Forma patvirtinta

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

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

. Projekto pavadinimas /

L, TCX preparato, skirto eksperimentinés Pseudomonas aeruginosa sukeltos |
pneunonijos gydymui, efektyvumo, farmakokinetikos ir farmakodinamikos

Project Title tyrimas, naudojant imunosupresuotus ir imunokompetentinius triudiy modelius®
“Efficacy, pharmacokinetics, and pharmacodynamics of TCX in treatment of
experimental Pseudomonas aeruginosa pneumonia in immunocompromised
and immunocompetent rabbits”

. Projekto trukmé / 2016 m. 12 men. - 2019 m. 12 men.
3 metai
Duration of the Project

2016.12.20 -2018.12.19

. Relk¥miniai fod¥ial {ne daugiau kalp 5) /

Key words (maximum 5}

Psendomonas aeruginosa, hospitalings infekcijos, pneumonija, antibiotika

Pseudomonas aeruginosa, nosocomial infections, preumonia, antibiotics,

. Projekto tikslas {-af) / TAIP/ [ NE /
YES NO
Purpose of the Project 4,1. Fundamentaliyjy moksliniy tyrimy tiksfai / X

Purpose related to basic reseqrch

4.2, Aiskinamyjy ar taikomujy moksliniy tyrimy tikslai / X
Purpose related (o translational and applied research

4.3. Vaisty, maisto, pasary ir kity medZiagy ar produkty kiirimo, gamybaos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i$vengti X
#moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavimyg ar gydymg, jvertinti, nustatyti, kontroliueti ar pakeisti
Fmonty, gyviiny arba augaly fiziologing biiklg ar gerinti gyvany gerove /
Purposes related to the control of pharmaceuticals products, food, Jeed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or lreatment, fo assess,
identify, contral or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

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 riiSies i$saugojimo / X
Puposes of scientific reasearch seeking the preservation of a cerlain species
4.6. Aukstojo moksio ar mokymo tikslai siekiant jgyti ar pagilinti profesines X

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/ X
Purposes related to forensic investigations
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procedures

4.8. Tam tikros biiklés genetiSkai modifikuoty gyviiny, nenaudojamy kitose X
procediirose, linijos sukfirimo 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 aprasymas /

Description of the objectives of the
Project

Projekto tikslai:

¢ Jvertinti preparate TCX farmakokinetika plazmoje ir plauginose;

* Nustatyti TCX poveik| jautriai ir vaistams atspariai Psendomonas aeruginosa
sukeltai pneumonijai imunodeficitiniy ir imunokompetentiniy modeliniy
triuliy organizme;

¢ Naudojant  populiacijos farmakokinetinj metoda ir Monte Karlo
modeliavima, susieti farmakokinetikos ir dozavimo duomenis su Zzmogui
pateikiamomis TCX  dozémis, skirlomis Psendomonas aernginosa
pneumonijos kiinikinio tyrimo schemoms;

o [vertinti TCX efektyvumg naikinant Psewdomonas aeruginosa biofilmus ant
silikoninio venos kateterio,

The objectives of the project:

» To determine the plasma and intrapulmonary PK of TCX

* To determine efficacy of TCX against experimental susceptible and
multidrug  resistant  Pseudomonas  aeruginosa  pnewmonia  in
immunocompromised and immunocompetent rabbit models

+ Using a population PK approach and Monte Carlo simulation, to bridge
animal PK and dosage data to human dosage of TCX for a clinical trial
design of Psendomonas aeruginosa pnewmonia

+ To determine the effect of TCX on eradication of Pseudomonas aeruginosa
biofilus on central silastic venous catheters

6. Numatoma projekto nauda {t. y. kokla

numatoma nauda atlikus projekta
mokstui, 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}

Projekto vykdymo metu bus gauli rezultatai, padésiantys koveti su vis daZniau
pasitaikanciomis infekcijomis, kurias sukelia antibiotikams atsparios bakterijos.
Vienas svarbiausiy tokiy mikroorganizmy yra Pseudomonas aeruginosa, kuris
sukelia itin pavojingas hospitalines infekcijas, Siame darbe bus tiriamas
preparate TCX, nukreipto prie3 P aeruginosa, kuris uréty pakeisti
antibiotikus, veiksmingumas ir saugumas.

The results of this project will contribute in contending with the rising threat of
the antibiotic-resistant bacteria.

One of the most clinically significant and life - threating bacteria is
Pseudomonas aeruginosa.

Safety and antibacterial activity against P. aeruginosa of TCX will be tested in
this praject.

. Projekte numatomaos naudoti gyviny
radys ir prefiminarus gyviing kiekis {vnt.} /

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

Laboratoriniai teiugiai — 192 vnt.

Laboratory rabbits — 192 vat.

. Mumatomas poveikis gyviinui {-ams)}
atsiévelgiant | planucjamas bandymo su
gyvinals procediras {t. y. kokj galimg
skausma ar kandias galimai patirs
gyvinas ir koks numatomas bandymo su
gyvinals procediiry utbaigimo badas) /

The expected effects on an animalfs) in

Planuojamos vykdyti procediiros priskiriameos vidutinio sunkume procediiroms,
Eksperimento pabaigoje gyviinai bus nugaiginami.

The procedures are considered 1o be moderate severity.
At the end of the experiment, laboratory animals will be sacrificed,
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the context of the projected procedures

of experiments on animals (i. e. expected
fevel of severity of pain or suffering to be

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

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nuradyti, iki 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

10. Reikatavimy maZinti bandomyjy gyviimy skaitiy bandymo su gyvinais procediiroms, gerinti bandomuyjy gyviiny naudojimo
salygas ir tatkyti metodus, leidZiandius pakeisti bandomyjy gyviiny naudoima bandyme su gyviinals proceditroms
alternatyviais metadais, 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 gyviing naudojimo
ir alternatyviy metody nenaudojimo
relkalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Projekto tiksly jgyvendinimui alternatyviis metodai naudojami nebus, nes Siame
tyrime bus sickiama jvertinti gyvo organizmo atsaka | tiriamasias medziagas.

During the research time alternative methods will not be used.

10.2. Bandomuyjy gyviny skaifiaus
mazinimo reikalavime taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Eksperimentinés grupés bus sudaromos i§ miniumalaus gyviny skaitiaus

All experimental groups will be formed from minimal animals numbers.

10.3. Bandomuyjy gyviny naudojimo
saltygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyvinai bus laikomio standartinése salygose.

Experimental animais will be housed under standard conditions,
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Forma patvirtinta

Vaistybinés maislo ir veterinarijos larnybos
direktoriaus 2013 m. lapkricio 25 d.
jsakymia Nr, B1-761

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

1. Projekto pavadinimas /
Project Titfe

Su fytimi sustjusio natrio dichloracelato poveikio Ziurkiy inkstams tyrimas
Gender dependent sodium dichloroacetate infinence on rat kidney.

2. Projekto trukmé/
Duration of the Profect

01-01-2017- 06-31-2019

3. Reikdminlai ZodZial (ne davgiau kaip 5)/

Key words fmaximum 5)

Natrio dichloracetatas, Ziurkés, jony idsiskyrimas su Stapimuy, inkstai, Iytis
Sedium dichioroacetate, rats, ions excretion with urine, kidney, gender.

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

TAIP! I NE /
YES NO

4,1, Fundamentaliyjy moksliniy tyrimy tikstai / X

Purpose related to basic research

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

4.3, Vaisty, maisto, padary ir kity medziagy ar produkty kirimo, gamybos, X
kokybés, veiksmingumo ir saugumo tikrinimo tikstai siekiant iSvengti
Zmoniy ir gyviiny Hgy ar sveikatos sutrikimy atsicadimo, augaly ligy arba
Kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti Zmoniy,
gyviiny arba avgaly fiziologing bitkle ar gerinti gyviiny gerovg /

Purposes related to the eontrof of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and safety
of products seeking to prevent himan or animal diseases or their health
disorders, plant diseases or other abnormalities or their impacts to esure the
prevention of diseases, thelr diagnosis or Ireatiment, to assess, identify,
control or change the physiological condition of humans, animals or planis
or lmprove the animal welfare.

4.4, Gamtings 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 rigies i¥saugojimo / X

Puposes of scientific reasearch seeking the preservation of a ceriain species

4.6. Aukstojo mokslo ar mokymo tikstai siekiant jgyti ar pagilinti profesincs X

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

4.7. Kriminaliniy tyrimy tikskai / X

Purposes related to forensic investigarions

4.8. Tan tikros biiklés genetiskai modifikuoty gyviny, nenaudojamy kitose X

procedirose, linijos sukirimo ir i$laikyme tikstai /
Purposes related to the development and maintenance of a colony of
genelically altered animals of a certain condition not used in other

procedures

5. Projekto tiksly apradymas /

Description of the objectives of the

Project

Darbo tikslas ~ i3tirti DCA poveikj Ziurkiy inkstams, DCA, jo metabolity ir jony
i3siskyrimui st paros $lapimu bei nustalyti histologinius inksto audinio poky&ius,
ivertinant ar DCA poveikis susijes su lytimi.

The aim of the projfect is to investigate the DCA effect on rat kidney, DCA and
ions excretion with 24-how wrine, on histological changes related to DCA
treatment_and gender-related differences.

6. Numatoma projekto nauda (t. y, kokia
nimatoma nauda attikus projekia
moksiui, gyviinams ir (ar) Zmonéms) /
Potential benefits likely to derive from
the Project (I. e. how science conld be
advanced or Inumans or aninals could

benefit from the project)

Tikimés gauti nauji duomeny apie preparato DCA veikima, jo i$siskyrima su
paros $lapimu, poveik dichloroacetato ir kity jony igsiskyrimui, gydymo
poveiki inksty morfologiniams pokytiams, jvertinti galimus poveikio su lytimi
skirtumus. DCA farmakologinio poveikio inkstams paZinimas svarbus verlinant
preparaly terapiniais tikslais, nes gali nu¥viesti kai kuriues poveikio inkstams
mechanizimy aspektus,

We expect to gei new data on the DCA effect mechanisms on kidney,




dichloroaceiate and other ions excrefion with wrine, to assess the potential effect
of treatient on kidney morphology, gender differences. DCA pharmacological
effects on kiduey are imporiant for therapeutic purposes, as they may elarify
some aspects of DUA pharmacological mechanisms on rat kidney.

7. Projekte numatomos naudoti gyviiny Wistar Ziurkes (8-9 savaidiy): 24 patinai (i8 ju 12 kastuoty), 24 patelés (8 jy 12
riidys Ir preliminarus gyviiny kiekis (vnt) / kastruoty)
Expected species and approximate Wistar rats (aged 8-9 weeks, 24 males (12 of them castrated), 24 females({2 of
nuntbers of animals to be used in the them casirated)
Profect (in niumbers)

8. Numatomas poveikis gyviinui (-ams) Eksperimento  metw  [aboratoriniams  gyvinams  bus  allikios

atsiZvelgiant { planuojamas bandymo su
gyviinais procediiras (t. y. kok{ galima
skausma ar kandias galimai patirs
gyvianas ir koks numatomas bandymo su
gyviinals procediing uZbaigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i. . expected
level of severliy of pain or syffering 1o be
likely experienced by an animal and
what Is the expected way of finalising the
procedures of experiments on animals)

ovarichistercktomija/ orchiektomija, kuriy metu bus naudojama sedacija ir
inhaliacing anestezija. Tyrimo pabaigoje laboratoriniai gyviinai cutanizuojami,
naudojant CO, dujas, Ziurkiy kepenys, inkstai, uZkrii€io lHauka bus i§imami
telimesniems tyrimams.

The ovarlohysterectomy/orchiectomy will be performed on laboratory animals.
During procedures sedation and anesthesia will be used Laboratory animals
{rats) will be sacrificed in a CO; box; rats kidney will be used for research,

©

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

Nereikalingas
Not needed

10. Reikalavimy mazinti bandomujy gyviing skaidiy bandymo su gyviinais procediroms, gerinti bandomuyjy gyvitny naudofimo
salygas ir taikyti metodus, leidZiantius pakelsti bandomujy gyviiny naudojima bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirentents for the reduction of the niniber of animals used in procedures of experiments, refinement
of conditions under which antmals are used for the procedures, and the application of methods enabling the replacement of
animals with the procedures of alternative methods.

10.1. - Gywy bandomuyjy gyviiny navdojimo

ir aiternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live antmals and
Jor not using alternative methods

Alternatyviy metody néra, nes tyrimal turi bili atlickami organizmo lygyje in
vivo, preparaiy poveikio vertinimui reikalingas tiriamujy organy isemimas ir
iStyrimas (atliekant morfometrinius ir histologinius inksty tyrimus),

There are no alternative methods, because the studies nust be performed in vive
conditions, In order to evaluate medications effects organ removal is needed for
JSurther examination (morphomerric, histological studies of kidney).

10.2, Bandomyjy gyviiny skaitiaus

maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Imamas maZiausias gyviiny skaidius numatomiems uidaviniants jvykdyii.
The number of animals planned in the profect is minimal for the intended lasks.

10.3.Bandomyjy gyviiny naudojimo salygy

gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are nsed

Eksperimentiniai  gyvanai  laikomi laminare Techniplast S.P.A.  type
BOXUNSFEU (Haly), kurioje palaikoma 22°C temperatiira, dienos / nakties
ciklas (Sviesa - 14 val. / tamsa — 10 val.), santykiné drégmé apie 60 proc.
Gyviiny, taip pat narvy, kraiko, vandens keitimo bei kambario prieZiira
atlickama laikantis jmonéje patvirtintos valymo, plovimo ir dezinfekavimo
instrukeijos,

Experimaniol animals are maintained in the designated spstem  (cabin)
Techniplast S.P.A. type BOXUNSFEU (ltaly) at the tfemperatiive of 22 °C. with
the light regime (day 14 b, night 10 k), relotive humidity ~60%. The care of
animals, cage, bedding, water change and room maintenance will be carried out
Jollowing the cleaning and desinfection instruetion approved by the company,




Forma patvirtinta

Valstybings maisto ir veterinarijos tamybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /

Profect Title

defekty regeneracija bioinZineriniais metodais™

wethods used in bone tissue regeneration”

“Kokybinis Zandikauliy kaulinés struktiros vertinimas bei zandikauliy kauliniy

“Oualitative evaluation of mandible’s bone struclure and bioengineering

2. Projekto trukme /

Duration of the Project

2017 m. 01 men. - 2019 m. 12 men,
3 metai
2017.01.20 -2019.12.3¢

3. Reik¥miniai zodtiai {ne daugiau kaip 5} /

Key words {moximum 5)

Laboratoriniai gyvanai, kaulai, regeneracija
Laboratory animals, bones, regeneration

4. Projekto tikslas (-ai) /

TAIP/
YES

NE /
NO

Purpose of the Project

4.1, Fundamentaliyjy moksliniy tyrimy tikslai /
Purpose related (o basic research

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

4.3, Vaisty, maisto, pasary i kity medZiagy ar produkty karimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant iSvengti
Zmoniy ir gyvamy ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar ju poveikio, uZtikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontrotiuoti ar pakeisti
Fmoniy, gyviny arba augaly fiziologing bikig 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 to
esure the prevention of diseases, their diagnosis or Irealineni, (0 GS5ess,
identify, control or change the physiolugical condition of humans, animals
or planis or improve the animal welfare.

&.4. Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei,
apsaugos tikslai /

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos ragies i¥saugojimo /
Puposes of scientific reasearch secking the preservation of a certain species

4.6. Auk3tojo moksio 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 baklés genetidkai modifikuoty gyviiny, nenaudojamy kitose
procedarose, linijos sukirimo ir iSlaikymo tikslai/

Purposes related to the developrient and maintenance of a colony of

genetically altered animals of a certain condition not used in other
procedures

5. Projekto tikshy apradymas /

Projekto tikslas:




Description of the objectives of the
Project

palyginti celiuliozés kempozitinio karkaso ir jprastiniy regulivojamosios kaulo
regeneracijos medziagy efektyvumy regeneruoti Zandikauliy kaulinio audinio
defektus eksperimentiniame triudiy modelyje/

To compare and analyse cellulose composite scaffold and bone materials
usuatly used in guided bone regeneration procedures effeciiveness to
regenerate bone deffects in experimental rabbitl model.

Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projekta
moksiui, gyvinams ir (ar) Zmonéms) /

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

Gauti rezultatai leis biologinin poZiGriv jvertinti naujo tridimensinio
biodegraduojantio celiuliozés kompozitinio karkaso savybes ir tinkamumg
tolimesniems  tyrimams. Numatomas  praktinis  rezultaty  pritaikymas
odontologijos, Zandikauliy chirurgijos srityse/

Results will let us to investigate the new tridimensional biodegrading ceflulose
— hydroxiapatite scaffold perspectives in bone tissue regeneration.

It’s suppose that the results of research will be practically use in odontology,
oral and maxillofacial surgery. ‘

Projekte numatomos naudoti gyviny
ridys ir preliminarus gyvany kiekis (vnt.}/

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

Laboratoriniai triugiai — 24 vni.

Laboratory rabbits — 24 vi.

Numatomas poveikis gyvinui {-ams)
atsiivelgiant j planuojamas bandymo su
gyvanais proceduras (t. y. kokj galima
skausmg ar kandias galimal patirs
gyvinas ir koks numatomas bandymo su
gyvanais procediry uibalgimo badas) /

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

Planucjamos vykdyti procediiros priskiriamos vidutinio sunkumo procedtroms.
Eksperimento pabaigoje gyviinai bus nugaidinami/

The procedures ure considered 10 be moderate severity,
At the end of the experiment, laboratory animals will be sacrificed.

Projekto vertinimas atgaline data {jelgu
reikalingas vertinimas atgaline data,
nurodytl, iki kada fis turi bati atliktas) /

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

Projekias atgaline data nebus vertinamas

Doesn't required

10.

Reikalavimy mazinti bandomyjy gyvany skaiciy bandymo su gyviinais procediiroms, gerinti bandomyjy gyvany naudojimo
salygas ir taikyti metodus, leidZiandius pakeisti bandomejy gyvimy naudojima bandymo su gyviinails 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 af animals in the procedures by alternative methods




10.1. Gywy bandomuyjy gyviing naudojimo
ir alternatyviy metody nenaudojimo
retkalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Projekto tikshy jgyvendinimui alternatyviis metodai naudojami nebus, nes Siame
tyrime bus sickiama jvertinti gyvo organizmo atsaka | naujas kompozitines
mediiagas,

During the research time alternative methods will not be used

10.2, Bandomyjy gyviny skaifiaus
maiinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Eksperimentinés grupés bus sudaromos i miniumalaus gyviiny skaiiaus

All experimental groups will be formed from minimal animals manbers.

10.3. Bandomyjy gyviny naudojimo
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
condiftions under which animals are used

Gyvitnai bus laikomio standartinése sglygose.

Experimental animals will be housed under standard conditions.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkrigio 25 d.

isakymu Nr. B1-761

(Bandymo su gyviinais projekto santraukos formos pavyzdys)

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

ANIMALS

1. Projekto pavadinimas /
Praoject Title

wLektiny, skivty i§ Echinacea purpurea (L.} Moench
$akny, kiekio ir kokybés bei poveikio imuninés
sistemos kompensacinéms reakcijoms in vivo
tyrimas*/ The quantity, quality and effects on the
immune system of compensatory reactions in vivo study
using lectin isolated from roots of Echinacea purpurea

(L.} Moench*

2. Projekto trukme /

Duration of the Project

2017 02 01 - 2018 05 01

3. Reik&miniai ZodZiai (ne daugiau

kaip 5)/

Key words (maximum 5)

Lektinai, Echinacea purpurea (L.) Moench, T limfocitai,
B limfocitai, in vivo/ Lectins, Echinacea purpurea (L.)
Moench,, T lymphocytes, B lymphocytes, in vivo

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

TAIP/ YES

NE/
NO

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

TAIP/YES

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

TAIP/YES

4.3. Vaisty, maisto, pasary ir kity medziagy ar produkty
kiirimo, gamybos, kokybes, veiksmingumo ir saugumo
tikrinimo tikslai sickiant iSvengti Zmoniy ir gyviny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, utikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing buikle ar gerinti gyviny 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 their impacts to esure the prevention of
diseases, their diagnosis or lreatment, 1o assess, identify,
control or change the physialogical condition of humans,
animals or planis or improve the animal welfare.

NE/MNO

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

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

NE/NO

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos ragies
Hsaugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

NE/NO




4.6. Aukitojo mokslo ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikaciia /

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

NE/MNO

nenaudojamy kitose procediirose, linijos sukirimo ir
iflaikymo tiksiai /

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

4.7. Kriminaliniy tyrimy tikslai / NE/NO
Purposes refated to forensic investigations
4.8. Tam tikros biklés genetiskai modifikuoty gyviiny, NE/MNO

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

Sio tyrimo tikslas — eksperimentigkai
istirti ir palyginti rausvaZiedziy eZinoliy
Sakny ekstrakto ir i3 Sio augalo §akny
i8skirto lektino imunostimulivojandias
savybes -  imunokompetentiniy fasteliy
didejimo tendencija: leukocity, limfocity
skai¢iy periferiniame kraujyje, T
limfocity kiekj ¢iobrialiaukéje ir B
limfocity skai¢iy bluznyje./

The objective of the study - to investigate
experimentally and to compare the
immunostimulatory properties of
Echinacea purpurea (1.) Moench root
extract and lectin isolated from the roots
of this plant - upward trend of
immunocompetent cells: white blood
cells, lymphocytes in the peripheral
blood, T lymphocytes in thymus and
spleen B lymphocytes.

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

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

Preparato poveikis imuninés sistemos
kompensacinéms reakcijoms,
palygintas §io poveikio intensyvumas
su augalo Sakny ekstrakto poveikiu,
Gavus teigiamo efekto rezultatus, biity
galima sukurti standartizuotg 8io
lektino preparata, skirtg Zmogaus
imuninés sistemos moduliacijai,
Preparato kiirimas planuojamas 2025 -
2030 metams./

The impact of product isolated firom raw
material of purple coneflower roots on
the compensatory reactions of immune
system, The intensity of effect will be
compared to the impact of plant root
extract effect. Upon a positive effect
on the results, it would be possible to
develop a standardized this lectin
preparation for the human immune
system modulation. Preparation
development is planned for 2025 -
2030 years.




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

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

Pelés BALB/c — 45 vat./
45 Mice BALB/c

8. Numatomas poveikis gyviinui (-
ams) atsiZvelgiant j planuojamas
bandymo su gyviinais procediras
(t. y. kokj galimg skausma 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
projected procedures of
experiments on animals (I, e.
expecied fevel of severity of pain
or suffering to be likely
experienced by an animal and
what is the expected way of
JSinalising the procedures of
experimenis on animals)

Bus atlickamos preparaty injekcijos j
pilvo ertme, kraujo méginiy émimas
tyrimams. Numatomas bandymo su
gyvilnais procediiry uZbaigimo bidas
— gyviiny eutanazija. Gyvinai nepatirs
skausmo, kan¢ios ir baimés./

This will include injection into the
abdominal cavity, blood sampling for
analysis. Expected animal test
procedures of completion method -
animal euthanasia. Animals will not
suffer pain, agony and fear.

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)

Nereikalingas/ Unnecessary

10. Reikalavimy mazinti bandomujy gyviiny skaidiy bandymo su gyvilnais procediroms,
gerinti bandomyjy gyviiny naudojimo sglygas ir taikyti metodus, leidZiandius pakeisti
bandomyjy gyviny naudojimg bandymo su gyviinais procediiroms alternatyviais

metodais, jgyvendinimas /

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

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

Justification for using live animals
and for not using alternative
methods

Vien in vitro tyrimai neduos detalaus
paai3kinimo, todé¢l reikalingas gyvas
organizmas su pilna neurohumoraline
sistema ir pilnu atsaku,

Sio tyrimo metu svarbu stebéti gyvo
organizmo atsaka j naudojamg preparatg.
Tyrimui pasirinktos BALB/c pelés, nes
ju organizmai yra tinkamiausi atliekant
tyrimus susijusius su imunitetu,

Only in vitro studies will not give a
detailed explanation, therefore, requires
a living organism with a complete
nevrohumoral system and complete
response.

In this study, it is imporiant to monifor
the response of a living organism to use
the preparation. The study selected BALB
/¢ mice, because their bodies are the




most suitable in investigations related to
immunity.

10.2, Bandomyjy gyvany skaiciaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Pasirinktos 45 pelés, kiekvienai tiriamajai
grupei po 15 vnt. ir kontrolinei grupei 15
vat.,, kadangi reikalingas aukitas gauty
duomeny statistinis patikimumas. Norint,
kad rezultaty patikimumas bty aukitas
tiriamosios grupés individy skaiius turi
biiti nemaziau 15 gyviiny. Taip pat
projekto metu buvo atsiZvelgta j 3Rs
koncepcijg./

It was selected 45 mice for each
investigative group in 15 pieces. and a
control group of 15 pes., since it requires
a high statistical reliability of the data
received. In order for the reliability of the
results would be a high - the number of
test groups of individuals must be at least
15 animals. Also, the project has taken
into account 3Rs conception.

10.3. Bandomyjy gyviiny naudaojimo
sgtygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Gyviiny laikymo aplinka, narvai ir
laikymo salygos, visos atliekamos
procediiros atitiks 2010 m. rugsejo 22 d.
Europos Parlamento ir Tarybos direktyvos
2010/63/ES del mokslo tikslais naudojamy
gyviiny apsaugos reikalavimus.

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




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus 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 /
Project Title

Biologiskai aktyviy medZiagy poveikio CNS veiklai tyrimai / Studies of the
effects of bivactive substances on the fimctioning of the CNS

2. Projekto trukmé /
Duration of the Project

2017-05-01 - 2022-12-31

Key words (maximum 3)

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

CNS; priklausomybés; elekirofiziologija; Ziurkés; psichofarmakologija/
CNS, addiction; electrophysiology; rats; psychopharmacology,

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

TAIP/ | NE/
YES NO
4.1. Fundamentaliyjy moksliniy tyriny tikslai / +
Purpose related to basic research
4,2, Aiskinamyjy ar taikomyjy moksliniy tyriny tikslai / +

Purpose related to translational and applied research

4,3. Vaisty, maisto, padary ir kity medZiagy ar produkty kiirimo, gamybos, +
kokyhés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i§vengu
Fmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly lipy arba
kity anomalijy atsiradimo ar jy poveikio, uztikrinti ligy prevencija,
dingnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviing arba augaly fiziologing biiklg ar gerinti gyviiny gerove /
Purposes related to the conirol of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnarmalities or theiy impacis to
eswre the prevention of diseases, their diagnosis or treafment, fo assess,
identify, control or change the physiological condition of hwmans, animals
or plants or improve the animal welfare,

4.4, Gamtings aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei, +

apsaugos tikslai /
Purposes related to the protection of natural enviromuent in the interests of
health or welfure of hynan beings or animals

4.5, Moksliniy tyrimy tikslai sickiant atitinkamos radies i$saugojimo / +

Puposes of scientific reasearch seeking the preservation of a certain species

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

Finias, kelti kvalifikacijg /
Puposes related io higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications

4.7. Kriminaliniy tyrimy tikslai / +

Purposes related (o forensic investigations

4,8, Tam tikros buklés genetitkai modifikuoty gyviiny, nenaudojamy kitose ¥

procediirose, linijos sukfirimo ir i8latkymo tikslai /
Purposes related to the development and maintenance of a colony of
genetically altered animals of a ceriain condition 1ot used in other

procedures

5. Projekto tiksly apra§ymas /

Project

Description of the objectives of the

Projekto tikslas — i8tirti, kaip bioaktyvils junginiai (pvz. etanolis,
nikotinas) keitia CNS veiklg. CNS veiklos poky&iai bus vertinami in vive ir in
vitro elektrofiziologijos metodais, pasitelkiant orinius skirtingy modalunyy
(rega, klausa, uoslé) stimulus ir elgsenos testais.

!

The main objective of this study is to assess the effects of biouctive substances
(siech as aleohol, nicotine, etc.) on the fimctioning of the CNS. The changes in
CNS function will be studied via in-vivo and in-vitro electrophysiology and
hehavioral testing,

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

Tikimasi, kad tyrimy rezultatai pagiling mechanizmy, apsprendZiandiy tiriann
veiksniy poveikio CNS veiklai, supratima, prisidés pric priklausomybés ligy




mekshii, gyviinams ir (ar) Zmonéms) /
Patential benefits likely to derive from
the Project (i. e. how science could be
advanced or humans or animals could
benefit from the profeci)

mechanizmo supratime ir tuo padiu prie priklausomybés ligy gydymo./
These studies will deepen the understonding of the effects of the bioactive
substances on the CNS and the neural basis of addiction. The results obtained
could be applied in creating new pharmacological addiction therapies.

Projekte numatomos naudoti gyviiny
riidys ir preliminarus gyviiny kiekis (vat.)/
Expected species and approximate
numbers of animals o be used in the
Project {in numbers)

Moksliniams eksperimentams bus naudojami bandomieji gyviinai - Ziurkés
(Wistar, patinai ir patelés). Viso projekto metu bus panaudota apie 300 Ziurkiy/
Experiments will be performed using loboratory rats (Wistar, male and female)
as an animal model. About 300 rats will be wsed during the project.

Numatomas poveikis gyviinui {-ams}
atsizvelgiant j planuojamas bandymo su
pyviinais procediiras (L. y. kokj galing
skavusma ar kancias galimai patirs
gyvimas ir koks numatomas bandymo su
gyviinais proceditry uZbaigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i, e. expected
level of severily of pain or suffering 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 gyvinais bus atlickamos iengvoes
procediiros remiantis procediirg sunkumo klasifikacija. D¢l su gyviinu
atlickamos procediros pyvitnas patirs trumpalaikj nedidelj skausma, kandig ar
baimg, o gyviino gerové ir bendra biiklé labai nepablogés. Nedidelis skausmas
bandomiesiems gyvinams galimas tik vaisty/bioakiyviy medziagy suleidimo ir
audiniy gijimo po chirurginés galvos operacijos meltu. Siekianl sumaZinti bet
kokias galimas gyviino kandias bus naudojama bendra nejautra. Gyviinai bus
nugaifinti baigus procediiras. Procediiros uZbaigimas bus atlickamas fizinin
metodu; atlickama cervikaling kaklo slanksteliy dislokacija arba naudojama
mirtina aneslezijos dozé. Bandomojo gyviino Fudymas baigiamas patvirtinus
kaklo i¥nirimyg ir kraujo cirkuliacijos nutritkimg, /

The expected effects on an animal(s) in the context of the planned procedures of
experiments will be mild (Procedures on animals as a result 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 using
needles and during the post surgical healing period. The killing of animals will
be completed by one of the following methods: anesthetic overdose (death
confirmation of permanent cessation of the circulation} and cervical distocation
{death confirmation of dislocation of the neck).

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

10.

Retkalavimy mazinti bandomyjy gyviiny skaidiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny naudojimo

salygas ir taikyli metodus, leidZiandius pakeisti bandomyjy gyviiny naudajimg 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

A, Gywy bandomyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
Sor not using alternative methods

Projekte numatyty invaziniy elektrofiziologiniy tyrinu) negalima atlikti
su zmonémis. Ziurké yra modelinis bandomasis gyvinas, su kuriuo galima
atlikti tokio tipo eksperimentus.

/
[nvasive in vivo electrophysiological experiments with the brain are not
alfowed with humans. Rats are widely used as madel avimals in such studies.

10.2. Bandomuyjy gyviiny skaidiaus

maZinimo reikalavimo faikymo
pagrindimas /

Justification of the reduction of the
number of animals

Moksliniy tyrimy projektai rengiami ir tyrimai su bandomaisiais gyviinais
planuojami atsiZvelgiant | fundamentiniy ir tatkomyjy Ziniy poreikj tiriamojoje
srityje, tai pat jvertinant tarptautinius mokslo pasickimus. Vykdant projekte
nutnatytus darbus ir siekiant optimizuoti bandemyjy gyvimy skaigiy bus
renkami, kaupiami ir analizuojami jvairiy parametry statistiniai duomenys, tam
kad ateityje ifvengti perteklinio bandomyjy gyviiny naudojimo pakartotiniams
tyrimams, Bandomyjy numatomas bandomuyjy gyviing skaidios yra minimalus
reikalingas norint  pasiekti  projekto tikslus. 1§ anksto suplanuojami
eksperimentai, jvertinamas minimalus reikalingas laboratoriniy gyviiny
skaiius, norint gauti statistikai patikimus eksperimentiniy tyrimy duomenis,
Atlikty cksperimenty duomenys bus nedelsiant apdorojami, jvertinamas jy
statistinis  patikinnimas ir i§ karto sprendZiama ar reikia atlikti tokio tipo
eksperimenta pakartotinai ar jau pakanka turimy duomeny tyrimy rezultatams
pateikti/

2




The number of animals is set to minimal to obtain statistically significant
results in this praject. All procedures have been afready planned. The data from
initial studies will be analyvzed fmmediately after experiments fo decide to
repeat or to finish procedures. Sclentific literature reloled to project topics will
be analyzed oll the time to avoid unnecessary repeat of experiments.

10.3. Bandomyjy gyviny naudojimo
sqlygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which arimals are used

Bandomieji gyviinai bus veisiami, auginami ir Jaikomi vadovaujantis
naujausiomis bandomuyjy gyviiny naudojimo moksliniuose eksperimentuose
dircktyvos reikalavimais. Sickiant apsangoti bandomuosius gyviinus nuo
bereikalingo streso, skausmo, kanéios ar baimés, kickvieng dieny juos stebeés ir
jais rhpinsis kvalifikuoti darbuotojai. Gyvenamicji narvai bus standartinio
reglamentuoto dydZio, gyviinai bus Seriami tik jiems skirlu visavertiu padaru,
palaikoma pastovi aplinkos temperatiiva, drégmé, Sviesos reZimas. Personalas ir
tyréjai yra apmokyti dirbti su gyviinais nesukeliant jiems nereikalingo streso,
baimés ar skausmo, Su gyviinais tyréfai perioditkai bendraus, kad gyviinai
priprasly prie tyréjy ir naujos aplinkos bei jy nebijoty. Procediirg metu ir po jy
bus naudojama bendroji anestezija, kurios déka gyviinas nepatirs papildomo
skausmo, streso ir baimés, /

Various methods to avoid, alleviate and minimize the potential pain, distress
and other adverse effects suffered by the animals involved, or which enhance
animal wellbeing will be used for justification of the refinement. All animals
witl be kept in standard eages for mice. Animals will get special balanced food
and waler every day ad-fib. Animal cages will be cleaned reguiarly. Ambient
roomfeage temperafures, henidity and light regime will be kept constant and
monitored. Animals will have gentle contact with staff (will be handled)
regularly 1o minimize animal stress. Personnel involved in care and working
with laboratory amimals have apprapriate qualification. Al procedures with
animals will be done under Enrgpean Directive 2010/63/EU,




Forma patvirtinta

Valstybings maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

I. Projekto pavadinimas /
Project Title

reguliavimo farmakologiniais junginiais tyrimams”

mechanisms and pharmacological regulation”

Eksperimentinio igemijos modelio kirimas lasteliy Zdties mechanizmy ir jy

“Development of experimental ischemic model for investigations of cell death

2. Projekto trukmé /
Duration of the Project

2017.01.01-2019.12.31

3. Reik&miniai Zod%iai (ne daugiau kaip 5)/ | Bemija, mitochondrijos, lasteliy Zatis, smegenys

Key words (maximum 3)

Ischemia, mitochondria, cell death, brain

4, Projekto tikslas {-ai}/
Purpose of the Praject

TAIP/
YES

NE /
NO

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

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

4.3, Vaisty, maisto, pagary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybes, veiksmingumo ir saugumo tikrinimo tikslai siekiant i§vengti
Fmoniy ir gyvilny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uztikrinti ligy prevencija,
diagnozavimg ar gydymag, jvertinti, nustatyti, kontroliuoti ar pakeisti
¥moniy, gyviny arba augaly fiziologing biklg ar gerinti gyviiny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safeily of products seeking to prevent Iuman or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacis lo
esure the prevention of diseases, their diagnosis or lrealment, o assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviny sveikatai ar gerovei,
apsaugos tiksfai / '

| 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 sickiant atitinkamos riidies i¥saugejimo /
Puposes of scientific reasearch seeking the preservation of « certain species

4.6. Auk3tojo mokslo ar mokymo tiksai siekiant igyti ar pagilinti profesines
¥inias, kelti kvalifikacijg /

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

4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros biiklés genetigkai modifikuoty gyviny, nenaudojamy kitose
procedirose, linijos suktrimo 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 tikshy apragymas /

Description of the objectives of the

Project

Naujo eksperimentinio ifemijos tyrimo modelio sukiirimas, kuris leis iStieti iv
jvertinti sisteminj farmakologiniy mitochondrijas veikian&iy preparaty poveikio
mechanizmg jvairinose ifemijos paZeistuose Ziurkes organuose.

Development of a new experimental ischemic model for investigations and
characterization of systemic protective effects of pharmacologic, mitochondria-
targeting compounds in various organs of rat affected by ischemia.

6. Numatoma projekto nauda (t. y. kokia

Bus sukurtas naujas eksperimentinis Ziurkés orgamy iemijos tyrimo modelis,

numatoma nauda atlikus projekia kurj naudojant bus iStirta sisteminis farmakologiniy mitochondrijas veikiandiy

mokslui, gyviinams ir (ar) monéms) /

preparaty apsauginis poveikis jvairiems organams ir nustatyta medZiagy




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

poveikio mechanizmas. Bus atrinkti potencialiis apsauginiai junginiai, galintys
turéti klinikinj pritaikymg siekiant uZtikrinti Seminiy ligy prevencijg.
Planuojama pateikti rekomendacijas farmacininkams.

New experimental ischemic model of rat organs for systematic estimation of
protective effects and mechanisms of pharmacologic, mitochondria targeting
compounds in ischemia-damaged organs will be developed. This will enable
selection of potential protective pharmacological compounds for prevention of
ischemic diseases. Recommendations for pharmacologists are planned to be
provided.

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

Wistar veisiés ziurkés, preliminarus poreikis visam projektui 360 Fiurkiy.
Wistar rats, preliminary need for the entire project is 360 rats.

. Numatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausmag ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyvitnais procediiry uZbaigimo badas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (i. e. expected
level of severity of pain or suffering fo be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Gyvinéliams  sukeliama bendroji nejautra naudojant  ksilazing/ketaming,
suleid¥iami j veng tiriami apsauginiai preparatai, procediira baigiama attickant
kaklo dislokacija. Visos atlickamos procediiros be galimybes atgaivinti.

Rats will be deeply anaesthetized with xylasine/ketamine, then the intravenous
infusion of protective compounds will be performed and after cervical
dislocation organs and tissues will be removed. All procedures will be done
without possibility to revitalize animals.

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

Projektas nebus vertinamas atgaline data.
The project will not be evaluated retrospectively.

10. Reikalavimy maZinti bandomyjy gyviiny skaiciy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZiangius pakeisti bandomuyjy gyviiny naudojimg bandymo su gyvinais procediroms

alternatyviais metodais, jgyvendinimas /

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

animals, refinement of conditions under w

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

Alternatyviy metody néra, Sisteminio apsauginiy medziagy poveikio sukeliant
organy iSemija tyrimai turi biiti atliekami su gyviinais.

There are no alternative methods. Determination of systemic protective effects
of compounds in ischemia-damaged organs must be done with animatls,

10.2. Bandomuyjy gyviiny skaidiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
mnumber of animals

Gyviiny kiekio daugiau maZinti negalima. Gauti rezultatai turi biiti statistiskai
patikimi,

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

10.3. Bandomuyjy gyviny naudojimo
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai bus priiarimi pagal visus LR teisés aktuose numatytus gyviiny teisiy
ir priezifiros keliamus reikalavimus. Laikymo sglygos, aplinka ir narvai atitiks
VMVT direktoriaus 2012 m. spalio 31 d. jsakymu Nr. B1-866 ,,D¢l mokslo ir
mokymo tikslais naudojamy gyviiny laikymo, prieZiiros ir naudojimo
reikalavimy patvirtinimo®,

Animals will be maintained according to all statutory LR animal rights and care
requirements. Environment, storage conditions and cages conform the VMVT
2012 october 31 order B1-866 ,,Animals for scientific and educational purpose
storage, maintainance and use”.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

Oro tarfos poveikiai plaudivose: stebésenos  rodikliai
fitocheminémis medZiagomis

phytochemical compounds

ir 1'eguliavimas_'

Pulmonary effects of air poliution: indicators for monitoring and regulation by

2. Projekto trukmé /
Duration of the Project

2017 03 01-2019 09 30

3. ReikSminiai Zodziai (ne dangiau kaip 5)/ | Laboratorinés pelés, oro tar¥a, cigare¢iy diimai, létiné obstrukcing plaudiy liga,

Key words (maximiun 5)

citrulininimas, fitokanabinoidai
Laboratory  mice,  air pollution,  tobacco smoke,
phytocannabinoids

citrullination,

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

TAIP/
YES

NE /
NO

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

_1_

4.2. Akinamyju ar taikomujy moksfiniy tyrimy tikstai /
Purpose related to translational and applied research

+

4.3. Vaisty, maisto, paary ir kity medziagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti
¥moniy ir gyviny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar ju poveikio, uztikrinti ligy prevenciia,
diagnozavima ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
¥moniy, gyviny arba augaly fiziologine biiklg ar gerinti gyviny gerove /
Purposes related to the control of pharmacenticals products, food, feed or
other materials or the development, production, gualify, efficiency and
safety of products seeking fo prevent human or animal diseases or their
health disorders, plant diseases or ofher abnormalities or their impacts [0
esure the prevention of diseases, their diagnosis or treafment, fo assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare

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

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riigies 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 kvalifikacijg /

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

4.7. Kriminaliniy tyrimy tikslai/
Purposes related to forenisic investigations

4.8, Tam tikros bukiés geneti¥kai modifikuoty gyviny, nenaudojany kitose
procedirose, linijos sukiirimo ir {¥latkymo 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 /

{&tirti citrulininimo procesus plautiy audinyje (pelés), ju baitymus taikinius ir

Description of the objectives of the efektus plaudiy bei kity organy struktiirinése lastelése, veikiant pelés organizing

FProject

Iasteliy senéjimo procesus.

toksiniais veiksniais (pvz., oro tarfos kietosiomis dalelémis, kietyjy daleliu
ekstraktu, dujine oro tarSos fazés dalimi, cigaretiy dumais ir/arba jy ekstraktu),
jvertinti citrulininty baltymy pasiskirstyma pelés organizme ir i¥bandyti naujas
fitocheminess med¥iagas, slopinangias/létinangias baltymy citrulininimg i




To assess citrullination process in mouse lungs: to identify protein targets amﬂ
effects of such modification on structural cells within the lungs and other
organs by exposing mouse organisms to air pollution related toxic agents, like
particulate matter from air pollution (PM), extract of PM, cigarette smoke (CS)
and/or extract of CS, also, possibly, gascous phase of air poliution. We also aim
to investigate possible ameliorating effects of certain herbal extracts on air
pollution-induced citrulination and cell aging.

Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projekia
mokslui, gyviinams ir (ar) ¥monéms) /
Potential benefits likely to derive from
the Project (i. . how scierice conld be
advanced or humans or animals could
benefit from the project)

Miisy gauti duomenys jpalins pasivinkti dietines ir terapines intervencijas
plaugiy sveikatai puoseléti ir sveikam senéjimui uztikrinti. Naujai identifikuoti
citrulininimo indikatoriai peliy organizme leis taikliau parinkti ir stebéti
procesus Zmoniy plaugiuose, atrasti vienijantius prieZastinius ry3ius tarp ligy
grupiy bei kurti naujas efektyvias gydymo ir prevencines strategijas

Data obtained in our study will enable to sclect appropriate dietary and
therapeutic interventions for maintaining lung health and healthy aging. Novel
indicators of citrullination in mouse organism will allow tailored selection and
monitoring of the human lung destruction processes, will help identify commaon
processes across disease group(s) and will enable development of the novel
effective management and prevention strategies.

Projekte numatomos naudoti gyviny
riidys ir preliminarus gyviny kiekis {vne)/
Expected species and approximale
numbers of animals to be used in the
Project (in numbers)

Linijinés BALB/c linijinés pelés (100 gyvany). Pelés suskirstytos i 8 grupes
(kontrolings ir vandomosios). Line 100 BALB/C mice. Animals will be divided
into 8 groups (control and freatelmen £roups).

Numatomas poveikis gyviinui (-ams)
atsiZvelgiant | planuojamas bandymo su
gyviinais procediras (t. y. kokj galima
skausma ar kantias galimai patirs
gyvinas ir koks numatomas bandymo su
gyviinais procediiry u¥baigimo bidas}) /
The expected effects on an animal(s) in
the context of the profected procedures
of experiments on animals (i. e. expecied
fevel of severity of pain or suffering io be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Projekto vykdymo metu su bandomaisiais gyvanais bus atliekamos lengvos
procediiros, remiantis procediiry sunkumo klasifikacija (6.13). Dél su gyviinu
atlickamos procediivos gyviinas nepatirs skausmo, kan¢ios ar baimés, o bendra
gyvino gerové ir bendra bakle labai nepablogés; ty. procediros sukels
minimaly diskomfortg gyviinams. Bandymo pabaigoje gyvinai bus nuZudomi,
surinktas jy kraujo serumas ir paimti vidaus organai.

The expected effects on animals in the context of the projected procedures will
be mild (6.13). During procedures animals will not experience pain, suffering
or distress, as well as procedures with no significant impairment of the well-
being or general condition of the animals. At the end of experiment the animals
will be killed and their blood serum and internal organ will be collected.

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

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

10. Reikalavimy maZinti bandomujy gyviiny skaitiy bandymo su gyvinais procedaroms, gerinti bandomuyjy gyviany naudojimo
salygas ir taikyti metodus, leid¥iandius pakeisti bandomujy gyviny naudojimg bandymo su gyviinais procediiroms

alternatyviais metodais, igyvendinimas /

Implementation of the requirements for the reduction of the smumber of animals used in procedures of experiments on
animals, refinement of conditions under which animals ave used for the procedures and application of methods, which
als in the procedures by alternative methods

enable the replacement of the use of anim

10.1.  Gyvy bandomuyjy gyviiny naudojimo

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

Pirmiausia bus surinkti ikiklinikiniai rezuitatai in vitro naudojant Zmogaus
lasteliy kulttiras bei tiriant kliniking donoring pacienty medZiaga. Taip aptikti
tarfos poveikiai bus palyginami su toksiniais oro tarfos ir cigaretiy dimy
poveikiais atlickant bandymus su laboratoriniais gyviinais. fn vivo dalies
negalime i¥vengti, nes in vitro metodai naudoijant lasteliy kuitilras, neatspindi
visapusio tar¥os poveikio, vykstangio gyvuose organizmuose.

Preclinical data from in vitro experiments will be collected first, These
experiments will be carried out in human cell cultures and donated redundant
clinical specimens. The effects of air poliution detected in preclinical studies
will then be re-assessed in laboratory animals. This i vivo part is crucial for the
validation of the results since in vifro experiments would not demonstrate any
of systemic effects that are always connected to polfution exposure.

10.2. Bandomuyjy gyviiny skaidiaus

Moksliniy tyrimy projekiai rengiami_ir tyrimai_su bandomaisiais _gyvinais




maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

planuojami atsiZvelgiant j fundamentiniy ir taikomwyjy Ziniy poreikj tiriamojoje
srityje, faip pat jvertinant tarptautinius mokslo pasiekimus. Numatomas
bandommyjy gyviny skaidius yra minimalus, norint pasiekti wZsibréZtus projekto
tikslus. I¥ anksto suplanuojami eksperimentai, jvertinamas minimalus
reikalingas laboratoriniy gyviiny skaiius, norint gauti statisti¥kai reik¥mingus
eksperimentiniy tyrimy duomenis. Atlikty eksperimenty duomenys bus
nedelsiant apdorojami, jvertinamas jy statistinis reik¥mingumas ir i§ karto
sprendZiama, ar reikia atlikti tokio fipo eksperimentg pakartotinai ar jau
pakanka turinnyg duomeny tyrinyy rezultatams pateikti/

Based on current scientific knowledge and a need for findamental and applied
knowledge in this area the number of animals is set. And it is set to minimal to
obtain stafistically significant results in this profect. All procedures have been
already planned. The data from initial studies will be analyzed immediately
after the experiment to decide whether replication is needed or not. Scientific
literature associated with project topics will be analyzed during the study to
avoid unnecessary repeat of experiments.

10.3. Bandomuyjy gyviing naudejimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Bandomieji gyviinai bus laikomi vadovaujantis naujausiais bandomyjy gyviny
naudojimo moksliniuose eksperimentuose direktyvos reikalavimais. Sickiant
apsaugoti bandomuosius gyviinus nuo bereikalingo streso, skausmo, kanéios ar
baimés, kiekviena dieng juos stebés ir jais riipinsis kvalifikuoti darbuotojai.
Gyvenamieji narvai bus standartinio reglamentuoto dydZio, gyvimai bus deriami
tik jiems skirtu visaverdiu pafaru, palaikoma pastovi aplinkos temperatiira,
drégmé, ¥viesos reZimas. Personalas ir tyréjai yra apmokyti dirbti su gyvinais,
nesukeliant jiems nereikalingo streso, baimés ar skausmo. Su gyvinais tfyréjai
periodigkai bendraus, kad gyvinai priprasty prie tyréjy ir naujos aplinkos bei jy
nebijoty. Visos procediiros su gyviinais bus atliekamos pagal ES direkiyva
2010/63 EU.

Various methods will be employed to avoid, alleviate and minimize the potential
pain, disstress, and other adverse effects suffered by the animals involved and
1o enhance animal wellbeing. 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/cages femperatures, 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. All procedures with animals will be done under
European Directive 2010/63/EU.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkrigio 25 d.

jsakymu Nr, B1-761

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

ANIMALS

1. Projekto pavadinimas /
Project Title

Antimikrobinto preparato, skirto eksperimentings Klebsiella
pneumoniae sukeitos pnewtmonijos gydymui, efektyvumo,
farmakokinetikos ir farmakodinamikos tyrimas naudojant
imunosupresinio it imunokompetentinio triudio modelj.
Antimicrobial agent which is used o treal prenmonia caused by
Klebsiella pnewmonia, effectiveness, pharmacokinetics and

-

imnminocompelent rabbit wodel.

pharmacodynamics reseqrch using immunosuppressive and

2. Projekto trukmé /
Duration of the Profect

2017 02 Gt — 2019 012 3}
¢ 022017 31122019

kaip 5)/

3. Retk$miniai ZodZiai (ne daugiau

Key words (maximui 5)

Antimikrobinis, pneumonija, tringiai
Antimicrobal, pnenmonia, rabbits

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

TAIP/
YES

NE/NO

Project

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

NiE/NO

4.2. Aidkinamyjy ar tatkomuyjy moksliniy tyrimy tikslai /
Purpose related to iranslational and applied research

TAIP/
YES

4.3, Vaisty, maisto, paSary i kity medziagy ar produkty
kiirimo, gamybos, kokybeés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant ivengti Zmoniy ir gyvany figy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar ju poveikio, uZtikrinti ligy
prevencijy, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing biklg ar gerinti gyviiny gerove /

Purposes related to the control of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and safely of
producis seeking to prevent hman 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, [0 G55ess, identify,
control or change the physiological condition of humnans,
animals or planis or improve the animal welfare.

TAIP/
YES

4.4. Gamtinés aplinkos, reikalingos Fmoniy ar gyviiny
sveikatal ar gerovel, apsaugos tikslai /

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

NE/NO

1.5, Moksliniy tyrimy tikslai siekiant atitinkamos riifies
igsaugojimo /

Puposes of scientific reasearch seeking the preservation
of a cerfain species

NE/NO

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

NE/NO
|




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

4.7. Kriminaliniy tyrimy tikslai / NE/NO
Purposes related (o forensic investigations
4.8, Tam tikros biklés genetidkai modifikuoty gyviiny, NE/NO

i8laikymo tikslai /

Purposes related o the developnient 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

Vertinsime antimikrobinio preparato
farmakokinetika kraujo plazmoje ir
plautivose, efcktyvumg gydant pneumonijy
sukelty Kiebsiella pneumonia, teiksime
eksperimentines gydymo dozes Zmonéms./

We evaluate pharmacokinetic in blood plasma
and lung efficiency of antimicrobial agent
during treatment of preumonia caused by
Kiebsiella prewntoniae, and we will offer
experimental therapeutic levels for human
treatment,

"6 Numiatoma projekto navda (€. y.
kokia numatoma nauda atlikus
projekty moksiui, gyviinams ir (ar)
Zzmonéms) /

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

project)

Bus sukurtas efektyvus antimikrobinis preparatas
gydantis Zmones nuo atsparumu
pasiZymingios Klebsiella pneumonia
sukeliamos pneumonijos, /

This will create an effective antibiotic treatment
Jor people from the resistance characterized
preumonia by Kiebsiella pneumoniae.

7. Projekte numatomos naudoti
gyviiny riidys ir preliminarus
gyviiny kiekis (vnt.} /

Expecied specles and approximate
numbers of animalis to be used in
the Project (in numbers)

‘Friudis {Oryctolagus cuniculus), Naujosios
Zelandijos veisle, 128 vat, /

Rabbits (Oryetolagus cuniculus), New Zealand
breed. 128 pes.

8. Numatomas poveikis gyviinui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyviinais procediiras
(t. y. kokj galimg skausmg ar
kanéias galimai patirs gyviinas ir
koks numatemas bandymo su
gyviinais procedfiry 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
Sinalising the procedures of
experiments on animals)

Procediiry metu gyviinai nepatirs skausmo, nes
triudiai chirurginiy procediiry metu bus
anestezuoti, méginiai bus imami per fiksuota
kateterj, todél stresas yra minimalus. Gyviinai
bus eutanazuojami, suleidus tam skirtg
registruoty preparata. /

The animals will not suffer pain during
procedures, because swrgical procedures will
be performed on the anesthetized rabbifs,
sampies will be taken through a fixed
catheler, so the siress is minimal. Animals be
enthanised by lethal infection of registered
veferinary product for euthanisia,

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

NE/

NO




Reirospective assesment of the
project (if the retrospective
assesment is needed the deadline
has to be_specified)

10. Retkalavimy mazinti bandomuyjy gyviny skaidiy bandymo su gyviinais procediiroms,
gerinti bandomuyjy gyviiny naudojimo sglygas ir taikyti metodus, leidziantius pakeisti
bandomuyju gyvany naudojima bandymo su gyviinais procedtiroms alternatyviais

metodais, jgyvendinimas /

Implementation of the requirements

for the reduction of the number of animals used in

procedures of experinents 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 gyviing
naudojimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Reikalingas gyvas organizmas su pilna
neurohumoraline sistema ir pilnu atsaku.
Live arganisms are needed with full neurohumoral

system ant clear response.

10.2. Bandomuyjy gyviiny skaidiaus
maZinimo reikatavimo taikymo
pagrindimas /

Justification of the reduction of the
nimber of animals

128 triudial reikalingi, kad gautume auk$tg
duomeny patikimumg. Projekto metu buvo
atsizvelgta | 3Rs koncepeija.

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

10.3. Bandomujy gyviiny naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /
Jusiification of the refinement of
conditions under which antmals
are used

Gyviiny laikymo aplinka, narvai ir laikymo
sglygos, visos atliekamos procedaros atitiks 2010
m. rugséjo 22 d. Europos Parfamento ir Tarybos
direktyvos 2010/63/ES dél moksto tikslais
naudojamy gyviiny apsaugos reikalavimus,
Tarybos Direktyva 98/58/EB dél tkines paskirties
gyviiny apsaugos.

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




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

infarkto gydymui, tyrimas naudojant aviy modelj

treatment of chronic ischemic disease of sheep model

Skirtingy sudégiy elastino preparaty efektyvumo, létinio iSeminio

Different configurations of the elastin product effectiveness study using it in the

2. Projekto trukmé /
Duration of the Project

2017-05-01 —2018-12-30 (19 mén.)
(19 month) 01-05-2017 - 30-12-2018

3. Reik¥miniai Zod¥iai (ne daugiau kaip 5) /

Key words (maximum 5)

ISeminé dirdies liga; Infarktas; Atrojotojo 3irdis; Kamieninés lastelés;
Ischemic hearl disease; Infarctation; Ruminant heart; Stem cells;

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

TAIP/ | NE /
YES NO

4,1. Fundamentaliyjy moksliniy tyrimy tikslai /
Purpose related fo basic research

X

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

X

4.3, Vaisty, maisto, pafary ir kity medZziagy ar produkty kirimo, gamybos,
kokybés, veiksmingumo ir sangumo tikrinimo tikslai sickiant iSvengti
¥moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti tigy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontrolivoti ar pakeisti
Fmoniu, gyvany arba augaly fiziologing biiklg ar gerinti gyviny gerove /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts to
esure the prevention of diseases, their diagnosis or lreaiment, fo assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

4.4, Gamtings aplinkos, reikalingos Zmoniy ar gyviny sveikatai ar gerovei,
apsangos 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 atitinkamnos rugies i$saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4,6. Auktojo moksto ar mokymo tikslai siekiant jgyti ar pagilinti profesines
Zintas, kelti kvalifikacija /

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

4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros biiklés genetidkai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos sukirimo ir iflaikymo tikslai /

Purposes related to the developient 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

gydant léting miokardo iSeming liga.

IZeminé miokardo liga viena i¥ pagrindiniy pagyvenusiy Zmoniy mirties
prieZasSiy. DaZnai atliekant operacija, kurios metu sickiama iSgelbéti dar
sveikas miokardo lgsteles ten jau randama nekrozé, todel kuriami kamieniniy
lasteliy pripildyti preparatai, kurie 3irdies raumenyje dar galéty atstatyti
paZeistas lgsteles. Pagrindinis tyrimo tikslas jvertinti elastino kaip vienos
med¥iagos ir elastino su angiogencze skatinantiais faktoriais efektyvumg

Elastino pritaikymas miokardo iSemijai gydyti eksperimentiniy tyrimy metu
priartins prie galimy kiinikiniy diagnostiniy tyrimy satygy. Siekiant Sio tikslo,




pasirinktas objektas (smulkaus atrajotojo ¥irdis) taip pat yra tinkamiausias ir

geriausias imituojant Zmogaus §irdies darbg.

Coronary heart disease is one of the main causes of death of older people.
Often, during the operation, aiming to save more healthy myocardial cells
there already found necrosis, thus creating stem cells filled products that
are the heart muscies can restore damaged cells. The main objective of the
study fo assess the elastin than one material and elastin with the
angiogenesis-promoting factors for the effectiveness of the treatment of
chronic ischemic heart disease.

Elastin customization freal myocardial ischemia in experimental studies
approach the potential clinical trial conditions. To achieve the objective, the
selected object (small ruminants heart) as well as the most appropriate and
best model in cardiology.

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

Tyrimas suteiks galimybe pritaikyti nauja gydymo metodikg Zmogaus
Sirdies létiniy ligy gydymui, nes dabartiniai metodai nevisada duoda
norimg rezultaty. Sis gydymo metodas yra pranagesnis uZ esamus,
nes yra maZiau invazyvus ir ekonomi¥kai naudingesnis, bei tikétini
gijimo rezultatai efektyvesni. Tai bus paskutinis Zingsnis pries
perkeliant gydymo elastinu modelj j klinikinius tyrimus. Praktikoje
$is metodas galés biiti taikomas jau apie 2025 m.

The study will provide an opportunity (o adopt a new method of treatment of
chronic heart disease in a human, because existing methods do not always
give the desired result. This method of treatment is superior to the existing
ones, because it is less invasive and economically beneficial, and expected
results of effective healing. This will be the last step before transferring
elastin treatment model in clinical trials. In practice, the method can be
applied as early as about 2025,

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

Avys 20 vnt.
20 sheeps.

. Numatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandymo su
gyviinais procedaras (t. y. kok] galima
skausmg ar kangias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uZbaigimo biidas) /
The expected effects on an animal(s} in
the context of the 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)

Sis tyrimas priskiriamas vidutinio sunkumo procediy kategorijai — tyrimo
metu gyviinams, esantiems gilioje narkozéje bus atliekama tarakotomija ir
sukeliama priekinés &irdies sienelés raumens i¥emija, po to paZeistas
raumuo bus padengtas naujos kartos elastino gaminin, kurio veikimas
pagristas kamieniniy lasteliy funkcija atmaujinti paZeista Sirdies raumens
audinj.

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

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

10, Reikalavimy maZinti bandomuyjy gyviing skai&iy bandymeo su gyviinais procediiroms, gerinti bandomuyjy gyviing naudojimo
salygas ir taikyti metodus, leidZian¢ius pakeisti bandomyjy gyviiny naudojima bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animals, refinement of conditions under which 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 gyviity naudojimo

ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and

Siekiant istirti [etinio infakito sukeliamus paZeidimus, privalo biiti naudojammas
gyvas ir atsinaujinantis ¥irdies raumuo, kadangi tokie tyrimai su Zmonémis
negali bUt atliekami, pasirenkamas labiausiai kardiologiniams tyrimams
tinkantis modelis avis.




Jor not using alternative methods

To investigate the chronic infarction lesions, must be used living and renewable
hearr muscle, since such sindies in humans can not be conducted, selected the
most suitable model of cardiac research sheep.

10.2. Bandomyjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
nuniber of animals

Tyrimui bus naudojamos 20 vnt. Romanovo veislés aviy, $is skaigius gyviiny
biitinas norint gauti statisti¥kai patikimus rezultatus, planuojamos 5 grupés po
minimaliai 4 gyviinus.
The research will be used in 20 pieces. Romanov sheep breed, the number of
animals needed to obtain statistically reliable results, the planned 5 groups of a
minimum of 4 animals.

10,3, Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo tatkymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyvinams bus jvedamas ilgalaikis intraveninis kateteris, kurio pagalba vaisty
injekcijos bus neskausmingos ir nesukels kan&iy ir baimeés.

Animals will be entered long-term intravenous catheter, the help of which drug
infection will be painless and will not cause suffering and fear.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkrid¢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

Probiotiniy mikroorganizmy ir egzofermenty jtakos galvijy
didZiojo prieskrandzio turinio fermentaciniy procesy
optimizavimui, produktyvumo didinimui ir sveikatos gerinimui
tyrimai /

The research on the influence of probiotic microorganisms and
exoenzymes on opfintization of ruminal fermentation processes,

productivity and hedlth of catle

2. Projekto trukmée /

3 metai /

Duration of the Project 3 years

3. Reik3miniai ZodZiai (ne daugiau

kaip 5)/

Key words (maximum 5)

COW, IIcro-organisms, exoenzymes

karvé, mikroorganizmai, egzofermentai /

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

TAIP/
YES

NE/NO

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

4.2. Aiskinamuyjy ar taikomuyjy moksliniy tyrimy
tikslai /

Purpose related to translational and applied
research

4.3. Vaisty, maisto, paSary ir kity medZiagy ar
produkty kurimo, gamybos, kokybés,
veiksmingumo ir saugumo tikrinimo tikslai siekiant
i$vengti Zmoniy ir gyviiny ligy ar sveikatos
sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavima ar gydyma, jvertinti,
nustatyti, kontroliuoti ar pakeisti Zmoniy, gyviiny
arba augaly fiziologine biikle ar gerinti gyviiny
gerove /

Purposes related fo the control of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and
safely of prodiicts seeking to prevent humarn or
animal diseases or their health disorders, plant
diseases or other abnormalities or their impacls to
ensure the prevention of diseases, their diagnosis or
treqtment, 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
gyviny sveikatai ar gerovei, apsaugos tikslai /




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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos X
riiSies i¥saugojimo /

Purposes of scientific research seeking the
preservation of a ceriain species

/

4.6. Aukstojo mokslo ar mokymo tikslai siekiant X
igyti ar pagilinti profesines Zinias, kelti kvalifikacija

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

sukiirimo ir

procedures

gyviny, nenaudojamy kitose procedirose, linijos

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

4.7. Kriminaliniy tyrinwy tikslai / X
Purposes related fo forensic investigations
4.8. Tam tikros bukles genetidkai modifikuoty X

iflaikymo tikslai /

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

Tikslas — nustatyti probiotiniy mikroorganizmy ir egzofermenty
jtaka pieniniy karviy didZiojo prieskrandZio turinio
fermentaciniams rodikliams, produkcijos kiekiui ir kokybei bei
sveikatos biiklei.

UZdaviniai:

1. Jvertinti tiriamojo priedo poveikj didZiojo prieskrandZio
turinio mikrobiologiniams ir biocheminiams rodikliams bei
pasary sausyjy medZiagy virSkinamumui;

2. I&tirti tiriamojo priedo jtakg kraujo biocheminiams
rodikliams, streso hormony kiekiui seilése ir plaukuose,
i¥maty kietyjy daleliy dydZiui ir kiekiui.

3. I3analizuoti tiriamojo priedo jtaka primilZiams ir pieno
sudediai. /

The purpose is to determine the influence of probiotic micro-

organisms and exoenzymes on ruminal fermentation

characteristics, milk yield and quality, health status of dairy

COWS.

Objectives:

1. To estimate the influence of experimental supplement to

microbiological and biochenical parameters of rumen fluid and

dry matter digestibility of forages.

2. To investigate the influence of experimental supplement fo

blood biochemical parameters, stress hormone amount in saliva

and hairs, raw particles size and quantity in manure.

3. To analyze the influence of experimental supplement on mitk

vield and milk composition.

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

Bus parengtos rekomendacijos Lietuvos pieniniy galvijy
auginfojams, kaip efektyviai panaudoti vietinius paarus ir
paSary priedus, uZtikrinat tinkama karviy didZiojo prieskrandZio
veikly, pieno produkcija bei karviy sveikatingumag, /




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

There will be developed recommendations for Lithuanian dairy
caltle farmers about efficient use of local feed and feed
additives to ensure the appropriate level of ruminal processes,
milk production and cows' health.

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

30 pieniniy karviy (Lietuvos Zalyjy ir Lietuvos juodmargiy
veislés). /

30 dairy cows (breeds Lithuanian green and Lithuanian
black&white)

8. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j
planuojamas bandymo su
gyviinais procedaras {t. y. kokj
galimg skausmg ar kandias
galimai patirs gyvinas ir koks
numatomas bandymo su
gyviinais procediiry uzbaigimo
biidas) /

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

Gyviinams bus taikomos lengvai kategorijai priskirtos
procediros: didZiojo prieskrandZio zondavimas, kraujo émimas,
seiliy ir iSmaty surinkimas bei plauky kirpimas, todél skausmo
nepatirs, Gyviinai nebus Zudomi, /

Procedures applied for animals are characterized as mild
category: rumen fluid probing, blood sampling, collecting
saliva and manure, hair cutting. During procedures animals
would not feel any pain. Animals will not be euthanized,

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

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

Nereikalingas /
Not needed

10, Reikalavimy maZinti bandomuyjy gyviiny skai¢iy bandymo su gyvinais procediroms, gerinti
bandomyjy gyviiny naudojimo salygas ir taikyti metodus, leidZian€ius pakeisti bandomuyjy gyviiny
naudojimg bandymo su gyviinais procedtiroms alternatyviais metodais, jgyvendinimas /
Implementation of the requirements for the reduction of the number of animals used in procedures
of experiments on animals, refinement of conditions wnder which animals are used for the
procedures and application of methods, which enable the replacement of the use of animals in the
procedures by alternative methods

10.1. Gyvy bandomuyjy gyviiny
naudojimo ir alternatyviy
metody nenaudojimo
reikalavimo taikymo
pagrindimas /

Tyrimams alternatyviy metody taikyti negalima, nes stebimos
organizmo reakcijos, tod¢l biitina pilna neurchumoraling
organizmo funkeijy reguliacija. /

There is no possibility to use alternative methods. It is necessary
to observe body reactions, therefore full newrohuntoral
regulation of body functions is required.




Justification for using live
animals and for not using
alternative methods

10.2. Bandomyjy gyviny
skaigiaus maZinimo
reikalavimo taikymo
pagrindimas /

Justification of the reduction of
the number of animals

Tyrimams pasirinktas minimalus gyviiny skaidius siekiant
gauti pakankamai rezultaty statistiniams skaidiavimams. /
The minimal number of animals was selected, to ensure proper
arnount of results for statistical calculations.

10.3. Bandomyjy gyviiny
naudojimo salygy gerinimo
reikalavimo taikymo
pagrindimas /

Justification of the refinement
of conditions under which
animals are used

Gyvinai bus priZititimi pagal LR teisés aktuose numatytus
reikalavimus. Numatoma atlikti minimaly procediiry
skai¢iy vienam gyviinui, /

Animal care will be carvied out according the Requirements of
LT laws. A minimum number of procedures per animal intended
to carry out.




Forina patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVONAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

Adoptyvios limfocity pernafos prie§navikiniy mechanizmy tyrimas

Studies of antitumor mechanisms of adoptively transferred
lymphocytes
2. Projekto trukmé / 2017-03-01 iki 2020-12-31
Duration of the Project
3. Reik¥miniai Zod¥iai (ne daugiau kaip 5)/ | Pelés, imuniné sistema, limfocitai, augliai
Key words (maximum 5) Mice, imimune system, lymphocytes, tumors
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, Aizkinamuyjy ar taikomyjy moksliniy tyrimy tikslai / Ne/
Purpose related to translational and applied research No
4.3. Vaisty, maisto, paary ir kity medZiagy ar produkty karimo, gamybos, Ne/
kokybes, veiksmingutho ir saugumo tikrinimo tikslai siekiant i§vengti No
Fmoniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly figy arba
kity anomalijy atsiradimo ar ju poveikio, utikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontrolivoti ar pakeisti
¥moniy, gyviiny arba augaly fiziologing bkl ar gerinti gyviiny gerove /
Purposes related o the control of pharmacenticals 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 thelr impacts to
esure the prevention of diseases, their diagnosis or Ireatmeint, 10 assess,
identify, control or change the physiological condition of Iumans, animals
or plants or improve the animal welfare.
4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny sveikatai ar gerovei, Nef
apsaugos tikstai / No
Purposes related to the protection of natural envirowment in the interesls of
health or welfare of human beings or animals
4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riSies i¥saugojimo / Ne/
Puposes of scientific reasearch seeking the preservation of a certain species No
4.6, Aukstojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines Ne/
Zinias, kelti kvaliftkacija / No
Puposes related to higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications
4.7, Kriminaliniy tyrimy tikslai / Ne/
Purposes related to forensic investigations No
4.8. Tam tikros biiklgs geneti¥kai modifikuoty gyviiny, nenaudojamy kitose Ne/
procedrose, linijos sukiirimo ir i¥laikymo tikslai / No
Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other
procedures

5. Projekto tiksly apra¥ymas /

Description of the objectives of the

Project

Projekto tikslas yra iStirti veiksnius, nuo kuriy priklauso véZio
adoptyvinés T limfocity terapijos efektyvumas. Adoptyving T limfocity
pernaga yra perspektyvus véZio gydymo biidas. Taikant ¥ metoda,
pavyksta sukelti naviko regresija apie 50% i§plitusia melancma
serganiy ligoniy, tadiau néra Zinoma, kodél kitiems ligoniams limfocity
pernaga néra_efektyvi. Vykdant projekts, bus tiriamas tirpiy faktoriy |




serume ir egzosomy vaidmuo prie$navikinivose pernedty limfocity
mechanizmuose. Bus siekiamia ifaikinti, kaip limfocity prieSnavikinis

poveikis priklauso nuo navikiniy lasteliy profiferacijos intensyvumo.

The aim of the project is to evaluate factors influencing effectiveness of
adoptive T cell therapy of cancer. Adoptive T cell therapy is a promising
method of treatment of cancer. Using this method, regression is
achieved in more than 50 per cenl of patients with disseminated
melanoma, However, it is not known, why this treatment method is not
effective in the rest of patients. In this project, the role of soluble serum
factors and the role of exosontes in antitumor mechanisms of transferred
Iymphocytes will be investigated. In addition, the aitempls will be made
to determine how antitumor effect of lymphocytes depends on the
proliferation status of tumor cells.

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

Tikimasi, kad projekto metu gauti rezultatai leis efektyviau panaudoti
adoptyving T limfocity terapija véZiu sergandiy ligoniy gydymui,
Planuojamas projektas priklausyty fundamentiniy tyrimy kategorijai,
todél sunku numatyti, kada projekto metu gautus rezultatus bty galima
pritaikyti praktikoje.

It can be expected that results of the project will help to use the
adoptive T cell therapy more effeciively in treatment of cancer. The
proposed project can be assigned to basic science category. Thus, it is
difficult to predict when the results can be applied in practice.

. Projekte numatomos naudoti gyviiny
rii%ys ir prefiminarus gyviiny kiekis (vat.)/
Expected species and approximate
numbers of animals to be used in the
Project (in nunibers)

Linijinés C57BL/6 pelés -60 wnt.
DBA/2 pelés — 60 vnt,

Rag2”pelés - 60 vnt.

B-actin-luc pelés -30 vnt

Inbred strains of mice
C57BL/6 - 60

DBA/2 - 60
Transgenic mice
Rag2™” -60
B-actin-luc - 60

. Numatomas poveikis gyviinui (-ams)
atsiZvelgiant | planuojamas bandymo su
gyviinais procediras (t. y. kokj galima
skausma ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry u¥baigimo biidas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals (1. e. expected
level of severity of pain or suffering to be
likely experienced by an animal and
what is the expected way of finalising the
procedures of experiments on animals)

Projekto vykdymo metu su bandomaisiais gyvinais bus atlickamos
lengvos ir vidutinio sunkumo procediiros, remiantis procediiry sunkumo
Klasifikacija. Dél su gyvimu atliekamos procediiros gyviinas patirs
trumpalaikj nedidelj skausma injekeijos j j retroorbitalinj veninj rezginj
metu, kas sukels minimaly diskomfortg gyviinams, tadiau bendra
gyvilno gerové ir bendra biiklé labai nepablogés. Dikomfortg pelés jaus
ir naviko augimo metu. Injekcijos j retroorbitalinj veninj rezginj metu ir
vaizdinant peléms bus taikoma izoflurano anestezija. Eksperimentui
pasibaigus, pelés bus nuzudytos cervikalinés dislokacijos badu.

Mild and moderate procedures, according to Animal Suffering
Categories, will be performed on laboratory animals during the project.
The animals will suffer short-term pain during injection into refroorbital

2




venous plexus. However, general condition of animals will not
deteriorate significantly during this procedure. The mice will feel sonie
discomfort during tumor growth. The animals will be anaesthetized
using isoflurane dwring injection into refroorbital venous plexus and
during imaging. At the end of experiment the mice will be sacrificed
using cervical dislocation.

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nuradyti, iki kada jis turi biiti atliktas) /
Retrospective assesment of the project (if
the retrospective assesment is needed the

deadline has to be specified)

Projektas nebus vertinamas atgaline data

Not required

10. Reikalavimy maZinti bandomujy gyviinyg skai&iy bandymo su gyvitnais procediiroms, gerinti bandomujy gyviiny naudogimo
sglygas ir taikyti metodus, leidZiancius pakeisti bandomujy gyviiny nandojimg 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 meihads, which
enable the replacement of the use of animals in the procedures by alternative methods

10.}.  Gyvy bandomuyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Vykdant projekta, bus tiriami procesai, kurie vyksta gyvame organizme,
Taigi, butina naudoti gyvus bandomuosius gyvinus. Siam projektui
tyrimai in vitro netaikytini,

Processes that take place in living organisms will be investigated
in the project. Thus, it is necessary io use experimental animals. It
is not possible to obtain the required knowledge with in vitro
experiments.

10.2. Bandomujy gyviiny skaigiaus
maZinimo reikalavimo taikymo
pagrindinas /

Justification of the reduction of the
number of animals

Eksperimentinés grupés bus sudaromos i§ minimalaus gyviiny skaigiaus

Experimental groups will be formed using minimal numbers of animals.

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 Techniplast narvelivose ir
sistemose prisilaikant 2010/63ES direktyvos ir VMVT Mokslo ir
mokymo tiksliais naudojamy gyviiny laikymo, prieZifiros it naudojimo
reikalavimy,

Animals will be kept under standard conditions in Techniplast cages and
systemis in accordance with 2010/63ES directive and with requirements
Jor keeping, care and usage of animals for scietific and educational
purposes issued by The State Food and Veterinary Service.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkriéio 25 d,

jsakymu Nr. BI-761

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

1. Projekto pavadinimas /
Project Title

Specialiy diagnostiniy ir gydomyjy procedary
naudojant paZangiausig operacing jrangg mokymai
rezidentams

Specifie diagnostic and therapettic procedures using the most
advanced operating equipment, course for residents

2. Projekto trukiné /
Duration of the Project

28 mén.
28 month

3. Reik&miniai ZodZiai (ne daugiau
kaip 5} /
Key words (maximum 5}

mokymai st gyviinais, kiaulés laparoskopija, kiaunlés modelis,
animal trial, swine laparoscopy, swine model

4. Projekto tikslas (-ai) /

TAIP/ NE/NO

Purpose of the YES
Project 4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X
Purpose related to basic research
4.2. Aiskinamuyjy ar taikomiy moksliniy tyrinm tikslai / X
Purpose related to lransiational and applied research
4.3, Vaisty, maisto, padary ir kity medZiagy ar produkly X

kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai sickiant iSvengli Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing bilkle ar gerinti gyviiny gerove /

Purposes related fo the control of pharmaceuticals
produets, food, feed or other materials or the
development, production, quality, efficiency and safety of
producis seeking lo prevent hman or animal diseases or
their health disorders, plant diseases or other
abnormalities or their impacts (o esure the prevention of
diseases, their diagnosis or treainient, lo assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare,

4.4, Gamtings aplinkos, reikalingos Zmoniy ar gyviiny X
sveikatai ar gerovel, apsaugos tiksiai /

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

4.5. Mokstiniy tyrimy tikslai sickiant atitinkamos riiSies X
isaugojimo /

Purposes of scientific research seeking the preservation
of @ certain species




4.6. Aukstojo mokslo ar mokymo tikslai sickiant jgytiar | X
pagilinti profesines Zinias, kelti kvalifikacijg /
Purposes related to higher education or training aimed
at gaining or deepening professional knowledge or
improving qualifications

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

4.7, Kriminaliniy tyrimy tikslai / X
Purposes related {o forensic investigations

4.8, Tam tikros buklés genetiskai modifikuoty gyvimy, X
nenaudojamy kitose procediirose, linijos sukdirimo ir

islaikymo tikslai /

5, Projekio tiksly apra¥ymas /
Description of the objectives of the
Project

Sis mokymo kursas yra skirtas universiteto gydytojy rezidenty
praktiniams jgidziams lavinti atliekant laparoskopines operacijas,
siekiant pagilinti profesines Zinias, kelti kvalifikacija. Projckto
metu bus organizuojamos mokymo operacijos, kuriy tikslai:
Siuolaikings chirurgijos — laparoskopiniy, endoskopiniy metody
tatkymas ir gyvybiskai svarbiy proceddiry atlikimas.

Esamieji ir biisimi medicinos specialistai ne visada gali taikyti naujus
gydymo metodus, nes néra galimybés juos prakti¥kai iSbandyti su
gyvais organizmais. Taip pat sickiama specialisty chirurgy jau
jgytas Zinias ir patirtj kituose universitetuose ar mokymuose
perduoti ir apmokyti Lictuvoje dirbsiantius specialistus,

This training course is designed for university doctor residents
develop practical skilfs in laparoscopic surgery, in order to
deepen their professional knowledge, qualifications. The project
will be organized training operations, which are: a maodern
surgery - laparoscopic, endoscopic methods and life-saving
procedures.

Present and future medical professionals are not always able to
introduce new methods of treaiment, because it is not possible to
test in practice with live organisms. Ii is also aimed at
professionals surgeons have acquired the knowledge and
experience of other universities or training, transfer and trained
Lithuania specialisis.

6. Numatoma projekio nauda (1. y.
kokia munatoma nauda atlikus
projckig mokslui, gyviinams ir (ar)
Fmonéms) /

Potential benefits likely to derive
Sfrom the Project (i. e. how science
could be advanced or humans ov
animals conld benefit fiom the
project)

Gydytojas chirurgas-rezidentas patobulings jefidzius mokymuose su
artimiausiu 2mogui — gyviinu bus patyrgs sekantj kartq cidamas i
operacing asistuoti chirurgui, o véliau ir atlikti operacijas
savarankiskai mokantiojo gydytajo prieZitiroje.

In training surgeon-resident will improve their skills with the
animal, which is the closest to human in anatomic and
physiologic ways. After course will be experienced next time in
operation to assisi the operating surgeon, eventually will
perform operations independently, under supervision.

7. Projekte numatomos natdoti
gyviiny rasys ir preliminarus
gyviny kickis (vnt.)/

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

Kiaulés, 28 vnt,

Swine 28

8. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j planuojamas
bandymo su gyviinais procediras
(t. y. kokj galima skausma ar
kandias galimai patirs gyvinas ir

Visy mokymy metu kiaulé bus anestezuojama be streso ir nepatirs
skausmo, kan&iy ir baimés. Mokymai ir operacijos bus
atlickamos tik po teoriniy paskaity gydytojams-rezidentams,
pirma gydytojai atliks procediras teoriskai paaikindami visus
metodikos ¥ingsnius, imoke siiiti gaidenos odg, kad operaciios




koks numatornas bandymo su
gyviinais procediity uZbaigimo
biidas) /

The expected effecis on an
animali(s}) in the context of the
prafected procedures of
experimenis on animals {i. e.
expected level of severity of pain
or suffering to be likely
experienced by an animal and
what is the expected way of
Sfinalising the procedures of
experiments on animals)

metu pasitaikius Gmiam kraujavimui Zinoty kaip stabdyti, uZdéti
ligatiiras, o i$mokes Siuos svarbiausius Zingsnius ateityje iSgelbés
gyvybs.

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

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

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

10. Reikalavimy mazinti bandomujy gyviiny skaitiy bandymo su gyviinais procedivoms,
gerinti bandomuyjy gyvany naudojimo sglygas ir taikyti metodus, leidZiantius pakeisti
bandomuyjy gyviiny naudojima bandymo su gyviinais proceddroms 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

{0.1. Gyvy bandomyjy gyviiny
naudojime ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Gyvinui atlickama premedikacija tik vieno gydytojo
panaudojus la¥elinés prailginimo sistemg, gyvino
nereikia gaudyti, laikyti ar kitaip gasdinti. Ramiai prie
jos prigjus ir jdorus adata jis nieko nepajaudia,
pasitraukus nuo gyviino jis toliau guli ir nejaucia streso,
vaistai suleidZiami per kelias sekundes. Suleidus
vaistus gyviinas paliekamas ramiai uZmigti vienas be
pasaliniy.

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

10.2. Bandomuyjy gyviiny skaidiaus
maZinimo reikalavimo taikymo
pagrindimas /

Bus naudejami i3 viso 28 gyviinai 100 Zmoniy
apmokinti per 28 mén.

It will be used 28 animals for a fotal, fo train 100
peaple within 28 months.




Justification of the reduction of the
manber of animals

10.3. Bandomyjy gyviiny naudojinio
sglygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Gyviinai nebus laikomi atskirti nuo bandos ar po vieng ne bandoje
ilga laikq, planuojama atveZti gyvilnus pried pat planuojamas
procediiras arba parg pried, siekiant nesutrikdyti bandos ritmo.

Animals will not be kept separate from the herd or one for a long
time, it is planned to bring the animals before the planned
procedures or the day before, in order not to disrupt the rhythin
of the herd.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tamybos
dircktorians 2013 m. lapkridio 25 d.
jsakymu Nr. B1-761

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

1. Projekto pavadinimas /
Project Title

Kaulinio audinio regeneracijos pagerinimas i$laikant auk$tus kokybinius
parametsus, panaudojus skirlingos regeneracinius gydomuosius derinius
Quality improvement of bane regeneration when using different
regenerative materials

2. Projekto trakmé /
Puration of the Project

pradZia 2017-05-01, pabaiga 2020-05-0}
Beginning 201 7-05-01, end 2020-03-01

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

Key words (maximum 5}

Kamieninés lystelés, kaulo regeneracija, PRGF
Stem cells, hone regeneration, PRGF

4. Projekito tikslas (-ai)/
Purpase of the Project

TALP/ | NE /
YES NO

4.1, Fundamentaliyjy mokshiniy tyrimy tikslai / +

Purpose related to basic vesearch

4.2, Aidkinamuyjy ar taikomuyjy moksliniy tyrinw tikslai / +
Purpose relaied lo translational and applied vesearch

4.3, Vaisty, maisto, pagary ir kity medZiagy ar produkty kivimo, gamybos, +
kokybes, veiksiningumo ir saugumo tikonimeo tikslai sickiant i§vengti
Zmoniy ir gyviing ligy ar sveikatos suirikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, witikrinti ligy prevenciia,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologing buklg ar gerinti gyviing gerovg /
Purposes related to the control of pharmaceuticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of producis seeking to prevent humain or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacts fo
esure the prevention of diseases, their diagnosis or treatment, lo assess,
identify, control ar change the physiolagical condition of humans, animals
or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviing sveikalai ar gerovei, +

apsaupos fikslai /
Purposes reluted to the protection of natural environment in the interests of
health or welfare of haman beings or animals

4.5. Moksliniy tyrimy liksiai sickiant atitinkamos rii§ics i¥saugojimo / +

Puposes of scientific reasearch seeking the preservation of a cerlain species

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

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

4.7. Kriminaliniy tyrimy tiksiai / +
Purposes related to forensic investigations
4.8. Tam tikros biklcés genctiSkat modifikuoty gyviing, nenaudojamy kitose +

procedirose, finijos sukirimo ir iflaikymo tikslai /
Purposes related to the development and maintenance of a colony of
genetically altered animals of a certain condition not used in other

procedures

5. Projeldo tiksly apradymas /

Description of the abjectives of the

Project

I§tirti skiriingy regeneraciniy med¥iagy jaky ir sgveikg kaulo regencracijos
procese. Vertingim regeneruoto kaulo, kaulo plastinés medZiagos ir jungiamojo
audinio santyk].

To exantine fhe impact of different regeneraiive materials in bone regeneration
process, Wwill be preformed the evaluation of regenerated boue tissue, bone’s
plastic material and conitective fissue,

6. MNumatema projekto nauda (t. y. kokia
numatoma nauda atlikus projekig

Gauti rezuliaiai padés pagreitinti kauly gijime procesus, kurie bus naudingi tiek
smondéms lick pyvanams, Bus sukurta maZiau invaziné nauja  gydymo




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

metodika, pakeisianti jprasting.

The results will help 1o accelerate the bone healing process that will benefit
both humans and animals, Fhere will be a less imvasive new treatment methods,
replacing conventional.

7. Projekte numatomos naudoti gyviiny
Fiys ir preliminarus gyviing kiekis (vit.) /
Expected species and approximate
ntimbers of animals to be used in the
Lroject {in numbers)

Naujosios Zelandijos veislés triugiai; preliminarus poreikis visam projektui 60
gyvuliuky.
New Zealand Rabbit Breed; prefiminary need of animals for whole project is

60.

& Mumatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandyino su
gyvinais procediiras (1. y. kokj galimg
skausma ar kantias galimai patirs
gyviinas ir koks nuratomas bandymo su
gyviinais procediim uzbaigimo bitdas) /
The expected gffects on an animalfs) in
the cantext of the projected pracedures
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)

Operacijos metu atlickamos procediiros yra priskiriames vidutinio sunkumo
kategorijai. Tadiau visos procediires bus atlickamos gyviinus  piinai
aunestezavus,

Eksperimentas bus wibaigiamas atlickant triugiy cutanazijg, nes toliaw bus
liriamas mikroskopuojant kaulinys audinys.

The operation involves procedures that are classified as moderate severity.
However, the whele procedure will be carried out under full anasthesia.

At the end of experiment arimals will he euthenized, because the bone tissue
beevaluated by microscopy.

9. Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
murendyt, iki kada fis turi biti atlikias) /
Retrospective assesment of the project (if
the reirospective assesinent is needed the
deadiine has to be specified)

10, Reikalavimmy mazinti bandomyjy gyviny skaiciy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviny naudojimo |
salygas ir taikyti metodus, eidiandivs pakeisti bandomuyjy gyviiny naudojima bandymo su gyviinais procediiroms

altenatyviais mctodais, jgyvendinimas /

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

1.1, Gywy bandomujy gyviing nandojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Reikalingas gyvas organizmas su pilna neurohumoraline sistema it piinu atsaku.
Live organisms are needed with filll nevrohumorat systemt ant clear yesponse.

10.2. Bandomwyjy gyviiny skaidiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

60 triugiai reikalingi, kad gautume auk$ty duomeny patikimumg. Projekto metu
buvo afsiZvelgla j 3Rs koncepcija.

60 rabbits needed to obtain high statistical significance. In the project we take
in to accoumnt of 3Rs concepiion.

10.3. Bandomyjy gyviing naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviiny laikymo aplinka, narvai ir laikymo salygos, visos atliekamos
procediros atitiks 2010 m. rugséjo 22 d. Buropos Parlamento ir Tarybos
direktyvos 2050/63/ES d&l molisto tikslais nandojanyy gyviing apsangos
reikalavimus, Tarybos Direktyva 98/58/EB déf kinés paskirtics gyviiny
apsangos.

Al housing environment, cages, procedures will be according to 2010/63/EU
and 98/38/EB directives.




Forma patvirtinis

Valstybings maisto ir veterinarijos tarnybos
direktoriaus 2013 m. hpkritio 25 d.
Jsakymu Nr, BL-761

BANDYMO SU GYV(NAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT F OR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas/ Biologiskat aktyviy medziagy povelkio CNS velklal tyrimai 7 Studdies of the
Project Title effects of bioactive substances on the functioning of the (NS R .
2. Projekio trukmé / 2017-06-81 - 2022-06-G1

Duration of the Profect .
3. Relkiminiai FodZiai (ne daugiau kaip 5}/ { CNS; priklausomybds; elektrofiziologija; Fiurkes; psichofarmakologijo/

Key words (maxinnuan 3) CNS: addiction; elecirophysiology. vals; paychopharmacelogy.
4. Projeklo tikslas (-ai)/ TAIY | NE/S

Purpose of the Project YES NO
1.1, Fundamentallyiy moksliniy tycimy tikslai / +
Purpose refated fo basic research . o
3.2, Aiskinamyjy ar taikonwgjy moksliniy tyrimy tikslai / +
Purpose related to translatienal and applied resewreh
4.3. Vaisty, maisto, paSary ir kity medZiagy ar produkty kirimo, gamybos, +

kokybés, veiksmingumo ir spugumo tikrinimo tiksiai slekiant iSvengtl
#moniy ir gyviny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevenciia,
dingnozavimg ar gydyma, jverlinti, nustatyti, kontrolivoti ar pakeistl
Fmoniy, gyviing arba augaly fiziologing baklg ar gerinti gyviiny gerovg /
Purposes related to the control of, pharmaceuticals products, food, feed or
ather matertals or the development, production, quality, effletency arnd
safety of products seeking to prevenl 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 freatite, 0 assess,
Identify, coniral or change the physiolagical condition of humans, antitals
or plants or improve the animal welfare.

1.4, Gamtinés aplinkos, refkalingos Zmoniy ar pyviiny sveikatai ar gerovel, +
apsaugos tikstai /

Purposes related to the proiection of natural environment in the inferesis of
health or welfare of human beings oy animals

4.5. Moksliniy fyrimy tikskai siekiant atitinkamos ridics i¥saugojimo / +
Puposes of sclentific reasearch seeking the preservation of a ceriain specles
4.6. Aukitojo mokslo ar mokymo tikstai sicklant jgyti ar pagilinti profesines +

Finias, kelti kvatifikacija /
Puposes related to higher educalion or fraining aimed at gaining or
deepening professlonal knowledge or impreving gualifications

4.7, Kriminaliniy tyriow tikslai / +
Purposes related ta forensic investigations
4.8, Tom tikros bkles genctitkai modifikuoty gyviing, nenaudojamy kitose +

procediirose, linfjos sukiirimo ir 13laikymo tikslai /
Purposes related to the developent and mainfenance of « colony of
genetically altered animals of a cerialn condition not used in other

pracedures
5. Projekto tiksly apradymas / Projekio tikslas — itirtl, kaip bioakiyviis Junginiai {(pvz. ctanolis,
Description of the objectives of the nikotinas) keléia CNS veikly, CNS velklos poky&iai bus vertinami in vivo ir in
Project vitro clckirofiziologijos metodais, pasitelkiant Sorinius skirlingy modalumy

{rega, klansa, uosie) stimulus ir elgsenos festais,

The main obifective of this sindy Is 1o assess the effects of blouctive substances

(such as alcohol, nicotine, ete.) on the functioning of the CNS. The changes i

CNS functton will be studied via in-vive and invitra eleciraphysiology and

bohavioral testing.

6, Numatoma projekio nauda (1. y. kokia Tikimasi, kad tyrimy rezultatai pagiling mechanizmy, apsprendZianiy triany
numatoma nauda atlikus projekly veiksniy poveikio CNS velkial, supratinmg, prisidés prie priklausomybés ligy |




mokshui, gyvinams ir (ar) Zmonéms)/
Potential benefits likely to devive from
the Project (1. e. how science could he
advanced or Intntans or animals could
benefit from the project)

mechanizmo supratimo ir o patiu prie prikiausomybés ligy pydymo./
These studies will deepen the understanding of the effects of the bloactive
substances on the CNS and the neural basis of addiction. The results oblained
candd be applied in creating new pharmacologleal addiction therapies.

Projekte numatomos naudoti gyviinyg
riidys ir preliminarus gyviiny kickis (vat.)/
Expected species and approximate
wnnthers of animals to be used in the
Project (in nunbers)

Moksliniams eksperimentams bus naudojani bandomiejl gy vinai - Zurkés
(Wistar, patinai ir patelés). Viso projekto metu bus panaudota apie 300 Ziurkiy/
Experiments will be performed using laboratory rais (Wistar, mafe and female)
as an animal model. About 300 rats will be used during the project.

Numatomas povelkis gyvinui (-ams)
atsizvelgiant | planuojamas bandymo su
gyvimais procediras (L y. kokj galimg
skausmy ar kantlag galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uZbaigimo hitdas) /
The expected effects on an animal(s) in
the context of the projected procedures
of experiments on animals i, c. expecied
fevel of severity of pain or suffering to be
fikely experienced by an animal and
what Is the expected way of finalising the
procedures of experinents vn animals)

Projckio vykdymo metu su bandomaisials gyvanais bus atlickamos lengvos ir
vidutinés progedivos remiantis procediing sunkumo klasilikaclja, D6l su
gyvinu atlickamos proceditcos gyviinas palirs trumpalaik} nedidelj skausig,
kanig ar baimg, o gyviino gerové br bendra biikle labai nepablogés. Nedidelis
skausmas bandomiesiems gyviinams galimas tik vaistiybioaklyviy medZiagy
suleidimo, keaujo méglniy pa¢mimo ir audiniy gljimo po chirurgings galvos
operacijos metu, Sickiant sumazinti bet kokias galimas gyvino kantias bus
naudojama bendra  nejoutra, Gyviinai  bus nugaidinti baigus procediiras.
Procediros uzbaigimas bus altickamas Hziniu metodu; stlickama cervikaling
kaklo stankstefiy disfokacija arba naudojama mirting anestezijos  dozé,
Bandomojo gyvine Zudymas baigiamas patvirtinus kaklo isnirimg ir kraujo
cirkuliacijos nutrikimi. /

The expecied effects on an animal(s) in the context of the planned procedures of
experiments will be mitd(Procedures on animals as a resuli of which the
artimals are likely to experience short-term nitd pain, suffering or distress, as
well as procedures with no significant impairment of the weil-being or general
condition of the animals) or medium. The mild paln is expecied during drug
detivery or blood sampling using needies and during the post surgical healing
period. The kitling of animals will be completed by one of the followhig
methods: anestietle overdose {(death confirmation of permanent cessation of the
circulation) and cervical disfocation (death eonfirmation of distocation of the
neck).

Projeklo vertinimas atgaling data (jeigy
reikolingas vertinimas atgatine daty,
nurodyti, iki kada jis turl batt atikias)/

Retraspective assesment of the project (if

the retrospective assestment Is needed the
deadiine has to be_specified)

to.

Reikalavimy maZinli bandomuju gyviinyg skaltiy bundymo su gyviinals procediiroms, gerinti bandomijy gyviny naudojimo

sglygas ir laikyti melodus, Jeid2iandius pakeisti bandomujy gyviny naudojimg bandymo su gyvinais procediroms

alternatyviais metodals, jgyvendinimas /

Implementation of the reqirements Jor the

reduction of the number of animals used in pracedires of experinents on

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

10.1. Giyvy bandomuyjy gyviny naudojimo

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

Projekte numatyly invaziniy clektrofiziologiniy tyrimy negalima atlikti
su 2monémis. Ziurke yra modelinis bandomasis gyvinas, su kurino galima
nthikti tokio tipo cksperlmentus.

/
tavasive in vive efecirophysiologleal experiments with the brein are not
allowed with humans. Rats are widely used as mode! animals in such studies,

10.2. Bandorayjy gyviing skaidfaus

maZinimo reikalavimo taikymo
pagrindimas /

Justification of the rechiction of the
mumber of enlmals

Moksliniy tyrimy projekial rengiami ir tyrimai su bandomaisiais gyviinais
planuojami atsizvelgiant | fundamentiniy ir talkomyjy Ziniy poreik] triamojojo
stityje, tai pat jvertinant tarplautinius mokslo paslekimus. Vykdant projekte
numatytus darbus ir sickiant optimizueti bandomujy gyviny skaitiy bus
renkamt, kauplami ir analizuojami jvairly parametry statisliniai duomenys, tam
kad ateityje vengti perteklinio bandomyiy gyviiny naudejimo pakartotiniams
tyrimams. Bandomgy numatoas bandomuyjy gyviny skaitius yra minimalus
reikalingas  norint  pasiekti  projekto  tiksius. & anksto  suplanuojami
cksperimentai,  jvertinmnas mintmatus  relkafingas  laboratorinfy - gyviny
skaidius, porint gautl statistidkai patikimus cksperimentiniy tyrimy duomenis.
Allikty cksperimenly duomenys bus nedelsiant apdorojami, jveriinamas iy
statistinis _ patikimumas _ir i3 karlo sprendziana_ar reikia_atlikii tokio tipo

2




cksperimenty pakartolinai ar jau pakanka urimy duomeny tyrimy rezallatams
pateikii/

The ntmber of animals Is sel to wininal to obtain statistically significant
vesults in this project. Alf procedures have been already planned. The duta from
Iittal studies will be analyzed immediately after experiments to decide to
repeat or to finish procedures. Scientific literature related to project topics will
be analyzed all the time to avoid mmecessary repeal of experiients.

10.3. Bandomyjy gyviny naudojimo
sglygy gerinime reikolavimo taikymo
pageindimas /

Justification of the refinement of
conditions under which anhmals are used

Bandomieji gyvinai bus veisiami, suglnami i laikomi vadovaujantis
naujausiomis bandomuyjy gyviing naudojimo moksliniuose eksperimentuose
dirckiyvos reikatavimais. Siekiant apsaugoti bandomuosius gyviinus nuo
bereikalingo streso, skausmo, kangios ar baimés, kickvieng dieny Juos stebds ir
Jais rapinsts kvatifikuoti darbuotojai. Gyvenamieji narvai bus siandartinio
reglamentuoto dydzio, gyviinai bus Serfami tik jiems skinu visaverdiu padant,
palatkoma pastovi aplinkos temperatiiva, drégme, Sviesos rezimas. Personatas ir
tyréjai yra apmokyti dirbti s gyviinais nesukeliant jiems nereikalingo strese,
baimés ar skausmo. Su gyviinais tyrdjal periodifkai bendraus, kad gyvinai
priprasty pric tyréjy ir naujos aplinkos bei jy nebijoty. Procediirg metu ir po Jy
bus naudojama bendrofi anestezija, kurjos déka gyviinas nepalirs papitdomo
skausino, steeso iv balmés. /

Varlons methads to avold, alleviale and minimize the potental pain, distress
and other adverse effects syffered by the antmals Involved. or which enlunce
anmal wellheing wilf be used for justification of the refinement. All animals
wifl 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
roomseage temperatures, humidity and Hght regime will be kept constant and
monftored. Animals will have gentle contact with staff (will be handled)
regulonly to minimize animal stress. Personnel involved in care and working
with laboratory animals have appropriate qualification. All procedures with
animals will be done under Exropean Directive 2010/63/EU.




Forma patvirtinta

Valstybinés 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

1. Projekto pavadinimas /
Project Title

,,Dendritiniy Iasteliy prie§véZiniy autologiniy vakeiny
paruoSimas ir vakciny efektyvumo jvertinimas in vivo pelés
melanomos, plauéiy karcinomos ir glioblastomos
modeliuose®

“The preparation of autologous DC anti-cancer vaccine and
evaluation of vaccine effectiveness in experimental
melanoma, lung carcinoma, and glioblastoma mice models in
vivo”

2. Projekto trukmeé /
Duration of the Project

pradZia 2017-06-01, pabaiga 2019-04-01
start 2017-06-01, end 2019-04-01

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

Prie$véZinés DL vakcinos, imuninis atsakas
Antitumour DC vaccines, immune response

4. Projekto tikslas (-ai) /

TAIP/ YES NE/NO

Purpose of the Project | 4.1, Fundamentaliujy moksliniy tyrimy tikslai / +

Purpose related io basic research

4.2. Aikinamyjuy ar taikomyjy moksliniy tyrimy tiksiai / +
Purpose related to transiational and applied research

4.3. Vaisty, maisto, paary ir kity medZiagy ar produkiy +
karimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai sickiant i8vengti Zmoniy ir gyviiny ligy ar
sveikatos sutrikinmy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevenciia, diagnozavima ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augahy
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 freatment, to assess, identify, control or change the
physiological condition of humans, animals or plants or
improve the animal welfare,

animals

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

Purposes related fo the protfection of natural environment in
the interests of health or welfare of hiuman beings or

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riidies +
i¥saugojimo /

Puposes of scientific reasearch seeking the preservation of
a cerlain species

4,6, Auks$tojo mokslo ar mokymo tikslai sickiant jgyti ar +
pagilinti profesines Zinias, kelti kvalifikacija /

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




qualifications

4.7. Kriminatiniy tyrimy tikslai /
Purposes related (o forensic investigations

nenaudojamy

4.8, Tam tikros biklés genetitkai modifikuoty gyviiny,

¥laikymo tikslai /

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

kitose procediirose, linijos sukirimo ir

5. Projekto tikshy apraSyma
Description of the objeq

Profect

5 /
vives of the

vakeiny
BIG
il

[§tirti  egzosomomis aktyvinty DI
priesvezini efektyvuma in vivo p
melanomos, LLC  plauwgiy  karci
glioblastomos GL261 modelivose.

To investigate the antitumour effed
exosome activated DC vaccines in ¢
B16 melanoma, LLC lung carcinoma
glioblastoma mice models in vivo”.

|+

sliy
nomos

tiveness of
xperimental
and GL20]

6. Numatoma projekto nauda {t, y.

kokia numatoma nauda

projekta mokslui, gyvon

Zmonéms) /

Potential benefits likely

from the Project (i. e. h
could be advanced or h
animals could benefit fi

projeci)

atlikus
ams ir (ar)

to derive
W science
imans or
o the

i
I/

Projekto metu planuojami sukurti nauji produktai —
prie$vézinés terapings dendritiniy lasteliy, in vifro
brandintos su egzosomomis (vienomis atba su
véziniy lasteliy  lizatu)  vakeinos,  skirtos
melanomos, plauéiy karcinomos ir glioblastomos
gydymui. Manoma, kad toks DL aktyvavimo bidas
Jenkliai padidins prie$véziniy DL efektyvuma ir
klinikinj atsaka.

Patiems gyviinams naudos nebus.

During the project we are planning to develop new
products — DC matured with exosome (alone or
with a tumor cell Iysate) anti-cancer therapeutic
vaceines for melanoma, lung carcinoma and
glioblastoma in vitro. It is believed that such DC
activation method will increase the effectiveness
and clinical response of anti-cancer DC vaccines .
Animals themselves will not have any benefits.

7. Projekte numatomos nau
ridys ir preliminarus gyv

(vat.)/

Expecied species and ay
numbers of animals to ¥

Project (in numbers)

Hoti gyviiny
iny kiekis

\proximate
e used in the

CS7BL/6J linijos pelés; preliminarps poreikis
visam projektui 220 peliy.

CS7BL/6J mice; preliminary need for {
project are 220 mice.

he entire

8. Numatomas poveikis gy

atsi¥velgiant { planuojar
bandymo su gyvilnais pI
y. kok{ galima skausma

galimai patirs gyvinas

numatomas bandymo su
procediry uZbaigimo b

The expected effects on

in the context of the projected
procedures of experime
aniptals (i. e. expected |
severily of pain or suffe
likely experienced by ai
what is the expected wa
finalising the procedure
experinients on animals

yiinui {-ams)

1as

ocedtras (1.
r kandias

- koks
gyviinais

das) /

i animal(s)

i

s On

evel of

ving fo be
animal and
t Of

5 of

trumpalaik]
baimeg  arba

Vidutinio sunkumo. Gyvinai patirs
vidutinio sunkumo skausmag ir/ar |
ilgalaikj nedideli skausma ir/ar baime.
Gyviinams bus:

implantuojami navikai, suSvirk&tiant
kieki navikiniy lasteliy suspensijos i sp!
bus atliekamos dvi vakeinacijos su
skirtingy priedvéZiniy DL vakeciny (i

tam tikeq

-anda,
penkiolika

njekeija po

oda);
kraujas paimamas i uodegos venos;
Eksperimentas bus uZbaigiamas efitanizuojant

peles cervikaline kaklo slanksteliy dislgkacija.
Medium severity. The animals may be experience
short term medium strength pain and/of fear or




long term light pain and/or fear.

Animals will:

have cancer transplanted by injecting suspension
having a particular number of cancer cells
intramusculary into the neck. Be double immunized
with 15 different DC  antitumour vaccines
(subcutaneous injection),

Blood will be taken from the tail vein;

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

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

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

Projektas nebus vertinamas atgaline data.
The project will not be evaluated retrospectively.

10. Reikalavimy maZinti bandomujy gyviny skaidiy bandymo su gyvinais procediiroms, gerinti

bandomujy gyviinu naudojimo salygas

ir taikyti metodus, leidZiangius pakeisti bandomuju gyviiny

naudojima bandymo su gyvinais procedijroms alternatyviais metodais, jgyvendinimas / Alternatyviis

metodai buvo taikomi ankstesniu

pse miisy tyrimuose panaudojant lasteliy kultiras.

Kadangi §is tyrimas yra ikiklinikinis, $iame tyrimy etape biitinas gyvas organizmas ir

todeél alternatyviis metodai negalimi.

Implementation of the requivements foy 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 engble the replacement of the use of animals in the procedures 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, alterndtive methods are not possible.

10,1. Gyvy bandomuyjy gyviiny
naudojimo ir alternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Alternatyviy metody néra. Ikiklinikiniai tyrimai
turi biti atlickami su gyvunais.

There are no alternative methods. Preclinical
studies have to be done with animals

10.2. Bandomyjy gyviiny skaidiaus
mazinimo reikalavimo taitkymo
pagrindimas /

Justification of the reduction of the
unmber of animals

Gyvany kiekio daugiau maZinti negalima. Gauti
rezultatai turi buiti statisti$kai patikimi.

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

190.3. Bandomyjy gyviiny nandojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /

Justification of the refinement of
conditions under which animals are
used

Gyvinai bus priziorimi pagal visus LR teisés
aktuose numatytus gyviny teisiy ir prieZitiros
keliamus reikalavimus.

Animals will be maintained according o all
statutory LR animal rights and care requirements.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Title

biidu metodikos kardiochirurginéms operacijoms sukirimas

Sirdies elektrinio jaudinime registravimo ir kraujagysliy vaizdinimo optiniu

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

2. Projekto trukmé /
Duration of the Project

2017.07.03 —-2020.12.30

3. Reik¥miniai YodZiai (ne daugiau kaip 5)/ | Sirdis, optiniai elektrolapiai, Indocyanine Green fluoroforas

Key words (maximum 5)

Heart, optical signal, 1¢G;

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

TAIP/
YES

NE /
NO

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

4.2, Aitkinamuyjy ar taikonwyjy moksliniy tyrimy tikslai/
Purpose related to translational and applied research

4.3. Vaisty, maisto, pagary ir kity medZiagy ar produkty kiirimo, ganiybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti
¥moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, utikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing biklg 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 1o
esure the prevention of diseases, their diagnosis or freattnent, {0 assess,
identify, control or change the physiological condition of humans, aninials
or plants or improve the animal welfare.

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

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

4.5. Moksliniy tyrinuy tikslai siekiant atitinkamos riSies ¥saugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

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

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

4.7, Kriminaliniy tyrimy tikskai /
Purposes related to forensic investigations

4.8. Tam tikros biiklés genetitkai modifikuoty gyviiny, nenandojamy 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 tiksiy apradymas /

Description of the objectives of the

Project

prognozavimo metodus.

pasitelkus vaizdinimo, info- tele- ir nano- technologijas.

Pasitelkus biotechnologijy, nanotechnologijy,
informacines ir telekomunikacijos technologijas, sukurti ligy, kurios frimpina
sveiko ir kokybidko gyvenimo trukme, ankstyvos diagnostikos ir eigos

vaizdinimo,

Kurti naujus jrankius ir priemones ligoms diagnozuoti, diagnostikos
procediiroms planuoti ir klinikiniams diagnostiniams sprendimams priimti,

IWith the help of biotechnology, nanotechnology, imaging, information
and communication technologies, creating a disease that shortens the health
and quality of life duration, early diagnhosis and course of forecasting methods.




Create new
procedures  for clinical  diagnostic and  planning decisions
viswalization, Info- tele- and nano technologies.

tools and instruments to diagnose the disease, diagnostic
through

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

Ateityje apie 2022 metus planuojania pradeti naudoti klinikingje veikloje §io
tyrimo metu sukurtus daZus, kurie stipriai prisidéty prie girdies ir kraujagysliy
ligy diagnostikos ir gydymo. ie tele- ir nano- technologijy metodai padety
i¥gelbéti tukstangius gyvybiy.

In the fuiure, about 2022 is scheduled to begin clinical using in this study
developed dyes that strongly contribute to cardiovascular disease diagnosis
and treatment. These tele- and nano-technology methods would help save
thousands of lives.

. Projekte numatomos naudoti gyviny
rii§ys ir preliminarus gyviny kiekis {(vnt.)/
Expected species and approximate
numbers of animals to be used in the
Project (in numbers)

Tyrime numatoma naudoti kiaules. Numatoma sunaudoti 25 vnt.

Fxpected animals for research — pigs. 25 pigs expected to be used.

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

Bandomieji gyvinai 3io projekto vykdymo metu kangiy nepatirs, nes tyrimo
eigoje taikoma bendroji anestezija, po kurios gyviinas neatgauna sagmonés —
procediira be galimybés atgaivinti.

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

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

10. Reikalavimy maZinti bandomujy gy
salygas ir taikyti metodus, feidZian&ius pa
alternatyviais metodais, jgyvendinimas /

viiny skai¢iy bandymo su gyviinais procedaroms, gerinti bandomyjy gyviny naudojimo
keisti bandomyjy gyviiny naudojimg 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. Gyvy bandomuyjy gyviny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
for not using alternative methods

Pasak mokslininky Zurnalo Laboratory Animal science, mokslininkas Hughes
dar 1986 metais ra%s, kiaulgs vis daZniau pasirenkamos kardiovaskulings kilmes
moksliniams tyrimams dél 3ios sistemos panaSumo lyginant su Zmogumi, del
dydzio, nes kiaulés, sveriantios apie 30-50 kg, atitinka vidutinio Zmogaus
organy dydZius, pana$i jy sistemy fiziologija, anatomija ir kraujotakos
pasiskirstymas ir kraujo spaudimas, atsiZvelgus j Siuos rodiklius kiaulés tampa
vis priimtinesniu modeliu lyginant su kitais gyvinais.

Lab Anim Sci, 1986, Hughes H.C., Swine are being chosen with increasing
frequency as subjects for cardiovascular research. Similarities to humans in
their cardiovascular physiology, size, anatomy, and the perfusion distribution
of blood flows make them better subjects than most species. In addition, swine
can be less expensive than dogs and primates and they generally are not
associated with the same high concern as other species about humane isstes.

10.2. Bandomyjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
nuntber of animals

Bandomuyjy gyviiny skaitius numatomas minimalus reikalingas norint pasiekti
projekto tikstus ir uZsibréZtus urdavinius, taip pat jvertinus mirtingumo rizikas
pasirinktas minimalus naujos metodikos sukarimui reikalingas gyviiny skai&ius
n=25

The number of animals envisaged minipun necessary to achieve the objectives
of the project and the set goals, as well as the assessient of the risks of
mortality selected minimunt required Jor creation of a new methodology for
number of animals n = 25




10.3. Bandomyjy gyviing naudejimo
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai bus laikomi tam skirtose patalpose. Cia jrengti gardai pritaikyti laikyti
kiaule joms jrengtos specialios girdyklos ir ¥éryklos. Sglygos atitinka
fizioliginius ir etologinius poreikius. Bandomyjy gyviny laikymo aplinkos
salygos kiekviena dieng bus tikrinamos, Siekiant apsaugoti bandomuosius
gyviinus nuo bereikalingo skausmo, kancios, baimés ir ilgalaikio suZalojimo,
kickvieng dieng Siuos gyviinus stebds veterinarijos gydytojai, kurie yra
supaZindinti su bandomyjy gyviiny laikymo ir prieZitiros taisyklémis.

The animals will be kept in special premises, Stalls here is adapted for housing
pigs. Conditions meet physiological and etiological needs. Animal housing
conditions will be checked every day. In order to protect test animals from
unnecessary pain, suffering, distress or lasting harm, every day these animals
will be mionitored by veterinarian who is familiar with the test animal housing
and maintenance rules.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tamybos

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

I. Projekto pavadinimas /
Project Title

sukiirimas kiauliy modelyje mokslo ir mokymo tikslais.

models in pigs

Plaugiy transplantacijos, pasireilkus amiam RDS sindromui, metodikos

Transplantation of lungs in case of acute respiratory distress sindrom
Comparative analysis of acute respiratory distress syndrome (ARDS)

2. Projekto trukmé /
Duration of the Project

pradZia 2017-12-06, pabaiga 2020-10-30
Beginning 06/12/2017, end 30/10/2020

3. Reik¥miniai Zod¥iai (ne daugiau kaip 5)/ | RDS, kiaulés, bioninis, analize

Key words {maximum 35)

ARDS, pigs, bionic, analysis

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

TAIP/
YES

NE /
NO

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

4.2. Aigkinamyjy ar taikomyjy moksliniy tyrimy tikslai /
Purpose related 1o translational and applied research

4,3, Vaisty, maisto, pa¥ary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai sickiant i$vengti
#moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, utikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti
Zmoniy, gyviinyg arba augaly fiziologing bitkle ar gerinti gyviiny geroveg/
Purposes related to the control of pharmacenticals products, food, Jeed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent hwnan or animal diseases or their
health disorders, plant diseases or other abnovmalities or their impacts to
esure the prevention of diseases, their diagnosis or frealment, o assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

Purposes related to the protection of natuval environment in the interesis of
health or welfarve of human beings or animals

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riies iSsaugojimo /
Puposes of scientific reasearch seeking the preservation of a certain species

4.6. Aukstojo mokslo ar mokymo tikslai sickiant jgyti ar pagilinti profesines
Finias, kelti kvalifikacija /

Puposes related io higher education or fraining aimed at gaining or
deepening professional knowledge or improving gualifications

4.7. Kriminaliniy tyrimy tikslai /
Purposes related to forensic investigations

4.8. Tam tikros buklés genetitkai modifikuoty gyviiny, nenaudojamy kitose
procedirose, linijos sukiirimo ir i¥taikymo tikslai /

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

5. Projekto tiksly apraSymas /

Description of the objectives of the

Profect

Siuo metu néra plaudiy organy pakeitimo procediiry, kaip pvz., dializés dél
inksty funkcijos nepakankamumo ar visiskai implantuojamos dirbtinés Sirdies,
nepakankamumo atveju. Esant plaudiy paZeidimui galima laikinai uZtikrinti
deguonies padavimg naudojant mechaning ventiliacija, tadian ypa& dél ilgo
mechaninio védinimo atsiranda ventiliatoriaus sukeltas plaugiy pazeidimas
(VSPP), dél kurio atsiranda antriniai daugybiniai paZeidimai, Tadiau
papildomas_ekstrakorporings membraninés oksigenacijos implantavimas _gali




faikinai uZtikrinti deguonies sklidimg ir dekarboksilinimg pacientams, kuriems
yra visi¥kas kvépavimo nepakankamumas. Jy klinikinis naudojimas yra susijes
su dirbtiniu paviriumi ir cirkulivojangio kraujo kontaktu, bet dél sisteminés
reakcijos, kaip udegiminio proceso yra inicijuojamas nuoseklus tromby
susidarymas, Dél minéty prie¥aséiy pacientas juo naudotis gali kelias savaites.
Sie faktai iliustruoja poreikj plaudiy funkcijos ilgalaikiam pakeitimui. Tokia
priemoné biity panaudota kaip alternatyva plaudiy transplantacijai ir skiriama
kaip galuting ferapija. Remiantis ekstrakorporinés membraninés oksigenacijos
implantavimo principy, dar vadinamu "biohibridiniu plaugiu”, kuri visidkai
perima plautiy funkcija, yra ilgalaikis 3o tyrimo tikslas. Jj galima biity
implantuoti kiino viduje, nesukeliant minéty kraujo Zalutiniy reiSkiniy, dél
kontakto su pavir§iumi, Pagrinding $io projekto hipotezé yra prielaida, kad
funkcinis, antitrombogeninis, endotelio monosiuoksais ant dirbtinés dujy mainy
membranos pagerina jo biologinj suderinamuma, todé! galima pasiekti kiini¥kai
reik¥mingg ilgalaikj gydymg esant minimaliam mirtingumui.

There are ctnrently no lung replacement procedures, such as dialysis due to
venal insufficiency or in the case of complete implantation of artificial heart
failure. In the case of lung damage, it is possible to temporarily ensiire the
supply of oxygen through mechanical ventilation, but, in particular, due fo long
mechanical ventilation, that produces secondary multiple pulmonal damages.
However, the additional implantation of extracorporeal membrane oxygenation
can temporarily ensure oxygen spread and decarboxylation in patients with
complete respiratory failure. Their clinical use is associated with artificial
surface and circulatory blood contact, but due to a systemic reaction, the
sequential formation of thrombi is initiated as an hiflammatory pracess. For
these reasons, the patient can use if for several weeks.

These facts illustrate the need for a long-term replacement of the lung function.
Such an instrument would be used as an allernative to pulmonary
transplantation and is intended as a final therapy. Based on the principle of
extracorporeal membrane oxygenation, the so-called "biobibride fung", which
completely absorbs the lung function, is a long-ferm goal of this study. It can be
implanted inside the body without causing any of fhese blood-related side
effects due to contact with the surface. The main hypothesis of this project is the
assumption that fimctional, antithrombotic, endothelial monolayer on artificial
gas exchange membranes improves ils biocompatibility, thus achieving
clinically relevant long-term treatment with minimal mortality.

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

Siuo metu néra plautiy organy pakeitimo procediry, kaip pvz., dializés dél
inksty funkcijos nepakankamumo ar visiskai implantuojamos dirbtinés Sirdies,
nepakankamumo atveju. Esant plaudiy paZeidimui galima laikinai utikrinti
deguonies padavima naudojant mechaning ventiliacijg, tagiau ypad dél ilgo
mechaninio védinimo atsiranda ventiliatoriaus sukeltas plaugiy paZeidimas
(VSPP), dél kurio atsiranda antriniai daugybiniai paZeidimai. Tadiau
papildomas ekstrakorporinés membraninés oksigenacijos implantavimas gali
laikinai uztikrinti deguonies sklidima ir dekarboksilinimg pacientams, kuriems
yra visi¥kas kvépavimo nepakankamumas. Galutinis 3io tyrimo tiksias sukurti
bioninius plautius ir transplantacijos metodiky, kuri véliau galés buti
naudojama Zmogui. Tokie dirbtiniai plautiai galéty atsirasti rinkoje apie 2030
metus.

There are cirrently no lung replacement procedures, such as dialysis die to
renal insufficiency or in the case of complete implantation of artificial heart
failure. In the case of lung damage, it is possible to temporavily ensure the
supply of oxygen by mechanical ventilation, but, in particular, due fo long
mechanical ventilation, that produces secondary multiple pulmonal damages.
However, the additional implantation of extracorporeal membrane oxygenafion
can temporarily ensure oxygen spread and decarboxylation in patients with
complete respiratory failure. The ultimate goal of this study is to create hionic
Iungs and transplantation methodology that could be used for hwmans. Such
ariificial lungs could appear on the market around 2030 years.




7. Projekte numatomos naudoti gyviiny
riidys ir preliminarus gyviiny kiekis (vnt.) /
Expected species and approxiniate
numbers of animals fo be used in the
Praject {in numbers)

Kiaulés (Sus scrofa domesticus), Lietuvos vietinés, 20 vnt.
Pigs(Sus scrofu domesticus), Lithuanian local, preliminary need of animals for
whole project is 20.

&

Numatomas poveikis gyviinui (-ams)
atsizvelgiant  planuajamas bandymo su
gyviinais procediras (t. y. kokj galima
skausmg ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediry uzbaigimo bidas) /
The expected effects on an animal(s) in
the context of the prajected 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 aninals)

Operacijos metu atlickamos procediiros yra priskiriamos lengvai ir vidutinei
kategorijoms. Tadiau visos procediiros bus atlickamos gyviinus piluai
anestezavus. Eksperimentas bus uzbaigiamas atlickant kiauliy eutanazija.

The operation involves procedures that are classified as light and moderate
severity. However, the whole procedure will be carried out under fill
anasthesia. At the end of experiment animals will be enthenized.

Projckto vertinimas atgaline data (jeigu
reikalingas vertinimas atgatine data,
nurodyti, iki kada jis turi bati atliktas) /
Retrospective assesment of the profect (if
the refrospective assesment is needed the
deadline has to be_specified)

*

10. Reikatavimy mazinti bandomyjy gyvlny skai¢iy bandymio su gyvinais procediroms, gerinti bandomujy gyviiny naudojimo
salygas ir taikyti metodus, leidZianZius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for ih
animals, refinement of conditions under which animals are used for the procedures and application

e reduction of the number of animals used in procedures of experimenis on

of methods, which

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

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

Justification for using live animals and
Jor not using alternative methods

Reikalingas gyvas organizmas su pilna neurohumoraline sistema ir pilnu atsaku.

Live organisms are needed with fill newrohumoral system ant clear response.

10.2. Bandomyjy gyviiny skaiGiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

20 kiauliy reikalinga, kad gautume aukstg duomeny patikimumag. Projekto metu
buvo atsiZvelgta j 3Rs koncepeija.

20 pigs are needed fo obtain high statistical significance. In the project we take
in to account of 3Rs conception.

10.3. Bandomyjy gyviiny naudojimo
sglygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviiny laikymo aplinka, narvai ir laikymo salygos, visos atlickamos
procediiros atitiks 2010 m. rugséjo 22 d. Europos Parlamento ir Tarybos
direktyvos 2010/63/ES dél mokslo tikslais naudojamy gyviiny apsaugos
reikalavimus. Tarybos Direktyva 98/58/EB dél ukinés paskirties gyviiny
apsaugoes.

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




Forma patvirtinta

Valstybinés 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

. Projekto pavadinimas /

tyrimai Zuvims ontogenezéje”

,Nanodaleliy ir metalo — cheminiy mi¥iniy toksi§kumo mechanizmy

Project Title
“Nanoparticle and metal-based mixiures toxicity mechanisms in fish during
ontogenesis”
. Projekto trukme / 2017 m. 08 meén, - 2020 m. 09 mén.
3 metai

Duration of the Project

2017.08.16 —2020.09.30

. Reik¥minial fod#iai (ne daugiau kalp 5)

[Key words {maximum 5)

Nanoparticles, heavy metals, foxicity, fish, ontogenesis

Nanodalelés, sunkieji metalai, toksiSkwmas, Zuvys, ontogenezé

. Projekto tikslas {-ai} /

Purpose of the Project

TAIP/
YES

NE /
NO

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

X

4.2. Aigkinanyjy ar taikomujy mokstiniy tyrimy tikslai /
Purpose related to translationad and applied research

X

4.3. Vaisty, maisto, paary ir kity medZiagy ar produkty kiirinto, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tiksiai siekiant iZvengti
Fmoniy ir gyviiny ligy ar sveikatos sutrikinmy atsiradimo, augaly ligy arba
kit anomalijy atsiradimo ar jy poveikio, vitikrinti ligy prevencijs,
diagnozavimg ar gydyma, jvertinti, nustatyti, kontrotivoti ar pakeisti
#moniy, gyviiny arba augaly fiziologing biiklg ar gerinti gyviiny gerove /
Purposes related to the control of phavinacenticals products, Jood, feed or
other materials or the development, production, quality, efficiency and
safety of producis seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnovmalities or their impacis to
esure the prevention of diseases, their diagnosis or Ireatment, o assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

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

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos risies i¥saugojimo /
Puposes of scientific reasearch seeking the preservation of & certain
species

4.6. Auktojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti
profesines Zinias, kelti kvalifikaciig /

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

4.7. Kriminaliniy tyrinwy tikslai /
Purposes related to forensic investigations




procedures

4.8. Tam tikros biiklés geneti¥kai modifikuoty gyviimy, nenaudojamy X
kitose procediirose, linijos sukfirimo ir i&laikymo tikslai/

Purposes related fo 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 - istirti nanodaleliy, metaly ir jy miSiniy, organiniy medZiagy,
nuoteky, gamtiniy vandeny ir biologiniy infekeijy toksitkumg Zuvims
ontogenezéje ir jy elgsenai, nustatyti ju patekimo kelius, pasiskirstyma,
genotoksitkuma, citotoksiskuma, akumuliacija audinivose ir i¥siai¥kinti
poveikio mechanizmus.

Aim of the project is 1) to investigate the toxicity of nanopariicles, heavy metals

and their mixiures, organic substances, wasle waters, surface waters and
biological infections to fish during ontogenesis; 2) to determine their effects
on fish behavior; 3) to examine roule of toxicani enhy into organism,
distribution, genoloxicity, cyfotoxicity and acennmilation in fish tissues; 4) to
establish the mechanisms of the toxicity of tested substances.

6. Numatoma projekto nauda (t.y. kokia
numatoma nauda atlikus projekta
mokslui, gyvinams ir (ar) Zmonéms} /

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

Projekto jgyvendinimo metu gauti rezultatai padés spresti nanodaleliy ir
sunkiyjy metaly bei kity toksikanty ckotoksidkumo ir embriotoksiSkumo
problemas ne tik Zuvims, bet ir skirtingos filogenezés organizmams, taip pat ir
¥mogui. Rezultatai suteiks Ziniy apie nanodaletiy fizikochemiy savybiy sasaja
su jy foksifkumu organizmams ir leis plétoti saugias nanodaleliy gamybos
technologijas.

Implementation of the project will help to solve the problems of ecotoxicily
and embryotoxicity of nanoparticles, heavy metal s and other foxicanis not
only in fish, but also in organisms of different phylogenesis, including the
humans. The results will provide the knowledge how nanopariicles
physicochemical properties are assaciated with their toxicity fo the organisms,
and promote the safe production techuologies of nanoparticles.

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

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

Vaivorykitinio upétakio (Oncorhynchus mykiss) lervuté, baigianti virskinti
trynio maigelj, mailiukas ir jaunikliai {iki 1 mety) — 5912; DryZuotosios
danijos {Danio rerio) lervuté, baigianti virskinti trynio maiSelj, mailiukas ir
jaunikliai — 2160; Atlantinés lagi%os (Salmo salar) vieneriy mety jaunikliai —
420; Paprastojo europinio elerio (Perca fluviatilis) suaugéliai (2-3 m.
amZiaus) — 456; Paprastosios kuojos (Rurilus rutifus) suaugéliai (2-3 m.
am¥iaus) — 456; Trispyglés dyglés (Gasterosteus aculeatus) suaugéliai (2-3 m.
amziaus) — 456; Europinio kirdlio (Thymallus thymallus) vieneriy mehy
jaunikliai — 60; Sibirinio erSketo (dcipenser baerii) 1-2 mety suaugéliai — 200;
Rusidkojo er$keto ( Acipenser gueldenstaedtii) 1-2 mety suaugéliai — 200;
Sterlés (Acipenser ruthenus) 1-2 mety suaugéliai — 200; Adtriadnipio
er¥keto (Acipenser oxyrinchus) 1-2 mety suaugéliai — 200; Amerikinio
irklanosio (Polvodon spathula) 1-2 mety suaugéliai — 200.

Oncorhynchus mykiss (Tervae, fry and juveniles) — 5912; Danio rerio (lervae,
fiy and juveniles) - 2160; Salmo salar (one-year-old juveniles) — 420; Perca
fluviatilis (2-3 years-old adults) — 456; Rutilus rutilus (2-3 years-old adults)
_ 456: Gasterosteus aculeatus (2-3 years-old adults) — 456; Thymallus
thymallus (one-year-old adults) — 60; Acipenser baerii (1-2 years-old adulls)
- 200, Rusiskajo ersketo ( Acipenser gueldenstaediii) (1-2 years-old adults) -
200; Sterlés (Acipenser ruthenus) (1-2 years-old adults) — 200, Astriasnipio
ersketo (Acipenser oxyrinchus) (1-2 years-old adults) — 200; Amerikinio
irkianosio (Polyodon spathula) (1-2 years-old adults) — 200.

8. Numatomas poveikis gyvunui {-ams)
atsifvelgiant j planuojamas bandymo su
gyviinals proceduras (t. y. kokj galima
skausma ar kantias galimai patirs
gyviinas ir koks numatomas bandymo

Planuojamos vykdyti procediros priskiriamos lengvo ir vidutinio sunkumo
procediroms bei procediiroms be galimybés atgaivinti. Eksperimento
pabaigoje gyviinai bus nuzudom.

Procedures planned in experiments are aftributed to the procedures of mild
and moderate severity and to the procedurves after which animals cannot be
ameliorated. At the end of the expeviment animals will be killed,




su gyvinais proceddry uibaigimo
badas) /

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

—_'——ﬁf//j

g9, Projekto vertinimas atgaline data (jeigu
reikalingas vertinimas atgaline data,
nurodyti, iki kada jls turi bOti 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

10. Reikalavimy maiinti bandomyjy gyviiny skaitiy bandymo su gyvinais procediroms, gerinti bandomujy gyviny
naudojimo salygas Ir taikyti metodus, leidfiantius pakeisti bandomuyjy gyviny naudojimg bandymo su gyvinais
procediroms alternatyviais metodais, jgyvendinimas / ‘

Implementation of the requirements for the reduction of the number of animals used in procedures of experiments on
animals, refinement of conditions 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 Byviny naudojimo

ir alternatyviy metody nenaudgjimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
for not using alternative methods

10.2. Bandomuyjy gyvany skaitiaus
madinimo reikalavimo talkymo
pagrindimas /

Justification of the reduction of the
number of animals

10.3. Bandomuyjy gyviny naudojimo
salygy gerinimo reikalavimo taikytno
pagrindimas /

Justification of the refinement of
conditions under which animals are
used

Visi eksperimentai bus atliekami kiek jmanoma optimizuojant individy ir

tiriamy medZiagy, iy koncentracijy ir bandymy pakartojimy kiekj.

Optimization of the number of animals, tested substances and their
concentrations, as well as replicates of treatments in all experiments will be
performed.

e e |
Kontrotings gyviiny grupés individy kiekis bus optimizuojamas siekiant

sumaZinti tiriamy gyviny skaitiy.

The number of the animals in the control group will be optimized in order to
reditce the number of unimals tested.

-

Atlickant lengvo sunkumo procediras gyvinai patirs minimaly stresg, ©
atlickant vidutinio sunkumo proceduras ir procedliras, po kuriy nelieka
galimybés atgaivinti gyvinus, bus stengiamasi jas atlikti per kiek jmanoma
trumpesnj laika ir gyviinams suteikti kuo ma¥iau streso ir skausmo.

Under the mild procedures, the animals are likely to experience short-terinl
distress, and it will not have significant impairment of the well-being or general
condition of the animals.

The all moderate procedures and procedures after which animals cannot be
ameliorated will be carried out in the shortest possible time and the efforts

will be made to provide animals the least possible stress and pain.
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BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas / Gydomyjy priefvéziniy vakeiny  efektyvumo  tyrimas
Project Title eksperimentiniuose peliy modeliuose

The study of therapeutic anfi-cancer vaccine effectiveness in
experimental mice models

. Projekto trakme / pradZia 2017-06-01, pabaiga 2017-12-31
Duration of the Project start 2017-06-01, end 2017-12-31
. R’eiﬁmi"iﬂi Zodziai (ne daugiau kaip 5)/ | Prie$véZinés ksenovakcinos, imuninis atsakas
Key words (maximum 3) Antitumour xenovaccine, intmune response
. Projekto tikslas {-ai}/ TAIP/ | NE /
Purpose of the Project YES NO
4.1, Fundamentaliyjy moksliniy tyrimy tikslai / +
Purpose related fo basic research
4.2. Aiskinamujy ar taikomuyjy moksliniy tyrinwy tikslai / +

Purpose related to translational and applied research

4.3. Vaisty, maisto, pagary ir kity medZiagy ar produkty karimo, gamybos, +
kokybés, veiksminguno ir saugumo tikrinimo fikslai siekiant iSvengti
#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, kontroliuoti ar pakeisti
#moniy, gyvany arba augaly fiziologing buklg ar gerinti gyviiny 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 their impacis (0
esure the prevention of diseases, their diagnosis or treatment, 10 GSsess,
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 siekiant atitinkamos rugies Rsaugojimo / +
Puposes of scientific reasearch seeking the preservation of a cerlain species
4.6. Auktojo mokslo ar mokymo tikslai siekiant jgyti ar pagitinti profesines +

#inias, kelti kvalifikacija /
Puposes related to higher education or training aimed af gaining or
deepening professional knowledge or improving qual ifications

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

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

procedures

. Projekto tiksly apra¥ymas / Titirti ksenologiniy vakciny priedvezin efektyvumg in vivo peliy LLC
Description of the objectives of the plaudiy karcinomos modelyje.

FProfect To investigate the antifumour effectiveness of xenogenous vaccines in
LLC lung carcinoma mice niodel in vivo.

. Numatoma projekto nauda (t. y. kokia Projekto metu bus atliekami ikiklinikiniai prie$véZiniy ksenovakeiny
numatoma nauda atlikus projekta tyrimai. Pasiteisinus laukiamiems rezultatams, bus organizucjami
mokslui, gyvilnams ir (ar) Zmonéms) / klinikiniai tyrimai.

Potential benefits likely to derive from




the Project (i. e. how science could be
advanced or humans or animals could
benefit from the project)

Patiems gyvinams naudos nebus.

Preclinical studies of antitumour vaccines will be carried out during the
project. If the results are as expected, clinical trials will be organized.
Animals themselves will not have any benefits.

. Projekte numatomos naudoti gyviing

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

C57BL/6J linijos pelés; preliminarus poreikis visam projektui 120
peliy. '

CS7BL/6J mice; preliminary need for the entire project are 120
mice.

. Numatomas poveikis gyviinui (-ams)

atsizvelgiant | planucjamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausing ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uZbaigimo budas) /
The expected effects on an animal(s) in
the context of the projecled procedures
of experiments on awimals (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)

Vidutinio sunkumo. Gyvinai patirs trumpalaikj vidutinio
sunkumo skausma ir/ar baime arba ilgalaikj nedidelj skausma ir/ar
baime.

Gyvinams bus:

implantuojami navikai, suvirksgiant tam tikrg kiekj navikiniy
lgsteliy suspensijos j sprandg;

bus atlickamos trys vakcinacijos su dviem
priegvéziném ksenovakeinom (injekeija po oda};
paimamas kraujas i§ uodegos venos;

Eksperimentas bus uZbaigiamas eutanizuojant peles cervikaline
kaklo slanksteliy dislokacija,

Medium severity. The animals may be experience short terni
medium sirength pain and/or fear or long term light pain and/or
fear.

skirtingom

Animals will:

have cancer fransplanted by injecting suspension having a
pariicular number of cancer cells intramusculary into the neck. Be
friply  immunized with  different  antitumour Xenovaccines
(subcutaneous injection);

Blood will be taken fiom the tail vein,

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

. Projekto vertinimas atgaline data (jeigu

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

Projektas nebus vertinamas atgaline data.
The project will not be evaluated retrospectively.

10. Reikalavimy maZinti bandomuyjy gyviiny skaiiy bandymo su gyviinais procediroms, gerinti bandomuyjy gyviiny naudojimo

sglygas ir taikyti metodus, leidZiandius pakeisti bandomnyjy gyviuy naudojimg bandymo su gyvinais procediiroms

alternatyviais metodais, jgyvendinimas /

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

10.1.  Gywvy bandomuyjy gyviiny naudojimo

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

Alternatyviy metody néra. Ikiklinikiniai tyrimai turi biti atlickami
su gyvanais,

There are no alternative methods. Preclinical studies have fo be
done with animals

10.2. Bandomuyjy gyviny skaidiaus

maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Gyviiny kickio daugiau maZinti negalima. Gauti rezultatai turi biiti
statistiSkai patikimi.

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




10.3. Bandomujy gyviny naudojimo Gyviinai bus priziGrimi pagal visus LR teisés aktuose numatytus
salygy gerinimo reikalavimo taikymo gyviny teisiy ir prieZidros keliamus reikalavimus.

pagrindimas / . . . . .
- s il . 97 ¥
Justification of the refnement of A.mmals will be mm{ﬂamed according to all statutory LR animal
conditions under which animals are used | Fights and care requirements.
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BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Praject Title

Potrauminis organizmo monitoringas Brolis jutikliu mokslo ir 4‘
mokymo tikslais /
Posi-trauma monitoring by Brolis detector for research and
teaching purpose

2. Projekto trukmé /
Duration of the Project

2017 1130-2022 1129/
30112017 -29 112022

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

Brolis, sepsis, trauma, tyrimai /
Brolis, sepsis, trauma, research

4, Projekto tiksias (-ai) /
Purpose of the

TAIP/ NE/NO
YES

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

4.2. Aiskinamujy ar taikomyjy moksiiniy tyrimy tikslai/ | TAIP/
Purpose related fo iranslational and applied research YES

4.3. Vaisty, maisto, paSary ir kity medziagy ar produkty
kiirimo, gamybos, kokybés, veiksmingumo ir sauguimo
Hkrinimo tikslai siekiant i¥vengli Zmoniy ir gyviiny ligy
ar sveikatos sutrikiny atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uHikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontrolivoti ar pakeisti Zmoniy, gyviimy arba augaly
fiziologing bakle ar gerinti gyviny gerovg /

Purposes related to the control of ‘pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and safely of
products seeking to prevent hnman 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 welfurre,

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

Purposes related to the protection of nafural
environment in the intevests of health or welfare of
human beings or animals

4.5, Moksliniy tyrimy tikslai sickiant atitinkamos riifies
i¥saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species




4.6, Auk&tojo mokslo ar mokymo tikslai sickiant jgyti ar
pagilinti profesines Zinias, kelti kvalifikacijg /

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

4.7, Kriminaliniy tyrimy tiksiai /

Purposes related to forensic investigations

4.8. Tam tikros bitkles genetidkai modifikuoty gyvuny,
nenaudojamy kitose procedairose, linijos sukdirimo ir
islaikymo tikslai /

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

5. Projekto tikshy apra3ymas /
Description of the objectives of the
Project

Metinés medicinings i3laidos susijusios su

fraumomis vir&ija 500 mifijardy JAV doleriy.
Stabilizuojant po trauminj Sokg ir gelbéjant
gyvybe yra atlieckami pastovils kraujo tyrima,
Dabartiniy kraujo tyrimy metodika yra itgai
utrunkanti procedira, kraujo méginiai yra
surenkami | meégintuvélius, tada
transportuojami i laboratorijas ir tik tuomet
atliekamas tyrimas su kraujo analizatoriumi,
Po trauminiu metu rezultaty reikia &ia ir
dabar, todel jprastiné metodika yra per ilga ir
daznai bna paveluota, Tirfamajame darbe
bus atlickamas tiestoginis méginiy matavimas
eksperimentiniy gyviiny kraujotakoje per
centring vena, naudojant standartinj
intraveninj kateterj (7-9 Fr skersmens) su
Brolis jutikliu, kad biity patvirtintas
tiesioginis ir nuofatinis stebgjimas ir klinidkai
taikomas kriti¥kai sergantiems pacientarns,
ypats pasireidkus septicemijai./

. Global treuma-related medical cosis exceed

500 billion USD annually. Stabilization of
post- trawma shock and lifesaving proceditres
requiires constant blood tests. Present
methodology of blood festing is taking long
time, blood samples ave collected to vials,
then transported 1o the laboratory and then is
analyzed by blood analyzer. After trauma
results are\ need now and here, there usual
methodology is too long and often late. In the
study blood sampling be performed in the
blood stream of laboratory animal by central
vein using standard infravenous catheter (7-9
Fr diameter) with Brolis sensor in order to
show that divect continuons monitoring is
feasible and clinically applicable in eritically
ill patients, especially when seplicemia
occurs.

6. Numatoma projekto nauda (L. y.
kokia numatoma nauda atlikus
projekig mokshui, gyvinams ir (ar}
Fmondms) /

Naujausi tyrimai rodo, kad kraujo biocheminiai

rodikliai (citokinai, laktazé ir kt.) parodo
organy nepakankamumg ir mirtingums po
fraumos ar sepsio. Ankstyvas tam tikry
junginiy nustatymas yra prognostinis




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

project)

i3gyvenamumo po traumos ar sepsio
atsiradimo rodiklis. Kraujo biocheminis
normalizavimas yra pisminis po trauminis
gydymo etapas, vykdant veiksmingas
gyvybes stabilizavimo procediras ir
gaivinimg. Tadiau net ir sunkiai sergantiam
tigoniui yra labai sunku stebéti kravjo
biocheminius poky&ius, nes dabartinémis
technologiiomis, laboratorijoje reikalingas
pakartotinis kraujo paémimas / méginiy
emimas ir kraujo méginiy apdorojimas,
Remiantis Brolis ,,SensAline® (CSawards
2016 Inovacijy apdovanojimas) ir
LSwirSense® derinamy lazeriy
technologijomis, galima atlikti tiesioginius
kraujo biocheminius tyrimus (iki 2-3
skittingy metabolity) gyvo organizmo
kraujotakoje, per centring veng su specialiat
sukurtu jutikliv kateteryje Gautus rezultatus
praktikoje bty galima naudoti nuo 2025 m./

. Recent research demonstrates that blood
biochemistry levels (cytokines, lactate, etc.)
predict argan failure and morialily affer
trauma or onsef of sepsis. Eavly elearance of
certain compotnds is a pragnostic indicator
for survival after trauma or onsel of sepsis.
Normalization of blood biochemistry is an
early end-point of polytrauma and sepsis
treatment, an indicator of effective damage
conirol surgery and resuscitation. However,
even in critically ill patient extensive
monitoring of changes in blood biochemistry
is limited because curvend fechnology
requires repeated blood drawing/sampling
and processing of blood samples in the
laboratory. According fo Brolis “SensAline”
(CSawards2016 Innovation award} and
“SwirSense" tunable laser technology it is
feasible to perform the real-time stand-off
blood biochemistry analysis (up to 2-3
different targeted methabolics) in blood
stream using a central venous catheter witlh o
specially developed sensor. The results can
be used in practice from year of 2025.

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

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

Kiaulés {Sus scrofa domesticus), Lietuvos
vietinés S0 vat/

Pigs(Sus scrofu domesticns), Lithuanain local.50
unils.

8. Numatomas poveikis gyviinui (-
ams) atsizvelgiant j planuojamas
bandymo su gyvinais procediiras
{t. y. kokj galimg skausma ar
kanitias galimai patirs gyviinas ir
koks numatomas bandymo su

Nors ir procediiros yra vidutinio sunkumo, tafiau
gyviinai visy procediiry metu bus anestezuoti,
0 joms pasibaigus eutanazuojami su
pentobarbitalin./

The procedures are of average severity level,
though animal duving all procedures going to




gyvinais procediing uzbaigimo
biidas) /

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

be under anesthesia, after that animals be
euthanized with penthobarbital,

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

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

Ne/f
No

10. Reikalaviny mainti bandomuyjy gyviiny skaidiy bandymo su gyviinais procedaroms,
gerinti bandomuyjy gyviimy naudojimo salygas ir taikyti metodus, leidZiangius pakeisti
bandomuyjy gyviiny naudojima bandymo su gyviinais procediiroms alternatyviais

metodais, jeyvendinimas /

Implementation of the requivements for the reduction of the number of animals used in
procedures of experinients on animals, vefinement 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 for not using alternative
methods

Reikalingas gyvas organizmas su pilna
neurohumoraline sistema ir pilnu atsaky,
Live organisms are needed with full
newrohumoral sysiem ant clear response.

10.2, Bandomujy gyviiny skaidiaus
mazinimo reikalavimo tatkymo
pagrindimas /

Justification of the reduction of the
number of animals

50 kiauliy reikalinga, kad gautume auk3tg
duomeny patikimuma. Projekto metu buvo
atsizvelgta j 3Rs koncepcija.

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

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

Gyviiny laikynio aplinka, narvai ir laikymo
salygos, atitiks 2010 m. rugséjo 22 d. Europos
Parlamento ir Tarybos direktyvos 2010/63/ES dél
mokslo tikslais naudojamy gyviiny apsaugos
reikalavimus. Tarybos Direktyva 98/58/EB dél
tkinés paskirties gyviiny apsaugos.

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




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus
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jsakymu Nr. B1-761

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

L. Projekto pavadinimas / Specialiy diagnostiniy ir gydomyjy procediiry
Project Title naudojant paZangiausig operacing jranga mokymai
© . rezidentams

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

2. Projekto trukmé / 28 mén.
Duration of the Project 28 month

3. Reik¥miniai ZodZai (ne daugiau mokymai su gyviinais, kiaulés laparoskopija, kiaulés modelis,
kaip 5} / animal trial, swine laparoscopy,swine model
Key words (maximum 5}

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

Purpose related to basic research

4,2, Aiskinamyjy ar taikomyjy moksliniy tyrimy tikslai / X
Purpose related to translational and applied research

4.3, Vaisty, maisto, padany ir kity med#agy ar produkty X

kiirimo, gamybos, kekybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant $vengtiZzmoniy ir gyviiny ligy
ar svelkatos sutrikimy atsiradimo, augaly ligy arba kity
anomalily atsiradimo ar jy poveikio, utikrinti ligy
prevenciig, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyvim)arbaaugaly
fiziologing biiklg ar gerinti gyviing gerove/

Purposes related to the control of pharmacenticals
products, food, feed or other materials or the
development, production, guality, efficiency and safety of
products seeking to prevent luunan 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, t¢ assess, identify,
contrel or change the physiclogical condition ofhumans,
animals or plants or improve the animal welfare.

4.4, Gamtings aplinkos, reikalingos Zmoniy ar gy viiny X
sveikatai ar gerovei, apsaugos tikslai/

Purposes reluted to the protection of natural
environment in the interests of health or welfare of
faeman beings or animals

4.5, Moksliniy tyrimy tikslai sickiant atitinkamos rasies X
¥saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species




".\/'

4.6, Auk3tojo mokslo ar mokymo tikslai siekiant jgytiar | X
pagilinti profesines Zinias, kelti kvalifikacija /

Puposes related to higher education ortraining aimed at
gaining ordeepening professional knowledge or
improving qualifications

nenaudojamy kitose procedirose, linijos sukirimo ir
§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

4,7, Kriminaliniy tyrimy tikslai / X
Purposes related to forensic investigations
4.8, Tam tikros biklés geneti§kai modifikuoty gyviiny, X

5. Projekto tiksly apraymas /

Deseription of the objectivesof the
Project

Sis mokymo kursas yra skias universiteto gydytoju, rezidenty
praktiniams jgiid¥ams lavinti atliekant laparoskopines operacijas,
siekiant pagilinti profesines Znias, kelti kvalifikacijg. Projekto
metu bus organizuojamos mokymo operacijos, kuriy tikslai:
$iuclaikinés chirurgijos — laparoskopiniy, endoskepiniy metody
taikymas ir gyvybiskai svarbiy procedéry atlikimas.

Esamieji ir biisimi medicinos specialistai ne visada gali taikyti naujus
gydymo metodus, nes néra galimybés juos prakti¥kai i§bandytisu
gyvais organizmais. Talp pat sickiama specialisty chirurgy jau
jeytas Zinias ir patintj kituose universitetuose ar mokymuose
perduoti ir apmokyti dirbsiandius specialistus,

This training cowrse is designed for university doctor residents
develop practical skills in laparoscopic surgery, in order to
deepen iheir professional knowledge, qualifications. The project
will be organized training operations, which are: a modern
surgery - laparoscopic, endoscopic methods and life-saving
procedures.

Present and future medical professionals are notalways able to
introduce new methods of treatment, because it is not possible to
test in practice with Ifve organisms. It is also aimed at
professionals surgeons have acquired the knowledge and
experience of otheruniversities or training, transfer and trained
Lithuania specialists.

6. Numatoma projekto nauda{t. y.

kokia numatoma nauda atlikus
projekta moks lui, gyviinams ir {ar)
fmonénms) /

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

profect)

Gydytojas chirurgas-rezidentas patobulings jgidZus mokymmuose su
artimiausiu Zmogui — gyviinu bus patyres sekantj kartg eidamas §
operacing asistuotfi chimurgni, o véliau ir atlikti operacijas
savaranki§kai mekanéiojo gydytojo prieAfiroje.

In training surgeon-resident will improve their skills with the
animal, which is the closest to hyman in anatomic and
physiologic ways, Afler course will be experienced next time in
aperation to assist the operating surgeon, eventtually will
perform operations independently, under supervision.

7. Projekte numatomos naudoti

gyvitny ridys irpreliminaras
gyviinykiekis {(vnt.)/

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

Kiaulés, 28 vnt.

Swine 28

8. Numatomas poveikis gyvinui{-

ams) atsi¥velgiant | planuojamas
bandymo su gyviinais procediiras
(t. y. kokj galimg skausmg ar
kanéias galimai patirs gyvinas ir

Visy mokymy metu kiaulé bus anestezuojama be streso ir nepatirs
skausmo, kan&iy ir baimés. Mokymai ir operacijos bus
atliekamos tik po teoriniy paskaity gydytojams-rezidentams,
pirma gydytojai atliks procediiras teoritkal paai$kindami visus
metodikos Zingsnius, moke siiti gaifenos oda, kad operacijos




koks numatomas bandymo su
gyvitnais procediing uibaigimo
bidas)/

The expected effects on an
animal(s) in the context of the
projected procedures of
experiments on animals (i. e.
expected level of severity of pain
orsuffering to be likely
experienced by an animal and
whal is the expected way of
Sinalising the procedures of
experiments on animals)

metu pasitaikius imiam kraujavinmi Zinoty kaip stabdyti, uZdéti
ligatiiras, o i§mokes §iuos svarbiausius Zingsnius ateityje ifgelbés
gyvybe.

I all training sessions swine will be anaesthetized withot! stress
and without pain, suffering or distress. Training and operations
will be carried out only afier the theoretical lectures to doctors-
residents, the first doctorwill perform the procedures in theory
by explaining all the methods steps, learning how to sew
cadavers skin, to prevent disiraction in emergency cases. Will
learn the following main steps that in the fiiture will save lives.

9. Projekte 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 ta be specified}

10. Reikalavimy maZinti bandomyjy gy viiny skaitiy bandymo su gyviinais procediiroms,
gerinti bandomyjy gy viiny naudojimo salygas ir taikyti metodus, leidzandius pakeisti
bandomyjy gyviing naudojima bandymo su gy viinais procediroms alternaty viais

metodais, igyvendinimas /

Implementation of the requivements for the reduction of the number of animals used in
procedures of experiments on animals, refinenent of conditions underwhich animals
are used for the procedures and application ofmethods, which enable the replacement
of the use of animals in the procedures by alternative methods

10.1. Gyvy bandomyjy gy vilny
naudojimo ir alternaty viy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
and for not using alternative
methods

Gyviinui atliekama premedikacija  tk vieno gydytojo
panaudojus laSelinés prailginimo  sistemg, gyviino
nereikia gaudyti, lakyti ar kitaip ggsdinti. Ramiai prie
jos prigjus ir iOrus adata jis nieko nepajaudia,
pasitraukus nuo gyviino jis toliau guli ir nejaudia streso,
vaistai sulkidZiami per kelias sekundes. Suleidus
vaistus gyviinas palickamas ramiai uZzmigti vienas be
paSaliniy,

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

10.2. Bandomuyjy gyviiny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Bus naudojami i viso 28 gyviinai {00 Zmoniy
apmokinti per 28 mén.

It will be used 28 animals jor a total, to train 100
peaple within 28 months,




Justification of the reduction of the
number of animals

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

Gy viinai nebus latkomi atskirti nuo bandos arpo vieng ne bandoje
iigg laika, planuojama atvesti gyviinus pried pat planucjamas
procediiras arba parg prie, siekiant nesutrikdyti bandos ritmo.,

Animals will not be kept separate from the herd or one for a long
time, itis planned to bring the animals before the planned
proceduresor theday before, in order not to disrpt the rhythmn
of the herd.




