ZMLUVA O RIESENI PROJEKTU APVV-21-0478

Thto zmluvu uzatvaraju:

AXON Neuroscience R&D Services SE, so sidlom Dvotakovo nabrezie 10, Bratislava 811 02, ICO
50 180 461, zaregistrovana v obchodnom registri Okresného sudu Bratislava I, oddiel Po, viozka &islo
3320/B (d’alej len , rieSitel*)

a

Neuroimunologicky ustav SAV, Dibravska cesta 9, 845 10 Bratislava, ICO 31 748 333, DIC:
2020921320 (d’alej len ,,spoluriesitel™)

Agentura na podporu vyskumu a vyvoja (dalej len ,,APVV*) rozhodnutim zo diia 11.05.2022
rozhodla o poskytnuti finanénych prostriedkov rieSitelovi na rieSenie projektu pod nazvom
LLongitudinalne monitorovanie adaptivnej imunity po infekcii SARS-CoV-2 a ockovani: markery
imunity* s pridelenym identifikaénym cislom APVV-21-0478 (d’alej len ,projekt) za podmienok
uvedenych v zmluve o poskytnuti prostriedkov ¢. APVV-21-0478 uzavretej medzi APVV a rieSitelom
(tato zmluva, d’alej len ,,Hlavna zmlava*®).

Podla ¢lanku III odsek 6 Hlavnej zmluvy, ak riesitel’ ,.spolupracuje pri rieSeni Projektu s inymi
pravnickymi alebo fyzickymi osobami uvedenymi v Projekte v pozicii spoluprijemcu, financné
prostriedky im moéZe prijemca poskytmut iba na zdklade osobitnej zmluvy o rieSeni Projektu,
prostrednictvom ktorej zabezpeci z ich strany dodrianie podmienok tejto Zmluvy a vseobecne
zavdznych pravnych predpisov®.

Za icelom splnenia uvedenej povinnosti podl’a ¢lanku III odsek 6 Hlavnej zmluvy sa rieSitel’
a spolurieSitel’ dohodli nasledovne:

1. RIESENIE PROJEKTU

1.1 Riesitel' a spoluriesitel’ sa zavidzuji realizovat projekt tak, ako bol schvaleny APVV, a
v sulade s:
a) v§eobecne zavaznymi pravnymi predpismi;
b) Hlavnou zmluvou,
c) zaviaznymi podmienkami hospodarenia s finanénymi prostriedkami pocas rieSenia
projektu VV 2021;
d) usmernenim k ¢erpaniu finanénych prostriedkov poskytnutych po 01.08.2022 v ramci
verejnej vyzvy VV 2021;
€) s inymi dokumentami, na ktoré odkazuje Hlavn zmluva;
f) touto zmluvou;
2) usmerneniami APVV;
h) usmerneniami rieSitela.
1.2 Spoluriesitel sa zavdzuje podielat sa na rieSeni Cdiastkovych wloh a etap projektu

Specifikovanych vo vecnom zamere projektu (priloha Annex 2) v sulade s ustanovaniami tejto
zmluvy.
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V pripade potreby zmien v projekte bude spoluriesitel’ kontaktovat’ riesitel’a, ktory zodpoveda
za d’alSie konanie vo¢i APVV. Projekt je mozné menit’ len s pisomnym sithlasom rieSitel'a a
po schvaleni APVV alebo v stilade so Zavdznymi podmienkami, resp. usmerneniami APVYV.

Riesitel moze znizit vySku pridelenych finanénych prostriedkov spolurie$itelovi na
nasledujuci rok oproti schvadlenému rozpoétu vo vyske podla navrhu rady v pripade, ak
poskytovatel’ postupuje vo&i riesitelovi podla Clanku VI odsek 4 pismeno b) Hlavnej zmluvy,
alebo ak poskytovatel’ postupuje podl'a odseku II odsek 13 Hlavnej zmluvy.

CERPANIE A POUZITIE FINANCNYCH PROSTRIEDKOV

Riesitel’ sa zavdzuje poskytnut’ spoluriesitel'ovi finanéné prostriedky na rieSenie projektu za
podmienok podl'a tejto zmluvy a v stlade a v rozsahu podl'a rozpoétu projektu.

Finan¢né prostriedky poskytnuté na rieSenie projektu méZzu byt pouZité len v lehote uréenej
v projekte alebo v Hlavnej zmluve a len sposobom ana udel stanoveny v projekte alebo
v Hlavnej zmluve. Spoluriesitel' je povinny zohladnit’ urCenie Gcelu pouZitia finanénych
prostriedkov poskytnutych na rieSenie projektu podla pokynov zodpovedného rieSitela.
Zodpovedny riesitel’ je osoba zodpovedna za rieSenie projektu a za uréenie ucelu pouZitia
finan¢énych prostriedkov poskytnutych na riesenie projektu.

Riesitel’ poskytne spoluriesitel'ovi finan¢né prostriedky na uget spoluriesitela SK55 8180 0000
0070 0068 1151 (d’alej len ,,uCet spoluriesitel'a®). Pravo disponovat’ s u¢tom spoluriesitela a s
finan¢nymi prostriedkami poskytovanymi rieSitelom méze mat’ len spoluriesitel’.

Prava a povinnosti uvedené v clanku III Hlavnej zmluvy sa primerane aplikuji na
spoluriesitel’a, resp. na vztah spolurie$itel’a a rieSitel'a podla tejto zmluvy.

PRAVA A POVINNOSTI ZMLUVNYCH STRAN

Prava a povinnosti uvedené v clanku V Hlavnej zmluvy sa primerane aplikujd na
spoluriesitela, resp. na vztah spoluriesitela arieSitel'a v rozsahu prav a povinnosti
spoluriesitel'a podla tejto zmluvy, ibaZe je v odseku 3.2 uvedené inak.

Bez ohl'adu na odsek 3.1:

a) Pre vylucenie pochybnosti, povinnost’ spoluriesitel’a podla odseku 3.1 tejto zmluvy sa
neaplikuje v suvislosti s ¢lankom V odsek 5 Hlavnej zmluvy.

b) APVYV je opravneny vykonat’ finanénl kontrolu na mieste aj priamo u spoluriesitel'a v
sulade so zakonom ¢. 357/2015 Z. z. o financnej kontrole a audite a o zmene a
doplneni niektorych zakonov v zneni neskorSich predpisov polas trvania Hlavnej

zmluvy ako aj po jej ukonceni a spoluriesitel’ je povinny strpiet’ vykon tejto kontroly.
c) Spoluriesitel’ moze zverejiiovat’ vysledky projektu iba so suhlasom riesitela.

Spoluriesitel’ sa zavdzuje vratit’ finanéné prostriedky poskytnuté vo forme nepriamej Statne;j
pomoci riesitelovi v lehote do 15 dni odo diia doruCenia oznamenia o zisteni poskytnutia
finanénych prostriedkov vo forme nepriamej §tatnej pomoci a vyzvy na ich vratenie zaslanej
rieSitel'om.

UKONCENIE ZMLUVNEHO VZTAHU A SANKCIE

Riesitel’ je opravneny vypovedat’ tato zmluvu bez udania dévodu s okamzZitou uéinnostou, ak
Hlavna zmluva zanikne z akéhokol'vek dévodu.

Ak spoluriesitel’ porusi ustanovenia tejto zmluvy, rieSitel’ ma pravo odstupit’ od tejto zmluvy.
Odstupenie od tejto zmluvy je G¢inné dilom jeho dorucenia spoluriesitelovi.
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Riesitel’ mdZze odstupit’ od tejto zmluvy najmai v pripade poruseni povinnosti podl'a ¢lanku VI
odsek 6 Hlavnej zmluvy, ktory sa pouzije primerane na povinnosti spoluriesitel'a podl'a tejto
zmluvy, resp. vzt'ah riesitela a spoluriesitel’a podl'a tejto zmluvy.

Riesitel’ je oprdvneny po odstupeni od tejto zmluvy pozZadovat’ od spolurieSitela vratenie
finan¢nych prostriedkov poskytnutych na riesenie projektu.

Bez ohladu na odsek 4.2, ak spoluriesitel’ porusi ustanovenia tejto zmluvy, riesitel’ ma pravo
uplatnit’ si zmluvnu pokutu vo vyske 500,00 EUR za kazdé porusenie jednotlivo.

Ak spoluriesitel' v stanovenom rozsahu a lehote nesplni upozornenie (vyzvu) rieitel'a na
odstranenie zistenych nezrovnalosti alebo neposkytne vysvetlenie k predmetu vyzvy alebo
neposkytne toto vysvetlenie v stanoveny ¢as a riadne podl'a inStrukcii vo vyzve, je povinny
rieSitelovi zaplatit’ zmluvna pokutu vo vyske 1 000,00 EUR (slovom: tisic eur) za kazdé
jednotlivé porusenie.

Zaplatenim zmluvnej pokuty nie je dotknuta zodpovednost’ spoluriesitel'a za $kodu, ktor tym
rieSitel'ovi spdsobi.

ZAVERECNE USTANOVENIA

Tato zmluva sa riadi slovenskym pravom a ustanoveniami Obchodného zikonnika v zneni
neskorsich predpisov.

Kazda zo zmluvnych stran sa zavdzuje pisomne a bez zbytocného odkladu, najneskér do 3
pracovnych dni od zmeny, oznamit’ druhej zmluvnej strane vSetky zmeny identifikaénych
tdajov, uvedenych v Gvodnej Casti tejto zmluvy, resp. akikol'vek ini zmenu skutocnosti a
pravnych pomerov, ktoré maji alebo by mohli mat’ vplyv na prava alebo zavizky vyplyvajuce
z tejto zmluvy.

Spoluriesitel’ sa zavdzuje v lehote do 3 pracovnych dni od zmeny v osobe Statutarneho
zastupcu oznamit pisomne tito skutoénost’ rieSitelovi a predlozit’ mu relevantny doklad
preukazujuci tato skutocnost’.

Riesitel’ sa zavdzuje bezodkladne informovat spolurieSitel'a o vSetkych zmenich Hlavnej
zmluvy.

Spoluriesitel’ Cestne vyhlasuje, ze vSetky Udaje uvedené v projekte, ako aj vsetky udaje
uvedené v tejto zmluve a Cestnom vyhlaseni su pravdivé a uplné.

Zmluvné strany ber(l na vedomie, ze podl'a § 5a ods. 1 zakona €. 211/2000 Z. z. o slobodnom
pristupe k informaciam v zneni neskorSich predpisov ide v pripade tejto zmluvy a jej dodatkov
o povinne zverejiiovanu zmluvu. Zmluvné strany beril na vedomie, Ze zverejnenie tejto
zmluvy a vietkych jej pripadnych dodatkov v sulade a v rozsahu podla zakona ¢. 211/2000 Z.
z. o slobodnom pristupe k informéacidm v zneni neskorsich predpisov, nie je porusenim alebo
ohrozenim obchodného tajomstva.

Tato zmluva nadobida platnost dilom podpisu jej pisomného vyhotovenia obidvomi
zmluvnymi stranami. Tato zmluva nadobuda uéinnost’ v zmysle § 47a Zakona ¢. 40/1964 Zb.
Obcianskeho zdkonnika v zneni neskorSich predpisov diiom nasledujucim po dni jej
zverejnenia.

Tato zmluvu je mozné menit adopliiat’ len formou pisomnych dodatkov podpisanych
obidvomi zmluvnymi stranami.

Téato zmluva je vyhotovena v dvoch rovnocennych exemplaroch, zktorych kazda zo
zmluvnych stran obdrZi po jednom.

Spoluriesitel’ podpisom tejto zmluvy vyhlasuje a potvrdzuje, Ze sa oboznamil s dokumentami
podla odseku 1.11.1a) aZ 1.1e) a zavdzuje sa nimi riadit’.
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Pisomna forma komunikacie sa bude uskutociiovat’ najméd prostrednictvom e-mailu alebo
doporu¢eného dorucovania postou. Pisomnost sa povazuje za doruCenu, ak dbjde do
dispozicie druhej zmluvnej strany na adrese uvedenej v zdhlavi tejto zmluvy, a to aj pripade,
ak adresat pisomnost’ neprevzal, priCom za defi doruCenia pisomnosti sa povazuje defi, v ktory
doslo k vrateniu nedorucenej pisomnosti odosielatelovi (bez ohl'adu na pripadni poznamku
»adresat neznamy“), alebo k odopretiu prijatia pisomnosti. V pripade dorucovania
elektronickymi prostriedkami sa vyzaduje zaslanie odpovedného e-mailu potvrdzujiceho
prijatie pisomnosti zmluvnou stranou. Ak nie je objektivne z technickych dévodov mozné
nastavit’ automatické potvrdenie o Uspe$nom dorudeni zasielky, zmluvné strany vyslovne
suhlasia s tym, Ze zasielka doruovana elektronicky bude povazovana za doruc¢enii momentom
odoslania elektronickej spravy zmluvnou stranou, ak druhd zmluvna strana nedostala
automaticku informaciu o nedoruceni elektronickej spravy.

Dorucovanie elektronickymi prostriedkami medzi zmluvnymi stranami sa bude uskutoétiovat’
prostrednictvom nasledujucich e-mailovych adries:

a) E-mailova adresa riesitel’a: fresser@axon-neuroscience.eu
b) E-mailova adresa spoluriesitela:  zilka@savba.sk
[UMYSELNE PONECHANE PRAZDNE]
[NASLEDUJU PRILOHY]






ANNEX 1 HLAVNA ZMLUVA






AGENTURA NA PODPO
VYSKUN U A VY VOJARU Zml ; .
Mytna 23, 2¢) . uva o poskytnuti prostriedkov

839 04, AR, 115 gum &. APW-21-0478

ICO: 5 .
CO: 3079f?6| GG :.”‘)?132563 Q-:‘)

ZMLUVA O POSKYTNUTi PROSTRIEDKOV &. APVV-21-0478

uzawreta v zmysle zakona & 172/2006 Z. z o organizacii $tatnej podpory vyskumu a vjvoja a o doplneni zakona
&. 575/2001 Z. z. o organiz4cii tinnosti Vady a organizacii Ustrednej §ttnej spravy v zneni neskorsich predpisov
v spojenis ustanovenim § 269 ods. 2 zakona & 513/1991 Zb. Obchodny zakonnik v znenl neskorsich predpisov,
(dalej len ,Zmluva"}, medzi

Nazov: Agentira na podporu vyskumu a vyvoja
Sidlo: Mytna 23, 811 07 Bratislava

ICO: 30797 764

DIC: 2022132563

Statutarny zastupca:  JUDr. Stanislav Mydlo, riaditef

(d'alej len ,poskytovatel” alebo ,zmluvna strana")

a

Nazov. AXON Neuroscience R&D Services SE
Sidlo: Dvofakovo nabrezie 10, 811 02 Bratislava
ICo: 50180461

DIC: 2120252871

Statutarny zastupca: Mgr. Michal Fresser, Predseda predstavenstva
Osoba zodpovedna prof. RNDr. Eva Kontsekova, DrSc.
za rie$enie Projektu:

(dalej len ,prijemca" alebo ,zmluvna strana“)

PREAMBULA

Agentura na podporu vyskumu a vyvoja (dalej len ,poskytovatel") bola zriadend zakonom
€. 172/2005 Z. z. o organizacii Statnej podpory vyskumu a vyvoja a o doplneni zakona
€. 575/2001 Z. z. o organizécii Cinnosti viady a organizacii Ustrednej Statnej spravy v zneni
neskorsich predpisov (dalej len ,zakon €. 172/2005 Z z.*) za GEelom podpory vyskumu a
vyvoja poskytovanim finanénych prostriedkov na rie§enie projektov.
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Zmluva o poskytnuti prostriedkov
€. APW-21-0478

I
VSEOBECNE USTANOVENIA

Vsdlade so zdkonom €&. 172/2005 Z z. poskytovatel rozhodnutim zo dia 11.05.2022

rozhodol o poskytnuti finan€nych prostriedkov na riedenie projektu formulovaného prijemcom
v Ziadosti o poskytnutie finanénych prostriedkov na rie§enie projektu pod nazvom

Longitudinalne monitorovanie adaptivnej imunity po infekcii SARS-CoV-2 a
ockovani: markery imunity,

ktory méa u poskytovatela pridelené identifikacné &islo APW-21-0478 (dalej len ,Projekt’) za
podmienok uvedenych v tejto Zmluve.

Zmluvné strany sa vzmysle ustanovenia § 262 ods. 1 zakona &. 513/1991 Zb. Obchodny
zakonnlk v zneni neskor$ich predpisov (dalej len ,Obchodny zakonnik") dohodli, Ze tato
Zmluva sa bude spravovat' ustanoveniami Obchodného zakonnika a véeobecne zavaznych
pravnych predpisov.

Il
PREDMET ZMLUVY

—

Priemca sa zavazuje realizovat Projekt tak, ako bol poskytovatefom schvaleny, za
podmienok uvedenych v tejto Zmluve a v sdlade so Zavaznymi podmienkami
hospodérenia s finanénymi prostriedkami poéas riesenia projektu VV 2021 (dalej len
+Zavézné podmienky") a usmerneniami poskytovatela.

2. Poskytovatel sa zavdzuje poskytnit priemcovi za uéelom realizacie Projektu finanéné
prostriedky v rozsahu a za podmienok uvedenych v tejto Zmluve a v sdlade so
Zavaznymi podmienkami.

3. Zodpovedny riesitel je osoba zodpovedna za rieienie Projektu a za uréenie Géelu
pouzitia finanEnych prostriedkov poskytnutych na riegenie Projektu.

4. Zmluvné strany sa dohodli, Ze Projekt je moZné menit len s pisomnym suhlasom alebo
v stlade so Zavaznymi podmienkami, resp. usmerneniami poskytovatefa.

5. Finanéné prostriedky poskytnuté na rie$enie Projektu m6Zu byt priemcom pouzité len v
lehote uréenej na rie$enie Projektu a len na stanoveny uéel.

6. Lehota na rieSenie Projektu za&ina plynut diiom 01.07.2022 a uplynie diiom 30.06.2025.
Poskytovatel je opravneny vo vynimoé&nych pripadoch schvalit prediZenie tejto lehoty, na
zaklade oddvodnenej Ziadosti, najviac vak o Sest mesiacov tak, aby celkova doba na
rieSenie projektu nepresiahla 48 mesiacov. Tymto nie je dotknuté ustanovenie § 12 ods.
7 zakona €. 172/2005 Z. z. Odévodnenu Ziadost o prediZenie lehoty je priiemca povinny
dorucit poskytovatelovi najneskér do 30 dni pred uplynutim lehoty, o ktorej predizenie
Ziada. PrediZenie lehoty nema vplyv na vySku poskytnutych finanénych prostriedkov.
Lehota na rieSenie Projektov méze byt predizena aj v sulade s § 27a zakon ¢. 172/2005
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Zmluva o poskytnuti prostriedkov
¢. APW-21-0478

Z 1z, pricom podmienky aspdsob prediZovania tejto lehoty budu stanovené
poskytovatelom a méZzu byt odli$né od podmienok a spdsobu, ktoré su uvedené vyssie.

Rozpocet Projektu bol uréeny na zaklade kalkulscie nakladov na rieSenie Projektu podl'a
ustanovenia § 17 zakona &. 172/2005 Z. z. a predstavuje celkovii Giastku 249 360 - EUR
(slovom ,dvestostyridsatdevattisictristo§estdesiat eur”). Financné prostriedky na rie$enie
Projektu budu poskytnuté poskytovatefom maximalne do vySky 249 360,- EUR (slovom
~dvestostyridsatdevattisictristo§estdesiat eur’) na bezné vydavky.

Finanéné prostriedky na rie$enie Projektu méze poskytovatel poskytnut vzdy maximalne

n ho alebo o ¢asti) podlfa schvaleného P ktu,
v vy asp bovat na uréeny uéel za pod nok
d ¢. Z z. nej
sSpravy aoz a doplneni niektorychz novvz ( len
«zakon ¢. 52 Z.z".

Finanéné prostriedky poskytovate! méze poskytnut v jednej platbe na prislugny
rozpoctovy rok podla schvaleného Projektu.

Finan&né prostriedky na rieSenie Projektu méze poskytovatel poskytnut na nasledujuci
rozpoCtovy rok za podmienok stanovenych v ods. 11 a2 13 tohto &lanku.

sle ods. 1 o ¢lanku je i
sulade so nymi podmie
pre vypracovanie rocnej spravy.

V pripade, Ze prisiuny odborny organ poskytovateta odporu&i Projekt dalej financovat
na lade splne lov P poskytovatel' poskytne finanéné prostriedky v stlade
st Zmluvou. nie s uté ustanovenia zakona ¢&. 523/2004 Z. z.

V pripade, Ze prislusny odborny organ poskytovatela neodporuéi Projekt dalej financovat
z dovodu nesplnenia ciefov Projektu, bude poskytovatel' postupovat' v sulade s &lankom
VI. ods. 4 a) tejto Zmluvy. Tymto nie s dotknuté ustanovenia zakona €. 523/2004 Z. z.
il
SPOSOB CERPANIA FINANENYCH PROSTRIEDKOV

Poskytovatel poskytne prijemcovi finanéné prostriedky v zmysle ustanovenia §12 zakona

c. 005 Z z. fa cie rozpo ktory je u ktu, na prisl
roz vy rok na tp u: vtvare N SK69 0 2055 6516 (
len prije Prije ia, nimkou prije n na Statnu
pokia , sU [ si z os Wy Oéet za finanénych

prostriedkov poskytovatefom, ako aj ich &erpania prijemcom.
Pravo disponovat s détom prijemcu a s finanénymi riedkami pos

poskytovatelom méZe mat len priemca. Priiemca je p y bezodkladn
oznamit poskytovatefovi vietky zmeny tykajuce sa Gctu prijemcu.
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Zmluva o poskytnuti prostriedkov
¢. APW-21-0478

pomoci) (dalej len ,zakon o Statnej pomoci®), zakonom & 172/2005 Z z. vsullade
s Projektom, v sulade s touto Zmluvou, so Zavaznymi podmienkami, resp. usmerneniami
poskytovatela vzmysle &lanku V. ods. 18 a 19 tejto Zmluvy, ako aj usmerneniami

prislusného Ustredného organu $tatnej spravy.

VSetky naklady stvisiace s Projektom je nevyhnutné dolozit prehfadom o vy$ke, spdsobe

Pri obstarani tovarov, sluZieb a verejnych prac, ktoré maju byt hradené z poskytnutych
finanénych prostriedkoy, Je potrebné postupovat v sulade S0 zakonom ¢&, 343/2015 Z. z.
O verejnom obstaravani a o zmene adoplneni niektorych zakonoy Vzneni neskorsich
predpisov,

V pripade, ak priemca spolupracuje pri rieseni Projektu s inymi pravnickymi alebo
fyzickymi osobami uvedenymi v Projekte v pozicii spoluprijemcu, finan&neé prostriedky im
moéZe prijemca poskytnit iba na zaklade osobitnej zmluvy o rieseni Projektu,
prostrednictvom ktorej zabezpe&i zich strany dodrzanie podmienok tejto  Zmluvy
a véeobecne zavaznych pravnych predpisov, Priiemca v pinom rozsahu Zodpoveda za to,
Ze tieto finanéne prostriedky budd pouzite v stlade s touto Zmluvou, Zavaznymi
podmienkami, Projektom a véeobecne zavaznymi pravnymi predpismi.

Finan&né prostriedky, ktoré boli uréené na Cerpanie v obdobi rozpoctového roka
avtomto obdobi neboli zo zavaznych a preukazatelnych dévodov spotrebované, mézu
byt pouzité v nasledujicom rozpoétovom roku iba v sulade so zakonom &. 523/2004 Z. z.
a wyluéne v zmysle Zavéznych podmienok, res P. usmerneni poskytovatela,

Prijemca je povinny priebeZne kontrolovat priebeh prac spojenych s rie§enim Projektu
a Gerpanie poskytnutych finanénych prostriedkov.

Prilemca sa zavazuje finanéné prostriedky, ktoré mu poskytovatel na zaklade tejto
Zmluvy poskytne, nepouZit na splacanie Uverov, pdzitiek a Urokov Z prijatych Cverov
apoziciek, na Uhradu zavizkov Z predchadzajlcich rozpoctovych rokov v stlade so
Zavaznymi podmienkami, resp. usmerneniami poskytovatela, na refundaciu nakladoy
uhradenych v predchadzajtcich rozpottovych rokoch a na dhradu sankeif vyplyvajlcich z
Clanku VI. tejto Zmluvy,

Prijemca je povinny na poziadanie poskytovatela predlozit listinng dokazy, resp.
dokumenty, ktoré preukazuju uéelovost, opravnenost a spravnost pouZitia finan&nych
prostriedkov, ktoré mu poskytovatel poskytol.

. Zmluvné strany sa dohodli, Ze priemca mése pouzit finanéneé prostriedky pridelené

vV prvom roku riesenia Projektu poé&nuc prvym driiom zagiatku lehoty na jeho riegenie
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stanovenej v &l II. ods. 6 tejto Zmiuvy. Prijemca nie je opravneny uplatnit si naklady na
rieSenie Projektu pred terminom uréenym na rieSenie Projektu podfa tejto Zmiuvy.

Zmluvné strany sa dohodli, Ze priiemca je opravneny pouzit pridelené finanéné
prostriedky vprvom roku rie$enia Projektu aj na refundéciu nakladov suvisiacich
s rieSenim Projektu, ktoré boli vynaloZzené odo diia 01.07.2022 po pripisani finanénych
prostriedkov na U&et prijemcu od poskytovatela.

Zmluvné strany sa dohodli, Ze prijemca je vdalsich rokoch riesenia Projektu opravneny
refundovat néaklady, ktoré vynalozil pririeseni Projektu v ¢ase od 01.01. daného
kalendarneho roka aZ do dia, kedy boli na Gget priiemcu pripisané finanéné prostriedky
od poskytovatefa, a to len v pripade, Ze je spineny ods. 12 &l. Il. tejto zmiuvy.

Iv.
OSOBITNE USTANOVENIA O STATNEJ POMOCI

Statna, resp. minimalna pomoc sa poskytuje v sulade so zakonom o Statnej pomoci.

Vzmysle § 5 ods. 2 zakona o $tatnej pomoci prijiemcom je ten, kto vykonava
hospodarsku &innost bez ohfadu na pravnu formu a spbsob financovania a v koho
prospech bol vykonany pravny Ukon, ktory ho opraviiuje na ziskanie pomoci. Na téely
zakona o $tatnej pomoci sa hospodarskou é&innostou rozumie kazda ¢innost', ktora
spociva v ponuke tovaru alebo sluzieb alebo v ponuke tovaru a sluZieb na trhu.

Podfa €l. 107 Zmluvy o fungovani Eurépskej tnie (ZFEU) sa pravidla Statnej pomoci,
resp. minimalnej pomoci vo véeobecnosti uplatiiuju len vtedy, ked' je prijemcom pomoci
spodnik" (v &l. 107 ZFEU oznaceny ako ,podnikatel"), pric¢om podnikom sa rozumie
kazdy subjekt vykonavajlici hospodarsku ginnost bez ohladu na prévne postavenie a
spdsob jeho financovania (dalej len ~podnik”).

Pod nepriamou $tatnou pomocou sa rozumie poskytnutie ¢o i len &asti finanénych
prostriedkov zu€astnenému podniku alebo zuCastnenym podnikom prijemcom z
prostriedkov poskytnutych poskytovatefom na Gget priiemcu, a to v pripade, ak priemca
nespifia aspon jednu z podmienok uvedenych v ods. 10 tohto &lanku.

Zmluvné strany sa dohodli, Ze v pripade, ak je priemcom podnik v zmysle ods. 3 tohto
¢lanku, vztahuju sa na neho ustanovenia ods. 2, 7 a 8 tohto &lanku. Ustanovenia ods. 4,
9 az 15 tohto ¢lanku sa na neho nevztahuiu.

Zmluvné strany sa dohodli, ze v pripade, ak priemcom nie je podnik vzmysle ods. 3
tohto é&lanku, vztahuji sa na neho ustanovenia ods. 4, 9 az 15 tohto &lanku.
Ustanovenia ods. 2, 7 a 8 tohto &lanku sa na neho nevztahuju.

V pripade podniku rozdiel finanénych prostriedkov medzi rozpoctom Projektu a vy$kou
finannych prostriedkov poskytnutych poskytovatelom vo forme &tatnej pomoci, ktore
nebudu poskytnuté poskytovatelom, je prijemca povinny zabezpetit z vlastnych zdrojov
alebo z inych zdrojov ako je §tatny rozpocet.

V pripade podniku finan&né prostriedky poskytnuté poskytovatelom na Gget priiemcu
predstavuju Statnu pomoc podlfa nariadenia Komisie Eurdpskej unie &. 1407/2013
z 18.12.2013 o uplatfiovani &lankov 107 a 108 Zmiuvy o fungovani Eurépskej Unie na
pomoc de minimis.
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Priiemea, ktory nie je podnikom, &estne Whlasuje, ze s3 jeho prostrednictvom podniku,
ktory je jeho spoluriesitelskouy organizaciou (zu¢astneny podnik), neposkytuje Ziadna
Nepriama $tatna pomoc.

c) akékolvek prava du$evného viastnictva whlyvajice z projektu, ako aj prislugné

d) vyskumna organizécialprijemca dostane za prava dusevného Viastnictva, ktore sy

vysledkom jej &innosti a su prevedené na zUCastneny podnik alebo ku ktorym ziskal
zuCastneny podnik pristupové prava, kompenzaciy Zodpovedajlicu trhovej cene. Og
uvedenej kompenzacie Sa méze odpoéitat absolitna vyska hodnoty akeéhokolvek
finanéného alebo nefinanéného prispevku zlc¢astneného podniku na naklady spojené s
¢innost'ami vyskumnej organizéciefprijemcu, ktorych vysledkom boli prislugné prava
dusevného viastnictya,

Pod pridelenim v plnej miere sa na Ucely tejto Zmiuvy rozumie, Ze priiemca ma v pinej
miere hospodarsky prospech z tychto prav, ponechanim si plného prava s nimi
disponovat, ide najma o viastnicke pravo alicen¢ne pravo. Tieto Podmienky mézu byt

Nahrada Zodpovedaijlica trhovej cene prav dusevného viastnictva sa tyka nahrady za
hospodarsky Prospech vyplyvajici 2 tychto prav v pinej wike, \/ sulade so vSeobecnymi
zasadami Statnej pomoci a vzhladom na tazkosti spojené s objektivnym stanovovanim
trhovej ceny prav dusevného viastnictva bude podmienka povazovana za splnenu, ak
bude prijemca ako predajca v momente uzatvarania Zmluvy preukézatelne rokovat
s cielom ziskat maxim alny prospech.

V pripade, ze priemca nevrati finanéne prostriedky poskytnuté vo forme nepriamej
statnej pomogi poskytovatelovi v Iehote uvedenej v ods. 14 tohto Clanku, zaklada toto

nespinenie povinnosti opravnenie poskytovatela na odstlpenie od Zmluvy a povinnost
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V.
PRAVA A POVINNOST ZMLUVNYCH STRAN

Priemca zodpoveda poskytovatelovi za v€asné a riadne vykonanie Projektu, za riadne
pouzitie finanénych prostriedkov v stlade so schvalenym rozpoctom projektu a za v€asné
a riadne plnenie sj povinnosti podia tejto Zmiuvy.

- Ak prijemca zisti, Ze povinnosti Vyplyvajlice z tefto Zmiuvy nemoéze z réznych pricin
spinit, je povinny o tom bezodkladne informovat poskytovatela.

usmerneniami Poskytovatela alebo y rozpore so vieobecne zavaznymi pravnymi
predpismi, je priiemca povinny na z&klade Vyzvy poskytovatela tieto finangne prostriedky
vratit poskytovatelovi Vv lehote stanovenej vo vyzve,

Priemca je povinny poskytnuté prostriedky v zmysle Clanku III. ods. 6 tejto Zmiuvy vratit
poskytovatelovi, vlehote nim urenej v pripade, ze nezabezpegil prostrednictvom
0sobitnej Zmluvy o rieeni Projektu dodrzanie podmienok tejto Zmluvy a vSeobecne
zavéznych pravnych predpisoy.

Poskytnutymi finanénymi Prostriedkami. Termin na podanie rognej Spravy musi byt
vsulade s usmernenim poskytovatela. Roéna sprava musi obsahovat aj prehlad o
vySke, spésobe aucele ¢erpania finanénych prostriedkov z3 prislugné obdobie,
vVypracovany podra skutoéne vynaloZenych nakladoy na rieSenie Projektu a v stlade so
Zavaznymi podmienkam;, resp. platnymi usmerneniami poskytovatela

Priemca je povinny prediozit poskytovatelovi v elektronickej aj listinnej forme podrobny a
dékladne Vypracovan(i zavere¢ny spravu o Postupe prac na Projekte z vecného z
odborného hladiska a 0 hospodareni s poskytnutymi finanénymi prostriedkami zz
obdobie posledného kalendarneho roka rieSenia projektu, Termin na podanie Zavere¢nej
spravy je 30 kalendarnych dnj odo dnia uplynutia lehoty na riegenie Projektu. Zaveregna
sprava musi obsahovat' aj prehlad o vyske, spdsobe a uCele cerpania finanénych
prostriedkov za prislusné obdobie rozpoCtového roka Vypracovany podla skutoéne
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vynaloZzenych nakladov na rieSenie projektu a v Sulade so Zavaznymi podmienkami,

resp. platnymi usmerneniami poskytovatela ~ v danom rozpoctovom roku do dfa
uplynutia lehoty riesenia Projektu.

9. Poskytovatel je povinny v sulade s § 27 ods. 4 zakona &. 172/2005 7. 2. kazdoroéne
vykonavat' vyhodnotenie rieSenia Projektu a kontrolu plnenia ciefoy Projektu, vratane
kontroly &erpania a Ugelnosti vynakiadania finanénych prostriedkoy padla podmienok
Zmluvy a v zmysle zakona €. 172/12005 Z. z. V sulade s § 12 ods. 8 z4kona &. 1 72/2005

10. Poskytovatef je opravneny vykonat' finan&ny kontroly na mieste aj priamo u priiemcu v

niektorych zakonov v znen; neskorsich predpisoy pocas trvania zmiuvného vztahu ako a

po jeho ukonéeni, a to aj v pripade odstilpenia od Zmluvy alebo Vypovedania Zmiuvy.
Priemca finanénych prostriedkoy Je povinny strpiet vykon tejto kontroly.

11. Priemca sa Zavazuje, na poziadanie poskytovatela, dodat informacie o rie§enom

Projekte v zneni a vo forme pouzitelnej pre propagaciu vysledkov riegenia Projektu pre
Siroku verejnost.

12. Zmiuvné strany sa dohodli, ze viastnicke pravo k hnutelnym veciam a nehnutelnostiam

Zaobstaranym 2z poskytnutych finanénych prostriedkov sa riadi ustanovenim § 21 ods. 2
zakona ¢&. 172/2005 7. z.

13. Vietky vyskumné Cinnosti zahfiajice fudskych UCastnikov, ludske em brya, tkaniva, ako
aj vyskumné E&innosti Pouzivajice zvierats, musia byt schvalené prislusnymi etickymi
komisiami v silade g prislusnymi zakonmi a vSeobecne zavaznymi predpismi, a to pred
zaciatkom lehoty na riegenie Projektu.

14. Mastnictvo k vysledkom riegenia Projektu sa riadi ustanoveniami § 21 zakona
€. 172/2005 Z. z.

15. VSetky zverejnenia vysledkov Projektu musia obsahovat poznamku s nasledovnym
znenim: ,Téato praca bola podporens Agentirou na podporu vyskumu a vyvoja na
zaklade Zmluvy &. APW-21-0478" v pripade zverejnenia v anglickom jazyku bude

Znenie ,This work was Supported by the Slovak Research ang Development Agency
under the Contract no. APW-21-0478."

16. Prijemca je opravneny oznagit pracovisko, na ktorom sa Projekt riegi, logom
poskytovatela a pisomnym oznamom vtomto zneni: ,Na tomto pracovisku sa riesi
Projekt podporeny Agentdirou na podporu vyskumu a vyvoja."

17. Prijemca je povinny kazdoro&ne Po dobu troch po sebe nasledujicich rokov predkladat
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systému poskytovateta a v jednom Vyhotoveni, podpisanym Statutarnym Zastupcom
prijemcu, v listinnej forme.

prostriedkami povinny riadit sa Zavaznymi pocmienkami zverejnenymi na Webovej
stranke www.a W.sk, usmerneniami poskytovatela, ¢ inymi upozarneniami, ktoré
poskytovatel zverejnf na svojej webovej stranke Www.apvv.sk.

Zmluvné strany sa dohodli, ze Zavazné podmienky s Z&avézné pre obe Zmluvné strany
diiom Géinnosti tejfto Zmiuvy, ine Zverejnené usmernenia, & upozornenia poskytovatel'a
sa stavaju Zavaznymi pre obe zmluvné strany piatym dfiom Po dni ich zverejnenia.

Zmluvné strany sa dohodli, ze Poskytovate! je opravneny pozastavit financovanie
Projektu, pricom 0 tomto pozastaven; a jeho dévodoch informuje poskytovatel prijlemcu

V pripade, 3e poskytovatel rozhodne o pokradovani financovania Projektu, oznami
ukonéenie Pozastavenia financovania projektu prijemcovi 0zZnamenim s doruéenkou. S
U€innostou odo dria nasledujliceho PO dni dorucenia tohto 0znamenia, méze priemca
pokracovat v Cerpani finanénych prostriedkov ng rieSenie projektu. Naklady
preukazatelne sUvisiace s rieSenim projektu, vzniknuté od pravoplatného pozastavenia
financovania projektu po pravoplatné rozhodnutie o pokracovani financovania projektu, je

Poskytovatel Posudi dévody uvedene V Ziadosti a rozhodne O jej schvéleni alebo
neschvaleni, PoZadovang Zmenu méze Prijemca realizoyat az driom schvalenia jeho
Ziadosti Poskytovatelom.
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neuzna opravnenost €erpania nakladov na daného zamestnanca. V pripade, Ze prijemca
oznami identifikacné Udaje nového zamestnanca, moéze poskytovatel udelit suhlas s
ucastou nového zamestnanca na riedeni projektu vratane uznania opravnenosti ¢erpania
nakladov na daného zamesthanca, av8ak az driom schvalenia jeho Ziadosti
poskytovatelom.

Rocna/zavereéna sprava su podkladom k posudeniu Ucelnosti ¢erpania finanénych
prostriedkov. Nedoru€enie roénejizaveretnej spravy poskytovatelovi, bude poskytovatel
povazovat za neumoznenie vykonania kontroly ucelnosti vynaloZenych prostriedkov zo
strany prijemcu. V dbsledku tejto skutocnosti budi vsetky finanéné prostriedky
poskytnuté poskytovatelom na rieSenie Projektu v obdobi nezdokumentovanom v
roénej/zaverenej sprave povazované automaticky za netcelne ¢erpané a prijemca bude
povinny ich v plnom rozsahu vratit.

Priemca je povinny vzmysle zakona €. 315/2016 Z z. o registri partnerov verejného
sektora aozmene adoplnenl niektorych zakonov vzneni neskor§ich predpisov
preukazat zapis do registra partnerov verejného sektora.

VL.

UKONCENIE ZMLUVNEHO VZTAHU A SANKCIE

. Zmluvné strany sa dohodli, Ze tito Zmluvu je moZné ukanéit dohodou zmluvnych stran.

Zmluvné strany sa dohodli, Ze poskytovatel je opravneny vypovedat tito Zmluvu bez
udania dévodu.

Vypovedna lehota je 15 dni a zacina plynut nasledujlci den po jej doruéeni prijemcovi.

Zmluvné strany sa dohodli, Ze v pripade, ak prijemca nespini podmienky tejto Zmiuvy
alebo porusi ustanovenia tejto Zmluvy, poskytovatel ma pravo:

a) odstupit od tejto Zmluvy z dévadov uvedenych v tejto Zmluve,

b) znizit vySku pridelenych finanénych prostriedkov na nasledujici rok oproti
schvalenému rozpoétu vo vyske podla navrhu rady,

c) uplatnit' si zmluvna pokutu.

Zmluvné strany sa dohodli, Ze poskytovatel je opravneny z dbvodov zavaZného
porugenia zmluvnych podmienck priiemcom a dévodov v tejto Zmluve uvedenych, uloZit
mu zmluvne dohodnuti pokutu vo vy$ke 500,- EUR (slovom ,patsto” EUR) za kazdé
poru$enie jednotlivo s vynimkou ustanoveni ods. 10 az 12 tohto élanku alebo odstupit od
tejto Zmiuvy.

Zmiuvné strany sa dohodli, Ze pod zavaznym porusenim zmluvnych podmienok sa na
ucely tejto Zmluvy rozumie najma:

a) priiemca neoznamil poskytovatelovi zmenu osobitnéhe Gétu Specifikovaného v ¢lanku
ll. ods. 1 tejto Zmluvy,
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b) prijemca pouZil finanéné prostriedky poskytnuté poskytovatefom v rozpore s &lankom
lll. ods. 9tejto Zmluvy,

¢) priemca na poZiadanie nepredloZil poskytovatefovi listinné dékazy, resp. dokumenty,
ktoré preukazuju uéelovost a spravnost pouzitia finanénych prostriedkov, éize konal v
rozpore s €lankom Ill. ods. 10 tejto Zmluvy,

d) priemca konal v rozpore s €lankom V. ods. 1 a/alebo 2 tejto Zmiuvy,

e) prijemca poskytovatelovi neoznamil, ze povinnosti z tejto Zmluvy mu vyplyvajice
neméze pinit, alebo ich neoznamil véas a riadne, vzmysie &lanku V. ods. 3 tejto
Zmiuvy,

f) prijemca si nesplnil povinnost ustanovent v &lanku V. ods. 6 tejto Zmluvy v termine
stanovenom poskytovatelom,

g) prijemca si nesplnil povinnost ustanovenu v €lanku V. ods. 8 tejto Zmiuvy v termine
stanovenom poskytovatelom,

h) prijemca si nesplnil povinnost ustanovenu v &lénku V. ods. 22 tejto Zmiuvy,
) prijemca si nesplnil povinnost ustanovent v &lanku V. ods. 23 tejto Zmluvy,
}) priiemca si nesplnil povinnost ustanovenu v &lanku VIi. ods. 2 tejto Zmluvy,

k) priemca si opakovane nesplnil oznamovaciu povinnost podra &lanku Vii. ods. 1 tejto
Zmiuvy, pod opakovanym nesplnenim oznamovacej povinnosti sa rozumie E]
neoznamenie inych ddajov, &i skutoCnosti podra &lanku VII. ods. 1 tejto Zmluvy neZ to
bolo pri prvom nesplneni tejto povinnosti zo strany prijemcu,

) priiemca nereaguje na pisomnu vyzvu poskytovatela v zmysle tejto Zmluvy,

m) prifemca nepredlozil poskytovatelovi vyZiadané informacie vo forme a v lehote, ktory
ur€il poskytovatel, konal v rozpore s &lankom V. ods. 20 tejto Zmluvy,

n) priemca neumoznil alebo znemoznil z akéhokolvek dévodu vykonanie akejkolvek
kontroly poéas trvania zmluvného vztahu,

0) Udaje, ktoré prijemca uviedol v Projekte, v tejto Zmluve alebo v &estnom vyhlaseni, st
neuplné alebo nepravdivé.

Odstupenie od tejto Zmluvy je Gginné diom jeho doruéenia priiemcovi.

Poskytovatel' je opravneny po odstupeni od tejto Zmluvy alebo po ukon&eni zmluvného
vztahu vypovedou poZadovat od prijemcu vratenie finanénych prostriedkov poskytnutych
na rie§enie Projektu.

V pripade odstipenia od tejto Zmluvy poskytovatelom alebo vypovedani Zmiluvy z jeho
strany, je prijemca povinny vratit finanéné prostriedky, ktoré prijemca nespotreboval.
Tymto nie su dotknuté ustanovenia vseobecne zavdznych predpisov a zakona &.
172/2005 Z. z.

Zmluvné strany sa dohodli, Ze v pripade, ak prijemca v stanovenom rozsahu a lehote
nespini upozornenie (vyzvu) poskytovatela na odstranenie zistenych nezrovnalosti alebo
neposkytne vysvetlenie k predmetu vyzvy, alebo neposkytne toto vysvetlenie v
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poskytovatelom stanoveny &as a riadne podla inStrukcii vo vyzve, je povinny
poskytovatelovi zaplatit zmluvn( pokutu vo vyske 1 000,- EUR (slovom | tisic* EUR) za
kazdé porusenie svojej povinnosti osobitne,

Zmluvné strany sa dohadli, Ze v pripade, ak prijemca poskytovatelovi heoznami riadne a
v€as zmeny identifikatnych Gdajov, uvedenych v zahlavi tejto Zmluvy, resp. akukolfvek
int zmenu skuto€nosti a pravnych pomerov, ktoré maiju alebo mohli mat vplyv na prava a
zavazky vyplyvajice z tejto Zmluvy v silade s &lankom VI ods. 1 tejto Zmiuvy alebo
poskytovatelovi neoznami zmenu v osobe $tatutarneho zastupcu v sulade s &lankom VII.
ods. 2 tejto Zmluvy, je priiemca povinny zaplatit poskytovatelovi zmluvnu pokutu vo
vyske 500,- EUR (slovom ,pét'sto" EUR) za kazdé porusenie svojej povinnosti osobitne.

Zmluvné strany sa dohodli, Ze v pripade, ak prijemca kaZdorodne nepredlozi
poskytovatefovi monitorovaciu spravu o spolo&enskych a ekonomickych prinosoch
(dopadoch) vysledkov rie$enia Projektu v stlade s &lankom V. ods. 17 tejto Zmiuvy, je
poskytovatel opravneny za kazdé takéto nedodanie monitorovacej spravy o
spologenskych a ekonomickych prinosoch (dopadoch) vysledkov riesenia Projektu ulozit
prifemcovi zmluvnu pokutu vo vyske 500,- EUR (slovom ,péatsto” EUR).

Zaplatenim zmluvnej pokuty nie je dotknuté zodpovednost priemcu za §kodu, ktoru tym
poskytovatelovi spdsobi.

VIL.
ZAVERECNE USTANOVENIA

Kazda zo zmluvnych stran sa zavizuje bez zbytoéného odkladu oznamit druhej zmluvnej
strane vSetky zmeny identifikatnych udajov, uvedenych v Uvodnej Casti tejto Zmiuvy,
resp. akukolvek ini zmenu skutognosti a pravnych pomerov, ktoré maju alebo by monhli
mat’ vplyv na prava alebo zavizky vyplyvajlce z tejto Zmluvy.

Priemca sa zavdzuje vlehote do 3 pracovnych dni od zmeny v osobe statutarneho
zastupcu oznamit pisomne tito skutoénost poskytovatelovi a predioZit mu relevantny
doklad preukazujuci tito skutonost. Nesplnenie tejto povinnosti zaklada opravnenie
poskytovatela na odstupenie od Zmluvy.

Prijemca Cestne vyhlasuje, Ze v3etky Udaje uvedené v Projekte, ako aj vSetky udaje
uvedené v tejto Zmluve st pravdivé a upiné.

Zmiuvné strany ber na vedomie, e podla § 5a ods. 1 zakona &. 211/2000 Z. z. o
slobodnom pristupe k informacidm v zneni neskor§ich predpisov ide v pripade tejto
Zmiuvy a jej dodatkov o povinne zverejfiovani Zmiuvu.

Zmluvné strany berG na vedomie, Ze zverejnenie tejto Zmluvy a véetkych jej pripadnych
dodatkov v sulade avrozsahu podla zakona &. 211/2000 Z. z. o slobodnom pristupe
kinformacidm vzneni neskor§ich predpisov, nie je porusenim alebo ohrozenim

obchodného tajomstva.
Prijemca je v sllade s aktualne platnymi pravnymi predpismi o ochrane osobnych udajov

povinny chranit osobné (daje, zachovavat miéanlivost o osobnych udajoch a o
bezpetnostnych opatreniach na ich ochranu, vyuzivat osobné udaje iba pre pracovné
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Zmluva o poskytnuti prostriedkov
€. APW-21-0478

potreby, a to v rozsahu zverenych opravneni a bez preukazatelného pisomného suhlasu
poskytovatela nesmie osobné Udaje zverejfiovat, poskytovat, spristupfiovat a vytvarat
neautorizované kopie.

7. Priemca je vo vztahu k rieSitefom projektu povinny zabezpeéit dodrZiavanie Nariadenia
Eurépskeho parlamentu a Rady (EU) 2016/679 o ochrane osobnych udajov a o volnom
pohybe takychto (dajov (Nariadenie GDPR) azakona ¢ 18/2018 Z z. o ochrane
osobnych udajov a 0 zmene a doplneni niektorych zakonov. Prijemca stéasne berie na
vedomie, Ze spracuvanie osobnych Udajov riesitefov projektu je zo strany poskytovatela
newhnutné na plnenie Zmluvy. Poskytovatel bude na zaklade uvedeného pravneho
zakladu pre potreby jednoznaénej identifikacie spracuvat osobné udaje o riesiteloch
projektu uvedené v Ziadosti o poskytnutie finanénych prostriedkov na riegenie projektu.

8. Tato Zmluva nadobuda platnost diiom podpisu jej pisomného vyhotovenia obidvomi
Zmluvnymi stranami.

9. Tato Zmiuva nadobuda Ucinnost vzmysle § 47a zakona ¢. 40/1964 Zb. Obg&ianskeho
zakonnika vzneni neskorSich predpisov dfiom nasledujucim po dni jej zverejnenia
v zmysle ods. 4 tohto ¢lanku.

10. Tuto Zmluvu je mo2zné menit a dopliiat len formou pisomnych dodatkov podpisanych
obidvomi zmluvnymi stranami.

11. Tato Zmiuva je vyhotovena v dvoch rovnocennych exemplaroch, z ktorych kazda zo
zmluvnych stran obdrzi po jednom.

12. Priemca podpisom tejto Zmluvy prehlasuje a potvrdzuje, Ze sa oboznamil so Zavaznymi
podmienkami poskytovania finanénych prostriedkov a zavézuje sa nimi riadit.

13. Zmluvné strany si Zmluwu riadne pregitali, porozumeli jej obsahu a na znak suhlasu s fou
ju slobodne a vazne podpisuiju.

V Bratislave da 116 ko v STV o BT 2022
. is| Mg M F
e I M Fpessg
. : Predseda
Agentura na vyskUraﬂi‘g &voja AXON Neu R&D SehEdstaenstva
petiporu roscignce
151 NA PODPORU
VYL AVYVOJA
My . ~0O.BOX 839 04
"MRATIS
IGO0 Pid oo 1 aones (3
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VV-F SUBJECT-MATTER OF THE PROJECT

Obligatory scheme for basic research

Obligatory scheme length is limited to 20 pages

[ Project title | Longitudinal monitoring of adaptive immunity after SARS-CoV
-2 infection and vaccination: markers of immunity

Principal investigator | prof. RNDr. Eva Kontsekova, DrSc

‘Applicant organisation 'Axon Neuroscience, R&D Services SE, Dvorakovo nabrezie 10,

_ 1811 02 Bratislava

' Statutory Mgr. Michal Fresser

representative(s)

1. Timeliness and the scientific nature of aims and objectives, the scientific level and
the quality of the project

» Specify the timeliness of the problem solved in the respective field of science and
technology from the worldwide point of view including the relevant references to the
specialised publications

e Specify the scientific level of the project and the scientific nature of the methodologies
used during the project implementation

o Specify the project aims and objectives and the feasibility of your aims and objectives

e Describe the suggested methodology for the project implementation, justify its
selection and effectiveness of its use with a view to meeting the declared aims and
objectives

Free text:
Wl
o State-of-the-art, Timeliness of the project

The outbreak of coronavirus disease (COVID-19), caused by severe acute respiratory
syndrome coronavirus (SARS-COV-2) has affected millions of people around the world.
SARS-COV-2 virus was the first reported in Wuhan city, China and is believed to be a
transmitted form of an animal coronavirus, which acquired the ability to spread from human to
human. The World Health Organization has declared COVID-19 a pandemic on 11th March
2020 (Catanzaro et al., 2020). The rapid spread of SARS-COV-2 infection has led to the
urgent need of vaccines for the prevention of the disease. Currently there are several different
types of vaccines such as RNA-based vaccines (mMRNA encapsulated in lipid nanoparticles),
DNA vaccines, recombinant protein-based vaccines, viral vector-based vaccines, live
attenuated vaccines, inactivated virus vaccine, subunit vaccines and peptide-based vaccines
(Klasse et al., 2021). Many of them are in the preclinical development, several are at some
stage of clinical testing. Multiple strategies have been proposed for SARS-CoV2 preventive
vaccines. Most of the clinically relevant vaccines (mMRNA, DNA, adenovirus, subunit vaccines)
target solely the surface-exposed S glycoprotein (the Spike protein) of SARS-CoV-2. The
Spike protein mediates receptor attachment and subsequent fusion of the viral and host cell
membranes to facilitate viral entry into the host cell (Song et al., 2004). The strategy is based
on the knowledge that antibodies targeting the Spike protein can interfere with its binding to
the receptor on host cell, and may block the viral entry (Amanat and Krammer, 2020). Thus,
the Spike protein as a major inducer of neutralizing antibodies is believed to be the most
promising candidate SARS-CoV-2 vaccine ingredient (Dhama et al., 2020). European
Medicines Agency (EMA), based on positive assessment of safety and efficacy, has approved
so far two mRNA-based vaccines (developed by Pfizer/BioNTech and Moderna) and two viral-
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vector based vaccines (developed by AstraZeneca and Janssen), all exploiting the S protein
to induce immunoprotection. (https://ec.europa.eu/info/live-work-travel-eu/coronavirus-
response/safe-covid-19-vaccines-europeans en#figures-on-vaccination).

Given the increasing cases of SARS-CoV-2 reinfections and continual virus circulation,
it is necessary to analyse comprehensively the adaptive immune response after infection and
after vaccination. The essential components of the adaptive immune response comprise B-
cells, that produce antibodies and T-cells, that help the antibody production (CD4 T-cells) and
that kill virus-infected cells (CD8 T-cells). Each of these three components of adaptive
immunity can have a protective role in the control of infection, but their importance in the
protection may vary. Thus, it is highly needed to examine the antigen-specific CD4 T-cells,
CD8 T-cells and antibodies in the same subjects (Sette and Crotty, 2021).

T-cells play a key role in the development of effective immune response. The presence
of specific T-cells has been demonstrated after SARS-CoV-2 infection and vaccination (Sette
and Crotty, 2021; Cohen et al., 2021; Klasse et al., 2020). Antigen-specific CD8 T-cells are
less abundant than CD4 T-cells (Sekine at al., 2020). CD4 T-cells are multipotent and in
SARS-CoV-2 virus protection gain a broad spectrum of helper and effector functions (Sette
and Crotty, 2021). First, they provide help to B-cells for antibody production, facilitate their
maturation into high-affinity antibodies (follicular helper cells, Tfh cells) and help CD8 T-cells
proliferation and differentiation into effector cytotoxic cells. Next, CD4 T-cells can differentiate
into cells with antiviral activities: Th1 cells gain antiviral activity via IFN-gamma production
(Braun et al., 2020); CD4-CTL cells have direct cytotoxic activity, secrete granzyme B and
perforin and kill the target infected cells (Takeuchi and Saito, 2017).

Currently the protective efficacy of SARS-CoV-2 vaccines is primarily defined by the

induction of antibodies, which bind Spike protein. Quantifying antibodies specific to vaccine
antigen is often considered a golden grail of vaccine efficacy. But ability of a vaccine to protect
is more complex and by far it does not only include antigen-binding antibodies (e.g. Spike
protein). It is, at least, necessary to analyse the quality of the induced antibodies, mainly their
neutralization capability and affinity (Lambert et al., 2005). Next, there is mounting evidence
that, in addition to T-cell and neutralization antibodies, memory B-cells play important role in
the control of SARS-CoV-2 infection (Sette and Crotty, 2021; Huang AT et al., 2020; Shrotri M
et al., 2021; Cohen et al., 2021; Stephens and McElrath, 2020; Grifoni et al.,2020; Krammer,
2020). Memory B-cells, following appropriate stimulation, differentiate into long-lived memory
plasma cells and continually secrete antibodies. Memory plasma cells are a critical component
of long-term protective immunity (Slifka et al.,1998; Cohen et al., 2021; Cromer et al., 2021).
Long-term protection requires the induction of memory cells capable of rapid and effective
reactivation upon subsequent infection and the persistence of vaccine-specific antibodies
(Siegrist, 2008). Induction of durable immunity after vaccination is essential not only for the
prevention of the disease but also for protection upon SARS-CoV-2 reinfection.
Complex view on the dynamics and phenotype of adaptive immune response to SARS-CoV-2
is key for better understanding of the generation of immune memory, duration of protection
and for defining correlates of protection. Deciphering the main features of both arms of
immunity (humoral and cellular) is crucial for developing of effective strategies to control the
current pandemic. However, which of these components of immune response is optimal
marker to assess the correlate of vaccine-induced long-term protection against SARS-CoV-2
infection remains unclear.

« Scientific level of the project and scientific nature of methodologies

The CoRespons project will be focused on the longitudinal analysis of immunity
induced by vaccination or by SARS-CoV-2 infection. To stop spreading of SARS-CoV-2
infection requires effective long-term immunity. Despite evidence of induction of the immune
response after infection or vaccination, reinfections and constant circulation of the virus occur,
which poses a global threat to public health. For understanding how these responses translate
into long-term protection, the comprehensive quantitative and qualitative longitudinal studies
are needed. The project will longitudinally monitor the evolution of both arms (humoral
and cellular) of adaptive immune response in human subjects after SARS-CoV-2
infection and/or after vaccination and provide clues that might help determine essential
parameters of effective immunity.



To analyse entire complexity of the immune response, detection of specific antibodies, their
isotypic profile and neutralization capability, determination of different phenotypes of induced
immune cells requests the whole spectrum of state-of-the art methodological approaches.

For the assessment of the induced antibodies, including their isotypic profile, ELISA (a
standard and widely accepted method for such analysis) will be exploited (Kontsekova et al.,
2014). This assay has been used for quantitative determination of antibodies in human fluids
including plasma, serum and liquor (Novak et al., 2018, Novak et al., 2021).

The neutralization ability of the induced antibodies will be examined by two different
approaches, Spike-ACE2 cell inhibition assay using flow-cytometry and neutralization assay of
SARS-CoV-2 Spike-typed pseudovirus. The assays are based on the most recent knowledge
of the SARS-CoV-2 virus-receptor interaction. The cell assay detects antibodies that inhibit
Spike-ACE2 interaction, the major neutralization mechanism employed by antibodies. On the
other hand, the pseudoviral assay will identify inhibitory activity of antibodies affecting the
entire process of the viral infection, including Spike-ACE2 interaction, Spike conformational
changes, liberation of the fusion peptide and its insertion into cellular membrane, cellular and
viral membrane fusion and infection. We have complete expertise for both assays.

Flow cytometry is the leading and broadly accepted tool developed for a comprehensive
multicolor immunophenotyping of cells involved in adaptive immune response. This approach
facilitates detection of cell surface markers on immune celis, is optimized for analysis of
different developmental stages of T-cells and B-cells, including long-lived plasma cells. Long-
lived memory plasma cells are source of protective antibodies and durable immunity (Turner
et al., 2021). This technology is broadly accepted and used for determination of the SARS-
CoV-2 specific memory CD4 T-cells and CD8 T-cells (Cohen et al.,, 2021, Sete and Crotty
2021). All other technical equipment and scientific procedures are available at our company
and mentioned procedures are currently running on our laboratories.

¢ Project aims and objectives and the feasibility of aims and objectives
The general aim of the project is a comprehensive quantitative and qualitative
longitudinal analysis of adaptive immunity in adult subjects and in children after infection with
SARS-CoV-2 or after vaccination. Our challenge is to define the critical components of
adaptive immunity (humoral and cellular), which is needed for developing effective strategies
to control and to prevent the viral infection.

The general aim will be fulfilled via achievements of the following research objectives:

e The longitudinal monitoring of the humoral immune response induced by
vaccination and by infection
- Analysis of the binding antibodies specific to the Spike protein and /or nucleocapsid protein
and their isotypic profile (IgG, IgM and IgA)
- Analysis of the neutralizing antibodies able to block interaction of Spike protein with ACE2
receptor

* Development of assay for analysis of memory B-cells induced by vaccination
and by infection

¢ The longitudinal monitoring of the cellular immune response induced by
vaccination and by infection
- Analysis of the levels of memory helper cells (CD4 T-cells), cytotoxic cells (CD8 T-cells) and
memory B-cells induced by infection and by vaccination

o Development of pseudoviral assay for the evaluation of antibodies inhibiting
new variants of SARS-CoV-2 with mutations in Spike
- Analysis of the neutralizing antibodies able to inhibit possible new mutants of SARS-CoV-2

¢ The study of impact of immunodeficiences on vaccine-induced immune
response in children
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Feasibility of the aims and objectives

The proposed project will exploit state-of-the-art technologies with the aim to obtain the
complex picture about the immune response to virus infection and vaccination. For the
monitoring of the antibodies specific to the virus proteins, the Spike protein of SARS-
CoV-2 and nucleocapsid protein will be used as a binding target of induced antibodies. The
production and purification of recombinant proteins is one of the routine techniques in our
laboratories. The assay for monitoring of antibody levels in plasma has already been
developed (Kontsekova et al., 2014) and used to evaluate the antibody response in recent
clinical vaccine trials (Novak et al., 2017; Novak et al., 2018, Novak et al., 2021). Thus, our
scientific team has many years of experience in analyzing the immune response after
vaccination.

For the determination of the neutralizing antibodies we will exploit S-ACE2 cell
inhibition assay The assay was previously developed, established and used for examination of
neutralization activity of monoclonal antibodies specific to RBD of SARS-CoV-2 (Kovacech et
al., 2021).

Since the SARS-CoV-2 is prone to high mutagenesis rate and generation of novel
virus variants, we will develop a flexible platform for determination of capacity of
antibodies to neutralize new virus variants. The flexibility of assay will be based on the fast
generation of novel mutants of spike gene via site directed mutagenesis followed by transient
triple transfection of HEK 293T/17 with the plasmids bearing the genes coding of viral Gag-Pol
genes and luciferase gene as a reporter. The novel variants of pseudoviral particles (PVPs)
will be subsequently collected, titrated and prepared for the use in the cellular assay. This
procedure will allow us to promptly prepare novel S-typed PVPs for eventually newly
appearing Sars-CoV-19 variants in the future. We consider this ability as one of the important
features of our project. The aim will be achieved via fast preparation of mutated Spike
followed by triple transfection of HEK cells.

The assay for determination of the SARS-CoV-2 spike-specific memory CD4-T
cells and CD8-T cells was previously established and validated. This method, FASCIA
(Svahn et al., 2003), was successfully used for monitoring safety of a vaccine (AADvac1) in a
recent clinical trial for treatment of non-fluent variant Primary Progressive Aphasia (nfvPPA).
We have already established initial techniques needed for the assay to quantify memory B-
cells specific to SARS-CoV-2 spike protein. The feasibility of our aim and objectives can be
documented by the fact, that we have all equipment we need to perform the proposed
analyses/experiments, the required infrastructure and technical competence. Moreover,
members of the research team possess know-how and expertise necessary to conduct the
experiments smoothly, thus we are confident that goals set in proposed project are feasible.

o The methodology for the project implementation, its justification and

effectiveness
Several aspects of immune response in each time point of longitudinal study will be assessed:

a) Humoral immune response - isotypes IgG, IgA and IgM (analysis of titer of antibodies)

b) Functional properties of induced antibodies - neutralization antibodies - capability to
inhibit binding of Spike protein to ACE2 receptor; capability to inhibit new variants of
SARS-CoV-2 with mutations in Spike

c¢) Cellular immune response - based on determination of Spike specific memory T- and
B-celis
Methodology involves several basic, well established and broadly accepted methods.

Longitudinal analysis of the binding antibodies induced by infection and by vaccination

Infection or vaccination usually induces broad spectrum of antibodies with different isotypes,
affinities or binding activity. We plan to analyse primary (IgM) and secondary (IgG, IgA)
antibody isotypes, which are important from the view of viral infection and protection against
infection. The effective antibody protection is usually dependent on high-affinity antibodies
(Lambert et al., 2005). Thus, it is important to examine the magnitude of mature (high-affinity)
antibodies represented by IgG and IgA isotypes. For longitudinal determination of the levels of
antibodies that bind to specific epitopes on Spike protein and/or nucleocapsid protein
(samples after viral infection) an indirect ELISA, scientifically widely accepted method will be
used (Kontsekova et al., 2014; Favresse et al., 2021). Plasma samples after vaccination will
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be analysed for specific reactivity to Spike protein only (Spike protein is an active ingredient of
administered vaccines), samples of patients after viral infection will be analysed for binding to
Spike protein and for binding to nucleocapsid protein. This technique was already established,
validated and used to evaluate the antibody response in recent clinical vaccine trials (Novak et
al., 2017; Novak et al., 2018; Novak et al., 2021).

Longitudinal analysis of the neutralizing antibodies induced by infection and by vaccination
The amount of induced neutralizing antibodies, their quality and durability are crucial for the
immune protection against the SARS-CoV-2 (Cromer et al., 2021). The dynamics of the levels
of neutralization antibodies inhibiting Spike-ACE2 interaction will be analysed using
HEK293T/17-hACE2 cells stably expressing the ACE2 receptor. Neutralizing antibodies will
prevent the interaction of the recombinant Spike protein with the cell surface bound ACE2.
This method was already established (Kovacech et al., 2021). The degree of neutralization will
be expressed as a titre. Similar assays based on blocking coronavirus entry into host cells
were used in studies of Wang (2008) and Hoffmann (2020).

Next approach will monitor the ability of antibodies to neutralize pseudoviral particles (PVPs
pseudotyped with newly appearing SARS-CoV-2 Spike variants). Methods based on
neutralization of pseudoviral particles (PVPs) using antibodies are broadly accepted and used
by scientific community (Koenig et al., 2021; Zost et al., 2020; Baum et al., 2020). PVPs will
be prepared in human embryonic kidney cells HEK-293T/17 (ATCC, Cat. no.. CRL-11268)
using modified HIV virus with deleted genes required for RNA metabolism, replication,
infection and containing the luciferase gene (Millet et al., 2019; He et al., 1995; Landau et
al.,1991). The mutated Spike protein of SARS-CoV-2, expressed exogenously, will be
incorporated into the pseudoviral particle membrane (pseudotyping) and drive the infection of
ACE2-expressing cells. The infected cells will produce luciferase that can be easily measured.
To test the neutralization ability of plasma antibodies we will use HEK293T recipient cells
stably expressing ACE2. The testing procedure will be adapted according to Nie et al.
published in Nature protocols (2020).

Monitoring of the cellular immunity (memory CD4-T cells, CD8-T cells and B-cells) induced by

infection and by vaccination

The cellular immune response will be focused on the quantification of the memory T-cells
(helper CD4- and cytotoxic CD8-lymphocytes) and memory B-cells. Cell response profile after
vaccination or infection will be monitored longitudinally with the aim to assess kinetics and
durability of immune memory. For study of vaccine and or infection activated immune cells, we
will use a multicolor flow cytometry, which is currently widely accepted technique for the study
of T-cell and B-cell biology (Cohen et al., 2021). The flow cytometry allows to determine the
phenotype of immune cells based on the set of surface protein markers (mostly proteins from
cluster of differentiation) that are unique for each immune cell type and even stage of
development or functional specification. The FASCIA method, which we will use for detection
of antigen-specific T-cells is well established and can be easily adjusted for variety of antigens
(Svahn et al., 2003). The method is very robust and it is independent from protein activation
markers, so there is very little false negative activated cells when using the method.

There are several methods described for detection of memory B-cells, however they are
usually very sensitive to proper execution, quantity of the collected blood, detected B-cells are
not available for downstream analyses or are limited to certain antigens (Boonyaratanakornkit
and Taylor, 2019; Terlutter et al., 2018). We will combine and adapt existing methods to
establish a robust, semi-high throughput, easy-to-perform method for detection of the Spike
protein specific B-cells from the whole blood. This will ensure reproducible execution of the
assay within a routine testing throughout the entire project.

2. Original character of the project and conceptions of the project implementation

e Specify the originality of the project

* Describe the suggested conceptions of the project implementation and formulate the
scientific hypothesis

e Specify the importance of preliminary results, relation of the suggested solution and
own published results
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Free text:
Wi
¢ Originality of the project

The originality of the project lies in the complex view of the immune response to
vaccination or to infection by SARS-CoV-2. During the last year, several studies on immune
response against SARS-CoV-2 have been published. So far, most of these studies focused on
humoral antibody response, but little is known about the corresponding cellular response. The
link between both arms of the immune response to this pathogen has not been described
sufficiently. Therefore, the mechanisms of immune memory, duration of protection and
correlates of protection are poorly understood for SARS-CoV-2 virus. Furthermore, little
is known how vaccines fare in immunocompromised children, whether they induce reliable
immune protection or not. Deciphering the main features of both arms of immunity in
parallel (humoral and cellular) will help to answer these questions and will be
instrumental for developing effective strategies to control the current pandemic and
also other current and future infectious diseases.

This comprehensive view on immune response may help to define the key
players for protection, may reveal what is necessary and sufficient for protection, and
in the end, may offer a clue for improving the vaccines design. We believe by the
solving the proposed project we can decipher some (surrogate) markers of SARS-CoV-
2 immunity.

Proposed project will address following issues:

- to what degree it is possible to induce long-term immune memory using current
vaccines;

- to what degree does the quality of immune memory (CD4 T-cells, CD8 T-cells, B-cells)
induced by vaccines compare to immune memory induced by natural infection;

- whether the protection induced by vaccination is sufficient to prevent the viral
transmission or only reduces the severity of the disease;

- whether there is a difference in quality of immune response between vaccines (e.g.
Pfizer/BioNTech, Moderna, Astra Zeneca);

- whether there is a difference in the immune response in children and adults; how
immunodeficiencies in children influence the quality of humoral and cellular immune
response;

- how does immunosenescence influence the quality of immune response and whether
current vaccines are suitable for the elderly; what are the determining factors of
vaccine efficacy in immunosenescence;

- whether there is need for an additional dose (continual boosting?) with the current
vaccines or rather next-generation vaccines (e.g. more immunogenic vaccines
inducing stronger neutralization antibodies attacking strategic virus site, inducing
durable immunity);

- whether currently used vaccines can protect against new variants of SARS-CoV-2;

o Conception of the project implementation and scientific hypothesis

The project proposal is focused on comprehensive longitudinal analysis of immunity
induced by vaccination or by SARS-CoV-2 infection.

Study of immune response will involve vaccinated subjects and subjects after SARS-
CoV-2 infection (positive PCR test). Over the course of the project, a cohort of ~ 600 subjects
will be enrolled. Cohort will include ~ 500 vaccinated and SARS-CoV-2 positive adult subjects
(220 years), and ~ 100 vaccinated children (12-18 years). The cohort of children will involve
healthy children and children suffering from primary or secondary immunodeficiencies. The
proposed cohort of ~ 600 subjects will be divided into three groups: |. vaccinated adults; 1.
adults after SARS-CoV-2 infection; Ill: vaccinated children. Written informed consent
(approved by the Ethics Committee) will be obtained from each participant involved in the
study.

We plan to collect blood samples over 18 months at several time points after infection
or after vaccination. Peripheral blood samples will be collected in vaccinated adult participants
starting at approximately 3 weeks (W) after the first vaccine dose, 1 week after the second
dose, and at 1, 3, 6, 12 and 18 months (M) thereafter. Adult subjects after SARS-CoV-2
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infection (with positive PCR test) will provide blood for analysis at 1, 3, 6, 12 and 18 months
post symptom onset. Juvenile patients will provide the blood at two time points: 1 and 6
months after the second dose of vaccine (Fig. 1: schematic illustration of the project concept).

Infection

4-_-' i IEESEN  Infected
| i i |
M1 M3 M6 M12 M18  Blood collection

s nd
vaccination  vaccination

th“mﬂmm Vaccinated
| | | ' (adults)
w3 w1 M1 M3 M6 M12 M18  Blood collection

131 2»4
vaccination  vaccination

hhmmumm Vaccinated
| (children)
M1 M6 Blood collection
Fig. 1: Project concept and blood collection timing. Several aspects of inmune response will be
assessed in each time point:

a) Humoral imnmune response - isotypes IgG, IgA and IgM (analysis of titer of antibodies)

b) Functional properties of induced antibodies - neutralization antibodies - capability to inhibit
binding of Spike protein to ACE2 receptor; capability to inhibit new variants of SARS-CoV-2
with mutations in Spike

¢) Cellular immune response - based on determination of Spike specific memory T- and B-cells

¢ The scientific hypothesis

The longitudinal, comprehensive analysis of the immune response induced by
vaccination and natural SARS-CoV-2 infection will allow to define the key players of adaptive
immunity which are critical to control and to prevent the viral infection. We assume that the
identification of determining factor(s)/surrogate markers of efficacy may offer a clue for
improving the current vaccines design or for the development of next-generation vaccines.
Understanding of what supports or limits vaccine efficacy under special circumstances (the
elderly or the immunosuppressed) will make sense in the tailoring of vaccines for these
vulnerable populations.

¢ Preliminary results

Our research group is involved in investigation of immune response induced by
vaccination for many years (Kontsekova et al., 2014; Novak et al., 2017; Novak et al., 2018,
Novak et al., 2021). We exploited our experience in an ongoing study to analyse the immunity
against SARS-CoV-2 after vaccination or after a natural virus infection. The study was
approved by the Ethics Committees. Written informed consents were obtained from each
participant prior to sampling.

Our preliminary results include the analysis of individuals who received one of the
vaccines (Pfizer/BioNTech, Moderna or Astra Zeneca) and individuals after SARS-CoV-2
infection. We collected peripheral blood samples at time points indicated in the scheme above
(Fig.1). At each time point we assessed several aspects of immune response (quantitative and
qualitative antibody kinetics, memory CD4 T-cells).

The quantity (titer) of IgG antibodies binding Spike protein was determined using
indirect ELISA (Fig. 2). Analysis revealed high immunogenicity of tested vaccines (preliminary
responder rate 100%). However preliminary data show, that Astra Zeneca vaccine induces
lower levels of Spike-specific antibodies relative to Pfizer/BioNTech and Moderna (Fig.2). IgG
antibodies to Spike protein persisted in all responders up to 3 months (Moderna, Astra
Zeneca) or up to 6 months (Pfizer/BioNTech). The levels of antibodies gradually decline over
time in all tested vaccinees. The levels of antibodies induced by natural viral infection was
comparable to the levels of antibodies induced by Astra Zeneca vaccine.

The quality of induced antibodies was expressed as the capability of antibodies to
block (to neutralize) the binding of Spike protein to ACE2 receptor. Our results showed that
tested vaccines as well as viral infection induced antibodies with neutralization activity. The
titer of neutralizing antibodies was evidently lower compared to the titer of binding antibodies.



However, we suppose that antibodies that bind the Spike protein but do not neutralize SARS-
CoV-2 are still helpful in immune control of the infection.

CD4 T-cells are multipotent and in SARS-CoV-2 virus protection gain a broad
spectrum of helper and effector functions. They are critical for development of high-affinity
antibodies and for anti-viral activities. Thus, we focused on CD4 T-cell response induced by
vaccines and by infection. The analysis of cellular immune response was based on
determination of Spike specific memory CD4 T-cells. The highest increase of Spike-specific
CD4 T-cells was observed a week to month after the second vaccine dose (Pfizer/BioNTech
and Moderna) and then their numbers gradually declined. The Astra Zeneca vaccine induced
the highest levels of CD4 T-cells three weeks after first dose. Our results showed relatively
stable levels of antigen-specific CD4 T-cells induced by infection over time.

In the present project proposal we will continue with the longitudinal analysis of
adaptive immunity induced by vaccination or by viral infection. The method approaches are
simmilar to those we have used in this preliminary analysis.
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Fig. 2. Kinetics of adaptive immune response induced by vaccination (Pfizer/BioNTech, Moderna and
Astra Zeneca) and by natural SARS-CoV-2 infection; (W3-three weeks after first dose; W1- one week
after second dose; M1- one month after second dose; M3 - three months after second dose; M6 - six
months after second dose). Fold of activation in cellular immune response means the fold of activated
antigen-specific memory CD4 T-cells compared to the background of non-stimulated cells.

3. The structure of the project, the quality of preparation, the logical interconnection of
the project procedures

e Specify the timetable for the project implementation taking into account the logical
interconnection of the procedures and meeting the declared aims and objectives

e Explain the adequacy of the used methodology

e Explain the adequacy of the proposed project budget according to financial demands
of accomplishing project goals

« Provide the timetable of the project implementation and for achieving the set aims and
objectives

Free text:
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o Timetable of the project implementation

1. The longitudinal monitoring of the humoral immune response induced by vaccination
and by infection

07/2022-01/2025

Blood samples collection for immune response analysis (adult subjects after vaccination and
after SARS-CoV-2 infection)

07/2022-03/2025

Longitudinal blood samples analysis:

Humoral immune response (determination of binding antibodies and their isotype profile -
IgG, IgA and IgM)

Functional properties of induced antibodies - neutralization antibodies - capability of
antibodies to inhibit binding of Spike protein to ACE2 receptor

2. Development of assay for analysis of memory B-cells induced by vaccination and
by infection

07/2022-03/2023

Development of assay for the analysis of memory B-cells induced by vaccination or infection
(specific to Spike protein)

Validation of assay for the analysis of memory B-cells

3.The longitudinal monitoring of the cellular immune response induced by vaccination
and by infection

07/2022-01/2025

Longitudinal analysis of memory T-cells -determination of Spike-specific T-cells (CD4 T-cells,
CD8 T-cells)

Longitudinal analysis of memory B-cells induced by vaccination or infection (specific to Spike
protein) using newly developed assay

4. Development of pseudoviral assay for the evaluation of antibodies inhibiting new
variants of SARS-CoV-2 with mutations in Spike

07/2022-06/2023

Development of pseudovirus assay for evaluation of ability of antibodies to inhibit possible
new mutated variants of SARS-CoV-2

Validation of pseudovirus assay

07/2023-03/2025

Longitudinal analysis of antibodies with capability to inhibit possible new mutated variants of
SARS-CoV-2 using newly developed pseudovirus assay

5. The study of impact of inmunodeficiences on vaccine induced immune response in
children

07/2022-01/2025

Blood samples collection for immune response analysis in healthy children and children
suffering of primary or secondary immunodeficiencies after vaccination

07/2022-03/2025

Longitudinal blood samples analysis:

Humoral immune response (determination of binding antibodies and their isotype profile -
IgG, IgA and IgM)

Functional properties of induced antibodies - neutralization antibodies - capability of
antibodies to inhibit binding of Spike protein to ACE2 receptor

Cellular immune response - determination of Spike specific memory T-cells (CD4 T-cells, CD8
T-cells and memory B-cells)

6. Data analysis
02/2025-06/2025
Data analysis, summarisation of results, writing the paper
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e The adequacy of the used methodology

In the project, we employ the latest analytical methods, belonging to the
immunological, immunochemical and molecular procedures, which are generally accepted by
the recent scientific standards. The sampling of blood/plasma will be performed consistently
by approved procedure. The blood collections will be carried out according recommended
methods with the aim to preserve the quality of immune blood cells and antibodies in the
sample.

Analysis of binding antibodies: the magnitude of vaccine/virus induced antibodies,
which bind viral spike protein and/or nucleocapsid protein will be analysed by indirect ELISA.
The recombinant Spike protein will be used as a solid phase antigen, produced in human cell
line Expi293 and purified from cell media using FPLC. Plasma (primary antibodies) will be
used in three-fold serial dilutions. Three different isotypes (IgM, 19G and IgA) of generated
antibodies will be determined using anti-human subclass-specific secondary antibodies (anti-
IgG, anti-lgM and anti-lgA). The amount of detected antibodies will be expressed as a titer
(the highest dilution capable of giving a positive test result).

Analysis of neutralizing antibodies: the quality of generated antibodies (functional
properties of antibodies) will be defined as their capability to neutralize (inhibit) the virus. For
this we will use cells overexpressing ACE2 (Spike-ACE2 cell inhibition assay), the protein
used by the virus for attaching to the host cell. Labelled Spike protein (Alexa FluorTM546) will
be preincubated with tested plasma (three-fold serial dilutions) and will be added to HEK
293T/17-hACE2. After incubation, Spike protein internalization by flow cytometry will by
analysed (Fig. 3A).

Next approach will monitor the ability of antibodies to neutralize pseudoviral particles
(PVPs pseudotyped with newly appearing SARS-CoV-2 Spike variants) and HEK293T
recipient cells stably expressing ACE2 as a receptor for SARS-CoV-2. The testing procedure
will be adapted according to Nie et al. published in Nature protocols (2020). The serially
diluted plasma will be mixed with a defined concentration (defined by a titration test) of Spike-
PVPs. After incubation, the mix will be added to the recipient cells (HEK293/17-hACE2). After
48 hrs of incubation the luciferase activity will be measured in the cell extract using a
luminometer (Fluoroskan Ascent® FL, Labsystems) and half maximal effective concentration
will be calculated for the measured plasma antibodies (Fig. 3B).
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Development of experimental platform for generation of PVPs with newly
since the SARS-CoV-2 is prone to high

appearing SARS-CoV-2 Spike variants:

mutagenesis rate and generation of novel virus variants we will develop a flexible platform for
assessment of capacity of antibodies to neutralize new virus variants. The vector “HIV-1 NL4-
3 AEnv Vpr Luciferase Reporter Vector (pNL4-3.Luc.R-E-)" for generation of pseudoviral
particles will be used. We will combine the vector with plasmid containing mutated spike gene

11 11 20218 55 VV 2021, VV-F Obligatory scheme for basic research, 10/19



in HEK cells co-transfection experiments. All the experiments will be performed in BSL2
laboratory under the strict safety measures.

Analysis of cellular immune response: antigen-specific memory T-cells (CD4 and
CD8) and B-cells will be enumerated using flow cytometry. Fresh whole blood will be
incubated with positive and negative control stimulants and with Spike protein of SARS-CoV2
virus. Then activated cells transformed into blasts will be detected based on the change of
their size. Detected antigen- specific T-cells will be further immunophenotyped using three
basic markers: CD4 for helper T-cells, CD8 for cytotoxic T-cells and CD45RO for memory T-
cells (Fig. 4). We will be able to measure sufficient number of samples with acceptable budget
using this approach.

To detect another important component of cellular immune memory, we will develop
and validate a method for detection of antigen-specific memory B-cells. Memory B-cells are
defined as CD3 negative (for exclusion of T-cells), CD19 and CD20 positive lymphocytes,
which do not express IgD (IgD’), but express any other Ig class, CD27 and intermediate levels
of CD38 and CD24. Memory B-cells are very low abundant in the blood thus their detection is
not a trivial assay. When detected by flow cytometry, memory B cells are hidden within the
dense noise of very abundant T-cells. This can be overcome by enrichment of the sample for
B-cells using cell sorter. Memory B cells will be sorted using FACS Melody sorter (BD) and
they will be tested for specificity to Spike protein of SARS-CoV2 virus using combination of
early and late activation markers and markers for developmental stages of B-cell lineage.
Taking into account their low abundance, much larger volume of the blood will be needed for
detection of memory B cells compared to detection of antigen-specific memory T-cells, the
method will be more costly and time-consuming. Nevertheless, analysis of memory B-cells is
necessary for understanding how cellular immune memory is forming and persisting,
especially now in hard pandemic times.
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Fig. 4. Schematic illustration of T-cell determination

e Adequacy of the proposed budget

Allocation for consumables:The budget allocated for consumables (total 121100
Eur) is sufficient for all planned experiments: material for cultivation cells (culture dishes, cell
culture plates, tips, culture media, sera, antibiotics, supplements for cell cultures, sterilizing
filtters); material for ELISA (microtiter plates, tips, plastic pipettes, tubes, HRP-conjugated
secondary anti-human antibodies, enzyme substrate, Tween20, other chemicals); material for
flow cytometry (labeled antibodies - anti-CD3, anti-CD4, anti-CD8, anti-CD45R0O, anti-CD19,
anti-CD20, anti-CD27, anti-CD38, anti-IgD tubes, other chemicals); reagents for molecular
biology and biochemistry (plasmid vectors, lipofectamine, luciferase assay reagents and
luciferin substrate); material for production and purification of proteins; cleaning preparations
and preparations for sterilization, gauze, laboratory wipes, protective equipment, gloves,
masks, etc.
CoRespons project will be continuation of the ongoing project with the common goal, thus we
sure that the allocated amount would be sufficient to achieve all experimental tasks.

Allocation for services: 3500 Eur is needed for servicing and calibration of the Flow
cytometer.
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Labour costs: these are intended as wages for researchers, in full compliance with
the rules of APVV. Labour costs are the 48 864 Eur in total for the entire period of the project.
Social and health insurance - were calculated in the amount of 25,91% of wages (12 665 Eur).
Wage costs included in the budget represent 7% of the real costs of the project for each
researchers.

Publication cost: publication of results in high-impacted CC journals with open
access is necessary to make our research worldwide available. Publication fees will be also
covered through cost allocated for dissemination activities (indirect costs).

Communication (telephone and post), overhead costs and other unpredictable costs related to
CoRespons will be covered through indirect costs. Other expenses are planned based on our
experience in similar type of projects.

The total budget is distributed precisely during per the financial requirement of each year.

 Timetable of the project implementation

Scientific objectives

Start-End

The longitudinal monitoring of the humoral immune
response induced by vaccination and by infection

07/2022-03/2025

Blood samples collection for immune response analysis (adult subjects
after vaccination and after SARS-CoV-2 infection)

07/2022-01/2025

Humoral immune response (determination of binding antibodies and
their isotype profile - 19G, IgA and IgM)

07/2022-03/2025

Analysis of neutralization antibodies — determination of antibodies
inhibiting Spike protein - ACE2 interaction

07/2022-03/2025

Development of assay for analysis of memory B-cells
induced by vaccination and by infection

07/2022-03/2023

Development of assay for the analysis of Spike specific memory B-
cells

07/2022-01/2023

Validation of assay for the analysis of memory B-cells

01/2023-03/2023

The longitudinal monitoring of the cellular immune
response induced by vaccination and by infection

07/2022-01/2025

Cellular immune response-determination of Spike-specific T-cells (CD4
T-cells, CD8 T-cells)

07/2022-01/2025

Celular immune response-determination of Spike-specific memory B-
cells induced by vaccination or infection

03/2023-01/2025

Development of pseudoviral assay for the evaluation of
antibodies inhibiting new variants of SARS-CoV-2 with
mutations in Spike

07/2022-06/2023

Development of pseudovirus assay for evaluation of ability of
antibodies to inhibit possible new mutated variants of SARS-CoV-2

07/2022-03/2023

Validation of pseudovirus assay

03/2022-06/2023

Analysis of antibodies with capability to inhibit possible new mutated
variants of SARS-CoV-2

07/2023-03/2025

The study of impact of immunodeficiences on vaccine
induced immune response in children

07/2022-03/2025

Blood samples collection for immune response analysis in healthy
children and children suffering of primary or secondary
immunodeficiencies after vaccination

07/2022-01/2025

Humoral immune response (determination of binding antibodies and
their isotype profile - 1gG, IgA and IgM)

07/2022-03/2025

Analysis of neutralization antibodies — determination of antibodies
inhibiting Spike protein - ACE2 interaction

07/2022-03/2025

Cellular immune response - determination of Spike specific memory T-
cells (CD4 T-cells, CD8 T-cells and memory B-cells)

07/2022-01/2025 (T cells)
03/2023-01/2025 (B cells)

Data analysis

02/2025-06/2025

Data analysis, summarization of results, writing the paper

02/2025-06/2025




3. Professional qualifications of the principal investigator (in the context of the data
specified in the Application, Section VV-A4)

Specify no more than 5 the most important scientific outputs of the principal
investigator during the last 5 years, indicate their importance at both the national and
international levels

Specify 3 the most important projects implemented by the principal investigator over
the last 5 years, regarding to the importance of the project outputs in both national and
international context

Specify the personality of the principal investigator in the respective field of the basic
research (in the context of scientific, as well as scientific and pedagogical outputs) at
the worldwide level and/or in the European Research Area, as the case may be

Free text:
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Five scientific outputs of PI, their importance at national and international level
Novak P, Schmidt R, Kontsekova E, Zilka N, Kovacech B, Skrabana R, Vince-
Kazmerova Z, Katina S, Fialova L, Prcina M, Parrak V, Dal-Bianco P, Brunner M,
Staffen W, Rainer M, Ondrus M, Ropele S, Smisek M, Sivak R, Winblad B, Novak M.
Safety and immunogenicity of the tau vaccine AADvac1 in patients with Alzheimer's
disease: a randomised, double-blind, placebo-controlled, phase 1 trial. Lancet Neurol.
2017 Feb;16(2):123-134.

the paper describes the results (focused on immunogenicity and safety) of phase
I clinical trial of an active monoepitope vaccine AADvac 1 against neurofibrillary tau
proteins in Alzheimer’s disease

Novak P, Schmidt R, Kontsekova E, Kovacech B, Smolek T, Katina S, Fialova L,
Prcina M, Parrak V, Dal-Bianco P, Brunner M, Staffen W, Rainer M, Ondrus M, Ropele
S, Smisek M, Sivak R, Zilka N, Winblad B, Novak M. FUNDAMANT: an interventional
72-week phase 1 follow-up study of AADvac1, an active immunotherapy against tau
protein pathology in Alzheimer's disease. Alzheimers Res Ther. 2018 Oct
24;10(1):108.

the paper presents the results of a 72 weeks of follow-up study of an active
monoepitope vaccine AADvac1 against Alzheimer’s disease

Jadhav S, Avila J, Schoéll M, Kovacs GG, Koévari E, Skrabana R, Evans LD,
Kontsekova E, Malawska B, de Silva R, Buee L, Zilka N. A walk through tau
therapeutic strategies. Acta Neuropathol Commun. 2019 Feb 15;7(1):22.

the article review describes new tau therapeutics (inhibition of protein kinases,
inhibition of tau aggregation, tau silencing by antisense oligonucleotides, passive and
active immmunotherapy) with offer a new hope for the treatment of many fatal human
tauopaties.

Zilkova, M., Nolle, A., Kovacech, B., Kontsekova, E., Weisova, P., Filipcik,P.,
Skrabana, R., Prcina, M., Hromadka, T., Cehlar, O., Paulikova Rolkova, G., 1,
Maderova, D., Novak,M., Zilka, N Hoozemans, JJM. Humanized tau antibodies
promote tau uptake by human microglia without any increase of inflammation. Acta
Neuropathol Commun 2020, 8:74.

the paper describes the mode of action of humanized antibody specific to pathological
tau; the antibody accelerates uptake of pathological tau by human primary microglia

Novak P, Kovacech B, Katina S, Schmidt R, Scheltens P, Kontsekova E, Ropele S,
Fialova L, Kramberger M, Paulenka-lvanovova N, Smisek M, Hanes J, Stevens E,
Kovac A, Sutovsky S, Parrak V, Koson P, Prcina M, Galba J, Cente M, Hromadka T,
Filipcik P, Piestansky J, Samcova M, Prenn-Gologranc C, Sivak R, Froelich L,



Fresser M, Rakusa M, Harrison J, Hort J, Otto M, Tosun D, Ondrus M, Winblad B,
Novak M and Zilka N. ADAMANT: a placebo-controlled randomized phase 2 study of
AADvac1, an active immunotherapy against pathological tau in Alzheimer’s disease.
Nature Aging 2021,1: 521

- the paper presents the results of ADAMANT, a 24-month phase 2 trial of AADvac1, an
active peptide vaccine designed to target pathological tau in Alzheimer’s disease

e Three important projects implemented by Pl over the last 5 years
1. Name of the project: Study of functional bio-implants and stem cells for CNS
regeneration
The grants scheme: APVV-15-0613
The implementation period: 01.07.2016 — 31.08.2020
The project budget: 239 982 - eur
The position of principal investigator: co-investigator
-the project deals with the influence of several post-traumatic factors, especially
inflammatory and trophic processes in spinal cord injury

2. Name of the project: Development of therapeutic biomolecules blocking SARS-CoV-2
infection
The grants scheme: APVV-PP-COVID-20-0044
The implementation period: 09/2020 — 12/2021
The project budget: 399 909,- eur
The position of principal investigator: principal investigator

- the aim of the project is to develop single-domain antibodies useful to block the
interaction of spike protein and ACE2

3. Name of the project: Neuro-glia cell-based model for inter-neuronal spread of tau
pathology
The grants scheme: APVV-20-0585
The implementation period: 07/2021 - 06/2025
The project budget: 244 016,- eur
The position of principal investigator: co investigator

- the aim of the project is development of neuro-glial cell model suitable for study of
spreading of tau pathology in human brain affected of neurodegeneration

¢ Personality of the principal investigator

Scientific and research work of Eva Kontsekova has for many years focused on the
preparation and use of monoclonal antibodies as sensitive immunological probes in structural-
functional analyses of a wide range of proteins. She has acquired skills in the techniques of
immunology, immunochemistry, molecular and cell biology. She has expertise in the field of
vaccines development and immunotherapy. She has developed antibodies against unique tau
epitopes, which led to uncover therapeutic and diagnostic targets for diagnosis and
immunotherapy in Alzheimer’s disease. She was actively involved in development of vaccine
against Alzheimer’s disease, which successfully underwent the clinical trial phase Il. At
present, her work is dedicated on the understanding of the neuro-imune mechanisms, which
play an ever more important role in the origin and development of Alzheimer's disease and
other neurodegenerations. So far she has published 73 peer-reviewed papers. Her scientific
publications have been cited 950 times (H index — 17). She was the principal investigator of 5
research projects funded by national agencies VEGA and APVV. During the period 1997-
2010, she was a lecturer at the Comenius University in Bratislava, with a focus on
immunology. During this period she has published two university textbooks (Immunology - E.
Kontsekova, P. Kontsek Publishing House UK in Bratislava, 2004, Basics of Special
Immunology - E. Kontsekova, P. Kontsek Publishing House UK in Bratislava, 2006) and a
chapter in the book (Encyclopedia of biology, 1st ed. - Bratislava: Media Trade, Slovak
pedagogical publishing house ISBN 80-08-02808-4). She has supervised PhD work of 9 PhD
students, which successfully defended their doctoral theses.



4. Professional qualifications of the research team

* Describe the competence of the participating research organisations with regard to the
submitted project according to the main role each organisation implements in the
project

o Describe the competence of individual researchers for the solution of the submitted
project and fundamental tasks during the project implementation; (this does not
concern the project manager)

o Describe the manner of co-operation of researchers and their mutual complementarity
and substitutability during the project implementation

o Describe instruments, equipment and personnel infrastructure of the workplaces
participating in the project implementation

o Describe the level of engagement of young researchers up to 35 years including
postgraduate students from the respective field of research and development in the
project implementation

Free text:
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e Competence of the participating research organizations

AXON Neuroscience R&D Services SE

AXON is a pioneer biotech company in the development of innovative therapeutic and
prophylactic vaccines against human diseases. The company is one of the world leaders in
the development of modern immunotherapeutics for the treatment and prevention of
dementia. In 2010, it began developing the first therapeutic vaccine against Alzheimer's
disease - AADvac1. (https://www.alzforum.org/therapeutics/aadvacl). AXON conducted clinical
development of AADvac1, and is currently preparing a protocol for the third phase of a clinical
trial. The company successfully conducted the first phase of a clinical trial in patients with
Alzheimer's disease, which demonstrated that the AADvac1 vaccine was safe and stimulated
a sufficiently strong immune response (Novak et al. al., 2017, Lancet Neurology). In 2019, the
second phase of a clinical trial was successfully completed, confirming that the vaccine is safe
and produces a high immune response. At the same time, the vaccine was able to slow down
neurodegeneration in the brains of treated patients (https://aat-adpd.kenes.com/aat-ad-pd-in-the-
news). In 2020, a COVID-19 pandemic caused by the SARS-CoV-2 virus paralyzed the world.
The company reacted quickly to the unexpected situation and started to develop a peptide
vaccine based on a corporate concept that is based on selected peptides derived from the
target protein. Scientific team identified vulnerabilities in the virus and used them to develop a
vaccine that stimulates the production of specific antibodies targeting virus vulnerabilities. This
vaccination concept is safe, targeted, and can induce antibody production even in the elderly
who are susceptible to COVID-19. Latest results from the preclinical phase of testing indicate
that the peptide vaccine is immunogenic and that antibodies produced during immunization
can block live virus on cellular cultures (hitps:/www.prnewswire.com/news-releases/axon-
announces-positive-pre-clinical-results-for-its-peptide-vaccine-acvac 1 -against-novel-coronavirus-
301127255.html). The company has long been engaged in basic research with an emphasis
on the structural biology of naturally disordered proteins, neuroimmunology of serious brain
diseases, cerebrovascular barrier as well as a study of new diagnostic biomarkers. AXON will
also focus on developing new diagnostic tests for Alzheimer's disease that use supersensitive
immunological technologies. Experience with Quanterix technology allow the company to
engage in the development of new tests focused on COVID-19 research.

The institute of Neuroimmunology

The institute of Neuroimmunology Slovak Academy of Sciences (NIU SAS) is
a neuroscience research institute focused to investigation of the nervous system in context
with immune system; its scope ranges from molecular biolology, genetics, immunology and
proteomic of nerve cells to biological foundation of normal and disturbed behaviour and
cognitive processes. Since 1997, the NIU SAS is declared by Slovak government ,The
National scientific center for the cooperation of the Slovak Republic with the International
Center for Genetic Engineering and Biotechnology of the Organisation of United nations
(ICGEB)”. Furthermore, the Institute of Neuroimmunology is the main coordinator of the
Center of Excellence for Brain Research, whose goal is to build an integrated platform of
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excellent research and clinical institutions focusing on brain research. Currently, the NIU SAS
is a partner of several EU projects, such as Horizon2020 and (JPND): The Institute of
Neuroimmunology takes part in the project BIOMARKAPD — Biomarkers for Alzheimer's
disease and Parkinson’s disease (2011-2016), funded by Joint Programming Initiative on
Neurodegenerative Diseases (JPND). The Institute of Neuroimmunology participates in the
project JPsustaiND: Coordination Action in support of the sustainability and globalisation of
the Joint Programming Initiative on Neurodegenerative Diseases, new concerted support
action of JPND and Horizon2020.The Institute of Neuroimmunology participates in the project
REfrAME: Pathway complexities of protein misfolding in neurodegenerative diseases: a novel
approach to risk evaluation and model development, joint transnational co-funded call in
partnership with the European Commission under the ERA-NET and JPND.

o The competence of individual researchers
AXON Neuroscience R&D Services SE
MVDr. Lubica Fialova, PhD.
She is an employee of the Axon Neuroscience R&D Services. She is focused on anti-tau
antibodies, immunochemistry, she participated in development of assays for immunogenicity
analysis of data from clinical trials of anti-tau vaccine for Alzheimer’s disease. In CoRespons
project she will be responsible for analyses of binding 1gG, IgM and IgA antibodies induced by
vaccination and by SARS-CoV-2 infection using indirect ELISA.
Doc. RNDr. Peter Filipcik, CSc.
He is an employee of the Axon Neuroscience R&D Services. He is specialist in molecular
biology and genetics. He focused on tau protein biology, production, accumulation and
degradation of aberrant proteins in pathogenesis of neurodegenerative diseases of CNS.
In CoRespons project he will be responsible for development of pseudoviral assay, for testing
of antibodies ability to inhibit possible new mutated variants of SARS-CoV-2.
RNDr. Natalia Paulenka Ivanovova, PhD.
She is an employee of the Axon Neuroscience R&D Services. She is expert in recombinant
DNA technologies, neuroimmunology, in development of assays for immunogenicity analysis
of data from clinical trials of anti-tau vaccine for Alzheimer’s disease. In CoRespons project
she will be responsible for plasmid design of psedoviruses and for preparation of recombinant
proteins.
Mgr. Branislav Kovacech, PhD.
He is an employee of the Axon Neuroscience R&D Services. He is expert in protein chemistry,
cell biology, proteomics, in the anti-tau vaccines development/production, vaccine efficacy
analysis and immunotherapy. He currently focuses on anti-SARS-CoV-2 antibodies
development and production. In CoRespons project he will be responsible for data analysis
and synthesis/ intepretation of the results.
MUDr. Vojtech Parrak
He is an employee of the Axon Neuroscience R&D Services. He is the Head of SVALZ
(Spoloéné vysetrovacie a liecebné zlozky) of Axon. He is expert in clinical biochemistry,
immunochemistry and immunotherapy. In CoRespons project he will be responsible for
organizing and ensure proper sampling of blood according to the schedule, for the processing
and evaluation of data analysed.
RNDr. Michal Préina, PhD.
He is an employee of the Axon Neuroscience R&D Services. He has experience in the field of
molecular biology, immunology and flow cytometry. He is focused on anti-tau vaccines
development and on the senescence mechanisms of immune system. In CoRespons project
he will be responsible for development of assay for memory B-cell analysis, testing of cell
response (memory CD4 T-cells, CD8 T-cells by flow cytometry).
RNDr. Monika Zilkova, PhD.
She is an employee of the Axon Neuroscience R&D Services. She is focusing on the
relationships between neurons and immune cells of the CNS, especially on the mechanism of
removal of pathological proteins from the brain by the immune cells of patients with
neurodegenerative diseases. She currently concentrates on the cell-based systems for
analysis of anti-COVID19 antibodies. In CoRespons project she will be responsible for
analysis of neutralization antibodies induced by vaccination and SARS-CoV-2 infection using
S-ACE2 cell inhibition assay.

11 11 2021 855 VV 2021, VV-F Obiigatory scheme for basic researcn. 16/19



Ing. Natalia Turic Csékova, PhD.

She is an employee of the NIU SAS. She has an expertise in protein preparation and
purification using a FPLC and HPLC system, she is experienced in flow cytometry. In
CoRespons she will be responsible for Spike protein labeling, cell culture cultivation and she
will participate in analyses of neutralization antibodies based on S-ACE2 inhibition assay.

Institute of Neuroimmunology SAS

Doc. MVDr. Norbert Zilka, DrSc.

He is an employee of the NIU SAS. He is highly experienced in pathological hallmarks of
Alzheimer's disease and related tauopathies. He has an expertise in the immunohistology,
immunocytology, neuroinflammation and immunotherapy of neurodegenerative disorders. In
CoRespons project he will be responsible for the data analysis and synthesis/intepretation of
the resuits.

RNDr. Michaela Skrabanova, PhD.

She is an employee of the NIU SAS. She has an expertise in cell biology, molecular biology
and broad spectrum of immunochemical assays. In CoRespons project she will be responsible
for analyses of antibodies neutralization of pseudovirus, she will participate in cell cultivation
for neutralization techniques.

MUDr. Peter Koson, PhD.

He is an employee of the NIU SAS. He is an expert in the field of neurology and
neuroimmunology. He has an expertise in the study of the interactions of neuronal and
immune systems. In CoRespons project he will be responsible for participants enroliment,
quality control and correctness of all the used experimental methods.

Doc. MUDr. Peter Ciznar, CsC.

He is an employee of the NIU SAS. He is an expert in allergology, clinical immunology and
immunodeficiencies in children. He is an external assessor of the State Institute for Drug
Control, a professional consultant for pediatric immunology and allergology. In CoRespons
project he will be responsible for participants enrollment, evaluation of effect of
immunodeficiences on immune response to vaccination in children.

o The manner of co-operation of researchers and mutual complementarity

Research team members possess the necessary analytical skills required for
successfully fulfilling the proposed project objectives. All team members work at the same
laboratories and have collaborated successfully on other projects, which will facilitate greatly
the overall coordination and management of the current proposed project. Mutual cooperation
will be guaranteed through regular professional meetings, organized by the principal
investigator. It is important to underline, that the skills of various team members are
complementary and providing an excellent foundation for a state-of-the-art research promising
to deliver high-impact results.

o Equipment and personnel infrastructure of workplaces

AXON Neuroscience R&D Services SE focuses on the development of
immunotherapeutics and diagnostic tests for neurodegenerative disorders. The company has
several unique state-of-the-art instruments which facilitate effective solution of the projects in
protemics (UPLC M-class combined with Synapt G2Si high-resolution MS, MALDI/MS, UPLC
I-class combined with TQD triple quadrupole MS, UPLC H-class combined with QDa single
quadrupole MS), in molecular and cell biology (PCR, RT PCR, bio-safety Il laminar boxes,
CO2 incubators, microscops,) in cell immunology and immunochemistry (BD Fortesa flow
cytometer, luminometers, ELISA readers, WB apparatuses, Bioplex 200, digital ELISA -
Simoa HD-X analyzer), electrophysiology (complex electrophysiological equipment for in vitro
studies). All experiments will be done in laboratories fully equipped to work with human
samples (SValLZ).

The Institute of Neuroimmunology focuses on the research of neurodegenerative
diseases of humans and animals. The institute has a whole range of unique modern
laboratory devices and equipment, allowing to perform experimental work in neuroprotemics (
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HPLC, BioCore — surface plasmon resonance, ion trap, micro and nano HPLC, UPLC-MS, pH
meters, refrigerators, freezers, deep-freeze boxes, ultracentrifuges, centrifuges, shakers,
incubators), molecular neurobiology (DNA sequencer, PCR, RT PCR), immunology
(luminometers, ELISA reader, WB apparatuses, BD FACS Melody cell sorter), molecular
neurohistopathology (center for tissue embedding, automaton for tissue processing,
microtome, vibratome, cryomicrotome, light microscope with equipment for quantifying
histological studies, confocal microscope system), neurobehavioral studies (video tracking
system, Morris water maze, passive and active avoidance).

¢ Level of engagenment of young researchers in the project
Project will provide excellent opportunity for diploma students, doctoral fellows to
acquire a high scientific know-how and possibilities to improve their professional skills. Project
will also offer state-of-the-art technology and world-class opportunity for new-coming diploma
student (1 candidate) and doctoral fellows (1 candidate).
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Pri€inou pandémie COVID-19 je neustale sa §iriaci koronavirus SARS-CoV-2, ktory u fudi wwlava zavazné, Zivot

ohrozujlce respiraéné ochorenie, nezriedka konciace smrfou. Kl'd¢om v boji proti tejto pandémii je navodenie

ugdinnej imunity. Vo vieobecnosti U€inna imunita po infekcii alebo okovani je odrazom dlhodobej ochrany.

Vzhladom na neustalu cirkuladciu SARS-CoV-2 virusu v populdcii a narastajlice pripady reinfekcii, je newhnutné

| komplexne analyzovat fenotyp a kinetiku imunitnej odpovede, watane dlhotrvajice] imunitnej paméte. Rozlustenie

| kli€owch parametrov adaptinej imunity (humoralnej a bunkowej) bude zakladom pre wwoj U&innych stratégii na
kontrolu su¢asnej pandémie. Koncept predkladaného projektu spodiva v komplexnej a longitudinalnej analyze
imunitnej odpovede indukovanej SARS-CoV-2 a okovanim wdéi nemu. Budeme sledovat kinetiku protilatok, ktoré
sa viaZu navirusové proteiny a kinetiku protilatok, ktoré virus neutralizuju. Zaroveri budeme analyzovat, do do akej
miery dochadza k indukcii paméatowch T-buniek (CD4 T-bunky a CD8 T-bunky) a pamatowch B-buniek
$pecifickych pre powchowy Spike protein SARS-CoV-2. Tento komplexny pohlad na imunitni odpoved moze

[ poméct definovat kritické markery ochrany a méze poskytnut kIié na zlep§enie dizajnu siéasnych vakcin.

| 09 . Annotation

The rapid spread of SARS-CoV-2 in humans caused the COVID-19 pandemic with serious morbidity and mortality.
A key to fight with this pandemic is the induction of effective immunity. In general, effective immunity following
infection or vaccination reflects long-term protection. Due to the constant circulation of SARS-CoV-2 virus in the
population and the increasing incidence of reinfections, it is necessary to comprehensively analyze the phenotype
and kinetics of the immune response, including long-term immune memory. Deciphering the main features of
adaptive immunity (humoral and cellular) will be crucial for the developing of effective strategies to control the
current pandemic. The concept of the presented project consists in a comprehensive and longitudinal analysis of
the immune response induced by SARS-CoV-2 infection and by vaccination against it. We will monitor the kinetics
of antibodies that bind to viral proteins and the kinetics of antibodies that neutralize the virus. We will also analyze
the extent to which memory T cells (CD4 T cells and CD8 T cells) and memory B cells specific for the SARS-CoV-2
surface Spike protein are induced. This complex view of the immune response can help to define critical markers of
protection and may provide a key to improving the design of current vaccines.
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| VV - Ad Zékladné ir;formécie o zodpovednom riesitelovi
i Basic information on the principal investigator
i I Meno a priezvisko

01 | ———— - i prof. RNDr. Eva Kontsekova, DrSc.
! Name and sumame

] Pohlétie- i Zena
. Gender | Female
Fos Eaens | 0254788100
| Phone 0254788100
i 04 | Email | kontsekova@axon-neuroscience.eu

| €estné vyhldsenie zodpovednéhorieditela

la, dolu podpisany/4, prof. RNDr. Eva Kontsekova, DrSc., éestne vyhlasujem, Ze Gdaje uvedené v ¢astiach
»Zakladné informacie o zodpovednom riesitelovi” su pravdivé.

Podpis zodpovednéhoriesitela

| Miesto

i Datum
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| Publikacie v zahraniénych a domacich periodikach nepokrytych CC za poslednych 5 rokov (max. 20

| publikacii) |
1. Novak P, Schmidt R, Kontsekova E, Kovacech B, Smolek T, Katina S, et al. FUNDAMANT: an interventional 72-
week phase 1 follow-up study of AADvac1, an active immunotherapy against tau protein pathology in Alzheimer's
disease. ALZHEIMERS Res Ther. 2018;10.

2. Novak P, Kontsekova E, Zilka N, Novak M. Ten Years of Tau-Targeted Immunotherapy: The Path Walked and the|
Roads Ahead. Front Neurosci. 2018 Nov,12.

3. Weisova P, Cehlar O, Skrabana R, Zilkova M, Filipcik P, Kovacech B, et al. Therapeutic antibody targeting
microtubule-binding domain prevents neuronal internalization of extracellular tau via masking neuron surface
proteoglycans. ACTA Neuropathol Commun. 2019 Aug;7(1).
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4. Jadhav S, Avila J, Scholl M, Kovacs GG, Kovari E, Skrabana R, et al. A walk through tau therapeutic strategies.

ACTA Neuropathol Commun. 2019 Feb;7.

| 5. Prcina M, Novak M, Cigankova V, Kontsekova E. Immunosenescence - the role in the immunotherapy of older

07

population. BRATISLAVA Med JOURNAL-BRATISLAVSKE Lek List. 2018;119(4):217-20.

6. Zilkova M, Nolle A, Kovacech B, Kontsekova E, Weisova P, Filipcik P, et al. Humanized tau antibodies promote
tau uptake by human microglia without any increase of inflammation. ACTA Neuropathol Commun. 2020;8(1). |

7. Novak, P., Kovacech, B., Katina, S. et al. ADAMANT: a placebo-controlled randomized phase 2 study of
AADvac1, an active immunotherapy against pathological tau in Alzheimer's disease. Nat Aging 1, 521-534 (2021).

| Celkow podet - Publikacie v zahraniénych a domacich periodikach nepokrytych CC za poslednych 5

| rokov
7
08 | Monografie a kapitoly dlhsie ako 3 autorské harky za poslednych 5 rokov
0
08 Podet - Monografie a kapitoly dih§ie ako 3 autorské harky za poslednych 5 :
| 09 Ugebnice a skripta za poslednych 5 rokov
09 | Pocet - UCebnice a skripta za poslednych 5 rokov
' Uvedte zoznam 5 najcitovanejdich publikacii s uvedenim po&tu citacii a uvedte max. 10 citacii ku

10

ka2dej publikécii

: 1. Zilka N, Filipcik P, Koson P, Fialova L, Skrabana R, Zilkova M, et al. Truncated tau from sporadic Alzheimer's
disease suffices todrive neurofibrillary degeneration in vivo. FEBS Lett. 2006;580(15):3582—-8. Cited: 132

* Gu, J. & Liu, F. Tau in Alzheimer's Disease: Pathological Alterations and an Attractive Therapeutic Target. Curr.
Med. Sci. 40, 1009-1021 (2020).

« Garcia-Escudero, V. et al. A new non-aggregative splicing isoform of human Tau is decreased in Alzheimer's
disease. ACTA Neuropathol. 142, 159—-177 (2021).

* Robert, A., Scholl, M. & Vogels, T. Tau Seeding Mouse Models with Patient Brain-Derived Aggregates. Int. J. Mol.
Sci. 22, (2021). ;
+ Kassem, |. A. A., Ragab, M. F., Nabil, M. & Melek, F. R. Two new acylated triterpenoidal saponins from Gleditsia |
caspica Desf. and the effect of its saponin content on LPS-induced cognitive impairment in mice. Phytochem. Lett. |
40, 53-62 (2020).

» Shimonaka, S. et al. Asparagine residue 368 is inwlved in Alzheimer's disease tau strain-specific aggregation. J.
Biol. Chem. 295, 13996-14014 (2020).

+ Li, L. et al. Alzheimer's disease brain contains tau fractions with differential prion-like activities. ACTA Neuropathol.
Commun. 9, (2021). |
+ Rojas, M. et al. Metabolic Syndrome: Is It Time to Add the Central Nervous System? Nutrients 13, (2021).

» Giong, H.-K., Subramanian, M., Yu, K. & Lee, J.-S. Non-Rodent Genetic Animal Models for Studying Tauopathy:
Review of Drosophila, Zebrafish, and C. elegans Models. Int. J. Mol. Sci. 22, (2021).

* Gu, J. etal. Truncation of Tau selectively facilitates its pathological activities. J. Biol. Chem. 295, 13812-13828
(2020).

« Niewiadomska, G., Niewiadomski, W., Steczkowska, M. & Gasiorowska, A. Tau Oligomers Neurotoxicity. LIFE -
BASEL 11, (2021).

2. Novak P, Schmidt R, Kontsekowva E, Zilka N, Kovacech B, Skrabana R, et al. Safety and immunogenicity of the tau
vaccine AADvac1 in patients with Alzheimer’'s disease: a randomised, double-blind, placebo-controlled, phase 1 trial.
LANCET Neurol. 2017 Feb;16(2):123-34. Cited: 135

* Wang, D. et al. The Structure Biology of Tau and Clue for Aggregation Inhibitor Design. Protein J.
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doi:10.1007/s10930-021-10017-6.
« Parums, D. V. Editorial: Targets for Disease-Modifying Therapies in Alzheimer's Disease, Including Amyloid and
Tau Protein. Med. Sci. Monit. 27, (2021).
*Yu, T.-W., Lane, H.-Y. & Lin, C.-H. Novel Therapeutic Approaches for Alzheimer's Disease: An Updated Review.
Int. J. Mol. Sci. 22, (2021).
- Ji, C. & Sigurdsson, E. M. Current Status of Clinical Trials on Tau Immunotherapies. Drugs 81, 1135-1152 (2021).
« Stamelou, M. et al. Ewlving concepts in progressive supranuclear palsy and other 4-repeat tauopathies. Nat. Rev.
Neurol. doi:10.1038/s41582-021-00541-5.
« Annadurai, N., De Sanctis, J. B., Hajduch, M. & Das, V. Tau secretion and propagation: Perspectives for potential '
preventive intenventions in Alzheimer's disease and other tauopathies. Exp. Neurol. 343, (2021). |
- Respondek, G. et al. Neuroprotective treatment of tauopathies. NERVENARZT doi:10.1007/s00115-021-01210-0.
» Gupta, G. L. & Samant, N. P. Current druggable targets for therapeutic control of Alzheimer's disease. Contemp. |
Clin. Trials 109, (2021). '
= Imbimbo, B. P., Ippati, S., Watling, M. & Balducci, C. A critical appraisal of tau-targeting therapies for primary and

| secondary tauopathies. ALZHEIMERS \& Dement. doi:10.1002/alz.12453.

» Lin, P. et al. The Dewelopment of Pharmacological Therapies for Alzheimer's Disease. Neurol. Ther.

doi:10.1007/s40120-021-00282-z. |

3. Kontsekova E, Zilka N, Kovacech B, Novak P, Novak M. First-in-man tau vaccine targeting structural determinants

| essential for pathological tau-tau interaction reduces tau oligomerisation and neurofibrillary degeneration in an

Alzheimer's disease model. ALZHEIMERS Res Ther. 2014;6(4). Cited: 120

« Vaquer-Alicea, J., Diamond, M. |. & Joachimiak, L. A. Tau strains shape disease. ACTA Neuropathol.
doi:10.1007/s00401-021-02301-7.

« Ji, C. & Sigurdsson, E. M. Current Status of Clinical Trials on Tau Immunotherapies. Drugs 81, 1135-1152 (2021).

» Mortada, |I. et al. Inmunotherapies for Neurodegenerative Diseases. Front. Neurol. 12, (2021). .
- Imbimbo, B. P., Ippati, S., Watling, M. & Balducci, C. A critical appraisal of tau-targeting therapies for primary and |
secondary tauopathies. ALZHEIMERS \& Dement. doi:10.1002/alz.12453.

» Przewodowska, D., Marzec, W. & Madetko, N. Novel Therapies for Parkinsonian Syndromes-Recent Progress and‘
Future Perspectives. Front. Mol. Neurosci. 14, (2021). ‘
« Ojha, R. & Prajapati, V. K. Cognizance of posttranslational modifications in vaccines: A way to enhanced |
immunogenicity. J. Cell. Physiol. doi:10.1002/jcp.30483.

« Kim, B. et al. Tau immunotherapy is associated with glial responses in FTLD-tau. ACTA Neuropathol. 142, 243—257|
(2021).

= Nguyen, P. H. et al. Amyloid Oligomers: A Joint Experimental/Computational Perspective on Alzheimer's Disease, |
Parkinson's Disease, Type Il Diabetes, and Amyotrophic Lateral Sclerosis. Chem. Rev. 121, 2545-2647 (2021). |
» Soto-Rojas, L. O. et al. The Neurovascular Unit Dysfunction in Alzheimer's Disease. Int. J. Mol. Sci. 22, (2021).

» Ray, W. J. & Buggia-Prevot, V. Nowel Targets for Alzheimer's Disease: A View Beyond Amyloid. in ANNUAL
REVIEW OF MEDICINE, VOL 72, 2021 (ed. Klotman, ME) wl. 72 15-28 (2021).

4. Jadhav S, Avila J, Scholl M, Kovacs GG, Kovari E, Skrabana R, et al. A walk through tau therapeutic strategies.
ACTA Neuropathol Commun. 2019 Feb;7. Cited: 87

= Annadurai, N., De Sanctis, J. B., Hajduch, M. & Das, V. Tau secretion and propagation: Perspectives for potential

| preventive interventions in Alzheimer's disease and other tauopathies. Exp. Neurol. 343, (2021).
- Imbimbo, B. P., lppati, S., Watling, M. & Balducci, C. A critical appraisal of tau-targeting therapies for primary and

secondary tauopathies. ALZHEIMERS \& Dement. doi:10.1002/alz.12453.

- Li, Y. & Peng, X Comparison of the force fields on monomeric and fibrillar PHF6 of tau protein. Biophys. Chem. |
277, (2021). '
» Malhis, M. et al. Potent Tau Aggregation Inhibitor D-Peptides Selected against Tau-Repeat 2 Using Mirror Image
Phage Display. CHEMBIOCHEM doi:10.1002/cbic.202100287.

« Nimmo, J. T. et al. Amyloid-beta and alpha-Synuclein Immunotherapy: From Experimental Studies to Clinical Trials.

| Front. Neurosci. 15, (2021). |

| « Chung, D. C., Roemer, S., Petrucelli, L. & Dickson, D. W. Cellular and pathological heterogeneity of primary

tauopathies. Mol. Neurodegener. 16, (2021).

« Jabbari, E. & Duff, K. E. Tau-targeting antibody therapies: too late, wrong epitope or wrong target? Nat. Med. 27,
1341-1342 (2021).

- Pinzi, L., Tinivella, A. & Rastelli, G. Chemoinformatics Analyses of Tau Ligands Rewveal Key Molecular
Requirements for the Identification of Potential Drug Candidates against Tauopathies. MOLECULES 26, (2021).

= Nowak, D., Slupski, W. & Rutkowska, M. New therapeutic strategies for Alzheimer's disease. Postepy Hig. Med.
Dosw. 75, 474—490 (2021).

« Kosyakowsky, J. The neural economics of brain aging. Sci. Rep. 11, (2021).
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[ 5. Kontsekova E, Zilka N, Kovacech B, Skrabana R, Novak M. ldentification of structural determinants on tau protein |

essential for its pathological function: nowvel therapeutic target for tau immunotherapy in Alzheimer's disease.
ALZHEIMERS Res Ther. 2014;6(4). Cited: 46

| *VandeVrede, L., Ljubenkov, P. A., Rojas, J. C., Welch, A. E. & Boxer, A. L. Four-Repeat Tauopathies: Current

Management and Future Treatments. NEUROTHERAPEUTICS doi:10.1007/s13311-020-00888-5.

* Plotkin, S. S. & Cashman, N. R. Passive immunotherapies targeting A beta and tau in Alzheimer's disease.
Neurobiol. Dis. 144, (2020).

» Oakley, S. S. et al. Tau Filament Self-Assembly and Structure: Tau as a Therapeutic Target. Front. Neurol. 11,
(2020).

* VandeVrede, L., Boxer, A. L. & Polydoro, M. Targeting tau: Clinical trials and novel therapeutic approaches.
Neurosci. Lett. 731, (2020).

» Ojha, R. & Prajapati, V. K. Cognizance of posttranslational modifications in vaccines: A way to enhanced
immunogenicity. J. Cell. Physiol. doi:10.1002/jcp.30483.

« Li, Q. et al. Computational Insights Into the Inhibition Mechanism of Proanthocyanidin B2 on Tau Hexapeptide
(PHF6) Oligomer. Front. Chem. 9, (2021).

« Karelina, T., Lerner, S., Stepanov, A., Meerson, M. & Demin, O. Monoclonal antibody therapy efficacy can be
boosted by combinations with other treatments: Predictions using an integrated Alzheimer's Disease Platform. CPT-
PHARMACOMETRICS \& Syst. Pharmacol. 10, 543-550 (2021).

* Toombs, J. & Zetterberg, H. Untangling the tau microtubule-binding region. BRAIN 144, 359-362 (2021).

* Quint, W. H. et al. Bispecific Tau Antibodies with Additional Binding to C1q or Alpha-Synuclein. J. ALZHEIMERS
Dis. 80, 813-829 (2021).

* Toniolo, S., Sen, A. & Husain, M. Modulation of Brain Hyperexcitability: Potential New Therapeutic Approaches in
Alzheimer's Disease. Int. J. Mal. Sci. 21, (2020).

11 Celkow pocet publikacii citovanych za poslednych 5 rokov (vac ako 100 krat)
3
11 | Celkowy pocet publikacif citovanych za poslednych 5 rokov (50-100 krét)
1
. 11 I Celkowy pocet publikacii citovanych za poslednych 5 rokov (10-50 krat)
; =
' 12 | Prehlad projektov zodpovedného riesitela realizovanych v priebehu poslednych 5 rokov v Struktdre:

| ndzov projektu, grantova schéma, roky realizacie, rozpo&et, pozicia zodpovedného riesitela

1. Nazov projektu: Neuro-gliowy multi-bunkow model pre Sirenie tau patologie
Grantova schéma: APVV-20-0585

Roky rie§enia: 01.07.2021 — 30.06.2025

Rozpocet: 244 016,00,- eur

Pozicia zodpovedného riesitela v projekte: ¢len riesitelského kolektivu

2. Nazov projektu: Vywj terapeutickych biomolekul blokujucich SARS-CoV-2 infekciu
Grantova schéma: PP-COVID-20-0044

Roky rieSenia: 16.09.2020 — 31.12.2021

Rozpocet: 399 909,00,- eur

Pozicia zodpovedného riesitela v projekte: zodpovedny riesitef

3. Nazov projektu: Stadium funkénych bio-implantatov a kmefowch buniek pre regeneraciu CNS
Grantova schéma: APVV-15-0613

Roky rieSenia: 01.07.2016 — 31.08.2020

Rozpocet: 239 982,- eur

| Pozicia zodpovedného riesitela v projekte: &len riesitelského kolektivu

4. Nazov projektu: Imunogenetické markery u slovenskych pacientov s Alzheimerowou chorobou,
Grantova schéma: VEGA-1/0240/16

Roky rieSenia: 01/2016 — 12/2019

Rozpocet: 18 600,- eur

Pozicia zodpovedného riesitela: Clen rieSitelského kolektivu
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: 12 | Potet - Projekty zodpovedného rieditela realizované v priebehu poslednych 5 rokov |
. eE : : .I
| 4
= 5  Expertizy, konzulticie a ostatné wsledky s priamym wuzitim v hospodarskej a spologenskej praxi
; | za poslednych 5 rokov i ] y |
|
! 13 | Poget - Expertizy, konzultacie a ostatné wsledky s priamym wuZitim v hospodarskej a spoloéenskej
| | praxi za poslednych 5 rokov_ PR
| R | | -
|14 Aplika¢né wstupy - chranené (uvedte aj konkrétny patent, wnalez, UZitkow vzor a zaradenie do
. | prislunej TRL stupnice) el
14 | Podet - Aplikaéné wstupy - chranené
I_ i
| 15 . Aplika&né wstupy - ostatné
15 | Pocet - Aplikaéné wstupy - ostatné
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Ciele a zamery projektu _
!”\_IIV-B_ cfl e E P_roject objectives
01 | Kligowé slova

Imunitna odpoved, bunkova imunita, humoralna imunita, SARS-CoV-2 virus, neutralizatné protilatky vakcina,
paméatové T-bunky, paméatové B-bunky, pandémia

02 | Ciele projektu

1. Longitudinalne monitorovanie humoralnej imunitnej odpovede wwlanej ockovanim alebo infekciou

- Analyza vazobnych protilatok $pecifickych pre Spike protein a/alebo nukleokapsidow protein a ichizotypow profil
(1gG, IgM a IgA)

- Analyza neutralizaénych protilatok schopnych blokovat' interakciu Spike proteinu s ACE2 receptorom

2. Vywj testu na analyzu pamatowch B-buniek indukovanych ockovanim alebo infekciou

3. Longitudinalne monitorovanie bunkowej imunitnej odpovede wwlanej o¢kovanim alebo infekciou
- Analyza hladin pamétowch pomocnych buniek (CD4 T-buniek), cytotoxickych buniek (CD8 T-buniek) a
pamatowch B-buniek indukovanych infekciou alebo o¢kovanim

4. Vywj testu zalozeného na pseudovirusovych Casticiach na detekciu protilatok schopnych inhibovat potencialne
novw mutované varianty SARS-CoV-2
| - Analyza neutraliza¢nych protilatok schopnych inhibovat potencialne nové mutacie SARS-CoV-2

| 5. Stadium wplyws imunodeficiencii na imunitn odpoved wwolant ogkovanim u deti
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‘ VV - A4 ‘Basic Informat_ion on the Principal Investigator ]
_ Zakladné informéacie o zodpovednom riesitefovi !
05a | Type of scientific database |
Scopus |
| 05 a | Researcher ID . !
7003960537 I
| 05b ' Type of scientific database ‘
N/A
05b Researcher ID
05¢ .: Type of scientific database
N/A ‘
05c Researcher ID ‘
|
06 | CC and impacted (state impact factor) publications in last 5 years with number of citations (max. 20 |

| publications) : |
1. Novak P, Schmidt R, Kontsekova E, Zilka N, Kovacech B, Skrabana R, et al. Safety and immunogenicity of the tau
vaccine AADvac1 in patients with Alzheimer's disease: a randomised, double-blind, placebo-controlled, phase 1 trial|

LANCET Neurol. 2017 Feb;16(2):123-34. |F: 26.284 Cited: 135

2. Novak P, Zilka N, Zilkova M, Kovacech B, Skrabana R, Ondrus M, et al. AADvac1, an Active Immunotherapy for
Alzheimer's Disease and Non Alzheimer Tauopathies: An Oveniew of Preclinical and Clinical Development. JPAD-
JOURNAL Prev ALZHEIMERS Dis. 2019;6(1):63-9. IF: 3.149 Cited: 25

3. Hanes J, Kovac A, Kvartsberg H, Kontsekova E, Fialova L, Katina S, et al. Evaluation of a novel immunoassay to
detect p-tau Thr217 in the CSF to distinguish Alzheimer disease from other dementias. Neurology.
2020;95(22):€3026-35. IF: 8.77 Cited: 3 |

4. Skrabana R, Kovacech B, Filipcik P, Zilka N, Jadhav S, Smolek T, et al. Neuronal Expression of Truncated Tau :
Efficiently Promotes Neurodegeneration in Animal Models: Pitfalls of Toxic Oligomer Analysis. J ALZHEIMERS Dis. |
2017;58(4):1017-25. IF: 3.731 Cited: 1

5. Hudakova N, Hricikova S, Kulkarni A, Bhide M, Kontsekova E, Cizkova D. Fundamental and Advanced Therapies, '
Vaccine Dewelopment against SARS-CoV-2. Pathogens. 2021;10(6). IF: 3.492 Cited: 1

| 06 ! Total number - CC and impacted publications in last 5 years

| 5

' Non-CC publications in foreign and domestic peer reviewed joumals in last 5 years (max. 20
publications)

1. Novak P, Schmidt R, Kontsekova E, Kovacech B, Smolek T, Katina S, et al. FUNDAMANT: an interventional 72-
week phase 1 follow-up study of AADvac1, an active immunotherapy against tau protein pathology in Alzheimer's
disease. ALZHEIMERS Res Ther. 2018;10.

07

2. Novak P, Kontsekova E, Zilka N, Novak M. Ten Years of Tau-Targeted Immunotherapy: The Path Walked and the|
Roads Ahead. Front Neurosci. 2018 Nov;12. |

| 3. Weisova P, Cehlar O, Skrabana R, Zilkova M, Filipcik P, Kovacech B, et al. Therapeutic antibody targeting

microtubule-binding domain prevents neuronal internalization of extracellular tau ia masking neuron surface
proteoglycans. ACTA Neuropathol Commun. 2019 Aug;7(1).

4. Jadhav S, Auila J, Scholl M, Kovacs GG, Kovari E, Skrabana R, et al. A walk through tau therapeutic strategies.
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ACTA Neuropathol Commun. 2019 Feb;7.

5. Prcina M, Novak M, Cigankova V, Kontsekova E. Immunosenescence - the role in the immunotherapy of older
population. BRATISLAVA Med JOURNAL-BRATISLAVSKE Lek List. 2018;119(4):217-20.

6. Zilkova M, Nolle A, Kovacech B, Kontsekova E, Weisova P, Filipcik P, et al. Humanized tau antibodies promote
tau uptake by human microglia without any increase of inflammation. ACTA Neuropathol Commun. 2020;8(1). |

7. Novak, P., Kovacech, B., Katina, S. et al. ADAMANT: a placebo-controlled randomized phase 2 study of
AADvac1, an active immunotherapy against pathological tau in Alzheimer's disease. Nat Aging 1, 521-534 (2021).

0

j 07 Total number - Non-CC publications in foreign and domestic peer t_'evieWed joumais in last 5 y.ears
7
08 | Scientific book and chapters in last 5 years
08 Number - Scientific book and chapters in last 5 years :
09 Student books in last 5 years
0
| 09 | Number - Student books in last 5-years i

State the list of 5 the most cited publications with number of citations and state max. 10 citations

10 related to each publication

1. Zilka N, Filipcik P, Koson P, Fialova L, Skrabana R, Zilkova M, et al. Truncated tau from sporadic Alzheimer's
disease suffices to drive neurofibrillary degeneration in vivo. FEBS Lett. 2006;580(15):3582—8. Cited: 132

* Gu, J. & Liu, F. Tau in Alzheimer's Disease: Pathological Alterations and an Attractive Therapeutic Target. Curr.
Med. Sci. 40, 1009-1021 (2020).

» Garcia-Escudero, V. et al. A new non-aggregative splicing isoform of human Tau is decreased in Alzheimer's
disease. ACTA Neuropathol. 142, 159—-177 (2021).

* Robert, A., Scholl, M. & Vogels, T. Tau Seeding Mouse Models with Patient Brain-Derived Aggregates. Int. J. Mol.
Sci. 22, (2021).

« Kassem, |. A. A., Ragab, M. F., Nabil, M. & Melek, F. R. Two new acylated triterpenoidal saponins from Gleditsia
caspica Desf. and the effect of its saponin content on LPS-induced cognitive impairment in mice. Phytochem. Lett.
40, 53-62 (2020).

» Shimonaka, S. et al. Asparagine residue 368 is involved in Alzheimer's disease tau strain-specific aggregation. J.
Biol. Chem. 295, 13996-14014 (2020).

« Li, L. et al. Alzheimer's disease brain contains tau fractions with differential prion-like activities. ACTA Neuropathol.
Commun. 9, (2021).

* Rojas, M. et al. Metabolic Syndrome: Is It Time to Add the Central Nervous System? Nutrients 13, (2021).

* Giong, H.-K., Subramanian, M., Yu, K. & Lee, J.-S. Non-Rodent Genetic Animal Models for Studying Tauopathy:
Review of Drosophila, Zebrafish, and C. elegans Modeis. Int. J. Mol. Sci. 22, (2021).

« Gu, J. etal. Truncation of Tau selectively facilitates its pathological activities. J. Biol. Chem. 295, 13812-13828
(2020).

* Niewiadomska, G., Niewiadomski, W., Steczkowska, M. & Gasiorowska, A. Tau Oligomers Neurotoxicity. LIFE-
BASEL 11, (2021).

2. Novak P, Schmidt R, Kontsekova E, Zilka N, Kovacech B, Skrabana R, et al. Safety and immunogenicity of the tau
vaccine AADvac1 in patients with Alzheimer's disease: a randomised, double-blind, placebo-controlled, phase 1 trial.
LANCET Neurol. 2017 Feb;16(2):123-34. Cited: 135

« Wang, D. et al. The Structure Biology of Tau and Clue for Aggregation Inhibitor Design. Protein J.
doi:10.1007/s10930-021-10017-6.

» Parums, D. V. Editorial: Targets for Disease-Modifying Therapies in Alzheimer's Disease, Including Amyloid and
Tau Protein. Med. Sci. Monit. 27, (2021).
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*Yu, T.-W., Lane, H.-Y. & Lin, C.-H. Nowel Therapeutic Approaches for Alzheimer's Disease: An Updated Review.

| Future Perspectives. Front. Mol. Neurosci. 14, (2021).

Int. J. Mol. Sci. 22, (2021).
« Ji, C. & Sigurdsson, E. M. Current Status of Clinical Trials on Tau Immunotherapies. Drugs 81, 1135-1152 (2021).
« Stamelou, M. et al. Ewolving concepts in progressive supranuclear palsy and other 4-repeat tauopathies. Nat. Rev.
Neurol. doi:10.1038/s41582-021-00541-5.
- Annadurai, N., De Sanctis, J B, Hajduch, M. & Das, V Tau secretion and propagation: Perspectives for potential
preventive interventions in Alzheimer's disease and other tauopathies. Exp. Neurol. 343, (2021).
- Respondek, G. et al. Neuroprotective treatment of tauopathies. NERVENARZT doi:10.1007/s00115-021-01210-0.
< Gupta, G. L. & Samant, N. P. Current druggable targets for therapeutic control of Alzheimer's disease. Contemp. |
Clin. Trials 109, (2021).
« Imbimbo, B. P., Ippati, S., Watling, M. & Balducci, C. A critical appraisal of tau-targeting therapies for primary and
secondary tauopathies. ALZHEIMERS \& Dement. doi:10.1002/alz.12453.
- Lin, P. et al. The Dewelopment of Pharmacological Therapies for Alzheimer's Disease. Neurol. Ther.
doi:10.1007/s40120-021-00282-z.

|
3. Kontsekova E, Zilka N, Kovacech B, Novak P, Novak M. First-in-man tau vaccine targeting structural determinants
essential for pathological tau-tau interaction reduces tau oligomerisation and neurofibrillary degeneration in an
Alzheimer's disease model. ALZHEIMERS Res Ther. 2014;6(4). Cited: 120

« Vaquer-Alicea, J., Diamond, M. I. & Joachimiak, L. A. Tau strains shape disease. ACTA Neuropathol.
doi;10.1007/s00401-021-02301-7.

« Ji, C. & Sigurdsson, E. M. Current Status of Clinical Trials on Tau Immunotherapies. Drugs 81, 1135-1152 (2021)

- Mortada, 1. et al. Immunotherapies for Neurodegenerative Diseases. Front. Neurol. 12, (2021).

« Imbimbo, B. P., Ippati, S., Watling, M. & Balducci, C. A critical appraisal of tau-targeting therapies for primary and
secondary tauopathies. ALZHEIMERS \& Dement. doi:10.1002/alz.12453. |
» Przewodowska, D., Marzec, W. & Madetko, N. Novel Therapies for Parkinsonian Syndromes-Recent Progress and
- Ojha, R. & Prajapati, V. K. Cognizance of posttransiational modifications in vaccines: A way to enhanced '
immunogenicity. J. Cell. Physiol. doi:10.1002/jcp.30483. |
« Kim, B. et al. Tau immunotherapy is associated with glial responses in FTLD-tau. ACTA Neuropathol. 142, 243-257

| (2021).

< Nguyen, P.H. et al. Amyloid Oligomers: A Joint Experimental/Computational Perspective on Alzheimer's Disease,
Parkinson’s Disease, Type Il Diabetes, and Amyotrophic Lateral Sclerosis. Chem. Rev. 121, 25452647 (2021).

| « Soto-Rojas, L. O. et al. The Neurovascular Unit Dysfunction in Alzheimer's Disease. Int. J. Mol. Sci. 22, (2021).

« Ray, W. J. & Buggia-Prewt, V. Nowel Targets for Alzheimer's Disease: A View Beyond Amyloid. in ANNUAL
REVIEW OF MEDICINE, VOL 72, 2021 (ed. Klotman, ME) wol. 72 15-28 (2021).

4 Jadhav S, Avila J, Scholl M, Kovacs GG, Kovari E, Skrabana R, et al. A walk through tau therapeutic strategies.
ACTA Neuropathol Commun. 2019 Feb;7. Cited: 87

= Annadurai, N., De Sanctis, J. B., Hajduch, M. & Das, V. Tau secretion and propagation: Perspectives for potential
preventive intenventions in Alzheimer's disease and other tauopathies. Exp. Neurol. 343, (2021).

| = Imbimbo, B. P., Ippati, S., Watling, M. & Balducci, C. A critical appraisal of tau-targeting therapies for primary and ‘

secondary tauopathies. ALZHEIMERS \& Dement. doi:10.1002/alz.12453.

- Li, Y. & Peng, X Comparison of the force fields on monomeric and fibrillar PHF6 of tau protein. Biophys. Chem.
277, (2021).

« Malhis, M. et al. Potent Tau Aggregation Inhibitor D-Peptides Selected against Tau-Repeat 2 Using Mirror Image
Phage Display. CHEMBIOCHEM doi;10.1002/cbic.202100287. |
« Nimmo, J. T. et al. Amyloid-beta and alpha-Synuclein Immunotherapy: From Experimental Studies to Clinical Trials.
Front. Neurosci. 15, (2021). |
e Chung, D. C., Roemer, S., Petrucelli, L. & Dickson, D. W. Cellular and pathological heterogeneity of primary
tauopathies. Mol. Neurodegener. 16, (2021).

- Jabbari, E. & Duff, K. E. Tau-targeting antibody therapies: too late, wrong epitope or wrong target? Nat. Med. 27,
1341-1342 (2021).

= Pinzi, L., Tiniwella, A. & Rastelli, G. Chemoinformatics Analyses of Tau Ligands Reweal Key Molecular
Requirements for the Identification of Potential Drug Candidates against Tauopathies. MOLECULES 26, (2021).

» Nowak, D., Slupski, W. & Rutkowska, M. New therapeutic strategies for Alzheimer's disease. Postepy Hig. Med.
Dosw. 75, 474—490 (2021).

» Kosyakowsky, J. The neural economics of brain aging. Sci. Rep. 11, (2021).

5. Kontsekova E, Zilka N, Kovacech B, Skrabana R, Novak M. Identification of structural determinants on tau protein
essential for its pathological function: nowel therapeutic target for tau immunotherapy in Alzheimer's disease.
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ALZHEIMERS Res Ther. 2014,6(4). Cited: 46

*VandeVrede, L., Ljubenkov, P. A., Rojas, J. C., Welch, A. E. & Boxer, A. L. Four-Repeat Tauopathies: Current |
Management and Future Treatments. NEUROTHERAPEUTICS doi:10.1007/s13311-020-00888-5.
* Plotkin, S. S. & Cashman, N. R. Passive immunotherapies targeting A beta and tau in Alzheimer's dis ease. |
Neurobiol. Dis. 144, (2020). |
| * Oakley, S. S. et al. Tau Filament Self-Assembly and Structure: Tau as a Therapeutic Target. Front. Neurol. 11,
(2020). |
*VandeVrede, L., Boxer, A. L. & Polydoro, M. Targeting tau: Clinical trials and nowel therapeutic approaches. I
Neurosci. Lett. 731, (2020).
« Ojha, R. & Prajapati, V. K. Cognizance of posttranslational modifications in vaccines: A way to enhanced
| immunogenicity. J. Cell. Physiol. doi:10.1002/jcp.30483.
| «Li, Q. et al. Computational Insights Into the Inhibition Mechanism of Proanthocyanidin B2 on Tau Hexapeptide
| (PHF6) Oligomer. Front. Chem. 9, (2021).
« Karelina, T., Lerner, S., Stepanov, A., Meerson, M. & Demin, O. Monoclonal antibody therapy efficacy can be
boosted by combinations with other treatments: Predictions using an integrated Alzheimer's Disease Platform. CPT- |
| PHARMACOMETRICS \& Syst. Pharmacol. 10, 543-550 (2021).
» Toombs, J. & Zetterberg, H. Untangling the tau microtubule-binding region. BRAIN 144, 359-362 (2021). _
* Quint, W. H. et al. Bispecific Tau Antibodies with Additional Binding to C1q or Alpha-Synuclein. J. ALZHEIMERS |
Dis. 80, 813-829 (2021).
« Toniolo, S., Sen, A. & Husain, M. Modulation of Brain Hyperexcitability: Potential New Therapeutic Approaches in
Alzheimer's Disease. Int. J. Mol. Sci. 21, (2020).

11 " Total number of publications cited in last 5 years (more than 100-times)
3
11 Total number of publications cited in last 5 years (50-100-times)
B ) R |
. 11 Total number of publications cited in last 5 years (10-50-times) I
7 |
12 ' List of projects of the princi'pal in\estigétor realized in last 5 years in structure: name of project, grént

|
| | scheme, years of realization, project cost, position of principal investigator in the project
|

1. Name of the project: Neuro-glia cell-based model for inter-neuronal spread of tau pathology
The grants scheme: APVV-20-0585

The implementation period: 01.07.2021 - 30.06.2025

The project budget: 244 016,00,- eur

The position of principal investigator. member of the research team

2. Name of the project: Development of therapeutic biomolecules blocking SARS-COV-2 infection
The grants scheme: PP-COVID-20-0044
The implementation period: 16.09.2020 - 31.12.2021
| The project budget: 399 909,00,- eur
The position of principal investigator: principal investigator

3. Name of the project: Study of functional bio-implants and stem cells for CNS regeneration
The grants scheme: APVV-15-0613

| The implementation period: 01.07.2016 — 31.08.2020

‘ The project budget: 239 982,- eur
The position of principal investigator: member of the research team

4. Name of the project: Immunogenetic markers in Slovak patients with Alzheimer's disease
The grants scheme: VEGA-1/0240/16

The implementation period: 01/2016 — 12/2019

The project budget: 18 600,- eur

The position of principal investigator: member of the research team

| 12 ; Number - Projects of the principal investigator realized in last 5 years

4
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_i";ﬁ;pplibable outcibme;s. -"ot_'h.ers : = N = |

| Expertises, consultation and other outcomes with direct exploitation in economic and social practice |
| inTast 5 years

| Number - Expertises, consultation and other outcames with direct expioftation in economic and social — |

| practice in last § years

[ Application outcomes - protected {please include also the specific patent, invention, utility model and |
| the TRL lewl) - 4 [

| Number - Applicaiion outcorﬁes - protected

| Number - Applicable outcomes - others
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| W-B | Project objectives |

| _. Ciele a zAmery projektu
01 ' Key words

Immune response, Cellular immunity, Humoral immunity, SARS-CoV-2, Vaccine, Memory T-cells, Memory B-cells,
Neutralization antibodies, Pandemic

| 02 Project objectives

|
1. The longitudinal monitoring of the humoral immune response induced by vaccination and by infection
- Analysis of the binding antibodies specific to Spike protein and /or nucleocapsid protein and their isotype profile
(IgG, IgM and IgA)
- Analysis of the neutralizing antibodies able to block interaction of Spike protein with ACE2 receptor

| 2. Development of assay for the analysis of memory B-cells induced by vaccination and by infection

| 3. The longitudinal monitoring of the cellular immune response induced by vaccination and by infection
- Analysis of the levels of memory helper cells (CD4 T-cells), cytotoxic cells (CD8 T-celis) and memory B-cells
induced by infection and by vaccination

4. Development of pseudoviral assay for the evaluation of antibodies inhibiting new variants of SARS-CoV-2 with
| mutations in Spike2
- Analysis of the neutralizing antibodies able to inhibit possible new mutants of SARS-CoV-2

| 5. The study of impact of immunodeficiences on vaccine-induced immune response in children
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Ziadatel: AXON Neuroscience R&D Services SE

|

01

Applicant:

Rok / Year

| Bezné priame naklady /
____, Direct running costs
| Mzdové naklady a ostatné

| 02 | osobné naklady / Wage and

| other personal costs
Zdrawtné a socialne

| 03 ! poistenie / Social and health

04

| insurance
| Cestowné naklady / Travel
| costs

05 | Materidl / Material

06 | Odpisy / Amortization

07 Sluzby / Senices

| Energie, vodné, stoéné,

08 | komunikacie / Energy, water,

| 09

10

communications

Bezné nepriame naklady /
Indirect costs

Bezné naklady spolu / Total
running costs

| Celkové naklady z APVV /
Total costs from APVV

Spolufinancovanie /
Financing from other sources

Statne (mimo zdrojov APVV)/
State (outside sources APVV)

Zahraniéné / Foreign

| Sukromné / Private

Celkové naklady/
Total costs

Rozpis predpokladanych nakladov
uplatiovanych z APVV /
List of expected costs covered by

| APVV
02 Mzdowe naklady a ostatné osobné naklady

Zakladny vyskum
APVV-21-0478

: Rozpbéet projektu v EUR
Budget of the project in EUR

2022 | 2023

27 530,00 | 51 137,00

|
3 699,00 7 455,00

128500 2610,00

0,00 | 0,00

18 000,00 | 32 000,00 |

4 536,00 9 072,00
0,00 0,00

0,00 0,00

6 957,00 | 13 975,00 |

34 487,00 | 65 112,00

34 487,00 | 65 112,00

0,00 | 0,00
0,00 0,00

| f
0,00 0,00
0,00 | 0,00 |

34 487,00 | 65 112,00 |

2022

' | Celkovo /
2024 | 2025 | | Total
48 952.00 | 19 567,00 147 186,00
731900 | 3726,00 2219900
2561.00 | 1 305,00 7 771,00
0,00 0,00 0,00
30 000,00 | 10 000,00 | " 90 000,00
9072.00 | 4536,00 | 27 216,00
0,00 0,00 0,00
0,00 0,00 0,00
14 42500 | 7 467,00 42 824,00
63 377,00 | 27 034,00 190 010,00
63 377,00 | 27 034,00 190 010,00
0,00 | 0,00 0,00 0,00
0,00 0,00 0,00
0,00 | 0,00 | 0,00 |
0,00 | 0,00 0,00
63 377,00 | 27 034,00 0,00 | 190 010,00

| Organizacia: AXON Neuroscience R&D Services SE

| Organization:

Mzdové naklady zahfiaji mzdy pre vedeckych a odbornych pracownikov zapojenych do riesenia projektu. Mzdy
budi wplatené ako prislusna €ast mzdy, ktora zodpoveda personalnej kapacite, ktorou sa pracownici podielaji na

rieSeni projektu, pripadne ako odmeny.

Mzdowé naklady zahmuté do rozpoétu predstawiju 7% z realnych nakladov na uvedeny projekt za kazdého

rieSitela.
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02 J: Wage and other personal costs

| Personnel costs include wages for scientific and specialist employees participating in the project research. The ‘

wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.
The costs included in the budget represent 7% of the actual costs of the project for each researche |

03 | Zdrawtné a socialne poistenie ‘

Naklady na zdrawotné a socialne poistenie su wpocitané vzhladom na mzdy wo wske 35 %.

: 03 | Social and health insurance

Contributions to health and sccial insurance amount to 35 % of specified wages.

05 | Material |
Material na analyzu vazobnych protilatok (mikrotitraéné platne, $picky, plastové pipety, reagencie a chemikalie pre
molekularmu biolégiu -na pripravu a purifikaciu rekombinantnych proteinov. Spike protein a Nukeokapsid protein,

sekundamne protilatky anti-human IgG/HRP, anti-human IgM/HRP, anti-human IgA/HRP, TMB-one, Tween20, PBS)
3500 Eur

Material na analyzu neutralizaénych protilatok (kultivaéné misky, platnicky na kultivaciu buniek, $picky, kultivacné

média, séra, antibiotika, doplnky w2iw na kultivaciu buniek, chemikalie na luorescenéné znacenie Spike proteinu

a jeho analyzu, material na prietokowl cytometriu) _5000Eur

Material na analyzu pamatowch T-buniek (znacené protilatky anti-CD3, anti-CD4, anti-CD8, anti-CD45RO,

skumawky a chemikalie na prietokowi cytometriu, Spike protein na stimulaciu buniek, plasty na kultivaciu buniek, |

kultivané média) _3000Eur |
Material na wwoj testu na analyzu pamatowch B-buniek (chemikalie na prietokowl cytometriu, protilatky anti-

CD19, anti-CD20, anti-CD27, anti-CD38, anti-IgD, kultivatné média, antibiotikd) _3500Eur

Material na wwoj pseudovirusového testu na analyzu neutralizaénych protilatok (reagencie a chemikalie pre

molekulamu bioldgiu, lipofektamin, plazmidowé wektory, kit na mutagenézu) _3000 Eur

05 | Material |
Material for binding antibody analysis (microtiter plates, tips, plastic pipettes, reagents and chemicals for molecular
biology - for the preparation and purification of recombinant proteins: Spike protein and Nukeocapsid protein, anti-

human IgG / HRP, anti-human IgM / HRP, anti-human IgA / HRP, TMB-one, Tween20, PBS)- 3500Eur
Material for neutralizing antibody analysis (culture dishes, cell culture plates, tips, culture media, sera, antibiotics,

| supplements for cell culture, chemicals for fluorescence labeling of Spike protein and its analysis-Western Blot,

ELISA, material for flow cytometry)- 5000Eur

Material for memory T-cell analysis (labeled anti-CD3, anti-CD4, anti-CD8, anti-CD45RO antibodies, flow cytometry
tubes and chemicals, cell culture plastics, culture media) -3000Eur |
Material for memory B-cell analysis-development of assay (flow cytometry tubes, chemicals, anti-CD19 antibodies,
anti-CD20, anti-CD27, anti-CD38, anti-IgD, culture media, antibiotics)-3500 Eur

| Material for the development of a pseudoviral test (reagents and chemicals for molecular biology, plasmid vectors,
| mutagenesis kit, lipofectamine)-3000E ur

|06 | Odpisy _ |

Naklady spojené s pouzivanim pristroja pri realizacii projektu

06 | Amortization
Costs associated with the use of the device during the project implementation

09 | Bezné nepriame naklady |
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Na newhnutné wdawky, ktoré nesuvisia priamo s rie§enim projektu.

09 | Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.

| Rozpis predpokladanych nakladov
uplatiiovanych z APVV /
List of expected costs covered by
_APVV

02 | Mzdow naklady a ostatné osobné naklady '

Mzdowé naklady zahmaju mzdy pre vedeckych a odbornych pracovnikov zapojenych do rie§enia projektu. Mzdy
| budu wplatené ako prisludna €ast mzdy, ktora zodpoveda persondlnej kapacite, ktorou sa pracownici podielaju na
rieSeni projektu, pripadne ako odmeny.
Mzdove naklady zahmuté do rozpoétu predstawiju 7% z redlnych nakladov na uvedeny projekt za kazdého
riesitela.

Organizacia: AXON Neuroscience R&D Services SE

A Organization: i

02 Wage and other personal costs

Personnel costs include wages for scientific and specialist employees participating in the project research. The
wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.
| The costs included in the budget represent 7% of the actual costs of the project for each researcher.

03 | Zdrawtné a socialne poistenie |

' Naklady na zdrawotné a socidlne poistenie st wpoéitané vzhfadom na mzdy vo wske 35 %.

03 | Social and health insurance
Contributions to health and social insurance amount to 35 % of specified wages.

05 | Material
Material na analyzu vdzobnych protilatok (mikrotitracné platne, §piéky, plastové pipety, chemikalie purifikaciu
rekombinantného Spike proteinu, sekundame protilatky anti-human IgG/HRP, anti-human IgM/HRP, anti-human
IgA/HRP, iné chemikalie - TMB-one, Tween20, PBS) _7000 Eur
Material na analyzu neutralizaénych protilatok (kultivacné misky, platni¢ky na kultivaciu buniek, $piéky, kultivaéné
média, kultivaéné séra, antibiotika, doplnky wZiw na kultivaciu buniek, material na prietokowi cytometriu)
_8000Eur
Material na analyzu pamatowch T-buniek (znagené protilatky anti-CD3, anti-CD4, anti-CD8, anti-CD45R0O,
skumawky a chemikacie na prietokowl cytometriu, Spike protein na stimulaciu buniek, plasty na kultivaciu buniek,
kultivaéné média) _4000Eur
Material na wwoj/validaciu testu na analyzu paméatowch B-buniek, analyza B- buniek (skumawky a chemikalie na
prietokowl cytometriu, protilatky anti-CD19, anti-CD20, anti-CD27, anti-CD38, anti-IgD, anti-CD24)_6000Eur
Material na wwoj/validaciu pseudovirusového testu, analyza neutralizaénych protilatok (reagencie a chemikalie pre
molekulamu bioldgiu, plasty na kultivaciu buniek, kultivatné média a séra, reagencie na luciferazow test)_7000Eur |
05 | Material

| Material and chemicals for antibody analysis (microtiter plates, tips, plastic pipettes, chemicals for recombinant
Spike protein purification, anti-human IgG / HRP secondary antibodies, anti-human IgM / HRP, anti-human IgA /
HRP, other chemicals)-7000Eur

Material and chemicals for neutralizing antibody analysis (culture dishes, cell culture plates, tips, culture media,
culture sera, antibiotics, cell culture supplements, flow cytometry material)-8000Eur

Akronym: CoRespons 11.11.2021 09:08 Strana/Page: 23



a . .
PR A j W/ \/ VV 2021 Zakladny vyskum
Al Y

o Yy v APVV-21-0478

Material for memory T-cell analysis (labeled anti-CD3, anti-CD4, anti-CD8, anti-CD45RO antibodies, flow cytometry
tubes and chemicals, Spike protein for cell stimulation, cell culture plastics, culture media)-4000Eur

Material for development/validation of test for memory B-cell analysis, B-cell analysis (tubes and chemicals for flow
cytometry, anti-CD19 antibodies, anti-CD20, anti-CD27, anti-CD38, anti-IgD, anti-CD24)- 6000Eur

Material for pseudovirus assay dewelopment/validation; analysis of neutralization antibodies (reagents and
chemicals for molecular biology, cell culture plastics, culture media and sera, luciferase assay reagents)-7000Eur

|06 | Odpisy

Naklady spojené s pouzivanim pristroja pri realizacii projektu

' 06 . Amortization

Costs associated with the use of the device during the project implementation

09 | Besné nepriame naklady

Na newhnutné wdawky, ktoré nesuvisia priamo s rieSenim projektu.

|09 Indirect costs

| Rozpis predpokladanych nakladov

For essential charges, which are important for laboratory operations, but not directly related to the project.

uplatiiovanych z APVV / 2024 Organizacia: AXON Neuroscience R&D Services SE
List of expected costs covered by Organization:

AR )
| 02 | Mzdowe naklady a ostatné asobné naklady
| Mzdowe naklady zahmaju mzdy pre vedeckych a odbornych pracownikov zapojenych do rieSenia projektu. Mzdy

budu wplatené ako prislusna ¢ast mzdy, ktora zodpoveda personalinej kapacite, ktorou sa pracownici podielaji na
rieSeni projektu, pripadne ako odmeny.

Mzdové naklady zahmuté do rozpoétu predstawiji 7% z realnych nakladov na uvedeny projekt za kazdého
rieSitela.

02 | Wage and other personal costs

Personnel costs include wages for scientific and specialist employees participating in the project research. The
wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.

. The costs included in the budget represent 7% of the actual costs of the project for each researcher.

03 | Zdrawotné a socialne poistenie

Néklady na zdravotné a socidlne poistenie su wpocitané vzhladom na mzdy vo wske 35%.
03 | Social and health insurance

Contributions to health and social insurance amount to 35 % of specified wages.

05 | Material
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Material na analyzu vdzobnych protilatok (mikrotitraéné platne, $picky, plastové pipety, sekundarne protilatky anti-
human IgG/HRP, anti-human IgM/HRP, anti-human IgA/HRP, iné chemikalie - TMB-one, Tween20, PBS) _6000

Eur

Material na analyzu neutralizaénych protilatok ( kultivacné misky, platniéky, $picky, kultivaéné média, kultivaéné |
séra, material na prietokowi cytometriu) _8000Eur

Material na analyzu paméatowch T-buniek (znacené protilatky anti-CD3, anti-CD4, anti-CD8, anti-CD45RO,
skumawky a chemikalie na prietokowi cytometriu, Spike protein na stimulaciu buniek, plasty na kultivdciu buniek,
kultivacéné média a séra) _5000Eur

Material na analyzu paméatowch B-buniek (skimawy a chemikalie na prietokowi cytometriu, protilatky anti-CD19, |
anti-CD20, anti-CD27, anti-CD38, anti-IgD, priprava rekombinantného Spike proteinu)_5000Eur |
Material na analyzu neutralizaénych protilatok blokujucich pseudovirusy (plasty na kultivaciu buniek, kultivaéné

| média, séra, reagencie na luciferazowy test) 6000Eur

| 05 | Material '

Material for binding antibody analysis (microtiter plates, tips, plastic pipettes, anti-human IgG /HRP secondary
antibodies, anti-human IgM / HRP, anti-human IgA / HRP, other chemicals - TMB-one, Tween20, PBS)- 6000Eur
Material for analysis of neutralizing antibodies (culture dishes, plates, tips, culture media, culture sera, material for
flow cytometry)-8000Eur

Material for analysis of memory T-cell (labeled anti-CD3, anti-CD4, anti-CD8, anti-CD45RQO antibodies, flow
cytometry tubes and chemicals, cell culture plastics, culture media and sera)-5000Eur

Material for memory B-cell analysis (flow cytometry tubes and chemicals, anti-CD19, anti-CD20, anti-CD27, anti-
CD38, anti-lgD antibodies, preparation of recombinant Spike protein)-5000Eur

Material for analysis of neutralizing antibodies blocking pseudoviruses (plastics for cell culture, culture media, sera,
reagents for luciferase assay) _6000Eur

06 | Odpisy

Naklady spojené s pouzivanim pristroja pri realizacii projektu
06 ' Amortization _ i
Costs associated with the use of the device during the project implementation

09 | Bezne nepriame naklady
Na newhnutné wdawky, ktoré nesuvisia priamo s rieSenim projektu.

09 _ Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.

| Rozpis predpokladanych nakladov

| uplatiovanych z APVV /

2025 , Organizacia: AXON Neuroscience R&D Services SE

| List of expected costs covered by | Organization:

| APVV

02 | Mzdow naklady a ostatné osobné. naklady -

Mzdové naklady zahmiaju mzdy pre vedeckych a odbornych pracowikov zapojenych do riedenia projektu. Mzdy |
budu wplatené ako prisluSna ¢ast mzdy, ktora zodpoveda personalnej kapacite, ktorou sa pracowici podielaju na
rieSeni projektu, pripadne ako odmeny.

Mzdové naklady zahmuté do rozpoétu predstawju 7% z realnych nakladov na uvedeny projekt za kazdého

rieSitela.

02 | Wage and other personal costs
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Personnel costs include wages for scientific and specialist employees participating in the project research. The
wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.
The costs included in the budget represent 7% of the actual costs of the project for each researcher.

03 | Zdrawtné a socialne poistenie

Naklady na zdrawtné a socialne poistenie su wpocitané wzhladom na mzdy vo w3ke 35%.

03 Social and health insurance

Contributions to health and social insurance amount to 35 % of specified wages.

05 | Material
| Material na analyzu vazobnych protilatok (mikrotitraéné platne, $picky, plastove pipety, iné chemikalie - TMB-one,

Tween20, PBS) _3000 Eur

Material na analyzu neutralizaénych protilatok (kultivaéné misky, platni¢ky na kultivaciu buniek, Spicky, kultivaéné

média, matenal na prietokovi cytometriu) _3000Eur

Material na analyzu pamatowch T-buniek (skimawky a chemikacie na prietokowi cytometriu, plasty na kultivdciu

buniek, kultivatné média a séra) _1000Eur

Material na na analyzu paméatowch B-buniek (skimawky a chemikalie na prietokowl cytometriu)_1000Eur

Material na analyzu neutralizaénych protilatok blokujucich pseudovirusy (plasty na kultivdciu buniek, kultivacné

média, reagencie na luciferdzowy test)_2000Eur

05 | Material

Material for binding antibody analysis (microtiter plates, tips, plastic pipettes, other chemicals - TMB-one, Tween20,
PBS)- 3000Eur

Material for analysis of neutralizing antibodies (culture dishes, cell culture plates, tips, culture media, material for
flow cytometry)-3000Eur

Material for memory T-cell analysis (low cytometry tubes and chemicals, cell culture plastics, culture media and
sera)-1000Eur

Material for analysis of memory B-cells (tubes and chemicals for flow cytometry)-1000Eur

Material for the analysis of neutralizing antibodies (plastics for cell culture, culture media, luciferase assay
reagents)-2000Eur

06 | Odpisy
Naklady spojené s pouzivanim pristroja pri realizacii projektu
| 06 | Amortization
Costs associated with the use of the device during the project implementation
09 Bezné nepriame naklady
Na newhnutné wdawky, ktoré nestvsia priamo s rieSenim projektu.
09 | Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.
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; SpoluriesitePska organizacia: Neuroimunologicky tstav SAV

Cooperating organization: Slovak Academy of Sciences, Institute of Neuroimmunology

| Rok / Year
_ | Bezné priame naklady / !
01 ; :
L | Direct running costs |
' . Mzdowe naklady a ostatné |
| 02 | osobné naklady / Wage and
' | other personal costs
| Zdrawotné a sociélne ‘
03 | poistenie / Social and health
_ 1 insurance :
04 Cestowmné naklady / Trawel |
| costs |
|05 | Material / Material |
06 Odpisy / Amortization |
| 07 Sluzby / Senices
: | Energie, vodné, stoéné, i
08 | komunikécie / Energy, water, |
| 1 communications
09 BeZné nepriame naklady /
[ | Indirect costs
10 | BeZné naklady spolu / Total

| running costs

| Celkové naklady z APVV /
Total costs from APVV

Financing from other sources

Statne (mimo zdrojov APVV) /

|

|
| Spolufinancovanie / ’
!
State (outside sources APVV) I
|

' Zahraniéné / Foreign

i Sukromné / Private

|
| Celkové naklady/ |
| Total costs :

Rozpis predpokladanych nakladov
uplatiovanych z APVV /

List of expected costs covered by
APVV

Zakladny vyskum
APVV-21-0478

VV 2021

Rozpocéet projektu v EUR
Budget of the project in EUR

2022 2023 | 2024 2025  Celkovo /
; | ! | | Total
| |
9754,00 | 16 081,00 ‘ 17 358,00 | 10 301,00 53 494,00
i f - '
230000 490000 460000 220000 14 000,00
!
804,00 171300 160800 769,00 4 894,00
| : '
0,00 0,00 0,00 0,00 0,00
6000,00  8498,00  10000,00 6602,00 31 100,00
0,00 | 0,00 0,00 | 0,00 0,00
650,00 : 970,00 | 1150,00 730,00 350,00 |
| I | |
0,00 0,00 0,00 0,00 0,00
2100,00 2006,00  1750,00 0,00 5 856,00 |
11 854,00 | 18 087,00 | 19 108,00 10 301,00 59 350,00 |
$ { 1 | . |
| 11 854,00 | 18 087,00 | 19 108,00 10 301,00 59 350,00
| |
0,00 0,00 | 0,00 0,00 0,00 0,00
| | |
| |
0,00 | 000 0,00 0,00 0,00
000/ 000 000 0,00 0,00 |
0,00 0,00 | 0,00 0,00 0,00 |
11 854,00 18 087,00 l 19 108,00 | 10 301,00 0,00| 59 350,00
|
Organizacia: Neuroimunologicky tUstav SAV |
| 2022 Organization: Slovak Academy of Sciences, Institute of '

' Neuroimmunology

02 | Mzdowé nakiady a ostatné osobné naklady

Mzdowé naklady zahmaju mzdy pre vedeckych a odbbrnych pracownikov zapojenych do rieSenia projektu. Mzdy
budi wplatené ako prislusna ¢ast mzdy, ktora zodpoveda personalnej kapacite, ktorou sa pracownici podielaju na

rieSeni projektu, pripadne ako odmeny.

02 [ Wage and other personal costs
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Personnel costs include wages for scientific and specialist employees participating in the project research. The
wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.

' 03 | Zdrawtne a socidlne poistenie

Naklady na zdrawtné a socidlne poistenie st wpocitané vzhladom na mzdy vo wske 34,95%.

03 Social and health insurance
[ l

|
| Contributions to health and social insurance amount to 34.95 % of specified wages.

|05 | Material

| Material na imunochémiu - ELISA a Western blot (mikrotitraéné platne, $pi¢ky, plastowé pipéty, chemikalie,

| membrany, pufre) _1000 Eur

Standartné reagencie na kultivaciu buniek (kultivagné média, séra, antibiotika, plasty-Petriho misky, platniéky,

| §picky, pipety ) _3000Eur

| Chemikalie a material na prietokowi cytometriu- (znaené protilatky anti-CD3, anti-CD4, anti-CD8, anti-CD45RO,

| skumavky) 2000Eur
05 | Material

| Material for immunochemistry — ELISA and Western blot (microtiter plates, pipette tips, pipettes, chcemicals,

transfer membranes, buffers) 1000 EUR

Standard reagents for cell cultivation (cultivation media, sera, antibiotics, plastics- Petri dishes, plates pipette tips,

pipettes) 3000 EUR

Chemicals and material for flow cytometry (fluorescently-labeled antibodies anti-CD3, anti-CD4, anti-CD8 anti-

| CD45RO, tubes) 2000 EUR
07 | Sluzby

Pristroje pouzivané v projekte wzaduju pravidelny potrebny sends, drobné opraw a kalibraciu. Zverejnenie
wsledkov projektu, poplatky za publikovanie ¢&lankov a farebnu dokumentaciu, poplatky za tlaé posterov, prispevok

na adrzbu tladiami a kopirovacich zariadeni.

| 07 | Senices

| The equipment used in the project will require regular service, small repairs, and calibration. Publication of the
results of the project, fees for publishing articles and color documents, fees for printing posters, contribution to the

maintenance of printers and copiers.

09 Bezné nepriame naklady

Na newhnutné wdawky, ktoré nesuvsia priamo s rieSenim projektu.

: 09 Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.

Rozpis predpokladanych nakladov |
uplatiiovanych z APVV / | 2023
List of expected costs covered by |

| APVV

02 | Mzdow naklady a ostatné osobné naklady

Organizacia: Neuroimunologicky ustav SAV
| Organization: Slovak Academy of Sciences, Institute of

' Neuroimmunology

Mzdové naklady zahiiajd mzdy pre vedeckych a odbornych pracownikov zapojenych do rie$enia projektu. Mzdy
budu wplatené ako prislu§na ¢ast mzdy, ktora zodpoveda personalnej kapacite, ktorou sa pracownici podielaju na

rieSeni projektu, pripadne ako odmeny.
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02 | Wage and other personal costs

| 03 ; Zdrawotné a socialne poistenie

Personnel costs include wages for scientific and specialist employees participating in the project research. The
wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.

' Naklady na zdrawotné a socidlne poistenie su wpocitané vzhladom na mzdy vo wike 34,95%.

' 03 :_Social and health insurance

Contributions to health and social insurance amount to 34.95 % of specified wages.

|05 | Material

Reag:encie a chemikélie pre molekulamu biolégiu ( kity na mutagenézu, kity na purifikaciu a analyzu DNA/RNA,

| chemikalie na purifikéciu proteinov, kity na sekvenovanie ) _3000 Eur

Chemikalie na fluorescentné znacenie proteinov (succinimidyl ester of Alexa Fluor) — 750Eur

Znagené protilatky na prietokowi cytometriu (protilatky anti-CD19, anti-CD20, anti-CD27, anti-CD38, anti-IgD, anti-
CD24) _2500 Eur

Material na imunochémiu (sekundarne protilatky anti-human IgG/HRP, anti-human IgM/HRP, anti-human IgA/HRP,
iné chemikalie - TMB-one, Tween20, PBS) _1500 Eur

Laboratérny material (Cistiace pripraky a pripravky na sterilizaciu, gaza, laboratérne utierky, dezinkfekéné
prostriedky, ochranné pracomé pomécky, rukavice, ruska) 748 Eur

05 Material

Reagents and chemicals for molecular biology (mutagenesis kits, kits for DNA/RNA purification and analysis,
chemicals for protein purification, DNA sequencing kits) 3000 EUR

Chemicals for proteins fluorescent labeling (succinimidyl esters of Alexa Fluors) 750 EUR

Fluorescently labeled antibodies for flow cytometry (anti-CD19, anti-CD20, anti-CD27, anti-CD38 anti-CD24 anti-

' IgD) 2500 EUR

Material for immunochemistry (secondary antibodies anti-human IgG-HRP, anti-human IgM-HRP, anti-human IgA-
HRP, other chemicals (TMB-one, Tween 20, PBS) 1500 EUR

Laboratory material (material for cleaning and sterilization , tissues, disinfection, protective gloves, face masks) 748
EUR

07 | sluzby

Pristroje pouZivané v projekte wZaduju pravidelny potrebny senis, drobné opraw a kalibraciu. Zverejnenie
wsledkov projektu, poplatky za publikovanie &lankov a farebni dokumentaciu, poplatky za tla¢ posterov, prispevok

na udrzbu tla¢iami a kopirovacich zariadeni.

07 | Senices

The equipment used in the project will require regular senice, small repairs, and calibration. Publication of the
results of the project, fees for publishing articles and color documents, fees for printing posters, contribution to the
maintenance of printers and copiers.

09 | Bezné nepriame naklady

' Na névyhnutné wdawky, ktoré nesuvisia priamo s rieSenim projektu.

-09. _ Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.

Rozpis predpokladanych nakladov | 2024 Organizacia: Neuroimunologicky ustav SAV
uplatiiovanych z APVV / Organization: Slovak Academy of Sciences, Institute of
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List of expected costs covered by , Neuroimmunology

APVV

|02 | Mzdow néklady a ostatné osobné naklady

' Mzdolvé naklady zahmaju mzdy pre vedeckych a odbornych pracowikov zapojenych do rieSenia projektu. Mzdy
| budu wplatené ako prislu§na ¢ast mzdy, ktora zodpoveda personalnej kapacite, ktorou sa pracownici podielaju na
rieSeni projektu, pripadne ako odmeny.

02 | Wage and other personal costs

' Personnel costs include wages for scientific and specialist employees participating in the project research. The
wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.

03 | Zdrawtné a socidlne poistenie

Naklady na zdrawtiné a socialne poistenie su wpocitané vzhladom na mzdy vo wske 34,95%.

| 03 | Social and health insurance

Contributions to health and social insurance amount to 34.95 % of specified wages.

05 | Materidl

Chemikalie na prietokowi cytometriu- (zna&ené protilatky anti-CD3, anti-CD4, anti-CD8, anti-CD45RO,
skumawky)_2000Eur

Plasty na imunochémiu (ELISA) a kultivaciu buniek (skidmawky, mikroplatni¢ky, $picky, misky, sterilizacné filtre,
pipety)_5000 Eur

Ingrediencie na kultivaciu buniek (trypsin EDTA, DMEM, L-glutamin, fetalne hovddzie sérum, penicilin-
streptomycin, HEPES)_2000 Eur

| Chemikalie pre ELISA a Western-blot ( membrany, pufre, sekundarne protilaky) 1000Eur

05 | Material

Chemicals and material for flow cytometry (fluorescently-labeled antibodies anti-CD3, anti-CD4, anti-CD8 anti-
CD45RO, tubes) 2000 EUR

Plastics for imunochemistry (ELISA) and cell cultivation (tubes, microplates, pipette tips, dishes, sterilization filters,
| pipettes) 5000 EUR

| Reagents for celll cultivation (trypsin, DMEM, L-glutamine, fetal calf serum, penicillin-streptomycin, HEPES) 2000
EUR

Chemical for ELISA and Westem-blot (membranes, buffers, secondary antibodies) 1000 EUR

07  Sluzby

[ Pristroje pouzivané v projekte wZaduju pravidelny potrebny senis, drobné oprawy a kalibraciu. Zverejnenie

| wsledkov projektu, poplatky za publikovanie ¢lankov a farebnd dokumentaciu, poplatky za tla¢ posterov, prispevok
na udrzbu tlagiami a kopirovacich zariadeni.

| 07 | Senvces

| { : — :

The equipment used in the project will require regular senice, small repairs, and calibration. Publication of the

results of the project, fees for publishing articles and color documents, fees for printing posters, contribution to the
maintenance of printers and copiers.

09 | Bezné nepriame naklady
Na newhnutné vydawky, ktoré nesuwvisia priamo s rieSenim projektu.

09 Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.

Akronym: CoRespons 11.11.2021 09:08 Strana/Page: 30



| Rozpis pre'dpokladanYch nakladov |

| List of expected costs covered by
| APVV

'\.{“ E I\t“

- APVV WV 2021 Zakdading vyskum
==~ =1 ¥V V APVV-21-0478

' Organizacia: Neuroimunologicky ustav SAV

| 2025 Organization: Slovak Academy of Sciences, Institute of

' , Neuroimmunology

uplatfiovanych z APVV /

02 | Mzdové naklady a ostatné osobné naklady

| Mzdové naklady zahmaju mz_dy' pre _vedeckych a odbornych pracownikov 'zapojeﬁf(éﬁ do rieenia projektu. Mzdy

budu wplatené ako prislusna €ast mzdy, ktora zodpoveda personalnej kapacite, ktorou sa pracowici podiefaju na
rieeni projektu, pripadne ako odmeny.

[ 02 '. Wage and othe_r péréonal costs

| Personnel costs include wages for scientific and specialist employees participating in the project research. The

wages will be paid out in proportion to the personal capacity specified in the project proposal, or as bonuses.

| 03 | Zdrawotné a socialne poistenie

Naklady na zdrawothé a socialne poistenie st wpocitané vzhladom na mzdy vo wike 34,95%.

03 Social and health insurance
Contributions to health and social insurance amount to 34.95 % of specified wages.

05 | Material

Standartné reagencie na kultivaciu buniek (kultivatné média, séra, antibiotika, plasty-Petriho misky, platni¢ky,
Spicky, pipety ) _3600Eur

Laboratérny materidl (Sistiace pripraky a pripravky na sterilizaciu, gaza, laboratorne utierky, dezinkfekéné
prostriedky, ochranné pracomé pomdcky, rukavice, riska)_3002 Eur

05 | Material

Standard reageﬁts for cell cultivation (cultivation media, sera, antibiotics, plastics- Petri dishes, plates pipette tips,
pipettes) 3600 EUR
Laboratory material (material for cleaning and sterilization , tissues, disinfection, protective gloves, face masks)

3002 EUR
07 | Sluzby

Pristroje pouzivané v projekte wZzaduju pravidelny potrebny senis, drobné oprawy a kalibraciu. Zverejnenie
wsledkov projektu, poplatky za publikovanie clankov a farebni dokumentaciu, poplatky za tiaé posterov, prispevok
na udrzbu tlaiami a kopirovacich zariadeni.

07 Senices

The equipment used in the project will require regular senice, small repairs, and calibration. Publication of the

results of the project, fees for publishing articles and color documents, fees for printing posters, contribution to the
maintenance of printers and copiers.

09 | Beiné nepriame naklady

Na newhnutné wdawky, ktoré nestivisia priamo s rieSenim projektu.

09 : Indirect costs

For essential charges, which are important for laboratory operations, but not directly related to the project.
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Rok / Year

|

BeZné priame naklady /

| o | Direct running costs
Mzdowé naklady a ostatné
02 osobné naklady / Wage and
| other personal costs
Zdrawtné a socidlne
03 | poistenie / Social and health
. | insurance
| 04 | Cestowné néklady / Travel
_ | costs
05 | Material / Material
06 | Odpisy / Amortization
07 | Sluzby / Senices
| Energie, vodné, sto¢né,
| 08 | komunikacie / Energy, water,
| communications
09 | Bezné nepriame naklady /
. | Indirect costs
10 | BeZné naklady spolu / Total

| running costs
| Celkové naklady z APVV [
Total costs from APVV

Spolufinancovanie /

| Financing from other sources

| Statne (mimo zdrojov APVV) /
| State (outside sources APVV)

| Zahraniéné / Foreign
Sukromné / Private

| Celkové naklady /
Total costs

VV 2021

2022

| 37 284,00

| 5999,00

2 099,00

| 0,00

| 24 000,00

4 536,00

0,00

| 46 341,00

0,00

0,00

| o000

0,00
|
| 46 341,00

650,00 |

9 057,00

46 341,00

Sumarny rozpotet projektu / Summary budget of the project

2023

67 218,00 |

12 355,00

4 323,00

0,00

40 498,00
9 072,00
970,00

0,00

15 981,00

83 199,00

83 199,00
0,00

0,00

0,00 |
0,00

| 83 199,00
|

Zakladny vyskum
APWV-21-0478

Rozpotet projektu v EUR |

Budget of the project in EUR |

2024 |

11 919,00

4 169,00

0,00 |

40 000,00 |
9 072,00
1.150,00 |

0,00

16 175,00 ;

82 485,00 |

82 485,00 |

0,00 |

0,00 |
|

0,00 |
0,00 |

82 485,00 | 37 335,00
|

2025

5 926,00

2 074,00

== .
66 310,00 | 29 868,00

0,00

16 602,00 |

4 536,00

730,00

0,00

7 467,00

37 335,00

37 335,00

0,00

0,00

0,00 |

0,00 |

0,00

[ Celkovo /

' Total

200 680,00

36 199,00 |
i

12 665,00 |
A
|
|

0,00

121 100,00
27 216,00
3 500,00

0,00 |

48 680,00

249 360,00

| 249 360,00

0,00 |

0,00

0,00

0,00
0,00
|

|
249 360,00

Akronym: CoRespons

11.11.2021 09:08

Strana/Page: 32



01

A

)
b 4

W -D

Kategéria

Publikacie a
citacie
Vystupy do
vzdelavania a
popularizacie
vedy

Vystupy do
vzdelavania a

| popularizacie

vedy

Vystupy do
vzdelavania a
popularizacie
vedy

Ostatné
wsledky

Pridana
hodnota
projektu

VW-D

02

Category
Publications
and citations
Outputs into
education
and
popularizatio
n of science
Outputs into
education
and
popularizatio
n of science

| Outputs into

education
and
popularizatio

| nof science

Other

| outcomes

Project
added value

y
A/

W

I-’f ;‘u

Y
i

Harmonogram a vystupy projektu / Project schedule and outcomes '

! déaké\ané wstupy rieSenia

; Vystupy
1.02 Pocet publikacii v

zahrani€énych karentovanych
¢asopisoch

4.1 Pocet ucastnikov formalneho
alebo neformalneho wzdelavania

4.3 Pocet diplomowch prac
sUvisiacich s rieSenym projektom

4.4 Pocet PhD §tudentov, ktorych

témy doktorandskych prac suvisia
s rie§enym projektom

| 5.4 Poget

usporiadanych/zorganizovanych

| konferencii

6.6 Pocet wwlanych projektov
wskumu a wwja, ktoré priamo
nadvdzuju na rieSeny projekt,
predlozenych v ramci SR do
APVV, VEGA a pod.

Harmonogram a vystupy projektu / Project schedule and outcbmes

Anticipated outcomes

Outcomes

| 1.02 Interantional current contents
| publications

4 1 Participants in formal and
informal education

4.3 Master theses accomplished
within project

4.4 PhD students which will be
trained within project

5.4 Organization of conferences

| 6.6 Induced R&D projects referring

to this project submitted within
Slovak Republic

VV 2021

f2022 | 2023 | 2024 | 2025 | 2026

1 2 2 ;1
50 |50 |50
1l
1 1
2 1 1

1 1

| 2022 | 2023
' 1 2 2 |1
_ , | | .
50 |50 |50
i
1 1
i .
| [
|
1 1
|
| |
2 1 1
1 1

Zakladny vyskum
APVV-21-0478

2027 | 2028 |

| 2024 | 2025 | 2026 | 2027 | 2028 |
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! VvV - D_-» Harr_nonogram a vystupy projektu / Project schedule and outcome_s |
03 ' Hamonogram projektu

Zadiatok | Koniec
|etapy | etapy
01.07.2022 | 31.03.2023

| Nazov etapy ‘

| Vywoj testu na analyzu pé'm'a'_t’ovych B-buniek indukovanych oc¢kovanim alebo

I infekciou

| Vywoj pseudovirusového testu na stanovenie protilatok inhibujucich nové varianty

I SARS-CoV-2 s mutaciami v Spike proteine

{ | i . . - » . - . . . v v
01.07.2022 | 31.01.2025 I;Ic;rlgt?:fgmka;?:u monitorovanie bunkowej imunitnej odpovede wwolanej océkovanim

| 01.07.2022 | 31.03.2025 Longltpdlnalpe monitorovanie humoralnej imunitne] odpovede wwlane] o¢kovanim

; alebo infekciou

01.07.2022 | 31.03.2025 | Studium wlyw imunodeficiencii na imunitni odpoved wywolani o&kovanim u deti
01.02.2025 | 30.06.2025 | Analyza dat

01.07.2022 | 30.06.2023

VV-D Harmonogram a vystupy projektu / Project schedule and outcomes |
| 04 ' Project schedule '
' Beginof | End of ke e |

phase | phase | Phase name |

Development of assay for the analysis of memory B-cells induced by vaccination and
| by infection
Dewelopment of pseudoviral assay for the evaluation of antibodies inhibiting new
variants of SARS-CoV-2 with mutations in Spike
The longitudinal monitoring of the cellular immune response induced by vaccination
| and by infection

The longitudinal monitoring of the humoral and cellular immune response induced by
| vaccination and by infection
The study of impact of immunodeficiences on vaccine-induced immune response in
children

01.02.2025 | 30.06.2025 | Data analysis

01.07.2022 | 31.03.2023
_ |

01.07.2022 | 30.06.2023
!

01.07.2022 I31.0‘!.2025
01.07.2022 |31.03.2025

01.07.2022 | 31.03.2025
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APVV-21-0478
i Zoznam pristrojov v projekte / List of Devices in Project
i Nazov / Name ' Popis / Description
' f Spektrofotometer sa bude pouZivat na stanovenia hladin/titrov \fézbovych
BioTek PowerWawe HT, | protilatok (izotypov IgG, IgM a IgA), ktoré sa §pecificky viazu na SARS-CoV-2

Microplate Spectrophotometer proteiny/antigény (Spike protein a nukieokapsidow protein) pomocou ELISA.
| | Pritomnost $pecifickej protilatky woi antigénu sa whodnoti spekrofotometricky
Flow cytometer (BD LSRFortessa™ Cell Analyzer) sa bude pouzivat na
™
' ir?alfszzr':messa Cell stanovenie hladin pamatowch Spike-Specifickych T-buniek (CD4, CD8), ktoré
y vznikaju ako odpoved na virusovl infekciu (SARS-CoV-2) alebo na vakcinaciu,
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| Cestné vyhldsenie Statutdrneho 2astupcu Ziadatelskej organizicie

| Ja, dolu podpisany/4 Mgr. Michal Fresser, Statutdrny zéstupca zdvizne vyhlasujem, Ze:

‘ Ako 3tatutdrny zdstupca svojim podpisom zodpoveddm za sprévnost a pravdivost Udajov, uvedenych v tejto elektronickej Ziadosti.
| V pripade vyzvania zo strany APVV nahradim toto Zestné vyhldsenie aktudlnymi potvrdeniami prisludnych tradov.
[

Z.z. v zneni neskor§ich predpisov a je evidovana v zozname sposobilych osdb vykondvat vyskum a vyvoj;

vSetky informacie obsiahnuté v dokumentacii navrhu su pravdivé;

organizacia ma, resp. zabezpedi vlastné zdroje na spolufinancovanie projektu®;

predloZeny navrh projektu nebol a nie je financovany z inych zdrojov (narodnych alebo zahraniénych);

organizacia neposkytne Ziadnu nepriamu §tatnu pomoc v zmysle $pecifickych podmienok vyzvy; |
organizacia nie je dafiovym dlZnikom;

organizacia nie je diZnkom poistného na socialnom poisteni (déchodkovom, nemocenskom, garanénom a drazovom poisteni,
poisteni v nezamestnanosti, poisteni do rezervného fondu solidarity) a dlizZnikom prispevkov na starobné déchodkové
sporenie;

organizacia nie je diznikom poistného na zdravotnom poisteni (za kazdu zdravotnu poistoviiu);

organizacia nie je v likvidaci;

voCi organizacii nie je vedeny vykon rozhodnutia (nie je relevantné pre subjekty verejnej spravy);

voti organizacii nebolo zagaté konkurzné/reStrukturalizacné konanie (nie je relevantné pre subjekty verejnej spravy);

na majetok organizacie nie je vyhlaseny konkurz (nie je relevantné pre subjekty verejnej spravy);

voti organizacii nebol zamietnuty ndvrh na vyhlasenie konkurzu pre nedostatok majetku (nie je relevantné pre subjekty
verejnej spravy);

organizacia neporudila zakaz nelegélinej prace a nelegalneho zamestnavania podl'a osobitého predpisu za obdobie od jeho
u€innosti (1. April 2005) a v pripade porusenia nelegalneho zamestnavania cudzinca podl'a § 2 ods. 2 pism. c¢)zakona &.
82/2005 Z. z. o nelegalnej pracia nelegalnom zamestnavani a o zmene a doplneni niektorych zakonov v zneni neskor§ich
predpisov za obdobie piatich rokov od poru$enia tohto zakazu;

organizacia ma vysporiadané financné vztahy so §tatnym rozpoétom;

organizécia bude suginna pri poskytovani dokladov, ktoré preukazujii spinenie podmienok na poskytnutie dotécie v zmysle
zakona 523/2004 Z. z;

som sivedomy povinnosti poskytnutia informacii o vyskume a vyvoji, na ktory boli poskytnuté finan&né prostriedky zo §tatneho
rozpo&tu za ucelom zverejnenia v sulade s platnou legislativou SR;

som si vedomy povinnosti zverejnenia informéacii o technickej infrastruktire vyskumu a vyvoja, ktorl budujeme z poskytnutych
prostriedkov §tatneho rozpoétu alebo z prostriedkov Eurdpskej Unie na centrainom informaénom portali;

som sivedomy skutoénosti, Ze v zmysle znenia verejnej vyzvy, APVV zverejni podia § 19 ods. 8 zakona &. 172/2005 Z. z.

v zneni neskor$ich predpisov na w ebovej stranke www.apvv.skrozhodnutie o Ziadostiach odporugenych aj neodporuéenych
organom APVV na financovanie v rozsahu: gislo Ziadosti, nazov projektu, ziadatel’

som sivedomy povinnosti popularizovat vysledky rie§enia projektu s cielom zrozumitefnym spésobom informovat verejnost
o prinosoch vysledkov a vystupov vyskumu a vyvoja;

predloZzeny navrh projektu po svojej obsahovej stranke nebude financovany z narodnych zdrojov inych grantovych schém ako
z prisluSnej grantovej schémy APVV.

I
organizacia ma platné osvedéenie o spdsobilosti vykonavat vyskum a vyvojv zmysle § 18 ods. 2 pism. f) zakona &. 172/2005 ‘
|

Som sivedomy, Ze v pripade zistenia, Ze Udaje uvedenév predmetnom vyhldseni nie su pravdivé, Ziadost bude vyradend alebo zmluva o poskytnuti
prostriedkov nebude podpisana, pripadneddjde k odstipeniu od zmluvy.

| *len v pripade povinnosti spolufinancovat projekt

Nazov Ziadatel'skej organizacie | AXON Neuroscience R&D Services SE

Mgr. Michal Fresser

Meno Statutarneho zastupceu (1, )

V zastipeni (uvedte éitatefne meno)

| Podpis Statutarneho zastupcu '

Miesto

Datum
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VV-E Cestné vyhlasenie Statutarneho zastupcu spoluriesitelske] organizacie

Ja, dolu podpisany/a doc. MVDr. Norbert Zilka, DrSc., Statutarny zastupca zavizne vyhlasujem, ze:

e organizicia ma platné osvedéenie o sposobilosti vykonavat vyskum a vyvojv zmysle § 18 ods. 2 pism. f)zakona &. 172/2005
Z.z. v zneni neskor§ich predpisov a je evidovana v zozname spésobilych os6b vykonavat vyskum a vyvoj;

e  v3etky informacie obsiahnuté v dokumentacii navrhu projektu a tykajlce sa organizécie, za ktori sa predklada toto Cestné
vyhlasenie su pravdivé;

e«  organizdcia neposkytne Ziadnu nepriamu $tatnu pomoc v zmysle 8pecifickych podmienok vyzvy;

* organizdcia nie je danovym dlZznikom;

« organizacia nie je diznikkom poistného na socidlnom poisteni (déchodkovom, nemocenskom, garanénom a trazovom poisteni,

poisteni v nezamestnanosti, poisteni do rezervného fondu solidarity) a diznikom prispevkov na starobné déchodkové

sporenie;

organizacia nie je diznkom poistného na zdravotnom poisteni (za kazdu zdravotnu poistoviuy);

organizacia nie je v likvidacii;

vogi organizacii nie je vedeny vykon rozhodnutia (nie je relevantné pre subjekty verejnej spravy);

vog&i organizacii nebolo zacaté konkurznél/restrukturalizagné konanie (nie je relevantné pre subjekty verejnej spravy),

na majetok organizacie nie je vyhlaseny konkurz (nie je relevantné pre subjekty verejnej spravy);

vodi organizacii nebol zamietnuty navrh na vyhlasenie konkurzu pre nedostatok majetku (nie je relevantné pre subjekty

verejnej spravy);

« organizacia neporudila zakaz nelegalnej prace a nelegalneho zamestnavania podla osobitého predpisu za obdobie od jeho
Geinnosti (1. April 2005) a v pripade porusenia nelegalneho zamestnavania cudzinca podl'a § 2 ods. 2 pism. c) zakona €.
82/2005 Z. z. 0 nelegaine] pracia nelegalnom zamestnavani a o zmene a doplneni niektorych zakonov v zneni neskorSich
predpisov za obdobie piatich rokov od porusenia tohto zakazu;

e organizdcia ma vysporiadané finan¢né vztahy so $tatnym rozpoctom,

e« organizcia bude suginna pri poskytovani dokladov, ktoré preukazuju spinenie podmienok na poskytnutie dotacie v zmysle
zakona 523/2004 Z.z.;

« som sivedomy povinnosti poskytnutia informacii o vyskume a vyvoji, na ktory boli poskytnuté finanéné prostriedky zo $tatneho
rozpoctu za ucelom zverejnenia v sulade s platnou legislativou SR;

« som sivedomy povinnosti zverejnenia informacii o technickej infrastruktire vyskumu a vyvoja, ktortl budujeme z poskytnutych
prostriedkov §tatneho rozpoé&tu alebo z prostriedkov Eurdpskej Unie na centralnom informaénom portali;

« som sivedomy povinnosti popularizovat vysledky rieSenia projektu s cielom zrozumitelnym spésobom informovat verejnost
o prinosoch vysledkov a vystupov vyskumu a vyvoja;

e & & 8 & @

Ako Statutarny zastupca svojim podpisom zodpovedam zaspravnost'a pravdivost’ uidajov, uvedenych v tejto elektronickej
| ziadosti, tykajucich sa organizacie, za ktoru sa predklada toto cestné vyhlasenie.

| V pripade vyzvania zo strany APVV sa zavizujem nahradit toto ¢estné vyhlasenie aktualnymi potvrdeniami prisluSnych uradov.

[ v pripade zistenia, Ze Udaje uvedené v predmetnom vyhlaseni nie su pravdivé, beriem na vedomie, Ze Ziadost bude vyradena alebo
zmluva o poskytnuti prostriedkov nebude podpisana, pripadne déjde k odstupeniu od zmluvy.

| Nazov spoluriesitef'skej organizacie Neuroimunologicky uUstav SAV

| o
. R . doc. MVDr. Norbert Zilka, DrSc.
| Meno $tatutarneho zastupcu (1, 1) | €o° i ESOIDETQES: SISC

‘v zastupeni (uvedte Citatene meno)

' Podpis §tatutarneho zastupcu

| Miesto

Datum
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PODPISOVA STRANA

Na znak suhlasu s obsahom tejto zmluvy zmluvné strany prikladaji podpisy oséb opriavnenych
konat’ v ich mene:

Podpis:
Déatum: 44~
V mene: AXON Neuroscience R&D Services SE

Meno a priezvisko ~ Michal Fresser

Opréavnenie konat> Predseda predstavenstva

Podpis:
Todfam: 19 -10- 022
V mene: Neuroimunologicky ustav SAV

Meno a priezvisko: Norbert Zilka

Opravnenie konat:  Riaditel’








