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Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus 2013 m. lapkridio 25 d.
jsakymu Nr, B1-761

(Bandymo su gyviinais projekto santraukos formos pavyzdys)

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

Prailginto veikimo augimo faktoriy neuroprotekcinio poveikio
jvertinimas eksperimentiniame regos nervo paZeidimo modelyje
Evaluation of prolonged action growth factors neuroprotective
effects in the experimental optic nerve damage model.

2. Projekto trukmé /
Duration of the Project

2014.11.10-2017.11.10

3. Reik¥miniai Jod¥iai (ne daugiau kaip 5}/ | Pelé, akis, neuroprotekcija,

Key words (maxinmum 5)

Mouse, Eye, Neuroprotection

4. Projekto tikslas {-ai}/
Purpose of the Project

TAIP/ | NE /

YES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikslai/ Ne/
Purpose related 1o basic research No
4.2. Ai¥kinamujy ar taikomujy moksliniy tyrimy tikslai / Taip/
Purpose related to translational and applied research Yes
4.3, Vaisty, maisto, pagary ir kity medZiagy ar produkty kiirimo, gamybos, | Taip/
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant iSvengti | Yes
¥moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uztikeinti ligy prevencija,
diagnozavima ar gydyma, ivertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniuy, gyviiny atba augaly fiziologing bukle ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent hanan or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or (reatimenl, 1o assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.
4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei, Ne/
apsaugos tikslai / . No
Purposes related to the protection of natural enviromment in the interests of
health or welfare of lumnan beings or animals
4.5. Moksliniy tyrimy tikslat siekiant atitinkamos rudies i¥saugojimo / Ne/
Puposes of scientific reasearch seeking the preservation of a certain species No
4.6. Aukgtojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines Ne/
Finias, kelti kvalifikacija / No
Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications
4,7, Kriminaliniy tyrimy tikstai / Ne/
Purposes related to forensic investigations No
4.8. Tam tikros biklés geneti¥kai modifikuoty gyviiny, nenaudojamy Kitose Ne/
procediirose, Hnijos sukfirimo ir ilaikymo tikstai / No

Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other
procedures

5. Projekto tikshy apraSymas /

Description of the objectives of the

FPraject

Tikslas

Uzdaviniai

[vertinti prailginto veikimo augimo faktoriy neuroprotekeing
poveikj eksperimentiniame regos nervo paZeidimo modelyje
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- Isisavinti intravitrealiniy injekeijy technikg
eksperimentinémis sglygomis,

- Isisavinti tinklainés gangliniy lasteliy (TGL) pakitimy
vertinimo metodikas, taikant jvairius tinklainés daZzymo
metodus.

- [sisavinti TGL, apoptotiniy lasteliy, aksomy skaigiavimo
ploto vienete metodika,

- Palyginti tinklainés gangliniy lasteliy Zatj su placebo grupe,
taikant eksperimentin regos nervo paZeidimo modelj;

- [vertinti prailginto veikimo augimo faktoriy (foliai augimo
faktoriai) poveikj astrocity proliferacijai eksperimentiniame
regos nervo paZeidimo modelyje bei palyginti astrocity
proliferacija tarp placebo grupés ir grupés, kuriai buvo
taikytas gydymas augimo faktoriais.

- Ivertinti  augimo  faktoriy jtaka TGL  apoptozei
eksperimentiniame regos nervo paZeidimo modelyje;

- [Jvertinti augimo faktoriy ¥alutinj poveiki.

Purpose:

Evaluation of prolonged action growth factors neuroprotective

effects applying the experimental optic nerve damage model.

Objectives:

- Master the technique of intravitreal injections under
experimental conditions

- Master the evaluation methodics of retinal ganglion cell
(RGC) number changes, while using various retinal staining
techniques

- Master the methodics of counting the RGC, apoptotic cells
and axons per unit area

- Compare the death rate of RGC to the placebo group
applying the experimental model of the optic nerve damage

- Evaluate the prolonged growth factors (further - growth
factors) effect on the proliferation of astrocytes applying the
experimental model of the optic nerve damage as well as
compare the proliferation of astrocytes between placebo
group and group with growth factors application

- Evaluate the growth factors influence on RGC apoptosis
applying the experimental model of the optic nerve damage

- Evaluate the side effects of the growth factors

6. Numatoma projekto nauda (t. y. kokia
numatorma  nauda  atlikus  projektq
mokslui, gyviinams ir (ar) Zmonéms} /
Potential benefits likely to derive from
the Project (i, e, how science could be
advanced or hmans or animals could
henefit from the praject)

[diegtas regos nervo paZeidiino modelis bei taikytas gydymas
prailginto veikimo augimo faktoriais sudaryty salygas vertinti
naujy gydymo metody efektyvuma regos nervo pazeidimo
atvejais klinikingéje ' praktikoje.
Bendradarbiaujant  Lietuvos ir  tarptautinéms — mokslo,
biotechnologijy bei farmacijos jmonéms, bus sudaromos
salygos naujy etiopatogenetiniy mechanizmy iSaiSkinimui,
Lietuvos mokslo potencialo stiprinimui.

Introducing the optic nerve damage model and applying
treatment with prolonged action growth factors will enable the
evaluation of new treatment methods efficacy on the damaged
optic nerve in clinical practice. The collaboration of




12

Lithuanian and International science, biotechnology and
pharmaceutical companies will help to fortify research of new
etiopathogenetic mechanisms and Lithuanian science potential.

7. Projekte numatomos naudoti gyviiny
rigys it preliminarus gyvamy kiekis (vat.) /
Expected species and  approximate
numbers of animals to be used in the
Project (in numbers)

Balb/c/Sca peles (186vnt.)
Balb/c/Sca mice (186 units).

. Numatomas poveikis gyviimui {(-ams)
atsizvelgiant | planuojamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausma ar kan&ias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procedary uZbaigimo bidas) /
The expected effects on an animali(s) in
the context of the projected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering io be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Vidutinio sunkumo. Gyviinas galimai patirs trumpalaikj vidutinio
stiprumo skausmg ir/ar baime arba ilgalaikj nedidelj skausma ir/ar
baime. Laboratoriniai gyviinéliai bus eutanizuojami bendringje
nejautroje cervikaline dislokacija.

Medium severity. The animal may experience short term medium
strength pain and/or fear or long term light pain and/or fear.
Laboratory animals will be euthanized by cervical dislocation
under general anesthesia.

. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas  atgaline data,
nurodyli, iki kada jis turi biiti atliktas) /

Retrospective assesmient of the project (if

the retrospective assesment Is needed the
deadline has to be specified)

Projektas nebus vertinamas atgaline data.
The Project will not be be evaluated antedate.

10. Reikalavimy mazinti bandomujy gyviiny skaigiy bandymo su gyviinais procediiroms, gerinti bandomyjy gyvany naudojimo
salygas ir taikyti metodus, leidZiantius pakeisti bandomuyjy gyviiny naudojima bandymo su gyviinais procedtiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the mumber of animals used in procedures of experiments on
animals, refinement of conditions under which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by alternative methods

10.1. Gywy bandomuyjy gyviiny naudojimo
ir alternatyviy metody nenaudejimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
for not using alternative methods

Augino faktoriai buvo tirti in vivo modelyje ir aukStesnés klases
gyviinuose (Chen H, Weber AJ. BDNF enhances retinal ganglion
cell survival in cats with optic nerve damage. Invest Ophthalmol
Vis Sci. 2001 Apr;42(5):966-74; Weber AJ', Harman CD. BDNF
treatment and extended recovery from optic nerve trauma in the
cat, Invest Ophthalmol Vis Sci, 2013 Oct 9;54(10):6594-604.),
tadiau tyrimai buvo nedidelés apimties ir maZu testo galingumu,

Growth factors had already been explored in preclinical
researches previously in higher class laboratory animals (Chen H,
Weber AJ. BDNF enhances retinal ganglion cell survival in cats
with optic nerve damage. Invest Ophthalmol Vis Sci. 2001
Apr;42(5):966-74; Weber AJ’, Harman CD. BDNF treatment and
extended recovery from optic nerve trauma in the cat. Invest
Ophthalmol Vis Sci. 2013 Oct 9;54(10):6594-604.), but sample
size and statistical power was small in these studies.

skaitiaus
taikymo

10,2. Bandomuyjy
mazinimo
pagrindimas /
Justification of the reduction of the
number of animals

gyviny
reikalavimo

Pasirinkta trumpiausia projekto trukmé, kurios metu galima tikeétis
statistiskai reik¥mingy pokyCiy. Eksperimente numatytas
minimalus gyviny skaidius, leidZiantis daryti prielaidas apie
gydymo efektyvuma. Primoje dalyje pasirinktas gyvineliy
skaigius (30 vnt.) leis gerai jsisavinti mokslinio tyrimo metodika,
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panaudojant minimaly gyvinéliy skailiy. Antroje projekto dalyje
del statistinio patikimumo kiekviename tyrimo tafke yra po 13
bandomyjy gyviny, i§ viso 156 Balb/c/Sca peliy antroje tyrimo
dalyje. Skirtumo didumo nustatymui buvo vertinamas testo
galingumas. [vertinant galinguma buvo imami tiriamosios grupés
dydis n=39, tikintis, kad kontrolinés grupés TGL Zutis bus 50
proc., o tiriamosios grupes 20 proc. (Chen H, Weber AJ. BDNF
enhances retinal ganglion cell survival in cats with optic nerve
damage. Invest Ophthalmol Vis Sci. 2001 Apr;42(5):966-74) ir |
ridies klaida 0=0,05. Siomis salygomis gautas testo galingumas
buvo > 0,8, tai reidke, kad 1I ragies klaida $<0,2 ir skirtumo dydis
statisti¥kai reik§mingas, Gyviny kiekis Kkiekviename etape
sumaZintas iki minimumo, bus laikomasi 3 Rs koncepcijos pagal
gerovés reikalavimus,

We have chosen the shortest project term to expect statistically
relevant results. We plan to have a minimal number of animals o
suggest treatment efficacy. Choosing 30 animal units in the first
part of the project will allow us to master the scientific
investigation methods. We are choosing 13 experimental animals
in the each point of scientific investigation (156 Balb/c/Sca mice)
in the second part of the project. To evaluate the difference in
means the study power was calculated. Number of laboratory
animals was entered n=39, predicting that RGC death in the
control goup will be 50% and in the experimental group will be
20% (Chen H, Weber AJ. BDNF enhances retinal ganglion cell
survival in cats with optic nerve damage. Invest Ophthalmol Vis
Seci. 2001 Apr;42(5):966-74), type I error 6=0,05. With these
conditions study power of 0,8 was calculated, type Il error $<0,2
and statistical relevance achieved. Animal number is reduced to
minimum at each investigation point. We will follow 3 Rs
conception according to the welfare requirements,

10.3.- Bandomujy  gyving  naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification  of the refinement of
conditions under whiclh animals are used

Bandomieji gyviinai bus laikomi ‘ pagal
VMVT mokslo ir mokymo tikslais naudojamy gyviiny laikymo,
prieZitiros ir naudojimo reikalavimy 4 prieda: temperatiira laikymo
patalpoje 20-24C, drégmé (%) 5510, oro judéjimas, oro kaita 10-
20 per val., §viesa/tamsa paroje val. 12/12, maksimalus $viesos
srautas gyvuny Iygyje 60 liuksy. Vienai pelei skiriamas minimalus
grindy plotas 0,02 m”. Kiekvienam papildomflm gyviinui
skiriamas papildomas grindy plotas 0,005 m?. Minimalus laikymo
irangos sienelés auk§tis 0,3 m. Vandens skiviama ad libitum,
Seriama specialiais granuliuotais paSarais grauZikams. Bus
laikomasi visy teisés akty, susijusiy su gyviny gerove.
Experimental animals will be kept in under
the terms of VMVT animals for scientific and educational
purposes storage , maintenance and use, enclosure No. 4: room
temperature 20-24C, humidity (%} 55x10, air change 10-20 times
per hour, light/dark ratio 12/12 hours, maximal light emission in
animal level 60lx. Minimal ground area for each mouse is 0,02
m’. Every aditional animal gets aditional ground area of 0,005
m’. Minimal height of the enclosure wall 0,3m. Water is given ad
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libitum, animals are fed with special granulated feed. All of the
law terms in connection with welfare will be obeyed.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus 2013 m. lapkri&io 25 d.
isakymu Nr, B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

regeneracijai/

cells and translational application for cartilage regeneration

3D mikrostruktiirizuoty ir kolageniniy konstrukty su chondrogeninémis
Igsteléinis sukdirimas ir jy transkiacinis panaudojimas kremziés

Fabrication of 3D microstructured and collagen scaffolds with chondrogenic

2. Projekto trukmé /
Duration of the Project

20151001 -2018 1001

3. Reik¥miniai Yod%iai (ne daugiau kaip 5)/ | Kremzlés  regeneracija, chondrocitai, karkasa, konstruktas

Key words (maxinrum 5)

regeneration, chondrocytes, matrix, consiruct

feartilage

4. Projekto tikslas {-ai) /
Purpose of the Project

TAIP/
YES

NE /
NO

4,1, Fundamentaliyjy moksliniy tyrinny tikslai /
Purpose related to basic research

TAIP/
YES

4.2, Aiskinamwjy ar taikomyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

TAIP/
YES

4.3, Vaisty, maisto, paary ir kity medZiagy ar produkty kilrimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i§vengti
Fnoniy ir gyviing ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavimag ar gydyma, ivertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviinyg arba augaly fiziologing biikle ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts fo
esure the prevention of diseases, their diagnosis or lreatment, 10 assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

NE /
NO

4.4, Gamtinés aplinkos, reikalingos 2moniy ar gyviiny sveikatai ar gerovei,
apsaugos tikslai /

Purposes relaied fo the protection of natural environment in the interests of
health or welfare of human beings or animals

NE /
NO

4,5, Moksliniy tyrimy tikslai sickiant atitinkamos rtgies i§saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

NO

4.6. Aukstojo mokslo ar mokymo tikslai siekiant igyti ar pagilinti profesines
Finias, kelti kvalifikacijg /

Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications

NE /
NO

4.7, Kriminaliniy tyrimuy tikslai /
Purposes related to forensic investigations

NE /
NO

4.8, Tam tikros biiklés geneti¥kai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos suktirimo ir i§laikymo tiksiai /

Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other
procedures

NO

5. Projekto tiksly aprafymas /

Deseription of the objectives of the

Project

ikiklinikiniame modelyje/

Pagrindinis projekto tikslas - sukurti terapiskai veiksmingg somatiniy Igsteliy
preparata ir lastelings terapijos gydymo protokols, kuris biity naudojamas
paZeistos kremwzlés regeneracijai, taikant chondrogeninés kilmés Ilasteles

The aim of this project is to develop therapeutically effective chondrogenic cell
therapy for articular cartilage regeneration in a preclinical model.




6. Numatoma projekto nauda (1. y. kokia Sgnarinés kremzlés paZeidimas yra daZna sutrikusios sveikatos bikle,

nmnatoma nauda atlikus projekta pasireidkianti 60 proc. visy kelio skausimus keniandiy Zmoniy. . Sanaring
mokslui, gyviinams ir (ar) Zinonéms) / kremzlé yra kraujotakos bei inervacijos neturintis audinys, dél to esant jos
Potential benefits likely to derive from paZeidimui, turi labai ribotas (arba jy visai neturi) natiiralias savaiminio

the Project {i. e. how science could be pagijimo galimybes. Dél tokiy prasty sanarinés kremzlés savaiminiy

advanced or humans or animals conld regeneraciniy savybiy (maZas kiekis specializuoty lgsteliy ir menkas jy

benefit from the project) mitotinis aktyvumas), kremzliniai paZeidimai daZnai percina j pagrindin@ liga -

osteoartritg. Tki Siol néra vieningos nuomonés kaip tiksliai gydyti sgnario
kremzlés patologija, nuolat ie3koma naujy valst\] bei gydymo metody. Siuo
metu pasaulyje ir Lietuvoje taikomy operaciniy metodiky {chondroplastika,
subchondrinis greZimas, mikrolitZiai) rezultatas daZniausiai bina nekokybidka
fibrining kremzlg, kuri pasiZzymi prastesnémis mechaninémis, fiziologinémis
savybémis lyginant su natiralia hialinine kremzle, Dél to fibrininé kremzlé po
kiek faiko yra linkusi vél suirti, o pacientui atsinaujina visi jj varging
simptomai.

Transplantuojant autologinius chondrocitus puikiis rezuitatai stebimi >89 proc,
pacienty, t.y. kremzlé yra hialininio tipo, ilgaamZi¥kesne, leidZianti grjZti |
aktywy sportg, arba gerokai atitolinanti endoprotezavimo poreikj. Vertinant
ekonominj efektyvumg, paviends ap#valgos jau jrodo dideles §io metodo
galimybes. Jau dabartiniais duomenimis ai%ku, kad po chondrocity
implantacijos pacienty hialininé kremzlé atsistato labiausiai, o tai reikimingai
létina osteoartrito progresavimag ir endoprotezavimo poreikj/

Articular cartilage lesions are common joint disorders. With a 60% incidence
amongsit knee pain experiencing people, it is one of the most comnon disability
causing conditions, Articular cartilage has no blood supply and innervation,
thus resuliing in the infringement of natural self-repair, Due to lack of
spontaneous regenerative properties {a small amount of specialized cells and
their poor mitotic activity), cartilage damage often resulls progresses to
ostecarthritis. So far there is no consensus on exactly how to treat articular
cartilage pathology. At the momeni, various treatment methodologies are being
applied (mosaicplasty, subchondval drilling, microfracture). However, the end
resuft is a faulty fibrocartilage, which has lower mechanical, physiological
properties in comparison with natural hyaline cartilage. Therefore,
Jibrocartilage tends to fall apart again after some time, and the patient
experiences renewed sympltoms.

Transplanting autologous chondrocyte excellent results were observed in>
89%t under many studies. The resultant hyaline cartilage is durable, allowing
return to the sports activites, or significantly postponing artificial joint
replacenment. Assessing the cost-effectiveness of individual reviews has
demonstrated was favorable for this approach. Current data proves that afier
chondrocyte implantation, patients recover mostly hyaline cartilage, which
significantly slows the progression of osteoarthritis and the need for joint
replacement,

7. Projekte numatomos naudoti gyviiny Naujosios Zelandijos triudiai, 7 gyviinai; imunodeficitinés Ziurkés, 30 gyviny/
ra8ys ir preliminarus gyvany kiekis (vat.)/ | New Zealand rabbits, 7 animals; immunodeficit rais, 30 animals.
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

8. Numatomas poveikis gyviinui (-anis)
atsiZvelgiant j planuojamas bandymo su | §
gyviinais procediiras (t. y. kokj galima metu bus taikoma sisteming nejautra skiriant Ketamino 75mg/kg ir
skausma ar kandias galimai patirs Medetomldmo 0.5me/ke, intraper |toneaha1 Medetomldmo leVelSl_}al skirianas
gyviinas ir koks numatomas bandymo su 1y Jracedutd — eutanazija, kuri
gyviinais procediiry uZbaigimo budas)/ | triugiams athekama suleidZiant nah io pentoba:bltalto >100 mg/kg, IP, 0
The expected effects on an animal(s) in Ziurkéms — skiriant natrio pentobarbitalio 390 mg / natric fenitoino 50 mg/mi,
the context of the projecied procedures pentobarbitali
of experiments on animals (i. e. expected sevey diires - operations will be
level of severity of pain or suffering to be pr_’} jb) ‘med under adequare anesthesm F or oper ation rats will be subfect to
likely experienced by an animal and systemic administration of ketamine anesthesia 75mgrkg and 0.5mg
what is the expected way of finalising the | medetomidine/kg inty itoneally. Medetomidine reversion is mduced wrih
procedures of experiments on animals) atipamezole. [ e "Qe ird

is carried ot by injection of sodium pemobm bitgl> 100 mg/ kg, IP; rats - on




390 mg pentobarbital sodium/ phenytoin sodinm 50 mg/mi, IP (~ 86 mglkg
pentobarbital).

9, Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada jis turi biti atliktas) /
Retrospective assesment of the project (if
the retrospective assesment is needed the
deadline has to be specified)

10. Reikalavimy maZinti bandomuyjy gyviny skaidiy bandymo su gyvinais procedroms, gerinti bandomujy gyviny natidojimo
sglygas ir taikyti metodus, leidziandius pakeisti bandomujy gyviny naudojimg bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animals, refinement of conditions under which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by alternative mnethods

10.1.  Gyvy bandomuyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Alternatyviis metodai néra jmanomi, nes kremzlés regeneracijos tyrimai turi
biiti atliekami in vivo/

The use of alternative methods are not possible as cartilage regeneration
experiments must be done in vivo.

10.2. Bandomuyjy gyviiny skaiCiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Gyviiny skaiius pagal projekto uzdavinius pasirinktas optimaliai minimaliai,
Mazinti jy kiekj ar galvoti apic galimybes tai padaryti ateityje §iuo metu
negalima, Nustadius, statistinj rezultaty patikimumng su labai maZais
standartiniais nuokrypiais, ateityje bus galima remtis $io tyrimo rezultatais, bet
nekartoti jau atlikty eksperimetny. Tokiu bidu, atsirasty galimybé sumaZinti
gyviiny kiekj. Alternatyviy metody taikyti negalima, nes norint tirti sgnarinés
kremzlés regeneracija, reikalinga atlikti eksperimentus in vivo. Numatyfa
maZinti gyviny skaidiy, atlickant batiniausias procediras reikalingas
rezultatams gauti vienam gyviinui, optimizuojant metodologinius aspektus/

The number of animals is in accordance with the project objectives selected for
optimal minimum. Reduction of animal number or (o think about the
opportunities to do so in the future is not currently available. If the statistical
reliability of results with very small standard deviation is proved, then it will be
possible to rely on the findings of the investigation and not to repeat already
carried experiments in the future. Alternative methods cannot be applied,
because in order fo investigate the articular cartilage regeneration,
experiments performed in vivo are mandatory.

10.3. Bandomyjy gyviiny naudojimo
salygu gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Numatyta atlikti minimaly batiniausiy procedtry skaidiy vienamn gyviinui, taip
siekiant i3laikyti kuo geresnes salygas gyviinams viso eksperimento metu. Taip
pat numatyta praturtinti gyviiny aplinka narvuose/

The minimal tumber of the most fecessary procedures per animal will be done
in order lo maintain the best possible conditions for animals throughout the
experiment. The enrichment of animal environment in the cages will be
evechled.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus 2013 m, lapkriio 25 d.
isakymu Nr. B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /

Project Title

“Kaleio jony apykaitos mechanizmai i$eminiame miokarde®;

Sirdies elektrinio jaudinimo registravimo ir kraujagysly valzdinimo optiniu
biidu metodikos kardiochirurginéms operacijoms sukfiritnas®.

“Mechanisms of calcium cycling tn ischaemic myocardiiom";

“Development of intraoperative optical method for assessment of electrical
excitation simultancously with coronary vessels imaging in cardiac surgery”

2. Projekto trukmé /
Duration of the Project

2015.09.0] —-2019.08.31

3. Reik&miniai ZodZiai (ne daugiau kaip 5) /

Key words (maximum 5)

Sirdis, kalcio srové, veikimo potencialas, femija, optinis mepingas
Heart, calcium currenl action potential, ischemia, opical mapping

4, Projekto tikslas (-ai) / TAIP/ | NE [
Purpose of the Project YES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X
Purpose relaied 1o basic research
4.2, Aikinamyjy ar taikomyjy moksliniy tyrimy tikslai / X

Purpose related to translational and applied research

4.3, Vaisty, maisto, paany ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant iSvengti
Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uitikrinti ligy prevencija,
diagnozavima ar gydyma, {vertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviny arba augaly fiziologing bitkleg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or X
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or thelr impacis lo
esure the prevention of diseases, their diagnosis or freatinent, to assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4,4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei,

apsaugos tikslai / X

Purposes related to the protection of natural environment in the interests of
health or welfare of human beings or animals

4.5, Moksliniy tyrimn tikslai siekiant atitinkamos riifies isaugojimo / ' X

Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Auk3tojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines
Zintas, kelti kvalifikacija / x
Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications

4.7, Kriminaliniy tyrimy tikslai / X

Purposes related fo forensic investigations

4,8, Tam tikros bitklés genetitkai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos sukiidimo ir #laikymo tikslai /

Purposes related to the development and maintenance of a colony of X

genetically altered animals of a certain condition not used in other

procedures

5. Projekto tiksly aprafymas /

Description of the objectives of the

Project

6. Numatoma projekto nauda (1. y. kokia
numatoma nauda atlikus projektg
moksiui, gyviinams ir {ar) monéms) /
Potential benefits likely to derive from
the Project {i. e. how science could be

Numatorni tyrimai padés geriau suvoktl ifemijos metu vykstandiy procesy
mechanizmus ir bus naudingi kuriant naujus Sirdies ligy gydymo buidus ir
metodus, Taip pat bus sickiama sukurti Sirdies kraujagysliy vaizdinimo sistema
ir ja pritaikyti klinikinéje diagnostikoje.

Proposed research will help to undersiand ischemic processes and will be




advanced or humans or animals could
benefit from the praject)

vahiable for developwent of new methods for heart diseases treatment. It will
also aim to develop cardiovascular imaging system and its applications in
clinical diagnostics.

-~

Projekte numatomos naudoti gyviny
riidys ir preliminars gyviny kiekis (vt} /
Expected species and approximate
mumbers of animals fo be used in the
Project (in numbers)

Dviejy projekty vykdymui per 4 metus numatoma sunaudoti 70 vat, ““Wistar”
tinlios Ziurkiy ir 50 vat, baltyjy naujosios Zelandijos triundiy,

It is planned to use 70 rats ("Wistar" ) and 50 rabbits (New Zealand white} for
two projects in 4 years.

8. Numatomas poveikis gyvinui (-ams)
atsiZvelgiant | planuojamas bandyrao su
gyviinais procedtiras (1, y. kokj galima,
skausmay ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyvinais procediiry uzbaigimo biidas) /
The expected effects on an antmal(s} in
the context of the projected procedures
of experiments on animals (i, e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the

procedures of experiments on animals)

Bandomieji gyviinai §io projekto vykdymo metu kandiy nepatirs, nes tyrimo
cigoje taikoma bendroji anestezija, po kurios gyviinas neatgauna samonés —
proceditra be galimybés atgaivinti,

Test animals used in this project will not suffer because the course of the study
will be covered by the general anesthesia, after which the animals not recover
consciousness - a procedure without the possibility of recovery.

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada }is turl biiti atliktas) /
Rerrospective assesment of the project {if
the refrospeciive assesment is needed the
deadline has to be specified)

10. Reikalavimy maZinti bandomuyjy gyviiny skaily bandymo su gyviinais procediiroms, gerinti bandomyju gyviinyg naudofimo
salygas ir taikyti metodus, leidZiangius pakeisti bandomuyjy gyviiny naudojima bandymo su gyviinais procediiroms

alternatyviais metodais, igyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animals, refinement of conditions under which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by alternative methods

10.1. Gyvy bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Planuojent eksperimentinius tyrimus visy etapy metu atsiZvelgta { 3 Rs
principus, Bksperimentiniai tyrimai turf biti atliekami su sveika cksplantuota
irdimi ir Zirdies lastelémis, Kadangi su Zmogaus $irdimi tokiy eksperimentiniy
tyrimy atlikti néra galimybés, tyrimy objektas bus Ziurkés ir trivsio Sirdis.

3 Rs principles were taken to account in all phases qof experimentall planning.
Experimental studies must be carried out with healthy explanted heart and
heart cells. As with the human heart, such experimental studies are not
possible, the object of research is the rat and rabbit hearts.

10.2. Bandomujy gyviny skailiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Sickiant sumaZinti bandomyjy gyviiny skaiiy eksplantuotos gyviny Sirdys bus
naudojamos dviejy projekty tiriamiesiems darbams. Bandomyjy gyviiny
skaifius numatomas minimalus  siekiant  gauti  statistiSkai  patikintus
eksperimentiniy tyrimy duomenis ir pasiekti projekio tiksius ir rezultatus.

To reduce the number of test animals the exianied hearts will be used for two
scientific projecis. The minimum number of test animals sufficient to obtain
statistically reliable experimental data and achieve the project objectives is
chosen.

10.3, Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under whick animals are used

Gyvinai bus laikomi tam skirtose patalpose. Cia jrengti gardai pritaikyti laikyti
Ziurkes ir trivdius, Salygos atitinka fizioliginius ir etiologinius poreikius,
Bandomujy gyviiny laikymo aplinkos salygos kiekvieng diena bus tikrinamos,
Siekiant apsaugoti bandomuosivs gyvitnus nuo bereikalingo skausmo, kangios,
baimés ir ilgalaikio sufalojimo, kickviengy diena Ziuos gyviinus stebés
specialistas, kuris yra susipaZings su bandomujy gyviny Jaikymo ir priefitiros
taisyklémis,

The animals will be kept in special premises. Stalls are adapted to store rals
and rabbits. Conditions meet physiological and efiological needs. Animal
housing conditions will be checked every day. In order to protect fest animals
Jrom unnecessary pain, suffering, distress or lasting harm, every day these
animals will be monitored by specialist who is familfar with the test animal
housing and maintenance rules,




Forina patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus 2013 m. lapkridio 25 d.
jsakymu Nr. B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAIL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

The new generation hydrogel effectiveness study for the treatment
of ischemic myocardial infarction, using small ruminants model

2. Projekto trukme /
Duration of the Project

7 month

3. Reik¥miniai ZodZiai (ne dangiau kaip 5)/

Key words (maximum 5)

Hydrogel;

Ischemic heart disease; Infarctation; Ruminant heart; Stem cells products;

4. Projekto tikslas (-ai) /
Purpose of the Project

TAIP/
YES

NE /
NO

4.1, Fundamentaliyjy moksliniy tyrimy tikslai /
Purpose related to basic research

X

4.2, Aitkinamyjy ar taikomujy moksliniy tyrimy tikskai /
Purpose related to translational and applied research

X

4.3, Vaishy, maisto, pafary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i§vengti
#moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavimg ar gydymsa, jvertinti, nustatyti, kontroliueti ar pakeisti
Zmoniy, gyviimy arba augaly fiziologing bikle ar gerinti gyviiny gerove /
Purposes related to the conirol of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of producis secking to prevent human or animal diseases or their
heaith disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or freatmient, 10 assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare,

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei,
apsaugos tikslai /

Purposes related to the protection of natural environment in the interests of
health or welfare of human beings or animals

4.5, Moksliniy tyrimuy tikslai siekiant atitinkamos ragies i¥saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Aukdtojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines
Zinias, kelti kvalifikacijg /

Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications

4.7, Kriminaliniy tyrimy tikslai /
Purposes related to forensic Investigations

4.8. Tam tikros biikiés genetikai modifikuoty gyviny, nenaudojanyy kitose
procediirose, linijos sukfirimo ir i§laikymo tikstai /

Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other
procedures

5. Projekto tiksly apradymas /

Description of the objectives of the

Project

additional suffering and fear of animals,

Main research aim to evaluate a new generation of hydrogel for treatment of
ischemic heart disease by wusing a relatively large animal whose
physiological cardiovascular function very similar compared to the human.

The aim - to create a comfortable, economical new small rominant anesthesia
an¢ analgesia methodology for long and difficult operations without causing

6. Numatoma projekto nauda (t. y. kokia
nwmnatoma nauda atlikus projekta
mokslui, gyviinams ir (ar) Zmonéms) /
Potential benefits likely to derive fiom

the Praject (i. e. how science could be and to facilitate surgical inferventions.

It will be evaluated next generation hydrogel efficiency of ischemic disease.
Possibilities Study - a new generation hydrogel for use in clinical trials, Will
be created an innovative small ruminants anesthesia model, this medel will
continue to be used for other research in order to reduce animal suffering




advanced or humans or animals could
benefit from the project)

7. Projekte numatomos nandoti gyvimy
rlidys ir preliminarus gyviiny kiekis (vnt.}/
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

40 sheeps.

8. Numatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausmg ar kandias galimai patirs
gyvilnas ir koks numatomas bandymeo su
gyvinais procedtry urbaigimo biidas) /
The expected effects on an animal(s}) in
the context of the projected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

This study is classified as "moderate" category - study animals in the deep
anesthesia is performed thoracotomy and caused the front wall of the heart
muscle ischemia, followed by muscle damage will be covered by a new
generation hydrogel product, whose operation is based on the function of
stem cells to regenerate damaged heart muscle tissue.

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline dala,
murodyti, iki kada jis turi biti atliktas) /

Retrospective assesment of the profect (if

the retrospective assesment Is needed the
deadline has to be specified)

10. Reikalavimy maZinti bandomujy gyviiny skaitiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny naudojimo
salygas ir taikyti metodus, teidZiangius pakeisti bandomyjy gyviiny naudojima bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animals, refinement of conditions under which animnals are used for the procedures and application of methods, wiich
enable the replacement of the use of animals in the procedures by alternative methods

10.1. Gywvy bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jfor not using alternative methods

Such research performance with a human is not possible, therefore, selected a
relatively large animal, the heart and vascular system of their physiological
functions is very similar compared to human.

10.2. Bandomyjy gyviiny skaifiaus
mazinimo retkalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

To qualify for research’s results to be statistically significant, must perform a
minimum of 10 successful experiments, and selected the minimum number of
atiimals, such research. Tt will be performed in 4 different series of studies that
will be used in different hydrogel products for 10 animais.

10.3. Bandomyjy gyviiny naandojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions wnder which animnals are used

Laboratory animals in this study will not suffering, because at the beginning of
the study they will be subject to a deep anesthesia and analgesia guaranteed.
The study course will be constantly monitored condition of the animals and
vital parameters, Will be monitored for treatment with antibiotics and anti-
inflammatory drugs and pain. At the end of the study the animals are enthanised
by animal killing requirements - a lethal dose of anesthetic.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktortaus 2013 m. lapkridio 25 d.
jsakymu Nr. B1-761

BANDYMO SU GYVUGNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

Gydomyjy prie¥vé¥iniy vakeiny efektyvumo tyrimas eksperimentiniuose
peliy modelinose

The study of therapeutic anti-caicer vaccine effectiveness in experimental
mice models

2. Projekto trukmé /
Duration of the Project

pradZia 2014-12-20, pabaiga 2016-06-30
start 2014-12-20, end 2016-06-30

3, Reikiminiai ZodZiai (ne daugiau kaip 5}/

Key words (maximum 3)

Prie¥vé¥ines autovakeinos, ksenovakeinos, imuninis atsakas
Antitumonr autovaccine, xenovaccine, immune response

4. Projekio tikslas (-ai) /
Purpose of the Project

TAIP/ | NE /
YES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikslai / +

Purpose related to basic research

4.2. Aiskinamujy ar taikomyjy moksliniy tyrimy tikslai / +
Purpose related to translational and applied research

4.3, Vaisty, maisto, pa¥ary ir kity medZiagy ar produktu kiirimo, gamybos, +

kokybeés, veiksmingumo ir saugumo tikrinimo tikslai sickiant ivengti
Fmoniy ir gyvany ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uitikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviny arba augaly fiziologing biikig ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, foad, feed or
other materials or the development, production, quality, efficiency and
safety of producis seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abrormalities or their impacis to
esure the prevention of diseases, their diagnosis or freatmen, (o assess,
identify, control or change the physiological condition of hnmans, animals
or plants or improve the animal welfare.

4.4. Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei, +

apsaugos tikslai /
Purposes related to the protection of natural environment in the interests of
health or welfare of human beings or animals

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riies i§saugojimo / +

Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines +

#inias, kelti kvalifikacija /
Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications

4.7, Kriminaliniy tyrimy tikslai / +

Purposes related to forensic investigations

4.8. Tam tikros buikles genetidkai modifikuoty gyviiny, nenaudojamy kitose +

procediirose, linijos sukiirimo ir i$laikymo tikslai /
Purposes related to the development and maintenance of a colony of
genetically alfeved animals of a certain condition not used in other

procedures

5. Projekto tiksly apragymas /

Description of the objectives of the

Project

I¥tirti bei tarpusavyje palyginti autologiniy ir ksenologiniy vakciny prievéZini
efektyvumag in vivo peliy modelyje.

To investigate and to compare the antitumour effectiveness of autologous and
xenogenous vaccines i in vivo mice model.

6. Numatoma projekio nauda (t. y. kokia
numatoma nauda atlikus projekty
mokshui, gyviinams ir (ar) Zmonéms} /
Potential benefits likely to derive from

Projekto metu bus aflickami ikikiinikiniai prie$véZiniy vakeiny tyrimai.
Pasiteisinus laukiamiems rezultatams, bus organizuojami I fazés klinikinia
tyrimai melanoma sergantiems pacientams, Patiems gyviinams naudos nebus.

Preclinical studies of antitumowr vaccines will be carried out during ithe




the Project (i. e. how science could be
advanced or himans or animeals could

project. If the results are as expected, phase I clinical trials with patients
having melanoma will be organized. Animals themselves will not have any
benefits.

benefit firom the projeci)

7. Projekte numatomos naudoti gyviiny
ritSys ir preliminarus gyvim kiekis (mt.)/
Expected species and approximate
numbers of animals fo be used in the
Project (in numbers)

C57BLI6] linijos pelés; preliminarus poreikis visam projektui 260 peliy.
C57BL/6J mice; preliminary need for the entive project are 260 mice.

8. Numatomas poveikis gyviinui {-ams)
atsizvelgiant | planuojamas bandymo su
gyviinais procediras (L. y. koki galimg
skausmaq ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uZbaigimo biidas) /

. The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i, e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animalts)

Vidutinio sunkumo. Gyvinai patirs trumpalaik] vidutinio sunkimo skausma
fr/ar baime arba ilgalaik} nedidelj skausma ir/ar baime,

Gyviinams bus:

implantuojami  navikai, sulvirk¥iant tam tikrq kiek{ navikiniy lasteliy
suspensijos | uZpakalinés defines Slaunies raumenj arba péds;

bus atliekamos trys vakecinacijos skirtingomis priedvéZinémis vakcinomis
(injekeija po oda);

paimamas kraujas 1§ uodegos venos;

Eksperimentas  bus  uZbaigiamaseutanizuojant
slanksteliy dislokacija.

Medium severity. The animals may be experience short ferm medium
strengthpain andorfear or long term light pain and/or fear.

Animals will:

have cancer transplanted by injecting suspension having a particular number of
cancer cells intramusculary into the right hind leg or inte a foot of right
hind leg;

Be triply immunized with different antitumour vaccines {subcutaneous
injection);

Blood will be taken fiom the tail vein;

At the end of experiment mice will be euthanized by cervical dislocation.

peles cervikaline kaklo

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada jis turi bati atliktas) /
Retrospective assesment of the projeci (if
the retrospective assesment is needed the
deadline has to be_specified)

Projektas nebus vertinamas atgaline data,

The Project will nof be be evalnatedantedate.

10. Reikalavimy mazinti bandomujy gyvany skaiiy bandymo su gyvinais procediiroms, gerinti bandomyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZian&ius pakeisti bandomujy gyviiny naudojimg bandymo su gyviinais procediiroms

alternatyviais metodais, igyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experimenis on
animals, refinement of conditions under which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by alternative methods

10.1. Gyvy bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo tatkymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Alternatyviy metody nera. Tkiklinikiniai tyrimai turi biiti attiekami su gyviinais.
There are no alternative methods. Preclinical studies have 1o be donie with
animals.

10.2. Bandomuyjy gyviiny skaiCiaus
mazinimo reikalavimo taikymo
pagtindimas /

Justification of the reduction of the
aumber of animals

Gyviny kickio daugiau maZinti negalima. Gauti rezultatai turi biti statistidkai
patikimi.

The amount of animals needed for research cannot be reduced. The results
must be statistically reliable.

10.3, Bandomuyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai bus priZitrimi pagal visus LR teisés akfuose numatytus gyviny teisiy
ir prieZinros keliamus reikalavimus.

Animais will be maintained according fo all statutory LR animal rights and
care requiremeis.




Forma patviriinle

Vnlstybinés maisto ir veterinarijos tamybos
divektoriaus 2013 m. lapkeitio 25 d.
jsakymu Nr. B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

i. Projekio pavadininas /
Project Title

JMonoklonlndy antikfing pries DNR polimerazes padauginimas *
Amplification of monoclonal antibodies against DNA polyinerases

2. Trojekto trukmé /

Duration of the Profect

3 metni
Syears

3, Reikdminiai zodziat (ne dauglau kalp 5)/ | DNR FU]EI"HCH\'Lé, monoklonintai antikinai

Key words (maximmu 3}

DM A polyinerase, monecional antibodies

4. Projekto tikslas {-ni}/
Purpose of the Profect

YES

TALPY

NE
NO

4.1. Fundamentatiyjy noksliniy tyrimyg tiksiai /
Purpose related to basic research

4.2. Aiskinamuyjy av taikomuyjy mokstiniy tyrinng tkslai /
Purpase related 1o translational and applied research

4.3. Vaisty, malsto, pa¥ary ir kity medZiagy ar produkiy kurimo, gamybos,
kokybés, veiksmingunio ir saugumo tikrinimo tikslai sickiant iSvengti
Fmoniy ir gyviiny figy ar sveikatos suteikingy atsiradimo, augaly ligy urba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinli igy prevencija,
dingnozavimg ar gydyma, jvertinti, nustatyti, kontrolivoti ar pakeisti
Zimoniy, gyviiny arba augaly fiziologing bitkig ar gerinti pyviiny gerove /

Purposes related to the control of pharmacenticals products, food, feed or X

olher materials or the development, production, quality, efficiency and
safety of products seeking to prevent hmon or animal diseases or their
heatth disorders, plont diseases or other abnormalities or thelr impacis to
estre the prevention of diseases, thelr diagnosis or lrealinent, to assess,
identify, conirol or change the physiological canditton of humans, animyaly
ar plants or improve the animal welfare,

4.4. Gamtings aplinkos, reikalingos Zmonly ar gyvimy sveikatai ar gevoved,
apsaugos tikslni /

Purposes refated to the protection of natural envivonment in the inferests of
health or welfare of lnman beings or animals

1.5, Maksliniy tyrlmy tikslai siekiant atitinkamos rnisies i¥saugojimo /
Puposes of scientific reaseqrch seeking the preservation of a certaln species

"4.6. AukStojo mokslo ar mokymo tikslai sicklant jgyti ar pagllinti profesines

¥inias, kelt kvalifikaca /
Puposes related to higher education or iraining almed of gaiming or
deepening professional knowledge or inproving qualifications

4.7. Kriminalinty tyrinwy tikslai/
Purposes related to forensie investigations

4.8, Tam tkros biklas penetiskai modifikuoty gyviinyg, nenaudojamy kitose
procediirose, linljos sukitrimo ir iSlaikymeo tikslai /

Purposes related 1o the development and maintenance of a colony of
genetically altered animals of @ certain conditlon nat nsed in other
procedires

$. Projekto tiksly apra¥ynas /

Descripilen of the obfectives of the

Profect

Projekto tikslai — padauginti ankstesnio projekto metu (bendradarbinujant su
VU Biotechnologijos instilotu, 2012 m) sukuttus menokioninius antikonus ir
tiso metu vykdomo , Monakloniniy antikiny prie3 utantines DNR
polimerazes generavimas® projekto sigoje (2015-2017 m) gaulus antikiinus,

Project objectives: amplification af monoclonal antibodies generated i 2012
(colloborative profect with Institute of Matechnology) and monaclonal
antibodies generafed in the ongoing project ,Generation of monoclonal
antibodies agains! DNA palymerases” (2015-2017),

6. Numatonm projekto nauda (1. y. kokia
nwmatoma nauda atlikus projekiy

DNR polimerazly preparalai yra platial naudojami In vitro molekulinel

analizei: ligy diagnostikai, kriminaliniams tyrimams, Zmoniy, gyviiny, bakterliy




moksiui, gyvitnams ir (ar) Znonéms) /

Porenticd besigfits likely to devive fiom
the Prajeet (i, e how sclence could be
advanced or humans or animals could
heneflt from the project)

ar virusy genotipavimui. Navdojanii jrankini apsprendZia tokiy tyrimy kokybe,
todéi yra nuolat tobulinami. Monokloniniai antikdnai bus panaudali kuriant
naujus komercinius DNR polimerazés preparatus, kurie pasiZymés geresnéimis
savybsmis nei kiti $ino metu rinkoje esantys produktai.

DN polymerases are widely used In molecular analysis: in vitre diagnostics,
Sorensic fnvestigations, genotyping of humeans, animals, bueteria and viruses,
The melecntar tools used are crucial for the quality of these services, this
continiions Improvement of DNA pollmerases is needed. Monoclonal anttbodies
witl be used in development of new commerelal prodieets with beiter
specifications than currently availeble products.

Projekle numatomos naundoti gyviing
radys i preliminarus gyviiny kiekis (vut.) /
Expected spaeies and approximate
sinbers of animals to be used in the
Project (in munbers)

Laboratoring pelé (Mus pmsculus).
100 vint

{00 mice

Numatomias poveikis gyvanui (-ams}
alsizvelgiant j planuojamas bandyme su
gyviinais procediiras (¢. y. kokj galimg
skausm ar kan&ias galimad patirs
gyvonas ir koks numatonias bandymo su
gyviinais procediiny vibaigime biidas) /

The expected effects on an miinal(s} in
the context of the projecied procedures
af experiments on animdls (1 e, expected
fevel of severity of pain or suffering to be
fikely experienced by an animal and
what Is the expected way of finalising the
procedires of experiments on animals)

Numntomos procediiros priskiviomos prie skausmingy. Peliy biikle
eksperlinento eigoje bus stebima kasdien. Atsiradus rySkicms distreso
poZymiams, pelés bus nugaidinamos,

Indended to use procedures are considered us patnfitl. Animal health, general
condition will be mouitored daify. Anlmals will be ewthanized if elear distress
Jeatures are observed.

Projekto vertinimas atgatine dnta (Jeign
reikalingas vertininuas atgnline data,
nuradyti, iki kada jis turd bai atlikiasy /

Retrospective assesment of the project (if
the retraspective assesment is needed the
deadling has fo be_specifled)

Nereikalingas.

Not needed.

. Retkalavimy mazin(i bandomuyjy gyviumy skaitiy bandyrito su gyviinais proced@ivoms, gerinti bandomuyjy gyvimg naudojimeo

sglygns it taikyti metodus, teidZiangius pakelsti bandomyjy gyviing nandojimg bandymo su gyviimais procediroms

alternalyvinis metodals, jgyvendinimas /

Implementarion of the requirements for the reduction of the number of animals used in procedures of experinients on
amimals, refinentent of conditions wnder which animals are used for the procedures and application of methods, wiich
etiable tie replacement of the use of animals in the procedures by alternative methods

10,

i, Gywvy bandonujy gyviiny naudajimo
ir alternatyviy metody nenaudojimo
reikalavime taikymo pagrindimas /

Justification for nsing live anlmals and for

ot using afternative methods

Monokloninfus antikttnus  galima  padauginti  pasitelkiot  rekombinantines
technologijas ir lgsteliy kwitdras (nenandojant gyvény), tetian to pasckoje
gaunainos  keliosdeSint  karly -maZesnés i¥eigos. Taip pat &l skitinge
glikozilinimo i witro padauginti antiktnal gali posiZyméti Zenklial Zemesnin
giminingumu antigenui iv/ar bGtl nestabilits. Antikling padaugininas navdojant
cksperimentinius gyviinus yra paprastiousias ir patikimiausias metodas gauti
didetius kieklus aukitos kokybés monokloniniy antikiing,

Menocional antibodies ean be generated using recombiitani technologies and
cell enftnre (withow! the use of animals); however, the yleld Iy significantly
lower. In addition, due to differemt glycosplation pattern, in viiro produced
antihodies ean have significantly lower affinities towards target antigens, suffer
from poor solubflity and lack of stability. Monoclonal antibody production
wsing expertntenial aninials is the easlest and most reflable method for high
affinity antibody production,

10.2. Bandomyiy gyviwy skaigians

maZinimo relknlavino tnikymo
pagrindimas /

Bandemyiy gyviiny skaitius yra pagrjstas siekiant jvykdyti projekto uidavinius.
Taip pat projekio metu bus dedamos pastangos jj kiek jimanoma sumaZinti: bus
padanginami tk tie antikiinai, kuriy negalima pakeisti anksSiau padavghitais
(venglama pakartoting procediry);, lygiagretiai bus testnojami allematyvils




Justification af the reduction af the number
of animals

metodai, Joigy alternntyviais metodais pavyks gauti panadios kokybis
anttkiins, darbai su eksperimentiniais gyvanais bus sustabdyil,

The munber of experimental antmals is based on the project objectives, All the
measures will be taken to reduce the wumber of experimental anfmuls: ity
wnique antibodies will be amplified (repetitive procédures will b avoided);
alternative methods will be tested tn parallel. If simitar qrality monoclonal
antibodies can be produced nsing In vitra wethods, further experiments with
animals will be stopped,

10.3. Bandemyjy pyviing nandojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
canditions under which animals ave used

Eksperimentiniai gyvinai laikomi spintoje Norail A-Dox 89, kuriojé palaikoma
22°C temperatiira / dienos-naktfes clkias (3viesn — 14 h/ tamsa -10 ), santyking
drégme ~50. Inokuliuoti gyvinai bus laikomi atskiruose narvuose (parainetrai
425 x 266 x 180 mn). Gyviny, talp pal narwy, kraiko, vandens keitimo bt
kainbario priezitiva atlickama laikantis jmongje patvirtintos valymo, plovimo ir
dezinfekavimo inshukcijm L‘ksperimento metu pyviinai bus stebimi Kasdien:
registruojamas fy svoris, pilve dydis ir bendra biiklg (stebima ar néra ankssiau
t¥vardinty streso poZymiy).

Experimental animals wre mahuatned in a designated system (cabiner) Noroit
A-Box 80 with temperature af 22°C / day-night eycle (day- [4 h, wight— 10 1),

relative fmidity ~50. lnoculated antinals will be held in separate eages feage
size 425 x 266 x 180 mim). Animal care, cage, bedding, water change and rooin
maitenance will be carrled owt following company approved cleaning and
desinfection lustrictions.  Animal welght, belly size and generdal heafth wiil be
observed daily.




T Prajekeo pavadinimas /.

Ferma patvirtinia

Valstybinés maisto ir veterinarijos tartybos
direktoriaus 2013 m. lapkridio 23 d.
jsakymu Nr. BL-761

{Bandymo su gyvinais projekto santravkos formos pavvzdys)

BANDY MO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMBIARY OF THE PROJECT FOR ENPERIMENTS ON ANIMALY

Project Title

*Laboratoriniy (bandomyjy) gyviiny mokslas® praktikos darbat
“Practical course i laboratary anitmal scivnce™

Projekto trukmd /
Buration of the Project

2015-06-01 - 2020-05-30

Reikéminiai zodzial (ne daugian kaip 33/
Kepwords (maximum 3)

Laboratoriniai gyvinai, procediros. mokymas
Laboratory aninals, procedures. training

“Projekto tikslas (-ai) /

Purpose of the Project

4.1, Fundamentaliviy moksliniy tyrimy tikslai /
Purpuse related to basic research

4.2, AtSkinamuyjy ar taikoinujy moksliniy tyrimy tikslai / X

| Purpose pelatea

4.3. Vaisty, maisto, padary ir kilg medziagy ar produkiy kiirimo, gamyhos,
kokybes, veiksimingumo ir saugumo tikrinimo tikslai sickiant i3vengti X
Zmoniy ir gyviny ligy ar sveikatos sutrikimy alsiradimo, sugaly ligu arba
i ity anomalijy atsiradimo ar jy poveikio, uatikrinti ligy prevencijy,

t dingnozavimg ne gydying, jvertinti, nustatyti, kontroliuoti ar pakeisti
zmoniy, gyviny arba augaly Fiziologing bikle ar gerinti gyvony gerove /
Purposes reluted o the contrel of pharmacenticals products, food feed or
ather matericls or the development, production. quality, efficiency und
safety of products sveking to prevent uman or animal diseases or fheir
health divorders, plant diseayes or wther abnormatities or their inpucts fo
esure the prevention of diveuses, their dingnosiy or treatment, o assoss,
idvitify, cantroel or change the physiological condition of humans, animals
ar plants or fimprove the aninied welfr e,

o translarional and applivd research

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei, X
apsungos tikstai /

Purposes related ta the profection uf natural environment in the tterests of
health or wellare of human beings or animaly

4.5, Moksliniy tyrimy tikslai sickinant atitinkamos rigies isaugojima/ | X
Puposes of scientific reasearch seeking the preservation of u certeih species

4.6. Aukitojo mokslo ar mokyme tikslai siekiant jgyti ar pagillnti profesines | X
tinias, kelti kvalifikacijg ¢

Puposes related to higher vducation or training atmed at gaining or
deepening professional krowledge or improving qualifications

4.7. Kriminaliniy tyrimy tikslai / T X
Puiposes related to forensic investications

proceduras

4.8. Tam tikros baiklés genetizkai modifikuoty gyvany, nenaudojamy Litose X
pracedirose. linijos sukarimo ir Islaikymo tikslai /

Purposes related t the development and muintenance of a colony of
genetically altered animals of & certain condition not used i other

3.

Projekto tiksly apragymas /
Description of the objectives of the
Project

Projekto tikslus - suteikdi teoriniy ir praktiniy Ziniy studentams bei apmokyti su
bandomaisiais gyviinais dirbancius asmenis.

Sio kurso praktikos darbal skirti humanidko elgesio su gyvanais jtvirtinimui,
eksperimentaviimo jgiklziy suformavimui.

The aim of the project is to provide theoretical and proctical fvonwvledge
laboratory animal sclence and o train suedents and staff sworking with
axperimental vnimaly.

Practical port of the cowrse s devored for the realization of the principhes of |
nntete experinentad ochnigue as well uy for the fiwvmation of praceical skills. |




. 6. Numatoms projekto trauda {t. y. kokin h

numatoma nauda atlikus projekty
mokshii, gyviinams ir (ar) zmonsms} /
Potential benefits ikely to derive from
the Project fi. e. how science could be
advanced ar kumany or animaly conld
heneflt from the projects

Haigus kursus, klausytojai jgys Sias kompetseijas:
- mokds elgtis su daZniausiai eksperimentuose naudojamais granzikais ir
triudiais;
- mokés utlikti pagrindines provedivas;
- gaws kvalifihacinl pazyméiima, sweikianti vykdyti cksperimentus su
gyvinais Lieluvoie ir ES.

Having completed the cowrse it is expected that the stidents and specialists
have the folfawing competences:
- prerform basic handling of common roderss and rabbits when nsed fir
reseqrchy
- perfarm busic animal procedures,
- achigve a parsonal license (o do so within the Lithuunia and Envope Union,

i
L
I

: 8. MNumatomas poveikis gyviinui {-ams)

7. Projekre munatomoes nasdeti gyviing

riidys ir prefiminarus gyvang kiekis (vnr.)/
Expected species and approxintute
aumbers of animeals o he wsed in the
Profect {in manbers}

3 mety ‘lﬁikotafpyjc planuocjama papaudoti 150 Jaboratoriniy peliy. 140
taboratoriniy ziurkiy ir 70 laborasoriniy trivsiy.

During § vears. it is planing to nse 130 Jaboratary wice, 140 faboratory rais
and 7U laboratory rabbits, B

atsizvelgiont j planucjamas bandymo su
gyvinais proceddras (1. y. kokj galimg
skausmg ar kan€ias galimal patirs
syvinugs ir kohs numatomas bandyme su
gyvanais procedilry uzbaigimo biidas) /
The expected effects on an animelfs} in
the context of the projseied procedures
af experiments on unimeals (i e expected
fevel of soverity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finatising the |
procedures of experfments on animaly)

Poveikis gyviinams bus minimalus, gyvinal patirs minimalig kandig iv labai
mazg nepatoguma; procedivos priskirfamos lengvy proceding kategorijai,
Didzioji naudoty gyviiny dalis galés biti naudojama pakartotinai; tik apie 20
peliy 5 mety laikotarpyje bus humanizhat nuzudyts, atlickant cervikaline
dislokacifa.

The expected effects on the arimals will be marinad; pain and suffering tevol
will be low. tirerefare muost af thenn swill &0 usod repeatediy,

During the § years, about 20 mice will be cuthanized after the acire cervieal
dislocation,

9. Projekfu vertinimas atgaline data (jeigu

reikalingss vertinimas ataaline data,
nerceyti, iki kada jis wri bod atliks)
Retrospective ussesment of the praject (i
the rewrvspective assesment iy needed the

deaditne has 1o be specified)

Nereikalingas

Do not needed

10,1, Gywy bandonagy gyviing naudojimo

t0. Reikalavimy mozint bandomyjy gyvany skaiciy bandymo su gyvinais procedfiroms, gerinti bandonwyjy gyvany naudojimo
sulygas ir taikyti metodus, leid#ancius pakeist bandomujy gyvany naudojimg bandymo su gyvinais procediiroms

alternaty viais métodais, jgyvendinimas /

Inplementetion of the requivements for the reduction of the number of animals used in procedures of experimenls vi
sndimals, refinement of conditions under which animals are used for the procedures and application of nethads, which
___vuable ike replacement of the use of animals in the procedures by alternative methods

ir alternatyviu metody nenaudajimo
reikalavimo tatkyimo pagrindimas /
Justification for vsing live animals and
Jor not using alternative methody

St prakiinio kurso darbo dalis skirta gyviiny laikymo. eksperimentavimo
jgtdZiy formavimui, todé] gyvenai ioje dalyie batini. Be to, klausytajai bus
supazindinami su alternatyviais metodais, kurie bus naudojami kitose io kurso
praktiniy uZsiémimg dalyse (demonstruojamt darbq su lasteliy kultiromis,
dirbtinés odos, dirbliniy organy, negyvo organizmo organy naudojime ir ke
metodus).

This part of the conrse gives a praciical introducing to Fandline, fowsing ard
experimenial wsing of laboratory animals and how o replace, refine and reduse
the use of tive animals fiw vesearch.

Alternative methods will be used in other ports of the vworkshops

(demonstration of cell culture, artificial skin, wrtificiol organs, parts of the
dead animals und efc.),

102, Bandomyjy gyvonu shaidiaus

Justificarion of the reduction of the

mnzinime reikalavimo talkyma
pagrindinas /

Bandomujy gyviinyg skaicius mdkymo procese prrinkias optimaliai. davgiau r‘nT“‘
mazioti nefmanoma. nes studentai turi juyli bent minimalius praktinius
jeidzius,




number of aninrals

impossible to reduce the number, because the studenis ninst achieve ot least the
: mininium practical skilfls

In the training convse the nwmber of laboratory animdls Is optimal, it is |

[0 3. Bandomyjy gyvinu naudejimo Visi mokyimuose naudajumi gyvinei gyvess iprastomis sglypomis, jokic |
sglygu gerinimo reikalavimo taikymo papildome streso Jie nepatirs. 1
pagrindimas /

Justification of the refiuzment of The animals will be waintained under frequent conditions, they will not suffer |
corditions under which animals are weod | wiv additional siress




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus 2013 m. lapkridio 25 d.
jsakymu Nr. B1-761

BANDYMOQ SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

[. Projekto pavadinimas /
Project Title

“I¥manaus antibakterinio pleistro kirimas panaudojant sidabro nanostruktiiras ir
biopolimerus NANOSMARTPLASTER)

Development of smart antibacterial plaster employing nanostructures of silver
and biopolymers (NANOSMARTPLASTER).

2. Projekto trukmé /
Duration of the Project

Nuo 2015-09-01 iki 2015-12-31
From 2015-09-04 #i}l 2015-12-31

3. Reik3miniai ZodZiai (ne daugiau kaip 5) /

Key words (maxinnum 5)

Antibacterinés savybés, pleistras, sidabro nanodalelés, pH indikatorius.
Antibacterial properties, plaster, silver nanoparticles, pH indicator.

4. Projekto tikslas (-ai) /
Purpose of the Project

TAIP/ {NE /
YES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikslai / NE
Purpose related to basic research NO
4.2. Aigkinamyjy ar taikomuyiy moksliniy tyrimy tikslai / TAIP
Purpose related to translational and applied research YES
4.3. Vaisty, maisto, pafary ir kity medziagy ar produkty karimo, gamybos, TAIP
kokybés, veiksmingumo ir saugumo tikrinimo tikslai sickiant i¥vengti YES

Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, vztikeinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmonhy, gyviiny arba augaly fiziologine biikle ar gerinti gyviiny gerove /
Purposes relafed to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent lnman or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or treatment, to assess,
identify, control or change the physiological condition of Inimans, animais
ar plants or improve the animal welfare,

4.4, Gamtinés aplinkos, reikalingos ¥moniy ar gyviiny sveikatai ar gerovei, | TAIP
apsaugos tikslai / YES
Purposes related to the protection of natural environment in the interests of
hrealth or welfare of uman beings or animals

4.5, Moksliniy tyrimy tikslai sickiant atitinkamos ruigies i¥saugojimo / NE
Puposes of scientific reasearch seeking the preservation of a certain species NO
4.6. Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines NE
Zinias, kelti kvalifikacija / NO

Puposes related (o higher education or iraining aimed at gaining or
deepening professional knowledge or improving qualifications

4.7. Kriminaliniy tyrimy tiksiai / NE
Purposes related to forensic invesiigations NO
4.8. Tam tikros biklés genetitkai modifikuoty gyviiny, nenaudojamy kitose NE
procediirose, linjjos sukiirimo ir itaikymo tikslai / NO

Purposes related 1o the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other

procedures

3. Projekto tiksly apradymas /

Description of the objeciives of the

FPraject

Projekto metu bus siekiama jrodyti, kad sidabro nanodalelés gali
biiti naudojamos kaip pavir§ingé gydymo priemoné gydant
Zaizdas, nudegimus, ar kitas odos patologijas, Kuriamas naujos
kartos antibakteriniu poveikiu pasiZymintis pleistras skirtas
apsaugoti Zaizdas nuo bakterijy. Pleistro pagrindu bus
naudojamos natiiralios medZiagos (celiuliozé, medvilng).
Dangos pavirsius bus parnogiamas abliacijos (ésdinimo) radijo
daZnio deguonies plazmoje biidu, véliau uZnefama DTA




biologiskai suderinama medZiaga su sidabro nanodalelémis.
Pleistro pavir§ius bus padengtas biopolimeriniu sluoksniu,
stabdandiu kraujavimg ir neleidZian¢iam pleistro paviriui
prilipti prie Zaizdos ar audinio pavirgiaus. ] pleistro struktiirg
(pagrindg) integruotas cheminis indikatorius, kuris biopolimero
poty deéka kontaktuos su audinio skyséiais ir reaguodamas |
besikeidiand&ia rugsting aplinkg (pH) leis preliminariai vizualiai
nustatyti Zaizdos gijimo eiga. Zaizdos aplinkos (pH) kitimas
yra vienas i§ Zaizdos gijimo biisenos indikatoriy, Taip pat bus
i¥bandomas pleistras, kurio pagrindas bus ruoSiamas pagal
naujg technologijg - pavir§iaus abliacija (ésdinimu)
femtosekundiniu lazeriu, siekiant sukurti papildomas struktiras
pavir§iaus plotui padidinti ir difuzijos efektui stiprinti. Kadangi
minétas pleistras (prototipas) skirtas naudojimui medicinoje,
biitina nustatyti pleistro sauguma makroorganizmams atliekant
cksperimentus su gyviinais. Gauti duomenys leistu jvertinti
prototipui naudojamy medZiagy sensibilizuojandias savybes
aplikavimo vietoje bei visam makroorganizmui (laboratoriniam
gyviinui). Be 8iy duomeny tolesnis prototipo kurimas ir
tobulinimas nejmanomas. Sukurtas pleistras padéty maZinti
antibiotiky vartojima.
During the project a new plaster will be made with silver
nanoparticles, which could be used for external skinfwound
treatment affer injures or other skin pathologies. The plaster will
be made of a new composite materials with antibacterial features.
Organic material like cellulose and cotton will be used as plasier
base. Plaster material will be prepared using abliation,
magnetron spulttering technologies and covered with
nanoparticles. Plaster's surfuce will be coated by biopolymer to
stop bleeding and minimize active plaster area adhesion to the
skin. A chemical indicator will be integrated info the plaster base.
It contacts to tissue throw the biopolymer pores and indicator will
respond into changes of wound's pH. It allows to keep visual
control on the wound treatment process. Changes of pH in the
wound area is one of wound condition indicator. Other plaster
will be stated also. The base of this plasier will be made by new
technology - abliation by femtosecond laser for widening active
plaster area and strengthening plaster diffusion activity, The new
plaster (prototype) intended for use in medicine so biological
safefy to macro organism’s data should be obtained by testing
them on laboratory animals. Provided date leads to evaluate
sensibilisation characteristic (local and to whole organism) of
materials which are used for plaster producing. New plaster
developing without this data is impossible. The new plaster
enables to reduce usage of antibiofics.

6. Numatoma projekto nauda (1. y. kokia
numatoma nauda atlikus projekta
mokslni, gyviinams ir (ar) Zmonéms) /
Potential benefits likely to derive from
the Project (i. e. how science could be
advanced or humans or animals could
benefit from the project)

Bus sukurtas iSmanusis pleistras, pasiZymintis antibakterinémis savybémis ir
padengtas specialia danga, maZinandia pleistro aktyvios dalies prilipimg prie
odos. Pleistro gamybai bus naudojamos aplinkai draugiskos medziagos.

A smart plaster will be developed with antimibaterial feature and covered by
coat witch enable active plaster parts be less adhesive to skin. All producing
materials are enviroinment-fiendly,




7. Projekte numatomos naudoti gyviiny
ridys ir preliminarus gyviing kiekis {vnt.}/
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

15 jiaros kiauly&iy ir 15 triu§iy. Konvenciniai.
15 guinea-pig 15 rabbits. Konventional.

8. Numatomas poveikis gyvinui (-ams)
atsizvelgiant | planuojamas bandymo su
gyvinais procediiras (t. v. kok] galimg
skausma ar kandias galimai patirs
gyvinas ir koks numatomas bandymo su
gyvinais procediiry uzbaigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Bandymas priskiriamas lengvy procediiry kategorijai. Uzbaigus bandymg
gyviinai bus gyvi, jy funkciné bikié nepakitusi.

According classification all procedures rated as slight procedure. According
procedure design animall stres, pain, death or euthanasia is not supposed.

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nuredyti, iki kada jis turi baiti atliktas) /
Retrospective assesment of the project (if
the retrospective assesment Is needed the
deadline has to be specified)

Nereikalingas.
Unniecessary.

10. Reikatavimy maZinti bandomyjy gyvany skaigiy bandymo su gyvilnais procediiroms, gerinti bandomyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZian&ius pakeisti bandomujy gyviiny naudojima bandymo su gyvinais procedtiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animals, refinement of conditions under wihich animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by alternative methods

10.1. Gywy bandomyjy gyviny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Netaikoma.
Not applicable.

10.2, Bandomuyjy gyviiny skaiiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Bandomyjy gyviiny grupés yra normalios (Viso 15 triuiy, 15ary kiaulygiy)
daugiau jy maZinti nejmanoma,

The test animalgroups are normall (ovetall -15 rabbits, 15 quinea pigs ) it is
impossible to reduce them

10.3. Bandomyjy gyviiny naudojinio
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals ave used

Gyvilnai gyvens jprastomis sglygomis, jokio papildomo streso jie nepatirs

Animals will be maintained under freguent conditions, they will not suffer any
additional stress




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus 2013 m. lapkrigio 25 d.
jsakymu Nr. B1-761

BANDYMO 8U GYVIUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

"Lygiagreciai atsirandandios ligos - alkoholizmas, depresija,
Sizofrenija, jy atsiradimo mechanizmai ir gydymas"

2. Projekto trukmé /
Duration of the Project

201504 20 - 2020 02 28

3. Reik¥miniai ZodZiai (ne daugiau kaip 5}/ | Alkoholizmas, depresija, 3izofrenija, mikrodialize, neurofiziologija

Key words (maximum 5}

4. Projekto tikslas {-ai) / TAIP/ | NE /
Purpose of the Project YES NO
4.1, Fundamentaliyjy moksliniy tyrimy tikslai / +
Purpose related to basic research
4.2, Aidkinamujy ar taikomujy moksliniy tyrimy tikslai / +
Purpose related to transtational and applied research
4.3. Vaisty, maisto, pafary ir kity medZiagy ar produkty kirimo, gamybos, -+

kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti
Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavimg ar gydying, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing biikle ar gerinti gyviny gerove /
Purposes related to the control of phavinaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent luman or animal diseases or their
heaith disorders, plant diseases or other abnormalities or their impacis to
esure the prevention of diseases, their diagnosis or treatment, to assess,
identify, control or change the Physiological condition of humans, animals
or plants or improve the animal welfare,

4.4, Gamtinés aplinkos, reikalingos zmoniy ar gyviiny sveikatai ar gerovet, +
apsaugos tikslai /

Purposes related to the protection of natural environment in the inferests of
heaith or welfare of humnan beings or animals

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos ragies i§saugofimo / +
Puposes of scientific reasearch seeking the preservation of a certain species
4.6, Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines +

Zinias, kelti kvalifikacija /
Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications

4,7, Kriminaliniy tyrimy tikslai / +
Prurposes related to forensic investigations
4.8. Tam tikros biiklés genetitkai modifikuoty gyviiny, nenaudojamy kitose +

procediirose, linijos sukiirimo ir i¥laikymo tikslai /
Purposes related to the development and maintenance of a colony of
genetically aitered animals of a certain condition not used in other

procedures
5. Projekto tiksly apradymas / Depresija yra labiausiai paplitusi sveikatos problema daugelyje ES valstybés
Description of the objectives of the nariy. Nors farmacijos kompanijos sidlo daug vaisty, skirty gydyti $ig liga, vis
Project délto nema¥a dalis pacienty lieka atspariis $iuolaikinei depresijos gydymao

strategijai. Taip yra délto, jog dabartiniai vaistai nuo depresijos nepasiZymi

receptoriy - taikiniy jvairove. Pagrindiniai vaistai nuo depresijos blokuoja vien
serofonino arba serotonino ir noradrenalino transporterius. Vis délto 3ie vaistai
néra efektyviis visais depresijos atvejais. Todé! pastaraisiais metais | depresijos
patofiziologinj mechanizmg buvo jtrauktos ir kitos neurofransmiteriy sistemos,




pvz. glutamato. Tai, kad glutamaterginé sistema dalyvauja depresijos susirgime
patvirtina ir tyrimai, rodantys, jog dauguma NMDA antagonisty, tokiy kaip
ketaminas, MK - 801 pasi¥ymi antidepresiniu poveikin gyviininivose depresijos
modetivose. Dél $ios priezasties reikia papildomy tyriny su gyviinais, kuriy
tikslas biity i3siaiskinti kaip ketaminas sukelia staigy antidepresinj poveikj, bei
koks yra glutamaterginés sistemos vaidmuo depresijos susirgime.

Sizofrenija yra dar vienas sunkiai gydomy psichiatriniy sutrikiny, sukeliangiy
invaliduma. Kol kas $izofrenijos gydymas yra paremtas intervencija
dopaminerging sistema smegenyse. Visgi §i gydymo strategija nepadalina visy
gizofrenijos simptomy. Dél Sios prieasties vis dar yra poreikis naujy vaisty,
kurie remtysi nauju poitiriu j Sizofrenijos gydyma. Neseniai mokslingje
literatiiroje atsirado tyrimy rodan&iy glutamaterginés sistemos svarbg
Sizofrenijos mechanizme, Kadangi glutamaterginé teorija apie izofreijos
susirgimg dar yra visai nauja, reikia papildomy tyrimy, kurie paai$kinty Sios
neurofransiuiterio sistemos svarbg Sizofrenijos susirgime bei potenciakius
kandidatus naujy vaisty kiirime.

Yra pastebéta, kad Zmonés, sergantys depresija, tuti didesng rizikg susirgti
alkoholizmu. Alkoholio vartojimas sergant depresija palaiko savipagalbos
teorijg, teigiandia, kad pacientas alkoholj vartoja kaip teraping priemong
depresijos simptomams maldinti, Zvelgiant j neurofarmakologines alkoholio
savybes, paaitkéja, jog alkoholis veikia daug neurotransmiteriy sistemy, kurios
svarbios depresijos susirgimo mechanizmui. Todél supratimas, kaip alkoholis
padeda pacientams "gydytis" depresijg, padéty ¥siaidkinti kokie galéty biiti
receptoriy taikiniai, kuriant naujos kartos antidepresantus, kurie biity saugesni
bei tikty net ir rezistenti$ky depresijy atvejais.

6. Numatoma projekto nauda (¢, y. kokia

numatoma nauda atlikus projekia
maokslui, gyviinams ir {ar) Zmonéms) /
Potential benefits likely to derive from
the Project (i. e. how science could be
advanced or humans or animals could
benefit fiom the project)

Sékmingai jvykdZivs & mokslinj projekta bus gauta nauja ir naudinga
informacija apie depresijos neurocheminj mechanizma, taip pat persiklojimo
mechaniznws tarp depresijos ir alkoholizmo susirgimy. Gautos Zinios
praversty naujy vaisty kiirimo procese, kadangi Zinant ligos atsiradimo
mechanizmg, bus Zinomi ir potencialfis vaisty taikiniai - receptoriai. Tie
patys principai galioja ir Sizofrenijos susrigimui. Naujos Zinios apie fio
susirgimo  patologinj mechanizma biity  panaudotos  kuriant naujus
Sizofrenijos gydymo metodus, vaistus,

. Projekte numatomos naudoti gyviiny
ridys ir preliminarus gyviing kiekis (vnt.) /
Expected species and approximate
nwmbers of animals to be used in the
Project (in numbers)

Moksliniams eksperimentams bus naudojami bandomieji gyvinai - Ziurkés
(Wistar veisiés, tik Ziurkiy patinai). Farmakologiniy medZiagy testavimui
bus panaudota apie 864 Ziurkiy patiny. Psichiatriniy ligy modeliy kirimui
bus naudojamos 216 pateliy, i§ kuriy bus veisiami patineliai.

. Numatomas poveikis gyviinui (-ams)
atsiZvelgiant j planuojamas bandymo su
gyvilhais procediras (t. y. kokj galimg
skausmg ar kancias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiny uzbaigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experimenis on animals (i. e. expected
level of severity of pain or suffering fo be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experinients on animals)

Projekto vykdymo metu su bandomaisiais gyviinais bus atlickamos vidutinio
sunkumo procediros remiantis procediiry sunkumo kiasifikacija. Dél su
gyvinu atliekamos procediiros gyviinas patirs trumpalaikj nedidelj skausma,
kandia ar baimg, o gyvino gerové ir bendra biuklé labai nepabloges.
Nedidelis skausmas bandomiesiers gyviinams galimas tik vaisty suleidimo
i pilvaplévés sritj ir audiniy gijimo po chirnrginés galvos operacijos metu.
Siekiant sumaZinti bet kokias galimas gyviino kandias bus naudojama
vieting ir bendra nejautra bei pooperacinis nuskausminimas. Gyviinai bus
nugaifinti baigus procediira.Procediros uzbaigimas bus atlickamas fiziniu
metodu: atlickama cervikaling kaklo slanksteliy dislokacija arba naudojama
mirtina  anestezijos dozé. Bandomojo gyviino Zudymas baigiamas
patvirtinus kaklo inirima ir kraujo cirkuliacijos nutraukimg.

. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada jis turi buti atliktas) /
Retrospective assesment of the project (if
the retrospective assesment is needed the
deadline has to be specified)

10, Reikalaviny maZinti bandomyjy gyviing skaitiy bandymo su gyviinais procediiroms, gerinti bandomuiy gyviing naudojimo

salygas ir taikyti metodus, leidZianéius pakeisti bandomuyjy gyviiny naudojimg bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on




animals, refinement of conditions under which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by allernative methods

10.1.  Gyvy bandomyjy gyviing naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Projekto  metu  bus  atlickami  neurocheminiai  {(mikrodializé)} ir
elektrofiziologiniai tyrimai. ie tyrimai yra invaziniai ir negali biti atlikti su
Fmonémis. Vis délto jie reikalingi norint i¥siaikinti ir surinkd informacija apie
ligy atsiradimo mechanizmus. Tokios ligos kaip depresija ir §izofrenija gali biiti
sumodelivotos gyviinuose ir dél Sios prieZasties su jomis gali biiti atlickami
minéti neurocheminiai bei elektrofiziologiniai tyrimai. Kadangi projekto metu
bus vertinamas farmakologiniy medZiagy poveikis minétoms ligoms, reikia, kad
dirbtume su gyvais gyviinais ir vertintume jjy elgsenos poky&ius.

10.2. Bandomyjy gyviiny skaidiaus
mazinimo reikalavimo faikymo
pagrindimas /

Justification of the reduciion of the
number of animals

Tam, kad i§vengtume pertekiinio gyviiny naudojimo bus atlickama kruopiti
literatliros analizé mokslinio projekto tematikos srityje siekiant jvertinti kas jau
yra atlikta uZsienio Zalyse bei Lietuvoje. Atsirinkus fuos straipsnius, kuriais
remsimés atlikdami savo mokslinj projekts, pakartosime gautus rezultatus,
kadangi mokslingje literatiiroje vis labiau gauséia neatsikartojanéiy rezultaty.
Todél tam, kad misy projektinis darbas nebiity paremtas klaidingomis
hipotezémis, mums svarbiy straipsniy rezultatus patikrinsime pakartodami juos
savo laboratorijoje (tai darysime, jei straipsnio rezultaty niekas kitas nebandé
pakartoti}.

Vykdant projekte numatytus darbus ir siekiant optimizucti bandomyjy gyviiny
skaitiy bus atliekami i¥samils alkoholio bei kity farmakologiskai aktyviy
medZziagy poveikio skirtingoms galvos smegeny sritims mikrodializés bei
elektrofiziologijos tyrimai. Bus renkami, kaupiami ir analizoojami jvairiy
parametry  statistiniai  duomenys, tam, kad ateityje iSvengti perteklinio
bandomuyjy gyviiny naudojimo pakartotiniams tyrimams,

10.3. Bandomyjy gyviing naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Bandomieji gyvinai (#iurkés) bus veisiami, auginami ir laikomi vadovaujantis
nawjausiomis bandomuyjy gyviiny naudojimo mokslinivose eksperimentuose
direktyvos reikalavimais. Visos bandomujy gyviing laikymo salvgos atitinka
keliamus  direktyvy reikalavimus, Gyvenamieji narvai yra standartinio
reglamentuoto dydio, gyviinai Seriami tik jlems skirle visaverdiu pa¥aru,
palaikoma pastovi aplinkos temperatiira, drégmé, $viesos reZimas (igskyrus tuos
atvejus, kuomet depresijos modeliavimas reikalaus kitokiy faikymo sglygos,
kurios bus trumpalaikés). Personalas ir tyréjai yra apmokyti dirbti su gyviinais
nesukeliant jiems nereikalingo streso, baimés ar skausmo.

Siekiant apsaugoti bandomuosius gyviinus nuo bereikalingo streso, skausmo,
kangios ar baimés kickvieng diena juos stebés ir jais rapinsis kvalifikuoti
vivariumo “darbuotojai. Kadangi streso naudojimas eksperimentuose su
gyvimais bus biitinas modelivojant depresijy, bus imtasi visy jmanomy
priemoniy siekiant jo kiekj sumainti kitose procediirose. Tie patys principai
galios ir modeliuojant Sizofrenijos susirgimg, ty. bus stengiamasi stresg
sumaZinti iki minimalaus kickio, Kadangi modelivojant Sizofrenija bus
naudojama virusiné motinos organizmo infekeija, bus imtasi visy priemoniy
uZtikrinti grieZtesng gyviiny prieZiiirg ir stebéseng.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus 2013 m, lapkricio 25 d.
jsakymu Nr. B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

Comorbid disorders - alcoholism, depression, schizophrenia - pathological

1. Projekto pavadinimas /
Project Title mechanisms and treatment
2. Projekto trukmé / 2015 04 20 -202002 28

Duration of the Project

3. Reik#miniai ZodZiai (ne daugiau kaip 5)/

Key words (meavimum 3)

Alcoholism, depression, schizophrenia, microdialysis, neurophysiology

4,

Projekto tikslas (-ai) /
Purpose of the Praject

TATP/
YES

NE /
NO

4.1, Fundamentaliyjy moksliniy tyrinny tikslai /
Purpose related to basic research

+

4.2. Aitkinamyjy ar tatkomuyjy moksliniy tyrimy tikslai /
Purpose relaied to translational and applied research

..I..

4.3. Vaisty, maisto, padary ir kity medZiagy ar produkty kirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai sickiant i3vengti
Fmohiy ir gyviing ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsivadimo ar jy poveikio, vztikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontrolinoti ar pakeisti
#moniy, gyviiny arba augaly fiziologing biikle ar gerinti gyvilny gerove /
Purposes related to the control of pharimaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent hnman or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts fo
esure the prevention of diseases, their diagnosis or reatinent, to assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei,
apsaugos tikslai /

Prrposes related to the profection of natural environment in the interests of
health or welfare of human beings or animals

4.5, Moksliniy tyrinwy tikslai siekiant atitinkamos riifies i¥saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Auk3tojo mokslo ar mokymo tikstai siekiant jgyti ar pagilinti profesines
Finias, kelti kvalifikacija /

Puposes related to higher education or training aimed al gaining or
deepening professional knowledge or improving qualifications

4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros bikiés genetitkai modifikuoty gyviinyg, nenaudojamy kitose
procediirose, linijos sukiirimo ir i§laikymo tikslai /

Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other
procedures

5. Projekto tiksly apra¥ymas /
Description of the objectives of the

Project

Depression is the most prevalent psychiatric disorder in the EU countries,

Although pharmacological companies had developed a lot of compounds,
specifically for the treatment of this disorder, a lot of patients are resistant to
this treatment. It could be explained by the fact that all of these medications
have one targef, The main medication from depression blocks either
serotonin fransporter or both serotonie  and noradrenaline fransporters.
However, these drugs aren't effective in all depression cases. Therefore
other neurotransmitter system's, such us glufamate where involved in the
pathophysiological mechanism of depression. In the scientific literature
there are a lot of evidence, which implicate the involvement of
glutamatergic system in  depression neurochemical mechanism. For




example, NMDA receptor antagonists, such us ketamine, MK - 801, possess
antidepressive properties. Therefore there is still a need for additional
information in order to explain the antidepressant effect of ketamine and
what is the role of glutamatergic system in depression pathophysiology.

Schizophrenia is another psychiatric disorder which does not have proper

treatment and therefore often causes disablement. At this stage,
schizophrenia is treated with agents, affecting dopaminergic system
function. However, this itreatment strategy does not diminish all of the
symptoms. Therefore there is stifl need for the new drugs, which could be
created by another approach o this illness. Recently, there was evidence in
the scientific literature that glutamatergic system is involved in the
disorder. As glitamatergic system role in the schizophrenia disorder is new,
we need further investigations, which could explain this neurotransmitter
role in the pathophysiology of schizophrenia and possibte treatment targets.

It was shown that peopie, who have depression, have higher risk to develop

alcoholism. Intake of alcohol while having depression supports opinion that
alcohol is a self - medication agent used fo treat depression symptoms. If we
look into the pharmacological properties of alcohol, we could see that
alcohol affects a lot of neurotransmitter systems, which are important in
depression newrobiology. Therefore, detailed and thorough knowledge about
the mechanism how alcohol can ireat depression symptoms could help
understand what could be the future targets of drugs used to freat
depression,

6. Numatoma projekto nauda (1. y. kokia

numatoma nauda atlikus projekia
mokslui, gyviinams ir (ar) Zmonéms) /
Potential benefits likely to derive fiom
the Project (i. e. how science could be
advanced or lnans or animals could
benefit from the project)

In case of succesful accomplishment of this project we would get new and

beneficial information about depression neurochemical mechanism as well
as underpinning mechanisms between depression and alcoholism. This new
knowledge could be beneficial for new drug development, because if we
kirow the precise mechanism of the disease, we know the new targets -
receptors for the drugs. Th