Charakteristika predkladaného vystupu tvorivej ¢innosti /

Characteristics of the submitted research/ artistic/other output

Tlacivo VTC sliZi na predkladanie vystupov tvorivej éinnosti podla metodiky hodnotenia tvorivych &innosti (¢ast V. Metodiky na vyhodnocovanie standardov) / The
form is used to submit the research/artistic/other outputs according to the evaluation methodology of research/artistic/other activities (part V. The Methodology

for Standards Evaluation).

ID konania/ID of the procedure: !

Kéd VTC/Code of the research/artistic/other output (RAOO):1

OCAL1. Priezvisko hodnotenej osoby / Surname awarded to the assessed person
2

Paul Hrabovska

OCA2. Meno hodnotenej osoby / Name awarded to the assessed person 2

Anna

OCA3. Tituly hodnotenej osoby / Degrees awarded to the assessed person 2

doc., PharmDr., PhD.

OCA4. Hyperlink na zdznam osoby v Registri zamestnancov vysokych $kél /
Hyperlink to the entry of the person in the Register of university staff 3

https://www.portalvs.sk/regzam/detail/3719

OCAGS. Oblast posudzovania / Area of assessment 4

Doktorandsky $tudijny program Klinicka farmacia/PhD.Study Programme Clinical

OCAG. Kategdria vystupu tvorivej ¢innosti / Category of the research/
artistic/other output
Vyber zo 6 mozZnosti (pozri Vysvetlivky k poloZzke OCA6) / Choice from 6 options

vedecky vystup / scientific output

OCA7. Rok vydania vystupu tvorivej ¢innosti / Year of publication of the
research/artistic/other output

2003

OCAS8. ID zaznamu v CREPC alebo CREUC (ak je) / ID of the record in the Central
Registry of Publication Activity (CRPA) or the Central Registry of Artistic Activity
(CRAA)°

OCA9. Hyperlink na zaznam v CREPC alebo CREUC / Hyperlink to the record in
CRPA or CRAA °

OCA10. Hyperlink na zdznam v inom verejne pristupnom registri,
katalégu vystupov tvorivych ¢innosti / Hyperlink to the record in
another publicly accessible register, catalogue of research/

artistic/other outputs 7

https://www.webofscience.com/wos/woscc/full-
record/W0S:000186846900006

OCA11. Charakteristika vystupu vo formate bibliografického zaznamu
CREPC alebo CREUC, ak vystup nie je vo verejne pristupnom registri
alebo kataldgu vystupov / Characteristics of the output in the format
of the CRPA or the CRAA bibliographic record, if the output is not
available in a publicly accessible register or catalogue of outputs

ADC - Typ dokumentu: ¢lanok; Autori: Laura A. Volpicelli-Daley, Anna Hrabovska,
Ellen G. Duysen, Shawn M. Ferguson, Randy D. Blakely, Oksana Lockridge and
Allan |. Levey; Nazov zdroja: Molecular pharmacology dokument (print))
(elektronicky dokument); Rok, roénik, ¢islo 2003, roc. 64, ¢. 6, Rozsah s. 1309-
1316. DOI: https://doi.org/10.1124/mol.64.6.1309.

OCA12. Typ vystupu (ak nie je vystup registrovany v CREPC alebo
CREUC) / Type of the output (if the output is not registered in CRPA
or CRAA)

Vyber zo 67 moZnosti (pozri Vysvetlivky k polozke OCA12) / Choice
[from 67 options (see Explanations for OCA12).

&ldnok/ article

OCA13. Hyperlink na stranku, na ktorej je vystup spristupneny (Gplny
text, ina dokumentacia a podobne) / Hyperlink to the webpage
where the output is available (full text, other documentation, etc.)

https://molpharm.aspetjournals.org/content/64/6/13
09.long

OCA14. Charakteristika autorského vkladu / Characteristics of the
author's contribution

the output that is not registered in CRPA or CRAA

Pldnovanie a vykonanie experimentov, analyza vysledkov a formovanie zaverov,
priprava manuskriptu. / Planning and execution of experiments, analysis of results
and formation of conclusions, preparation of manuscript.
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Charakteristika vystupu, ktory nie je registrovany v CREPC alebo CREUC / Characteristics of 1

OCA15. Anotdcia vystupu s kontextovymi informaciami tykajucimi sa
opisu tvorivého procesu a obsahu tvorivej ¢innosti a pod. /
Annotation of the output with contextual information concerning
the description of creative process and the content of the
research/artistic/other activity, etc. °

Rozsah do 200 slov v slovenskom jazyku / Range up to 200 words in
Slovak

Rozsah do 200 slov v anglickom jazyku / Range up to 200 words in
English

Mysi s deléciou génu pre acetylcholinesterdzu (AChE-/-) sme pouzili na skimanie
neuronalnych adaptdcii na znizeny metabolizmus synaptického acetylcholinu
(ACh). Striatum AChE-/- mysi nevykazovalo Ziadne zmeny v aktivite
cholinacetyltransferazy alebo hladin vezikuldrneho ACh transportéra, ale
vykazovalo ndpadné 60% zvysenie hladin vysokoafinitného cholinového
transportéra. Tento transportér odobera cholin zo synapsie do neurénu na
resyntézu ACh. Okrem toho striata AChE-/- mysi vykazovali dramatické znizenie
hladin M1, M2 a M4 muskarinovych ACh receptorov (mAChR), ale Ziadne zmeny v
dopaminovych receptoroch alebo B2 podjednotke nikotinovych receptorov. M1,
M2 a M4 tiez vykazovali znizené dendritické a bunkové povrchové distriblcie a
zvy$ené intraceluldrne lokalizécie v striatdlnych neurénoch AChE-/- mysi. Lie¢ba
antagonistom mAChR zvratila posuny v distriblcii mAChR, ¢o naznacuje, ze
internalizované receptory u mysi AChE-/- sa m6Zzu obnovit na bazélnu distribdciu.
Nakoniec AChE-/- mysi vykazovali zvy$enu citlivost na zvySenie lokomotorickej
aktivity indukované antagonistom mAChR, ¢o demonstruje funkénd down-
regulaciu mAChR. Downregulacia mAChR u mysi AChE-/- ma délezité dosledky pre
dlhodobé pouzivanie inhibitorov cholinesterdz a inych cholinomimetik pri liecbe
poruch charakterizovanych narusenou cholinergnou funkciou. /
Acetylcholinesterase knockout (AChE-/-) mice were used to investigate the
neuronal adaptations to diminished synaptic acetylcholine (ACh) metabolism. The
striatum of AChE-/- mice showed no changes in choline acetyltransferase activity
or levels of the vesicular ACh transporter but showed striking 60% increases in the
levels of the highaffinity choline transporter. This transporter takes choline from
the synapse into the neuron for resynthesis of ACh. In addition, the striata of
AChE-/- mice showed dramatic reductions in levels of the M1, M2, and M4
muscarinic ACh receptors (mAChRs), but no alterations in dopamine receptors or
the B2 subunit of nicotinic receptors. M1, M2, and M4 also showed decreased
dendritic and cell surface distributions and enhanced intracellular localizations in
striatal neurons of AChE-/- mice. mAChR antagonist treatment reversed the shifts
in mMAChR distribution, indicating that internalized receptors in AChE-/- mice can
recover to basal distributions. Finally, AChE-/- mice showed increased sensitivity
to AChR antagonist-induced increases in locomotor activity, demonstrating
functional mAChR down-regulation. mAChR downregulation in AChE-/- mice has
important implications for the long-term use of cholinesterase inhibitors and
other cholinomimetics in treating disorders characterized by perturbed
cholinergic function.
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OCA16. Anotdcia vystupu v anglickom jazyku / Annotation of the output in

0OCA17. Zoznam najviac 5 najvyznamnejsich ohlasov na vystup / List of
maximum 5 most significant citations corresponding to the output
Rozsah do 200 slov / Range up to 200 words

(1) Long, JZ and Cravatt, BF: The Metabolic Serine Hydrolases and Their Functions
in Mammalian Physiology and Disease Oct 2011 | CHEMICAL REVIEWS 111 (10),
pp.6022-6063, IF 66.812, Q1; (2) Sarter, M and Parikh, V: Choline transporters,
cholinergic transmission and cognition Jan 2005 | NATURE REVIEWS
NEUROSCIENCE 6 (1), pp.48-56; IF 43.357, Q1 (3) Davis, AA; Lah, JJ and Levey, Al:
Neurobiology of Alzheimer's Disease 2009 | AMERICAN PSYCHIATRIC PUBLISHING
TEXTBOOK OF PSYCHOPHARMACOLOGY, 4TH EDITION , pp.987-1005; (4) Bamford,
NS; Zhang, H; (...); Sulzer, D: Repeated exposure to methamphetamine causes
long-lasting presynaptic corticostriatal depression that is renormalized with drug
read ministration Apr 10 2008 | NEURON 58 (1), pp.89-103, IF 17.173, Q1; (5)
Ferguson, SM and Blakely, RD: The choline transporter resurfaces: New roles for
synaptic vesicles? Feb 2004 | MOLECULAR INTERVENTIONS 4 (1), pp.22-37, IF
12.143,Q1

OCA18. Charakteristika dopadu vystupu na spolo¢ensko-hospodérsku prax /
Characteristics of the output's impact on socio-economic practice

Rozsah do 200 slov v slovenskom jazyku / Range up to 200 words in Slovak
Rozsah do 200 slov v anglickom jazyku / Range up to 200 words in English

Inhibitory cholinesteraz sa bezne pouzivaju na zlepsenie kognicie a liecbu
psychézy a inych behavioralnych symptémov pri Alzheimerovej chorobe,
Parkinsonovej chorobe a inych neuropsychiatrickych stavoch. MéZu v3ak existovat
mechanizmy, ktoré down-reguluju synapticki odpoved na zmeneny cholinergny
prenos, ¢im obmedzuju u¢innost cholinomimetik pri liecbe ochorenia. Nase
vysledky potvrdili downreguldciu mAChR u mysi AChE-/-, ¢o ma déleZité dosledky
pre dlhodobé pouZivanie inhibitorov cholinesterazy a inych cholinomimetik pri
lie¢be poruch charakterizovanych narudenou cholinergnou funkciou. /
Cholinesterase inhibitors are commonly used to improve cognition and treat
psychosis and other behavioral symptoms in Alzheimer's disease, Parkinson's
disease, and other neuropsychiatric conditions. However, mechanisms may exist
that down-regulate the synaptic response to altered cholinergic transmission,
thus limiting the efficacy of cholinomimetics in treating disease. Our results
confirmed mAChR downregulation in AChE-/- mice which has important
implications for the long-term use of cholinesterase inhibitors and other
cholinomimetics in treating disorders characterized by perturbed cholinergic
function.

OCA19. Charakteristika dopadu vystupu a suvisiacich aktivit na vzdelavaci

proces / Characteristics of the output and related activities' impact on the
educational process

Rozsah do 200 slov v slovenskom jazyku / Range up to 200 words in Slovak
Rozsah do 200 slov v anglickom jazyku / Range up to 200 words in English

Nase vysledky prinasaju nové poznatky v oblasti farmakoterapie neuro-
psychiatrickych ochoreni a teda v oblasti vyucby klinickej farmakolégie, klinickej
farmacie a toxikoldgie. Nase vysledky su zahrnuté v klicovych ucebniciach z
oblasti farmakoldgie (Goodman a Gilman's The Pharmacological Basis of
Therapeutics), toxikoldgie (Anticholinesterase pesticides: metabolism,
neurotoxicity, and epidemiology) a psychiatrie (The American Psychiatric
Publishing Textbook of Psychopharmacology). / Our results bring new knowledge
in the field of pharmacotherapy of neuropsychiatric diseases and thus in the field
of teaching clinical pharmacology, clinical pharmacy and toxicology. Our results
are included in the key textbooks in the field of pharmacology (Goodman and
Gilman's The Pharmacological Basis of Therapeutics), toxicology
(Anticholinesterase pesticides: metabolism, neurotoxicity, and epidemiology) and
psychiatry (The American Psychiatric Publishing Textbook of
Psychopharmacology).
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