Clinical Trial Agreement
BETWEEN
RIGEL PHARMACEUTICALS, INC.
AND
FAKULTNI NEMOCNICE BRNO

PROTOCOL NUMBER C-935788-057

This Clinical Trial Agreement
(“Agreement”™) is made and entered into as of the
date of_publication in the Contract Register (the
“Validity Date”) by and between

Rigel Pharmaceuticals, Imc., a Delaware
corporation with its headquarters located at 1180
Veterans Boulevard, South San Francisco, CA
94080, U.S.A. (“Rigel”), and

Fakultni nemocnice Brno, a provider of medical
services as public hospital with its principal place of
business at Jihlavska 20, Brno, postcode 625 00,
Czech Republic, Identification number 652 69 705,
Tax  identification  number  CZ65269705,
MBA

represented by MUDr. Roman Kraus,
(“Institution”) and

Czech Republic, Head Physician of
Internal Medicine Clinic - Haematology and
Oncology Clinic of Fakultni nemocnice Brno
(s, Investigator).

Rigel's Legal Representative in the European Union
pursuant to Article 19 of 2001/200/EC, for the
purpose of this Study (defined below)is its
subsidiary, Rigel Pharmaceuticals B.V., ("Rigel
Legal Representative") a company organized
under Dutch laws, with a contact address Avenue
Ceramique 223, 6221KX Maastricht, Netherlands.
Rigel and Rigel Legal Representative are
collectively referred to as “Rigel.” Rigel and
Institution may be referred to herein individually as
a “Party” or collectively as the “Parties.”

WHEREAS, Rigel is in the business of developing
and commercializing pharmaceutical products;
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SMLOUVA O KLINICKEM HODNOCENI
MEZI
SPOLECNOSTI RIGEL PHARMACEUTICALS, INC.
A
FAKULTNI NEMOCNICE BRNO

CiSLO PROTOKOLU C-935788-057

Tato smlouva o kiinickém hodnoceni (dile
jen ,smlouva®) je udinéna a uzaviena ke dni
zvefejnéni v registru smluv (dile jen ,datum
platnosti®) mezi

spole¢nosti  Rigel = Pharmaceuticals, Inc.,
delawareskou spoleénosti se sidlem na adrese 1180
Veterans Boulevard, South San Francisco, CA
94080, USA (déle jen ,,spoleénost Rigel“), a

Fakultni nemocnici Brmo, poskytovatelem
zdravotnich sluzeb jako vefejné zdravotnické
zafizeni se sidlem na adrese Jihlavska 20, Brno, PSC
625 00, Ceska republika, IC: 652 69 705, DIC:
CZ65269705, <zastoupend MUDr. Romanem
Krausem, MBA (dale jen ,,zdravotnické zafizeni®)
a

. Ceska republika, prednostou Interni

hematologické a onkologické kliniky Fakultni
nemocnice Brno (dale jen ,,zkousejici®).

Zakonnym zastupcem  spolecnosti Rigel v
Evropské unii podle ¢&lanku 19 smérnice
2001/200/ES pro tucely této studie (definovana
nize)je  jeji  dcefind  spole¢nost,  Rigel
Pharmaceuticals B.V., (dile jen ,zdkonny
zastupce spoleCnosti Rigel”), spole¢nost zfizena
podle nizozemskych zakont, s kontaktni adresou
Avenue Ceramique 223, 6221KX Maastricht,
Nizozemsko. Spoleénost Rigel a zdkonny zastupce
spoleCnosti Rigel jsou spole¢né nazyvany jako
»Rigel“. Spole¢nost Rigel a zdravotnické zafizeni
mohou byt v této smlouvé jednotlivé nazyvany jako
»smluvni strana“ ¢i spole¢né jako ,,smluvni strany“.

VZHLEDEM K TOMU, Ze spoletnost Rigel je
podnikem, ktery vyvijii a komercializuje
farmaceutické vyrobky;,
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WHEREAS, Rigel is sponsoring a multi-center
clinical trial (“Study”) to clinically evaluate the
safety and efficacy of Rigel’s proprietary drug
known as R788 or Fostamatinib (“Study Drug”);

WHEREAS, Rigel desires that Institution perform a
clinical trial of the Study Drug in accordance with
clinical research Protocol # C-935788-057 entitled,
“A Phase 3, Multi-Center, Randomized, Double-
Blind, Placebo-Controlled, Study of Fostamatinib
Disodium in the Treatment of
Warm Antibody Autoimmune Hemolytic Anemia”
and any amendments thereto (“Protocol”);

WHEREAS, Institution has appointed its employee

I, s [nvestigator for

the Study, and agrees to provide facilities and
additional staff suitable for conducting the Study in
accordance with applicable laws, rules and
regulations. This Agreement sometimes refers to
Institution and Investigator collectively as “Site”; and

WHEREAS, Institution hereby acknowledges that
Rigel and Investigator intend to enter into a separate
agreement covering the Investigator’s duties and
obligations beyond the scope of duties and
obligations for which Institution is responsible
under the terms of this Agreement. The separate
Investigator agreement stipulates the terms of
remuneration to the Investigator for performance of
his duties and obligations related to this Study.

WHEREAS, Rigel has authorized Pharm-Olam, LLC
and its affiliates (“CRO”) to act as a contract
research organization on behalf of Rigel to arrange,
monitor, and administer the Study and to administer
this Agreement on Rigel’s behalf.

Now, THEREFORE, in consideration of the
foregoing and the mutual covenants and promises
set forth herein and other good and valuable
consideration, the receipt and adequacy of which are
hereby acknowledged, the Parties agree as follows:

VZHLEDEM K TOMU, Ze spole€nost Rigel financuje
multicentrické  klinické hodnoceni (dile jen
»studie) s cilem klinicky vyhodnotit bezpe¢nost a
uCinnost chranéného 1éCiva spoleénosti Rigel
znamého jako R788 nebo fostamatinib (déale jen
»hodnoceny piipravek®);

VZHLEDEM K TOMU, Ze si spole¢nost Rigel preje,
aby zdravotnické zafizeni provadélo klinické
hodnoceni hodnoceného piipravku v souladu s
protokolem klinického vyzkumu &. C-935788-057
nazvanym ,,Multicentricka, randomizovana, dvojité
zaslepend, placebem kontrolovand studie faze 3
hodnotici pfipravek fostamatinib disodium pti 16¢bé
autoimunitni hemolytické anémie s tepelnymi
protilatkami“ a veskerych dodatkd k nému (dale jen
sprotokel®);

VZHLEDEM K TOMU, Ze zdravotnické zafizeni
imenovalo svého zaméstnance [N
ako zkousejiciho pro studii a
sounlast s tim, ze poskytne prostory a dalsi
pracovniky vhodné pro provadéni studie v souladu s
platnymi zékony, pravidly a pfedpisy. Tato smlouva
nékdy zminuje zdravotnické zatizeni a zkousejiciho
spole¢né jako ,,pracovisté®; a

VZHLEDEM K TOMU, Ze zdravotnické zafizeni
timto potvrzuje a bere na védomi, Ze Rigel a
Zkousejici zamysli uzavfit separatni smlouvu, ktera
bude upravovat Cinnosti zkouSejiciho nad ramec
Cinnosti, za které odpovidd zdravotnické zafizeni
podle této smlouvy. Separatni smlouva mj. stanovi
odménu zkousejiciho za provedeni téchto &innosti
v souvislosti s touto Studii

VZHLEDEM K TOMU, ze spole€nost Rigel zmocnila
spoleénost Pharm-Olam, LLC a jeji sesterské
spole¢nosti (contract research organization, dale jen
»CRO%), aby jednala jako smluvni vyzkumna
organizace jménem spolecnosti Rigel pii zajisténi,
monitorovani a administraci této studie a pfi
administraci této smlouvy jménem spole¢nosti Rigel.

NA ZAKLADE TOHO a s ohledem na piedchozi a
vzajemné zavazky a pfisliby zde uvedené a za fadné
a pfiméfené protiplnéni, jehoz pfijeti a dostatednost
se timto uznava, se smluvni strany dohodly
nasledovné:



1. STUuDY CONDUCT

1.1 Protocol. Institution and Investigator shall
conduct the Study for Rigel in strict accordance with
the Protocol. The Protocol has been provided to Site
prior to the execution of this Agreement and is
incorporated herein. The Protocol may be amended
only at the direction of Rigel, subject to subsequent
approval by the Independent Ethics Committee
(“IEC”) with authority over the Study. Any such
amendments to the Protocol shall automatically be
incorporated herein once IEC approval is obtained.
Site shall not deviate from the Protocol without the
advance written consent of Rigel, unless a deviation
is necessary, in the good medical judgment of
Investigator, to protect the safety or welfare of the
Study Subjects, and Investigator or Institution
promptly notifies Rigel. Rigel shall obtain the
approval of the State Institute for Drug Control
(“SUKL") and IEC, established and constituted in
accordance with applicable laws and regulations of
the Czech Republic. Rigel shall notify SUKL and
IEC of the introduction of any substantial
amendments to the Protocol as required by
applicable regulations. Institution will comply with
the directives of the IEC respecting the conduct of
the Study, and will notify Sponsor to the extent any
such directives vary from the Protocol.

1.2 Study Personnel.

(a) Investigator and all persons who perform any
portion of the Study (collectively, “Study
Personnel”) are employees of Institution.
Institution represents and warrants that Investigator
is a fully qualified medical practitioner licensed and
practicing under the laws of Czech Republic and is
fit to perform his/her obligations under this
Agreement. Institution warrants that all Study
Personnel shall comply with the Protocol and this
Agreement. Institution and Study Personnel shall
conduct the Study only at Institution’s facilities
(“Study Site”).

(b) Investigator shall complete, sign and deliver to
Rigel or CRO, the US. Food and Drug
Administration (“FDA”) Form 1572 prior to the
commencement of the Study. Investigator and

1. PROVADENI STUDIE

1.1 Protokol. Zdravotnické zafizeni a zkouSejici
budou provédét studii pro spolecnost Rigel v pfisném
souladu s protokolem. Protokol byl poskytnut
pracovisti pfed uzavienim této smlouvy a je do ni
zaClen€én. Protokol 1ze ménit pouze na pfikaz
spolecnosti Rigel, pficemz podiéha naslednému
schvaleni nezavislou etickou komisi (dale jen
~NEK®), kterA ma pravomoc nad touto studii.
Veskeré takové dodatky k protokolu budou do této
smlouvy automaticky zaclenény, jakmile bude ziskan
souhlas NEK. Pracovisté se od protokolu neodchyli

‘bez predchoziho pisemného souhlasu spoleCnosti

Rigel, pokud nebude odchylka nezbytna na zékladé
spravného 1ékatského usudku zkousejiciho za Géelem
ochrany bezpecnosti ¢i  prospéchu  subjekti
hodnoceni, a zkousejici ¢i zdravotnické zafizeni
budou bezodkladné spole¢nost Rigel informovat.
Spole¢nost Rigel ziska souhlas Statniho ustavu pro
kontrolu 1é¢iv (dale jen ,,.SUKL*) a NEK zfizené a
ustavené v souladu s platnymi zikony a pfedpisy
Ceské republiky. Spole&nost Rigel bude informovat
SUKL a NEK o zavedeni jakychkoli podstatnych
dodatkii k protokolu, jak je vyZadovano platnymi
predpisy. Zdravotnické zafizeni bude dodrzovat
pokyny NEK, pokud jde o provadéni studie, a bude
informovat zadavatele v rozsahu, v némz se jakékoli
takové pokyny odli$uji od protokolu.

1.2 Pracovnici studie.

(a) ZkouSejici a vSechny osoby, které provadi
jakoukoli ¢ast studie (spolecné dale jen ,,pracovnici
studie®) jsou zameéstnanci zdravotnického zafizeni.
Zdravotnické zafizeni prohlasuje a zarucuje, Ze
zkousejici je plné kvalifikovanym Iékafem s licenci,
ktery vykonava lékarskou praxi podle pravnich
predpisi Ceské republiky a je schopen plnit své
zévazky podle této smlouvy. Zdravotnické zatizeni
zarucuje, Ze vSichni pracovnici studie budou
dodrzovat protokol a tuto smlouvu. Zdravotnické
zafizeni a pracovnici studie budou provadét studii
pouze v prostorach zdravotnického zatizeni (dale jen
»pracovisté studie®).

(b) Pied zahajenim studie zkousejici vyplni, podepise
a doruci spole¢nosti Rigel nebo CRO formulafr 1572
Utadu pro potraviny a léky Spojenych statd (Food
and Drug Administration, dale jen ,FDA®).



Study sub-investigators shall each disclose financial
information, and sign and deliver a Financial
Disclosure Certification form (“Disclosure Form™)
to CRO prior to the commencement of the Study
Investigator and such other Study sub-Investigators
shall promptly update this information for any
changes during the course of the Study and for one
(1) year following completion of the Study.

(©) Institution expressly consents, and agrees to
obtain consents from all Study Personnel, to
authorize the collection, processing and transfer of
such person’s personal data to countries other than
the country where the Study is conducted, including
to the United States, even though data protection
may not be as developed there, for the following
purposes: (a) for the conduct and interpretation of
the Study; (b) for review by regulatory authorities;
(c) for satisfying legal requirements; and (d) for
publication on www.clinicaltrials.gov and databases
that serve a similar purpose. Institution further
agrees that Rigel may store such data, and may
disclose such data to affiliates of Rigel, regulatory
authorities, and Rigel’s potential and actual
corporate partners, licensors, licensees,
sublicensees, acquirers and investors who are bound
to hold such data confidential by an obligation of
confidentiality to Rigel.

(d) Institution agrees (and shall require all
Study Personnel, and other employees, agents and
subcontractors to agree) that they shall not provide
any money or item of value to any governmental
official or representative to improperly influence
governmental actions, or to private individuals to
reward the improper performance of a function or
activity. Institution further agrees (and shall require
that all Study Personnel, and other employees,
agents and subcontractors to agree) that they shall
comply at all times with any applicable laws and
regulations relating to anti-bribery and corruption.

13 Legal and Regulatory Standards. Institution
shall perform and shall ensure that all Study
Personnel perform the Study at the Study Site in
strict compliance with:

(a) requirements imposed by the IEC;

Zkousejici a kazdy spoluzkousSejici studie oznami
finanéni informace a podepi$i a doru¢i CRO formular
potvrzeni zvefejnéni financnich udaji (déale jen
nmformulaf zverejnéni®) pred zahajenim studie,
zkouSejici a takovi dal8i spoluzkousejici studie
budou bezodkladné aktualizovat tyto informace o
jakékoli zmény v pribehu studie a po dobu jednoho
(1) roku po dokonceni studie.

© Zdravotnické zafizeni vyslovné dava souhlas
a souhlasi s tim, Ze ziskd souhlasy od vSech
pracovnikd studie, aby dali opravnéni ke
shromazd’'ovani, zpracovavani a pfenosu takovych
osobnich dajt osob do jinych zemi, neZ je zemé, kde
se studie provadi, véetné Spojenych statd, i kdyz tam
nemusi byt ochrana ¢daji tak rozvinuta, pro
nasledujici uéely: (a) pro provadéni a interpretaci
studie; (b) pro piezkoumani ze strany regulaénich
organti; (c¢) za ucéelem uspokojeni zdkonnych
pozadavki a (d) pro ucely zvefejnéni na
www.clinicaltrials.gov a v databazich, které slouZzi
podobnému ucelu. Zdravotnické zafizeni déle
souhlasi s tim, Ze spolecnost Rigel miZe takove Gdaje
ukladat a miize je sdélovat sesterskym spole¢nostem
spole¢nosti  Rigel, regula¢nim orgdnim a
potencialnim a skuteCnym spoleénikiim spole¢nosti
Rigel, jejim poskytovatelim licenci, nabyvatelim
licenci, sublicenci, nabyvateliim a investortim, ktefi
jsou vazani zachovavat divérnost takovych tdajii na
zakladé zavazku divérnosti vici spolecnosti Rigel.

(d) Zdravotnické zafizeni souhlasi (a bude
vyzadovat, aby vSichni pracovnici studie a dalsi
zaméstnanci, zastupci a subdodavatelé souhlasili) s
tim, 7e neposkytnou zidné penize ani cokoli
hodnotného Zadnému stitnimu Ofednikovi ¢&i
piedstaviteli, aby nepatficné ovliviioval ufedni
ukony, ani soukromym osobam, aby bylo odménéno
nepatfiéné provadéni funkce nebo Cinnosti.
Zdravotnické zarizeni dale souhlasi (a bude
vyzadovat, aby vSichni pracovnici studie a dalsi
zaméstnanci, zastupci a subdodavatelé souhlasili) s
tim, Ze budou vzdy dodrZovat veskeré platné zdkony
a piedpisy tykajici boje proti aplatkafstvi a korupci.

1.3 Pravni a regulaéni standardy. Zdravotnické
zatizeni bude provadét a zajisti, aby vSichni
pracovnici studie provadeéli studii na pracovisti studie
pfisné v souladu s:

(a) pozadavky uloZenymi NEK;



(b) the ICH Harmonised Tripartite Guideline,
Guideline for Good Clinical Practice, and any other
guidelines of the International Conference on
Harmonization (“I1CH”) or other entities, as adopted
by the Committee for Medicinal Products for
Human Use of the European Medicines Agency
(“EMA”);

(c) the Declaration of Helsinki World Medical
Association Recommendations Guiding Physicians
in Biomedical Research Involving Human Subjects,
as it may be amended;

(d) Directive 2001/20/EC of the European
Parliament and the Council of 4 April 2001 on the
approximation of the laws, regulations and
administrative provisions of the Member States
relating to the implementation of good clinical
practice (“GCP”) in the conduct of clinical studies
on medicinal products for human use, and
_ applicable national laws implementing such
directive;

(e) data privacy protection laws and regulations,
including, but not limited to, Regulation (EU)
2016/679 of the European Parliament and of the
Council on the protection of natural persons with
regard to the processing of personal data and on the
free movement of such data and on repeal Directive
95/46/EC on the General Data Protection
Regulation - GDPR;

(f) all laws, rules and regulations applicable to the
Study or the Study Drug or to clinical trial data
included in marketing authorization applications in
the European Union or the United States (including,
but not limited to, including but not limited to, the
Act on Pharmaceuticals No. 378/2007 Coll., as
amended, the Act on Health Care Services No.
372/2011 Coll., as amended,, Decree No. 226/2008
Coll. on Good Clinical Practices and on Detailed
Conditions for Evaluation of Pharmaceutical
Products, Decree No. 84/2008 Coll. on Good
Pharmacy Practice and ancillary rules and
regulations, as the same may be amended from time
to time (“Applicable Laws”); and

(2) any specific Study instructions that CRO
or Rigel issues (“Instructions™).

1.4 Debarment. Institution represents and
warrants that it shall not, in the course of performing
the Study, use in any capacity the services of any
person who has been debarred by any national or
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(b) harmonizovanou tfistrannou smérnici ICH,
zasadami spravné klinické praxe a veSkerymi dal$imi
zésadami Mezinarodni konference pro harmonizaci
(International Conference on Harmonization, dale
jen JICH®) ¢&i jinych subjekti tak, jak byly tyto
pfijaty Vyborem pro humanni lé¢ivé piipravky
Evropské 1ékové agentury (European Medicines
Agency, dale jen ,,EMA*);

(c) Helsinskou deklaraci Svétové Iékarské asociace —
doporucenimi, jimiz se fidi lékafi  pfi
biomedicinském vyzkumu za GCasti lidskych
subjektdl, v platném znéni;

(d) smérnici Evropského parlamentu a Rady
2001/20/ES ze dne 4. dubna 2001 o sbliZzovani
pravnich a spradvnich predpisti cClenskych stath
tykajicich se uplatiiovani spravné klinické praxe
(good clinical practice, dale jen ,,GCP“) pfi
provadéni klinickych hodnoceni humannich [éCivych
pfipravkli a platnymi vnitrostatnimi pravnimi
pfedpisy provadéjicimi tuto smérnici;

(e) zakony a piedpisy o ochrané osobnich udaj,
mimo jiné€ vCetn€ Nafizeni Evropského parlamentu a
rady (EU) 2016/679 o ochrané fyzickych osob
v souvislosti se zpracovanim osobnich 0daji a o
volném pohybu téchto udajii a o zruSeni smérnice
95/46/ES (obecné natizeni o ochrané osobnich Gidajh
— GDPR);

(f) se viemi zakony, pravidly a predpisy platnymi pro
studii nebo hodnoceny piipravek nebo pro udaje
klinického hodnoceni obsazené v Zzadostech o
registraci v Evropské unii nebo ve Spojenych statech
(mimo jiné véetné zakona o lécivech €. 378/2007 Sb.,
v platném znéni, zakona o zdravotnich sluzbach ¢.
372/2011 Sb., v platném znéni, vyhlasky ¢. 226/2008
Sb., o spravné klinické praxi a bliz§ich podminkach
klinického hodnoceni lé¢ivych pripravkl, vyhlasky
¢. 84/2008 Sb., o spravné lékarenské praxi, stejné
jako dopliujicich pravidel a predpisii, kterézto
mohou byt pribézné novelizovany (dale jen ,,platné
pravni predpisy*“); a

(2) veskerymi konkrétnimi pokyny ke studii,
které vyda CRO nebo spoleénost Rigel (dale jen
»pokyny).

14 Zékaz Cinnosti. Zdravotnické zafizeni
prohlasuje a zarucuje, Ze nebude v priibéhu provadéni
studie v Zadné funkci vyuzivat sluzeb zZadné osoby,
jiz byla zakdzéna Cinnost jakymkoli narodnim ¢i




international governmental or regulatory authority,
if the Institution may be reasonably aware of such
fact. Institution represents that neither it, nor to the
best of its knowledge after reasonably inquiry, any
investigator, sub-investigator, employees, agents or
other affiliated persons or entities (including their
employees, partners, shareholders, members,
subsidiaries and affiliates) providing services for the
Study, has ever been debarred, disqualified, or
banned from conducting clinical trials or is under
investigation by any governmental authority for any
such type of activity. Institution shall immediately
notify Rigel in writing if during the course of the
Study, Investigator or any other Study Personnel: (a)
is debarred, receives notification of any
investigation by a regulatory authority or other
government authority; (b) receives notification of
any restriction on his/her clinical privileges at
Institution or is sanctioned by national or
international authorities; (c) terminates or has been
terminated from his/her employment; or (d)
otherwise becomes unfit, unable or unwilling to
fulfill his/her obligations under this Agreement. If
requested by Rigel, Institution shall cooperate to
find a suitable replacement Investigator or transition
the Study to another institution in a timely manner
0 as not to interrupt the Study.

1.5 Ethics Committee Approval. Institution
shall obtain the written approval of the IEC before
commencing the Study and shall provide CRO with
the IEC’s letter of approval and a list of all IEC
meeting attendees. Investigator and Institution shall
each comply with any conditions of approval the
IEC imposes. Institution shall provide the IEC with
any required reports and updates and shall provide
CRO with copies of all documents provided to or
received from the IEC.

1.6 Enrollment;  Multi-site  Study;  Study
Timelines. Institution acknowledges that the Study
is part of a multi-center clinical trial. The target
number of subjects (""Subject(s)" or "Patient(s)") for
the Study at the Study Site will be determined by
Rigel and Rigel will notify Institution to cease Subject

mezinarodnim statnim nebo regulaénim organem,
pokud mu takova skute€nost miize byt pfi vynaloZeni
pfiméfeného usili znama. Zdravotnické zafizeni
prohlasuje, ze ani jemu samotnému, a dle jeho
nejlepsiho védomi a po pfiméreném Setfeni, Zadnému
zkousejicimu, spoluzkousejicimu, zaméstnanciim,
zastupcim ¢&i jinym pficlenénym osobam ¢&i
subjektim (véetné jejich zaméstnancii, spolecniki,
akcionaii, clenti, dcefinych a  sesterskych
spole¢nosti) poskytujicim sluZby pro studii nebyla
nikdy  zakazdna  Cinnost, nebyli  uéinéni
nezpusobilymi ani jim nebylo zakdzano provadét
klinicka hodnoceni, ani nejsou vysetfovani ze strany
zadného statniho organu ohledné jakéhokoli
takového typu Cinnosti. Zdravotnické zatizeni bude
okamzité pisemné informovat spolecnost Rigel,
pokud v pribéhu studie dojde u zkousejiciho nebo u
kterychkoli z jinych pracovniki studie k tomu, Ze: (a)
bude vyloucen, dostane oznadmeni o jakémkoli
vySetfovani ze strany regulatniho nebo jiného
statniho organu; (b) dostane oznameni o jakémkoli
omezeni  svych  klinickych  opravnéni ve
zdravotnickém zafizeni nebo je sankcionovan
narodnim ¢i mezinarodnim organem; (c) ukonéi sviij
pracovni pomér nebo byl jeho pracovni pomér
ukoncen; nebo (d) se jinak stane nezplsobilym,
neschopnym ¢&i neochotnym plnit své zavazky podle
této smlouvy. Pokud to bude od zdravotnického
zafizeni  spoleCnost Rigel pozadovat, bude
spolupracovat za ucelem véasného nalezeni
vhodného nahradniho zkousejictho nebo prevedeni
studie do jiného zdravotnického zafizeni, aby
nedoslo k prerusenti studie.

1.5 Schvéaleni _etickou komisi. Zdravotnické
zafizeni ziskd pisemné schvaleni NEK pied
zapoCetim studie a poskytne CRO dokument
pisemného schvaleni NEK a seznam viech ucastniki
zasedani NEK. ZkousSejici a zdravotnické zafizeni
budou dodrzovat veskeré podminky souhlasu, které
NEK ulozi. Zdravotnické zafizeni poskytne NEK
veskeré pozadované zpravy a aktualni informace a
poskytne CRO kopie vSech dokumentii poskytnutych
NEK nebo od ni obdrzenych.

1.6 Zatazeni, multicentrickd studie, &asové
harmonogramy studie. Zdravotnické zatizeni bere na
védomi, Ze studie je soucasti multicentrického
klinického hodnoceni. Cilovy pocet subjektt (dale
jen ,subjekt(y) nebo ,pacient(i)) pro studii na
pracovisti studie bude urcen spolecnosti Rigel a




enrollment when appropriate enrollment has been
attained. Institution is able to enroll / randomize up
to [l Patients at each Study Site without
Sponsor’s prior approval. Institution may enroll
additional Patients upon written approval from
Rigel.

Study Site and Rigel will mutually determine the
timeline for screening, initiation and conduct of the
Study at the Institution’s facilities. The Study will be
completed at the Study Site after the conduct of the
Study Site close-out visit or when IRB/IEC final
notification has occurred, whichever is applicable.
The Sponsor may terminate the Study at any time. In
the event of early termination, Sponsor will notify the
Institution and Investigator, who will cooperate with
Sponsor in the winding-down of Study activities at the
Study Site.

1.7 Subiject Information and Informed Consent.

spolecnost Rigel oznami zdravotnickému zafizeni,
aby zastavila zafazovani subjekti, az bude dosazeno
odpovidajiciho zafazeni. Zdravotnické zafizeni mize
zatadit/randomizovat aZ [Jjjjjoacientt na kazdém
pracovisti studie bez piedchoziho schvéleni
zadavatelem. Zdravotnické zafizeni miZe zafadit
dalsi pacienty po pisemném schvaleni zadavatelem.

Pracovisté studie a spolecnost Rigel oboustranné
stanovi ¢asovy harmonogram pro screening, zahajeni
a provadéni studie v prostorach zdravotnického
zatizeni. Studie bude na pracovisti studie dokoncena
po provedeni navstévy pii uzavieni pracoviste studie
nebo poté, co dojde ke koneCnému oznidmeni od
kontrolniho ufadu / NEK, podle toho, co pfipada v
tvahu. Zadavatel muze studii ukonéit kdykoli. V
pfipadé¢ pred¢asného ukonfeni bude zadavatel
informovat zdravotnické zafizeni a zkouSejiciho,
ktefti budou se zadavatelem spolupracovat pri
ukondovani Cinnosti studie na pracovisti studie.

1.7 Informace pro subjekty a informovany souhlas.

Institution and Investigator shall ensure that, before
the screening and treatment phases of the Study, the
nature, significance, implications and risks of the
Study are explained in detail to each Study Subject.
Prior to each Study Subject’s enrollment in the
Study, Institution and Investigator shall obtain from
each individual who is to participate as a Study
Subject, a properly executed written informed
consent agreement (“ICF”), as approved by Rigel
and the IEC before such individual is allowed to
participate in the Study or any Study procedures are
performed. Institution or Investigator shall ensure
that the ICF complies in form and content with
Applicable Laws and regulations including, GCP
and laws governing data protection and privacy, as
well as with all terms of the Protocol relevant to the
ICF. Institution shall promptly supply Rigel or CRO
with a copy of the ICF approved by the IEC and any
amendment to the ICF later approved by the IEC
prior to its use by Institution. Any proposed
deviations by Institution from Rigel’s model ICF
language must be approved by Rigel in advance of
any use with Study Subjects in the Study. Breach of
this Section 1.7 shall constitute a material breach of
this Agreement.

Zdravotnické zafizeni a zkouSejici zajisti, aby byla
pred screeningem a léCebnymi fazemi studie
kazdému subjektu studie podrobné vysvétlena
povaha, dilezitost, mozné dasledky a rizika studie.
Pied zafazenim kaZdého subjektu studie do studie
ziska zdravotnické zatizeni a zkousSejici od kazdého
jednotlivce, ktery se ma Gcastnit jako subjekt studie,
fadné  podepsanou  pisemnou  dohodu o
informovaném souhlasu (informed consent form,
déle jen ,,JCF<), jak byla tato schvélena spolecnosti
Rigel a NEK, dfive neZ bude takovému jednotlivci
dovoleno Gcastnit se studie nebo budou provadény
jakékoli postupy studie. Zdravotnické zafizeni ¢i
zkousejici zajisti, aby ICF odpovidal formou i
obsahem platnym pravnim pfedpisim a nafizenim,
mimo jiné véetné GCP a zakoniim upravujicim
ochranu osobnich Gdajd, jakoZ i vSsem podminkam
protokolu tykajicim se ICF. Zdravotnické zarizeni
bezodkladné doda spolecnosti Rigel nebo CRO kopii
ICF schvéleného NEK a jakykoli dodatek k ICF
pozdéji schvaleny NEK pfed jeho pouzitim
zdravotnickym zafizenim. Jakékoli navrhované
odchylky ze strany zdravotnického zafizeni od
vzorového znéni ICF spolecnosti Rigel musi byt
spolecnosti Rigel pfedem schvéleny pfed jakymkoli
pouZiti ve studii pro subjekty studie. PoruSeni tohoto
bodu 1.7 bude piedstavovat podstatné poruseni této
smlouvy.



1.8 Data Protection.

(a) Institution agrees to: (i) adhere to all Data
Protection Laws when processing “Personal Data”
(as defined in the GDPR) of Study Subjects, Study
Personnel, and any other individuals involved in the
Study (“Data Subjects”); and (ii) adhere to the
principles of medical confidentiality in relation to
Study Subjects.

) Sponsor and Institution shall be considered
“Data Controllers” (as defined in the GDPR), as
they shall jointly determine the means and purposes
of processing of the Personal Data each of them
undertakes under this Agreement.

©) Both Sponsor and Institution shall
maintain appropriate technical and organizational
security measures to protect the Data Subjects’
Personal Data they process in relation to this
Agreement.

(d) Institution shall appoint a person who shall
act as a primary point of contact for any data
protection related issues and Data Subjects’ rights
exercised by the Data Subjects in relation to the
processing of their Personal Data in relation to this
Agreement  (“Data  Subject’s  Request™).
Institution’s point of contact will address all issues
to Sponsor and/or to Sponsor’s EU Representative
for the GDPR, as applicable. Further, upon the
reasonable request by Sponsor, Institution shall
provide Sponsor with any information, undertake
any actions, and provide assistance to Sponsor as
may be required to respond to a Data Subject’s
Request.

(e) Institution shall notify Sponsor immediately
in writing of any suspected or known Personal Data
breaches, and at least within twenty-four (24) hours
of becoming aware of such breach, and shall assist
and cooperate with Sponsor, as needed. Sponsor
shall decide which Party shall notify relevant
supervisory authorities or Data Subjects, if required.
Institution shall put in place additional effective
technical and organizational protection measures as
indicated to prevent additional data breaches.

1.8 Ochrana osobnich ddaji.
(a) Zdravotnické .zafizeni souhlasi, Ze (i) bude
pifi  zpracovani ,osobnich udaji“ (jak jsou

definovany v GDPR) studijnich subjektl, personalu
studie a jakychkoli osob zapojenych do studie (dale
jen ,subjekty daji*) dodrzovat zakony o ochrané
osobnich udajii a (ii) v souvislosti se studijnimi

subjekty bude dodrzovat zasady lékatského
tajemstvi,
b) Zadavatel a zdravotnické zafizeni budou

povaZovani za ,,spravee udaja“ (jak je definovéno v
GDPR) a spoletné stanovi prostfedky a ucely
zpracovani osobnich 0daji, které budou kazdy
jednotlivé podle této smlouvy provadét.

(©) Zadavatel i zdravotnické zafizeni
budou udrzovat vhodna technickd a organizacni
bezpe€nostni opatfeni na ochranu osobnich Gdaji
subjekti dat, které budou v souvislosti s touto
smlouvou zpracovavat.

(d Zdravotnické zafizeni jmenuje osobu, ktera
bude jednat jako hlavni kontaktni osoba pro otazky
tykajici se ochrany osobnich Gdaji a prav subjekti
dat uplatiiovanych subjekty dat v souvislosti se
zpracovanim jejich osobnich Gdaji a v souvislosti s
touto smlouvou (dale jen ,,Zadost subjektu udaji*).
Kontaktni osoba zdravotnického =zafizeni preda
veskeré zalezitosti zadavateli nebo pfipadné
zadavatelovu zastupci z EU pro otazky GDPR.
Zdravotnické zafizeni dale na zakladé priméreného
pozadavku zadavatele poskytne zadavateli veskeré
informace, podnikne jakékoli kroky a poskytne
zadavateli soucinnost, jak miize byt vyzadovéno pro
ucely reakce na Zadost subjektu dat.

(e) Zdravotnické zafizeni bude zadavatele ihned
pisemné informovat o jakémkoli domnélém nebo
zndmém poruSeni zabezpeceni osobnich tdajf, a to
nejpozdéji do dvaceti Etyf (24) hodin od zjisténi
takového naruSeni, a v pfipadé potieby poskytne
zadavateli soulinnost a spolupraci. Zadavatel
rozhodne, ktera strana bude v piipadé potieby
informovat pfislu$né dozorové organy nebo subjekty
dat. Zdravotnické zafizeni zavede podle pokynt
dodatend uCinné technickd a  organizaéni
bezpecnosti



(f) Subject to the terms and authorizations set forth
in the ICF signed by each Study Subject, Personal
Data of Study Subjects shall not be disclosed to
Sponsor, CRO or any third parties by Institution,
except where it is permitted by Data Protection
Laws and necessary to satisfy the requirements of
the Protocol or in relation to a claim or proceeding
brought by a Study Subject in connection with the
Study.

2. STUDY DRUG AND MATERIALS; SAFETY
REPORTING; RECORDS; MONITORING

2.1 Study Drug and Materials. Rigel shall supply
Rigel-controlled documents including patient
surveys (described below) and Study Drug
necessary for the performance of the Study.
Institution and all Study Personnel shall:

(a) use Study Drug solely to perform the Study and
for no other purpose,

(b) account for and keep a written inventory of all
Study materials (including, but not limited to, Study
Drug), in accordance with the Protocol and
Instructions;

(c) use diagnostic tests, bodily fluids, tissue
biopsies, data or other materials collected for the
Study solely for purposes of the Study, as specified
in the Protocol; and

(d) return to Rigel (or destroy, at Rigel’s option) all
unused supplies of Study Drug upon conclusion or
termination of the Study.

(e) use Licensed Patient Surveys only as specified in
the Protocol and as instructed by Rigel.

Study Materials for this Study include surveys
licensed by Rigel from a third party (“Licensed
Patient Surveys”) that will be administered to Patients
at the Study Site. Institution and Investigator
understand and agree that such Licensed Patient
Surveys are proprietary to the third party licensor and
must be used and administered in strict accordance
with the protocol and Rigel’s instructions. Institution
may not use, copy, distribute or store the Licensed
Patient Surveys except as expressly provided in the
Protocol or as otherwise instructed by Rigel. All data

() Pti splnéni podminek a opravnéni stanovenych v
dohodé ICF podepsané kazdym studijnim subjektem
nesdéli zdravotnické zafizeni osobni idaje studijnich
subjektl zadavateli, CRO ani zadnym tietim stranam
s vyjimkou udajl, které jsou povoleny zidkony o
ochran€ osobnich idaji a jsou nezbytné ke splnéni
pozadavki protokolu nebo v souvislosti s narokem
nebo fizenim vznesenym studijnim subjektem v
souvislosti se studii.

2. HODNOCENY PRIPRAVEK A MATERIALY,
HLASENI 0o BEZPECNOSTI, ZAZNAMY,
MONITOROVANi

2.1 Hodnoceny pfipravek a materidly. Spole¢nost
Rigel doda dokumenty fizené spolecnosti Rigel,
véetné dotaznikli pacientl (popsdny niZe), a
hodnoceny pfipravek nezbytny pro provadéni studie.
Zdravotnické zafizeni a vSichni pracovnici studie
budou:

(a) pouzivat hodnoceny piipravek vylu¢né pro
provadéni studie a k Zzddnému jinému ucelu,

(b) odpovidat za a vést pisemny inventdrni seznam
vSech materiali studie (mimo jiné vdetné
hodnoceného pfipravku) v souladu s protokolem a
pokyny;

(c) pouzivat diagnostické testy, télesné tekutiny,
tkanové  biopsie, udaje ¢i jiné materidly
nashromazdéné ze studie vyluéné pro fGcely studie,
jak je uvedeno v protokolu; a

(d) vrati spole¢nosti Rigel (nebo zlikviduji, dle volby
spoletnosti  Rigel) veskeré nepouzité zasoby
hodnoceného ptipravku po dokonéeni nebo ukonceni
studie.

(e) pouzivat licencované dotazniky pro pacienty
pouze tak, jak je uvedeno v protokolu, a dle pokyni
spolegnosti Rigel.

Materidly studie pro tuto studii zahrnuji dotazniky
pro pacienty, na néZ ma spoleénost Rigel udélenu
licenci od tfeti strany (dale jen ,licencované
dotazniky pro pacienty*), které budou rozdany
pacientim na pracoviSti studie. Zdravotnické
zafizeni a zkouSejici rozumi tomu a souhlasi s tim, Ze
takovéto licencované dotazniky pro pacienty jsou
vlastnictvim tfeti strany a musi byt pouZivany a
spravovany v pfisném souladu s protokolem a
pokyny spole¢nosti Rigel. Zdravotnické zafizeni
nesmi licencované dotazniky pro pacienty pouzivat,



collected from the use of the Licensed Patient Surveys
is the deemed Confidential Information of Rigel, as
defined in 3.0.

2.2 Safety Reporting. Site shall notify Rigel and
CRO within twenty-four (24) hours of the
occurrence of any serious adverse event pursuant to
the terms of the Protocol. Site shall document and
report adverse events, and shall notify the IEC and
other regulatory authorities of any such adverse
events according to the procedures specified in the
Protocol, and in accordance with Applicable laws,
including but not limited to ICH-E2A and the
European  Union  Directive  20001/20/EC.
Investigator and the Institution shall each provide all
reasonable assistance to Rigel to allow Rigel to
comply with all applicable requirements.

2.3 Reports:  Records  Maintenance  and

Retention.

(a) Investigator shall provide Rigel and CRO with
periodic written reports during the course of the
Study as the Protocol requires and/or as Rigel or
CRO requests, as well as a written close-out report
of the Study.

(b) Institution shall record, and shall ensure that all
Study Personnel record, all data (including, without
limitation, case report forms (“CRFs”), laboratory
work sheets, reports and findings) generated as a
result of conducting the Study (collectively, the
“Study Data”) in a timely, accurate, complete, and
legible manner in the form described in the Protocol.
Investigator shall review all subject case report
forms to ensure their accuracy and completeness,
and assist the Rigel’s representatives and CRO upon
their request to promptly resolve any discrepancies
or errors contained in the CRFs and in performing
random audits on Study Subjects’ records,
laboratory reports, or other raw data sources
underlying the data recorded on the CRFs.
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kopirovat, 3$ifit ¢i skladovat vyjma toho, jak je
vyslovné uvedeno v protokolu ¢i jak ho bude jinak
spoleCnost Rigel instruovat. Veskeré udaje
nashromazdéné  prostfednictvim licencovanych
dotaznikl pro pacienty jsou povazovany za divérné
informace spole¢nosti Rigel, jak je definovano v
bodu 3.0.

2.2 HlaSeni o bezpe€nosti. Pracovi§té bude
informovat spoleénosti Rigel a CRO do dvaceti ctyt
(24) hodin od vyskytu jakékoli zdvazné nezadouci
ptihody podle podminek protokolu. Pracovist€ bude
dokumentovat a oznami nezadouci pfihody a bude
informovat NEK a daldi regulaéni organy o
veSkerych takovych nezidoucich pifihodach podle
postupli stanovenych v protokolu a v souladu s
platnymi pravnimi pfedpisy, mimo jiné vcetné
pokyni ICH-E2A a smémice Evropské unie
20001/20/ES. Zkousejici i zdravotnické zafizeni
poskytnou spole€nosti Rigel veskerou nezbytnou
soudinnost, aby ji umoznili dodrzet v§echny pfislu§né
poZadavky.

2.3 Zpravy, vedeni a uchovavani zdznamu.

(a) Zkousejici bude poskytovat spole€nosti Rigel a
CRO pravidelné pisemné zpravy v pribéhu studie,
jak je vyzadovano protokolem a/nebo jak pozaduje
spolecnost Rigel nebo CRO, jakoZ i pisemnou zpravu
pii ukonceni studie.

(b) Zdravotnické zafizeni bude zaznamenavat a
zajisti, aby vSichni pracovnici studie zaznamenavali
veskeré udaje (mimo jiné véetné zaznami subjektd
studie (case report form, déale jen ,,CRF“),
laboratornich pracovnich listl, zprdv a nélezh)
generované v dusledku provadéni studie (spolecné
déale jen ,udaje ze studie*“) véas, pfesné, Upln¢ a
citelné formou popsanou v protokolu. Zkousejici
bude kontrolovat viechny zaznamy subjektl studie,
aby byla zaji$téna jejich pfesnost a tiplnost, a bude na
Zadost spoleénosti Rigel a CRO pomahat jejich
zastupcim bezodkladné vyiesit jakékoli
nesrovnalosti &i chyby obsazené ve formulatich CRF
a pfi provadéni nahodnych audit zaznami subjekti
studie, laboratornich zprav ¢&i dalSich zdrojt
primarnich udaji, které jsou podkladem pro udaje
zaznamenané v CRF.



(c) Institution shall retain Study Data and Study-
related documents (including but not limited to,
documents facilitating identification of the Study
Subjects and correspondence with the IEC) until the
earlier of: (i) 15 years; (i) 2 years after the last
approval of a marketing application in an
International Conference on Harmonisation region;
or (iii) 2 years after the formal discontinuation by
Rigel of clinical development of the Study Drug.
Site shall not destroy any such records during
retention until it has obtained Rigel’s prior written
permission to do so. If Site stores any Study
documentation off-site from Institution, Institution
shall notify CRO and Rigel of the storage location
and any changes of such location. Institution shall
provide Rigel with ninety (90) days written notice
prior to destroying any documents covered by this
Section 2.3(c), and, if requested by Rigel, shall
make such documents available for Rigel to take and
retain, each at Rigel’s sole expense.

24 Monitoring. Institution shall permit
frequent monitoring visits to Study Site by monitors
appointed by Rigel or CRO. At monitoring visits,
Rigel monitors shall discuss Study progress with
Investigator and other Study Personnel. Monitors
shall have the right to review, verify, and copy all
Study Data including, without limitation, original
reports of laboratory tests and examination findings,
and all other notes, charts, reports, or memoranda
relating to Study Subjects.

2.5 Inspection and Assistance with Regulatory
Matters.
(a) Governmental or regulatory authorities may

perform audits or inspections of Study Site during
and after completion or termination of the Study,
and Institution, and Investigator shall allow access
to the Study Site, make documents available and, if
necessary, provide further requested information.

(b) If a governmental or regulatory authority
(for example, the FDA or EMA) requests or
performs an inspection of Study Site, Institution
shall immediately notify Rigel and CRO by
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(c) Zdravotnické zafizeni bude uchovévat tdaje ze
studie a dokumenty souvisejici se studii (mimo jiné
véetné dokumentii usnadiyjicich  identifikaci
subjekti studie a korespondence s NEK) podle toho,
co nastane dfive: (i) po dobu 15 let; (ii) 2 roky po
poslednim schvéleni zadosti o rozhodnuti o registraci
v regionu Mezinarodni konference pro harmonizaci;
nebo (iii) 2 roky po formalnim ukonéeni klinického
vyvoje hodnoceného pfipravku spoleénosti Rigel.
Pracovisté v pribéhu uchovavani nezlikviduje Zadné
takové zaznamy, dokud nedostane predchozi
pisemné svoleni spolecnosti Rigel, Zze tak mizZe -
uéinit. Pokud pracovisté skladuje jakoukoli
dokumentaci studie mimo zdravotnické zafizeni,
bude zdravotnické zafizeni informovat CRO a
spolenost Rigel o mist€¢ ulozeni a jakychkoli
zménach takového mista. Zdravotnické zafizeni bude
informovat spolenost Rigel devadesat (90) dni
pfedem pred likvidaci jakychkoli dokumentd, jichz
se tento bod 2.3(c) tykd, a pokud o to bude
spolecnosti Rigel pozadano, da ji takové dokumenty
k dispozici, aby je mohla prevzit a uchovat, a to
vyluéné na naklady spole€nosti Rigel.

24 Monitorovéani. Zdravotnické zatizeni umozni
casté monitorovaci navstévy pracoviSté studie ze
strany monitorll jmenovanych spole¢nosti Rigel nebo
CRO. Pii monitorovacich navstévach projednaji
monitofi spolecnosti Rigel se zkouSejicim a dal§imi
pracovniky studie jeji pokroky. Monitofi budou mit
pravo kontrolovat, ovéfovat a kopirovat veskeré
udaje ze studie, mimo jiné véetné originalnich zprav
o laboratornich testech a nalezii vySetfeni a
vesSkerych dalSich poznamek, diagrami, zprav ¢i
internich zprav tykajicich se subjektii studie.

2.5 Kontrola a pomoc pfi regulaénich
zalezitostech.

(a) Statni ¢&i reguladni organy mohou provadét
audity ¢i kontroly pracovisté studie béhem studie a
po jejim dokonéeni ¢i ukondeni a zdravotnické
zafizeni a zkouSejici umoZni pfistup na pracovisté
studie, daji k dispozici dokumenty, a pokud to bude
nutné, poskytnou dalsi poZzadované informace.

(b) Pokud statni ¢&i regulaéni organ (napiiklad
FDA nebo EMA) poziadia o kontrolu nebo bude
provadét kontrolu na pracovisti studie, bude
zdravotnické  zafizeni  okamzité  informovat



telephone, email or fax and allow either or both of
CRO and Rigel to be present and provide, review
and comment on any responses that Institution may
be required to make. Institution shall provide to
CRO copies of all materials, correspondence,
statements, forms and records that Institution
receives, obtains, provides or generates pursuant to
any such inspection, which CRO may provide to
Rigel.

(© At Rigel’s request and expense, Institution
and/or Investigator, as appropriate, shall assist Rigel
in the preparation and submission of investigational
new drug applications, new drug applications, and
any other pre-market applications relating to the
Study as may be required by the FDA, EMA, or
other regulatory authorities and shall attend
meetings with such regulatory agencies regarding
such applications.

3. CONFIDENTIALITY

3.1 Confidential Information. Any and all: (a)
Study Drug; (b) oral, written and other proprietary
material (such as, but not limited to, reports on the
Study Drug, the Protocol and data and reports) that
CRO and/or Rigel provide to Institution,
Investigator or other Study Personnel; and (c¢) Study
Data, information, findings, results, samples, slides,
and laboratory work sheets developed, generated or
obtained by Institution, Investigator or other Study
Personnel as a result of performing the Study

(collectively, “Study Results”) shall be Rigel’s
confidential information (*Confidential
Information”).

3.2 Obligations. Institution shall keep, and shall
ensure that Investigator and all other Study
Personnel keep, all Confidential Information
confidential and shall not disclose any Confidential
Information to any third party or use any
Confidential Information except as may be
authorized by Rigel’s prior written consent.
Institution and Study Personnel may use such
Confidential Information only to the extent required
to perform the Study or as otherwise expressly
permitted herein, and for no other purpose.
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spolecnost Rigel a CRO telefonicky, e-mailem nebo
faxem a umozni, aby jak CRO, tak spole¢nost Rigel
byly pfitomny a zajiStovaly, kontrolovaly a
vyjadiovaly se k jakymkoli reakcim, které mohou byt
od zdravotnického zafizeni vyZzadovany.
Zdravotnické zafizeni poskytne CRO kopie
veskerych materialli, korespondence, prohlaseni,
formulafd a zaznami, které zdravotnické zatizeni
obdrzi, ziska, poskytne nebo vygeneruje na zakladé
jakékoli takové kontroly, které CRO mize
poskytnout spole¢nosti Rigel.

() Na Zadost a na néklady spole¢nosti Rigel
bude zdravotnické zafizeni a/nebo piipadné
zkousejici pomahat spolecnosti Rigel pfi pfipravé a
podani Zadosti o registraci nového hodnoceného
léciva, Zadosti o registraci nového lé¢iva a veSkerych
dalSich Zadosti pied uvedenim na trh vztahujicich se
ke studii, které mohou byt vyZzadovany FDA, EMA
¢i dalSimi regulacnimi organy a budou se ucastnit
jednani s takovymi regulaénimi agenturami ohledng
takovych zadosti.

3. DUVERNOST

31 Diivérné informace. Veskeré: (a) hodnoceny
ptipravek; (b) dstni, pisemné a jiné chranéné
materidly (jako napf. zpravy o hodnoceném
pfipravku, protokol, udaje a zpravy), kter¢ CRO
a/nebo spole€nost Rigel poskytne zdravotnickému
zatizeni, zkouSejicimu ¢i dal§im pracovnikim studie;
a (c¢) udaje ze studie, informace, nalezy, vysledky,
vzorky, snimky a laboratorni pracovni listy vyvinuté,
vygenerované €i ziskané zdravotnickym zafizenim,
zkouSejicim nebo dal$imi pracovniky studie v
diisledku provadéni studie (spoleéné dale jen
»vysledky studie®) budou diivérnymi informacemi
spole¢nosti Rigel (dal jen ,,diivérné informace®).

3.2 Zavazky. Zdravotnické zatizeni bude zachovavat .
divérnost veskerych divérnych informaci a nesdéli
7adné divérné informace zadné tfeti strané ani je
nepouzije vyjma toho, jak miZe byt povoleno
predchozim pisemnym souhlasem spoleénosti Rigel
a zajisti, aby zkousejici a dal8i pracovnici studie ¢inili
totéz. Zdravotnické zafizeni a pracovnici studie
mohou pouzivat takové diivérné informace pouze v
rozsahu pozadovaném k provadéni studie ¢i jinak
vyslovné v této smlouvé povoleném a k Zadnému
jinému ucelu.



3.3 Exceptions. The non-disclosure and restricted
use obligations in Section 3.2 shall not apply to
information that:

(a) is otherwise publicly available through no
fault of Study Personnel or Institution;

(b) was known to Study Personnel or Institution
prior to receiving it either directly or indirectly from
Rigel or CRO under this Agreement, as
demonstrated by written records predating the date
it was learned by Investigator or Institution from
Rigel;

(© is disclosed to Study Personnel or
Institution by a third party without violation of law
or any obligation of confidentiality to Rigel; or

(d) can be shown by written records of
Institution to have been independently developed by
Study Personnel or Institution without reference to
or reliance upon any Confidential Information.

34 Required Disclosure. Notwithstanding any
other provision of this Agreement, Institution and
Investigator may disclose Confidential Information
solely as required by applicable governmental law,
rule, regulation or order, provided that Institution
first: (a) promptly notifies CRO and Rigel of such
disclosure requirement; and (b) reasonably
cooperates at CRO’s or Rigel’s request in any
efforts to obtain a protective order for, exemption
from or limitation on such disclosure.

3.5 Expiration or Termination. Institution shall
return all Confidential Information to Rigel or
Rigel’s designee promptly upon the earlier of
termination or expiration of this Agreement or upon
Rigel’s demand for whatever reason. Section 3 shall
survive and continue for ten (10) years after
expiration or termination of this Agreement.

4. PUBLICITY AND PUBLICATION
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3.3 Vyjimky. Zévazky ohledné nesdélovani a
omezeného pouziti v bodu 3.2 se nebudou tykat
informaci, které:

(a) jsou jinak vefejné dostupné bez zavinéni
pracovniki studie ¢i zdravotnického zatizeni;

(b) byly znamy pracovnikim studie ¢&i
zdravotnickému zafizeni predtim, neZ je pfimo ¢&i
nepiimo obdrzeli od spolecnosti Rigel ¢i CRO podle
této smlouvy, jak je prokdzano pisemnymi zédznamy
zkousSejici nebo zdravotnické zatizeni dozvédéli od
spolecnosti Rigel;

(© jsou sdéleny pracovnikiim studie i
zdravotnickému zafizeni tfeti stranou, aniZ by byl
porusen zakon nebo jakykoli zavazek divérnosti vici
spole€nosti Rigel; nebo

(d) lze  prokdzat  pisemnymi  ziznamy
zdravotnického zafizeni, Ze byly nezavisle vytvofeny
pracovniky studie ¢i zdravotnickym zafizenim bez
odkazu ¢&i spoléhani se na jakékoli divérné
informace.

34 VyZadované sd€leni. Bez ohledu na jakékoli
jiné ustanoveni této smlouvy miZe zdravotnické
zafizeni a zkouSejici sdélit divérné informace
vyhradné tak, jak je poZadovano platnym vladnim
zékonem, pravidlem, predpisem ¢i prikazem, za
predpokladu, Ze zdravotnické zatizeni nejprve: (a)
bude bezodkladn€ informovat CRO a spole¢nost
Rigel o jakémkoli takovém pozadavku na sdéleni; a
(b) bude na zadost CRO nebo spole€nosti Rigel
pfiméfené spolupracovat pti veSkerych snahach o
ziskani ochranného piikazu na osvobozeni od
takového sdéleni ¢i jeho omezeni.

35 Uplynuti __ platnosti _nebo _ ukondéeni.
Zdravotnické zafizeni wvrati veSkeré dhvémné
informace spole¢nosti Rigel nebo jejimu uréenému
zastupci bezodkladné po uplynuti platnosti nebo
ukonceni této smlouvy nebo na zadost spoleénosti
Rigel z jakéhokoli diivodu podle toho, co nastane
drive. Odstavec 3 zistane v platnosti a jeho platnost
potrva po dobu deseti (10) let po uplynuti platnosti
nebo ukonceni této smlouvy.

4. PUBLICITA A PUBLIKACE



4.1 Publicity. Neither Party shall use the name
of the other Party nor of the other Party’s employees
nor any of their trademarks without the other Party’s
prior written approval. Rigel may, without prior
consent, identify Institution as the entity that
conducted the Study, and may identify Investigator
as conducting the Study at Institution.

4.2 Publication.

(a) Institution and Investigator acknowledge that the
Study is a multi-center study, and that the first
publication of Study Results shall be based on
consolidated data from all Study Sites analyzed
according to the Protocol.

(b) Upon the first to occur of: the first publication of
consolidated Study data described in Section 4.2(a);
or the date that is eighteen (18) months after the
issuance of the final Study report for the multi-
center Study; Site shall have the right to prepare for
publication the general results of the Study obtained
at Study Site, excluding raw data and CRFs. Site
shall submit any such proposed publication to Rigel
for review and comment at least sixty (60) days
before submission for publication, presentation,
public dissemination or review by a program
committee. Rigel shall have the right to require, and
Site shall implement, appropriate amendments or
deletions to any proposed publication or
presentation to address Rigel’s objections on
reasonable grounds including, without limitation:

(i) to ensure the accuracy of the presentation
or publication;

(ii) to remove proprietary or Confidential
Information;

(iii) to enable Rigel to secure intellectual
property rights; or

(iv) to include relevant supplementary
information.

© If Rigel objects to a proposed publication or
presentation on the grounds that it contains
patentable subject matter, Site shall refrain from
making such proposed publication or presentation
for the time that Rigel reasonably requests to allow
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4.1 Publicita. Zadna ze smluvnich stran nebude
pouZzivat jméno druhé smluvni strany ani Zadného ze
zaméstnanci druhé smluvni strany, ani Zadnou z
jejich  ochrannych znamek bez pfedchoziho
pisemného souhlasu druhé smluvni strany.
Spole¢nost Rigel miize bez predchoziho souhlasu
uvést zdravotnické zafizeni jako subjekt, ktery studii
provadél, a mlze uvést zkousejiciho jako
provadéjiciho studii ve zdravotnickém zafizeni.

4.2 Publikace.

(a) Zdravotnické zatizeni a zkouSejici berou na
védomi, Ze studie je multicentrickou studii a Ze prvni
publikace vysledk(i studie se bude zakladat na
konsolidovanych udajich ze vSech pracovist' studie
analyzovanych podle protokolu.

(b) Poté, co dojde k prvni z néasledujicich situaci:
prvni publikaci konsolidovanych adaji ze studie
popsané v bodu 4.2(a); nebo nastane datum, které je
osmnact (18) mésicti po vydani koneéné zpravy o
studii pro multicentrickou studii; bude mit pracovisté
pravo pfipravit k publikaci obecné vysledky studie
ziskané na pracovisti studie, vyjma primarnich udajt
a formulafi CRF. Pracovisté predlozi jakoukoli
takovou navrhovanou publikaci spolecnosti Rigel ke
kontrole a pfipominkam alespori Sedesat (60) dni
pied predlozenim ke zvefejnéni, prezentaci,
vefejnym rozsifenim nebo kontrole programovym
vyborem. = Spolenost Rigel bude mit pravo
pozadovat a pracovisté zapracuje priméfené dodatky
nebo vymazy do jakékoli navrhované publikace nebo
prezentace, aby se vyfesily namitky spoleCnosti Rigel
z opravnénych divodii, mimo jiné véetné:

0
publikace;

(i) odstranénich chranénych ¢&i ddvérnych
informaci;

(iii) umoznéni spolecnosti Rigel, aby si
zajistila prava dusevniho vlastnictvi; nebo

(iv) zahrnuti relevantnich dopliujicich
informaci.

zajisténi  pfesnosti prezentace ¢&i

(¢) Pokud ma spolenost Rigel namitky vici
navrhované publikaci ¢i prezentaci z davodi, Ze
obsahuje patentovatelny obsah, zdrzi se pracoviité
navrhované publikace i prezentace po dobu, kterou
bude spolecnost Rigel pfiméiené pozadovat, aby ji
bylo umoznéno podat patentovou piihlasku



the filing of patent application(s) directed to such
patentable subject matter.

(d) Rigel, Investigator and other clinical
investigators involved in the Study shall determine
by mutual agreement the authorship of any
publications relating to the Study.

5. PROPRIETARY STUDY
INVENTIONS

INFORMATION;

5.1 Proprietary Information. All documents, data,
know-how, formulas and Study Drug provided to
Institution or Study Personnel for purposes of the
Study are and shall remain Rigel's exclusive
property. Rigel does not grant or transfer by this
Agreement or otherwise (including by implication
or estoppel), and Investigator and Institution
(including Study Personnel, and Institution’s
employees and agents), shall not acquire, any right,
title or interest of any kind whatsoever with respect
to the Study Data, Study Drug, Protocol or Study
Results or any patent rights, copyright rights,
trademark rights or other intellectual property or
proprietary rights therein.

52 Study Inventions.

(a) Any inventions, ideas, works of authorship,
know-how or discoveries made, conceived, or
reduced to practice by Institution, Investigator, other
Study Personnel or Institution agents, contractors or
employees, in connection with the conduct the
Study or that are related to the Protocol or Study
Drug and any use, formulation or modification of
the foregoing (“Study Inventions™) are and shall be
the sole and exclusive property of Rigel. Rigel shall
own all right, title and interest in such Study
Inventions including all intellectual property rights
therein.

(b) Institution, Investigator and other Study Personnel
shall disclose to Rigel all Study Inventions fully and
promptly in writing to an authorized representative
of Rigel. Institution and Investigator hereby
irrevocably transfer and assign to Rigel their entire
right, title and interest in and to Study Inventions
and intellectual property rights therein and waive all
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(patentové  pfihlasky) tykajici se takového

patentovatelného obsahu.

(d) Spolecnost Rigel, zkouSejici a dal$i klinicti
zkousejici zapojeni do studie stanovi vzdjemnou
dohodou autorstvi veskerych publikaci tykajicich se
studie.

5. CHRANENE INFORMACE, VYNALEZY STUDIE

5.1 Chranéné informace. V8echny dokumenty, tidaje,
know-how, vzorce a hodnoceny ptipravek
poskytnuté zdravotnickému zafizeni ¢i pracovnikiim
studie pro Gcely studie jsou a zlistanou vyhradnim
vlastnictvim spole¢nosti Rigel. Spole¢nost Rigel k
nim neudéluje ani nepfevadi touto smlouvou ani
Jinak (v€etné mlicky pfijimaného disledku ¢i
prekazky uplatnéni zalobniho naroku) a zkousejici
ani zdravotnické zafizeni (vCetné pracovniki studie a
zaméstnancli a zastupcl zdravotnického zafizeni)
neziska zadné pravo, narok ¢i podil jakéhokoli druhu
s ohledem na udaje ze studie, hodnoceny pfipravek,
protokol ¢i vysledky studie nebo jakékoli patentova
prava, autorska prava, prava k ochrannym znamkam
¢i jind prava dusevniho vlastnictvi ¢i majetkova
préava.

5.2 Vynélezy studie.

(a) Veskeré vynalezy, napady, autorska dila, know-
how ¢i objevy udinéné, vymyslené ¢i zavedené do
praxe zdravotnickym zafizenim, zkouSejicim,
dal$imi pracovniky studie ¢i zastupci, dodavateli ¢i
zaméstnanci zdravotnického zatizeni v souvislosti s
provadénim studie nebo ty, které se vztahuji k
protokolu ¢i hodnocenému pfipravku a jakémukoli
pouZiti, pfipravé ¢i tprave vySe uvedeného (dale jen
»vynalezy studie”) jsou a budou vyhradnim
vlastnictvim spolecnosti Rigel. Spolecnost Rigel
bude vlastnit vesSkerd prava, naroky ¢i podil na
takovych vynalezech studie, vetné veskerych prav
duSevniho vlastnictvi k nim.

(b) Zdravotnické zafizeni, zkousejici a dalsi
pracovnici studie budou plné a bezodkladné pisemné
informovat spoleénost Rigel o vSech vynalezech
studie tak, Ze budou informovat opravnéného
zastupce spolenosti Rigel. Zdravotnické zafizeni a
zkouSejici timto neodvolatelné prevadi a postupuji
spole€nosti Rigel svd veSkerd prava, naroky na



moral rights thereto. Institution shall take
appropriate steps to ensure that all Study Personnel
are obligated to assign all rights, title and interest
any such personnel may have in all Study Inventions
and shall cooperate to effect the foregoing
assignment to Rigel.

(c) Rigel, in its sole discretion, may file and prosecute
in its own name, and at its own expense, applications
for letters patent on any patentable information
derived from the Study Inventions or Study Results.
Investigator, Institution and all of Institution’s
employees and agents shall promptly make all
statements, execute such documents and take such
other actions as Rigel deems necessary or
reasonably useful for Rigel to secure title to or to
apply for, prosecute, secure, maintain, exploit or
enforce any intellectual property right in a Study
Invention.

6. CONSIDERATION

6.1  Consideration. As consideration for
performance of the Study pursuant to the terms of
this Agreement, Rigel shall pay or shall ensure that
its designee pays on Rigel’s behalf, Institution in
accordance with the Budget and Payment Schedule
appended to this Agreement as Exhibit A. These
amounts are fully inclusive for all services provided
and expenses incurred in connection with the Study,
and include, without limitation, all applicable direct
and indirect costs, overheads, taxes, fees and other
assessments due Institution, Investigator, Study
Personnel and others providing any services or
goods in connection with the Study. Institution and
Investigator agree that all payments are made solely
for the performance of activities relating to the
Study and for no other purpose.

6.2 Taxes. Institution assumes full and
exclusive  responsibility and liability for
withholding and paying, as may be required by
applicable law with respect to, assessed against, or
measured by Institution’s earnings hereunder, any
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takové vynalezy studie a podil na nich a prava
dusevniho viastnictvi k nim a vzdavaji se veskerych
moralnich prdv na né. Zdravotnické zafizeni
podnikne odpovidajici kroky, aby bylo zajisténo, ze
budou vSichni pracovnici studie povinni postoupit
takova prava, naroky a podil, které takovi pracovnici
mohou mit ke vSem vynalezim studie, a budou
spolupracovat pii uskutecnéni vysSe uvedeného
postoupeni spolecnosti Rigel.

(c) Spolecnost Rigel miZe na zakladé svého
vyluéného uvazeni podat svym vlastnim jménem a na
své vlastni naklady patentové ptihlasky u jakychkoli
patentovatelnych informaci odvozenych z vynélezi
studie ¢i vysledkd studie a pokracovat v nich.
ZkouSejici, zdravotnické =zafizeni a  vSichni
zaméstnanci a zastupci zdravotnického zafizeni
bezodkladné udini takovd prohlaseni, vyhotovi
takové dokumenty a piijmou takové dalsi opatien,
ktera bude spolecnost Rigel povaZovat za nezbytna ¢i
pfiméfené uziteCna, aby si spolecnost Rigel zajistila
narok ¢i aby pozadala o jakékoli pravo dusevniho
vlastnictvi k vyndlezu studie, dale v ném
pokradovala, zajistila si jej, udrzovala jej, vyuZivala
jej ¢i jej uplatiiovala.

6. PROTIPLNENI

6.1 Protiplnéni. Jako protiplnéni za provadéni studie
podle podminek této smlouvy zaplati spolecnost
Rigel &i zajisti, aby jeji urCeny zastupce zaplatil
jménem spolecnosti Rigel zdravotnickému zafizeni v
souladu s rozpoftem a harmonogramem plateb
prilozenym k této smlouvé jako ptiloha A. Tyto
castky zcela zahmuji veSkeré poskytnuté sluzby a
vydaje vzniklé v souvislosti se studif a zahrnuji mimo
jiné vSechny prislusné pfimé a nepiimé naklady,
rezijni ndklady, dang, poplatky a veskera dalsi
stanoveni hodnoty splatna zdravotnickému zafizeni,
zkouSejicimu, pracovnikiim studie a dalSim za
poskytovani veskerych sluzeb v souvislosti se studii.
Zdravotnické zatizeni a zkousSejici souhlasi s tim, Ze
veSkeré platby jsou ucinény vylu¢né za provadeéni
¢innosti vztahujicich se ke studii a za Zadnym jinym
tcelem.

6.2 Dang. Zdravotnické zafizeni piebira tiplnou
a vyluénou odpovédnost a rudeni za sraZeni a
zaplaceni tak, jak maze byt pozadovano platnym
pfedpisem s ohledem na pfijmy zdravotnického
zafizeni na zakladé této smlouvy, podle nich



sales, use or value-added taxes (hereinafter "transfer
taxes") or any taxes and contributions with respect
to Institution’s employees’ wages, or salaries or
other contributions paid to Institution’s employees
or other personnel, regardless of whether such
individuals are Institution employees or
independent contractors. Institution agrees to make
all returns and/or reports required in connection
therewith.

6.3 Reporting. Institution understands and
acknowledges, and shall ensure that Study

Personnel understand and acknowledge, that Rigel
shall disclose the nature of the relationship
contemplated by this Agreement, including details
pertaining to any payment or transfers of value
(including non-monetary items of value) by Rigel to
Institution or Study Personnel; or any payment or
transfers of value by Rigel to any entity or individual
at the request of or designated on behalf of
Institution, or Study personnel. Institution agrees
(and shall require all Study Personnel to agree) to
provide to Rigel any information needed to fulfill
such tracking and reporting requirements.

6.4 Fair Market Value, Rigel and Institution
agree that the compensation being paid to Institution
under this Agreement constitutes the fair market
value of the services to be provided hereunder. No
amounts paid under this Agreement are intended to
be for, nor shall they be construed as, an offer or
payment for any explicit or implicit agreement to
purchase, prescribe, recommend, or provide a
favorable formulary status for any drugs, devices,
products or services of Rigel.

6.5 Billing. Institution shall not bill any Study
subject, insurer, or governmental agency for any
products, services or expenses provided or paid for
by Rigel.

6.6 Invoices. Institution shall prepare and
provide to Rigel’s CRO, as set forth in Exhibit A, an
invoice for payment of fees due for site visits and
pass-through costs. Each such invoice shall
separately identify the amounts due for each Study
visit completed on a per-Patient basis. To assist the
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stanovenych ¢i vymeérenych, veskerych prodejnich
dani ¢i dani z pifidané hodnoty (déale jen ,dané z
prevodu®) ¢i veskerych dani a pfispévkil s ohledem
na mzdy a platy & jiné piispévky placené
zaméstnanciim zdravotnického zafizeni &i jinym
pracovnikiim bez ohledu na to, zda jsou tito jedinci
zaméstnanci zdravotnického zatizeni ¢i nezavislymi
dodavateli. Zdravotnické zafizeni souhlasi s tim, ze
uCini veskerda pfiznani a/nebo podd zpravy
pozadované v této souvislosti.

6.3 HlaSeni informaci. Zdravotnické zafizeni rozumi
tomu a bere na védomi a zajisti, aby pracovnici studie
rozumeli tomu a brali na védomi, Ze spole¢nost Rigel
oznami povahu vztahu zamys$leného touto smlouvou,
véetné podrobnosti tykajicich se jakékoli platby &i
prevodli hodnot (véetné nepenéznich hodnotnych
polozek) spole€nosti Rigel zdravotnickému zafizeni
¢i pracovnikim studie; &i jakoukoli platbu nebo
ptevod hodnot spole€nosti Rigel jakémukoli subjektu
¢i jednotlivei na pozadani zdravotnického zafizeni &i
uréenou jménem zdravotnického zafizeni nebo
pracovniki studie. Zdravotnické zafizeni souhlasi (a
bude vyzadovat, aby vSichni pracovnici studie
souhlasili), Ze poskytne spole€nosti Rigel veskeré
informace potiebné ke splnéni takovych pozadavkid
sledovani a hlaSeni informaci.

6.4 Primeéfena trzni hodnota. Spolecnost Rigel a
zdravotnické zafizeni souhlasi s tim, Ze odména
placena zdravotnickému zafizeni podle této smlouvy
predstavuje pfimérenou trzni hodnotu sluzeb, které
podle ni maji byt poskytovany. Zadné &astky
zaplacené podle této smlouvy nejsou zamysleny ani
nebudou interpretovany jako jakakoli nabidka ci
platba za explicitni ¢&i implicitni dohodu o
nakupovéni, pfedepisovani, doporucovani ¢i zajisteéni
pfiznivého umisténi v lékopisu pro jakakoli 1é¢iva,
zatizeni, vyrobky ¢i sluzby spole€nosti Rigel.

6.5 Uttovéani. Zdravotnické zafizeni nebude
uctovat Zzadnému subjektu hodnoceni, pojistovné ¢&i
statni agentufe zadné vyrobky, sluzby ¢&i vydaje
poskytnuté i zaplacené spolecnosti Rigel.

6.6 Faktury. Zdravotnické zafizeni pfipravi a
poskytne CRO spole€nosti Rigel fakturu na platbu
poplatki splatnych za névstévy na pracoviSti a na
prabézné naklady, jak je uvedeno v piiloze A.. Kazda
takova faktura bude samostatné uvadét castky splatné
za kazdou absolvovanou navstévu ve studii na



Institution in preparing invoices, Rigel’s CRO will
provide the Institution’s financial representative on
a quarterly basis with a PRO-FORMA SITE VISIT
AND RELATED PROCEDURES SUMMARY
(CALCULATION) as reported in the EDC system
for per-Patient site visits that are eligible for
payment. The Institution should use the summary
to prepare its invoice in accordance with local tax
regulations. Valid and complete invoices for site
visits will be processed for payment with 45 days of
receipt after Rigel’s CRO acceptance and
verification including, Rigel’s CRO receipt,
auditing and approval of completed eCRFs and
other required Study documentation. The date of
service delivery for tax purposes shall be deemed
the date of receipt of the Calculation by the
Institution.

Pass-through expenses, if any, must be
separately invoiced as they occur and must include
sufficient detail on the date, type and amount
expenses of incurred in order to facilitate approval
and processing of payments. Payments due on
properly prepared invoices for pass-through
expenses will be processed in forty-five (45) days.
Invoicing and payment terms are included in greater

zéklad¢ dle pacientd. Aby spole¢nost Rigel pomohla
zdravotnickému zafizeni pfi pfipravé faktur, bude
kazdé Ctvrtleti CRO spolecnosti Rigel poskytovat
finan¢nimu zastupci zdravotnického zatizeni PRO-
FORMA SOUHRN NAVSTEV A
SOUVISEJICICH POSTUPU NA PRACOVISTI
(KALKULACE), jak je hlaSen v systému pro
elektronicky zaznam dat (electronic data capture,
EDC) pro navstévy na pracoviSti za pacienta, kde
existuje narok na platbu. Zdravotnické zafizeni by
mélo tento souhrn pouZit pro pfipravu své faktury v
souladu s mistnimi dafiovymi predpisy. Platné a
Gplné faktury za navstévy na pracovisti budou
zpracovany k platbé do 45 dni od pfijeti CRO
spolecnosti Rigel a jejiho ovéfeni, véetné pfijeti,
zkontrolovani a  odsouhlaseni  vyplnénych
elektronickych formulaii CRF a dal$i pozadované
dokumentace studie. Datem zdanitelného plnéni je
den doruceni kalkulace do Zdravotnického zafizeni.
Pribézné vydaje, paklize existuji, musi byt
fakturovany oddélené tak, jak vznikaji, a musi
obsahovat dostateéné udaje o datu, typu a Castce
vzniklych vydajli, aby se usnadnilo schvalovéni a
zpracovani plateb. Platby splatné na zakladé fadné
pfipravenych faktur za prib&zné vydaje budou
zpracovany do Ctyficeti péti (45) dni.
Fakturace a platebni podminky jsou podrobnéji

detail in Exhibit A.

7. INDEMNIFICATION

7.1 Rigel Indemnification. Subject to Section 7.2,
Rigel shall defend and hold harmless Institution,
Investigator, Study Personnel and their employees
and agents (“Institution Indemnitees”) from and
against any and all third party liabilities, and
expenses arising from third party claims, actions and
lawsuits (“Claims”) for property damage, personal
injury, or death resulting in whole or in part from
Institution and Investigator’s proper conduct of the
Study in strict accordance with the Protocol.
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obsazeny v pfiloze A.

7. ODSKODNEN]

7.1 Qdskodnéni spole€nosti Rigel. S vyjimkou bodu
7.2 bude spole¢nost Rigel obhajovat a zprosti
odpovédnosti zdravotnické zafizeni, zkouSejiciho,
pracovniky studie a jejich zaméstnance a zastupce
(dale jen ,,odskodiiované osoby zdravotnického
zafizeni*) za veSkeré pohledavky tretich stran a
vydaje vznikajici z narokid tfetich stran, Zalob a
soudnich spord (dale jen ,,ndroky*) za Skody na
majetku, $kodu na zdravi ¢i umrti zcela nebo z¢asti
vznikajici v disledku fadného provadéni studie ze
strany zdravotnického zafizeni a zkouSejiciho v
pfisném souladu s protokolem.




7.2 Exceptions. Notwithstanding anything to the
contrary in this Agreement, neither Rigel nor CRO
shall be liable to or held responsible by Institution
Indemnitees for any Claims arising from, nor shall
Section 7.1 apply with respect to:

(a) negligence or wilful misconduct on the
part of Institution, Investigator, Study Personnel, or
their employees, subcontractors, agents or affiliates;

(b) malpractice, act, error or omission in the
rendering of professional services or advice by the
Investigator, Institution, Study Personnel or their
employees, subcontractors, agents or affiliates;

(c) activities by Institution, Investigator,
Study Personnel or their employees, subcontractors,
agents or affiliates that are contrary to any
Applicable Laws, the Protocol, this Agreement, or
Instructions;

(d) unauthorized representations or
warranties made by Institution, Investigator, Study
Personnel, or their employees, subcontractors,
agents or affiliates concerning the Study Drug; or

(e) the failure to obtain written informed
consent of any Study Subject in compliance with
this Agreement or any Applicable Law.

7.3 Conditions. Rigel’s agreement to indemnify,
defend and hold Institution Indemnitees harmless is
conditioned on the Institution Indemnitees: (a)
providing written notice to Rigel of any claim,
demand, cause of action or suit arising out of the
Institution Indemnitees’ activities within twenty
(20) days after the Institution Indemnitees have
received written notice of such claim, demand or
action; (b) permitting Rigel to assume full
responsibility to investigate, prepare for and defend
against any such claim, demand, causes of action or
suit; (c) assisting Rigel, at Rigel’s reasonable
expense, in the investigation of, preparation for and
defense of any such claim, demand, causes of action
or suit; and (d) not compromising or settling such
claim, demand, cause or action or suit, without
Rigel’s prior written consent. IN NO EVENT
WILL RIGEL BE RESPONSIBLE FOR LOST
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7.2 Vyjimky. Bez ohledu na cokoli, co je v této
smlouvé uvedeno odlisné€, nebudou ani spoleénost
Rigel, ani CRO odpovédné ¢i Cinény odpovédné ze
strany  odSkodfiovanych osob  zdravotnického
zafizeni za jakékoli naroky vznikajici na zakladé
nasledujiciho, ani nebude platit bod 7.1 s ohledem na:

(a) nedbalost ¢i umysIné nespravné chovani
ze strany zdravotnického zafizeni, zkousejiciho,
pracovnikii studie nebo jejich zaméstnanci,
subdodavatelti, zastupct ¢i pficlenénych osob;

(b) zanedbani povinné péde, jednani, chybu
¢i opomenuti pfi poskytovani profesionalnich sluzeb
¢i rady ze strany zkousejicitho, zdravotnického
zatizeni, pracovniki studie nebo jejich zaméstnanci,
subdodavateli, zastupcii ¢i pfi¢lenénych osob;

(c) dcinnosti ze strany zdravotnického
zafizeni, zkouSejiciho, pracovniki studie nebo jejich
zamestnanct, subdodavateli, zastupcli i
piclenénych osob, které jsou v rozporu s jakymikoli
platnymi pradvnimi predpisy, protokolem, touto
smlouvou nebo pokyny;

(d) nepovolena prohlaseni &i zaruky ucinéna
ze strany zdravotnického zafizeni, zkousejiciho,
pracovniki studie nebo jejich zaméstnanci,
subdodavatelli, zastupcd ¢i prilenénych osob
tykajici se hodnoceného piipravku; nebo

(e) neziskani pisemného informovaného
souhlasu kteréhokoli subjektu studie v souladu s
touto smlouvou nebo jakymikoli platnymi pravnimi
piedpisy.

7.3 Podminky. Souhlas spoleénosti Rigel, ze
odskodni, bude obhajovat a zprosti odpovédnosti
odSkodnované osoby zdravotnického zafizeni je
podminén  tim, Ze  odskodfiované  osoby
zdravotnického zafizeni: (a) poskytnou pisemné
oznameni spolecnosti Rigel o jakémkoli naroku,
pozadavku, Zalobnim diivodu ¢i sporu vznikajicim na

zékladé ¢innosti odskodriovanych osob
zdravotnického zafizeni do dvaceti (20) dni poté, co
odSkodniované osoby zdravotnického zafizeni

obdrZely pisemné oznameni o takovém néroku,
pozadavku ¢i Zalobé; (b) umozni spolenosti Rigel,
aby prevzala plnou odpovédnost za vySetfovani,
piipravu a obranu proti jakémukoli takovému naroku,
poZadavku, zalobnim divodim &i sporu; (c) budou
pomahat spole€nosti Rigel, za pfiméfenych vydaji
spole¢nosti Rigel, pfi vySetfovani, pfipravé a obrané
proti jakémukoli takovému naroku, poZadavku,



PROFITS OR ANY INDIRECT, SPECIAL, OR
CONSEQUENTIAL LOSS OR DAMAGE.

7.4 Institution Responsible. Institution shall be
fully and solely responsible for any and all
liabilities, expenses and arising from third party
claims, actions, and lawsuits for property damage,
personal injury or death arising directly or indirectly
from the Institution’s, Institution’s employees’
(including Investigator and Study Persomnnel) or
Institution’s subcontractors’, agents’ or affiliates’:
(a) willfulness, recklessness, negligence or
misconduct under this Agreement; (b) breach of any
covenant, representation, or warranty under this
Agreement; (c) failure to adhere to the Protocol or
to Instructions concerning administration and use of
Study Drug; (d) malpractice, act, error or omission
in the rendering of professional services or advice;
or (e) violation of Applicable Laws.

8. INSURANCE AND SUBJECT INJURY

8.1 Rigel Insurance. Rigel represents and warrants
that it has and shall maintain a policy of insurance
sufficient to support its liability obligations assumed
herein in compliance with local laws and
regulations. Rigel shall maintain such policy during
the term of this Agreement, and, if such policy is on
a claims-made basis, for three (3) years after
expiration or termination of this Agreement or the
length of time required by local law or regulation.

8.2 Institution Insurance. Institution represents and
warrants that it has and shall maintain in accordance
with applicable legal regulations insurance of its
liability for damages caused in connection with
provision of medical services. Institution shall
provide Rigel with certificate of such insurance
upon request
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Zalobnim divodiim ¢i sporu; a (d) neuzaviou smirné
narovnani nebo nevypofadaji takovy narok,
pozadavek, Zalobnim diivod &i spor bez pfedchoziho
pisemného souhlasu spole¢nosti Rigel. V ZADNEM
PRIPADE NEBUDE SPOLECNOST RIGEL

ODPOVEDNA ZA USLE ZISKY CI ZA
JAKEKOLI ~ NEPRIME,  ZVLASTN[ (I
NASLEDNE ZTRATY NEBO SKODY.

7.4 Odpovédnost __zdravotnického __zafizeni.

Zdravotnické zafizeni bude zcela a vyhradné
odpovédné za veSkeré pohledavky a vydaje
vznikajici z naroki tfetich stran, zalob a soudnich
sporti za $kody na majetku, $kodu na zdravi &i umrti
vznikajici pfimo ¢i nepfimo ze strany zdravotnického

zafizeni, zaméstnanci zdravotnického zafizeni
(vCetné  zkouSejictho a pracovnikli  studie)
subdodavateli, zastupc ¢&i pficlenénych osob

zdravotnického zafizeni na zakladé: (a) svévole,
bezohlednosti, nedbalosti ¢i nespravného chovani
podle této smlouvy; (b) poruSeni jakéhokoli zdvazku,
prohlaSeni nebo zaruky podle této smlouvy; (c)
nedodrzeni protokolu ¢&i pokynit tykajicich se
podavani a pouZivani hodnoceného pfipravku; (d)
zanedbani povinné péce, jedndni, chyby ¢&i
opomenuti pii poskytovani profesionalnich sluzeb &i
rady; nebo (e) poruseni platnych pravnich predpisi.

8. POJISTENI A UJMA SUBJEKTUM

8.1 Pojisténi spole€nosti Rigel. Spole¢nost Rigel
prohlasuje a zaruCuje, Ze ma a bude udrzovat
pojistnou smlouvu, ktera je dostate¢na na podporu
jejich zavazki odpovédnosti prevzatych touto
smlouvou v souladu s mistnimi zdkony a predpisy.
Spolecnost Rigel bude takovou pojistku udrzovat po
dobu platnosti této smlouvy, a pokud je takova
pojistka na principu uplatnénych narokd, ‘pak po
dobu tfi (3) let po uplynuti platnosti nebo ukondeni
této smlouvy ¢&i po dobu vyZzadovanou mistnim
zdkonem nebo piedpisem.

8.2 PojiSténi zdravotnického zafizeni. Zdravotnické
zafizeni prohlaSuje a zaruCuje, Ze ma a bude
v souladu s pfislusnymi pravnimi pfedpisy udrzovat
pojisténi své odpovédnosti za Skodu zpilisobenou
v souvislosti s poskytovanim zdravotnich sluzeb. Na
vyzadani poskytne zdravotnické zatizeni spole¢nosti
Rigel pojistny certifikat.




8.3 Subject Injury. Institution shall provide
medical treatment to Study Subjects who suffer an
adverse reaction or injury during the Study. Rigel
shall reimburse Institution for the actual and
reasonable costs of providing such medical
treatment, to the extent the adverse reaction or injury
was directly caused by the correct administration of
the Study Drug or by the Protocol procedures.
Rigel’s obligation to reimburse Institution shall not
apply where such adverse reaction or injury is
caused by the negligence or misconduct of
Institution, Investigator or other Study Personnel, or
where such adverse reaction or injury is caused by a
pre-existing medical condition or underlying
disease of the Study Subject.

8.4 Study Subject Withdrawal. If at any time
during the Study, Institution, Investigator or Rigel
reasonably conclude that any Study Subject should
immediately be withdrawn from administration of
the Study Drug, the Parties shall cooperate to safely
withdraw such Study Subject.

9. REPRESENTATIONS AND WARRANTIES

9.1 Legal Authority. Institution represents and
warrants that it has the legal authority to enter into
this Agreement and that the terms of this Agreement
are not in conflict with any other contracts to which
it is legally bound. Institution shall not enter into
any agreement or engage in any activities that would
materially impair its ability to complete the Study in
accordance with this Agreement and the Protocol.

9.2 Study Inventions Assignment. Institution
represents and warrants that its employees and

agents, including Investigator, are, and shall
continue to be, contractually obliged to assign to
Institution all right, title and interest to Study Data
and Study Inventions.

9.3 NO _STUDY DRUG WARRANTIES.
SPONSOR MAKES NO WARRANTIES,
EXPRESS OR IMPLIED, REGARDING THE
STUDY DRUG, INCLUDING WITHOUT
LIMITATION THE IMPLIED WARRANTIES OF

MERCHANTABILITY, FITNESS FOR A
PARTICULAR  PURPOSE AND  NON-
INFRINGEMENT. INSTITUTION
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8.3 Ujma _subjektd. Zdravotnické zafizeni
poskytne [é€bu subjektiim studie, ktefi béhem studie
utrpi nezadouci u¢inek ¢i Gjmu. Spole¢nost Rigel
uhradi zdravotnickému zatizeni skute¢né a pfiméfené
naklady na poskytnuti takové lééby v rozsahu, v
némZ byly nezadouci u€inek ¢&i djma pfimo
zplisobeny spravnym podavanim hodnoceného
pfipravku &i postupy protokolu. Zavazky spole¢nosti
Rigel uhradit ndklady zdravotnickému zafizeni
nebudou platit tam, kde jsou nezadouci Ginek &i
jma zpisobeny nedbalosti nebo nespravnym
chovanim ze strany zdravotnického zafizeni,
zkousSejictho ¢i jinych pracovnikid studie nebo kde
jsou nezadouci uéinek ¢&i Gjma zpilsobeny diive
existujicim zdravotnim stavem ¢&i  zakladnim
onemocnénim subjektu studie.

8.4 Vytazeni subjektu studie. Pokud kdykoli
béhem studie divodné dospéji zdravotnicke zafizeni,
zkousejici nebo spoleénost Rigel k zavéru, ze by mél
byt subjekt studie okamzité vyfazen z podavani
hodnoceného pfipravku, budou smluvni strany
spolupracovat na bezpeéném vyfazeni takového
subjektu studie.

9. PROHLASEN{ A ZARUKY

9.1 Zakonnd pravomoc. Zdravotnické zafizeni
prohlaSuje a zarucuje, Ze ma zakonnou pravomoc
uzavfit tuto smlouvu a Ze podminky této smlouvy
nejsou v rozporu s Zadnymi jinymi smlouvami, jimiz
je pravné vazano. Zdravotnické zafizeni neuzavie
Zadnou smlouvu ani se nezapoji do Zadnych &innosti,
které by podstatné zhorSily jeho schopnost dokondit
studii v souladu s touto smlouvou a protokolem.

9.2 Postoupeni vynalezii studie. Zdravotnické
zatizeni prohlasuje a zarucuje, Ze jeho zaméstnanci a
zastupci, véetné zkousejiciho, jsou a budou i nadale
smluvné povinni postoupit zdravotnickému zafizeni
veskera prava, naroky &i podil na tdajich ze studie a
vynalezech studie.

9.3  ZADNE ZARUKY OHLEDNE
HODNOCENEHO PRIPRAVKU. ZADAVATEL
NECINI ZADNE ZARUKY, VYSLOVNE ANI
ODVOZENE, TYKAJICI SE HODNOCENEHO

PRIPRAVKU, MIMO JINE VCETNE
ODVOZENYCH ZARUK  PRODEJNOSTI,
VHODNOSTI PRO KONKRETNI UCEL A
NEPORUSENI  PRAV.  ZDRAVOTNICKE



ACKNOWLEDGES THAT SPONSOR CANNOT
GUARANTEE THE SAFETY, NON-TOXICITY,
FITNESS OR EFFICACY OF THE STUDY
DRUG.

10. TERM AND TERMINATION

10.1 Term. This Agreement shall become effective
upon the Validity Date and continue in full force and
effect until: (a) Rigel has received all completed
CRFs from Institution; (b) Institution has resolved
all data clarification queries, and submitted the
close-out report to the IEC and to Rigel to Rigel’s
satisfaction; and (c) Rigel has made all payments,
reimbursements and refunds due under this
Agreement. The expected completion date of the
Study at the Site will depend on when Patients are
randomized. Study treatment is expected to have a
duration of six (6) months from the date of
randomization, therefore, the Study will be
completed at the Site approximately 6 months after
the last patient is randomized.

10.2 Termination by Rigel. Rigel may terminate
this Agreement upon written notice to Institution
for any or no reason including, but not limited to, any
of the following:

(a) Rigel terminates the Study at all sites;

(b) the IEC or a governmental regulatory authority
of applicable jurisdiction orders termination of the
Study at Institution; or

(c) Investigator does not comply with the Protocol
or this Agreement, or Institution or Investigator
otherwise materially breach this Agreement and do
not cure such breach within thirty (30) days of
receiving written notice of such breach from CRO
or Rigel.

10.3 Termination for Safety Reasons.

(a) Institution shall promptly notify CRO and
Rigel if the IEC is considering or receives a request
that the Study at Institution should be discontinued
due to safety, efficacy or ethical concerns. If the IEC
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ZARIZENI BERE NA VEDOMI, ZE ZADAVATEL
NEMUZE ZARUCIT BEZPECNOST,
NETOXICITU, VHODNOST CI UCINNOST
HODNOCENEHO PRIPRAVKU.

10. DOBA TRVANI SMLOUVY A JEJI UKONCENI

10.1 Doba trvani smlouvy. Tato smlouva nabude
acinnosti k datu platnosti a bude piné platnou a
uéinnou, dokud: (a) spole€nost Rigel neobdrzi od
zdravotnického zatizeni viechny vyplnéné formulare
CRF; (b) dokud zdravotnické zatizeni nevyie$i
vSechny dotazy ohledné objasnéni Gidaji a nepredlozi
zpravu pii ukonceni studie NEK a spole¢nosti Rigel
ke spokojenosti spolecnosti Rigel; a (c) spole€nost
Rigel neucini vSechny platby, thrady a nahrady
splatné podle této smlouvy. Datum oekavaného
dokoneni studie v misté pracovi§té (v misté
provadéni klinické studie) bude zaviset na terminu
randomizace pacientli. Oc¢ekava se, Ze studijni [écba
bude probihat po dobu 3esti (6) mésicii od data
randomizace, tudiz, studie bude v misté pracovisté
ukoncena pfiblizné do 6 mésici poté, co bude
randomizovan posledni pacient.

10.2 Ukonleni ze strany spoleénosti Rigel.
Spole¢nost Rigel miiZze tuto smlouvu ukonéit na
zakladé pisemné vypovédi zdravotnickému zafizeni
z jakéhokoli dlivodu ¢&i bez uvedeni divodu, mimo
jiné véetné cehokoli nasledujiciho:

(a) spolecnost Rigel ukonéi studii na vSech

pracovistich;

(b) NEK ¢i statni regulacni organ piislusné jurisdikce
nafidi ukonleni studie v zdravotnickém zafizeni;
nebo

(c) ZkouSejici nedodrzi protokol &i tuto smlouvu
nebo zdravotnické zafizeni &i zkouSejici jinak
podstatné porusi tuto smlouvu a nenapravi takové
poruseni do tficeti (30) dni od obdrZeni pisemného
ozndmeni o takovém poruSeni od CRO nebo od
spole¢nosti Rigel.

10.3 Ukonéeni z diivodi bezpecnosti.

(a) Zdravotnické zatizeni bude bezodkladné
informovat CRO a spoleénost Rigel, pokud bude
NEK zvazovat nebo obdrzi Zadost, Ze by studie v
zdravotnické zafizenim méla byt zastavena kvili



orders termination of the Study at Institution,
Institution may terminate the Study and this
Agreement immediately upon written notice to Rigel
and CRO.

(b) Further, Institution may suspend the
Study if, using good medical judgment, the
Investigator has a legitimate concern for the
immediate health and safety of the Study Subjects.
Any such suspension of the Study directed by
Investigator shall be supported by a written statement
to Rigel explaining the reason for the suspension.

10.4 Surviving Provisions. Termination of this
Agreement by any Party for any reason shall not
affect the rights and obligations of the Parties
accrued prior to the effective date of termination of
this Agreement. The following provisions shall
survive expiration or termination of this Agreement:
Sections 1.2, 2.1, 2.3, 2.5, 10.4, 11.5 and 11.8 and
Articles 3,4, 5,7, 8and 9.

11. GENERAL

11.1Relationship. For the purposes of this
Agreement, the Parties are independent contractors
and nothing contained in this Agreement shall be
construed to place them in the relationship of
partners, principal and agent, employer and
employee or joint venturers. Neither Party shall
have the power or right to bind or obligate the other
Party, or hold itself out as having such authority.

11.2 Entire Agreement; Amendments; Waiver. This
Agreement, including any attachments referenced
herein and the Protocol constitute the entire, final,
complete and exclusive understanding of Rigel and
Institution concerning the Study. If there is a
conflict between the terms of this Agreement and
the Protocol, the terms of this Agreement shall
govern, except for conflicts related to matters of
medicine, science, safety and conduct of the Study
which shall be govermed by the terms of the
Protocol. This Agreement may be executed in
counterparts. No changes, amendments or
alterations shall be effective unless in writing and
signed by both Parties. No waiver, expressed or
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bezpeénosti, ucinnosti nebo etickym obavam. Pokud
NEK nafidi ukonceni studie v zdravotnickém
zafizeni, muZe zdravotnické zatizeni ukondit studii a
tuto smlouvu okamzité na zakladé pisemné vypovédi
spole¢nosti Rigel a CRO. ‘

(b) Dale muze zdravotnické zafizeni
pozastavit studii, pokud bude mit zkouSejici na
zékladé = spravného lékaiského usudku legitimni
obavy o bezprostfedni zdravotni stav a bezpecnost
subjekti studie. Jakékoli takové pozastaveni studie
nafizené zkousejicim bude podloZzeno pisemnym
prohlaSenim spole¢nosti Rigel vysvétlujicim diivod
pozastaveni.

10.4 Pretrvavajici ustanoveni. Ukonceni této
smlouvy kteroukoli smluvni stranou z jakéhokoli
diivodu neovlivni prava a povinnosti smluvnich stran
vzniklé pied datem Gcinnosti ukonceni této smlouvy.
Nasledujici ustanoveni ziistanou v platnosti 1 po
uplynuti platnosti nebo ukonceni této smlouvy: Body
1.2,2.1,2.3,2.5,104,11.5a 11.8 a¢lanky 3, 4, 5, 7,
8a0.

11. OBECNA USTANOVENI

11.1 Vztah. Pro cely této smlouvy jsou smluvni
strany nezavislymi dodavateli a nic z toho, co je v
této smlouvé obsaZeno, nebude vykiidano tak, Ze je
stavi do pozice spolecnikii, zmocnitele a zmocnénce,
zaméstnavatele a zaméstnance <¢&i  spoleCnych
obchodnikéi. Zadna ze smluvnich stran nebude mit
pravomoc ani pravo zavazovat druhou smluvni
stranu, ani o sob& nebude moci prohlaSovat, Ze
takovou pravomoc ma.

11.2 Uplna dohoda, dodatky, zfeknuti se prav. Tato
smlouva, vCetné veskerych dodatkd v ni zminénych
a protokolu predstavuji celé, konecné, uplné a
vyhradni  ujednani  spolenosti  Rigel a
zdravotnického zatizeni tykajici se studie. Pokud
existuje rozpor mezi podminkami této smlouvy a
protokolem, budou urcujicimi podminky této
smlouvy, vyjma rozport tykajicich se zalezitosti
mediciny, védy, bezpecnosti a provadéni studie, které
se budou fidit podminkami protokolu. Tato smlouva
mize byt vyhotovena ve stejnopisech. Zadné zmény,
dodatky ¢i pozménéni nebudou Géinné, pokud
nebudou ulinény pisemn€é a podepsany obéma
smluvnimi stranami. Zadné zfeknuti se prava,




implied, shall be a continuing or subsequent waiver
of the particular right or obligation.

11.3 Assignment. Any purported assignment or
delegation by Institution or Investigator of this
Agreement or their obligations under this
Agreement shall be void without Rigel’s advance
written consent. Rigel reserves the right to assign or
transfer this Agreement or any of the rights or
obligations under this Agreement.

11.4 Subcontracting. Institution will not retain any
subcontractor to perform any of its obligations under
this Agreement without the prior written consent of
Rigel. Institution will remain liable for performance
of any obligations subcontracted with such consent.

11.5 Severability. Any provision in this Agreement
determined by proper judicial authority to be invalid
or unenforceable shall be revised by agreement of
the Parties to the extent necessary to avoid the
remainder of the Agreement being invalid or
unenforceable.

11.6 Notice. Any notice or consent required to be
given under this Agreement must be in writing and
sent to the other Party either: (a) via an
internationally recognized delivery service with
‘guaranteed next business day delivery, which shall
be deemed delivered one (1) day after deposit with
such camrier; or (b) by confirmed facsimile
transmission or PDF document via email which
shall be deemed delivered at the beginning of the
next regular business day following successful
transmission, provided that the sending Party
confirms such facsimile or email transmission by
written letter on the same day, sent by registered or
certified air mail, postage prepaid, return receipt
requested. Notices shall include reference to Study
C-935788-057 and be forwarded to the following:

If to Sponsor:

Rigel Pharmaceuticals, Inc.,
1180 Veterans Boulevard,
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vyslovné ¢i odvozené, nebude trvalym ¢i naslednym
zieknutim se konkrétniho prava ¢i zavazku.

11.3 Postoupeni. Jakékoli zamySlené postoupeni ¢i
delegovani této smlouvy zdravotnickym zafizenim &i
zkouSejicim ¢i jejich zdvazklu podle této smlouvy
bude neplatné bez piedchoziho pisemného souhlasu
spolecnosti Rigel. Spole¢nost Rigel si vyhrazuje
pravo postoupit nebo prevést tuto smlouvu nebo
jakakoli z prav nebo povinnosti podle této smlouvy.

11.4 Uzavirdni subkontrakti. Zdravotnické zafizeni
si neponechd Zzadného subdodavatele, ktery by
provadél kterykoli z jeho zavazki podle této smlouvy
bez piedchoziho pisemného souhlasu spolec¢nosti
Rigel. Zdravotnické zatizeni zlstane odpovédné za
pinéni jakychkoli zavazk(, na néZ jsou uzavieny
subkontrakty s takovym souhlasem.

11.5 Oddélitelnost. Jakékoli ustanovent této smlouvy
ur€ené fadnym soudnim organem za neplatné nebo
nevymahatelné bude revidovano dohodou smluvnich
stran v takovém rozsahu, ktery je nezbytny, aby se
zabranilo tomu, aby byl zbytek smlouvy neplatnym
nebo nevymahatelnym.

11.6 Ozndmeni. Jakékoli oznameni nebo souhlas,
které jsou pozadovany, aby byly podle této smlouvy
poskytnuty, musi byt uinény pisemne a zaslany
druhé smluvni strané bud: (a) prostiednictvim
mezinarodné uznavané dorudovaci sluzby s
garantovanym doru¢enim dal§i pracovni den, coZ
bude povaZovano za dorucené jeden (1) den po
uloZeni u takového piepravce; nebo (b) potvrzenym
faxovym prenosem nebo prostiednictvim PDF
dokumentu zaslaného e-mailem, coZz bude
povazovano za dorucené na zacatku dalsiho bézného
pracovniho dne po Uspé$ném pienosu za
pedpokladu, Ze odesilajici smluvni strana potvrdi
téhoz dne takovy faxovy nebo e-mailovy pienos
pisemnym dopisem, zaslanym doporuéenou nebo
certifikovanou leteckou postou s predplacenym
poStovhym a s dorucenkou. Oznameni budou
obsahovat odkaz na studii C-935788-057 a budou
odeslany nasledovné:

Pro Zadavatele:

Rigel Pharmaceuticals, Inc.,
1180 Veterans Boulevard,



South San Francisco, California 94080,
USA

Attention: Legal Department
Facsimile: 650-624-1101

Email: contracts@rigel.com

If to Institution:

Fakultni nemocnice Brno
Address: Jihlavska 20, 625 00 Brno,
Czech Republic

Attention:

11.7 Force Majeure. . If either Party’s
performance of this ‘Agreement is prevented,
restricted or delayed (either totally or in part) for
reasons beyond their reasonable control and is not
due to their action or inaction the affected Party
shall, upon giving notice to the other Party, be
excused from such performance to the extent of such
prevention, restriction or delay; provided, that, the
affected Party shall use commercially reasonable
efforts to avoid or remove such causes of non-
performance and shall continue its performance
whenever such causes are removed.

11.8  Governing Law: Prevailing Language. This
Agreement shall be governed by the laws of Czech

Republic, without regard to any choice-of-law
principles. This Agreement has been written in the
English language. In the event of any inconsistency
between the Czech version and English version, the
Czech language version shall prevail. Any disputes
arising from this Agreement shall be resolved by
competent courts of Czech Republic.

11.9 Titles. Titles to Articles in this Agreement are
solely for convenience and are not a substantive part
of this Agreement.

11.10 The Parties acknowledge and agree this
Agreement and its possible Amendments are subject
to the mandatory disclosure in according with Act
no. 340/2015 Coll. on the Contract Register.
Sponsor shall provide a redacted version of this
Agreement prior to execution for the publishing

purpose.
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South San Francisco, Kalifornie 94080,
USA

Na védomi: Legal Department

Fax: 650-624-1101

E-mail: contracts@rigel.com

Pro zdravotnické zafizeni:

Fakultni nemocnice Brno
zi\dresa’: Jihlavska 20,625 00 Brno,
Ceska republika

Na vé_
Fax:-

E-mail: I

11.7  Vys8imoc. Pokud je kterékoli smluvni strané
zabranéno v plnéni této smlouvy, je pfi tomto plnéni
omezena nebo je toto opozdéno (bud’ zcela, nebo
¢astecne) z diivoda, které jsou mimo jeji pfimérenou
kontrolu, a neni to z divodu jejiho jednani ¢i
nedinnosti, bude zasazené smluvni strané na zakladé
oznameni druhé smluvni stran€ prominuto takové
pinéni v rozsahu takového zabranéni, omezeni ¢i
opozdeéni za pfedpokladu, ze zasazena smluvni strana
vynalozi komercéné pfiméfené usili, aby zabranila
takovym pfic¢inam neplnéni nebo je odstranila, a bude
pokracovat ve svém plnéni, jakmile budou takové
pticiny odstranény.

11.8  Rozhodné pravo. prednostni jazyk. Tato
smlouva se bude Fidit zakony Ceské republiky bez
ohledu na jakékoli zasady volby pravnich norem.
Tato smlouva byla sepsina v anglickém jazyce. V
piipadé jakéhokoli rozporu mezi Eeskou verzi a
anglickou verzi, bude mit prednost Ceska jazykova
verze. Pripadné spory vyplyvajici z této Smiouvy
budou feSeny prostiednictvim pfislusného soudu
Ceské republiky. ‘

11.9 Nadpisy. Nadpisy ¢lanki v této smlouvé jsou
uvedeny vyluéné pro pohodli a nejsou podstatnou
¢asti této smlouvy.

11.10 Smluvni strany timto berou na védomi a
souhlasi, ze tato smlouva a jeji pfipadné dodatky
podléhaji povinnému zvefejnéni v souladu se
zakonem ¢&. 340/2015 Sb., o registru smluv.
Zadavatel se zavazuje k dodéani redigované verze této
smlouvy pro zverejnéni jesté pied jejim podpisem.



IN WITNESS WHEREOF, the Parties hereto have duly executed this Agreement on the Validity Date / NA
DUKAZ CEHOZ smluvni strany této smlouvy Fadné uzaviely tuto smlouvu k datu platnosti.

FAKULTNIN EMOCNICE/B&}{ / RIGEL PHARMACEUTICATS. IXCQ\

By/Podepsal/a: By/Podepsal/a:

Name/Jméno Name/Iméno:

Date/Datum: 17 -10- 209 Date/Datum;___ |1 Xalwber w19
1
INVESTIGATOR / ZKOUSE.
s
(Signature) / (Podpis)

(Print Name and litle) / (Jmeno a titul tiskacim pismem)

7067 KNG

(Date) / (Datum)
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EXHIBIT A

BUDGET AND PAYMENT SCHEDULE
&
INVOICING INSTRUCTIONS

Protocol Number: C-935788-057
Institution: Fakultni nemocnice Brno

Principal Investigator: ||| G

CSc.

L. PER-PATIENT PAYMENTS

Per Patient payments shall be made on a per visit
basis and related procedures as set forth in the study
budget (the “Study Budget”) included as
Attachment 1 to this Exhibit A and incorporated
herein.

Per-Patient payments shall be made upon Rigel’s
CRO’s satisfactory review of all Study
documentation, including completed eCRFs. No
payment will be made for Patients with
unsatisfactory eCRFs or unresolved data
deficiencies in Study documentation. A completed
eCRF is one that is (i) signed by the Principal
Investigator when required and (ii) contains all
completed, verified information of the procedures
and scheduled assessments in accordance with the
Protocol. All eCRFs must be completed in
accordance with the Protocol and recorded in the
EDC system within five (5) days of completion of
the visit occurrence.

For every per-Patient payment owed, 10% of the
total payment will be withheld and paid out at the
completion of the Study as the final payment. The
final payment will be pro-rated upon verification of
actual completed Patient visits and procedures, and
will be issued approximately sixty (60) days after the
Study database is locked. Issuance of the final
payment is contingent upon Rigel’s acceptance of all
eCRF pages, and resolved data queries, as well as
the receipt and approval of any outstanding
regulatory documents.
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PRILOHA A

ROZPOCET A HARMONOGRAM PLATEB
&
POKYNY PRO FAKTURACI

Cislo protokolu: C-935788-057
Zdravotnické zarizeni: Fakultni nemocnice Brno

Hiavai zkousejic: [
1. PLATBY ZA PACIENTA

Platby za pacienta budou provadény na zakladé
jednotlivych navstév a souvisejicich postupd, jak je

uvedeno v rozpoctu studie (dale jen ,rozpocet
studie®) zahrnutém jako priloha 1 k této piiloze A
a zaclenéném do této smlouvy.

Platby za pacienta budou provedeny po uspokojivé
kontrole CRO  spolecnosti  Rigel  veSkeré
dokumentace studie, véetné vyplnénych
elektronickych formulaia CRF. Nebude
uskuteCnéna Z7a4dna platba za pacienty s
neuspokojivymi elektronickymi formulati CRF
nebo nedostatky v dokumentaci studie. Vyplnény
elektronicky formulai CRF je takovy, ktery je (i)
podepsan hlavnim zkousejicim, je-li to poZzadovano,
a (ii) obsahuje viechny vyplnéné, ovéiené informace
o postupech a planovanych vysetfenich v souladu s
protokolem. Vsechny elektronické formulafe CRF
musi byt vyplnény v souladu s protokolem a
zaznamenany v systému EDC do péti (5) dni po
absolvovani nav§tévy.

U kazdé dluzné platby za pacienta bude zadrzeno
10 % z celkové platby a toto bude vyplaceno pfi
dokonéeni studie jako konec¢na platba. Konecna
platba bude proporcionalné vypocétena po ovéfeni
skuteCnych absolvovanych néavstév pacientd a
postupli a bude vydana pfiblizné Sedesat (60) dni
poté, co bude uzaméena databaze studie. Vystaveni
koneéné platby je podminéno pfijetim vSech stran
elektronickych formulafi CRF spoleénosti Rigel a
vyfeSenymi dotazy na udaje, jakoZ i obdrzenim a
schvalenim  vSech  zbyvajicich  regulaénich
dokumentd.



Payments shall be issued on a quarterly basis within
sixty (60) days of completion of eCRFs for all
current visits in the applicable quarter.

In the event a Patient does not complete the entire
Study and is not a screen failure, Rigel shall
compensate Institution on a per-Patient prorated
basis based on visits completed in accordance with
the Protocol.

Payments shall be made on basis of issued invoices.
All amounts mentioned in the Attachment 1 are
excluding VAT. Invoice shall be issued by
Institution on basis of the calculation prepared by
Rigel’s CRO, within 15 days from the day of receipt
of the calculation by the Institution. The day of
receipt of calculation shall be deemed as the date of
service delivery for tax purposes. Contact person for

providing of the source for invoicing is [l

Calculation
shall be provided tor all items listed in the study
budget. Rigel’s CRO must identify all payments
with the reference symbol 11172019 or invoice
number assigned to this Study, in case of foreign
payment this number must be inserted to information
for the recipient field. Bank charges: SHA — payor
shall cover bank charges of payor’s bank, payee
shall cover bank charges of payee’s bank,
alternatively intermediate banks. Calculation of all
items listed in the budget will be provided by Rigel’s
CRO, Pharm-Olam, the authorized person for the
providing of calculation is
email:
may change upon notice to Institution by Rigel’s
CRO.

In the event of default with payments, Institution
shall be entitled to charge statutory interest on late
payments in accordance with prov. § 1970 of the
Civil Code.

In the event Rigel’s CRO does not provide the
calculation to Institution quarterly or in the event of
late payment, the Institution may suspend data entry
into the database until the relevant payment has been
made, provided that Institution has provided Rigel’s
CRO with prior notice that the calculation is missing
or that payment has not been issued. .
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|
I which

Platby budou vystaveny ¢tvrtletné a do Sedesati (60)
dni po dokonceni elektronickych formulari eCRF za
viechny aktualni navstévy v daném ctvrtleti.

V pfipad€, Ze pacient nedokonéi celou studii a
nejedna se o netispéiny screening, uhradi spolenost
Rigel zdravotnickému zafizeni pomérnou &ast za
pacienta na zadkladé navstév absolvovanych v
souladu s protokolem.

Platby budou provadény na zaklade faktury. Veskeré
¢astky uvedené v Pfiloze 1 jsou uvedeny bez DPH.
Faktura bude vystavena Zdravotnickym zafizenim
na zakladé kalkulace vytvofené CRO spoleénosti
Rigel, a to do 15 dnii ode dne doruceni kalkulace do
Zdravotnického zafizeni, ktery je zaroveni datem
zdanitelného plnéni. Kontaktni osoba pro zasilani
podkladi  pro  fakturaci

Kalkulace  bude
poskytnuta na veskere polozky uvedené v rozpoctu.
CRO spolecnosti Rigel je povinno pii kazdé platbé
disledng uvadét variabilni symbol €. 11172019 nebo
¢. faktury, tj. symbol piidéleny této Studii, pfi platbé
ze zahranicCi jej bude uvadét do zpravy pro pfijemce.
Bankovni poplatky: SHA — platce hradi poplatky
banky platce, piijemce hradi poplatky banky
pfijemce, popf. zprostfedkujicich bank. Kalkulaci na
veskeré polozky uvedené v rozpoctu poskytne CRO
spolecnosti Rigel, Pharm-Olam, osoba zodpovédna
za predloZeni kalkulace je | c 21!
ktera mizZe byt
na zakladé oznameni CRO spoleénosti Rigel
zménéna.

V ptipadé opozdénych plateb je Zdravotnické
zafizeni opravnéno Uctovat zakonny tirok z prodleni
v souladu s ust. § 1970 Obcanského zakoniku.

V ptipadé, ze CRO spoleCnosti Rigel nedoruéi
Zdravotnickému zatizeni kalkulaci nebo v pfipadé
pozdni Ghrady je Zdravotnické zafizeni opravnéno
pozastavit zadavani dat do databaze, a to az do
provedeni prislusné thrady, za pfedpokladu, Zze
Zdravotnické zatizeni poskytlo CRO spolecnosti
Rigel predchozi oznameni, Zze kalkulace nebyla
poskytnuta nebo Ze platba nebyla provedena.



II. SCREEN FAILURE REIMBURSEMENTS

Unless otherwise agreed, Rigel’s CRO will provide
reimbursement for three (3) Screen Failures at
Institution for everyone (1) Patient that is
randomized into the treatment phase of the Study. A
Screen Failure is defined as a Patient who has signed
the Informed Consent Form and Authorization and
who has undergone screening and/or run-in study
procedures, but was not randomized into the
treatment period of the Study. Any payments for
additional screen failures, i.e., more than the 3:1
ratio, will be at Rigel’s discretion and such
additional payments may be prorated based on
procedures completed.

HI. OTHER STUDY COSTS and PASS-
THROUGHS

Rigel’s CRO will reimburse for all administrative
payments, other study costs or pass-throughs,
including Study start-up payments, as anticipated by
the Budget in Attachment 1 upon receipt of an
invoice pursuant to Section 6.6 of the Agreement.
The reimbursement of the administrative fee has
been made prior to execution of this Agreement.
Invoices for pass-throughs, including Study start-up
payments, may be submitted to Rigel by Institution
at any time within 6 months from the end of the
Study. .

IV. TRAVEL EXPENSES AND ADVANCE
PAYMENT

In connection with this Study, Institution may
invoice Rigel’s CRO for payments made to subjects
for reimbursement of travel expenses (“Travel
Expenses”) at the flat rate of ||| Tvo
thousand Czech Crowns) per visit. Any amount over
must be
approved by Kigel Institution/Investigator will
require subjects to sign an acknowledgement of
receipt of the Travel Expense reimbursement
payment that will be retained at the site. The
estimated maximum subject Travel Expense
reimbursement for a subject who completes the full
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IL UHRADY ZA NEUSPESNY
SCREENING

Neni-li dohodnuto jinak, poskytne CRO spolecnosti
Rigel thradu za tii (3) nelspésné screeningy ve
Zdravotnickém zafizeni za kaZdého jednoho (1)
pacienta, ktery je randomizovan do léCebné faze
studie. Nelspésny screening je definovan jako
pacient, ktery podepsal formuladf informovaného
souhlasu a opravnéni a ktery absolvoval screening
a/nebo pfipravné postupy studie, ale nebyl
randomizovan do lé¢ebného obdobi studie. Veskeré
platby za dalSi netispésné screeningy, tj. ve vyS$im
pomeéru nez 3:1, budou na uvazeni spole¢nosti Rigel
a takové dal$i platby mohou byt pomérne
rozpocitany na zakladé absolvovanych postuptl.

IIL DALST NAKLADY STUDIE a PRUBEZNE
NAKLADY

CRO  spolecnosti  Rigel uhradi  vSechny
administrativni platby, dal$i naklady studie ¢i
prubéiné naklady, véemmé vstupnich plateb studie,
jak je predpoklddano rozpoctem v pfiloze 1 po
obdrzeni faktury podle bodu 6.6 smlouvy. Uhrada
administrativniho poplatku byla provedena pred
podpisem této smlouvy. Faktury za priibéZné
naklady vcetné vstupnich plateb studie mize
zdravotnicke zarizeni ptedkladat spolecnosti Rigel
b&hem 6 mésicii od ukonceni Studie.

IV. CESTOVNI NAHRADY A ZALOHOVA
PLATBA

V ramci této Studie je Zdravotnické zafizeni
opravnéno fakturovat CRO spole€nosti Rigel za
platby uskuteénéné viiéi subjektim hodnoceni,
pfedstavujici kompenzace cestovnich nahrad
a to v pausalni
1avstevu. Jakakoli castka
1usi byt nejdiive schvalena
spolecnosti Rigel. Zdravotnické
zatizeni/Zkousejici pozada subjekt hodnoceni o
podpis prohlaSeni o pfijeti kompenzace
cestovnich nadhrad, které bude ponechino v
Resitelském centru. Odhadovana maximaélni




Total amount representing the estimated Travel
Expenses shall be paid by Rigel’s CRO on basis of
advance invoice issued by the Institution after the
execution of the Agreement, in the amount of CZK
Travel
Expenses shall not represent and thus not be in
accordance with section 36 par 11 Act no. 235/2004
Coll., on Value Added Tax, as amended, included to
the tax base of Value Added Tax.

Institution shall reimburse the Travel Expenses to
Subjects immediately after every Subject visit
performed in accordance with the Protocol.

Upon depletion of portion of % of the advance
payment, Institution may issue following invoice at
the same amount as the previous invoice.

Upon Study completion, Institution will perform the
finance reconciliation and any unused Travel
Expense amount will be returned to Rigel’s CRO
immediately.

V. PAYMENT ADDRESS

All payments required hereunder shall be made
payable to:

Institution/Payee Name: Fakultni nemocnice Brno
Address: Jihlavska 20, 625 00 Brno,

Czech Republic,

Identification No: 652 69 705,

VAT No.: CZ65269705

Celkova céstka predstavujici odhadované
cestovni naklady bude wvyplacena CRO
spolecnosti Rigel na zakladé zalohové faktury
vystavené Zdravotnickym zafizenim po podpisu
Cestovni
nahrady se v souladu s § 36 odst. 11 zakona ¢.
235/2004 Sb., o dani z pridané hodnoty, ve znéni
pozdgjsich predpish, nezahrnuji do zakladu dané
z ptidané hodnoty.

Zdravotnické zafizeni se zavazuje proplacet
subjektim hodnoceni cestovni naklady, a to po
kazdé navstévé subjektu hodnoceni uskute€néné
v souladu s Protokolem.

Po vycerpani tii &tvrtin pausalu je Zdravotnické
zafizeni opravnéno vystavit dal§i fakturu, a to ve
stejné vysSi jako predchozi. Po ukonceni studie
Zdravotnické =zafizeni provede vyuCtovani a
pfipadnou nevycerpanou ¢ast neprodlené vrati CRO
spole¢nosti Rigel.

V. ADRESA PRO PLATBU

Veskeré platby vyzadované podle této smlouvy
budou splatné pro:

Fakultni nemocnice Brno
Adresa: Jihlavska 20, 625 00 Brno,
Ceska republika,

IC: 652 69 705,

DIC: CZ65269705

Payments shall be made to the bank account of
Institution set forth below. Any payment shall be
made and identified by the sorting code appointed
for this Study:
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Platby budou poskytnuty na Gcet Zdravotnického
zafizeni uvedeny niZe s variabilnim symbolem
pfidélenym pro tuto Studii:



Reference Symbol: 11172019 or invoice no.

Study Site will provide any applicable tax
identification number and bank information to
facilitate payment by Sponsor. Payment will be
made via electronic funds transfer (EFT).

VL. RIGEL’S CRO and INVOICING.
Sponsor’s CRO, Pharm-Olam, LLC located at 450
N. Sam Houston Parkway E., Suite 250 Houston,
Texas, USA and its affiliates (“Pharm-Olam™) will
administer payments from its bank account to the
payee listed above.

All invoice and payment related inquiries shall be
addressed  directed to  Pharm-Olam  at
poi_us.AcctPayable@pharm-olam.com or by mail
to:

Pharm-Olam, LLC

Attention: Accounts Payable

450 N. Sam Houston Pkwy., Suite 250
Houston TX 77060, USA

TAX ID: 83-2617750

Each invoice sent to Pharm-Olam shall include the
reference to  Sponsor, Protocol number,
Investigator name, site number and description of
invoiced procedures.
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Variabilni symbol: 11172019 nebo &islo faktury.

Pracovi§té studie poskytne platné dafiové
identifikaéni ¢islo a bankovni informace za GCelem
usnadnéni platby ze strany zadavatele. Platba bude
provedena elektronickym pfevodem finanénich

prostiedki (electronic funds transfer, EFT).

VI. CRO spole¢nosti RIGEL a FAKTURACE
CRO zadavatele, spole¢nost Pharm-Olam, LLC se
sidlem v 450 N. Sam Houston Parkway E., Suite
250 Houston, Texas, USA a jeji sesterské
spoleCnosti (dale jen ,Pharm-Olam®“) budou
zajiStovat platby ze svého bankovniho étu vyse
uvedenému pfijemci plateb.

Veskeré dotazy ohledné faktur a plateb budou
adresovany nebo smérovany na spole¢nost Pharm-
Olam na poi_us.AcctPayable@pharm-olam.com
nebo zasilany po$tou na adresu:

Pharm-Olam, LLC

Na védomi: Oddéleni zavazki z obchodniho styku
450 N. Sam Houston Pkwy., Suite 250

Houston TX 77060, USA

DIC: 832617750

Kazda faktura zaslani spolecnosti Pharm-Olam
bude obsahovat odkaz na =zadavatele, ¢&islo
protokolu, jméno zkousejiciho, pracovisté a popis
fakturovanych postupi



Attachment 1/ Priloha 1:

STimv RIcrT / ROZPOCET STINIR
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