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AMENDMENT # 1 to

DODATEK &. 1 ke

Smlouvé o klinickém hodnoceni

Clinical Trial Agreement

This First Amendment (‘Amendment #1") to the
Clinical Trial Agreement (the “Agreement"), effective
as of the date of last signature and publishing in
contract register (the “Amendment #1 Effective
Date”), is entered into by and between

Karyopharm Therapeutics Inc, a Delaware
Corporation with a place of business at 85 Wells
Ave., Newton, MA 02459 USA (“Sponsor”) and

VSeobecna fakultni nemocnice v Praze, U
Nemocnice 489/2, 128 08 Prague 2, Czech
Republic, ID: 00064165, VAT: CZ00064165,
represented by, MUDr. Pavlem Michalkem, Ph.D.,
D.E.S.A., M.Sc. based on the power of attorney of
7.6.2019 (the “Institution”) and

Prof.MUDr. Ivan Spigka, CSc., I. Internal Clinic VEN
the “Investigator”).

Tento prvni Dodatek (,Dodatek &. 1") ke Smlouvé
o klinickém hodnoceni (déle jen ~Smlouva“), platny
od data posledniho podpisu a ucinny ode dne
uverejnéni vregistru smiuv (,Datum G&innosti
Dodatku €. 1), spolu uzaviraji

Karyopharm  Therapeutics, Inc., delawarska
spolecnost se sidlem podnikani na adrese 85 Wells
Ave., Newton, MA 02459 USA (,Zadavatel) a

VSeobecna fakultni nemocnice v Praze, U
Nemocnice 499/2, 128 08 Praha 2, Ceska
republika, ICO: 00064165, DIC: CZ00064165
zastoupena prof. MUDr. Paviem Michalkem, Ph.D.,
D.ESA, MSc, na zakladé pIné moci ze dne
7.6.2019.(dale jen ,Zdravotnicke zafizeni") a

Prof. MUDr. Ivanem Spi¢kou, CSc. I. interni klinika
VEN (dale jen ,Zkousejici*).

WHEREAS, the Parties have entered into a certain
Clinical Trial Agreement effective 23.11.2017 for
which Sponsor is sponsoring a human clinical trial in
accordance with Protocol KCP 330-023, “A PHASE
3 RANDOMIZED, CONTROLLED, OPEN-LABEL
STUDY OF SELINEXOR, BORTEZOMIB, AND
DEXAMETHASONE (SVd) VERSUS
BORTEZOMIB AND DEXAMETHASONE (vd) IN
PATIENTS WITH RELAPSED OR REFRACTORY
MULTIPLE MYELOMA (RRMM)" (the “Study”);

VZHLEDEM K TOMU, ZE Smluvni strany uzavrely
Smlouvu o Klinickém Hodnoceni s G&innosti od
23.11.2017, na zakladé které Zadavatel zadal
klinickou studii provadé&nou na lidech v souladu
s protokolem KCP 330-023,
+,RANDOMIZOVANOU, KONTROLOVANOU,
OTEVRENOU STUDII FAZE 3 SELINEXORU,
BORTEZOMIBU A DEXAMETAZONU (Svd)
VERSUS BORTEZOMIBU A DEXAMETAZONU
(Vvd) UPACIENTU SRECIDIVUJICIM NEBO
REFRAKTERNIM MNOHOCGETNYM MYELOMEM
(RRMM)" (,Studie");

WHEREAS, Sponsor has entered into a separate
agreement with DrugDev Limited, (Registered
company number 06026452), 210 Pentonville R,
Kings Cross, London, N1 9JY, United Kingdom to
provide payments to sites on Sponsor’s behalf for
the conduct of the Study starting on January 01,
2019;

VZHLEDEM KTOMU, e Zadavatel uzaviel se
spolecnosti DrugDev, se sidlem: 210 Pentonville R,
Kings Cross, Londyn, N1 9JY, Spojené kralovstvi,
ICO: 06026452 samostatnou Smlouvu
o poskytovani  plateb  pracovigtim jménem
Zadavatele za provadéni Studie, ktera zacina
1. ledna 2019;

WHEREAS, the Parties agree to amend Attachment
3 (Compensation and Payment Terms) to the
Agreement in order to reflect the change in payment
agent for Sponsor from Greenphire, Inc. to DrugDev
which will go into effect on January 01, 2019.

VZHLEDEM K TOMU, ze se Strany dohodly na
zméné Piilohy 3 (Odmeény a platebni podminky)
Smlouvy tak, aby odrazely zménu platebniho
zprostiedkovatele Zadavatele ze spole¢nosti
Greenphire, Inc., na spolegnost DrugDev, ktera
vstoupila v platnost 1. ledna 2019.

NOW, THEREFORE, the Parties agree to the

TIMTO NYNI Strany souhlasi s nasledujicimi

following changes to Attachment 3 (Compensation | zmé&nami pfilohy 3 (Podminky finanéni
and Payment Terms) to the Agreement: kompenzace a plateb) Smlouvy:
1. Change of Payment Agent for Sponsor. 1. Zména platebniho  zprostiedkovatele

Attachment 3 (Compensation and Payment
Terms) of the Agreement shall be deleted
and replaced in its entirety with the revised
Attachment 3 (Compensation and Payment

Zadavatele. Priloha 3 (Odmény a platebni
podminky) Smlouvy bude odstranéna
a v celem rozsahu nahrazena revidovanou
Prilohou 3 (Odmény a platebni podminky)
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Terms) and attached hereto and
incorporated herein as Attachment 1
(Compensation and Payment Terms).
2. Administrative fee for processing
Amendment #1 is 5000 CZK.

this

apripojena ktéto Smlouvé ado této
zaClenéna jako Pfiloha 1 (Podminky
finanéni kompenzace a plateb).

2. Administrativni poplatek za zpracovani
dodatku je 5.000,- K&,

All other remaining portions of the Agreement
remain in full force and effect and are not changed
by this Amendment #1. When a conflict exists
between this Amendment #1 and the Agreement,
this Amendment #1 will control.

VSechny ostatni zbyvajici &asti Smlouvy zlstavaji
v pIné platnosti a nejsou timto Dodatkem €. 1 nijak
ovlivnény. Pokud existuje nesoulad mezi timto
Dodatkem ¢. 1 a Smlouvou, budou se Strany fidit
podminkami tohoto Dodatku &. 1.

Capitalized terms that are not defined herein shall
have the meaning given to such terms in the

Vyrazy s velkym pocateénim pismenem, které zde
nejsou definovany, maji vyznam uvedeny ve

with validity of original, each Party shall receive one
copy.

The Amendment #1 falls under requirement of
registration in accordance with Law on Registration
of Contracts, n. 340/2015 Coll (the “Act”). The
parties agree that the Institution publishes a version
of this Amendment #1, which shall be prepared and
provided for this purpose by Sponsor no later than
the date of signature of this Amendment #1in an
electronic-readable format by sending it to the email
address okh@vfn.cz.

Agreement. Smiouvé.
This Amendment #1 is signed in three counterparts | Dodatek & 1 muize je podepsan ve trech

vyhotovenich s platnosti originalu, pfiéemz kazda
smluvni strana obdrzi po jednom vyhotoven;.

Dodatek ¢. 1 podieha povinnosti vefejnéni podle
zakona o registraci smiuv, &. 340/2015 Sb. (dale jen
"Zakon").  Smluvni strany se dohodly, ze
Zdravotnické zafizeni uvefejni verzi této Dodatku &.
1, kterou mu za timto uéelem pripravi a poskytne
Zadavatel nejpozdéji v den podpisu této Dodatku &.
1, a to v strojové Gitelném formatu v elektronicke
podobeé zaslanim na emailovou adresu okh@vfn.cz

IN WITNESS WHEREOF, the parties hereto have
executed this Amendment #1 by their respective
Representatives thereunto duly authorized.

NA DUKAZ TOHO uzavrely Strany tento Dodatek
C. 1 prostfednictvim svych fadné povéfenych
zastupcl.
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Karyopharm Therapeutics Inc.
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Name / Jméno: . L
Christopher B. Primiano

Executive Vice President.
Chief Business Ollicer.
& General Connsel

Title / Funkce:

Date / Datum: |7 ’ 70 lz Y|

Institution / Zdravotnické zafizeni
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“MUDr. Pavel Michalek, Ph.D., D.ESS.A, M.Sc

By / Podpis:

Name / Jménop

Title / Funkce:

Date / Datum:
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Investigator / ZkousSejici
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By / Podpis:
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Name / Jméno:

Title / Funkce:

07 O7 /2020

Date / Datum:
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Attachment 1/ Pfiloha 1

Compensation and Payment terms

As consideration for performance of the Study by
the Institution and as reimbursement for costs of
the Study outlined herein, inclusive of all indirect
and overhead expenses, Sponsor agrees to pay
the Institution in the amounts, at the times and
subject to the conditions, if any, set forth herein
and in the attached Budget.

Sponsor has designated Drug Dev Limited,
(Registered company number 06026452), 210
Pentonville R, Kings Cross, London, N1 aJy,
United Kingdom to make payments to Institution
on Sponsor's behalf.

If Sponsor determines that a Study Subject failed
to complete treatment under the Protocol through
no fault of the Institution or the Investigator,
Sponsor shall pay Institution based on site visits
completed in accordance with the amounts set
forth in the Budget.

1. Start-up _Fee. Sponsor shall pay to
Institution a non-refundable, start-up fee covering

all start-up preparations upon execution of the
Agreement and completion and receipt of all
required regulatory documentation, including EC
approval. Institution shall invoice Sponsor for the
start-up fee in accordance with the Invoiceable
Payment procedure outlined below. The start-up
fee will be paid within forty-five (45) days of the
receipt of the start-up fee invoice.

2. Study Subject Enrollment.  Institution
and/or Investigator shall use its reasonable good
faith efforts to enroll Study Subjects who meet the
reguirements of the Protocol or as otherwise set
forth in the written instructions provided by the
Sponsor.  After the fourth (4t) Study Subject is
randomized to the Study at the Institution,
Institution or Investigator must seek Sponsor
approval prior to initiating additional screening
activities to enroll more Study Subjects after the 4th
Study Subject.  Sponsor approval must be
documented in writing via email or other written
approval. Payments for all Subjects enrolled by
Institution with Sponsor written approval, are
subject to the terms of this Agreement, payment
terms and the Study Budget.

Odmeény a platebni podminky

Jako odmeénu za provedeni Studie Zdravotnickym
zafizenim a nahradu nakladl studie popsanych v
teto Smiouvé, véetné vsech nepfimych a
pausalnich vydaja, Zadavatel zaplati
Zdravotnickému zafizeni doty¢né castky dle
rozvrhu a za podminek uvedenych v této Smlouvé
a pfilozeném Rozpodtu.

Zadavatel urgil Drug Dev, ICO: 06026452, se
sidlem: 210 Pentonville R, Kings Cross, Londyn,
N1 9JY, Spojené kralovstvi, aby uskutecnil platby
instituci jménem Zadavatele.

Pokud Zadavatel zjisti, ze subjekt studie
nedokoncil lé¢bu podle protokolu bez zavinéni
Zdravotnického  zafizeni nebo Zkousejiciho,
Zadavatel zaplati Zdravotnickému zafizeni na
zakladé pottu absolvovanych navstey pracovisté
v souladu s ¢astkami uvedenymi v Rozpoétu.

1. Zahajovaci poplatek. Zadavatel zaplati
Zdravotnickému  zafizeni nevratny zahajovaci
poplatek, ktery pokryje véechny pfipravy na
zahajeni Studie, po podepsani Smlouvy a vypInéni
a pfijeti veskeré dokumentace vyZzadované
kontrolnimi  Gfady, véetné schvaleni etickou
komisi. Zdravotnické zafizeni vystavi Zadavateli
fakturu za zahajovaci poplatek v souladu s
postupem pro platby podiéhajici  fakturaci
popsanym nize. Zahajovaci poplatek bude
uhrazen do Gtyficeti péti (45) dnu od prijeti faktury
pro zahajovaci poplatek.

2. Zafazovani __ subjekt do  studie.
Zdravotnické zafizeni a/nebo Zkousejici vyvinou v
dobre vife pfiméfené usili a zafadi do Studie
subjekty, které spliuji pozadavky Protokolu nebo
jiné pozadavky uvedené v pisemnych pokynech
Zadavatele. Poté, co dojde k randomizaci Ctvrtého
(4.) subjektu Studie ve Zdravotnickém zafizeni,
musi Zdravotnické zafizeni nebo Zkousejici ziskat
souhlas Zadavatele pfedtim, nez zahaji dodatecny
screening pro zafazeni dalich subjektd Studie po
4. subjektu Studie. Souhlas Zadavatele musi byt
doloZzen pisemné ve formé e-mailu nebo jiného
pisemného souhlasu. Platby pro vSechny subjekty
Studie zarazené Zdravotnickym zafizenim s
pisemnym souhlasem Zadavatele podléhaji
podminkam této smlouvy, platebnim podminkam
a Rozpodtu Studie.
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3. Per Subject Costs - Ongoing Payments.
A payment batch report or pro forma. which
contains the completed Protocol required subject
visits, will be sent on a semi-annually basis to
Institution at Hospital 2/499, Prague 2, 128 08,
Czech Republic - contact person p. Bc. Jana
Ulbrikova (study-invoices@vfn.cz, 22496 3096),
according to the visit schedule, as set out in the
Study Budget and in respect of Subjects
participating in the Study for whom Sponsor has
received completed Case Report Forms in the
preceding half-year.

The visit payments are conditioned upon
Institution’s completion of Case Report Forms.
Study Subject data should be entered into EDC
system within seven (7) business days of the
Subject’s visit.

Sponsor will be required to pay only for each Study
visit as set forth in the Budget. Institution shall
receive 90% of each payment due and 10% shall
be withheld. Following a reconciliation. amounts
withheld and due to Institution shall constitute the
Final Payment, subject to the requirements of
Section 12 of this Attachment 3.

Study visits will be paid within forty-five (45) days
following receipt of invoice and shall continue as

specified above through the Data Close Out Date
and until the Final Payment of all amounts due is
made.,

4. Screen Failure Reimbursement. A
“Screen Failure” is defined as a candidate who
enters the screening process based on Protocol
defined eligibility criteria, signs the ICF and
receives any Study procedure but who is not
randomized or enrolled into the Study.

No payment is to be made for candidates who do
not meet the initial eligibility criteria to enter the
screening process, or where there are significant
deviations from the Protocol.

Screen failures will be paid provided that the
reason for the screen fail could not be determined
without the screening procedures performed and
completed screening CRF pages were submitted
along with any additional information, which may
be requested by the Sponsor, or its designee to
appropriately document the screening procedures.

3. Néklady na subjekt — pribézné platby.
Podklady pro fakturaci véetné kalkulace
uskutec¢nénych navitév  budou zaslany

Zadavatelem pololetné do Oddéleni klinického
hodnoceni a vyzkumu, U nemocnice 2/499, Praha
2,128 08 - kontaktni osoba pi. Ing. Jana Ulbrikova
(study-invoices@vfn.cz, 22496 3096). podle
rozvrhu navstév, jak je stanoveno v Rozpoétu
studie a vzhledem k subjektim G&astnicim se
studie, pro néz Zadavatel obdrzel vyplnéné
Zaznamy Subjektu Studie béhem predesiého pul
roku.

Podminkou plateb za navstévy je vyplnéni
Zaznaml  Subjektu  Studie Zdravotnickym
zafizenim. Udaje o navstévé subjektu je tieba
vlozit do systému EDC do sedmi (7) pracovnich
dnl od navstévy subjektu.

Zadavatel zaplati za kazdou navstévy subjektu
pouze tolik, kolik je stanoveno v Rozpodtu.
Zdravotnické zafizeni obdrzi 90 % kazdé splatné
Castky a 10 % bude zadrzeno. Po finanénim
vyrovnani se stanou zadrzené Castky splatné
Zdravotnickému zafizeni predmétem kone&né
platby za podminek pozadavki &lanku 12 této
Pfilohy 3.

Platby za navstévy ve studii budou hrazeny do
Ctyficeti péti (45) dnd od prijeti faktury a budou
pokracovat, jak je uvedeno vye, aZ do data
uzavieni Udaji a dokud nebude uhrazena
konecna platba vSech dluznych ¢astek.

4. Nahrada za neuspésny
screening. ,Nelspé&sny screening” je definovan
jako kandidat, ktery zahaji proces screeningu na
zakladé  kritérii  zplsobilosti definovanych
Protokolem, podepise Formulai Informovaného
Souhlasu a absolvuje jakykoli postup v ramci
Studie, ale ktery neni randomizovan ani zafazen
do Studie.

Za kandidaty, ktefi nesplfiuji pocatecni kritéria
zpUsobilosti k zahajeni procesu screeningu, nebo
u kterych dojde k vyznamnym odchylkam od
Protokolu, nebudou uhrazeny zadné &astky.

Za nelspésny screening bude zaplaceno za
pfedpokladu, Ze nelspéch nebylo mozno zjistit
bez provedeni screeningovych postuptl a
vyplnéné stranky Zaznamu Subjektu  byly
pfedlozeny spolu se v&emi dodateénymi
informacemi, jeZ si Zadavatel nebo jeho
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Institution shall request payment for each Screen
Failure by submitting an invoice to Sponsor,
specifying the candidate's identifiable information
and the date of the Screen Failure.

Payment rate for Screen Failures shall be paid in
accordance with the Budget. Payments for any
Screen Failures exceeding the limit listed in the
Budget are subject to Sponsor's written approval
and should be directed to Sponsor. If the parties
mutually agree in writing (including email) to
change the approved number of allowable Screen
Failure payments during the course of the study,
an amendment to this Agreement is not required.

5. Invoiceable Items. Sponsor shall also pay
additional Study related expenses (“Invoiceable
Payments”), as listed herein, in the attached
Budget or as otherwise pre-approved by Sponsor
in writing. To request payment of these costs,
Institution shall submit itemized invoices monthly,
accompanied by appropriate  back up
documentation or receipts in accordance with the
invoicing instructions below. Invoices will be paid
within forty-five (45) days following receipt of
invoice.

The Institution will have up to one hundred twenty
(120) days following the Data Close Out Date to
submit any outstanding Study related expenses for
reimbursement consideration and to resolve any
payment discrepancies.

6. Standard of Care. Institution and/or
Investigator shall not charge any Study Subject or
third-party payor for any medications or Study
tests and/or procedures for which payment has or
will be made under this Agreement. Institution and
Investigator  acknowledges that insurance
programs and certain private payors will only pay
for certain medications, testing and/or procedures
that are medically necessary for the diagnosis and
treatment of a particular subject. It is the
Institution’s and/or Investigator's obligation to
determine which medications, tests and/or
procedures are Standard of Care (SOC) for a
Study Subject's diagnosis and treatment, and to
implement the appropriate third-party billing
procedures for such medications, tests and/or
procedures, in accordance with all applicable
billing requirements of the payor. The Institution
and/or Investigator agrees that any medications,

zmocnénec mlze vyzadat za Gcéelem Ffadné
dokumentace screeningovych postupdl.

Zdravotnické zafizeni si vyZada platbu za kazdy
Neuspésny Screening tim, Ze predlozi Zadavateli
fakturu a uvede identifikovatelné informace o
kandidatovi a datum NelUspésného Screeningu.

Sazba plateb za Neuspésny Screening bude v
souladu s Rozpoctem. Platby za Nelspésné
Screeningy pfesahujici mez uvedenou v Rozpoétu
vyZaduji pisemny souhlas Zadavatele a zadosti o
né je treba zasilat Zadavateli. Pokud strany
navzajem pisemné (véetné e-mailu) odsouhlasi
Zménu schvaleného poctu povolenych
Neuspésnych Screeningli b&hem Studie, neni
nutny dodatek k této Smlouvé.

5 PoloZky podiéhajici fakturaci. Zadavatel

také uhradi dodate¢né vydaje souvisejici se Studii
(dale jen ,Platby Podléhajici Fakturaci‘), jez jsou
uvedeny v této smlouvé, v piiloZzeném rozpoctu
nebo jsou jinak predem pisemné schvaleny
Zadavatelem. Platby Podléhajici Fakturaci budou
hrazeny pololetné na zakladé zaslanych faktur s
podrobnymi udaji spolu s pfisludnou podplrnou
dokumentaci nebo potvrzenimi v souladu s nize
uvedenymi pokyny pro fakturaci. Faktury budou
uhrazeny do Ctyficeti péti (45) dni od pfijeti
faktury.

Zdravotnicke zafizeni bude mit az sto dvacet (120)
dnl po datu uzavieni Udajli na to, aby prediozilo
vsechny nevyfizené vydaje souvisejici se Studii ke
zvazeni nahrady a na vyfe$eni jakychkoli
platebnich nesrovnalosti.

6. Standardni _péce. Zdravotnické zafizeni
a/nebo Zkousejici nenalctuji zadnému subjektu
Studie ani platci, ktery je tfeti stranou, zadné leky
ani vySetfeni a/nebo postupy ve Studii, které byly
nebo budou zaplaceny podle této Smlouvy.
Zdravotnické zafizeni a Zkousejici berou na
védomi, Ze programy poji§téni a uréiti soukromi
platci hradi pouze urgité druhy Iékd, vysetieni
a/nebo postupu, které jsou z leékafského hlediska
nezbytné pro diagnézu a Iéébu konkrétniho
subjektu. Je povinnosti Zdravotnického zafizeni
a/nebo Zkousejiciho urdit, které Iéky, vysetreni
a/nebo postupy jsou standardni pééi pro diagnézu
a lécbu subjektu Studie, a uplatnit vhodné acetni
postupy tretich stran pro takovéto léky, vySetieni
a/nebo postupy v souladu se véemi platnymi
ucetnimi pozadavky platce. Zdravotnické zafizeni
a/nebo Zkousejici souhlasi, ze jakékoli leky,
vySetfeni a/nebo postupy, jejichz provadéni
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tests and/or procedures required to be performed
under the Protocol that are not considered SOC for
the diagnosis and treatment of the Study Subject
are intended to be included within the Budget set
forth herein and will not be billed to insurance
programs and/or applicable private payors in
accordance with such payor's billing requirement.

Sponsor will reimburse Institution for the cost of
reasonable and necessary medical and hospital
expenses that are not standard of care or routine
care items and procedures so long as: (i) such
costs do not relate to events that would have been
expected from the standard treatment using
currently approved therapies for the Study
Subjects’ condition; (i) such costs are not
attributable to the negligence or misconduct of the
hospital, clinic, or doctor conducting the Study; (iii)
the Study Subject followed all study instructions,
including attendance at all follow-up visits; and (iv)
Institution submits an invoice for the items and
procedures to Sponsor at the address below. The
Study Subject will be responsible for any
deductibles, co-payments, and/or co-insurance
normally required by his/her health planfinsurance.

. EC Fees. Sponsor shall reimburse
Institution for EC fees in connection with the Study
listed in the attached Budget. If Institution will be
using the central EC, Sponsor will pay Institution’s
EC fees directly to the central EC designated by
Sponsor for the Study and will not reimburse
Institution for EC fees incurred in connection with
the Study.

8. Additional _ Testing. _ Treatment or
Procedures. Institution will not be reimbursed for
any additional testing, treatment, or procedures
not required by the Protocol or specified in the
Agreement, this Attachment 3 or the Budget,
unless such additional testing, treatment or

procedures are pre-approved in writing by
Sponsor.
9. Supportive_Care Reimbursement. The

Parties agree that costs incurred for certain non-
standard of care supportive care treatment
(“Supportive Care”") as required in accordance with
the Protocol shall be invoiced as a pass-through
expense. When practically feasible, Investigator
shall consult with Sponsor Medical Director
regarding necessary Supportive Care treatment.

vyZaduje Protokol, které se nepovazuji za
standardni péci pro diagnozu a lécbu subjektu
Studie, maji byt zahrnuty v rozpoétu studie
stanovenému v této Smlouvé a nebudou uctovany
programim pojisténi anj prislusnym soukromym
platcim v souladu s Géetnimi poZadavky takového
platce.

Zadavatel nahradi Zdravotnickému zafizeni
naklady na pfiméfené a nutné zdravotnicke a
nemocniéni vydaje, které se vymykaji standardni
péci nebo nepfedstavuji polozky a postupy b&zne
pece za predpokladu, ze: (i) takovéto naklady
nesouvisi s pfihodami, kterg by bylo Ize o&ekavat
Pfi  standardni pé& s pouzitim aktualné
schvalenych terapii pro onemocnéni subjektu
Studie; (i) takovéto naklady nelze pripsat
nedbalosti nebo nespravnému jednani na strané
nemocnice, kliniky nebo lékare provadégjiciho
Studii; (iii) subjekt Studie dodrzoval vSechny
pokyny ve Studii, véetn&é absolvovani véech
kontrolnich navstev a (iv) Zdravotnické zafizeni
zasle za tyto polozky a postupy Zadavateli fakturu
na nize uvedenou adresu. Subjekt Studie bude
odpovédny za Uhradu veskeré spoluticasti a/nebo
spolupojisténi, které normalng vyZaduje jeho plan
zdravotniho pojisténi.

7. Poplatky pro etickou komisi. Zadavatel
nahradi Zdravotnickému zafizeni poplatky pro
etickou komisi ve spojitosti se Studii uvedené v
pfilozeném Rozpoétu. Pokud Zdravotnické
zafizeni  pouzije ustredni etickou  komisi,
Zadavatel zaplati poplatky  Zdravotnického
zafizeni pro etickou komisi pfimo Ustfedni etické
komisi, kterou zadavatel urgi pro Studii, a
nenahradi Zdravotnickému zafizeni poplatky
etické komisi ve spojitosti se Studii.

8. Dodatecna vysSetieni, Ié&ba nebo postupy.
Zdravotnické zafizeni neobdrzi nahradu za
jakakoli dodate&na vysetieni, lécbu nebo postupy,
které nevyZaduje Protokol nebo které nejsou
definovany ve Smiouve, v této Pfiloze 3 nebo v
Rozpoctu, pokud Zadavatel tato vysetfeni, |é&bu
nebo postupy predem pisemné neschvali.

9. Nahrada za podpiirnou pédi. Strany
souhlasi, ze naklady za uréitou le¢bu v ramci
podpurné péce, ktera se vymyka standardni péci
(dale jen ,Podplrna Pége*), ktera je vyzadovana v
souladu s Protokolem, budou proplaceny po
predlozeni faktury. Pokud je to prakticky mozne,
Zkousejici konzultuje s feditelem Zadavatele pro
lékarskou pédi o nezbytné Iékarské peci. Na
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Supportive Care treatment medication may be
replaced with an available generic drug at
Sponsor's request. Institution shall document
such Supportive Care treatment medication in the
Study Subject medical record and in the Case
Report Forms. Institution must submit an invoice
for Supportive Care treatment medication to
Sponsor or its designee based on actual use of
such medication for each Study Subject based on
the actual costs incurred by Institution. No
overhead cost shall be assessed for Supportive
Care treatment costs.

10. Unscheduled Visits. An Unscheduled
Visit means a subject visit which is not expressly
set forth in the Protocol, but is related to an
adverse event experienced during the Study or
otherwise required for the Study as directed by the
Investigator.  Unscheduled  Visits  will be
reimbursed in accordance with the rates set forth
in the Budget.

11. Travel Expense Reimbursement. The
Sponsor will reimburse for reasonably incurred
costs for Subject travel for Study related visits at
the Institution Travel expenses are reimbursed to
patients at the General Hospital or by transfer to
the patient's account. The evidence of travel
expenses is provided by the principal investigator
or the study coordinator and then hand it over to
the study monitor, who will send the invoice
documents to the Institution. Patients will be
reimbursed after the invoice is paid.

The amount specified in the Budget may be
increased by prior written approval from Sponsor
to provide for the specific circumstances of a
particular Study Subject and an amendment to this
Agreement is not required.

12, Final Payment. Final payment shall be
made within forty-five (45) days and contingent on
(i) all Study Subjects completion of all required
visits and Sponsor's verification that all Case
Report Forms have been entered and verified; (ii)
all queries have been resolved for each Study
Subject visit; and (iii) all Study documents and
equipment have been returned.

13. Payment Instructions.

Payments will be made to the Institution by
electronic transfer.

Invoices should clearly identify the following:

Zadost Zadavatele mohou byt léky v ramci
podplrné péce nahrazeny generickymi
leky. Zdravotnické zafizeni dolozi takovéto leky
pouzite v ramci Podplrné Pége ve zdravotnim
Zaznamu Subjektu Studie a v Zaznamech
Subjektu Studie. Zdravotnické zafizeni musi
zadavateli nebo jeho zmocnénci predlozit fakturu
za leky pouzité v ramci podpiirné péée na zakladé
skutecné pouzZittho mnozstvi leku pro kazdy
subjekt Studie a skutecnych nakladd, ktere
Zdravotnickému zafizeni vznikly. Pfi uréovani
naklad( za lé¢bu v ramci Podplrné Péce se
nebudou vyhodnocovat pausalni naklady.

10. Neplanované navstévy. Neplanovana
navstéva znamena navstévu subjektu, ktera neni
vyslovné stanovena Protokolem, ale souvisi s
nezadouci pfihodou, ke které doslo b&hem Studie
nebo ktera byla jinak ve Studii vyZadovana podle
rozhodnuti Zkousejiciho. Nahrada za
neplanované navstévy bude proplacena v souladu
se sazbami stanovenymi v Rozpoctu.

11. Nahrada cestovného. Zadavatel nahradi
pfiméiené cestovné subjektl za navstévy ve
Zdravotnickém zatizeni souvisejici se Studii.
K proplaceni cestovnich vyloh pacientim dochazi
v pokladné VFN nebo pfevodem na Géet pacienta.
Evidenci cestovnich nakladi zgjistuje hlavni
zkousejici, popf. studijni koordinator a nasledné
toto pfeda monitorovi Studie, ktery zasle podklady
k fakturaci do Zdravotnického zafizeni. Nahrady
budou pacientim vyplaceny po uhradé vystavené
faktury.

Castka stanovena v Rozpodtu muze byt po
predchozim pisemném schvaleni Zadavatelem
zvySena z dlvodu konkrétnich okolnosti ur&itého
subjektu, aniz by byl nutny dodatek k této
Smlouvé.

12. Koneéna platba. Koneéna platba bude
uhrazena do Gtyficeti péti (45) dnli a je podminéna
(i) absolvovanim vsech pozadovanych navstév
vSemi subjekty studie a ovéifenim Zadavatele, ze
byly vyplnény a ové&feny vSechny Zaznamy
Subjektu Studie; (i) vyfesenim véech dotazil pro
vSechny navstévy subjekti Studie a (iii) vracenim
vSech dokumentll a véeho vybaveni Studie.

13. Platebni pokyny.

Platby Zdravotnickému zafizeni budou provadény
elektronickym pfevodem.

Faktury by mély jasné identifikovat:
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Principal Investigator Name

A unigue invoice number

Payee Name

Remittance Details

Telephone or email address for invoice

questions

. Protocol Number

J Patient study site id number (eg., 0052-
015)

. Description of Items (e.g. Line 1 CT Scan
Fees)

Invoices missing a unique invoice number,
Principal Investigator Name or Protocol Number
may result in delayed payment. To expedite timely
payment, expenses should be itemized and
combined into a single invoice when feasible.

Invoices should be addressed to:
Karyopharm Therapeutics Inc.
85 Wells Ave, Newton
Massachusetts 02459

USA

But sent to:

DrugDev Payments

IQVIA 5th Floor

210 Pentonville Road

King Cross London, N19JY

Email: support@drugdevglobal.com
Reference: KCP 330-XXX Pl Last Name

Inquiries regarding payment status or invoices
can be sent to support@drugdevglobal.com and
sitepayments@karyopharm.com

Agreement will not have value added tax added.
Payments do not include value added tax (“VAT").
If the Payee is VAT registered, and if VAT is
required under the Applicable Law, VAT should be
added and shown on the invoice by the Payee at
the applicable VAT rate, along with Payee's VAT
registration number. If VAT reverse charge
mechanism applies under Applicable Laws and
Regulations, Payee will not add VAT to the
invoice, and the appropriate wording should be
displayed on the invoice in accordance with
Applicable Law.

* Jméno zkousejiciho

» Cislo faktury

+ Jmeéno prijemce platby

* Podrobnosti o Uhradé

+ Telefonni nebo e-mailova adresa pro otazky
tykajici se faktur

« Cislo Protokolu

* Identifikaéni ¢Cislo pacienta (napf. 0052-015)

* Popis polozek (napf. Poplatk( CT Scan Line 1)

Faktury, které neobsahuji &islo faktury, jméno
Zkousejiciho nebo ¢&islo Protokolu, mohou
zpusobit opozdénou platbu. Aby bylo mozné
urychlit platbu, mély by byt vydaje rozé&lenény a
slouceny do jediné faktury, pokud je to mozné.

Faktury vystavit na nasledujici adresu:
Karyopharm Therapeutics Inc.

85 Wells Ave, Newton

Massachusetts 02459

USA

Adresa pro zasilani faktur

DrugDev Payments

IQVIA 5th Floor

210 Pentonville Road

King Cross London, N19JY

Email: support@drugdevglobal.com

Odkaz: KCP 330-XXX pfijmeni zkousejiciho

Pro vsechny dal$i dotazy tykajici se stavu plateb
nebo faktur poslete e-mail na adresu
support@drugdevglobal.com a
sitepayments@karyopharm.com

Platby jsou uvedeny bez dané z pridané hodnaty
(dale jen ,DPH"). Je-li pfijemce plateb platcem
DPH a pokud platné zakony ukladaji povinnost
platit DPH, musi pfijemce plateb DPH pficist a
vykazat na faktufe v platné sazbé s uvedenim DIC
pfijemce plateb. V pfipadé, e se dle platnych
zakonU uplatiiuje pfenesena dafiova povinnost,
prijemce plateb DPH na faktufe nepricte, pficemz
v souladu s platnymi zakony je na faktufe tieba
uvést pozadovany text.
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| Name / Nazev

V&eabecna fakultni nemocnice v Praze

Address / Adresa

U Nemocnice 499/2, 128 08 Praha 2, Geska republika

Email Address / E-
mailova adresa

study-invoices@vfn.cz

Bank Name / Nazev
banky

Ceska narodni banka

Bank Account

IBAN Number or branch
number / Nazev banky

Cislo IBAN nebo &islo

24035021/0710
IBAN: CZ33 0710 0000 0000 2403 5021

DIC

pobocky

SWIFT Code / Kéd SWIFT | - ACZPP
Speciichy sympot; | 5201317201
VAT/GST/Tax ID Number / CZ00064165

In case of changes in the Institution’s bank
details Institution must promptly inform Sponsor
and its designee in writing. The parties agree
that in case of changes in bank details which do
not involve a change of Institution/Bank Account
Name or change of country location of bank
account no further amendments are required
and written notice shall suffice.

Pokud dojde ke zméné bankovnich udajl
Zdravotnického zafizeni, zdravotnické zafizeni
musi neprodlenég pisemné informovat
Zadavatele a jeho zmocnénce. Strany souhlasi,
Ze v pfipadé zmén bankovnich udaji, které
nezahrnuji zménu Zdravotnického zafizeni /
nazvu bankovniho Uétu nebo zménu zemske
pfislusnosti bankovniho Uctu, nevyzaduji se
dodatky ke smlouvé a postaCi pisemné
oznameni.
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