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30 -04- 2019
PROT:

Amendment No. 2
of Clinical Trial Agreement

This amendment No. 2 to the Clinical Trial
Agreement dated 13-Oct-2017 (the
"Amendment”) is entered into by and between
Medpace Clinical Research, LLC, with its
principal office and place of business at 5375
Medpace Way, Cincinnati, Ohio 45227 U.S.A.
represented by , M.D., M.Sc., Ph.D,,
Clinical Trial Manager, on the basis of a power of
attorney (“Medpace”), acting in its own name
and for and on behalf of and in the name of
Incyte Corporation, located at 1801 Augustine
Cut Off, Wilmington, Delaware 19803, U.S.A.
(“Sponsor”);

and

Ustav hematologie a krevni transfuze having an
address at U Nemocnice 2094/1, 128 20 Praha 2,
Czech Republic, ID: 00023736, represented by
prof. Ph.D., MBA,
Director (“Institution”);

and

having his permanent
address at
Czech
Investigator”).

Republic  (“Principal

RECITALS:

WHEREAS, the parties entered into a Clinical
Trial Agreement as of 13-October-2017 (the
~Agreement”) pursuant to which Principal
Investigator is conducting a Study based on
Sponsor's Protocol No. INCB 39110-301, entitled
"GRAVITAS-301: A Randomized, Double-Blind,
Placebo-Controlled Phase 3 Study of Itacitinib or
Placebo in Combination With Corticosteroids for
the Treatment of First-Line Acute Graft Versus-
Host Disease “ (the "Protocol”), and

KOL

Dodatek €. 2
Smiouvy o klinickém hodnoceni

Tento dodatek ¢ 2 ke Smlouvé o klinickém
hodnoceni ze dne 13. fijna 2017 (dale jen
.dodatek”) uzaviraji spoletnost Medpace
Clinical Research, LLC,

se sidlem a mistem podnikani na adrese 5375
Medpace Way, Cincinnati, Ohio 45227 USA,
zastoupenad , M.Sc., Ph.D.,
manaZerem klinického hodnoceni na zédkladé
piné moci (déale jen ,Medpace”), jednajici svym
jménem a rovnéZ jménem spoleCnosti Incyte
Corporation se sidlem 1801 Augustine Cut Off,
Wilmington, Delaware 19803, U.S.A. (déle jen
~Zadavatel“)

Ustav hematologie a krevni transfuze se sidlem
U Nemocnice 2094/1, 128 20 Praha 2, Ceska
republika, IC: 00023736, zast. prof.

Ph.D., MBA, feditelem (dale
jen ,zdravotnické zafizeni“);

a

, trvale bydlistém |

republika (dale jen ,hlavni zkousejici“).

ODUVODNENI:

JELIKOZ strany uzavieli smlouvu o klinickém
hodnoceni ke dni 13. fijna 2017 (déle jen
~sSmlouva“), vsouladu s niz hlavni zkousejici
provadi studii zaloZenou na protokolu ¢. INCB
39110-301, s nazvem »GRAVITAS-301:
Randomizovand, dvojité zaslepend, placebem
kontrolovand studie faze 3 hodnotici pfipravek
itacitinib nebo placebo v kombinaci s
kortikosteroidy v prvni linii 1éby akutni reakce
$tépu  proti  hostiteli  (Graft-Versus-Host
Disease)”, (ddle jen ,protokol”) a
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WHEREAS, via this Amendment, the parties wish
to amend the Agreement to reflect budget
changes required by the third and fourth
amendments to the Protocol dated May 7, 2018
and August 13, 2018, respectively (“Protocol
Amendment”).

NOW THEREFORE, in consideration of the
promises and mutual covenants herein
contained, the sufficiency of which all parties
acknowledge, the parties agree to the following
amendments to the Agreement:

1. Schedule A attached to the Agreement
shall be deleted and replaced in its
entirety with the Revised Schedule A
attached to this Amendment as
Attachment 1, to reflect the changes
due to the Protocol Amendment.

2. The Amendment is effective as of the
day of publication in the Contracts
Registry; however, parties agree that all
changes covered by this Amendment
are effective only as of the date of
approval of the Protocol Amendment by
relevant Ethics committee and State
Institution for Drug Control.

3. Defined terms in this Amendment shall
have the same meaning assigned to
them in the Agreement unless such
terms are expressly defined in this
Amendment.

4. All other terms and conditions of the
Agreement shall continue to have full
force and effect.

IN WITNESS WHEREOF, the Parties hereto
have executed this Amendment by proper
persons thereunto duly authorized.

[Signature page to follow]

VZHLEDEM K TOMU, Ze timto Dodatkem si
strany pfeji upravit smlouvu tak, aby odrazely
zmény rozpoc¢tu vyplyvajici z tietiho a ¢tvrtého
dodatku protokolu ze dne 7. kvétna 2018 a 13.
srpna 2018 (dale jen "dodatek protokolu").

PROTO, po zvdieni vzdjemnych pfrislibl a
zdvazktl uvedenych ve smlouvé, a jejichZ
dostatecnost potvrdily vSechny strany, se nyni
smluvni strany dohodly na ndsledujicim dodatku
smlouvy.

1. Pfiloha A smlouvy se rusi a nahrazuje
vpiném rozsahu revidovanou verzi
Ptilohy A pfiloZzenou k tomuto dodatku
jako Pfiloha 1, aby byly zohlednény
zmény vyplyvajici z dodatku protokolu.

2. Dodatek je ucinny k datu uverejnéni v
registru smluv, ale strany souhlasi, Ze
viechny zmény obsaiené v tomto
dodatku jsou Gc¢inné od data schvaleni
dodatku protokolu pfislusnou etickou
komisi a Statnim Ustavem pro kontrolu

1éCiv.

3. Definice uvedené v tomto dodatku maji
stejny vyznam jako ve smiouvé, pokud
neni vtomto dodatku vyslovné
uvedeno jinak

4. Veskera dal$i ustanoveni a podminky
smlouvy zlstanou naddle platnd a
ucinna.

NA DUKAZ ¢€EHOZ, smluvni strany,

prostfednictvim k tomu fadné opravnénych
osob, uzavrely tento dodatek.

[Nasleduje podpisova stranal)
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Medpace Clinical Research, LLC

In/ V Prague / Praze Date / Dne ....

Clinical Trial Manager / manaZer klinického hodnoceni

Ustav hematologie a krevni transfuze

In/ V Prague / Praze Date / Dne .

/Director/ feditel

Principal Investigator / Hlavni zkousejici

In/ V Prague / Praze ‘ Date / Dne ...

Head Physician of the Transplant Unit and ICU / vedouci lékaf transplantaéni jednotky a JIP
i

Amendment no. 2 of Clinical Trial Agreement FINAL | 201
Incyte Corporation |INCB 39110-301 CONFIDENTIAL DOCUMENT 16-Apr-19| Page 3 of 3
INCYTEH00062415.2 e tn MP

' PACE



MEDPARCE

THE ADVANTAGE OF FOCUS

SCHEDULE A PRILOHA A
INCYTE CORPORATION INCYTE CORPORATION
PROTOCOL ID: INCB 39110-301 ID PROTOKOLU: INCB 39110-301
SITE: 201 PRACOVETE 201
SCHEDULE A VERSION: VERSION #2 VERZE PRILOHY A: VERZEC. 2
COUNIRY: CZIECH REPUBLIC TEME CESKA REPUBLIKA
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SCHEDULE A

A1 STUDY BUDGET

Medpace, as Sponsor's payment agent, shall make
payment to the payee specified in the Payee
Information Table ("Payee") under this Agreement
from funds escrowed by Sponsor for services
provided according to the payment schedule below.
All fees listed include institutional overhead and
applicable taxes. VAT is not applicable because
Medpace Clinical Research, LLC. is a US-based
corporation. Should any changes to VAT law occur
during the term of this Agreement, the party legally
responsible shall be liable for VAT. Payments are
based Electronic Data Entry (EDC)/electronic case
report forms (“eCRFs”). All amounts shown herein
are calculated in CZK.

A1.1  Fee for Each Evaluable Subject

CIK

An “evaluable subject” is one who has been enrolled
(randomized to treatment) and in whom all the
applicable terms and conditions of the Protocol and
this Agreement have been satisfied. Randomization
occurs at Day 1.

A2 SETUP FEES & VISITPAYMENTS

X Please check box if Payee must submit an invoice
to Medpace prior to receiving payment. Payment will
be made within forty-five (45) days of receipt of
invoice.

A2.1 Setup Fees
CIK
Table 1 - Setup Fees : -
L UL 2 -o.L I
Non-Refundable Administrative Fee‘ ‘C’ZK
Pharmacy Fee B o CIK

PRILOHA A

A1 ROZPOCET STUDIE

Spoleénost Medpace, jakozto platce zastupujici
zadavatele, uhradi platbu pfijemci plateb
specifikovanému. v tabulce informaci o pfijemci
plateb (dale jen ,,piijemce plateb*), a to podle této
smlouvy z vdzaného G¢tu zadavatele uréeného pro
uhrady sluzeb poskytovanych podle rozvrhu plateb
uvedeného niZze. VSechny poplatky zahmuji
instituéni rezijni naklady a ptisluiné dang. DPH se
neuplatituje, protoze Medpace Clinical Research,
LLC., je korporace se sidlem v USA. V ptipadg, ze
b&hem platnosti této smlouvy dojde k jakymkoli
zméndm v zakoné o DPH, bude DPH hrazeno
stranou, ktera za to ze zakona nese odpovédnost.
Platby jsou zaloZeny na Electronic Data Entry (EDC)
/ elektronickych zaznamech subjektli hodnoceni
(,,eCRF%). VsSechny <&astky zde uvedené jsou
vypocteny v K&.

A1.1  Odmeéna za kaZdy hodnofitelny

subjekt

,,Hodnotitelny subjekt“ je subjekt, ktery byl zatfazen
(randomizovan k 1é¢b&) a ktery spliiuje vechny
platné podminky protokolu a této smlouvy. K
randomizaci dojde prvni den.

POPLATKY ZA PRIPRAVU A

~ POPLATKY ZA NAVSTEVY

X Zaskrtnéte, prosim, politko, pokud musi piijemce
platby spole¢nosti Medpace pied ptijetim platby
predlozit fakturu. Platba bude provedena do &tyficeti
péti (45) dni od ptijeti faktury.

A2

A2.1 Poplatky za piipravu

Tabulka 1 — poplatky za pfipravu
'POPLATKY
kNeyromAém gqmin’isfro’rivni poplatky

'CENA

Lékdrensky poplatek
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Payment will be made within forty-five (45) days of:

«  Sponsor declaring Institution to be ready for
Study Initiation;

+ IRB/EC approval; and

+  Medpace's receipt of the fully executed
Agreement.

A2.2 Ongoing Payments

Payments for Study subject visits, as set forth in Table
below, will be paid on a quarterly basis for the actual
number of Study subjects for whom eCRFs have been
completed less ten per cent (10%) of each quarterly
payment, which will be withheld until and paid with
the final payment. The payee will issue an invoice
corresponding to this payment summary of 90% of
the relevant amounts shown in the table. Quarterly
payments will be made within forty-five (45) days
after the end of each quarter. The quarterly schedule
may be offset from the calendar quarter.

Platba bude provedena do &tyficeti péti (45) dni od:

+ prohlageni zadavatele o tom, Ze je
zdravotnické zatizeni pfipraveno na zahajeni
studie,

» schvéleni IRB/EK a

+ pfijeti uzaviené smlouvy spole¢nosti
Medpace.
A2.2 PrUbéiné platby

Platby za navitévy subjekti studie, jak je stanoveno
v tabulce niZe, budou hrazeny spole¢nosti Medpace
¢tvrtletné a dle potieby jako pomérné platby za
skute¢ny pocet subjektd studie, pro néz byly pfijaty
vyplnéné zaznamy eCRF, minus deset procent
(10 %) zkazdé Cctvrtletni platby, které budou
zadrzeny do doby zAvéreéné platby a uhrazeny
spoletné s ni. Piijemce plateb vystavi fakturu, kterd
bude odpovidat tomuto platebnimu pfehledu ve vysi
90% pfislusnych castek uvedenych v tabulce
Ctvrtletni platby budou hrazeny do &tyFiceti p&ti (45)
dni po skondeni kazdého &tvrtleti. Ctvrtletni
harmonogram se miize odchylit od kalendaimiho
Stvrtleti.
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Table 2 - Fees for Completed Clinical Visits for Randomized Subjects Tabulka 2 - odmény za dokon&ené klinické navitévy
randomizovanych subjektd
VISIT FEE g
- NAVSTEVA POPLATEK
Screening CZK = -
Vstupni obdobi
ZK
Day 1 C Den |
Day 7 CIK Den 7
Day 14 CIK Den 14
Day 21 CZK Den 21
Day 28 CZK Den 28
Day 35 CZK Den 35
Day 42 CZK Den 42
Day 49 CZK Den 49
Day 56 czK Den 56
Day 84 fozK Den 34
Day 100 CZK Den 100
12
Day 112 CZK Den 5
1Den 140
Day 140 CZK
Day 168 czK Den 168
£)
y Den 180
Day 180 CZK
- Den 196
Day 196 CZK Den 224 ;
Day 224 CZK Den 252
Day 252 CZK Den 280
Day 280 CZK Den 308
Day 308 czK Den 336 '
[
Day 336 CZK Den 365 :
Day 365 CZK Konec lécby
EOT CZK Nasledné sledovéni bezpecnosti
Safety Follow Up CZK Nfisledne stedovani GVHD (Graft-Versus-Host
Disease) —
GVHD Follow Up i CZK N RTI -
D, Sledovani pieZivani
Survival Follow Up { CZK .
TOTAL PER PATIENT i CZK CELKEM NA PACIENTA
Retreatment CZK Prelé¢eni
Retreatment End of Treatment Visit : CZK Niv3téva na konci léEby po pf eléteni -
s Dodate¢né sledovani pFeZivani
Additional Survival Follow Up CZK ]
Combined Sereening/Day 1 Visit CZK Kombinovand nav§téva screening / Denl
A2.3 Screen Failures A2.3 NeUspésny screening
Table 3 - Screen Failures Tabulka 3 - nedspé3ny screening
VISIT OF FAILURE cost 'NAVSTEVA § NEUSPESNYM | CENA
A R Db RN SCREENINGEM
Screening CiK ‘
Vstupni obdobi
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Payee will be reimbursed for a maximum of five (5)
Screen Failures. Thereafter, Payee will be reimbursed
for an additional five (5) Screen Failures for every one
(1) Evaluable Subject enrolled in accordance with the
Protocol on a 5:1 ratio. Payment will be made for
screen failures for whom Medpace has received all
appropriate documentation of procedures/visits
completed with the next scheduled payment owed to
the Payee. Eligible screen failure payment will be
based on the order (by date) of when the subject is
consented.

A2.4 Final Payment

Final payment for all services performed under this
Agreement will be paid to Payee by Medpace after:

+  Final resolution of all queries;
- Upon final acceptance of all eCRFs;

«  The receipt and approval of any outstanding
regulatory documents as required by Sponsor;

+  The return of all unused Study Drug, Study
supplies (including any equipment provided
by Sponsor) and Confidential Information to
Sponsor; and

«+ Upon completion of all other applicable
conditions set forth in the Agreement.

A2.5 Archiving Fee CZK

A one-time payment, payable with final payment.

Patient
Reimbursement

Travel
CIK

Medpace shall pay Payee for costs related to patient
travel costs at a rate of CZK per visit, based on
the actual number of Study subjects for whom
completed eCRFS have been accepted by Sponsor or
Sponsor's representative. Payment will be made with
the next scheduled payment.

A2.6

Additional funds may be available for travel costs
exceeding CZK per visit upon request, with
documentation of receipts and prior approval from the
Sponsor. Payment will be made within forty-five (45)

Pifjemce obdrzi nahradu za maximalné pét (5)
neaspé$nych screeningi. Dale bude Ptijemci
poskytnuta nahrada za dalSich p&t (5) nelispésnych
screeningl za kazdy jeden (1) Hodnotitelny subjekt
zapsany dle Protokolu v poméru 5:1. Platba za
netspés$né screeningy bude uhrazena, jakmile
spole¢nost Medpace obdrzi veskerou pfislusnou
dokumentaci o  provedenych  tkonech /
uskuteénénych navstévach spolu s dalsi planovanou
platbou pro ptijemce. Narok na platbu za nedspésiny
screening bude vychazet z pofadi (podle data), kdy
subjekt poskytl souhlas.

A2.4 Ldavéreénd platba

Zavéretna platba za viechny sluzby provedené podle
této smlouvy bude spolecnosti Medpace ptijemci
plateb uhrazena po:

+  konecném vyteSeni viech dotazi,
»  koneéném pfijeti viech zaznamt eCRF,

- pfijeti a schvaleni jakychkoli nedodanych
regulaénich dokumentd dle pozadavkil
zadavatele,

+  vraceni veskerého nespotfebovaného
hodnoceného ptipravku, zasob materialt pro
studii ~ (vetn€é  veskerého vybaveni
poskytnutého zadavatelem) a divérnych
informaci zadavateli,

+ splnéni vSech dalSich platnych podminek
stanovenych ve smlouvé.

A2.5 Archiva¢ni poplatek

Jednorazova platba splatnd spolu se zavérecnou
platbou.

A2.6 Ndhrada cestovnich vydaqji pro

pacienta

Spole¢nost Medpace uhradi ptijemci plateb cestovni
vylohy ve vysi za navitévu podle skuteného
poctu subjekti studie, za néz zadavatel nebo zastupce
zadavatele pfijal vyplnéné zaznamy eCRF. Platba
bude uhrazena spolu s pFisti planovanou platbou.

Na vyzadani mohou byt k dispozici dalsi prostfedky
na Uhradu cestovnich nakladd piekradujicich vysi
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days upon receipt of invoice and supporting
documentation.

A3 INVOICEABLE ITEMS

Payment will be made within forty-five (45) days of
receipt of invoice and supporting documentation if
applicable and requested.

A3.1  Unscheduled Visit

Unscheduled Visit must be entered into EDC and visit
must occur after randomization. Unscheduled Visit
will not be payable if it occurs on the same date as
another visit. Payment shall be made according to
procedures performed within forty-five (45) days of
receipt of an itemized invoice and supporting
documentation.

Unifized Procedures/Costs

Payment will be made for procedures listed in
attached Exhibit A if required by the protocol and not
considered as standard of care.

A3.2

A3.3 Addifional Study-necessitated Fees

Payee will be reimbursed at actual cost for any other
unforeseen but reasonable procedures or costs
necessitated by the Study or Protocol (and any

amendments thereto) and pre-approved by
Medpace/Sponsor.
A3.4 Nominal equipment

Institution will be provided with the following
equipment to be used solely in connection with
performance of the Study

Item: ECOA Tablet with SIM Card
Quantity: 1
Estimated Value: CZK

Promptly following the completion or earlier
termination of the Study, at Sponsor’s direction and

na navstévu, pokud budou predlozeny
ptisluiné doklady a budou pifedem schvaleny
zadavatelem. Platba bude uhrazena do &tyficeti péti

(45) dnt po pfijeti faktury a podkladové
dokumentace.
A3 FAKTUROVATELNE POLOZKY

Platba bude uhrazena do &tyficeti péti (45) dnd po
pfijeti faktury a podptirné dokumentace, pokud bude
relevantni a vyZadana.

A3.1  Nepldnovand navstéva

Neplanovana navstéva musi byt zadana do EDC pied
uzam¢enim databaze a navitéva se musi uskutecnit
po randomizaci. Pokud se neplanovand navitéva
uskute¢ni ve stejny den jako jind navitéva, tato
nebude hrazena. Platba bude uhrazena do étyticeti
péti (45) dnti po pfijeti faktury a podkladové
dokumentace.

A3.2 Sjednocené Ukony / ndkiady

Platba bude uhrazena za niZe jmenované procedury,
pokud to vyzaduje protokol a pokud to neni
povazZovano za standard péce.

A3.3 Dalsi odmény plynouci z polfeb
studie

Ptijemce plateb obdrzi nahradu skute¢nych nakladi
za jiné neptedvidané, aviak ptiméfené ukony nebo
naklady plynouci ze studie nebo protokolu (a jeho

ptipadnych dodatk) a pfedem schvalené spole€nosti
Medpace / zadavatelem.

A3.4 Standardni vybaveni

Instituce bude mit k dispozici nasledujici vybaveni
pro pouziti vyhradné pro Géely Studie.

PoloZka: tablet ECOA se SIM kartou
Mnoistvi: 1
Predpokliadana hodnota:
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expense, Institution shall return Equipment to
Sponsor.

MEDPACE RIGHTS

Medpace reserves the right to suspend payments due
to Payee, if Principal Investigator and/or Institution
do not complete data entry, query resolutions, and
electronic signatures on eCRFs and/or provide
regulatory documents to Medpace within timelines
defined by the project team. Payments will resume
once the missing or incomplete information is
resolved.

A5  MEDPACEINVOICING

All payment inquiries and invoices submitted shall
include the Protocol number and Principal
Investigator name and be sent to the following:

Email: Medpace Clinical
siteinvoices@medpace.com Research, LLC.
Phone: 513-579-9911 Attn: Clinical
Operations Site
Payments
5375 Medpace Way
Cincinnati, Ohio
45227

OkamZzité po dokonceni nebo pfed¢asném ukonceni
studie, na nafizeni a naklady zadavatele, Instituce
vrati vybaveni zadavateli.

A4  PRAVA SPOLECNOSTI MEDPACE
Spole¢nost Medpace si vyhrazuje pravo zadrZet
platby splatné ptijemci plateb, pokud hiavni
zkousejici a/nebo zdravotnické zafizeni neposkytnou
spole¢nosti Medpace Gplna data, vyplnéné formulaie
pro objasnéni udaji, elektronické podpisy na eCRF
a/nebo regulaéni dokumenty v terminech
definovanych projektovym tymem. Platby budou
uvolnény az po doplnéni chybéjicich nebo neuplnych
informaci.

AS  MEDPACEFAKTURACE

Vsechny ptijaté pozadavky na platby a faktury musi
obsahovat ¢islo protokolu a jméno hlavniho
zkousejictho a musi byt odeslany na adresu:

Email: Medpace Clinical
siteinvoices@medpace.com Research, LLC.
Telefon: 513 579 9911 Komu: Clinical
Operations Site
Payments
5375 Medpace Way
Cincinnati, Ohio
45227
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All invoices must be submitted to Medpace within
ninety (90) days of occurrence or up to fifteen (15)
days after receipt of the final payment.

Aé  PAYEE INFORMATION

All payments made by Medpace as set forth herein
shall be payable solely to Payee at the address set
forth below. Any such payments which are due to
any other party performing services in connection
with the Study shall be a matter solely between
Payee and such party.

Table 5 - For sites receiving payment by foreign wire fransfer
'PAYEE INFORMATION

Ustav hematologie @

Beneficiary Name* krevni transfuze

U Nemochnice 2094/1
Praha 2, 128 20
»Cze’-wch Republic

Payee Mailing Address

Contact que

Email A‘ddress

Account Ne

BSB Ne

BIC Code/Swift Code
Tax ID#**

d Thé name on the account
** Requested for Medpace Accounting tracking purposes only

CZ00023736

V3iechny faktury musi byt pfedloZeny spole¢nosti
Medpace do devadesati (90) dnt od vzniku naroku
nebo aZ patnacti (15) dni od pfijeti zavéretné
platby.

Aé  INFORMACE O PRIJEMCI
_ PLATBY

Viechny platby budou uhrazeny spolednosti

Medpace, jak je stanoveno v této smlouvé, a budou

splatné vyhradné ptijemci plateb na adrese uvedené

nize. Jakékoliv platby, které jsou splatné

kterémukoli jinému subjektu za provadéni sluzeb v

souvislosti se studii, budou vyhradni zaleZitosti

mezi pfijemcem plateb a ptislu$nou stranou.

Tabulka 5~ pro pracovisté piijimajici platby zahrani&nim bankovnim
pfevodem )

INFORMACE O PRIJEMCI PLATBY

Ustav  hematologie a
krevni fransfuze

Jméno piijlemce*
U Nemocnice 2094/1
Praha 2, 128 20

‘ W‘Czech Republic

Postovni adresa pfjemce

Kontokjnl’ osoba
Emailovd adresa

Banka

Kéd banky (BSB)

Kod BIC / Swift

DIC** C100023736

Clinical Study Agreement - Schedule A | Version #2
Incyte Corporation | INCB 39110-301 | Czech Republic
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