Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /

Project Title

“Soft tissue engineering: fiom cell to artificial tissue”

,Minksty audiniy inZinerija — nuo Igstelés iki dirbtinio audinio®

. Projekto trukmé /

Duration of the Praject

2016 m. 02 men. - 2018 m, 12 men.
3 metai

2016.,02,061 —2018,12.31

. Reik¥miniai JodZlai (ne daugiau kaip 5)/ | Audiniy konstravimas, implantacija, kamiening Igstelés

Key words {moximum 5)

Tissue engineering, implantation, stem cells

. Projekto tikslas {-al) /

Purpose of the Praject

TAIP/
YES

NE
NO

/

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

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

4.3, Vaisty, maisto, pasary ir kity medzZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai sickiant iSvengfi
smoniy ir gyviiny ligy ar sveikatos sutrikinmy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uztikrinti tigy prevencija,
diagnozavimag ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
#moniy, gyviiny arba augaly fiziologing biiklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacis fo
estre the preven(ion of diseases, their diagnosis or freatment, fo assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos #moniy ar gyviimy sveikatai ar gerovei,
apsaugos tikslai /

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

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riidies i§saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

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

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

4.7. Kriminaliniy tyrimy tikslai/
Purposes related lo forensic investigations
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procedures

4.8. Tam tikros biiklés geneti¥kai modifikuoty gyviiny, nenaudojamy kitose X
procediirose, linijos sukiirimo ir i§laikymo tikslai /

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

5. Projekto tiksly apradymas /

Description of the objectives of the
Project

Darbo tikslas - gauti pelés, Ziurkés ir triudio andiniy kamieniniy Igsteliy
pirmines linijas, itirti jy savybes, lgsteles uZauginti ant tiriamy karkasy,
suformuoti dirbtinio audinio fragmentg ir jvertinti jo biologinj tinkamuma
eksperimente in vivo, panaudojant atitinkamos ra$ies bandomuosius gyviinus

Aim of the project - to prepare primary stem cell lines derived from the adult
mouse, rat and rabbit tissues, to evaluate such cell properties and to Jabricate
arvtifficial tissue from cells and polymeric scafolds; to test biocompatibility of
new constructed samples using animal models.

. Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projektg
mokslui, gyvanams 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 profect)

Dirbtiniai audiniai, sukonstruoti autologiniy lasteliy ir tinkamai parinkto
polimero pagrindu, galéty biiti naudojami klinikoje paZeisty audiniy atkurimui.

Artificial tissue, fabricated from autologous cells and appropriate polymers,
conld be used in the clinic for the regeneration of damaged tissue.

. Projekte numatomos naudoti gyviiny
radys Ir preliminarus gyviiny kiekis (vnt.) /

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

Laboratorinés pelés — 30 vnt., laboratorinés Ziurkés — 96 vnt., friudiai — 45 vat.

Mice — 30, rats — 96, rabbits - 45

. Numatomas poveikis gyvnui {-ams)
atsifvelgiant ] planucjamas bandymo su
gyvinais proceddras (t. y. kokj galimg
skausma ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uzbaigimeo biidas) /

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

Planuojamos vykdyti procediros priskiriamos vidutinio sunkumo procediroms.
Eksperimento pabaigoje gyviinai bus nuZudomi.

The procedures are considered to be moderate severily.
At the end of the experiment, laboratory animals will be sacrificed.

. Projekto vertinimas atgaline data {jeigu
reikalingas vertinimas atgaline data,
nurodyti, ik kada jis turi biti atliktas) /

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

Projektas atgaline data nebus vertinamas

Doesn’t required
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10, Relkalavimy maZinti bandomuyjy gyviiny skaidiy bandymo su gyviinais procediiroms, gerlnti bandomuyjy gyviiny naudojimo
salygas ir taikyti metodus, leidziangius pakeisti bandomyjy gyviny naudojimg bandymo su gyviinals procediiroms

alternatyvials 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 afternative methods

10.1. Gywy bandomyjy gyviiny naudojimo
ir aiternatyviy metody nenaudojimo
reikalavimo talkymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Sukonstruoto dirbtinio audinio biologinis suderinarmmnas ¥ pradZiy bus
vertinamas  lgsteliy  kultiroje ir tik atrinkti, gerfausiomis savybémis
pasiZymintys audiniai bus implantuojami j gyvg organizma.

Biocompatibility of fabricated tissues will be tesied in the cell culture and only
selected artificial tissues which had been showed the best properties will be
implanted into the animal’s body.

10.2. Bandomuyjy gyviiny skaidiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Bandomuyjy gyviiny skaifiaus maZinimo tiksln triugiy ir  Ziurkiy
eksperimentuose bus naudojama tik po vieng kontroling grupg, kurios
individams bus implantuoti pasirinkti komerciniai sintetiniai audiniai.

For the reducing number test animals, in the rabbit and rat experiments, only
one control group will be used (in the conirol group animals selected
commercial synthetic materials will be implanted).

10.3. Bandomuyjy gyviny naudojimo
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai po operacijy bus laikomi 2-3 laipsniais $iltesnéje aplinkoje, 5 dienas
jiems bus pateikiami nuskausminantys preparatai, kitokio papildomo streso jie
nepatirs.

After surgery, the animals will be maintained in special warmer (for 2-3°C)
cages, 5 days they will be given analgetics, they will not suffer additional
Stress.
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Forma patvirtinta

Vaistybinés maisto ir veterinarijos tarnybos
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

.P}ojekto pavadinimas / sKompozitiniy karkasy, skirty kaulo regeneracijai, karimas, jy
biosuderinamumo bei efektyvumeo jvertinimas in vivo*

Project Title ) o )
“Construction of composite bone scaffold material and in vivo evaluation of
blocompatibiliyty and osteopromotion”

. Projekto trukmeé / 2016 m. 03 men, - 2018 nx. 12 men.

3 metai

Duration of the Project
2016.03.28 -2018.12.31

. Reik¥minial ZodZiai (ne daugiau kaip 5) / | Audiniy konstravimas, implantacija, kamiening Igstelés

Key words {maximum 5) Tissue engineering, implantation, stem cells
. Projekto tiksias (-ai) / TAIP/ | NE /
YES NO
Purpose of the Profect 4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X
Purpose related to basic research
4.2. Ai%kinamyjy ar taikomyjy moksliniy tyrimmy tikslai / X

Purpose related fo translational and applied research

4.3. Vaisty, maisto, pa%ary ir kity medZiagy ar produkty kiirimo, gamybos, X
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, uztikeinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing biiklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, 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 treatment, to ussess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare,

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

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

4.5. Moksliniy tyrimny tikslai siekiant atitinkamos riies i$saugojimo / X
Puposes of scientific reasearch seeking the preservation of a certain species
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4.6, Aukgtojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines
#inias, kelti kvalifikacija /

Puposes related to higher education or fraining aimed af gaining or
deepening professional knowledge or improving qualifications

4.7, Kriminaliniy tyrimy tikslai /

Purposes related to forensic investigations

4,8, Tam tikros biiklés genetidkai modifikuoty gyviiny, nenaudojamy kitose X
procediirose, linijos sukiirimo ir i§laikymo tikslai /

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

Darbo tikslas - gauti Wistar klono Ziurkés ir laboratoriniy triugiy osteogenine
kilme besidiferencijuojanéiy lasteliy pirmines linijas, jvertinti jy savybes, 3iy
igsteliy ir kiety, 3D spausdintuvu suformuoty karkasy pagrindu sukonstruoti
dirbtinius kaulinius audinius, jvertinti jy biologinj tinkamuma in vive.

5. Projekto tiksly apradymas /

Aim of the project — to prepare primary stem cell lines derived fiom the adult
rat and rabbit bone, to evaluate their properties and to fabricate arfifficial
tissue from the cells and polymeric scafolds; to test biocompatibility and
Project Junctionality of newly consitructed tissues using animal models.

Description of the obfectives of the

6. Numatoma projekto nauda (t. v. kokia

numatoma nauda atlikus projektg Kietieji dirbtiniai audiniai, sukonstruoti autologiniy lasteliy ir tinkamai parinkto

R “ kieto, tiksliai suformuoto polimero pagrindu, galés biiti naudojami klinikoje
mokslui, gyviinams ir (ar) monéms) / paZeisty kautiniy audiniy atktirimui,

Potential benefits ikely .to derive from Artificial tissue, fabricated from autologous cells and appropriate tough
the Project (i. e. how science could be polymers, could be used in the clinics for the regeneration of damaged bone.

advanced or humans or animals could
benefit from the project)

7. Projekte numatomos naudoti gyviing

ridys ir preliminarus gyviiny kiekis (vnt.)/ | Laboratorings Ziurkés — 61 vnt., triudiai — 20 vat.

Expected species and approximate Rats 61, rabbits - 20
numbers of animals to be used in the
Profect (in numbers}

8. Numatomas poveikis gyvlinul (-ams)
atsizvelgiant | planuojamas bandymo su
gyvinais procediiras (t. v. kokj galima
skausma ar kancias galima patirs The procedures are considered to be moderate severity.
gyvanas iIr koks numatomas bandymo su | At the end of the experiments, the animals will be sacrificed,
gyvinais procediiry uZbaigimo bidas) /

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

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

8. Projekto vertinimas atgaline data {jeigu

reikalingas vertinimas atgaline data, Projektas atgaline data nebus vertinamas
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nurodyti, iki kada jis turi bat! atliktas) /

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

Doesn’t required

10. Reikalavimy maiinti bandomyly gyviiny skaldiy bandymo su gyviinals procediiroms, gerinti bandomyjy gyviiny naudojimo
sglygas ir taikyti metodus, leidianius pakeisti bandomuyjy gyviiny naudojima 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 are used for the procedures and application of methods, which
enable the repfacement of the use of animals in the procedures by alternative methods

10.1. Gyvy bandomujy gyviiny naudojimo
ir alternatyviy metody nenatdojimo
retkalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Sukonstruoto dirbtinio audinio biologinis suderinamumas i pradZiy bus
vertinamas lgsteliy kultiiroje ir tik afrinkti, gerfausiomis savybémis
pasiZymintys audiniai bus implantuojami | gyva organizma.

Biocompatibility of fabricated tissues will be tested in the cell culture and only
selected artificial tissues which had showed the best properties will be
implanted into the animal’s body,

10.2. Bandomuyjy gyviiny skaifiaus
mazinimo reikalavimo talkymo
pagrindimas /

Justifieation of the reduction of the
number of animals

Bandomyjy gyviny skaitiaus maZinimo tiksl: bus naudojama tik po vieng
kontroling grupg, kurios individams bus implantuoti pasirinkti komerciniai
sintetiniai audiniai.

Reduction of animal numbers will be occur using only one rat and one rabbit
control group per the experiment.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyvinai po operacijy bus laikomi 2-3 laipsniais 3iltesnéje aplinkoje, 5 dienas
jiems bus pateikiami nuskausminantys preparatai, kitokio papildomo streso jie
nepatits,

After surgery, the animals will be maintained in the special warmer (for 2-3°C)
cages, 5 days they will be given analgetics, other additional stress they will not

suffer.
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Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
divektoriaus 2013 m. lapkritio 25 d.
jsakymu Nr. B1-761

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

1. Projekto pavadinimas / Pazangios medicinos pagalbos suzeisticsiems karingje aplinkoje
Project Title Lursai. Karo medicinos gydytojy ir karo medicinosl gydytojo
padéjéjy kursai. Medicinos paramos vienety Chirurginés lauko

pratybos.

Battlefield advanced trauma life support — BATLS
Military doctors and military medical physician assistant courses
Surgical field exersises of Medical support units

2, Projekto trukmé / 26 mén.
Duration of the Project 26 months
3. Reikiminiai Zodziai (ne daugiau kaip 5)/ Karing aplinka; karo mokymai; suzeistieji; karo medicina.
Key words (maxinum 5) BATLS; military; life support.
4. Projekto tikslas (-ai) / TAIP/ | NE /
Purpose of the Project YES NO
4.1. Fundamentaliyjy moksliniy tyriny tikslai / X
Purpose related to basic research
4.2, Aiskinamyjy ar taikomyjy moksliniy tyrimy tikslai / X

Purpose related to transiational and applied research
4.3, Vaisty, maisto, pasary ir kity med¥iagy ar produkty kirimo, gamybos, X
kokybés, veiksmingumo ir saugwino tikrinimo tikslai siekiant i¥vengti
ymoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar ju poveikio, uZtikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviny arba augaly fiziologing bitklg ar gerinti gyviiny gerove /
Purposes related to the control of ‘pharmaceuticals products, Jood, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts (o
esure the prevention of diseases, their diagnosis or treatment, {0 assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

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

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riies i¥saugojimo / X
Puposes of scientific reasearch seeking the preservation of a ceriain species

4.6, Auk&tojo mokslo ar mokymo tikslai sickiant jgyti ar pagilinti profesines | X
Finias, kelti kvalifikacija /

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

4.7. Kriminaliniy tyrimy tikslai / X
Purposes related to forensic investigations
4 8. Tam tikros biklés genetiskai modifikuoty gyviiny, nenaudojamy kitose X

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

procedures
5. Projekto tiksly apraSymas / T¥mokyti karo medicinos ir civilius gydytojus ekstremaliy situacijy
Description of the objectives of the ir tarptautiniy misijy metu atlikti aukStesnio Iygio gyvybe

P' . e . ' . . .. rama
roject gelbstingias chirurgines manipuliacijas pagal tarptautinius

standartus panagiomis i realias salygomis.
Teach military medicine and civilian medical emergencies and international
missions carry a higher level of life-saving surgical manipulations by




international standards similar o real conditions.

6. Numatoma projekto nauda (t. y. kokia

numatoma nauda atlikus projekta
mokslui, gyviinams ir (ar) #monéms) /
Potential benefits likely to derive from
the Project (i. e. how science could be
advanced or humans or animals could
benefit from the project)

Po mokymy gydytojai iSmoks atlikti neatideliotinas gyvybe gelbstingias
procediras gyviinui, sickiant, kad pirma kartg atliekant tokias procediiras —
¥mogui jau turéty patirties atliekant procedira. Tai padéty efektyviai teikti
neatidelioting pagalba suZeistiesiems ir i¥gelbety gyvybes.

After training doctors learn how to carry out emergency life-saving procedures
to the animal, so that for the first time in such procedures humans should
have experience in performing the procedure. This will effectively provide
immediate relief to the injured and save lives.

. Projekte numatomos naudoti gyviny

radys ir preliminarus gyviiny kiekis (vnt.) /
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

Kiaules iki 108 vnt. arba oZkos iki 108 vat.
108 pigs or108 goats.

" Numatomas poveikis gyviinui (-ams)

atsizvelgiant j planuojamas bandymo su
gyviinais proceduras (t. y. kokj galimg
skausmg ar kantias galimai patirs
gyvilnas ir koks numatomas bandymo su
gyvimais procediiry uzbaigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experimenis on animals (i, e. expected
level of severity of pain or suffering fo be
likely experienced by an animal and
what is the expected way of finalising the
provedures of experiments on animals)

Mokymy vykdymo metu atliekant darbus su bandomaisiais
gyviinais bus atliekamos procedivos, kuriy metu bandomajam
gyviinui taikoma bendroji nejautra, po kurios bandomasis gyviinas

neafgauna samongs, priskiriamos procediiroms be galimybés

atgaivinti.

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

. Projekto vertinimas atgaline data (jeign

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

Netaikomas

10. Reikalaviny mazinti bandomuyjy gy

salygas ir taikyti metodus, leidZiandius pa
alternatyviais metodais, jgyvendinimas /

viiny skai&iy bandymo su gyvinais procediiroms, gerinti bandomuyjy gyviiny naudojimo
keisti bandomujy gyviny naudojima bandymo su gyviinais procediiroms

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 naudojimo

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

Tokie mokymai su Zinonémis negali biiti atlickami, reikalingas gyviinas
minimaliai dydZiu ir fiziologiniais parametrais artimas Zmogaus fiziologijal.
Such training with model human cannof be carried out if, requires an animal
with size and physiological parameters close lo human physiology.

10.2. Bandomyjy gyviny skaiiaus

mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Numatoma kiekvieno kurso metu mokyti iki 20 gydytojy, slaugytojy ir
paramediky, naudojant nuo 2 iki 36 gyviiny, I§ viso planuojama atlikti ne
daugiau kaip 3 mokymo kursus per kalendorinius metus, kickvienais metais
naudojant iki 36 gyviiny.

Each course is expected to train 20 docfors, nurses and paramedics, using 2or
32 animals. Total planned to carry no more than 3 iraining courses per year in
each year with up to 36 animals.

10.3. Bandomujy gyviiny naudojimo

salygy gerinimo refkalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Bandomieji gyviinai $io tyrimo mefu kandiy nepatirs, nes tyrimo pradZioje
jiems bus taikoma gili anestezija ir ustikrinta analgezija. Tyrimo eigoje bus
nuolat stebima gyviny buklé ir sekami gyvybiniai parametrai. Tyrimo
pabaigoje gyvilnai bus eutanazuojami pagal gyviiny nugaisinimo reikalavimus —
mirtina anestetiky doze,

Laboratory animals in this study will not suffering, because af the beginning of
the study they will be subject lo a deep anesthesia and analgesia guaranteed.
The study course will be constantly monitored condition of the animals and
vital parameters. At the end of the study the animals are euthanised by animal
killing requirements - a lethal dose of anesthetic.




Forma patvirtinta

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

(Bandymo su gyvilnais projekto santraukos formos pavyzdys)

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

“UVALI skirtingy $viesos doziy poveikio vertinimas bleomicinu
sukeltame peliy eksperimentiniame sisteminés sklerozés

modelyje” g
Evaluation of UVAI irradiation in a bleomycin-induced murine model of
experimental systemic sclerosis.

2. Projekto trukmé /
Duration of the Project

2016.04.20 --2017.12.31.

3. Reik3miniai ZodZiai (ne daugiau kaip 5}/ | Pelés, sklerodermos modelis, §vitinimas/

Key words (maximum 5)

Mice, model of murine scleroderma, irradiation.

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

Pwrpose related to translational and applied research

4.3. Vaisty, maisto, pa¥ary ir kity medZiagy ar produkty kiirimo, gamybos, +
kokybes, veiksmingurao ir saugumno tikrinimo tikslai siekiant i§vengti
Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, u#tikrinti ligy prevencijg,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyvilny arba augaly fiziologing bukle ar gerinti gyviiny gerove /
Purposes related o 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 treatment, to assess,
identify, conirol or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

Purposes related to the protection of natural environment in the interests of
heaith or welfare of human beings or animais

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riiies i¥saugojimo / -+
Purposes of scientific reasearch seeking the preservation of a certain

species

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

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

4.7. Kriminaliniy tyrimy tikslai / +
Purposes related fo forensic investigations
4.8. Tam tikros bitkles genetikai modifikuoty gyviiny, nenaudojamy Kitose +

procediirose, linijos sukiirimo ir i¥laikymo tikslai /

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

5. Projekto tiksly apra¥ymas /

Sistemin¢ sklerozé (SS) yra sudétinga (komplikuota) autoimuning liga, sunkiai

Description of the objectives of the pasiduodanti gydymui ir charakterizuojama patofiziologine jungiamojo audinio

Project

rekonstrukeija, kurig lydi tokie pagrindiniai poZymiai, kaip intensyvi fibrozs,
kraujagysliy pakenkimas ir autoantikilnai pric jvairius lastelinins antigenus




{Gabrielli et al, 2009). Tam, kad geriau suprasti sklerodermos patofiziologija,
labai svarbiis gyviimy modeliai, Tinkamai parinkti modeliai yra pagrindinés
priemoneés gilesniems SS patogenezés tyrimams, nes jie atkuria eile histologiniy
ir biocheminiy Zmogaus sklerodermos aspekty ir tiriant gyviinus gaunama daug
Ziniy, tiriant naujus gydymo metodus.

Darbo tikslas - vietinis UVA1 (36545 nm} spindulivotés poveikio testinis
ivertinimas eksperimentinei odos fibrozei gydyti bleomicinu sukeltame DBA/2
peliy sisteminés sklerozés modelyje, i$lickant patogentiniam fibrozés faktoriui.
Sistemic sclerosis (55) is a complex autoimmune disease without effective
treatment. SS is characterized by pathophysiological reconstruction of
connective tissue in which extensive fibrosis, vascular alferations, and
antoantibodies against various cellular antigens are among the principal
SJeatures (Gabrielli et al, 2009). The pathogenetic mechanism discovered in
animal models may provide novel information, and assist in helping us to better
understanding the underlying human SS. Animal models of SS may also serve
as promising tools for the development of new therapies.

The aim of this work is extended evaluation of local UVAI (365+5 nm)
irradiation for the freatment and prevention of experimental skin fibrosis in a
bleomycin-induced DBA/2 murine model of systemic sclerosis

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

Per paskutinius fris de$imtmedius nemedikamenting ultravioletiniy Al
spinduliy (bangos ilgis 340 — 400 nm) fototerapija dél specifinio poveikio
lasteléms ir audiniams tapo viena i§ gydymo galimybiy atopinio dermatito,
lokalios sklerodermos ir kity odos susirgimy atvejais (Nathan R et al., 2010}
Manome, kad pasirinktas peliy sklerodermos modelis bus tinkamas vietiniam
Sviesos poveikiui jvertinti, Skirtingai nuo atlikty tyrimuy, jvertinus lokalaus
siaurajuostés 365+5 nm Fviesos diody spinduliuotés UVA 1 srityje taikymo
sklerozuotoje odoje poveikj, tikimasi, kad ¥ ¥viesa efektyviai sugeriama
kolageno, veiks tarplastelinio uwZpildo formavimasi odoje, leis sumaZinti
fototeraping UVAL doze bei nepageidaujamg terminj poveikj dél kraujo
sugerties. Sukurta UVA! (3635 nm) 3viestuky sistema (LED- 3viesg
skleidZiantys diodai), pagal pasirinktg siaurajuostj bangos ruo¥q yra tiesiogiai
skirta kolageno sankaupy naikinimui odoje, o patys $viestukai (LED)
pasirenkant juos kaip Sviesos ¥altinj medicinos reikméms neretai gali biiti
pigesne alternatyva nei lazeriy taikymas. Gauti eksperimentiniai duomenys
suteiks galimybe §ia metodiks taikyti Zmoniy sisteminés sklerozés gydymui
kasdieningje praktikoje. Sis sukurtas specialiosios paskirties medicinos pritaisas
»IMC-ligt*“ yra jau patvirtintas naudejimui klinkiniame tyrime su sistemine
skleroze serganticms pacientams,

UVAI (wavelength: 340-400 nm) phototherapy is a new physical therapy in
recent years, because of specific effect on cells and tissues. It is effective in the
treatment of atopic dermatitis, local scleroderma and other skin diseases
(Nathan R ef al, 2010). We suggest that experimental model of murine
scleroderma will be useful for the local evaluation of irvadiation. Unlike from
the accomplished studies, narrow band UVAI (365+5 nm) therapy on sclerotic
skin will have a positive effect, because this light is effectively absorbed by
collagen and influenced intercellular matrix formation in the skin, and will
reduce phototherapy dose of UVA! and adverse thermal effect due to the
absorption of blood. The developed UVAI (3655 nm) LED system is designed
to direct destruction of collagen deposition in the skin, and the LEDs
themselves by choosing thent as a light source for medical purposes can oflen
be a cheaper aifernative fo laser application. Data from this experimental study
might provide the opportunitly to apply this methodology to the itreatment of
human systemic sclerosis in every day practise. Special purpose medical device
“IMC- light” already is approved for patients with systemic sclerosis in clinical
trials. '

7. Projekte numatomos naudoti gyviiny
1it8ys ir preliminarus gyviny kiekis (vt} /
Expected species and approximate
mumbers of animals to be used in the
Project (in numbers)

Linijinés DBA/2 pelés (42 gyviinai} suskirstifos j 7 grupes po 6 kiekvienoje: I
ir VII gr. teigiama kontrol¢; [I—VI gr. BLM injekcijomis sukelta
eksperimentiné skleroderma; V ir VI gr. $vitintos skirtingomis UAV1 dozémis.
Line 42 DBA/2 mice were divided into 7 groups (6 animals in each): I and VII
group — positive control groups; H-VI groups with experimental scleroderma
indiced with injections of BLM; V and VI groups — irradiated with different
doses of UAV.




—.

8.

Numatomas poveikis gyviinui (-ams)
atsiZvelgiant j planuojamas bandymo su
gyvinais proceddras (t. y. kokj galima
skausmg ar kandias galimai patirs
gyvanas ir koks numatomas bandymo su
gyvinais procediiry uzbaigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i, e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Projekto vykdymo metu su bandomaisiais gyviinais bus atlickamos lengvos
procediiros, remiantis procediry sunkumo klasifikacija. Dél su gyviinu
atlickamos procediiros gyviinas patirs trumpalaikj nedidelj skausma, kandia ar
baimg, o bendra gyviino gerové ir bendra biiklé labai nepabloges. Nedidelis
skausmas bandomiesiems gyviinams galimas tik poodinés bleomicijo injekcijos
i nugaros sritj metu, kas sukels minimaly diskomfortg gyviinams. Svitinimas
yra neinvazyvus ir neturéty biti skausmingas, nes procediry dozés bus
apskaitiucjamas pagal parametrus, kurie yra taikomi pacientams.

Bandymo pabaigoje gyviinai bus nugai¥inti dekapitacijos biidu, nes reikalingas
kraujo serumas ELISA tyrimams,

The expected effects on an animal(s) in the context of the projected procedures
of experiments on animals will be mild (procedures on animals as a result of
which the animals are likely to experience short-term mild pain, suffering or
distress, as well as procedures with no significant impairment of the well-being
or general condition of the animals). The mild pain is expected during
subcutaneons infections of bleomycin in the back what will cause minimum
discomfort to the animals. Irradiation is not invasive and painfitl procedure,
because the doses will be calculated according to the parameters that are
applicable to patients. At the end of experiment the animals will be sacrificied
by decapitation because the blood serum is needed for ELISA testing.

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

Projektas atgaline data nevertinamas.
Retrospective assesment of the project is not needed,

10. Reikalavimy mazinti bandomuyjy gyviiny skaitiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny naudojimo

sglygas ir taikyti metodus, leidZiandius pakeisti bandomuyjy gyviiny naudojimg bandymo su gyvimais 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 bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Projekte numatytiems tyrimams, jvertinant gydomajj ap3vitinimo poveikj odos
sklerodermai, atlikti reikalingi bandymai su gyvinais, kadangi alternatyvis
metodal, naudojant lasteliy kultiras, neatspindi poveikio, vykstandio tik
gyvuose bandomuosinose gyviinuose/

The experiments with animals are needed for evaluation the therapy effect of
irradiation on skin scleroderma, because the alternative methods by using cells
not reflect effects in the live animals,

10.

Justification of the reduction of the

2. Bandomujy gyviiny skaiiaus
maZinimo reikalavimo taikymo
pagrindimas /

number of animals

Moksliniy tyrimy projektai rengiami ir tyrimai su bandomaisiais gyviinais
planuojami atsizvelgiant j fundamentiniy ir taikomyjy Ziniy poreikj tiriamojoje
srityje, taip pat jvertinant tarptautinius mokslo pasiekimus, Vykdant projekte
numatytus tikslus ir siekiant optimizuoti bandomyjy gyviiny skaidiy, buvo
remiamasi 2014-2015 m.m atliktais darbais (leidimas Nr. G2-15), kuriuose jau
buvo iSsamiai analizuotas UVAL spinduliuotes poveikio fibroziniams
procesams, kolageno produkcijos pokytiams odoje ir poodyje. Buvo renkami,
kaupiami ir analizuojami jvairiy rodmeny statistiniai duomenys, tam kad
ateityje iSvengti perteklinio gyvany naudojimo pakartotiniams tyrimams, Siame
testiniame projekte numatomas bandomujy gyviing skaidius yra minimalus,
norint patikslinti gautus duoments ir patikslinti bei realizuoti naujus uZsibréZtus
projekto tikslus. Planuojant eksperimena, jvertinamas minimalus reikalingas
laboratoriniy gyviiny  skaidius, norint gauti  statistitkai reik¥mingus
eksperimentiniy tyrimy  duomenis. Atlikty eksperimenty duomenys bus
nedelsiant apdorojami, jvertinamas jy statistinis reik&mingumas ir i¥ karto
sprendZiama, ar reikia atlikti tokio tipo eksperimenty pakartotinai ar jau
pakanka turimy duomeny tyrimy rezultatams pateiki.

Nurodytos bandomuyjy gyviiny grupés yra normalios (po 6 peles gropéje) ir
daugiau jy maZinti nejmanoma.

In order to achieve the aims of this project and optimize the number of tested




animals, we based on the study carried out in 2014-2015 (the permision No G-
2-13), in which UVAI radiation had already been analyzed The nmumber of
animals in this extended project is set to minimal for correction the obtained
data and to achieve the statistically significant results and realize the new aims
of project. All procedures have been already planned. The data from initial
studies will be analyzed immediately afler experiments to decide to repeat or to
finish procedures. Scientific literature associated with project topics will be
analyzed all the time to avoid unnecessary repeat of experiments.

The number of animals used in experiment is normal (6 mice per group) and it
is impossible to reduce it.

10.3. Bandomujy gyvility naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Bandomieji gyviinai bus veisiami, auginami ir laikomi vadovaujantis naujausios
bandomyjy gyviiny naudojimo mokslinivose eksperimentuose direktyvos
reikalavimais, Sickiant apsaugoti bandomuosius gyvinus nuo bereikalingo
streso, skausmo, kantios ar baimes, kiekviena dieng juos stebés ir jais riipinsis
kvalifikuoti darbuotojai. Gyvenamieji narvai bus standartinio reglamentuoto
dydzio, gyviinai bus Zeriami tik jiems skirtu visaverdiu pafaru, palaikoma
pastovi aplinkos temperatira, drégmé, $viesos reZimas. Personalas ir tyréjai yra
apmokyti dirbti su gyviinais, nesukeliant jiems nereikalingo streso, baimés ar
skausmo. Su gyviinais tyréjai periodiskai bendraus, kad gyviinai priprasty prie
tyréjy ir naujos aplinkos bei jy nebijoty. Visos procediiros su gyviinais bus
atlickamos pagal ES direktyvg 2010/63 EU/. Gyviinai gyvens jprastomis
sglygomis, jokio papildomo streso jie nepatirs.

Various methods to avoid, alleviate and minimize the potential pain, disstress,
and other adverse effects suffered by the animals involved, or which enhance
animal well-being will be used for justifiication of the refinement, All animals
will be kept in the standard cages for mices. Animals will be get special
balanced food and water every day. Animal cages will be cleaned regurarly.
Ambient room/eages temperatures, humidity and light regime will be kept
constant and monitored. Animals will have gentle contact with staff (will be
handled) regularly to minimize animal stress. Personnel involved in care and
working with laboratory animals have appropriate qualification. Al
procedures with animals will be done under European Directive 2010/63/EU.
Animals will be maintained wnder common conditions, they will not suffer any
additional stress.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVONAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /
Project Title

infekuotg austa kraujagysiés proteza in vitro ir in vivo

infected prosthetic vascular graft in vifro and in vivo

Antiseptiky  veiksmingumo palyginimas veikiant Staphylococcus  aurets

Comparison of effectiveness of antiseptics in treating Staphylococcus aurens

. Projekto trukmé /
Duration of the Project

2016 m, rugpjitdio meén. — 2019 m. rugséjo men.
August 2016 — September 2019

Reik&miniai ZodZiai (ne daugiau kaip 5)/ | Laboratoriniai gyviinai, antiseptiniai tirpalai, kraujagyslés protezo infekeija

Key words (maximum 3)

Laboratory animals, antiseptic solutions, prosthetic vascular graft infection

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

a) sukurti eksperimentinius infekuoto austo kraujagyslés protezo
modelius in vitro it in vivo;

b) nustatyti, ar kuri nors i¥ daZniausiai klinikinéje praktikoje
naudojammy vietiniy antiseptiniy medZiagy geba paveikti
stafilokoko suformuotg biopiévelg;

¢) nustatyti, kokia i¥ daZniausiai klinikingje praktikoje naudojarny
vietiniy antiseptiniy medZiagy geriausiai veikia pries Zaizdos
infekcija ir kraujagyslés protezo infekeijg.

a) to design experimental models for infected woven vascular
graft in vitro and in vivo,

b) to find out if any of the antiseptic solutions used is capable of
destroying biofilm, formed by Staphylococci;

¢) to evaluate which antiseptic solution works best freating
surgical wound with infected woven vascular graft.

TAIP/
YES

NE /
NO

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

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

4.3. Vaisty, maisto, pa¥ary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybeés, veiksmingumo ir saugumo tikrinimo tiksfai sickiant igvengti
¥moniy ir gyviny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontrolinoti ar pakeisti
¥moniy, gyviny arba augaly fiziologing bitklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmacenticals products, Jood, feed o
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, 1o assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare,

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar 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 r03ies i¥saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Aukgtojo mokslo ar mokymo tikslai sickiant jgyti ar pagilinti profesines
¥inias, kelti kvalifikacija /

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

4.7, Kriminaliniy tyrimy tikslai/
Purposes related fo forensic investigations

4.8. Tam tikros biiklés geneti¥kai modifikuoty gyviiny, nenaudojamy kitose




procedures

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

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

Projekto tikslai yra sukilrus eksperimentinius infekuoto austo kraujagyslés
protezo modelius, uZkratui panaudojant auksinj stafilokoka, in vitro
patikeinti, ar kuri nors i¥ daZniausiai klinikinéje praktikoje naudojamy
vietiniy antiseptiniy medZiagy geba paveikti stafilokoko suformuojamg
bioplévelg ir in vivo nustatyti, kuris i¥ pasirinkty antiseptiky geriausiai
veikia prie3 Zaizdos infekcija ir kraujagyslés protezo infekeija.

The objectives of the study are to design experimental models with
Staphylococcus aureus infected woven vascular grafts in vitro — to test if
any of the chosen antiseptic solutions is able to destroy the biofilm and in
vivo — to evaluate, which solution works best in treating the infection ina
living organism.

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

Bus i¥siaidkinta, ar antiseptikai veikia auksinio stafilokoko suformuojama
bioplévele ant austo kraujagyslés protezo ir kuris antiseptikas yra
veiksmingiausias gydant kraujagyslés protezo infekcija plovimais.
Remiantis tyrimo i§vadomis bus galima nuspresti, ar verta tyrimg perkelti j
kliniking praktika su pacientais.

It will be evaluated if (and how) antiseptic solutions affect the biofilm of
Staphylococeus formed on woven vascular prosthesis and which antiseptic
solution is the most effective. With reference to the results of the study, it
will be possible to assess if there is a solid ground to introduce this method
to clinical practice.

7. Projekte numatomos nandoti gyviing
rii8ys ir preliminarus gyviiny kiekis (vat.) /
Expected species and approximate
mumbers of animals to be used in the
Praject (in numbers)

Wistar linijos Ziurkiy patinéliai — 70 vnt.
Wistar line male rats — 70

8. Numatomas poveikis gyviinui {-ams)
atsiZvelgiant j planuojamas bandymo su
gyviinais procediiras (1, y. kokj galimg
skausma ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyvilnais procediiry uZbaigimo bdas) /
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 fo be
likely experienced by an animal and
what Is the expected way of finalising the
procedures of experiments on animals)

Gyvimams bus atliekama narkozé ir operacija (nugaros srityje po oda
implantuojamas kraujagyslés protezo lopinélis ir | ertmg prileidziama
auksinio stafilokoko suspensijos). Ziurkéms bus punkcijos biidu atlickami
kasdieniai plovimai antiseptikais ir tokiu pat blidu imami mikrobiologiniai
paséliai kas antrg gydymo dieng. DidZiajai daliai gyviiny (4/5) tyrimas truks
10 dieny, likusiai datiai (1/5) — ne ilgiau kaip 1 ménesj. Objektyviai stebint,
kad gyvinélis pooperaciniu laikotarpiu jau€ia skausma (inkd&ia, yra
agresyvus) j pilvaplévés ertmg bus suleidZiama analgetiniy vaisty.
Anaesthesia and surgery will be performed on every animal (a 2-3 cm skin
incision will be made paravertebrally, a patch of vascular graft will be
placed onto muscular fascia and the cavity will be filled with suspension of
Staphylococcus aurens). Irigations with antiseptics will be performed every
day and microbiological specimens from the wound will be obtained every
other day by aspiration through needle. For 4/5 of the animals the duration
of the study is expected to be 10 days, for 1/5 of the animals — up to 1
month, Tn observation of pain during postoperative period (animal becomes
aggressive, begins to squeal) analgesics will be injected inraperitoneally.

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
deacline has to be specified)

Projektas atgaline data nebus vertinamas
Project will not be assessed retrospectively

10. Reikalavimy mainti bandomuyjy gyviiny skaidiy bandymo su gyviinais proceduroms, gerinti bandomyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZiangius pakeisti bandomyjy gyviiny naudojimg bandymo su gyvinais procediiroms

alternatyviais metodais, jgyvendinimas /

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

10.1.  Gyvy bandomyjy gyviiny naudojimo
ir alternatyviu metody nenaudojimo

Tyrimas bioplévelei vertinti bus atlickamas /n vifro panaudojant vien austg
kraujagysiés proteza, standartizuotg auksinio _stafilokoko suspensija _ir




reikalavimo taikymo pagrindimas /
Justification for using live animals and
for not using alternative methods

antiseptinius tirpalus. Tadiau norint jvertinti, kaip antiseptiniai tirpalai veikia
kraujagyslés protezo infekcija gyvame organizme, reikalinga panaudoti
laboratorinius gyvinus.

The study to examine a biofilm, formed by Staphylococei, will be performed in
vitro, using only woven vascular graft, standardized suspension of
Staphylococei and antiseptic solutions. In order (o evaluate the effectiveness of
antiseptics on infection of vascular graft in real life conditions, laboratory
animals must be used.

10.2. Bandomyjy gyviny skaidiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Grupéje numatytas galimai maZiausias laboratoriniy gyviny kiekis i¥skaigiuoti
statistiniam patikimumui.

The lowest possible number of laboratory animals is intended to be used in
every group to ensure statistical significance.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikatavimo taikymo
pagrindimas /

Justification of the refinement of

conditions under which animals are used

Laboratoriniai gyvinai bus laikomi standartinémis sglygomis kambario
temperatiiroje (20-22°C) narveliuose po vieng, Seriami standartiniais pafarais ir
girdomi vandeniu, Siekiant iSvengti gyviny skausmo, stresavimo  bus
uZtikrinamas humani¥kas elgesys,

Laboratory animals will be kept under standardized conditions in room
temperature (20-22°C) in separate cages each. Animals will be fed using
standardized fodder and be given water to drink. To maintain the lowest
possible level of pain and stress, animals will be treated gently with care.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybaos

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

BANDYMO SU GYVIINAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Praject Title

tinklainés fotoreceptoriams

photoreceptors

Hematopoietiniy augimo faktoriy apsauginis poveikis akies

Protective effect of hacmatopoietic growing factors on eye

2. Projekto frukmé /
Duration of the Project

2016-05-12 - 2018-12-31

3, ReikEminiai fodziai (ne daugiau kaip 5)/ | Pigmentinis retinitas; rega; tinklaing; pelés; fotoreceptoriai/

Key words (maxinnon 5)

Retinitis pigmentosa; vision; reting; wice; photoreceptors;

4, Projekio tikslas (-af) /
Purpose of the Project

TAIP/
YES

NE/
NO

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

4,2, Ai¥kinanmuyjy ar taikomyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied research

4.3. Vaisty, maisto, pa¥ary ir kity med¥iagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai sickiant i§vengti
Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikeinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviiny arba augaly fizicloging bitkle ar gerinti gyviiny gerovg /
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 hwman or animal diseases or their
heaith disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagrosis or reatent, to assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare,

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

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos rii¥ies i§saugojimo /
Puposes of scientific reasearch seeking the preservation of a ceriain species

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

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

4.7, Kriminaliniy tyrimy tiksfai /
Purposes related to forensic investigations

4.8, Tam tikros biiklés genetikai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos sukiirimo ir i§laikymo tikslai /

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

5. Projekto tiksly apra¥ymas /

Description of the objectives of the

Project

Pigmentinis retinitas (lot. retinitis pigmentosa) yra didZiausia paveldimy
tinklainés distrofiju subgrupé: genetidkai nulemtas abiejy akiy tinklainés
fotoreceptoriy lasteliy nykimas, 2006-yjy mety duomenimis pigmentiniu
retinitu pasaulyje sirgo daugiau nei milijonas Zmoniy, arba vienas if keturiy
tikstanéiy. Pigmentinis retinitas vélyvose stadijose sukelia visitka apakima,

iuo metu pigmentinis retinitas yra nepagydomas. Sio tyrimo tikslas yra
iSbandyti hematopoietinius augimo faktorius kaip galimg tinklainés
fotoreceptoriy paZaidy terapija. /




Retinitis pigmentosa is the largest subgroup of heritable retinal dysirophies:
genetically determined degeneration of pholoreceplors in the retina. According
fo data from 2006, more than a million people worldwide (or one in four
thousands} suffer from relinifis pigmentosa. In later siages, relinitis
pigmentosa causes tolal blindness. Currently refinitis pigmentosa is uncurable.
The aim of this study is to test hematopoietic growlh factors as a possible
therapy for retinal photoreceptors damage.

6. Numatoma projekto nauda (t. y. kokia

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

Jeigu nustatomas tyrimo eigoje baltymo neuroapsauginis poveikis bus
pakankamo lygio, pastarasis bus naudojamas injekciniy vaistiniy fornmy
kiirimui. /

If the neuraprotective effect of investigated proteins, is large enough, it will be
used in the development of injectable medication,

. Projekte numatomos naudoti gyviiny

riidys ir preliminarus gyviimy kiekis (vnt.)/
Expected species and approximate
numbers of animals fo be used in the
Project (in munbers)

Moksliniams eksperimentams bus naudojami bandomieji gyviinai - pelés .
(Balb/c, tik peliy patinai). Viso projekto metu bus panaudota apie 336 peliy
patiny/

Experiments will be performed using laboratory mice as an animal model. Only
Balb/e strain males will be studied (about 336 mice).

. Numatomas poveikis gyviinui (-ams)

atsizvelgiant | planuojamas bandymo su
gyviinais procediiras (1, y. kok] galimg
skausma ar kangias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviluais procediiry uzbaigimo biidas) /
The expected effecis on an animal(s) in
the context of the projected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Projekto vykdymo metu su bandomaisiais gyviinais bus atliekamos lengvos,
vidutinés ir be galimybés atgaivinti procediiros remiantis procediiry sunkumo
klasifikacija. Dél su gyviinu atliekamos procediiros gyviinas patirs trumpalaikj
nedidelj skausma, kandia ar baimg, o gyviino gerové ir bendra biikle labai
nepablogés. Nedidelis skausmas bandomiesiems gyviinams galimas tik vaisty
suleidimo | pilvaplévés srifj ir audiniy gijimo po chirurginés galvos operacijos
metu. Siekiant sumaZinti bet kokias galimas gyviino kandias bus naudojama
bendra nejautra. Gyviinai bus nugaifinti baigus procediira. Procediiros
uZbaigimas bus atlickamas fiziniu metodu; atlieckama cervikaling kaklo
slanksteliy dislokacija arba naudcjama mirtina anestezijos dozé, Bandomojo
gyviino Judymas baigiamas patvirtinus kaklo inirimg ir kraujo cirkuliacijos
muiriikimg. /

The expected effects on an animal(s) in the context of the planned procedures of
experiments on anfmals will be mild and medium (Procedures on animals as a
resulf of which the animals are likely to experience shori-term mild pain,
suffering or distress, as well as procedures with no significant impairment of
the well-being or general condition of the animals). The mild pain is expected
during drug delivery into mice peritoneal cavity using needles and during post
surgical period (head frepanation for microelectrodes implantation). The
killing of animals will be completed by one of the following methods: anesthetic
overdose (death confirmation by permanent cessation of the circulation) and
cervical dislocation (death confirmation of dislocation of the neck).

. Projekto vertinimas atgaline data (jeigu

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

10. Reikalavimy maZinti bandomujy gyviiny skaiéiy bandymo su gyvinais procediiroms, gerinti bandomuyjy gyviny naudojimo

salygas ir taikyti metodus, leidZiangius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

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

10.1.  Gywy bandomujy gyviiny nandojimo

ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using iive animals and
Jor not using alternative methods

Projekte numatyty invaziniy elektrofiziologiniy tyrimy negalima atlikti su
Zmonémis. Pelé yra modelinis bandomasis gyviinas, su kurivo galima atlikti
tokio tipo eksperimentus. Siekiant i¥tirti hematopoietiniy augimo faktoriy
galima terapinj veiksminguma, tyrimas turi biifi atliktas in vivo. /

Invasive in vivo neurophysiological experiments are not allowed with humans.
Mice is typical animal model in this kind of experiments. The therapeutic
potential of hematopoietic growth factors can be assessed only in vivo.

10.2. Bandomujy gyviny skaidiaus

maZinimo reikalavimo taikymo

Moksliniy tyrimy projektai rengiami ir tyrimai su bandomaisiais gyviinais
planuojami atsiZvelgiant j fundamentiniy ir taikomyjy Ziniy poreikj tiriamojoje

2




pagrindimas /
Justification of the reduction of the
number of animals

srityje, tai pat jvertinant tarptautinius mokslo pasiekimus. Vykdant projekte
numatytus darbus ir siekiant optimizuoti bandomyjy gyviiny skaifiy bus
renkami, kaupiami ir analizuojami jvairiy parametry statistiniai duomenys, tam
kad ateityje i8vengti perteklinio bandomyjy gyviny naudojimo pakartotiniams
tyrimams. Bandomyjy numatomas bandomuyjy gyviiny skai&ius yra minimalus
reikalingas norint pasiekti projekto tikslus. I¥ anksto suplanuojami
eksperimentai, jverfinamas minimalus reikalingas laboratoriniy gyviny
skaidius, norint gauti statistiskai patikimus eksperimentiniy tyrimy duomenis.
Atlikty eksperimenty duomenys bus nedelsiant apdorojami, jvertinamas jy
statistinis patikimumas ir i§ karto sprend¥ama ar reikia atlikti tokio tipo
eksperimenta pakartotinai ar jau pakanka turimy duomeny tyrimy rezultatams
pateikel/

The number of animals is sef to minimol lo oblain statistieally significant
results in this project. All procedures have been already planned. The data from
initial studies will be analyzed innnediately afler experiments to decide to
repeat or fo finish procedures. Scientific literature associated with project
topics will be analyzed all the iime to avoid unnecessary repeal of experiments.

10.3. Bandomuyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which armimals are used

Bandomieji gyviinai bus veisiami, auginami ir laikomi vadovaujantis
naujausiomis bandomyjy gyviiny naudojimo mokshiniuose eksperimentuose
direktyvos reikalavimais, Siekiant apsaugoti bandomuosius gyviinus nuo
bereikalingo streso, skausmo, kandios ar baimés, kiekviena dieng juos stebés ir
jais wiipinsis kvalifikuoti darbuotojai. Gyvenamieji narvai bus standartinio
reglamentuoto dyd¥io, gyviinai bus feriami tik jiems skirtu visaveréiu paSar,
palaikoma pastovi aplinkos temperatiira, drégmé, viesos reZimas, Personalas ir
tyréjai yra apmokyti dirbti su gyviinais nesukeliant jiems nereikalingo streso,
baimés ar skausmo, Su gyviinais tyréjai periodiskai bendraus, kad gyviinai
priprasty prie tyréjy ir naujos aplinkos bei jy nebijoty. Procediiry metu ir po jy
bus naudojama bendroji anestezija, kurios déka gyviinas nepatirs papildomo
skausmo, streso ir baimés, /

Various methods to avoid alleviate and minimise the potential pain, distress
and other adverse effects suffered by the animals involved, or which enhance
animal wellbeing will be used jor justification of the refinement. All animals
will be kept in standard cages for mice. Animals will get special balanced food
and water every day ad-lib. Animal cages will be cleaned regularly. Ambient
roonvcage femperatures, umidity and light vegime will be kept constant and
monitored. Animals will have gentle contact with staff (will be handled)
reguwlarly to minimize animal stress. Personnel involved in care and working
with laboratory animals have appropriate qualification. All procedures with
animals will be done under requirements of Enropean Directive 2010/63/EU.




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

1. Projekto pavadinimas / Kalorijy, metionino it leucino pa¥are ribojimo poveikis peliy
Project Tifle. med¥iagy apykaitai, fiziniam aktyvumui ir griautiy raumenims/
Effects of dietary and amino acid restriction on metabolism, physical

activity and skeletal muscle function in mice

2, Projekto trukmé / 4 metai/d years
Duration of the Project

3. Reik¥miniai ZodZiai (ne daugiau Mityba, metabolizmas, griautiy raumenys/Nutrition, mefabolism,
kaip 5)/ skeletal muscle
Key words (maximion 5)

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

Purpose related to basic research
4.2. Aidkinamyjy ar taikomujy moksliniy tyrimy tikslai / TAIP/YES
Purpose related to translational and applied research
4.3. Vaisty, maisto, padary ir kity medZiagy ar produkty NE/NC
kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant i§vengti Zmoniy ir gyviny ligy
ar sveikatos sutrikimy atsiradino, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikvinti ligy
prevencijg, diagnozavima ar gydyma, jvertinti, nustatyti,
kontrolinoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing bitklg ar gerinti gyviiny gerove /

Purposes related to the control of pharm aceuticals
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 treatment, to assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare.

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

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

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos rusies NE/NO
i¥saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

4.6. AukStojo mokslo ar mokymo tikslai siekiant jgyti ar TAIP/YES
pagilinti profesines Zinias, kelti kvalifikacijg /

Puposes related to higher education or fraining aimed at
guining or deepening professional knowledge or
improving qualifications

4.7. Kriminaliniy tyrinmy tikslai / NE/NO
Purposes related fo forensic investigations

4.8, Tam tikros biiklés genetidkai modifikuoty gyviny, NE/NO
nenaudojamy kitose procediirose, linijos sukrimo ir

itlaikymo tikslai/

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

5. Projekto tiksly apradymas / Nustatyti skirtingy mitybos intervencijy poveikj




Description of the objectives of the

Project

peliy metabolizmui, fiziniam aktyvumui ir
griaudiy  raumenims/ Study  physiolagical
mechanisms mediating effects of different dietary
interventions on metabolism, physical activity
and skeletal muscle fimction.

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

projektg mokslui, gyviinams ir (ar)

Fmonéms) /
Potential benefits likely to derive

from the Project (i. e. how science

could be advanced or humans or
animals could benefit from the

project)

Projekto metu bus aiskinamasi kaip kalorijy ir
aminoragidiy ribojimas maiste veikia griaudiy
raumenis. Iki §iol mokslinéje literatiiroje tam
buvo skiriama maZai démesio. Be to projektas
padés igsiai¥kinti, ar maisto mi¥iniai su sumazinta
metionino ar leucino koncentracija galéty biti
naudojami gydant medZiagy apykaitos
sutrikimus, jskaitant ir sename amZiuje/ During
the project we will study dietary calorie and
amino acid restriction impact on skeletal muscle.
Until now, there was a lack of nformation on the
scientific literature about it. Furthermore, the
project will help to find out whether the food
mixes with reduced methionine or lencine
concentrations can be used in the Ireatment of
metabolic disorders, including in old age.

7. Projekte numatomos naudoti
gyviiny riys i preliminarus
gyviiny kiekis (vnt.}/

Expected species and approximate

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

Projekte naudojamos laboratoriniy peliy linijos:
C57BL/6], BEH, BEH+/+, DUH ir BEL.
Kiekvienos linijos peliy bus panaudota po 336
v, I3 viso 1680 peliy. /Mice strains included in
the project: C57BL/6J, BEH, BEH+/+, DUH ir
BEL. It will be used 336 mice from each strain.
Total 1680 mice.

8. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j planuojamas

bandymo su gyvilnais procediiras

(t. y. koki galima skausmg ar
kantias 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 animals)

Nestipry trumpalaikj skausmg patirs visos pelés
atliekant glivkozés tolerancijos nustatyma. 300
peliy patirs  vidutinio stiprumo  ilgalaikj
pooperacinj  skausmg atlikus  sinergisty
inaktyvacijos procedirg. Eksperimenty pabaigoje
visi gyviinai bus nugai¥inami CO2 dujomis/ Mild
short-term pain will suffer all mice during the
glicose tolerance test. 300 mice will suffer a
moderate long-term post-operative pain Jollowing
synergist ablation procedure. At the end of
experiments all animals will be killed in CO2.

9. Projekto vertinimas atgaline data
(jeigu reikalingas vertinimas

atgaline data, nurodyti, iki kada jis

turi biiti atliktas) /

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

Projektas nebus vertinamas atgaline data/Profect
refrospective assesment is not needed.

10, Reikatavimy maZinti bandomujy
gerinti bandomuyjy gyviun nau
bandomuyjy gyvilny naudojima
metodais, jgyvendinimas /

Implementation of the requirements
procedures of experiments on anim
are used for the procedures and app

of the use of animals in the proce

dojimo s3
bandymo su gyviinais procediiroms alternatyviais

y skaidiy bandymo su gyviinais procediroms,
lygas ir taikyti metodus, leidziangius pakeisti

gyviin

for the reduction of the nuniber of animals used in
als, refinement of conditions under which animals
lication of methods, which enable the replacement
dures by alternative methods

10.1, Gyvy bandomuyjy gyviiny

naudojimo ir alternatyviy metody

1) Fiziniam aktyvumui registruoti bus taikomas
gyvany  filmavimas specialiomis _ video




nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

kameromis (TopScan Lite, CleverSys Inc,
Reston, VA). Tai neinvazinis metodas, kuriam
nereikalingi elektromagnetiniai davikliai po pelés
oda.

2) Peliu raumeny jéga bus matucjama
panaudojant in vitro metodika, kuri bus taikoma
po eutanazijos procediiros.

3) Atlikdami funkcinj sinerginiy raumeny
apkrovima, vietoje rawmens abliacijos sieksime
pritaikyti maZesnj u¥degimo atsaka sukeliandia
raumens denervacijos procedtra (Balak et al,
Experimental Gerontology 62 (2015) 23-31.).

1) We will use video cameras and special
software (TopScan Lite, CleverSys Inc., Reston,
Vaj for mouse home cage activity. That is non-
invasive  method which do not  require
electromagnetical gauge under the mouse skin.

2) Muscle force will be measure applying in vitro
method after mouse euthanasia.

3) We will use a synergist muscle denervation
(Balak et al, Experimental Gerontology 62
(2015) 23-31.). instead of a higher inflammatory
response causing muscle ablation procedure.

10.2. Bandomyjy gyviing skaigiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Procediiros su tais pa&iais gyviinais bus atliekamos
vieng karta, i¥skyrus lengvas procediiras ir
motorinfy vienety kaitos dél amZiaus matavimo
procediirg, kurios kartojimy skaitius sumaZintas iki
minimumo/Procedures on animals will be carried
out once, except for mild procedures and mofor
units change measurements in aging.

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

Gyviinai nebus laikomi geresnémis salygomis nei
Reikalavimy 4 priede nurodytos salygos/ Animals
won't be kept in beiter conditions than the
requirements in Annex 4.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

(Bandynto su gyviinais projekto santraulkes formos pavyzdys)

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /

“Skirtingy dydZiy bakteriofaginés kilmés

dsRNR |

Project Title imunomoduliuojandios savybés ir jy panaudojimas vakciny
adjuvantais”.
“Immunomodulating properties of bacteriophage derived dsRNA
of different size and their use as vaccine adjuvants”.
. Projekto ttukme / Projekto pradZia 2016-01-01, projekto pabaiga 2018-12-31.

Duration of the Project

Project start date 20160101. Project end date 2018-12-31

" Reik3miniai FodZiai (ne daugiau kaip 5) /

Key words (maximuni 3)

atsakas

Bakteriofagas, dvigrandé RNR, vakeina, adjuvantas, imuninis

Bacteriophage, dsRNA, vaccine, adjuvant, immune response

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

Apjungiant projekto partneriy patirtj, i¥plésti jau
egzistuojandias imuningés sistemos moduliavimo bei véZio
adjuvantiniy vakciny gamybos yinias gydant véZj ir virusines
infekeijas.

The project concept is to bring together the partners expertise in
order to extend existing knowledge in immune modulation and
adjuvant vaccines for both — viral

infections and cancer treatment.

TAIP/
YES

NE /
NO

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

NE /
NO

4.2, Aigkinamyjy ar taikomyjy moksliniy tyrimy tikslai /
Purpose related fo translational and applied research

NE /
NO

74,3, Vaisty, maisto, pa¥ary ir kity medZiagy ar produkty kiirimo, gamybos,

kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i$vengti
ymoniy ir gyviiny ligy ar sveikatos sufrikimy atsiradimo, augalu ligy arba
kity anomalijy atsiradimo ar ju poveikio, utikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing bitklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts to
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.

TATP/
YES

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

Purposes related to the protection of natural environment in the interesis of
heaith or welfare of human beings or animals

NE /
NO

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riigies i¥saugojimo /
Puposes of scientific reasearch seeking the preservation of a cerlain species

NE /
NO

4.6. Aukgtojo mokslo ar mokymo tikslai sickiant jeyti ar pagilinti profesines
¥inias, kelti kvalifikacijg / '

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

NE/
NO

4.7, Kriminaliniy tyrimy tikslai /

Purposes related to forensic investigations

NE/
NO




procedures

4.8. Tam tikros buikiés genetidkai modifikuoty gyviimy, nenaudojamy kitose
procediirose, linijos sukiirimo ir i¥laikymo tikslai /

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

NE/
NO

5. Projekto tiksly apragymas /

Description of the objectives of the
Project

Yra jrodyta, kad sinteting dvigrandés RNR poliinozino:
policitidilo rogstis (polilC) ir jos analogai, stabilizuoti su poli-L-
lizinu (polyICLC), yra efekiyviis vakeiny adj uvantai pelése ir
besdrionése. Zinant, kad sintetinis polilC adjuvantas pelése
skatina gamybg sisteminio I tipo IFN (Longhi et al., 2009),
pasizymin&io imunostimuliaciniu poveikiu T ir B limfocitams
(Kolumam et al., 2005; Le Bon et al., 2006) bei dendritinéms
lastelems (Le Bon et al., 2001; Longhi et al., 2009), taip pat
sinodami, kad biologinis dvigrandés RNR molekulés sintetinio
analogo polilC aktyvumas priklauso nuo jo molekulés dydZio
(Jiang et al., 2011), $io projekto metu bus siekiama i8tirti skirtingo
dyd¥io i¥ bakteriofagu uZkrésty E.coli lasteliy gauty dvigrandes
RNR molekuliy biologinj aktyvuma, su tikslu pasirenkant padias
efektyviausias molekules, skirtas naudoti vakciny adjuvantams ar
antivirusingje terapijoje.

It has been shown that synthetic dsRNA,
polyinosinic:polycytidylic acid (poly IC) and its analogues
stabilized with polyLlysine (polyICLC), are turned out to be good
vaccine adjuvants in mice and in nonhuman primates (Longhi et
al., 2009). A major mechanism underlying the strong adjuvant
function of poly IC in mice is that it induces systemic type I IFN
(Longhi et al., 2009), which has many immune stimulatory roles
for both T and B lymphocytes (Kolumam et al., 2005; Le Bon et
al,, 2006) and DCs (Le Bon et al., 2001; Longhi et al., 2009) and
knowing that the biological activity of synthetic analogue of
dsRNA molecules under investigation, poly IC, is largely
dependent on its molecular size (Jiang et al,, 2011), here we
propose to investigate the biological activity of dsSRNA molecules
of different size obtained from bacteriophageinfected

E coli cells with the aim to select the most effective molecules

for both antiviral therapy and vaccine adjuvants.

6. Numatoma projckto nauda (t. y. kokia

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

Nustadius, kuris dvigrandés RNR fragmentas sukelia efektyviausig
prie¥véZinj imuninj atsaks, ateityje sintetinj fragmenta bus galima
panaudoti kaip adjuvantg kuriant pricgvéZines vakcinas Zmoncms.
After identifying which fragment of double-stranded RNA induces
the most effective anti-tumor immune response in the future this
synthetic fragment can be used as an adjuvant for the development
of anti-cancer vaccine in humans.

. Projekte numatomos naudoti gyviny
riidys ir preliminarus gyviiny kiekis (vnt.) /
Expected species and approximate
numbers of animals to be used in the
Projeci (in numbers)

Projekte bus naudojamos C57/BL peles, preliminarus kiekis 100
vit,

Expected mouse species - C57/BL and approximate number — 100
animals.

. Numatomas poveikis gyviinui (-ams}
atsizvelgiant j planuojamas bandymo su
gyviinais procediiras {t. y. kokj galima
skausma ar kangias galimai patirs
gyvinas ir koks numatomas bandymo su

Visi projekto jvykdymui numatyti gyviinai patirs skausmg ar
baimg, o projekto pabaigoje likusios gyvos pelés bus
numarinamos naudojant cervikaling kaklo stanksteliy dislokacija.
Kangia bus vertinama pagal gyviiny elgesj.




gyvilnais procedary uzbaigimo badas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i. e. expected
Jevel of severity of pain or suffering fo be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

All the project animals will suffer pain or fear and at the end of
the project the surviving mice will be sacrificed using cervical
dislocation of the neck vertebrae. Suffering will be assessed on the
basis of animal behavior.

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
deadline has to be specified)

10. Reikalavimy maZinti bandomujy gyviiny skaigiy bandymo su gyviinais procediiroms, gerinti bandomyjy gyviiny naudojimo
salygas ir taikyti metodus, leid¥iangius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais procediroms

alternatyviais metodais, jgyvendinimas / Alternatyviis metodai buvo taikomi ankstesnivose miisy tyrimuose

panaudojant Igsteliy kultfiras. Kadangi %is tyrimas yra ikiklinikinis,

Siame tyrimy etape biitinas gyvas

organizmas ir todél alternatyviis metodai negalimi.

Implementation of the requirements for th
animals, refinement of conditions under w

e reduction of the number of animals used in procedures of experiments on
hich animals are used for the procedures and application of methods, which

enable the replacement of the use of animals in the proceduires by alternative methods/ Alternative methods have
been applied using cell cultures in our previous studies. Since this study is preclinical, at this study
stage living organism is necessary and, therefore, alternative methods are not possible.

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

Justification for using live animals and
for not using alternative methods

Kadangi §is tyrimas yra ikiklinikinis, todél alternatyvis metodai
negalimi, nes reikalingas gyvas organizmas.

Since this study is preclinical living organism is necessary and,
therefore, alternative methods are not possible.

16.2. Bandomuyjy gyviny skaidiaus
mazinimo reikalavimo taikymo
pagrindimas /

* Justification of the reduction of the
number of animals

Remiantis statistiniais paskaiiavimais, vieng tiriamajg grupg turi
sudaryti ne maZiau 10 gyviiny, todél kiekvieng grupe standartiskai
sudarys 10 peliy.

According to the statistical calculations, a research group must
consist of at least 10 animals, and as standard each group will
consist of 10 mice.

10.3. Bandomyjy gyviiny naudojimo
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviiny streso maZinimui, i kiekvieng narvelj papildomai bus
idéta Zaishy.

To reduce animals stress, to each cage will be additionally inserted
toys.




Forma patvirtinta

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /

Project Title

., Produkty biologinio saugumo fyrimas®“

. Assessment of biological safety”

2. Projekto trukme /

Duration of the Project

2016 m. 06 men. - 2021 m. 06 men,
5 metai

2016.06.20 —2021.06.19

3. Reik¥miniai Yod¥fai (ne daugiau kaip 5)/ | Biologinis saugumas, dirginimas, jautrinimas, vitaminas, geleZis

Key words {maximurm 5}

Biosafety, irvitation, sensitization, vitamin, iron

4, Projekto tikslas {-ai} /

YES

TAIP/

NE
NO

/

Purpose of the Project

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

4.2. Ai%kinamyiy ar taikomyjy moksliniy tyrimy tikslai / X
Purpose related to transtational and applied research

4.3. Vaisty, maisto, pafary ir kity medZiagy ar produkty kairimo, gamybos, X
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant vengti
¥moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uztikeintd ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
¥moniy, gyviiny arba augaly fiziologing biikle ar gerinti gyviiny gerove /
Purposes related to the control of ‘pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or thelr
health disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or treatment, 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 gyviny sveikatai ar gerovei,
apsaugos tikslai /

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

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

4.6. Auk3tojo mokslo ar mokyme tikslai siekiant igyti ar pagilinti profesines
Finias, kelti kvalifikacija /

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

4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros biiklés genetigkai modifikuoty gyviny, nenaudojamy kitose
procedirose, linijos sukiirimo ir i§laikymo tikslai/

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

5. Projekto tiksly apradymas /

dirginimo i jaurinimo testus pagal ISO 10993-10-2013

Darbo tikstas - jvertinti uZsakovo produkty biologinj sauguma, atliekant

standarto
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Description of the objectives of the
Project

reikalavimus; nustaiyti tiriamy produkty poveikj geleZies kiekiui kraujyje,
jvertinti vitamino metabolizavimo greitj Ziurkes organizme.

Aim of the project - to evaluate biosafety of new products (irritation and
sensitization tests) according to ISO 10993-10-2013 standard: to determine the
impact of new products for iron content in raf ‘s biood; to assess vitamin
metabolism rate in the rat ‘s organism.

. Numatoma projekto nauda {t. y. kokia
numatoma nauda atlikus projekta
mokslui, gyvanams Ir {ar) Zmonéms) /

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

Bus atliktas pirminis naujy produkty, skirty Zmogaus sveikatai, biologinio
saugumo ir efektyvumo vertinimas.

Tinitial biosafety and efficiecy of new products designed for human health will
be evaluated.

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

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

Jautrinimo testas — pelés Balb/c - 10 vat. /vieno produkto tyrimui;

Bumnos gleivings dirginimo testas — Wistar Ziurkés - 6 vnt./vieno produkto
tyrimui;

Triudiy pateliy mak3ties dirginimo testas - 6 vnt/vieno produkto tyrimui
Vitamino metabolizavimo greitio vertinimas — Ziurkés - 6 vnt./vieno vitamino
tyrimui

Gelezies kiekio kraujyje tyrimas — 18 Ziurkiy /vieno papildo fyrimui

Per 5 metus planuojama panaudoti mazdaug 200 peliy, 120 Fiurkiy ir 60
triugiy.

Sensitization test — 10 mice/for product

Oral irvitation test— 6 ratsifor product

Vaginal irritation test — 6 rabbits/for product

Vitamin metabolism test — 8 rats{for product

Iron festing — 18 rats{for product

During the five years. it is planned to use about 200 miice and 120 rats and 60
rabbiis.

. Numatomas poveikis gyviinui {-ams)
atsifvelgiant j planuojamas bandymo su
gyviinais procediiras (t. y. kok] galima
skausmg ar kancias galimai patirs
gyviinas ir koks numatomas bandymo su
gyvinais procediry 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 severity of pain or suffering to be
fikely experienced by an animal and
what is the expected way of finalising
the procedures of experiments on
animals)

Planuojamos vykdyti procedaros priskiriamos lengvo (jautrinimo ir dirginimo)
bei vidutinio (vitamino metabolizavimo ir geleZies kiekio vertinimas} sunkumo
procediiroms. Eksperimento pabaigoje visi gyviinai bus nuzudomi.

The procedures are considered o be light (sensitization and irritation) and
moderate (vitamin metabolism and ivon festing) 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 biiti atliktas) /

Retrospective assesment of the project

Projektas atgaline data nebus vertinamas

i2




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

Doesn't required

10. Reikalavimy maZinti bandomyjy gyvliny skaiéiy bandymo su gyviinais procedroms, gerinti bandomyjy gyviiny naudojimo
sglygas ir taikyti metodus, leidZHandius pakeisti bandomyjy gyviiny naudojimg bandymo su gyvunais 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 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
Jfor not using alternative methods

Tiriant produkty saugumg ir efektyvumg turi bati vertinama visuminé
organizmo reakeija, todél altematyviis mefodai netinka.

Safety and efficacy of the products must be assessed only in the alive organism,
alternative methods are not suitable.

10.2, Bandomuyjy gyviny skaiCiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Eksperimenting ir kontroliné grupés sudaromos i§ minimalaus gyviny
skaidiaus.

Experimental and control groups consist of minimal number of animals.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai laikomi standartinése salygose, atitinkandiose riidies poreikius.

Animals are maintained in standard environment, corresponding species needs.
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Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMEN TS ON ANIMALS

1. Projekto pavadinimas /
Project Title

skin infections causafive microorganisms

Mikrogravitacijos salygose suaktyvéjanéiy ir odos infekcijas  sukeliangiy
mikroorganizny biokontrolé naudojant elekiro-magnetoporacijy/
Electro-nmagnetoporation mediated biocontrol of the microgravity affected and

2. Projekto trukmé /
Duration of the Project

5 metai /
5 years

3. ReikSminiai ZodZiai (ne daugiau kaip 5)/ | Blektroporacija, magnetoporacija, cloktrochemoterapija, mikrogravitacija
Electroporation, magnefoporation, electrochemotherapy, microgravitation

Key words (maximum 5)

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

TAIP/ | NE /
YES | NO

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

X

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

X

4.3, Vaisty, maisto, paSary ir kity medziagy ar produkty karimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti
¥moniy ir gyvany ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikiinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing biiklg ar gerinti gyvilny 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 impacls to
esure the prevention of diseases, their diagnosis or freatment, [0 dSSess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

Purposes related to the protection of natural environment in the interesis of
heaith or welfare of human beings or animals

4.5, Moksliniy tyrimy tiksai siekiant atitinkamos ridies i§saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Aukitojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines
Finias, kelti kvalifikacija /

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

4.7, Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros buiklés genetitkai modifikuoty gyvanu, nenaudojany kitose
procediirose, linijos sukirimo ir i§laikymo 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. Projekio tiksly
aprafymas /
Description of the
objectives of the Project

Projekto pagrindinis tikslas yra sukurti naujos kartos ir pasaulyje analogy neturin
didelés galios magneto-clektroporacijos sistemg ir i¥tirti elektroporacijos ir magnetoporacijos

metody  efektyvuma mikrogravitacijoje suaktyvéjandiy  ir odos infekeijas

mikroorganizmy biokontrolei.

Tiksly detalizacija:

Sukurti hibriding magneto-elektroporacijos sistema (0-30 kV/cm; 0-10 Tesla) in vitro ir in vivo
inaktyvacijos tyrimams, generuojandi 100 ns — 1 ms pasikariojangius aukito dainio (iki 1
MHz) statiakampius elektrinius ir mikrosekundings trukmés pavienius magnetinio lauko
impulsus. I8tirti in vitro elektroporaciios, magnetoporacijos poveikj potencialiy kandidamikoziy |

tig hibriding

sukeliandiy




(Candida albicans) bei kity oportunistiniy infekeijy  (dspergillus flavus) sukélgjams
jprastomis salygomis ir po mikrogravitacijos, bei palyginti poveikj su standarti¥kai infekcijy
gydymui naudojamy vaistiniy preparaty efektyvumu. In vitro istirti elekiroporacijos,
magnetoporacijos poveikj pagrindiniams bakteriniy infekeijy sukélgjams (Staphylococcus
aqureus, Psetdomonas aeruginosa) paveikus juos mikrogravitacija (Synthecon RCCS-1 rotacing
sistema), bei palyginti poveikio efektyvumg su standartiskai infekeijy gydymui naudojamy
vaistiniy ~preparaty efektyvumu. Jvertinti  elektroporacijos ir magnetoporacijos bei
mikrogravitacijos sukeltg (Candida sp.) lasteliy Zitics tipg (apoptozé, nekroze) bei sukurti
naujns  procedarinius protokolus. Naudojant sinduoliy lasteles jvertinti elekiroporacijos,
magnetoporacijos poveiki mikroorganizmams in vivo bei sukurti statiniy biologiniy vaizdy
skaitmeninio apdorojimo algoritmg adaptuota kiekybiniam magnetoelektroporacijos poveikio

jvertinimui.

The main project objectives are fo develop the new generation hybrid high power pulsed
electro-magneloporaiion systen and to investigate the electroporation and magnetoporation
methods efficacy for the biocontrol of the skin infections causative microorganisms, which can
alter virulence, genetic definition programs and drugs resistance in the microgravity
conditions.

Detalisation of the tasks:

Develop a hybrid electro-magnetoparation system (0-30 kV/em; 0-10 T) for in vivo and i vilto
experiments, capable lo generate 100 ns - 1 ms high repetition rafe square wave electrical
pulses (1 Hz - 1 MHz) and microsecond duration magnetic field pulses. In vitro investigate the
effect of electroporation and magnetoporation methods on the potential candidiasis causative
microorganisms (Candida albicans and C. parapsilosis) and other opportunistic infections
causing Microorganisms {Aspergillus flavus, A. versicolor) both under normal and after
microgravity conditions, and compare with the standard drug treatment methods. In vitro
investigate the effect of electroporation and magnetoporation methods on the major bacterial
infections causatives (Staphylococcus  aureus, Pseudomonas aeruginosa, Streplococcus
pyogenes) after microgravity treatment (Synthecon RCCS-I system) and compare the efficacy
with the standard drug treatment methods. Evaluate the eleciroporation, magnetoporation and
microgavity induced cell death phenotype on Candida sp. (apoptosis, necrosis). Using
mammalian cells in vivo investigate the effects of electroporation, magnefoporation and
microgravity and develop a biological digital images processing algorithm adapted for the
quantitative analysis of the effects of electro-magnetoporation.

. Numatoma projekto
nauda (t. v. kokia
numatoma nauda atlikus
projekta mokslui,
gyviinams ir (ar)
¥monéms) /

Potential benefits likely
fo derive firom the
Praject (i. e. how science
could be advanced or
humans or animals could
benefit from the project)

Naujos hibridinés elektro-magnetoporacijos sistemos ktrimas (0-30 kV/cm; 0-10 Tesla) leisty
istirti bei palyginti elektroporacijos ir magnetoporacijos metodologijy efektyvumg, iStirti
taikymo galimybes infekcijy sukeléjy biokontrolei bei pasifilyti naujus procediirinius
protokolus. Skirtingai nuo konvenciniy elektroporacijos sistemuy, & sistema leisty tirti ir taikyti
nauja bekontakt] (neinvazinj}  poveikio metoda, naudojant  stiprius magnetinius
laukus, Jvertinant, kad mikrogravitacijos sglygomis net nepatogeniniai odos mikroorganizmai
gali biiti odos ligos prieZastimi, naujy inaktyvacijos metody paieska yra aktuali, Tikimasi, kad
projekto metu atlikti tyrimai  sudarys salygas sukurti naujus protokolus elektro-
magnetoporacijos  metodains, leidziandius  pasiekti apoptozg i uZdegiminio  proceso
sumaZinima.

The development of the new hybrid electro-magneioporation system (0-30 kVicm; 0-10 Tesla)
will allow to research and compare the novel freatment method to fraditional electroporation.
Also the applicability study of the electric and magnetic fields for the biocontrol of the infection
causatives, including development of novel treatment protocols could be perfornied, Unlike the
conventional electroporation systems, such a system would allows research and development of
the non-invasive treatment method using the pulsed magnetic fields. Taking into account that
even non-pathogenic microrganisms in the microgravity conditions may be the cause of the skin
infections, the research of the novel treatment methods is of high priority. It is expected that the
proposed project will allow to develop new methods and protocols to achieve apoptosis and the
inflammation reduction.

. Projekte numatomos
naudoti gyviiny radys ir
preliminarus gyviny
kiekis (vnt.}/

Expected species and
approximate numbers of

880 linijiniy petiy (BALB/c, C57BL/6)
880 mice of BALB/c, C5 7BL/6




animals to be used in the
Project (in numbers)

N

. Numatomas poveikis
gyviinui (-ams)
atsizvelgiant |
planuojamas bandymo su
gyviinais procediras (&.
y. kokj galimg skausma
ar kandias galimai patirs
gyviinas 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
experiments on animals)

o metu bandomieji gyvinai kandiy nepatirs.

Sio projekt
fekcijos vietg ¢

Projekte planuojama veikti pavir§ings in lekiriniais ir magnetiniais laukais.
Elektrinio lauko generavimui odos pavirfiuje bus naudojami neinvaziniai ir invaziniat
elekirodai (invazyvumas 1-3 mm), kurie jau yra platiai taikomi  klini¥kai
elekirochemoterapijai. Projekte bus naudojami ypad trumpi impulsai (apribota galia), kurie
nesukelia skausmo, §iluminio poveikio ar raumeny traukuliy. Gyviinus gali jausti diskomfortg
dél odos sluoksnio dirginimo elektros srove, tatiau srovés didumas ir impulso trukmaé apriboti,
neleisdami procediiros metu pasireikiti skausmui,

Elektrody pavyzdZiai:
https://www.btxonline.con
https://ww'.v.btxonline.com/Z—needle—ar@d

Viweererirodes/ (neinvaziniai)
(invaziniai))

Magnetinio lauko procediiroms bus naudojama nauja metodologija taikant kompaktiskus
impulsinius induktorius. Procediira yra neinvazyvi, néra tiesioginio kontakto su gyvanu, néra
skausmo ar kity kandiy kurivos gali patirti gyviinas taikant 3j metoda.

Gyviinai po eksperimento bus nusudomi cervikalines dislokacijos budu

In this project experimental animals will not suffer.

The surface infection spots will be subjected fo the pulsed electric and magnetic flelds.

For the generation of the electric field on the surface of skin the non-invasive and invasive
electrodes will be used (invasivity 1-5 mmy), which are widely applied in clinical practice -
electrochemotherapy. The wltra short pulses (limited energy) will be used. As a result the effect
will be non-thermal and painless without muscle contractions. The specimen may have
experience a discomfort due to the stimulation of the skin with electric current, however both
the current amplitude and the pulse duration will be limited for the procedure to be painiess.

Examples of electrodes:
hitps://www.btxonline.com/tweezertrodes/ (non-invasive)
hitps://www.btxonline.com/2-needie-array/ (invasive)

For the magnetic fleld procedure the new methodology will be used based on compact plsed
inductors. The procedure Is non-invasive, without direct contact with the animal, there is no
pain or any other suffering that is experienced due to the methodology.
The animals will be killed after the experiment by cervical dislocation.

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

Projektas nebus vertinamas atgaline data.
Project will not be refrospective.

diroms, gerinti bandomujy gyviny naudojimo

10. Reikalavimy mazinti bandomujy gyviny skaidiy bandymo su gyviinais proce
salygas ir taikyti metodus, leid¥iandius pakeisti bandonwjy gyvany nau
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

dojima bandymo su gyvilnais procediiroms

Bandomujy gyviny skai¢ius numatomas minimalus norint pasiekti statistitkai patikimus cksperimentiniy tyrimy duomenis.
Atlikty eksperimenty rezultatai apdorojami nedelsiant, renkami statistiniai duomenys, jvertinamas ju patikimumas ir
sprenZiama ar reikalingas eksperimento pakartojimas. Taip i§vengiam perteklinio gyvitny panaudojimo.

IR




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

We encoutered the minimal number of experimental animals to obtain statistically reliable dafa. Experimentaly obtained
results will be processed immediately in oder to deside the need of experiment repeating. This will prevent unnecessary use

of experimental animals.

10.1, Gywy bandomyjy gyviny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternalive methods

Bandomuyjy gyviiny pagalba galima jvertinti naujy sistemy tinkamuma
pavir§iniy infekeijy gydymui, siekiant véliau jas pritaikyti Zmoniy gydymui.
Deja, naudojant lasteliy kulttras naujy sistemy tinkamumo praktiniam
pritaikymui medicinoje ivertinti nejmanoma.

Application of live animals will allow to evaluate the suitability of new sysfems
for the surface infections treatment for the purpose of further potential
application on human. The application of cell cultures without the animal
model will not allow to evaluate the applicability of novel systems for practical
use in medicine.

10.2, Bandomujy gyviny  skaigiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Gydomasis prie§mikrobinis poveikis i$ pradziy bus nustatytas in vitro. Tokiu
badu taip pat bus eksperimenti¥kai nustatytos maziausios veikliy medZiagy
koncentracijos, dar pasiZymingios priedmikrobiniu poveikiu, bet nekenkianéios
eukariotinéms lasteléms. Eksperimento salygy atidirbimui bus naudojamos
nedidelés grupés, siekiant ¥ keliy galimy darbo metodiky pasirinkti
optimaliausia eksperimento atlikimui,

At first we will determine the antimicrobial activity invitro. We will select the
lowest concentrations of chemical compounds that still have the antimicrobial
effect, but are harmless fo the mammalian cells. For evaluation of optimal
methodology in this project we will use the smalest groups of experimental
animals allowing to obtain statistically reliable data.

10.3. Bandomuyjy gyviny  naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals ave used

Gyvanai bus laikomi tam skirtose patalpose, laikomasi visy gyviny prieZiliros
ir laikymo reikalavimy. Gyvanus eksperimento metu stebeés veterinarijos
gydytoja.

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




Forma patvirtinta

Valstybinés maisto jr veterinarijos farnybos
direktoriaus 2013 m. lapkrigio 25 d.
jsakymu Nr. B1-761

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

1. Projekto pavadinimas /
Project Title

Europos virkinamojo trakto chirargijos (EVC) praktiniy mokymy kursai
Furopean Digestive Surgery (EDS) Surgical hands-on training course

2. Projekio trukmé /
Duration of the Project

2016 09 05— 2018 12 31 (27 ménesiai)
0110201631 122018 (27 months)

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

Key words (maximum §)

Gastroenterologija, chirurgija, EVC,
Gastroenterology, surgery, EDS

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

TAIP/ | NE /
YES NO

4.1, Fundamentaliyjy moksliniy tyrimy tikslai / X

Purpose related to basic research

4.2. Aigkinamyjy ar tatkomujy moksliniy tyrimy tikslai / X

Purpose related to translational and applied research

4.3. Vaisty, maisto, paSary ir kit medZiagy ar produkty kiirimo, gamybos, X

kokybes, veiksmingumo ir saugnmo tikrinimo tikslai siekiant i¥vengti
Zmoniy ir gyvany ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalify atsiradimo ar jy poveikio, uztikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontrolivoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing bitkle ar gerinti gyviing gerove /
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 theiv impacts to
asure the prevention of diseases, their diagnosis or treatment, to assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

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

4.5. Moksliniy tyrimy tikslai sickiant atitinkamos riigies i$saugojimo / X

Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Auk3tojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines | X
Zintas, kelti kvalifikacijg /

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

4.7. Kriminaliniy tyrimy tikslai / X

Purposes related (o forensic investigations

4.8. Tam tikros buikiés genetizkai moditikuoty gyviiny, nenaudojany kitose X

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

procedures

5. Projekto tiksly apradymas /

Description of the objectives of the

Project

Sis projektas yra skirtas Lietuvos ir uZsienio gastroenterology gydytoiy
praktiniams  jgiidZiams lavinti, siekiant pagilinti profesines Zinias, kelti
kvalifikacijg. Projekto metu bus organizuojamos mokymosi operacijos, kuriy
tikslas Sivolaikinés chirurgijos — laparoskopiniy, endoskopiniy metody
taikymas. Esamieji ir biisini medicinos specialistai ne visada gali taikyti naujus
gydymo mefodus, nes néra galimybés juos praktitkai iSbandyti su gyvais
organizmais. Taip pat siekiama jau jgytas Zinias ir patirtj kituose valstybése
perduoti ir apmokyti Lictuvoje ir uZsienyje dirtbangius specialistus.

This project is designed to Lithuanian and foreign Gastroenterology
dactors to develop practical skills in order to deepen their professional
knowledge, qualifications. The project will be organized training operations
with the aim of modern surgery - laparoscopic, endoscopic methods. Present
and fufure medical professionals are not ahways able to introduce new methods
of freaiment, because it is not possible (o test in practice with live organisms. It




also seeks fo have acquived the kmowledge and experience of other states fo
pass and trained Lithuania and foreign specialists.

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

Sie praktiniai mokymai yra skirtas Lietuvos ir uZsienio
gastroenterology gydytojy praktiniams jgidZiams lavinti, siekiant pagilinti
profesines Yinias, kelti kvalifikacijg. Projektas yra naudingas esantiems
specialistams ir siekiantiems jais tapti.

These workshops are designed to Lithuanian and foreign Gastroenterology
doctors to develop practical skills in order to deepen their professional
knowledge, qualifications. The project is useful in professionals and seek
them to become.

. Projekie numatomos naudoti gyviimy
riidys ir preliminarus gyviiny kiekis (vat.}/
Expected species and approximate
numbers of animals to be used in the
Project (in numnbers)

Kiaulés (Sus scrofa domesticus) 60 vat.
Swine (Sus scrofa domesticus) 60 g.

. Numatomas poveikis pyvinui {-ams)
atsizvelgiant | planuojamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausmg ar kantias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uzbaigimo biidas) /
The expected effects on an animal(s) in
the context of the profected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Patirs lengvo sunkumo kategorijos procediiras, nZbaigimo biidas — eutanazija
suleidus mirting anestetiky dozg.

Animals will be effected with light severity procedures, although final
investigated group will be eutanised with deadly dose of anestetics.

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

Nevertinamas
It worn 't be assesed.

10. Reikalavimy mazinti bandomyjy gyviiny skai¢iy bandymo su gyviinais procediiroms, gerinti bandomijy gyviny naudojimo
salygas ir taikyti metodus, leidZiangius pakeisti bandomyjy gyviiny naudojimg bandymo su gyvunais procediroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the mumnber 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 ii the procedures by alternative methods

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

Reikalingas gyvas organizinas su pilna neurchumoraline sistema ir pilnu atsaku.
Live organisms are needed with full newrohumoral system ant clear response,

102, Bandomuyjy gyviiny skaitiaus
mazinime reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
wmber of animals

Pasirinkta 60 kiauliy, kadangi bittina apmokyti 120 specialisty, taip pat projekto
metu buvo atsiZvelgta j 3Rs koneepcija.

We use 60 swines, because wee need to teach 120 specialists, also in the project
we take in to account of 3Rs conception,

10.3. Bandomujy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refineinent of
conditions under which animals are used

Gyviny laikymo aplinka, narval ir Jaikymo sglygos, visos atlickamos
procediros atitiks 2010 m. rgséjo 22 d. Europos Parlamento ir Tarybos
direktyvos 2010/63/BS d¢l mokslo tikslais naudojamy gyviny apsaugos
reikalavimus, Tarybos Direktyva 98/58/EB dél dkinés paskirties gyviny
apsaugos.

All housing environment, cages, procedures will be according to 2010/63/EU
and 98/58/EB directives.




Forma patviriinta

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

BANDYMO SU GYVIUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /
Project Title

medicinos gydytojo padéjéjy kursuose mokslo ir mokymo tikslais,

medical assistants courses Jor science and fraining purpose.

Specialiyjy operacijy medicinos pajégy mokymai chirurginése lanko pratybose,
gyvybeg gelbstindiose medicininése procediirose ir Siy procediry poreikio
nustatyme. Lietuvos ir JAV specialiyjy operacijy medicinos pajégy ir karo

Special operation medical Jorces training of surgery in the battle field, life
saving medical procedures and the need Jor assesment of these procedures.
Lithuanian and USA special operation medical forces and war medicine

2. Projekto trukme /
Duration of the Project

2016 1001 2018 1231 (26 ménesiai)
G1 102016 —31 122018 (26 months)

Key words (maximum 5)

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

Mokymai, chirurgija, Specialiyjy Operacijy Pajégos

Trainee, surgery, Special Operation Forces

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

TAIP/ | NE /
YES NO
4.}. Fundamentaliyjy moksliniy tyrimy tikslai /
Purpose related to basic research
4.2, Aigkinamyjy ar taikomyjy moksliniy tyrinyy tikslaj / X
Purpose related to transiational and applied research
4.3. Vaisty, maisto, padary ir kity medZiagy ar produkty kirimo, gamybos, X

kakybes, veiksmingumo ir saugumo tikrinimo tikshai siekiant iSvengti

Zmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsivadimo ar Iy poveikio, ustikrinti ligy prevencija,
diagnozavimg ar gydymg, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing bukle ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, Jood, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or freatment, to assess,
identify, control or change the physiological condition of huumans, animals
or plants o Improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei, X
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 riigies i¥sangojimo / X

Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Aukstajo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines | X
Zinias, kelti kvalifikacija /

Prposes related to higher education or fraining aimed at gaining or
deepening professional knowledge or improving r qualifications

procedures

4.7. Kriminaliniy tyrimy tikslai / X
Purposes related to forensic investi ations
4.8. Tam tikeos bukles genetidkai modifikuoty gyviiny, nenaudojany kitose X

procediirose, linfjos sukiirimo ir i$taikymo tikslai /
Purposes related to the development and manttenance of a colony of
genetically altered animals of a certam condition not used in other

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

[3mokyti specialiyjy operacijy medicinos pajégy specialistus (120) ekstremaliy
situacijy ir kariniy miisiy metu atlikti aukStesnio lygio gyvybe gelbsiintias
chirurgines manipuliacijas pagal tarptautinius standartos panagiomis j realias
sglygomis. Palyginti jvairiy infuziniy skys&iy, jy jvedimo bido efektyvumg
hipovolemtijos atveju, nustatyti, kokie hemodinaminiaj parametrai sglygoja
tirpalo (kristaloido ar koloido) pasirinkimg. Ismokyti naudotis
hemostatinémis priemonémis katastrofinio neuzspaudziamo kranjavimo

metu iki hospitalinio etapo,

]
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It is to train Special Operation Medical Forces (120), in the extieme situations,
and battle field, to conduct higher level of life saving surgery manipulations,
according to international standards in the similar to the real
circumistances. It is fo conipare effectivness of insertion of different infusion
fluids in case of hipovolentia, to learn \which haemodynamic paramelers
influence choice of "fhiids (crystalloid or colloid). It is to train how fo use
hemostatic equipment during cathastrophic on-conpressible bleeding until
hospital treatment,

]
6. Numatoma projekto nauda (. y. kokia Apmokyti specialistal jau turés praktings patirties gelbstint Zmoniy gyvybes kai
numatoma nauda atlikus projekig teks dalyvauti tikrame misyje karo metu. %ios Zinios faip pat yra naudingos
mokstui, gyvanams ir (ar) #monéins) / atsitikus nelaimei taikos metu, kai reikia padéti Zmonems po auteivykio ar
Potential benefits likely to derive from terorizmo i¥puolio. '
the Project (i. e. how sclence could be Trained specialists will have practical experfence 10 5aVe human life, when they
advanced or Inimans or animals could participate 1i the real battle during war. These experience Is usefid if
benefit from the praject) accident happens during peace time, i case to help people after car
accideni or terrorisi.
7. Projekte numatomos naudoti gyviing Kiautés (Sus scrofa domesticus) 60 vnt. arba oZkos (Capra aegagrus hircus) 60
yidys ir preliminarus gyviing kiekis (vnt.)/ vt
Expected species and approximate Swine (Sus scrofa domesticus) 60 q., or goats (Capra acgagius hircus) 60 ¢..
numbers of animals to be used in the
Project (in numbers)
3. Numatomas poveikis gyviinui (-ams) Patirs lengvo sunkumo kategorijos procediiras, uzbaigimo bidas - eulanazija
atsizvelgiant | planuojamas bandymo su suleidus mirting anestetiky dozg.
gyvinais procediiras (t. y. kokj galima ;
skausma ar kandias galimai patirs Animals will be effected with light severily procedures, although  finw
gyviinas ir koks numatomas bandymo su investigated group will be eutanised with deadly dose of anestetics.
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 severity of pain oF suffering to be
Iikely experienced by an animal and
what is the expected way of finalising the
rocedures of experintents ol animals
9, Projekto vertinimas atgaline data (jeigu Nevertinamas

reikalingas vertinimas atgaline data, It won 't be assesed.
purodyti, iki kada jis turl biti atliktas) /

Retrospective assesment of the project (if
the refrospective assesiment is needed the

deadline has to be_specified

10. Reikalavimy mainti bandomuju gyviiny skaitiy bandymo su gyviinais procediiroms, gerinti bandomyjy gyvihy naudojimo

salygas ir taikytt metodus, leidziangius pakeist bandomujy gyviny naudojimg bandymo su gyvinais proceddroms
alternatyviais metodais, jgyvendinimas /
Implementation of the requirements for the reduction of the number of animals used in procedures of experiments ol {
animals, refinement of conditions wnder which aimals are used for the procedures and application of methods, witich

enable the replacement o the use of animals in the rocedures by alternative methods

10.1. Gywy bandomuyjy gyviny naudojimo | Reikalingas gyvas organizmas su pilna neurohumeraline sistema ir pilna atsaku.
ir alternatyviy metody nenaudojimo Live organisms are needed with full neurolmmoral system ant clear response,
reikalavimo taikymo pagrindimas /
Justification for using live animals and
or not using alternative wethods
10.2. Bandomyjy gyvany skaitiaus Pasirinkta 60 kiauliy arba oZky, kadangi bitina apmokyti 120 specialisty, taip
mazinimo reikalavimo taikymo pat projekto metu buvo atsizvelgta j 3Rs koncepcija.
pagrindimas / We use 60 swines or goats because wee need to teach 120 specialists, also in
Justification of the reduction of the the project we take in to account of 3Rs conception,
number of animals
10.3. Bandomujy gyviny naudojimo Gyviny  latkymo aplinka, narvai ir laikymo  salygos, visos atliekamos
salygy gerinimo reikalavimo taikymo procediiros atitiks 2010 m. rugséjo 22 d. Europos Parlamento ir Tarybos
pagrindimas / direktyvos 20L0/63/ES dél mokslo tikslais naudojamy gyviny apsaugos
Justification of the refinement of veikalavimus, Tarybos Direktyva 98/58/EB dél ikines paskirties gyvuny
conditions under which animals are used | apsaugos.

All housing environmeril, cages, procedures will be according to 2010/63/EU
and 98/58/EB directives.

- ———




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarmybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1, Projekto pavadinimas /
Project Title

"Zmogaus kamieniniy lasteliy egzosomy panaudojimas kuriant
naujus létiniy neurodegeneraciniy ligy terapijos metodus”
"New therapeutic sirategies for chronic neurodegenerative
diseases using exosomes devived from human stem cells”

2. Projekto trukmé /
Duration of the Praject

2016.12.01. —2021.12.01.

3. Reik&ntiniai zod%iai (ne daugiau kaip 5)/ | Egzosomos, Parkinsenizmas, 6-hidroksidopaminas

Key words (maximum 5)

Exosome, Parkinsonism, 6-hydroxidepamine

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

Purpose of the Project YES NO
4.1. Fundamentaliyjy moksliniy tyrimy tikslai / Taip
Purpose related to basic research Yes
4.2, Aiskinamyjy ar taikomyjy moksliniy tyrimy tikslai / Taip
Purpose related to translational and applied research Yes
4.3. Vaisty, maisto, pa¥ary ir kity medZiagy ar produkty kiirimo, gamybos, Ne
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti No
¥moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontrolinoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing baklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts o
esure the prevention of diseases, their diagnosis or treahment, (0 aSSess,
identify, control or change the physiological condition of lumans, animals
or plants or improve the animal welfare.
4.4, Gamtingés aplinkos, reikalingos Zmoniy ar gyviny sveikatai ar gerovei, Ne
apsaugos tikslai / No
Purposes related to the protection of natural environment in the interests of
health or welfare of human beings or aninals
4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riisies i¥saugojimo / Ne
Puposes of scientific reasearch seeking the preservation of a ceriain species No
4.6. Aukgtojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines Ne
¥inias, kelti kvalifikaciig / No
Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications
4.7. Kriminaliniy tyriny tikslai / Ne
Purposes related to forensic investigations No
4.8, Tam tikros biikiés genetiskai modifikuoty gyviny, nenaudojamy kitose Ne

No

procedirose, linijos sukurimo ir i§laikymo tikslai /

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

5. Projekto tiksly apragymas /

Description of the objectives of the

Profect

Parkinson and Alzheimer models in vivo.

Tirti priefu¥degiminj ir neuroprotekcinj Zmogaus danties
pulpos kamieniniy Igsteliy sekretuojamy egzosomy poveikj
panaudojant in vivo Parkinsono ir Alzheimerio ligy modelius.

To investigate the anti-inflammatory and neuroprofective
effect of exosomes secreted by human dental pulp stem cells using

6. Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projekty

Projekto moksling naudg sudarys tyrimai, kuriy metu




mokslui, gyviinams ir {ar) Zmonéms) /
Potential benefits likely to derive from
the Project (i. e. how science could be
advanced or humans or animals conld
benefit from the project)

vertinsime intranazaliniu biidu jvesty egzosomy internalizavimo ir
pasiskirstymo ypatumus CNS, panaudodami Wistar Ziurkiy
eksperimentinj modelj, nustatysime, kaip egzosomos veikia
dopaminerginiy neurony degeneracija, neuroinflamacijos procesg
bei lokomotoring funkcija, panaudodami 6-OHDA Parkinsono
ligos modelj Wistar Ziurkése.

Internalization and distribution of intranasaly injected
exosomes in brains of Wistar rats will be evaluated. We will
investigate the effects of exosomes on the locomotor function,
neuroinflammation and degeneration of dopaminergic neurons in
6-OHDA-induced Parkinson model of Wistar rats. We expect, that
successful implementation of this project will provide new
knowledge about neuwroproteciive and  anti-inflammatory
properties of exosomes derived from DPSCs and will be helpful
for the development of new therapeutic strategies against
neurodegenerative disorders.

. Projekte numatomos naudoti gyviiny
riidys ir preliminarus gyviny kiekis (vot,) /
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

200 vat. Wistar Ziurkiy
200 Wisiar rafs

. Numatomas poveikis gyvilnui (-ams)
atsiZvelgiant j planuojamas bandymo su
gyvilinais procediiras (t. y. kokj galima
skausmg ar kanéias galimai patirs
gyviinas ir koks numatomas bandymo st
gyvilnais procediiry uzbaigimo budas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Gyviinai skausmo nepatirs, kadangi bus anestezuojami,
i¥skyrus tuos atvejus, kuomet bus taikomos subkutaninés
injekeijos, kurios gali sukelti gyviinams neZymy skausmg. Baime
gali patirti visi gyviinai tik dél paémimo | rankas ir atliekant
atitinkamas manipuliacijas. Eksperimentui pasibaigus, Ziurkés bus
nuZudytos naudojant anglies dioksido kamerg.

Animals will not experience any pain, except those cases
when subcutanous injections will be applayed and as a
consequence animals may receive slightly pain. All the animals
can experience some level of fear due to manual handling with
them and manipulations. All the procedures will be finalising by
using carbon dioxide chamber and as a result animals will be
killled.

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

Projektas nebus vertinamas atgaline data,
Retrospective assesment of the project will not be carried out.

10. Reikalavimy maZinti bandomyjy gyviiny skai¢iy bandymo su gyviinais procediroms, gerinti bandomyjy gyviiny naudojimo
sglygas ir taikyti metodus, leidZiangius 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 bandomuyjy gyvany naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Projekto tikslas — nustatyti egzosomy poveikj in vivo,
todé] alternatyviis metodai, kurie neatspindi fiziologinio poveikio
in vivo, taikomi nebus.

The aim of the project is fo investigate the effect of the
exosomes in vivo, thus alternative methods, which do not reflect
the physiological effect in vivo will not be used.

10.2. Bandomyjy gyvilny skaiiaus

mazinimo reikalavimo taikymo
pagrindimas /

Bandomyjy gyviiny skaidius numatomas minimalus norint
pasiekti statisti¥kai patikimus eksperimentiniy tyrimy duomenis.




Justification of the reduction of the
number of animals

Atlikty eksperimenty rezultatai apdorojami nedelsiant, renkami
statistiniai duomenys, jvertinamas jy patikimumas ir sprenZiama
ar reikalingas eksperimento pakartojimas. Taip i3vengiama
perteklinio gyviiny panaudojimo.

The number of experimental animals is calculated to be
minimal in order to achieve statistically reliable experimental
data. The data will be processed immediately, statistically
evaluated and repeat of the experiment will be determined if
needed, thus the excess of used animals will be avoided,

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai bus laikomi standartinése sglygose, grupémis,
standartiniuose narvelivose. Vienam gyvinui grindy plotas ne
mazesnis 250 cm? narvelio aukstis ne maZesnis 18 cm.

Animals will be grown under standart conditions, in
groups, in standart cages. The area of the floor for one animal
will not be less than 250 cm?, the height of the cage will not be
less than 18 cm.




