'ER EVIDENT

DODATOK 002
K ZMLUVE O KLINICKOM SKUSANI &. 200716288

Tento dodatok (dalej len "dodatok"),je uzatvoreny medzi
AMGEN GMBH, Prinz Eugen Strale 8-10, A-1040 Wien,
Rakusko a jej materska spolo¢nost, alebo pobocky
("spolognost™)a SLOVENSKA ZDRAVOTNICKA
UNIVERZITA v  zastipeni: prof. PhDr. Dana
FARKASOVA, CSc., rektor, so sidlom: Limbova 12, 833
03 Bratislava, Slovenska republika ("intitucia ). Vetky
nedefinované terminy pouZité v tomto dodatku majl ten
vyznam, ktory im bol prideleny v zmluve. Tento dodatok
nadobutda U¢innost dfiom posledného podpisu nizsie
(“datum platnosti”).

VZH'LADOM NA TO, Ze spolo&nost’ a inétiticia uzavreli
zmluvu o klinickom skisani 200716288 diia 02.01.2008
(,zmluva®) ktorou sa ustanovilo, Ze sa strany zapoja do
hodnotiacej klinickej $tidie podfa Amgen protokolu &.

20060289 s nazvom “Odslepené, jednoramenné,
nadstavbové skaSanie pre hodnotenie dlhodobej
bezpe€nosti a pretrvavania G&innosti  denosumabu

(AMG162) v liecbe postmenoapuzalnej osteoporozy”
a jeho dodatkov; a

VZHLADOM na datum uginnosti dodatku sa strany
dohodli upravit' pocet radiologickych procedur,dodatkom
ku zmluve a tymto sa plne nahradza Rozpis A1 rozpisom
A2, ktory je v prilohe tohto dokumentu.

TERAZ PRETO strany tymto suhlasia s nasledovnym:
1. OZNAMENIE PRISLUSNYM ORGANOM

1.1 V primeranom ¢ase od podpisania tohto dodatku, ako
moze byt pozadované prislusnymi zakonmi a predpismi,
centrum a skdsajlci oznami prisludnej etickej komisie ¢o

je predmetom tohto dodatku.
2. VYKLAD ZMLUVY
21 S vynimkou tohto dodatku a doplnenia, v&etky

podmienky tejto zmluvy st zahrnuté prostrednictvom
tohto odkazu, a zostan( aj nadalej v plnej platnosti a
ucinnosti a su ratifikované a potvrdené vo vsetkych
ohladoch.

AMENDMENT 002 TO CLINICAL TRIAL AGREEMENT
Nr. 200716288

This Amendment ("Amendment") is made and entered
into by and among AMGEN GMBH, Prinz Eugen Straflle
8-10, A-1040 Wien, Austria and its parents or wholly
owned subsidiaries of the parent ("Company") and
SLOVENSKA ZDRAVOTNICKA UNIVERZITA
represented by: prof. PhDr. Dana FARKASOVA, CSc.,
Rector of the University; of Limbova 12, 833 03
Bratislava, Slovak Republic hereinafter referred as
("Institution"). All terms used in this Amendment and not
defined shall have the meanings assigned to them in the
Agreement. This Amendment is entered upon the date of
the last signature below to become effective on (the
“Effective Date”).

WHEREAS, Company and Institution have entered into a
Clinical Trial Agreement 200716288 effective as of
02.01.2008 (the “Agreement”) providing for the parties to
engage in a clinical evaluation study pursuant to Amgen
Protocol No. 20060289 entitied “An Open Label, Single
Arm, Extension Study to Evaluate the Long Term Safety
and Sustained Efficacy of Denosumab (AMG162) in the
Treatment of Postmenopausal Osteoporosis” and its
amendments; and

WHEREAS, as of the Amendment Effective Date the
parties wish to modify the number of radiology
procedures; and therefore agree to amend the
Agreement to restate and replace Schedule A1 in its
entirely with Schedule A2 attached hereto.

NOW, THEREFORE, the parties hereby agree as
follows:

1.  NOTIFICATIONS
AUTHORITIES

TO THE COMPETENT

1.1 Within a reasonable time of signing this Amendment
as may be required by applicable law and regulations,
Site and Investigator shall notify the appropriate ethics
committee of the subject matter of this Amendment.

2. CONSTRUCTION OF AGREEMENT

2.1 Except as amended and supplemented hereby, all of
the terms of the Agreement are incorporated herein by
reference, and shall remain and continue in full force and
effect and are hereby ratified and confirmed in all
respects.
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+ DOKAZ TOHO strany tejto zmluvy dali svojim riadne poverenym zastupcom tdto zmluvu podpisat.

; 4 WITNESS WHEREOF, the parties heretn -
Contract.

ised their duly authorized representatives to execute this
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Date/ Datum: - s mial 201
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SCHEDULE A2/ ROZPIS A2

Protocol/ Protokol 20060289

Site/ Centrum 845

1. NAKLADY NA KLINICKE SKUSANIA

Ako odmenu za plnenie v zmysle podmienok tejto zmluvy
poskytne Amgen finanén podporu pre skiSanie podfa
rozpoCtu stanoveného vtejto Prilohe A2 (dalej
“rozpocet”).

Pokial Amgen nebude poZadovat, aby boli do skisania
zaradené dal$i Ucastnici klinického skuSania, celkova
uhrnna suma splatna podlfa tejto zmluvy neprekrodi
sedemtisicdvestoSestdesiat Eur (€ 7.260,00) (dalej
“naklady skuSania”). Naklady skusania vychadzaju
z tychto predpokladov:

- vSetci 5 ucCastnici klinického skG3ania dokongili
v3etky lieCby definované v protokole;

- vykonal sa maximalny pocet volitelnych postupov
protokolu uvedenych v rozpoéte;

- dosiahol sa maximalny pocet zlyhani vstupnych
vySetreni uvedeny v rozpodte;

- daldie naklady stanovené
spotrebované.

v rozpocte  boli

- Naklady sk($ania nezahffiaji dan z pridanej
hodnoty.
- Naklady skdsania zahfniaju aj:
o Prevadzkové naklady zdravotnickeho
zariadenia
o Naklady lekarne
o Naklady na archivaciu (podas skisania aj
po nom)
o VsSetky rezijné naklady.

1. STUDY COST

As consideration for performance under the terms of this
Agreement, Amgen shall provide financial support for
the Study in accordance with the budget set forth in this
Schedule A2 (the “Budget”).

Unless Amgen requests that additional Patients be
enrolled in the Study, the total aggregate amount to be
paid under this Agreement shall not exceed seven
thousand two hundred sixty Euros (€ 7.260,00) (the
“Study Cost”). The Study Cost assumes that:

- all 5 Patients have completed all Protocol
specified treatments; and
- the maximum number of optional Protocol

procedures listed in the Budget have been
performed; and
- the maximum number of screen failures listed in
the Budget has been reached; and
other additional costs set forth in the Budget
have been expended.
- The Study Cost does not include any value
added tax.
- The Study Cost also includes the following
o Hospital Overhead Costs
o Pharmacy Costs
o Archiving costs (during and after the
Study)
c Any overheads
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ROZPOCET 2, BUDGET
Number of Subjects: 5
Poéet ucastnikov klinického skisania:
Max. Max.
Description Frequency/details Per Patient Total
Popis Frekvencia/detaily Maximalna éiastka za Celkova maximalna
ucastnika (€) Ciastka (€)
Per Subject Fee In accordance with table
Platba za Gcastnika befow 1.412,00 7.060,00
klinického skiiania V stilade s tabulkou nizsie
Optional Day 1 visit | ith bel
Volitelna navéteva na 1. deit | af:cordance w:.'th ef&’" 30,00 150,00
V sdlade s tabulkou nizsie
Optional Follow-up visit to
Day 10 visit / ith
Volitelna kontrolna navsteva : af:cordance W:lt be{?w' 10,00 50,00
a2 naviteva na 10. def V sulade s tabulkou nizsie
MAXIMUM CONTRACT VALUE 7.260,00

MAXIMALNA ZMLUVNA CIASTKA

Poplatok za tc¢astnika klinického skisania:

Per Subject Fee:

Protocol . Milestone Payment in €
Version M:aﬁls:?: e Platba za milnik v €
Verzia protokolu
Day 1 30,00
1.den
Day 10 20,00
10.deri
Month 6 30,00
-y 6.mesiac
EBo Month 12 240,00
o Q ;
=3 12.mesiac
Oa Month 18 30,00
18.mesiac
Month 24 / EOS PA1* 250,00
24.mesiac / Ukonéenie klinického skisania Dodatok
€. 1 k protokolu (PA 1)*
Month 24 IP Admin & Re-consenting to PA3
Fors 24 .mesiac podavanie ski$aného produktu a novy 25,80
b o stihlas pre Dodatok &.3k protokolu (PA 3)
o9 Month 30 50.40
'g g_ 30.mesiac '
s Month 36
E : 36.mesiac 139,40
-0 Month 42
§ § 42 mesiac 20,40
R Marth49 58,40
<5
on
54.mesiac 50,40
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Month 60 139,40
60.mesiac
Month 66
66.mesiac 9040
Month 72
72.mesiac 95,40
Month 78
78.mesiac 50,40
Month 84 Visit
ET/EOS Navteva 68,20
84.mesiac
predéasné
ukonéenie
Eos DXA & X-ray**
liecby/ -~ 73,40
ukoncéenie DXA a RDG
klinického
sklUsania
Total:
Celkova zmluvna éiastka: 1.412,00

* EOS PA1 (ukondenie skugania — prva ¢ast) - pre
Ucastnikov, ktori sa nebudt chciet' zu&astnit tretej Casti
(PA3).

*™ Ak sa navsteva pri predéasnom ukonéeni (ET)
uskutoéni do 6 mesiacov  od poslednych
denzitometrickych (DXA) a RTG snimok, nemusia sa tieto
zobrazovacie vysetrenia zopakovat'.

Okrem platby za Ucastnika klinického skugania poskytne
Amgen platby aj za nasledujtice postupy:

Voliteiné navstevy

* EOS PA1 for subjects that do not want to participate in
the PA3.

** If the Early Termination visit occurs within 6 months of
the last DXA scans and radiographs, then these imaging
assessments do not need to be repeated.

In addition to the Per Subject Fee, Amgen will also
provide payment for the following:

Optional Visits

Visit Description
Popis navstevy

Visit Payment
Platba za navstevu

Optional Day 1°

Celkova zmluvna éiastka

Volitelna navsteva 1.den’ €30,00
Optional Follow up to Day 107" €10.00
Volitelné daliie sledovanie do 10. dfia™ :

Total €40,00

" Splatna ak sa naviteva na 1. def skusania uskuto&ni
v iny def, neZ navateva v 36. mesiaci pre skiganie
20030216.

" Vykonaite, ak je na naviteve na 10. defi skigania
serova hladina vapnika upravena na albumin nizgia ako
7,5 mg/dl (1,875 mmol/l).

VyZivové doplinky s vitaminom D / vapnikom

Amgen pracovisku poskytne vyZivové doplnky
8 vitaminom D/vapnikom.

" Payment if Day 1 occurs on different day from
20030216 Month 36 visit

™ Complete if albumin-adjusted serum calcium value
below 7.5mg/dl (1.875mmol/L) at the Day 10 visit

Vitamin D / Calcium Supplements

Vitamin D / Calcium supplements will be provided to the
site by Amgen.
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3.

PODMIENKY ODPLATY

Odplata bude uskutoénena nasledovne:

(a) Odplata bude

(b)

realizovana roéne za ukondené
navstevy ako je uvedené v Rozpodte vratane
Dobrovofnych  procedir uvedenych v protokole.
Ukoncené navstevy a procedury sa budl zakladat' na
informéaciach obsiahnutych v prislugnych pripadovych
spravach.

Na zaklade ukonéenia klinického skusania
v stlade s protokolom alebo skorého ukondenia
véasti 13 zmluvy, bude odplata za ukondené
navstevy avykonané procediry realizovana iba
s ukonéenym aopravenym e-CRF za delom
vypoctu koneénej splatnej zavereénej odplaty platby
(,zéverecna odplata). Oddelene od pokraéujlcich
roénych odplat; néklady za Dobrovolné procedry
uvedené v protokole budi uhradzané ako je uvedené
vrozpocte v zavere klinického skUania a budd
zahrnuté do konecnej odplaty, aby sa zaistilo, ?e sa
neprekro¢i suma uvedena v rozpodte

(c) Konecna (posledna) odplata bude splatna na zaklade
close-out visit,
otazok, (ii) zaveregnej spravy skisajuceho vo forme

prijatia (i) ukon¢eného e-CRF a

prijatelnej pre Amgen a (jii) po poskytnutia vyUctovani

vietkého nepouzitého liediva.

Neberi sa do uvahy ziadne dalSie ziadosti o
financovani bez predchadzajuceho pisomného
suhlasu Amgen.

Udaje o prijemcovi:

Platby bud( uskuto&fiované na nasledujuce c¢islo Gétu:

3.

PAYMENT TERMS

Payments will be made as follows:

(a) Payments will be made annually for visits which have

been completed as set forth in the Budget above,
including Protocol optional procedures. Visits and
procedures, which have been completed, will be
based on information contained in the corresponding
case report forms.

(b) Upon Study completion in accordance with the

(c)

No other

Protocal or early termination per Section 13 of the
Agreement, the payments made based on the visits
completed and procedures performed will be
reconciled, with the completed and corrected e-CRF
in order to calculate the final payment due (the “Final
Payment”). Separate from ongoing  annually
payments, the Protocol optional procedures costs
will be paid as set forth in the Budget at the end of
the Study and included in the Final Payment to
ensure that the maximum amounts set forth in the
Budget have not been exceeded.

The Final Payment will be due upon completion of
the close-out visit, receipt of (i) all completed and
corrected e-CRF and queries, of (i) the
Investigator's final report in a form acceptable to
Amgen and (iii) provided all unused Study drug has
been accounted for.

additional funding requests will be

considered without the prior written consent of
Amgen.

Payee information:

Payment shall be made to the following account number:

Account Name

Slovenska zdravotnicka univerzita

IBAN/

SK83 8180 0000 0070 0019 8848

Account Number 7000198848 / 8180

SWIFT/Sort Code SUBASKBX

Bank Name Statna pokladna

Bank Address Radlinskeho 32, 810 05 Bratislava, Slovak Republic

Institlcia méze z ¢asu na Gas pisomne poziadat o zmenu
v Udajoch o prijemcovi platby. Takéto zZmeny je potrebné
pisomne oznamit. Ak bude Amgen so zmenou sthlasit,
pisomne potvrdi, Ze zmenu akceptuje. Nebude potrebny
Ziadny dal$i dodatok zmluvy.

From time to time, the Institution may request in writing a
change in Payee information. Such changes need to be
notified in writing. If Company agrees to the requested
change, it will confirm in writing that the change is
acceptable. No additional amendment of the Agreement
will be necessary.
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