological resuits and consequently will not have the opportunity to
detect vaccine failures.
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5.11 Results feedback

During the study, the LHU will receive HR-HPV HC2 results for each patticipating women and
will be responsible of communicating these results to the participants.

For the 25-50 year-old women, cytological results will be communicated to the participants by the
LHU using the routine process (as defined in the frame of the organized cervical screening program).
For the 18-24 year-old women, cytological results will bo communicated to the participants by the
LHIJ,

For both age , the LHU will follow a specific algorithm based on both cytological and HPV HR
HC2 results and it will be responsible for all follow-up procedures.

5.12 Monitoring procedures

5.12.1 Study monitoring

Specific meetings with screening centres of the LHU will be planned before the beginning of the
study. The staff involved in the study will be trained for all study procedures such as the ICF process
(including full study information to study participants, ICF discussion and address any questions
before signature), the sample collection (training for collection method), the storage of sample, the
sample shipment, the Daily Report, the self-administered questionnaire and the PR, This training will
ensure the good understanding of the protocol and the standardization of all study procedures.

Monitoring visits will be conducted by personnel properly appointed and authorized by the
Sponsor. Monitoring visits aim to assess the quality of collected data and to ensure that the study is
conducted and documented properly. The frequency and description of the monitoring visits will be
fully detailed in the monitoring guidelines. A monitoring report will be established after each site visit
and all study related communication will be recorded and archived in the study file.

5.12.2 Data Quality conirol
By signing this protocol the investigators agree to be responsible for implementing and
maintaining quality control and quality assurance systems to ensure that the study is conducted and
data are generated in compliance with the protocol, accepted standards of good scientific conduct and
all applicable government and local laws, rules and regulations relating to the conduct of the study.
Quality control should be applied to each stage of data handling to ensure that all data are reliable
and have been processed correctly.

5.12.2.1 Quality control of cytology process

In order to assess the quality of the cytology process, a quality control will be performed by ISPO.
This process will be detailed in a separate guideline. In case of discrepancies, cytological results from
the LITU will be used as routinely done for the result feedback and follow-up of the participants.
Cytological results from ISPO will be used for the siudy purposes.

5.12.2.2 Quality control of HPV testing & labovatory procedures

Detailed Standard Operating Procedures (SOP) for all steps of sample management, processing
and storage will be prepared by the [aboratory and will be described in a specific manual, These SOP
will include detailed procedures for DNA extraction, internal quality control of the HPV testing
methodology, LIPA methodology. External and internal QC on HC2 samples will be set-up and wilt
be detailed in a laboratory manual.

5.12.3 Audits
Audits may be conducted by SPMSD or by external auditors duly appointed by SPMSD in order
to ensure that the Study is performed based on the protocol, study procedures and accepted standards
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of good scientific conduct and all applicable governnent and local laws, rules and regulations. In that
case, the investigators will be informed at least 2 weeks prior to the audit conduct,

The investigators shall ensure to the auditors access to their professional premises; all study
documents and participants' medical folders. The auditor shall be able to meet any person involved in
the study conduct on site. .

After the audit, the investigators shall take into account ail comments made by the auditors and do
any required corrective actions.

The investigators shall inform immediately SPMSD of any inspection done by local or European
health anthorities on study related activities.

5.13 Data flow and Management

Cytological and vaccination data extracted from the LHU with participant number and date of birth
(without any nominative data) will be sent to the coordination centre in order to he added into the

study data base.

All the study data (cytological, vaccination, HPV results, self-questionnaire, PY, Daily Report)
collected will be registered into the study database at the coordination cenire. These data will be
identified through the participant number and date of birth.

HR HC2 HPV results, registered into the ISPO central laboratory data base, will periodically be
transferred to the LHU.

A data management plan will be developed desctibing in details all data checks (manual and
electronic) to be performed on completeness, plausibility and consistency.

5,14 Statistical Analysis Plan

All analyses will be descriptive and no formal hypothesis testing or comparison, as there are many
putative confounders we cannot control for in this population-based study. The vaccination status nsed
in the following analyses is the vaccination status communicated by the vaccination registries (not
collected in the self-administered questionnaires).

5.14.1 Univariate analysis: description of the study population

5.14.1.1 Quantitative variables
The following quantitative variables will be described by their mean, standard deviation, median,

gquartiles and minimum/maximum.
- Age
—  Number of years spent in Italy for people not born in Italy
—  Duration of smoking for current smokers
—  Number of years quitting smoking for ex-smokers
—~  Number of pregnancies
~  Number of full-term pregnancies
—  Age at fivst full-term pregpnancy
—  Duration of contraceptive method use
- Age at first sexual infercourse
~ ‘Number of sexual pattners: lifetime/ in the last 6-months

5.14.1.2 Cafegorical variables
The following categorical variables will be described by the frequency and percentage.
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Age groups: 18-28, 29-50// 18-24, 25-28, 29-34, 35-39, 40-44 and 45-50

Place of birth

Cuurent marital status

Current relationship status

Educational level

Professional status

Smoking sfatus

Intensity of smoking for current smokers

Use of contraceptive methods

Contraceptive methods used

Age group at first sexual intercourse; <=11 years old, 12 years old, 13 years old, 14 years old,
15-16 years old, 17-18 years old, 19-20 years old, 21-25 years old, >=26 years old
Number of sexual partners (lifetime and in the last 6 months): 1 sexual partner, from 2 to 4
partners, equal o more than 5 partners)

History of genital warts (past or current)

Current status of genital warts

History of sexually transmitted diseases (past or current)

Current status of sexually transmitted diseases

Immuno-suppression status

Reasons for immuno-supression

History of abnormal Pap test

Vaccination status

5.14.2 Multivariate analysis:
Educational level by age

Current marital status by age
Professional status by age

Smoking status by age

Use of contraceptive methods by age
Age at first sexual intercourse by age
Number of sexual pariners by age
Vaceination status by age

Age groups considered will be 18-24/25-28/29-34-39/40-44/45-50,

5.14.3 Prevalence estimates
The crude and age-standardized (using Iialian national census data) HPV prevalence (any HPV
types) and 95% CI will be given.
The age-sicatified HPV prevalence (any HPV types) and 95% CI will be given: age groups
considered will be 18-28/29-50//18-24/25-28/29-34/35-39/40-44/45-50.
The crude and age-standardized HPV prevalence and 95% CI stratified by cytological results
will be given. Cytology categories include Normal smears/ ASCUS, ASC-H,
AGC/LSIL/HSIL/Cancer.
The age-shatified HPV prevalence and 95% CI will be given by cytological results. Age
groups considered will be 18-24/25-28/39-34/35-39/40-44/45-50.
The crude, age-standardized and age-stratified HPV prevalence and 95% CI will be given by
vaccination status (vaccinated vs not vaccinated; per number of doses received among
vaccinated women). The proportion/number of vaceinated women in the older age group (29-
50) is expected fo be very low (and prone to bias: it would represent women vaccinated
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opportunistically). The age groups considered will be 18-28 and 29-50. Among women aged
18-28 the following age strata could be then considered if sample size allows it: 18-21, 22-23
and 24-28,

— The crude, age-standardized and age-stratified HPV prevalence and 95%CI will be given by
cytological results and vaccination status if sample size allows it. Age groups 18-28 and 29-50
could be considered.

— The crude, age-standardized and age-stratified prevalence of TR types, IR non-vaccine types,
LR types, LR non-vaccine types and vaccine types and 95% CI will be given overall and
stratified by:

e Cytological results. Age groups considered will be 25-50 and 18-24/25-28/29-34/35-
39/40-44/45-50.

e Vaccination status. The age groups considered will be 18-28 and 29-50. Among women
aged 18-28 the following age sfrata could be then considered if sample size allows it: 18-
21, 22-23 and 24-28,

e By cytological resuits and vaccination status if sample size allows it. Age groups 18-28
and 29-50 conld be considered.

- The crude, age-standardized and age-stratified prevalence of single and multiple infections and
95% CI could be given

e For the entire population

e By cytological results
e By vaccination status
e By cylological results and vaccination status

—~ The crude, age-standardized and age-stratified prevalence and 95% CI of cytological normal
and abnormal smears will be deterinined

e For the entire population
e Stratified by vaccination sfatus

5.14.4 Analysis of risk determinants

The association between HPV infection (dependent variables) and potential risk factors
(independent variables) will be studied. Potential risk factors (independent variables) will include: age,
country of birth, current marital status, current smoking status, current use of contraceptives, lifetime
pmumber of sexual pariners, number of sexual partners in the last 6 months, history of abrormal Pap
test, history of previous genital warls, current status and history of having a sexually transmitted
infection and immuno-suppression status. Logistic regression models will be used.

Association between HPV infection and each risk factor considered above will be studied in
univariable analysis in a first time.

Risk factor for which a significant association with HPV infection is found (p<0.10) will be then
considered in the multivariable analysis.

If sample size allows it, similar analysis will be performed for HR, LR, HR non-vaccine types, LR
non-vaceine iypes and vaccine types.

5.14.5 Other analysis

5.14.5.1 Women aged 25-50

Analysis of the representativeness especially in terms of age (through the Daily Report) of eligible
women attending cervical screening, accepting to participate in the study, and those who do not.
Reasons for non participation will be studied. The participation rate to the stndy among the eligible
women will be determined. Characteristics of ineligible women will be studied (non-inclusion criteria
completed...)

GDS02E_Protocol _FV_24JUN2011 : 35/61
CONFIDENTIAL ’



fi [{
sanoft pasteur VISR GDS02E

vacelnes for |EMe

5.14.5.2 Women aged 18-50

Analysis to assess if study participanis are representative of the general Italian female population
by comparison of socio-demographic characteristics (e.g. education level, age, marital status and
professional status) collected in the self-administered questionnaire and census data from the Italian
National Institute of Statistics (ISTAT).

‘Vaccination status: the concordance between HPV vaccination status data communicated by the
vaccination registries and those collected via the self-administered questionnaires will be assessed.
The percentage of concordant data and the percentage of discordant results will be assessed using
Kappa statistics.

5.14.5.3 Women aged 18-24

Based on the study design, it will not be possible to determine the participation rate among the
eligible women from this age group (as no information on the number of eligible women will be
available). The participation rate will be assessed considering as the denominator, the number of

women to whom invitation letters have been sent.

Analyses will be performed based on a detailed statistical analysis plan outlining all details of the
analyses to be performed.

5.15 Quality Assurance

As this is a population-based study not investigating medicinal products, the regulatory
requirements for interventional studies on medicinal products (including Buropean Directive on
clinical trials) and guidelines on Good Clinical Practice (GCP) are not applicable.

The study will be conducted in accordance with Good Epidemiological Practice (see Appendices)
and the Declaration of Helsinki (see Appendices). The study procedures will be performed based on
the study protocol and will be documented appropriately. Data will be freated and processed in
compliance with the Buropean directive 95/46/EC regarding the data profection and all applicable
Italian laws.

6. ADMINISTRATIVE AND REGULATORY REQUIREMENTS

6.1 Informed Consent Form

The local investigators will obtain written consent from each participant in the study. This will be
done in a consecutive manner: each eligible woman will be asked if she agrees to participate and will
be given an information letter to read, This information letter describes the study objectives and main
study steps and the role as a study participant. Before signing the ICF, the investigator will explain the
study, take time to answer any questions and ensure that all study related procedures are fully
understood.

The ICF must be obtained before any study related procedures and must be dated and signed by
the participant and investigator.

6.2 Ethics and regulatory

The study protocol, study invitation letter, information letter, ICF and questionnaire will be
submitted for approval to each Research Ethic Committee of the LHU of Matera. Sites will not be
initiated until the required ethics and institutional approvals have been obtained.

6.3 Data Protection

Data on women participating in the study will be protected according to the Italian privacy law
regarding the profection of personal data, n. 196/03. Data will also be treated and processed in
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compliance with the Buropean directive 95/46/EC regarding the data profection,

Personal participant information collected by SPMSD from the investigator for the purpose of the
study will be coded (identifiable only via a unique code number, the participant number). In addition,
participants will be invited as part of the consent process to give permission for Sponsor
representatives and representatives of the Ethics committees to inspect their medical records only as
they relate to the study.

SPMSD is the Sponsor of this study and has its headquarters in France. Therefore, SPMSD has to
comply with French data regulations as SPMSD is the “data confroller” and bears the final
responsibility in veference to the treatment of the data. All relevant study documentation (e.g. protocol,
ICF, PF) will be submitted for authorization to the "Comité Consultatif sur le Traitement de
PInformation en matiére de Recherche dans le domaine de la Santé" (CCTIRS) and the French
National Comumnission of Computerised data and Freedom (“Commission National de 'Informatique et
des Libertés, CNIL”).

6.4 Insurance

An insurance policy has been contracted by the Sponsor fo cover the study-related injuries occur
to the participants.

6.5 Investigator vesponsibilities

6.5.1 Confidentiality

By signing this protocol, the Investigators affirm to SPMSD that information furnished to them by
SPMSD will be maintained in confidence and will be only revealed fo study collaborators, affiliated
institution(s) and employees under an appropriate understanding of confidentiality with such study
collaborators, affilisted institution(s) and employees. The Investigators agree that, subject fo local
regulations and ethical considerations, a SPMSD or delegated CRO representative or any relevant
ethics committee, regulatory agency have the right to access, to monitor, inspect or audit any of the
individual participants records, the main study database, regulatory documents, reports and
correspondence relating to tiie management of the study.

6.5.2 Compliance to Protocol and Law
By signing this protocol, the Investigators agree to conduct the study in an efficient and diligent
manner in accordance with this protocol and local laws, rules and regulations including the latest
version of the declaration of Helsinski (see Appendices) and the guidelines of Good Epidemiology
Practices (see Appendices).

By signing this protocol, the Investigators agree also to ensure that the study data collected in the
questionnaire will be recorded accurately, promptly and legibly.

7. STUDY COMMITTEES

7.1 Steering Committee

The role of the Steering Committee (SC) is to ensure and coordinafte the practical undertaking of
the study and to supervise it through regular meetings (to provide advice on the protocol including
aims, study design, sample size calculations, data management plan, statistical analysis plan,
questionnaires, reporis etc.). In particular, the SC will be in charge of contributing fo the writing of the
study protocol and ensuring that it is applied fhroughout the entire study period. The SC will
coordinate all activities related to the study in accordance with the study protocol, will supervise the
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data management and statistical analysis procedures, and will supervise and review the final report
before submission to the Advisory Board (AB). Steering Committee members are given in the table

below:

Table 4; Steering Committee members

Pasquale Silvio Anastasio
(Principal Investigator for cervical
screenting)

Espedito Antonio Moliferni
(Principal Investigator for
vacocination)

Avzienda Sanitaria
Locale di Matera

Dipartimento Materno Infantile -
Ospedale “Madonna delle Grazie” C.da
Cattedra Ambulante - 75100 Matera,
Italy

Dipartemento di Prevenzione

Via Montescaglioso, 20

Matera, Italy

Francesca Carozzi
(Scientific Coordinator)

Donella Puliti
(Data Manager & Statistician)

Istituto per lo studio e la
prevenzione oncologica

Istituto per lo studio e la prevenzione
oncologica

2 Via Cosimo if Veechio

50139 Firenze, Italy

Rocco Alessandro G. Waglietta

Istituto di ricovero e
cura a caratfere
scientifico ~ Centro di
Riferimento Oncologico

Dirvezione Generale
Via Padre Pio, 1
85028 Rionero in Vulture (PZ), Italy

della Basilicata

Sergio Schetfini . . Dipartimento di Ostetricia ¢ Giitecologia

Azlenda Ospedaliera s potito Petrone, 1

San Carlo di Potenza

85100 - Potenza, Italy

Laurence Serradell Sanofi Pasteur MSD SNC
(Epidemiological Project 8, rue Jonas Salk
Manager) SPMSD Epidemiology 69367 - Cedex 07
Samantha Atrux-Tallau Unit - Europe Lyon, France
(Epidemiological Projects
Caoordinator)
Emilia Perinetti SPMSD Medical and Scientific
(Clinical & Epidemiology SPMSD Medical Department

Manager)

Department- Italy

Via degli Aldobrandeschi, 15
00163 — Rome, Italy
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7.2 Advisory Board

The role of Advisory Board is to validate through regular imeetings the protocol and the
interim/final results and reports of the study as well as any publications related to the study,

Table 5: Advisory Board members

Pacle Bonanni University of Florence

Dept of Public Health and Epidemiology

Viale Morgagni 48

50134 Florence, Italy
Marta Ciofi degli Atti Ospedale Pediairico Bambino

Gestl P.za 8. Onofiio, 4 - 00165 Rome, Ttaly.
Xavier Castellsagué Institut Catala d'Oncologia

Epidemiology and Cancer Registration Unit

Avda. Gran Via, s/nkm 2,7

08907 L'TIospitalet de Llobregat, Barcelona, Spain

Thomas Iftner University Hospital of Tuebingen
Section Experimental Virology
Etfiiede-Aulhoin Strasse 6
72076 Tuebingen, Germany

Guest

Pier Luigi Lopalco European Centre for Disease Prevention and Control (ECDC)
SE-171 83 Stockholm, Sweden

8. PUBLICATION RULES

Study and all the results arising from the Study are and remain SPMSD exclusive and sole
property. In the interest of scientific openness and in ordex to inform the wider medical and scientific
community, SPMSD and the investigators are jointly commiited to submit for publication to an
(intet)national conference or a reputable peer-reviewed journal an abstract/manuscript relating to the
Study. Publication rules are defined in the study financial agreement in the corresponding section.

9. STUDY DOCUMENTATION AND ARCHIVING

Study documentation includes all questionnaires, laboratory reports, data correction forms, source
documents, monitoring fogs, sponsor / CRO / investigators® correspondence, Ethics Committee /
regulatory documents {e.g., confidentiality agreement, signed protocol and amendments; inventory
list, shipping letter, etc.), and any other reports or records of procedures performed in accordance with
the protocol.

Study documentation should be retained in secure archives by both individual investigators and
SPMSD for at least 5 years after final report or first publication of study results according to internal
procedures.
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11. APPENDICES

11.1 List of screening centres

Ferrandina

Salandra

Bemalda

(Grassano

Irsina

Matera 1

Matera 2

Miglionico

Montescaglioso

Policoro 1

Policoro 2

Pomarico

Stigliano

Tinchi (zone hospital for Pisticci)
Tricarico

Hospital Obstefrical clinics of Matera
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11.2 Participant Form
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Study GDS02E
Monitoring HPV Type Prevalence in the Post-
vaccination Era in Women Living in the
Basilicata Region, Italy ’

Sponsor: Sanoff Pasteinr 3D 8 rie Jonss Sslit 69387 LYON GEDEX 7-France
ok +33437 284 000

Participant Form

Contact ERA:  mame (L0 [ 0 0110 L1 1111
Tl LV I i

: 10211
goumaggs,;rp N.GRITERIA
GEVirgingl. women:== - =
'ﬁ%@%ﬁﬁﬁmﬁ%

Hysterectomtzed wom
? 'SHiEn Who nderwerl

capant
ﬁl[e ?
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113 Self-administered questionnaire
Study GDS02E PARTICIPANT NUMBER |- | Page 1
Site %er Inclusion nrumber
Questionnaire

Thank you for taking the time to complete this questionnaire
There are no correct or wrong answers but if Is important that you answer each question

accurately and honestly.

Please note that your answers will ba kept strictly confidential (The medical personnef will not
have access fo your answers)

Where were you bom?
FlIn ltaly

i

[lin ancther countiy..... g,{gz- b

F
{
i
H
H

FIEAseiSHEe)

] Africa

1 Asia

] North America
7] South America

What is your cuﬁ‘ent marital
status?

[} single

[ Married

{1 Divorced / separated
[ 1 wWidowed

What is your highest leve! of
education at this time?

[ No titie (Nessun titolo di studio)

L] Primaty school {Licenza elementare)

[ Secondary school (Licenza media)

L] High-school diploma (Diploma di instruzione secondaria
superiere: Maturita)

[ University degree (Diploma di Laurea}

[} Higher degree (Dotforato di ricercafspecializzazione post-
Laurea/Master universitario)

What is your current professional
status?

[J Employed (Gia occipato)

[1 Looking for a job {in cerca con esperienzal in cerca senza
esperienza)

[ Housewife {Casalingua)

{7 High school Student {studente)

[ University Student (studente)

[ Refired {ritirate del lavoro)
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Study GDS02E

PARTICIPANT NUMBER

L; L_[_ Page #
Site nomber Inclusion number

‘

SinoKing habits

Do you smoke currently?

ElYes e 5@} i

[[] No, have quit smoking. m » H

[INe, have neversmoked |
L

i
i

l_,l_l months or { {_jyears
reqlensy [1«7 clgarettes per wesk

[T 1-9 cigarettas per day

{71 10-20 cigarettes per day

[ 1= 20 cigarettes per day

EE T M ]‘

[s] ‘smokmg7
L_[_]monthq or |_| jyears

CdYes e, ;@;;—: » Pleasesnbon
§ INeo ; How many times it
How many full-pregnangies 1.
i ’ Age atfirst full-ferm pregnancy i}
Have you sverused g
conlracepilve m sthod? i
] Yesg@'fb youreurrentin hod(s)isda)
CinNo , # Hormonal contracepliveu (PYea No
&Tfr_ﬁ; ;_f_uae‘)l_l__j years or || jmonths (if < 1 year)
, * [ntrauterine Dewce @ Yeﬂ\i___i No
g (Jrlme of use ‘)L"__f_i years of {_| jmonths {if <1 year)
‘ * Pariner vasectomy yes{ZinNo
: * Condom FlvesCNe
* Rhythm method Cves [ Ne
7 » Othar [ yes [] no, specify: .
|
Pk Hormona! contracephvm[} Yes D No
: T:me of use |_[ gyeara or L1 _imonihs {if = 1 year)
: * Infrautering Dewce E! Yeu {1Ino
: : Ttme of uae i fyear° oF { |_fmionths (if « 1 year)
: " s Pariner vasectomy [1vesjNo
: » Condom (dYes[INeo
| »Rhythm method (Fyes Mo
= * Other [ Yes [ No, specify: ..o
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Study GDS0ZE PARTICIPANT NUMBER |- LE L Page 3

Site number Inclusion number

Research has shown that the number of sexus! pariners Is onie of factor of getting infected with
HPV, We would like to ask you some several questions about your sexual behaviour. It is
important ithat you answer accurately eacit questfon,

8§ | How old were you ot your first sexual intercourse? | [vyears
9 ] How many sexual pariners did you have inthe last6 months? [0 [J41 i2tc4 =5
10

How many sexual pariners did you have in your lifetime? 1 H2teds =5

Genifal warts!
1 | » Do you have genital warts currently? [ Yes (I No [ Don't kenow
¥ Have you already had genital wars in the past? O ves [_INo [[] Don't know
Soxually fransmitted disease (ex, Chlanydia, Heipes, Trichomonas, Gonordhea, HIV, Syphiis):
12 | % Do you have a sexually ransmitied disease cumently? ] Yes JNo [ Dontknow
¥ Have you already had a sexually ransmitied diseass inthe past? [ Yes Tl No [ Don'thnow
Are you currently immunocompromlized*? [Ives..... EE}?“} Specify the reason:
Oko i Jams
43 i [[] Transplant / insmunotherapy
i [ chemotherapy
* Impyngcompromized” having an immune system impaired by ! [ Other, spPaeify e v verrersrncs e
disezge of frealment f
Did you have any Pap festinyourlife?  []Yes.... & 5 Was pne of Pap tests abnormal?
O o i [I¥es) [ No
14 PoANKTE

B....Have you been treated? [ Yes

Hava you been vacelnated agalnst human Papillomavirnus?
Yep  LINo
= Which vaccing did you receiva?
. 1 Gardasil fgradrivatent vascia: vaceine adminlstered in the frame of
Have you heen vaceinated in e crganfsed HPV vacinson program in Bastesls)
Natara area? ] Cervarix (oivalent vasshe)
15 O ves i [ Don't know
[1 No, plsase complete | »  How many doses did you receive? [11 12 [13 [J Dor't know
questions hereafter... B
¥ When did you receive tha [ast dose? (rmonth wikmorn, feass repori tha yearg
L i & 1L immiyyy L} Don'tknow
¥ Where have you been vaccinated? [} In private cenler
] In public center
Thank you for your participation
Please retfurn the questionnaire in the enclosed envelope
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11.4 Good epideiniological practice

Guidelines for Good Pharmacoepidemiology Practices (GPP)

Initially issued: 1996
Revision 1: August 2004
Revision 2: April 2007

Introduction

Pharmacoepidemiologic studies provide valuable information about the health effects of healthcaro
products. The ISPE Guidelines for Good Pharmacoepidemiology Practices (GPP) are intended to assist
investigators with issues perfaining to the planning, conduct, and evaluation of
Pharmacoepidemiologic research. The first revision, in 2004 revised and superseded the Guidelines for
Good Epidemiologic Practice (GEP) developed in 1996. In that revision, the scope of the guidelines
was broadened geographically and conceptually, to reflect ISPR's international membership, to include
risk management and pharmacoeconomic activities, and to address more clearly the role of
epidemiologic studies from indvstry and regulatory perspectives. Specifically, the 2004 revision
provided guidance on regulatory reporting requirements as they relate both to individual cases and to
aggregate data (see, V1. Adverse Event Reporting). The focus of the second revision has been on the
use and communication of statistical measures and to add clarification to specific items fhroughout the

document,

ISPE recognizes that Pharmacoepidemiologic research-the study of the use and effects of healthears
products (e.g., including pharmaceuticals, devices and vaccines)-has expanded fo include clinical,
economic and other health oufcomes, requiring study methods that were not covered in previous
guidelines. Pharmacoepidemiology is being used increasingly fo evaluate health care systems,
interventions, and health-related behaviors. Pharmacoepidemiology is the scientific backbone of
therapeutic risk management-the process of assessing a product's benefits and risks, and developing,
implementing, and evaluating strategies to enhance the overall balance of such benefits and risks.
These guidelines are intended to address these activities and other Pharmacoepidemiologic studies.

The Guidelines for Good Pharmacoepidemiology Practices (GPP) have been adapted from a document
prepared by the Chemical Manufacturer's Association Epidemiology Task Group.! When appropriate,
we have (with permission) retained the text of that document. In addition, readers should also consult
the ICH Guideline on Good Clinical Practice (GCP)
(http://www.emea.en.int/pdfs/human/ich/013595enpdf) and the Council for International
Organizations of Medical Sciences (CIOMS) International Guidelines for Rthical Review of
Epidemiological Studies (http:/wwiw.cioms.ch/frame_1991_texts_of guidelines.htm),

The GPP address the following areas:
o Protocol Development
o Responsibilities, Personnel, Facilities, Resource Commitment, and Contractors
¢ Study Conduct
» Communication
o Adverse Event Reporting
s Avchiving
A. Goals

The GPP propose minimum practices and procedures that should be considered fo help ensure the
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quality and integrity of Pharmacoepidemiologic research, and to provide adequate documentation of
research methods and results. The GPP do not prescribe specific research methods, nor will adherence
to guidelines gnarantee valid research.

The GPP have the following specific goals:

1. To assist researchers in adhering to good Pharmacoepidemiologic research principles,
including the use of Pharmacoepidemiologic studies for risk management activities.

2. To promote sound Pharmacoepidemiologic research by encowraging rigorous daia
collection, analysis, and reporting,

3. Toprovide a framework for conducting and evaluating Pharmacoepiderniologic studies.

4. To facilitate the appropriate utilization of technical resources by promoting careful study
design and planning of study conduct.

B. Scope and Application

The GPP are intended to apply broadly to all types of Pharmacospidemiologic research, including
feasibility studies, validation studies, descriptive studies, as well as etiologic investigations, and all of
their related activities from design through publication.

Therapeutic risk management activities provide a formal framework in which medicine,
Pharmacoepidemiology and public health are integrated in the development and life-cycle
management of healthcare products. Pharmacoepidemiology is the core science of risk assessment and
the evaluation of the effectiveness of risk minimization inferventions, As such, the GPP also support
risk management activities,

1L, Protocol Development
Each study should have 2 written protocol. A protocol should be drafied as ong of the first steps in any

research project, and the protocol should be amended and updated as needed throughout the course of
the study. The protocol should include the following glements:

A. A descriptive title and version identifier (e.g,, date);

B. The names, titles, degrees, addresses, and affiliations of all responsible parties, including the
principal investigator, co-investigators, and a fist of all collaborating primary institutions and other
relevant study sites;

C. The name and address of each sponsor;

D. An abstract of the protocol;

E. The proposed study tasks, milestones, and timeline;

F. A statement of research objectives, specific aims, and rationale;

Research objectives describe the knowledge or information to be gained from the study. Specific aims
list key exposures and outcomes of interest, and any hypotheses to be evaluated. The protocol should
distinguish between a limited number of a priori research hypotheses and hypotheses that ave
generated based on knowledge of the source data. The rationale explains how achievement of the
specific aims will further the research objectives.

G. A critical review of the literaturo to evaluate pertinent information and gaps in knowledge;
The literature review should describe specific gaps in knowledge that the study is intended to fill. The

literature review might encompass relevant animal and human experiments, clinical studies, vital

: }
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statistics, and previous epidemiologic studies. The literature review should also cite the findings of
similar studies, and the expected contribution of the current study.

H. A description of the research methods, including:

1. The overall research design, strategy, and reasons for choosing the proposed study
design;

Research designs include, for example, case-conirol, cohort, cross-sectional, nested case-
control, safety trials or hybrid designs.

2. The population or sample to be studied;

The population is defined in terms of persons, place, time period, and selection criteria. The
rationale for the inclusion and exclusion criteria and their impact on the number of subjects
available for analysis should be described. If any sampling fiom a base population is
undertaken, description of the population and details of sampling methods should be
provided,

3. The strategies and data sources for detexmining exposures, health outcomes, and all other
variables relovant to the study objectives, such as potential confounding variables and effect
measure modifiers;

Data sources might include, for example, questionnaires, hospital discharge files, abstracts of
primary clinical vecords, electronic medical records, ad hoc clinical databases, administrative
records such as eligibility files, prescription drug files, biological measurements,
exposure/work history record reviews, or exposure/disease registries. Use validuted
instruments and measures whenever such exist, and describe the validation method, If data
collection methods or instruments will be tested in a pilot study, plans for the pilot study
should be described. Any expert committees and evaluation procedures to be used to validate

diagnosis should be described,

4. Clear operational definitions of health outcomes, exposures, and other measured risk
factors as well as selection criteria and comparison groups;

An operational definition is one that can be implemented independently using the data
available in the proposed study. For example "preumocystis carinii preumonia, episode’ is
not an operational definition; a beiter description would be "hospitalization with a primary
discharge diagnosis of ICD-9-CM code 136.3."

3. Projected study size, statistical precision, and the basis for their determination;

Describe the relation between the specific aims of the study and the projected study size in
relation to each outcome. In most circumstances it is desirable to express study goals in terms
of precision sought for study estimates rather than statistical pover. For safety studies, it may
be useful to specify the sample size that can minimally detect a pre-specified risk with a pre-
specified power, For example, "the study has an 80% power to detect a relative visk of 3 or
greater for drug x compared to treatment with other driugs conmonly used in this condition.”

6. Methods used in assembling the study data;

This should include a description of, or reference to any pre-festing procedures for research
instruments and any manuals and formal training to be provided fo interviewers, abstractors,
coders, or data entry personnel. This should also include procedures for linkage and data
mining of administrative databases.

7. Procedures for data management;
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Describe data management and statistical software programs and hardware to be used in the
study. Describe data preparation and analytical procedures as well as the methods for data
retrieval and collection. Methods for data analysis;

Data analysis includes all the major steps that lead from raw data to,a final result, including
nethods used to correct inconsistencies or ervors, impute values, or modify raw data. Data
analysis comprises comparisons and methods Jor analyzing and presenting results,
categorizations, and procedures 1o control sources of bias and their influence on results, e.g.,
possible impact of biases due to selection bias, misclassification, confounding, and missing
data. The statistical procedures to be applied to the data to obtain point estimates and
confidence intervals of measures of occurrence or assaciation, Jor instance, should be
presented, Any sensitivity analyses should be described,

8. A description of quality asswrance and quality control procedures for all phases of the
study;

Mechanisms to ensure data quality and integrity should be described, including, for example,
abstraction of original documents, extent of source data verification, and validation of
endpoints. As appropriate, include certification andfor qualifications of any supporting
laboratory or research groups.

9. Limitations of the study design, data sources, and analytic methods;

At a minimum, issues relating to confounding, misclassification, selection bias,
generalizability, and random error should be considered. The likely success of efforts taken to
reduce ervors should be discussed.

I. A description of plans for protecting human subjects;

This section should include information about whether study subjects will be placed at risk as a resuit
of the study, provisions for maintaining confidentiality of information on study subjecis, and potential
circumstances and sqfeguards under which identifiable personal information may be provided to
entities oulside the study. Conditions under which a clinical trial would be terminated Jor ethical
reasons (stopping rules) should be described. Procedures Jor monitoring results should be described,
and the use of a Data Safety Monitoring Board (DSMB} for clinical trials should be considered Jor
this purpose. The need for submitting the protocol to an Institutional Review Board/Independent
Ethics Committee (IRBAIEC) and the requirement of informed consent should be considered in
accordance with local law. See Section IV A.

J. A description of plans for disseminating and communicating study results, including the presence or
. absence of any restrictions on the extent and timing of publication;

There is an ethical obligation to disseminate findings of potential scientific or public health
importance (e.g., results pertaining to the safety of a marketed medication). Authorship should follow
guidelines  established by the Infernational Committee of Medical Jowrnal Editors
(http./fwww.icmje.org/). See also, Section V. Communication. The Consolidated Standards of
Reporting Trials (CONSORT) statement (hitp:/fwww.consort-
statement.org/statement/revisedstatement.htm) refers to randoniized studies, but provides useful
guidance applicable to nonrandomized studies as well,

K. Resources required to conduct the study;

Describe time, personnel, services (e.g. database access), and equipment required fo conduct the
study, including a brief description of the role of each of the personnel assigned to the research
project.

L. Bibliographic references;
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M. Dated amendments to the protocol.

Significant deviations firom the protocol, such as any changes in the population or sample that were
implemented after the beginning of the study, along with the rationale, should be documented in
writing. Any changes made after data analysis has begun should be documented as such and the
rationale provided,

I1L Responsibilities, Pexsonnel, Facilities, Resource Commitment, and Contractors

A, Responsibilities

The organization(s) and individual(s) conducting and sponsoring the research shall be fully
respousible for the research. The relationship, roles, and respounsibilities of the organizations and/or
individuals conducting and sponsoring the study should be described,

For safety studies sponsored and conducted by a pharmaceutical company, the individuals responsible
for Pharmacoepidemiologic research, along with the type of expertise and autonomy in conducting the
research, should be stated clearly. For projects sponsored by one organization (such as a
pharmaceutical company or, government agency).but implemented by another {e.g, an academic
institntion or a contract research organization-CRO), responsibility for scientific integrity is shared by
the collaborating institutions (e.g, sponsor, the principal investigator conducting the study, the senior
qualified epidemiology staff within the CRO and the organization that employs the principal
investigator). In such situations of shared responsibility, contractual arrangements should include a
timeline for study completion and contingency plans if the timeline cannot be met, In particular, the
contract should delineate the roles and responsibilities to be assumed by the study sponsor and the
coniractor(s) in communicating various aspects of the study as well as data access, ownership and

archiving,

B. Personnel

Personnel engaged in epidemiologic research and related activitics should have the education, training,
or experience necessary to perform the assigned functions competently. The organization should
maintain a cuirent summary of training and experience of these personuel. A list of individuals
engaged in or supervising activities should be maintained and updated periodically with current job
titles.

Adequate physical facilities shall be provided to all those engaged in epidemiologic research and
related activities. Sufficient resources, e.g,, office space, relevant equipment, and office/professional
supplies, shall be available to ensure timely and proper completion of all studies. Suitable storage
facilities shall be available to maintain technical records in a secure and confidential environment in
compliance with local regulations.

D. Resource Commitment

Sufficient commitment shall be made at the beginning of each study to ensure its timely and proper
completion,

E. Contractors

For the purposes of ensuring and documenting the contractor's conformance with the GPP, it is
recommended that the study sponsor have the right during the course of the study, and for a reasonable
period following completion of the study, to inspect the contractor's facilities, including equipment,
technical record, and records relating to the work condnoted under the sponsor's contract. The nature
of the audit, including procedures that ensure patient confidentiality, should be agreed upon at the
outset of any contract.

1V, Study Conduct

The principal investigator shall be responsible for the overall content of the individual research
project, including the day-to-day conduct of the study, inferpretation of the study data, and preparation
and publication of the final report. These responsibilities extend to all aspects of the study, including
periodic reporting of study progress as well as quality assurance.
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The unusual decision to terminate a study prematurely should be taken with great caution, and should
be based on good scientific and ethical reasons and documented in writing, There may be rare
instances in which administrative reasons require study fermination. Such decisions should be
independent of any study results. Investigators and sponsors should specify and agree in advance
about the circumstances under which the study could be terminated early. Included should be a
mechanism for resolution of any disagreement,

A. Protection of Human Subjects

Approval by an Institutional Review Board (IRB), Independent Ethics Commiitee (IEC), or other
appropriate body, should be obtained for all research involving human subjects. Informed consent will
be needed when the research imposes a risk for patients. Informed consent also is normally required if
the study requires data containing personal identifiers. Studies conducted entirely using administrative
databases or records that do not contain any personal identifiers, or which meet certain other criteria,
may require only abbreviated review or may not require formal review, at the discretion of the

IRB/IEC.

Investigators shall ensure that personal identifiers will be removed from any study files that are
accessible to non-study personnel in accordance with applicable laws and regulations. Whenever
feasible, study files should be coded and stripped of personal identifiers, and code keys stored separate
from study files. All personnel with access to data containing personal identifiers will sign a pledge to
maintain the confidentiality of study subjects, and will maintain an ability to verify the origin and
integrity of data sets from which personal identifiers will have been removed. For additional
infoxmation, please consult the ISPE guidelines on Data Privacy, Medical Record Confidentiality, and
Rescarch in the Interest of Public Health (http://www.pharmacoepi.org/resources/privacy.cfin). Blood
and serum sample collections stored after completion of clinical studies are a valuable resource.
However, protecting confidentiality in such data requires special consideration and investigators are
encouraged to consult guidelines developed by the NHIBI»

B. Data Collection, Management, and Verification

All data colleoted for the study should be recorded accurately, promptly, and legibly, The individual(s)
responsible for the integrity of the data, computerized and hard copy, shall be identified, and shall
have the education, training, and experience to performn the assigned tasks.

All procedures used fo obtain, verify and promote the quality and integrity of the data should be
recorded in sufficient detail so that others can replicate them. A historical file of these procedures shall
be maintained, including all revisions and the dates of such revisions. Any changes in data entries shall

be documented.

Security of the data should be maintained at all times. Access should be limited to anthorized
individuals. Control systems, such as document encryption, should be used to ensure the authenticity,
integrity and confidentiality of electronic records when transmitted over open networks (e.g., the
internet). Adequate back up of the data should be maintained throughout the course of the study.

C. Analysis
1. Aclearly defined statistical analysis plan with statistical procedures should be presented

2. All data management and statistical analysis programs and packages used in the analyses
should be documented and archived, Reasonable effort should be made to document and
validate interim steps in the analysis.

3. 'The analysis should be directed toward the unbiased estimation of the epidemiologic
parameters of interest (e.g,, risk or rate differences, risk or rafo ratios). The precision of effect
estimates should be quantified separately using confidence intervals.

Intevpretation of statistical measures, including confidence intervals, should be tempered with

appropriate judgment and acknowledgements of potential sources of error and limitations of
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the analysis, and should never be taken as the sole or rigid basis for concluding that there is
or Is not a relation between an exposure and outcome, Sensitivity analyses should be
conducted to examine the effect of varying the study population inclusion/exclusion criteria,
the assumptions regarding exposure, potential effects of misclassification, unmeasured
confounders, and the definitions of potential confounders and outcomes on the association
between the a priori exposure of interest and the outcome(s).

D. Study Reports

Desctibe need and purpose of interim report when applicable. If required, the issuance of such repoits
must be pre-specified in the study protocol. :

Completed studies shall be summarized in a final report that accurately and completely presents the
study objectives, methods, results, limitations of the study, and interpretation of the findings.

The final report shall include at minimum:
1. A descriptive title;
2. An abstract;
3. Purpose (objectives) of the research, as stated in the protacol;

4. The names, titles, degrees, addresses and affiliations of the principal investigator and all co-
investigators;

5. Name and address of each sponsor;

6. Dates on which the study was initiated and completed;

7. Introduction with background, purpose, and specific aims of the study;
8. A description of the research methods, including:

a. source population and selection of study subjects;

b. data collection methods and, if questionnaires or surveys are involved, complete
copies (including skip patterns);

c. transformations, caleulations, or operations on the data;

d. statistical methods used in data analyses.

9. A description of circumstances that may have affected the quality or integrity of the data;
Describe the limitations of study approach and the methads used to address them (e.g., response
rates, missing or incomplete data)

10. Analysis of the data; Include sufficient tables, graphs, and illostrations to present the pertinent
data and to reflect the analyses performed, Epidemiologic parameters (e.g., risks, rates, risk or rate
differences, risk or rate ratios) are the most typical epidemiologic measures to report. Both
unadjusted and adjusted results should be presented. Bffect measures should not be described as
"significant" or "not significant.” Precision of estimates should be quantified using confidence
intervals. Hstimation is preferable to fests of statistical significance. Confidence intervals
communicate both the strength of the relationship and the precision of the measure and are
therefore more informative than point estimates accompanied by p-values.

11. A statement of the conclusions drawn from the analyses of the data;

12, A discussion of the implication of study results; Cite prior research in support of and in
contrast to present findings. Discuss possible biases and mitations in present research. Inferences
about causal effects should be based on a vatiety of factors that should be explored in the
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discussion section. These factors include strength of relationship, temporal relationship, biological
mechanism, plausibility of alternative theories, biases, confounding, precision, and others,

13. References.

Y. Communication
Each organization and its advisory board, if there is one, shall predetermine procedures under which
communications of the intent, conduet, results, and interpretation of an cpidemiologic study will

ISPE encourages communicating estimates of epidemiologic measures quantitatively in the results
section, generally by using point estiruates and confidence intervals, either directly or graphically. It is
useful in reporting results of safety studies to include both the relative and absolute risk estimates.
Inferences about causal effects should be based on a variety of factors that should be explored in the
discussion section. These factors include strength of relationship, temporal relationship, biological
mechanism, plausibility of alternative theories, biases, confounding, precision, and others,
Investigators should not make inferences about causation based solely on the ontcome of a test of
significance (e.g., a p-value or a statement about the confidence inferval including or not including the
null value), See also: Guidelines established by the International Committee of Medical Journal
Lditors, http://www.iemje.org/, section 1V, and CONSORT Statement, hitp:/Avww.consort-
statement.org/Statement/examples20. jim,

non-financial, should be disclosed. Agieement to adhere to these guidelines should be described in the
protocol.

Finally, research sponsors (government agencics, private scctor, efe.) shall be informed of study results

in a manner that complies with local regulatory requirements, Sources of research funding should
always be acknowledged, whether results are presented orally or in writing,

VI. Adverse Event Reporting From Pharmacoepidemiology Studies
The findings of epidemiologic studies of health risks associated with healthcare products must be

requirements. Depending on the nature of the result and the regulations in effect, the result may need
to be reported in an expedited manner {e.g. as "new relevant safety information™), In any case, results
of all epidemiologic studies of healthcare product safety should be included by companies in their
periodic aggregated regulatory reports, such as Periodic Safety Update Reports (PSUR) and similar
regulatory documents. Relevant regulatory guidance documents should be consulfed,

usually designed to assess the telation between certain exposures and health outcomes based on
aggregate analyses. In such studies, particularly in case-control studies and others that may be based
on retrospectively collected data, it is generally not possible or appropriate for companies to assess the
causality of individual cases, although aggregate analysis of a series of study cases might identify a
newly recognized adverse effect. In studies where there is no assessment of causality for individual
cases, sponsors should repott aggregate findings as study repotts, not as individual spontaneous
repoits,
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In prospective clinical trials where clinicians are systematically asked to report adverse events and to
indicate whether cach event could have been related to treatment, serious events indicated by the
investigator to be at least possibly related are reportable,

Individual case reporling may be appropriate in prospective cohort studies aimed at elucidating
information about a specific ADE (e.g., a diug safety registry). It is appropriate, therefore, to consider
the potential value of, and necessity for, collecting such data when designing the study, taking into
account existing safety experience with the drug being studied and the objectives of the study.

The principal aim of expedited reporting of individual ADEs from studies fo regulatory authorities is
to contribute to recognition of unexpected effects (e.g., "signal detection"). In general, an individual
study case should be reported on an expedited basis by pharmaceutical sponsors when, after an
evaluation of the circumstances of the individual patient, the adverse event is considered serious and
unexpected (unlabeled) and there is a reasonable possibility that a healthcare product may have
confributed to the occutrence of the adverse event. Expedited individual case reporting is generally
required when all of the following conditions obtain: 1) the study prospectively gathers data on
individual patients, 2) the study involves direct contact with patients, 3) study persounel are trained on
gathering and reporting adverse ovents and determining whether events might be considered
"expected” for a specific product, 4) a serious event is identified by someone who has direct contact
with the patient, 5) the event is considered unexpected, and 6) the reporter believes there is a causal
association with the product or that causality cannot be ruled out. The suspicion that a drug is
responsible for an event will usually be that of the study investigator or other clinical personnel with
direct contact with the patient, although the pharmaceutical company may report on the basis of its
own suspicion even if the study personnel do not infer a causal relation,

Occasionally information on suspected adverse events may be identified during the course of a study,
but not as a formal part of the protocol-defined data collection. Procedures for follow-up and reporting
of such information should be defined by the sponsor and research team at the time of protocol

development.

Increasingly, avtomated databases are being used by universities, pharmaceutical companies, and other
commercial enterprises to evaluate the relationship between exposure to a healthcare product and
adverse events. Aggregate analysis of database studies can identify an unexpected increase in risk
associated with a particular exposure, Such studies may be reportable as study reports, but typically do
not require reporting of individual cases. Morcover, access to automated databases does not confer a
special obligation to assess and/or report any individual events contained in the databases. Formal
studics conducted using these databases should adhere to these guidelines, Aggregate analysis should
not be confused with the automated search for signal detection using algorithms to detect
disproportionate reporting rates in data sets of spontaneous reports (data mining), which should always
be considered as hypothesis generating or refinement techniques. Results obtained from these
techniques should always be accompanied by the caveats regarding reporting rates and biases inherent
in the collection of spontaneous reports

YII Archivin

Secure archives must be maintained for the orderly storage and expedient retrieval of all study related
material. An index shall be prepared to identify the archived contents, to identify their location, and to
identify by name and location any materials that by their general nature are not retained in the study
archive. Access to the archives shall be controlled and limited to authorized personnel only. Special
procedures may be necessary to ensure that aceess to confidential information is limited and that the
confidentiality of information about study subjects is protected (see, II.Protocol Development, Section

D.
The archive should be maintained for at least five years after final report or first publication of study
results, whichever comes later, At migimum, the study archive should contain, or refer to, the

following:
A. Study protocol and all approved modifications;
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B. A final report of the study

C. All source data and, where feasible, any biologic specimens. A printed sample of the master
computer data file(s), if feasible, with reference fo the location of the machine-readable
master. All "source data" should comprise the raw data that provided the basis for the final
analysis of the study. The archival material should be sufficiently detailed to permit re-editing
and re-analysis;

D. Documentation adequate to identify and locate all computer programs and statistical
procedures used, including version numbers where appropriate (see section IV(C): Study
Conduct);

E. Copies of electronic versions of analytic data sets and programs, computer printouts, if
feasible, including relevant execution code, which form the basis of any tables, graphs,
discussions, or interpretations in the final report, Any manually developed calculations shall
be docnmented on a work sheet and similarly retained,

F. Comrespondence pertaining o the study, standard operating procedures, informed consent
releases, copies of all relevant representative material, copies of sigued institutional Teview
board and other external reviewer reports, and copies of all quality assurance reporis and
audits. Communication of study resulis to the sponsor, regulators, and scientific community
should be documented;

Include, for example, questionngires, name, make and model numbers of relevant
medsurement instruments, calibration information and procedures,

G. Documentation relating to the collection and processing of study data, including
laboratory/tesearch notebooks, training and reference documents for abstracts, interviews, and
coders,
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11.5 Declaration of Helsinki

WORLD MEDICAL ASSOCIATION DECLARATION OF HEILSINKI
Ethical Principles for Medical Research Involving Human Subjects

Adopted by the 18th WMA General Assembly, Helsinki, Finlend, June 1964, and amended by the:
29th WMA General Asserbly, Tokye, Tapan, October 1975

35th WMA General Assembly, Venice, Ttaly, October 1983

415t WMA General Assembly, Hong Kong, September 1989

48th WMA, General Assembly, Somerset West, Republic of Sowth Affica, Qctober 1996

32nd WMA General Assembly, Bdinburgh, Scotland, Qetober 2000

53th WMA General Assembly, Washington 2002 (Note of Clarification on paragraph 29 added})
55th WMA General Assembly, Tokyo 2004 (Note of Clarification on Paragraph 30 added)

59th WMA General Assembly, Seoul, October 2008

A, INTRODUCTION

1. The World Medical Association (WMA) has developed the Declaration of Helsinki as a
statement of ethical principles for medical research involving human subjects, including
research on identifiable human material and data.

The Declaration is intended to be read as a whole and each of ifs constituent
paragraphs should not be applied without consideration of all other relevant

paragraphs,

2. Although the Declaration is addressed primarily to physicians, the WMA encourages
other participants in medical research involving human subjeets to adopt these principles.

3. Itis the duty of the physician to promote and safeguard the health of patients, including
those who are involved in medical research. The physician's knowledge and conscience
are dedicated to the fulfilment of this duty.

4. The Declaration of Geneva of the WMA binds the physician with the words, "The health
of my patient will be my first consideration," and the International Code of Medical Bthics
declares that, "A physician shall act in the patient's best interest when providing medical
care."

5. Medical progress is based on rescarch that ultimately must include studies involving
human subjects. Populations that are underrepresented in medical research should be
provided appropriate access to participation in research,

6. In medical rescarch involving human subjects, the well-being of the individual research
subject must take precedence over all other interests.

7. The primary purpose of medical research involving human subjects is to understand the
causes, development and effects of diseases and improve preventive, diagnostic and
therapeutic interventions (methods, procedures and treatmenis). Even the best cuwirent
interventions must be evaluated continually through research for their safely,

effectiveness, efficiency, accessibility and quality.
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8
9.

10.

In medical practice and in medical research, most interventions involve risks and burdens.

Medical research is subject to ethical standards that promote respect for all human
subjects and protect their health and rights, Some research populations are particularly
vulnerable and need special protection, These include those who cannot give or refuse
consent for themselves and those who may be vuinerable to coercion or undue influence.

Physicians should consider the ethical, legal and regulatory norms and standards for
research involving human subjects in ftheir own countries as well as applicable
international norms and standards. No national or international ethical, legal or regulatory
requirement should reduce or eliminate any of the protections for research subjects set
forth in this Declaration.

B. BASIC PRINCIPLES FOR ALL MEDICAL RESEARCH

11

12,

13.

14,

15.

16,

It is the duty of physicians who participate in medical research to protect the life, health,
dignity, integrity, right to sclf-determination, privacy, and confidentiality of personal
information of research subjects,

Medical research involving human subjects must conform to generally accepted scientific
principles, be based on a thorongh knowledge of the scientific literature, other relevant
sources of information, and adequate laboratory and, as appropriate, animal
experimentation. The welfare of animals used for research must be respected.

Appropriate caution must be exercised in the conduct of medical research that may harm
the environment,

The design and performance of each research study involving human subjects must be
clearly described in a research protocol. The protocol should contain a statement of the
ethical considerations involved and should indicate how the principles in this Declaration
have been addressed. The protocol should include information regarding finding,
sponsors, institutional affiliations, other pofential conflicts of inferest, incentives for
subjects and provisions for freating and/or compensating subjects who are harmed as a
consequence of participation in the research study. The protocol should describe
arrangements for post-study access by study subjects to interventions identified as
beneficial in the study or access to other appropriate care or benefits,

The research protocol must be submitted for consideration, comment, guidance and
approval to a research ethics commitice before the study begins. This commitice must be
independent of the researcher, the sponsor and any other undue influence. It must take into
consideration the laws and regulations of the country or countries in which the research is
to be performed as well as applicable international norms and standards but these must not
be allowed to reduce or eliminate any of the protections for rescarch subjects set forth in
this Declaration. The committee must have the right to monitor ongoing studies. The
researcher must provide monitoring information to the committee, especially information
about any serious adverse events, No change to the protocol may be made without
consideration and approval by the committee,

Medical research involving human subjects must be conducted only by individuals with
the appropriate scientific training and qualifications. Research on patients or healthy
volunteets requires the supervision of a competent and appropriately qualified physician
or other health care professional. The responsibility for the protection of research subjects
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7.

18.

19.

20.

21.

22,

23.

24,

25.

26,

must always rest with the physician or other health cage professional and never the
rescarch subjects, even though they have given consent,

Medical rescarch involving a disadvantaged or vulnerable population or community is
only justified if the research is responsive to the health needs and priorities of this
population or community and if there is a reasonable likelihood that this population or
community stands to benefit from the results of the research,

Bvery medical research study involving human subjects must be preceded by careful
assessment of predictable risks and burdens to the individuals and communities involved
in the research in comparison with foreseeable benefits to thern and to other individuals or
communities affected by the condition under investigation.

Bvery clinical trial must be registered in a publicly accessible database before recruitment
of the first subject.

Physicians may not participate in a research study involving human subjects unless they
are confident that the risks involved have been adequately assessed and can be
satisfactorily managed. Physicians must immediately stop a study when the risks are
found to outweigh the potential benefits or when thers is conclusive proof of positive and
beneficial results,

Medical research involving human subjects may only be conducted if the importance of
the objective outweighs the inherent risks and burdens to the research subjects,

Participation by competent individuals as subjects in medical research must be voluntary.
Although it may be appropriate to consult family members or community leaders, no
competent individual may be enrolled in a research study uniess he or she fieely agrees.

Bvery precantion must be taken fo protect the privacy of research subjects and the
confidentiality of their personal information and to minimize the impact of the study on
their physical, montal and social infegrity.

In medical research involving competent human subjects, each potential subject must be
adequately informed of the aims, methods, sources of funding, any possible conflicts of
interest, institutional affiliations of the researcher, the anticipated benefits and potential
risks of the study and the discomfort it may entail, and any other relevant aspects of the
study. The potential subject must be informed of the right to refuse to participate in the

study or to withdraw consent to participate at any time without reprisal. Special attention

should be given fo the specific information needs of individual potential subjects as well
as to the methods used to deliver the information. After ensuring that the potential subject
has understood the information, the physician or another appropriately qualified
individual must then seek the potential subject's freely-given informed consent, preferably
in writing. If the consent cannot be expressed in writing, the non-written consent must be
formally documented and witnessed,

For medical research using identifiable human material or data, physicians must normally
seck consent for the collection, analysis, storage and/or reuse. There may be sitnations
where consent would be impossible or impractical fo obtain for such research or would
pose a threat to the validity of the rescarch. Tn such situations the research may be done
only after consideration and approval of a research ethics commitles,

When seeking informed consent for participation in a research study the physician should
be particularly cautious if the potential subject is in a dependent relationship with the
physician or may consent under duress. In such situations the informed consent should be
sought by an appropriately qualified individual who is completely independent of this
relationship.
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27. For a potential research subject who is incompetent, the physician must seek informed
consent from the legally authorized representative. These individuals must not be included
in a research study that has no likelihood of benefit for them unless it is intended to
promote the health of the population represented by the potential subject, the research
cannot instead be performed with competent persons, and the research entails only
minimal risk and minimal burden.

28. When a potential research subject who is deemed incompetent is able to give assent to
decisions about participation in research, the physician must seek that assent in addition to
the consent of the legally authorized representative, The potential subject's dissent shonld
be respected.

29. Research involving subjects who are physically or mentally incapable of giving consent,
for example, unconscious patients, may be done only if the physical or mental condition
that prevents giving informed consent is a necessary characteristic of the research
population. In such circumstances the physician should sesk informed consent from the
legally authorized representative. If no such representative is available and if the research
canntot be delayed, the stedy may proceed without informed consent provided that the
specific reasons for involving subjects with a condition that renders them unable to give
informed consent have been stated in the research protocol and the study has been
approved by a research ethics commitiee. Consent to remain in the research should be
obtained as soon as possible fiom the subject or a legally authorized representative,

30. Authors, editors and publishers all have ethical obligations with regard to the publication
of the results of rescarch. Authors have a duty to make publicly available the results of
their research on human subjects and are accountable for the completeness and accuracy
of their reports. They should adhere to accepted guidelines for ethical reporting, Negative
and inconclusive as well as positive results should be published or otherwise made
publicly available. Sources of funding, institutional affiliations and conflicts of interest
should be declared in the publication. Reports of research not in accordance with the
prineiples of this Declaration should not be accepted for publication.

C. ADDITIONAL PRINCIPLES FOR MEDICAL RESHARCH COMBINED WITH MEDICAI,
CARE .

31. The physician may combine medical research with medical care only to the extent that the
research s justified by ifs potential preventive, diagnostic or therapeutic value and if the
physician has good reason to believe that participation in the research study will not
adversely affect the health of the patients who serve as research subjects.

32. The benefits, risks, burdens and effectivencss of a new intervention must be tested against
those of the best current proven intervention, except in the following circumstauces:

*  The use of placebo, or no treatment, is acceptable in studies where no current proven
intervention exists; or

e Where for compelling and scientifically sound methodological reasons the use of
placebo is necessary to defermine the efficacy or safety of an intervention and the
patients who receive placebo or no treatment will not be subject to any risk of serious
or irreversible harm. Exireme care must be taken to avoid abuse of this option.

33. At the conclusion of the study, patients entered into the study are entitled to be informed
about the outcome of the study and to share any benefits that result from it, for example,

GDS02E_Protocol FV_24JUN2011 60/64
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access to interventions identified as beneficial in the study or to other appropriate care or
benefits,

34. The physician must fully inform the patient which aspects of the care are related to the
research. The refusal of a patient to patticipate in a study or the patient's decision to
withdraw from the study must never interfere with the patient-physician relationship.

35. In the treatment of a patient, where proven interventions do not exist or have been
ineffective, the physician, after seeking expert advice, with informed consent from the
patient or a legally authorized representative, may use an unproven intervention if in the
physician's judgement it offers hope of saving life, re-gstablishing health or alleviating
suffering. Where possible, this intervention should be made the object of research,
designed to evaluate its safety and efficacy. In all cases, new information should be
recorded and, where appropriate, made publicly available.

22.10.2008
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REPERTORIO ATTL ISPO N.62,30/12 f20/0

AGREEMENT
. ON THE FEASIBILITY EVALUATION
CONCERNING THE EPIDEMIOLOGICAL
STUDY ENTITLED “MONITORING HPY
TYPE PREVALENCE IN THE POST-
VACCINATION ERA IN WOMEN LIVING IN
THE BASILICATA REGION, ITALY?

Protocol number GDS02E
BETWEEN
 The ISTITUTO PER LO STUDIO E LA
PREVENZIONE ONCOLOGICA, an

organisation duly existing and organized under the
faws of Italy and having its registered office at Via
Cosimo il Vecchio 2, 50139 Florence, Italy, Italian
Fiscal Code no. 94158910482 and VAT no.

05872050488, represented by the General Manager

Dr. Gianni Amunni, born in San Giovanni Valdarmo
(AR), on August 6th, 1954, having his elected

domicile at the above mentioned registration office | .

of ISPO,

(Hereinafter referred to as <ISPO»)

PENT

A AND

SANOFI PASTEUR MSD S.N.C., “Société en

} Nom Collectif” duly existing and organized under
“the laws of France, with a capital of 60.000.000

Euros, having its registered office located at 8, rue
Jonas Salk, 69007 Lyon, France and registered
under company number: SIREN n® 392 032 934
RCS Lyon, represented by Guy DEMOL, Vice
President Development.

(Hereinafter referred to as «SPMSD»)

SPMSD and ISPO hereinafter also being
collectively referred to as fhe “Parties” and

1 individually referred fo as the “Party”.

ACCORDO
SULLO STUDIO DI FATTIBILITA’ DELLO
STUDIO EPIDEMIOLOGICO “MONITORING
HPV TYPE PREVALENCE IN THE POST-
VACCINATION ERA IN WOMEN LIVING IN
THE BASILICATA REGION, ITALY”
‘Numero di Protocollo GDS02E

STUDIO E LA

L’ISTITUTO PER 1O
PREVENZIONE ONCOLOGICA, Istituzione
costituita e vigente sotto la legge italiana, con sede
legale in Via Cosimo il Veechio, 2 ~ 50139 Firenze,
Italia, C.F. 94158910482 ¢ P. IVA n. 05872050488,
nella persona del Diretiore Generale, Dott. Gianni
Amuuni, nafo a San Giovanni Valdamo (AR), il 6
agosto 1954, domiciliato per la carica presso la sede
legale'di ISPO di cui sopra.

(di seguito definita “ISPQ")
K

SANOFI PASTEUR MSD S.N.C., Societd in
nome colleltivo costiluita ed esistente secondo la
normativa francese, con un capitale sociale di €
60.000.000, sede legale in Rue Jonas Salk n. 8,
69007 Lione, Francia, registrata in Lione sotto
SIREN n. 392 032 934 RCS Lione, rappresentata da
Guy DEMOL, Vice PresidenteSviluppo

{di scguito definita “SPMSD”)

SPMSD e ISPO di seguito anche definite
congiuntamente “le Parti” o singolarmente “Ia
Parte”.
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WHEREAS

SPMSD is a French leading pharmaceutical
company specialized in the development,
registration and distribution of vaceines for human
use in the countries which composed the European
Union (BU) as of May 1%, 2004 (i.e. excluding the
‘ten acceding countries that joined the EU on May
"1%, 2004) and the four countries of the Buropean
Free Trade Association.

Within the framework of its research activities,
'SPMSD is sponsor of an epidemiological study
entitled “"Monitoring HPV type prevalence in the
post-vaccination era in women living in the
Bastlicata region, Italy”® — SIN Code GDSO2E" -
(hereinafter referred to as the “Study™)".

SPMSD has selected ISPO that has capable
personnel and the necessary accommodation to
perform services as defined in Annex 1 (hereinafter
referred to as the “"Services") relating to the
fea31b111ty evaluation of the Study ~ (hereinafter
‘referred to as the “Feasability Study”)".

With ISPO's consent SPMSD has selected as

. I'scientific coordinator of the Feasibility Study Dr.

Francesca CAROZZI (hereinafter referred to as the
“Scientific Coordinator") because of her expertise

in the field of Human Papilloma Virus ("HPV"),.

and the Scientific Coordinator has accepted such
mission under the terms and conditions set forth
hereunder.

NOW THEREFORE

In consideration of the foregoing promises and the
mutual promises and the conditions herein
contained, SPMSD and ISPO agree as follows on
the following terms and condlitions,

Art. 1-OBJECT

Under the present agreement (hereinafier referred to

PREMESSO CHE

SPMSD, azienda francese leader nel setiore
farmaceutico  specializzata  nello  sviluppo,
registrazione e distribuzione di vaccini per use
umano nei pacsi che costituiscono 1"Unione Furopea
(UE) alla data del 1 maggio 2004 (ovvero ad
csclusione dei 10 Paesi aderenti alla UE a partire dal
1 maggio 2004) ¢ dei 4 Paesl che fanno parte
dell’ Associazione Furopea per il Libero Scambio
(EFTA).

NelP’ambito delle sue attivita di ricerca SPMSD ¢ lo
sponsor di uno studio epidemiologico denominato
“Monitoring HPV type prevalence in the post-
vaccination era in women living in the Bastlicata
region, Italy” — SIN Code GDSO2E” (di seguito
definito lo “Studio™).

SPMSD ha selezionato ISPO in quanto dispone di
persondle qualificato ¢ della necessaria struttura per
eseguire 1 servizi definiti nell’allegato 1 (di seguito
definiti 1 “Sexvizi®) relativi allo studio di fattibilita
dello Studio (di segunito definite lo “Studio di
Fattibilita™)

Con il consenso di ISPO, SPMSD ha selezionato
guale coordinatore scientifico dello Studio di
Fattibilitd la Dott.ssa Francesca CAROZZI (di
seguito definito il “Coordinatore Scientifico”), per
la sua esperienza nel campo del Papilloma Virus
Umano (“HPV) ed il Coordinatore Scientifico ha
accettato tale incarico nei termini ed alle condizioni
riportate di seguito.

TUTTO CI0 PREMESSO

In considerazione delle suesposte premesse ¢ delle
reciproche condizioni qui contenute, SPMSD ed
ISPO si accordano sui seguenti termini ¢ condizioni.

ART.1- QGGETTO

Ai sensi e per gli effeiti del presente aceordo {di
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as the “Agreement”) SPMSD commits to ISPO

who accepts the evaluation of the Feasibility Study
in Italy and the performance of specific related
Services in accordance with Annex 1.

"Agreement" means the present agreement and any
and all annexes attached thereto and amendments
that shall be made a part of this Agreement for all
pugposes and any and all other applicable terms and
conditions and policies referenced in any of the
preceding,

LAY 2-ISPO's [ Scientific  Coordinator's

seguito I"*Accordo™) SPMSD affida ad ISPO che
accetta, la realizzazione dello Studio di Fattibilita in
Italia e 1’esecuzione dei Servizi specifici ed esso
connessi di cui all’Allegato 1,

“Accordo™ indica il presente contratto e ciascuno o
tutti i relativi allegati ed emendamenti che
costituiranne parte integrante e sostanziale del
presente Accordo nonché tutti ghi ulterior] termini e
condizioni e linee guida ivi indicati.

ART.2- OBBLIGHI DI _ISPO / DFEL

Coordinatore Scientifico

OBLIGATIONS

ISPO shall perform all Services listed in Annex 1.

Art. 3 - DURATION

The present Agreement enters into in full force and
effect as from its last date of signature (the
"Effective Date") and shall terminate four {4
months by the Effective Date. It may be extended
on written and express agreement between the

 Parties for a period of four (4) months,

None of the Parties shall be bound by any conditions,
definitions,  warranties,  understandings  or
representations  with  respect to  the present
Agreement other than that as provided herein or as
fully agreed in written with an amendment duly
signed by the representative of the Parties,

It is understood that nothing contained in this
Agreement is intended to impose on either SPMSD
or ISPO any obligation o enter into a further
agreement in connection with the Study,

Art. 4 - SCIENTIFIC RESPONSIBILITY
The scientific responsible designated by ISPO for

the performance of the Feasibility Study is the
Scientific Coordinator above mentioned.

| The scientific responsible designated by SPMSD in
| charge of supervising all epidemiological studies is

Dr Lavrence SERRADELL-VALLEJQ.

"The Scientific Coordinator, for the performance of
the Services governed by this Agreement shali be
assisted by the following personnel of ISPO:;

ISPO dovrd eseguire i Servizi indicati nell’Allegato
I,

ART.3- DURATA

It presente Accordo decorrerd dalla data o
apposizione dell’ultima sottoscrizione (“Data di
entrata in vigore”) ed avra una durata di quattro (4)
mesi dalla Data di entrata in vigore. La durata potra
essere estesa di ulteriori quattro (4) mesi provio
accordo scritto ira e Parti.

Nessuna delle Parti sard vincolata da nessuna
condizione, definizione, garanzia, intesa o
dichiarazione refativa al presente Accordo diversa
rispetto a quanto disposto nel presente Accordo o da
quanto espressamente concordato per iscritto tramite!
un apposito emendamento debitamente soitoscritto
dai rappresentanti delle Parii.

Resta inteso che nulla di quanto contenuto nel
presente Accordo ¢ volto ad imporre a SPMSD o ad
ISPO P’obbligo di sotfoscrivere un successivo
accordo in relazione allo Studio.

ART.4- RESPONSABILITA SCIENTIFICA

1l responsabile scientifico designato da ISPO per
Pesccuzione dello Studio di Fattibilita ¢ il
Coordinatore Scientifico sopra menzionato.

Il responsabile scientifico designato da SPMSD

incaricato  di supervisionare futti gli studi
epidemiologici & jI  Dottssa  Laurence
SERRADELL-VALLEJO.

1l Coordinatore Scientifico, per I’esecuzione dei

Servizi oggetto del presente Accordo sara assistito
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| considered as comprehensive of any expenses,
1 direct or indirect, already met and/or to meet for the

1 pass-through expenses including but not limited to

| catering expenses incurred within the framework of

| Castellaccio n. 36/38 — 50121 Firenze) as
| follows:

1)..90 % at the signature of this Agreement;

Dr. Massimo Confortini (for the
C o activities regarding the citology);

« = Dr. Marco Zappa and Dr. Donella Puliti
(for the evaluation, data entry and
management, flows organization);

Dr. Paola Mantellini (for the recruiting
in the Basilicata Region, forms and
ethic commiitee)

Dr. Simnonetta Bisanzi (HPV test
operationis and relevant procedures).

ISPO in person of the Scientific Coordinator of the
Feasibility Study is entitled to modify, supplement,
substitute ISPO’s personnel who participate to the
said Feasibility Study, it being understood that ISPO
shall guarantec the presence of the required skills
ar_id competences for the performance of the
different activities object of this Agreement. Any
modification of the personnel shall be
commmncated in advance through e-mail addressed
to. Dr. Laurence SERRADELL.

Art. 5 - FINANCIAL PROVISIONS

For the Services rendered under this Agreement, as
detailed in Annex 1, SPMSD undertakes to pay
1SPO the total amount of € 114.800 (one hundred
fourteen thousand and eight hundred EUR), VAT
extluded if due (hereinafter referred to as the
“B.udget”)

Tﬁe mentioned sum shall not be modified and is

psrformance of the Services object of this
‘Agreement It is understood between the Parties that
travel, meetings, transportation, accommodation,
the Feasibility Study and accessory to the said
Services are included in the Budget.

SPMSD shall pay to ISPO the mentioned
amount through bank transfer {on the bank
account 10. 3C0o1, IBAN
1T53L0616002832000000008C01 - Banca CR
Firenze SpA, Filiale Enti ¢ Tesorerie, via del

dal seguente personale di ISPO:
= Dott.. Massimo Confostini (per lo attivith
relative alla citologia);
~ Dott., Marco Zappa ¢ la Dott..ssa Donella
Puliti (per la parte valutativa, registrazione
dati, data management, organizzazione
flussi);
Dott..ssa Paola Mantellini (per il
reclutamento in Basilicata, modulistica e
comitato etico)
- Dott.ssa Simonetta Bisauzi (operativita test
HPV ¢ relative procedure).

ISPO nella persona del Coordinatore Scientifico per
lo Studio di FattibilitA ha la piena facolth di
modificare, integrare, sostituire il personale di ISPO
che partecipa a tale Studio di Fatiibilitd, fermo
restando 'obbligo di ISPO di garantire la presenza
delle professionalitd e competenze necessarie alla
conduzione delle diverse attivith oggetto del
presente Accordo. Ogni modifica del personale sard
proventivamente comunicata per e-mail indirlzzata
al Dott.ssa Laurence SERRADELL.

ART. 5. CORRISPETTIVO E PAGAMENTO

Per i Servizi oggetto del presente Accordo, in
indicati dettagliatamente neli’ Allegato 1, SPMSD si
impegna a corrispondere ad ISPO la somma
complessiva di € 114,800,00 (cento quattordicimila
ottocento euro/00), IVA esclusa se dovuta (di
seguite definito il “Budget”).

La somma sopra indicata, non & soggetia a
variazione ¢ si intende comprensiva di ogni spesa
diretta ed indiretta sostenuta e/o da sostensre per
Pespletamento dei Servizi oggeito del presente
Accordo. Resta inteso tra le Parti che le spose di
trasferta, comprensive di ma non limitate a, viaggi,
meeting, trasporti, alloggio, catering sostenut
nell’ambito dello Studio di Fattibiliti ed inerenti ai
predetti Servizi sono inclusi nel Budget.

SMPSD versera ad ISPO la predetta somma a
mezzo bonifico bancario su conto corrente intestato
ad ISPO (Conto Corrente n. 8C01, IBAN
1T531.0616002832000000008C01  Banca CR
Firenze SpA, Filiale Enti e Tesorerie, via del
Castellaccio n, 36/38 — 50121 Firenze)

secondo le seguenti modalith:

1) il 50 % alla sottoscrizione del presente Accordo;
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2)" 50% at the conclusion of the Feasibility Study
evaloation, by prior delivery by ISPO of the
final version of the Report as per Annex 1.

Prior to each payment, ISPO shall establish an
invoice to the name of Dr. Laurence SERRADELL
Sanofi Pasteur MSD SN.C. - 8, rue Jonas Salk,
69367 LYON Cedex 07 France,

Each invoice shall be established exclusive taxes
and shall mention the following elements:

- the reference of the Study : GDSO2E

- the detail of the Services performed by
ISPO

- the corresponding fees owed to ISPO

- SPMSD intra-Buropean VAT number:
FRO4 392 032 934

- ISPO infra-Furopean VAT number; IT
05872050488

- Any additional special national features if
applicable

The payment of the invoices shall be made within

60 (sixty) days end of month following invoice date
receipt.

- Art. 6 - MEETING AND MATERIAL FOR,
THE PERFORMANCE OF THE
EVALUATION

1 SMPSD undertakes to organize and coordinate the

meetings between ISPO — through its Scientific
Coordinator or the persons delegated by the latter —

1 and the centers of the Basilicata Region involved

and to supply all the information needed by ISPO
anid the Scientific Coordinator to perform the
Feasibility Study including but not limited to the
Local Health Unit of Mafera obligations regarding
the Study.

SMPSD guarantees the presence of its own
personnel at the meeting fo be held in Florence,
Ttaly at ISPO premises, and at the visits on site in

1 Basilicata,

Art, 7 - WITHDRAWALI,

The Parties may withdraw from this Apreement at
any time by giving a prior written notice of at least

't thirty (30) days through registered mail with advice

2} il 50% alla conclusione della realizzazione dello
Studio di Fattibilita, previa consegna da parte di
ISPO della vemsione finale della Relazione
scritta di cui all’Allegato 1.

Priraa di ciascun pagamento, ISPO dovrd emetters
mwna fattura  intestata a Dottssa Laurence
SERRADELL Sanofi Pasteur MSD SN.C. - §, rue
Jonas Salk, 69367 L.YON Cedex 07 Francia.

Ciascuna fattura dovrd essere emessa tasse eseluse e
dovra contenere { seguenti elementi:

- il riferimento dello Studio: GDSO2E

- il dettaglio dei Servizi eseguniti da ISPO

- Pimporto dei corrispettivi dovuti ad ISPO

- la Partita IVA intra-europea di SPMSD:
FRO04 392 032934

- la Partita IVA intra-europea di ISPO: IT
05872050488

- ogni ulteriore e¢lemento rdchiesto dalla
normativa nazionale, se applicabile

Il pagamento delle fatture sard effettuato entro 60
(sessanta) giorni fine mese data ricevimento fattura,

MEETING E MATERIALE PER

L’ESECUZIONE DELLA
VALUTAZIONE

ART. 6 -

SMPSD si impegna ad organizzare ¢ coordinare gli
incontri tra ISPO - per il tramite del Coordinatore
Scientifico o delle persone da esso delegate - ed i
centri della Basilicata coinvolti ed a fornire tutta la
documentazione di cui necessita ISPO ed il
Coordinatore Scientifico per eseguire lo Studio di
Fatiibilita ivi compresi, ma non limitatamente a, gli
obblighi dell’Azienda Sanitarfa Locale di Matera
relativamente allo Studio.

presso ISPO, ed in occasione delle wicite ~n Cadin \

Basilicata. ! @ gg
) e le‘nL!m; (':él-xon
SEP 0001 AC OOV :1 :
: DOQ42449 1070142011 43:32:53 -
00111700008 FECﬁangcaccgu g .
ART.7- RECESSO _ wsimﬂcmvu 19127091456

.

i

Le Parti potranno recedere dal plr;'scum ACCOIUY 101
ogni tempo, con un preavviso scritto di almeno 30
giomi a mezzo raccomandata A/R; in tal caso sono
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'ISPO takes note and acknowledges the important

,regarding SPMSD of which it has become

‘the performance of the Services under this
* Agreement, and therefore undertakes expressly to

ISPO guarantees that all the participants to the

- information, data and/or document of which they
‘have become acquainted with, or of which they
|- came into possession and which are directly
| connected to andfor deriving from the Services

:| Decree no. 131 dated April 26, 1986 by the Party
it who is interested to do so. The stamp duties shall be
-| charged on each Party according to the amount of

of receipt; in said event, without prejudice to the
expenses already incurred or the undertakings in

force at the date of the withdrawal’s
communication.
Arxt, 8- CONFIDENTIALITY AND
PRIVACY

strategic value of any data, information, andfor
document relating to the Feasibility Study and

acquainted with in any way before, during and after
keep confidential and not to misuse or disclose to
third parties the said data, documents and/or
information, for the entire duration of this

Agreement and also after its expiration for a period
of ten (10) years.

ISPO undertakes to extend the said confidentiality
obligation also to its employees and/or collaborators
including the Scientific Coordinator.

Feasibility Study undertake to keep confidéntial any

object of this Agreement.

Art. 9 - REFERENCES PROVISIONS

For anything that has not been expressly regulated
by this Agreement, the relevant provisions’of Tialian
laws shall be applied.

Art.10- REGISTRATION EXPENSES

This Agreement shall be registered in case of use
according to Axticles 5, 6, 39 and 40 of Presidential

competence.

fatte salve le spese gid sostenute o gli impegni
assunti, alla data di comunicazione del recesso.

ART.8- RISERVATEZZA E PRIVACY

ISPO prende atto e riconosce I’importante valore
strategico di ogni dato, documento e/o informazione
riguardante lo Studio di Fattibilitd e relativo a
SPMSD di cui sia venuto a conoscenza in qualsiasi
modo prima, durante e dopo 1’esecuzione dei
Servizi oggetto del presente Accordo e pertanto si
impegna espressamente a mantenere riservati e non
fare uso improprio o a divulgare a terzl i suddetti
dati, documenti ¢/o informazioni, per P'intera durata
del presente Accordo ed anche dopo la sua scadenza
per un periodo di dieci (10) anni,

ISPO si impegna ad estendere tale vincolo di
riservatezza ai propri dipendenti efo collaboratori
incluso il Coordinatore Scientifico.

ISPO assicura che tutti i partecipanti allo Studio di
Fattibilita si impegnano a mantencre la riservatezza
sui dafi, documenti ¢/o informazioni dei quali
abblano conoscenza, possesso € detenzione,
direttamente connessi /o derivanti dal Servizi
oggelto del presente Accordo.

ART.9- NORME DI RINVIO

Per quanto non espressamente previsto nel presenic
Accordo, si applicano le porme di diritto italiano
vigenti in materia.

ART. 10 - SPESE DI REGISTRAZIONE

Il presente atto & soggetlo a registrazione in caso
d’uso ai sensi degli att. 5, 6, 39 ¢ 40 del D.P.R. n°
131 del 26/04/1986 a cura ed onere della parte che ha
interesse a farlo, Le spese di bollo sono a carico di
ciascuna delle Parti secondo quanto di competenza.
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Art. 11-  LITIGATION / PLACE OF
JURIDISCTION

Any disputes, misunderstanding and/or differences
arising out of or in connection with this Agrecment
arg settled amicably by the Parties.

If however such settlement cannot be reached on an
amicable basis, using good faith efforts and within a
period of sixty (60) days, such disputes,
misunderstanding and/or differences is definitively
seitled by the competent Courts of Florence, Italy,

IN WITNESS WHEREOF, the Parties herefo
have caused this Agreement to be duly executed
s of the Effective Date,

- e

For ISPO

Date:
Place: Fos st

Signature:

ForSEMSD ) e
T

Guy DEMOL
Vice President Development

Date: ;_Ql / /Q/] /Q/O

ART. 11 - CON!BOVERSIE{GLQB;QDIZI!QNE

Tutte ls controversie, malintesi e/o contestazioni
derivanti da o in relazione al presente Accordo
saranno definiti in modo amichevole tra le Parti.

Se, tuttavia, tale composizione amichevole nen
potcsse essere raggiunta, usando buona fede, entro il
termine di sessanta (60) giomi, tali coniroversie,
malintesi /o contestazioni saranno definitivamente
devolute alla competenza del Tribunale di Firenze,
Ttalia,

IN CONSIDERAZIONE DI TUTTO QUANTO
SOPRA DISPOSTO, Ie Parti hanno stabilito che
il presente Accordo venga puntualmente eseguito
a far data dalla sua sottoscrizione,

Per ISPO

Dott.. Gianni Amunni )

Per SPMSD = -
Guy DEMOL
Vice Presidente Sviluppo

Data: 19/’« //f QJ/&D

Place: Luogo: L\g}c){\
Signature: Firma: .
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Annex 1 : ISPO's Activities

Evaluation of the project, feasibility and logistics of
the Study:

Analysis, cvaluation and validation of the
Study protocol and of the sample size

Support for the determination of organization

methods regarding the recruitment to the study

o Evaluation of the procedures andfor
organization of the recruitment to the study
of women aged 25-50 years and for young
women aged 18-24 years

¢ Definition of draft procedures regarding the
phase of collection of biological samples for
HPv

© Definition of draft procedures regarding the
transmission methods of the samples to
ISPO’s laboratory

® Definition of draft procedures regarding the
cytology quality control

o Definition of draft procedures regarding the
transmission of HPV results with Hc2
method  from ISPO’s laboratory to 'the
screening center of Basilicata. '

Investigation of the data management and the

statistical analysis feasibility

e Definition and sharing of the specifications
of the relevant database of the Study for the
data management

¢ Evaluation of the current databases (cervical
screening, vaccination data, 1PV restlts,
questionnaire  data, CRF data and
recruitment log data) and their compatibility
with the Study feasibility

o Evaluation of the registration methods of
the recruitment data

o Evaluation and definition of the data
extraction methods for matching vaccine
registty and screcning registry  for
transmission to ISPO on a monthly basis

° Feasibility of a quality control of the
extraction prior to the transmission

The results of this feasibility step will be
compiled in a feasibility report.

Review and approval of the following:
e Questionnaire to submit fo the women at
their recruitment (ltalian and English

Allegato 1: Aitivitd di ISPO

Valutazione della progettazions, fattibilia e
logistica dello Studio:

Analisi, valutazione ¢ validazione del
protacollo dello Studio e della dimensione del
campione

Supporto per la determinazione delle modalitd

organizzative per I’arruolamento nello studio

® Valutazione delle procedure ¢/o
organizzazione  dell’arruolamento  nello
studio delle donne di 25-50 anni ¢ per fe
ragazze di 18-24 anni

o Definizione delle bozze di procedure
relative alla fase di raccolta campioni
biclogici per HPV

® Definizione delle bozze di procedure
relative alle modalita di invio del campioni
al laboratorio di ISPO

© Dofinizione delle borze di procedure
relative al controllo di qualita citologia

* Definizione delle bozze di procedure
riguardanti invio dei risultati HPV con
metodica He2 dal laboratorio ISPO al
centro screening della Basilicata:

Analisi del data management e indagine delia

fattibilita dell’analisi statistica

¢ Definizione e condivisione delle specificita
del data base relativo allo Studio per il data
management

¢ Valutazione dei database attuali (cervical
screening, vaccination data, HPV results,
questionnaire  data, CRF data and
recruitment log data) e loro compatibilith
con la fattibilita dello Studio

° Valutazione delle modality di registrazione
dei dati di arruolamento

¢ Valutazione e definizione delle modalita di
estrazione dei dati per incrocio registri
vaccinali e di screening per invio ad ISPO
su base mensile

o Fattibilithx di un controllo di
dell’estrazione prima dell’invio

qualitd
I risultati di tale step di fattibilita saranno
riportati in una relazione sulla fattibilita

Revisione ed approvazione dei seguenti;
¢ questionario da sottoporre alle donne
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version)
¢ Invitation letter (Italian and English version)
® Material for the Fihic Commitiee (forms
and informed consent, Ttalian and English
version

- Suppott in the French data protection document
completion,

The present project for the evaluation of the
feasibility of the Study provides a meeting in
Florence with SPMSD and one or two (2) visit{s) in
Basilicata in order to verify all of the above
mentioned issues.

all’arruolamento  (versione inglese e
versiong italiana)

° Lettera di fuvito (versione inglese e versione
italiang) _

®  Materiale per il comitato ofico (modulistica
¢ consenso informato, versione inglese ¢

versione italiana )

- Assistenza alla compilazione del documento
francese relativo alla protezione dei dafi
personali,

H presente progetto per la valutazione della
fattibilitd dello Studio prevede una riunione a
Firenze con SMPSD ¢ una o due (2) visite in
sopra-

Basilicata per verificare tutti i punti
menzionati.
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