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COMPASSIONATE USE - Treating Physician
Agreement

Pre-Approval
Access/Compassionate Use  of
Entrectinib for Patients with Solid
Tumors harboring a NTRK Gene
Fusion or Patients with Non-Small
Cell Lung Cancer (NSCLC)
harboring a ROS1 Gene Fusion
(AG40852)

THIS AGREEMENT (hereinafter referred to as this
“Agreement”) dated below is made by and between the
following Parties:

Fakutni  nemocnice  Kralovské
Vinohrady, Radioterapetuticka
a onkologicka klinika, Srobarova
1150/50, 100 34 Praha 10

(Hereinafter known as
“PHYSICIAN”)

AND Fakultni nemocnice Kralovské
Vinohrady

REGARDING

with its registered office at
Srobarova 1150/50, 100 34 Praha
10 ID No. 00064173

represented:by Prof. MUDr. Petr
Arenberger, DrSc, MBA, FCMA,
Director

(Hereinafter known as
“INSTITUTION”)

on the one hand
AND ROCHE s.r.o.

with  its registered office at
Sokolovska 685/136f, Karlin, 186 00
Praha 8, ID no. 49617052

(Hereinafter known as “ROCHE”)
on the other hand
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SPECIFICKY LECEBNY PROGRAM —
smlouva s oSetiujicim Iékafem

VE VECI Specificky [éCebny program
pfipravkem  Entrectinib v  [éCbé
pacientd se solidnimi tumory s fazi
genu NTRK nebo pacientdl s
nemalobuné&cnym plicnim karcinomem
(NSCLC) s fuzi genu ROS1
(AG40852)

TATO SMLOUVA (dale jen ,Smlouva“) ze dne
uvedeného nize se wuzavira mezi nasledujicimi

Stranami:
|
adresa pracovisté: Fakultni nemocnice
Kralovské Vinohrady,
Radioterapeutickd ~a  Onkologicka
klinika, Srobarova 1150/50, 100 34
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(dale jen ,LEKAR®)

A Fakultni nemocnice Kralovské
Vinohrady

se sidlem Srobérova 1150/50, 100 34
Praha 10 ICO: 00064173

zastoupena:  Prof. MUDr. Petr
Arenberger, DrSc, MBA, FCMA, feditel

(dale jen “POSKYTOVATEL”)

na strané jedné
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4. Data Privacy 5. Rozhodné pravo a jurisdikce

5. Applicable Law and Jurisdiction 6. Registr smluv

6. Register of Agreements

Attachments: Prilohy:

Attachment 1 Contact details of ROCHE, Prilohaé.1 Kontaktni udaje ROCHE,
INSTITUTION and PHYSICIAN POSKYTOVATELE a LEKARE

Attachment 2 Information on the Processing of Pfiloha€.2  Informace o zpracovani osobnich
Personal Data of PHYSICIAN and udaju LEKARE a zaméstnanct a
INSTITUTION’S employees and zastupcli POSKYTOVATELE
representatives

Attachment 3 Safety Data Exchange Agreement Prilohaé.3  Smlouva o vyméné

WHEREAS:

(A) PHYSICIAN wishes to treat a patient identified
with a unique patient identifier (hereinafter the
“Patient”), involving Entrectinib of Roche Pharma AG,
Emil-Barell-strasse 1, D-79639, Grenzach-Wyhlen,
Germany (hereinafter the “Product”) supplied on a
compassionate use basis approved, in accordance
with Sec. 49 of Act No. 378/2007 Sh., on
Pharmaceuticals, by a decision of the Ministry of
Health of the Czech Republic, for the treatment of
Patients with Solid Tumors harboring a NTRK Gene
Fusion or Patients with Non-Small Cell Lung Cancer
(NSCLC) harboring a ROS1 at the INSTITUTION.

(B) ROCHE was asked by PHYSICIAN to provide
compassionate use supply of the Product, and has
agreed to provide to PHYSICIAN (i) the quantities of
the Product required to treat the Patient, and (ii) all
required information relating to the Product.

(C) INSTITUTION, declaring to have the required
infrastructure to carry out the Compassionate Use
Program, is willing to contribute to its performance,
providing its facilities and collaborators.

IT IS HEREBY AGREED THAT:

1 RESPONSIBILITIES OF PHYSICIAN AND
INSTITUTION:
1.1 PHYSICIAN understands that the decision to

use the Product is his/her sole responsibility.

INSTITUTION and PHYSICIAN understand
that the Product has not been assessed by

1.2
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bezpecnostnich dat

VZHLEDEM K TOMU, ZE

(A) LEKAR chce I&¢&it pacienta s jednoznaénym
identifikacnim c&islem (dale jen ,Pacient®) pomoci
pfipravku Entrectinib spole¢nosti Roche Pharma AG,
Emil-Barell-strasse 1, D-79639, Grenzach-Wyhlen,
Némecko (dale jen “Lék”) dovazeného v ramci
specifického |é€ebného programu schvaleného
v souladu s § 49 zakona ¢. 378/2007 Sb., o léCivech,
rozhodnutim Ministerstva zdravotnictvi CR, za
Ucelem lécby pacientu v 1é¢bé pacientd se solidnimi
tumory s fuzi genu NTRK nebo pacientd s
nemalobuné&Cnym plicnim karcinomem (NSCLC) s
fuzi genu ROS1 u POSKYTOVATELE.

(B) LEKAR pozadal ROCHE o zpfistupnéni
Léku v ramci specifického |é€ebného programu a
ROCHE se zavéazal poskytnout LEKARI (i) Lék v
objemu potfebném k 1é¢bé Pacienta a (ii) veskeré
uzite€né informace vztahujici se k Léku.

(C) POSKYTOVATEL prohlasuje, ze disponuje
infrastrukturou a vS8emi opravnénimi nezbytnymi pro
realizaci specifického l|éCebného programu a je
pfipraven pfispét kjeho realizaci, a to vc€etné
poskytnuti svého zdravotnického zafizeni a
spolupracovniku.

SE NYNi PROTO SMLUVNi STRANY DOHODLY
TAKTO:

POVINNOSTI LEKARE A POSKYTOVATELE:

LEKAR si je védom toho, Ze za své rozhodnuti
pouzivat Lék nese vyhradni odpovédnost.

POSKYTOVATEL a LEKAR si jsou védomi toho, Ze
Lék nebyl posuzovan Statnim ustavem pro kontrolu
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1.3

14

15

1.6

1.7

1.8

19

1.10

111

the State Institute for Drug Control against the
criteria of safety, quality and efficacy.

PHYSICIAN shall read and understand the
information received from ROCHE regarding
the use of the Product including the potential
known risks and side effects of the Product.

PHYSICIAN shall ensure that the Patient will
be managed according to best medical
practice and that the Product will be handled
and administered according to the
Investigator’s Brochure.

PHYSICIAN shall personally administer or
supervise the administration of Product to the
Patient.

PHYSICIAN will inform the Patient or his/her
legal representative, that the Product has not
received a marketing authorization in the
Czech Republic and is being supplied on a
compassionate use basis.

PHYSICIAN shall inform the Patient, or
his/her legal representative, of any potential
or known risks related to the use of the
Product.

PHYSICIAN shall ensure that written informed
consent for the use of Product will be
obtained from the Patient, or his/her legal
representative, prior to administration of the
Product.

The compassionate use of Product shall be
carried out by PHYSICIAN only after all
necessary legal, regulatory or other approvals
have been granted including, without
limitation, those of any central governmental
authority, and strictly in accordance with the
terms of any such approval(s).

PHYSICIAN shall be responsible for and
comply with the safety reporting obligations as
set forth in the attached Safety Data
Exchange Agreement Attachment 2.

INSTITUTION acknowledges that the liability
for the administration of Product resides with
INSTITUTION and that ROCHE bears no
liability for any consequences arising from the
administration of Product. INSTITUTION
agrees to defend, indemnify and hold ROCHE
harmless against any claims brought in the
event that death or injury occurs as a result of
the use or handling of the Product, including
as a result of the Patient being administered
the Product.
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[éCiv z hlediska bezpecnosti, kvality a ucinnosti.

LEKAR se seznami s informacemi predanymi
spole¢nosti ROCHE tykajicimi se pouzivani Léku
v€etné potencialnich znamych rizik a nezadoucich
Ucinkd a porozumi jim.

LEKAR zajisti, ze Pacient bude Ié&en podle nejlepsi
Iékaiské praxe a Zze s Lékem bude nakladano a Lék
bude podavan v souladu s BrozZurou pro zkou$ejiciho
(Investigator’'s Brochure).

LEKAR bude osobné& Pacientovi podavat Lék, nebo
bude na podani Léku Pacientovi osobné dohlizet.

LEKAR sdéli Pacientovi nebo jeho zakonnému
zastupci, ze Lék neni v Ceské republice registrovan a
je poskytovan v ramci specifického Ié¢ebného
programu.

LEKAR seznami Pacienta nebo jeho zakonného
zastupce se vSemi potencialnimi nebo znamymi riziky
souvisejicimi s pouzivanim Léku.

LEKAR zajisti jesté pred podanim Léku podpis
pisemného informovaného souhlasu s pouzivanim
Léku ze strany Pacienta nebo jeho zakonného
zastupce.

LEKAR bude provadét specificky lé&ebny program s
Lékem teprve po ziskani veSkerych potfebnych
zakonnych, regula¢nich a jinych povoleni, zejména
ze strany jakéhokoliv organu statni spravy, a v
pfisném souladu s podminkami veskerych téchto
povoleni.

LEKAR odpovida za splnéni povinnosti tykajicich se
bezpecnostnich hlaSeni, jak jsou stanoveny ve
zvlastni smlouvé o predavani bezpelnostnich dat,
ktera tvofi pfilohu €. 2 této Smiouvy.

POSKYTOVATEL si je védom toho, Ze odpovida za
podavani Léku a ze ROCHE nenese zadnou
odpovédnost za jakékoliv néasledky podani Léku.
POSKYTOVATEL se zavazuje, ze bude hdijit,
od$kodni a zbavi ROCHE odpovédnosti vUci
jakymkoliv narokiim vznesenym v pfipadé smrti nebo
Ujmy na zdravi nasledkem pouziti Léku nebo
zachazeni s Lékem, mimo jiné nasledkem podani
Léku Pacientovi.

Page 3 of 21



Global: Pre-Approval Access/Compassionate Use — Treating Physician Agreement

1.12

1.13

1.14

1.15

1.16

2.1
211

2.1.2

INSTITUTION and PHYSICIAN shall comply
with all applicable laws and regulations,
including, but not limited to laws on
compassionate use and data protection,
including the Regulation (EU) 2016/679 of the
European Parliament and of the Council of 27
April 2016 on the protection of natural
persons with regard to the processing of
personal data and on the free movement of
such data, and repealing Directive 95/46/EC
(General Data Protection Regulation) and Act
No. 110/2019 Coll., on processing of personal
data.

INSTITUTION and PHYSICIAN acknowledge
that the supply of Product by ROCHE is not
contingent on the purchase, supply,
prescription or recommendation of any
ROCHE products and not intended for
personal benefit or use.

INSTITUTION and PHYSICIAN shall use the
Product only for administration to the Patient,
and for no other purposes and for no other
patient(s). INSTITUTION shall be responsible
and accountable for the destruction of any
unused Product or, if requested by ROCHE,
for the return to ROCHE and shall provide
ROCHE with confirmation of destruction upon
request.

INSTITUTION and PHYSICIAN acknowledge
that any resupply will be undertaken only if the
Patient still benefits from treatment and if the
Patient benefit still justifies the potential risk of
treatment use.

INSTITUTION and PHYSICIAN shall treat any
information provided to them by ROCHE
according to the confidentiality provisions of
Article 3 of this Agreement.

ROCHE RESPONSIBILITIES
ROCHE shall, upon signing this Agreement:

supply PHYSICIAN with the latest version of
the Investigator's Brochure for the Product
which describes the known properties of the
Product.

on a regular basis provide PHYSICIAN with
all new relevant information it has knowledge
of that may modify or supplement known data
regarding the Product, in particular any
updates of the Investigator’'s Brochure for the
Product and relevant Dear Investigator
Letters (DILs), including relevant data relating
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POSKYTOVATEL a LEKAR budou dodrZovat
veskeré pfislusné zakony a pfedpisy, v€etné mimo
jiné zakonl o specifickych Ié¢ebnych programech a
ochrané osobnich udajd, véetné nafizeni Evropského
parlamentu a Rady (EU) 2016/679 ze dne 27. dubna
2016 o ochrané fyzickych osob v souvislosti se
zpracovanim osobnich udajd a o volném pohybu
téchto udaji a o zruseni smérnice 95/46/ES (obecné
nafizeni o ochrané osobnich Udajl) a zakona ¢&.
110/2019 Sbh., o zpracovani osobnich udaja.

POSKYTOVATEL a LEKAR jsou si védomi toho, Ze
poskytnuti Léku ze strany spole€nosti ROCHE neni
podminéno nakupem, dodavanim, pFfedepisovanim
ani doporucovanim jakychkoliv produktt spole¢nosti
ROCHE a Ze Lék neni poskytovan za UcCelem
osobniho prospéchu nebo pouziti.

POSKYTOVATEL a LEKAR pouziji Lék pouze za
uCelem podani Pacientovi, a ne za jakymkoliv jinym
Ucelem nebo jakymkoliv  jinym  pacientim.
POSKYTOVATEL nese odpovédnost za likvidaci
vesSkerého nespotfebovaného Léku, resp. na zadost
ROCHE za jeho vraceni spole€¢nosti ROCHE, a na
zadost preda spolec¢nosti ROCHE potvrzeni o
likvidaci.

POSKYTOVATEL a LEKAR berou na védomi, Ze
jakékoliv dal8i dodavky budou poskytnuty pouze v
pfipadé, ze lécba bude pro Pacienta nadale pfinosna
a prinos pro Pacienta nadéle pfevaZzuje nad
potencialnim rizikem lécby.

POSKYTOVATEL a LEKAR budou nakladat s
vesSkerymi informacemi, které jim pfeda spoleCnost
ROCHE, v souladu s ustanovenimi tykajicimi se
davérnosti uvedenymi v ¢lanku 3 této Smiouvy.

POVINNOSTI SPOLECNOSTI ROCHE
ROCHE po podpisu Smlouvy:

pfedd LEKARI posledni verzi Brozury pro
zkousejiciho (Investigator's Brochure), ktera popisuje
znamé vlastnosti Léku.

bude pravideln& poskytovat LEKARI veskeré nové
relevantni informace, o kterych se ROCHE dozvi a
které mohou ménit nebo doplfiovat znamé udaje o
Léku, zejména veskeré aktualizace Brozury pro
zkous$ejiciho (Investigator's Brochure) a Dopist pro
Zkousejiciho v€etné relevantnich udaji souvisejicich
se snasenlivosti Léku, které mohou predstavovat
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to the Product’s tolerance that is likely to
represent a danger to the Patient.

provide PHYSICIAN, with Product. Details of
supply, including the mode of supply, quantity,
and timelines of delivery and destination of
shipment of the Product shall be supplied to
ROCHE by PHYSICIAN with sufficient
advance notice. Product shall be provided,
packaged and labelled in compliance with
applicable local laws and regulations.

2.1.3

2.1.4  process any safety event that is reported to
ROCHE by PHYSICIAN onto the safety

database.
CONFIDENTIALITY

This Agreement and the terms and conditions
hereof shall be confidential, as well as all
information obtained in connection with this
Agreement, and neither Party shall, without
the prior written permission of the disclosing
Party, disclose the same to any third party
except to the extent this may be required by
applicable law or as necessary for the
compassionate use of the Product. Affiliates
of both Parties shall not be considered third
Parties for purposes of this Agreement.

“Affiliates” shall mean:

a) an organization, which directly or
indirectly controls a Party to this
Agreement;

b) an organization, which is directly or

indirectly controlled by a Party to
this Agreement;

c) an organization, which is controlled,
directly or indirectly, by the ultimate
parent company of a Party.

Control as per a) to c¢) above is defined as
owning more than fifty percent of the voting
stock of a company or having otherwise the
power to govern the financial and the
operating policies or to appoint the
management of an organization.

With respect to ROCHE the term "Affiliate"
does not include Chugai Pharmaceutical Co.,
Ltd, 1-1, Nihonbashi-Muromachi 2-chome,
Chuo-ku, Tokio, 104-8301, Japan (“Chugai”)
and Foundation Medicine, Inc., 150 Second
Street, Cambridge, MA 02141, USA (“FMI”),
unless ROCHE opts for such inclusion of
Chugai and/or FMI by giving written notice to

SRD-0112236 (V 2.0)

Treating Physician Agreement

riziko pro Pacienta.

poskytne LEKARI Lék. Podrobnosti tykajici se
dodavky Léku vcéetné zplsobu dodani, mnozstvi a
termind dodani a mista uréeni pro dodavku Léku
sdéli LEKAR spoleénosti ROCHE s dostateénym
Casovym predstihem Lék. Lék bude ze strany
spole¢nosti ROCHE LEKARI poskytnut, zabalen a
oznacen v souladu s pfisluSnymi mistnimi zakony a
predpisy.

zada veskeré bezpecnostni pfihody, které LEKAR
nahlasi ROCHE, do bezpecénostni databaze.

DUVERNOST

Tato Smlouva a jeji podminky i veSkeré informace
ziskané v souvislosti s touto Smlouvou jsou divérné
a zadna ze smluvnich stran je nesmi bez
pfedchoziho pisemného souhlasu sdélujici smluvni
strany sdélit zadné tfeti strané s vyjimkou rozsahu, ve
kterém to vyzaduje pfislusny zakon nebo ve kterém
je to nezbytné pro specificky |éCebny program s
Lékem. Pro Ucely této Smlouvy se za tfeti strany
nebudou povazovat pfidruzené osoby obou
smluvnich stran.

LPridruzenymi osobami“ se rozumi:

a) organizace, ktera pfimo nebo nepfimo ovlada
nékterou ze stran této Smlouvy;

b) organizace, ktera je pfimo nebo nepfimo
ovladana nékterou ze stran této Smiouvy;

c) organizace, ktera je pfimo nebo nepfimo
ovladana konecnou matefskou spole€nosti
nékteré ze stran této Smlouvy.

Ovladani podle bodu a) az c) vy3Se se definuje jako
vlastnictvi vice nez padesati procent akcii Ci
obchodnich podili s hlasovacim pravem ve
spole¢nosti nebo jina pravomoc fidit finanéni a
provozni politiku nebo jmenovat vedeni organizace.

Pojem ,Pfidruzena osoba“ nezahrnuje spoleénost
Chugai Pharmaceutical Co., Ltd, 1-1, Nihonbashi-
Muromachi 2-chome, Chuo-ku, Tokio, 104-8301,
Japonsko (,Chugai“) ani spole¢nost Foundation
Medicine, Inc., 150 Second Street, Cambridge, MA
02141, USA (,FMI®), az do okamziku kdy se
spoleénost ROCHE rozhodne Chugai a/nebo FMI
zafadit mezi Pfidruzené osoby a oznami to pisemné
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3.2

3.3

4.2

5.2

PHYSICIAN and INSTITUTION.

The obligations of confidentiality set out in
Article 3.1 shall not apply to information which
is (i) published or generally available to the
public through no fault of the receiving Party,
(i) in the possession of the receiving Party
prior to the date of this Agreement and is not
subject to the duty of confidentiality; (iii)
independently developed by the receiving
Party and is not subject to a duty of
confidentiality, or (iv) obtained by the
receiving Party from a third party and not
subject to a duty of confidentiality.

PHYSICIAN may publish compassionate use
experience following discussion with ROCHE.

DATA PRIVACY

For the purposes of the execution and
performance of this Agreement, ROCHE shall
process the following personal data regarding
the identification of PHYSICIAN and
INSTITUTION in its internal databases: name
and surname of the PHYSICIAN and
INSTITUTION’s other employees and
representatives and contact persons, phone
number, e-mail, PHYSICIAN’s address.
INSTITUTION shall notify its employees
whose data will be processed by ROCHE in
the extent of Attachment 2 hereto.

PHYSICIAN allows ROCHE to electronically
store his/her personal data provided on the
Documentation Form (e.g., phone, email,
contact address).

APPLICABLE LAW AND JURISDICTION

This Agreement will be governed by and
construed for all purposes in accordance with
the laws of the Czech Republic without giving
effect to its choice of law principles.

The Parties shall attempt to settle all disputes
arising out of or in connection with the present
Agreement in an amicable way. In the event
that such attempt should fail, the exclusive
jurisdiction for both Parties lies in Prague.

REGISTER OF AGREEMENTS

In the event that the Act on the Register of
Agreements lays down an obligation to
publish this Agreement in the register of
agreements, the Parties have agreed that the
publication in the Register of Agreements will

SRD-0112236 (V 2.0)

LEKARI a POSKYTOVATELI.

Povinnost ml€enlivosti stanovend v odst. 3.1 se
nevztahuje na informace: (i) které jsou zvefejnény
nebo obecné pfistupny vefejnosti bez zavinéni
pfijimajici smluvni strany, (ii) které jsou v drzeni
pfijimajici smluvni strany pfed datem této Smlouvy a
na které se povinnost mienlivosti nevztahuje, (iii)
které nezavisle vyvinula pfijimajici smluvni strana a
na které se povinnost mi€enlivosti nevztahuje nebo
(iv) které pfijimajici smluvni strana ziskala od ftreti
strany a na které se povinnost mlcenlivosti
nevztahuje.

LEKAR mZe zvefejnit zkudenosti ze specifického
Ié€ebného programu po projednani se spolecnosti
ROCHE.

OCHRANA OSOBNICH UDAJU

ROCHE bude ve svych internich databazich za
UCelem uzavieni a pInéni této Smlouvy zpracovavat
tyto osobni Udaje tykajici se identifikace
POSKYTOVATELE a LEKARE v rozsahu: jméno a
prijmeni LEKARE a dal$ich zaméstnanc(i &i zastupct
POSKYTOVATELE a kontaktnich osob, telefonu, e-
mailu, adresy LEKARE. POSKYTOVATEL se
zavazuje informovat své zaméstnance, jejichz osobni
Udaje jsou zpracovavany dle tohoto ¢lanku, o tom, jak
jsou jejich osobni udaje zpracovavany ze strany
spole¢nosti ROCHE, a to v rozsahu pfilohy &. 2 k této
Smlouve.

LEKAR umozni ROCHE, aby elektronicky uchovavala
jeho osobni Udaje predané v dokumentacnim
formulafi (napf. telefonni C&islo, e-mail, kontaktni
adresa).

ROZHODNE PRAVO A JURISDIKCE

Tato Smlouva se fidi a vyklada v souladu se zakony
Ceské republiky s vyjimkou koliznich norem.

Smluvni strany se budou snazit vyresit vSechny spory
plynouci ztéto Smlouvy nebo sni souvisejici
smirnou cestou. V pfipadé nedosazeni smiru maji
vyhradni soudni pravomoc vuéi obéma smluvnim
stranam obecné pfislusné soudy v Praze.

REGISTR SMLUV

Pro pfipad, ze Zakon o registru smluv stanovi
povinnost tuto Smlouvu uvefejnit v registru smluv, se
Smluvni strany dohodly, Ze jeji uvefejnéni v registru
smluv dle Zakona o registru smluv zajisti ROCHE, a
to nejpozdéji do 10 dni od uzavfeni této Smlouvy a
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be ensured by ROCHE no later than 10 days
after the date on which this Agreement is fully
executed and in full compliance with the
requirements of the Act No. 340/2015 Coll.,
on the Register of Agreements, as amended
(“Act on the Register of Agreements®).

6.2 ROCHE agrees to fill in in the form for
publication of the Agreement in the Register
of Agreements the address of the data
mailbox or e-mail of INSTITUTION so that the
Register  administrator can send a
confirmation of publication to INSTITUTION
pursuant to Sec. 5 par. 4 of Act on the

Register of Agreements.

INSTITUTION represents that this Agreement
does not contain its trade secrets and
acknowledges that ROCHE is entitled to
redact in the Agreement those parts which
are excluded from publication under of the
Act on the Register of Agreements before
publication in the Register of Agreements,
especially those parts of it that constitute a
trade secret of ROCHE or its Affiliate or which
are personal data, unless there is a legitimate
reason for their publication.

6.3

6.4 ROCHE may publish this Agreement in the
Register of Agreements only if the
INSTITUTION fails to ensure its publication
within the period agreed to in Article 6.1; in
such a case, INSTITUTION is obliged to first
obtain email or written consent of ROCHE
with the publication of a specific version of the

Agreement.

This Article 6 shall
mutandis to the publication of any
amendment to this Agreement or its
modification in the Register of Agreements.

6.5 also apply mutatis

6.6 If the Act on the Register of Agreements does

not impose the obligation to publish this
Agreement in the register of agreements, this
Article 6 will not apply.

IN WITNESS WHEREOF, the Parties by their duly
authorized representatives have caused this
Agreement to be executed as of the date below.

Made in three (3) original copies for and on behalf of:

Signed on behalf of/Podepsano jménem:
ROCHE:
ROCHE s.r.o.

SRD-0112236 (V 2.0)

Treating Physician Agreement

piné v souladu s pozadavky zakona &. 340/2015 Sb.,
o registru smluv, ve znéni pozdéjSich predpisl
(,Z&kon o registru smluv*).

ROCHE se =zavazuje vyplnit ve formulafi pro
uvefejnéni Smlouvy v registru smluv adresu datové
schranky POSKYTOVATELE, aby spravce registru
smluv mohl POSKYTOVATELI zaslat potvrzeni o
uverejnéni podle § 5 odst. 4 Zakona o registru smluv.

POSKYTOVATEL prohlasuje, ze Smlouva
neobsahuje jeho obchodni tajemstvi a Ze bere na
védomi, Zze spoleCnost ROCHE je opravnéna
zneditelnit ve Smlouvé pred jejim uvefejnénim ty jeji
Casti, které jsou dle Zakona o registru smluv
vylou€eny z uvefejnéni, a to zejména ty jeji Casti,
které naplni znaky obchodniho tajemstvi spolenosti
ROCHE nebo Pridruzené osoby ¢&i které jsou
osobnimi udaji, ledaze pro jejich uvefejnéni existuje
zakonny duvod.

POSKYTOVATEL je opravnén tuto Smlouvu uverejnit
v registru smluv jediné v pfipadé, ze ROCHE jeji
uvefejnéni v registru smluv nezajisti sam ve Ihité
ujednané v clanku 6.1; v takovém pfipadé je ale
POSKYTOVATEL povinen ziskat pisemny ¢&i e-
mailovy souhlas ROCHE s uvefejnénim konkrétni
podoby Smlouvy.

Ujednani tohoto ¢lanku 6 se pouZiji mutatis mutandis
také na uvefejfiovani jakéhokoli dodatku k této
Smlouvé €i jeji zmény v registru smluv.

Pokud Zakon o registru smluv nestanovi povinnost
tuto Smlouvu uverejnit v registru smluv, tento ¢lanek
6 se nepouZije.

NA DUKAZ TOHO Strany podepsaly tuto Smilouvu
prostfednictvim fadné opravnénych zastupct dne
uvedeného niZe.

Vyhotoveno ve tfech (3) vyhotovenich s platnosti
originalu za a jménem:
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........................................................... Date/Datum: ......ccoeeeveeeieeeeeiiieeeeeeeeeeeees

On the basis of a power of attorney/Na zakladé plné moci

Patrik Kronig

Managing Director/Jednatel

Signed on behalf of/Podepsano jménem:

PHYSICIAN/LEKAR:
........................................................... Date/Datum: ........ccccvveeeeeeeeiiiiiieeeeennn
Signed on behalf of/Podepsano jménem:
INSTITUTION/POSKYTOVATEL:
Fakultni nemocnice Kralovské Vinohrady
Date/Datum: ........cccvveeeieeeeiiiiiieieeeeennn

Prof. MUDr. Petr Arenberger, DrSc, MBA, FCMA, feditel/Director
Authorized signatory/Opravnény zastupce
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ATTACHMENT 1
Contact details of ROCHE, INSTITUTION and

PHYSICIAN
ROCHE Contacts/ Kontaktni udaje spoleénosti ROCHE

PRILOHA ¢&. 1
Kontaktni udaje ROCHE, POSKYTOVATELE a

Activity/Cinnost

Person Responsible/Odpovédna osoba

Safety Data Exchange
Agreement/ Smlouva o
vyméné bezpeénostnich dat

Name/Jméno: [ INEGNGNGNG
Title/Funkce: | G
Email/E-mail: [ G
Telephone/Telefon: | EGcNcNININININIIE

Drug Supply for
Compassionate Use
Program/Dodavka IéCiv pro
specificky |1é¢ebny program

Name/Jméno: [ IINEGNGNGG
Title/Funkce: | G
Email/E-mail: [ G
Telephone/Telefon: | EGcNcNINININIE

NSTITUTION Contacts/Konta

ktni ddaje POSKYTOVATELE

Activity/Cinnost

Person Responsible/Odpovédna osoba

Safety Data Exchange
Agreement/ Smlouva o
vymeéné bezpecénostnich dat

Name/Jméno: [ INEGTGNGNGN
Title/Funkce: | G
Email/E-mail: [ G
Telephone/Telefon: | EGcNcNINININNIE

Drug Supply for
Compassionate Use
Program/Dodavka lé€iv pro
specificky |1éCebny program

Name/Jméno: [ INEGTGNGNG
Title/Funkce: || G
Email/E-mail: [ G
Telephone/Telefon: | EGcGcNGNGNGEEEEE

PHYSICIAN Contacts/Kontakt

ni udaje LEKARE

Activity/Cinnost

Person Responsible/Odpovédna osoba

Safety Data Exchange
Agreement/ Smlouva o
vymeéné bezpecénostnich dat

Name/Jméno: [IINIEGIGNGNGNGNGEG
Title/Funkce: | G
Email/E-mail: | G
Telephone/Telefon: | EGcGcNcNGNEEEEEE

Drug Supply for
Compassionate Use
Program/Dodavka lé€iv pro
specificky |1éCebny program

Name/Jméno: [IINEGININGNGEG
Title/Funkce: || G
Email/E-mail: [ G
Telephone/Telefon: | EGcGNGGEEEE

SRD-0112236 (V 2.0)
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ATTACHMENT 2 PRILOHA 2
INFORMATION ON THE PROCESSING OF DATA | INFORMACE O ZPRACOVANi OSOBNiCH UDAJU
PHYSICIAN AND INSTITUTITON’S EMPLOYEES LEKARE A ZAMESTNANCU A ZASTUPCU
AND REPRESENTATIVES POSKYTOVATELE

Pro Ucely uzavieni a plnéni této Smlouvy je nutné zpracovavat Vase osobni Udaje. Spravcem osobnich
udajl je spoleénost ROCHE s.r.0. se sidlem Sokolovska 685/136f, Karlin, 186 00 Praha 8, ICO: 496 17 052
(,Spravce*). Spravce budou pfi zpracovani Vasich osobnich Udajli jednat v souladu s obecnym nafizenim o
ochrané osobnich udaja €. 2016/679 (,GDPR").

Spravce bude osobni Udaje zpracovavat v nasledujicim rozsahu:
a) udaje uvedené v této Smlouvé a udaje, které dobrovoln& Spravci poskytnete (tj. jméno a pfijmeni,
pfipadné adresa, telefonni ¢islo, e-mail).

VasSe osobni Udaje ve vySe uvedeném rozsahu jsou zpracovavany bez nutnosti ziskani Vaseho souhlasu, a
to na zakladé pravniho titulu dle ¢l. 6 odst. 1 pism. b) GDPR (pIlnéni smlouvy).

Spravce je opravnén zpracovavat osobni Uudaje automatizované a manualné, a to sam nebo prostfednictvim
uréenych zpracovatell, kterym Spravce preda osobni Udaje v mife nezbytné nutné pro splnéni uUkolu.
Spravce Vam na Vasi zadost sdéli aktualni seznam zpracovatelll a pfijemct prostfednictvim emailu,
anebo dopisu. Osobni udaje jsou uchovany na zabezpecéenych serverech a mohou byt predavany i do
zemi mimo Evropsky hospodarsky prostor. V takovém pfipadé bude ochrana VasSich osobnich udaj
zajisténa adekvatnim zplsobem prostfednictvim uzavfeni separatnich smluv, jako jsou standardni smluvni
dolozky schvalené Evropskou komisi, ledaze budou pfedavany do zemé, o které Evropska komise vydala
rozhodnuti uznavajici, ze je v dané zemi zaji§téna osobnim Udajum odpovidajici ochrana.

Udaje jsou zpracovavany pouze po dobu nezbytné nutnou ve vztahu k udelu uvedenému vyse. Doba
uchovani je doba trvani této Smlouvy a po jejim zaniku po dobu pozadovanou pfisluSnymi pravnimi pfedpisy.

Po dobu zpracovani osobnich udaji mate pravo:

a) pozadat Spravce o informaci, za jakym ucelem jsou osobni Udaje zpracovavany, které osobni udaje
jsou zpracovavany vcetné veskerych dostupnych informaci o zdrojich zpracovavanych osobnich udaja,
povaze zpracovani a o pfijemcich osobnich udaji. Pozadate-li o informaci tykajici se zpracovani svych
osobnich udajt, Spravce Vam tuto informaci bez zbyte¢ného odkladu pfeda (v pfipadé opakovanych
zadosti muze Spravce pozadovat pfiméfenou Uhradu naklad( na poskytnuti informace);

b) na opravu a doplnéni nepfesnych nebo nepravdivych osobnich udaju;

c) pozadovat vysvétleni, pokud zjistite nebo se domnivate, Ze Spravce provadi zpracovani osobnich udajl
v rozporu s ochranou soukromého a osobniho Zivota nebo v rozporu se zakonem, pfipadné pozadovat,
aby Spravce odstranil vznikly stav;

d) obratit se na Ufad pro ochranu osobnich Gdaju;

€) na vymaz osobnich Udajl, nejsou-li jiz osobni udaje potfebné pro ucely, pro které byly shromazdény ¢i
jinak zpracovany, anebo je-li zjiSt€no, ze byly zpracovavany protipravné;

f)  na omezeni zpracovani osobnich Udaju a pravo na prenositelnost idaji dle podminek stanovenych
GDPR.

Pro vice informaci 0 ziracovénl’ Vasich osobnich udaju, prosim navstivte
Kontaktni adresou povéfence pro ochranu osobnich udaji, na néhoz mizete sméfovat jakékoli dotazy Ci
Zadosti, je .

SRD-0112236 (V 2.0) Page 10 of 21




ATTACHMENT 3
SAFETY DATA EXCHANGE AGREEMENT

PRILOHA 3
SMLOUVA O VYMENE BEZPECNOSTNICH DAT

Safety Data Exchange Agreement

documenting safety provisions in respect to the
Pre-Approval Access/Compassionate Use
Treating Physician Agreement on “Entrectinib
in NTRK fusion positive Solid Tumors or
ROS1 NSCLC” between

ROCHE s.r.o.
ID. No: 49617052

Seat: Sokolovska 685/136f, Karlin,
Praha 8, Czech Republic

Registered in the Commercial Register with the
Commercial Court in Prague, Inlay C 13202

(“Roche”)

186 00

and

|

Address: RadioterapeutickA a  onkologicka
klinika, = Fakultni  nemocnice  Kralovské

Vinohrady, Srobarova 1150/50, 100 34 Praha
10, Czech Republic

Date of birth: |

hereinafter referred to as “Physician”

(Roche and Physician hereinafter reffered also
as “Parties”)

1.
Physician agrees to implement the necessary
procedures and mechanisms for the timely and
direct reporting of single cases [Adverse Events
(AEs), Adverse Drug Reactions (ADRs),
pregnancies and/or Special Situation reports,
Product Complaints (with or without an AE)]
occurring in any patient treated under this
Agreement, including training of all members of

Safety Data Exchange Agreement V 4

Smlouva o vyméné bezpecnostnich dat

dokumentujici poskytovani bezpe¢nostnich dat
v souladu se Smlouvou s osetfujicim Iékafem
pro specificky 1é¢ebny program ,,Entrectinib v
lé¢bé pacientit se solidnimi tumory s fuzi genu
NTRK nebo pacientit s nemalobunéénym
plicnim karcinomem (NSCLC) s fuzi genu
ROS1* uzavienou mezi

ROCHE s.r.o.
ID. No: 49617052

Sidlem: Sokolovska 685/136f, Karlin, 186 00
Praha 8, Ceska republika
Zapsand v obchodnim rejstitku  vedeném

Me¢éstskym soudem v Praze, oddil C, vlozka
13202

(“Roche”)

a

I

Adresa: Radioterapeutickd a  onkologicka
klinika, = Fakultni  nemocnice  Kralovské

Vinohrady, Srobarova 1150/50, 100 34 Praha
10, Ceska republika

Datum narozeni : |

dale jen “Lékai”
(Roche a Lékart dale téz jako “strany”)

1.
Leékart souhlasi, Ze zajisti procesy a mechanismy
nezbytné pro Casné a ptimé hlaseni jednotlivych
hlaSeni [nezadoucich piihod (“AE”),
nezadoucich ucinki (“ADR”), téhotenstvi
a/nebo specifickych okolnosti, stiznosti na
produkt (s nebo bez AE)], které se objevi u
kteréhokoli pacienta, ktery je 1é¢en v ramci této
smlouvy, a to vcetné¢ Skoleni vSech Cc¢lentu
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the medical team who could identify single
cases.

Physician will track all single cases originating
from the Pre-Approval Access/Compassionate
Use Program up until ninety (90) calendar days
past the date of termination of the Program. The
additional collection and reporting period (90
calendar days) is also applicable during the
Program for a patient who discontinue treatment
while other patients are still in the Program.

2.

An AE is defined as any untoward medical
occurrence in a patient or clinical trial subject
administered a medicinal product which does
not necessarily have a causal relationship with
the treatment. An AE can therefore be any
unfavorable and unintended sign (including an
abnormal laboratory finding, for example),
symptom, or disease temporally associated with
the use of a medicinal product, whether or not
considered related to the medicinal product.

3.

Roche may identify Adverse Events of Special
interest (“AESIs”) from toxicology, other non-
clinical and existing clinical data, or from
experiences with similar compounds that
require special collection and reporting
arrangements. It is important to clearly define
these in the Investigator’s Brochure in order to
specify close monitoring and prompt reporting
of these types of events to Roche even if the
event is considered non-serious according to the
usual regulatory criteria (as they may be subject
to expedited submission to regulatory
authorities).

4.
ADR in the pre-approval clinical experience or
in other clinical trial experiences is any noxious
and unintended response to a medicinal product
related to any dose. The phrase "responses to a
medicinal product” or "associated with the use

Safety Data Exchange Agreement V 4

zdravotnického tymu, ktefi by mohli jednotliva
hlaSeni identifikovat.

Lékat bude wudrzovat piehled o vSech
jednotlivych hldsenich z pfistupu k Iékim v
ramci Programu po dobu az devadesati (90)
kalendainich dni po skonceni tohoto Programu.
Tato lhiita plati i pro pifipad, Ze pacient ukonci
1é¢bu, zatimco Program pokracuje dal.

2.
Nezédouci ptihoda (AE) je definovana jako
jakakoli nepfizniva zména zdravotniho stavu

postihujici pacienta ¢i subjekt klinického
hodnoceni, ktery je piijemcem léCivého
ptipravku, 1 kdyz neni zndmo, zda je

v pfi¢inném vztahu k 1€cb¢ timto piipravkem.
Nezéadouci piithodou muize tedy byt jakykoli
nepiiznivy a neocekavany piiznak (véetné
napfiklad abnormalnich laboratornich testi),
symptom ¢i onemocnéni v ¢asové souvislosti s
podavanim lécivého ptipravku a bez ohledu na
kauzalni vztah s 1é¢bou piipravkem.

3.
Roche rovnéz muze uréit nezadouci piihody
zvlastniho  zaymu  (,,AESIs”)  souvisejici
s toxikologickymi vySetfenimi, dalSimi
neklinickymi 1 klinickymi udaji nebo se
zkuSenostmi S podobnymi slou¢eninami, které
vyzaduji zvlastni pfistup ke sbéru a hlaSeni. Je
dulezit¢é je presné¢ definovat v Souboru
informaci zkousSejiciho za ucelem specifikace
peclivého sledovani a vC€asného hlaseni téchto
piihod spolecnosti Roche i v ptipadé, Ze jsou
povazovany za nezavazné podle obvyklych
kritérii (mohou podléhat urychlenému hlaseni
regula¢nim autoritdm).
4.

ADR v pfipadé¢ pouziti neregistrovaného
lé¢ivého ptipravku at’ jiz v ramci klinického
hodnoceni nebo mimo néj je jakékoli neptizniva
a nezamyslena reakce na 1éCivy pfipravek v
jakékoliv dévce. Fraze 'reakce na l1éCivy
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of the medication,” means that a causal
relationship between a medicinal product and an
AE is at least a reasonable possibility, i.e., the
relationship cannot be ruled out. Meanwhile for
a post-approval medicinal product, an ADR
report shall have the meaning defined in
Regulation (EU) No. 1235/2010, Directive
2010/84/EU  and  the related  Good
Pharmacovigilance (GVP) modules.

A Product Complaint is any written or oral
information received from a complainant that
alleges deficiencies related to Identity, Quality,
Safety, Strength, Purity, Reliability, Durability,
Effectiveness, or Performance of a product after
it has been released and distributed to the
commercial market or clinical trial.

5.
For pre-approval medicinal product, Physician
will collect the following single cases and send
to Roche within one (1) business day of receipt
via email containing all relevant information —
see Appendix 1 for contacts:

e Serious Adverse Events (SAEs),
e Non-serious AESlIs,
e Special Situations Reports:

o Data related to the product use
during pregnancy or
breastfeeding with or without
association with an AE.

o Data related to overdose, abuse,
off-label use, misuse,
inadvertent/erroneous
administration, medication error
(including potentially exposed in
case of medication errors or
intercepted medication errors) or
occupational exposure, with or
without association with an AE.

o Data related to the product use in
a Paediatric and  Elderly
population if associated with an
AE.

o Lack of therapeutic efficacy with

Safety Data Exchange Agreement V 4

piipravek" nebo "spojené s uzivanim lécivého
piipravku," znamena, ze pfi¢innou souvislost
mezi léCivym pripravkem a AE lze divodné
predpokladat, to znamenda, ze vztah nelze
vyloucit. Pro registrované 1é¢ivé ptipravky ADR
musi odpovidat definici EU legislativy v
Nafizeni (EU) ¢. 1235/2010, Smérnice
2010/84/EU a prislusnych modulech spravné
farmakovigilan¢ni praxe (GVP).

Stiznost na produkt je jakakoliv pisemné nebo
ustné  sdélena  informace obdrzena od
stézovatele, kterd udava nedostatky tykajici se
totoznosti, kvality, bezpecnosti, sily, Cistoty,
spolehlivosti, trvanlivosti, G¢innosti nebo funkci
produktu po jeho propusténi a distribuci na trhu
nebo do klinického hodnoceni.

5.
V ptipadé neregistrovanych 1é¢ivych ptipravkil
Lékat bude shromazd’ovat nasledujici hldseni a
zaSle spole¢nosti Roche do jednoho (1)
pracovniho dne od obdrZeni vSechny relevantni
informace emailem — kontakt viz Pfiloha ¢.1:

o Zivazné AE (“SAE”),
e Nezavazné AESIs,
e Specifické okolnosti:
o Informace tykajici se pouZiti
lé¢ivého piipravku v prabchu
téhotenstvi nebo kojeni spojené

¢i bez spojeni s vyskytem
nezadouci piihody,
o Informace tykajici se

predavkovani, zneuziti, pouZiti
mimo schvélené informace /off-
label/, nesprdvného  pouZiti,
neumyslné/chybné aplikace,
chybného podani 1éku /zahrnujici
teoretickou expozici pfi chybném
podani nebo pozastavené, vcas
zaznamenané, chybné podani
1éku/, nebo expozice lé¢ivému
pfipravku v zaméstnani, spojené
¢i bez spojeni s vyskytem
nezadouci ptihody,

Page 13 of 21



or without association with an
AE.

o Data related to a Suspected
Transmission of an Infectious
Agent via a Medicinal Product
(STIAMP). Note: such reports
are always considered as an AE.

o Drug interactions, including
drug/food, drug/ device and
drug/alcohol interactions. Note:
such  reports are always
considered as an AE.

e Product Complaints (with or without an
AE).

The Physician will send to Roche all non-
serious ADRs on a monthly basis.

For post-approval medicinal product, Physician
will collect all AEs and Special Situations
Reports, Product Complaints (with or without
an AE) and send to Roche within one (1)
business day of receipt in a format mutually
agreed upon by the Parties.

Adverse Events of Special Interest:

e (Grade > 2 Congestive Heart
Failure

e (Grade > 2 QT prolongation

e Any grade syncope

e Grade > 3 cognitive disturbances

Safety Data Exchange Agreement V 4

o Informace o pouziti produktu v
pediatrické populaci nebo u
senioril pokud jsou spojené s
vyskytem nezadouci piihody,

o Nedostatecna ucinnost spojena ¢i
bez spojeni s vyskytem
nezadouci ptihody,

o Pokud neni jinak wureno Vv
protokolu, informace o podezieni
na pienos infekéniho agens
prostiednictvim piipravku
ISTIAMP/.  Pozndmka: takové
informace jsou vidy povazZovany
za nezadouci prihodu,

o Lékové interakce, véetné
interakci 1ék/potravina,
1ék/zdravotnicky prostiedek a
1ék/alkohol. Poznamka: takové
informace jsou vidy povazZovany
za nezadouct prihodu.

e Stiznosti na produkt (spojené nebo bez
spojeni s vyskytem nezadouci piihody).

Lékar zasle spolecnosti Roche vSechna

nezévazna ADR jednou za mésic.

Pro schvalen¢ 1é¢ivé piipravky bude Leékar
sbirat vSechny AE a specifické okolnosti
vypsané¢ vysSe (spojené nebo bez spojeni s
nezadouci pithodou) a bude je predavat
spole¢nosti Roche do jednoho (1) pracovniho
dne od zjiSténi skutecnosti emailem obsahujicim
vSechny relevantni informace — kontakt viz
Ptiloha 1.

Nezadouci ptihody zvlastniho vyznamu:

Kongestivni selhani srdce stupné > 2
Prodlouzeni QT intervalu, stupné > 2
Synkopa libovolného stupné
Kognitivni poruchy stupné > 3
Potencialni polékové poSkozeni jater
véetné zvysené ALT nebo AST
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e Any grade fractures
e Cases of potential drug-induced
liver injury that include an
elevated ALT or AST in
combination with either an
elevated bilirubin or clinical
jaundice, as defined by Hy’s law:
o Treatment-emergent ALT
or AST >3 ULN in
combination with total
bilirubin > 2 ULN
o Treatment-emergent ALT
or AST >3 ULN in
combination with clinical
jaundice
e Suspected transmission of an
infectious agent by the study
drug, as defined below:
Any organism, virus, or infectious particle (e.g.,
prion  protein  transmitting  transmissible
spongiform encephalopathy), pathogenic or
non-pathogenic, is considered an infectious
agent. A transmission of an infectious agent
may be suspected from clinical symptoms or
laboratory findings that indicate an infection in
a patient exposed to a medicinal product. This
term applies only when a contamination of the
study drug is suspected.

6.

Physician will perform adequate due diligence
with regard to obtaining follow-up data on any
single case. If Roche requires clarification or
further data concerning these reports received
by Physician, Roche will not contact the patient
directly for such data, but will route all requests,
if required based on clinical judgment to the
Physician.

7.
Physician will ensure that all single cases, as
defined above, have been sent to Roche. For this
purpose, Roche will produce a quarterly line-
listing for all single cases received in the

Safety Data Exchange Agreement V 4

V kombinaci se zvySenym bilirubinem
nebo klinickou Zloutenkou podle
kritérii Hyova pravidla:
o ZvySeni ALT nebo AST

v souvislosti s 1é¢bou > 3 x ULN

v kombinaci s celkovym

bilirubinem > 2 x ULN
o ZvySeni ALT nebo AST

v souvislosti s 1é¢bou > 3 x ULN

v kombinaci s klinickou zloutenkou

e Podezieni z pfenosu infekéniho agens

prostiednictvim 1é¢ivého pripravku
(STIAMP) definované takto:

Za infekéni agens se povazuje jakykoliv
patogenni nebo nepatogenni organismus, virus
nebo infekéni Castice (napf. prionovy protein
prenasejici pienosnou spongiformni
encefalopatii). Zakladem pro podezieni
z ptenosu infek¢niho agens mohou byt klinické
pfiznaky nebo laboratorni nalezy svédCici o
infekci pacienta po expozici léCivému
ptipravku. Pojem STIAMP se pouzije pouze
pfi podezfeni na kontaminaci lécivého
ptipravku.
6.
Lékat bude postupovat s ndlezitou péci pii
opatiovani  dopliujicich udajd ke vSem
jednotlivym hldSenim. Pokud bude Roche
poZzadovat vysvétleni €1 dals$i data tykajici se
téchto hlaSeni obdrzenych od Lékate, Roche
nebude kontaktovat pacienta ptimo, ale bude
sméfovat zadost o doplnéni, pokud bude na
zékladé€ klinického posouzeni potteba, pfimo na
Leékare.
7.

Lékar zajisti, aby vSechna jednotliva hlaseni, jak
je definovano vyse, byla odesldna do
spole¢nosti Roche. Za timto ucelem Roche
vytvofi Ctvrtletni periodicky seznam hlaseni
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preceding time period and send this to the
treating physician. The final line-listing will be
sent by Roche to the Treating Physician after
<ninety (90) calendar days> past the date of
termination of the Program. Once received, the
threating physician will confirm receipt and
completeness of the line-listing within five (5)
business days. Contact details of each Party are
specified in Appendix 1. Address for reporting
of Product Complaints without AE:

8.

Roche will be responsible for regulatory
reporting in accordance with local regulations.
This does not relieve the Physician or other
employees of the Physician employer liability
for breach of Czech laws, especially Act no.
378/2007 Coll.,, On Pharmaceuticals and on
Amendments to Some Related Acts
(Pharmaceuticals Act).

9.
The parties acknowledge that if the Physician is
under this contract obliged to report AESIs, has
access to the current list. Roche is committed in
case of any change of it to pass to the Physician
the current version of the Investigator’s
Brochure without unnecessary delay.

10.
For pre-approval medicinal product, once the
product has been granted Marketing
Authorization, Roche will inform the Physician
of this change in approval status.

11.
This Safety Data Exchange Agreement shall be
executed in the Czech and in English Language.
In any event of conflict of the Czech and
English versions of this Agreement, the Czech
version shall prevail.

This Safety Data Exchange Agreement is
governed by relevant Czech laws and becomes
effective on the date upon which the last Party

Safety Data Exchange Agreement V 4

(line-listing) ~ vSech  jednotlivych  hlaseni
obdrzenych v ptedchozim obdobi a zaSle jej
Lékati. Zavérecny seznam hlaSeni bude zaslan
Lékati po uplynuti 90 kalendainich dn od
ukonceni Programu.

Lékat potvrdi jejich piijem a tplnost seznamu
do 5 pracovnich dnii od obdrzeni. Kontakty
obou stran jsou uvedeny Vv piiloze ¢. 1. Adresa

pro zasilani stiznosti bez AE:
8

Spole¢nost Roche bude odpovédna za hlaseni na
SUKL v souladu s pravnimi predpisy platnymi v
Ceské republice. To viak nezbavuje Lékate ani
jiné  zaméstnance zaméstnavatele Lékare
odpovédnosti za poruSeni ceskych pravnich
predpisii, zejména zakona €. 378/2007 Sb., o
lé¢ivech a o zménach nékterych souvisejicich
zakonu (zakon o 1é¢ivech).

9.
Strany potvrzuji, ze v ptipad¢, Ze Lékart je podle
této smlouvy povinen hléasit AESIs, ma k
dispozici aktualni seznam. Roche se zavazuje v
pfipad¢ zmény predat Lékafi aktudlni verzi
Souboru informaci pro zkouSejiciho bez
zbytecného odkladu.

10.
V  pifipadé¢ ziskani registrace u dosud
neregistrovaného 1é¢ivého ptipravku bude
spole¢nost Roche informovat Lékatfe o zméné
statutu piipravku.

11.

Tato Smlouva o vyméné bezpecnostnich dat
(ddle Smlouva) bude vyhotovena v Ceském a
anglickém jazyce. V piipadé jakéhokoli rozporu
mezi Ceskou a anglickou verzi této smlouvy
bude rozhodujici ¢eska verze.

Tato Smlouva se fidi pfisluSnymi ceskymi
pfedpisy a nabyvd ucinnosti dnem, kdy ji
podepiSe posledni strana, a je platna a u¢inna po
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executes the Agreement and remains in full celou dobu trvani ohlasovacich povinnosti obou
force and effect as long as the reporting stran v souladu s pfislusnymi pravnimi piedpisy.
obligations under applicable laws and

regulations for the Parties exist.

ROCHE s.r.o. represented I

by/zastoupenou

Name/Jmeno: | NN

Title/ Titul:  na zaklad€ plné moci

Signature/Podpis:

Signature/Podpis:
Date/Datum:

Date/Datum:

Name/Jméno: Patrik Kronig
Title/ Titul:  jednatel

Signature/Podpis:

Date/Datum:
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Priloha ¢é. 1

HLASENI NEZADOUCICH PRIHOD A SPECIFICKYCH OKOLNOSTI
Farmakovigilan¢ni (FV) Skoleni Roche pro smluvni partnery
Verze 5, 28.11.2017

Autor: NN

HLASENI NEZADOUCICH PRIHOD (AE)?

Jakéakoli neprizniva zména zdravotniho stavu postihujici pacienta, ktery je pfijemcem lé€ivého
ptipravku, i kdyz neni znamo, zda je v pri¢inném vztahu k 1é¢bé timto pripravkem.

Vsechny AE musi byt hlaseny Roche i pokud je pfihoda popsana v PIL nebo SmPC nebo byla
ptihoda jiz hlaSena SUKLu.

HLASENI SPECIFICKYCH OKOLNOSTI - nutno hlasit, i kdyz neni spojeno s AE!

Téhotenstvi Vsechna hlaSeni t&hotenstvi musi byt predana Roche, vcetné
expozice:

- matky pfed pocetim, v pribéhu téhotenstvi nebo v pribéhu
kojeni,
- otce.

Nedostatecna Vsechna hlaSeni nedostate¢né G€innosti 1é¢ivého pripravku musi byt

ucinnost pfedana Roche.

Piedavkovani Podani mnoZzstvi 1éCivého piipravku, které prevySuje maximalni
doporucenou schvalenou davku (omylem, umysInég, jednorazoveé nebo
kumulativng).

Nespravné pouziti Zameémé a nespravné podani lécivého piipravku v rozporu s
registraci.

Zneuziti/maduzivani | Zamérné opakované ¢i jednordzové excesivni pouzivani 1écivého
ptipravku, je doprovazeno Skodlivymi fyzickymi nebo psychickymi
ucinky.

Safety Data Exchange Agreement V 4 Page 18 of 21



Medication errors/
Chybné podani l1éku

Jakékoli neumyslnd chyba pii ptredepisovani, vydani ¢i podani
1é¢ivého pripravku lékarem, 1€karnikem ¢i pacientem.

Expozice 1é¢ivému
pripravku v
zaméstnani

Vystaveni se plsobeni 1écivého piipravku v disledku profesniho ¢i
neprofesniho zaméstnani.

Podezienim na
prenos infek¢niho
agens
prostiednictvim
pripravku
(STIAMP)

Jakykoli organismus, virus ¢i infekéni Castice, patogenni i

nepatogenni se povazuje za infek¢ni agens.
Na prenos infekéniho agens lze usuzovat z klinickych symptomi ¢i
laboratornich naleza.

Podezieni na
padélek ¢i potvrzeny
padélek

Padélky originalnich 1€k, které se tvari jako original mohou:
- Obsahovat latky niz$i kvality nebo Spatné davky.
- Byt umyslné a podvodné Spatn€ oznaceny s imyslem zamezit
identifikaci zdroje.
- Mit padélany obal, Spatné ingredience nebo nizsi podil G¢inné
latky.

Umrti

Ptipady tmrti by mély byt doplnény o chybéjici data a mél by byt
ucinén pokus ziskat a nahlasit pficinu umrti.

Off-label pouZiti

Tykéd se piipadu, kdy je lécivy piipravek pouzivan v rozporu s
registraci (SmPC, PIL). Na FV odd¢leni Roche se musi hlasit oft-
label pouziti, které neni spojené s nezadouci ptihodou v piipade, ze je
off- label pouziti zietelné, jasné a dobrovolné nahlaseno/oznameno
hlasitelem, oznameni bylo nevyzadané (neni vysledkem cileného
dotazu).

Progrese
onemocnéni

1. VSechny atypické ¢i akcelerované progrese* onemocnéni,
které ukazuji spiSe na nedostatecnou t€innost piipravku Roche

*Napr. rychlejsi progrese, nez by se ocekdvalo, nebo miizZe zahrnovat

dalsi neocekavané prvky progrese, které mohou byt pripisovany lécbe

podezielym pripravkem

A/ nebo

2. Lékaf naznacuje, Ze progrese je v pii¢inné souvislosti s 1écbou
pfipravkem Roche (spiSe ukazuje na nedostatecnou ucinnost)
anebo se k prifinné souvislosti nevyjadiil (pak nutno zajistit
V ramci doplnéni informaci).

Interakce

Interakce 1¢k/1€k, 1€k/potrava, lék/zdravotnicky prostiedek a

1ék/alkohol.

Lékova zavislost

Fyzicky ¢i psychologicky jev Cinici opakované uZivani 1éku
patologickym.

Syndrom z vysazeni

Nezadouci dusevni a/nebo fyzickd manifestace/pfiznaky, které se
objevi po snizeni ¢i preruseni podavani 1éku.

Safety Data Exchange Agreement V 4
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VSechny nezadouci prihody a hlaSeni specifickych okolnosti musi byt pfedany do Roche do 1
pracovniho dne od zjisténi 4 minimalnich Kkritérii:
e Identifikovatelny pacient - (inicidly, pohlavi, datum narozeni, vék nebo vékova kategorie —
nutno hlasit alespon jedno)
e Identifikovatelny hlasitel — Jméno a dostupné kontaktni informace hldsici osoby (telefon,
fax, adresu, email)
e Nezadouci piihoda nebo specificka okolnost
e Podeziely Iék Roche
VSechny ostatni Iékaisky relevantni informace o hlaSeni musi byt rovné; poskytnuty 7 divodu
umoznéni zhodnoceni pripadu.

SKOLENi ZAMESTNANCU

Musite zajistit, Ze vSichni zaméstnanci se proskoli pted tim, nez za¢nou pracovat na ¢innostech
specifikovanych ve smlouve.

OCHRANA DAT
Po celou dobu musi byt dodrZzovana divérnost pacienta.

Roche si nepieje obdrzet informace o pacientovi, které jsou v rozporu se zikonem o ochrané
osobnich udaju.

Nemusite poskytovat osobni informace, které tento zdkon nepovoluje. Postaci identifikace pacienta
typu: pohlavi, inicialy, vékova kategorie.

KONTAKTY ROCHE — KAM HLASIT

Pokud potiebujete nahlasit AE, specifickou okolnost, nebo stiznost na produkt (s AE nebo bez AE),
¢1 pokud mate dalsi dotazy ohledné tohoto Skoleni, kontaktujte prosim:

Mobilni &islo: [N
E-mail: |

Pro vice informaci prosim navstivte http://www.roche.cz/home/phv.html nebo pouZijte QR kod.
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Jméno a piijmeni: |

Datum:

Podpis:

Safety Data Exchange Agreement V 4

Page 21 of 21



