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

ANIMALS

Project Title

1. Projekto pavadinimas /

cksperimentinivose triuivose

Egzosomomis pagristy paZangiy vaistiniy preparaty tyrimas,
atlickant naujausiy moksliniy tyrinny ir neinvaziniy in vvo
vaizdinimo metodiky jgalintus akiy ligy modelius

Exosome based research of advanced pharmacenticals by doing
nesest scientific research and nowinvasive in vivo imaging methods
of eye disease models in the experimental rabbits

2. Projekto trukme /

Duration of the Projeet

201901 02 -2021 12 31
0201 2019-3112202)

kaip 5)/

Key words (maximum 5)

3. Reik&miniai Zod%iai (ne daugiau Egzosomos, akys, trindiai, tyrimai

Exosomes, eyes, rabbits, research

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

TAIP/
YES

NE/NO

4.1. Fundamentaliyjy moksliniy tyrimy tikslai /
Pripose related {o basic research

NE/NO

4.2, Aiskinamyjy ar taikomyjy moksliniy tyrinwy tikslaj /
Purpose related to translational and applied research

TAIP/
YES

4.3. Vaisty, maisto, pagary ir kity medZiagy ar produkiy
kiirimo, gamybos, kokybes, veiksmingumo ir saugumo
tikrinimo tikslai sickiant i$vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalily atsiradimo ar jy poveikio, uztikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviny arba augahy
fiziologing biklg ar gerinti gyvilmy 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 oy
their health disorders, plant diseases or other
abnormalities or their impacts 1o esure the prevention of
diseases, their diagnosis or treatment, to assess, idenfify,
control or change the physiological condition of humans,
anitnals or plants or improve the animal wel‘are.

TAID
YES

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

Purposes relaied 1o the protection of natural
environment in the interests of health or welfare of

NE /NO

hman beings or animals

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos rasies
i#sangojime /- T T

Puposes of scientific reasearch seeking the preservation
of a certain species

NE/NO

4.6. Aukstojo mokslo ar mokymo tikslai siekiant jeyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

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

NE / NO

|




4.7, Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

NE/NO

4.8. Tam tikros biiklés genetiskai modifikuoty gyviiny,
nenaudojann kitose procediirose, linijos sukirimo ir
islaikymo tikstai /

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

NE /NO

5. Projekto tiksly apragymas /
Description of the objectives of the
Project

Egzosomos yra visy tipy lasteliy iskirtamos 40-

100 nm dydzio ekstralgstelinés vezikulés,
wnanosferos* turinéios dviguba membrana,
priklausomai nuo to, kokiose Igstelése
susiformuoja, turindios labai skirtinga, tai
lgstelei bitdinga sudétj. Egzosomomis yra
priimta vadinti i§orinéje lasteliy aplinkoje
(angl, extracellular matrix / melieu) esandias
endocitotines vezikules, kurios susidaro, kai
vélyvosios endasomos arba multivezikuliniai
kneliai (angl. multivesicular body, MVB),
susilieja su plazmine membrana ir juose
esandios vidinés vezikulés (angl. infraluminal
vesicle, ILV} yra i§skiriamos  lgsteiés iSore.
Per keleta pracjusiy mety gausiis egzosomy
tyrimai patvirtino, kad egzosomos dalyvauja
tarplgstelingje komunikacijoje, lasteliy signaly
perdavime, tiek artimais, tiek ir tolimais
atstumais organizme veikia Igsteliy ir audiniy
metabolizmg bei daro jtaka audiniy reakeijai |
paZeidimus, uzdegima, infekeijg ir liga. Dél
§iy savybiy bei dél to, kad naudoja natiiralius
ir jprastus lasteléms komunikavime ir
transportavimo mechanizmus, atitinkamy
lasteliy idskirtos egzosomos, turi didelj
taikymy potencialg paZangivose gydymo
metoduose, tokivose kaip prie§véZing
terapija, vakcinacija patogenais,
imunomoduliacija, regeneracing (lasteliy)
terapija bei tiksling vaisty pernaga.

Tagiau prie§ cgzosomy, kaip terapinés priemonés

taikymus yra biitini i$samils ir objektyviis
ikiklinikiniai tiksliniy egzosomy tyrimai in
vitro ir i1t vivo, nustatant §iy egzosommy
veikimo principus, jy pernelamas mediagas,
transporto kelius ir mechanizns,
pasiskirstymg ir kaupimasi gyvame
organizie, jy tikslinio poveikio efektyvumg,
galima innmogeniskumg bei galimus
nepageidaujamus efekitus.

Deja, Siame paZangiy vaistiniy preparaty vystymo

etape atsiskleidzia gilus atotritkis tarp mokslo
atradimy ir jy taikymy klinikinéje praktikoje
(angl. translational gap), nepaisant dideliy
inveslicijy | paZangios terapijos vaistiniy
preparaty vystymg, Gydymo technologify ir
vaisty iSvystymo iki taikynw klinikingje~ -
praktikoje bendras sékmés rodiklis yra labai
Fermas:

net 85 proc. i§ ikiklinikiniuose tyrimuose
patvirtinty naujy vaisty ankstyvyjy klinikiniy
tyrimy metu neparodo pakankamo
efektyvumo;

tik pusé i§ vaistiniy preparaty, i$vystyty iki
1H-ios klinikiniy tyrimy fazés, yra




patvirtinama tinkamais klinikiniams
taikymams.

Pagrindine tokio Zemo efektyvumo perkeliant
mokshiniy tyrimy rezultatus j taikymus
Zmonéms problema yra jvardinama,
netinkamat atliekami ikiklinikiniai tyrimai
biomodelinose, ir ypatingai — gyviiny
modelivose, Siekiant sklandaus ir sékmingo
68Z0s0Imoinis pagristy vaistiniy preparaty
vystymo, yra retkalingi kokybiski,
konkregiam tikslui pritaikyti (angl, fit-for-
purpose) ir validuoti ikiklinikiniai gyviiny
modeliai, kurie tiksliai imituoty Zmoniy
susirgimo sglygas bei jgalinty ne tik saugumo
bet ir vaistinio preparato efektyvumo
(farmakodinamikos/farmakokinetikos sasajy,
{sisavinimo, pasiskirstymo, metabolizmo ir
padalinimo) tyrintus,

Projekto jgyvendinimo metu planuojama sukurti
vieng pasaulinio ir du rinkos naujumo
produkins:

- Produktas I: ikiklinikinis sausy akiy sindromo
(angl. dry cye disease, DES) modelis
eksperimentininose triugivose:

- Produktas 2: ikiklinikinis choroidinés
neovaskuliarizacijos (angl. choroidal
neovascularization, CNV), kuari yra $lapios
amzinés geltonosios démés degeneracijos
(AMD) prieZastis, modelis
eksperimentiniuose tringiuose;

- Produktas 3: ikiklinikinis padidéjusio
kraujagysliy 1+ alaidumo (angl. vascular leak),
kuris yra vienas i§ diabetinés retinopatijos
(DR) pozymiy, modelis eksperimentiniuose
triufivose.

Exosomes are all-cell-derived extracellular
vesicles of 40-100 i in size, a double-
membrane comtaining "nanospheres”,
depending on which cells form a very
different, cellular-specific composition.
Endoscapic vesicles present in exosomes are
called endocylosis, which are formed when
the late endosomes or multidisciplinary
bodies (MVBs) blend vith the plasma
membrane and the intraluninal (intraluminal)
vesicle, ILV) are isolated from the outside of
the cell. Over the past several years,
numerots exosomal studies have confirmed
that exosomes arve involved in intracellular
communication, cell signal mansmission, both
close and long distances in the body, affecting
the metabolism of cells and tissues and
affecting the tissue's response to damage,
inflammation, infection and disease. Because

- of these properties and because of the use of
natural and cusiomary communication and
transport mechanisms for cells, exosomes
isolated by the cells in question have a high
potential for application in advanced
therapies, such as anticancer therapy,
pathogenic vaceination, immunomodulation,
regenerative (cell) therapy and targeted drug
delivery .




However, prior to the exosomal application as a
therapeutic tool, comprehensive and objective
preciinieal studies of target exosomes in vitro
and in vive are required to deterntine the
principles of aetion of these exosomes, their
transport substances, iransport routes and
mechanisms, distribution and accumulation in
the living body, their target effect efficacy,
pofential imnmogenicify and possible
undesirable effects.

Unfortunately, this advanced stage of
development of advanced medicines reveals g
deep divide between scientific discoveries and
theiy translational gap, despite significant
investments in the development of advanced
therapies. The overall success rate for
freafment technoiogy and drug development
prior lo ciinical practice is very low:

- even 85% fiom pre-clinical ivials of new drugs
in early clinical trials does not show sufficient
efficacy,

- only half of the medicinal products developed
prior io Phase I clinical trials ave approved
Jor appropriate clinical applications.

The main problem of such low efficiency
translating research results into applications
Jor humans is the problem, improperly
performed pre-clinical studies in biomeodels,
and especially in animal models. In order to
ensure the smooth and successful development
of exotic-based medicinal products, high-
quality, fit-for-purpose and validated pre-
clinical animal models that accurately imitate
human conditions and enable not only the
safety but also the efficacy of the drug
(pharmacodynamics / pharmacokinetic
interactions, assimilation, distribution,
metabolism and excretion).

During the implementation of the project, it is
planned 1o create one global and two market
novelty products:

- Product 1: Pre-clinical dry eye disease (DES)
model in experimental rabbits;

- Product 2: Preclinical model of choroidal
reovascularization {choroidal
nevvascularization, CNV), which is the cause
of wet perennial macular degeneration
(AMD) in experimental rabbits;

- Product 3: Pre-clinical model of vascular leat,
which is one of the features of diabetic
retinopathy (DR), in experimental rabbits,

6. Numatoma projekto nauda (t. y.
kokia numatoma nauda atlikus
projektq mokshui, gyvinams ir (ar)
Zmowems)/
Potential benefits likely to derive
Sfrowr the Project (i, e. how science
could be advanced or humans or
animals could benefit from the
project)

Produktas 1: ikiklinikinis sausy akiy sindromo
(angl. dry eye disease, DES) modelis
eksperimentiniuose triuginose;

=__Produktas 2: ikiklinikinis choroidinés
neovaskuliarizacijos (angl. choroidal
neovascularization, CNV), kuri yra Slapios
amZinés geltonosios démés degeneracijos
(AMD) prieZastis, modelis
cksperimemntiniuose triudivose;

- Produktas 3: ikiklinikinis padidéjusio
kraujagysliy pralaidumo (angl. vascular leak),

kuris yra vienas i§ diabetinés retinopatijos




(DR) poZymiy, modelis eksperimentiniuose
triusivose,

Nauji preparatai, kurie turés aukstg efektyvumo ir
saugumo rodiklj, toliau keliaus | klinikinius
tyrimus su Zmonémis, Rinkoje miisy tirti
prepavatai galély pasirodyti apie 2025 m.

Product 1: Pre-clinical dry eye disease (DES)
model in experimental rabbits;

- Product 2: Preeclinical model of choroidal
neovascularization (choroidal
neovascularization, CNV), which is the cause
of wet perennial macular degeneration
{(AMD) in experinental rabbits;

- Product 3: Pre-clinical model of vasculay leak,
which is one of the feaiures of diabetic
refinopathy (DR), in experimental rabbits.

New products that will have a high level of
efficacy and safety will continue to be
transmitted to clinical trials with humans. The
products we tested on the market could
appear around 20235,

7. Projekte numatomos naudoti
gyvimy ridys ir preliminarus
gyving kiekis (vat.} /

Expected species and approximale
numbers of animals to be used in
the Project {in numbers)

Naujosios Zelandijos triugiai (Oryetolagus
cuniculus) 360 vnt

New zealand rabbits (Oryctolagus cuniculus)
360 pes.

8. Numatomas poveikis gyviinui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyvinais procediiras
(t. y. kokj galimg skausmg ar
Yundias galimai patirs gyviinas ir
koks numatomas bandyme sn
gyviinais procediiry uzbaigimo
buidas} /

The expected effects on an
animal(s) in the coniext of the
projected procedures of
experimenis 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 procedurves of
experiments on animals)

Procediiry metu gyviinai nepatirs skausmo, visos
procediiros yra priskiriamos lengvai ir
vidutiniai kategorijai. Gyviinai bus
eutanaznojami pentobarbitalio preparatu. /

During procedures animals will not suffer from
pain, all procedures arve categorized light and
everage severety level. Animals will be
euthanized with penthobarbital drug product.

9. Projekto vertinimas atgaline data
(ieigu reikalingas vertinimas
atgaline data, nurodyti, iki kada jis
turi biiti atliktas) /

Refrospective assesment of the
project (if the retrospective
assesment is needed the deadline
has to be specified)

NE/

NO

metodais, jgyvendinimas /

10. Reikalavimy maZinti bandomyjy gyviiny skaitiy bandymo su gyvitnais procediroms,
gerinti bandomuyjy gyviiny naudojimo sglygas ir taikyti metodus, leidZiancius pakeisti
bandomyfy gyviiny naudojima bandymo su gyviinais procediroms alternatyviais

Implementation of the reguirements 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
naudojime ir altematyviy metody

Reikalingas  gyvas  organizmas su pilna

neurohumoraline sistema ir pilnu atsaku,




nenaundojimo reikalavimo taikymo
pagrindimas /

Justificiition for using live animals
and for nol using alternative
methods

Jull

Live  organisms are  needed  with
neurolumoral systent ant clear response.

10.2. Bandonyjy gyviiny skaiéiaus
mazinimo reikalavimo taikymo
pagrindimas / :

Justification of the reduction of the
number of animals

360 trivdiai reikalingi, kad gautume aukiilg
duomemy patikimuma. Projekto metu buvo
atsizvelgta | 3Rs koncepeija.

360 rabbits are needed to obtain high data
reliability. In the project we take in to account of
3Rs conception.

10.3. Bandomujy gyving naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Gyviiny laikymo aplinka, narvai ir laikymo
salygos, visos atliekamos procediros atitiks 2010
m. rugséjo 22 d. Europos Parlamento ir Tarybos
dircktyvos 2010/63/ES dél mokslo tikslais
naudojamy gyviing apsangos reikalavimus.

Al housing environment, cages, procedures will be
according to 2010/63/EU directive,




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

TProjekto pavadinimas /
Project Title

»Augaliniy biologiskai aktyviy junginiy veikimo mechanizmo inksty
ifemijos/reperfuzijos metu fyrimas®

» Investigation of plant biologically active componnds activity during
rendl ischemia / veperfusion

2, Projekto trukmé /
Duration of the Project

2019-03-15 — 2023-09-01

Key words (maximum 5)

3. ReikSminiai ZodZiai (ne daugiau kaip 5)/ | Kavos rilgdtis, kavos riigéties fenetilo esteris, inkstai, ifemija/reperfuzija,

mitechondrija
Caffeic acid, cqffeic acid phenethyl ester (CAPE), kidney,
schemia/veperfusion, mitochondria

4, Projekto tikslas (-ai) / TAIP/ NE /NO
Purpose of the Project YES
4.1, Fandamentaliujy moksliniy tyrimy tikslai / TAIP/
Purpose related fo basic research YES
4.2. Ai8kinamuyjy ar taikomyjy moksliniy tyrimy tikslai / TAIP/
Prrpose related to translational and applied research YES
4.3. Vaisty, maisto, padary ir kity medZiagy ar produkty NE /NG

kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant i§vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikiny atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, utikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
konfroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing biiklg ar gerinti gyviiny gerove /

Purposes related fo 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 thelr impacts fo esure the prevention of
diseases, their diagnosis or lreatment, to asvess, identify,
confrol or change the plysiological condition of humans,
aninals or plants or improve the animal welfare.

4.4. Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny NE/NO
sveikatai ar gerovei, apsaugos tikslai /

Purposes velated to the peofection of natural environment
in the interests of health or welfave of human beings or
animals

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos rigies NE/NO
i8saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

4.6. Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar NE/NO
pagilinti profesines Zinias, kelti kvalifikacijg /

Puposes related to higher education or training aimed af
gaining or decpening professional knowledge or
improving qualifications

4.7. Kriminaliniy tyrimy tikslai / NE/NO
Purposes related to forensic investigations




4.8. Tam tikros buiklés genetidkai modifikuoty gyviimy,
nenaudojamy kitose procediirose, linijos sukiirimo ir
Blaikymo tikslai /

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

NE/NO

5. Projekto tiksly apradymas /
Description of the objectives of the
Profect

Sio tyrimo tikslas — i3tirti biologitkai aktyviy junginiy (fenoliniy
rig&éin, jy esteriy ir kt.) susikaupimg ir jy poveikio molekulinius
mechanizmus inksty i$emijos/reperfuzijos in vifro irfarba in vivo metu,
The aim of this study is to investigate the accumulation of biologically
active compounds (phenolic acids, their esters, etc.) and their
molecular mechanisms in vitre and / or in vivo in venal ischemia /
reperfusion.

6. Numatowma projekto nauda (¢, y. kokia
numatoma nauda atlikus projekiy
mokslu, gyviinams iv (ar) Zmonéms) /
Potential benefiis likely to devive from
the Project {i. e. how science could be
advastced or humans or animals could
beneflf from the project)

Zinoma, kad i$emijos/reperfuzijos metu vystosi mitochondrijy (Iastelés
organeliy, atsakingy uz ATP sinteze oksidacinio fosforilinimo biidu)
paZaida, todél aktualu ieSkoti potencialiy junginiy, galin&iy apsaugoti
mitochondrijas ir lgsteles nuo oksidacinio streso sukeltos paZaidos. Sio
darbo metu inksty i¥emijos/ reperfuzijos in vivo eksperimentiniy gyviiny
modelyje tirsime i§emijos/reperfuzijos-salygota paZaidos mechanizmg ir
ieskosime potencialiy antioksidaciniu ir priefu¥degiminiu poveikiu
Jjunginiy, galingiy apsaugoti mitochondrijas nuo oksidacinio streso
sukeltos pazaidos. Tai turés pagrindg tolimesniems tyrimams, kuriant
kryptingiau potencialius preparatus nuo inksty i$eminio paZeidimo ir
oksidacinio streso sukeltos paZaidos,

1t is well known that ischemia/veperfusion injury induces cellular damage,
which is accompanied by a variety of metabolic alterations. It is therefore
imporiant to look for potential compounds that can protect ihe
mitochondria and cells from oxidative stress. In this work we will
tnvestigate ischemic/reperfission injlury and look for potential antioxidant
and antiinflammatory effects of compounds that can protect against
damage caused by oxidative siress by mitochondria in kidney
ischemia/reperfusion in vive animal experimental model. This will
provide the basis for further research, more targeted development of
potential products from damage to the renal ischemic damage and
oxidative siress.

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

Pilkoji Ziurké (Rattus norvegicus) Wistar klono
(175 vnt.)
Grey rat (Rattus norvegicus) Wistar clone (175)

8. Numatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandymo su
gyvilnais procediiras (L. y. kokj galima
skausmag ar kandias galimai patirs
gyviinas ir koks numatomas bandymo
su gyviinais procediry u?baigimo
biidas) /

The expected effecis on an animalfs) in
the context of the projected procedures
of experiments on animals {i. e.
expected level of severity of pain o
suffering to be likely experienced by an
animal and what is the expected way of
JSinalising the procedures of experiments
on animals)

Bus atlickamos tirpaly injekcijos j veng arba gyviiny givdymas per os,
mitochondrijy i$skyrimas tyrimams. Numatomas bandymo su
gyvinais procediin uzbaigimo biidas — gyviiny eutanazija. Gyviinai
nepatirs skansmo, kangios ir baimés,

This will include injection into cavity and/or arrosage per os, tissue
(kidney) sampling and mitochondria for analysis . Fxpected animal
test procedures of completion method - animal enthanasia. Aninals

will not syffer pain, agony and fear.

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

Nereikalingas
Unnecessary




10. Reikalavimy maZinti bandomuyjy gyviimy skaiéiy bandymo sn gyviinais procediiroms, gerinti
bandomyjy gyviiny naudojimo salygas ir taikyti metodus, leidXianéius pakeisti bandomuyjy
gyviiny nandojimg bandyno su gyviinais procediiroms alternatyviais metodais,

jigyvendinimas /

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 bandomuyjy gyviiny naudojimo
ir alternatyviy metedy nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Tik in vitro tyrimu negausime detaliy rezultaty, todél yra reikalingas
gyvas organizmas, $io tyrimo metu svarbu stebéti biologiskai aktyviy
Jjunginiy susikaupimg gyvame organizme ir jy poveikj mitochondrijy

funkeijoms, esant ifemijai/reperfuzijai.

Only the in vitro study will not gef the details vesull, so a living organism
is needed. In this study, il is important to monitor the accumulation of
biologically active compounds in the living body and their effects on
mitochondrial functions in the ischemia / reperfission.

10.2. Bandomuyjy gyviing skaitiaus
mazinimo rejkalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Gyviiny skaiéius pagal projekto uZdavinius pasirinkias optimaliai, maZinti
ju kiekj ar galvoti apie galimybes tai padaryti ateityje e metu negalima,
Be abejonés, nustatius, kad cksperimento rezuliatal atsikartoja, atsirasty
galimybé sumaZinti gyviiny kiekj.

The number of animals in accordance with the objectives of the project
chosen optimally, fo reduce their number or fo think about the opportunities
to do so in the future is not curvently available. If duplication of the
experiment results will be determined, the reduction of animals will be
muade.

10.3. Bandomyjy gyviiny naudojimo sglygy
gerinimo reikalavimo faikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are
used

Numatyta atlikti minimaly bitiniausiy procediiry skai¢iy vienam gyviinui,
taip siekiant iSlaikyti kuo geresnes salygas gyviinams viso eksperimento
mety, Biologiniy tyrimy centro narveliai yra § cm auk¥esni, o tai leid¥ia
Fiurkéms laisviau judéti,

The minimal number of the most necessary procedures per animal will be
done in order to maintain the best possible couditions for animals
Hroughout the experiment, Cages in the centre are 5 em taller, which is
beiter for animals to move more fieely.




BANDYMO SU GYVONALS
NON-TECHNICAL SUMMARY OF

Project 1iile

3. ReikEminiai Fod7iai {
kaip 3)/

1. Projeko tikslas (-
al)/

Purpose of the
Project

1. Prajekto puvadinimas /

2. Projekto trulang /
__Pawation of the Project _

Key words (maimun 5)

Forma patvirtinta

Valstybinds maisto ir velerinarijos tarjrybos

direktoriang
2013 m. Japkrigio 25 d,
isakymu Mr. B1-761

Zearalenono, jo derivat
karviy organizime ir organizano atsakas/

2019-03-01 - 20622-02-28

ne davgiau | karve, mikofokstuai, biotrans{orma

U SR

(4.1, ﬁagitlﬂl})Eitiafi!B;] nm!:ié?iniq t}ﬁfﬂﬁikslati /A
Purpose related to basic yesearch

tikstai /
Purpose related to tremsladonal and appdied
research

4.3, Vaisly, maisto, pagary i kity 111&&535@; a
produkty kiirimo, gamybos, kokyheés,
veiksimingino ir ssugumo tikeinimo tikslai siekiunt
ifvengti Zmoniy ir gyviing ligy ar sveikatos
sutrikimy atsiradimo, augaly ligy arba kity
anomalify atsiradimo ar jy poveikio, udtikring Hay
provencijg, diagnozavimg ar aydymag, jvertinti,
nustatyli, kontrolinofi ar pukeisri Zmoniy, pyviing
arba augaly fiziologing bitkly ar gevindi gyvimy
gerove /

Purposes related (o the control of pharmacenticals
products, food, feed or other materials o the
development, production, srelity, efficieney and
safely of products seeking fo prevent htmnan or
animed diseases or their heaith disorders, plant
diseases or other abnoradities or theiy fmipeets to
esure the prevention of diseases, theiy diagnosis ar
reathient, to assess, identify, confrof op change the
physiological condition of lancois, cimeds or
plents or imove the arimel welfare.

4.4, Gamtings aplinkos, z‘eil::nfi@@h{m ar
gyviiny svelkatai ar perovel, apsaugos tikstai /
Prsposes related to the protection ¢f nairal
envivanment in the interests of heatth or welfare of
Taoman beings or animeds

4.2. Aikinamujy wr faikomujy moksfiniy fyrimy |

PROJEETO SANTRAUKA /
FTHE PROJECT FOR EXPERIMENTS ON |

Biotransformation of zearalenone, its devivatives ant
1 pyeotoxing in cows and bady response

eiju, zearalenonas
COW, mycotoxing, biolransformation, zearalenone

A |

A NTMALS

i kity mikotoksimy biotransfor macija

other

NE/NO

4.5. M oksiiniu'__%}_'_riunj tikslai sickiant alitinkamos




M idies | |§,saupn;mm 7

Puposes of seientific reasearch secking the
preservation of a certain species

4.6. Aukstojo moksle ar mekyme tikslai sickiant
feyti ar pagilinti profesines Zinias, kelti kvalifi kacifg
4

Pupases related to higher education or fraining
wimed af gaining or deepening professionat
| knwledge or iuproving qualificcdions

4.7, Kmni'ualmn; tyritay tikslad 7
Purposes related 1o forensic investigations

4.8, Tam tikros biklés penetiskai modifikooty
gyviuy, nenaudojamy kitose procediiroge, linijos
sukiitimo ir i¥laikymo tiksiai /

Prrposes related to the development and
maintenance of a colony of genctically afiered
animals of a certain condition nof used in other
procedires

m;ckm tiksly apradymas /
1.':7(.AC‘1‘ iption of the objectives of

ihe Prajeci

Tikslas: Jvertinti zeavalenono  jo derivaty ir kity 1
poveikj karviy sveikatingumui ir produktyvumai, at
pasary uZlerStung kavty su kitais nativaliai kontam

mikoloksinais,  nustatant  sgveikos

tipg

atagonizmo,  sinergizwo)  buel  veiksniu,
organizing aisuky.
Uidavinini:

e Nustalyti zearatesono jo derivaly bei kiny nat

itkiy;
o l8tirt zearalenonn ir jo derivaty (u-zearaleno
zearalanolio B- zeavalanolio, B-zearalenolio i
zemalanono) bei king mikotoksing kitimus ka

virgkinamajame trakie iv kitose organizmo sigiemase,

bei jvertinli rizikos lygj in vivo,
The purpose is io evaluate the effect of zeara
derivatives and other mycoloxing on the health and p
of cows, fuking into considaration the confemninati
swith other nattrally comteminating mycotoxins, deter
ype of interaction (additivify, antagonism, and synel
Jactors eontributing to the body's response.
Objectives;

o Letermine the levels of zecvalenone derivativ
aifier naturally comtaminaied mycotoxing in fe
selected fram foarms;

e 1o imvestigate changes in zearalenone and iy

derivatives (o-zecralenol, o-zearalancl fi-vecr

zecralenol and searalmone) and other mycot

cow's digestive tract and other organisin systelns, and

{0 assess the level of risk in vive,

skatinanéius

fraliai
wZier§ly mikotoksing lygius pa¥arucse, atrinktvose i

rikotoksiny
iZvelgiant
muojandiais
aditysumo,

io, u-

it

enone, i
odielivity
w of feed
piniiee the
gism) and

s el
(1

anol, fi-

ks i

6. Numatonta prajekto nauda (1. ¥
kokia mumatoma nauda atlikus
projekta mokalnd, gyvituams iv
{ar} Fmondms) /

Fatential benefits likely to

Duomenys bus paskclbt: moksliniuose straipsiiuose,
tarptanininose moksliniuose Zurnaliose, pateikios

rekomendecijos Galvijy augintojams ir velerinariios gkdvicjams

kaip iSvengli natiivaliai uiterity mikotoksing patekimu

organizmg ir koks orpanizino atsakas | mokotoksinus.

£ karviy




m“m}ieriveﬁﬁ;n the Project (;; o
how seience could be acdvanced
o hientems or arimeads coudd
henefit from the project}

The dataseill he published in scientific articles, inte
seientific fonrnals, vecommendations for cofle bred
velerinarians on how (o preveni the release of netm

ruciionad
fers and
c‘i”)’

1 E’Wakié mimatomos ia
gyviinyg 1iidys i preliminarus
gyvany kiekis (vil) /-
Lxpected species and
approxinide nanbers of
animals to be used in the
 Project (in nnbers)

ams) atsizvelgiant j
Manajamas bandyma su
gyvimais procediras ((, y. kokj
galimg skausmy ar kandias
salimai pativs gyviinas ir koks
numatomas bandyimo su
gyviinais procediing ulbaigimo
biidas) /

The expected effects on an
animed(s) in the context of the
projecied procedures of
experiments on animals (i, e,
expected level of severity of
bain or syffering to be likely
experienced by an animal and
what is the expected way of
Jhalising the pracedures of
experiments on animals)

8. Numatomas poveikis gyviinu {-

conbaminated nycotoxing info the cow's hody and what the
body's response to moxotoxing is, _

| 50 piesiniy karviy (Dietivos Sahyy in Lietivos juodjnargiy
veislés). / '
30 dairy cows (hreeds Lithuanian brown and Lithuchiion
blackdawhite)
G}’\’HﬂEItNS"E'iil;;“(“?{;i(()!!le.s Eeng@éa’ kaidﬁiiﬁ?ﬁ ;ﬁsﬁi{ s

sudomi, /

procedinos:
iSmaty surinkiinas, todé] skausmo nepativs. Gyviinai

Procedires,
mild: rumen probing, blood sampling, coflediing me
During procedures animeds woudd i of feed any poin,
will not be executed

didiiojo pricskrandZio zondavimas, kradjo dmimas,
nebus
which will be applied for animals, eetegorized s
wre,
inimals

. Projekio vertinimas aigaline
cata (jeigu reikatingas
vestinimas atlgaline data,
nurodyti, iki kada jis twri biti
atliktas) /

Retrospective assesment of the
prafect (if the retvospective
assesment is needed the
deadlive has 1o be specified)

Not needed

Nereikalingas /

10, Reikalavimy maginti bandomyjy gyving skaibly bandymo su gyvinais procediivoms, ge
bandomujy yviing navdojimo sglygas ir taiky
naudojimg bandymo su gyviinais procediroms alternatyviais metodais, jayvendinimas /
Implementation of the requivements for the reduetion of the number of animals used in p
of experinens on animals, refinement of conditions wnder which animels are used for g
procedures and application of methods, which enable the re lacement of the use of conim
procedires by alteruan ve methods

indi
1i metodus, leidZiansius pakeisti bandomujly pyviny
ocedures

s i the

BN Gywy 'bando'mqiq gyA\i’ﬁn‘;g
maudojimo ir allematyviy
metody nenawdojime
reikatavimo faikymo
pagrindimas /

Justificedion for using live

‘Fyrinumns alicruatyviy mcibdq taikyti negal inta, nes slg
organizmo reakeijos, todél biitina pilna neurohumaoraki
organizmo limketjy regulincija. /
There is no possibility to wse aliernaiive methods i 1his
beeautse it is necessery to observe hody reqctions, there
bod_y newrolnoral fimction regwdlation is reguired,

bimos
G

fried,
Yore fufl




0.2, Bandw?nqiag gyving

the number of animals
10.3. Bandomyjy gyviimy

andmcds and for not using
alternative methods

skaidiaus mazinimo
reikalavimo tatkymo
pagrindimas /

Justification of the redietion of

randojinmo sglypy gerinimo
reikalavimo taikymo
pagrindimas /

Justification of the refinement
af vonditions under which

Tyrimams pasirinklas miﬂimalﬁs—g}'vﬁm; skaidit
gauti pakankamai rezultaty statistiniams skaidia
Minimal cimad quantity is selected, to ensure prope
resulis for statisticad caleufations,

Gyviinai .E,ui};_pmi‘i'iz‘,"i frimi paga
reikalavimus, Numatoma atlikii minimaly proce
skaiciy vienam gyvinwi, /
Antuials will he lumdied as reguired by Litfuicnian &
acts of lmvs. Minimal procodre quantiiy per arimed

animals are wsed

s sickinn
mnams, /
i cnonit of

imatyiug
iy

et ic
s plenned,




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /

Profect Title

vystymuisi: endokanabinoidinés sistemos jtaka®

role of the endocannabinoid system ™

,Mikrobiotos-Zarnyno-smegeny ryfio svarba Alzheimerio ligos

,, Targeting the microbiota-gui-brain axis in Alzheimer’s disease: the

. Projekto trukmé /

Duration of the Project

2019 m. 03 men. - 2024 n1. 03 men.
5 metai

10/03/2019 - 10/03/2024

. Retk¥miniai Zod¥iai (ne daugiau kaip 5)/ | Alzheimerio liga, diabetas, mikrobiota

Key words {maximum 5)

Alzheimer's disease, diabetes, microbiota

. Projekto tikslas (-ai) /

Purpose of the Project

TAIP/
YES

NE /
NO

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

4.2, Aigkinamyjy ar taikomgjy moksliniy tyrimy tikstai /
Purpose related to translational and applied research

4.3. Vaisty, maisto, pagary ir kify med#iagy ar produkty kiirimo, gamybos,
kokybeés, veiksmingumo ir saugumo tikvinimo tikslai siekiant i§vengti
Fmoniy ir gyviiny ligy ar sveikatos sutrikimy atsivadime, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologine biikle ar gerinti gyviny 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 treatment, 10 assess,
identify, control or change the physiological condition of numans, animals
or plants or improve the animal welfare.

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

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

4.5, Moksliniy fyrimy 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 af gaining or
deepening professional knowledge or improving qualifications

4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

i3




procedures

4.8. Tam tikros biiklés genetigkai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos sukiirimo ir ilaikymo tikslai/

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

5. Projekto tikshy apradymas /

Description of the objectives of the
Project

Darbo tikslas - surasti mikrobiotos bakterijy kamieng/us, galintius sumaZinti
“uzdegimg ir Alzhaimerio ligos (AL) vystymasi, esant diabetinéms sglygoms,

The aim of the research is fo find the microbial strain of bacteria that can
reduce inflammation and development of Alzheimer's disease (AL) in diabetic

conditions.

6. Numatoma projekto nauda {t. y. kokia
numatoma nauda atiikus projekta
mokslui, gyvanams 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}

Numatoma projekio nauda siejama su mikrobiotos bakterijy kamienofy,
galinéiy sumaZinti uZdegimg ir Alzhaimerio ligos (AL) vystymasi, esant
diabetinéms sglygoms, suradimu.

Expected project benefits are associated with the bacteria straiw's that can
reduce inflammation and Alzheimer’s disease (AD) development under diabetic

conditions.

7. Projekte numatomos naudoti gyviny
riidys ir preliminarus gyviiny kiekis (vat.)/

Expected species and approximate
numbers of animals to be used in the
Project {in numbers)

C57BY/6 linijos pelés — 256 vnt.

CS7BL/6 inbred strain — 256 mice

8. Numatoinas poveikis gyvanui {-ams}
atsizvelgiant | planuojamas bandymo su
gyvinais procedras {t. y. kokj galimg
skausmg ar kancias galimai patirs
gyvinas ir koks numatomas bandymo su
gyviinais procediiry uibalgimo budas) /

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
fikely experienced by an animal and
what is the expected way of finalising
the procedures of experiments on
animals)

Planuojamos vykdyti procediros priskirfamos lengvoms procediivoms.

Eksperimento pabaigoje gyvinai bus nufudomi.

The procedures are considered to be mild severity.
At the end of the experiments, the animals will be sacrificed.

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada Jis turi bati atliktas) /

Retrospective dssesment of the profect
{if the retrospective assesment is needed
the deadline has to be specified)

Projektas atgaline data nebus vertinamas

Doesii 't requiived

10. Reikalavimy maZinti bandomuyjy gyviiny skaiiy bandymo su gyviinals procedtiroms, gerinti bandomuyjy gyviing naudojimo
salygas ir taikyti metodus, leidZiantius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais procedroms

14




alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animats, 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 bandomuyjy gyviny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo tatkymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Maisto pagalba bus sukeliamas diabetas, tiriama Zarnyno mikroflora, gauti
rezultatai bus siejami su Alzheimerio ligos isivystymu; tokie kompleksiniai
tyrimai fmanomi tik naudojant gyva organizma.

Diabetes will be induced by high far diet; during the experiment, the intestinal
microflora will be examined, results obtaimed will be associated with
Alzheimer's disease development; such complex studies are possible only in the
living organisms.

10.2. Bandomuyjy gyviny skaitiaus
maiinimo reikalavimo talkymo
pagrindimas /

Justification of the reduction of the
number of animals

Tyrimo grupé bus sudaryta i¥ maZiausio gyvimy skaitiaus — 4 vienos lyties
individai,

The group will be composed of the smallest number of animals - 4 individuals
of one sex.

10.3. Bandomyjy gyviiny naudojimo
salygu gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai bus laikemi standartinémis grauZikams pritaikytomis salygomis.

Aunimals will be maintained under standard conditions.

15




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON

ANTMALS

1. Projekto pavadinimas /

Project Title

Ankrd! vaidmuo $irdies homeostazéje /

The role of Anlrd! in cardiac homeostasis

2, Projekto trukiné /

Duration of the Project

2019-04-07 —2021-04-01

3. Reik$miniai ZodZiai (ne daugiau

kaip 5)/

Key words (maximunt 5)

Anfrdl, heart failuve, pathophysiology

Ankrdl, Sirdies nepakankamumas, patofiziologija /

4. Projekto tikslas (-ai) / TAIP/ NE/
. YES
Purpose of the NO
Project -
4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X
Purpose related fo basic research
4.2, Aiskinamyjy ar tatkomyjy moksliniy tyrimy tikshi/ | X
Purpose related lo fransiational and applied yesearch
T

4.3. Vaisty, maisto, pasary ir kity medzZiagy ar produkty
kirimo, gamybos, kokybes, veiksmingumo ir saugmno
tikrinimo tikslai siekiant i$vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevenciig, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing bikle ar gevinti gyviiny gerove /

Purposes related to the control of pharmacenticals

-| products, Jood, feed or other maierials or-the

development, production, quality, efficiency and safety of
products seeking lo prevent human or unimal diseases or
their health disorders, plant diseases or other
abnovmalities or theiy impacis to esure the prevention of
diseases, their dingnosis or treatment, lo assess, identify,

control or change the plysiological condition of humans,




animals or plants or fmprove the animal welfave.

4.4, Gamftinés aplinkos, reikalingos Zmoniy ar gyviny
sveikatai ar gerovei, apsaugos likslai /

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

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riigics X
i§saugojimo /

Puposes of scientific reasearch seeling the preservation
of a certain species

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

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

4.7. Kriminaliniy tyrimy tikslai / X

Purposes related to forensic investigations

4.8, Tam tikros bitklés gencti¥kai modifikuoty gyviiny, X
nenaudojamy kitose procedirose, linfjos sukiirimo ir
i§latkymo tikslai /

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

5. Projckto riksly aprasymas / Darbo tikslas - istirti Ankrd] baltymo vaidmenj irdies homeostazéje

o o normaliomis ir patologinémis sglygomis.
Description of the objectives of the
Project The aim of the study Is to evaluate the role of Ankrdl protein in
cardiac homeostasis under normal and pathological conditions.

6. Numatoma projekto nauda (t. y. Nuoseklas in vive tyrimai leis molekulinius. Ankrdl veikimo
kokia munatoma nauda atlikus mechanizinus in vifro tiesiogiai susieti su miokarde vykstandiais
projekty mokslui, gyviinams ir (ar) | patologiniais procesais. Peliy modelio tyrimai leis jvertinti, ar
Zmonéms) / tirlamasis baltymas Ankrdl gali biiti nauju molekuliniu taikiniu

b el o devi apsisaugant, diagnozuojant ar gydant $irdies nepakankamumo ligas,
Poten;mpen.eﬁ s f" ¢ ;’ foderve | Gauti  rezultatai padés sukurti moksline bazg tolimesniems
Jrom the Project (i. e. how science | 1\olot liniams ¥mogaus Sirdies nepakankamumo  patogenczés

) - . i . - - Tl .
Cmf’d be advanced or humans o1 tyrimams bei naujy terapijos taikiniy paiedkoms.
animals could benefit from the
project) Coherent in vivo studies will allow molecular mechanisms of Ankidl

in vitro fo be directly Iinked to pathological processes that occur
with myocardivm. The wice model studies will allow us to assess
whether Anlrdl can be a new molecule target for diagnosis or
treatment of heart failure. The results will help to create a scientific
basis for further molecular research on human heari failure
pathogenesis and the search for nese therapeutic targels.

7. Prijekfe numatomos naudoti Bandomosios pelés (Mus musculus), BALB/c linija; preliminarus
gyviiny riifys ir preliminarus kiekis 300 vnt.

gyvamy kiekis (vnt.) /
Laboratory mice (Mus musculus), BALB/c linea; preliminary

Expecied species and approximate | quantity 300 pes.
numbers of animals to be used in




r the Project (in numbers)

Gyviinai gali jausti nemalonius pojlidius medZiagos tirpalo suleidimo
anis) atsizvelgiant | planuojamas po oda metu bei suleidimo j pilvaplévés sritj vietoje. Chirurginés
bandymo su gyviinais procediiras | operacijos mete gyviing skausmas minimaliai  sumaZinamas
(t. y. kokj galima skausma ar anestezijos pagalba. Po operacijos tikétina, kad gyviinas jaus
kandias galimai patirs gyviinas ir skausma, todél kol jo bitkié stabiliznosis jam bus leidZiani skausma
koks numatomas barndymo su malfinantys vaistai, MaZi peliukai, kuriems j perikardo ertmg bus
leidziami AAV gali patirti silpna skausma, tadian nuo stipraus
skausmo bus apsaugoti krioanesuezijos pagalba. Taip pat pelés gali

8. Numatomas poveikis gyviionui {-

gyviinais procediiry uZbaigimo

biidas) /

] jausti nerima dél to, kad bus ilgg laiks atskirtos nuo savo riidies
The expected effects on an atstovy, fadiau tai geriau, nei tyrimo metu biidamos su kitomis
animal(s) in the contex! of the pelémis patirty tick fizinj, tiek ir psichologinj stresa dél peliy vyritko
profected procedures of clgesio ypatumy,

experimenis on animals (1. e.
expected level of severity of pain PasireiSkus dideliam skausmui arba ilgalaikiams sunkiy kanéiy

or suffering to be likely poZymiams bei eksperimento pabaigoje gyviinai bus numarinti
experienced by an animal and naudojant cervikaling kaklo slanksteliy dislokacija.

what is the expected way of
finalising the procedures of
experiments on animals}

Animals may feel unpleasant sensations locally during subcutaneous
injection of the substance and in the avea of the peritoneum. During
surgery, animal pain is minimally reduced by anesthesia. After
surgery, the animal is likely fo suffer from pain, so wuniil it is
stabilized, pain relievers will be allowed, Small mice, which svill be
injected with AAV in the pericardial cavity, may suffer from mild
pain, but will be protected from severe pain by cryoanesthesia. Also,
the miice may feel anxiety because they will be separated from their
species for a long time, but it would be better than during the study
with other mice they may suffer from both physical and
psyehological stress due to male behavior in mice.

In case of severe pain or long-term signs of severe suffering and at
the end of the experiment the animals will be killed by cervical
dislocation.

9. Projekto vertinimas atgaline data Projektas atgaline data nebus vertinamas,
(jeigu reikalingas vertinimas
atgaline data, nurodyti, iki kada jis
turi biiti atlikias) /

Relrospeclive assessment of the project is nof needed.

Retrospective assesment of the
praject (if the retrospective
assesment is needed the deadline
has to be specified)

10. Reikalavimy maZinti bandomyjy gyviiny skai&iy bandymo su gyvinais procediiroms,
gerinti bandomyjy gyviiny naudojimo sglygas ir taikyti metodus, leidZiandius pakeisti
bandomyjy gyviiny naudojimg bandymo su gyviinais procediiroms alternatyviais metodais,
igyvendinimas / e

Duplementation of the requirements for the reduction aof 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 rejkalavimo taikymo
pagrindimas /

Justificaiion for using live animals
and for nof using alfernative
methods

Alternatyviis mefodai, vertinant Ankrdl vaidmenj vystantis Sirdies
nepakankamumui, néra tinkami, nes atliekant procediivas bus
vertinama bendra gyviino organizmo biiklé, Sirdies veikla in vivo bei
imuninis organizmo afsakas.

Alternative methods for assessing the role of Awkrd! in the
development of heart fuilure are inappropriate, us the procedures
will assess the overall state of the animal’s health, cardiac activity in
vivo and the immune response of the body.

10.2, Bandomyjy gyviiny skaiiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
mumber of anitals

Eksperimentinés grupés bus sudaromos panaudojant minimaly
skai¢iy gyviny reikalinga statistiniam duomeny patikimumui
paskai&iuoti,

Experimental groups will be formed using the minimum number of
animals needed fo calculate the statistical refiability of the data.

10.3. Bandomuyjy gyviiny naudojinio
sglygy gerinimo reikalavimo
taikymo pagrindinas /

Justification of the refinement of
conditions under which animals
are used

Siekiant gyviiny gerovés ir tyrimo rezultaty pagristumo peliy
patinéliai tyrimo metn bus laikomi individualinose narveliuose. Tam,
kad gyviinas jaustysi, kuo jmanoma geriau, jy aplinka bus
pratwrtinama, kad gyviinas galéfy pasisiépti bei fiiréty veiklos.
Bandomosios pelés bus laikomos standartiniuose plastikiniuose
jiems pritaikytuose narvelinose kambaryje su kontroliuojamomnis
aplinkos salygomis, Tyrimo metu bus palaikoma 22 £ 1 °C kambario
temperattira, 58 & 3 proc. santykiné oro drégmé bei 12/12
Sviesosftamsos réFimas. Pelés bus maitinamos  standartiniu
subalansuotu padaru ir girdomos vandeniu ad Jibitum. Siekiant
apsaugoii gyviinus nuo skausmo, streso ar pan., kiekvieng dieng juos
stebés kvalifikuoti darbuotojai. Visos procediros bus atliekamos,
laikantis Direktyvos 2010/63/EU reikalavimy.

For animal welfare and reusonable vesearch resulis mice males will
be kept in individual cages. For the animal to feel as good as
possible, their environment will be enviched, this will allow the
animal to hide and gain activity. Laboratory mice will be kept in
standurd cages adapted to them in a room with controlled
standardized conditions. During test a room temperature of 22 &1
°C, relative humidity 58 £ 3 % and 12/12 light/dark light mode will
be maintained. The mice will be fed with standard balanced feed and
waler ad libitum. To prolect animals from pain, stress, etc., they will
be monitored daily by qualified staff: All procedures will be done
according the requirements of Dirvective 2010/63/EL),




Forma patvirtinia

Valstybinés maisto ir veterinarijos tamybos
direktoriaus 2013 m. lapkrigio 25 d.
isakymu Nr. B1-761

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

I. Projekto pavadinimas /
Project Title

“Smegeny iSeminiy paraidy ir apsauginiy mechanizmy tyrimas: mitochondrijy
nespecifinio pralaidumo pora ir lasteliy Zitis senéjandiose smegenyse”
“Evaluation of ischemic damages and protective mechanisms in brain:
mitochondrial permeability transition pore and cell death in aging brain®

2. Projekto trukmé /
Duration of the Project

2019.04.15 - 2021.12.23

3. Reik¥miniai ZodZiai (ne daugiau kaip 5) /
Key words (maximum 3)

[Semija, mitochondrijos, lgsteliy Zris
Ischernia, mitochondria, ccll death

4. Projekto tikstas (-ai) / TAIP/ | NE /
Purpose of the Project YES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikskai / +
Purpose related to basic research
4.2. Aigkinamujy ar taikomyjy moksliniy tyrimy tikslai / +
Purpose related to translational and applied research
+

4.3, Vaisty, maisto, padary ir kity medZiagy ar produkiy kirimo, gamybos,
kokybés, veiksminguno 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,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviny arba augaly fiziologing bitkle ar gerinti gyviiny gerove /
Prrposes related to the control of pharmaceuticals products, food, Jeed 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 to
esure the prevention of diseases, their diagnosis or freaiment, lo 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 gyviny sveikatai ar gerovei, +

apsaugos tikslai /
Purposes related to the protection of natural environment in the interests of

health or welfave of human beings or animals

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos radies iSsaugojimo / +
Puposes of scientific reasearch seeking the preservation of a cerfain species

4.6. Auk3tojo mokslo ar mokymo tikslai siekiant jgyti ar papiltinti profesines | +
#inias, kelti kvalifikacijg /

Puposes related fo higher education or training aimed at gaining or
deepening professional knowledge or improvin 2 qualifications

procedures

procediirose, linijos sukiirimo ir i8laikymo tikslai /
Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other

4.7. Kriminaliniy tyrimy tikslai / +
Purposes related to forensic Investigations
4.8. Tam tikros biklés genetidkai modifikuoty gyviiny, aenaudojamy kitose +

5. Projekto tiksly apragymas /
Description of the objectives of the
Project - - o ’

Sio projekto tikslas yra idtirti iemijos sukeliamy pazeidimy molekuling
mechanizma besivystantiose ir sengjantiose smegenyse, L

The aim of this project is to investigate ischemia induced molecular mechanism
in developing and aging brain.

6. Numatoma projekto nauda {t. y. kokia
munatoma nauda atlikus projekts
mokslui, gyviinams ir (ar) Zmonéms) /
Potential benefits fikely to devive from
the Project (i, e. how science could be

Gauti rezultatai bus fundamenting informacija apie mitochondrijy nespecifinio
laidumo poros susiformavimg ir vaidinenj ifemijos sukeliamuose pazeidimuose
smegenyse. Tai leisty identifikuoti geriausia farmakologinj Junging, kurf bty
galima naudoti smegeny insutto (i%emijos Jigos) gydyme, Tikslui jgyvendinti

bus naudojamos 7d., 4 ménesiy, 12 ménesiy ir 24 ménesiy amiaus abicjy ]yéiLJ




’_ advanced or humans or animals could
benefit from the project)

Wistar Ziurkés,

The fundamental study about mitochondria permeability transition pore
formation and role in ischemic brain. These results will be used for
identification of pharmacological compound for treatment of ischemic stroke,
For this study will be used different age Wistar rats: 7 days, 4 months. 12
months and 24 months.

7. Projekte numatomos naudoti gyviiny
1B8ys ir preliminarus gyviiny kiekis (vt} /
Expected species and approximate
numbers of animals 1o be used in the
Project (in nmumbers)

Wistar klono Ziurkés, preliminarus poreikis visam projektui 200 Ziurkiy.

Wistar rats, preliminary need for the entive project is 200 ras.

8. Numatomas poveikis gyviinui {(-ams)
atsiZvelgiant j planuojamas bandymo sn
gyvimais procediras (L. y. kokj galimg
skausma ar kancias 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 procedires
of experiments on animals (i, e, expected
level of severity of pain or suffering to be
iikely experienced by an antmal and
what is the expected way of finalising the

[ procedures of experimenis on animals)

Gyvimai skausmo, baimés ir kanciy nepatirs, nes procediivy metu, gyviinai yra
anestezijoje. Visos atlickamos procediiros be galimybés atgaivinti.

Rats will be deeply anaesthetized will not feef suffering or pain. All procedures
will be done without possibifity to revitalize animals,

9. Projekto verlinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada jis turi bitf atliktas) /

the retrospective assesment is needed the
deadline has to be_specified)

Retrospective assesment of the project (if

Prajektas nebus vertinamas atgaline data,

The project will not be evaluated retrospectively.

alternatyviais metodais, jgyvendinimas /

10. Reikalavimy mazinti bandomyjy gyviny skaitiy bandymo su gyviinais procediroms, gerinti bandomyjy gyviing naudojime
salygas ir taikyti metodus, leid¥antius pakeisti bandumyjy gyviing naudojima bandymo su gyvinais procediitoms

Implementation of the requivements 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 aliernative methods

1.1, Gyvy bandomyjy gyviny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using aliernative methods

Alternatyviy metody néra. Tkiklinikiniai tyrimai turi bti atlickami su gyviinais,
There are no aliernative methods. Preclinical studies must be done with
amimals,

10.2. Bandomuyjy gyviiny skai&iaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Plamwojant eksperimentus buvo nadojama 3R koncepsija. Gauti rexultatai turi
bilti statistikai patikimi.

3R conception for experiments planning were used. The results must be
stafistically reliable.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimeo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyvinai bus priZilirimi pagal visus LR teisés aktuose numatytus gyviing teisiy
ir prieiliros keliamus reikalavimus. Laikymo sglygos, aplinka, narvai ir
atliekamos procediros atitiks Buropos Parlamento ir Tarybos  direktyvg
2010/63/ES dé) mokslo tikslais naudojamy gyviiny apsaugos (OL 2010 L 276,
p. 33}

Animals wilt be maintained according to all statutory LR animal rights and care
requirements. Environment, storage conditions, cages and procedures conform
the European Parliament and Council Directive 2010/63 / EU on animals used
for scientific purposes (OJ 20610 L. 276, p. 33).




Forma patvirtinta
Valstybinés maisto iy veterinarijos tarnybos
direktorians 2013 m, lapkrigio 25 d,
isakymu Nr, B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJE CT FOR EXPERIMENTS ON ANTMALS

»Onkologiniy pacienty reprodukeiniy audiniy,  skirty

tetransplantacijai, saugumo tyrimas®

1. Projekto pavadinimas /

Project Title

"Safety study of oncological patient's reproductive tissues itended to use for
refransplantation”

2019-04-15 — 2019-05-31
2 ménesiaj

2. Projekto trukmeé /

Duration of the Project
2019.04.15 - 2019.05.31

Ksenotransplantacija

)/

ReikSminiai Zod#iai {ne daugiau kaip 5

Xenotransplantation

Key words {maximum 5)

. Projekto tikslas (-aj) / TAIP/ | NE /
YES NO

Purpose of the Project 4.1. Fundamental ijy moksliniy tyrimy tikslaj /
: : Purpose related to basic research
4.2. Aiskinamyjy ar taikomuyjy moksliniy tyrimy tikslaj /
Purpose related to transiational and applied research
4.3. Vaisty, maisto, pa¥ary ir kiny medZiagy ar produkty karimo, gamyhos,
kokybes, veiksmingumo ir saugumo tikrinimo tikslai siekiant ifvengti
Zmoniy ir gyviny ligy ar sveikatos sulrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar Jy poveikio, ustikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing biikle ar gerinti gyviiny gerove /

other malerials or the development, production, quality, efficiency and
safety of products seeking 10 prevent human or animal diseqses or their
health disorders, plant diseases or other abrormalities or theiy impacts to
esure the prevention of diseases, their diagnosis or freatment, to gssess,
identify, controf or change the Physiological condition of himans, animals
or plants or improve the animal welfare,

4.4. Gamtinés aplinkos, reikatingos ¥moniy ar gyviny sveikatai ar gerovei,
apsaugos tikslai /

Purposes related to the profection of natural environment in the interests of
health or welfare of humean beings or animaly

Zinias, ke[ti'kvaliﬁkacijq /-
Puposes related to higher education or training aimed at gaining oy
deepening professional knowledge or improving qualifications

4.7. Kriminaliniy tyrimy tikslaj / X
Purposes related to arensic investigations




4.8. Tam tikros bitkiés genetizkai modifikuoty gyviiny, nenaudeojamy kitose X j
procedirose, linjjos sukirimo ir islaikymo tikslai /

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

procedures 7
Projekto tiksly apragymas / 1 Darbo tikslas — jvertinti ksenotransplantanto gyvybingumg ir kancerogenines
savybes.
Description of the objectives of the ' i
Project Aim of the project — to evaluate the viability and carcinogenic properties of the
Yenografi
Numatoma projekto nauda (t. y. kokia ‘ o o
Numatoma nauda onkologiniy pacienty  reprodukciniy  audiniy

humatoma nauda atlikus projekt

; _ ; 3 . retransplantacijos strategijos ir metodikos paruoSinias.
mokslui, gyvanams ir {ar) imonéms) /

Potential benefits likely to derive from Expected  benefits - preparation of strafegies and methodologies  for
the Project {i. e. how science could be retransplantation of reproductive tissue into oncological patients.

advanced or humans or animals could
benefit from the project)

ﬁ———‘—_.%___ﬁ_'————%________._

Projekte numatomos naudoti gyviiny

rU3ys ir preliminarus gyviiny kiekis {vnt)/ | Laboratorings pelés, 15 vnt,

Expected species ond approximate
numbers of animals to be used in the
Project {in numbers)

Mice, 15

-

Planuojamos  vykdyti procediros  priskiriamos fengvoms procediroms.
Eksperimento pabaigoje gyvinai bus nuZudomi,

Numatomas poveikis gyvitnui {-ams)
atsiZvelglant j planuojamas bandymo su
Byviinais procediras {t, y. kokj galima
skausma ar kanéias galimai patirs The procedures are considered to be mild severity.

8yvlinas ir koks numatomas bandymo su | 47 the end of the experiments, the animals will be sacrificed,

gyviinais procediiry uibalgimo badas) /

The expected effects on an animalfs) in
the context of the projecied procedures
of experiments on animals {i. e. expected
level of severity of pain or suffering to be
fikely experienced by an animal and
what is the expected way of finalising
the procedures of experiments on
animals)

Projekto vertinimas atgaline data {ieigu o ﬁ—%ﬂ

reikalingas vertinimas atgaline data,
nurodyti, iki kada jis turi bt atliktas) /

Projekias atgaline data nebus vertinamas

Retrospective assesment of the project
(if the retrospective assesment js needed
the deadline has to be specified)

Doesn’t requiired




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 methods

10.1. Gyvy bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
refkafavimo talkymo pagrindimas /

Biitina jvertinti ksenotransplantanto gyvybingumy ir kancerogeninj potencialg
in vivo,

The viability and carcinogenic potential of a xenograft must be assessed in

Justification for using live animals and vivo

Jor not using alternative meithods

10.2. Bandomuyjy gyviiny skaidiaus

maZinimo reikalavimo taikymo Kontrolinése grupése bus naudojamas minimalus gyviiny skaidius - po 3.

pagrindimas / Minimal number of animals (3) will be used in both control groups.

Justification of the reduction of the
number of animals

10.3. Bandomyjy gyviiny naudojimo

salygy gerinimo reikalavimo taikymo bel fiziologiniy peliy savybiy gyviinai bus Jaikomi sterilioje apfinkoje.
pagrindimas /

Justification of the refinement of Due to the physiclogical characteristics of the mice, the animals will be kept in
conditions under which animals are used | a sterile environment. J




[1.

NON-TECHNICAL §

Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

dircktoriaus 2013 m. lapkrigio 25 d.
jsakymu Nr, B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
UMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

Projekto pavadinimas /
Project Title

Gyvybg gelbstinéiy procediy mokymai
Life-saving procedures fraining

Projekto trukmé /
Duration of the Project

2019-05-15 - 2023-12-31

Reik¥miniai ZodZiai (ne daugian kaip 5)/

Key words (maximum 5)

Karing aplinka; karo mokymai: suZeisticji; karo medicina.
BATLS; wilitary; life support,

Projekto tikslas (-ai) /
Purpose of the Project

TATIP/
YES

NE /
NO

4.1. Fundamentaliyjy moksliniy tyrimy tikslai /
Prrpose related to basic reseqrch

4.2, AiSkinamuyjy ar taikomuyjy moksliniy tyrinmy tikslai /

Purpose related to franslptional and applied research

4.3, Vaisty, maisto, pafary ir kity medZiagy ar produkiy kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tiksfai sickiant igvengti
Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar Jy poveikio, uztikrinti ligy prevenciig,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing biikle ar gerinti gyviiny gerove /
Fusposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safely of products seeking 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 treatment, to assess,

identify, control or change the physiological condition of umans, animals
or plants or improve the animal welfare.

4.4. Gamtinés aplinkos, reikalingos Zmoniy ar gyvimy sveikatai ar gerovel;
apsaugos tikslai /

Priposes related to the protection of natural environment in the interests.of
healtl or welfare of human beings or animals :

4.5. Moksliniy tyrimy tikslai sickiant atitinkamos riigies i§saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. AukStojo mokslo ar mokymo tikslai sickiant jpyti ar pagilinti profesines
Zinias, kelti kvalifikacija /

Puposes related to higher education or iraining aimed af gaining or
deepening professional knowledge or improving gualifications

4.7. Kriminaliniy tyrimy tikslai /
| Purposes related to forensic investigations

4.8. Tam tikros bitklés genetidkai modifikuoty gyviiny, nenaudojamy kitose
procedarose, finijos sukarimo ir iftaikymo tikslai /

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

Procedures

Projekto tiksly aprasymas /

Description of the objectives of the
Project

I8mokyti karo medicinos ir civilius gydytojus ekstremaliy situacijy
ir tarptautiniy misijy metu atlikti aukstesnio lygio gyvybe
gelbstincias  chirurgines manipuliacijas pagal tarptautinius

standartus panasiomis j realias salygomis.

Teach military medicine and civilian medical emergencies and international
nissions cariy a higher level of life-saving surgical manipulations by
international standards similar 1o real conditions.

Numatoma projekto nauda (t. y. kokia
nunatema nauda athikus projekig
mokslui, gyvilnams ir {ar) amonéms) /

Mokymuose atlickamos procediiros siekiant igyti ar pagilinti profesines Zinias,
kelti bendrosios pagalbos ir specialisty gydytojy kvalifikacija parengiant
juos specialiajai padédiai. Apmokyfos karinés medicinos pajégos gautas




FPotenn'nl benefits likely 1o derive from
the Project (i. e. how science could be
advanced or humans or animais could
benefit from the project)

Zinias galés panaudoti dalyvaujant karinivose konfliktuose skirtinguose
pasaulio regionuose. I5 viso projekto metu bus apmokyti 200 tokiy
specialisty. The training includes procedures fo acquire or deepen
professional  knowledge, to improve the qualifications of general
practitioners and specialist doctors by preparing them for special status.
The trained military medical Jorces will be able to use their knowledge in
military conflicts in different regions of the world. A total of 200 such
specialisis will be trained during the project.

- Projekte nunatomos naudoti gyviiny
1usys ir preliminarus gyviiny kickis {vnt.)/
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

Kiaulés 100 v,
OZkos 100 vnt.
100 pigs,

100 goats.

Numatomas poveikis gyviinui (-ams)
atsizvelgiant | planuojamas bandymo su
gyvinais procediiras (1. y. kokj galimg
skausma ar kandias galimai patirs
gyvinas ir koks numatomas bandymo su
gyvilnais 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 sufiering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals}

Mokymy vykdymo metu atliekant darbus su bandomaisiais
gyvinais bus atlickamos procediiros, kuriy metu bandomajam gyvanui
tatkoma bendroji nejautra, po kurios bandomasis gyvinas neatgauna
samones, priskiriamos procediiroms be galimybés atgaivinti;

Traiming during the execution of the works on laboratory muimals to be carried
out in the procedure, during which a pilot animal under general anesthetic,
after whici the animal shall not recover consciousness pilot assigned to
noh-recovery procedures;

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

Vertinimas nereikalingas
Retrospective assesment not needed

10. Reikalavimy maZinti bandomyjy gyviiny skaitiy bandymo su gyvimais procediiroms, gerinti bandomuyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZiandius pakeisti bandomuyjy gyviny naudojimg bandyme su gyviinais procediirons

alternatyviais metodais, jeyvendinimas /

Duplementation 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 gyving naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Tokie mokymai su 2monémis negali biiti atliekami, reikalingas gyvinas
minimaliai dydziu ir fiziologiniais parametrais artimas Zmogaus fiziologijai.
Such training with model human canmot be carried out it, requives an aninal
with size and physiological pavameters elose to Ianan physiology,

10.2. Bandomyjy gyviiny skaidiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Projekto vykdymo 51 mén. laikotarpyje planuojama naudoti iki 100 vnt.
gyviny (kiauliy arba ozky). Maksimalus 20 vnt. skai&ius per metus
numatytas atsiZvelgiant | jvairius aspektus ir valstybés finansavimo
galimybes.

1t is plamied to use up to 100 pieces of animals (pigs or goats) over a period of
31 months during the project period. The maxintun number of 20 picces per
Year is based on various aspects and possibilities of siate funding,

10.3. Bandomuyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikyimo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Bandomiefi gyviinai 3io tyrimo metu kandiy nepatirs, nes tyrimo pradioje
jiems bus taikoma gili anestezija ir uitikrinta analgezija, Tyrimo eigoje bus
nuolat stebima gyviny buklé ir sekami gyvybiniai parametrai. Tyrimo
pabaigoje gyviinai bus cutanazuojami pagal gyviing nugaiinimo reikalavinus —
mirtina anestetiky doze, :

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 constamtly monitored condition of the animals and
vital parameters. At the end of the study the animals are euthanised by animal

killing requirements - a lethal dose of anesthetic.




Forma patvirtinta

Valstybinés maisto ir velerinarijos tamybos

divektoriaus
2013 m. laplaidio 25 d.
1sakymu N, B1-761

BANDYMO SU GYVUNAILS PROJEKTO SANTRAUKA /
NONTECHNICAL SUMMARY O THIE PROJECT FOR EXPERIMENTS ON

ANIMALS

E Projekto pavadinimas /

Praject Title

modelivose.

ER P|:O;Eekio trukné /

 Lwation of the Project

2019-05-02 - 2021-12-31

tissue growth and development in mouse modely,

Onkospok medicinos prietaiso efektyvumas slopinant
navikinio andinio augimg ir vystymasi peliy veZio

The effectiveiiess of onkospak's meddical device in inh ibiting tinor

3. Reikdmimiai Jodziai (ne daugiay Navikai, medicinos piictaisas, peli modetiai

kaip 5}/

Key words (mayiinmi 5) J Tumaors, medical device, meowse madsds, cancer,

ey

4. Projekito tiksdas (-ai) /
Purpose of ihe
Project

1 Luposes selated 1o higher eduraic

4.1, Fundamentaliyiy moksliniy tyrinyy tikslaj /
| Purpose velated fo basic researeh ‘ ]
4.2. Aigkinamiyjy ar taikonsujy moksliniy ty iy tikstai 7
Lurpase refated to transtational and applied research

4.3. Vaisty, nraisto, padarg iv kit mediiagy ar produkey
karimo, gamybos, kekybes, veiksmingumao i sauznmo
tikrinimo tikslai siekiant iSvengti 2moniy ir gy¥oni Hey

ar sveikatos sutrikify atsiradino, aupaly ligy arba kity
aromalijy atsiradimo ar jy poveikio, u2tikrint lign
prevencijy, diagnozaving ar pydyma, jrertini, nustaiyti,
kontroliuoti ar pakeisti 2moniy, gyviing arba augaly
fizfologing bitkig ar gerinti gyviiny gerovg/

Purposes refuied to the controf of pharmaceitivels
products, food, feed ar other materials or the

development, production, guality, efficiency and sufeiy of
products seeking to prevent Inonais or aninied diseases or
their health disorders, Hanf diseases or other
ahnormalities or their inpacts 1o vsure the proventio of
diseuses, teir diqgnosis oy reatment, 10 assess, fdeotify,
control or change the physiological condition of hanitens,
animals or plaits or improve the animed welfare,
4.4, Gamtings aplinkos, refkalingos zmoniy ar gyviipy
sveikatal ar gerovel, apsnuges tikslai /

Purposes related to the protection of natwal
enviranmet in the inferesis of felth oy walfare of
| hieman beings or animals e
4.5. Maksliniy wrimy tikslai ddekiant atitinkamos 1adies
itsaugojimo /

Puposes of selentific recseqrefi secking e prexervution
ol ucertain species ) e
4.6. Aukdtojo mokslo ar mokymo tikslai sicki

Kian jeyti ar
pagilimi profesines zinias, kelti fvalifikaetjy /

N vé.i.ys. N
AR [ NETNG
YES B

X
S ¥ ]
T
S < ]
T ~
S S

1 tradidg aimed af |




saining or deepering professional kumvledge or
_lmproving qualifications ‘ - -

4.7 Keiminalinisg tyrimuy tkslai / X
Purposes refafed ro forensic investivations i -

h¥

Iy

A8, Twn tikros bitkles genetidkai modifikuoty gyving,
nenzudojary kilose procediirese, nijos sukiivimo ir
Blaikymo tikshai /

Purposes related 1o ths developient and mabitcnanee of
a colony of genctically altored aimals of a certuin

congdition not used in other proceduiss

5. Projekto tiksly apra¥ymas /
Descripiion of the obfectives of the
Project

Projekic tikslai:

» fvertindl ar  magnetinio  lauko
jvairlis  daznial  ptakoja  auphio
vystyimasi peliy véZio
mocdelhiose, lonkrediai

gliobinstomai, plautiy karcinomai
bei melanomai,

* Projekto metn bux verlinamas
peliy  naviky  dydis,  pradéjus
gydimg Grismaoju preparain bus
stebins naviky progresavimas ir
peliy iSgyvenamumas, atlickami
patologiniai tyrimai.

Deseription of the objeciives of the
Profect:

v Estimaie the magaelic field varfes with
Henror developmient in mouse cancer
wedels (specificutly gliohlastoma, hig
cereinoma ad ieleitam).

* During the project, will i asvessed the
siae of the mause huwors, mmor
progression ang monse sirvivad,
pathological examinations.

6. Numatoma projekto nauda {8, y.
kokia mimatoms nauda atlikus
projekig mokstui, gyviinams ir (ar)
Honéms) /

Potential benafits likely to derive

from the Profect (i e. hiow scignce

could be advanced or iumans or

animels could benefi from the
| project)

Sukurto medicininio prictaiso
ikiklinikinis jvertinimas, tolimesniems
klinikintains tyrimmams atliki.

Preclinical evalnation of @ developed medical
device for furiher clinical triols.

7. Prajekte nunatomas mudotd
gy viiny nidys ir prelimingus
gyvang Kiekis (vil.) 7
Lxpected species and approximare
wmbers of cniniels (o be wsed in
ihe Froject (in numbers)

Taboratorings pelds 156 vat.

Laboraiory weuses — 156 wiits,

8. MNumatomas poveikis pyviinui (-
ams) atsizvelgiant | planuojamas
baitdymo st gyviinais provedivas
{t. y. koki zalimg skausmg ar
kanging galimal pativs gyvinas i

i koks numatomas bandymio sy

Planuajnmos  vykdyti  proceditros  priskiviames
vidutinio sunkumy procediiroms,
Eksperimento pabaigoje
nugal&inemi,

ayvinal  bus




gyviinais procediiry utbaiginie
bitdus) /

The expectod effects on an
animal(si i the confext of the
profected procedures of
expreringeas o animals (i, e,
expecied level of severity of pain
ar suffering to be Hiely
experienced by an animal el
wital is the expeeted way of
Sinalising the procedures of
experlnents on wimals)

The procedures are considercd to be moderale
seyerifp,

The time of the experiment, laborarory animels
witl b saerificed.

9. Prajeklo vertinimas argaline daty
{icipu reikalingas vertinimas
atgaiine data, nurodwti, iki kada fis
turd bitt etlikias) /7
Retrospeetive assesment of the
project (if the retrospective
assesment Is needed the deadline

Projelitas atpaling ¢

atd pebus verthiamas,

Doesn'i reguiredd.

has o be specified)
gevinti bandoniy gyviing naudajing
metodais, jpyvendinimas /

are nsed for the provedives and app
of the wse of animeads in the proved

HO. Reikalavimig mazinti bandomsyjy pyving skaidiy bandymo su gyvinais procediirams,

o splygas i taikyii etodus, leidziancius pakeisti

bandomujy gyviing naudojimg bandymo su gyvituais procediiroms aliematyviais

Triplementation of the requivements for the 1eduction of the mumber of unimels wsed in
provedures of experiments on animels, refinement of conditions under which andmals

lication of methods, which encble the replacement
s by alternutive sethods

HLE. Gy bandomyjy gyvimiy
aandajime ir alterutyviy metody
nenapdojhinie reikalavime talkymo
pagrindimas /

Justification jor using tive aiimals
aned for not wusing alternative
methods

Projekio jgyvendintui alternutyvis metodai
nandojami nebus, nes $imne tyvime bus sickiama
jvertint gyvo organizmo atsaky j triamajj
medicines prietalsa.

fhring the researeh time alfernative wethods wifl
ot he used. o

0.2, Bandomiyjy pyvilng skaitians
mazinimo refkalavimo aikymo
pagiindinus /

Justification of the reduction of the

_pmmber of animals

Eksperimento grupés bus sudaromas tik i
minimalaus gyviimy skatéiaus.

Al experimented groups will ba forused jrom
iinime! corimals sumbers.

13, Bendemygjy gyviing naudojime
salysy gerinimo refkalavimo
taikymo pagrindimas /
Justification of the refinement of
eonditions under which animals
are ysed

Gyviinai bus laikomi standartinése sqlygose.

Experimentad animals will be honsed nnder
stendar! conditions.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus
2013 m. lapkri¢io 25 d.
jsakymu Nr, B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /

Project Title

rezidentams

Specialiy diagnostiniy ir gydomujy procediiry
naudojant paZangiausig operacing jranga mokymai

Specific diagnostic and therapentic procedures using the most
advanced operating equipment, course for residents

2. Projekto trukmeé /

Duration of the Project

2019-05-15 - 2023-12-31

3. Reik¥miniai ZodZiai (ne daugiau

kaip 5}/

Key words (maximum 5)

mokymai su gyviinais, kiaulés laparoskopija, kiaulés modelis,
animal frial, swine laparascopy, swine model

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

TAIP/
YES

NE/NO

4.1. Fundamentaliyjy mokskiniy tyrimy tikslai /
Purpose related fo basic research

X

4.2. Aiskinamyjy ar taikomuyjy moksliniy tyrimy tikslai /
Purpose related to iranslational and applied research

X

4.3. Vaisty, maisto, pafary ir kity medZiagy ar produkty
kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tiksfai siekiant i¥vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augahy ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencijg, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyvilny arba augaly
fiziologing biiklg ar gerinti gyviiny gerove /

Purposes velated (o the control of phavmaceuticals
products, food, 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
abuormalities or their impacts to esure the prevention of
diseases, their diagnosis or treatment, lo assess, identify,
conirol or change the physiological condition of humans,
animals or plants or improve the animal welfire,

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

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

4,5. Moksliniy tyrimy tikslai sickiant atitinkamos ragies
i¥saugojime /

Purposes of scientific research seeking the preservation
of a certain species




r 4.6. Auk3tojo mokslo ar mokymo tikslai sickiant jgytiar | X —[
pagilinti profesines Zinias, kel kval ifikacija/
Purposes related to higher education or training ained
at gaining or deepening professional knowledge or
improving gualifications

4.7. Kriminaliniy tyriimy tikslai / X
Purposes related to forensic investigations
4.8. Tam tikros biklés genetitkai modifikuoty gyviiny, X

nenaudojamy kitose procedirose, linijos sukiirimo ir
islaikymo tikslai /

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

5. Prajekto tiksly apragymas /

Project

Description of the objectives of the

Sis mokymo kursas yra skirtas universiteto gydytojy rezidenty
praktiniams jgfidziams lavinti atliekant laparoskopines operacijas,
siekiant pagilinti profesines ¥inias, kelti kvalifikacija. Projekto
metu bus organizuojamos mokymo operacijos, kuriy tikstai:
fiuolaikings chirurgijos — laparoskopiniy, endoskopiniy metody
taikymas ir gyvybigkai svarbiy procediry atlikimas.

Esamicji ir bisimi medicinos specialistai ne visada gali taikyti naujus
gydymo metodus, nes néra galimybés juos praktizkai isbandyti su
gyvais organizinais. Taip pat sickiama specialisty chirurgy jau
feytas Zinias jr patirfj kituose universitetuose ar nokymuose
perduoti ir apmokyti Lietuvoje dirbsiangius specialistus.

This training course is designed for university doctor residents
develop practical skills in laparoscopic surgery, in order fo
deepen their professional knowledge, qualifications. The project
will be ovganized training operations, which are: ¢ modern
surgery - laparoscopic, endoscopic meihods and life-saving
procedures,

Present and futire medical professionals are not always able to
introduce new methods of treatment, because it is not possible to
test in praclice with live organisms, It is also aimed at
projessionals surgeons have acquired the knowledge and
experience of other universities or training, transfer and trained
Lithuania specialists.

6. Numatoma projekto nauda (1. y.
kokia numatoma nauda atlikus

Zmonéms) /
Potential benefits likely to derive

could be advanced or humans or
animals could benefit from the

project)

projektg mokslui, gyvinams ir {ar)

from the Project (i, e. how science

Gydytojas chiturgas-rezidentas patobulines jgiidZius mokymuose su
artimiausiu Zmogui — gyviinu bus patyres sekantj karta eidamas j
operacing asistuoti chirurgui, o wvéliau ir atlikti operacijas
savarankiskai mokangiojo gydytojo prieZitiroje.

In fraining surgeon-resident will improve their skills with the
animal, which is the closest to human in anatomic and
Physiologic ways. After conrse will be experienced next time in
operation to assist the operating suvgeon, eventually will
peiform operations independently, under Supervision.

7. Projekie numatomos naudoti
gyviiny radys ir prefiminarus
gyviiny kiekis (vat.) /

numbers of animals to be used in
the Project (in numbers)

Expected species and approximate

Kiautés, 42 vnt.

Swine 42

8. Numatomas poveikis gyviinui (-
ams) atsi¥velgiant | planuojamas

{t. y. kokj galimg skausmg ar
kanéias galimai patirs gyvinas ir

bandymo su gyviinais procediitas

Visy mokymy metu kiauté bus anestezuojama be streso ir nepatirs
skausmo, kan€iy ir baimés. Mokymai ir operacijos bus
atliekanos tik po teoriniy paskaity gydytojams-rezidentams,
pirma gydytojai atliks proceditras teoriskai paaidkindami visus
metodikos Zingsnius, i¥moke siati gaifenos odg, kad operacijos




koks numatormas bandymo su
gyviinais procediing uzbaigime
bidas) / -

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

metu pasitaikius Gmiam kraujavimui Zinoty kaip stabdyti, uzdét
ligatiiras, o i3mokes Siuos svarbiausius Zingsnius ateityje iSpelbés
gyvybe. ' o

In all training sessions swine will be anaesthetized without stress
and without pain, suffering or distress. Training and operations
will be carvied out only after the theoretical lectures to doctors-
residents, the first doctor will perform the procedures in theory
by explaining all the methods steps, learning how fo sew
cadaver’s skin, to prevent distraction in emergency cases, Will
learn the following main steps that in the future will save lives.

9. Projekto vertinimas atgaline data
(jeigu reikalingas vertinimas
atgaline data, nurodyti, iki kada jis
turi bati atliktas) /

Retrospective assesment of the
project (if the retrospective
assesment is needed the deadiine
has te be specified)

Vertinimas nereikalingas
Retrospective assessment not needed

10. Reikalavimy maZinti bandomuyjy gy viiny skaigiy bandymo su gyviinais procediiroms,
gerinti bandomyjy gyviiny naudojimo salygas ir taikyti metodus, leidziandius 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 replacerent
of the use of anfinals in the procedures by alternative methods

10.1. Gyvy bandomyjy gyviiny
naudojimo ir alternatyviy metody
nenaudojimo reikalavino taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Gyviinui atliekama premedikacija tik vieno gydytojo panaudojus
laSelinés prailginimo sistemg, gyviino nereikia gaudyti, laikyti ar
kitaip ggsdinti. Ramiai prie jos prigjus ir jdioirus adata jis nieko
nepajaudia, pasitraukus nuo gyvino jis toliau guli ir nejaudia
streso, vaistai suleldZiami per kelias sekundes. Suleidus vaistus
gyvinas patickamas ramiai uZmigti vienas be pasaliniy.

Premedication will be performed calnly to an animal, doctor will
perform alone in animal box be using an extended drip system. In
this case, the animal does not need to be captured, stored, fixed or
otherwise intimidated. Doctor will come calmly near animal, will
itroduce needle and the animal does not feel anything, he will
move away from the animal and continues injecting drugs within
a few seconds, animal will lie there. After injection of medication
the animal is left quietly to sleep.

10,2, Bandommyjy gyviiny skai&iaus
mazinimo reikalavimo taikymo
pagrindiimas /

Justification of the reduction of the
number of animals

Bus naudojami ¥ viso 42 gyviinai 200 Zmoniy
apmokinti per 42 mén,

11 will be used 42 animals for a total, to train 200
people within 42 months.

0.3, Bandomyjy gyviiny naudojimo
salyey gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions undei which animals
are used

Gyvinai nebus laikomi atskirti nuo bandos ar po vieng ne bandoje
ilgq laika, planuojama atvezti gyvinus pric pat planuojamas
procediiras arba parg prie3, siekiant nesutrikdyti bandos ritmo.

Animals will not be kept separate fionm the herd or one for a long
fime, 1t is planned to bring the animals before the planned
procedures or the day before, in order not to disrupt the rhythm
of the herd.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus
2013 m. lapkri€io 25 d.
jsakymu Nr. B1-761

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

ANIMALS

1. Projekto pavadinimas /
Project Title

PaZangios terapijos imuning sistemg modulivojantys

vaistiniai preapratai véZio gydymui
Advanced Therapy Immune Modulating Drugs For Cancer

Treatments

2. Projekto trukmé /
Duration of the Project

2 metai (2019-05-02 — 2021-05-31)
2 years

3. Reik&miniai ZodZiai (ne dangiau Navikai, vakcina, peliy modeliai, véZys.

kaip 5)/

Key words (maximum 5) Tumors, vaccine, mouse models, cancer.

4, Projekio tikslas {-ai) /

Purpose of the
Project

TAIP/
YES

NE/NO

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

4.2. ARkinanujy ar taikommjy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

4.3, Vaisty, maisto, pafary ir kity medZiagy ar produkiy
kitrimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant i§vengti Zmonty ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kify
anomalijy atsiradimo ar ju poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydyma, ivertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyving arba augaly
fiziologing bitkle 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 af
products seeking to prevent uman or animal diseases or
their health disorders, plant diseases or other
abnormalities or their impacts to esure the prevention of
diseases, their diagnosis or treatinent, fo 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 /

Purpases related to the protection of natural
enviromment in the interests of health or welfare of
human beings or animals

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riisies
i¥saugojimo /

Puposes of scientific reasearch seeking the preservation
of a cerlain species

4.6. Auk3tojo moksto ar mokymo tiksiai 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

Purposes related to the development and maintenance of
a colony of genetically altered animals of a certain
condition nof used in other procedures

4.7. Kriminaliniy tyrimy tikstai / X
Purposes related 1o forensic investigations

4.8. Tam tikros biiklés genetidkai modifikuoty gyviiny, X
nenaudojamy kitose procediirose, linijos sukiirimo ir

i8laikymo tikslai /

3. Projekto tikshy apradyinas /
Description of the objectives of the
Project

Projekto tikslai:

Sio tyrimo metu planuojama sukurti 3
autologines dendritiniy lgsteliy vakcinas,
kuriose  hmuninis  atsakas  biity
modulinojamas naudejant egzosomas,
skirtas skirtingoms véZio lokalizacijoms:

® PrievéZiné autologiné dendritiniy
Iasteliy vakcina glioblastomos gydymui;

° Prie¥véZiné autologing dendritiniy
Iasteliy vakcina melanomos gydymui;

o Prie¥véZing autologingé dendritiniy

lasteliy vakcina plandiy véZio gydymu

Description of the objectives of the
Project.

In this study, it is planned to create 3
autologous dendritic cell vaccines in
which the immune response is modulated
using an exosome for different cancer
localizations:

s Anfi-cancer autologous dendritic cell
vaccine  for  the  ireatment  of
glioblastoma;

 Anti-cancer autologous dendritic cell
vaccine for the treatment of melanoma;

« Anti-cancer aqutologous dendritic cell
vaccine for lung cancer

6. Numatoma projekto nauda (t. y.
kokia numatorma nauda atlikus
projektg mokslui, gyviinams ir {ar)
Zmonéms) /

Potential benefits likely to derive
Jrom the Project (1. e. how science
could be advanced or humans or
animals could benefit from the

project)

Sukurty vakeiny ikiklinikinis jvertinimas,
tolimesniems klinikiniams tyrimams atlikti,

Preclinical evaluation of a developed vaccines
Jor further clinical trials.

7. Projekte numatomos naudoti
gyviiny rigys ir preliminarus
gyviiny kiekis (vit.) /

FExpected species and approximate
numbers of animals fo be used in
the Project (in numbers)

Eaboratorings pelés 84 vnt.

Laboratory mouses — 84 units.

8. Numatomas poveikis gyviinui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyviinais procediiras
{t. v. kokj galima skausmg ar
kangias galimai patirs gyviinas ir

Planuojamos vykdyti procediiros priskiriamos
vidutinio sunkumo procediroms.

Eksperimentas bus u¥baigtas tada, kai paskuting
cksperimente dalyvaujanti pelé nuogai¥ natiralia
mirtimi, tadiau esant gyvimo kandiai — jie bus




koks numatomas bandymo su
gyvimais 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)

nugaifinti Reikalavimuose nustatytu leidZiamu
metodu CO; dujomis,

The procedures are considered lo be moderate
severiy.

The experiment will be completed when the last
mouse in the experiment dies with natural death,
but in the case of animal suffering, it will be
killed by the permitted method CO; as specified
in the Requdirements.

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

Retrospective assesment of the
project {if the retrospective
assesment is needed the deadline
has fo be specified)

Projektas atgaline data nebus vertinamas.

Doesn’t required.

10. Reikalaviny maZinti bandomujy gyviing skaidiy bandymo su gyviinais procedéiroms,
gerinti bandomyjy gyviing naudojimo sglygas ir taikyti metodus, leidZiandius pakeisti
bandomyjy gyviiny naudojimg bandymo su gyvinais 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 methods

10.1. Gywvy bandomyjy gyviiny
naudojimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Projekto jgyvendiniui alternatyviis metodai
naudojami nebus, nes §iame {yrime bus siekiama
jvertinti gyvo organizimo atsaka | tirlamajj vaistinj
preparata,

During the vesearch time alternafive methods will
not be used,

10.2. Bandomyjy gyviiny skai¢iaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Eksperimento grupés bus sudaromos tik i¥
minimalaus gyvany skaiiaus.

All experimental groups will be formed fiom
minimal animals munbers.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which amimals
are used

Gyviinai bus laikomi standartinése salygose.

Experimental animals will be housed under
standart conditions.




BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /

Project Title

moleknlinial tyrimai*

Acinetobacter baumannii”

»Oportunistinés  bakterijos  Acinetobacter  baumannii

patogenezés

“Molecular studies of pathogenicity displayed by opportunistic bacteria

2. Projekto trukrﬁé /

Duration of the Project

2019 m, 05 mén. - 2019 m, 12 mén.

2019,05.15-2019.12.31

Key words (maximum 5)

Reik¥miniai fodZ%al (ne daugiau kaip 5) / Infekeija, patogenezé

Infection, pathogenesis

4. Projekto tikslas {-al) /

Purpaose of the Project

TATP/
YES

NE /
NO

[41. Fundamentaliyjy moksliniy tyrimy tikslai /
Purpose related to basic research

4.2. Aigkinamuyjy ar taikomuyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied vesearch

4.3, Vaisty, maisto, pa%ary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant iSvengti
Zmoniy ir gyviiny ligy ar sveikatos sutrikinwy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uftikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviimy arba augaly fiziologing biiklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, guality, efficiency and
safety of products seeking to prevent human or animal diseases or their
healih disorders, plant diseases or other abnormalities or theiy impacts to
esure the prevention of diseases, their diagnosis or freatment, fo assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4.4. Gamtinés aplinkos, reikalingos moniy ar gyving sveikatai ar gerovei,

apsaugos tikslai /
Purposes related to the protection of natural envivonment in the inferests of
health or welfare of human beings ov animals

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riiies i§saugojimo /
Puposes of scientific reasearch seeking the preservation of @ certain species

4.6. Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines
Zinias, kelti kvalifikacija /

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

4.7, Kriminaliniy tyriom tikslai /
Purposes related to forensic investigations

4.8. Tam tikros biiklés genetilkai modifikuoty gyviny, nenaudojamy kitose
procedirose, linijos sukiirimo ir i¥taikymo 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 tikshy apradymas /

Deseription of the objectives of the

Darbo tikslas - iftirti oportunistings bakterijos Acinetobacter bawmannii
padermiy, iSskirty i¥ skirtingy Lietuvos ligoniniy, infekeijos potencialy pelés
modelyje bei nustatyti naujus virulentiSkumo veiksnius kaip potencialius
vakeiny kandidatus.

Aim of the project — to investigate the infection potential of oppornatistic
bacteria Acinetobacter baumannii in the mouse model and fo identify new
virulence factors as potential candidates for vaccines.




Project

6. Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projekty
mokslui, gyvinams ir {ar) imonéms) /

Potential benefits likely to derive from
the Project (i, e. how science could be

advanced or humans or animals could
benefit from the project)

Gauti rezultatai padés suprasti oportunistinés  bakterijos A, baumannii
patogenezcs eigq; nustatyti nauji virulentiSkumo veiksniai bus svarbits kaip
potencialiis  kandidatai vakeiny kirimui, kurios gali pakeisti gydymg
antibiotikais kaip efekiyvesné ir patikimesné prevenciné priemons,

The obtained results will help to understand the pathogenesis of opportunistic
bacleria A. baumannii; since A. baumannii is resistant to all known antibiotics,
new virulence factors will be important Jor the development of new-generation
vaccines that can veplace antibiotic treatment in hospitals as a more effective
and reliable cure.

7. Projekte numatomos naudoti gyviny
ridys ir preliminarus gyviny kiekis {vnt.)/

Expected species and approximate
numbers of animals to be used in the
Profect {in numbers)

Laboratorinés pelés — 50 vat.

Mice — 50.

8. Numatomas poveikis gyvanui {-ams)
atsiivelgiant j planuojamas bandymo su
gyvinais procediras (t. y. kok] galima
skausma ar kangias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediry uZbaigimo badas) /

The expected effects on an animalfs)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)

Planuojamos  vykdyti  procediiros priskiriamos  lengvoms  procediiroms.
Eksperimento pabaigoje gyviinai bus nufudomi.

The procedures are considered to be low severify.
At the end of the experimen, laboratory animals will be sacrificed.

9. Projekto vertinimas atgaline data {jeigu
reikafingas vertinimas atgaline data,
nurodyti, iki kada jis turi biiti atliktas) /

Retrospective assesment of the project
{if the retrospective assesment is needed
the deadline has to be specified})

Projektas atgaline data nebus vertinamas

Doesn't required

alternatyviais metodais, jeyvendinimas /

10. Reikalavimy ma¥inti bandomuyjy gyviiny skaitiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny naudojimo
salygas ir taikyt metodus, leid¥anéius pakeisti bandomuyjy gyviiny naudojimg bandymo su gyviinais procediroms

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

10.1.  Gyvy bandomyjy gyviny naudojimo
ir atternatyviy metody nenaudojimo

/i vivo modelin gali bitti pasirinkei kiti bestuburiy gyviiny modeliai, tokie kaip
C. elegans, tafiav A. baumannii yra Zmogaus patogenas, todél infekcijos
tyrimui reikalingas Zinduolio organizmas, kurio imuniné sistema artimesné

2




reikalavimo taikymo pagrindimas /

Justification for using live animats and
Jor not using alternative methods

Zmogaus iminuninei sistemai. Alternatyvus Iasteliy kultiry metodas ir C."
elegans infekcijos modelis i§ dalies bus taikomi, tadiau néra pakankami sickiant
nustatyti 4. baumannii virolentidlumo potencialg Zmogaus organizimui,

Invertebrate animal models such as C elegans may be selected, however A,
banmennii is a luman pathogen, so an infection Study requires a mammalion
orgawism with an immune system relative to the human immune system, The
alternative cell culture method and C. elegans infection model Wil be partly
applied, but they are not sufficient to determine the polential of the A.
baumannii virulence in human OFZanism,

10.2.  Bandomujy gyviiny skaiffaus
mazinimo reikalavimo talkymo
pagrindimas /

Justification of the reduction of the
number of animals

Bandomyjy gyviinyg skaidiaus ma¥inime tiksiu bus naudojama tik po vieng peliy
kontroling grupe,

For the rveducing number test animals only one mice control group will be used.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Pagerintos gyvenimo sglygos gyvinams nebus reikalingos.

Improved living conditions for animals will not be Heeded.




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

Praoject Title

1. Projekto pavadinimas /

N. Opticus degeneracinio proceso slopinimas sukeliant i§sétings
sklerozés simptomus, bei sickiant medikamentinio gydymo
efektyvumo naudojant peliy ir Ziurkiy eksperimenting autoimuninj
encefalomielito modelj mokslo ir mokymo tikslais
Suppression of degenerative process of N. Opticus by inducing
symptoms of multiple sclerosis and effectiveness of medical
treatment using mice and rat experimental autoimmune
encephalomyelitis model for science and education

2. Projekto trukmeé /
Duration of the Project

201905022022 12 3]
02 05 2019311220622

kaip 5)/

Key words (maxinun 5)

3. Reik¥miniai ZodZiai (ne daungiau Modeliai, akys, pelés, Ziurkés, tyrimai

Models, eyes, mice, rat, trials

Purpose of the
Project

4. Projekto tikslas {-ai) /

TAIP/
YES

NE / NO

4.1. Fundamentaliyjy moksliniy tyriny tikslai /
Purpose related (o basic research

NE/NO

4.2. Aigkinamyjy ar tatkomuyjy moksliniy tyrimy tikslai/
Purpose related to translational and applied research

TAIP/
YES

4.3. Vaisty, maisto, pasary ir kity medZiagy ar produkty
kirimo, gamybos, kokybés, veiksmingume ir saugumo
tikrinimo tikslai siekiant i§vengti Zmoniy ir gyviiny ligy
ar sveikatos sufrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontrolivoti ar pakeisti Zmoniy, gyviing arba augaly
fiziologine bitkle 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, plani diseases or other
abnormalities or their impacis to esure the prevention of
diseases, their diagnosis or treafment, lo assess, identify,
confral or change the physiological condition of Inonans,
animats or plants or improve the animal welfare.

TAIP/
YES

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

Purposes related to the profection of natural
environment in the interesis of health or welfure of
Inuman beings or animals

NE/NO

4.5, Moksliniy tyrimy tikslai sickiant atitinkames raies
iSsaugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

NE/NO

4.6. Auk$tojo mokslo ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /
Puposes related (o higher education or training aimed at

NE/NO




gaining or deepening professional knowledge or

improving qualifications
4.7. Krinrinaliniy tyrimy tikslai/ NE /NO
Purposes related to forensic investigations

NE/NO

4.8, Tam tikros buklés genetidkai modifikuoty gyvimy,
nenaudojamy kitose procedilrose, linijos sukiirimo ir
iglaikymo tikslai /

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

5. Projekto tiksly apraSymas /
Description of the objectives of the
Project

1seting sklerozé (IS) — cenltrings nervy sistemos
antoimuning figa.

Simptomai gali labai skirtis. Organizmo imming
sistema atakuoja ir ardo mielina, to pasékoje
pasireidkia:

» regéjimo sutrikimai;

+ rapmeny silpnumas;

+ problemos su koordinacija ir pusiausvyra;

= mgstymo ir atminties sutrikimai.

IS eksperimentinis modelis taikomas gyvimuose
yra eksperimentinis autoimuninis
encefaiomielitas (toliau - EAE). EAE v IS
turi bendrus klinikinius, histologinius,
imuneloginius ir genetinius bruoZus, EAE yra
poligeniné chironi¥ka uZdegiming nervy
sistemos demielinizacijos liga, EAE néra
i¥séting sklerozé, tadian ji labai artima jai.
Projekte validuosime EAE Ziurkiy ir peliy
modetuose. Tatkydami § modelj planuojame
istirti 15 skirtingy vaistiniy preparafy.
Efektyviausi ir saugiausi preparatai bus
panaudoti klinikininose tyrimuose su
Fmonémis,

Multiple Sclerosis (MS) Is a central nervous
system autoimmune disease,

The symptoms may vary greatly. The body's
immune system attacks and destroys myelin,
resulting in:

» visual disturbances;

» muscle weakness;

» problems with coordination and balance;

» thinking and mewmory disorders.

The experimental model of IS applied to animals
is experimental autoimniune
encephalomyelitis (EAE). EAE and MS have
common clinical, histological, immunological
and genetic features, FAE is a polvgonal
chronic inflammatory disease of the nervous
system. EAF Is not multiple sclerosis, but it is
very close fo it. In the project we will work on
EAE rat and mouse models. With this mode,
we plan fo investigate 15 different medicines.
The most effective and safe prepavations will
be used in clinical trials in humass.

6. Numatoma projekto nanda (1. y.
kokia numatoma nauda atlikus
projektg mokslui, gyviinams ir {ar)
monéms) /

Potential benefits likely fo derive
Jrom the Project (1. e. how science
could be advanced or humans or
animals could benefit fiom the

Nauji vaistiniai preparatai, kurie furés auk3ta
efektyvumo ir saugumno rodiklj, toliau bus
naudojanti klinikiniuose tyrimuose su
Fmonémis. Todél rinkoje atsirasty
efektyvesniy IS vaisty pasirinkimas.
Padidéjusi vaistiniy preparaty jvairové
padidinty prieinamuwmg, maZinty jy
kainas. Nauji preparatai rinkoje paléfy




atsirasti apie 2027 m.

New medicines that have a high level of efficacy
and safety will continue to go lo clinical trials
with humans. Therefore, there would be a
more effective choice of medicines on the
markel. Increased variety of medicines would
increase availability and reduce prices. New
preparations on the market could come about

in 2027,

project)

Pelés (Mus musculus) BALB/c, CSTBL/6) 450
gyviiny rasys ir preliminarus vnt. Ziurkes (Rattus norvegicus) WISTAR,
gyviny kiekis (vat.}/ Long Evans, Brown Norway, Sprague Dawley
Expected species and approximare 450 vnt.

numbers of animals to be used in | Mice (Mus musculus) BALB/c, C57BL/6J 450
the Project (in numbers) units. Zinrkes (Rattus norvegicus) WISTAR, Long
Evans, Brown Norway, Sprague Dawley 430

7. Projekte nunatomos naudoti

units.

8. Numatomas poveikis gyviinui (- Procediiry metu gyviinai nepatirs skausmo, visos
ams) atsiZvelgiant j planuojamas procediiros yra priskiriamos lengvai ir
bandyino su gyvinais procediias vidutiniai kategorijai. Gyviinai bus
(t. y. kokj galimg skausing ar eutanazuojami kaklo distokacija arba
kandias galimai patirs gyviinas ir anestetiky pardozavimu,
koks numatomas bandynto su
gyviinais procediiry uzbaigino During procedures animals will not suffer from
biidas) / pain, all procedures are categorized light and
The expected effects on an everage severely level. Animals will be
animal(s) in the context of the enthanized cervical dislocation or anesthetic
projected procedures of overdose.

experiments on animals (1. e.
expected level of severity of pain
or suffering {o be likely
experienced by an animal and
what is the expected way of
finalising the procedures of
experiments on animals)

9. Projekto vertinimas atgaline data NE/
(jeigu reikalingas vertinimas
atgaline data, nurodyti, ikikada jis { NO
turi biiti atliktas) /

Retrospective assesment of the
project (if the retrospective
assesment is needed the deadiine
has fo be specified)

10. Reikalavimy mazinti bandonyjy gyviiay skaiiy bandymo su gyviinais procedaroms,
gerinti bandomyjy gyviing naudojimo salygas ir taikyti metodus, leidZiandius pakeisti
bandomujy gyviiny naudojimg bandymo su gyvinais procediroms alternatyviais
metodais, jgyvendinimas /

Implementation of the requirements jor the reduction of the number of animals used in
procedures of experiments on animals, refinement of conditions utrder 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

18.1, Gyvy bandomujy gyviny Reikalingas gyvas organizinas su  pilna
naudojimo ir alternatyviy metody | neurohumoraline sistema ir pilnu atsaku.
nenaudojimno reikalavimo taikymo | Live  organisms  are  needed with  full
pagrindimas / neurohumoral system ant clear response.
Justification for using live animals
and for not using alternative

methods

10.2. Bandomyjy gyviiny skaifiaus 900 gyvimai reikalingi, kad gautume aukita
maZinimo reikalavimo taikymo duomeny patikimuma. Projekto metu buvo
pagrindimas / atsizvelgta | 3Rs koncepceija.

Justification of the reduction of the | 900 animals are needed to obtain high data




number of animals

reliability. In the project we take in to accownt of
3Rs conception,

10.3. Bandomyjy gy viiny naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Gyviny laikymo aplinka, narvai ir laikymo
sglygos, visos atliekamos procediros atitiks 2010
m. rugséjo 22 d. Buropos Parlamento ir Tarybos
direktyvos 2010/63/ES dél mokslo tikslais
naudojamy gyviny apsaugos reikalavimus.

All housing environment, cages, procedures will be
according to 2010/63/EU directive.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkri&io 25 d.

jsakymu Nr. B1-761

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

ANIMALS
1. Projekto pavadinimas / . Chemo-imunoterapiniy deriniy efektyvumo gydant indukuotus
Project Title peliy uzdegiminio ir newrdegiminio tipo navikus vertinimas®

Evaluation of the efficacy of chemo-imunotherapy combinations in
the treatment of induced mouse inflamed and non-inflamed tumaors

2. Projekto trukmé / 2019-06-16 - 2022-09-30
Duration of the Project

3, Reik¥miniai Zod¥iai (ne daugiau Dendritinés lastelés, anti-PD-L1, ciklofosfamidas, véZys
kaip 5}/
Key words (maximun 5) Dendritic cells, anti-PD-L1, cyclophosphamide, cancer

4, Projekto tikslas (-ai) / TAIP/ NE/NO
Purpose of the YES
Project 4.1. Fundamentaliujy moksliniy tyrimy tikslai / lg[

Purpose related to basic research )

4.2, Aigkinamuyjy ar taikonyjy moksliniy tyrimy tikslai / E

Purpose related to iranslational and applied research N

4.3. Vaisty, maisto, padary ir kity medZiagy ar produkiy [)_ZF

kitrimo, g-uybos, kokybés, veiksmingumo ir saugumo

tikrinimo tikslai siekiant i¥vengti Zmoniy ir gyviny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uztikrinti ligy
prevencijy, diagnozavima ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti #moniy, gyviiny arba augaly
fiziologing biikle ar gerinti gyviiny gerove /

Purposes related fo the control of pharmacenticals

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 to esure the preveition of
diseases, their diagnosis or treatmenl, [0 QSscss, identify,
control or change the physiological condition of umans,
animals or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gy vimny E{J

sveikatai ar gerovei, apsaugos ti: skai /-

Purposes relate:d to the profection of natural

environment in the interests of heulil or welfare cf

human beings or animals o

4.5. Moksliniy tyrimy tikslai sickiant atitinkamos rasies E{J

igsaugojimo /

Puposes of scientific reasearch seeking ihe preservation

of u ceriqin species B

4.6. Auk&tojo mokslo ar mokymo tikslai sickiant jgyti ar @

pagilinti profesines Zinias, kelti kvalifikacija /

Puposes related to higher education or training aimed at

gaining or deepening professional knowledge or

inproving qualifications

4.7. Kriminatiniy tyrimy tikslai /

Purposes related 1o forensic investigations |




4.8. Tam tikros buklés genetiskai modifiknoty gyvany, @I
nenaudojamy kitose procedirose, linijos sukiirimo ir
i8laikymo 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 apradymas /
Description of the objectives of the
Project

Sio projekto tikslas yra jvertinti chemo-imunoterapiniy
{ciklofosfamidas, dendritiniy lasteliy vakeinos bei anti-PD-1) deriniy
efekiyvuima gydant indukuofus peliy uzdegiminio ir neuZdegiminio
tipo navikus. Taikyto gydyme efektyvumas bus vertinamas pagal
peliy klinikinj ir imuninj atsaka j taikyta gydyma bei bus ic¥koma
molekuliniy Zymeny, leidZiantiy prognozuoti fokios terapijos
efektyvuma, gydant peliy indukuotus uZdegiminio ir neuzdegiminio
tipo navikus.

"The aim of this project is to evaluate the effectiveness of chemo-
immunotherapy (cyclophosphamide, dendritic ceHl vaccine, anti-PD-
1) in the treatment of mice induced inflamed and non-inflamed
tumots. The effectiveness of the treatment will be assessed by mice
clinical and immune response to the treatment. Also molecular
markers will be sought to predict the etfectiveness of such therapy in
the treatment of mice induced inflamed and non-intlamed tumors.

6. Numatoma projekto nauda (t. y.
kokia numatoma nauda atlikus
projekta mokslui, gyvanams i {ar)
Fmonéms) /

Potential benefits likely fo derive
from the Project {i. e. how science
conld be advanced or lrumans or
animals could benefit from the

project)

Projekto metu bus gauti duomenys apie chemo-imunoterapiniy
kombinacijy efektyvumg gydant skirtingo imunogeniskume peliy
navikus. Sékmés atveju bus atrasti molekuliniai Zymenys, teidZiantys
prognozuoti efektyviausiy chemo-imunoterapiniy metody
kombinacijas peliy indukuoty uzdegiminio ir neuFdegiminio tipo
naviky gydymui. Projekto rezultatai bus paskelbti mokslininose
straipsniuose, nacionalinése bei tarptautinése konferencijose. Taip
pat i§ gauty rezultaty planuojama apginti disertaciia.

The project will provide data on the cfficacy of chemo-
immunotherapeutic combinations for the freatment of tumors of
different immunogenicity in mice, Also, this study could help to
create a set of markers that would allow to predict the most effective
combinations of chemo-immunotherapeutic method for the treatment
of murine inflamed and non-inflamed tumors. The results of the
project will be published in scientific articles, aational and
international conferences. It is also planned to defend the disscrtation

from the results.

7. Projekte numatomos naudoti
gyviiny ritdys ir preliminarus
gyviiny kiekis (wnt.) /

Expected species and approximate
numbers of animals io be used in
the Project (in numbers)

CS7BL/G sveikos patelés, 8-12 savaigiy amZiaus.
Tyrimui reikalingy gyviiny kiekis — 378,

C57BL/6 healthy females, 8-12 weeks old.
Amount of antmals needed - 378.

8. Numatomas poveikis gyvanui (-
ams) atsizvelgiant j planuojamas
bandymo su gyviinais procedaras
(t. y. kokj galima skausmg ar
kanéias galimai patirs gyviinas ir
koks numatomas bandymo su
gyvilnais procediiry uzbaigimo
bitdas) /

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

Visi gyviinai naudojaimni eksperimente patirs trumpalaiki, neZymy
skausma, baime ir kangig. Eksperimento pabaigoje pelés bus
nuzudomos atliekant cervikaling kaklo dislokacijg.

All animals used in this experiment will experience pain, fear and
distress. At the end of the experiment mice will be sacrificed by the
cervical dislocation of the neck.




experiments on aninals)

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

Retrospective assesment 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 evaluated retrospectively.

metodais, jgyvendinimas /

10. Reikalavimy mainti bandomuyjy gyviiny skaigiy bandymo su gyvinais procediroms,
gerinti bandomyjy gyviiny naudojimo salygas ir taikyti metodus, leidZianéius pakeisti
bandomyjy gyviiny naudojima bandymo su gyviinais procedaroms alternatyviais

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 replacenient
of the use of animals in the procedures by alternative methods

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

Justification for using live animals
and for not using alternative
methiods

Tinkamai jvertinti chemo-imunoterapijos efektyvumg gydant
skirtingo imunogenitkumo navikus yra jmanoma tik &1 vivo
salygomis, panaudojus eksperimentinius gyviinus. Lasteliy kultdrose
nejmanoma sukurti uzdegiminio ar neuZdegiminio naviky prototipo.
Taip pat vertinant taikomo gydymo efektyvumg yra svarbu jvertinti
klinikinj ir imuninj atsaka, kas gali bati pasickiaina tik gyvame
organizine,

To properly evaluate the efficacy of chemo-inununotherapy in
treating tumors of different immunogenicity is only possible in i
vivo conditions using experimental animals.

It is not possible to create a prototype of inflammed and non-
inflamed tumors in vitro in cell cultures. It is also important to
evajuate clinical and immune response to treatinent, which can only
be achieved in the living organism.

10.2. Bandoniyjy gyviim skaiciaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Eksperimente bus naudojamas maZiansias gyviinyg skaiéius, kuris
feisty pasiekti statisti¥kai patikimus tyrimo rezultatus.

We will use the smallest number of experimental animats, which
would allow to achieve statistically reliable results.

10.3. Bandomyjy gy viiny nandojimo
sglygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Gyviinai bus laikomi pagal numatytus reikalavimus. Jie bus pilnai
apriipinti ju poreikius atitinkandiais pagarais, gyvenamojo ploto
norma, §variu vandeniu, $viesa bei §iluma. Gyviny laikymo narvai
bus reguliariai valomi ir prizitrimi. Gyvinai bus laikomi patalpose,
kuriose palaikoma 20+2°C temperatiiva, 50-60 % santykiné drégmeé
12 h $viesa/tamsa $viesos reZimas, Standartiniai maisto padarai ir
geriamas vanduo bus duodami ad libitum.

Animals will be kept in accordance with the requirements. They will
be fully equipped to meet their needs — feed, living space, clean
water, light and heat. Animal cages will be cleaned and maiatained
at regular intervals. Animals will be kept in rooms where 20 + 2°C
temperature, 50-60% relative humidity 12h light / dark light is
maintained. Standard feed and drinking water will be provided ad
{ibitum.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus
2013 m. lapkricio 25 d.
isakymu 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

L. Projekto pavadinimas /
Project Title

tyrimai

and therapy

Naujy Sviesos technologijy diagnostikai iv terapijai

Research on novel light fechnologies for diagnostics

2. Projekto trukmé /
Duration of the Project

4 metai 2019-06-01 —2023-04-30
4 years

3. Reik¥miniai ZodZiai (ne daugiau

Phototherapy, laser, safety, fluorescence, diagnostics

kaip 5)/
Key words (maxivium 5)
4. Projekto tikslas (-ai) / TAIP/ NE/NO

Purpose of the YES
Project 4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X

Purpose related to basic research

4.2. Aiskinamyjy ar tatkomyjy moksliniy tyrimy tikslai/ | ¥

Purpose related to translational and applied research

X

4.3. Vaisty, maisto, paSary ir kity medZiagy ar produkiy
kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant i§vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikiny atsiradimo, augaly ligy arba kit
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kentroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologine 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 to ensure the prevention
of diseases, their diagnosis or treatment, lo assess,
identify, control or change the physiological condition of
hwmnans, animals or plants or improve the animal
welfare,

4.4. Gamtings aplinkos, reikalingos Zmoniy ar gyviiny
sveikatal ar gerovel, apsaugos tikslai /

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riasies
i§saugojimos —— o co C
Purposes of scientific research seeking the preservation
of g certain species

4.6. Auk3tojo mokslo ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

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




4.7. Kriminalinly tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros buklés genetitkai medifikuoty gyviny,
nenaudojamy kitose procediirose, linijos sukiirimo ir
i8laikymo tikslai /

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

5. Projekto tikslhy apraymas /

Description of the objectives of the
Project

Projekto tikslai yra jvertinti naujy lazeriniy, fototerapijos ir
diagnostikos metody veiksmingumg ir tinkamuma uZdegiminiy
procesy slopinimui, Zajzdy, atopinio dermatito, Zvynelings,
reumatoidinio artrito, diabeto ir fibroziy gydymui ir diagnostikai.

The main objectives of this project are to evaluate the
effectiveness and suitability of new laser, phototherapy and
diagnostic methods in: inhibition of inflammatory processes, atopic
dermatitis, wound healing, psoriasis, rheumatoid arthritis, diabetes
mellitus, skin fibrosis and liver fibrosis.

6, Numatoma projekto nauda (t. v.

kokia numatoma nauda atlikus
projekta mokslui, gyvinams ir (ar)
Fmonéms) /

Potential benefits likely fo derive
Jrom the Praject (i. e. how science
could be advanced or himans or
animals could benefit from the

project)

Gauti rezultatai Isisty sukurti naujus $viesos technologijy
prictaisus, kurie veiksmingiau slopinty Zvynelinés, atopinio
dermatito, odos fibrozés, reumatoidinio artrito ligos poZymius,
lyginant su medicininéje praktikoje taikomais plataus spekiro
spindulinotés Saltiniais.

Naujy diagnostiniy metody kaip antros  harmonikos
mikroskopijos pritaikymas susirgimy diagnostikai leisty arskirt
patologijas neatlickant histologiniy tyrimy, kas prisidéty prie greityjy
diagnostikos metody kiirimo,

The obtained results will allow to creat a new light technology
devices that effectively suppress the symptoms of diffrent deseases,
such as: psoriasis, atopic dermatitis, skin fibrosis, rheymatoid
arthritis, Tt will be be a more effective and safer alternative for
current in-use broad-spectrum radiation devices in medical practice.
The use of novel diagnostic methods such as the second harmonic
microscopy for disease diagnosis would allow to distinguish
pathalogies without the need for histological examination, thus
contributing to the development of express diagnostic methods.

7. Projekte numatomos naudoti

gyviny rafys ir prelinvinarus
gyvinuy kiekis (vnt.) /

Expected species and approximate
numbers of animals to be used in
the Project (in numbers)

Pelés (mus muscufus) — 1040:

DBA/2 — 150;
CS7BL/6 — 570;
Balb/C - 320

Triugiai (Oryctolagus cuniculus) — 80

Mice {mus muscufus) - 1040:

DBA/2 - 150;
CSTBLI6 - 570;
Balb/C — 320

Rabbit (Oryerolagus cuniculus) - 80

8. Numatomas poveikis gyviinui (-

ams) atsizvelpiant j planuojamas
bandymo su gyviinais procediiras
. {t. y. koki galimg skausimg ar
kan&ias galimai patirs gyvimas ir
koks munatomas bandymo su
gyvinais procediiry uzbaigimo
biidas) /

The expected effects on an
animal(s) in the context of the
profected procedires of
experiments orn animals (i, e.

Lengvo sunkumo procediira (6.1.).
Lengvo sunkumo procediira (6.4.).
Lengvo sunkumo procediira (6.5.).

-Lengvo sunkumo procediira (6.6.).

Lengve sunkumo procedira (6.11.),
Eksperimento pabaigoje gyviinai bus nuZudomi.

The procedures are considered to be mild severity (6.1.).
The procedures are considered to be mild severity (6.4.).
The procedures are considered to be mild severity (6.5.).
The procedures are considered io be mild severity (6.6.).




expected level of severity of pain
or suffering to be likely
experienced by an animal and
what Is the expected way of
Jinalising the procedires of
experiments on animals)

The procedures are considered to be mild severity {6.11.).

At the end of the experiments, the animals will be sacrificed.

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

Retrospective assesnient of the
project (if the refrospective
assesment is needed the deadline
has to be specified)

Projektas atgaline data nebus vertinamas

Isn‘t required.

10. Reikalavimy maZinti bandomuyjy gyvany skai¢iy bandymo su gyviinais procediiroms, gerinti bandomuijy
gyviny naudojimo salygas ir taikyti metodus, leidZianius pakeisti bandomyjy gyviing naudojimg
bandymo su gyvinais procediroms 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 wnder 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 bandonmjy gyviiny
naudojimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification jor using live animals
and for not using alternative
methods

Pirminiai eksperimentai jvertinant diagnostiniy ir terapiniy
sisterny tinkamumg ir patikimuma, bus atlickami su modeliniais
bandiniais.

Initial experiments on the appropriateness and reliability of
diagnostic and therapeutic systems will be performed with model
sampies,

10.2, Bandomjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Bandomyjy gyving skaiivs numatomas minimalus norint
pasiekti statistiSkai patikimus eksperimentiniy tyrimy duomenis.

The number of experitnental animals is the Jowest, that could
produce statistically reliable data.

10.3. Bandomyjy gyviing nandojimo
salygu gerinimo reikalavimo
taikymo pagrindinmas /
Justification of the refinement of
conditions under which animals
are used

Po operacijy visi gyviinai bus laikomi aplinkoje esant 2-3
laipsniais  aukStesnei temperatiivai negu mwodo minimalis
retkalavimai,

After procedures, all animals will be kept in the enviromment at
a temperature of 2-3 degrees above the minimum requirements,




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

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

ANIMALS

Project Title

FProjekto pavadiniinas /

festavimas /

testing

DNR in vivo transfekeijos reagento LDso nustatymas ir kokybés

Determination of DNA in vivo transfection reagent LDso and quality

2. Projekto trukme /

3 metai 2019-06-01 — 2022-05-31

Duration of the Project 3 years

kaip 5)/

3. Reik¥miniai ZodZiai (ne daugian

Key words (maxinum 5)

Transfekcija, katijoninis polimeras, laboratorinés pelés/
Transfection, cationic polymer, laboratory mice

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

TALP/
YES

NE/NO

[4.1.F undamentaliyjy moksliniy tyrimy tikslai /
Purpose related to basic research

4.2, Ai8kinamyjy ar taikomuyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

4.3. Vaisty, maisto, paary ir kity medZiagy ar produkty
kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant igvengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikiny atsiradimo, augaly ligy arba kify
snomalijy atsiradimo ar ju poveikio, v¥tikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologine biklg ar gerinti gyvany perove /

Purposes related to the controf 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 to esure the prevention of
diseuses, 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 moniy ar gyviing
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 ragies
i%saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

4.6. Auk3tojo mokslo ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

Puposes related lo 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 biklés genetitkai modifikuoty gyvany, X

nenaudojamy kitose procediirose, linijos sukiirimo ir
islaikymo tikslai /

Purposes related to the development and maintenance of
a colony of genetically altered animals of a certain
condition nof used in other procedures

5. Projekto tiksly aprasymas /
Description of the objectives of the
Project

Darbo tikslas — sickiant informuoti produkto vartotojus ir taip
sumazinti nercikalingg gyviiny panaudojina, jvéitinti naujai
susintetinto katijoninio polimero, polihidroksipropilenimino
(pHP), medianing letalia dozg (LDso) bei jvertinti produkto
fransfekeijos efekiyvuma i vivo.

Objectives ~ to inform product users and thus reduce unnecessary
utilization of animals, determine the LDsp and transfection
effectiveness in vivo of a novel synthetic cationic polymer.

6. Numatoma projekto nauda (t. y.
kokia nmatoma nauda atlikus
projekta mokslui, gyviinams ir (ar)
Zmonéms) /

Potential benefits likely to derive
Jrom the Project (i. e. how science
could be advanced or humans or

animals could benefit from the

project)

LDso nustatymas leidZia jvertinti saugia dozg reagento panaudojimui
gyvinuose, taip ifvengiant netikslingy gyviiny kangiy ar Ziities
ateityje. [vertinus reagenty efektyvoma, panaikinama rizika
prastos kokybés produkto panaudojimui, taip sumazinant
netikslingg gyviiny panaudojimg klienty laboratorijose. Gauti
duomenys gali biiti panaudojami tobulinant produkta, padarant jj
efektyvesniu ir saugesniu organizmui.

Determining the LDsoallows to choose a safe dosage for use in
animal experiments, thus preventing the suffering or death of
laboratory animals on which the reagent is used. Evaluation of
reagent effectiveness eliminates the risk of poor quality reagent
use, thus reducing the unnecessary use of animals in client
laboratories. The acquired results can be used to improve the
produet, making it more effective and safer.

7. Projekte nmmatomos naudoti
gyviany risys ir preliminarus
gyvam) kiekis (vat,) /

Expected species and approximate
nmmbers of amimals to be used in
the Project (in numbers)

Laboratoring pelé (Mus musculus).
60 vt

60 units

8. Numatomas poveikis gyviinui (-
ams) atsi¥velgiant | planuojamas
bandymo su gyviinais procediiras
(t. y. kokj galimg skausmg ar
kanéias galimai patirs gyvimas ir
koks nmumatomas bandyno su
gyviinais procediiry uzbaigimo
blidas) /

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 o be likely
experienced by an animal and
what is the expected way of
Jinalising the procedures of
experiments on animais)

LDs nustatymo metu skausing ar kanéig galéty patirti iki 4 gyviiny
dél didesnés reagento dozés sukeliamo toksinio poveikio.
Kokybeés testams naudojami gyviinai skausmo ir kandiy nepatirs,
baime / nemalony pojiitj gali sukelti tik injekctjos.

Procediiros pabaigoje gyviinai bus nugaiSinami, kraujas ir organai
surenkami tyrimams.

During determination of LD50, up to 4 animals could be subject to
pain or suffering due to the toxic effects of higher concentrations
of tested reagent. Animals used for quality testing will feel
neither pain nor suffering, fear or irritation should only be felt
during administration of injections.

At the end of procedures mice will be sacrificed, blood and Organs
collected for further research.

9. Projekto vertinimas atgaline data
(jeigu reikalingas vertinimas
atgaline data, nurodyti, iki kada jis
furi biiti atliktas)/

Retrospective assesment of the
profect (if the refrospective
assesment is needed the deadline
has o be specified)

Netaikoma

Not applicable

10. Reikalavimy maZinti bandomyjy gyviiny skaiiy bandymo su gyviinais procediroms, gerinti bandonyjy
gyviiny naudojimo sglygas ir taikyti metodus, leidziandius pakeisti bandomujy gyviiny naudojimg
bandymo su gyviinais procediiroms 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. Gywvy bandomyjy gyviim
naudojimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Galinia reagenty naudoti lasteliy kultirose, transfekatojant konkretans
tipo komercines kultivuojamas Igsteles. Ta&iau tokin biidy negalima
jvertinti reagento poveikio transfekuojant gyviing (analogigkai kliento
atliekamai procediirai), kadangi kultiros, sudaryfos i§ vieno tipo
Iasteliy, neatstoja i daugybés skirtingy rigiy Igsteliy sudaryto gyvo
organizmo, o transfekcijos reagento poveikis gali nevienodai
pasireiksti keliy tipy audiniuose (priklausomai nuo veikiamy Igsteliy
ritdies, reagento prieinamumo skirtingos strukifiros audiniuose ir t.t).

Even though testing of the reagent is possible in cell cultures, this
does not provide evaluation of the reagent’s effect on the animal (as
it would be used by the client), as cell cultures cannot substitute for
the complex structures of an organism and the effect of the
transfection reagent can be present in different types of tissues

(depending on the type of cells affected, the availability of the
reagent in different tissues etc.).

10.2. Bandomuyjy gyviiny skaitiaus
maZinimo reikalavime taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Medianings letalios dozés (LDsg) nustatymui rentiamasi
OECD rekomendacijomis (UDP procediira), pritaikant jas i uodegos
veny suleidZiamy reagenty testavimui,

(Test No. 425: Acute Oral Toxicity: Up-and-Down Procedure
DOL hitps://dx.doi.org/10.1787/9789264071049-en)

Kadangi bus remiamasi analogisko transfekeijos reagento
medianinés letalios dozés tyrimu, atliktu anksdiau, tikétina, kad bus
sunaudota nedaugiau 10 gyvim,.

Kokybés testams bus naudojamos laboratorings pelés.
Parinktos trys testuojamos koncentracijos plius neigiama ir teigiama
kontrolés (3+2), testavimo poreikis — tris (keturis kartus antrais
metais) kartus per metus, bendras kiekis trims metams (viso projekto
laikotarpiui) — 50 peliy.

The median lethal dose (LDsy) will be evaluated according to OECD
guidelines (UDP procedure), applying them to test reagents injected
via tail vein,

As deta used in previous LDsg determination experiments will be
used for reference, it is likely that no more than 10 animals will be
used,

For quality testing, three concentrations of reagent are chosen for
each test, as well as a positive and negative control (3+2), three tests
per year (four in the second year) are planned, therefore, the fotal
number of mice is 50.

16.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Eksperimentiniai gyviinai laikomi spintoje Noroit A-Box 80, kurioje
palaikoma 22°C temperatiira / dienos-nakfies ciklas (8viesa— 14 W/
tamsa —10 h), santyking drégme ~50. Transfekuoti gyviinai (pelés po
3 vnt) bus laikemi atskiruose narvnose (parametrai 425 x 266 x 180
mm). Gyviiny, taip pat narvy, kraiko, vandens keitimo bei kambario
prieZitira atlickama laikantis imonéje patvirtintos valymo, plovimo ir
dezinfekavimo instrukcijos. Gyviinai kangiy nepatirs, todél
papildomos priemonés nebus naudojamos.

_Experimental animals are maintained in a desj gnated systein
(cabinet) Noroit A-Box 80 with temperature at 22°C / day-night
cycle (day- 14 h, night — 10 h), relative humidity ~50. Transfected
nice (3/cage) will be held in separate cages (cage size 425 x 266 x
180 mm). Animal care, cage, bedding, water change and room
maintenance will be carried out foilowing company approved
cleaning and disinfection instructions. Animals will not suffer, so

refinements will not be applied.




Forma patvirtinta

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

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

Rekombinantiniy baltymy imunogenigkumo tyrimai ir bluZnies
lasteliy panaudojimas hibridomy kairimui

Immunogenicity studies of recombinant antigens and ihe use of
spleen cells for hybridoma development
2019-06-01 — 2024-04-30

- Projekto pavadinimas /

Project Title

. Projekto trukme /

Duration of the Project 01.06. 2019 — 30.04.2024

» Reik3minial fod¥iai (ne daugiau kaip 5 Imunogeniskumas, bluznies lgsteles, hibridomos, antikiinaj

Key words {maximum 5} Immunogenicity, spleen cells, hybridomas, antibodies

4. Projekto tikslas (-ai) / TAIP/ | NE /

FES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X
Purpose related to basic research
4.2. Aiskinamyjy ar tatkomuyjy moksliniy tyrimy tikslai / X
Purpose related ro translational and applied research
4.3. Vaisty, maisto, pasary ir kity medZiagy ar produkty kiirime, gamybos, X
kokybes, veiksmingumo ir saugumo tikrinime tikslai siekiant i§vengti
Zmonty ir gyviiny ligy ar sveikatos sutrikimy atsiradino, augaly ligy arba
kity anomalijy atsiradimo ar Jy poveikio, ustikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing bukle ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, Jood, 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 abrnormalities oy their impacts te
esure the prevention of diseases, their diagnosis or treatment, to assess,
identify, control or change the physiological condition of lunnawns, animals
or plants or improve the animal welfare,
4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyvany sveikatai ar gerove, X
apsaugos tikslai /
Purposes related to the protection of natural environment in the interests of
health or welfare of human beings or animals

Purpose of the Project

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos rigies saugojimo / X
Puposes of scientific reasearch seeking the preservation of a certain s ecies L
4.6. Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines X
Zinias, kelti kvalifikacija /
Puposes related o higher education or training aimed at gaining or
deepening professional knowledge or improving-gualifications

X

4.7, Kriminaliniy tyrinny tikslai /

Purposes related to forensic investigations
4.8. Tam tikros baklés genetiskai modifikuoty gyvimy, nehaudojamy kitose X
procedirose, 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 tiks| § . syl e L . - . -
rojekto tiksly aprasymas / Darbo tikslas — istirti tvairiy rekombinantiniy baltymy 1munogeniskumg

ir panaudoti inunizuoty peliy bluZnies lasteles hibridomy kairimui

Description of the objectives of the
Project

Aim of the Project — to investigate the immunogenicity of different

recombinant antigens and to yse spleen cells of immunized mice Jor
hybridoma development

- Numatoma projekto nauda {t. y. kokia
humatoma nauda atiikus projekiq
mokslui, gyvinams ir (ar) imonéms})/

Numatoma nauda — bus sukurti nauji antikiinai moksliniams tyrimams ir
diagnostikai

Potential benefits fikefy to derive Sfrom
the Project (i, e. how science could be
advanced or humans or animals could
benefit from the project}

Expected benefits — new antibodies Jor research and diagnostics will be
developed

- Projekte numatomos naudoti gyviiny
riadys ir preliminarus gyviiny kiekis (vnt.) /

Laboratorinés peles, BALB/e linija, 400 vnt.

Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

Laboratory mice BALB/c, n=400

-_—

Planuojamos vykdyti procediiros priskiriamos lengvoms procediiroms.
Bksperimento pabaigoje gyviinai bus nuZzudomi,

8. Numatomas poveikis Byvinui (-ams)
atsidvelgiant j planuojamas bandymo su
8yvinais procediras {t. y. kokj galima

skausmg ar kandias galimai patirs . . .
o The procedures are considered to be mild severity.
gyvinas ir koks numatomas bandymo su

o T _ At the end of the experiments, the animals il be sacrificed,
gyvunais procedary uibaigimo bidas) /

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)

9. Projekto vertinimas atgaline data (jeigu Projektas atgaline data nebus vertinamas
reikafingas vertinimas atgaline data,
nurodyti, ik kada jis turi bati atliktas) /

Retrospective assessment of the project | The reirospective assessment is not needed

{if the retrospective assessment is
needed the deadline has to be specified]}

M_f‘"—““ = e iy T _T_i—_—‘_i_—————l

10. Reikalavimy ma?inti bandomuyjy gyvuny skaitty bandymo su gyvanais procediroms, gerinti bandomyjy gyvany naudojimo
salygas ir taikyti metodus, leid¥iangius pakeisti bandomyjy gyviny naudojimg bandymo su gyviinais procediiroms
alternatyviais metodals, 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 animalis are used for the procedures and application of methods, which
‘h____—i—___%_x_ﬁ_m_,___ﬁ__




enable the replacement of the use of animals in the procedures by aiternative methods

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

Néra jokiy alternatyviy in vifro metody atlikti imunogenidkumo tyrinmus
bei i$gauti antikiinus sekretuojandius bluZnies B limfocitus, korie
reikalingi hibridomy kiitimui.

Justifieation for using live animals and
Jor not using alternative methods

There are no alternatives Jor immunogenicity studies and generation of
antibody-producing spleen-derived B bimphocytes that are required for
hybridona development,

Kontrolinése grupése bus naudojamas minimalus gyviny skaidius — |
vnt. kickvienam antigenus, i$ viso — 100 vnt

10.2. Bandomuyjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Minimal munber of animals (100) will be used in control groups: |
mouse per each antigen,

Justification of the reduction of the
number of animals

10.3. Bandomyjy gyviiny naudojimo Salygos nebus gerinamos,
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are nused

The conditions will be not refined




