AMENDMENT NO. 2 TO CLINICAL
STUDY AGREEMENT

This Amendment No. 2 is made to the Clinical
Study Agreement (“Agreement”) entered into
19 March 2019, by and between, Fakultni
nemocnice v Motole, located at V Uvalu 84, 150
06 Praha 5, Czech Republic, Identification
number: 00064203, Tax identification number:
€z00064203, represented by || GG by
delegation (“Study Site”), and Daiichi Sankyo,
Inc., located at 211 Mt. Airy Road, Basking
Ridge, New Jersey 07920, United States (“DSI”)
and IQVIA RDS Czech Republic s.r.o., having
a place of business at Pernerova 691/42, 186 00
Praha 8 - Karlin, Czech Republic, Identification
number: 247 68 651, Tax identification number:
cz24768 651, I (-CRO”). Study
Site and DSI are each referred to as a “Party”
and collectively as the “Parties”

and is effective as of its publication in the
Register of Agreements, but the parties agree to
be bound by the rights and obligations arising
from this Amendment from 01 January 2021
(“Effective Date”)

WITNESSETH:

WHEREAS, CRO, DSI, and the Study Site are
parties to a clinical trial agreement based on
Protocol No. DS8201-A-U301 entitled “A Phase
3, Multicenter, Randomized, Open-Label,
Active-Controlled Study of DS-8201a, An Anti-
HER2-Antibody Drug Conjugate, Versus
Treatment of Investigator’s Choice for
HERZ2Positive, Unresectable and/or Metastatic
Breast Cancer Subjects Pretreated with Prior
Standard of Care HER2 Therapies, Including T-
DM1” (the “Protocol”);
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DODATEK C. 2 SMLOUVY O KLINICKE
STUDII

Tento dodatek ¢islo 2 je vytvofen na zaklad¢
smlouvy o klinické studii (,,smlouva“) uzaviené
dne 19. bfezna 2019mezi Fakultni nemocnici
v Motole, se sidlem V Uvalu 84, 150 06 Praha 5,
Ceska republika, Identifikacni ¢islo: 00064203,
Danové identifikaéni ¢&islo: CZ00064203,
zastoupena , na zaklade
povéteni (,,Poskytovatel) a Daiichi Sankyo,
Inc., se sidlem 211 Mt. Airy Road, Basking
Ridge, New Jersey 07920, USA (,,DSI%)
a spole¢nosti IQVIA RDS Czech Republic
S.r.0. se sidlem Pernerova 691/42, 186 00 Praha
8 - Karlin, Ceska republika, Identifikacni Cislo:

24768651, Danové  identifikacni  Cislo:
CZ24768651, (,CRO").
Studijni pracovisté a DSI jsou jednotlivé

oznacovany jako ,,Smluvni strana“ a spole¢né
jako ,,smluvni strany*

a uzavird se s ucinnosti ode dne uvefejnéni
Vv registru smluv, av§ak smluvni strany si preji
byt ipravou prav a povinnosti obsazenou v tomto
Dodatku vazany jiz od 1. ledna 2021(,,datum
ucinnosti*)

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ze CRO, DSI a
Poskytovatel jsou smluvnimi stranami smlouvy
o klinickém hodnoceni na zaklad& protokolu
¢. DS8201-A-U301 s nazvem ,,Multicentrické,
randomizované, oteviené, aktivné kontrolované
klinické hodnoceni faze-3  porovnavajici
ptipravek DS-8201a, konjugit anti-HER2
protilatky s 1écbou podle volby zkousejiciho
I€ékate u pacientek/pacienti s-HER2-pozitivnim,
neodstranitelnym a/nebo metastatickym
karcinomem prsu po ptfedchozi bézné terapii
HER2 véetné¢ T-DM1“ (,,protokol*);
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NOW THEREFORE, the parties hereby agree  NYNI PROTO, se Strany timto dohodly na
to amend the Agreement as follows: zméné smlouvy takto:

1. Q. Budget table of the ATTACHMENT A 1. Q. Platebni tabulka, PRILOHY A -
BUDGET & PAYMENT SCHEDULE of the ROZPOCET A PLATEBNI PREHLED
Agreement is deleted and replaced, in its Smlouvy se timto vypousti a nahrazuje se v
entirety, by the following: plném rozsahu nasledujicim znénim:
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2. Table R. Conditional Procedure is
amended to add the new procedures by the
following

CONTRACT REGISTER

Notwithstanding the foregoing, DSI and CRO
hereby acknowledge that the Study site is
obliged to publish this Amendment pursuant to
Act No. 340/2015 Coll.,, on Agreements
Register. Any information which constitutes
trade secret of either party is exempted from such
publication. For the purposes of this Amendment
and the Agreement, such trade secrets include,
but are not limited to, Exhibit 2 of the Agreement
— Payment Terms and Budget, the minimum
enrollment goal, expected number of Study
subjects enrolled and the expected duration of
the Study. Furthermore, personal data of
individuals are also exempt from such
publication, unless they have been previously
published in another public register.

The Study site is obliged to publish this
Amendment in accordance with the article herein
above. The Study site will inform CRO of
publishing this Amendment in the Agreements
Register by designating the following email
address: Has the email address to
which a notification of publication in the
Agreements register shall be sent. Should the
Institution fail to publish this Amendment within
5 working days from its full execution by all
parties, it may be published by the DSI or CRO.

The estimated value of financial payment under
the Agreement, as amended, shall be
approximately CZK380 000.
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2. Do tabulky R. Podminéné vykony se
pridavaji nové vykony v nasledujicim znéni:

REGISTR SMLUV

Bez ohledu na vyse uvedené, DSI a CRO timto
potvrzuji, Ze Studijni pracovi§té¢ je povinno
uvefejnit tento Dodatek podle zakona ¢.
340/2015 Sb., o registru smluv. Jakékoli
informace, které tvori obchodni tajemstvi obou
stran, jsou osvobozeny od takového uvetejnéni.
Pro ucely tohoto Dodatku a Smlouvy se
obchodnim tajemstvim rozumi zejména Ptiloha
2 Smlouvy — Platebni podminky a rozpocet,
minimalni cil nédboru, ocfekavany pocet
zatfazenych pacientli a ocekdvana délka trvani
studie. Kromé toho jsou rovnéz osvobozeny od
takového uveiejnéni osobni udaje jednotlivcet,
pokud nebyly dfive publikovany v jiném
vefejném registru.

Studijni pracovisté¢ musi uvetejnit tento Dodatek
podle tohoto c¢lanku. Studijni pracovisté
vyrozumi CRO o uvefejnéni Dodatku v registru

smluv tak, ze ve formulafi pouzivaném k
uvetejnéni zada adresu jako

emailovou adresu, na kterou ma byt zaslana
notifikace o uvefenéni. Pokud Studijni
pracoviSté neuveiejni tento Dodatek ve lhuté 5
pracovnich dni od jeho podpisu v§emi smluvnimi
stranami, jsou k jeho uvetejnéni opravnéni CRO
¢i DSL

Piedpokladana hodnota Smlouvy ve znéni
tohoto Dodatku je ptiblizn¢ 380 000,- K¢
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Except as provided above, all other terms and
conditions of the Agreement remain unchanged
and in full force and effect.

IN WITNESS WHEREOF, the Parties have
hereunto signed this Agreement in their official
capacities as of the date first written above.

S vyjimkou vyse uvedeného ziistavaji vSechny
ostatni podminky Smlouvy beze zmén a platné
a ucinné v plném rozsahu

NA DUKAZ CEHOZ smluvni strany podepsaly
tuto smlouvu z titulu své oficialni funkce k datu
uvedenému vyse.

Acknowledged and agreed by IQVIA RDS Czech Republic s.r.o./ Na diikaz souhlasu pripojuje
sviij podpis opravnény zastupce IQVIA RDS Czech Republic s.r.o.

Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

Acknowledged and agreed by Fakultni nemocnice v Motole / Na diikaz souhlasu pripojuje sviij
podpis opravnény zastupce Fakultni nemocnice v Motole

Name/ Jméno:

Title/ Funkce: Na zakladé povéreni

Signature/ Podpis:

Date/ Datum:

Signed by IQVIA RDS Czech Republic s.r.o., under the Power of Attorney dated 23 July 2018,
in the name of Daiichi Sankyo, Inc. / Podepsano IQVIA RDS Czech Republic s.r.o., na zakladé
PIné moci vystavené dne 23. €ervence 2018, jménem Daiichi Sankyo, Inc.
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Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

Hereunder signed | 25 the J4 nize podepsana doc. | ja«o

Principal Investigator, hereby certify, that | have hlavni zkousSejici potvrzuji, Ze jsem se fadné
duly read this Amendment of CTA. seznamila s dodatkem smlouvy.

Name: NS

Title: Principal Investigator

Jmeno: [N

Funkce: Hlavni zkousejici
Date:
Datum:

Signature:
Podpis:
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