Referral
Service Agreement
for Clinical Trial
CBC2018-1

Smlouva o zprostiredkovani
kontaktu
pro klinické zkouseni
CBC2018-1

hereinafter referred to as the "Agreement”

dale oznacovana jako "Smlouva"

concluded by and between

upravuje vztah mezi

SanacClis, s.r.o., a contract research
organization (hereinafter referred as “CRO"),
having its registered place of business at Stare
Grunty 130, 841 04 Bratislava, Slovak Repubilic.

SanacClis S.r.o., smluvni vyzkumna
organizace, se sidlem Staré Grunty 130, 841
04 Bratislava, Slovenska republika (dale jen
IICROII)

and

a

Albertinum, Specialized Medical Institute,
Zamberk, Za Kopeckem 353, 564 01 Zamberk,
Czech Republic

Represented: Ing. Rudolf Bulicek, director

Registred by the Municipal Court in Hradec Kralove,
section Pr, File 712

ID No: 00196096

VAT No: CZ00196096

(hereinafter referred to as “Referral Site")

Albertinum, odborny lécebny ustav,
Zamberk, Za Kopetkem 353, 564 01 Zamberk,
Ceska republika

Zastoupeny: Ing. Rudolfem Bulickem, feditelem
Zapsany u Krajského soudu v Hradci Kralové, vliozka
Pr, oddil 712

IC: 00196096,

DIC: CZ00196096

(déle jen ,,Doporucujici centrum")

and

a

Maria Michalovicova, MD, senior consultant, Dep. of
Pneumonology and Phthisiology, Albertinum,
Specialized Medical Institute, Zamberk, Za
Kopeckem 353, 564 01 Zamberk, Czech Republic
(hereinafter referred to as “Referral Doctor")

MUDr. Maéria MichaloviC¢ova, primaf, odd.
pneumologie a ftizeologie, na Albertinum, Odborny
IéCebny ustav, Zamberk, Za kopeckem 353, 564 01

Zamberk (dale jen ,Doporuéujici lékai*)

CRO and Referral Site and Referral Doctor
(hereinafter jointly referred to as “Parties”)

CRO a Doporucujici centrum a Doporucujici
Iékar (dale uvadény jako “Strany”)

1. Subject of the Agreement

1. Pfedmét smlouvy

1.1 This Agreement shall govern the
performance of identification and referral of
patients with diagnosis non-squamous non-small
cell lung cancer stage IV in accordance with
basic trial inclusion and exclusion criteria,
communication to patients the possibility to
participate in the trial and to provide contact
details of Investigators participating in the trial
("Services") directed by:

1.1 Tato smlouva zakotvuje zprostiedkovani
kontaktl na pacienty s diagnézou neskvamdzni
nemalobunécny karcinom plic ve stadiu IV. v

souladu se =zakladnimi kriterii pro zarazeni
a kritérii pro vyrazeni do a =z klinického
zkouSeni a zprostfedkovani kontaktu na

zkousejici ve studii ( "Sluzby") vedeném:

Mojmir Randula, MD, MultiScan, s.r.o., Kyjevska
44, 532 03 Pardubice “Investigator”)
(hereinafter referred as “Investigator”)

Mojmir Randula, MD, MultiScan, s.r.o.,
Kyjevska 44, 532 03 Pardubice (“Zkousejici
“) (dale jenom “Zkousejici”)

Hereby, CRO commissions the Referral site with
the performance of the abovementioned Services
which shall be performed at the Albertinum,
Specialized Medical Institute, Zamberk, Za
Kopeckem 353, 564 01 Zamberk, Czech Republic.

CRO povéfuje timto zajistit vySe uvedené
sluzby v zafizeni Albertinum, odborny
IéCebny Ustav, Zamberk, Za Kopeckem 353,
564 01 Zamberk, Ceska republika.

1.2 The Services shall be conducted by Referral
ite in accordance with the conditions set forth in

1.2 Sluzby budou provadény zameéstnanci
uvedeného centra v souladu s podminkami
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he work plan attached hereto as Appendixl (the
Work Plan"). The Parties may update and
imend the Work Plan from time to time by mutual
vritten agreement.

predlo

Pfilohu 1. ( "Plan prace"). Strany mohou

aktual

na zakladé vzajemného pisemného souhlasu.

zenymi v planu prace, ktery tvofi

. 7 7 o v v v
izovat a upravovat Plan prace prubézné

1.3 The rendering of Services shall begin
immediately after execution of this Agreement
and shall cease upon receipt and written approval
of all results of rendered Services as specified in
Article 1.1. (“Results”) by CRO pursuant to
Article 2. below.

1.3 Poskytovani sluzeb zacne okamzité po
podpisu této smlouvy a skonéi na zakladé
potvrzeni a pisemného souhlasu CRO, dle
odstavce 2., po obdrzeni vsech vysledkd
poskytnutych Sluzeb, jak je uvedeno v
odstavci 1.1 ( "Vysledky") podle nize

uvede

ného ¢lanku 2.

2. Obligations

2. Povinnosti

2.1 Referral Site shall provide to patient
minimal necessary information about the Trial
and contact details of the Investigators. Referral
Site shall provide to the Investigators information
about a potential in accordance with the
conditions and timelines set forth under this
Agreement including the Work Plan attached
hereto as Appendix 1. Upon written request of
Investigator or CRO, Referent Doctor shall make
any reasonable modifications in Services and/or
Results within one (1) week after receipt of
Investigator’s or CRO's written request.

2.1 P

centra poskytnou pacientovi minimalné nutné
zakladni informace o zkousSeni a zprostredkuji
kontakty na pfislusnd centra. Zkousejicim

poskytn

pacientovi, a to v souladu s podminkami a
harmonogramem uvedenymi ve Smlouve,
stejné jako v Planu prace, ktery je soucasti
Smlouvy jako Priloha 1. Na zakladé pisemného
poZzadavku zkousejici, nebo CRO, Doporucujici
|ékaF doplni informace o pacientovi ve lh(té (1)

jednoho

pozadavk{ od zkou$ejiciho nebo CRO.

ovéreni zaméstnanci doporucujiciho

ou informace o potencialné vhodném

tydne po obdrzeni pisemnych

2 Payment of Fees/Remuneration

3. Platebni podminky

3.1 Financial reimbursement of Referral Site
for the Services rendered within the scope of this
Agreement shall be made by CRO as set forth in
the payment schedule in Appendix 2 hereto (the
‘Payment Schedule”).

3.1
centru
ramci

prostfednictvim CRO podle platebniho
kalendare v Prilohe 2 (,Platebni kalendar").

Finanéni odména pro doporucujici
m za provedené sluzby dohodnuté v
rozsahu této Smlouvy, bude vyplacena

3.2 It has been agreed by the Parties that
payments will be made quarterly per year based
on performed tasks, confirmed by the
Investigator, to a bank account designated by
Referral Site in Appendix 2. Referral Site agrees,
that the payment includes all applicable taxes
which have to be paid in accordance with actual
legislation.

3.2 Strany se dohodly, Ze platby budou
provadény Ctvrtletné na zakladé provedenych
vykonl, potvrzenych  Zkoudejicim, na
bankovni Ucet Doporucujiciho centra, jak je
uvedeno v Priloze 2. Doporucujici centrum
souhlasi, Ze platby budou zahrnnovat
véechny pfislusné dané, které musi byt
uhrazeny v souladu s platnou legislativou .

4, Confidentiality

4.

Ddvérné informace

4.1 Referral Site is obliged keep all data,
material, substances and all other information
obtained from CRO and/or generated under the
Services rendered (collectively referred to as the
"Confidential Information") confidential and shall
not:

4.1

Doporucujici centrum je povinno
uchovavat vsSechny Udaje a
vSechny ostatni informace
obdrzené od CRO a / nebo
vytvorené béhem provadéni Sluzeb
(pod souhrnnym nazvem "D{vérné
informace") a nesmi:

a) disclose Confidential Information to any
third party without prior written consent of CRO,
or

a) poskytnout Duvérné informace
zadné treti strané bez predchoziho
pisemného souhlasu CRO, nebo
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a) use Confidential Information for any b) pouzit DUvé&rné informace pro jiny,
purpose other than the Parties agreed on herein. nez Stranami dohodnuty Gcel

4.2 The obligations set forth above in this |[4.2 Povinnosti uvedené vySe v tomto odstavci
Article shall survive the expiry or | zUstavaji v platnosti a jsou UG&nné i po
termination of this Agreement and | vyprSeni resp. ukonceni této smlouvy dokud
shall remain in full force and effect | DUvérné informace nebudou zvefejnény.
until the Confidential Information gets
into the public.

5. Intellectual Property and Patent rights | 5.Dusevni vlastnictvi a patentova prava
and Personal Data a Osobni Udaje

All projects, data, documents, information, | VSechny projekty, Udaje, dokumenty,
experiences, patent rights, reports, copyrights | informace, zkuSenosti, patentova prava,
and inventions resulting from the Trial are| zpravy, vlastnickd prava a vynalezy
exclusively owned by CRO. vyplyvajici ze studie jsou vyluénym
vlastnictvim CRO.

CRO and Referral Site are obliged to observe and | CRO i doporucujici centrum jsou povinni v
respect during the Examinations and also after its | prib&hu trvani smlouvy i po jejim skonc&eni
completion relevant legal regulations governing | dodrzovat a dbat na pfislusné pravni predpisy
the protection of personal data and information | na ochranu osobnich (dajd a informaci o
on personal circumstances of the Study Subjects | osobnich pomérech  Subjektl  hodnoceni
enrolled in the clinical study, in particular, but not | zafazenych do studie, zejména, ale ne vylucné
exclusively, Regulation of the European | Nafizeni Evropského parlamentu a Rady (EU)
parliament and of the council on the protection of | 2016/679 ze dne 27. dubna 2016 o ochrané z
natural persons with regard to the processing of | dubna 2016 o ochrané fyzickych osob pfi
personal data and on the free movement of such | zpracovavani osobnich Udaji a o volném
data, and repealing Directive 95/46EC (General | pohybu téchto dajl, kterym se zruduje
Data Protection Regulation) (hereinafter referred | smérnice 95/46 / ES (obecné nafizeni o
to as the “Regulation”) and Act no. 110/2019 | ochran& dajd) (dale jen "nafizeni") a
Coll. on Personal Data Processing and on |zakonem ¢. 110/2019 Sb. o zpracovani
Amendments to Certain Laws, as amended | osobnich Udaji a o zmé&né& nékterych zakonl
(hereinafter referred to as the “Personal Data | ve znéni pozdé&jsich pFedpisli (dale jen "Zakon
Processing Act”). o zpracovani osobnich Gdaja").

6. Publications 6.Publikace

6.1 It is understood and agreed that any and | 6.1 Rozumi se a je dohodnuto, Ze jakékoliv a
all information, data or discoveries resulting| vSechny informace, U(daje a objevy
from, generated or developed by the Services or | vyplyvajici, vytvorené nebo vyvinuté na

Results are the property of CRO. zdklad® Sluzeb nebo Vysledkd jsou
vlastnictvim CRO.
7. Term and Termination 7. Smluvni podminky a Ukonceni smlouvy

7.1 This Agreement shall come into validity and | 7.1 Tato smlouva nabude platnost a Gcinnost
effect after signing by both Parties and shall | po podepsani obéma Stranami a bude
terminate upon completion of the Services| ukoncena po splnéni Sluzeb dle odstavce 1.3.
pursuant to Article 1.3. above.

7.2  This Agreement may be terminated in| 7.2 Tato smlouva mlZe byt ukon&ena na
writing with 30 days’ notice period by either | zakladé pisemné vypovédi s 30 denni
Party, if the other Party breaches this Agreement | vypovédni Ihdtou v piipadé poruseni Smlouvy
in any material manner. druhou stranou.

7.3 CRO shall be entitled to terminate this| 7.3 CRO je opravnéna ukoncit smlouvu
Agreement for any reason at any time upon | kdykoliv a z jakéhokoliv dlvodu na zékladé
written notice to Referral Site thereof. In such an | pisemné vypovédi uvedenému centru. V
event, CRO shall reimburse Referent Doctor with | takovém pFipadé CRO nahradi doporucujicimu
all costs incurred or irrevocably obligated by | cenru vSechny naklady, které mu vznikly do
Referent Doctor prior to the date of termination. | data ukoncéeni Smlouvy. CRO nebude hradit
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CRO shall not be obliged to reimburse Referral
Site pursuant to this Article 7.3. if it has
terminated this Agreement in accordance with the
provisions of Article 7.2. above.

vydaje uvedenému centru podle odstavce 7.3,
jestlize bude Smlouva ukoncCena na zakladé
ustanoveni odstavce 7.2.

8. Final Provisions

8.Zaverecna ustanoveni

8.1 The contractual language shall be Czech.
If the Parties use any other language the Czech
wording shall prevail.

8. 1 Rozhodujici jazyk Smlouvy je CcCesky.
Pokud Strany pouzivaji jiny jazyk, Cceska
verze smlouvy je rozhodujici.

8.2 Neither Party may assign or otherwise
transfer its rights or duties under this Agreement
to any third party without the prior written
consent of the other Party.

8.2 Z&dna ze smluvnich stran neni opravnéna
pfenést prava nebo povinnosti vyplyvajici z
této smlouvy na jakoukoli treti stranu bez
predchoziho pisemného souhlasu druhé
Strany.

8.3 All amendments and modifications to this
Agreement including this clause shall only be
effective if made in writing.

8.3 VSechny dodatky a zmény k této smlouveé
vcetné tohoto odstavce budou Gc¢inna pouze v
pisemné formeé.

8.4 In case one or more provisions contained in
this Agreement should be or become, or be
declared or held, fully or in part invalid, illegal or
unenforceable in any respect under any
applicable law, court proceedings or any other
governmental or other regulatory authority, the
validity, legality and enforceability of the
remaining provisions of this Agreement shall not
in any way be affected or impaired. The Parties
agree to substitute for any such invalid, illegal or
unenforceable provision a valid, legal and
enforceable provision which achieves to the
greatest extent possible the legal, economic and
commercial purposes of the invalid, illegal or
unenforceable provision.

8.4 V pripadé, ze jedno nebo vice ustanoveni

této smlouvy je nebo se stane caste¢né nebo
plné neplatné, protipravni nebo
nevymahatelné v jakémkoli smyslu platné
legislativy, soudnich procedur, statnich nebo
regulaénich organl, platnost, pravni moci a
vymahatelnost zbyvajicich ustanoveni této
smlouvy zlstane nezmé&néna. Strany se
zavazuji nahradit takové neplatné, protipravni
nebo nevymahatelné ustanoveni platnym,
legélnim a vymahatelnym ustanovenim, které
se Vv nejvétsi mire pfiblizuje legalnimu,
ekonomickému a obchodnimu ucelu
neplatného, protipravniho nebo nedobytného
ustanoveni.

8.5 The invalidity of any provision of this
Agreement shall not affect the validity of any
other provision hereof. The Parties undertake to
replace the invalid provision with another
provision which reflects legally the originally
intended commercial objectives of the Parties as
closely as possible.

8.5 Neplatnost jakéhokoliv ustanoveni této
smlouvy neovlivni platnost jakéhokoli jiného

ustanoveni. Strany se zavazuji neplatné
ustanoveni nahradit ustanovenim, které

r v . e o v
legalné co nejvice zohledni puvodné

zamyslené obchodni cile zU¢astnénych stran.

8.6 In the performance of this Agreement
each Party shall be an independent contractor,
and therefore, no Party shall be entitled to any
benefits applicable to any employee of the other
Party. No Party is authorised to act as an agent
for the other Party for any purpose, and no Party
shall enter into any contract, warranty or
representation as to any matter on behalf of the
other Party.

8.6 Pri plnéni této smlouvy, kazda Strana bude
nezavislym ucastnikem, a proto zadna ze Stran
nebude opravnéna poskytnout jakékoliv
benefity zaméstnancdm druhé Strany. Zadna
ze Stran neni opravnéna jednat jako agent pro
druhou Stranu, pro jakykoliv Ucel, a Zzadna
Strana nesmi  vstoupit do jakéhokoliv
smluvniho  vztahu, odpovédnosti nebo
vystupovat za druhou Stranu.

8.7 This Agreement, including its formation
and interpretation shall be governed exclusively
by laws of Slovakia. The competent courts in
Bratislava shall have exclusive jurisdiction.

8.7 Tato smlouva, véetné svého formatu a
vykladu se fidi vylucné Slovenskym pravem.
Jurisdikce bude podléhat vyluc¢né pfislusnym
soudem v Bratislave.
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8.8 This Agreement is executed in 2 (two)
counterparts, 1 (one) for the Referral Site and 1
(one) for CRO.

8.8 Tato smlouva je vyhotovena ve 2 (dvou)
stejnopisech, 1 (jeden) pro Doporucujici
centrum, 1 (jeden) pro CRO.

8.9 The Parties declare that they have read
this Agreement, understood its content and that
they have entered into the Agreement freely and
seriously, definitely and clearly, and in witness
of the fact that the content of this Agreement
corresponds with their true and free will, they
attach their authentic signatures.

8.9 Strany prohlasuji, Ze si Smlouvu precetly,

jejimu obsahu porozumély, Ze ji uzavrely
svobodné a vazné, urcité a srozumitelng, a na
potvrzeni toho, Z7e obsah této smlouvy
odpovida jejich skute¢né a svobodné vili, ji
vlastnoruc¢né podepsaly.

8.10 The contracting parties have
agreed that Albertinum, a specialized
medical institute, Zamberk, as a
obliged entity, shall immediately, but
no later than 30 days after the valid
conclusion for proper publication in the
register of contracts pursuant to Act
No. 340/2015 Coll., on the register of
contracts kept by the Ministry of the
Interior of the Czech Republic.
Albertinum, specialized medical
institute, Zamberk shall immediately
inform the other party of the
publication of the contract.

8.10 Smluvni strany se dohodly, ze
Albertinum, odborny Ié¢ebny Ustav, Zamberk,
jako povinny subjekt, bezodkladné, avSak
nejpozdéji do 30 dni po pravoplatném
uzavieni této smlouvy, odeSle smlouvu k
rddnému uverejnéni do registru smluv dle
zakona ¢. 340/2015 Sb., o registru smluy,
vedeného Ministerstvem vnitra CR. O
uverejnéni smlouvy Albertinum, odborny
lé¢ebny  Ustav, Zamberk  bezodkladné
informuje druhou smluvni stranu.

Parties signatures

Podpisy smluvnich stran

Referral Site

Doporucujici centrum

Albertinum, Specialized Medical Institute,
Zamberk, Za Kopeckem 353, 564 01 Zamberk,
Czech Republic

Represented: Ing. Rudolf Bulicek, direktor

Albertinum, odborny lé¢ebny Ustav,
Zamberk, Za Kopetkem 353, 564 01 Zamberk,
Ceska republika

Zastoupeny:ing. Rudolfem Bulickem, Feditelem

Signature

Podpis

Date

Datum

Referral Doctor

Doporucujici IékaF

Maria Michalovicova,MD,Hausenska 836, 561 51
Letohrad, Czech Republic

MUDr. Mérja Michaloviova, Hausenska 836, 561 51
Letohrad, Ceska republika

Date

Datum

Signature

Podpis
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CRO

CRO

SanaClis, s.r.o.
Stare Grunty 130
841 04 Bratislava
Slovak Republic

SanaClis, s.r.o.
Staré Grunty 130
841 04 Bratislava
Slovenska republika

Signature

Podpis

Date

Datum
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APPENDIX 1 PRILOHA 1
Work Plan Plan prace

1. Scope of Work/Services

1. Rozsah prace/ Sluzeb

Identification of patients with diagnosis non-
squamous non-small cell lung cancer stage IV
in accordance with basic trial inclusion and
exclusion criteria, communication to patients
the possibility to participate in the trial, to
provide contact details of Investigators
participating in the trial. Identification process
must be in accordance with the basic trial
inclusion and exclusion criteria provided by
CRO.

Identifikace pacientd s diagndzou neskvamdzni
nemalobunécny karcinom plic ve stadiu IV. v
souladu se zakladnimi inkluznimi a exkluznimi
kritérii  klinického zkouseni, komunikace
pripadné Uucasti na klinickém hodnoceni s
pacientem, zprostfedkovani kontaktu na
zkousSejici participujicich ve studii.

Identifikace pacientd musi byt také v souladu
se zdakladnimi inkluznimi a exkluznimi kritérii
klinického zkousSeni poskytnutymi CRO.

2. Timelines

2. Casovy harmonogram

Within one week of the patient's
histopathological diagnosis at the
Albertinum, Specialized Medical Institute,
Zamberk

Do jednoho tydne od stanoveni
histopatologické diagnozy u pacienta v
Albertinum, odborny IéCebny ustav,
Zamberk

3. Basic__trial _inclusion _and _exclusion

criteria

3. Zakladni kritéria pro zarazeni
a vyrazeni z klinického zkouseni

Inclusion Criteria

- Previously untreated subjects with
histologically-confirmed stage IV
(M1a/M1b/M1c- AIJCC 8th edition) non-
squamous NSCLC;

- Has not received prior systemic treatment
for metastatic NSCLC;

- The time from the completion of previous
adjuvant/neoadjuvant treatment to
metastatic disease development is no less
than 12 months;

- Agreement to newly obtained core or
excisional biopsy of a tumor lesion not
previously irradiated for determination of
PD-L1 status' prior to randomization (if
obtaining of new sample is contraindicated
or puts subject at unacceptable risks, then
fresh archival tumor tissue sample must
be available - Archival samples obtained 6
weeks prior to ICF signing can be
considered “fresh)

- Measurable disease according to CT
scan/MRI (RECIST 1.1 criteria)?, confirmed
by the local assessment;

Zarazovaci kritéria

- Dosud neléceni pacienti s histologicky
potvrzenym stadiem IV (M1a/M1b/M1c-AJCC,
8. vydani) neskvamdzniho NSCLC;

-Bez prfedchozi systémové lécby
metastazujiciho NSCLC;

-Doba od ukonceni predchozi
adjuvantni/neoadjuvantni Ié¢by do rozvoje
metastazujiciho onemocnéni neni kratsi nez

12 mésicd;
Souhlas s provedenim nové jadrové nebo
excisionalni biopsie nadorové |éze, ktera nebyla
dfive ozafovdna pro stanoveni stavu PD-L1?
pfed randomizaci (pokud je ziskani nového
vzorku kontraindikovdno nebo by subjekt
vystavilo nepfijatelnému riziku, musi byt k
dispozici Cerstvy archivni vzorek nadorové
tkané. " (Za Cerstvé vzorky je mozné povazovat

archivni vzorky ziskané 6 tydnd pred

podpisem ICF
1. . Méfitelné onemocnéni podle CT
skenu  (kritéria  RECIST 1.1)?

potvrzené mistnim hodnocenim;

Vyrazovaci Kritéria

! This sample can be used for EGFR/ALK status evaluation and exploratory biomarker analysis, if necessary/ Tento vzorek mize byt
pouzit pro vyhodnoceni EGFR / ALK hodnotu a pro pfezkumnou analyzu biomarkeru, pokud je tfeba..
2 The patient's participation in the study is not allowed if the only measurable lesion is the bone metastasis; Target lesions situated in a
previously irradiated area are considered measurable if progression has been demonstrated in such lesions./ Ugast pacienta ve studii
neni povolena, pokud jedinou méfitelnou 1€zi je kostni metastaza. Cilové 1éze situované v piedtim ozafované oblasti, se povazuji za
méfitelné, pokud byla v téchto 1ézich prokazana progrese.
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Exclusion Criteria

Has predominantly squamous cell histology
NSCLC; Mixed tumors will be categorized by

the predominant cell type; if small cell
elements are present, the subject is
ineligible;

Presence of EGFR mutation or ALK
rearrangement;

Has received prior systemic cytotoxic
chemotherapy/chemoradiotherapy for

metastatic disease;
Has received antineoplastic therapy with
targeted or immunotherapeutic drugs
(including but not limited to EGFR inhibitors
[e.g., erlotinib, gefitinib, cetuximab], ALK
inhibitors, PD-1/PD-L1/PD-L2/CTLAA4,
VEGF/VEGFR inhibitors) or it is expected to
require any other form of antineoplastic
therapy while on study;
Completed radiation therapy within 14 days
before the first dose of the study drug;
Concomitant diseases or conditions which
pose a risk of AE development during study
treatment:
o uncontrolled hypertension, defined as
systolic > 150 mm Hg or diastolic > 90

mm Hg;
o stable angina functional class III-1V;
o unstable angina or myocardial

infarction less than 6 months prior to
randomization;

o NYHA Grade III-IV congestive heart
failure;

o serious cardiac arrhythmia requiring
medication (subjects with

asymptomatic atrial fibrillation can be
enrolled if controlled ventricular rate);
atopic asthma, Stage III-IV COPD,
angioedema;

severe respiratory failure;

any other diseases which pose
unacceptable risk of AE development
during study treatment in
Investigator’s opinion;

Has known active central
system (CNS) metastases
carcinomatous meningitis

Active or known or suspected autoimmune
disease (subjects with Type 1 diabetes
mellitus, hypothyroidism only requiring
hormone replacement, or skin disorders
(vitiligo, psoriasis, or alopecia) not
requiring systemic treatment are permitted
to enroll).

Has clinically active diverticulitis, intra-
abdominal abscess, gastrointestinal
obstruction, abdominal carcinomatosis;

Has interstitial lung disease or a history of
pneumonitis that required oral or

nervous
and/or

- Prevazné dlazdico bunécna histologie
NSCLC; Smisené nadory budou
kategorizovany  prevladajicim  bunécnym

typem; pokud jsou pfitomny malé bunécné
typy, subjekt je nevhodny.
- Pritomnost EGFR mutace nebo ALK zmény

usporadani;

- Predchozi systémova cytotoxicka
chemoterapie / chemoradiac¢ni |[éc¢ba
metastatického onemocnéni;

- - Predchozi antineoplastickd |écba s
cilenymi nebo imunoterapeutickymi Iéky
(véetné, ale ne pouze EGFR inhibitory

[napf. Erlotinib, gefitinib, cetuximab], ALK
inhibitory, PD-1 / PD-L1 / PD-L2 / CTLA4,
VEGF / VEGFR inhibitory) nebo se ocekava,
ze béhem zkouseni bude nutna jakakoliv jina
forma protinadorové terapie;

- Subjekt dokoncil radioterapii do 14 dni
pred prvni davkou zkouSeného pripravku;

- Soucasné onemocnéni nebo stavy, které
predstavuji riziko rozvoje AE béhem |écby:

o nekontrolovana hypertenze, definovana
systolickym tlakem> 150 mm Hg nebo
diastolickym> 90 mm Hg;

o stabilni angina- funk¢ni tfida III-1V;

o nestabilni angina nebo infarkt myokardu
méné nez 6 mésicl pred randomizaci;

o NYHA Stupen III-IV méstnavého srdecniho
selhani;

0 zavazna srdeCni arytmie vyzadujici lécbu
(pacienti s asymptomatickou fibrilaci sini
se mohou zucastnit, pokud je kontrolovana
komorova frekvence);

o atopickd astma, stadium III-IV CHOPN,
angioedém;

0 zavazné respiracni selhani;

o jakékoliv jiné onemocnéni, které
predstavuji nepfijatelné riziko rozvoje AE
béhem I|écby v zkouSeni podle nazoru
zkousejiciho |ékare;

- Znamé aktivni metastazy
nervového systému (CNS)
karcinomatdzni meningitida

centralniho
a / nebo

- Subjekty s aktivnim nebo znamym nebo
domnélym  autoimunitnim  onemocnénim
(diabetes mellitus typu 1, hypotyredzou
vyzadujici pouze hormonalni substituci,
nebo s koznimi onemocnénimi ( vitiligo,
psoriaza alebo alopécia) nevyzadujucimi
systémovou lécbu, mohou byt zarazeni do
studie).
Klinicky

intraabdominalni

aktivni
absces,

divertikulitida,
obstrukce
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intravenous glucocorticoids to assist with
management. Lymphangitic spread of the
NSCLC is not exclusionary;

- Condition requiring systemic treatment

with  either corticosteroids or other
immunosuppressive medications in past 14
days

- Known history of prior malignancy except if
participant has undergone potentially
curative therapy with no evidence of that
disease recurrence for 2 years since
initiation of that therapy, except for
successful definitive resection of basal cell
carcinoma of the skin, superficial bladder
cancer, squamous cell carcinoma of the
skin, in situ cervical cancer, or other in situ
cancers

- Acute infection or reactivation of chronic
infection or systemic antibiotics use less
than 14 days prior to the first dose of the
study drug; Severe infections within 28
days prior to first study drug administration.

gastrointestinalniho traktu, karcinomatéza
bficha;
- Intersticialni plicni onemocnéni nebo

anamné zapneumonitidy, ktera by vyzadovala
peroralné nebo intravendzni podani
glukokortikoidd  pfi  1é&b&.  Lymfanitické
metastazovani NSCLC neni vylucujici;
- Stav vyzadujici systémovou Iécbu bud
kortikosteroidy nebo jinymi imunosupresivy za
poslednich 14 dni;
- Znama anamnéza predchozi malignity s
vyjimkou pfipadu, kdy Ucastnik prosSel
potencidlné |é¢ebnou terapii bez dikazu o
opakovani tohoto onemocnéni po dobu 2 let od
zaCatku této I|écby s vyjimkou Uspésné
definitivni resekce bazoceluldrniho karcinomu
klze, povrchové rakoviny mocového méchyre,
dlazdicovych  karcinomd  k(Ze, rakoviny
délozniho ¢&pku nebo jinych typl in situ
rakoviny;
-Akutni infekce nebo reaktivace chronické
infekce nebo uzivani  systémovych
antibiotik 14 dni pred prvni davkou
zkouSeného pripravku; Zavazné infekce
béhem 28 dni prfed prvnim podanim
zkouseného léku
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APPENDIX 2

PRILOHA 2

Payment Schedule

Platebni kalendar

Performance of identification of suitable patient

Provedeni identifikace vhodného pacienta podle

in agreed way. For each randomized patient 500 | dohodnutého zpUsobu. Za kazdého
EUR. randomizované pacienta 500 EUR.
All payments will be paid after randomization at | Platby budou realizovany po randomizaci

particular trial site.

pacienta v centru klinického zkouseni. Realizace
plateb bude na ctvrtletni bazi.

Payment details:

Bankovni Gdaje

Account name: Komercni banka, a.s.
Account number/ bank code 18938611/0100

Nazev banky: Komercni banka, a.s.
Cislo uctu/kéd banky: 18938611/0100
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APPENDIX 3

PRILOHA 3

Requirements for invoices

PoZzadavky na faktury

name and address of the

entrepreneur

providing

jméno a adresa dodavatele

name and address of the recipient

jméno a adresa pFijemce

VAT number or taxpayer identification
number (in case of EU-residents)

IC DPH nebo ICO (v pripade sidla v EU)

date of invoice

datum faktury

consecutive invoice-number or contract-
number of the invoicing entrepreneur

poFadové Ccislo faktury-
s fakturujicim subjektom

Cislo smluvy

quantity and kind of deliveries or services

mnozstvi a druh dodavky nebo sluzeb

time of deliveries or services

¢as dodavky alebo sluzeb

net consideration, if necessary, broken

e netto castka, pokud tfeba specifikovat

down into tax rates and particular tax podle jednotlivych danovych sazeb- vyjimek
exemptions
e tax rate e sazba dané

amount of VAT

vycisleni DPH

total sum to be paid

celkova cena k Ghradé

For assurance of invoice receipt please send
copy of the invoice to petr.tichy@sanaclis.eu
and original to the following address:

SanacClis, s.r.o.

Stare Grunty 130

841 04 Bratislava

Slovak Republic

Pro zajisténi doruceni faktury, prosim o zaslani
kopie faktury na adresu petr.tichy@sanaclis.eu
a origindlu na adresu:

SanacClis, s.r.o.

Staré Grunty 130

841 04 Bratislava

Slovenska republika
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