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BANDYMO SU GYVUNAIS PROJEXTO SANTRAUKA. /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERTMENTS ON

ANIMALS

. Projekto pavadinimas / Taktinés medicinos mokyniat

Project Title Tactical medicine teaching course
2. Projekto trukmé / 2020-07-01 iki 2025 06 28
Duration of the Project From 2020-07-01 til] 2020 06 28

. Reilkminiai ZodZiai (ne daugiau Takting medicina; takiikal lauko medicina
kaip 5)/ Tactical medicine; tactical; battle medicine
Key words (mavimunt 5)

. Projeklo tikslas (-ai) / TATP/ NE/NO
Purpose of the YES
Project 4.1. Fundamentaliyjy mnoksliniy tyrimy tikslai / X

Purpose related to basic research

42, Aigkinamujy ar taikomuyjy moksliniy tyrimy tikslai / X
Purpose related to translational and applied research

4.3, Vaisty, maisto, patary ir kity medZiagy ar produkiy X

kiirimo, gamybos, kokybés, veiksmingumo i saugumo
tikrinimo tikslai siekiant i3vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kify
anomalijy atsiradimo ar jy poveikio, uZtikrint ligy
prevencijg, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviimy arba augaly
fiziologing buklg ar gerinti gyviiny gerove /
Purposes related fo the control of ‘pharmacenticals
products, food, feed or other materials or the
development, produciion, quality, efficiency and safety of
products seeking fo prevent luman oy animal diseases or
their health disorders, plant diseases cr othey
abnormalities or their impacis to esure the prevention of
diseases, theii diagnosis or treatment, 1o assess, identify,
control or change the physiological condition of hurians,
animals or plants or improve the animal elfare.
4.4, Gamtineés aplinkos, reikalingos Zmoniy ar gyviny X
sveikatai ar gerovei, apsaugos ftikslai /
Purposes related 1o the protection of natural
environment in the inferests of health or welfare of
himan beings or aninals
4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riigies X
i§saugojimo /
Puposes of scientific reasearch seeking the preservation
of a certain species
2.6, Aukgtojo moleslo ar mokymo tiksizi siekiant jgytiar | X
pagilinti profesines Zinias, kelti kvalilikacija /
Puposes velated to higher education or iraining aimed ar !
gaining or deepening professional knowledge or i
improving qualifications !
4.7, Kriminaliniy tyrimy tikslai / i
Purposes relaled Io forensic investiguiions | B

|

|

|

|

4.8, Tam tikros bukfés genetidkal modifikuoty gyviay,
nenatdojamy kitose procediirose, linijos mukivime ir
iglaikymo tikstai /




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

5. Projekto tiksly apra8ymas / Eémokysi mokymy dafyvius (karininkus, atsargos medikus) taktinés
Description of the objectives of ihe medicinos procediing ekstremaliy sitvacijy ir leariniy miidiy metu
Project athikti gyvybe i§saugandias proceduras pagal tarptautinius
standartus, simulivojant karines taklines sifuacijas.

Emokti nandotis hemostaiinémis priemonémis katastrofinio
neuzspandiiamo kraujavimo metu iki hospitaliniame etape.

Gebeti pirmings biiklés jvertinimo metu alskirt ir grupooti gyvybei
svarbius su¥eidimus, atlikti neatidéliotinas procediiras, antriniu
bitklés jvertinimo metu vZtkyinti gyvybe palaikandias organizino
funkcijas.

To train participanis in factical medical procedures in entergencies
and military battles to perform life-saving procedures in
accordance with international standards, simulating military
tactical situations.

To learn how o use hemostatic measures during catastrophic non-
compressive bleeding lo the hospital stage.

To be able to distinguish and classify vital injuries during primary
assessment, 1o perform emergency procedures, and to enswre life
support functions of the hody during secondary assessment.

Numatomi mokymai ir juose atlickamos procediros aflickamos
sickiant jgyti ar pagilinti profesines Zinias, kelti karininky ir

&, Numatoma projekto nauda (L. ¥.
Jokia numatoma nauda atlikus

projekta moksui, gyviinams ir (ar) specialisty gydytojy kvalifikacija parengiant juos specialiajai

Zmonéms) / padétiai. Apmokylos karinés medicinos pajégos gautas Zinias

Potential benefiis likely to derive galés panaudoti dalyvaujant kariniuose konfliktuose skirtinguose

from the Project {i. e. how science pasaulio regionuose. 13 viso projekto metu bus apmokyti 1000

could be advanced or humans or dalyviy.

animals could benefit from the The training provided and the procedures followed shall be

project) undertaken with a view (o acquiring or improving professional
imowledse, raising the qualification of officers and specialist
doctors, and preparing thenm for special situations. The trained
military medical force will e able fo use the knowledge gained
in military conflicts in different regions of the world. A total of
1000 participants will be trained during the project. ]

7. Projekte numatomos naudoti Kiaules arba oZkos 230 vt
gyvilny ridys ir preliminarus
ayvimy kiekis (vnt.) / Swine or sheep 250 pes

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

8. Numatomas poveikis gyviinui {- Nei vienas gyviinas projekio metu nepatirs skausmo, kanciy ir
ams) afsiZvelgiant | plannojamas baitmiy. Visy atliekanwy procediiry metu gyvinai yra gilioje
bandymo su gyviinais procediiras anestezijoje. Hems uztikrinama analgezija kas | val. ir nereciau
(t. y. kokj galimg skausmg ar nei pried kiekviena procediivg.
kangias galimai patirs gyviinas ir
koks numatomas bandymo su No animal will feel pain, suffering or distress during the project. The
gyvitnaie procediiry uZbaigimo animals are in deep anesthesia during all procedures. They are
biidas) / provided with analgesia every I hour, and before each
The expected effecis on an procedure.

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

9. Projekto vertinimas atgaline data -
(ieigu reikalingas vertinimas
etgaline data, nurodyti, iki kada jis




turt biiti atliktas) /

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

melodais, jgyvendinimas /

10. Reikalavinmy mazinti bandommyjy gyviing skai¢iy bandymo su gyviinais procediiroms,
gerinti bandomyjy gyviny naudojimo salygas ir taikyti metedus, leidZiandins pakeisti
bandomyiy gyviiny naudojimg bandymo su gyviinais procediroms alternatyviajs

Implementation of the requirements for the reduction of the nuniber 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 bandomuyjy gyviinyg
naudojimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justificotion for using live animals
and for not using alternutive
methods

Alternatyvits metodai netaikomi, nes tokio tipe mokymuose yra
porcikis naudoti gyvas organiznms, raaksimaliai priartintus prie
¥mogaus fziologiniy parametny.

Alternative methods are not applicable because fhis type of training
involves the need to use living organisms that ave as close us
possible 1o human physiological paraniefers.

10.2. Bandomyfy gyviiny skaitiaus
maZinimo reikalavimo faikymo
pagrindimas /

Justification of the reduction of the
number of animals

Projckto vykdymo 60 mén. laikotarpyje plannojama naudoti iki 250
vat. gyviiny (kiauliy arba oZky). Maksimalus S0 vnt. skaicius per
metus pagtjstas kariniy medicininiy pratyby finansavimo aspekiais
bei planuojamy pratyby dieny skaitiumi, ty., priklausomai nuo
imituojamo incidento (pavienial suZeistieji ar didelio masto
nelaimingas atsitikimas su dideliu vienu metu suzeistyjy kiekiu).
Siekiant apmokinti 1000 specialisty tokiy pratyby metu, 1 gyvunas
bus panaudotas apmokinti 3-4 karininkus.

During periodo {60 months implementation is up to 250 pes are
planned to be used during the period. animals (pigs or goais).
Maximum 50 pes. the monber per year is bused on the funding
aspects of wilitary medical exercises and the number of days
planned for exercise, depending on the simulated incident (single
injuries or large-scale accident involving a large number of injuries
at a time).

Int order o train 1000 specialists during such exercises, 1 animal
will be used to train 3-4 officers.

6.3, Bandomyjy gyviny naudojimo
sglygy gerinimo reikalavimo
tatkymo pagrindimas /
Justifieation of the refinement of
conditions under which animals
etre used

Gyvianams premedikacijy atlieka vienas asmuo, kuris nuotoliniu
biidu t.y. per atstuimg naudodamas miisy sukurty sterilig sistemg,
injeluoja vaistus ir palieka gyviing bandoje ramiai uzmigti taip
gyvilnas nejaudia slreso, baimés ir skausime.

Animals is premedicated y one person who remotely using the sterile
system we have developed, injects drugs and leaves the animal in a
herd to sleep soundly, without feeling stress, fear and pain.
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BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON

ANIMALS

1. Projekto pavadinimas /

Project Title

therapy,

Bioaktyviy med¥iagy pernada | Igsteles ir audinius fatkant
elektroporacijg ir sonoporacijg tikslinei ir sisteminei naviky terapijai.
Delivery of biouctive compounds inte cells and tissues applying
electroporaiion and sonoporaiion for local and systemic antitfumor

2. Projekto trukmé /

Duration of the Project

2020/08/01 — 2025/08/01
(1/08/2020 ~ /08/2025

3. Reik§miniai ZodZiai (ne daugiau

kaip 5}/

Key words fmaximum 5}

i viva,

response, in vivo.

C57BI/6 mouse, electro/sonochemoteraphy, calcium, immune

C5781/6 pelés, eIektro/somnochemotm'apija, kalcis, imuninis atsakas,

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

TAIP/
YES

NE/NO

4.1, Fundamentatiyjy moksliniy tyrinn tiksiai /
Purpose related to basic research

X

4.2, Aitkinamwjy ar taikomyjy moksliniy tyrimy tikslai /
Purpose relaied to translational and applied research

4.3, Vaisty, maisto, pasary ir kity medZiagy ar produkiy
karimo, gamybos, kokybeés, veiksmingumo ir sangumo
tikrinimo tikslai sickiant i§vengfi Zrmoniy ir gyviing ligy
ar sveikatos sutrikimy atsiradimo, augaly ligu arba kity
anomalijy atsiradimo ar jy poveikio, vztikrinti ligy
prevencija, diagnozavima ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zimoniy, pyviny arba augaly
fiziologing biikle ar gerinti gyviny gerove /

Purposes related to the control of pharmaceuticals
products, food, feed or other materials or the
development, produciion, quality, efficiency and safety of
products seeking (o prevent lnimean or arimal diseases or
their health disorders, plant diseases or other
abrormalities or their impacts to esure the preveniion of
diseases, their diagnosis or freaiment, 1o assess, idenfify,
controf or change the physiological condition of humans,
animals or plants or improve the aniwal welfare.

4.4, Gamtings aplinkos, reikalingos Zrmoniy ar gyviing
sveikatai ar gevovei, apsaugos tikslai /

Purposes related 1o the protection of natural
environment in the interests of health v welfare of
human beings or animals

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos ritgies
18sangojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

X

4.6, Auk§tojo mokslo ar mokyme tikslai siekiant jpyti ar
pagilinfi profesines Zinas, kelti kvalifik:acija /

Puposes related (o higher education or training aimed at
gaining or deepening professionai knowledge or

improving qualifications I

4.7, Kriminaliniy tyrimuy tikslai /




Purposes related 1o forensic investigations

4.8, Tam tikros bitklés genetigkai modifikuoty gyviing, X
nenaudojammy kitose procediirose, linijos sukiirimo ir
18laikyimno tiksiai /

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

5. Projekto tiksly apra¥ymas /

Deseription of the objeciives of the
Project

Projekto metn derinant navikinio audinio transfekcija citokinus
kodnojanéiais genais ir negrj*tamg poracijg, kalcio jomy irfar
priedvéZiniy preparaty elckmopernaty bei sonopernada bus siekiama
nustalyli sglygas didinancias tikstinés ir sisteminés naviky terapijos
efektyvuma metastaziy slopinimui. Siekiant padidinti tiksling vaisty
pernaa | gilesnés lokalizacijos navikus kartu bus vystomas
sonoporacijos metodas, taikant nanclodus, galindiais ne tik perneiti
vaisius, bet ir gerai pasiskirstyti ultragarsu veikiamame andinyje.

The aim of the project is 1o identify conditions that increase the
effectivenesy of targeted and systemic tumor therapy for the
inhibition of metastasis afler combinded twmor Hissue transfection
with cyfokine-enceding genes and jrreversible elechroporation,
calcium ion andfor anticancer drug electrotrasfer and sonotransfer
I order to increase tavgeted drug delivery to deeper localization
fumors, a sonoporation approach will be developed, using nano
drops. not only to deliver drugs but alse to distribute well in
ultrasound-exposed tissue.

6. Numatoma projekto nauda (¢, y.

kokia numatoma nauda atlikus
projekta mokslui, gyviinams ir (ar)
Froonéms) /

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

praoject)

Nauda medicinoje, nes be da¥niausiai naudojanyy priedvaZiniy
gydymo bidy (chirurginis naviko iSpjovimas  (rezekeija),
radioterapija, chemolerapija, imuneoierapija), taip pat pradéti vystyti
pazanglis, gydymo nuo véZio, tokie kaip elekirochemoterapija
(ECT). Nors ECT sukelia pilna atsakq 85% atveju, kol kas ji
apsiriboja tik lokaliy naviky gydymu. Siuo projektu bus siekiama ne
tik Iokalaus navike gydymo, bet tuo padiv metu skatinti prie§vézing
imunitets sukeliantj sisteminj terapin efekly metastaziy gydymui,
Sis efekias gali biti pasicktas clektroporacijos ir sonoporacijos
metodais navikinése lasielése.

benefits in medicine because besides the most commonly used
anticencer therapies (surgical resection of the twmor (resection),
radictherapy, chemotherapy,  isnmmotherapy), advanced cancer
therapies such as electrochemotherapy (ECT) have also begun fo
develop. Although ECT elicits a complete response in 85% of cases,
so far it is limited 1o the treatment of local tumors. In order, 1o
achieve negative effect to the metastases after locol treatment of the
fumor, il is necessary fo promole anfitimmor imimunity and produce
systemaltic therapeutic vesponse effect in the treatment of metustases.
These effects can be achieved by electroporation and senoporation
i temor cells.

7. Projekte numatomos nandoti

gyvimy 1isys ir preliminarus
gyving kiekis (vat.) /

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

C57BL/6 pelés, Mus musculus — 1908 gyviinai.
CS7BL/6 nouse, 1908 animuals.

8. Numatoinas pov.ikis gyvilnui (-

ams) atsizvelgtant | planucfamas
bandymo su pyvinais procediiras
(1. y. kokj galimy skausmg ar
kancias galimai patirs gyviinas ir
koks numatomas bandymo su
gyvinais procedin uzbaigimo
budas} /

The expected effects on an

Gyvonai procediiny reta skausmo ir kandiy nepatirs, Bandymo
uzbaigimo biidas nuzudymas naudojant CO» kamera, palaipsniui
didinant koncentracifa, Po to taikoma cervikaling dislokacija.
Animals will not feel pain or suffering. Method of finalising the
procedure will be a CO; cuthanasia, followed by cervical
dislocation.




|—' animal(s) in the contexi of the
projected procedures of
experiments on animals (1. e.
expecled level of severity of pain
or suffering to be likely
experienced by an animal and
what is the expected way af
Jinalising the procedures of
experiments on animals)

9. Projekto veriinimas atgaline data
(jeign reikalingas vertinimas
atgaline data, nurodyii, iki kada jis
turi biiti atliktas) /

Retrospective ussesment of ihe
project (if the retvospective
assesment is needed the deadline
has to be specified)

Nebus vertinami
No retrospective assesment Is needed.

metodais, jgyvendinimas /

10. Reikalavimy maZinti bandommyjy gyviny skaigiy bandymo su gyviinais procediiroms,
gerinti bandomyju gyviiny naudojimo salygas ir taikyti metodus, leidZiandius pakeisti
bandomyjy gyviiny naudojimg bandymo su gyviinais procediiroms alternatyviais

Implementation of the requirentents for the reduction of the number of unimals used in
Procedures of experimenis on animals, refinement of conditions under which animals
are used for the procedures and application of methods, which enable the replacement
of the vise of animals in_the procedures by alternative methods

10.1. Gyvy bandomyjy gyviny
nandojimo ir alternatyviy metody
nenaudojime reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternotive
methods

Sickiant sumaZinfi bandomyjy gyviny skaiéiy bei optimizuoti in
vivo eksperimenty protokolus pinnajame projekto etape bus
atletkami fn vitro eksperimentai su 4Y1, BI6F10, EMT6 lasteliy
linjjomis, tadiau gyvame organizme vykstanéiy metaboliniy,
inunologiniy,  farmokinetiniy  ir  farmakodinaminiy  procesy
jvertimimui turi bt atlikti histologiniai ir morfologiniai organy
tyrintai su bandomaisiais gyviinais.

To reduce the number of experimental animals and optimize in vivo
experimental protocols, in vitro cxperimenis with 4TI, BI6F10,
EMT®6 cell lines will be performed in the first phase of the project,
but histologiczl and morphological organ studies must be performed
fo evaluatc metabolic, immunological, pharmacokinetic and
pharmacodynamic processes in living organisms.

10.2. Bandomuyjy gyviimy skaitiaus
maZinimo reikalavimo tatkymao
pagrindimas /

Justification of ihe reduction of the
number of animals

Gyviny skai¢ius sumazinamas ki minimumo, Gyviny skaitius
grupgje — 6, viso — 318 grpés (per visg 5 m. projekto laikotarpj).
The nuntber of aninals is reducted fo @ minimum, Number of
animals per group - 6, number of groups — 318

10.3. Bandomyju pyviing naudojimo
sglygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions pnder which amimals
are used

Bus naudojami: bekontaktis termometras, metabolinis narvas.
Gyvinai bus laikomi laikantis ,Mokslo ir mokyma tikslals
naudojamny gyvony laikymeo, prieZifivos ir navdojimo reikalavimai®
bei 4 priedo ,,Bandomujy gyvitny prieZiiiros ir faikymo standartai®
nuradytomis salygomis,

Contaciless thermometer and metubolic cage will be utilized.
Animals will be kept in accordance with requirenients of ,, Storage,
Maintenance and Use Requiremenis for Animals Used for Science
and Training* and specified in the Annex 4 “Standards for the
Care and Keeping of Experimentol Animais”.
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BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON

ANIMALS

Project Title

]T.Projekto pavadinimas /

#iurkiy modelius sukelus jvairias akiy Heas

Naujai kuriamy medicininiy preparaty gydymo efektyvumo,
farmakokinetikos ir farmakodinamikos tyrimai naudojant peliy i

Studies of the efficacy, pharmacokinetics and Pharmacodymamics of
new pharmacenticals in mice and rats models of various acular

Key words (meximin 5)

diseqses
2. Projekto trukmeé / 2020 07 01 — 2023 12 31
Duration of the Project 010720203112 2023
3. Reik3miniai Zod¥iai (ne daugiau Modeliai, akys, pelés, Fiurkés tyrimai
kaip 5)/ Models, eyes, mice, rats, studies

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

TAIP/
YES

NE / NO

:

4.1, Fundamentaliyjy moksliniy tyrin tikslai /
Purpose related 1o basic research

NE / NO

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

TAIP/
YES

4.3. Vaisty, maisto, pasary ir kify medziagy ar produkuy
kiirimo, gamybos, kokybes, veiksmingumo ir saugumo
tikrinimo tikslai siekiant iSvengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, utikrinti ligy
prevencija, diagnozavimg ar gydyma, ivertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviny arba angaly
fiziologing bikle 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 humen or animal diseases or
their health disorders, plant diseases or other
abriormalities or their impacts to esure fhe prevention of
diseases, their diagniosis or treatment, to assess, identify,
control or change the physiological condition of fnumans,
animals or plants or improve the animal welfare,

TAIP/
YES

4.4. Gamtings aplinkos, reikalingos Zmoniy ar gyviiny
sveikatai ar gerovei, apsaugos tikstai /

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

NE /NO

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos rogies
i3saugojimo /

Puposes of scientific reasearch seeking the preservation
| of a certain species

NE/NO

4.6. Auk3tojo mokslo ar mokymo tikslai sickiant igyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

Puposes related (o higher education or trainin e aimed al
gaining or deepening professional knowledge or
improving qualifications

4.7. Kriminatiniy tyrimy tikslai /

NE / NO

NE/NO




Purposes related to forensic investigations

4.8. Tam tikros biklés genetiskai modifikuoty gyviiny,
nenaudojamy kitose procediirose, linijos sukiirimo ir
istaikymo tikstai /
Purposes related io the development and maintenance af
a colony of genetically altered animals of a certain
condition not used in other procedures

NE/NO

5. Projekto tiksly aprafymas /
Description of the objectives of the
Projecr

Akiy sutrikimai létai ir beveik besimptomigkai
paZeidzZia akies tinklaing ir regos nerva. Kol
pacientas yra gydoimas ligos progresas gali
sulététi, tadiau neretai regéjimas jau yra
paZeistas. Apytikriai 253 milijonai Zmoniy
gyvena su regéjimo sutrikimais:

* 36 milijonai yra akli, 0 217 milijonai turi
vidutinio sunkumo ar sunkius regéiimo
suirikimus,

*  B1% akly, vidutinio ar sunkaus regéjimo

sutrikimg turinlys Zmonés yra vyresni negu 50

mety. Visame pasaulyje létings akiy ligos,

refraketjos ydos ir katarakta yra pagrindinés
regéjimo sutrikimo pricZastys. Katarakta
islieka pagrinding aklumo prieZastimi maAy ir

vidutiniy pajamy Salyse. Daugiau nej 0%

visy regos sutrikimy gali biiti ukirsti arba

iSgydyti. Remiantis naujausiais skaidiavimais,
pagrindinés pasaufinés vidutinio sunkumo ir
sunkios regos sutrikimo prie¥astys:

refrakeijos ydos, 53%

katarakta, 25%

amziné geltonosios démés degencracija, 4%

glaukoma, 2%

diabetiné retinopatija 1%.

o I e o

Exsperimentica UAB bus atliekami tyrimai sy
laboratorinemis pelémis ir Furkémis, joms
eksperimentiskat indikavus akiy ligas, Sie
tyrimai leis jvertinti naujy vaistiniy preparaty
daromg poveikj organizmui, akies
morfologijai bei regai. Taip pat tiriamy
preparaty veiksmingumas bus lyginamas su
jau rinkoje esandiais vaistiniais preparatais,
Lietuvoje ikiklinikiniuose tyrimuose bus
naudojami sekantys ligy modeliai:

*  Vaisty toksinio poveikio vertinimo modelis;

+ Sviesos sukelto pazeidimo modelis;

* Nearterinés prickinés ifeminés optinés
neuropatijos modelis;

*  Glaukomos modelis;

*  Gyslainés neovaskuliarizacijos modelis;

*  Tinklainés atSokos modelis;

+  Optinio nervo suspaudimo modelis.

Sio darbo tikslas ikiklinikininose tyrimuose idtirti
20 naujai kuriaray oftalmologiniy vaistiniy
preparaty saugumg ir efektyvums, sukeliant
minétas ligas naudojant eksperimentinius
peliy ir Ziurkiy modelius. Lietuvoje tokius
tyrimus UAB Experimentica atlieka nuo 2018
m,

Lye disorders slowly and almost
asymptomatically damage the refina and oplic
nerve of the eye, While the patient is being
treated, the pragression of the disease may




slow dovwen, but ofien vision is already
impaired. Approximately 253 million people
live with visnal impairments:

* 36 million are blind and 217 million have
moderate (o severe visual impairment.

* 81% of peaple with blind, moderate or severe
visual impairment are over 50 years old,
Worldwide, chronic eve diseases, refractive
errors, and cataracts are the leading causes
of visual impairment. Cataracts remain a
major cause of blinduess in low- and middle-
inconie countries, Move than 80% of all vision
problens can be prevented or cured,
According 1o the latest estimates, the main
causes of global moderate to severe visual
impairment are:

O refractive errors, 53%

8 cataract, 25%

3 perpetual macular degeneration, 4%

O glaucoma, 2%

O diabetic retinopathy 1%

Exsperimentica UAB will perform studies with
laboratory mice and rats after experimental
indication of eye diseases. These studies will
make it possible to assess the effects of new
medicines on the body, the wmarphology of the
eye and vision. The effectiveness of the
investigational products will also be
compared with those already on the market.
The following disease models will be used in
preclinical studies in Lithuania:

* Medicinal toxicity assessment model;

* Light-induced deinage model:

* Model of non-arterial anterior ischemic optic
newuropathy,

* Glaucoma model;

 Choroidal neovascularizetion model;

* Retinal detachment model;

* Optical nerve compression model,

The aim of this study was to investigate the safety
and efficacy of 20 newly developed
ophthalmiic drugs in the development of these
diseases in experimental mice emd rais models
in pre-clinical studies. In Lithuania, such
experiments have been performed by UAR
Experimentica since 2018.

6. Numatoma projekto nauda (t. y.
kokia numatoma nauda atlikus
projektg mokstui, gyviinams ir (ar)
Fmonéms) /

Potential benefits likely 1o derive
Jrom the Project (i. e. how science
could be advanced or humans or
aniinals conld benefit from the
project)

Bus iStirta 20 naujy vaistiniy preparaty, kurie
turés auksty efektyvamo ir saugumo rodiklj,
toliau keliaus j klinikinius tyrimus su
Zmongmis. Véliau rinkoje atsirasiy
efektyvesniy vaisty pasirinkimas. Padidéjusi
vaistiniy preparaty jvairové padidinty
prieinamuma, maZinty jy kainas.

20 new drugs be investigated and with high
efficacy and safely rates will continue 1o
undergo clinical trials in humans. A choice of
more effective drugs wonld then appear on the
market. The increased variety of medicines
would increase availability and reduce their
prices,




7. Projekte numatomos naudoti
gyvany riiSys ir preliminarus
gyviiny kiekis (vnt.) /
Expected species and approximate
mintbers of animals to be wsed in
the Project (in numbers)

Pelés (Mus musculusy BALB/c, CSTBLIGY, Fmrl
2100 vat. Ziurkes (Ratius norvegicus)
WISTAR, Long Evans, Brown Norway,
Sprague Dawley 960 vnt.

Mice (Mus musculus) BALB/e, C5 7BL6S, Frr

2100 units. Rats (Raitus norvegicus) WISTAR,

Long Evans, Brown Norway, Sprague Dawley

960 uniis.

8. Numatomas poveikis gyviinui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyvinais procedaras
(. y. kokj galimg skausma ar
kanéias galimai patirs gyvinas ir
koks numatomas bandymo su
gyviinais procediing u¥baigimo
badas) /

The expected effects on an
animal(s) in the context of the
projecied procedures of
experiments on 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
Jinadising the procedures of
experimenis o animals)

Procediing metu gyviinai nepatirs skausmo, visos
procediiros yra priskiriamos lengvai ir
vidutiniai kategorijai, Gyviinai bus
apsvaiginami CO2 dujomis ir atliekama
cervikaling dislokacija arba suleidus mirting
anestetiky dozg, bei atlikus perfuzijy.

During procedures animals will sof suffer from
pain, all procedures ave categorized mild and
everage severely level Aniamis will be
anesthetized with CO2 gas and undergo
cervical disiocation or a lethal dose of
anesthetics and perfusion.

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

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

NE/
NO

metodais, jgyvendinimas /

bandomyjy gyviing naudojima band

10. Reikalavimy masinti bandomujy gyviiny skaidiy bandymo su gyviinais procediiroms,
gerinti bandomuyjy gyviiny naudojimo salygas ir taikyti metodus, leid¥iangius pakeist
ymo su gyviinais procediiroms alternatyviais

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

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

Justification for using live animals
and for not using alternative
methods

Reikalingas gyvas organizmas s pilna
neurohumoraline sistema ir pilnu atsaku.
Live  organisms are needed with Jull

nenrohumoral sysiem ant clear response.

10.2. Bandomyjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
nuniber of animals

3060 gyviinai yra reikalingi, kad gautume idtirti 20
naujai kuriamy medicininiy preparaty ir gautume
auksta duomeny patikimuma. Projekto metu buvo
atsiZvelgta | 3Rs koncepcijy.

3060 animals are needed 1o study 20 newly
developed medicinal products and to obtain high
data refiability. The concept of 3Rs was taken info
accownt during the project.




10.3. Bandomyjy gyviiny naudojimo Gyviiny laikymo aplinka, narvai ir laikymo
salygy gerinimo reikalavimo salygos, visos atlickamos procediros atitiks 2010
taikymo pagrindimas / m. rugséjo 22 d. Europos Parlamento i Tarybos
Justification of the refinement of direktyvos 2010/63/ES dél mokslo tikslais
conditions under which animals naudojamy gyviiny apsaugos reikalavimus.
are used All housing environment, cages, procedures will be
according to 2010/63/U directive.




kF,/
Forma patvirtinta
Valstybinés maisto ir veterinarijos tarnybos

direktoriaus 2013 m. lapkritio 25 d.
isakymu Nr, B1-761

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

1. Projekto pavadinimas / Pieno liaukos biopsijos jrangos bandymai in vivo mokslo tikslais
Project Title In vivo testing of different breast biopsy guns

2. Projekto rukme / 20200701 —2021 12 31
Duration of the Project 20200701 —2021 12 31

3. Reik§miniai ZodZiai (ne daugiau kaip 5}/  Mokymai, chirurgija, Specialiyjy Operacijy Pajégos

| Key waords fmaximm 5) ~ Trainee, surgery, Special Operation Forces B
4, Projekto tikslas (-ai) / TAIP/ | NE /
Purpose of the Project YES NO
' 4.1. Fundamentaliyjy moksliniy tyrimy tikslai / 4
Purpose related (o basic reseairch L i
, 4.2. Aiskinamyjy ar taikomuyjy moksliniy tyrimy tikslai / X
[ Purpose related 1o translational and applied researcls
‘1 4.3. Vaisty, maisto, paSary ir kitng med¥iagy ar produkty kirimo, gamybos, b 4 !
koloybés, veiksmingwmo ir saugumo tikeinimo tikslai sickiant iSvengti
Zmoniy ir gyvilny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba ;
kiny anomalijy atsivadimo ar jy poveikio, uZtikrinti ligy prevencija, ;
diagnozavima ar gydymg, jverlinti, nustatyti, kontrolivoti ar pakeisti
Zmoniy, gyviny arba augaly fiziologine biikle ar gerinti gyviiny gerove /
Purposes related fo the control of pharmaceuticals producis, food, feed or |
other malerials or the development, production, quality, efficiency and :
safely of producis seeking to prevent uoman or gnimal diseases or their E
health disorders, plant diseases or other abnormalities or their impacts o
esure the prevention of diseases, their diagnosis or ireaiment, to assess,
identifi, control or change the physiclogical condition of hmans, anintals I
or plants or improve ithe animal welfore. i
4.4, Gamtinés aplinkos, reikalingos 2 émomq ar gyvuny sveikatai ar gerovel, H :
apsaugos tikslai / ' f
Purposes related to the protection of natural envirornment in the interests of’ |
health or welfare of human beings or enimals :
4.5. Moksliniy tyriny tiksiai siekiant atitinkamas riifies ifsaugojimo / X 5
; Puposes of scientific reasearch seehing the preservation of a certnin species
4.6. Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines X |
. Finias, kelti kvalifikacijg / !
j Puposes related to higher educalion or training aimed at gaining or |
deepening professional knowledge or improving qualifications o
4.7, Kriminaliniy tyrinwy tikslai / b4 ;
' t Purposes related to forensic investigations . !
4.8. Tam tikros biklés genetitkal modifikuoty gyviiny, nenaudojanmy kitose bt
procediirose, linjos sukirimo ir i§laikymo tikslai /
Puiposes related to the development and maintenance of a coloay of
genetically alfered animals of a certain condition not used in other
| procedures _

5. Projekto tiksly apragymas / Jvestinti tris skmmgm pizno Laukos biopsijos jrankius, atlikii jy # 'anah?e i
Descriprion of the objectives of the ir pasitilyti juos naudoti pienc liaukos ankstyvai ligy diagnostikai, ;
Project T evaluate three different mommeary gland biopsy tools, perform their |

; analysis, and propose fheir use jor early diagnosis of mammary gland diseases.
, i

i 6. Numatoma projekio nauda {1, v. kokia Krilties véZiv per savo gyvenimg suserga mazdaug kas devinta moleris. Kuo
i numatorna nauda atlikus projekiy ankstyvesnds sindijos Wriities vé¥ys aptinkamas, lwo geresni gydymo
mokshui, gyvinams ir (ar) Zmonéms) / rezulfatai. I8sivystiusiose Salyse, sickiant kifities vé¥ aptikti ankstyvos |
FPotential henefits likely 1o derive from stadijos, {amn tikro amFaus (kal rizika susirgti kraties véfin didZiausin) :

the Praject (i, e. how science conlef he grupés moteriras vykdomos atrankings mamografinio tyrimo programas, jo
advanced or humans or animals could metu nustacius mazgeli kriitics audinyje toliau attiekamas biopsijos tyrimas, |
kwrio meatu galima nustatyti Igsieliy pakitimues, ligos stadijg i anksti fmiis

benefit from the project)

pricmoniy. [KokybiSkas, 1maziaus kansmingas ir maZiay defekty suketiantis




biopsijos tyrimas gali biti efektyvesné priemoné anksti diagnozuojant ir
gydant ligy.

About one in mine women develops breast cancer in their lifetime, The earlier
the stage of breast cancer is detected, the better the ireatment vesulfs. In
developed countries, in order to delect breast cancer at an eorly stage,
wamen of ¢ certain age group (when the risk of breast cancer is highest)
take eurly action. A high-quality, least painful, and less defective biopsy
may be a more effective tool for early diagnosis and treatment of the

disease.

1. Projekte numatomos nandoti gyviing
radys ir prefiminarns gyviing kiekis (vat.) /
FExpected species and approximate
numbers of animals to be used in the
Project (in numbers)

Kiaulés (Sus scrofe domesticus) 3 vnt,
Swine (Sus scrofa domesticus) 3 g

8. Numatomas poveikis gyvanui (-ams)
atsiZvelgiant | planuojamas bandymeo su
I gyviinais procediiras (t. y. kokj galima
skausmg ar kanéias gatimai patirs
gyvimas ir koks numatomas bandymo su
gyviinais procedilry uzbaigimo biidas) /
The expected effects on an animeal(s) in
the camtext of the projected procedures
of experinents on animals (i, e. expected

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

Patirs lengvo sunkumo kategorijos procedtiras, uZbaigimo biidas — eutanazija
suleidus mirting anestetiky dozeg,

Animals will be effected with light severity procedures, although finel
mvestigatzd group will be entanised with deadly dose of anesterics. :

i
 level of severity of pain or suffering to be
|
i
I
|
|
1

Neveriinamas

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaiine data, Itwon't be assesed.

nurodyti, iki kada jis turi biiti aftiktas) /

| Retrospective assesment of the project (if

| the retrospective assesment is needed the

. deadline has to be specified)

i 10. Reikalavimy maZinti bandomuyjy gyviiny skai€iy bandymo su gyviinais procediiroms, gerinti bandomyjy gyviimy naudajimo
salygas ir taikyti metodus, leidZiancius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais procediiroms
alternatyviais metodais, jgyvendinimas /

! Tmplementation of the requivements for the reduction of the number of animels used in procedures of experiments on :

: arimals, refimement of conditions under which animals are used for the procedures and application of methods, which E

| __enable the replacement of the use of animals in the procedures by alternative methods !

10.1. Gyvy bandomyjy gyviing naudojimo | Reikalingas gyvas organizmas su piinz neurohumoraline sisicma ir prlnu atsaku. |
| ir altematyviy metody nenandojimo Live organisms are needed with full newrolumoral systent ant clear response.
reikalavimo taikymo pagrindimas /
Justification for using live animals and

Jor nol using alternative methods

10.2. Bandomuyjy gyviiny skaidiaus
mazinime reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Pasirinktas raaZiausias skaiciuvs gyviny grupéje 3 wvat. kiauliy, retkalingas
statisti¥kai patikimiems duomenims gauti. '

The smallest number in the group of animals was chosen 3 pes. pigs required |
Jor statistically reliable daia.

10.3. Bandomyjy gyviinyg navdojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of

|
1
H
I
|
i
|
E
[
i
i
i condifions under which animals are used
5

Gyvigny larkymo  aplinka, narvai ir laikymo salygos, visos atliekamas |
procediiros atitiks 2010 m. rugséjo 22 d. Ewopos Parlamento ir Taryhos
direktyvos 2010/63/ES dél mokslo tikslzis naudojamy gyviny apsangos
reikalavimus. Tarybos Direktyva 98/58/EB dél ikings paskirties Syviiny

apsangos, . i
All housing enviromment, cages, procedures will be according to 2010/63/EU 1
b

and 98/58/ER directives. ) ;




Forma patvittinta

Valstybinés maisto ir veterinatijos 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 /

Praject Title

periferiniy solidiniy naviky vystymuisi.

solid tumor developmen.

Endoteliniy Igsteliy karboanhidrazés IX wvaidmuo CNS ir

Deciphering the impact of endothelial CAIX in CNS and non CNS

2. Projekto trukmé /

Duration of the Project

20206 67 01-2023 06 01
2020 07 01-2023 06 01

3. Reik¥miniai ZodZiai (ne daugiau

kaip 5)/

Key words (meaximum 5)

Car9{-/-) pelés.

Car9(-/-} mice , mouse

Glioblastoma multiforme, solidinisai navikai, Karboanhidrazé IX,

Glioblastoma multiforme, solid tumors, Carbonic anhydrase IX,

4, Projekto tikslas {-ai) /
Purpose of the
Praoject

TAIP/
YES

NE/NO

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

TAIP/
YES

4.2, Aigkinamuyjy ar tatkomyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

TAIP/
YES

4,3, Vaisty, maisio, padary ir kity medZiagy ar produkiy
kirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant ivengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydymg, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviny arba augaly
fiziologing biikle ar gerinti gyviiny gerove /

Purposes related to the control of pharmacenticals
prodicts, food, feed or other materials or the
development, production, gquality, efficiency and safety of
products seeking o 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 treatment, fo assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare.

NE/
NO

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviing
sveikatai ar gerovel, apsaugos tikslai /

Purposes related fo the protection of natural
environment in the interests of health or welfare of
Fuman beings or animals

NE/ NO

4.5. Moksliniy tyrimy tikslai sickiant atitinkamos raies
i§saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

NE/ NO

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

Puposes related to higher education or fraining 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 gyviing,
nenaudojanmy kitose procediirose, linjos sukiirimo ir
i$laikymo tikslai /

Purposes related lo the development and mainfenance 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

Naviky agresyvumas ir invazidkumas yra
tiesiogiai susije su jy gebéjimu prisitaikyti prie
hipoksiniy salygy. Karboanhidrazé 1X (CAIX) yra
hipoksijos suZadintas fermentas, kuris efektyviai
konvertuoja anglies dioksidg j bikarbonato jonus ir
protonus. Padidéjusi CAIX raidka yra susijusi su
jvairiy véZio formy, tokiy kaip galvos smegeny
navikai ir solidiniai navikai vZ centrinés nervy
sistemos {(CNS) riby {pvz.; osteosarkoma ar kriities
véZys) prastesne gydymo prognoze, Endotelinés
lastelés véZyje vaidina svarby vaidmenj, nes jos
perduoda véZiui signalus i¥ aplinkos ir kontrolivoja
imuniniy lgsteliy patekimg | auglj. CAIX
reguliacija endotelinése lastelése néra idtirta, Sio
projekto tikslas - jvertinti endotelinés CAIX
vaidinen] vé¥io progresijoje. Siam tikslui bus
pasitelktos Car9 (-/-) transgeninés laboratorinés
pelés Bvystytos Oulu Universitete Suomijoje, ©
dabar  palaikomos  Tampere  Universitete
Suomijoje. Siame projekte bus vertinama CNS ir
periferiniy solidiniy naviky vystymasis Car9 (-/-)
transgeninése pelése lyginant su kontrolinémis
singeninémis C57BI/6 pelytémis.

Tumor aggressiveness and progression is
associated with its adaplation to ypoxia. Hypoxia
is associated with poor prognosis as well as
resistance (o conventional treatment. Carbonic
anhydrase IX (CALX) is a hypoxia induced enzyme
with an active site facing extracellular space, It has
the ability to efficiemtly converts carbon dioxide to
bicarbonate fons and protons. Increased CALX
expression has been associated with worse
prognosis in a variely of cancers, including brain
fumors and solid tumors outside CNS such as
osteosarcoma, breast cancer. Recently, however,
it has been shown that pulmonary microvascular
endothelial cells (PMVECs) highly express CAIX
dwring hypoxia. The precise mechanism of CALX
signaling through endothelial cells in cancer is not
well undersiood. Objective of this project is o
determine the role of endothelial CAIX in CNS and
other solid tumors’ formation and invasion. In tiis
praject we will use Car 9(-/-) ko mice developed in
Tampere University, Finland and compare tumor
growth and microvessel formation in these mice {0
that in syngeneic C57Bl6 mice.

6. Numatoma projekto nauda (&, y.
kokia numatoma nanda atlikus
projekts moksiui, gyvinams ir {ar)
Zmonéms) /

Potential benefits likely to derive
Jrom the Project (i. e. how science
could be advanced or humans or
animals could benefil from the
project)

Sis tyrimas galimai praplesty miisy Zinias apie
endoteliniy Iasteliy, CAIX ir hipoksijos vaidmenj
véZio progresijoje ir galimai nulemty naujy
imunoterapijos metody atradima.

Our proposed investigation is novel as there is no
evidence for a role of endothelial CAIX in tumor
progression and invasion. If may uncover novel




mechanism by which tumors operate and may lead
to novel immunotherapy approaches.

7. Projekie numatomos naudoti
gyviny radys ir preliminarus
gyviiny kiekis (vt} /

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

Car 9(-/-) ko pelés, 20peliy eksperimentui {10
peliy CNS aunglio injekcijoms ir 10 peliy
paodinéms auglio injekeijoms), bei 20
C57BI/6 peliy kontrolei (10 peliy CNS auglio
kontrolés injekeijoms ir 10 peliy pacdinio
auglio kontrolés injekeijoms) .

Viso — 40 peliy

20 Car 9(-/~} ko mice (10 mice for CNS tumor
experiment and 10 for subcutaneous fumor
infection) and 20 C57BI/6 mice as controls(10
miice for CNS tumor experiment controls and
10 for subcutaneous tumor injection controls).
40 mice altogether.

8. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j planuojamas
bardymo su gyviinais procediras
(t. y. kokj galimg skausmg ar
kandias galimali patirs gyviinas ir
koks numatomas bandymo su
gyviinais procediiry uzbaigimo
budas) /

The expected effects on an
animal(s) in the context of the
projected procedures of
experimeits on amimals (i. e.
expected level of severity of pain
oF siiffering to be likely
experienced by an animal and
wha is the expecied way of
Sinalising the procedures of
experinienis on animals)

Projekto vykdymo metu vidutinio sunkumo
kanéig patirs 20 gyviiny (intrakranialinés
véziniy lasteliy injekcijos) bei 20- lengvo
sunkumo kandias (paodinés véZiniy lasteliy
injekcijos). Eksperimento pabaigoje visi
gyviinai bus eutanazuojami naudojant CO2
dujas.

Puring this study 20 mice will suffer moderate
pain (CNS tumor cell injections) and 20 mice
will suffer ligh pain (subcutaneous tumor cell
infections). At the end of experiment mice will
be enthanized using CO2 inhalation.

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 deadfine
has io be _specified)

Nebus vertinimo atgaline data

There is no refrospective assessment in this study.

10, Reikalavimy maZinti bandomuyjy gyviiny skaidiy bandymo su gyviinais procediiroms,
gerinti bandonwiy gyviing naudojimo salygas ir taikyti metodus, leid#ian&ius pakeisti
bandomuyjy gyviiny naudojima bandymo su gyviinais procediiroms alternatyviais

metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in
procedures of experiments on animals, refinement of conditions under which 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 bandonmyjy gyviiny
naudajimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
niethods

Alternatyviy metody, sickiant jvertinti endotelinés
CAIX reikiime véZio vystymesi in vivo néra.

There are no alternative methods 1o test
endothelial CAIX role in tumor porgression in
vivo.




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

Justification of the reduction of the
number of aninals

Eksperimentinés grupés bus sudaromos
panaudojant minimaly gyviiny skaidiy, reikalingg
statistiniam duomeny patikimumui paskaidivoti. 10
Car® (-/-) peliy ir 10 singencitky C57BI/6 peliy
peliy bus suleista véZinés lgstelés | paodj, bei
lyginama véZio vystymosi greitis bei apimtis, Lygiai
taip pat 10 Car9 {-/-) peliy ir 10 singeneisky
C57Bl/6 peliy peliy bus suleista vézinés lastelés
intrakranialiai bei lyginama véZio vystymosi greitis
bei apimtis.

The number of animals in thi study is reduced
to the lease number that would still allow us.proper
statistical assessment of the results. 10 Car9 (-/-)
mice and 10 syngeneic control C37BY6 mice will
be injected with tumor cells subcutaneously, the
same way, 10 Car9 (-~} mice and 10 syngeneic
control C357BI/6 mice will be injected with tumor
cells intracranially.

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

Pelés bus laikomos individualiuose narvelinose,
kickvienai pelei skiriant ne ma¥esnj kaip 70 cn®
plota. Procediiros metu joms bus faikomas
adekvatus nuskausminimas/anestezija. Ju biklé bus
sekama vertinant jy elgesj.

Mice will be kept in individual cages. Each mouse
wil occupy no less than 70 e’ area. Fach mouse
will recefve adequate pain confrol and anesthesia.
The well-being of mice will be monitored by
assessing their behaviowr.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

(Bandymo su gyviinais projekto santraukos formos pavyzdys).

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

ANIMALS

I. Projekto pavadinimas /
Project Title

Natrio oksamato toksidkumo tyrimas
Toxicity study of sedium oxamale

2. Projekto trukmé /
Duration of the Project

12 ménesiy
12 months

3. Reik&miniai Fodziai (ne daugiau [linus, 18tinis, toksiZkumas

kaip 5)/

Key words (maximun 3)

Acute, chronic, toxicity,

4, Projekto tikslas (-ai} /
Purpose of the

TAID/
YES

NEINC

Project

4.1. Fundamentaliyjy moksliniy tyrimy tikskai /
Purpose related (o basic research

4.2. Aitkinamujy ar taikomuyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

4.3, Vaisty, maisto, paary ir kity medZiagy ar produkty
karimo, gamybos, 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
prevencija, diagnozavima ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing bitklg ar gerinti gyviiny gerove /

Purposes related to the control of, pharmacenticals
products, food, feed or ather materials or the
development, production, quality, efficiency and safety of
products seeking to preven! human or anim al diseases or
their health disorders, plant diseases or other
abwnormalities or their impacis to esure the prevention of
diseases, their diagnosis or lreatment, {0 ussess, identify,
control or change the physiclogical condition of humans,
animals or plants or improve the animal we{fare.

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

Purposes related to the protection of natural
enviromment in the interests of health or welfure of
human beings or animals 3

>

4.5. Moksliniy tyrimuy tikslai sickiant atitinkamos riiies
i¥saugojimo /

Puposes of scientific reasearch secking the preservation
of a ceriain species

4.6. Auk¥tojo mokslo ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacija /

Puposes related to higher education or {raining ainted at
gaining or deepening professional knowledge or
improving qualifications

4.7, Kriminakiniy tyrimy tikslai /
Purposes related to forensic investigations




4.8. Tam tikros bikiés genetiskai modifikuoty gyvamny,
nenaudojamy kitese procediirose, linijos sukirimo ir
itlaikymo tikslai /

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

5. Projekto tikshy apragymas /

Description of the objectives of the
Project

Nustatyti natrio oksamato LD30, atlikus Gmaus
toksitkumo testa, ir medZiagos poveikj
organizmui, atlikus sublétinj toksiSkumo test.

To determine the LD50 of sodium oxamate in the

acule toxicity test and to evaluate the effect of the

substance in the organisms using subchronic
toxicity tesi.

6. Numatoma projekto nauda (L. y.

kokia numatoma nauda atlikus
projekta mokslui, gyviinams ir (ar)
Zmonéms) /

Potential benefits likely o derive
Srom the Project (i. e. how science
could be udvanced or humans or
animeals could benefit from the
project)

Remiantis dabartiniais duomenimis, natrio
oksamatas galéty biiti naudojamas, kaip
vaistinis preparatas kovoje prie§ véZines ligas,
tatiau néra atlikta toksikologiniy tyrimy,
leidzianéiy jvertinti gios medziagos Salutin]
poveikj organizmui. Zito eksperimento metu
itiras natrio oksamato toksiskumas [eisty
pereiti prie tolimesniy ikiklinikiniy ir
klinikiniy tyrinuy.

Based on current researches sodivm oxameie is
potential drug for cancer, however there is
nof enough toxicological studies that could
prove safety of this chemical. The toxicily of
sodium oxumate investigated in this
experiment would allow further preclinical
and clinical studies..

7. Projekte numatomos naudoti

gyviny rigys ir preliminarus
gyviiny kiekis (vat.) /

Expected species and approximale
numbers of animals 1o be used in
the Project (in numbers)

57 bandomosios pelés (Mus Musculus) BALB/c
linija

57 laboratory mices (Mus Musculus) BALB/c
strain

3. Numatomas poveikis gyviinui (-

ams) atsizvelgiant j planuojamas
bandymo su gyvitnais procediiras
{t. v. kokj galimg skausmg ar
kanéias galimai patirs gyvinas ir
koks numatomas bandymo su
gyvinais procediiry uzbaigimo
biidas) /

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

Fksperimento metu vidutinio sunkumo kancig
patirs 45 gyvanai. Kontroling grup¢ sudaro 2 + 10
= 12 gyviiny. Po eksperimento visi gyvinai bus
nuzadomi cervikalinés dislokacijos biidu.

In this reseach 45 animals will experienice
moderate suffering. Control groupe includes 2
+ 10 animals. At the end of the experimeitt
animals will be killed by cervical distocation.

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 io be specified)

Projekias atgaline data nebus vertinamas.
Retrospective assessment of the project is not
needed.

10, Rei‘ka_tavimq ma?inti bandomyjy gyviiny skaidiy bandymo su gyviinais procediiroms,
gerinti bandomyjy gyviing naudojimo salygas ir taikyti metodus, leidZiandius pakeisti




bandomuyjy gyviiny naudojima bandymo su gyviinais procediroms alternatyviais

melodais, 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 aliernative methods

10.1. Gyvy bandomuyjy gyviny
naadojimo ir allernatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animels
and for not using alternative
methaods

Bandomosios pelés yra pagrinding toksikologiniy
tyrimy modeling sistema (ekonomiska, lengva
dirbi, tinkamo i¥sivystymo lygio). Allematyviis
metodai nebus taikomi, nes siekiama jvertinti
sisteminj poveikj organizmui, Siuo mstu kitokios
sistemos tam néra.

Laborotary mices are the main models in loksicity
studies for several reasons including ucceptable
level of develapment, cheap breeding, it Is easy o
work with, Alternative methods will not be used,
because this research requires evaluaiion of
sistematic effect of this substance in the
Greanism.

10.2. Bandomyjy gyviiny skaiciaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
mumber of animals

Eksperimentinés  grupés  bus  sudaromos
panaudojant minimaly skai&iy gyviiny reikalingg
statistiniam duomeny patikimumui apskaiivoti.

Experimental groups will be formed using the
minimum number of animals needed to calcilate
the statistical reliability of the data

£0.3. Bandomyjy gyvany naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Bandomosios pelés bus laikomos standartinivose
plastikiniuose jiems pritaikytuose narvelivose
kambaryje su  kontroliuojamomis  aplinkos
sglygomis. Tyrimo metu bus palaikoma 22 £ | C
kambario temperatiira, 58 £ 3 proc. santykiné oro
drégmeé bei 12/12 Sviesos/tamsos réZimas, Peles bus
maitinamos standartiniu subalansuotu pagaru ir
girdomos vandeniu ed libitum, Siekiant apsaugoti
gyviinus nuo skausmo, streso ar pan., kiekvieng
dieng juos stebés kvalifikuoli darbuotojai. Visos
procediiros bus atliekamos, laikantis Direktyvos
2010/63/EU reikalavimy.

Laboratory mice will be kept in siandard 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 water ad libitum, To protect
animals from pain, stress, elc, they will be
monitored daily by qualified staff. Al procedures
will be done according the requirements of
Directive 2010/63/EU,




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybosg
direkioriaus

2013 m. tapkriio 25 ¢,

isakymu Nr. R[-76]

BANDYMO SU GYVUNAIS PROJEKT( SANTRAUK A /
NON-TECHNICAL SUMMARY GF THE PROJECT FOR EXPERIMENTS ON

ANIMALS

1. Projekto pavadinimas /
Project Title

“Lygiagregrediai atsirandangios Ii gos — depresija ir
alkoholizmas - jy atsiradimo mechanizmai ir gydymas‘/
“Comorbid disorders - depression and alcoholism- their
pathophysiclogical mechanisms and treatment’’

2. Projekto trukmé /
Duration of the Project

Nuo 2020 07 01 - 2025 06 30/ From 2020 07 01 - 2025 (16 30

5. ReikSminiai ZodZiai (ne
daupiau kaip 5)/
Key words (maximum 5)

Depresija, alkobolizmas, REM miegas, escitalopramas, triheksifenidilis
tDepression, alcoholivm, REM sleep, Escitolopram, Trihexyphenidyl

4. Projekto tikslas
{-ai)/

TAIP/YES | NE/NO |
i
!

Purpose of the
Project

4.1. Fundamentaliyjy moksliniy tyriny tiksiai /
Purpose reluted o basic research

5
NE/NO |

tikslai /

research

4.2, Aigkinamyjy ar taikomuyjy moksliniy tyrimy

Purpose reloted to translaiional and upplied

TAIP/YES

;
|
;
i




4.3. Vaisty, maisto, pagary ir kity med#iagy ar
produkty kdrimo, gamybos, kokybeés,
veiksmingumo ir saugumo tikrinimo tikslai
siekiant i$vengti Zmoniy ir gyviny fipy ar
sveikatos sutrikimy atsiradinmo, augaly ligy arba
kity anomalijy atsiradimo ar ju poveildo, uztikrinti
ligy prevencija, diagnozavims ar aydyma,
ivertini, nustatyti, kontrolinoti ar pakeisti Zmoniy,
gyviny arba augaly fiziologine bukle ar gerinti
gyviiny gerove /

Purposes related fo the control of
pharmaceunticals products, Jood, feed or other
malerials or the development, production, guality,
efficiency and safery of products seeking fo
prevent human or animal diseases or their hewalth
disorders, plant diseases or other abucrmalities or
their impacts to esure the prevention of diseases,
their diagnosis or treatment, to assess, ideniify,
control or change the physiological condition of
humans, animals or planis or improve the enimal

welfare.

NE / NO

4.4, Gamtincs aplinkos, reikalingos Zmoniy ar
gyviny sveikatai ar gerovei, apsauges tikslai /
Purposes related to the protection af natural
environment in the intevests of health or welfare of
henran beings or anfmals

NE/NO

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos
risfies ifsaugojimo /

Puposey of scientific reasearch seeking the
presexvation of « certain species

4.6. Aukstojo mokslo ar mokymao tikslai siekiant
igyti ar pagilinti profesines Zinias, kelfi
kvalifikacijy /

Puposes related to higher education or training
ainted at gaining or deepening professional
inowledge or improving qualifications

NE /NG

NE/NO .

4.7. Kriminaliniy tyriny tikslai /
Purposes related to forensic investigations

NE/NO

4.8. Tam tikros biiklés peneiifkai modifikuaty
gyvimy, nenandojany kitose procediirase, Ji njos
sukfirimo ir ilzikyme tieslai /

Puposes related to the development and
maintenance of a colony of geneticolly aftered
animals of a certain condition not used in oiher

Mocedures

e ]

NE/ NO




5. Projekto tikshy apra¥ymas / Projekta tikstai:

Description of the objectives of
the Project

o  Preklinikiniais tyrimais istirti depresijos ir alkoholizmo
persiklojimo mechanizmus susijusins su REM miego
slopinimu ankstyvosios nervy sistemos raidos metu

o  Elgsenos bei elektroencefalografijos metadais charakterizuoti
prekliniking depresijos modelj paremig farmakologiniu REM
miego blokavimn neonataliniu periodu pekeidiant senesnés
kartos antidepresantg klomipraming § naujos kartos
antidepresanty cscitalopramg

o Elgsenos bei elektroencefzlografijos metodais charakteriznot]
prekliniking depresijos model] pareinty farmakologinin REM
miego slopinimu neonatalinin periodu pakciéiant senesnés
kartos jungin klomipraming j selektyvy M1 cholinerginiy
receptoriy blokatoriy triheksifenidilj

e I3tirti savanoriSkal suvartojamo alkoholio kiekj kontrolingje
bei cksperimentinése grapsse modclinojandiose depresijos
susirgimag

©  IStirti vaistiniy preparaly potencialy koregnoti depresijos
simpionius bej su jais susijusj alloholio suvartofimg. /

Praject goals:

o Toinvestigate the overlapping mechamisis of depression and
alcoliolism that are related to REM sleep disruption during
critical nenrodevelopmental siage in a preclinical setfing,

o To characterize preclinical animal model of depression based
on REM sleep suppression via pharinacological compound
escitalopram using behavionrel and electr oencephalographic
investigations

o To characterize the effect of neonatal triliexyphenidyl
frealinent on adult sleep and emotional fimctioning relaied to
depression using behavioural and clectroencephalographic
investigations

e Toivestigale vohoitary alcohol conswaption in REAM sleep
related model of dzpression

o 1o examine potential antidepressant and alcohol COnSHNIplion
reducing effect of pharmacological componids in neonatal
REM sleep suppression model of depression

6. Numatoma projekto nauda (t. Sékmingai jvykd#ius projekto tiksius bus gauta navja ir naudinga

y. kokia numaioma nanda
atlikus projekts mokshi,
gyviinmms ir (ar) Zmonéms)
/
Potential benefits likely to
derive from the Project (i. e.
heny science could be advanced
or humans or animals could
benefii from the project)

informacija apie tai, kaip pirminis depresijos susirgimas, susijes su
REM miego pokyéiais, jtakoja rizika susirgts alkoholizmu, Taip pat
projekto metu bus modifikuojamas literatéiroje aprasytas depresijos
modeiiavimo biidas pakeiciant jprastai naudojemsg vaistinj preparatg
| naujesning, wip sieloant samadingi injekeijy skaidiy bei vaisio
toksiSkurno poveikj. Jei nauji naudojami prepavatai sukelty su REM
miegu susijusius depresijos pozymius registriuojamus elgsenas ir
elektroencefalografijos metodais, tolimesni preklinikiniai depresijos
ir alkaholizmo tyrimai sukelty maziav kangios clsperimentiniam
gyviinui. Tai padéty jgyvendinti vieng i§ 3R reikalavima, 1y.
modifikuci procediiras taip, kad gyviinas patirfy maziau skausmao ir
kanéios. Rezultatai bus publikuojami uzsienyje leid?iamuose




periodinivose mokslo leidininose. / Upon completion of project
goals, worilnwhile information will be acquired on how privary
depression relaled to REM sleep disruption wmay contribute to
increased risk of developing alcoholism. A_further important aim of
ihis project is to slightly modify the prectinical depression :
modelling technigue that is based on neonatal REM sleep
suppression via pharnacological agents. We will replace the old
drug that requires nmore frequent treatment regime with drugs that
require less s.c. injections per 2 week period. If new agenis
neonatally suppressing REM sieep will produce adult sleep und
emotional dysfimetion measured by behaviowral and
electroencephalographic studies in the same way as the old a genl,
the further preclinical fnvestigations aiming io investigate comorbid
depression and alcoholism could be based on u depression model
that better filfilis 3R s conception. These results will be published

in acudemic scientific journals.

7. Projekic numatomos naudoti
gyvam ridys ir
prelimimarus gyviinyg kiekis
{vat.)/

Expected species and

approximate mimbers of

animiels to be used in the

Praject {in numbers)

Viso projekto retu bus nandejamos Wistar veislés Furkes;
Ziurkiy skaifivs reikalingas pasickti projekto tikstus vra
380 vnt, /

During the whole project period vwe will use Wistar line rats;
the mmber of rats required to achieve project goals

equals to 380 rais

8. Numatoias poveilds
gyviinui (~ams)
atsizvelgiant | planuojamas
bandymo su gyviinais
procediiras (t. y. kokj
galimg skausmg ar kandias
galimai patirs gyviings ir
koks numatomas bandymo
su gyviinais procediiny
uzbaigino biidas) /

The expected effects on an

animel(s) in the context of the

profected procedures of

expertinenls on animals (1. e.

expected level of severity of

pain or suffering to be likely
experienced by an animal and
what is the expected way of
finafising the procedures of
experinents on animals)

Projekto metu su gyvimais bus atliekamos lengvos ir vidulinio
sunkumo procediiros, remiantis procediry sunkumo klasifikacija
(1 priedas B1-866 dokumente). Atlickamos procediiros sukels
gyvlnui trumpalaikj nedidelj skausma, kandia ar baime tadiau
gyviino bendra bliklé labai nepablogés. Adiekant vidutinia
sunkumo procediras bus imtasi visy veiksuny sickiandiy
sumaZinti patiriamng skausmg ir kancig (pvz. stereotaksinés
chirurginés operacijos metu bus naudojama nejautra ir
nuskausminimas, pooperacinio laikotarpio metu bus atlickami
gyviino sveikalos stebéjimal pagal standartizuotas skales;
pastebéjus gyvuno skausiig bus suleid¥{ami nuskausminays
prepagaial. Koomet gyviino buklé pooperaciniu lailcotarpiu
smarkiai pablogés ir rodys stipry patiriamg kangig ir skausima,
gyvilnui bus atlickema euirmazija./ For the purpose of achieving
project goals, anitnals will undergo procedures that can be
calegorized as being mild or moderate severity level according
to procedure classification list presented in 1 Annex af
Lithuanian legal act no. B1-866 on animal wse Jor scientific
purposes. Subcutanecus drug adminisration regime 1o the
neondles lasting for 2 weeks, stereotaxic surgeries are an
example of procedures that are considered to he of moderate
severity level. 17hile conducting stereotaxic surgeries and post-
operative care animal well-being will be monitored and
assessed by using standardized animal health scove sheers. In

cuse of




strong pain and suffering during post-operative period,
the animal will be enthemised.

Gyviny ewtanazijai bus naudojama CO, kamera, kurioje bus
palaipsniui didinama anglies dioksido leoncentracija. Po jos bus
taikoma cervikaling dislokacifa su tiksln galutinai ustikreinti
gyviino mirtj patvirtmant kaklo i§nirimg ir kraujo cirkuliacijos
8nykima. / A1 the end of the experiment the rats will he
euthanized in CO; gas chaniber followed by cervical distocation.

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

Refrospective assesment of the

project (if the retrospective

issesment is needed the
deadline has to be specified)

Projekto vertinimas atgaline data néra reikalingas / Retrospective
assessinent of the project goals is not needed

10. Reikalavimy maZinti bandomyjy gyving skaigiy bandymo sn gyvinais
procediiroms, gerinti bandomuyjy gyving naudojimo salygas ir taikyti
metedus, leidZiangins pakeisti bandomyjy gyviig naudojima bandymo su
gyvinais procediiroms alternatyviais metodais, igyvendinimas /

Implementution of the requirements for the reduction of the number of animals

used in procedures of experiments on aniniols, refinement of conditions under

which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by alternative

methods

10.1. Gywy bandomuyjy gyviing
naudojime ir alternatyviy
inetody nenaudojimo
reikalavimo taikyme
pagrindimas /

Justification_for using live
animals and for not nsing
alternative methods

Altematyviy in virre modeliy projekto tikslams pasickti néra, nes
projekto metu bus vertinama pyviino elpsena, suvartojamas alkoholio
kiekis bei vaistiniy preparaiy poveikis Siai elgsenal. D&l fios priefasties
reikalingi i vivo tyrimai. / There doesn 't exist alternative in vitro
methods fv achieve project goals, since we will investigate animal
behaviour, amount of consumed alcohol and the veaction to treafiient
with pharmacological compounds, Thus, ihis project needs in vivo

nvestigations.




10.2, Bandomyjy gyviiny
skai¢iaus maZinime
reikalavimo taikymo
pagrindimas /

Justifieation of the reduciion of
the number of animals

Projekto metu bus nandojamas minimatus gyviiny skaicius kountrolingje
ir cksperimentinése grupése reikalingas gauti patikimas iSvadas
apdorojant gautus rezultatus matematiniais ir statistiniais duomeny
analizés metodais. / Fxperimental and their relative control groups will
be made up of minimal munber of enimals required 1o extract precise
and reliable conclusions from robust mathematical as well as statistical

data analysis of the results.

10.3. Bandomyjy gyviiny
naudojimo salygy gerinimo
reikalavimo taikymo
pagrindimas /

Justification of the refinement

of conditions wnder which

animals are used

Ankstesni preklinikinés depresijos modeliavimo darbai remiasi
klomipramino naudojin, tatiau §io junginio injekeijos turédavo biiti
suleistos 2 kartus per parg, kad biiny pasiektas norimas efcktas, Miisy
prejekio metu depresijos susirgimas bus modelingjamas junginiais,
kurie dél savo farmakologiniy savybiy bus suleidziami tik vieng karig
per parg. Dél Sios prieZasties gyviinal pativs maiau skausmo ir kandios
susijustos su vaisty suleidimo procediiva. /We intend io refine
preclinical depression modelling technigue based on transient
pharmacological neonatal REM sleep suppression by replocing widely
used pharmacological agent elomipramine with the compoinds fie.
escitalopram and trikesyphenidyl) that die to their pharmacokinetic
profile require less injections during the day thereby minimizing the
pain and suffering experienced by rodents that are exposed o more

Jrequent drug treatinent regimes.

Zinrkiy veisimas ir Ziurkiy faikymas nebus gerinamas, tagiau atitiks
teisés akto ’Del Mokslo Ir Mokymo Tikslais Naudojamy Gyvimy Laikyma,
PrieZificos Ir Naudojimo Reikalavimy Patvirtinimo®? iSvardintus
reikalavimus/ Refinement of conditions under which animals will be
maintained isn’t planned for this project. However, aninal breeding,
housing conditions will comply to the requirements listed in 2010/63/EU
directive adopted on 22 September 2010 (which is integrated into Lithuanian
legal act no. B1-866 on anival use for seientific purposes),




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus 2013 m. lapkri¢io 25 d.
jsakymu Nr. B1-764

(Bandymo su gyvanais projekto santraukos formos pavyzdys)

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas/
Project Title

priemoniy bei metody tobulinimas

and combination therapy

Naujy technologijy, ankstyvosios diagnostikes ir kombinuoto gydymo

Development of means and methods of new fechnologies for early diagnostics

2. Projekto trukmé /
Duration of the Project

Pradzia 2020-09-15, pabaiga 2025-09-15
stari 2020-09-13, end 2025-09-15

3. Reik&miniai ZodZiai (ne daugiau kaip 5)/ | Nanodalelés, ~fotosensibilizatoriai, mezenchiminés  kamieninés  lastelés,
Key words (maximun 5) ankstyvoji véZio diagnostika
Nanoparticles, photosensitizers, mesenchymal stem cells,
early cancer diagnostics
4. Projekto tikslas (-ai)/ TAIP/ | NE /
Purpose of the Project YES NO
4.1, Fundamentaliyjy moksliniy tyrimy tikslai / +
Purpose reloted to busic research
+

4.2. Aigkinamyjy ar taikomyjy moksliniy tyriny tikslai /
Purpose related to translational and applied research

4.3, Vaisty, maisto, pagary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant igvengti
¥moniy it gyviny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, utikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing biklg ar gerinti gyvany 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 (o
esure the prevention of diseases, thelr diagnosis or lreatment, 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 gyviiny sveikatai ar gerovei,
apsaugos tikslai /

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos radies i$saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Auk3tojo mokslo ar mokymo tikslai siekiant jgyti ar pagifinti profesines
Zinias, kelti kvalifikacija /

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

4.8. Tam tikros bilklés genetiskai modifikuoty gyviiny, nenaudojamy kitose
procedirose, linijos sukarimo ir i§laikymo tiksiai /

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

5. Projekto tiksly aprafymas /

Description of the objectives of the

Project

1, Ivertinti diagnostinj ir terapin} daugiafunkeiy feranostiniy nangdaleliy

2, I&irt, koki poveikj véfintms lasteléms bei naviko dydiivi daro daugiafunkeings

aukStynkeités nanodalelés ir nanodaleles gabenantios ¥moggaus odos niczenchiminds
kamieninés Igstelds bei palyginti 3iy skirtingy nanodaleliy pristatymo bady efekéyvum3,
3, Ivertinti didelio skaistio, tolvgaus ap¥vietimo Iauko padidinto kontrasto i3maniyfa lemps,

kurios skirtinga spalvine temperatora ar_apSvietimo spalva, furéty pagerinti kontrasta, tarp




—

skivtingy avdiniy ne maziau 50 %,
4. Nustatvti fotodinamingje naviky terapijoje (FNT) naudojamy endogeniniy sensibilizatoriy
pirmtaky ALA ir ALA metilo esterio (AELA-Me) bei hialuyono rogities jtaka_endogeninio
sensibilizatoriaus PpIX kaupimuisi jr_selektyvumui navikiniuose dariniuose, sveikoje odojg
bei ju deriniy panaudojima,

5, I3tirti galima nanodaleli reikj i injir ter: inj} yaisiui,

G. Ivertinti diagnostini naujos kartes daugiafunkeiy teranostiniy nanedaleliy_potencial

giluminiy navikiniy dariniy identifikaviniui,

1. Toevaluate diagnostic and therapentic effects of multifuntional teranostic narntoparticles.

2. To investigate the effect of multifimctional upconverting nanoparticles and nanopariicles
cariying mesenclymal stem cells on cancer cells and twmowr size also fo compare the
efficiency of these two nanoparticle delivery methods,

3. To evaluate high luminance, uniform illumination field, higher confrast smarf Tamp, which
variable specirunt and temperature wonld increase the contrasi befween different tissttes by
at least 50 %.

4. To determine the effect of endogenous phetosensibilizators fused in photodynamic funionr
therapy (PDT)), precursers ALA and ALA methyl ester (ALA-Me), hyaluronic ucid on
endogenous photosensibilizator PplX accunmlation and selectivily in funiont, healthy skin as
well as the use of their combinations.

5. To imvestizate possible the effect (embryotoxic and teratogenic) of nanoparticles on foetus,

6. To evaluate potential of new generation multifintional theranostic nanoparticles JSor deep
tumounrs identification.

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

Vezio ligos gydymo sékmé [abai priklauso nuo ankstyvosios diagnostikos, tatiau ¥iandien
naudojami  diagnostikos metodai ne visados efekiyv@s aptinkant ankstyvy stadijy veZj.
Prognozuojana, kad ateityje nanodatelés ir fotosensibilizatoriai bus naudajami ankstyvojoje naviky
diagnostikoje bei jvairiy ligy fotosensibilizuotam gydymui. Sie tyrimai svarbiis tiek metodiniu, tek
{undamentiniu paZinimo poZidriu,

Early detection is essential to the successful cancer treatment, however, nowadays used diaghostic
wmethods are not always effective al detecting cancer al early stuges. It is expected that in near
Juture nanoparticles and photosensitizers will be applied for early cancer diagnostics and PDT
therapy of various diseases. This researclt is importent from methodical and fundanienial point of
riew.

7. Projekte numatomos naudoti gyviiny

rifys ir preliminarus gyviimy kiekis (vat.)/

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

Ziurkes - 184 gyviinai.
Pelés — 210 gyvanai.
Rats — 184 animals.
AMice — 210 animals.

8. Numatomas poveikis gyviinui (-ams)

atsiZvelgiant | planuojamas bandymo su
gyviinais procediiras (t. y. kokj galima
skausmyg ar kandias galimai patirs

gyvinas ir koks numatomas bandymo su

gyviinais procediiry uzbaigimo badas) /
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)

Procediiros priskirtinos lengvoms:

*  nejautra, taikant vaizdinimo metodus.

«  neintervenciniai bandomyjy gyviiny tyrimai vaizdinimo metodais.

o nanedateliy ir fotosensibilizatorhy jvedimas j organizma: raumenj, navikg, j pilvapléve ir
intraveniniu bdu,

o naviky sukélimas, jskicpilant navikines lasteles po odg. Skicpijant véfines Igsteles,
jvedant j organizma nancdalcles, fotovaistus bus jaugiamas trumpalaikis, nemalonas
pojiitis.

+  naviky arba spontaniniy naviky sukélimas, jei jie nesukelia jokio pastebimo neigiamo
kfinikinio poZymio. Procediros su pavirdiniais navikais  bus atlickamos iki fo
laikotarpio kai naviky dydis sieks iki 1000 mun’. Tokio dydZio navikai nesukelia
vidutinio stiprumo skausmo ar baimés, netrukdo jprastat elgtis.

Procediiros priskirtinos vidutinio lengvwmo:

®  chirurgings operacijos taikant bendrajg uejautra ir tinkamg nuskausminimg
+  naviky arba spontaniniy naviky sukélimo biidai, kai tikimasi, kad 3ic navikai sukels
vidutinio stiprunto skausmg ar baime arba i% dalies trukdys jprastai judéti.
Eksperimentai su peléms ir Ziurkéms bus uZbaigiami taikant cervikaling distokacijg, kadangi gauty
rezultaty patikimumui jvertinti bus atlickami bandomyiy gyviiny naviky, vidaus organy, embriony
histologiniai mikroskopijos tyrimai.
Siniple procedures:

v anaesthesia, during imaging.

o non-interventional examination of experinenial animals using imaging nethods.

. injection of wnanoparticles and photosensitazer to fhe animals:  intramuscular,
intratumonral, intraperitoneal, intravenons infecfions,

. tumonrs initiation after subcutaneous injection of cancer cells. The experimental
anintals during listed procedyres are likely to experience short-term pain and fear.

. humonrs or spontaneons tmours initiation, if they do not cause any noticeable adverse
clinical indication. Procedures with tumours will be performed wnfil tumour size witl
reach 1000 mm®. This size tumonrs do not cause moderate pain or fear, do not disturb
norntal behaviour.

Moderately simple procedure:

e surgical operations wnder general anaesthesia and appropriate analgesia,

. tumonrs or sportaneous tumours initiation, when it is expected that tumonrs will cause
moderate pain or fear or partly disturbs normal movemen.

After the experiments all experimental animals will be enthanized by cervical dislacation, because
in order to evaluate significance of experimental results, histological microscopy examinations of
experimental animals tinnowrs, internal organs and foetus will be perforined.




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 to be specified)

Projektas nebus vertinamas atgaline data.
The project will not be assessed back-date.

10. Reikalavimy mazinti bandomuyjy gyviiny skai&iy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny naudojino
salygas ir taikyti metodus, leidZiangius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais 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 under which animals ave 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 bandonmgjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Siy tyrimy negalima pakeisti tyrimais sit navikinémis Igstelémis, kadangi biiting informacija ne tik
apic nanodaleliy ir fotosensibilizatoriy taikinius Igstelése, bet ir informacija apie organizao ir
naviko sgsaja,

This research can not be replaced with the reasearch of cancerous cells because information is
needed not only on targeting cancer cells with nanoparticles and photosensitizers, but also on
interface between fhe organism and the fumor.

10.2. Bandomuyjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
mamber of animals

Eksperimentams parinkias minimalus bandomyjy gyviiny skaiius cksperimentinése grupése pagal
statistinés galios skaitiavimg.

In order to get statistically significant results the mumber of experiniental animals is based on
similar researches published in scientific papers.

10.3. Bandomuyjy gyviiny naudojimo
salygu gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Bandomicji gyviinai bus naudojami ir prizifirimi pagal visus LR teisés akiuose numatytus gyviny
teisiy ir priezigros kelizmmus reikalavimus

The experimenial animals will be maifained according to all standory LR awimal rights and care
requirements.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

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

. Projekto pavadinimas /

JSlaplés striktiiros patogenezé ir gydymas naujos kartos

kompozitiniais karkasais®

Duration of the Project

2020-09-25 - 2023-08-31

Project Title
LHArtificial wrethra for the treatment of hypospadias  and
urethral strictures *
. Projekto trukmeé / 2020-09-25 - 2023-08-3}

Reik$miniai ZodZiai (ne daugiau kaip 5) /

Key words (maxinmim 5)

Slaplés striktdira, fibrozé, dirbtinis audinys

Urethral stricture, fibrosis, artificial tissue

Projekto tikslas (-ai) /

Purpose of the Project

TATP/
YES

NE /
NO

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

X

4.2, Aiskinamujy ar taikomujy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

X

4.3. Vaisty, maisto, pasary ir kity medZiagy ar produkty kiirimo,
gamybos, kokybés, veiksmingumo ir saugumo tikrinimo tikslai
siekiant iSvengti Zmoniy ir gyviiny lgy ar sveikatos sutrikimy
atsiradimo, augaly ligy arba kity anomalijy atsiradimo ar jy poveikio,
uZtikrinti ligy prevencijg, diagnozavimg ar gydyma, jvertinti,
nustatyti, kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
tiziologing bitkle ar gerinti gyviiny gerove /

Purposes related 1o 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 aninicl
diseases or their health disorders, plant diseases or other
abnormalities or their impacts to esure the prevention of diseases,
iheir diagnosis or treaiment, to assess, identify, control or change the
physiological condition of lnmans, animals or plants or improve the
animal welfare,

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

Purposes reluted to the protection of natural enviromiient in the
interests of health orwelfare of humen beings or animals

4.5. Moksliniyg tyrimy tikslai siekiant atitinkamos risies lssaugoumo/
Puposes of scieitific reasearcl secking the preservation of a certain
species .




4.6. Aukstojo mokslo ar mokymo tiksiai siekiant jgyti ar pagilinti X
profesines Zinias, kelti kvalifikacijg /

Puposes refated to higher education or training aimed af gaining or
deepening professional knowledge or improving qualifications

procedures

4.7. Kriminaliniy tyrimy tikslai / X
Lurposes related to forensic investigations
4.8. Tam tikros bikiés genetitkai modifikuoty gyviiny, nenaudojamy X

kitose procediirose, linijos sukiirimo ir i§laikymo tiksiai /
Purposes related 1o the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other

5.

Projekto tiksly apra§ymas /

Description of the objectives of the Project

Darbo tikslas — jvertinti navjos kartos dirbtinio $laplés audinio
efekiyvumg gydant §laplés fibrozg, modeliu naudojant
laboratorinj triugj.

The aim of this study is to evaluate the effectiveness of an
innovative artificial urethral tissue in the treatment of wrethral
fibrosis, using the laboratory rabbit as a model.

. Numatoma projekto nauda (t. y. kokia

numatoma nauda atlikus projekta moksiui,
gyvinams ir {ar) Zmonéms) /

Potential benefits likely to derive from the
Project (i. e. how science could be advemced
or fumans or animals could benefit from the

project)

Numatoma nauda — projekto rezultatai bus panaudoti Slaplés
patologijy (striktiry, dalies $laplés trikumo ar ki) naujy
gydymo metody kiirimui. Taip pat bus iSnagrinétas fibrozés
procesas ir patogeneze,

Expecied benefits — the results of the study will be used to
develop new methods for ftreating wrethral pathologies
(siriciures, partial loss of wethra efc). In addition, the
pathogenesis and progression of the fibrotic process will be
invesiigaled.

. Projekte numatomos naudoti gyviiny risys ir

prefiminarus gyviing kiekis (vnt.) /

Expected species and approximate numbers

~of animals to be used in the Project (in

numbers)

Laboratoriniai triugiai, 35 vnt.

Rabbits, 35

. Numatomas poveikis gyviinui (-ams)

atsizvelgiant j planuojamas bandymo su
gyviinais procediras (t. y. kokj galima
skausma ar kandias galimai patirs gyvinas ir
koks numatomas bandymo su gyviinais
procediiry uZbaigimo bidas) / '

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

Planuojamos  vykdyti  procediiros  priskiriamosvidutinio
sunkumo procediiroms. Eksperimento pabaigoje gyviinai bus
nugaigiaimni,

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

i3




experiments on animais)

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

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

Projektas atgaline data nebus vertinamas

Isi’t required

10 Reikalavimy mazinti bandomujy gyviimy skaiéiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviing
naudojimo sglygas ir taikyti metodus, leidZiandius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais

procediroms alternatyviais metodais, jgyvendinimas /

Implementation of the vequirements 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 bandonmyjy gyviing naudojimo ir
alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and jor
nof using alternative methods

Projekte numatyta istirti $laplés randéjimo patologija, jvertinti
geny raiSkg Siame procese; be to, bus biitina jvertingi dirbtinio
audinio funkcionalumg gyvame organizme. Alternatyvis
modeliai §iuose tyrimnose netinka.

One of the aims of this study is to evaluate the pathology of
urethral scarring, including the assessment of gene expression
in this process; moreover, frial of the functionality of an
artificial tissue in a live model will be carrvied out. In these
cases, alternative models are not applicable.

10.2. Bandomuyjy gyviny skaiéiaus maZinimo
reikalavimo faikymo pagrindimas /

Justification of the reduction of the number of
animaly

Kontrolinése grupése bus naudojamas minimalus  gyviiny
skaidius - po 5.

Minimal number of animals (5) will be used in both control
2roups.

'—] 0.3, Bandomuyjy gyviiny naudojimo sglygy
gerinimo reikalavimo taikymo pagrindimas /
Justification of the refinement of conditions
under which animals are used

Pagerintos gyviiny latkymo sglygos nercikalingos.

Refimed conditions for animal use are nof necessary.

14




Forma patvirtinta

Valstybinés maisto ir veterinarijos farnybos

direktoriaus 2013 m. lapkridio 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

mokslas®

Training course ,,Science of laboratory animals ™

Mokymo kursas ,Laboratoriniy (bandomuyjy} gyving

2. Projekto trukmeé /

Duration of the Project

2020-09-25 — 2025-08-31
2020-09-25 — 2025-08-31]

Keywords (maxinnt 3)

3. Reik¥miniai ZodZiai (ne daugiau kaip 5}/

Mokymo kursas, laboratoriniai gyviinai, praktinés procediiros

Training cowrse, laboratory animals, praciical procedures

4. Projekto tikslas (-at) /

TAIP/
YES

NE /
NO

Purpose of the Project

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

X

4.2, Aiskinamyjy ar taikomyjy moksliniy tyrimy tikstai /
Purpose related to translational and applied research

X

4.3. Vaisty, maisto, pafary ir kity medZiagy ar produkty kiirimo,
pamybos, kokybés, veiksmingumo ir saugumo tikrinimo tikslai
siekiant i§vengti Zmoniy ir gyviiny ligy ar sveikatos sutrikimy
atsiradimo, augaly ligy arba kity anomalijy atsiradimo ar jy poveikio,
uztikrinti lgy prevencija, diagnozavimg ar gydyma, jvertinti,
nustatyti, kentroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologine bukle ar gerinti gyviinyg gerove /

Purposes related to the control of pharmaceuticals products, food,
Jeed or other materials or the development, production, qualily,
efficiency and safety of products seeking to prevent lumian or animal
diseases or their health disorders, plant diseases or other
abnormalities or their impacts to esure the prevention of diseases,
their diagnosis or treatment, [o 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 gyvitny sveikatai ar
gerovel, apsaugos tikslai /

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

4.5, Moksliniy tyrimy tikslai sickiant atitinkamos risies i$saugojimo /
Puposes of scientific reasearch seeking the prescrvaiion of a certain
species ‘

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

Puposes related to higher education or fraining aimed at gaining or
deepening professional knowledge or inproving qualifications

X
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4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic invesiigations

procedures

4.8. Tam tikros bklés genetidkai modifikuoty gyviny, nenaudojamy
kitose procediirose, linijos sukiirimo ir i§laikymo tikslai /

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

b

. Projekto tiksly apraSymas /

Description of the objectives of the Project

Darbo tikslas — jtvirtinti humanidkos eksperimentavimo
technikos pagrindus, suformuoti svarbiausius praktinius darbo
su gyviinais jgtidZius.

Aim of the training course - (o establish the basics of humane
experimentation fechniques, fo develop practical skills of
working with animals.

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

Potential benefits likely to derive from the
Project (i. e. how science could be advanced
or hanans or animals could benefit fiom the

project)

Numatoma nauda — suteiktos teorinés ir praktinés Zinios,
reikalingos eksperimentiniam darbui su gyviinais.

Expected benefits - provided theoretical and  practical
knoveledge required for experimental work with animals.

. Projekte numatomos naudoti gyviiny riiys ir
prefiminarus gyvony kiekis (vnt.) /

Expected species and approximate numbers
of animals 1o be used in the Project (in

numbers)

1aboratorinés pelés — 360 vnt.
Laboratorinés Ziurkés — 90 vit,
Triugiai - 60 vil.

Mice — 360
Rats - 90
Rabbits - 60

. Numatomas poveikis gyviinui (-ams)
atsiZzvelgiant j planuojamas bandymo su
gyviinais procediiras (t. y. kokj galima
skausmg ar kan&ias palimai patirs gyviinas ir
koks numatemas bandymo su gyviinais
procediiry uZbaigimo budas) /

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

Planuojamos  vykdyti procediros priskiriamos  lengvoms
procediiroms. Bksperimento pabaigoje 330 peliy ir 45 Ziurkés
bus nugaifinamos.

The procedures are considered to be mild severity.
At the end of the experiments, 330 mice and 45 rats will be

sacrificed.

Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data, nurodyti,

Projektas atgaline data nebus vertinamas

14




iki kada jis turi biti atliktas) /

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

Doesn’t required

£0.Reikalaviniy mazinti bandomyjy gyviiny skaiéiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny
naudojimo salygas ir taikyti metodus, leidziangius pakeisti bandomyjy gyviiny naudojimg bandymo su gyvinais

procediiroms alternatyviais metodais, jgyvendinimas /

Implementation of the requirenients for the reduction of the number of animals used in procedwres 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 gyviany naudojimo ir
alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals cnd for
not using afternative methods

Praktinis kursas skirtas darbo jgiidZiy su gyvinais formavimui,
todél pagrindinis démesys skiriamas gyviinams. Alternatyviis
metodai taip pat bus naudojami ir aptariami.

The practical course is designed to develop skills in working
with animals, so the focus is on aniwals. Alfernative methods

will also be used and discussed.

10.2. Bandomuyjy gyvany skaidiaus maZinimo
reikalavimo taikymo pagrindimas /

Justification of the veduction of the numiber of

animals

Sunaudojamy gyviiny skaidiaus mazinimui prakiinius darbus su
vienu gyviinu atliks keli studentai; tie patys gyviinai po savaités
bus naudojami kitoms procediiroms.

To reduce animal manbers, one animal will be used for several
students; the same animals will be used for other procedures
after a week.

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

Pagerintos gyviiny laikymo sglygos nereikalingos.

Refinment housing conditions are not required.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

ANIMALS

1. Projekto pavadinimas /

Project Title

activation undey psychelogical siress

Dietos, praturtintos nesodiosiomis richaly riig&timis, poveikis
trombocity membranos fosfolipidy riebaly riigdtiy swdediai bei
trombeeity akiyvacijai esant psichologiniam stresui
Effect of a diet envichod in unsatnrated fatly acids on the
composition of platelet phospholipid membrane and platelet

2. Projekto trukmé /

Duration of the Project

2021.01.02 - 2023.01.02
2 Januery 2021 — 2™ Janwary 2023

3. Reikiminiai ZodZiai (ne daugiau

kaip 5)/

Key words (inaximum 5)

Stress, fatty acids, platelet activation

Stresas, riebaly rigdtys, trombocity aktyvacija

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

TAIP/
YES

NE/NO

4,1, Fundamentalinjy moksliniy tyrimy tikslai /
Purpose related 1o basic research

X

4.2, Al¥kinamuyjy ar taikomuyjy mokstiniy tyrimy tikslai /
Purpose relaied to transtational and applied research

4.3. Vaisty, maisto, pagary ir kity medfiagy ar produkty
kirimo, gamybos, kokybhés, veiksmingumo ir saugumo
tikrinimo tikslai sickiant iSvengti Znoniy ir gyviing ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, ustikrinti ligy
prevencija, diagnozavimg ar gydying, jvertinti, nustatyti,
kontroliuoti ar pakeist] Zmoniy, gyviny arba aupaly
fizictogine bikle ar perinti gyviiny gerove /

Purposes related to the cantrol of pharmaceuticals
producis, food, feed or othar malerials or the
development, production, guality, efficiency and safely of
praducts sceking to preven! human or animal diseases or
their health disorders, plant diseases or other
abrormalities or their impacts to esure the prevention of
diseases, their diagnosis or treainient, {o assess, identify,
control or change the phystological condition af humans,
animals or plants or improve the animal welfare.

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

Purposes related fo the protection of natural
enviromment in the interests of health or welfare of
Ituman beings or animals

4.5. Moksliniy tyrimy {ikslai siekiant atitinkamas ridies
ifsaugojimo /

Puposes of scientific rzasearch seeking the preservation
of a cerlain species

4.6. Aukétojo moksle ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

Pupases related to higher education or training almed at
gaining or deepening professional knowledge or
improving qualifications




4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4,8. Tam tikros biiklés genetiSkai modifikuoty gyviiny,
nenaudojamy kitose procedirose, linjos sukiirimo ir
istaikymo tikslai /

Purposes related to the development and maintenance of
a eclony of genetically alleved animals of a ceriain
condition woi used in other procedimes

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

MNustatyti ir jvertinti Ziurkéms skiriamos dielos,
praturtintos nesotiosiomis riebaly rigStimis
(NRR), poveikj trombocity membranos
fosfolipidy riebaly rig¥tiy sudédiai be
trombocity aktyvacijos Zyimenims vyraujant
psichologiniam stresul.

To determine and evaluate the effect of a dief
enriched in unsaturated fatty acids (UFAs) in
rats on the composition of platelet
phospholipid membrane and platelet
activation biomarkers under psychological
Sfress.

6. Numatoma praojekto nauda (. y.
kokia numatoma nauda attikus
projekta mokslui, gyviinams ir (ar)
Fmonénis) /

Potential benefits likely to derive
Jfrom the Project {i. e. how sclence
could be advanced or hutmans or
animals could benefit from the

praject)

Sio prajekto rezultatai leis jveriinii pladiai
visuomenéje vartojamy NRR poveikj
trambocity membranos sudédial bel
trombocity aktyvacijai csant psichologiniam
s{resui,

The resuits of this project will allow fo evaluate
the effect of widely used URAs on the
composition of platelet phospholipid
membrane and plotelet activation under
psychological stress.

7. Projekte numatomos naudoti
gyviny riys ir preliminarus
syviiny kiekis (vnt.) /

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

Ziurkeé {lof. Rattus norvegicus), Wistar (WI)
klonas, 10 vnt,

Rat (Tat. Rarius norvegicus), Wistar (W1), 10
animals.

8. Numatomas poveikis gyvanui (-
ams) atsiZvelgiant j planuojamas
bandymo su gyviinais procedaras
{t. v. kokj galima skausmg ar
kandias galimai patirs gyvinas ir
kaks numatomas bandynto su
gyvinais procediry uzbaigimo
biidas) /

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

Gyviino svérimas — lengvas

Med¥iagos patetkimas per os — lengvas
Kraujo paémimas — lengvas

Psichologinis stresas — vidutinis

Gyviino nuZudymas taikant COz dujas - be
galimybés atgaivinti

Animal weighing — light level

Oral administration of substance — light level
Blood collection — light feve!

Psychalogical stress — moderate level

Animal killing with CO; gas chamber — without
oppertunity of revitalization

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

Refrospactive assesment of the
project (if the refrospective
assesment is nesded the deadline
has to be specified)

Nereikia
Not needed




10, Reikalavimy mazinti bandomuyjy gyviiny skaidiy bandymo su gyviinais procediroms,
getinti bandomuyjy gyviny naudojimo sglygas ir taikyti metodus, leidZiandius pakeisti
bandomujy gyviiny naudojimg bandynio su gyviinais procediroms alternatyviais

metodais, jgyvendinimas /

Inplementation of the requirements for the reduction of the number of animals used in
procedures of experiments on animals, refinameit 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 altéFnative methods '

10.1. Gyvy bandomujy gyviiny
naudajimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alfernative
methods

Alternatyvils metodai nenaudojami, nes
neatspindés realios situacjos ir bitkles gyvame
organizme

Alternative methods will not be used because the
wmiethods themseives will not reflect the real
situation and condition of the living organisi.

10.2. Bandomuyjy gyviiny skaitiaus
maZinimo retkalavimo taikymo
pagrindimas /

Justification of the reduction of the
rumber of animals

Grupéje pateikias maZiausias gyvimy skaifius
ftiriamoji grupé 10 vnt.) pagal Europas Parlamento
it Tarybos Direktyva 2010/63/ES

There will be a minimum wumber of animals in lest
group (10 animals) in accordance with the
European Parfiament and the Council Directive
2010/63/EU.

10.3. Bandomujy gyvany naudojimo
salyay gerinimo reikalavimo
tatkymo pagrindimas /
Justification of the refinement of
conditions under whick animals
are used

Bandonsieji gyviinai bus latkomi standartinémis
sglygomis
The antmials will be kept under standord eonditions




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

Bandymo su gyviinais projekto santraukos formos pavyzdys
] ] I pavyzdy

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

pvertinimas peliy modelyje KERBALT

- _keratitis in the mouse model KERBALT

2. Projekto trakme / 2020-10-20 iki 2022-12-3]
Duration of the Project

3. Reik3miniai ZodzZiai (ne daugiau
kaip 5}/

| Keywords (maximum 5)

4. Projekto tikslas (-ai) /
Purpose of the ]
Project 4.1. Fundamentaliyjy mokstiniy tyrimy tiksfai /

Purpose related 10 basic reseqrch

4.2, Aiskinamyjy ar taikomyjy moksliniy tyrimy tikslai /

Purpose related to transiational and appi rese

4.3. Vaisty, maisto, pasary ir kity medziagy ar produkty

Keratitis; keratito modelis,

Keratito gydymui naudojamy baltymy efektyvumo

Evaluation of the efficacy of proteins used for the treatment of

— ]

peliy modelis; baltymy tirpalas,
Keratitis; keratitis model; mice model; protein fluid.

[NE/NO |

kiirimo, gamybos, koky
tikrinimo tikslai siekian
ar sveikatos sutrikinny

bés, veiksmingumo ir saugumo
t ivengli Zmoniy ir gyviny ligy
atsiradimo, augaly ligy arba kity

anomalijy atsiradimo ar jy poveikio, ustikring ligy
prevencija, diagnozavims ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyvimy arba augaly
fiziologing bakle ar gerinti gyviny gerove /
Purposes related to the controf of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and safery of
producis seeking (o prevent lwman or animal diseases or
their health disorders, plant diseases or other
abrormalities or their impacts 10 esure the prevention of
diseases, their diagnosis or freafment, to assess, identify,
confrol or change the physiological condition of humans,
| animais or plants or improve the animal welfare,
4.4. Gamltinés aplinkos, reikalingos 2moniy ar gyviiny
sveikatai ar gerovei, apsaugos tikslaj /
Purposes related 1o the protection of natural
enviromnent in the interests of health or welfare of
Inanan beings or anbnals _
4.5. Moksliniy tyrimy tikslai siekiant atitinkamos ridies
iSsaugojimo /
Puposes of scientific reasearch seeking the preservation
|_9f acertain species

pugilinu profesines zinias, kelti kvalifikacijg /

Fuposes related 1o higher education or 1 alning aimed ar
gaining or deepening professional knowledge or
improving qualifications

4.6, Aukstojo moksio ar mokymo tikslai siekiant eyt ar




4.7. Kriminaliniy tyrimy tikslai / X
Purposes related [0 forensic investigations

4.8. Tam tikros bakles geretiskai modifikuoty gyviny, X
nenandojamy kitose procedirose, linijos sukirimo ir

iftaikymo tikslai /

Purposes related 1o the development and maintenanee of

acolony of genetically aftered animals of a certain

condition ot used in other procedures

5. Projekto tiksly apradymas /

Description of the objectives of the

Profect

6. Numatoma projekta nauda (L. y.
kokia numatoma nauda atlikus
projekty mokslui, gyvimams ir (ar)
Zmonéms) /

Potential benefits likely to derive
Jrom the Project (i. e. how science
could be advanced or Inunans or
animals could benefit firom the

project)

7. Projekte numatomos naudot
gyviny rodys ir preliminarus
gyviny kiekis (vat.)/

Expected species and approximate
manbers of animals 10 be used in
the Project (in manbers)

§. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j planuojamas
bandymo sy gyvimais procediiras
(L y. kokj galima skausmg ar
kantias galimai patirs gyviinas ir
koks numatomas bandymo su
gyviinais procediry uzbai gimo
biidas) /

The expected effects on an
animal(s) in the conext of the
projected procedures of
experiments on animaly (i. e.
expecled level of sever.ty of pain
or suffering 1o be likely
experienced by an animal and
what is the expected way of
Jimalising the procedyres of
experiinents on animals)

9. Projekto vertinimas atgaline data
(jeigu reikalingas vertinimas
atgaline data, nurodyti, iki kada Jis
i bt atliktas) /_

Sukurti kontroliuojama keratito model pelése su dviem skirtingais

P. &eruginosa kamienais: invazinis ir citotoksinis.

Jvertinti baltymo poveik sveikai ragena, aplikuojant ant ragenos

skirtingus baltymus,

[vertinti baltymy efektyvuma keratito gydymui peliy modelyie,

To develop a controlied mode] of keratitis in mice with two different
strains of P, aeruginosa: invasive and cytotoxic,

To evaluate the effect of protein on a healthy cornea by applying
different proteins to the coTnea,

To evaluate the efficacy of proteins for the treatment of keratitis in a
mouse mode],

Sukurias naujas preparatas leis geriau ir efekiyviau gydyii
keratita, vaisto sudétyje neplanavojama  naudot antimikrobiniy
medZiagy two siekiama sumazint; be saiko naudojamy antibiotiky akiy
ligoms  gydyti aplikacija. Galutiniame rezultate siekiant, kad
nesivystyty bakterijy atsparumas. Vaistai baltymo pagrindu rinkg
gaiety pasiekii 2025 m.

The developed new product will allow better and more
effective treatment of keratitis, the drug does not plan o use
antimicrobials to reduce the application of excessive use of antibiofics
for the treatment of eye diseases. The end result is to prevent the
development of bacterial resistance. Protein-based medicines could
reach the market by 2025,

Pelés Balb ¢ 121 vat.

Mice Balb C 127 pes.

P?)jek[e metu visi gyviinai, gali patirti
triumpalaikj skausmg ir kandig, tadiau pries
atliekant visas procediras bus anestezuajami,
tedel baimés nepatirs.

During the project, all animals may experience
short-term pain and suifering, but witl e
anesthetized before a| procedures are
performed, so there will be no fear,




Retrospective assesment of the
project (if the retraspective
assesment is needed the deadiine
has (o be specified)

10, Reikalavimy maZinti bandonwyjy gyviiny skaitiy bandymo su gyviinais procediiroms,
gerinti bandomuyjy gyviiny naudojimo sglygas ir taikyti metodus, leidZiangius pakeisti
bandomyjy gyviny naudojimg bandymo su gyvitnais procediiroms alternatyviais
metodais, jgyvendinimas /
Implementation of the requirements jor the reduction of the mumber of animals used in
procedures of experiments on animals, refinement of conclitions under which animals
are used for the procedures and application of methods, which enable the replacement
of the wse of animals in the procedures by aliernative methods

10.1. Gyvy bandomyjy gyviing Numatoma  vienam gyvilmui - atlikti  ma?iausia bﬁtﬁ_
raudojimo ir alternatyviy metody | procediry skaidiy taip siekiant iStaikyt! kuo geresnes salygas
nenaudojimo reikalavimo taikymo | gyviinams. Afternatyviis metodai néra tinkami tokio itpo procedirose,

pagrindimas / nes reikalingas gyvo organizmo atsakas,

Justification for using live animals | 1t is envisaged that the minimum number of procedures per animal

and for not using alternative should be performed in erder 1o maintain the best possible conditions

methods for the animals. Alternative methods are not suitable for this type of
procedure because of the response of the [ivin organism.

10.2. Bandomujy gyviiny skaidiaus Tyrimo imtis apskai¢ivota remiantis moksliniais panagiy tyrimy
mazinimo reikalavimo taikymao rezultatais, kai norint sukeiij kontrolivojamy visoms peléms vierody
pagrindimas / ragenos paZeidima imamas maziausias tiriamuyjy skaigius 3,

Justification of the reduction of the | pridedant galimg mirtingumo procenty. Siekiant suma¥ing gyviinuj
nuniber of animals tenkandia kangia gyviinams bus paZeisia 1ik viena akis, kita akis

galety biti naudojama kaip kontrolé, todél keratito modetyje
pasirinkta tik 1 kontroling pelé laiko grupéje.
The study sample was caleulated based on the scientific results of
similar studies, where the minimum number of subjects was {aken to
cause controlled corneal damage in all mice 3, plus the potential
mortality rate. In order to reduce the suffering of the aninzal, only
one eye will be damaged in the animats, the other eyve could be used
as a control, so only 1 control mouse in the time group was selected
in the keratitis mode.

10.3. Bandomyjy gyviiny naudojimo Gyvimai kasdiena bus apZilirimi veterinarijos gydylojo, jients

salygy gerinimo reikalavimo atlickami sveikatinguma jvertinimas, t.y. elgsenos, Judrumeo, mitybos
taikymo pagrindimas / ir fiziologiniy funkeijy jvertinimas, reakeijg j aptinkos veiksniusg
Justification of the refinement of ivertinimas. Kasdiena bus atliekamas bendras klinikinis tyrimas,
conditions under which animals gyvybiniy funkeify paramelry tyrimas, veido grimasy gairiy

are used. jvertinimas (NC3Rs).

The animals will be examined daily by a veterinarian and subjected
to a health assessment, i.c. assessment of behavior, mobility,
nutritional and physiological functions, assessment of response to
environmental factors. A general clinical examination, examination
of vital signs parameters, assessment of facial makeup guidelines

(NC3Rs) will be performed daily,
_— Wil be p mec ¥




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVDUNAIS PROJEKTO SANTRAUKA /

NON-TECIINICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /

Project Title

. Auditory steady-state response in control and schizophvenia’

, Nuostovicii klausos atsakai ir jy sutrikimas gizofrenijos metn®

13

. Projekto trukmé /

Duration of the Project

2020-12-15 - 2025-12-14

. Reik&miniai 7od¥iai {ne daugiau kaip 5)/ | Stereotaksing operacija, asociatyviné uZduotis, optogenetika,

Key words (maxinum 3)

simegeny aktyvumo registravimas

recording

Stereotactic surgery, associative training, oplogenefics, chronic brain activily

ilgalaikis

. Projekto tikslas (-ai} /

Purpose of the Project

TAIP/
YES

NE /
NO

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

X

4.2, Aigkinamuijy ar taikonyjy moksliniy tyrimy tikstai /
Purpose related to translational and applied research

4.3. Vaisty, maisto, pasary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinime tikslai siekiant i§vengti
zmoniy ir gyvilny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, ustikrinti ligy prevencija,
diagnozavimg ar gydymg, jvertinti, nustatyti, kontroliuoti ar paketsti
¥moniy, gyviny arba augaly fiziologing 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 fo prevent human or animal diseases or thelr
health disorders, plant discases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or trealment, 10 assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovel,
apsaugos tikslaj /

Purposes related (o the protection of natural environnient in the interests of
health or welfare of hman beings or animals

S

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos ruies i¥saugojimo /
Puposes of scientific reasearcl seeking the preservation of u certain species

4,6. Aukgtojo mokslo ar mokymo tikslai sickiant jgyii ar pagilinti profesines
Finias, kelti kvalifikacija /

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

4., Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikrog bitklés genetiskai modifikuoty gyviny, nenaudojamy kitose
procediirose, tinijos suktrimo ir i8laikymo tikslai / .

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




5.

Projekto tiksly apragymas /

Description of the objectives of the
Froject

Darbo tikslas — suprasti sensorinés informacijos apdorijimo mechanizmus
sveikame organizme ir i§siai¥kinti poky€ins izofrenijos modelyje.

Aim of the project — fo uncover nefwork mechanisms underlying sensation in
control and schizophrenia mouse model.

Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projekia
mokslui, gyviinams ir (ar) Zmonéms} /

Potential benefits likely to derive from
the Project fi. e. how science could be
advanced or humans or animals could

benefit from the project)

Gauti rezultatai padés suprasti ASSR generavimo mechanizmus ir gali padéti
pasifilyti potencialias gydymo sirategijas §izofrenijos ligos atveju.

The results of this study will contribute to our understanding of mechanising
underlying ASSR and may suggest potential treatment strategies/targels Jor
schizophrenia.

Projekte numatomos naudoti gyviing
rii%ys ir preliminarus gyviny kiekis (vat.)/

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

Pelés — 100 vaot.

Mice — 100

Numatomas poveikis gyviinui (-ams)
atsiZvelgiant j planuojamas bandymo su
gyvinais procediiras (t. y. kokj galimg
skausma ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uZbaigimo bitdas) /

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 anintals)

Planuojamos vykdyti procediiros priskiriamos vidutinio sunkumo procediiroms.
Eksperimento pabaigoje gyviinai bus nuzudomi.

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

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

Retrospective assesment of the project (if

the retrospective assesment is needed the
deadline has fo be specified)

Projektas atgaline data nebus vertinamas

Refrospective assessment is 1ot required

10.

Reikalavimy mazinti bandomuyjy gyviimy skaitiy bandymo su gyvimais procediiroms, gerinti bandomuju gyviiny naudojimo
salygas ir taikyti metodus, leidZiancius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais 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 wunder which animals are used for the procedures and application of methods, which

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

10,

1. Gyvy bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Sensorinés informacijos apdorojimas gali biti tiriamas tik naudojant gyviinus in
vivo ir negali biiti atlickamas in vitro arba ex vivo.




Justification for using live animals and
[for not using alternative methods

The assessment of sensory processing in normal brain and during disease
reguires the use of animals and is not possible in vitro or ex vivo.

10.2. Bandomyjy gyviiny skai€iaus
ma¥inimo reikalavimo taikymo
pagrindimas /

Justification of the reduction af the
number of animals

Tyrimams bus naudojamas maziausias skaitius gyviinyg, kuris reikalingas gauti
statistiskai patikinus rezultatus.

The study will include the lowes! possible number of animals, ensuring
statistically significant resulls.

10.3. Bandomuyjy gyviny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Netatkoma,

None.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

direktoriaus
2013 m. lapkricio 25 d.
isakymu Nr. B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON

ANIMALS

1. Projekto pavadinimas /

Project Title

Naujai kuriamy paZangiy vaistiniy preparaty tyrimas, atlickant
nanjausiy moksliniy tyrimy ir neinvaziniy in vive vaizdinimo
metodiky jgalintus akiy ligy modelius eksperimentinivose triu$ivose.
A study of emerging advanced therapy medicinal products using
state-of-the-art research and non-invasive in vivo imaging
techniques in wodels of ocular diseases in experimental rabbits.

2. Projekto trukmé /
Duration of the Project

2020 11 16— 2023 12 31
16 11 202031 12 2023

3. Reik¥miniai Zod¥iat (ne dangiau Modeliai, akys, triusiai, tyrimai

kaip 5}/

Key words (maximum 5)

Madels, eyes, rabbits, studies

4. Projekto tikslas (-ai) /

Purpose of the
Project

TAIP/
YES

NE/NO

4.1. Fundamentaliyjy mokskiniy tyrimu tikstai /
Purpose related 1o basic research

NE / NO

4.2, Aiskinamyjy ar taikomujy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

TAIP/
YES

4.3, Vaisty, maisto, paary ir kity medZiagy ar produkty
kitrimo, gamybos, kokybde, veiksmingumo ir saugumo
tikiinimo tikslai siekiant i§vengti Zmoniy ir gyviny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uztikrinti ligy
prevencija, diagnozavims ar gydymg, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviing arba augaly
fiziologing biikle ar gerinti gyviny gerove /

Purposes related lo the control of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and sajety of
products seeking to prevent human or animal diseases or
their health disorders, plant diseases or other
abnormalities or their impacts to esure the prevenfion of
diseases, their diagnosis or treatment, o assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare.

TAIP/
YES

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiy
sveikatai ar gerovel, apsaugos tikslai /

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

NE/NO

4.5, Mokslmuy tyriny tikslai siekiant atitinkamos 1fiSies
iSsavgojimo /

Puposes of scientific reasearch seeking the preservation
of a certuin species

NE /NO

4.6. Aukstojo mokslo ar mokymo tikslai sickiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

Puposes related fo higher education or training ained at
gaining or deepening professional knovledge or
improving qualifications

NE / NG

4.7, Kriminaliniy tyrin tiksai /

NE / NO




——

Purposes related fo forensic investigations

4.,8. Tam tikros biiklés genetitkal modifikuoty gyvimy,
nenaudojamy kitose 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 procedures

NE /NG

5. Projekto tiksly apraymas /

Toliau norima i¥plésti atlickamus tyrimus sa

Deescription of the objectives of the laboratorintais triu$iais, jiems

Project

eksperimentiskai indikavus specifing akiy
ligg. Sie tyrimai leis jvertinti naujy vaistiniy
preparaty daromg poveik] organizmui, akies
morfologijai bei regai. Taip pat tiriamy
preparaty veiksmingumas bus lyginamas su
jau rinkoje esandiais vaistiniais preparatais,
tokiu biidu bus galima nustatyti naujy
preparaty pranadumus priet esanéius rinkoje.
Tadiau rinkoje esandiy preparaty gausa 1o
akiy ligy yra labai ribota, todél atradus nauja
ir veiksminga bei saugy vaista rinkoje
atsirasty didesnis pasirinkimas ir
prieinamumas visuiomenei. Lictuvoje
ikiklinikiniuose tyrimuose bus nandojami
sekantys ligy modeliai:

+  Vaisty toksinio poveikio vertinimo modelis;

+  Sviesos sukelio paZeidimo modelis;

+ Nearterinés priekinés iSfeminés optinés
neuropatijos modelis;

«  Glaukomos modelis;

+  Gyslainés neovaskuliarizacijos modelis;

+  Tinklainés atSokos modelis;

¢ Ikiklinikinis sausy akiy sindromo maodelis

+ Choroidinés neovaskuliarizacijos modelis

+ padidéjusio kranjagystiy pralaidumo modelis

Indikacijos yra parinktos atsiZvelgiant j tokius
veiksnius:

- Zmoniy sergamumas ivardintomis
ligomis/indikactjomis, AmzZius yra vicnas i$
svarbiausiy rizikos veiksniy i§vardintoms
indikacijoms, Geréjant gyvenimo kokybei ir
ilgéjant issivyséiusiy $aliy populiacijy amzZiui,
visos i§vardintos ligos jau dabar yra labai
paplitusios, o ateityje sergamumas jomis tik
didés.

- Oftalmologiniy farmaciniy preparaty rinkos
dydis (€196 milijardai, 2016 m.). Per
pastaruosius metus oftalmologiniy preparaty
rinka Zenkliai augo ir prognozuojama, kad
tolimesnis jos augimas sicks 6-7 proc.
sudéting mefing augimno norms.

- Pagrindiniai oftalmologiniai susirgimai,
kuriems iki 2025 m. aktyviausiai planiojama
vystyti vaistinius preparatus yra, AMD,
dinbetiné geltongsios démés edema (DME),
diabetiné retinopatija (DR), DES ir glankoma.
Tai patvirtina ir 2013-2017 m. Imonéje atlikty
moksliniy tyrimy analizé — i$vardinti
modeliai/indikacijos sudaré dangiau nef 2/3
nuo visy indikacijy atlikey tyrimy.

Ve want fo further expand its research with
laboratory rabbits by experimentally




indicating a specific eye disease. These
sindies will make it possible to assess the
effects of new medicines on the body, the
morphology of the eve and vision. The
effectiveness of the investigational products
will also be compared with those already on
the market, s identifying the advantages of
new products over those on the market.
However, the abundance of ophthalmic
prodicts on the market is very lmited, and the
discovery of a new and effective and safe
medicine would lead 1o greater choice and
public availability on the market. The
Jollowing disease models will be used in
preclinical studies in Lithuania:

» Medicinal foxicity assessment model;

s Light-induced damage model;

 Model of non-arterial anterior ischemic optic
neuropathy,

» Glaucoma model;

» Choroidal neovascularization model;

* Retinal detachment model;

s Preclinical model of dry eye syndrome

« Choroidal neovasenlarization model

A model of increased vascular permeability

The indications are selected based on the
Jollowing factors:

- Human morbidity with the listed discases /
indications. Age is one of the maost important
risk factors for the listed indications, As the
guality of life improves and the age of
populations in developed countries increases,
all of these diseases are alveady widespread
and will only increase in the future.

- Market size of ophthahnic pharmaceuticals (€
196 billion, 2016). The market for ophthalmic
prepavations has grown significantly in recent
years and its further growth is forecast to
reach 6-7%. compound annual growth rate.

- Major ophthalmic diseases for which by 2025
the most actively planned drugs ave, AMD,
diabetic macular edema (DME), diabetic
retinopathy (DR), DES, and glaucoma. This is
confirmed by the 2013-2017. Analysis of
research performed in the company - the
listed models / indications accounted for more
than 273 of all research performed in the
indications.

6. Numatoma projekto nauda (L. v.
kokia numatoma nauda atlikus
projekta mokslui, gyviinams ir {ar)
Zmonéms) / '
Portential benefits likelv to derive
Jrom the Projeci {i. e. how science
could be advanced or humans or
animals could benafit from the
praject)

Nauji preparatai, kuorie turés aukéta efektyvumo ir
| saugumo rodikly, toliau kelians | klinikiniug

tyrimus su Zmonémis. Sio projekto metu
planuojame i&titi iki 16 naujy mediciuiniy
preparaty. Rinkoje miisy tirti preparatai gaiéty
pasirodyti apic 2027 m.

New drugs that will kave a high efficacy and
sufety profile will continue to go into clinical
mials in humeans. During this project, we plan to
investigate up to 16 nev medicinal products. The
products we siudicd conld eppear on the market
around 2027.




7. Projekte numatomos naudoti
gyviny rodys ir preliminarus
gyviiny kiekis (vnt.) /

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

Naujosios Zelandijos ir Olandijos tringiai
(Oryelolagus cuniculus) 400 vnt.

New Zealand and Dutch belted rabbits
(Oryciolagus cuniculus) 400 units.

8. Numatomas poveikis gyvimui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyvinais procediras
{t. y. kokj galimg skausmg ar
kandias galimai patirs gyvitnas ir
koks numatomas bandymo su
gyvunais procediry uZbaigimo
biidas} /

The expecied 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 enimal and
what is the expected way of
Jinalising the procedures of
experiments on animals)

Bandomieji gyviinai io projekto vykdymo metu
kandiy nepatirs arba jos bus minimalios.
Gyviinai eluanazuojanmi mirtina anestetiky
doze: Exagon, 400 mg/mi, 100 ml injckeinis
tirpalas, I ml/kg vienam gyviinui, Gaminlojas,
Richier Pharma.

The experimental animals will not suffer or vill
be minimal during this project. Animals are
etuanated with a lethal dose of anesthetics:
Exagon, 400 mg /mi, 100 mi solution for
mjection, 1 ml / kg per animad, Manufacturer,
Richter Pharma.

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

Retrospective assesment of the
project (if the refrospective
assesment is needed the deadiine
las to be specified)

NE/

NO

1. Reikalavimy maZinti bandomyjy gyvimy skaiéiy bandymo su gyviinais procediiroms,
gerinti bandomyjy gyviing naudojimo sglygas ir taikyti metodus, leidZianéius pakeisti
bandomyjy gyviiny naudojima bandymo su gyviinais procediiroms alternatyviais

metodais, jgyvendinimas /

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

10.1. Gyvy bandomuyjy gyviiny Reikalingas  gyvas  organizmas  su  pilna
naudojimo ir alternatyviy metody | neurohumoraline sistema ir pilnu atsakn.
nenaudojimo reikaiavimo tatkymo | Live  organisms are needed  with  fill

pagrindimas /

Justification jor using live animels
and for not using alternative
methods

netrohumoral system ant clear response.

10.2, Bandomuyjy gyviiny skai¢iaus
maZinimo reikalavimo tatkymo
pagrindimas /

Justification of the reduction of the
number of animals

Tirtamujy preparaty efektyvumo ir saugiano
tyrimo pirma negalime vykdyti Zmoniy
populiacijoje, todeél eksperiments reikia atlikti su
gyviinais, pasirinkus {riniy modelj - tyrimo metu
bus naudojami Naujosios Zelandijos ir Olandijos
veislés sveiki triugiai (2-6 mén. amZiaus). Akiy
tyrimuose triusial yra pagrindiniai tiriamieji
gyvinai, nes turi pakankamati dideles akis, kuriy
struktfira artima Zmogui.

The efficacy and safety study of the investigutional
medicinal products cannot be performed in the
human population at first, therefore the animaol
study should be performed in a rabbit model using
healthy New Zealand rabbits and Putch Delt
rabbiis (2-6 months of age). In ophthalmic studies,




rabbits are the main test animals because they
have sufficiently large eves with a structure close
fo that of humans.

10.3. Bandomuyjy gyviiny 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 procediiros atitiks 2010
m, mugséjo 22 d. Europos Parlamento ir Tarybos
direktyvos 2010/63/ES dél mokslo tikslais
nandojany gyviing 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.
isakymu Nr, B1-761

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

ANIMALS

1. Projekto pavadinimas /

Froject Title

jos pazeidimams fyrimai

porcine skin

Evaluation of the liigh infensity laser radiation impact on

Didelio intensyvumo lazerinés spinduliuotés poveikio odai ir

2. Projekto trukmé /

Duration of the Project

2020-12-15 - 2024-04-15

3. ReikSminiai ZodZiai (ne daugiau

kaip 5}/

Key words (imaximum 5)

Pikosekundés, lazeris, oda, saugumas, kiauliy modelis
Picoseconds, Laser, Skin, Safety, Porcine model

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

TAIP/ YES

NE/
NO

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

4.2. Aiskinamuyjy ar taikomyjy moksliniy tyriny tikslai /
Purpose related to translational and applied research

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

Purposes related ro the control of pharmaceuticals
products, food, feed or other materials or the
development, production, qualily, efficiency and safety of
products seeking to prevent human or animal diseases or
their health disorders, plant diseases or other
abrnormalities or their impacts {o esure the prevention of
diseases, their diagnosis or trealment, fo assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare,

4.4. Gamtings aplinkos, reikalingos #moniy ar gyviiny
sveikatai ar gerovel, 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
igsangojimo /

Puposes of sclentific reasearch seeking the preservation
of a certain species

4.6. Auk3tojo mokslio ar mokymo tikslai sickiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacija /

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




4.7. Kriminaliniy tyrinyy tikslai /
Purposes related to forensic investigations
4.8. Tam tikros bitklés genetiska; modifikuoty gyviiny,
nenaudojamy kitose procediirose, linijos sukiirimo ir
i8laikymo tikslai /

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

3. Projekto tiksly apragymas / Didelio intensyvumo pikosekundines lazerings
Description of the objectives of the sitemos vis pladiau naudojamos jvairiose gydymo
Project ir kosmetologijos procediirose, Sio tyrimo tikslas

yra jvertinti  didelio infensyvumo  lazerines

spindulivotés pritaikymo galimybes jvairiy odos
paZeidinyy, Zaizdy gydyme bei veiksminguma
naikinant pigmentinius darinius. Taip pat Sio
tyrimo metu bus skiriama daug démesio jvertinti
didelio  intensyvumo  lazerines spindulivotes
veiksmingumg ir saugumq. Lazeriniy sistemy
poveikio tyrimai bus vertinami in vivo kiauliy
modeliuose.

High-intensity  picosecond laser systems  are
increasingly used in various freatments and
cosinetology procedures. The purpose of this study
is to evaluate the potential of the high intensity
laser radiation application in lreating various skin
lesions, wounds and pigmented derivatives. This
study will focus on assessing the efficacy and
safely of the laser by evaluating the rezults of the
i vivo porcine models.
Projekto metu bus gauti didelio intensyvumo
lazerinés  spindulinotes saugumo  vertinimo
rezultatai, kurie leis tobulinti tokiy  sistemy
tatkymo  protokolus  ir apsaugoti  pacientus,
Projekto rezultatai bus paskelbti moksliniuose
straipsniuose, nacionalinégse  bei tarptautinése
konferencijose.

6. Numatoma projekto nauda {t.y.
kokia numatoma 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)

During the project high intensity laser radiation
safety assessments will be receive that swill improve
profocols for the application of such systems and
palients protection,

The results of the project will be published in
scientific  articles, national and  infernational
conferences,

5 naminés kiaules
6 ,,Gottingen minipig* kiaules

7. Projekte numatomos naudot]
gyvilny riSys ir preliminarus
gyviiny kiekis {vnt,} /

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

8. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j planuojamas
bandymo su gyviinais procediras

5 pigs
6 Gottingen minipig
Visi projekto jvykdymui numatyti gyvinai (11
vit.) patirs trumpalaikj nestipry skausma, kandig
av_baime, nes kontrolinjy ir tiriamuyjy gyviiny




grupes sutaps. Eksperimentui pasibaigus, gyviinai
bus seduojami ir nuzudomi suleidZiant mirting
anestetiky doze (Exagon 400 mg/ml tirpalo 0,2
ml/kg).

{t. y. kokj galimg skausing ar
kangias galimai patirs gyviinas ir
koks numatomas bandymo su
gyviinais procediiry uzbaigimo
biidas) /

The expected effects on an

animal(s) in the context of the
projecied procedures of
experimeitts on animals (. e
expected level of severity of pain
or suffering to be likely
experienced by an animal and
what is the expected way of
Jinalising the procedures of
experinents on animals)

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

Retrospective assesment of the
praject (if the retrospeciive
ussesment is needed the deadline
has to be _specified)

10. Reikalavimy maZinti bandomyjy gyviimy skai¢hy bandymo su gyvinais brocediiroms, gerinti
bandomyjy gyviiny naudojimo salygas ir taikyti metodus, leidZiangios pakeisti bandomyjy gyviiny
naudojimg bandymo su gyviinais procedaroins alternatyviais mefodais, 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. Gywy bandomyjy gyviny Projekto tiksly jgyvendinimui alternatyviis metodai

naudojimo ir alternatyviy metody | opg taikomi, nes Siame tyrime bus siekiama

nenaudojimeo reikalavimo taikymo |, . . i . . -
vertinti  gyvo  organizmo atsaka | didelio

pagrindimas / : o . . o .
Justification for using live animals | Itensyvumo lazerines spinduliuotés poveikj.

and for not using alternative
methods Alternative methods will not be applied during the

project, because this study is to evaluate the
response of the living organism to the effects of
high intensity laser radiation,

Al animals intended Jor the project (11) will
experience short-ferm mild pain, suffering or
distress as the control and test animal groups will
overlap.

Al the end of experiment animals will  be
euthenized by letal injection of anestetics (Exagon
400 mg/ml, 0,2 mi/kg) .

Projektas nebus vertinamas atgaline data.

Praject will not be refrospective,

10.2. Bandomuyjy gyvimy skaiciaus Eksperimentinés  grupés  bus sudaromos  {§
mazinino reikalavimo taikymo minimalios gyviiny imties, reikalingos patikimy
pagrindimas / . N

rezultaty gavimuyi.

Justification of the reduction of the

monber of animals
Experimental groups will consist of a mininum

sample of animals required to obiain reliable

results.

10.3. Bandomujy gyvilny navdojimo | Gyviinai bus Jlaikormi  tam skirtose patalpose,
salygy gerinimo reikalavimo laikomasi  visy gyviing priesitros i laikymo
taikymo pagrindimas / . . = . .

reikalavimy. Gyviinus eksperimento metu stehes

Justification of the refinement of
conditions under which animals
are used

veterinarijos gydytojas.

Animals will be held according to all animal care
and housing requirements. During the experiment
animals  will be under the supervision of a
velerinarian.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkricio 25 d.

jsakymu Nr, B1-761

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

ANIMALS
1. Projekto pavadinimas / Plauéiy ventiliatoriaus DPV100 efektyvumo ir sangumo vertinimas
Project Title in vivo eksperimentiniame gyviing modelyje

Artificial respiration machine DPV 100 performance and securify
assessmen! in vivo experimental animal model,

2. Projekto trukme / 2020-12-20 iki 2022-12-31
Duration of the Praject From 2020-12-20 to 2022-12-31
3. Reik¥miniai ZodZiai (ne daugian Dirbtiné plaudiy ventiliacija; inovatyvi ventiliacija; plaudiai;
kaip 5) / kvépavimas
Key words (maximum 5} Artificial vespiration system, innovative ventilation; respirvatory
tract; respiration
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, Aigkinamyjy ar taikoryjy moksiiniy tyrimuy tikslai / X

Purpose related to translational and applied research

4.3. Vaisty, maisto, padary ir kity medZiagy ar produkty X
kirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai sickiant i§vengti Zmoniy ir gyvinu ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, vZtikeinti ligy
prevencijg, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuofi ar pakeisti Zmoniy, gyviiny arba augaly
tiziologing biikle ar gerinti gyvany 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 esure the prevention of
diseases, their diagnosis or freatment, to assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare,

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

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riidies X
i§saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

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

Puposes related to higher education or training aimed af
gaining or deepening professional knowledge or
improving gqualifications

4.7. Kriminaliniy tyrinm tikslai / X
Purposes related to forensic investigations




4.8, Tam tikros bklés genetiskai modifikuoty gyvuny, X
nenaudojanwy kitese procediirose, linijos sukiirimo ir
iflaikymo 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. Projekio tiksly apra8ymas /
Description of the objectives of the
Project

1. I8tirti ir patvirtinti prietaiso DPV100 sugebéjimg atlikti
efektyvy ir saugy ventiliavimo darbg

2. Igtirti DPV100 ventiliatoriaus efektyvumg uztikrinant
tinkaima dujy apykaita.

3. I8tirti DPV 100 ventifiatoriaus sauguma vertinant galimai
sukeltas komplikacijas.

4. Jvertinti DPV100 naudojimo patoguma.

1. To fest and confirm the ability of the DPVI100 to perform
efficient and safe ventilation

2. Investigate the efficiency of the DPV100 ventilator lo
ensure proper gas exchange.

3. Investigate the safety of the DPV100 ventilutor by
evaluating possible complications.

4. Evaluate the ease of use of the DPV100.

6. Numatoma projekto nauda (t. y.
kokia nmmatoma nanda atlikus
projekts mokslui, gyviinams ir {ar)
Zmonéims) /

Potential benefits likely to derive
Srom the Project (i. e. how science
could be advanced or humans or
animals could benefit from the
project)

Numatoma patvirtinti, kad kariamas dirbtings plauciy ventiliacijos
DPV 100 prictaisas yra cfektyvus uZtikrinant tinkamg dujy
apykaitg in vivo, Taip pat tikimasi nustatyti, kad komplikacijy ar
technologiniy netikslumy skai€ius statisti§kai nesiskiria lyginant
DPV100 su jprastu DPV prictaisu. Taikomoji nauda — tyrimai su
eksperimentiniais gyviinais yra biitina medicininio prietaiso
verifikavimo ir validavimo dalis. Tolimesnis etapas — prictaiso
efektyvumo ir saugumo tyrimas taikant Zmogui. Siekiamas
galutinis rezultatas praktikoje — prietaiso validavimas ir tatkymas
ventiliaciniam gydymo jstaigose ar kitur. Koronaviruso COVID-
19 pandemijos kontekste, i$auges DPV prictaisy poreikis gali
tapti vienu i3 lemianéiy is8tkiy sveikatos apsaugai.

It is expected to confirm that the DPVI00 artificial lung ventilation
device under development is effective in ensuring adequate gas
metabolism in vivo. It Is also expected to determine that the
number of complications or technological inaccuracies does not
differ statistically from the DPVI00 compared to a conventional
DPYV device. Application benefits - Studies in experimental
animals are a necessary part of the verification and validation of
a medical device. The next step is fo study the effectiveness and
safety of the device in luunans. The desired end vesult in practice
is the validation and application of the device for ventilation in
medical institutions or elsewhere. In the context of the
coronavirus COVID-19 pandemic, the increased demand for
DPYV devices may become one of the critical health challenges in
the world.

7. Projekie numatomos naudoti
gyvimy risys ir preliminarus
ayviiny kiekis (vnt.) /

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

Avys; 20 vt
Sheep, 20 pes.

8. Numatomas poveikis gyvimnui (-
ams) atsizvelgiant | planuojamas
bandymo su gyviinais procediiras
(t. y. kokj galima skausmng ar
kangias galimai patirs gyviinas ir
koks numatomas bandymo su
gyviinais procediiry uzbaigimno
budas) /

The expected effects on an
amimal(s} in the confext of the
projecled procedures of

Visi gyviinai tyrimo metu bus seduoti prie§ atliekant pirminés biiklés
jvertinimg, taip siekiant igvengti gyviiny streso pojiitius. Taip pat
visi gyviinai bus pilnoje nejautroje atliekant procediias, taip bus
igvengta skausmo, kangios ir baimés. Po anestezijos gyviinai
papildomai nuskausminam, taip siekiant pagerinti jy biikle
atsibudimo metu,

Procediing metu gyviinams, kas 15 min., tikrami skausmo pojudiai
suznybiant tarpupir§tj. Taip pat procediiry metu nuolat stebimi
gyvybiniai parametrai: Deguonies saturacija, 8irdies ritmas,
kvépavimo daZnis, aterinis kraujo spaudimas, Siy parametry
pokydiai leidZia spresti ar gyviinas gali jausti skausmg. Po




experiments on animais (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 animeals})

atsibudimo washout periode gyviinams pirmas 24 val., taikoma
intensyvi prieZiura vertinant fiziologinius kriterijus: édimas,
trogkulys, atrajojimo judesiai, i¥matos ir ju konsistencija,
Slapinimasis, judéjimas ir doméjimasis aplinka. Avims kasdien
atlickamas bendras klinikinis tyrimas vertinant temperattirg,
gyviino elgseng ir fizine sveikatg, mitybg ir alinimo sistema.
Gyviino bitklei pablogéjus bus naudojami nuskausminamieji
vaistai, jtarus, kad gyviinas kankinasi ir nuskansminimas
nepadeda gyviinas bus eulanazuojamas siekiant iSvengti gyviinui
tenkandia baimg, kandia ir skausma.

All animals will be sedated during the study prior to baseline
assessment to avoid stressful sensations in the animals. Also, alf
animals will be in complete anesthesia during the procedures,
thus avoiding pain, suffering and fear. After anesthesia, the
animals will be given painkillers to improve their condition
during awakening. During the procedures, the animals are
examined for pain every 15 minutes by pinching the forefinger.
Also during the procedures, vital parameters are constantly
monitored: Oxygen saturation, heart rate, respiratory rate,
arterial blood pressure, changes in these parameters allow fo
decide whether the animal can feel pain. After waking up during
the washout period, the anintals are subjecled to intensive care
Jor the first 24 howrs, assessing physiological criteria: eating,
thirst, ruminant movements, feces and their consistency,
nrination, movement, and interest in the environment. In sheep, a
general clinical examination is performed on a daily basis to
assess temperature, animal behavior and physical health, diet
and elimination system. If the condition of the animal
deleriorates, analgesics will be used if if is suspected that the
animal is suffering and the analgesia does not help the animal
will be euthanized to avoid fear, suffering and pain for the
animal.

9. Projekfo 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 to be specified)

10. Reikalavimy maZinti bandomuyjy gyviinyg skai¢iy bandymo su gyviinais procediiroms,
gerinti bandomyjy gyvinyg naudojimo salygas ir taikyti metodus, leidZiancius pakeisti
bandomujy gyviiny naudojimg bandymo su gyviinais procediiroms alternatyviais

mictodais, jgyvendinimas /

Implementation of the requirements for the reduction of the nmumber 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 metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Tokio tipo tyrimams pradinése stadijose gali biti
naudojamas plaudiy veiklos simuliatorius, tadian vélesnése
stadijose tokie simuliatoriai negali bifiti taikomi, nes
reikalinga gyvo organizmo reakcija, todél EZo prietaiso
jvertinimui bus naudojamas kraujo dujy tyrimas aukigiau
iSvardintais etapais, tyrimo rezultatal padés jvertinti gyvo
organizmo atsaka.

A lung simulator may be used for this type of test in
the initial stages, but such simulators cannot be used in the
later stages because a living organism response Is required,
so a blood gas test in the above steps will be nsed to evaluate
this device.

10.2. Bandomyjy gyviiny skaifiaus
mazinimo reikalavimo taikymo

Siame tyrime pasirinkta naudoti 20 vnt., gyviiny tikslams pasiekti
t.y. naujai kuriamos dirbtinés ventiliacijos jrangos efektyvumui




pagrindimas /
Justification of the reduction of the
number of animals

jvertinti. Panadus gyviiny skaitius naudojamas tokio tipo tyrimuose
pasaulyje atlickamuose tyrimuose prief validuojant medicinos
priemones

In this study, it was chosen to use 20 unils to achieve animal
purposes, I, to evaluate the efficiency of newly developed artificial
ventilation equipment, A similar mumber of amimals are used in this
type of study in global studies before validating medical devices for
human clinical trials.

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

Dél kryZminio tipo studijos kiekvienas subjektas bus ir tiriamasis bus
ir tiriamasis, kai vyks ventiliacija DPV100, ir priklausys kontrolinei
grupei tuo metu, kai bus ventiliuojamas vatiduotu DPV. Tokiu biidu
siekiama sumaZinti statistiniam patikimmmui reikiamy jiraukti
tiriainyju skaidiy. Taip pat ifvengiama i¥kreipiandio intra-subjektinio
variabilumo. Pastaroji problema gali pasireiksti tais atvejais, kai
lyginami subjektai, priklausantys tik intervencinei grupei, vs,
subjektai, priklausantys tik kontrolingi grupei.

Due to the cross-type study, each subject will be hoth the subject of
the DPY'100 ventilation and will belong fo the control group at the
time of the validated DPV ventilation. In this way, the aim is to
rediice the number of subjects required for statistical reliability.
Distorting intra-subjective variability is also avoided. The latter
problem may avise in cases where subjects belonging only to the
intervention group are compared vs. subjects belonging only to the
control group.




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

1, Projekio pavadinimas / Imunomodulinojandiy biomolekuliy krekenose paieska imuniniam
Project Title Famyno atsakui, ver§eliy Zarnyno mikrobiotos transplantacijos granZiky

modelio sukiirime.

Search for immunomodulatory biomolecules in colostrum Jfor immune

intestinal response in the development of a rodent model of calf intestinal

microbiota transplantation.

2. Projekto trukmé / 2020 12 21-2023-08-31
Duration of the Project 2020 12 21-2023-058-31

3. Reik&miniai ZodZiai (ne Mikrobiota, krekenys, ver§eliai, imumomoduliacija, grauzikai
daugtau kaip 5}/ Microbiota, colostrum, calves, imunomodulation, rodents.
Key words {(maximm 5)

4. Projekto tikslas (- TAIP/ YES NE/NO
ai) / 4.1. Fundamentaliyjy moksliniy tyrimy tikslai / +
Purpose of the Purpose related to basic research
Project 4.2. Aiskinannijy ar taikomujy moksliniy tyrimy +

tikslai/

Purpose related to translational and applied

research

4.3. Vaisty, maisto, pasary ir kity medZiagy ar +

produkty kirimo, gamyhos, kokybeés, veiksmingumo
ir saugumo tikrinimo tikslai sickiant i§vengti Zmoniy
ir gyvimy ligy ar sveikatos sutrikimy atsiradimo,
augaly ligy arba kity anomalijy atsiradimo ar jy
poveikio, uztikvinti ligy prevencija, diagnozavima ar
gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
7moniy, gyviimy arba augaly fiziologing biklg ar
gerinti gyviiny gerovg /

Purposes related to 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 t)
esure the prevention of diseases, their diagnosis or
ireatment, to assess, identify, control or change the
physiological condition of humans, animais or
planis or improve the animal welfare.

4 4. Gamtings aplinkos, reikalingos Zmoniy ar
gyviny sveikatai ar gerovei, apsaugos titslai /
Purposes related to the protection of aatural
envircnment in the interests of healil v welfare of
human beings or animals
4.5. Moksliniy tyrimy tikslai siekiant atitinkamos
rigies i§saugojimo /

Puposes of scientific reasearch seeking the
preservation of a certain species

4.6, Aukstojo mokslo ar mokymo tikskai siekiant
jeyti ar pagilinti profesines Zinias, kelti kvalifikacijg
Puposes related to higher education or frating
aimed at gaining or deepering professional
knowledge or improving qualifications

4.7, Kriminaliniy tyrimy tikslai /

Purposes related to forensic investigations




4.8. Tam tikros biiklés genetidkai modifikuoty
gyviimy, nenaudojamy kitose procediirose, linijos
sukdrimo ir i§laikymo tikslai/

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

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

Vereliams bus atliekami biocheminiai ir
morfologiniai kraujo tyrimai, atlikus
nmetagenomings 165 IRNR sekoskaitos metodais
charakterizuoti patologinés biiklés vereliy
mikrobiotos sudétj bei atrinkti ligat bidingus
citokiny, biocheminiy rodmeny ir mikrobiomos
bioZymenis. 16 S rRNR V3 ir V4 regionas yra
riidiai savitas, todél naudojamas metagenominei
analizei. Sukurti vereliy Zamyno mikrobiotos
transplantacijos peliy ir Ziurkiy modelj ir
jvertinti krekeny svarbg imuniniam Zarnyno
atsakui esant normaliai ir patologinei verSeliy
mikroflorai peliy ir Ziurkiy modelivose.

calves will be subjecied to biochemical and
morphological blood tests, characterized by
metagenomic 168 and rRNA sequencing methods
to characterize the composition of the
pathological condition of the calves microbiota
and to select disease-specific cytokine,
biochemical and microbial biomarkers. 16 S
rRNA regions V3 and V4 are species specific
and are therefore used for metagenoniic
analysis. Te develop a mouse and rat model of
calf imtestinal microbiota transplantation and fo
evaluate the importance of colostrum in the
immune gut response in normal and
pathological calf microflora in mouse and raf
models.

6. Numatoma projekto nauda (t.

- -y, kokia numatoma nauda
atlikus projekta mokslui,
gyviinams ir (ar) Zmonéms) /
Potential benefits likely lo
derive from the Project (i. e.
how science could be
advanced or humans or
animals could benefit fiom
ihe project)

Krekenos yra kritigkai svarbios naujagimio

wverselio brendimut, imuninés sistemos

formavimuisi i atsparumui ligoms,
Charakterizuoti galvijy krekenas bei jvertinti jy
svarbg ver¥eliy) Zamyno mikrobiotos
formavimuisi, imunomoduliacijai ir imuniniam
atsakui, Tikimasi, kad gauti rezultatai leis
sumaZinti antibiotiky vartojimg Gkivose ir
uztikrinti verfeliy sveikatinguing modulivojant
imunine sistema bei Zamyno mikrobiota.
Colostrum is critical for the maturation of the
newborn calf, and for formation of the immune
system, and resistance to disease. To
characterize bovine colostrum and evaluate their
importance for calf intestinal microbiota,
immunomodulation and immune response. The
resulls obtained are expected to reduce the use
of antibiotics on farms and ensure the health of
calves by modulating the immune system and
intestinal microbiota.

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

Vergeliai 110, Ziurkés 200, pelés 700 vat,
Calves 110, rats 200, mices 700 .




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

8. Numatomas poveikis gyviinui

(-ams) atsizvelgiant i
planuojamas bandymo su
gyviinais procediras (t. y.
kokj galima skausmg ar
kandias galimai patirs
gyviinas ir koks numatomas
bandymo su gyviinais
procediirg uZbaigimo biidas)
/

The expecied effects on an
animal(s) in the context of
the projected procedures of
experiments on animals (e
expecied level of severily 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)

Gyviinai gali patirti diskomforta
eksperimentings medZiagos jvedimo metu,
kraujo méginiy ir i§maty émimo meu. Infekcijos
metu gali kristi gyviny svoris, sumaZéti pafaro
sunaudojimas, gyvybingumas i judrumas.
Bksperimentiniai gyviinai bus stebimi
velerinarijos gydytojo.

Graugikai patiriantys kanéia bus eutanizuojami,
suleidziant letalig pentobarbitalio dozg.

Animals may experience discomfort

during the introduction of the experimental
material, during blood sampling and faecal
sampling. Animals may lose weight, reduce feed
intake, vitality and motility during iifection.
Experimental animals will be monitored by a
velerinarian.

Rodents who suffering will be euthanized,
followed by a lethal injection of pentobarbital

9. Projekto vertinimas atgaline

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

Retrospective assesment of
the project (if the
retrospective assesment is
needed the deadline has (o
be specified)

Projektas atgaline data nevertinimas.
Retrospective assesment Is not needed.

10. Reikalavimy mazinti bandomuyjy gyviiny skaigiy bandymo su gyvinais
procediiroms, gerinti bandomuyjy gyviny naudojimo salygas ir taikyti metodus,

" leidZianding pakeisti bandomyjy gy vilny naudoiimg bandymo su gy vimais
procediroms alternatyviais metodais, jeyvendinimas /
Implementation of the requirements for the reduction of the number of aninals
used in procedures of experiments on animals, refinement of conditions under
which animals are used for the procedures and application of methods, which
enable the replacement of the use of animals in the procedures by allernative

methods

10.

1. Gyvy bandomyjy gyviny
naudojimo ir alternatyviy
metcdy nenaudojimo
reikalavimo taikymo
pagrindimas /
Justification for using live
arimals and for not using
alternative methods

Tikslas yra sukurii Zarnyno mikrobiotos
transplantacijos model] ir jvertinti krekenty
svarba jmuniniam Zaruyno atsakui. Peliy ir
iurkiy modelis leisty detaliai charakterizuot
molekulinius procesus sglygotus maitinimg
krekenomis bei lzisty profilinoti gemy raiskos
poky&ius taikant polyA i¥grynintas mRNR
frakeijas ir RNAseq metoda, todél reikalingas
grauZiky panaudojimas. '
The aim Is to develop « model of intestinal
microbiota transplantation aiid to evaluate the
importance of colostrum in (he intestinal
jmmmne response. The mouse and rat model
would allow detailed characterization of the
molecular processes induced by feeding
colostrum and would allow the profiling of
changes in gene expression using polpd-purified

Taip
Yes




mRNA fractions and the RNAseq method,
therefore the use of rodents is required,

10.2. Bandomyjy gyviiny
skai&ians maZinimo
reikalavimo taikymo
pagrindimas /

Justification of the reduction
of the nuniber of animals

Bandomyjy gyviinyg grupés suformuoetos
remiantis 3R taisykle, siekiant sunaudoti
maZiausig jmanoma kiekj bandomyjy gyviimy,
norint gauti statistiskai patikimus rezultatus.
Todél kiekviena cksperimenting gyviiny grupé
suformuota buvo remiantis j gyviino rii§j ir
tyrimo specifika

Groups of test animals are formed according to
Fiile 3R in order to use the minimun number of
test animals to obiain statistically refiable
results. Therefore, each experimental group of
animals was formed based on the species of the
animal and the specifics of the study

10.3. Bandomuyjy gyviny
naudojimo sglygy gerinimo
reikalavimo taikymo
pagrindimas /

Justification of the
refinement of conditions
under which animals are
used

Gyviinai laikomai pagal nurodytus reikalavimus,
papildomai salygos gerinamos nebus.

Animals are kepi in accordance with the
specified requirements, ho additional conditions
will be improved.




