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DELIBERAZIONE DEL DIRETTORE GENERALE n. _ 5 U2 del 2§ SET 2025 =

OGGETTO: Autorizzazione allo studio clinico sperimentale, farmac % profit,
denominato: “studio di fase 3, multicentrico, randomizza .@ ppio cieco,
controllato con placebo e comparatore attivo volto a valutare llefficacia e la
sicurezza di zasocitinib (TAK-279) in soggetti con artrit .f'\ sica attiva naiVe
ai farmaci antireumatici biologici modificanti la malattia 7 DE-PsA-3001)”

- Codice Protocollo TAK-079-PsA-3001 @
DELIBERAZIONE ADOTTATA DAL DIRETTORE GENERALE DOW OLA LATTUADA

SU PROPOSTA DEL ¢
PRESIDENTE DEL COMITATO TECNICO NTIFICO

<

accertata la competenza procedurale, sottopone in SET. 2‘~}25|’allegata proposta di
deliberazione sull’argomento all'oggetto specificato, %xn e rientra nel budget assegnato.

Qn Responsabile del Procedimento

< \@Dresidente del Comitato Tecnico Scientifico

& Prof. Pietro Simone Rande

T%%lONE COPERTURA ECONOMICA

Si attesta la regolarita con / la copertura economica e l'imputazione a bilancio degli introiti
derivanti dal presente provy to con annotazione:

10.00059 “Sperimentazioni Cliniche” dei Bilanci degli anni 2025-
nplessivi introiti di € 40.777,62, di cui € 36.277,62 quali contributo per
&d € 4.500,00 quali quote fisse per attivita di avviamento dello studio, di

- al conto economico n. R\
2026-2027-2028, paria
l'arruolamento di 3 p

farmacia e spese si suddivisi:
Anno 2025: € 8:682,00
10.365,00

Il Direttore UOC Bilancio, Progr ione finanziaria e Contabilita
rtignoni
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DELIBERAZIONE DEL DIRETTORE GENERALE n. __ 5 (0 2 del 25 SET. 202{@

IL DIRETTORE GENERALE ©§v

Viste: (‘\

- la DGR n. X/4475 del 10/12/2015 di costituzione, a partire dal 01/01 . lell’Azienda Socio
Sanitaria Territoriale (ASST) Centro Specialistico Ortopedico Traumatologico Gaetano Pini/CTO;

- laDGR XI1/2158 del 18/04/2024 di nomina della Dott.ssa Paola Latt e Direttore Generale
del’Azienda Socio Sanitaria Territoriale (ASST) Gaetano Pini- periodo 19/04/2024 -

18/04/2027,

- la deliberazione aziendale n. 198 del 18/04/2024 di presa d'atto della prédetta DGR XI1/2158/2024
e di insediamento dal 19/04/2024 sino al 18/04/2027 della Dgt%gaola Lattuada quale Direttore
Generale dellASST Gaetano Pini-CTO; \

Premesso che con nota agli atti, la societa Takeda Devel@t@Center Americas, Inc., in qualita
di Promotore, ha chiesto al Comitato Etico Territoriale, I zione ad effettuare lo studio clinico
sperimentale, farmacologico, profit “Studio di fase SQW@MCO, randomizzato, in doppio cieco,
controllato con placebo e comparatore attivo volto S% I'efficacia e la sicurezza di zasocitinib
(TAK-279) in soggetti con artrite psoriasica attiva n%;_:rmaci antireumatici biologici modificanti
la malattia (LATITUDE-PsA-3001)" - Codice Protoco TITUDE-PsA-3001, da svolgersi a cura
del Prof. Ennio Giulio Favalli, presso 'UOC Clini matologica;

&

Richiamata la vigente normativa nazionale pea in materia di sperimentazioni cliniche;

Atteso che lo studio clinico in oggetto vendotto dal Prof. Ennio Giulio Favalli, dirigente medico
del’lUOC Clinica Reumatologica in presso questa ASST, senza interferire sul regolare
svolgimento delle attivita clinico-assi li, secondo le direttive del Direttore dellUOC Clinica
Reumatologica, Prof. Roberto Feli rali;

Preso atto che:
- con nota del 10/09/2025, tti, il dott. Cesare Candela, Direttore Sanitario di questa ASST, ha
dichiarato la fattibilita d io in relazione alle attivita clinico-assistenziali proprie di questa

Azienda;
- la Sperimentazione-& a regolarmente autorizzata da AIFA in data 07/05/2025, a norma del
Capo Il del Regol con rilascio, ai sensi dell'art. 80 del Regolamento del provvedimento di

Considerato che:
- il promotore \§| impegna a sostenere i costi per la realizzazione dello studio, come meglio
specificato convenzione allegata;

autorizzazione% sul portale UE, che include il parere emesso dal Comitato Etico;

- il promo ncede in comodato d’uso gratuito a questa ASST la seguente strumentazione:
F@}}ttore Modello Quantita Valore
CEéénovo PC HK Limited / Lenovo N. 2 Tablet € 1.045,00
IdeaPad Duet 3 LTE + IVA
Omron M7 Intelli IT / HEM-7361T-EBK N. 1 misuratore di € 159,00 +
(o strumento simile) pressione con IVA
bracciale medio 22-42
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- per I'esecuzione dello studio, la societa Takeda Development Center Americ <ﬂ%fersera\ a
questa ASST, dietro emissione di regolare fattura, il corrispettivo pari a € 1% tre iva (se

applicabile) per ciascun paziente incluso e trattato come da protocollo, le modalita

toper la farmacia, ed

specificate nella convenzione allegata;
- la Societa Takeda Development Center Americas, Inc corrispondera I'i u% € 2.000,00 quale
contributo una tantum per le attivita di start up, € 1.000,00 quale coz’&

€ 1.500,00 quale contributo per le spese dell’'U.O.C. di riferimento;

Considerato altresi che I'esito dell'istruttoria condotta sotto la r sabilita del Presidente del

Comitato Tecnico Scientifico ha evidenziato che:

- si tratta di uno studio clinico sperimentale, farmacologico, pr@% obiettivo & valutare l'efficacia
e la sicurezza di zasocitinib (TAK-279) in soggetti con artrit asica attiva naiVe ai farmaci
antireumatici biologici modificanti la malattia; o

- il Responsabile Scientifico dello studio clinico € il Prof. lulio Favalli, dirigente dell’U.O.C.
Clinica Reumatologica, individuata quale Principal | E@fm (PI), al quale sono attribuiti i
compiti e le funzioni necessarie a procedere conga@ne dello studio clinico in tutte le sue

fasi; \
- nello studio saranno arruolati circa n. 3 (tre) pazik
- la conclusione dello studio & prevista approssir@mente per dicembre 2026;

Preso atto che: & @

- gli introiti stimati in € 40.777,62, oltre Iva plicabile) previsti nella presente proposta, sono
da appostare ai Conti Economici indicati rimo foglio della presente deliberazione dei Bilanci
d'esercizio 2025-2026-2027-2028; @

- i proventi dello studio clinico pari a‘@% 77,62, saranno ripartiti come indicato negli artt. 10 e

11 del “Regolamento per la conduzi delle sperimentazioni cliniche presso 'ASST G. Pini-
CTO", approvato con delibera n @el 26/10/2023;

Nazionale dei Comitati Etici, parte integrante e sostanziale del presente provvedimento, concernente
condizioni e modalita per :(%‘ﬂ one della sopracitata sperimentazione clinica da sottoscriversi fra
questa ASST e la societa Development Center Americas, Inc;

Ritenuto pertanto d @are la realizzazione dello studio clinico farmacologico, sperimentale,
profit denominato¢s di fase 3, multicentrico, randomizzato, in doppio cieco, controllato con
placebo e compar ttivo volto a valutare I'efficacia e la sicurezza di zasocitinib (TAK-279) in

soggetti con artrite riasica attiva naive ai farmaci antireumatici biologici modificanti la malattia
(LATITUDE-PsA<3001)";

Vista la proposta di contratto E:sp ta sulla base del testo rilasciato dal Centro di Coordinamento

Viste:
- l'attestazione di regolarita dell'istruttoria e legittimita del presente provvedimento espressa dal
bile della UOC proponente;

ione di regolarita contabile e della relativa copertura economica da parte del
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DELIBERAZIONE DEL DIRETTORE GENERALE n. _ D U2 del 25 SET, 2025 A

Richiamato 'art. 3 comma 6 del D.Igs. n. 502/1992 il quale prevede testualmen W caso di
vacanza dell’'ufficio o nei casi di assenza o di impedimento del Direttore Genera@ ative funzioni

sono svolte dal Direttore Amministrativo o dal Direttore Sanitario su delega d re Generale
0, in mancanza di delega, dal direttore piu anziano per eta”; @
Visti i pareri del Direttore Amministrativo, del Direttore Sanitario e del 're%% ociosanitario, resi
per quanto di competenza, ai sensi dell’art. 3 del D. Lgs. n. 502/1992 i

DELIBERA

per i motivi di cui in premessa che qui si intendono integralmente fichiamati:

1. di prendere atto del provvedimento di autorizzazione nazi n%IFA rilasciato, ai sensi dell’'art.
76 del Regolamento e delle disposizioni nazionali applic@aricato sul portale europeo;

2. di autorizzare il Prof. Ennio Giulio Favalli ad effeftu sso 'UOC Clinica Reumatologica lo
studio clinico denominato “Studio di fase 3, nﬂt% rico, randomizzato, in doppio cieco,
controllato con placebo e comparatore attivo valutare l'efficacia e la sicurezza di
zasocitinib (TAK-279) in soggetti con artrite psoriasica attiva naive ai farmaci antireumatici
biologici modificanti la malattia (LATITUDE-PsA 1)” - Codice Protocollo TAK-279-PsA-3001,
promosso dalla societa Takeda Developmener Americas, Inc., senza interferire sul regolare
svolgimento delle attivita clinico-assistenziali; secondo le direttive del Direttore del’lUOC Clinica
Reumatologica, Prof. Roberto Felice Ca :

3. di procedere alla sottoscrizione d@% venzione tra questa ASST e Takeda Development
Center Americas, Inc che forma p grante del presente provvedimento;

4. di prendere atto che per [ s% ne dello studio, la societa Takeda Development Center
Americas, Inc versera a ST, dietro emissione di regolare fattura, il corrispettivo pari a
€ 12.092,54 (dodicimilaze vantadue/54) oltre iva (se applicabile) per ciascun paziente incluso
e trattato, come da proto@, econdo le modalita specificate nella convenzione allegata;

5. di dare atto che /i 4@ erivante dal presente provvedimento, pari ad € 40.777,62, oltre iva (se
applicabile), di cui€ 3\4) ,62 quali contributo per I'arruclamento di 3 pazienti ed € 4.500,00 quali
quote fisse per '| avviamento dello studio, di farmacia e spese UOC, & annotato ai conti
dei Bilanci degli i 2025-2026-2027-2028 indicati nel primo foglio della presente deliberazione
saranno ripartiti e indicato negli artt. 10 e 11 del “Regolamento per la conduzione delle
sperimentazioni €liniche presso 'ASST G. Pini-CTO”, approvato con delibera n. 599 del
26/10/2023

atto che la societa Takeda Development Center Americas, Inc, si impegna a
li eventuali costi aggiuntivi derivanti dalla realizzazione dello studio;

ettere il provvedimento agli Uffici competenti per gli adempimenti conseguenti;
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8. di dare atto che il presente provvedimento & immediatamente esecutivo ai sensi dell'art. 17,
comma 6, della L.R. n. 33/2009, cosi come sostituito dall’art. 1, comma t della L.R.
n. 23/2015;

9. di disporre la pubblicazione del presente provvedimento all'Albo Pre Iine aziendale, ai
sensi dell'articolo 17, comma 6, della L.R. n. 33/2009, cosi come sozti \.\. all'art. 1, comma 1,

lett. w) della L.R. n. 23/2015.

IL DIRETTQ ANITARIO
(Dott. CesgresASANDELA)

IL DI ORE GE
(Dott] Matco PATi OSTER)

Si attesta la regolarita amministrativa e tecnica del presente provvedimento
Responsabile del Procedimento ex |. 241/90: Prof. Pietro Simone Randelli
Pratica trattata da: Dott.ssa llaria Riela

(ATTIn. 2022.1.1.6.1)
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O
RELATA DI PUBBLICAZIONE @\
@ di quest'Azienda

009, e dallart. 8 del

giorniconsecutivi.

Si certifica che la presente deliberazione € pubblicata all'albo pretorio info

sul sito internet istituzionale, cosi come previsto dall'art. 32, comma

D.Lgs. 33/2013, dal _2 5 SET, 2025 e vi rimarra per quindi

La deliberazione si compone di n. 6 pagine e n. 1 allegato 0§9

Per copia conforme all’originale per u% mistrativo

Milano, i @
Q UOC Affari Generali e Legali
@ Il Funzionario addetto
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CONTRATTO PER LA CONDUZIONE DELLA
SPERIMENTAZIONE CLINICA SU MEDICINALI
“Studio di fase 3, multicentrico,
randomizzato, in doppio cieco, controllato
con placebo e comparatore attivo volto a
valutare I'efficacia e la sicurezza di zasocitinib
(TAK-279) in soggetti con artrite psoriasica
attiva naive ai farmaci antireumatici biologici

modificanti la malattia (LATITUDE-PsA-3001)"

innanzi denominato/a “Ente"), con sede II

in P.zza Cardinal Ferrari 1-20122 Mi@C.F. e

%el legale

attuada,

P. IVA n. 9320530968, in

rappresentante, Dott.ssa in

qualita di Direttore munito di idonei

poteri di firma

pment Center Americas, Inc.,

con legale in 500 Kendall Street,

Cambridge, MA 02142, USA, e ID fiscale 38-

TRA
ASST  Centro Specialistico Ortopedico
&
Traumatologico Gaetano Pini-CTO (d' %

CLINICAL TRIAL AGREEMENT FOR THE
DRUG(S)

“A Multi-Center, Randomized, Dou@ud,

Placebo- and Active-Controlle a Study

to Evaluate the Effica @fety of
Zasocitinib (TAK-279 ir@ts With Active
Psoriatic Arthriti Naive to Biologic

Disease-Mg@\ ntirheumatic Drugs
~
(LmUDE-PsAaoon"

<

@
)

\ BETWEEN
Centro Specialistico Ortopedico

faumatologico Gaetano Pini-CTO (from now

on the "Institution”) headquartered in P.zza
Cardinal Ferrari 1 - 20122 Milano, Tax Code and
VAT no. 9320530968, acting through its legal

representative Dr. Paola Lattuada, in her

capacity as Director General with appropriate
signing powers

AND
Takeda Development Center Americas, Inc.,

headquartered in 500 Kendall Street,

Cambridge, MA 02142, USA, Tax ID 38-

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO
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3691673, in persona del suo legale
rappresentanteStefanie Lemmel, che agisce in
qualita di Direttore, Budget e Contratti d'ora
innanzi denominato/a "Promotore")

di seguito per brevita denominati/e
singolarmente/collettivamente "la Parte/le
Parti".

Premesso che:

A. ¢ interesse del Promotore effettuare, ai

sensi del Regolamento (UE) n. 536/2014 (di
la

seguito “Regolamento”),

sperimentazione clinica dal titolo: "Studio

o
di fase 3, multicentrico, randomizzato@

doppio cieco, controllato con p
comparatore attivo volto a@utare

ib (TAK-
279) in soggetti con artr@

naive ai farmamatici biologici

tia (LATITUDE-PsA-

iasica attiva

modificanti la

3001)" gdito "Sperimentazione"),

(di
avent oggetto il Protocollo TAK-279-
Ps 01 versione n. 1 del 9 Agosto 2024 e

suoi successivi emendamenti debitamente

3691673, through its Legal Representative

Stefanie Lemmel, acting in the capacity of
Director, Site Budgeting and @ting
(hereinafter the “Sponsor”) %

From now on, both wi rred to

edi?% rty/Parties."
%as:
&

A. ltisin the%rest of the Sponsor to carry

&
Regulation (EU) no. 536/2014

individually/coll

ow on the "Regulation"), the clinical

entitled: "A Multi-Center,
Randomized, Double-Blind, Placebo- and
Active-Controlled Phase 3 Study to
Evaluate the Efficacy and Safety of
Zasocitinib (TAK-279) in Subjects With
Active Psoriatic Arthritis Who Are Naive to
Biologic Disease-Modifying Antirheumatic
Drugs (LATITUDE-PsA-3001)" (from now on
the "Trial"), having as its object the Protocol
TAK-279-PsA-3001 version no. 1 of 09
August 2024 and

its subsequent duly

approved amendments (from now on the

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO




Docusign Envelope ID: 2FAD2A59-D543-4C36-A68E-ABDD4385ECDA

approvati (di seguito "Protocollo"), CTIS no.
2024-513111-27  presso I'Ente, sotto la
responsabilita del Dott. Ennio Giulio Favalli,
in qualita di Responsabile scientifico della

sperimentazione oggetto del presente

Contratto (di seguito “Sperimentatore
principale”), nell’U.0.C. Clinica
Reumatologica (di seguito “Centro di

sperimentazione”);
il Promotore ha individuato quale referente
scientifico per la di

parte propria

competenza il dott. Elena Muensterman,

il referente scientifico per la parte :
competenza con notifica scritEnte.
Inoltre, il Promotore ha iQ&PPD Italy
Srl, con sede legale ir@ n Bovio, 3,
20054 San FeIice(MiIano), Italia, e

PPD Investiga

drth Front St, Wilmington,

ices LLC, con sede

Uniti (di seguito,

a contratto [Contract Research

&
PharmD, PhD. Il Promotore puo modific@

"Protocol"), CTIS no. 2024-513111-27 at the

Institution, under the responsibility of Dr.

Ennio Giulio Favalli, in his c@ as
Scientific Responsible \% the

experimentation whic?i @bject of this
Agreement (fro X
Investigator") %@

on "Principal

u.o.C. Clinica
Reumatologjca om now on "Trial
o
Centre");\
&
B. The @mor has identified Elena
Q
;terman, PharmD, PhD as the

cientific contact for the part of its
gcompetence. The Sponsor may change the
scientific and technical contact for the part
falling within its competence by notifying
the Institution in writing. Further, Sponsor
has designated PPD Italy Srl, headquartered
in Via San Bovio, 3, 20054 San Felice Segrate
(Milano), Italy and PPD Investigator Services
LLC, headquartered in 929 North Front St,
Wilmington, NC, 28401, USA (hereinafter

collectively the “CRO”) in the performance

of services for Sponsor, and the Institution

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO
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Organization, CRO]) nello svolgimento dei
servizi per il Promotore, e I'Ente consentira
alla CRO di eseguire uno o tutti gli obblighi

del Promotore ai sensi del presente

Contratto;

il Centro di sperimentazione possiede le
competenze tecniche e scientifiche per la
Sperimentazione ed & struttura adeguata
alla conduzione della sperimentazione nel
rispetto della normativa vigente;

. loSperimentatore principale ed i suoi diretti
collaboratori, qualificati ad intervenire con

&

poteri discrezionali nell’esecuzione

Protocollo (di seguito

sperimentatori”), cosi come tu@ altri

soggetti che svolgano g rte della

L@‘
Sperimentazione sotto I@e visione dello
Sperimentatore ‘

conduzione

, sono idonei alla

perimentazione in

conformitz la¥ normativa applicabile,

rotocollo e le norme di buona

clinica e possiedono i requisiti

normativi e regolamentari necessari,

D

D)

shall permit CRO to perform any or all of

Sponsor’s obligations under this
Agreement; %@
the Trial Centre h@technical and

scientific kno@ carry out the Trial
and is a s%@; cility for the Trial to be

o
conducted b

ik

he applicable regulations;

<

Q@;ncipal Investigator and their direct

@ealthcare staff qualified according to the

Protocol to intervene with discretionary
powers in the execution of the Protocol
(from now on "Co-investigators”), as well as
all other subjects playing any part in the
Trial under the supervision of the Principal
Investigator are qualified to conduct the
Trial by the applicable regulations, are
familiar with the Protocol and the standards
of good clinical practice and possess the
and legal

necessary regulatory

requirements including compliance with

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO
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compreso il rispetto della normativa the current rules regarding the conflict of
vigente riguardante il conflitto di interessi; interest;

E. salvo guanto eventualmente, | E. except as otherwise subsequentl@d in
successivamente, diversamente writing by the Parties, the | %n shall

concordato per iscritto dalle Parti, I'Ente only conduct the Trial ii@cities.

dovra condurre la Sperimentazione

esclusivamente presso le proprie strutture; <@

F. The Institution receives in free loan from
F. I'Ente riceve in comodato d’uso gratuito dal _ o

the Sponsor,iaccording to the Civil Code the
Promotore, ai sensi del Codice Civile, le

equip and/or goods listed in Art. 5 of
attrezzature e/o i beni elencati all'art. 5 del

th@greement necessary for the

&
presente  Contratto, necessari  per \

@Qrmance of the Trial;
o (O

G. la Sperimentazione e stata regolarme %
%. The Trial has been duly authorised under

autorizzataa norma del Cap I@I
Kﬁ Chapter Il of the Regulation, following the
Regolamento, previo provvedi o di

autorizzazione nazionalg &caricato
uploaded on the EU portal referred to in

sul portale UE di c art. 80 del
Article 80 of the Regulation on 10 June

Regolamento in \ iugno 2025, che
2025, which includes the opinion issued by

include il parer so dal Comitato Etico

I’esecuzione della Sperimentazione;

AIFA national authorisation decision

the Ethics Territorial Committee or, in the

Territorial vEro, in mancanza di tale

absence of such a decision, by lapse of time

nto, per il decorso dei termini ' _ '
in accordance with Art. 8 of the Regulation;

pr i dall’art. 8 del Regolamento stesso;

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO
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H. aisensidell’art. 76 del Regolamento e delle
disposizioni  nazionali  applicabili, il
Promotore ha stipulato la polizza

assicurativa come meglio precisato all’art.8
del presente Contratto;

nella negoziazione del presente Contratto
le Parti si sono basate sullo schema
approvato dal Centro di Coordinamento
Nazionale dei Comitati Etici Territoriali ai
sensi dell’art. 2, comma 6, della |. 11
gennaio 2018 n. 3 nel

e, rispetto

dell’lomogeneita degli aspetti

&
amministrativi, economici, assicurativi@

richiamata, hanno ritenuto di i t :

e/o modificarne le seguenti pr@ni, ai

fini della disciplina specificita e

tazione, sulla
ndivisi tra le Parti

durante la ne%ne del Contratto

tra le Parti Viene e si stipula quanto

segue:

Art. 1 — Interezza del Contratto

H.

D)

In

e

In accordance with Art. 76 of the Regulation

and the applicable national provisions,

Sponsor took out an insurance@ as
detailed in Article 8 of this A@t.

during the negoti t@y

the Parties reli

is Agreement,
scheme approved

by the Naquiayl oordination Center of

o
Territorial%cs Committees under Article
¥
h 6, of the Law no.3 of 11

2018

2, P

and, respecting the

omogeneity of the administrative,
economic, insurance aspects referred to
therein, have decided to integrate and/or
modify the relative provisions, to regulate
the specificities and peculiarities of the
Trial, based on the reasons shared between
the Parties during the negotiation of the
Agreement.

consideration of the foregoing, it is hereby

agreed as follows

Art. 1 — Entirety of Agreement
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1.1 Le premesse, il Protocollo, anche se non
materialmente accluso, e tutti gli allegati,
incluso il budget (Allegato A) e il glossario
relativo alla protezione dati personali (Allegato
B), fanno parte integrante e sostanziale del
presente Contratto.
Art. 2 — Oggetto del Contratto

2.1 Il Promotore affida all'Ente I'esecuzione
della Sperimentazione alle condizioni indicate
in accordo col

nel presente Contratto,

Protocollo, con eventuali successivi

gli

emendamenti, nonché con le modifiche al
&

e formalizzate mediante i necessa@i

modifica tempestivamente sottoscriQ

Il Promotore dichiara di aver@%o la CRO

regolarmente operante ai| del D.M. 15
novembre 2011 istrata presso

I’Osservatorio naz%ulla sperimentazione

clinica dei me liY0sSC), per lo svolgimento

rrelate alla Sperimentazione,

Novembre 2024, i necessari poteri ed il

presente Contratto/budget da questi deriva@

le con la relativa procura in data 4

1.1. The recitals, the Protocol — even if not

physically attached — and all the Annexes,

including the budget (Annex A) a@ata

protection glossary (Anne

substan\ti@rt of this
@f the Agreement

2.1.The Sponsgar.here
~

), \iform an
integral and
Agreement.

Art. 2 — Subjec
entrusts the Institution

with the executiof of the Trial under the terms

<

ent, in accordance with the
&

Pr@@

of) and with the amendments to this

and any subsequent amendments

reement/budget resulting from such
amendments and formalized through the
necessary deeds of amendment, duly signed.

The Sponsor declares that it has appointed the
CRO, regularly operating in accordance with
D.M. 15 November 2011 and registered with
the National Observatory on Clinical Trials of
Medicinals (OsSC), for the performance of
activities related to the Trial, conferring on it,

through the relevant power of attorney dated

04 November 2024, the necessary powers and
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correlato mandato con rappresentanza. L'Ente
dichiara di aver preso conoscenza di tale
incarico.

2.2 La Sperimentazione deve essere condotta
nel piu scrupoloso rispetto del Protocollo, nella
versione vigente, accettata dallo
Sperimentatore principale e approvata dal
Comitato Etico e dall’Autorita Competente, in
conformita alla vigente normativa in materia di
sperimentazioni cliniche di medicinali e ai
principi etici che

e deontologici ispirano

I'attivita medica dei professionisti a vario titolo

&
coinvolti.

2.3 La Sperimentazione deve essere@i

condotta in conformita ai principi@enuti

nella Convenzione sui Dirit|'

Biomedicina, nella Dichia

nella versione aggiox lle vigenti regole

mo e la
di Helsinki

della Buona Prati ica, e in conformita

delle leggi ap ilVin tema di trasparenza e

prevenzio della corruzione, nonché di

protezi dei dati personali secondo la

normativa vigente.

the related mandate with representation. The

Institution is aware of this appointment.

2.2. The Trial is to be cond&@( strict

compliance with the Proto @e version in

force as accepted by hx al Investigator

and approved by Committee and the

&
laws applicab&: clinical drug trials and the

&
principl ethics and medical practice
&
fo‘?%@ y the healthcare staff involved in the

in any capacity.

Competent A%Jgr;t n conformity with the

2.3. The Trial shall also be conducted by the
principles of the Convention on Human Rights
and Biomedicine, the updated version of the
Helsinki Declaration, the current rules of good
clinical practice, and the applicable laws on
transparency, anti-corruption and the current

data protection regulations.
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2.4 Con Ila sottoscrizione del presente
Contratto, le Parti dichiarano di conoscere e
accettare i contenuto di quanto sopra
richiamato. Per quanto di necessita ed a sua
conoscenza, ciascuna delle Parti dichiara che le
attivita previste nel presente Contratto non
comportano violazione di impegni da essa
assunti con soggetti terzi.

2.5 Promotore e lo Sperimentatore principale,
avendo l'obbligo di tutelare la salute dei
ricorrano le circostanze,

pazienti, quando

possono adottare urgenti e adeguate misure a

&
tutela della sicurezza dei pazienti, quali

@)
Sperimentazione (interruzione del tr@\ento
gia @ volti  nella

ovve interruzione
@ggetti), con le

modalita previste 38 del Regolamento

sospensione temporanea

per i pazienti
Sperimentazione,

dellinclusione di

Centri di sperimentazione (e questi ultimi

2.4. By signing this Agreement, the Parties

declare that they know and accept the contents

of the above rules and regulatio@the
%@«

knowledge, each Party @ that the
activities provided in t@ement do not
involve a breach @nmitments to third
parties. %

R
ponso%n

d the Principal Investigator,
O

having ation to protect patients' safety,

&
%@ed in the circumstances, may take

@t, appropriate measures to protect

tients'

greatest extent necessary and of its

w

safety, such as temporarily
suspending the Trial (interrupting of treatment
for patients already enrolled or interruption of
the enrolment of new patients), in the manner
provided for by Article 38 of Regulation (EU)
536/2014, subject to the Sponsor's obligation
to immediately inform the Ethics Committee,
the Competent Authority and the Trial Centers
(and the latter will inform the participants in

the Trial) of the new events, the measures

taken and the programme of measures to be
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provvederanno ad informare i partecipanti alla
Sperimentazione) in merito ai nuovi eventi, alle

misure intraprese e al programma di

provvedimenti da adottare, completando

tempestivamente le procedure previste dalla

vigente normativa. Il Promotore, avuta
comunicazione dallo sperimentatore di un
evento avverso grave, comunica

tempestivamente alla banca dati elettronica
tutte le reazioni sospette avverse gravi e
inattese nei termini di cui al comma 2 dell’art.
42 del Regolamento (UE) n. 536/2014, anche

&
mediante segnalazione ai sensi del comma 3

2.6 Poiché la Sperimentazione p
(c@ﬁtive
recruitment) dei pazienti, &

ggetti, con il
di 1088 pazienti

@

I'inclusione competitiva

dell’Ente l'inclusione di cir

limite del numero

candidabili alla <%entazione a livello
globale e dei t ini‘previsti dal Promotore.
Il periodo isto di inclusione & suscettibile di

modifi in funzione del suo andamento

anche livello internazionale. Al

d

taken, by promptly completing the procedures

provided for by current legislation. The

Sponsor, having received communic@om
the investigator of a severe adve@%ﬁ shall

promptly communicate electronic

database all suspecte &K nd unexpected

adverse reactio i the terms of

paragraph 2 %g{eﬁa . 42 of Regulation (EU)
~

1N

Iso by reporting under

2.6. Since the Trial provides for the competitive
inclusion (competitive recruitment) of patients,
the Institution is expected to include
approximately 3 subjects with the limit of the
maximum 1088 number of patients eligible for
the Trial at the global level and the time limits
provided by the Sponsor.

The planned period of inclusion is liable to
in

change light of developments at the

international level. Upon reaching the total
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raggiungimento del numero totale dei pazienti

previsti per lintera  Sperimentazione,

I'inclusione  di ulteriori pazienti verra
automaticamente chiusa, indipendentemente
dal numero di pazienti inclusi presso I’Ente. Le
Parti si danno atto che il consenso informato
somministrato ai pazienti prima dell’inclusione
prevede tale ipotesi. || Promotore provvedera a
inviare all’lEnte adeguata e tempestiva
comunicazione della chiusura dell’inclusione
competitiva. Nel caso di pazienti che a tale
momento abbiano gia fornito il loro consenso a

&
partecipare alla Sperimentazione, linclusi

av
RN
senza il previo consenso del Promot@

2.7 LU'Ente e il Promotore anno la
documentazione inerente @e imentazione
(fascicolo permanen

periodo di tempo gcondo le specifiche

nella Sperimentazione non potra

aster file”) per il

indicate dalla nte legislazione (o per un

periodo pit g0, qualora cio sia richiesto da
altre e applicabili o da un accordo tra Ente

e Promotore). Dopo lo spirare del termine

number of patients expected for the entire
Trial, the inclusion of additional patients will be

automatically closed, regardless of t@ber

of patients included with the Institutign. The

Parties acknowledge th

e @d consent
given to patients befor N:Q

a hypothesis. T or will

n provides such

send the

appropriate awj notice of the closure of

&
the competit&inclusion. In the case of
O

cannot take place without the prior

rmission of the Sponsor.

2.7. The Institution and the Sponsor will keep
the documentation concerning the Trial
(permanent "Trial Master File") for the period
and according to the specifications indicated by
current legislation (or for a more extended
period, if required by other applicable rules or

by an agreement between Institution and

Sponsor). After the expiry of this period, the
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suddetto, le Parti potranno concordare le

condizioni di un ulteriore periodo di
conservazione.

2.8 L'Ente e il Promotore, ciascuno per gli
ambiti di propria competenza, si obbligano
inoltre a conservare la citata documentazione
adottando delle forme di digitalizzazione (o
dematerializzazione) documentale secondo la
normativa applicabile. Indipendentemente dal
fatto che I’archiviazione della documentazione
inerente la Sperimentazione riguardi o meno
dati personali (di natura particolare o meno),

&

secondo le definizioni del Regolamento (UE)n:
679/2016 (di seguito, “GDPR”), I'I

Promotore dovranno adottare tutt@\isure

fisiche e tecniche di cui all’art d DPR ed

effettuare gli eventuali C(@I di sicurezza

previsti dalla normati

dati, informazioni enti (sia cartacei che

elettronici). Il q di archiviazione adottato

e, a protezione di

e non solo l'integrita dei dati,
azioni e dei documenti cartacei ed

elettronici, ma altresi la loro futura leggibilita

Parties may agree on the conditions for a

2.8. The Institution and the S@within

their respective sphere of @ibility, shall
also use docume '\ alisation  (or

dematerialisation where applicable

further storage period.

under the Iegiggat\{);. egardless of whether or
~

not the archiv&ﬁrial documentation contains

@
person m.). (of a
&
ot%%, according to the definitions in

lation (EU) no. 679/2016 (from now on

unique nature or

9

DPR"), the Institution and the Sponsor shall
take all the physical and technical measures
referred to in Article 32 of GDPR. It shall carry
out any security checks as required by the
applicable regulation to protect the data,
information and documents (both printed and
digital). The archiving system shall guarantee
the integrity of the data, information and
printed/digital documents and their future
the mandatory

legibility throughout

conservation period. To fulfil such obligation,
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per tutto il periodo previsto dall’obbligo di

conservazione. Per [I'espletamento di tale

obbligazione, sia il Promotore che [I’Ente
potranno avvalersi di soggetti esterni che
gestiscano tale obbligo di archiviazione.

2.9 Il Promotore, I'Ente e lo Sperimentatore
principale devono rispettare le direttive, le
indicazioni, le istruzioni e le raccomandazioni
impartite dal Comitato Etico e dall’Autorita
Competente.

Art. 3 — Sperimentatore principale e Co-

sperimentatori

coIIaboratoiretti,

qualificati in base al Protoc@ ervenire
con poteri discrezionali nel

personale, sanitarw sanitario, incaricato

dall’Ente. Co-speriméntatori ed altro personale

Sperimentazione da

ione di esso

(di seguito “Co-spe ori”), nonché dal

opereran otto la responsabilita dello

Speri tore Principale per gli aspetti

relativi alla Sperimentazione. | predetti soggetti

&
3.1 Lo Sperimentatore principale s %
coadiuvato nell'esecuzione I

the Sponsor and the Institution may rely on

external service providers to manage the

2.9. The Sponsor, t e@ﬂion and the

Principal Investig%
directions, indicatiors,
©

recommendations from the Ethics Committee

archiving obligation.

comply with the

instructions and

@5,
and th tentAuthority.
&
Ar&k— Principal Investigator and Co-

tigators
1. The Principal Investigator will be assisted in
Trial

of the

the

execution by direct

collaborators, qualified according to the

Protocol to intervene with discretionary
powers in the execution of it (from now on "Co-
investigators"), as well as by staff, sanitary and
not sanitary, charged by the Institution. Co-
investigators and other staff will operate under
the responsibility of the Principal Investigator

for aspects related to the Trial. The above

subjects must be qualified for the conduct of
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dovranno essere qualificati per la conduzione | the Trial and have received adequate training
della Sperimentazione ed aver ricevuto | onthe Protocol, under current legislation, from
preventivamente adeguata formazione sul | the Sponsor in advance; each of t@rust
Protocollo, secondo la normativa vigente, da | have expressed her/his \@%s to

parte del Promotore; ciascuno di essi dovra | participate in the Trial.;J articular, the

aver manifestato la propria disponibilita a | Principal Investigator sh esponsible for

partecipare alla Sperimentazione. In | ensuring that wities of the Co-
particolare, lo Sperimentatore principale é& | investigators other personnel participating
o

tenuto a vigilare sul regolare svolgimento | in the Trial arewcarried out regularly, with

&
dell’attivita dei Co-sperimentatori e dell’altro | particu erence to debarment or
&
personale partecipante alla Sperimentazione, suﬁ%@ cases that might occur for any of
con particolare riferimento ad ipotesi di during the Trial.

o, (O

radiazione o di sospensione che interveniss@

per alcuni di essi nel corsl

Sperimentazione. @
3.2 Le Parti prendonoQo&che lo | 3.2. The Parties acknowledge that the Principal
vate

Sperimentatore principal
generale deII'Ente@apporti con il | the Institution in relation to the Sponsor, is

Promotore, & res e dell'osservanza di | responsible for compliance with all the

referente | Investigator, as the general contact person of

tutti gli ob i “imposti all’Ente dalla | obligations imposed on the Institution by
normativa vigente in materia di | current legislation on clinical trials of medicinal

speri zioni cliniche di medicinali. products.
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3.3 Il presente rapporto intercorre tra il

Promotore e I'Ente. Ciascuna delle Parti e
estranea ai rapporti dell’altra con i propri
rappresentanti e/o dipendenti (in particolare, il
Promotore a quelli tra I’Ente, lo Sperimentatore
principale, i Co-sperimentatori e tutto I'altro
personale partecipante alla Sperimentazione, e
I’'Ente a quelli fra il Promotore, la CRO o

qualsiasi altro suo rappresentante e/o

dipendente) restando quindi sollevata da

qualsiasi pretesa che costoro dovessero

avanzare in relazione alla Sperimentazione.

&
3.4 In relazione alla Sperimentazione ogge &

del presente Contratto, le Parti si danno & i

RN

aver adempiuto a quanto previsto d@ 7 del

Regolamento, nonché daII'a

D. Lgs. 14 maggio 2019, n. 5@ e modificato

dall’art. 11-bis della 9\&@% 2020, n. 77, di

conversione del b 9“maggio 2020, n. 34

©)

a 4 del

(“Decreto Rila

3.5 Qualo rapporto tra lo Sperimentatore

princi I’Ente dovesse per qualsiasi ragione

concludersi, I’Ente deve informarne

3.3. The present contractual relationship is
between the Sponsor and the Institution. Each

Party is not related to the other's relatigns\with

its representatives and/or &&I es (in

particular, the Sponsor to tween the

Institution, the Princi aN igator, the Co-

investigators a other  personnel
participating i%l’ I, and the Institution to
&

those betwee&he Sponsor, the CRO or any
O

hus being relieved of any claim they

tative and/or employee of the

t make about the Trial.

4. In respect of the Trial covered by this
Agreement, the Parties acknowledge that they
have complied with the provisions of Article 7
of the Regulation as well as Article 6, Paragraph
4 of Legislative Decree no. 52 of 14 May 2019,
as amended by Article 11-bis of Law no. 77 of
17 July 2020, converting Legislative Decree no.
34 of 19 May 2020 (“Decreto Rilancio”).

3.5. If the relationship between the Principal
Investigator and the Institution ends for any

reason, the Institution will inform the Sponsor
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tempestivamente per iscritto il Promotore, | in writing, indicating the name of a
indicando il nominativo di un sostituto e | replacement and reporting it in the European
segnalandolo nella banca dati elettronica | electronic database. The nam a
europea. L'indicazione del sostituto deve replacementmustbeapproved@onsor
essere oggetto di approvazione da parte del | and the competent Ethi@ ittee. The

Promotore e del Comitato Etico competente. | Institution guarantees t new Principal

L’Ente garantisce che il nuovo Sperimentatore | Investigator is qu% continue the Trial,
s d

principale abbia i requisiti idonei a proseguirla, | accept the conditions of this

&
accetti i termini e le condizioni del presente | Agreement, an ree to respect the Protocol
Contratto e assuma l'impegno di rispettare il

Protocollo nell’esecuzione della

Sperimentazione. Nelle more

&
dell’approvazione dell’emendame & indicated by the Institution shall carry out the
sostanziale di cambio dello Speri en necessary continuity in the Trial activities. If the
principale, lo Sperimentatore indicat@l'Ente Sponsor does not intend to accept the name of

garantisce la necessaria conti |I"attivita | the replacement proposed by the Institution, or

sperimentale. Nel caso in c@
intenda accettare il@ivo del sostituto | the Sponsor may terminate this Agreement by

proposto dall’Ente guesti non proponga | the provisions of Article 7.

6motore non | if the Institution does not suggest a substitute,

un sostituto, i nmotore potra recedere dal

presente tratto in accordo a quanto
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3.6 Lo Sperimentatore principale, prima di
iniziare la Sperimentazione, deve acquisire il
consenso informato del paziente o del suo
rappresentante legale, secondo quanto
previsto dalla vigente normativa in materia di
sperimentazioni cliniche e il consenso al
trattamento dei dati personali ai sensi e per gli
effetti della vigente normativa nazionale e
comunitaria in materia di protezione dei dati
personali, come successivamente declinato
all'art. 11.

3.7 Lo Sperimentatore principale ha I’obbligo di

registrare e documentare dettagliatam

tutti gli eventi avversi ed eventi avversi

©)

di darne comunicazione al Pro nei
previsti dalla Ieg@m&vigente.
lo Sperimentator@i cipale deve

fornire ogni altra inf

%

irettarhente o indirettamente

termini
Inoltre
e clinica di rilievo

indicata  nel lo (ad esempio

gravidanza),

correlabil all’esecuzione della

Speri zione, secondo quanto previsto dal

Protocollo, dalle norme di Buona Pratica Clinica

3.6. Before starting the Trial, the Principal

Investigator shall obtain the informed consent

of the patient or his/her legal repr@ive,

by the current laws on clinical trigls, ell as

the consent for the processi rsonal data

by the current Italia rules on data

protection, as spegifi rticle 11 below.

4

AN

@"
\\
JZ=The Principal Investigator is obliged to

gister and document, in detail, all adverse
events and serious adverse events and report
within the terms

them to the Sponsor

established by current legislation.
Furthermore, the Principal Investigator has to
provide any other clinical information indicated
in the Protocol (e.g., pregnancy) that is directly
or indirectly related to the execution of the
Trial, by the provisions of the Protocol, the rules
of Good Clinical

Practice and the laws
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e dalla normativa applicabile in materia di
farmacovigilanza e sperimentazione clinica di
medicinali.

3.8 L’Ente garantisce il corretto svolgimento
della da dello

Sperimentazione parte

Sperimentatore principale e del personale

posto sotto la sua responsabilita secondo i piu

elevati standard di diligenza. In particolare:
3.8.1 Lo Sperimentatore principale deve
consegnare tutte le Schede Raccolta Dati
(Case Report Forms-CRF) correttamente
compilate e pseudonimizzate, secondo
termini e modalita previsti dal Protoc

della sperimentazione e dalla

applicabile, formato

@ con
tempestivita come da troitermini
previsti dtocoIIo della

sperimentazi /

in C 0o o

elettronico, e

efimentatore principale si

altresi a risolvere le richieste di

(queries) generate dal

applicable to pharmacovigilance and clinical

3.8. The Institution guarante&@orrect

performance of the Tri @e Principal
Investigator and th K el under his

responsibility by the- highest standards of
diligence. In particula
o
3.8.1. kPrincipal Investigator shall
aII properly completed Case
&
\%& ort Forms (CRFs), duly compiled and

S

drugs trials.

<

pseudonymized, by the terms and
conditions of the Protocol for the Trial
and with the applicable regulations, in
printed or digital form and any case on
time as per GCP, by the date indicated in

the Trial Protocol;

3.8.2. the Principal Investigator shall
also resolve any queries raised by the
Sponsor by the date indicated in the

Trial Protocol;
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Promotore entro i termini previsti dal
Protocollo della sperimentazione.

3.8.3 Per verificare la corrispondenza tra i
dati registrati nelle Schede Raccolta Dati
e quelli contenuti nei documenti originali
(per es. cartella clinica), I'Ente e lo
Sperimentatore principale consentono
I’accesso diretto ai dati originali durante
le visite di monitoraggio e nel corso di
eventuali audit promossi da Promotore e
ispezioni da parte delle Autorita

Competenti (sia locali che straniere),

. &
incluse le modalita da remoto, pur &

non vengano violate le norme i
di riservatezza e di protezio i dati

i
personali dei pazienti.

@p rimentatore
:’ con  congruo

onsentire il corretto

3.84 LU'Ente e |
principale,
preavviso, d

déll’attivita di monitoraggio

svolgim

edi ing e diispezioni presso il Centro

perimentazione da parte del

personale del Promotore e da parte

S

3.8.3. to verify the correspondence

between the data recorded @CRF
and the data contained@riginal

clinical records, th @ion and the
Principal Inves ig%& all allow direct

access to e data during the

monitoring visits and any audits by the
SN

Sponsoxnd inspections by the

gtent Authorities (both local and
including remote methods,

provided that  the laws on
confidentiality and patient privacy are

respected;

3.8.4. The Institution and the Principal

Investigator, having been informed
sufficiently in advance, shall allow the
correct execution of the monitoring,
auditing, and inspections at the Trial

Centre by the Sponsor and by the

Competent Authority, such activities to
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dell’Autorita Competente, attivita

effettuate per garantire la regolare
esecuzione della Sperimentazione.
3.9 L'Ente avvisera tempestivamente il
Promotore qualora un’Autorita Competente
comunichi all’Ente un avviso di ispezione/audit
relativo alla Sperimentazione e, se non negato
espressamente  dall’Autorita Competente,
I’Ente autorizzera il Promotore a parteciparvi,
inviando nel contempo al Promotore ogni
comunicazione scritta ricevuta e/o trasmessa ai
fini o in risultanza dell'ispezione/audit. Tali
attivita non devono pregiudicare in alcun m
dell’ordinaria

lo svolgimento

istituzionale dell’Ente.

L'Ente e lo Sperime@&:rincipale
raccoglieranno, conservera@ i

trasferiranno i campian gici (campioni di

% raccolti da soggetti

étimentazione, compreso

3.10

lizzeranno e

sangue, fluidi e

arruolati nell

gualsiasi riale tangibile derivato da tali
[collettivamente “campioni

biologici”]) solo in conformita al Protocollo e al

guarantee the proper execution of the

2

m the

Trial.

3.9. The Institution shall prom
Sponsor if a regulatory a nforms the

Institution of an inspecti dit about the

Trial and, unles y refused by the

Competent w;i / the Institution will
NN

authorise the nsor to take part while

<

sendin Sponsor all the written
&
co%@@ ations received for the

ction/audit. These activities must not in

y way affect the performance of the ordinary

institutional activity of the Institution.

3.10. The Institution and Principal Investigator
will collect, retain, use and transfer biological
samples (blood, fluid and tissue samples
collected from subjects enrolled in the Trial,
including any tangible materials derived from
such samples (collectively “Biological Samples”)
only in accordance with the Protocol and the

applicable informed consent form. Institution
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modulo di consenso informato applicabile.
L’Ente e lo Sperimentatore principale possono
raccogliere o conservare quantita aggiuntive di

campioni  biologici  (“campioni  biologici

secondari”) per [l'utilizzo in ricerche non

descritte  nel Protocollo (“ricerche non
correlate al Protocollo”), a condizione che tale
raccolta sia conforme alle normative vigenti.
L’Ente e lo Sperimentatore principale possono
annotare i campioni biologici secondari con
informazioni demografiche sui soggetti della
Sperimentazione (per es. eta, sesso e diagnosi

&
clinica). Le informazioni riservate, i risul %Q

della Sperimentazione o le relative an Iisi
le informazioni relative alla sommi

ione,

alla risposta o agli eventi ay ociati al

Medicinale Sperimentale)

ici secondari, a
condizione che le ioni degli Articoli 9 e

afi ricerche non correlate al

SSONO  essere

collegati ai campio

completamento o alla

Sperimentatore principale consegneranno o

and Principal Investigator may collect or

reserve additional quantities of Biological

Samples (“Secondary Biological San@ for

use in research not described inth otocol
(“Non-Protocol Research” d that such
collection complies plicable law.

Institution and Investigator

QB@Z iological Samples with

Trial subject demographic information (e.g.,
O
age, and  clinical
Q
C(ﬁ\%q;al

ses thereof (such as information related

may
annotate Sec

&
diagnosis).

information, Trial results or

Qadministration of, or response to, or adverse
events associated with, the Trial Drug) may be
linked to the Secondary Biological Samples,
provided that the provisions of Articles 9 and 10
shall apply to such Non-Protocol Research.
Upon completion or termination of the Trial,
Institution and Principal Investigator will deliver
or dispose of the Biological Samples according
to Sponsor's instructions and/or any relevant

in the Protocol

provisions and applicable

informed consent.
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smaltiranno i campioni biologici secondo le
istruzioni del Promotore e/o le disposizioni

pertinenti del Protocollo e del consenso

informato applicabile

Art. 4 — Medicinali Sperimentali — Materiali e
Servizi

4.1 Il Promotore si impegna a fornire

gratuitamente all’Ente, per tutta la durata della

Sperimentazione e nelle quantita necessarie e

della

sufficienti all’esecuzione

Sperimentazione, il/i prodotto/i farmaceutico/i
oggetto della Sperimentazione Zasocitinib

&
(TAK-279)

protocollo in ottemperanza al .

dicembre 2007, Allegato 1, punto @e la I,
inclusi i medicinali da utilizza &Dciazione

o combinazione tra loro, og@ olta oggetto

e gli altri farmaci previsti

I’associazione o

%guito

& provvedere con oneri a

dello studio sia
combinazione “Medicinali
Sperimentali”
alla fornitura dei medicinali

della terapia di background, cioé lo

standard terapeutico per la patologia oggetto

S

7

o)
4.1. The SponsorfM@/ide the Institution,
free of cha rge@y;{f; e

Art. 4 —Trial Drugs - M d Services

duration of the Trial,
o

with the necessary and sufficient quantities of

<

eutical products relating to the

i
Tr%l%p itinib (TAK-279) and shall provide

ther drugs provided for in the Protocol, by
Qmisterial Decree of 21 December 2007, Annex
1, Paragraph 3, Table |, including the drugs to
be wused in association or combination,
whenever the object of the Trial relates to such
an association or combination (the “Trial
Drugs"). The Sponsor shall also provide at its
own expense the supply of auxiliary medicines
and the background therapy, that is, the
therapeutic standard for the pathology subject
of the Trial, if included, according to the Trial

Protocol, in the comparison among the
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di sperimentazione, qualora inclusa, secondo il
protocollo sperimentale, nel confronto fra le
diverse strategie terapeutiche oggetto di
sperimentazione. Le quantita dei Medicinali
Sperimentali, dei medicinali ausiliari e della
terapia di background a carico del Promotore
devono essere adeguate alla numerosita della
casistica trattata. La ricezione e il tracciamento
dei dovranno avvenire la

farmaci con

registrazione dei lotti. Restano a carico

dell’Ente le terapie di background non incluse
nelle strategie terapeutiche di confronto. Il

&
Promotore siimpegna altresi a fornire con o

a proprio carico ogni altro materiale n
della Sperimenta@ (di

noncxy

all’esecuzione

seguito “Materiali”),
laboratorio, diagnostici

inerenti "utilizzo dei

gli obiettivi pri e secondari della

A

continuita terapeutica, il Promotore , laddove

uN

different therapeutic strategies being tested.

The quantities of Trial Drugs, auxiliary

medicines, and background therapy@d to
the Sponsor must be adequate @u

I
drugs must occur
registration. B @
in @
&

strategies rer& the responsibility of the
Q
Institut'@m& nsor also undertakes to provide,
&
at%%.> n expense, any other materials

mber

of cases treated. The rece tracking of

the batches'

therapies not

included parison therapeutic

%ary for the execution of the Trial (the

aterials") as well as laboratory, diagnostic or
monitoring tests relating to the use of the Trial
Drugs or primary and secondary objectives of

the Trial (from now on "Services”).

4.2. In accordance with point 34 of the Helsinki
Declaration and good practices on continuity of

treatment, the Sponsor may, where applicable,
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applicabile, pud rendere disponibile il

medicinale , oggetto della Sperimentazione, al
termine della Sperimentazione stessa, oltre il
periodo di osservazione, per i pazienti che
abbiano ottenuto da esso un beneficio clinico,
valutato in base al giudizio e sotto Ia
responsabilita dello Sperimentatore principale
(indipendentemente dall’applicabilita o meno
del D. M. 7 settembre 2017 “Disciplina dell’uso
terapeutico di medicinale sottoposto a
sperimentazione clinica”). Nel caso in cui il
Promotore decida di rendere disponibile il

&

fornitura del farmaco pud prosegui

:
guando esso non sara reso disponimite

gli ordinari canali di dispensa @, ilmodo da

a. Se i motivi
ocollo, eventuali

motivi che determ na indisponibilita del

promotoreag tifé la continuita terapeutica

saranno isati per iscritto da parte del

all’Ente su richiesta e valutati dal

Comitato etico. L’informazione circa Ila

farmaco per pazienti con beneficio cIinicc@

make the medicinal product which is the

subject of the Trial available after the end of the

Trial, beyond the follow-up period, (@nts

who have obtained clinical benefit\ffom it,

assessed on the basis of %ement and
sihili the Principal
the applicability or

not of D. M. 7%{3'(; er 2017 "Regulation of

under the respon

Investigator (rega

<

the therapeu&u

ical trials"). Where the Sponsor

se of medicinal product

clinical benefit, the drug supply may

@

ntinue until it is made available through
ordinary channels of dispensation to ensure
therapeutic continuity. If the reasons are not
already stated in the Protocol, any reasons that
determine an unavailability of the Sponsor to
ensure therapeutic continuity will be specified
in writing by the Sponsor to the Institution upon
request and be evaluated by the Ethics
Committee. Information on whether or not the
Sponsor is willing to ensure post-trial access to

the drug referred to above, with the related
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disponibilita o meno del Promotore ad
assicurare I'accesso post-trial al farmaco di cui
sopra, con i correlati motivi, dovra essere resa
palese ai partecipanti alla Sperimentazione nei
documenti di consenso informato, che in caso
di motivi sopravvenuti dovranno essere
aggiornati.

4.3 | Medicinali Sperimentali devono essere
inviati dal Promotore alla Farmacia dell’Ente
che provvedera alla loro registrazione,
appropriata conservazione e consegna allo
Sperimentatore principale, cosi come previsto

&
dal Protocollo e dalla normativa vigente.

4.4 | Medicinali Sperimentali dovran

muniti di adeguato documento diporto
@ione del

3, del lotto di

destinato alla Farmacia, con

per la

principale e Centro di

reasons, should be made clear to participantsin

the Trial in the informed consent documents

that, in the event of reasons ar@hey
should be updated. \%

©
&

4.3. The Sponsgr shall’send the Trial Drugs to

<

the Institution's>pharmacy, which will record

V O

them,em appropriately, and deliver
&

th@%@> the Principal Investigator by the
@ons of the Protocol and the current

gulations.

4.4. An adequate transport note shall
accompany the Trial Drugs addressed to the
Pharmacy, describing the type of drug, the
guantity, batch, storage requirements, expiry
date and references to the Trial (Protocol code,

Principal Investigator and Trial Centre).
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4.5 L'Ente e lo Sperimentatore principale
devono utilizzare i Medicinali Sperimentali e i
Materiali forniti dal Promotore esclusivamente
nell’lambito e per [I'esecuzione della
Sperimentazione. L’Ente non deve trasferire o
cedere a terzi i Medicinali Sperimentali e/o i
Materiali/Servizi forniti dal Promotore ai sensi
del presente Contratto.

4.6 | Medicinali Sperimentali scaduti o non
altrimenti utilizzabili, ovvero non utilizzati al
termine della Sperimentazione, saranno

integralmente ritirati dal Promotore (o suo

&
incaricato) e successivamente smaltiti a %

Art. 5 — Comodato d’uso@
SN

5.1 Il Promotore concede i

spese.

to d’uso

gratuito all’Ente, che accet@s nsi e per gli

@ lo/gli
Strumento/i mescritti in appresso,

unitamente al tiNente materiale d’uso (di

effetti degli artt. ss. c.c.,

armente o cumulativamente, lo

4.5. The Institution and the Principal

Investigator shall use the Trial Drugs and

Materials supplied by the Sponsor ex@y in

the context and conduct of the [. The

Institution shall not transf @n to a third
party the Trial Drug a &X@

supplied by the SW er the terms of this
Agreement.

R
4.6. All the exp%ﬁ or otherwise unusable Trial

O
65,
co%@g of the Trial will be collected by the

sor (or its representative) and disposed of

erials/Services

that have not been used at the

the Sponsor's expense.

Art. 5 — Loan for use
5.1. The Sponsor grants on gratuitous loan to
the Institution, which accepts under and for
articles 1803 et seq. of the Italian Civil Code, the
Instruments described below, together with
the relevant material for use (from now on

individually or cumulatively the “Instrument”):
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- N. 2 Tablet, marca e modello: Lenovo PC HK
Limited / Lenovo IdeaPad Duet 3 LTE, valore
commerciale indicativo: € 1045.00 o strumento
equivalente;

- N. 1 misuratore di pressione con bracciale
medio 22-42 cm, marca/modello: Omron, M7
Intelli IT/HEM-7361T-EBK (o strumento simile),
del valore commerciale approssimativo di €
159,00.

La proprieta dello Strumento, come per legge,
non viene trasferita all’Ente. Gli effetti del

presente comodato decorreranno dalla data di

&

termine della Sperimentazione, q%’ :
Strumento dovra essere restituito al @otore

senza costi a carico deII’EnteQ

Le Parti concordano aItre@ gli eventuali

ulteriori Strumenti ' necessari

conduzione dello

alla

o nel corso della

Sperimentazione)\ dtialora ne ricorrano le
e e condizioni, saranno concessi
la

ato d’uso gratuito secondo

disciplina di cui al presente Contratto. L'Ente e

consegna dello Strumento e cesseranno@

- No 2 Tablet, brand and model: Lenovo PC HK

Limited / Lenovo IdeaPad Duet 3 LTE,

approximate commercial value: € .00 or

equivalent instrument; \%

- No. 1 Blood Pressure Moni edium 22-

42cm, brand/model: C N , M7 Intelli IT/

HEM-7361T-EBK instrument), with

<

The ownershi&the Instrument, as by law, is
O

approximate c§m\\m; al value of € 159.00.

to the Institution. The effects of

<

thx

ivery of the Instruments and shall cease at

e end of the Trial when the Instruments shall

shall commence from the date of

be returned to the Sponsor at no cost to the
Institution.

The Parties also agree that any additional
Instruments deemed necessary for the conduct
of the Trial during the Trial, should the
characteristics and conditions thereof be met,
shall be granted on gratuitous loan for use by
the provisions of this Agreement. The
Institution and the Sponsor shall proceed with
loan with an

a specific agreement or
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il Promotore procederanno con una
convenzione specifica ovvero con un
addendum/emendamento al Contratto, sul

comodato qualora uno Strumento venga
fornito dopo la stipula del presente Contratto.
5.2 Se applicabile, lo Strumento fornito in
dotazione deve avere caratteristiche tali, e in
particolare essere configurato in modo da
rispettare i seguenti requisiti:
e cifratura fisica degli hard disk o, ove
non fosse possibile, predisposizione
del device per

&

dei files; @
e installazione di antiviruto di

licenza attiva; Q&

e accesso agli enti tramite
autenticaz@ password;
e sistema perativo dotato di
su v attivo per
tes/patches.

e blocco da remoto e cifratura lo %

addendum/amendment to the Agreement if

the Instruments are provided after the

conclusion of the present Agreemen@

i @ired that the
@such characteristics

andin particulg;rﬂg; nfigured to comply with

5.2. If applicable,

Instruments suppli

&
the following re%u’rements:
&

'cryption of hard disks or, where

hot possible, provision of the device

¢ remote locking and logical encryption of
files;

e installation of antivirus with an active
licence;

e access to the Tools via password
authentication;

e operating system with active support for

updates/patches.
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Lo Strumento in questione deve essere munito
di dichiarazione di conformita alle normative e
direttive europee. Esso verra sottoposto a
collaudo di abbia

accettazione, qualora

un’azione diretta sul paziente o su altri
macchinari presenti nell’Ente, da parte dei
tecnici incaricati dell’Ente stesso, alla presenza
di un delegato del Promotore (previ accordi con
esso), per le verifiche di corretta installazione e
funzionalita e rispetto della normativa vigente.
Al momento della consegna dello Strumento
idonea  documentazione

viene redatta

&
attestante la consegna.

5.3 Il Promotore si fa carico del trto e

dell’installazione dello Strum &impegna

e@ ’ I'assistenza
funzionamento

nonché eventuale@le di consumo per il

suo utilizzo, senza\cdsti per I’Ente.

a fornire, a propria cura

tecnica necessaria

guanto previsto nel manuale
lo Strumento, il Promotore svolgera,

a sua cura e spese, in collaborazione con lo

The Instruments in question must be provided
with a declaration of conformity with European

standards and directives. The Instrument(s) in

qguestion will be subjected @wtance
testing if the instrument h rect action on
the patient or other ma @present in the
Institution by the

Institution, in %p\&p;e nce of a delegate of the
~

for

s appointed by the

Sponsor,

subjecty to prior Agreement,

¥
and

f correct installation

lations. At the time of delivery of the

o

strument, appropriate documentation is
drawn up certifying the delivery.

5.3. The Sponsor shall be responsible for the
transport and installation of the Instruments
and undertakes to provide, at its own expense,
the technical assistance necessary for their
operation and any consumables for their use, at
no cost to the Institution.

5.4. In accordance with the provisions of the
manual of the the

technical Instrument,

Sponsor will carry out, at its own expense, in
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Sperimentatore, tutti interventi tecnici

gli

necessari per il buon funzionamento
dell’Apparecchiatura, quali controlli di qualita,
tarature e verifiche di sicurezza periodica. In
caso di disfunzione o guasto dello Strumento,
dallo

tempestivamente comunicati

Sperimentatore, il Promotore procedera,
direttamente o tramite personale specializzato,
alla manutenzione correttiva o riparazione o

sostituzione con analogo Strumento.

5.5. Il Promotore terra a proprio carico ogni

&
onere e responsabilita in relazione ad event %

danni che dovessero derivare a persone

in relazione all’uso dello Strumento o
indicazioni del Protocollo eQ&Zioni del
produttore, qualora dovuti@ dello stesso,
i tali danni siano
causati da dolo e% dell’Ente. A tal fine

verra apposta-sullofgli Strumento/i apposita

le

fatto quindi salvo il

targhetta altra idonea indicazione della

O

cooperation with the Principal Investigator, all

the technical interventions necessary for the

proper functioning of the Equipme@w as
quality controls, calibrations@%riodic

safety checks. In the eve @function or

failure of the E t, promptly

communicated b(f@ncipal Investigator,

the Sponsor v&i@: ed, directly or through
&

specialised  personnel, with  corrective
O

mainte r repair or replacement with a
sir%@%ment
The Sponsor will bear all costs and

sponsibilities for any damage that may result
to persons or property about the use of the
Instrument according to the indications of the
Protocol and the instructions of the
manufacturer, if due to a defect thereof unless
such damage is caused by willful misconduct
and/or fault of the Institution. For this purpose,
it will be affixed on the/ the Instrument/ the

appropriate plate or other suitable indication of

the property.
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5.6 Lo Strumento sara utilizzato dal personale
dell’Ente e/o dai pazienti e ai soli ed esclusivi
fini della Sperimentazione oggetto del presente
Contratto, conformemente a quanto previsto
nel Protocollo. L’Ente si obbliga a custodire e
conservare lo Strumento in  maniera
appropriata e con la cura necessaria, a non
destinarlo a un uso diverso da quello sopra
a non cedere

previsto, neppure

temporaneamente |'uso dello Strumento a

terzi, né a titolo gratuito né a titolo oneroso, e

a restituire lo Strumento al Promotore nello

normale deterioramento per |'effetto

del
RN
@

ichiedere

@o Strumento

zzato in maniera

5.7 Il Promotore si riserva il di

I'immediata restituzione

gualora lo stesso ve
impropria o comu modo difforme dalle

résente Contratto.

i furto o perdita o smarrimento

trumento, I’Ente provvedera

tempestivamente, all’atto della conoscenza

. &
stato in cui gli € stato consegnato, salv %

5.6. The Instruments shall be used by the

Institution's staff and/or patients and for the

sole and exclusive purposes of this Ag@nt's
Trial object, by the Protocol's %s. The

Institution undertakes to . store the
Instruments pria nd with the

appro
necessary care, n??%/them for any other
use than theiqu visaged above, not to

<

transfer even

<

porarily the use of the

Instru
O

third parties, be it free of charge
r&&

o consideration, and to return the

§nents tothe Sponsorinthe state in which
it/they were delivered to the Institution, except

for normal deterioration due to the effect of
use.

5.7. The Sponsor reserves the right to demand
the immediate return of the Instruments if the
Instruments are used improperly or otherwise
in @ manner inconsistent with the provisions of
this Agreement.

5.8. in the event of theft or loss of the

Instruments, the Institution shall promptly, at

the knowledge of the event, file a formal
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dell’evento, alla presentazione di formale

denuncia alla competente pubblica autorita
con comunicazione dell’accaduto al Promotore
nello stesso termine. In tutti gli altri casi di
danneggiamento o smaltimento. 'Ente dovra

darne comunicazione al Promotore

tempestivamente al momento della

conoscenza dell’evento. L’eventuale utilizzo
fraudolento o comunque non autorizzato dovra
essere segnalato immediatamente dallo
Sperimentatore principale al Promotore. In
caso di danneggiamento irreparabile o furto

&
dello Strumento, il Promotore provvedera

% |

salvo cheil fatto derivida dolo o colp@’Ente.

5.9 Resta inteso che per q@%ﬁene agli

Strumenti

maneggiati o gestiti

legali

sostituzione dello stesso, senza costi

che saran irettamente

ti/genitori/tutori

(es. diari nici), il Promotore

riconosce cC I'Ente & sollevato da

erivanti da manomissione,

ento o furto degli stessi Strumenti

imputabili ai pazienti/genitori/tutori legali. In

complaint with the competent public authority
and notify the Sponsor within the same time

limit. In all other cases of d@ or

destruction, the Institution shall fy the

Sponsor promptly after ge of the

event. Any fraudule tx uthorised use

must be reported ji ely by the Principal

<

irreparable da%@
O

Il replace the Instruments, at no

Investigator t%ie? onsor. In the event of

or theft of the Instruments,

@

j%fwillful misconduct or intent on the part

the Institution.

5.9. It is understood that for Instruments that
will be directly handled or managed by the
patients/parents/legal guardians (e.g.,
electronic diaries), the Sponsor acknowledges
that the Institution is relieved from any
responsibility deriving from tampering, damage
or theft of the same Instruments attributable to

the patients/parents/legal guardians. In the
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caso di guasto e/o smarrimento da parte dei

soggetti che partecipano allo studio, il
Promotore provvedera a proprie spese alla
sostituzione dell’attrezzatura; I'Ente si fara
carico della consegna dell’attrezzatura al
destinatario, compresa la registrazione e la
consegna delle istruzioni del Promotore,
nonché del ritiro al momento dell’uscita, per
gualsiasi ragione avvenuta, del soggetto dallo
studio; I’Ente si fara inoltre carico di informare
tempestivamente il Promotore per qualunque

mancata restituzione dell’attrezzatura da parte

dei soggetti che partecipano allo studio.

I'autorizzazi
concessione in comodato d’uso gra@

Strumento e stata rilasciata

5.10 Si da atto che

nt

delle e secondo le proprie re interne.

@

to, preventivamente

%

Art. 6 — tivo

/;’,

6.1 Il corrispettivo

4

valutato dall’ “per paziente eleggibile,

valutabile che abbia completato il

tratta o sperimentale secondo il Protocollo

e peril quale sia stata compilata validamente |a

event of failure and/or loss by the subjects
participating in the Trial, the Sponsor will
replace the Instrument at its own ex the

s
Institution will be responsible fok@ﬁ/ery of

the Instrument to the recj / including the
registration and deI'v%§the Sponsor's
@ollection atthetime

of the subject'i:egit; whatever reason, from

instructions, asw

<

the Trial; the Ins
&

tion will also be responsible

return the Instruments by the

jects participating in the Trial.

7

5.10. It is acknowledged that the authorisation
to grant loan-free use of the Instrument was
given by the Institution following and according
to its internal procedures.
Art. 6 — Remuneration

6.1. The remuneration agreed, previously
evaluated by the Institution for each eligible
assessable patient who has completed the Trial

treatment according to the Protocol and for

whom the related CRF/eCRF has been duly

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO

33




Docusign Envelope ID: 2FAD2A59-D543-4C36-A68E-ABDD4385ECDA

relativa CRF/eCRF, comprensivo di tutte le
spese sostenute dall’Ente per |’esecuzione della
Sperimentazione e dei costi di tutte le attivita
ad essa collegate, & pari ad € 12.092,54, IVA
(non applicabile) per paziente, (€ 36.277,62,
IVA (non applicabile) per 3 pazienti), come
meglio dettagliato nel Budget qui allegato sub
A.

6.2 Il Promotore si impegna a corrispondere
guanto dovuto ai sensi del presente articolo
sulla base di quanto risulta da adeguato

prospetto/rendiconto giustificativo,

o

concordato tra le Parti. II pagamento

compenso di cui sopra verra effettuato
Budget (A@o A,
paragrafo “Liquidazione e FQ&MIH base
del numero dei pazienti c@ nel relativo
periodo, dei tratta
secondo ProtocoII esenza delle relative

CRF/eCRF debi erite compilate e ritenute

cadenza indicata nel

loro effettuati

valide dal otore in base alle attivita svolte.

6.3 esami di laboratorio/strumentali

richiesti dal Protocollo approvato dal Comitato

compiled, including all the costs incurred by the

Institution in execution of the Trial and the

costs to cover all the associated act@is €
12.092,54 , VAT (not app/icab/eﬁpe\%?ent, (€

36.277,62, VAT (not applic @ 3 patients),

as specified in great rk in the Budget
annexed (sub A). q/

R
6.2. The Sponsmill pay the amount due under
O
this article based on a valid

the ter
Q
st%@i of account/supporting document

ed between the Parties. The above amount
Q|II be paid at the intervals indicated in the
Budget (Annex A, Paragraph "Liquidation and
Invoices"), based on the number of patients
enrolled during the period, the treatments
carried out according to the Protocol and in the
presence of the duly completed CRF/ECRF duly

compiled and validated by the Sponsor based

on the activities carried out.

6.3. The laboratory/instrumental tests required

by the Protocol approved by the Ethics
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Etico, ed indicati in Allegato A non graveranno
in alcun modo sull’Ente anche se effettuati

all'esterno dell’Ente. Tutti esami di

gli

laboratorio/strumentali non compresi nel

corrispettivo pattuito per paziente eleggibile,
cosi come ogni altra prestazione/attivita
aggiuntiva richiesta dal Promotore e prevista
dal Protocollo approvato dal Comitato Etico
saranno rimborsati all’Ente e fatturati al
Promotore in aggiunta al corrispettivo pattuito
per paziente eleggibile.

6.4 L’Ente non ricevera alcun compenso per

&
pazienti non valutabili a causa di inosserva

Buona Pratica Clinica o di mancapetto
della normativa vigente eria di
sperimentazioni cliniche dj m inali. L’Ente

penso anche per

non avra diritto ad :y

pazienti  coinvol tcessivamente  alla

comunicazion intérruzione e/o conclusione
tazione da parte del Promotore

numero massimo di soggetti da

§The
muneration for patients who cannot be

Committee and indicated in Annex A will not

burden the Institution in any way, even if

carried out outside the Instit@ All

laboratory/instrumental tests not i ded in
the agreed fee per eligib@, as well as
any additional service && s requested by

or by the Protocol
@é Committee, will be

reimbursed to the Institution and invoiced to

the Sponsor and

approved by
~

&
the Sp addition to the agreed fee per
&
eligi ient.

Institution  will receive no
assessed due to failure to observe the Protocol,
violation of the rules of Good Clinical Practice
or failure to comply with the laws applicable to
clinical drug trials. The Institution will have no
right to receive any remuneration for any
patient enrolled after notification of
interruption and/or conclusion of the Trial by
the Sponsor, or any number beyond the

maximum number of patients stipulated under

this Agreement, if not agreed with the Sponsor.
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includere ai sensi del presente Contratto, ove
non concordati con il Promotore.
6.5 |l inoltre,

Promotore provvedera, a

rimborsare all’Ente tutti i costi aggiuntivi
risultanti da attivita mediche/diagnostiche,
compresi eventuali ricoveri, non previste nel
Protocollo o nei successivi emendamenti allo
stesso, e non gia coperti dai compensi sopra
elencati, qualora tali attivita si rendano
indispensabili per una corretta gestione clinica
del paziente in sperimentazione. Il rimborso
sara effettuato solo a condizione che tali
attivita e i

tempestivamente comunicati,

gius
documentati per iscritto al Pro@re e
approvati per iscritto da@v&z, ferma
restando la comunicazione@r a codificata
o] pseudoanonimizze@

paziente.

ati personali del

6.6 Se nel “dello svolgimento della

rendesse necessario

dell’Ente, il Promotore potra integrare, con un

&
relativi  costi  veng o

6.5. The Sponsor shall also reim@the
Institution for all the additi@%mts of

medical/diagnostic activiti @ing hospital
admissions, which ar N ided for in the

Protocol or ame o the Protocol and

>
payments if suc%ctivities are essential for the

&
proper :;J |
UI’%@Q; the Trial. The reimbursement will

be paid on condition that such activities

which are noc\\fl\<e; covered by the above

treatment of a patient

9

d costs have been adequately
communicated, with justification, and have
been documented in writing to the Sponsor and
approved in writing by the Sponsor, provided
that the patient's data is transmitted in

anonymised or pseudonymised form.

6.6. If, during the Trial, it is necessary to
increase the Institution's financial support, the

Sponsor may supplement this Agreement by an
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addendum/emendamento, il presente
Contratto, prevedendo I'adeguato aumento del
Budget qui allegato.
6.7 In ottemperanza alla normativa sull’obbligo
della fatturazione elettronica per le cessioni di
beni e per la prestazione di servizi anche tra
privati, I'Ente emettera fatture in formato XML
(Extensible Markup Language) e trasmesse
tramite il Sistema di Interscambio (SDI). A tal
fine:
- lo Sponsor comunica i propri dati:
RAGIONE SOCIALE Takeda Development
&
Center Americas, Inc.

500 Kendall Street

Cambridge, MA 02142, USA

CODICE DESTINATARWQ@(%(X
- I’Ente comunica i propri d

RAGIONE SO

ASST Cent%ialistico Ortopedico

Traumatolegico Gaetano Pini-CTO

Co

RN

C.F.

DESTINATARIO/PEC:

tocollo@pec.asst-pini-cto.it

addendum/amendment authorising the

appropriate increase to the attached Budget.

6.7. By the regulation on manda&@@oicing

er '@ong private
individuals, the Institutio @
XML (Extensible @Language) format.
Invoices are tqibér;;iyhrough the interchange
&
A

system (SDI).

w)
- t@@ or communicates its data:

da Development Center Americas, Inc.,

for sales of goods and s

ssueinvoicesin

To this en

9

0 Kendall Street
Cambridge, MA 02142, USA
CONSIGNEE CODE: XXXXXXX
- the Institution shall disclose its data:
COMPANY NAME
ASST Centro Specialistico Ortopedico
Traumatologico Gaetano Pini-CTO
CONSIGNEE CODE/PEC:

protocollo@pec.asst-pini-cto.it

C.F.

9320530968
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9320530968

P.IVA

9320530968

COORDINATE BANCARIE

IT20S 03069 01791 100000046028
6.8 | pagamenti effettuati per i servizi svolti
dall’Ente (i) rappresentano il corretto valore di
mercato di detti servizi, poiché adeguati
rispetto al tariffario applicabile presso I'Ente,
(ii) sono stati negoziati a condizioni commerciali
normali e (iii) non sono stati definiti sulla base
del volume o valore di prescrizioni o comunque

&
in riferimento a tali prescrizioni o altre attivits

economiche che si generino fra Ie

fronte delle attivita svolte o d@spese
sostenute  includendo i in
Sperimentazione, al cn@ il
Promotore sia te ’Ente né lo

'
pe chiederanno altri

ttivi ad altri soggetti.

Sperimentatore

rimborsi o corri
e con le modalita previsti dal
ed approvati dal Comitato etico, il

Promotore mette a disposizione dei pazienti

P.IVA

9320530968

BANK DETAILS

IT20S 03069 01791 1000000460@
. @
S @ir market value for
those services\z,gt?h reflect the tariff scale
O%

applied by th

6.8. The payments e Institution's

services (i) repre
e Institution, (ii) were negotiated
&

arket conditions, and (iii) were

?ptions or about those prescriptions or

er financial activities between the Parties.
Neither the Institution nor the Principal
Investigator shall request any compensation or
reimbursement from any other party in return
for the activities performed or costs incurred by

including the patients in the Trial, which the

Sponsor is obligated to pay for.

6.9. Within the limits and by the procedures
provided for in the Protocol and approved by

the Ethics Committee, the Sponsor shall make
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che partecipano alla Sperimentazione il

rimborso  delle  spese Vvive, purché

effettivamente sostenute e documentate,

correlate alla partecipazione alla

Sperimentazione  presso I|'Ente, mediante
procedure preventivamente approvate dal
Comitato etico.

Il rimborso potra essere effettuato attraverso
I"amministrazione dell’Ente, che seguira le
proprie procedure in materia. In tal caso, ai fini
della copertura da parte del Promotore, ciascun
I'elenco delle

paziente presentera spese

&
allEnte; tale elenco sara debitame%
considerazione della durata del

concordera i termini per la @e zione al

@ complessive
paeI periodo di

riferimento. Il Pro

codificato a cura dell’Ente,

udio,

Promotore dell’elenco dell
sostenute dai

potra controllare le

somme richi ‘onfrontandole con le

gate ai pazienti ed effettuera i
in favore dell’Ente. Sara

amenti

quindi responsabilita dell’Ente provvedere alla

available to the patients participating in the
Trial the reimbursement of out-of-pocket

expenses, provided they are actual@red

and documented, related to participa inthe

Trial at the Institution,

bi K cs Committee.

The reimburs@be made through the
~

administration the Institution, which will

Qo
follow i dures in this matter. In this case,

&
foﬁ& ge by the Sponsor, each patient will

h))procedures

previously approved

it the list of expenses to the Institution;
Q|s list will be duly codified by the Institution,
which, in consideration of the duration of the
Trial, agrees on the deadlines for submitting to
the Sponsor the list of total costs incurred by
patients in the reference period. The Sponsor
will be able to check the amounts requested by
comparing them with the services provided to
patients and will make the relevant payments
to the Institution. It will, therefore, be the
responsibility of the Institution to provide

reimbursement to each patient involved,
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corresponsione del rimborso a ciascun paziente
coinvolto, secondo gli importi di rispettiva
pertinenza.

Alternativamente, il Promotore fornira all'Ente
il/i servizio/i offerto/i da una terza parte
Greenphire LLC (d’ora innanzi denominato
“Fornitore di Servizi”’), che & un responsabile
secondo le istruzioni del Promotore o del
Promotore tramite la CRO e incaricato dei:
rimborsi tramite la fornitura di biglietti di

viaggio o prenotazione di viaggi/hotel evitando

che il partecipante debba pagare in anticipo i

sostenute per i pazienti che hanno irI
azione

S

izi e le specifiche

modulo di consenso informato e
appropriata del modulo

privacy.

Le attivita del Fornita

responsabilita de rti coinvolte sono

delineate in un_contrfatto tra lo Sponsor o CRO,

a seconda asi, e il Fornitore di Servizi.

&
costi e rimborso diretto al paziente delle sp %

according to the amounts of respective

Alternatively, the Sponsor wm@e the

Entity with the service(s @ by a third
party Greenphire LLC (fr on referred to
as "Service Provi ho is a processor

under the ins%iti;

&
through CRO\and is tasked  with:
&

reimb through the provision of travel
&
tié@g ooking of travel/hotel avoiding the

relevance.

of Sponsor or Sponsor

icipant having to pay for the costs in
:sg\/ance and direct reimbursement to the
patient of expenses incurred) for patients who
have signed the informed consent form and the
appropriate section of the suitable privacy
information form.

The activities of the Service Provider and the
specific responsibilities of the parties involved
are outlined in a contract between the Sponsor

or CRO, as applicable, and the Service Provider.
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Resta inteso che [I'Ente non stipulera un

contratto con il Fornitore di Servizi. Lo

Sperimentatore Principale deve mantenere la
responsabilita ultima per tutte le decisioni
la conduzione della

mediche riguardanti

sperimentazione clinica, mantenendo cosi

un'adeguata supervisione sul lavoro del
Fornitore di Servizi, dal quale deve ricevere
tutte le informazioni necessarie per poter
svolgere i suoi compiti come stabilito dall'ICH-
GCP e decidere se il Fornitore di Servizi e il suo

operato siano adeguati nel contesto della
&

n@

L'Ente dichiara di aver informato in a ti

Sperimentatore Principale del coto di
i

imento al

conduzione della sperimentazione cli

soggetti della

It is understood that the Entity will not enter

into a contract with the Service Provider. The

Principal Investigator must retair@ate
responsibility for all med@isions

concerning the conduct @Iinical trial,

thereby maintaining ade upervision over

the work of the i ovider, from which

he/she mustiggii all the information

&
necessary to b&ble to carry out his/her duties

O

as establi by the ICH-GCP and decide
&
w%@ e Service Provider and his/her work

<@dequate in the framework of the conduct

the clinical trial. The Entity declares that it
has informed the Principal Investigator in
advance of the content of this Agreement, with
particular reference to the involvement of the
Service Provider.
Furthermore, in full compliance with the GCP
and GDPR, the Service Provider will not allow
the Sponsor or CRO to have access to the
personal identification data (names, contacts
or other information) of the trial subjects,

required for the provision of services.
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sperimentazione, necessari per la fornitura dei
servizi.

La CRO dichiara che e stato stipulato un un
contratto con il Fornitore di Servizi, che include

le necessarie garanzie di privacy, misure

tecniche e di sicurezza, e diritti dei Soggetti

dello Studio per il Trattamento dei Dati

Personali in conformita con la Legge

Applicabile.  Qualsiasi modifica  del/dei

suddetto/i Fornitore/i di Servizi non richiedera
un emendamento a questo Contratto e potra
essere comunicata a CRO/Sponsor, Ente e

&

Sperimentatore Principale per iscritto (fg

sufficiente un'email). In caso di conf@i

contenuti di questo Contratto e il o di

consenso informato, prevarmini del

modulo di consenso inform@
Non saranno rimbor i costi relativi a

voci non specifica@llegato A o previste
&

nel Protocollo,

rata, Recesso e Risoluzione

CRO represents that it entered into an

agreement with the Service Prox@hat
includes the necessary priva&@ntees,

technical and security me @nd rights of

the Study Subjects f(N Processing of

i @pliance with

Applicable Lawyy teration of the above-

Personal Data the

~
mentioned Sﬁke Provider(s) shall not

O
necessi amendment to this Agreement
&
anﬁ@ e communicated to CRO/Sponsor,

itution and Principal Investigator in writing
mail shall suffice). In case of any conflict
between the contents of this Agreement and

the informed consent form, the terms of the

informed consent form shall prevail.

Any and all costs relating to items not specified
in Annex A or provided for in the Protocol will
not be reimbursed.

Art. 7 - Duration, termination and

cancellation
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7.1 Il presente Contratto produrra effetti a
partire dalla data di ultima sottoscrizione
(“Data di decorrenza”) e rimarra in vigore sino
all’effettiva conclusione della Sperimentazione
presso I'Ente, cosi come previsto nel Protocollo,
salvo eventuali modifiche concordate tra le
Parti. Fermo restando quanto sopra, il presente
Contratto produrra i suoi effetti a seguito del
rilascio di formale autorizzazione da parte
dell’Autorita Competente.

7.2 L’Ente si riserva il diritto di recedere dal
presente Contratto mediante comunicazione

&
scritta e con preavviso di 30 giorni da inoltr &

@l
@

al Promotore con raccomandata A.R.

casi di:

izione di

insolvenza del Promotor

concordati anche st jali con i
creditori del l@e o awio di
procedure es nei confronti del

gualora non procuri I'intervento di un’altra

7.1 This Agreement shall take effect from the

date of the last signature (“Effective Date"). It

shall remain in force until the conclu@the
Trial at the Institution, as prov%@n the

Protocol, subject to any a @nts agreed

by the Parties. Witho t&% the preceding

provision, this A shall remain in full

<

authorisatiom
@

0 L
7.&!&@ Institution

ement with a 30-day prior written notice

force and effw ing the issue of formal

the Competent Authority.

may terminate this

9

nt to the Sponsor by registered post or

certified email in the following cases:

insolvency of the Sponsor, proposal of

composition arrangements, also
extrajudicially, with the creditors of the
Sponsor or the commencement of
enforcement action against the Sponsor. If
the situation indicated above relates to the
CRO, the Sponsor is obligated to take over

from the CRO and to continue the activities
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CRO, approvata dall’Ente, in sostituzione di
guella divenuta insolvente;

- cessione di tutti o di parte dei beni del
Promotore ai creditori o definizione con gli
stessi di un accordo per la moratoria dei
debiti.

Il preavviso avra effetto dal momento del

ricevimento da parte del Promotore della

comunicazione di cui sopra.

7.3 1l Promotore, ai sensi dell’art. 1373, comma

2, Codice Civile, si riserva il diritto di recedere

dal presente Contratto in qualunque momento

&

preavviso se |'autorizzazione e I'approvazi@ 2

Sperimentazionviene

condurre la

7

irrevocabilmente Autorita

ritiratQ
Competente o dal Comitato dell’Ente; (ii)
tatore principale
non & disposto o Vﬂ% ricoprire il ruolo di

inipale e le Parti non sono in

su preavviso se lo

grado di rdare un sostituto ai sensi dei

terminidel presente Contratto; (iii) su avviso, se

I’'Ente o lo Sperimentatore Principale non

con una semplice comunicazione scritta: (i)&

unless the intervention of another CRO —

approved by the Institution —is obtained to

replace the insolvent CRO; @
- the sale of all or part of th@ﬁof the

Sponsor to the credito @Agreement
of a moratorium w't%@

The notice will t e when the Sponsor

receives the a%oi;o munication.
0\

g .
73. T sor,
<
1% the Italian Civil Code, may terminate

greement at any time by simple written

mmunication:

rs.

in accordance with Art.

notice if the

(i) upon
authorisation and approval to conduct the Trial
is irrevocably withdrawn by the Competent
Authority or Institution’s Ethics Committee; (ii)
upon notice if the Principal Investigator is
unwilling or unable to serve as the principal
investigator and the Parties are not able to
agree on a substitute pursuant to the terms of
this Agreement; (iii) upon notice if the

Institution or Principal Investigator fails to

perform the Trial in accordance with the terms
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esegue la Sperimentazione in conformita ai
termini del Protocollo (escluse le deviazioni
consentite ai sensi del Protocollo e dei termini
del presente Contratto) o alla normativa
vigente oppure (iv) mediante comunicazione
scritte con preavviso di 30 giorni. Tale preavviso
avra effetto dal momento del ricevimento da
parte dell’Ente di detta comunicazione.

In caso di recesso del Promotore sono
comunque fatti salvi gli obblighi assunti e le

spese effettuate dall’lEnte alla data della

comunicazione di recesso. In particolare, il

&

Promotore corrispondera all’Ente tutte le sp %

abbi
ta ed

efficace esecuzione della Spey t%}

documentate e non revocabili che questo

sostenuto al fine di garantire la

one (ove

applicabile, incluse le spese@ ute dall’Ente

nei confronti dei paz'

i compensisinoaq mento maturati.

ecipanti), nonché

In caso di rec afiticipato, il Promotore ha

diritto di ere, quale proprietario a titolo

origin tutti i dati e risultati, anche parziali,

ottenuti dall’Ente nel corso della

of the Protocol (excluding permitted deviations

pursuant to the Protocol and under the terms

of this Agreement), or applicable I@(iv)
upon a 30-day prior written not %notice

will take effect when the

such communication.
Termination by t @r will not affect the

obligations asiuge;j nd costs paid by the
e

Institution on date of notification of
¥

termin Q particular, the Sponsor will pay

<
h

on receives

ution all the documented, non-

:%ble expenses, contained in Annex A, that

it’has incurred to ensure the correct, efficient
execution of the Trial (where applicable,
including the costs incurred by the Institution
towards the patients/participants) and all the
payments accruing up until that time.

In case of early termination, the Sponsor may,
as the original owner, receive all the complete
and partial data and results obtained by the

Institution during the Trial and thereafter, if

deriving from or related to the Trial.
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Sperimentazione e anche successivamente, se
derivanti da o correlati a essa.

7.4 In caso di interruzione della

Sperimentazione, ai sensi della normativa

applicabile, il Promotore corrispondera all'Ente

i rimborsi delle spese e i compensi

effettivamente maturati e documentati fino a
guel momento.

7.5 Resta peraltro inteso che lo scioglimento
anticipato del Contratto non comportera alcun
diritto di una Parte di avanzare, nei confronti
dell’altra, pretese risarcitorie o richieste di

&

pagamento ulteriori rispetto a qua

convenuto.

<O

7.6 Gli effetti del presente ratto
deII’art.

cui una delle

cesseranno automaticamente

1454 del Codice Civile nel

Parti non abbia ade no degli obblighi

previsti dal presen ratto entro 30 giorni

dalla richies sétitta di adempimento
presentat ‘altra parte.
Resta ni caso salva l'applicabilita degli artt.

1218 e seguenti del Codice Civile.

=N

7.4. If the Trial is terminated, the S@will
pay the Institution the &@

A that have

and
considerations contained i

accrued and are docu e& til that time, as

required by the a egulation.
R
7.5. It is also ag%d that the early termination

nt shall not give either Party any

laim from the other Party any

j@nsation or requests for payment other
a

n those already agreed.

7.6. This Agreement shall cease to have effect
automatically under Article 1454 of the Civil
Code if either Party has not fulfilled one of its
obligations as provided for herein within 30
days from a written notice to perform sent by
the other Party.

Articles 1218 et seq. of the Italian Civil Code

shall apply.
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7.7 In caso di risoluzione del presente Contratto
non derivante da inadempimento dell’Ente,
quest’ultimo avra diritto al rimborso delle
spese effettivamente sostenute per Ila
Sperimentazione prima del ricevimento della
notifica di risoluzione e ad un compenso per i
servizi resi in conformita al protocollo ed al
presente contratto, in proporzione all'attivita
svolta sino al momento della risoluzione. L'Ente
si impegna a restituire al Promotore eventuali
importi gia liquidati e relativi ad attivita non
svolte.
&

7.8 In tutti i casi di interruzione o di risoluzi

del presente Contratto, [I'Ente

Sperimentatore  principale dovr@ (i)

rispettare le procedure post-ris e incluse

nel Protocollo approvato d ato etico, se

presenti, e (ii) saIv indicazione del
Promotore, cessauolare soggetti nella

Sperimentazione\.e“ cessare il trattamento

correlato perimentazione dei soggetti gia

Ila Sperimentazione (a meno che cio

7.7. If this Agreement is terminated for reasons

not due to non-compliance by the Institution,

the Institution shall have the@ to
reimbursement of the expenses@

notice of

about
the Trial before receipt

termination, and to p \N or the services

rendered by the nd this Agreement,

W’/
proportionate%\g;h activities completed up

o
to the date of%ination. The Institution shall

N
repay t

<

S

sor any amounts already paid

s that still need to be completed.

Q. In all cases of interruption or termination

of this Agreement, the Institution and Principal

Investigator shall: (i) comply with post-

termination procedures included in the
Protocol approved by the Ethics Committee, if
any, and (ii) unless otherwise directed by
Sponsor, cease enrolling subjects into the Trial
and cease the Trial-related treatment of
subjects already enrolled in the Trial (unless the
safety of such enrolled subjects could be

compromised thereby).
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non comprometta la sicurezza di tali soggetti
arruolati).
Art. 8 - Copertura assicurativa

8.1 Il Promotore e tenuto a garantire, secondo
la legislazione vigente, il risarcimento dei danni
subiti dai pazienti e riconducibili alla
partecipazione alla sperimentazione clinica
secondo il Protocollo, commisurato alla natura

e alla portata dei rischi conseguenti.

8.2 Fatte salve le previsioni dell’art 76 del
Regolamento per le sperimentazioni a basso

&
livello di intervento la copertura assmurat

ipotesi di responsabilita civile del tore,

deIIa

fornita dal Promotore garantisce ris

sanitaria

@primentatore
principale, e degli alt@entatori coinvolti

presso il Centro de

dell’istituzione

Sperimentazione, dello

di¢hiara, con la firma del
presente atto, di aver stipulato adeguata
polizz icurativa (n. 390-01589881-14000 ,

con la Compagnia HDI Global SE) per la

NS

Insurance coverag@

Art. 8 —
8.1. According to current I&@% The
Sponsor is required to guar pensatlon
for damages suffere patients and

attributable to pa in the clinical Trial,

accorda ith the Protocol,

<

in

commensurate%tth the nature and extent of

icle 76 of the Regulation for low-level

ervention trials, the insurance cover

provided by the Sponsor guarantees

concerning the civil liability of the Sponsor, the
health institution of the Trial, the Principal

Investigator, and the other investigators

involved at the Centre of the Institution.
8.3. The Sponsor confirms, by signing this
Agreement, that it has taken out a third-party
liability insurance policy (no. 390-01589881-

14000 with the insurer HDI Global SE) to cover
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responsabilita civile verso terzi, a copertura del
rischio di eventuali danni derivanti ai pazienti
dalla partecipazione alla Sperimentazione,
secondo quanto previsto dal D.M. 14 luglio
20009. La polizza assicurativa e stata ritenuta dal
Comitato Etico rispettosa dei termini di legge e
adeguatamente tutelante i soggetti coinvolti
nella Sperimentazione.

8.4 Il Promotore, con la firma del presente
di farsi carico delle

contratto, dichiara

conseguenze connesse a eventuali

della
&

inadeguatezze, anche sopravvenute,

copertura assicurativa in argome

integrandole ove necessario in coer n
a

I"easo in cui
“ arantisce che
la societa assicuratri ri in ogni caso la

copertura dei sog

guanto previsto all’art. 8.1.

8.5 Il Promotore in particol

intenda recedere dal Contr

inclusi nello studio

clinico anch il prosieguo della

e ai sensi dell'art. 2 comma 3

luglio 2009.

<

the risk of injury to patients from taking part in

the Trial, by M.D. of 14 July 2009. The Ethics

@nce
policy complies with the provis@(//@\e law

and adequately protects f@

part in the Trial. \
&

8.4. By signing%bis Agreement, the Sponsor

&
is liable for any consequences
&
re%%gb from

iciencies in the insurance cover mentioned

ove, integrating them where necessary by

Committee considered that the

ents taking

confir

any present or future

the provisions of Article 8.1.

8.5. In particular, if the Sponsor intends to
withdraw from the Agreement, the Sponsor
warrants that the insurer shall, in all cases,
guarantee the coverage of patients already
included in the Trial also during the
continuation of the Trial, by Article 2 par. 3 of

M.D. of 14/07/09.
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Art. 9 - Relazione finale, titolarita e
utilizzazione dei risultati

9.1 Il Promotore si impegna a divulgare tutti i
risultati dello studio anche qualora negativi.

9.2 Il Promotore assume la responsabilita della
preparazione del rapporto clinico finale e
dell’invio allo Sperimentatore principale e al
Comitato Etico del riassunto dei risultati della
Sperimentazione stessa entro le scadenze di
pubblicazione concordate con le autorita
rilevanti. Indipendentemente dall’esito di una
sperimentazione clinica, entro un anno (e sei

mesi nel caso di studi pediatrici) dalla

conclusione, il Promotore trasmette upa

o
dei risultati della sperimentazione @anca
e

dati EU secondo le modalita i dall’Art

morali

diritti

degli Sperimentatori,

SN

AN

Art. 9 - Final report, ownership and use of

9.1. The Sponsor will publish the T@ults
even if the results are negative.\%

9.2 The Sponsor is liable fo

clinical report and for zen%& ummary of the

results of the Tria incipal Investigator

results

aring the final

and Ethics Co&g&itﬁt within the publication
~

timelines agre%/ith the relevant authorities.
e ij

Regard
5 O
wﬁt@g year (and six months in the case of

iatric studies) from its conclusion, the

the outcome of a clinical trial,

onsor sends a summary of the results of the
Trial to the EU database by the procedures set
out in Article 37.4 of the Regulation (UE) n.

536/2014.

9.3. All the data, results, information, materials,
discoveries and inventions deriving from the
execution of the Trial in pursuit of its objectives
is the exclusive property of the Sponsor,
without prejudice to the moral rights of the

Investigators, if the conditions are met, to be
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ricorrendone i presupposti, di esserne

riconosciuti autori ai sensi del Codice italiano
della proprieta industriale.

A fronte di una procedura attivata, ovvero da
attivarsi, da parte del Promotore peril deposito
di una domanda di brevetto avente a oggetto

invenzioni ricavate nel corso della

Sperimentazione, I'Ente, e per esso lo

Sperimentatore principale, si impegnano a
fornire al Promotore, con spese ragionevoli a
carico dello il anche

stesso, supporto,

documentale, utile a tal fine.

Sperimentazione, del cui tratta
autonomo titolare ai sensi di legge, L@xente

per i propri scopi istituzion

@ di equivoci)
attivita interne, norciali e che non

sono finanziate

ientifici e di
ricerca cio significa (a s
zi (a eccezione di

tiva). Tale utilizzo non deve

regiudicare la segretezza degli

stessi utela delle informazioni riservate del

&
9.4 L’Ente puo utilizzare i dati e risultati d@

recognised as authors pursuant to the Italian

In the event of a procedure act@ to be

activated, by the Sponso h

patent application c&& g inventions

obtained during he Institution, and

i
n\%étimzstigator, undertake to

Code of Industrial Property.

filing of a

for it the Princj
&

provide the Spmr, at the reasonable expense
V O
he support, also documentary,

r’'this purpose.

Q. The Institution may use the data and the

results of the Trial, for which processing it is an
autonomous data controller according to the
applicable regulation for its own institutional,
scientific and research purposes only, which
(for the avoidance of doubt) means internal,
non-commercial activities that are not funded
by a third party (other than a government
agency). Such use must not affect the secrecy
and the of the

protection Sponsor’s
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Promotore o dei relativi diritti di proprieta
intellettuale spettanti al Promotore.

Le Parti riconoscono reciprocamente che

resteranno titolari dei diritti di proprieta

industriale e intellettuale relativi alle proprie
pregresse conoscenze (background
knowledge).

9.5 Le disposizioni del presente articolo
resteranno valide ed efficaci anche dopo la
risoluzione o la cessazione degli effetti del
presente Contratto.

Art. 10 Segretezza di informazioni tecnico-

o
commerciali e diffusione dei risultati

deen
Contratto, ciascuna delle Parti si @

mantenere riservate per [’j

presente Contratto e per u@

dalla scadenza o e del presente

%rmazmm di natura

rﬁeraale messe a Sua

10.1 Con la sottoscrizione del

rata del

otlo di 10 anni

Contratto, tutte

tecnica e/o

disposizio ["altra Parte e/o sviluppate nel

corso ella  Sperimentazione e nel

perseguimento degli obiettivi della stessa (tra

confidential information or of the related

intellectual property rights due to the Sponsor.

The Parties mutually acknowledge t@l at

all times remain the owners of\ind fal and

intellectual property righ @g to their
background knowledg \

9.5. The provhggns? hls article will remain
~

valid and bm% even after termination or

cancelthls Agreement.
Q

10- Secrecy of technical and commercial

Q information and dissemination of data
10.1. By signing this Agreement, each Party
undertakes to treat as private for the entire
duration of this Agreement and for a period of
10 years from the expiration or termination of
this Agreement, all the technical and

commercial information provided by the other

Party and/or developed during the Trial and in

pursuit of its objectives (including but not

to the Brochure,

limited Investigator

information, data and materials relating to the
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Cui a titolo esemplificativo ma non limitativo la
Investigator Brochure, le informazioni, dati e
materiali riguardanti il medicinale oggetto della
Sperimentazione), che siano classificabili come
“Segreti Commerciali” ai sensi degli art. 98 e 99
del Codice della Proprieta Industriale (D. Lgs. n.
30/2005, come modificato dal D. Lgs. n.
63/2018 in recepimento della Direttiva UE
2016/943), adottando ogni misura di carattere
contrattuale, tecnologico o fisico idonea per la
loro protezione, anche nei confronti di propri
sub-appaltatori,

dipendenti, collaboratori,

&
(i) i propri Segreti Comr@%@no stati
acquisiti, utilizzati e riv@ citamente e
non vi sono — p@ ad essa noto —
azioni giudiziarestazioni, richieste di

risarciment di indennizzo promosse

danti o aventi causa.

Ciascuna delle Parti inoltre dichiara e

©)

qguanto segue:

stragiudiziale, da parte di terzi

riv anti la titolarita di tali segreti;

medicinal product being tested), which may be

classified as "Commercial Secrets" within the

meaning of articles 98 and 99 of th@rial

Property Code (legislative decr% 05 as

amended by legislative r 63/2018

enacting Directive EU 20 , and shall take
all the contractu C

measures ngcessa
&

information, a
&

contra@ubcontractors,

logical or physical

to protect such

about their employees,

successors or

<&
Qch Party also represents and warrants as
follows:

(i) 1ts Commercial Secrets have been acquired,
used and disclosed legally. There are not — as
far as is known to it — any legal actions,
disputes, claims for compensation or
indemnity, whether judicial or extrajudicial,

brought by any third party claiming ownership

of such secrets.
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(ii) essa, pertanto, terra indenne e

manlevera |'altra Parte da azioni giudiziarie,

contestazioni, richieste di risarcimento o di

indennizzo promosse anche in via
stragiudiziale, da parte di terzi rivendicanti la
titolarita di tali Segreti Commerciali.

10.2 Le Parti sono obbligate all'adeguata e

corretta diffusione e pubblicazione dei risultati

nonché alla loro

della Sperimentazione

adeguata comunicazione ai pazienti

partecipanti ed ai rappresentanti dei pazienti. Il

Promotore, ai sensi della vigente normativa, €
&

risultati, anche se negativi, ot@

conclusione della Sperimentazigne,\ non
appena disponibili da partu i Centri
partecipanti e comunque r@ e i termini a

tal fine stabiliti dal sizioni applicabili

s

dell’Unione Europ

4

tore principale ha diritto di

pubblicare, senza limitazione

risultati della Sperimentazione

ottenuti presso I’Ente, nel rispetto delle

tenuto a rendere pubblici tempestivamen@

(i) It shall, therefore, indemnify the other Party

regarding any legal actions, complaints, claims

for compensation or indemnity,<@her
judicial or extrajudicial, brough %

party claiming ownershi

Secrets.

10.2. The Parties @ated to adequately

and accurately.djsclos€ and publish the results
o
of the Trial to communicate them

&
che patients taking part and to

sentatives. Under the terms of the

icable regulations, the Sponsor is required

@

promptly publish the results of the Trial,
even if harmful, obtained at the end of the Trial
as soon as they become available from all the
participating Centres and any case no later than
the deadlines for this purpose established by
the applicable provisions of the European
Union.
10.3. The Principal Investigator has the right to
disseminate and publish, without limitation,
the results of the Trial obtained from the
laws on the

Institution, by the current
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disposizioni vigenti in materia di riservatezza

dei dati sensibili, di protezione dei dati

personali e di tutela della proprieta
intellettuale, nonché nel rispetto dei termini e
delle condizioni di cui al presente Contratto.

Per garantire la correttezza della raccolta e la
veridicita dell'elaborazione dei dati e dei
risultati della Sperimentazione ottenuti presso
I’Ente, in vista della loro presentazione o
pubblicazione, almeno 60 giorni prima di esse
lo Sperimentatore principale dovra trasmettere
al Promotore il testo del documento destinato

&
ad essere presentato o pubblicato.

docun@ e/o

dovessero sorgere questioni

all'integrita scientifica del
afferenti

guestioni agli

brevettuali o di tutel proprieta

le Pa@ Sperimentatore
Principale proce%o nei 60 giorni

successivi al

intellettuale,

presentazione o pubblicazione, apportando

9

confidentiality of sensitive data, data

protection and intellectual property, and by the

terms and conditions of this Agreem@
To ensure that the data proce%@orrect

r @f the Trial
obtained at the Is%&@

presentation or ication, at least 60 days

and accurate, and the

,  given their

before them, Principal Investigator will

<

e

send the Sponsob the text of the document

&
intend presented or published. Should
&
is%' about the scientific integrity of the

ment and/or problems regarding
gulatory aspects, patents or the protection of

intellectual the Parties and the

property,
Principal Investigator will proceed over the next
60 days to review the document. The Principal
Investigator shall agree to take into account the
Sponsor's suggestions in the publication or
by making any changes or

presentation,

deletions  necessary to  protect the

confidentiality of information, personal data
and to protect intellectual property, provided

that the amendments do not conflict with the
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eventuali modifiche o cancellazioni necessarie

ai fini della tutela della riservatezza delle
informazioni, dei dati personali e della tutela
della proprieta intellettuale, purché non in
contrasto con ['attendibilita dei dati, con i
diritti, la sicurezza e il benessere dei pazienti.

10.4 1l Promotore riconosce di non aver diritto
di chiedere I'eliminazione delle informazioni
contenute nel documento, salvo quando tali
richieste e modifiche siano necessarie ai fini
della tutela della riservatezza dei dati, della
protezione dei dati personali e della tutela della

&
proprieta intellettuale.

10.5 Il Promotore, allo scopo di prese
di qualrisulti

necessario, potra chiedere al %entatore

richiesta brevetto e

principale di differire di u@r 90 giorni la
pubblicazione o pres
In caso di sperimne multicentrica, lo

principale  non  potra

del documento.

ti o risultati del proprio Centro

i dati e risultati della

Sperimentazione siano stati integralmente

reliability of the data, or the rights, safety and

G
St

10.4. The Sponso%
right to requ%hﬁe eletion of information
o

contained in the~document except where such
O

well-being of the patients.

mendments are necessary for

data protection and

ectual property protection.

@

10.5. The Sponsor may, to present a patent
application and, if necessary, ask the Principal
Investigator to delay the publication or
presentation of the document by a further 90
days. The Trial being multi-centre, the Principal
Investigator may not publish the data or the
results of his or her own Centre until all data
and results of the Trial have been published in

whole or for at least eighteen (18) months from

the conclusion of the Trial, its interruption or
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pubblicati ovvero per almeno diciotto (18) mesi
dalla conclusione della Sperimentazione, dalla
sua interruzione o chiusura anticipata.
Laddove la pubblicazione recante i risultati di
una sperimentazione multicentrica ad opera
del Promotore, o del terzo da questi designato,
non venga presentata entro diciotto (18) mesi
dalla fine della Sperimentazione multicentrica,
lo Sperimentatore potra pubblicare i risultati
ottenuti presso I’'Ente, nel rispetto di quanto
contenuto nel presente articolo.
Art. 11 - Protezione dei dati personali

&
11.1 Le Parti

previste dal presente Contratto si impe

g (&)

trattare i dati personali, di cui ve r

gualsiasi motivo a conosc %rante la

sperimentazione, nel rispe@ i obiettivi di

in conformita a

&)

cui ai precedenti a

disposto

2016/679 de rldmento Europeo e del

guanto Regolamento (UE)

Consiglio 7 aprile 2016 (“GDPR”), nonché

dalle elate disposizioni legislative e

amministrative nazionali vigenti, con le loro

nell’esecuzione delle attiv'%

early termination. Suppose a publication
containing the results of a multi-centre trial,

published by the Sponsor or the thi rty

s@ after
eighteen (18) months from i@)fthe multi-
() vestigator may

designated by the Sponsor, is

centre Trial. In that c

publish the resul% d at the Institution
based on the wj ntents.
0\

Art. 11 — Data protection
Q.l. In executing the contractual activities the
Parties shall treat all the personal data they
receive for any reason about the Trial by the
objectives of the preceding articles and in
conformity with the provisions of Regulation
(EU) 2016/679 of the European Parliament and
Council of 27 April 2016 (GDPR), and with the
related requirements of law and orders of
administrations, including

national any

subsequent amendments (collectively the

"Data Protection Laws”) as well as any
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eventuali successive modifiche e/o integrazioni

(collettivamente, “Leggi in materia di

Protezione dei dati”), nonché di eventuali
regolamenti degli Enti, purché comunicati
preventivamente a e specificamente accettati
dal Promotore.

11.2 | termini utilizzati nel presente articolo, nel
Contratto, nella documentazione di informativa
e consenso e in ogni altro documento utilizzato
per le finalita della sperimentazione clinica

devono essere intesi e utilizzati secondo il

significato a essi attribuito nell’Allegato B.

&

titolari del trattamento _ai i

®

autonomi
dell’art. 4 paragrafo 7 del GDPR. Cia delle

A

organizzativo,

Parti provvedera a propria spese,

nell’lambito del proprio as

no

di funzioni e compiti

alle eventuali Responsabili del
trattamento e attri

ti,“che operino sotto la loro

autorita, si del GDPR e della normativa

vigen

11.3 U'Ente e il Promotore si qualificano co &

regulations of the Institution, provided that it is

communicated in advance to, and specifically

11.2. The terms @T\:@his article, in this
Agreement, i t
&

documents and any other documents used for

accepted by, the Sponsor.

informed  consent

e construed and utilised by the

The

Institution and Sponsor are
independent data controllers for Article 4,
paragraph 7 of the GDPR. Each Parties will
arrange at its own expense, as part of its
organisational structure, for the appointment
of Data Processors and assignment of functions
and tasks to designated subjects, who operate

under their authority by the GDPR and current

legislation.
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11.4 Per le finalita della Sperimentazione

saranno trattati dati personali riferiti alle

seguenti categorie di interessati: soggetti
partecipanti alla sperimentazione; persone che
operano per le Parti. Tali interessati sono
informati sul trattamento che li riguarda a
mezzo di idonea informativa. Per le finalita della
Sperimentazione saranno trattati le seguenti
tipologie di dati personali: dati di cui all’art. 4 n.
1 del GDPR; dati rientranti nelle categorie
“particolari” di dati personali - e in particolare
dati relativi alla salute e alla vita sessuale, dati
genetici - di cui all’'art. 9 del GDPR. Tali

saranno trattati nel rispetto dei p@i

liceita, correttezza, trasparenza, a ezza,

pertinenza e necessita di cui @ %paragrafo

ttere i dati ad

romotore e a terzi

1 del GDPR.
11.5 Il Promotore p

affiliate del grupp

operanti per conto, anche all'estero, in
ri dell'Unione Europea soltanto

delle condizioni di cui agli artt. 44 e

ss. del GDPR. In questo caso il Promotore

€

11.4. For the Trial, personal data relating to the
following categories of data subjects will be

processed: persons taking part in th@and

persons operating on the Parties{ b . Such

data subjects will be appro informed of

the processing of thei K
following types @nal

processed: th%@ eferred to in Article 4
~
paragraph 1 (N

e GDPR; data classified as
&

r the Trial, the

data will be

"sensiti ’ d in particular, data relating to
&
health;sexual life and genetic data — referred to
t

:§Ie 9 GDPR. Such data shall be processed
the principles of legality, fairness,

transparency, adequacy, relevance and
necessity as contained in Article 5 paragraph 1

of the GDPR.

11.5. The Sponsor may send the data to other
affiliates of the Sponsor's group and third
parties operating on its behalf, including those
abroad, in countries outside of the EU, only in
compliance with the conditions set out in

Articles 44 and ss. of the GDPR. In this case, the
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garantira un adeguato livello di protezione dei
dati personali . Ove il Promotore abbia sede in
uno Stato che non rientra nellambito di
applicazione del diritto dell’lUnione Europea e
che la Commissione Europea abbia deciso che
tale Paese non garantisce un livello di
protezione adeguato ex artt. 44 e 45 del GDPR,
il Promotore e I'Ente, in assenza di altre
disposizioni normative, dovranno compilare e
Standard

sottoscrivere il documento

Contractual Clauses approvate dalla

Commissione Europea (quest’ultimo non viene

&
allegato al presente Contratto).

11.6 Le Parti garantiscono che le p

esse autorizzate a trattare dati pers@oer le
i

finalita della Sperimentazi rispettino i

principi posti a tutela del di a protezione
dei dati personali e d@ alla riservatezza,

e che le persone nno accesso ai dati

personali sia ¢bbligati a trattarli in

conformits istruzioni dettate, in coerenza

con esente articolo, dal titolare di

riferimento.

Sponsor will guarantee adequate personal
protection. Where the Sponsor is established in

a State that does not fall within th@ of
o

European Union law and that“\the pean

Commission has decided t @ountry does
not guarantee an ade u%& | of protection

under Articles 44 the EU GDPR, the

Sponsor and t%t tion, in the absence of
~

other regulato%ovisions, must complete and

&
sign t &ument Standard Contractual

&
Cl%x proved by the European Commission

Q latter is not attached to this Agreement).
11.6. The Parties warrant that the persons
authorised by them to process personal data
for the Trial will comply with the principles in
force to safeguard data protection and the right
to confidentiality and that any persons having
access to the personal data will be obligated to
process the data by the instructions given, by

this article, by the data controller.
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11.7 Lo Sperimentatore principale e individuato

dal’Ente quale persona autorizzata al

trattamento ai sensi dell’art. 29 del GDPR e

quale soggetto designato ai sensi dell'art. 2

quaterdecies del Codice in materia di

protezione dei dati personali (D. Lgs. 196/2003,
come modificato con D. Lgs. 101/2018).

11.8 Lo Sperimentatore principale deve
informare in modo chiaro e completo, prima
che abbia inizio la Sperimentazione (incluse le
relative fasi prodromiche e di screening) ogni
circa finalita, risultati,

paziente natura,

&

dei dati personali; in particolare il pazi

.

inoltre essere informato che Autori ionali

e straniere, nonché il Comita(&potranno
accedere, nell’ambito attivita  di
monitoraggio, verifi ollo sulla ricerca,

alla documen% relativa alla

sperimentaziope\\ ¢@si come anche alla

sanitaria  originale del

conseguenze, rischi e modalita del trattame &

11.7. The Institution has identified the Principal

Investigator as a person authorised for the data

processing for Article 29 GDPR @s a
designated party for Article 2 @/%ies of

the Italian Law Decree 196 @

11.8 The Prin\q@igalyl estigator shall provide
0\

clear, complete~information to all patients
O

before riaI

<

starts (also before the

p@% phases or screening) to all patients,
%ng the nature, purpose, results,
nsequences, risks and methods of the

processing of personal data; in particular, all
patients must be informed that the national
and international authorities and the Ethics
Committee may, in connection with the
monitoring, checking and control of the Trial,
have access to the related documentation and
also to the original healthcare records of the
patient, and that the Monitors and Auditors

may also access the data in connection with

their respective duties.

AIFA National Template Italy (v. 22 May 2024 with Takeda Amendments)
TAK-279-PsA-3001
Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO

61




Docusign Envelope ID: 2FAD2A59-D543-4C36-A68E-ABDD4385ECDA

eccedere in visione, nell’ambito delle rispettive
competenze, Monitor e Auditor.

11.9 Lo Sperimentatore principale deve
acquisire dal paziente debitamente informato il
documento di consenso oltre che alla
partecipazione alla Sperimentazione, anche al
trattamento dei dati. L'Ente e responsabile
della conservazione di tale documento.

11.10 Qualora una parte accerti una violazione
dei dati personali, si impegna a comunicarlo
all'altra entro 48 ore dall'accertamento della
violazione, ferma restando l'autonomia della

&
stessa nella valutazione della sussistenza d

condizioni e nell'adempimento degli ot@i

previsti dagli artt. 33 e 34 del GDPR.

Art. 12 - Modi&

presente Contr

te al Protocollo

guale parte integ%ostituiscono I'intero

accordo tra le

12.1 1 relativi

allegati/addendum,

12.2 ontratto puo essere
modifi integrato solo con il consenso
scritto di entrambe le Parti. Le eventuali

11.9. After the patient has been duly\xformed,

the Principal Investigator shﬁx in the

consent form for participati e Trial and

consent to processi g&x al data. The

Institution

is re% for keeping the
consent forms

<

11.10 If either Party discovers a data protection

&
breach, ther Party shall be informed
0 IO
a2

w ours of the breach being verified,

out prejudice to such Party's independent
sessment of the conditions and fulfilment of

the obligations contained in Articles 33 and 34

GDPR.
Art. 12 - Amendments

12.1 This Agreement and its
annexes/appendices, together with the
Protocol, form an integral part of this
Agreement and constitute the entire
Agreement between the Parties.

12.2 This Agreement may only be

amended/supplemented with the written
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modifiche saranno oggetto di addendum al
presente Contratto e decorreranno dalla data
della loro sottoscrizione, salvo diverso accordo

tra le Parti.

Art. 13 - Disciplina anti-corruzione e per la
prevenzione di reati
13.1 L'Ente e il Promotore si impegnano a
rispettare tutte le normative anticorruzione
rilevanti.
13.2 Il Promotore dichiara di aver adottato
misure di vigilanza e controllo ai fini del rispetto
&

e dell’attuazione delle previsioni del D. Lgs.<8\\

giugno 2001 n. 231, nonché,

applicabili e non in contrasto con Ia
vigente in ltalia, dei principi Q%ﬁ
Practices Act degli Stati Un@

modifiche e integr'Ente e le sue

strutture clinich amministrative,

eign Corrupt

0 successive

Si

impegnano a collabdrare in buona fede, nei

limiti  di nto previsto dalla normativa

italia i cui sopra, con il personale e il

management del Promotore al fine di facilitare

consent of both Parties. Any amendments will

be contained in a supplement to this

Agreement and will take effect from @e of
signature unless agreed othe %y the

&

Parties.

Art. 13 — Anti-corrupti sions and for
the pr@ﬂ&@:f crimes
13.1. The In%ixi\ti;) and the Sponsor will
o

comply with all r
@’

Q
&iﬁgp

rvisory and control measures to ensure

vant anticorruption laws.

1 onsor confirms that it has taken

mpliance with and implementation of, the
provisions of Italian Legislative Decree no. 231
of 8 June 2001 and, where applicable and not
conflicting with laws in Italy, the principles of
the US Foreign Corrupt Practices Act and its
amendments. The Institution and its clinical
and administrative facilities undertake to
collaborate in good faith according to the
provisions of Italian law mentioned above. They
will cooperate with the Sponsor's personnel

and management to facilitate full, accurate
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la piena e corretta attuazione degli obblighi che
ne derivano e l'attuazione delle procedure
operative a tal fine messe a punto dal
Promotore.

13.3 (Ove applicabile) (*) Ai sensi e per gli effetti
della L. n. 190 del 6 novembre 2012 (“Legge
Anticorruzione”) sue successive
modificazioni, I’Ente dichiara di avere adottato
il Piano Triennale per la prevenzione della
corruzione.
13.4 L'Ente e il Promotore s’impegnano
reciprocamente a informarsi immediatamente

&

circa ogni eventuale violazione del prese %

disponibili tutti i dati informa@e la

articolo di cui venga a conoscenza e

documentazione per ogni op na-verifica.

@ per qualsiasi
scopo legittimo, nei@lla normativa sul

ermini del presente

13.5 Il Promotore puo div

trattamento dei

Contratto o di sigsi suo emendamento.

13.6 La vi ne di quanto previsto da questo

artico stituisce grave inadempimento del

implementation of the resulting obligations and
the implementation of the operational

procedures developed by the Sp(@@hat

purpose.

13.3 (If applicable) In acco @ith Law 190

of 6 November 2012 "NN ption Act”) as

amended, the In onfirms that it has

adopted the Three-Year Anti-corruption Plan.
~

@§
S

1&%@ Institution and the Sponsor shall

ediately inform each other of any violation
chis article by the other Party, which they
become aware of, and will provide complete
information and documents for all the
appropriate investigations.
13.5 the Sponsor may disclose the terms of this
Agreement or any amendments to this
Agreement for any legitimate purpose within
the limits of the data protection laws.

13.6 If the relationship of trust between the

parties is affected by violating any provisions of

! Le disposizioni degli artt. 13.3 e 13.4 possono essere adattate in caso di previsioni specifiche di altri ordinamenti
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presente Contratto ai sensi e per gli effetti di cui

all'art. 1456 Codice Civile, risultando

pregiudicato il rapporto di fiducia tra le Parti.
13.7 Le Parti riconoscono che il presente
Contratto & soggetto a pubblicazione ai sensi
dell’articolo 23, comma 1, lettera d) e comma 2
del Decreto Legislativo n. 33 del 14/3/2013
“Riordino della disciplina riguardante gli
obblighi di pubblicita, trasparenza e diffusione
di informazioni da parte delle pubbliche
amministrazioni”. Ai sensi di tale normativa, le
Parti riconoscono che I'Ente pu0 essere tenuto
a pubblicare [i nomi delle Parti, la data
Contratto, il risarcimento massimo compl

R

corrisposto ai sensi del Contratto e il

)
)
fizzo web]. A

trova all’indirizzo [inserire@'
scanso di equivoci, In € autorizzato a

pubblicare le infor

Sperimentazione] sul propri

relative ai pagamenti

descritte nel et/ di cui all’Allegato A. La

di qualsiasi dettaglio relativo al
in

diverso da quanto indicato

S

this article, it will constitute a severe breach of

this Agreement under Article 1456 of the Italian

Civil Code. @
13.7 The Parties acknowleé@ﬂc this

Agreement is subject to pu @pursuant to

article 23, paragraph 1, |
. 33 of 14/3/2013

’Reorganisatio@rules relating to the
&

obligations oNublicity, transparency and

¥
dissem of information
O
au%@l'@ 7

ies acknowledge that the Institution may

and paragraph

2 of Legislative

by public
Pursuant to that legislation, the
Q required to publish [the names of the

Parties, the date of the Agreement, the overall

maximum compensation paid under the
Agreement and the title of the Trial] on its
website located at [insert web address]. For the
avoidance of doubt, the Institution is not
permitted to publish the payment information
described in the Budget set forth in Annex A.

Publication of any details relating to the

Agreement other than as set out in the
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precedenza richiedera il previo consenso scritto
del Promotore.

13.8 L’Ente dichiara e garantisce che né I'Ente
stesso, né alcuno dei suoi dipendenti o agenti
che svolgono la Sperimentazione, (i) sono sotto
inchiesta da parte di autorita regolatorie, per
I'interdizione o qualsiasi azione in relazione alla

ricerca clinica, o (ii) sono attualmente

interdetti, inabilitati o ritenuti non idonei a
condurre ricerche cliniche o a ricevere
medicinali o dispositivi sperimentali in qualita
di sperimentatori clinici ai sensi di qualsiasi
L’Ente

normativa vigente.

immediatamente il Promotore (a) n

=
S

esclusi,

cui I’Ente, lo Sperimentatore princi

dei suoi dipendenti o agent'@\

inabilitati o ritenuti non id a’un tribunale

ppure (b) in caso
aun procedimento di

bifitazione nei confronti di

o da un’agenzia reg

di indagini o di

interdizione o-i
ello Sperimentatore principale o
unitamente altra

a qualsiasi

informazione di cui I'Ente o lo Sperimentatore

&
inform %

foregoing shall require the Sponsor’s prior

written consent.

13.8 Institution represents and wa@hat
neither the Institution, nor@gf the

Institution’s employees or

the Trial, (i) are un eN igation by any

regulatory authoryj debarment or any

action in relatiop to chinical research, or (ii) are
o
presently deb%d

, disqualified, or deemed

performing

<

;onduct clinical research or to

estigational drugs or devices as a

ineligib

re&%'

ical investigator under any applicable law.

e Institution will notify Sponsor immediately
(a) if Institution, the Principal Investigator, or
any of its employees or agents become
debarred, disqualified, or deemed ineligible by
any court or regulatory agency, or (b) upon any
inquiry concerning or the commencement of
any debarment or disqualification proceeding
regarding any such person, the Principal

Investigator, or Institution, together with any

other information known to the Institution or
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principale sia a conoscenza e che sia rilevante
per tali procedimenti o azioni.
Art. 14 - Trasferimento diritti, cessione del
Contratto

14.1 LU'Ente e la CRO riconoscono che il
Promotore pu0 assegnare a sé stesso 0 a una
terza parte la responsabilita di uno o piu diritti
e obblighi del Promotore o della CRO in virtu del
presente documento, mediante comunicazione
scritta all’Ente e alla CRO. Altrimenti, il presente
Contratto ha carattere fiduciario e, pertanto, le
Parti non trasferire o

possono cedere,

&

parte, senza il preventivo consens

In ogni caso la parte cessionari %

c@i i termini del
trasferimento di

diritti in assenza d%dette condizioni sara

considerato n rYai avvenuto.

dell’altra Parte.
ccettare
esplicitamente tutte le con

presente Contratto.

)

cambio di denominazione

he non comporti mutamento della

sua persona giuridica, non si rendera

subappaltare lo stesso a terzi, in tutto od %

o

Principal Investigator that is relevant to such
proceedings or actions.

Art. 14 — Transfer of rights, assign@f

contract and subcontractin

14.1 Institution and CRO @:knowledge

that Sponsor may assi nN or a third party

Il of Sponsor's or

responsibility for%
CRO’s rights %o igations hereunder by
~

written notice the Institution and CRO.
¥

<

h@%@,

bcontract the same to third parties, in

Others Agreement is fiduciary and,

h

—+

the Parties may not assign, transfer
le or in part, without the prior written

consent of the other Party.

In any event, the assignee must explicitly accept
all terms and conditions of this Agreement. Any
rights transfer in the absence of these
conditions will be considered null and void and
will never occur.

14.2 In the event of a change in the name of the
Institution, which does not involve a change in
the amendment to this

its legal person,
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necessario I'emendamento alla presente
convenzione. L'Ente sara comunque tenuto a
notificare tempestivamente al Promotore tale
cambio di denominazione.

Art. 15 — Sottoscrizione e oneri fiscali
15.1 Il Contratto sara considerato pienamente
stipulato quando sara firmato da ciascuna delle
Parti con firma autografa o firma elettronica
qualificata e consegnato alle altre Parti. La
consegna di una versione firmata della pagina
delle firme del presente Contratto tramite
trasmissione via fax, tramite posta elettronica

“.pdf’) o tramite qualsiasi

altr
elettronico volto a preservare I'asp@rafi

e visivo originale di un do

co

gumente; oppure

i rhezzi, avra la

stessa efficacia deIIa }a di una versione

firmata manualmepresente Contratto.

Le spese di bo nd pagate dal Promotore

tramite una combinazione

tramite | O e vengono assolte tramite

in.30 marche da bolloda€16,00

&
in “formato di documento portatile” (form &

Agreement will not be necessary. However, the

Institution will be required to notify the

Sponsor of such a change of n@@out

Art. 15 - Subscripti§®axes

15.1. The Agreement iN med to be fully
executed when s@@each of the Parties

ed

delay.

through wetrgi qualified

&
electronic sign%e, and delivered to the other
O
:; ry of an executed counterpart of

S Ve
&
a %@; page of this Agreement by facsimile

mission, by electronic mail in “portable

ignature or

N

Parties,

o

cument format” (“.pdf” format), or by any
other electronic means intended to preserve
the original graphic and pictorial appearance of
a document, or by a combination of such
means, shall be as effective as delivery of a
manually executed counterpart of this
Agreement.
Stamp duties shall be paid by the Sponsor
through CRO and will be paid by applying n. 30
duty stamp of 16,00 euro each, on a dedicated

paper that will be archived as original version
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su apposito foglio, conservato in originale agli
atti della CRO per il Promotore.

Art. 16 - Legge regolatrice e Foro competente
16.1 La legge regolatrice del presente Contratto
e rappresentata dalle leggi di Inghilterra e
Galles, fatte comunque salve le norme di

applicazione necessaria  dell’ordinamento

italiano, in particolare per quanto attiene alla
tutela dei diritti dei pazienti.
16.2 Per tutte le eventuali controversie che

dovessero sorgere in relazione

all'interpretazione, applicazione ed esecuzione

&

del presente Contratto, fermo resta

I'impegno delle Parti ad esperire un p ev‘

tentativo di conciliazione in sede str@iziale,

sara competente, in via es@a, Foro di

Milano. @
Art. a

17.1 In caso di d a tra la versione in

lingua inglese uella in lingua italiana del

presente ontratto, la versione in italiano

preva

at the CRO office on behalf of Sponsor.

Art. 16 — Governing law and f@
16.1. The governing law of thi@;\

the laws of England a ales, without

t N datory rules of
p@tﬁ;@/ regarding the
protection of@ﬂ\\enﬁt ights.

0\

O
16.2. F ”sputes that may arise about the
&
in@@; ion, application and execution of

ent is

prejudice, however,

Italian law,

§greement, without prejudice to the
rties' commitment to make a prior attempt

at out-of-court settlement, the Court of Milan

shall have exclusive jurisdiction.

Art. 17 — Language
17.1. If there is any discrepancy between the
English language version and the Italian version
of this Agreement, the Italian version shall

prevail.
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Art. 18 — Conoscenza ed accettazione Art. 18 - Knowledge and acceptance of the
dell’intero Contratto entire Contract
Le Parti si danno reciprocamente atto, per | The Parties mutually acknowledge, @tual
reciproca chiarezza, che il presente Contratto, | clarity, that this Agreement, dra@x sed on

redatto sulla base dei contenuti minimi | the minimum content idei@nder Art. 2

individuati ai sensi dell’art. 2 comma 6 della | paragraph 6 of Law 1 J& 2018, n.3, is to
legge 11 gennaio 2018, n.3, & da considerarsi | be considered kn% accepted in all its
conosciuto ed accettato in ogni sua parte e che | parts and that,iti;e re the provisions of art.

&
non trovano pertanto applicazione le | 1341 and 1342%?% Civil Code do not apply.

<

Codice Civile. \

Q @
kkk o ckkk  kkk kkk  ckkk  kkk

O
disposizioni di cui agli artt. 1341 e 1342 del Q@

@
@Q&
W
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Per il Promotore/ For the Sponsor

Il Legale Rappresentante o suo delegato/ Legal Representative or her/his delegate\%

Dott./ Mr./Mrs. Stefanie Lemmel Q@

Firma/ Signature | Stafanic LEMMEL @

O
Il Legale Rappresentante o suo delegato/ The legal Represen or her/his delegate
\\
Dott.ssa/ Dr. Paola Lattuada @

Firma/ Signature &\@

S
25

Per presa visione delle disposi @%o riguardano: lo Sperimentatore Principale/

&
Per I'Ente/ For the Institution

For confirmation of having se provisions concerning her/him: the Principal Investigator

Dott. Ennio Giulio Fava%ix:;
Firma/ Signature %;
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ALLEGATO A - BUDGET

ONERI E COMPENSI

Parte 1 - Oneri fissi e Compenso per
paziente coinvolto nello studio

Includere, a titolo di esempio le seguenti
VOoCi:

Fornitura del/i Medicinale/i Sperimentale/i

e/o di ogni altro materiale in

sperimentazione o necessario allo

svolgimento della stessa affinché non vi sia

aggravio di costi a carico del S.S.N. (kit

&
diagnostici, dispositivi medici, ecc.).

Compenso lordo a paziente coinv It

studio: € 12.092,54 + IVA (se appl@

Compenso per scre e

unscheduled visit, non er l'eventuale

%4.6 del Contratto.

i’ Centro sperimentale a

smaltimento de o sperimentale

come previsto

Compenso
pazien pletato (Compenso a paziente

coi o — overhead aziendale - tutti i costi

ANNEX A - BUDGET

COSTS AND PAYMENTS

D)

D

Part 1 - Fixed costs and payments per patient

)@ the following

Supply of &g@%rug(s) and any other
o
materials mired for the trial provided

)
tha a(’ are no extra costs for the

<

k al Health Service (diagnostics kits,

involved in the study
Include, by way of

items:

edical devices, etc.).

Gross payment per patient involved in the

study: € 12,092.54 + IVA (if applicable).

Compensation for screening failure,

unscheduled visit, and the possible destruction
of the Trial Drug as required by art. 4.6 of the
Agreement.

each

trial Centre for

Payment per
completed patient (Payment for enrolled

patient - company overheads - all the costs
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sostenuti dall’Ente per la sperimentazione?):
€ 12.092,54), IVA (non applicabile) per
paziente,

- Fasi economiche intermedie (nel caso in cui

i pazienti non  completino  liter

sperimentale): Vedere tabella Budget

Allegato A-1
- Tutti i costi rimborsabili relativi allo studio,
inclusi quelli coperti dal contributo per

paziente coinvolto nello studio, non

comporteranno aggravio di costi a carico del

SSN (ad es. non vi sono prestazioni

&

esami

aggiuntive, gli

laboratorio sono di tipo routinario i

strumentali sono di tipio per i
pazienti in studio e q@'

verranno effettuati kit diagnostici

%ami

ttiati  presso

pazienti in studio, oppure esami

&

laboratorio

forniti,oppure di laboratorio

verranno un unico

laborat centralizzato esterno, a carico

del

strumentali e@

@vice

D)

incurred by the Institution for the trial: €

12.092,54, VAT (not applicable) per patient.

Interim financial phases (if @nts do

not complete the @procedure):

Examination: Refer t et Table Annex

N %

All the re'g,&;s le costs of the study,
o

including tho

O
per involved, shall not lead to any
Q
%Zosts payable by the National Health

covered by the contribution

(for example, there are no
additional services, the instrumental and
laboratory tests are routine for the patients
in the trial, or the instrumental tests are
routine for the patients in the trial and the
lab tests will be carried out with diagnostic
kits supplied or the lab tests will be done at

a single centralised external laboratory, at

Sponsor’s expenses).
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Parte 2 - Costi aggiuntivi per esami strumentali
e/o di laboratorio da effettuarsi sulla base del
Tariffario dell’Ente (o in difetto sulla base del
nomenclatore tariffario della Regione dove &

situato il Centro di sperimentazione) vigente al

Part 2 — Additional costs for instrumental tests

and lab tests to be carried out according to the

Tariff of the Institution (or over cos@ on
the tariff nomenclator of the Re@re the

Trial Center is located) in @the time of

S
dossier della domanda ai @ del

Regolamento (UE) n. 536/20]

richiamato nel presente C@tto come sua

parte integrante e so@.
F i

veoessere liquidato entro 45

i partecipanti alla Sperimentazione”, i

da thtendersi

LIQUIDAZIONE E

- Il compen

giorni ricezione della fattura.

ra deve essere emessa con cadenza

prevista trimestrale secondo quanto

Sifarinvio al modello “Rimborsi e Indennité@sﬁeference

momento dell’erogazione delle rispettive | the provision of the r SK services.
prestazioni. %
Vedere tabella Budget Allegato A-1 Refer to Budge\i{f\gble nnex A-1
o
&
Wk
Parte 3 - Indennita per i | Part = Payment Allowance for
&
pazienti/accompagnatori  coinvolti  nello p;ﬁ\%&careers involved in the Trial:
Studio: @
o O
is made to the model

"Reimbursements and Allowances for Trial

participants”, included in the application

dossier under Regulation (EU) no. 536/2014, to

be understood as referred to in this Agreement

as an integral and substantial part.

LIQUIDATION AND INVOICES

- The payment must be made within 45 days
from receipt of the invoice.

- The invoice must be issued at the required

intervals on the amounts accruing during
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maturato nel periodo di riferimento, sulla
base di apposita richiesta di emissione

fattura da parte del Promotore.

the reference period and the request for

D

invoice by the Sponsor.

Metodo di pagamento: | pagamenti verranno
effettuati in EURO tramite bonifico bancario

elettronico.

Payment Method: Payments il b%ade in

EUR by electronic bank tra

7N

Le Parti convengono che il beneficiario
designato di seguito e il beneficiario per il
presente Contratto e che i pagamenti ai sensi
del presente Contratto saranno effettuati solo
al seguente beneficiario (il "Beneficiario"):

Il beneficiario compilera anche i moduli di

&

dei casi.

O

informazioni di pagamento richiesti, a seco@

The parties agreW payee designated
below is the %o&? yee for this Agreement,
o

and that payme under this Agreement will

Q.
S

ayee will also complete required payment

be ma

<
IIP

to the following payee (the

9

information forms, as applicable.

NOME BENEFICIARIO / PAYEQQE

ASST Centro Specialistico  Ortopedico

Traumatologico Gaetano Pini-CTO

INDIRIZZO BENEFICIAR |/ PAYEE

W

ADDRESS:

P.zza Cardinal Ferrari 1 - 20122 Milano

NOME DELLA BAI@% / BANK NAME

Intesa sanpaolo SpA

IBAN IT20S 03069 01791 100000046028
ABI 03069
CAB 03069
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CIN S
SWIFT ID/BIC BCITITMM
%
NOME DEL TITOLARE DEL CONTO
edico

Traumatologico Gaetano Pin

NAME <:i>
E-mail con i dettagli del ®

pagamento/rimessa protocollo@pec.asst-pini-cto.it

ASST Centro  Specialistico \. O
BANCARIO / BANK ACCOUNT HOLDER's @
O

/Remittance/Payment Details email o&

In caso di modifiche dell'indirizzo del | Incase ofé@es inthe Payee’s address, Payee
Beneficiario, il Beneficiario e tenuto a |is %h@inform CRO in writing. The Parties
informare la CRO per iscritto. Le Parti a@hat in case of changes of address which
convengono che in caso di cambiament@%@not involve a change of Payee, tax numbers,
indirizzo che non comportino una modifi@ or tax exempt status, no further amendments
Beneficiario, del codice fiscale o de@%ﬁb di | to the Agreement are required.

esenzione fiscale, non sono n i%e ulteriori

modifiche al Contratto. m

O

Se, al compIetamento@perimentazione o | If, at Study completion or any termination of
alla risoluzione esente Contratto, | this Agreement, the total amount that CRO has

I'importo total to dalla CRO supera | paid exceeds the amount to which Payee is

I'importo a eneficiario ha diritto ai sensi | entitled hereunder, Payee shall return the
del pres ontratto, il Beneficiario restituira | overpayment to CRO within forty-five (45)

il pagamento in eccesso alla CRO entro
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qguarantacinque (45) giorni lavorativi dal

ricevimento della notifica scritta della CRO

dell'importo dovuto.

business days of receipt of CRO’s written

notification of the amount due.

Le Parti riconoscono che il Beneficiario

designato e autorizzato a ricevere tutti i
pagamenti per i servizi eseguiti ai sensi del
presente Contratto. Se lo Sperimentatore non
e il Beneficiario, 'obbligo del Beneficiario di
rimborsare lo Sperimentatore, se del caso, &
determinato da un accordo separato tra

Sperimentatore e Beneficiario, che puo

comportare importi di pagamento diversi e

&

intervalli di pagamento diversi rispetto

pagamenti effettuati dalla CRO al Be.
Lo Sperimentatore riconosce ce lo

Sperimentatore non ¢ il be jario, la CRO

non paghera lo Sperimer@e anche se il

o

beneficiario non rimperimentatore.

%

The parties acknowledge that the

Payee is authorized to @all
payments for the servi e&@

Agreement. If thejnave toris not the Payee,

med under this

then the Payw ation to reimburse the

>
Investigator, if%ﬁ, is determined by a separate
O

<

wfﬁt@@y involve different payment amounts

ifferent payment intervals than the

ayments

agreer@b ween Investigator and Payee,

made by CRO to the Payee.
Investigator acknowledges that if Investigator is
not the Payee, CRO will not pay Investigator
if the to reimburse

even Payee fails

Investigator.

Quando i dati vené%gaminati durante una

visita progra if loco da parte della CRO,

lo Speri tore deve avere tutti i dati

ragio ente disponibili ottenuti nel giorno

precedente completi e pronti per la

When data is reviewed during a scheduled Site

visit by CRO, Investigator shall have all

reasonably available data obtained through the
and ready for

preceding day complete

evaluation. CRO reserves the right to withhold
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valutazione. La CRO si riserva il diritto di

trattenere il pagamento per i dati non

disponibili entro cinque (5) giorni lavorativi
dalla visita dello Studio del paziente, tranne in
circostanze in cui i dati vengono ritardati o non

ricevuti senza colpa dell'Ente o dello

payment for data not available to CRO within

five (5) business days after the patient study

visit, except in circumstances whe@a is
delayed or not received throu%@%ult of

to @ situations
beyond the Institu 'ONQ

Institution or Investiga

Investigator’s

trimestralmente entro 45 giorni dai criteri di

accettazione. Tutte le visite, compresi i

&

base alla visita completata dal so ge‘ib

conformita con I'Allegato A-1. | paga@f‘ delle
(G

base ai termini del pr: ontratto, saranno

effettuati in base%di arruolamento del

“confermati dai moduli

visite, inclusi eventuali menti  allo

screening, che potrebbero effettuati in

fallimenti allo screening, saranno rimborsat (h\\

Sperimentatore, o in situazioni al di fuori del | control. q/
controllo dell'Ente e dello Sperimentatore.
R
Frequenza di pagamento della visita in | Subject Visit P\Nment Frequency: CRO will
, @i
oggetto: la CRO rimborsera il Beneficiario | reim -:”

bu he'Payee quarterly within 45 days of
th@nce criteria. All visits, including
be reimbursed on a

failures, will

f n
ompleted visit per subject basis in accordance

with Annex A-1. Visit payments, including any
Screening Failure, that may be payable under
the terms of this Agreement, will be made
based upon prior month enrollment data
confirmed by completed subject electronic
Case Report Forms (“eCRFs”) supporting

subject visitation, and/or upon receipt of a

Valid Invoice where required by region.
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e/o al ricevimento di una fattura valida, ove

richiesto dalla regione.

Pagamento dei costi di avvio del centro: Il
pagamento per le attivita di avvio del centro,

nell'importo indicato nell'Allegato A-1, sara

Site Start-up Costs Payment: Paym

é@site
start-up activities, in the amou %rth in
Annex A-1, will be made u @ution of the

pagato per le tariffe fatturabili approvate
descritte nell'Allegato A-1 al ricevimento da
parte della CRO di una fattura completa

originale, che include; Numero di protocollo,

centro, numero della fattura, data dell% ;

e un'adeguata documentazione di pporto

@
come, a titolo esemplifj &na

a procedura &
avvenuta, ecc. ("Fata") da parte del

\V,

non

esaustivo, la prova redatta

Beneficiario.

&
nome dello Sperimentatore, numero %

effettuato al momento dell'esecuzione del | Agreement. \
Contratto. @@
Pagamento fatturabile: Il Beneficiario sara

<

approved invo%o
A-1 upo \ receipt of an original complete
N

Invoiceable P%yge;ﬁ/ Payee will be paid for

le fees outlined in Schedule

m% which includes; Protocol number,
tigator name, site number, invoice
Umber, invoice date; and appropriate

supporting documentation such as but not
limited to redacted proof that procedure

occurred, etc. (“Valid Invoice”) from Payee.

Pagamento p?ocedure condizionali: |l

Beneficiari ara pagato per le tariffe

condizi approvate come indicato

nell'Allegato A-1. Eventuali procedure/costi

Conditional Items Payment: Payee will be paid
for approved conditional fees as outlined in
Annex A-1.

Any procedures/cost with this

designation will be paid only if they are
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con questa designazione saranno pagati solo se
eseguiti e al ricevimento di una fattura valida.
Ulteriori punti temporali non elencati possono
essere pagati all'inserimento nell'EDC e alla
ricezione di una fattura valida, se richiesto dal

protocollo di Studio.

performed and upon receipt of a Valid Invoice.

Additional timepoints not listed may be paid

upon entry into EDC and receipt @alid
Invoice, if required by the Study@.

&)
v

7N

Le fatture devono essere intestate a:

Takeda Development Center Americas, Inc.
500 Kendall Street

Cambridge, MA 02142, USA

il

Le fatture devono essere inviate per

pagamento a:
&
PPD Investigator Services LLC

by email at

CRGInvestigatorPayments@thermof@

or via mail at 929 North &
Front Street, Wilmington, V\@ 1, USA.

S
-

s

Wrgsﬁed to:

Takeda Develw;t enter Americas, Inc.
o

500 Kendall St&

A
Cambri ‘u)

02142, USA
&

In@; ould be sent for payment to:

<

Invoices should b

Investigator Services LLC

by email at
CRGlInvestigatorPayments@thermofisher.com
or via mail at 929 North

Front Street, Wilmington, NC 28401, USA.

Il Beneficiario dovré&\n@ tutte le fatture

valide definitive e%non oltre trenta (30)

giorni dalla verifi e“dal blocco dei dati.

Payee shall submit all final Valid Invoices no
later than thirty (30) days after data verification

and lock.

Numero imo di soggetti: il numero

massi i soggetti che possono essere

randomizzati nello studio senza la preventiva

Maximum Number of Subjects: The maximum
number of Subjects that may be randomized in

the Study without prior approval from Sponsor
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approvazione del Promotore & 5 (cinque). La
randomizzazione dei Soggetti oltre tale importo

sara soggetta alla preventiva approvazione

is 5 (five). Randomization of Subjects over this
amount shall be subject to the prior written

e

approval of the Sponsor, but does

ricevera un rimborso fino a due (2) fallimenti
allo Screening (come definito di seguito). Al
Beneficiario verra rimborsato l'intero importo
della visita di screening per ogni errore di
screening. L'ulteriore pagamento dei fallimenti
allo screening superiori a due (2) sara soggetto
all'approvazione scritta del Promotore, ma

richiedera una modifica del Contratto

O

Ai fini del presente Contratto, pere di
Screening si intende un che (i)

completa le procedure di di Screening

&

descritte nel Protncluso, a titolo
esemplificativo, i esso di consenso

n% randomizzato. Per avere

essere inserite nell'EDC e tutte le informazioni

scritta dello Sponsor, ma non richiedera | further amendment to the Agre@
ulteriori modifiche al Contratto.
Fallimenti allo Screening: il Beneficiario

SN

Screen Failures: Paye meensated up

to two (2) Scree ilures/(as defined below).

<

amount per Scr%

g over two (2) shall be subject to

Payee will be r@gb;r d the full screening visit

Failure. Further payment of

<

wittens

ire an amendment to the Agreement.

pproval of the Sponsor, but does not

For purposes of this Agreement, a Screen
Failure shall mean a subject who (i) completes
the Screening Visit procedures outlined in the
Protocol (including, without limitation, the
informed consent process) and (ii) is not
randomized. To be eligible for reimbursement
of Screening Visit, completed screening eCRF
pages must be entered into the EDC and any
additional which be

information, may

requested by CRO must be submitted to
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aggiuntive, che possono essere richieste dalla | appropriately document the subject screening

CRO, devono essere presentate per | procedures.

documentare adeguatamente le procedure di @
screening del soggetto. %

N
Ri-screening: un fallimento allo Screening pud | Re-Screening: A Scree?i\ﬁaﬂ@é may be

essere riesaminato una volta a discrezione dello | rescreened one tim x Investigator’s

sperimentatore, se ad un certo punto, in futuro, | discretion, if at S%- , in the future the
si prevede che il soggetto dello Studio soddisfii | Study subjec%ol\\sy pected to meet the

&
criteri di idoneita del partecipante a seguito di | participant el%bility criteria following a

&
una discussione con il Promotore/designato. | discussj @ith the  Sponsor/designee.
Q
Ulteriori nuove proiezioni saranno pagate al A(ﬁ?@@;re-screenings will be paid upon the
ricevimento dell'approvazione da parte del ipt of approval from the Sponsor.
o D
Promotore. L'Ente sara rimborsato in baseﬁ stitution will be reimbursed on a per visit

tariffa stabilita nel budget per la vi i basis at the rate set forth in the Budget for the

screening. Al paziente sottoposto@uovo Screening Visit. Rescreened patient will be

screening verra assegnato uQ&gmero di | given a new participant number and the
partecipante e |'Ente sara r'@s

to in base ai | Institution will be reimbursed based on data

dati inseriti nei elettronici di | entered in subject electronic case report forms
segnalazione dei c%ﬂ (eCRF’s).

&
Pagamenti tti o con risoluzione | Discontinued or Early Termination Payments:

anticipa borso per i soggettiinterrotti o | Reimbursement for discontinued or early

con one anticipata sara rimborsato in | termination subjects will be reimbursed on a
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base a una visita completata per soggetto in

conformita con I'Allegato A-1.

completed visit per subject basis in accordance

with Annex A-1.

=

Terze parti: qualsiasi altra terza parte designata
dall'Ente che riceverebbe una remunerazione
come indicato nel presente piano di pagamento

sara gestita e pagata dall'Ente.

V4§>:z54'ties

receive

Third Parties: Any other

designated by Institution t ul

@ is payment
be @%@d and paid by

V

W2

remuneration as outlin

schedule will

Institution.

Tariffe del Laboratorio Centrale: i costi del

Laboratorio Centrale saranno a carico del

Promotore.

Central Labo%@tv Fees: Central Laboratory

<

costs will id by the Sponsor.

S

Visite non programmate: Ai fini del presente

Contratto, per "Visita non programmata'v

intende una visita del Soggetto che
espressamente indicata neII'eIe@%ﬁ

procedure dello Studio del Pro
(i) puo essere richiesta p:
indicato dallo Sperim@, o (ii) puo essere

correlata a un e erso sperimentato

durante lo Studi o Aftrimenti richiesta per lo

Studio com to dallo Sperimentatore, per

la salut benessere di un soggetto dello
Studio—Le visite o le procedure standard di cura

per i pazienti che non sono richieste dal

scheduled Visits: For purposes of this

§®eement, an “Unscheduled Visit” means a

N

Subject visit which is not expressly set forth in
the schedule of Study procedures of the
Protocol, but that (i) may be required for the
Study as directed by the Investigator, or (ii) may
be related to an adverse event experienced
during the Study or otherwise required for the
Study as directed by the Investigator, for the
health and welfare of a Study subject. Standard
of care patient visits or procedures that are not

required by the Protocol do not constitute
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Protocollo non costituiscono visite non | Unscheduled Visits for purposes of this

programmate ai fini del presente Contratto. Agreement.

=

Le visite non programmate saranno rimborsate | Unscheduled Visits will be reimb o4 per
in base alle tariffe stabilite nell'Allegato A-1 e | visit basis in accordance with % set forth
saranno effettuate sulla base dei dati di | in Annex A-1and will be d upon prior
arruolamento del mese precedente confermati | month enrollment@% confirmed by
dai moduli elettronici di segnalazione dei casi | completed subj%ctronic Case Report
("eCRF") compilati a supporto delle visite dei | Forms (”eC%@porting subject visitation,
soggetti e/o al ricevimento di una fattura | and/or up e€eipt of a Valid Invoice where

valida, ove richiesto dalla regione. Nel caso in rquir@y region. In case additional

%es are required at the unscheduled

cui siano necessarie ulteriori procedure p@

durante la visita non programmata, I'Ente sgré @t, the Institution will be reimbursed at the
rimborsato alle tariffe stabilite nel Budget <g&ﬁates set forth in the budget under the
voce "Voci condizionali" e sara pI “Conditional Items” table and will be paid upon
ricevimento di una Fattura Valida so in | receipt of a Valid Invoice. In the event that
cui le tariffe di rimborso ¢ e procedure | reimbursement rates for medically necessary

necessarie dal punto di vist@dico non siano | procedures are not included in Schedule A-1,

incIuseneII'AIIegatoportodel rimborso | the amount of reimbursement for those

per tali procedure sa!; rivisto in buona fede dal | procedures will be reviewed in good faith by

dell'approvazione o della | Sponsor prior to Sponsor’s approval or

disapprovazione delle spese da parte del | disapproval of the expenditures, which shall
non dovranno essere | not unreasonably be withheld or delayed.

irragionevolmente trattenute o ritardate.
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Costo per la revisione delle cartelle cliniche: Il
Beneficiario ricevera una commissione per la
revisione delle cartelle cliniche in base alla

tariffa stabilita nel budget per ogni revisione

delle cartelle cliniche eseguita dallo

Sperimentatore Principale o dal personale del
centro ("Medici revisori") per il carico di lavoro
amministrativo  aggiuntivo  richiesto per
determinare se hanno pazienti che soddisfano i
criteri di iscrizione per lo Studio. C'é un limite di
revisioni delle classifiche fino

venti (20)

all'importo massimo stabilito nel budget per

&
guesto compenso, tuttavia, se c'€ motiv

aumentare il limite per il Centro
richiedere |'approvazione della C@ del
@ate della CRO
a dettagliata da

.l

di” supporto per la CRO

effettuato al

Promotore. Il pagamento s

Beneficiario al ricevimento
di una fattura origi

parte del rio, inclusa la

documentazio

[registro e-screening inviato al CRA]. Il
io sara responsabile dell'erogazione

delle spese di revisione delle cartelle cliniche ai

Q

Chart Review Fee: The Payee will receive a

Chart Review Fee based upon the rate set forth

in the budget per each chart review@ned
g@'

additional

by Principal Investigator or onnel

(“Reviewing Physicians”)

for

wor, o\o\ i
have patients who

meet enrollmw a for the Study. There is
~
e

a cap of Twenty{20) chart reviews up to the

maxim

<

th&@ ensation, however, if there is

ionale to increase the cap for your site, you

ay request approval from the CRO and

administrative

determining whe

&
unt set forth in the budget for

Sponsor. The payment will be made to the
Payee upon CRO’s receipt of an itemized
original, Valid Invoice from Payee, including

to CRO [pre-

supporting documentation
screening log submitted to your CRA]. The
Payee will be responsible to disburse the chart
review fees to the Reviewing Physicians. The
Payee agrees that neither Sponsor nor CRO will

pay the Reviewing Physicians if the Payee fails

to reimburse the Reviewing Physicians.
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medici revisori. Il Beneficiario accetta che né il

Promotore né la CRO pagheranno i Medici

Revisori se il Beneficiario non rimborsa i Medici @
Revisori. %

N
Costo per il riconsenso del paziente: verra | Patient Re-Consent Fee: C@nent based

effettuato un pagamento basato sulle tariffe | upon rates set forth in tfx t, will be made

stabilite nel budget, per paziente, per il nuovo | per patient, for re@ti%fany Study patient

consenso di qualsiasi paziente dello Studio in | at a regularw uled visit due to an
~

una visita regolarmente programmata a causa | Informed Con%t revision. Re-Consent fees
O

di una revisione del consenso informato. Le | will be e\n’ upon receipt of an itemized

&
tariffe per il riconsenso saranno pagabili al or%@% alid Invoice from Payee including
ricevimento di una fattura valida originale @ntnumbers and date of re-consent.

9

&
dettagliata da parte del Beneficiario, inch@k

numeri dei pazienti e la data dxﬁ >
consenso. @

Rimborso del viaggio del pa@z;:\mimborso Patient Travel Reimbursement:

delle spese di viaggio re@
Studio (ad es. viag@metraggiq pasti, | expenses (i.e., travel/mileage, meals, parking,

parcheggio, ecc.) gni visita di Studio | etc.) for each completed study visit may be paid

lla visita di | Reimbursement for study visit related travel

completata puc séfe pagato direttamente al | directly to the Subject through a third-party

Soggetto ite un fornitore di terze parti | vendor as specified in the ICF.

come ificato nell'ICF.
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In alternativa, I'Ente pud rimborsare al Soggetto
dello Studio le spese di viaggio effettivamente
sostenute a causa della sua partecipazione allo
Studio, se cio e indicato nell'ICF. Il rimborso sara
dovuto al ricevimento di una fattura originale e
dettagliata in corso di validita o di un'adeguata
prova delle spese sostenute. Non devono
essere applicate spese generali. | soggetti
devono essersi recatiinloco il giorno della visita

per ricevere il rimborso.

Alternatively, Institution may reimburse Study
Subject for their travel expenses as actually

incurred due to their participation i@udy

if this is stated in the ICF. Reimburs nt will

be payable upon receipt of inal, itemized

valid Invoice or adequ t&wx of the expenses

incurred. No o shall be applied.

Subjects must%ﬁtr elled to site on visit day
o

to receive reirr%sement.

<

@

Ciascun Soggetto puo ricevere:

e Rimborso del trasporto e dei pasti (come

a trentasette euro (37,00) andata e ritor

G, B
RN
@

visita di Studio.

il rimbor

@a Beneficiario
@o al Soggetto dal

il v: veficiario  rimborsera

afé importo alla CRO.

Nel caso in cui
guestione sia pagato dalla
ma non effettivame

Beneficiario,

tempestivame
Qualsiasi tto che sosterra spese di viaggio

superi le tariffe di cui sopra per visita deve

&
taxi/corsa condivisa o altri mezzi pubblici): fi &

@Transportation

meursement (such as taxi/ride share or

L

Ea N Sjdct may receive:
. and Meal
other public transportation): Up to Thiry-seven
Euros (37.00) round-trip, per study visit.

In the event that any subject travel
reimbursement is paid by the CRO to the Payee
but not actually paid to the Subject by Payee,
Payee will promptly refund that amount to the
CRO.

Any Subject who will incur travel expenses

exceeding the above rates per visit must be
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Tutte le spese di chiusura e qualsiasi altro

pagamento dovuto saranno pagate al
completamento della visita di chiusura presso il
centro e al ricevimento di quanto segue: (i)
tutta la documentazione dello Studio, (ii) la
responsabilita di qualsiasi farmaco dello Studio
inutilizzato, (iii) tutte le eCRF/query completate
e corrette, (iv) la risoluzione di eventuali
richieste di chiarimento avanzate dalla CRO o

&

dal in merito ai dati

registrazioni dello Studio e (v) la ric “i
una fattura valida in base alle ta@j'
e

nta (30)

Promotore 0

i cui

all'allegato A-1. Il Beneficiari

giorni di tempo dal ricevime

finale per contestarli discrepanze di

essere approvato dal Promotore prima | approved by Sponsor prior to enrollment into
dell'arruolamento allo Studio. the Study.
Commiissioni di chiusura e pagamento finale: | Close-out Fees and Final Payment:@se-

out fees and any other payments dug/will be

paid upon completion of sg-out visit at

Site and upon receip ON llowing: (i) all

Study documentati e accountability of

any unused S%r , (iii) all completed and
~

correct eCRFs@
uests made by CRO or Sponsor
tudy data or records and (v) receipt

lid Invoice based upon the rates set forth

ries, (iv) resolution of any
clarifi

&
re

in Annex A-1. Payee will have thirty (30) days
from the receipt of final payment to dispute any
payment discrepancies during the course of the

Study.

pagamento duran%o dello Studio.

Please note that invoices will not be processed
unless they reference the Sponsor name,
Protocol number and Investigator name and

site number.
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e al nome dello Sperimentatore e al numero del

centro.

Qualsiasi spesa o costo sostenuto dal | Any expense or cost incurred b in
Beneficiario nell'esecuzione del presente | performing this Agreement not
Contratto che non sia specificamente designato | specifically designated as rei ble by CRO

t (including this
ai sensi del Contratto (inclusi il presente | Annex A and W ) is Payee’s sole
Allegato A e I'Allegato A-1) e di esclusiva responsibility.&?

0\

@

come rimborsabile dalla CRO o dal Promotore | or Sponsor under the K

responsabilita del Beneficiario.

<

richieste di finanziamento aggiuntive. Co%%@

Non saranno prese in considerazione altre | No Otw&ional Funding Requests Will be

d.

Questi importi includono tutte le tagse @ se amounts include all applicable taxes and

applicabili e le spese generali, se overhead, unless otherwise stated.
diversamente specificato. @
Tutti i pagamenti per quest& io in | All payments for this Study in accordance with
conformita con il Budget ato saranno | the attached Budget will be paid by Sponsor,

pagati dal Promotore, tram@o. through CRO.

@)

X
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0
o

Allegato A-1 al Contratto di sperimentazione clinica/ Annex A-1 to the Cliw Agreement

"\

3

&
&

§
0
&
&
¢
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Trial Information

‘Trial Name: TAK-279-PsA-3001
Arm: Standard Arm
Project: Takeda Development Center Americas, Inc.
Phase: Phase IIl
Indication: 696.0, Psoriasis and Similar Disorders, Psoriatic Arthropathy, Psoriatic Arthritis
Tile: A Mot Ceter, R;nd:glzedA, Double-Binc, Paceio Contrlled Phase 3 Sy o Evalte:th Eficacy and Sfey of TAK 279 Compared Wit lacebo in Subfects Weh Active Pooriaic Arhts Who e v to
iologic Disease-Modifying Antirheumatic Drugs.

Protocol Version:

Budget Information

Location: ltaly
Total Cost per Patient:  12,092.54 Institutior

: 16.00%
Currency: Euro
Date: 31/03/2025

Placebo- and Active-Controlled Active Treatment Period
Screening Period
Study Visits.
Visit1 Visit 3 isit 4 Visit 5 Visit 6 Visit 7 Visit 8 Visit9 | Visit10 | Visit11
919 wesk2 | Week4 | Wesk | Wesk 12 | ook 16| week 20| weok 24 | week 28 | wesk 36  wee Toa Unschoduled
Total Selected Cost with [\
Name on? 1| selected cost o “28t0-1 - @ @ [ e | e | @ | @ | @ | @ | @ 3) N\ 3)
Quantity (if applicable)
Informed Consent v 100 200 w72 200 200
Incusion and Exclusion Citeria v 200 3800 4408 3800 3800 7600
Initial Complete Physical Examination
inclucing Demographic, Mecical and
Surgical History, Pselated history
Sl History, Pt e v 100 2100 25636 2100 2100
nistory and prir treatments, Body
Ieignt and weight, and Vita Sign.
Follon-Up Complte Physical
Examination incucing Body Weight v 200 8100 9396 8100 8100 | 16200
and Vit Signs
Follon-Up Targeted Physicl
Examination incuding Medical and
surgical histry (Day 1 only), Bocy v 1100 7200 a5 7200 nw | 2o | 20 | 720 7200 o | 2o | 7200 | 7200 | 7200 792.00
|Weight (where indicated ) and Vital
signs
- v o | wm . 0 ) 20
oiorand Concornitant Medication v 1400 200 552 20 200 200 | 20 [ 20 2w o 20 [ 20 | 20 | 20 | 20 | 20 [ 20 [ oo 200
Randomization v 100 800 55.68 800 A 800
cverse Events evaluation v 1400 2500 2900 2500 2500 00 | 254y 250 00 | 3500 | 2500 | 2500 | 2500 | 2500 | 2500 | 2500 | 2500 | 35000 2500
ssess for nadequate response v 700 .00 9860 @500 | @500 | 8500 | 8500 | 8500 | 8500 595.00
12-lead ECG w/ Interpret. & Report Y 7.00 60.00 69.60 60.00 60.00 60.00 60.00 60.00 60.00 420.00

(Central Lab Collection & Processing:
T8 Test (QuantiFERON-TB Gold)
(Screening only), Serology (HIV, HBY
[HBsAg, anti-HBC, anti-HBs), HCV), v 14.00 24.00 27.84 24.00 24.00 24.00
(Clinical aboratory tests (hematology,

(chemistry, FSH), and Fasting lipid
pane!

2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 33600

(Central Lab Collection & Processing:

Urinalysis, C-reactive protein; high Y 14.00 24.00 2784 24.00 4,00 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 2400 | 33600
sensitivity (hSCRP)

oo ; oo | o [ () o [ ow [om [ [ | w0 [ | wm [ om0 [0 EE
HAQ-DI Y 12.00 22.00 2552 L 2240 22.00 22.00 22.00 22.00 22.00 22.00 22.00 22.00 22.00 22.00 22.00 264.00
= v 600 2600 3016 5o 2600 | 2600 | 2600 2600 2600 15600
ot v ™ 1200 5o 20 2o | 2o | 2o 1200 20 00
o2 v ™ 2 Py 2 2w | 2w | 20 2 2 700
msont v o0 00 T s w00 | wmw | w0 0 s w080
s : w | un BTN o | oo [ o o e
[S— v o | e oo P w0 | om | oo | ow | om | o | o0 | o0 | a0 | o | oo | oo 00
PAST Y 12.00 53.00 /wﬂ 53.00 53.00 53.00 53.00 53.00 53.00 53.00 53.00 53.00 53.00 53.00 53.00 636.00
B : RN o o | am o o =
parcc Enthestis Index v s00 Do % 12.00 2w | 1200 12.00 12.00 000
- ; NN o | o e | e | e [ | o | e [ e | e | e | o =
o v PPN oo 20 2o | 2w | 2o | zo | 2w | 2w | 2o | 2o | 20 | 2o 200
|c-55RS: "Baseline/Screening” version |

e st frsroekg v v " 2 50 50 P 50 5 50 sw | 45w | 00
ey

et o s

conrot Lobs Colecton & Processing

oot sample alecion st w0 200 204 200 2000
[istaeiinton

|Central Labs: Shipping/Handling Y 14.00 16.00 18.56 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 16.00 224.00
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Selected Other Direct Costs:

Overall Patient Cost

Placebo- and Active-Controlled Period

Active Treatment Period

Screening Period

Visit 1 8 Visit 3

o
Lo

=2 8)

Study Visits Placebo- and Active-Controlled Period Active Treatment Period safety Fu)
Screening Period
Visit 1 i visit13 | Unscheduled
Vit2  visits 4 | vists | visite | visit7 | visits | visits | visit1o | visit11 | visit12 || W Visit
Windows (days) Weeks2| o oo
. onr Total | oo 2 Week2 | Week4 | Week8 | Week 12 | Week 16 | Week 20 | Week 24  Week 28 | Week 36 | Week 44 | (£0T) / | "o
Quantity | Selected Cost e
‘Selected Cost with
28t0-1 - “2) @) [ @) | @) [ @ | @) | @ @ | @ | @ | e | @
Gt appicatie)
Physician's Fees (per visit) Y 14.00 111.00 12876 11100 11100 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 11100 | 155400 1idg
Study Coordinator Fee (per visit)
(inciudes on ste tril intervention
e e i o Y 1610 56.00 6496 56.00 56.00 6440 | 6440 | 6440 | 6440 | 6440 | 6440 | 6440 | 6440 | 7000 | 7000 | 7000 | 640 sg/o
lcompliance)
Pharmacy Preparation & Dispensing
o A Y 1100 3100 3596 3100 3100 | 3100 | 3100 | 3100 | 3100 | 3100 [ 3100 | 3100 | 3100 | 3100

105286 | 52406 |

visita | visits | vists | visit7 | visits | vists | visit1o | visit11 | visitz | Unschedated
2 Week2 | Week4 | Weeks | Week 12 | Week 16 | Week 20 | Week 24 | week 28 | Week 36 w;ﬁ’mu\ VL
o
w0t o @ | en | en | e | e | e | e | e | e Ng) +3)
Costs Not Charged with Overhead|
Costs Charged with Overhead 763,00 o500 | a0 | 70m | 7 [ 90 | ssa0 | e | s | 70a0 [/pd0 |emmgo g | 9240 [1042000 21900
overhead at 16% 12208 wor | s | uam | s | s | wses | wso [ 1020 | s Segf fTomm Y\ tuds | 7sss [ aee7ss 3024
Total Cost per visi| 59508 100601 | 60978 | seris | sm6s2 | sz4ss | 108506 | 78230 g [ 750 )| ssss | s [12.00250 240,24

[/
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Study Visits Placebo- and Active-Controlled Period Active Treatment Period Safety FU|

Screening Period

visit 1 Unscheduled
i visit13 | Total nsched
Visit2 visits | visita | visits | visite | Visit7 | visits | visit | visit10 | visita1 | visit12 Visit 14 Visit
Windows (days) Weeks2| o
e Week2 | Weeka | Week 8 | Week 12 | Week 16 | Week 20 24| Week 28 | Week 36 | Week 44 | (om) / [ "o
Name oH? 1 | setected cost 1 o | os)
Quantity
Selected Cost with
28to-1 - @) | @) | @) | @) | @ [ @) | @ e | 6@ | @) | @) | @)
Gt appicabie)
radomiaton erndemzatn o J
ubjects e bo). &

mandman e e o Y o0 S £ 800 gl
Jaddiional labs,
[Anlyss i reqired Y 100 3400 3044 3400 4.00

lquidelines

[T-Spot T8 Test: Local Analysis if

Y 100 42.00 872 4200 %0
required per local guidelines

[Tuberculin Skin Test: Local Analysis if

Y 100 2000 220 2000
required per local guidelines

[Cinical Laboratory- Hematology:

1 Anclysis may only be used in
lcases when the centra laboratory
resuits il not e vailable and the
resuits are needed immediately to
|determine what actions to take for Y =0 =0 \__ &
|safety reasons. An amendment is not \
required for additional labs. (Takeda

pproval required prior to
performing)
(Clincel aboratory-Chemistry: Local
|Anaysis may only be used i cases
[when the central laboratory results
Will nt be available and the rests
are needed immediately to determine Y 600 —_— N
e ciens o i For
reosons. An amendmk

reqmred fnr addwtmna\ \abs (Yakeda
lapproval required prior to
performing)
(Cinical Laboratary- Urnalyss: Local V4
|anelyss may only b
|when the central laboratory results
Jwill no be availzble 2nd the resuts
Jre needed immedately to determine
[what actions to take for safety Y 600 66 Q 600
reasons, An amendment i not
required for addtional labs. (Takeda v
lapproval required prior to

performing)

46.00

\

resrauperae: ooy
et

e o s e

i s o v w5 2 0o

e o v s

kil

|additional labs. (Takeda approval

e o P

|Subject Reimbursement:

Rescue Therapy reimbursement .
pon | Upon | Upon Upon
754,00
Study Visits cebog ahd Controlled Period Active Treatment Period safety FU
Screening Period O
Visit 1 Unscheduled
Visit 13 Total
Visit it3 | visita | visits | Visite | Visit7 | Visits ito | Visit10 | visit11 | visit12 Visit 14 B
Windows (days) Weeks2 |\ oo
Total 2 | Week4 | Week8 |Week 12 | Week 16 | Week 20 | Week 24 | Week 28 | Week 36 | Week 44 | (EOT) /
Name o2 Selected Cost m M/ | (eos)
Quantity
Selected Cost with
28 f> - «2) @) | @ | @ | @ | @ | e | @ | e | e | @ | e
G appicabie)
|serum Pregnancy Test: Local Analysis Y 1400 26.00 3016 2600 2600 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 2600 | 36400 26.00
rine pregnancy Test:Local Anayss v 100 18.00 2088 Nk 1800 | 1800 | 1800 | 100 | 1800 | 1800 | 1800 | 1800 | 100 | 1800 | 1800 | 1800 | 23400 15.00
[Tetephone Contact for at-home urine:
pregnancy test (Week 32, 40, 48) Y 300 28.00 3248 (/ 2800 | 2800 | 28.00 84.00
rscredud 121030 ECG M ; 000 060 5000 000

Interpret. & Repor

Unscheduled QuantiFERON-TB Gold
[Test: Local Analysis f required per Y 3400 a4 3400 3400
local guidelines.

rschedued T-spot 18 Test: Loal
|Analyss if required per Y 42,00 48 4200 42,00
louidelines

Unscheduled Tuberculin Skin Test:
Local Analysis if required per local Y 2000 22 2000 2000
louidelines

|Chest X-ray: I required for subjects
|without normal chest imaging within
6 months prior to screening and if
Ineeded at an unscheduled visit

122,00 122,00 122,00

MRI of chest: If equired by local ste;
Jand if needed at an unscheduled visit

[CT Scan of chest: I required by local |

site; and f needed at an unschedlled v W
st

Unscheduled Vital Signs and weight Y 2500 20.00 25.00 2500

13108 113.00 113.00 113.00

P 2\
Y 10 18000 20880 180.00 18000 180.00

Unscheduled- Chemistry: Local
nalysis

Y 46.00 5336 16.00 46.00

::;Yh:guled - Hematology: Local ¥ 2500 20.00 2500 2500

Unscheduled- Urinalysis: Local
|analysis

Unscheduled- Coagulation includes
Prothrombin Time (PT), INR for
Prothrombin Time (PT), APTT: Lo
|Analysis

Y 40.00 46.40 4000 40.00

Unscheduled - HBY DN
lysis

Log

¥ 49,00 5684 49.00 49.00

Y 2400 2784 2400 2400

oeing e el *\"‘K

Unscheduled Central Labs Collection
|& Processing: Blood samples for TAK- Y 2400 2784 2400 2400
279 PK concentration

Unschedued Central Labs:
[Shipping/Handiing
Unscheduled Pharmacy Preparation & M
Dispensing of Study Produ

Y 1600 1856 16.00 1600

Per Occurrence|  31.00 3596 3100 3100

1563.00

AL A T S S s ®s ™ akeda Amendments)

o b pad upo ey it EDC frequired oyt Sy protool
TAK

Dr. Ennio Giulio Favalli/ASST. Gaetano Pini — CTO
93



Docusign Envelope ID: 2FAD2A59-D543-4C36-A68E-ABDD4385ECDA

Site Level Other Direct Costs

O

W
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Maximum
Start-Up Fees Payment Trigger Payment Sele<_:ted S e
with OH (o]
Frequency ﬁ
Site Start-up Costs (One-time) Upon E;‘f::rt:;zt"f the 1.00 2,000.00 M.oo
€
Start-up fee for the Study Centre Upon Execution of the 1.00 1.50@ J 1.500,00
Agreement
Pharmacy set-up fee (One-time) Invoice 1.00 @ﬁ% 1000,00
[
Lab start-up cost/fee (One-time) Invoice 1.00 w 535.00 535.00
. . _ V4
Radiology Set-up Fee (One-time) Invoice 1.80 706.00 706.00
Maximum
. Selected Cost | Total Selected Cost
Close-Out Fees Payment Trigger f@t@ S lon e e
F ency
i - isitd]
Pharmacy close-out fee (One-time) CompletlonI?:/cC)iI(?:e Out isit @00 328.00 328.00
Archivi_ng/Document storage/per site [Completion of C_Iose- Visi 1.00 977.00 977.00
(One-time) Invoice
Completion of w isit
Study Close-out Fee (One-time) omple '0”1‘2@ visity 1.00 895.00 895.00
Maximum
. Q . Selected Cost | Total Selected Cost
Other Site Fees %&9 Trigger Payment with OH e
Frequency
&
N2
Chart Review Fee: (per report) Perreport - Invoiceable 20.00 45.00 900.00
AR
Patient Re-Consent Invoice Per Occurrence 38.00 38.00
6,379.00
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ALLEGATO B — GLOSSARIO RELATIVO ALLA ANNEX B - GLOSSARY RELATING TO THE
PROTEZIONE DEI DATI PERSONALI PROTECTION OF PERSONAL DATA (terminology
(terminologia riferita al GDPR — Reg. UE n. referring to the GDPR - UE Reg. n. 20 ad
2016/679 — ed alle norme attuative italiane) to the Italian implementing sules)

e Dato personale - qualsiasi informazione | Personal Data - any i : n relating to an

riguardante una persona fisica identificata o identified or identifi atural person (the
identificabile  (“interessato”); si considera "Data Subject").\An jdentifiable natural person is
identificabile la persona fisica che puo essere a person awho~can be identified directly or
identificata, direttamente o indirettamente, con indirectly-using an identifier such as a name, an

particolare riferimento a un identificativo comeiil |de ion number, location data, an online

&
nome, un numero di identificazione, dati relativi i %ﬁer or one or more factors specific to the

@ical, physiological, genetic, mental,

5O
piu elementi caratteristici della sua ider@ economic, cultural or social identity of the

fisica, fisiologica, genetica, psichica, eco, individual;
culturale o sociale; @9
ol

e Trattamento — qualsiasi operazi insieme di |® Processing - any operation or set of operations
operazioni, compiute con o za l'ausilio di which is performed on personal data or sets of

processi automatiz@ plicate a dati personal data, whether or not by automated
personali o insien N i personali, come la means, such as collection, recording,

raccolta, la regist;ione, I'organizzazione, la organisation, structuring, storage, adaptation or

all’'ubicazione, un identificativo online o0 a uno o

strutturazion conservazione, I'adattamento alteration, retrieval, consultation, use, disclosure
olamo ‘estrazione, la consultazione, l'uso, by transmission, dissemination or otherwise
nicazione mediante trasmissione, making available, alignment or combination,

diffusione o qualsiasi altra forma di messa a restriction, erasure or destruction;
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disposizione, il raffronto o I'interconnessione, la

limitazione, la cancellazione o la distruzione;

e Pseudonimizzazione — il trattamento dei dati | Pseudonymisation - the processing onal

personali tale che i dati non possano piu essere data in such a manner that the @ata can

attribuiti a un interessato specifico senza no longer be attributed toa' ata subject

I'utilizzo di informazioni aggiuntive, a condizione without the use of ~additionhal information,
che tali informazioni aggiuntive siano conservate provided that such | information is kept
separatamente e soggette a misure tecniche e separately and\}is ject to technical and
organizzative intese a garantire che tali dati organisatian asures to ensure that the
personali non siano attribuiti a una persona fisica persona are not attributed to an identified
identificata o identificabile; or i@ ble individual;
&

e Interessato — la persona fisica cui si riferiscono i |e bject - the natural person to whom the

dati personali (art. 4 n.1 GDPR); @onal data refer (art. four n.1 GDPR);

o 0

e Titolare del trattamento — la persona fisic %5 Data Controller - the natural or legal person,

giuridica, l'autorita pubblica, il servizio : ‘o public authority, agency or any other entity

&

organismo che, singolarmente o insi Itri, which, alone or jointly with others, determines

determina le finalita e i mezzi trattamento di the purposes and means of the processing of

dati personali; quando le finali i mezzi di tale personal data; where the purposes and means of

trattamento sono mati  dal diritto such processing are determined by Union or

dell’Unione o degli membri, il titolare del Member State law, the controller or the specific

trattamento o i critevispecifici applicabili alla sua criteria for its nomination may be provided for by
O

designazione ono essere stabiliti dal diritto Union or Member State law (art. four n. 7 GDPR) ;

dell’Uni degli Stati membri (art.4 n. 7

GD
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Responsabile del trattamento — la persona fisica
o giuridica, l'autorita pubblica, il servizio o altro
organismo che tratta dati personali per conto del

titolare del trattamento (art. 4 n.8 GDPR);

Altri soggetti che trattano dati personali — le
persone autorizzate al trattamento dei dati
personali sotto I'autorita diretta del Titolare o del
Responsabile (artt. 28, n. 3, lettera b, 29 e 32, n.
4 GDPR), ivi incluse quindi le persone fisiche alle
quali il Titolare o il Responsabile abbiano
attribuito specifici compiti e funzioni connessi al

trattamento, che operano sotto l'autorita del

Titolare e nell'lambito dell’assetto organizzativo,

&
ai sensi dell’art. 2 quaterdecies del D. &

196/2003 cosi come modificato daI

Data Processor - a natural or legal person, public

authority, agency or other body which processes

personal data on behalf of the dat@oller

(art. 4 n.8 GDPR);

Other Subjects processing

persons authorised t 5 personal data
under the direct au@ the Data Controller

rt. 28, n. 3, letter b, 29

&)

or the Data Protessar

and 32, WS@R), including therefore the

natural ons to whom the Data Controller or
the@cessor has assigned specific tasks
O
a

%ﬂctions related to the processing, who

@erate under the Data Controller's authority

O

and within the organisational structure, under

art. two quaternities " of Legislative Decree

101/2018; @7 196/2003 as amended by Legislative Decree
& 101/2018;

Consenso dell'interessatc - qualsiasi [® Consent of the Data Subject - any freely given,

manifestazione di bera, specifica, specific, informed and unambiguous indication

informata e inequi

la quale lo stesso

mediante azione o0 azione positiva

inequiv , che i dati personali che lo

rig o siano oggetto di trattamento;

of the data subject's wishes by which he or she,
by a statement or by an explicit affirmative
action, signifies Agreement to the processing of

personal data relating to him or her;
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Violazione dei dati personali - |la violazione di
sicurezza che comporta accidentalmente o in
modo illecito la distruzione, la perdita, la
modifica, la divulgazione non autorizzata o
I'accesso ai dati personali trasmessi, conservati o
comunque trattati;

Dati relativi alla salute - i dati personali attinenti
alla salute fisica o mentale di una persona fisica,
compresa la prestazione di servizi di assistenza
sanitaria, che rivelano informazioni relative al
suo stato di salute;

Dati genetici - i dati personali relativi alle
caratteristiche genetiche ereditarie o acquisite di

&

una persona fisica che forniscono informaz@
univoche sulla fisiologia o sulla salute d t

persona fisica, e che risultano inc are

dall'analisi di un campiong—bi ico della

persona fisica in questione

'
Campione biologici campione di
materiale biologi kcui possano essere

estratti dati geneticicaratteristici di un individuo;

la persona, societa,

ilita di avviare, gestire e/o finanziare

una sperimentazione clinica;

- e

3 reditary genetic or acquired characteristics of

Personal Data Breach - any breach of security

accidental or unlawful

alteration, u@@ised
disclosure, or access to, @ data
transmitted, stored or other@ essed;

Medical Data - per@ about the physical

or mental healtkvo

leading to the

destruction, loss,

individual, including the

provision @f@l services, which may reveal

informa@b@ut their state of health;

N

data - personal data relating to the

an individual which provides unequivocal
information about the physiology or health of
that individual and which results, in particular,
from the testing of a biological sample from the
individual in question;

Biological sample - any sample of biological

material from which the characteristic genetic
data of an individual can be extracted;

Sponsor - the person, company, institution or
body that is responsible for starting, managing

and/or funding a clinical trial;
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CRO - organizzazione di ricerca a Contratto alla

quale lo sponsor puo affidare una parte o tutte

CRO - the contractual research organisation to

which the sponsor may entrust all or part of its

le proprie competenze in tema di competencies relating to clinical tria

sperimentazione clinica;

e Monitor —il responsabile del monitoraggio della |e

Monitor — the party respo monitoring
the Trial, appointed byor;
Auditor — the part sible for auditing the

conduct of the Triallas

Sperimentazione individuato dallo sponsor/CRO;

e Auditor — il responsabile della esecuzione della |e

integral part of quality

assurance,%%yd by the Sponsor

verifica sulla conduzione della Sperimentazione,
come parte integrante della assicurazione di

qualita, individuato dallo sponsor/CRO.
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Controller-to-Controller Transfers of EEA Personal Data
for Takeda Sponsored Clinical Trial Agreements

Takeda Development Center Americas, Inc. and/or certain Takeda affiliate(s) (collectively “Takeda”) and/or
Takeda’s contract research organization partner (“CRO”) have entered or will enter into a Taked onsored
Clinical Trial Agreement (“Agreement”) for study “A Multi-Center, Randomized, Double-Blind, @- and
Active-Controlled Phase 3 Study to Evaluate the Efficacy and Safety of Zasocitinib (TAK-279) in-Subj With
Active Psoriatic Arthritis Who Are Naive to Biologic Disease-Modifying Antirheumatic Drug E-PsA-
3001)” Protocol No. TAK-279-PsA-3001 (“Study”) with ASST Centro Specialistico OrtopedicoxTr atologico
Gaetano Pini-CTO (“Institution”), under which Institution will share Personal Data with T, r the purpose
of conducting the Study.

In the event of a conflict between the SCCs and the Agreement, the SCCs shall prx@

<

<

@

N
&

Q
<0
&
S
§
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(@)

(b)

()

(d)

(a)

(@)

MODULE 1: Transfer Controller to Controller

SECTION |

Clause 1 @

Purpose and scope

The purpose of these standard contractual clauses is to ensure compliance wi Xuirements of
Regulation (EU) 2016/679 of the European Parliament and of the Council of il 2016 on the

protection of natural persons with regard to the processing of personal data -@ free movement
of such data (General Data Protection Regulation)' for the transfer of personal data ,,, a third country.

The Parties: @

(i) the natural or legal person(s), public authority/ies, agencyl/i her body/ies (hereinafter
“entity/ies”) transferring the personal data, as listed in_Annex\l/A. (hereinafter each “data
exporter”), and o

(i)  the entity/ies in a third country receiving the personal a%om the data exporter, directly or
indirectly via another entity also Party to these Claus Iisted in Annex I.A. (hereinafter each
“data importer”) have agreed to these standard co clauses (hereinafter: “Clauses”).

These Clauses apply with respect to the transfer of ha ata as specified in Annex I.B.

The Appendix to these Clauses containing the Anr@ erred to therein forms an integral part of these

Clauses.
- O
Q@e 2

Effect a@ability of the Clauses

These Clauses set out appropriat@guams, including enforceable data subject rights and effective
legal remedies, pursuant to Arti ) and Article 46 (2)(c) of Regulation (EU) 2016/679 and, with
respect to data transfers
contractual clauses purs

ontrollers to processors and/or processors to processors, standard
ant/to Article 28(7) of Regulation (EU) 2016/679, provided they are not
modified, except to add orupdate information in the Appendix. This does not prevent the Parties from
including the standard cuaI clauses laid down in these Clauses in a wider contract and/or to add
other clauses or 00"“: safeguards, provided that they do not contradict, directly or indirectly, these
Clauses or prejudi @

damental rights or freedoms of data subjects.
These CIausesWout prejudice to obligations to which the data exporter is subject by virtue of
)

Regulation (EU 16/679.
O

Clause 3
Third-party beneficiaries

Data subjects may invoke and enforce these Clauses, as third-party beneficiaries, against the data
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exporter and/or data importer, with the following exceptions:

(i) Clause 1, Clause 2, Clause 3, Clause 6, Clause 7;

(i)  Clause 8.5 () and Clause 8.9(b);

(i)  Clause 12(a) and (d); @
(v) Clause 13; \%
(v)  Clause 15.1(c), (d) and (e); @
(vi) Clause 16(e); \@
(vii) Clause 18(a) and (b). <@

(b)  Paragraph (a) is without prejudice to rights of data subjects under Regulatioff (EU) 2016/679.

R
Clause 4 \
O
Interpretation @

(@)  Where these Clauses use terms that are defined in Re ion(EU) 2016/679, those terms shall have
the same meaning as in that Regulation. xx

(b)  These Clauses shall be read and interpreted in thé@f the provisions of Regulation (EU) 2016/679.

(c)  These Clauses shall not be interpreted in adwa conflicts with rights and obligations provided for in
Regulation (EU) 2016/679. \

& Hierarchy
In the event of a contradiction bm@these Clauses and the provisions of related agreements between the

Parties, existing at the time thes@ es are agreed or entered into thereafter, these Clauses shall prevail.

& Clause 6

Description of the transfer(s)

The detai e transfer(s), and in particular the categories of personal data that are transferred and the

which they are transferred, are specified in Annex I.B.

Clause 7

Docking clause
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(a)  An entity that is not a Party to these Clauses may, with the agreement of the Parties, accede to these
Clauses at any time, either as a data exporter or as a data importer, by completing the Appendix anc
signing Annex |.A.

these Clauses and have the rights and obligations of a data exporter or data importer in ac ange witr

(b)  Once it has completed the Appendix and signed Annex |.A, the acceding entity shall beco%arty tc
its designation in Annex |.A.

(c)  The acceding entity shall have no rights or obligations arising under these Clauses N eriod priol
to becoming a Party.

v

Clause 8

Data protection safeguardso§j

The data exporter warrants that it has used reasonable efforts t rfiine that the data importer is able,
through the implementation of appropriate technical and orgams measures, to satisfy its obligations

under these Clauses. 5 @
8.1  Purpose limitation \\

The data importer shall process the personal data only specific purpose(s) of the transfer, as set out in
Annex |.B. It may only process the personal data f&r ﬂ ;r purpose:

(i) where it has obtained the data subje@)r consent;

(i)  where necessary for the estab
specific administrative, regula

(i)  where necessary in order

person.

8.2 Transparency @
(@) In order to enable ! subjects to effectively exercise their rights pursuant to Clause 10, the data

importer shall i m, either directly or through the data exporter:

is exercise or defence of legal claims in the context of
'udicial proceedings; or

t the vital interests of the data subject or of another natural

right to obtain a copy of these Clauses;

here it intends to onward transfer the personal data to any third party/ies, of the recipient or
categories of recipients (as appropriate with a view to providing meaningful information), the
purpose of such onward transfer and the ground therefore pursuant to Clause 8.7.

(b)  Paragraph (a) shall not apply where the data subject already has the information, including when such
information has already been provided by the data exporter, or providing the information proves
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impossible or would involve a disproportionate effort for the data importer. In the latter case, the data
importer shall, to the extent possible, make the information publicly available.

(c)  On request, the Parties shall make a copy of these Clauses, including the Appendix as completed by
them, available to the data subject free of charge. To the extent necessary to protect busj secrets
or other confidential information, including personal data, the Parties may redact part of ext)of the
Appendix prior to sharing a copy, but shall provide a meaningful summary where the ddta subjéect would

e ies shall
t

ealing the

otherwise not be able to understand its content or exercise his/her rights. On reque
provide the data subject with the reasons for the redactions, to the extent possible with
redacted information.

14 of Regulation (EU) 2016/679.

8.3  Accuracy and data minimisation @

(a)  Each Party shall ensure that the personal data is accurate and, whe%saw, kept up to date. The
nal

(d)  Paragraphs (a) to (c) are without prejudice to the obligations of the data ex@er Articles 13 and

data importer shall take every reasonable step to ensure that p ta that is inaccurate, having
regard to the purpose(s) of processing, is erased or rectified with y.

(b)  If one of the Parties becomes aware that the personal data i transferred or received is inaccurate,
or has become outdated, it shall inform the other Party witho ue delay.

(c) The data importer shall ensure that the personal da @quate, relevant and limited to what is
necessary in relation to the purpose(s) of processinN

8.4 Storage limitation @

The data importer shall retain the personal data fap @r than necessary for the purpose(s) for which it is
processed. It shall put in place appropriate techni@rganisational measures to ensure compliance with

this obligation, including erasure or anonymisat'::: he data and all back-ups at the end of the retention

period. &?

8.5 Security of processing @

(@)  The data importer and, durin ission, also the data exporter shall implement appropriate technical
and organisational measuy ensure the security of the personal data, including protection against a
breach of security leading t cidental or unlawful destruction, loss, alteration, unauthorised disclosure
or access (hereinafter “p data breach”). In assessing the appropriate level of security, they shall
take due account of th of the art, the costs of implementation, the nature, scope, context and

purpose(s) of proce Q d the risks involved in the processing for the data subject. The Parties shall

in particular consi avipg recourse to encryption or pseudonymisation, including during transmission,
where the pur| cessing can be fulfilled in that manner.

(b)  The Parties haveagreed on the technical and organisational measures set out in Annex Il. The data
carfy out regular checks to ensure that these measures continue to provide an appropriate

these Clauses, the data importer shall take appropriate measures to address the personal data breach,
including measures to mitigate its possible adverse effects.

(e) In case of a personal data breach that is likely to result in a risk to the rights and freedoms of natural
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persons, the data importer shall without undue delay notify both the data exporter and the competent
supervisory authority pursuant to Clause 13. Such notification shall contain i) a description of the nature
of the breach (including, where possible, categories and approximate number of data subjects and
personal data records concerned), ii) its likely consequences, iii) the measures taken or proposed to
address the breach, and iv) the details of a contact point from whom more information can/e obtained.
To the extent it is not possible for the data importer to provide all the information at the samex{ime))it may
do so in phases without undue further delay.

(f) In case of a personal data breach that is likely to result in a high risk to the rights a %ﬁ of natural
persons, the data importer shall also notify without undue delay the data subj
personal data breach and its nature, if necessary in cooperation with the data e
information referred to in paragraph (e), points ii) to iv), unless the data i
measures to significantly reduce the risk to the rights or freedoms of natu
would involve disproportionate efforts. In the latter case, the data importer instead issue a public

communication or take a similar measure to inform the public of the peg | dgta breach.

(g) The data importer shall document all relevant facts relating to the pérs data breach, including its
effects and any remedial action taken, and keep a record thereof.&?
&

8.6 Sensitive data

O
Where the transfer involves personal data revealing racial or ethric)origin, political opinions, religious or
philosophical beliefs, or trade union membership, genetic data ometric data for the purpose of uniquely
identifying a natural person, data concerning health or a pers: x life or sexual orientation, or data relating

to criminal convictions or offences (hereinafter “sensitiv "), the data importer shall apply specific
restrictions and/or additional safeguards adapted to the s icature of the data and the risks involved. This
may include restricting the personnel permitted to acces ersonal data, additional security measures (such
as pseudonymisation) and/or additional restrictiong w pect to further disclosure.

8.7 Onward transfers &\

r@a to a third party located outside the European Union' (in
ahother third country, hereinafter “onward transfer”) unless the third

, under the appropriate Module. Otherwise, an onward transfer

The data importer shall not disclose the pe
the same country as the data importer orin

party is or agrees to be bound by these C
by the data importer may only take plagé if:

(iii)  the third ers into a binding instrument with the data importer ensuring the same level of
data protection as under these Clauses, and the data importer provides a copy of these

ific administrative, regulatory or judicial proceedings;

(v necessary in order to protect the vital interests of the data subject or of another natural
erson; or

(vi)  where none of the other conditions apply, the data importer has obtained the explicit consent of
the data subject for an onward transfer in a specific situation, after having informed him/her of its
purpose(s), the identity of the recipient and the possible risks of such transfer to him/her due to
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the lack of appropriate data protection safeguards. In this case, the data importer shall inform
the data exporter and, at the request of the latter, shall transmit to it a copy of the information
provided to the data subject.

Any onward transfer is subject to compliance by the data importer with all the other safeguards these
Clauses, in particular purpose limitation.

8.8 Processing under the authority of the data importer

The data importer shall ensure that any person acting under its authority, including a pr processes

the data only on its instructions. .)

8.9 Documentation and compliance \®

(a) Each Party shall be able to demonstrate compliance with its ob@a@der these Clauses. In
t

particular, the data importer shall keep appropriate documentation ocessing activities carried
out under its responsibility.

&
(b)  The data importer shall make such documentation available to tE‘%\a\@fﬂpetent supervisory authority on

request. 5

Clause 9, @
Use of sub-prc%s

@bject rights

(@)  The data importer, where relevant e assistance of the data exporter, shall deal with any enquiries
and requests it receives from a % ject relating to the processing of his/her personal data and the
exercise of his/her rights und esg Clauses without undue delay and at the latest within one month of
the receipt of the enquiry quest.V The data importer shall take appropriate measures to facilitate
such enquiries, requests a e exercise of data subject rights. Any information provided to the data
subject shall be in an intel e and easily accessible form, using clear and plain language.

(b)  In particular, upo @w the data subject the data importer shall, free of charge :

(i) provide ion to the data subject as to whether personal data concerning him/her is being
processed\and, where this is the case, a copy of the data relating to him/her and the information
in Anrex |, ¥ personal data has been or will be onward transferred, provide information on

O
recigi or categories of recipients (as appropriate with a view to providing meaningful

ion) to which the personal data has been or will be onward transferred, the purpose of
onward transfers and their ground pursuant to Clause 8.7; and provide information on the
o lodge a complaint with a supervisory authority in accordance with Clause 12(c)(i);

ctify inaccurate or incomplete data concerning the data subject;

(i)  erase personal data concerning the data subject if such data is being or has been processed in
violation of any of these Clauses ensuring third-party beneficiary rights, or if the data subject
withdraws the consent on which the processing is based.
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(©)

(d)

(e)

(f)

(9)

(a)

(b)

(f)

Where the data importer processes the personal data for direct marketing purposes, it shall cease
processing for such purposes if the data subject objects to it.

The data importer shall not make a decision based solely on the automated processing of the personal
data transferred (hereinafter “automated decision”), which would produce legal effects coficerning the
data subject or similarly significantly affect him / her, unless with the explicit consent of th tasubject
or if authorised to do so under the laws of the country of destination, provided that suc S down
suitable measures to safeguard the data subject’s rights and legitimate interests. In casg/ the data
importer shall, where necessary in cooperation with the data exporter: K

(i) inform the data subject about the envisaged automated decision, the e consequences
and the logic involved; and

(i)  implement suitable safeguards, at least by enabling the data s@contest the decision,

express his/her point of view and obtain review by a human being.

Where requests from a data subject are excessive, in particular because eir repetitive character, the
data importer may either charge a reasonable fee taking into account the administrative costs of granting
the request or refuse to act on the request. 0\

The data importer may refuse a data subject’s request if su fusal is allowed under the laws of the
country of destination and is necessary and proportionate i ocratic society to protect one of the

objectives listed in Article 23(1) of Regulation (EU) 2016@
&
t

If the data importer intends to refuse a data subje %J st, it shall inform the data subject of the
reasons for the refusal and the possibility of Iodging@ laint with the competent supervisory authority

and/or seeking judicial redress.

se 11

@

The data importer shall inform jects in a transparent and easily accessible format, through

individual notice or on its website, of a contact point authorised to handle complaints. It shall deal
promptly with any complaice es from a data subject.

In case of a dispute bet data subject and one of the Parties as regards compliance with these
Clauses, that Party shall best efforts to resolve the issue amicably in a timely fashion. The Parties
shall keep each oth ed about such disputes and, where appropriate, cooperate in resolving them.

shall accept the ion of the data subject to:

Where the dat@invokes a third-party beneficiary right pursuant to Clause 3, the data importer
S

(i) lodge omplaint with the supervisory authority in the Member State of his/her habitual residence
or Qag, work, or the competent supervisory authority pursuant to Clause 13;

(i) :he dispute to the competent courts within the meaning of Clause 18.

arties accept that the data subject may be represented by a not-for-profit body, organisation or
ition under the conditions set out in Article 80(1) of Regulation (EU) 2016/679.

The data importer shall abide by a decision that is binding under the applicable EU or Member State law.

The data importer agrees that the choice made by the data subject will not prejudice his/her substantive
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(@)

(b)

()

(d)

(e)

(a)

(b)

and procedural rights to seek remedies in accordance with applicable laws.

. ¥

D

Liability
Each Party shall be liable to the other Party/ies for any damages it causes @r Party/ies by any
breach of these Clauses.

Each Party shall be liable to the data subject, and the data sufject s be entitled to receive
compensation, for any material or non-material damages that the Pa uses the data subject by
breaching the third-party beneficiary rights under these Clauses. This is without prejudice to the liability
of the data exporter under Regulation (EU) 2016/679. %ﬁ

Where more than one Party is responsible for any damage ed>to the data subject as a result of a
breach of these Clauses, all responsible Parties shall be join@ severally liable and the data subject

is entitled to bring an action in court against any of these i€S.

&
The Parties agree that if one Party is held liable un graph (c), it shall be entitled to claim back
from the other Party/ies that part of the compensatj responding to its / their responsibility for the
damage.

The data importer may not invoke the cond@@ocessor or sub-processor to avoid its own liability.

@: use 13
@xgupervision

Where the data exporter i lished in an EU Member State: The supervisory authority with
responsibility for ensuring iance by the data exporter with Regulation (EU) 2016/679 as regards
the data transfer, as indicat Annex |.C, shall act as competent supervisory authority.

Where the data exporte @ established in an EU Member State, but falls within the territorial scope
w

of application of Regl (EU) 2016/679 in accordance with its Article 3(2) and has appointed a
representative pur Article 27(1) of Regulation (EU) 2016/679: The supervisory authority of the
Member State(i ich the representative within the meaning of Article 27(1) of Regulation (EU)
2016/679 is est ed, as indicated in Annex |.C, shall act as competent supervisory authority.

The data importer agrees to submit itself to the jurisdiction of and cooperate with the competent
supervisor rity in any procedures aimed at ensuring compliance with these Clauses. In particular,
rter agrees to respond to enquiries, submit to audits and comply with the measures
the supervisory authority, including remedial and compensatory measures. It shall provide
isory authority with written confirmation that the necessary actions have been taken.

SECTION Il — LOCAL LAWS AND OBLIGATIONS IN CASE OF
ACCESS BY PUBLIC AUTHORITIES
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(b)

()

(d)

(e)

(f)

Clause 14

Local laws and practices affecting compliance with the Clauses

the data importer from fulfilling its obligations under these Clauses. This is based on
that laws and practices that respect the essence of the fundamental rights and fre
exceed what is necessary and proportionate in a democratic society to safeguar
listed in Article 23(1) of Regulation (EU) 2016/679, are not in contradiction with-tt

particular of the following elements:

The Parties declare that in providing the warranty in paragraph (a), the)\f h

(i) the specific circumstances of the transfer, including the length essing chain, the number
of actors involved and the transmission channels used; intended ard transfers; the type of
recipient; the purpose of processing; the categories and fdrmat of the transferred personal data;
the economic sector in which the transfer occurs; the sto%& tion of the data transferred;

of data to public authorities or authorising access b authorities — relevant in light of the

specific circumstances of the transfer, and the app@ mitations and safeguards';
&

(i) any relevant contractual, technical or organiﬁ\%safeguards put in place to supplement the
safeguards under these Clauses, including res applied during transmission and to the
processing of the personal data in the coun f destination.

The data importer warrants that, in carrying l@assessment under paragraph (b), it has made its

best efforts to provide the data exporter vant information and agrees that it will continue to
cooperate with the data exporter in ensur'@ pliance with these Clauses.
)

The Parties agree to document th&%
competent supervisory authority o .

The data importer agrees to the data exporter promptly if, after having agreed to these Clauses
r&

(i)  the laws and practices of the third country of destinati@cmding those requiring the disclosure
i

ment under paragraph (b) and make it available to the

and for the duration of the cthit has reason to believe that it is or has become subject to laws or
practices not in line with the~requirements under paragraph (a), including following a change in the laws

of the third country or a (such as a disclosure request) indicating an application of such laws in
practice that is not in line he requirements in paragraph (a).

Following a notific @uant to paragraph (e), or if the data exporter otherwise has reason to believe
that the data i er¢an no longer fulfil its obligations under these Clauses, the data exporter shall
promptly identif ropriate measures (e.g. technical or organisational measures to ensure security and
confidentiality) to adopted by the data exporter and/or data importer to address the situation. The
data exportexshall suspend the data transfer if it considers that no appropriate safeguards for such
nsured, or if instructed by the competent supervisory authority to do so. In this case,
er shall be entitled to terminate the contract, insofar as it concerns the processing of
a under these Clauses. If the contract involves more than two Parties, the data exporter may

ise. Where the contract is terminated pursuant to this Clause, Clause 16(d) and (e) shall apply.

Clause 15

Obligations of the data importer in case of access by public authorities
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15.1

(@)

(b)

()

(d)

(e)

15.2

(a)

Notification

The data importer agrees to notify the data exporter and, where possible, the data subject promptly (if
necessary with the help of the data exporter) if it:

(1)  receives a legally binding request from a public authority, including judicial authorit@er the
laws of the country of destination for the disclosure of personal data transferred % these
r

Clauses; such notification shall include information about the personal d e ted, the
requesting authority, the legal basis for the request and the response provid :: @)

(1) becomes aware of any direct access by public authorities to personal ansferred pursuant
to these Clauses in accordance with the laws of the country of destinati h notification shall
include all information available to the importer.

If the data importer is prohibited from notifying the data exporter and/ data subject under the laws
of the country of destination, the data importer agrees to use its best efforis to obtain a waiver of the
prohibition, with a view to communicating as much information as possible; as soon as possible. The
data importer agrees to document its best efforts in order to be gﬁj@&ge onstrate them on request of

the data exporter.

data exporter, at regular intervals for the duration of the con ith as much relevant information as
possible on the requests received (in particular, number @f requests, type of data requested, requesting
authority/ies, whether requests have been challeng ax outcome of such challenges, etc.).

Where permissible under the laws of the country of destinati@ejﬂata importer agrees to provide the

The data importer agrees to preserve the informati uant to paragraphs (a) to (c) for the duration
of the contract and make it available to the comp supervisory authority on request.
Paragraphs (a) to (c) are without prejudice to ation of the data importer pursuant to Clause 14(e)

and Clause 16 to inform the data exporter prom where it is unable to comply with these Clauses.
Review of legality and data minimj

The data importer agrees to revie
remains within the powers grant
after careful assessment, it con
unlawful under the laws of At

gality of the request for disclosure, in particular whether it
e requesting public authority, and to challenge the request if,

of appeal. When chaIIen

suspending the effects o fthe request until the competent judicial authority has decided on its merits. It
shall not disclose tnaI data requested until required to do so under the applicable procedural
rules. These requi ents’ are without prejudice to the obligations of the data importer under Clause

14(e).
The data importex agrees to document its legal assessment and any challenge to the request for
disclosure to the extent permissible under the laws of the country of destination, make the

vailable to the data exporter. It shall also make it available to the competent supervisory

uest for disclosure, based on a reasonable interpretation of the request.

SECTION IV — FINAL PROVISIONS

Clause 16
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(@)

(b)

()

(d)

(e)

These Clauses s
third-party benefic

@
©)

Non-compliance with the Clauses and termination

The data importer shall promptly inform the data exporter if it is unable to comply with these Clauses, for
whatever reason.

In the event that the data importer is in breach of these Clauses or unable to comply with t@uses,
the data exporter shall suspend the transfer of personal data to the data importer u nce is
again ensured or the contract is terminated. This is without prejudice to Clause 14(f).

The data exporter shall be entitled to terminate the contract, insofar as it conc rocessing of

personal data under these Clauses, where: @

(i) the data exporter has suspended the transfer of personal data to the porter pursuant to
paragraph (b) and compliance with these Clauses is not restored i asonable time and in
any event within one month of suspension;

(i) the data importer is in substantial or persistent breach of theseCl s; or

(i)  the data importer fails to comply with a binding decisior mpetent court or supervisory
authority regarding its obligations under these Clauses.

O
In these cases, it shall inform the competent supervisory au@ of such non-compliance. Where the
contract involves more than two Parties, the data expo@ exercise this right to termination only

with respect to the relevant Party, unless the Parties f: reed otherwise.
Personal data that has been transferred prior to t ation of the contract pursuant to paragraph
(c) shall at the choice of the data exporter immedi be returned to the data exporter or deleted in its

entirety. The same shall apply to any copies o@i a. The data importer shall certify the deletion of

the data to the data exporter. Until the dat&«is\kb‘ d or returned, the data importer shall continue to

ensure compliance with these Clauses. In e oflocal laws applicable to the data importer that prohibit

the return or deletion of the transferred persqQnal data, the data importer warrants that it will continue to
. . AN,

ensure compliance with these Clau 2 vill only process the data to the extent and for as long as

required under that local law.

Either Party may revoke its a ent to be bound by these Clauses where (i) the European
Commission adopts a decisjonp ant to Article 45(3) of Regulation (EU) 2016/679 that covers the
transfer of personal data tg ch thése Clauses apply; or (ii) Regulation (EU) 2016/679 becomes part
of the legal framework of the~¢euntry to which the personal data is transferred. This is without prejudice
to other obligations apply@ e processing in question under Regulation (EU) 2016/679.

\C Clause 17

Governing law

e%overned by the law of one of the EU Member States, provided such law allows for
ights. The Parties agree that this shall be the law of Italy

Clause 18
Choice of forum and jurisdiction
Any dispute arising from these Clauses shall be resolved by the courts of an EU Member State.

The Parties agree that those shall be the courts of Italy
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© A data subject may also bring legal proceedings against the data exporter and/or data importer before
the courts of the Member State in which he/she has his/her habitual residence.

d The Parties agree to submit themselves to the jurisdiction of such courts.

controller, reliance on these Clauses when engaging another processor (sub-processing) not subject to Régulatio
ensures compliance with Article 29(4) of Regulation (EU) 2018/1725 of the European Parliament and ofthe

on the protection of natural persons with regard to the processing of personal data by the Union institutions, bedies, offices and
agencies and on the free movement of such data, and repealing Regulation (EC) No 45/2001 and ision\No 1247/2002/EC (OJ L
295, 21.11.2018, p. 39), to the extent these Clauses and the data protection obligations as set out act or other legal act
between the controller and the processor pursuant to Article 29(3) of Regulation (EU) 2018/17. . This will in particular be
the case where the controller and processor rely on the standard contractual clauses included 021/915.

i This requires rendering the data anonymous in such a way that the individual is no longer identifia y anyone, in line with recital 26

of Regulation (EU) 2016/679, and that this process is irreversible. %

&

" The Agreement on the European Economic Area (EEA Agreement) provides for the exténsio the European Union’s internal market
to the three EEA States Iceland, Liechtenstein and Norway. The Union data protection legis n, including Regulation (EU) 2016/679,
is covered by the EEA Agreement and has been incorporated into Annex Xl thereto. Thereforg, any disclosure by the data importer to a
third party located in the EEA does not qualify as an onward transfer for the purpos @ Clauses.

¥ That period may be extended by a maximum of two more months, to the exte sary taking into account the complexity and
number of requests. The data importer shall duly and promptly inform the d@ta bjectpf any such extension.

v As regards the impact of such laws and practices on compliance with t %%S , different elements may be considered as part of
an overall assessment. Such elements may include relevant and document ical experience with prior instances of requests for
disclosure from public authorities, or the absence of such requests, cov stfficiently representative time-frame. This refers in

particular to internal records or other documentation, drawn up on a continuous’basis in accordance with due diligence and certified at

senior management level, provided that this information can be lawfutly d with third parties. Where this practical experience is
relied upon to conclude that the data importer will not be preve ted‘mplying with these Clauses, it needs to be supported by
other relevant, objective elements, and it is for the Parties to consideceafefully whether these elements together carry sufficient weight,
in terms of their reliability and representativeness, to support thig c usion. In particular, the Parties have to take into account whether

their practical experience is corroborated and not contradicte: ublicly available or otherwise accessible, reliable information on the
existence or absence of requests within the same sector a pplication of the law in practice, such as case law and reports by

independent oversight bodies. %

Q&t\nnex | to Module 1
A. LIST OF PARTIES @
Data exporter(s): The rﬁ@ data exporters are acting as controllers

\V,

Entity Name Contact Details

ASST Centro ﬁhsﬁco Ortopedico headquartered in P.zza Cardinal Ferrari 1 - 20122
Traumatologi tano Pini-CTO Milano, Tax Code and VAT no. 9320530968
Company istration Number (if any): Key Contact: [Insert Key Data Protection Contact

(can be a named Contact or Department]

Key Contact Details: [Insert Key Data Protection
Contact Details] Data Protection Officer:
protocollo@pec.asst-pini-cto.it”
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For and on behalf of the data exporter(s):

Signatory Name: Dr. Paola Lattuada

Position: General Director

Signature:

N
Date: \fd

(ON

Data importer(s): The following data importers are acting as controllers

@J
@@

Entity Name

Contact Details [\

Takeda Development Center Americas, Inc.

500 Kendall S&r%c;m\bridge, Massachusetts,
02142

Company Registration Number (if any):

Key Contact: Privacy Office

For and on behalf of the data importer(s):

Key ContactDetails: privacyoffice@takeda.com
@)

<

Signatory Name: Stefanie Lemmel

S

@ irector, Site Budgeting and
;% acting
Signature:  ,  tuet &gﬁte:

|. Stf:{a’ll'f Ih““['.l@ 7/14/2025 | 11:38:51 AM EDT

e Activities: Collection, s o& processing and reporting of personal data associated with the conduct
and manageme %,@

Study subjects: Coded data relating to Study subjects, including (to the extent required for
the Study) month/year of birth, gender, medical records and the results of various test and
procedures, medication intake, genetic information.
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o Investigator and Study staff: Name, business contact details, professional qualifications,
payments and other financial information (where applicable).

e Sensitive data transferred (if applicable) and applied restrictions or safeguards that fully into
consideration the nature of the data and the risks involved, such as for instance strict pu )
rai ),

limitation, access restrictions (including access only for staff having followed speciali ini
keeping a record of access to the data, restrictions for onward transfers or addition%i ri
tian, life and

measures: To the extent required for the Study, coded health data, genetic informa
ethnicity/race of the Study subjects.

Special categories of data above may be collected, used and transferred to C) needed to
comply with applicable law and regulations or based on explicit consent fr data subject.

All such data is coded before being transferred. Only the Investigator, yee or agent under
the instruction of the data exporter and bound by confidentiality obli n Il have the key code to
link the coded data to the identity of the Study subject to whom it refates.

All such sensitive data is subject to strict purpose limitation, a trictions, and records of

access are maintained by importer.
O

e The frequency of the transfer (e.g. whether the data is transféfred on a one-off or continuous basis) :

Continuous during the course of the conduct of the Stu
&

e Nature of the processing: Collection, storage, analysis; seudonymised Study data for the

purposes of conducting the Study and meeting legal.obligations.

e Purpose(s) of the data transfer and further ?r:x\ : Collection, storage, processing and reporting
of personal data associated with the condyc -@v anagement of the Study and analysis of Study
cd

t
results. Any further processing of pseudo %% Study data, to the extent permitted, is performed in
accordance with the patient informed cong% rm, the Study protocol, and privacy notice given to

the Investigator and study staff.

The period for which the personal ddte be retained, or, if that is not possible, the criteria used to
determine that period:. Such peri@required by applicable laws for the retention of records
relating to the performance of % y, or any other periods described in the informed consent form
and investigator/study st acyynotice.

For transfers to (sub-) processors specify subject matter, nature and duration of the processing: The

contract research organization, taIy srl (“CRQ”), is engaged by the data importer to perform certain

dataimporter’s behalf and will receive the coded data of the Study subjects
from the data exporter a
the Study and retain

sor for the data importer. CRO will process the data during the course of
or the period required by (i) Applicable Law; (ii) the Protocol; or (iii) any
contractual obligations ponsor (whichever is the longer).

obligation Ntothe Sponsor (whichever is the longer).
. ~“Adwvarra - Central IRB
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. BlackDoctor, Inc. - Diversity in Patient Population
. Clinical Trial Media Inc. (CTM) - Patient & HCP facing R&R materials, website development
. Greenphire - Patient Reimbursement/Stipend @

. Meetings & Incentives Worldwide, Inc. - Investigator Meetings \%

. Q2 - Global Clinical laboratory tests @
. QPS - Blood samples - PK concentration \@

. Signant Health - eCOA/ePRO devices @

. StudyKik - Digital Outreach, Online prescreening, referral support %
. Suvoda, LLC - IRT 5 &9

. Veeva Vault — EDC, eTMF, CTMS §

. WCG Clinical, Inc - Rater training @

. Origins - Patient & HCP Facing R&R Materials Q\\@

S

The competent supervisory authority shall be the% isory authority in the EU country in which the data
exporter is established.

C. COMPETENT SUPERVISORY AUTHORITY

Piazza Venezia, 11
00187 — Rome

Email: protocollo@gpdp.it
Legal Certified Email: protocoIIo gpdp.it”

@ Annex Il to Module 1

echnical and Organisational Measures

Italian Data Protection Authority @9

Data Importer maint and enforces various policies, standards and processes designed to secure
personal data and othex'data to which Data Importer employees are provided access. The following

is a description ¢ thinimum technical and organisational security measures to be implemented
by Data Impo
1. Measures of, ymization and | Pseudonymization and Anonymization
encryption onal data Where personal data is not directly required for activities, a method for

anonymization or pseudonymization should be defined and in place.

e This must ensure that any information which could be used to identify
an individual is fully eliminated or replaced with a pseudonym, the
value which does not allow the individual to be directly identified.
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Encryption of Personal Data: Cryptographic Controls and Key
Management

Depending on the sensitivity and volume of Personal data, it shall only be
stored or distributed via media or telecommunications netw;, er it has
been encrypted or other mechanism is used which guaran
information is not intelligible or is not manipulated by third\parfies.
Sensitive Personal Data will always require encryption:
e A policy on the use of cryptographic controls fi
information shall be developed and implement

Key management procedures shall be in pl ort the
organization's use of cryptographic techni ughout their
lifecycle. The procedure shall address exchange between third
parties and the organization, in additi ing roles and
responsibilities of those involved i istration of the security

tion of

Measures for ensuring ongoing
confidentiality, integrity,
availability and resilience of
processing systems and services

established.
nageh%nt

System acquisition and Change
A formal Systems Development Ei le (SDLC) methodology, policy or
veloped. The methodology shall

similar procedural document shall b
detail the different phases of SDEC sych as initiation, planning, design,

development, testing, implem tion, maintenance and disposal.
e A formal change mana, change control procedure must be in
place requiring: <

o Testing o ¢ and infrastructure prior to implementation
and afte s must be in place and documented.

o Al chaﬁ% %ust be tested before being released into the
prod nvironment.

o documentation of the changes must be retained.

tion, system, and data backup procedures must be
mented prior to upgrades or maintenance.
ords must be maintained of all releases which are promoted
\ o the production environment. Archives of all released
(77)~ Versions, including documentation, must be maintained.

Measures for ensuring the ability to
restore the availability and access

to personal data in a timely manne<
in the event of a physical or

technical incident

B 'héyxontinuity and Disaster Recovery
iness Continuity Management (BCM) or similar policy/ process shall
established to document the objective, scope, strategies, inter-linkages

ith other contingency and emergency response procedures.

The BCM policy shall be periodically reviewed and updated to reflect

the current risk tolerance of the organization.
Documented and implemented data backup, retrieval and restoration
procedures must be in place.
e Restoration or Disaster Recovery of Systems in each of the
organization’s major data centers must be demonstrated annually, either
via restoration testing or via actual system restoration.
Documented physical, technical, administrative and environmental
control requirements must be defined and sustained during the transport
of any physical media.

Processes fc ularly testing,
assessing and-evaluating the
effectivene technical and
organizationdl measures in order
to ensure the security of the
processing

Testing, Assessing and Evaluating Effectiveness of Measures

Information security controls shall be identified and implemented for

network infrastructure to protect information in applications and systems.

e Networks shall be protected from malicious traffic on other networks or
sub-networks (internal or external) by one or more firewalls.
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e Intrusion detection mechanisms (Intrusion Detection System) shall be
employed for critical business applications, systems and networks to
identify predetermined and new types of attacks. Network intrusion
detection sensors shall be protected against attacks.

e Regular penetration tests must be executed against w e
applications and network perimeters.

e Processes shall be documented and implemented to\proteelt’against
malware which include periodic scans, real ti alware
prevention, detection and corrective measure:@

5. Measures for user identification
and authorization

Users Access: user identification and authoriz
A formal access control policy/procedure sha S

reviewed, and communicated to all parties basedwon organization's business
and security requirements. The access CO@I y shall include, but not
be limited to, deactivation of default a tsgrequirement of

documentation of operational procedur identification and
authentication, and restricted use of privileged user accounts access to the

aplished, documented,

information systems. &

e User accounts should only be provided for Personnel that must access
Systems in order to delive Sérvices or relevant work activities.

e Notification must be prov f circumstances change such that

Agreed Policies, es, SOP’s and Security Standards.
e All access to Pri Access or Administrative Accounts shall be:
o keptto inimum necessary for effective operation of the

Serv nd
o ro¥i % egularly

e An up-tocdatefist of all Personnel who have been given access to
Syste@ he Services is maintained together with all user account

person/users no longer €s access to Systems.
e Personnel access %@% s/applications only in accordance with

o,

o A ult IDs and passwords for systems and/or network accounts
e changed during installation where feasible (e.g. network
% ing system, hubs, switches, routers, etc.) and the same not shared.
ﬁll procedures and/or standards to control mobile computing and
eworking activities must be defined, documented and communicated.

6. Measures for the protection of datC

during transmission

ocumented physical, technical, administrative and environmental control
requirements must be sustained during the transport of any data
transmission or physical media movement.
e An equivalent level of protection must be maintained as those available
during storage of data.
e Policies and controls that address risks during data exchange between

)D\é)otection of data during transmission

during stor

& parties, ensuring that data is only available on a need to know basis and
not publicly accessible during or after exchange and that such
procedures are documented.

7. Measures for tection of data | Protection of data during storage

Information security controls shall be identified and implemented for
network infrastructure to protect information in applications and systems
e Networks shall be protected from malicious traffic on other networks or

sub-networks (internal or external) by one or more firewalls.
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e A procedure for maintaining up to date anti-virus software on
workstations, laptops, and mission critical systems within the
organization must be in place

o A procedure for maintaining current security p els and
other security software updates on applicatio ngfworks
must be in place.

o Up to date active firewall protection for th

and a dedicated firewall-protected con
must be in place

o Two-factor authentication such as tGkens
authentication must be implemente .i ’

to data is available. \

e Intrusion detection mechanisms (Hos

(HIDS) and Network-based Intrusi

be employed for critical business applidations, systems and networks to
identify predetermined and new types

et perimeter
o the internet

iometric
bile or remote access

8. Measures for ensuring physical
security of locations at which
personal data are processed

Physical security of locations a Wbﬁ%gersonal data are processed
General Security perimeters (barze%c as walls, card controlled entry
gates or manned reception des hal] be designed to protect areas in which
information processing facilitigs/4rg) located.

e Specific additional sec ctices (such as specific card controlled
entry gates, recordsx ,’or manned reception desks) shall be
designed to prote which contain highly confidential
information.

logging

9. Measures for ensuring events

Events or Incidentqf%)ﬁfg or Incident Management

A written Incide nse Procedure to identify, consistently report and
resolve any ki uspected security or privacy problems, incidents or
¢y place.

esponsibilities for incident response teams shall be

and a structure shall be used to initiate incident response

ment and notification to affected parties be completed within the
%@ndatory timeframes required by applicable laws.
? Responsive actions taken in connection with any incident involving a
breach of security or privacy must be documented. A mandatory post-
incident (post-mortem) review of events and actions taken must be

requirements to your organizations Senior Management for privacy and
security related incidents.

e A series of policies and controls must be in place to ensure logs of
operational events are created or retained for time periods specified.

10. Measures for ensu
configuration, i
configuration

@ included in the records of the incident.
\@ e The Incident Response Procedure must include specific reporting
stem

System configuration

A formal documented configuration management policy shall be

established, approved, and maintained.

e Configuration baselines shall be available for all system components.
Information systems shall follow configuration baselines to ensure
uniform security configuration and controls.

e Servers shall be built/configured using a standardized, predetermined
server image. Server images shall be reviewed, tested and kept up-to-
date (i.e. with recent patches and changes to build/configuration).
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11. Measures for internal IT and IT
security governance and
management

IT security governance and management

Information Security Policies and procedures shall be defined, approved,

maintained and communicated to employees and all relevant gxternal

parties.

e A mandatory documented Information Security trainjn
communicates the key features of the Company’s e(
be in place for resources that process or have acces rfinent
company information and information systems

e Dedicated and skilled personnel must be in pla%pport the

organization and manage information security activities and controls.

12. Measures for
certification/assurance of processes
and products

Certification/assurance of processes and p
Formal Validation/Assurance policies, ValidationnMaster Plans (VMP) or
equivalent documents and individual computerizgd system validation plans

for all regulated computer systems or sshall be in place.

e The roles and responsibilities for validation, reporting, review and
related activities shall be defined in the\¥alidation plans.
e The Validation Plans shall b&ip ined and regularly communicated

to appropriate stakeholders.

13. Measures for ensuring data
minimization and data quality

O

ssed must be appropriate and not in

r which the information is being collected
nal data is in compliance with approved

Data minimization and quali
The personal data collected or
excess of the business pu

le regulations.

and that all processing
business purposes an
any disclosure of personal data is based on

e Controls must e
business requir@ and in line with understanding and expectations
of the data s. Controls must be implemented to mitigate legal
exposure ase-of potential loss or inadvertent disclosure.

° Controls% sure that personal data is accurate and up to date for
the speeifiedibusiness purpose or as required by regulatory guidelines.

14. Measures for ensuring limited data
retention

Record é@lformation Management
The organization shall establish and implement a comprehensive records

relidb
%5 required, allowing it to continue its business, comply with its
gulatory environment and provide necessary accountability.
The organization shall maintain and dispose of Records and data in
accordance with agreed Policies, Procedures, SOPs and Security
Standards.

e A process for legal holds or equivalent to protect
data/documents/records from destruction, such as in the case of
litigation, regulatory actions or investigations must be implemented.

e A Procedure or documented process must be in place for securely
destroying customer or Business Partner data, or eradicating such data
from your environment, at the end of an applicable retention period,
subject to any applicable legal hold order or other requirements.

A process must be in place to obtain formal permission from the data owner

(such as your Business Partners or customers), and there is evidence that

permission is documented and retained, prior to destroying electronic, paper

or other forms of media and/or records.

15. Measures for ensuring
accountability

Accountability
Policies and Procedures must be in place to hold individuals accountable
and responsible for actions initiated under their ID or electronic signatures.
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e Policies regarding acceptable usage of systems and networks including
prohibition of download and use of unauthorized software, prohibition
of involvement in Internet chat-rooms and bulletin boards etc. must be

defined, documented and communicated to vendor staf] ntractors.
e Resources and/or their management company worki 1 agsigned to
activities must sign a confidentiality and non-disclosure\agreement that
requires them to safeguard confidential and proprie rmation and
trade secrets, personal information prior to em engagement.
e  Asset ownership, responsibilities and accounta f the supplier

must be defined, documented and communi¢at | parties involved.

16. Measures for ensuring erasure of
data

Data Erasure \))

A process should be in place to ensure dis obsolete data,
confidential and private documents, and p edia according to
procedures and approved guidelines. /\\

al
ca

17. Measures for ensuring ongoing
monitoring, identification and
review of new or emerging risks
and mitigation or remediation

actions

Risk Management v M
IT risk assessment program must bg jmpleménted.
iew all identified risks on an

e Ensure a process to monitor
ongoing basis is in place.

e [Ensure a process is in plac
identified.

e A process for risk assq@m of third parties utilized is in place.

révide mitigation activity for each risk

&

N
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