PPD Confidential Information

DODATOK 1 L
K ZMLUVE O KLINICKOM SKUSANI

AMENDMENT 1
TO CLINICAL TRIAL AGREEMENT

Tento dodatok 1 k zmluve o klinickom skti3ani
(,,dodatok 1) sdatumom U&innosti k diiu
posledného podpisu zmluvnych stran

This Amendment 1 to Clinical Trial Agreement
(“Amendment 17) effective on the date of the last
signature of the Parties

Medzi

Between

Alexion Pharmaceuticals, Inc.

so sidlom: 121 Seaport Boulevard, Boston, MA
02210, USA

ICO zamestnavatela: 13-3648318

konajiica prostrednictvom PPD  Investigator
Services LLC, 929 North Front St., NC 28401,
USA: CRO, ktora zastupuje zadavatela

(dalej len “Zadavatel™)

Alexion Pharmaceuticals, Inc.

Registered office: 121 Seaport Boulevard, Boston,
MA 02210, USA

Employer 1D No.: 13-3648318

Represented by: PPD Investigator Services LLC,
929 North Front St., NC 28401, USA — CRO that
represents the sponsor

(hereinafter referred to as the “Sponsor™)

A

AND

Univerzitna nemocnica — Nemocnica svitého
Michala, a.s.

so sidlom: Satinského 1.7770/1, 811 08 Bratislava,
Slovenska republika

I1CO: 44 570 783

DIC: 2022738586

IC DPH: SK2022738586

zapisand v obchodnom registri vedenomOkresnym
sidom Bratislava 1, oddiel: Sro, vlozka ¢&islo
4677/B

konajica:doc. MUDr. Branislav Delej, PhD.,
MPH, predseda predstavenstva a generalny riaditel’
(d’alej len “Centrum™)

Univerzitnd nemocnica — Nemocnica svitého
Michala, a.s.

with its registered seat at: Satinského 1.7770/1, 811
08 Bratislava, Slavak Republic

ID No.: 44 570 783

Tax No.: 2022738586

VAT No.: SK2022738586

Registered with the Commercial Register kept by

the District Court Bratislava I, Section Sro, File

No.: 4677/B

Represented by: doc. MUDr. Branislav Delej,

PhD., MPH, Chairman of the Board and Chief

Executive Officer (hereinafter referred to as the

“Center”)

A

MUDr. Hedviga Mikova
datum narodenia
adresa bydliska

Hlavného skusajuceho

Talej len “Hlavny skdzajtci”)

AND

MUDr. Hedviga Mikova
date of birth
address of the principal investigator

(hereinafter referred to as the “Priﬁcipal
Investigator™)

uzatvorili Zmluvu, na zaklade ktorej Centrum a
Hlavny skusajoci poskytuji Zadavatelovi a PPD
urcité  sluzby spojené s Klinickym skaSanim
protokolu ALXN2040-GA-201; a

PRIéOM, Zad:gvatel’, Centrum a Hlavny skﬁéa}ici .

WITNESSETH

WHEREAS, Sponsor, Center and Principal
| Investigator have entered into the Agreement
pursuant to which Center and Principal Investigator
provide certain Study services related to Protocol
no. ALXN2040-GA-201 to PPD and Sponsor; and

KEDZE Dodatok Protokolu &. 1 s ddtumom 10
méja 2021 meni harmonogram udalosti zmluvné
strany si Zelaji zmenit a dopluit podmienky
Zmluvy tak, ako je uvedené v tomto dodatku.

WHEREAS, the Protocol Amendment no 1 dated
10 May 2021 changes the schedule of events of the
Protocol, the Partics desire to amend the terms of
| the Agreement as set forth herein.
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PRETO TERAZ na zaklade dokladného uvaZenia
a s cielom byt’ pravne viazané sa Zmluvné strany
dohodli nasledovne:

NOW, THEREFORE, for the valuable
consideration contained herein, and intending to be
legally bound, the Parties agree as follows:

1. Priloha 1 bude Uplne vymazana a nahradena
novou prilohou 1, ktorda je ktomuto dodatku
pripojena ako priloha 1 aje do neho zaclenend
odkazom.

1. Appendix 1 is hereby deleted in its entirety and
replaced by the new Appendix 1 attached hereto as
Appendix 1 attached hereto and incorporated by
reference herein.

2. Po nadobudnuti uéinnosti sa stane dodatok 1
suCastou Zmluvy abude do nej zaleneny
odkazom.

2. Upon execution, this Amendment 1 shall be made
a part of the Agreement and shall be incorporated
by reference therein.

3. Vsetky ostatné podmienky Zmluvy zostavaju v
plnej platnosti a G€innosti. V pripade akéhokol'vek
rozporu medzi podmienkami Zmluvy a tymto
dodatkom 1 sa budl prevazovat’ podmienky tohto
Dodatku 1.

3. All other terms and conditions of the Agreement
shall remain in full force and effect. In the event of
any conflict between the terms of the Agreement
and this Amendment 1, the terms of this
Amendment 1 shall govern and control.

4. Vietky definované vyrazy, ktoré tu nie su
definované inak, budi mat’ vyznam, ktory im je
priradeny v Zmluve.

4. All capitalized terms used, but not otherwise
defined herein, shall have the meanings ascribed to
them in the Agreement.

Zostavajuca cas!’ tejto strany je zamerne
ponechana prazdna, nasleduje strana s prilohami
a podpismi.

Remainder of this page is intentionally left blank,
Appendixes and signature page (o follow.

dodatok 1 k datumu Gi¢innosti.

NA DOKAZ TOHO dolu podpisani podpisali tento | IN WITNESS WHEREOF, the undersigned have

|

executed this Amendment 1 as of the Effective
Date.
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Zadavatel / Sponsor

Podpis / Slgnature

Miesto / Place: \Fwﬂﬁ/l(/

Datum / Date: .
Meno a priezvisko / First and last name: 7?/()0/ él\}.)/’(’ﬁ &ﬁ% ﬂ@/
Funkcia / Position: ﬂrfpﬂ //,47 %ﬁ ﬁ/—%ﬁ)ﬁ/'ﬁw//gﬂﬁ \(P

Centrum / Center

Podpis / Signature:

.ﬂ - f
Miesto / Place: ﬁdﬂéf@ If
Datum / Date:

N

7/
Meno a priezvisko / First and last name: ﬂét‘ ”ﬁ/‘ \Z/ﬁﬂ/\ffé/\&? /% /D/
Funkcia / Position: ?(ﬂ(/ﬁégy /7 /dd{ﬂ a ﬂ 2’&/ % //Z’Q%/fﬂf/é@

Hlavny skisajuci / Principal Investigator

Podpis / Signature:

Miesto / Place: j/d%{f/ﬂ/@

Datum / Date:

R | ’ ) o
Meno a priezvisko / First and last name: A/M/ %Q/Vyd %/ﬂyd
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Priloha 1
Finan¢né podmienky

Api)endix 1
Financial Terms

Centrum mbze v pricbehu klinického skiiSania
poziadat’ o zrevidovanie tu uvedenych udajov o
prijemcovi platby. V takychto pripadoch sa
Zmluvneé strany dohodli, Ze nebuda potrebné Ziadne
dodatky k tejto zmluve za predpokladu, ze Centrum
poskytne pisomn¢ ozndmenie PPD s revidovanymi
udajmi o prijemcovi platby a pripadne s
revidovanym PAF. Zmluvné strany sa dalej
dohodli, Ze PPD neprebera zodpovednost za
nespravne Udaje o prijemcovi platby poskytnuté
Centrom.

Faktiry: Originaly, spravne faktiry a faktary za
jednotlivé polozky poslite na adresu:

Center may request to revise the its payment details
provided herein during the course of the Clinical
Trial. In such cases, the Parties agree that no
amendment to this Agreement shall be required
provided that Center provides written notification to
PPD with the revised payee details and, if
applicable, a revised PAF. The Parties further agree
that Sponsor assumes no liability for incorrect payee
details provided by Center.

Inveices: Please send original, correct and itemized
invoices to the following:

Invoices should be addressed to:

Invoices should be sent for payment to:
PPD Development, LLC
By email tc

929 North Front Street
Wilmington, NC 28401
Attn: Accounts Payable

V kopii:

Copy to:

Sponsor's full legal name and address as pet contract.

s oznacenim: ¢isla protokolu, meno hlavného skisajiiceho a meno
PPD monitora klinického sktsania (pokial’ je zname) (CRA).

with following details: Protocol number, name of the Principal
Investigator and PPD Clinical Trial monitor name (if known) (CRA).

Ndbor: Centrum uznéva, Ze ide o klinické skisanie 5 Enrollment: Center acknowledges that this is a
uréené na vyhodnotenie stanoveného poctu | Clinical Trial designed to evaluate a set number of
subjektov skuSania. Od Centra sa ocakava, ze | trial subjects. Center will be expected to apply best
vynaloZi maximalne tsilie pri nabore, ako je to | efforts for enrollment as provided for under the
stanovené v tejto Zmluve. Po naplneni naboru | Agreement. When enrollment of the target number
cielového poctu subjektov pre tito klinické | of trial subjects for the entire Clinical Trial is
skiSanie bude Centrum otom informované a | complete, Center will be notified and instructed not
poucené, aby nepokracovalo v nabore subjektov. to continue enrolling trial subjects.

Klinické skusanie je platené nasledovne: | The Clinical Trial shall be payable as follows:

Naklady na subjekt: Centru bude zaplatené v stilade | Cost per trial subject: Center will be reimbursed in
s nizSie uvedenym rozpoétom Platby sa budu | accordance of the budget below. Payments will be
vykonavat’ §tvrtroéne v EUR a budi zaloZené na | made in EUR and will be based on data entered in

udajoch zadanych do CRF. ' CRF’s.
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Nel'lspe§_ny skrl'ning_: Centru bude zaplatené za |

vSetky nedspe$né skriningy (ako je definované
nizsie) a bude mu zaplatena rovnaka suma ako za
skriningovil navitevu v siilade s rozpoStom. Na

ucely tejto Zmluvy sa za netspeSnym skriningom '

rozumie kazdy subjekt, ktory najskér zdanlivo
spiia kritéria klinického skii$ania a podpi§e hlavny
formular informovaného suhlasu. Platba za
neuspesny skrining bude Centru splatna §tvrt'roéne
v spojeni s planovanou Stvrt'ronou platbou Centru.

Screen Failures: The Center will be paid for all
Screen Failures (as defined below) and will be
reimbursed the same amount as for screening visit
in accordance with the rates set forth in the Budget.
For purposes of this Agreement, a Screen Failure
shall mean any trial subject, who initially appears to
meet the Clinical Trial criteria and signs the main
informed consent form. Payment for Screen
Failures will be payable to Center on a quarterly
basis in conjunction with the Center’s scheduled
quarterly payment.

| Poplatky za EK: Poplatky EK budé hradené
priamo PPD.

EC Fees: EC fees will be reimbursed directly to the
EC by PPD.

Refundaéné poukaZky pre subjekty: Naklady
subjektu skusania, ktoré mu vzaikli v spojitosti so
stravovanim a/alebo dopravou na navstevy a z
navitev v ramci klinického sklSania podla
poziadaviek Protokolu sa kaZzdému subjektu
skifania refunduji vo forme stravnych poukazok
na sumu 40.00 € (Styridsat’ eur) za kazddi navstevu.
Za vedenie uctovnej evidencie vietkych pouzitych
a nepouzitych stravnych poukazok zodpoveda
Hlavny skiSajici. Vydavanie poukazok bude
monitorovat’ Zadavatel’ alebo nim poverend osoba
v ramci pravidelnych monitorovacich navstev.

Subject Reimbursement Vouchers: Trial subject
costs incurred for meals and/or transportation to and
from Clinical Trial visits as required by Protocol
shall be reimbursed to each trial subject per visit in
the form of meal vouchers in the amount of 40.00 €
(forty Euro). The Principal Investigator shall be
responsible for keeping an accounting log of all
used and unused vouchers. The provision of
vouchers shall be monitored by Sponsor or its
authorized representative during regular monitoring
Visits

Zavazné neziaduce udalosti (SAE): SAE buda
preplatené v sume stanovenej v rozpodte po prijati
spravnych a podrobnych faktir od Centra
spolo¢nostiou PPD/Zadévatelom. Tato nahrada

pokryva cas spojeny s kontrolou a predloZenim
SAE.

Neplanované navStevy: Neplanovani naviteva

znamend navstevu subjektu, ktora nie je vyslovne
stanovend v protokole, ale je inak potrebnd pre
klinické skuSanie. Neplanované navstevy budi
preplatené v sulade so sadzbami stanovenymi v
rozpocte. V pripade, Ze do rozpoctu nie je zahrnuté
lekarsky nevyhnutné vySetrenie, Centrum musi
pred vykonanim vysetrenia ziskat predchadzajici
pisomny suhlas. Vyska nahrady za postup, ktory nie
je zahrnuty v rozpolte, bude schvileny v &ase
poskytnutia pisomného suhlasu.

Serious Adverse Events (SAEs): SAEs will be
reimbursed in the amount set forth in the budget
each, upon Sponsor’s/PPD’s receipt of correct and
itemized invoices from Center. This reimbursement
covers the time associated with the review and
submission of the SAE.

Unscheduled Visits: An Unscheduled Visit means
a trial subject visit which is not expressly set forth
in the Protocol but is otherwise required for the
Clinical Trial.  Unscheduled Visits will be
reimbursed in accordance with the rates set forth in
Budget. In the event a medically necessary
procedure is not included in the Budget, Center
must receive prior written approval before
procedure is performed. Amount of compensation
for a procedure not included in Budget will be
approved at the time written approval is provided.

Standardna starostlivost”:
starostlivost’ zahffia vSetky medicinsky nevyhnutné
vySetrenia, postupy alebo testy, od ktorych by sa
o¢akdvalo, Ze budi vykonané, aj keby sa subjekt
nezucastnil na klinickom skagani. VysSetrenia,
postupy alebo testy identifikované v ramci rozpoCtu
ako §tandardnd starostlivost zaplati tretia strana,

pokial' to takato tretia strana neodmietne.
Centrum/Hlavny skiSajuci zabezpeéi, aby boli
vietky odmietnutia Standardnej starostlivosti

Standardnd

Standard of Care: Standard of Care (SOC)

assumptions include any medically necessary
treatments, procedures or tests that would be
expected to be performed even if the subject were
not participating in the Study. Treatments,
procedures or tests identified within the budget as
SOC are to be paid by third party payee unless
denied by such payee. Center/Principal Investigator
will ensure all SOC denials are acceptable prior to
submitting an invoice for reimbursement from

| PPD/Sponsor.
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prijatel'né pred odoslanim faktiry na preplatenie
PPD/Zadavatelovi.

Zaverefna platba: Konecna platba zahffiajica
zadrzné vo vyike desat’ percent (10%) bude splatna
po dokonéeni zaverecnej navsievy (close-out visit)
a po obdrzani nasledujucich udajov: (i) vSetkej
dokumentacie o klinickom sktiSani, (ii) prehladu
vietkého nepouZitého skusaného lieku, (iit) vietky
vyplnené a spravne CRF/otazok, (iv) ukoncenie
uzamknutia databazy (database lock) a (V)
akychkolvek  objasnenych a  doplnenych
poziadaviek vznesenych PPD alebo Zadavatel'om
tykajucich sa udajov alebo evidencie klinického
skigania. Konecné faktiry je potrebné predlozit’
PPD/Zadéavatelovi do 60 dni od zaverecnej
navitevy na Centre. Faktury prijaté po tomto
termine nemusia byt preplatené. Konecnd platba
bude spracovana po kone¢nom vyrovnani a bude
zahffiat’ zadrZné a/alebo vSetky nevyrovnané platby
Centru. Ak Centrum nema ziadne nevyrovnané
platby, nebudu sa realizovat’ ziadne d’alSie platby.

Bez predchadzajuceho pisomného suhlasu
Zadavatel'a alebo PPD sa nebudi brat’ do vivahy
Ziadne d’alSie Ziadosti o dodatocné financovanie.

Final Payment: The final payment to include the

ten percent (10%) withholding will be payable upon
completion of the close-out visit and upon receipt of
the following: (i) all Clinical Trial documentation,
(i1) the accountability of all unused Study Drug, (iii)
all completed and correct CRFs/queries, (iv)
completion of database lock and (v) any
clarification requests made by PPD or Sponsor
regarding trial data or records. Final invoices must
be submitted to PPD/Sponsor within 60 days of
Center’s Study close-out visit. Invoices received
after this time may not be reimbursed. Final
payment will be processed after final reconciliation
is performed and will include withholding and/or
any outstanding payment to Center. If Center has
no outstanding payment no additional payments |
shall be made.

No other additional funding requests will be
considered without the prior written consent of
Sponsor or PPD.

Days . £ 8
Visit Weeks and 'IY ISte Costy Ef;rs“ 1
Window P
Screening Ll -6toc0 | -42to-1 X ‘ 192.68 €
weeks
1 1 By | 181.30 €
2 2 15 HV 5244 €
Primary Evaluation Period 3 4 29 X 75.38 €
(Masked Treatment) / 4 ] 57 X 140.42 €
Obdobie primarneho = -
hodnotenia (zaslepena 5 16 113 X 133.52€
lie¢ba) L O 28 197 X 199.07 €
i 40 281 X 14283 €
(L 52 365 X | 22253€
9 54 379 HV 46.92 €
Secondary Evaluation 10 56 393 X 64.34 €
Period (Masked Treatment) 11 60 421 X 140.42 €
- Weeks 52 to 104 / Obdobie A RGE |
sekundarneho hodnotenia L gt 1 £ 12as
(zaslepena liecba) - tyZden 13 80 561 X 13421 €
50 az 104 14 92 645 X 124.89€
15 104 729 X 200.79 €
Optimal Dose Transition - Optimal X 6434 €
After Week 52 / Prechod na Dose
optimalnu davku - po +2 +2 HV 46.92 €
2 +4 +4 X 6434€
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+8 14 X 64.34 €

T1 T1 D HV 26.39 €

Taper - 6 Days D3 B

T2 12 D4 to D6 HV 26.39 €
30+7

Follow-up (EOS) - 30 Days post last X 76.07 €
dose

2,545.41 €

TOTAL PER ALL VISITS / CELKOM ZA VSETKY NAVSTEVY

X = navsteva na klinike;

HV = domaca naviteva VHS; TV = telefonicka navsteva; HV sa mbze zmenit’ na klinicka navitevu na
zaklade dohody medzi pacientom a pracoviskom, aviak pri dodrzani rovnakych HV vySetreni.

Costs per unit / Suma

Other costs / DalSie platby zajednotiis
| ET / navsteva ukondenie liecby - 222.60€
Screen failure / Neuspesny skrining 188.00€
Unscheduled visit / Nepldnovand naviteva - - 13935¢€
| FSH for Females - - ~ S.00€
| Patient reimbursement / Nahrada pacientom 40.00 € ‘
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