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

ANIMALS

1. Projekto pavadinimas /

Praject Title

prie§véZinéje imunoterapijoje

“Karboanhidrazés IX slopiklio efektyvumo tyrimas panaudojant
solidinj navika turinfiy peliy modelj bei jo pritakymas

CALX inhinitor efficacy studies as a single agent and in combination
with immune checkpoint blockade using mouse solid tumor model.

2. Projekio trukmé /

Duration of the Project

2021 01 25-2023 10 01
2021 61 25-2023 1001

3, Reik§miniai ¥od¥iai (ne daugian

kaip 5}/

Key words (maxinuom 3)

Karboanhidrazés X slopiklis, imunoterapija, solidiniai navikai.
Carbonic anhydrase LX inhibitor, immmmotherapy, solid tuniors.

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

TATP/
YES

NE / NO

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

TAIP/
YES

4.2, Aitkinamuyjy 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, kokybés, veiksminguno ir saugumo
tikrinimo tikslai sickiant iSvengti Zmoniy ir gyviing ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jiy poveikio, uZtikrinti ligy
prevencija, diagnozavima ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologine bitkle ar gerinti gyviny gerove /

Purposes related to the control of pharmaceuticals
products, food, feed or other materials or the
development, production, guality, efficiency and safety of
products seeking lo prevent human or animal diseases or
their health disorders, plant diseases or other
abnormalities or theiy impacts to esure the prevention of
diseases, their diagnosis or lveatmenl, 10 assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare.

TAIP/
YES

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

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

NFE/ NO

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

Puposes of scientific reasearch seeking the preservation
of @ certain species

NE/NO |

4.6. Aukétojo mokslo ar mokymo tikslai siekiant jgyti ar
pagilinti profesines Zinias, kelt: kvalifikacijg /

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

NE/NO

4.7. Kriminaliniy tvrimy tikslai /
Purposes related to forensic investigations .

T,
7

NE/ NO

o




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

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

NE/ NO

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

Naviky agresyvumas ir invaziskunas yra
tiesiogiai susijg su jy gebéjimu prisitaikyti prie
hipoksiniy salygu. Karboanhidrazé IX (CAIX) yra
hipoksijos suZadintas fermentas, kuris efektyviai
konvertuoja anglies dioksida | bikarbonato jonus i
protonus, Padidéjusi CATX raitka yra susijusi su
jvairiy vézio formy, tokiy kaip galvos smegeny
aavikai ir solidiniai navikai uZ centrings nervy
sistemos (CN8) riby (pvz.; osteosarkoma ar kriities
véZys) prastesne gydymo  prognoze. Nors
hipoksijos jtaka imunosupresinés aplinkos kirime
yra plagiai apraSyta, CAIX vaidmuo néra gerai
i¥studijuotas. Nescniai  pasirodeé publikacija
aprafanti CAIX inhibijos efekty pasiektiant
efektyvesnj imuninj atsakg ir sinergistinj efektg su
imuninés sinapsés inhibitoriais.

VU GMC Biotechnologijos instituto prof.
D. Matulio laboratorija yra sukiirusi selektyviy
CAIX slopikliy. Pastariefi gali biiti suleidZiami per
os arba intraperitonealiai.

io projekto tikslas - jvertinti CAIX
inhibitorians {geriamos formos ir
intraveninés/intraperitoninés formos) efektyvumg
solidininio naviko dinamikai suleidus véZzines
lasteles | peliy organizing bei jo pritatkymas
kombinacijoje su imunoterapija. ] imunodeficitines
pelytes (Nude arba NSG, priklausomai nuo véZio
tipo) bus suleistos Zmogaus véZinés lastelés ir bus
lyginama véZio vystymosi greitis bei apimtis laike,
kai pelytés gauna CAIX slopiklj arba ne. Kadangi
imuninés terapijos poveikis organizmui gali biti
vertinamas tik organizme su nepaveikta imunine
sistema, kombinacijos su ISS vertinimui bus
naudojamos pelés véZinés Igsteles ir jos bus
suleistos j singenéjines C57/BI6 pelytes.

Tumor aggressiveness and progression is
associated with iis adaptation to hypoxia. Hypoxia
is associated with poor prognosis as well as
resistance to conventional treatment. Carbonic
anhydrase IX (CAIX) is a hypoxia induced enzyme
with an active site facing extracellular space. It has
the ability o efficiently converts carbon dioxide to
bicarbonate ions and protons. Increased CAIX
expression  has been associated with worse
prognosis in a variely of canters, including brain
mmors and solid tumors outside CNS such as
osteosarcoma, breast cancer. Hypoxia s
associated  with  immunosuppressive  hanor
microenvironmeni. Recent . publications reveal
potential efficacy of using CAIX inhibitors in
combination with hmmune checkpoint blockade.
Prof Matulis laboratory has developed novel
selective CAIX inhibitors that can be delivered by
mouth as well as IP. Objective of this project is to
determine efficacy of these inhibitors as a single
agen! using hnnan cancer. xenografl model where




wmor  cells  will  be  injected  info
immunocomprontised  mice  as well as In
combination with inmmme checkpoint blockade
using singeneic mouse solid tumor model with
intact immune systenl.

6. Numatoma projekto nauda (L. v.
kokia numatoma nauda atlikus
projekta mokslui, gyvinams ir (ar)
Fmonéms) /

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

praject}

Sis tyrimas galimai atverty galimybes véZio
gydymui naudojant CAIX slopikHus
kombinacijoje sn imuninés sinapsés slopikliais.

Our proposed investigation may lead to future
cancer therapies using CAIX inhibitors in
combination with immune checkpoint blockade.

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

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

60 imunkompetentiniy peliy (C37BI/6) bei 90
imunodeficitiniy peliy (60 Nude,30 NSG).
Viso — 150 eksperimentiniy peliy

60 immunocompetent mice (C57BI/6) and 90
immunodeficient mice (60 Nude and 30 NSG
mice).

150 experimental mice total.

8. Numatomas poveikis gyvilmui (-
ams) atsivelgiant | planucjamas
bandymo su gyviinais procedaras
(t. y. kokj galima skausmg ar
kantias galimai patirs gyviinas ir
koks numatomas bandymo su
gyviinais procediiry uZbaigimo
biidas) /

The expected effects on an
animal(s) in the context of the
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
experimenis on animals)

Siy eksperimenty metu tikétina visos pelytes patirs
vidutinio sunkumo kangia dél besivystandiy aughy
( 7.4. naviky arba spontaniniy naviky sukélimo
biidai, kai tikimasi, kad ie navikai sukels vidutinio
stiprumo skausina ar baime arba i3 dalies trukdys
jprastai elgtis). Eksperimento pabaigoje  vist
gyviinai bus ewtanazuojami naudojant CO2 dujas.

During this study 150 mice will suffer moderate
pain.. At the end of experiment mice will be
euthanized using CO2 inhalation.

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

Remrospective assesment of the
project (if the refrospective
assesment is needed the deadline
has fo be_specified)

Nebus vertinimo atgaline data

There is no retrospeciive assessment in this study.

10. Reikalavimy maZinti bandomyjy gyviny skaiciy bandymo su gyviinais procediiroms,
perinti bandomyjy gyviiny nandojime salygas ir taikyti metodus, leidZiangius pakeisti
bandomujy gyviing naudojimg bandymo su gyviinais procediiroms alternatyviais

metodais, jgyvendinimas /

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




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

Justification for using live animals
and for not using alternative
methods

Alternatyviy metody, siekiant jvertinti CAIX
slopiklio {(+- imunosinapses slopiklio)
efektyvumag priesklinikiniuose tyrimuose néra.

There are no aiternative methods fo test efficacy of
CALY inhibition +/- immune checkpoint blockade
in preclinical setting.

10.2. Bandomujy gyviny skaitiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of aninals

Eksperimentinés grupés bus
sudaromos panaudojant minimaly gyvany
skai¢iy, reikalingg statistiniam duomeny
patikimumui paskai¢iuoti. Eksperimentinés
grupés bus sudaromos i 10 gyviny — tai
minimalus  skaifius gyviiny, reikalingy

statistiniam duomeny patikimumui
paskaitiuoti, Grupiy  iSsidéstymas bus
sekantis:

1 grupé - 10 vat. Nude peliy su suleistom
vézinémis lastelémis  paodj.CAIX slopiklis
leid¥iamas intraperitonealiai (IP)

2 grupé - 10 vnt Nude peliy su suleistom
vézinémis lastelemis |} paodj neliklis
leidZiamas infraperitonealiai (IF)

3 grupé -10 vat. Nude peliy su suleistom
védinémis lastelémis | paodj CAIX slopiklis
suduodamas per o5 (PO)

4 grupé - 10 vnt, Nude peliy st suleistom
vé¥inémis lgstelémis intratibialiai, CAIX
stopikhs leidZiamas intraperitonealiai {IP)

S grupé - 10 vnt Nude peliy su suleistom
vézinémis lastelémis intratibialiai neSiklis
leid¥iamas intraperitonealiai (IP)

6 prupé -10 vnt. Nude peliy su suleistom
vézinémis lgstelémis intratibialiai CAIX
slopiklis suduodamas per os (PO)

7 grupé - 10 vnt. NSG peliy su suleistom
vézinémis lgsielémis j pieno liaukos riebalinj
audinj. CAIX  slopiklis  leidZiamas
intraperitonealiai (IP)

8 grupé - 10 vnt NSG peliy su suleistom
véFinémis lgstelémis j pieno liaukos riebalinj
audinj neZiklis leidZziamas intraperitonealiai
(IP)

9 mupé -10 vt NSG peliy su suleistom
vézinémis lgstelémmis j pieno liaukos riebalinj
audinj CAIX slopiklis suduodamas per 0s
(®0)

10 grupé -10 vat. CSTBI/G peliy su suleistom
véZinémis lastelémis j paodj CALX slopiklis
leid¥iamas intraperitonealiai (IF)

11 gpe — 10 vnt.  CS7BV6 peliy su
suleistom vézinémis lastelémis j paodj 1SS
slopiklis leidziamas intraperitonealiai (IP)
12 prupé — 10 vnt.  CS57Bl/6 peliy su
suleistom véZinémis lgstelémis j paodj CAIX
slopiklis leidZiamas intraperitonealiai (1P}
kartu su ISS slopikliu leidZianu IP.

i3 grupé -10 vat. CS7BI/6 peliy su suleistom
vézinémis lastelémis j paodj CAIX slopiklis
suduoadamas per os (PO)

14 grupé -10 vat. C57BI/6 peliy su suleistom
véZinémis lastelémis j paodj CAIX slopiklis




suduodamas per os (PO) kartu su ISS
slopikliu leid%iamu IP.
15 grupé -10 vat. C57BU/6 peliy su suleistom
vézinémis Iastelémis j paodj kontrofinis
nediklis sudnodamas per os (PO) kartu su
kontroliniu ne§ikdiu P .

The number of animals in this study is
reduced 1o the least number that would still
allow us proper statistical assessment of the
results: 10 mice per group.

Ist group -immunodeficient NUDE miice
bearing subcutaneously injected soft fissue
tumar, CALX inhibitor given IP.

2nd group -immumodeficient NUDE mice
bearing subcutaneously injected sofl tissue
tumor, control vehicle given IP and PO.

3rd group -immunodeficient NUDE mice
bearing subcntaneously injected soft tissue
tmor , CALX inhibitor given PO.

4th group -immunodeficient NUDE mice
bearing intratibially injected osteosarcoma,
CAIX inhibitor given IP.

Sth group -immunodeficient NUDE mice
intratibially injected osteosarconid,, coutrol
vehicle given IP and PO,

6th group -immunodeficient NUDE mice
intratibially injected osteosarcoma, fumaor ,
CAIX inhibitor given PO.

7th group -immunodeficient NSG mice
bearing orthotopically  injected  breast
cancer tumor CALX inhibitor given 1P.

§th group -immunodeficient NSGmice
orthotopically injected breast cancer lumior,
conirol vehicle given IP and PO.

oth group -immunodeficient NSG mice
orthotopically injected breast cancer fumotr,
CAIX inhibitor given PO.

11th group -immunocompetent mice C5 7Bi6,
CAILX inhibitor given IP.

12th group -immunocompetent C57B16 mice,
immime checkpoint blockade ICB given IP.
6th group -immunocompelteit C3 7BIG mice,
inmune checkpoint blockade ICB given 1P
together with CALX inhibitor IP.

13th group -immunocompeient C5 7BI6 mice
|, CALX inhibitor given PO.

14th group -immunocompetent C57BI6 mice,
CAIX inhibitor given PO with immune
checkpoint blockade ICB given IP.

15th group -immunocompeltent C57BI6
mice, control vehicle given IP and PO with
isotype control,

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

Pelés bus laikomos individualinose narvehinose,
kickvienai pelei skiriant ne maZesnj kaip 70 om?
ploty. Procediiros metu  joms bus taikomas
adekvatus nuskausminimas/anestezija. Ju biiklé bus
sekama vertinant jy elgesj.

Mice will be Lept in individual cages. Each mouse
will accupy na less thay 70 cem? area. Euch mouse

6




will receive adequale pain control and anesthesia,
The well-being of mice will be monitored by
assessing their behaviour.




NON-

- Projekito Pavadinimag /
Profect Tide

- Projekto intkma /
Duration of the Project
- Reik§minja; ZodZiai (ne
Key words (Maximum 3
- Projekto tiksiag {-ai}/
Purpose of the Projecy

4.1. Fundamenta
Purpose related
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other materials oy the rlevelopmemf, Production, ghaliy, efficiency and

prevention of diseases, their diagnosis or trealiment, to assess,
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Development ofa Prototype of 4 tissye

sheep model Jor Scientifie PUrposes
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numatoma nayuds atlikys projekty
moksfuj, Eyvinams iy (ar) imouéms) /
Potentiql benefits likely to deriye from
the Project (i e how science could pe
advanced or humans o animals could
benefit from the Project)

. Projekte Bumatomos nandot; Byviiny
mdys jr breliminaryg gyviiny kiekig {vni.}/
Expected Species and approximate
Nuinbers of animals 1o pe ysed ;, the
Project (in n'mnbem)

Numatomag poveikis gyviing (~ams)
atsii'vefgiant;' planuojamag bandymo g

gyvinais Procediiras (t, ¥. kokj galimg
skansmy ar kang&ijag galimai patirg

8yviinas ir koks numatomasg bandymo g
£yvilnais procediiy uZbaigime biidas) /
The expecteq effects on an animalfs) in
the comevy of the Projecied procedyyes
of experimenys on animals (i

: aninals)
Projekto vertinimag afgaline data (jeigu
reikalingas vertinimag algaline data,

Moredyti, ik kada Jis turi b atliktas) /

the relrospective ASSeSment is needed the
deadline has 1o be specified)
10, Reikalavimu mazingj bandomly'q gyviimy

salygas ir taikytj metodus, leid¥iangiys pa

alternatyvigjg etodays, Igyvendinimas /

Gywy bandomqjq BYvany naudojime
ir altema!yviq Metody nenaudofime
reikalavimg taikymg pagrindimas /
Justificarion Jor using live animals aud
Jor not using alternative methods

10.2, Eﬁldomuﬁ; 8Yviny skaigiayg

maZinime reikalavime taikymo
Pagrindimag /
Justification of the reduction of the

nanber of animals

103, Bando?l;lﬁ;‘gyvﬁnq naudojimeo

i salygy gerinime reikalavimg {aikymao

' Pagrindimag /

Jusiification of the refinemeny of

! conditions up,jop which animals are used

——— —

Retrospective assesment of the Project (i

= T sveikalos
kyséiy dozavinas leidZia pagerinfi sve:faé:s
u laiketarpiu. Praktikoje s meto

biikigg bacientams, tinkamas g
bitkle jr i§vengti mirdiy booperacini
8alés biiti taikomag Jau nuo 2025, ' io

The study vwin Provide an opporiunity to apply anew ﬁ‘e.afment rne;;flfl:;?i‘:f; :0
Balients iy e Posioperative siate, gnq projer dosing of fl m' f e period.
improve the state of health and preveyy deaths in the postop en;;l 4
I ractice, thic method vl pe able to be anplied as early as 2025,

Avys 25 vt

25 sheep,

il — v [¢]

Sis tyrimas priskiriamas vidutinio sunkumo procediry kategm;jaikmgirjl;nir
ety gyviinanys, esantiems giljgje narkozéje bys atliekaima spl 611‘(33 A
prijungiami prototipo davikljaj Drie Zarny, ranmeny ir poed'zto. 1;;\;3 kad
PO tyrimo byg skitiami vajgiaj o uZdegimo iy skausmo, todél manoma,
8yVinai kanghy, baimés ir stresq hepatirs, Turing the study,

This Study belongs 1o the calegory of moderate procedures - duriy gd comeet
animals undey deep anesthesiy Will undergo splenectomy an-.su e. The
Profolype sensors 1 fhe Intestines, muscles gnd subcutancous ’f;h e s:md}’,
arimals will e given anli-i}y?amma{o:y and analgesic drugs a,ﬂ “r f a;‘ and
SO 1t is believeq that the animals will yoy experience suffering, fe
siress,

.

Gyviinams bys Ivedamas ilgalaikis intraveninig kateteris, kurio f_’agaib?{:ﬁlism
injekcijos bus neskausmingos Ir nesukelg kanéty ir baimes. Slcklanf Su]. las
tokio tipo matuokif, privalo b naudojamas gyvas gyviinas, nes reika mg
pilnas o £2MZMo atsakas, kadangi tokie tyrimai
atlickani, pasirenkamag labiausiaj kardiologu
avis, ,
The animals iyt be given ¢ long-tern; Intravenous catheer, which swl‘l help the
drug injections pe Painless and \pijt ROt canse sfregy and fear. in ot ‘def t.o nse
develop this bpe of meter, 4 fiye animal muyst be used, as a corplete }e:\};(z e
of the body is requived, as such studies cannot pe performedd on hurans, the
05t suitable > Hodel for cardiological studies is selected,

; — = ; p T A aul St skaifius
Tyrimui byg tadojamos 25 vit. Lietovog Juodgalviy veiglés aviy, ose kuriant
~ . . . atuy . . P u ¢
8yviny biitinag norip 8auti siatistiglaj patikinms reznjianrs tyrim
medicinos priemope,
' , . . , P b}'&"’fl; the
The reseqrch Will be used iy, 75 Sheep of Lithuanian bjeickl me{r’or ,;grlical
number of animats heeded to oy statistically velighte results ST
equipment studies. :
L p alba vaisty
—= - Healaibio o ——— - - alba v
Gyviinams pug 1vedamas ilgalaikis Iniraveninis kateter is, k1uto pag
injekcijos bus neskausmingos ir nesukels kangiy jr baimésg, fwhich drig
Am’ma{s Will be entereg fong-tzrm Intravenoyg catheter, the Aelp o
jection wil] he bainless and svijy Ot cause suffering and Jew
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direktoriaus 2013 m. lapkri€io 25 d.
jsakymu Nr, B1-761

BANDYNMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERTMENTS ON ANIMALS

. Projekto pavadinimas /

Project Title

ckotoksikeloginio potencialo tyrimai Zuvyse®

biological factors and their complex in fish”

»Cheminiy, fiziliniy #r biologiniy veiksniy ir jy kompleksinio

“Investigations of ecotoxicological potential of chemical, physical and

. Projekto trukmé /

Duration of the Project

2021 m. 02 mén. 08 d. - 2025 m. 02 mén. 07 d.
5 metai

2021.02.08 —2025.02.07

. Reik¥miniai ZodZiai (ne daugiau kaip 5}

/Key words (maximum 5)

Anthropogenic stressors, toxicity, biological effects, fish

Antropogeninés kilmés stresoriai, toksiSkumas, biologiniai efektai, Zuvys

. Projekto tikslas (-ai) /

Purpose of the Project

TAIP/
YIS

NE /
NO

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

X

4.2, Aikinamyjy ar taikomuyjy moksliniy tyvimy tikslai /
Purpose related to translational and applied research

X

4.3, Vaisty, maisto, paSary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant 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, kontrolivoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing biikle ar gerinti gyviiny gerove /
Related to the purpose of the control of pharmaceuntical products, food,
Jfeed or other materials or the development, guaiity, efficiency and safety
aof products seeking to prevenf human or animal diseases or their health
disorders, plani diseases or other abnornalities, fo prevent of diseases,
their diagnosis or treatment, o assess, identify, control or change the
physiological condition of hinnans, animals or plants or improve the
animal welfare.

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

Related fo the purpose of the profection of natural environment in the
interests of health or welfare of human beings or animals

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos riidies i¥saugojimo /
Purposes of scientific reasearch secking the preservation of a certain
species

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

Related to the purpose of higher education or training aimed at gaining or
deepening professional knowledge or improving qualifications.

4.7. Kriminaliniy tyrimy tikstai /
Related to the purpose of to forensic investigations




procedures

4.8. Tam tikros biklés genetitkai modifikuoty gyviiny, nenaudojanmy X
kitose procediirose, linijos sukiirimo ir #laikymo tikslai /

Related to the purpose of the developnient and maintenance of a colony of
genetically altered animals of a certain condition not used in other

5.

Projekto tiksfy apradymas /

Description of the objectives of the
project

Darbo tikslas - i8tirti cheminiy (nano- ir mikro-daleliv, metaly ir jy miSiniy,
organiniy medziagy, nuoteky, savariyno filtrato, molio, kaolino, sedimenty iv
gamtiniy_ vandeny), fizikiniy {magnetinio ir efektromagnetinio lauky, pH,
temperatiiros, druskinguma) ir bicloginiy (dumbliu, parazity} stresoriy
ekotoksikologini potenciala  Fuvyse ontogenezés metu biocheminiame,
sublasteliniame, lgsteliniame. individo, _populiacijos ir ekosistemos
{yemenyse. sickiant nustatyti poveikio mechanizinus, organiziny prisitaikymo
oalimybes prie kintandios aplinkos salygu ir pasidlyti poveikio maZinimo

priemones

The aim of the project is to investigate the ecotoxicological potential of
chemical (mano- and micro-particles, metals and their mixtures, organic
compounds, wastewaler, landfill leachate, clay, kaolin, sediments and natwral
waters), physical (magnetic and electromagnetic fields, pH, temperature,
salinity) and biological (algal, parasites) stressors in fish during onfogenesis
at biochemical, subcellular, cellular, individual, population and ecosysiem
levels in order lo identifyy mechanisms of action, adaptation of organisms to
changing environmental conditions and to propose mitigation measures.

6.

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

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

Projekto jeyvendinimo metu gauti rezultatai suteiks mokslinés informacijos
tobulesnéms akvakultiiros valdymo strategijoms kurti, aplinkos rizikos
vertinimui, atsiZvelgiant j ckologines ir socio-ekonomines cheminés tar3os ir
parazity infekcijy vandens ekosistemoje pasekmes. Rezultatai bus naudingi
vertinant fizikiniy, cheminiy ir biologiniy stresoriy poveikj Zuvims
skirtinguose biologinés organizacijos lygmenyse. Tai padés sprgsti
antropogeninés  kilmés stresoriy  ekotoksitkumo ir  embriotoksiZkumo
prablemas ne tik skirtingos filogenezés organizmams, bet ir Zmogui.

Iimplementation of the praject will provide a new scientific information in the
developient of better aquaculture management siralegies, envirommnental risk
assessment, taking into consideration the ecological and socio-economic
consequences of chemical pollution and parasitic infections in the aguatic
ecosystem. The results will be useful in assessing the effects of physical,
chemical and biological stressors on fish at different levels of biological
organization. This will help o address the ecotoxicity and embryotoxicity of
anthropogenic stressors not only in organisms of different phylogenesis, but
also in munans.

Projekte numatomos naudoti gyviny
ridys ir preliminarus gyviing kiekis {vnt.} /

Expected specles and approximate
numbers of animals to be used in the
project (in numbers)

Vaivoryk&tinio upétakio (Oncorhynchus mykiss) lervutés, baigiandios virdkinti
trynio maidelj, mailiukas ir jaunikliai — 4525; DryZuotosios danijos (Danio
rerio) lervutés, baigiangios virdkinti trynio maigelj, mailiukas ir jaunikhai —
4060; Atlantinés lagiSos (Salmo salar) lervutés, baigiandios vir3kinti trynio
maifelj, mailiukas, jaunikliai ir suauggliai (reprodukeinio amZiaus) — 4640;
Paprastojo ewropinio eSerio (Perca fluviatilis) mailivkas ir jaunikliai (<1-2
mety) (Iytis mot.feyr) — 150; Trispygles dyglés (Gasferosteus acileatus)
suaugéliai (2-3 m. amZiaus) — 1440; Altriainipio erSketo (Acipenser
oxyrinchus) 1-2 mety suaugéliai — 2220; Margojo upétakio (Salmo trutta fario)
lervutés, baigiandios virgkinti trynio maiselj, mailivkas ir jaunikliai (1 mety) —
7145; Slakio (Salmo trutta trutta) lervutés, baigiangios virikinti trynio maisefj,
mailiukas, jaunikliai ir snaugéliai (reprodukeinio am#iaus) — 3245; Europinés
lydekos {(Esox lucius) lervatés, baigian&ios virskinti trynio maidelj, mailiukas
— 720; Karpis (Cyprinus carpio) jaunikliai (1-3 mety) -- 1500; Starkis (Sander
Iucioperca) mailiukas ir jaunikliai (<1 mety) — 1200; JuodaZiotis grundatas
(Neogobins melanosiomus) mailiukas ir jaunikliai (<l mety) — 600;
Paprastasis ungurys (Anguilla anguilla) nyailivkas ir jaunikliai (<I mety} —




720; Sterlé (Acipenser ruthenus) mailivkas ir jaunikliai (<1 mety) ) — 500,
Paprastasis Ziobris (Fimba vimba) 4-8 mety — 250; Paprastoji kuoja (Rufilus
rutilus) 4-10 mety — 150; Europinis $apalas {Lewnciscus cephalus) 4-10 mefty—
150; Paprastasis strepetys (Leuciscus lenciscus) 4-10 mety— 150,

Oncorhynchus mykiss (lervae, fiv and juveniles) — 4525; Danio rerio (lervae,
Siy and juveniles) — 4060; Salmo salar (Tervae, fiy, juveniles, adults) — 4640;
Perca fluviatifis (fry and juveniles) — 150; Thymallus thymallus (one-year-old
adults) — 1440; Acipenser oxyrinchus (1-2 years-old adults) - 2220; Salmo
frutta fario (lervae, fiv and juveniles) — 7145; Salmo trutta trutta (lervae, fiy,
Juveniles, adults) — 3245; Esox lucius (lervae and fiy) — 720; Cyprinus carpio
(fiy) — 1500, Sander Iucioperca (firy and juveniles) —1200; Neogobius
welanostomus (fiv and juveniles) — 600; Anguilla anguilla (fry and juveniles)
— 720, Acipenser ruthenus (fiy and juveniles) — 500, Vimba vimba (4-8 years-
old) — 250; Rutilus rulilus (4-10 years-oid) — 150; Leuciscus cephalus (4-10
vears-old) — 150; Leuciscus lenciscus (4-10 years-old) — 150.

8. Numatomas poveikis gyvinui {-ams)
atsizvelgiant | planuojamas bandymo su
gyviinais procedaras {t. y. kokj galima
skausmg ar kanéias galimai patirs
gyvinas ir koks numatomas bandymo
su gyvinais procediry uzhaigimo
badas) /

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

Planuojamos vykdyti procediivos priskiriamos lengvo ir vidutinio sunkumo
procediiroms bei procediiroms be galimybés atgaivinti, Eksperimento
laboratorijoje pabaigoje gyviinai bus nuZudomi.

Procedures planned in experiments are atiributed to the pracedures of mild
and moderate severity and to ihe procedures after which animals cannot be
ameliorated. At the end of the laboratory experiment all animals will be kifled,

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

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

Projektas atgaline data nebus vertinamas

The project will not be evaluated retrospectively

10. Reikalavimy mazinti bandomuyjy gyvany skai¢ly bandymo su gyviinais procediroms, gerinti bandomyjy gyvuny
naudojimo salygas ir taikyti metodus, leid#iantius pakeisti bandomujy gyviiny naudojima bandymo su gyvinals
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 bhandomyjy gyviny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and
Jor not using alternative methods

Visi eksperimentai bus atlickami kiek jmanoma optimizuojant individy ir
tiriamy medZiagy, jy koncentracijy ir bandymy pakartojimy kiekj.

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

10.2. Bandomyjy gyviiny skai¢laus
maiinimo reikalavimo taikymo
pagrindimas / Justification for the
requirement to reduce the number of
test animals

Justification of the reduction of the
number of animals

Kontrolings gywviing grupés individy kiekis bus optimizucjamas siekiant
sumaZinti tiriamy gyviiny skaidiy,

The rmumber of animals in the control group will be optimized in order to reduce
the number of animals fested.

10.3. Bandomujy gyviiny naudojimo
satygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are
used

Atliekant fengvo sunkumo proceddras gyviinai patirs minimaly stresg, o
atlickant vidutinio sunkumo procediiras ir procediras, po kuriy nelieka
galimybés atgaivinti gyviinus, bus stengiamasi jas atlikti per kiek jmanoma
trumpesnj laikg ir gyvanams suteikti kuo maZiau streso ir skausmo,

Under the mild procedures, the animals are likely 1o experience short-term
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 siress and pain.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Profect Title

bhiofarmacinis verfinimas®

., PriciuZdeginimio poveikio vaisty formy modeliavimas ir

2. Projekto trukmé /
Duration of the Project

2021-04-01 - 2024-04-01

/
Key words (maximum 5)

3. Reik¥miniai od¥iai (ne daugtau kaip 5)

Mikroendlsija, poloksameras P407 ir P188, karbomeras, biciy pienelis.

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

Atiikti biologinio poveikio gyviinams tyrimus, siekiani jvertinti
formuluodiy su bidiy pieneliu prieSuidegiminj poveiki akims, siekiant
pritaikymo Fmoniy ir gyvitny gydymui ir profilaktikai.

TAIP/
YES

NE /
NO

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

TAIP
YES

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

NE /
NO

4.3. Vaisty, maisto, paSary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti
¥moniy ir gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, 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 pharmacenticals products, food, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking fo prevent Hnan 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, 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 gyvinmy sveikatai ar gerovei,
apsangos tikslai / .
Purposes related (o the protection of natural enviroament in the inferesis
of health or welfare of h-onan bei-gs or animals

TAIP
YES

NE /
NO

4.5. Moksliniy tyrimy tikslai siekiant aiitinkam s rdies iSsaugojimo /
Puposes of scientific reaszarch seeking the pr-eservation of a certain

NE/
NO

species

4.6. Aukitojo mokslo ar mokymo tikstai siekiant igyti aﬁﬁg?ﬁﬁti
profesines Zinias, kelti kvalifikacijg /
Puposes related to higher education or iraining aimed at gaining or

deepening professional knowledge or improving qualifications B

NE/
NO

4.7, Keiminaliniy tyrinny tikslai/
Purposes related to forensic investigations

NE/
NO

4.8, Tam tikros buklés venetidkai modifikuoty gyving, nenaudojamy
kitose procediirose, linijos sukarimo ir i$laikymo tikslai /

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

NE/
NO
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5. Projekto tiksly apraSymas /

Description of the objectives of the
Praject

Ailikii biologinio  poveikio gyviinams fyrimus, siekiant jvertinii
formuluociy su bicly pieneliu priesuidegimini poveikj akims, siekiant
pritaikymto Zmoniy ir gyviiny gydymui ir profilakiikai,

Pokydiai akies audinivose bel skvarba | gilesnius audinius bus
vertinami naudojantis naujausiomis moksliskai patvirtintomis mefodikomis,
bus atliekami akies méginiy histopatologiniai fyrimai {Reaval N, Kinent D, Misra
M. Microemulsion-based delivery of triamcinolone acetonide fo posterior
segment of eye using chitosan and butter oil as permeation enhancer: an it
vitro and in vivo investigation. Jowrnal of microencapsulation. 2018 Jan
2:35(1):62-77.); Gokee EH, Sandri G, Egrilmez S, Bonferoni MC, Giineri T,
Caramella C. Cyclosporine A-loaded solid lipid nanoparticles: ocular
tolerance and in vivo drug release in rabbil eyes. Curvent eye research. 2009

Nov 1;34(11):996-1003.

To perform biological studies in animals to evaluate the anti-inflammatory
effects of formulations with royal jelly on the eyes ‘with a view fo their
application lo the ireatment and prevention of humans and animals.

Changes in ocular tissies and penetration info deeper tissues will be assessed
using the latest scientifically validated methodologies, histopathological
examinations of ocular samples will be performed (Raval N, Khunt D, Misra
M Microemulsion-based delivery of triamcinolone acetonide to the posterior
segment of the eve using chitosan and bufter oil as permeation enhancer: an in
vitro and in vivo investigation (Jowrnal of microencapsulation. 2 018 Jan 2; 35
(1): 62-77.); Gokee EH, Sandri G, Egrilmez S, Bonferoni MC, Gineri 1
Caramella C. Cyclosporine A-loaded solid lipid nanopaviicles: ocular
tolerance and in vivo drug release in rabbit eyes. Current eye research. 2009
Nov 1; 34 (11); 996-1003.

6. Numatoma projekto nauda (t. y. kokia

numatoma nauda atlikus projekts
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 projeci)

Tyrinmy metu jgytos Zinios leis patikimai jvertinti sumodeliuoty farmaciniy
formy su biciy pienceliu veiksmingumag, saugumy ir galimq pritaikymg gydymui
nuo akiy ligy, squsumui sumainimii, prie$uidegiminiam poveikiui pasiekii.
Atliekant bandymus su gyviinais bus vertinamas dirginamasis poveikis,
skvarba | akies audinius bei prieSuidegiminis poveikis in vive. Gaous
palankius tyrimy rezultatus, bus pradeti klinikiniai tyrimai su paskirties rifiy
individais, esant palankiems tyrimy rezultatams bus pradéta nanjy akiy
preparaty su bidiy pieneliu gamyba.

The knowledge gained during the research will allow to reliably evaluate the
efficacy, safety and possible application of the simulated pharmaceutical
forms with royal jelly for the freatment of eye diseases, reduction of dryness,
anti-inflammatory effect. Amimal testing will evaluate irvitant effects, ocular
tissue penetration and in vivo anti-inflantinatory effects. Following the
favorable results of the studies, clinical trials will be initiated in individuals
of the target species, and if the favorable resuis of the studies are obtained,
the production of new eye preparations with royal jelly will be started.

. Projekte numatemos naudoti gyviiny
riiys ir preliminarus gyviiny kickis (vnt.)
/

Expected species and approximate
numbers of animals fo be used in the
Praject (in humbers)’

BALB/c pelés (60). . .
Albino, laboretory-bred strain (BALB/c) mice (60)

. Numatomas poveikis gyviinui (-ams)
atsi¥velgiant j planuojamas bandymo su
gyviinais procediiras (1. 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

Nejautrai sukelti bitinybés nebus, nes atliktinos procediivos nebus  ifin
skaumingos. Planucjama, kad manipuliacijy metu bus sukeliamas nedidelis
diskomfortas, blogiausiv atveju silpnas ar, nors tai labai makai tikéting,
vidutinis skausmas. Jei bus poiymiy, sudaranéiy pagrindg mamti, jog
ayvinai kendia-skausma, be jokios abejones bus naudojamos anclgetings
medziagos, padésiancios nuo skausmo apsaugoll gyvimus. [ rawmenis bus

Svirkséiama meloksikamas. Trukmé tarp vaisto panaudy bus parenkama

idividualiai, priklausomai nio skausmo laipstio.

the context of the projected procedures
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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
Jinalising the procedures of experiments
“on animals) )

Procedures will not cause the pain therefore anesthesia is not necessary to use.
Presumably small animal discomfort will be caused by the manipulation,
in the worst case, the weak or moderate pain may occur. If any sign of pain
occur analgetics will be surely used. Meloxycam will be adminstered
intramuscully,  Time between injections will be selected idividually,
depending on the degree of pain.

9. Projekto vertinimas atgaline data (jeign
reikalingas vertinimas atgaline data,
nurodyti, iki kada jis furf buti atliktas) /
Refrospective assesment of the project
(if the retrospective assesment is needed
the deadline has o be specified)

10. Reikalavimy maZinti bandonyjy gyviiny skaigiy bandymo su gyviinais procedaroms, gerinti bandomujy gyviiny naudo-
Jimo sglygas ir taikyti metodus, leidZian&ius pakeisti bandomyjy gyvimy 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 dlternative methods

10.1,  Gywy bandonyjy gyviiny naudojimo
ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /
Justification for using live animals and
Jor not using alternative methods

Bandomosios vaistinés formos poveiki akies pavirivje tikslinga
nustalyti naudojant gyvq organizmg, laikomq natiiraliomis jam gyvenimo
sqlygomis, nes nuo individualiy ovganizmo savpbiy, reguliaciniy mechaniziny,
taip pat del jvaiviy veiksniy jtakos (pvz., inuminés sistemos atsakas) tiriamos
medzZiagos poveikis akies pavirSiui gali biti skirtingas. Alternatyviy mefody
vertinant bandomosios vaistines formos efektyvumg, pasiiilyti negalime. Vaisty
efektyvumo  fyrimams  reikia vertinti viso organizmo visumg veikiant
neurolmnoraline reguliacijai,

1t is apprapriate to determine the effect of the test formulation on the
ocular surface using a living organism considered to be natural under living
conditions, as the effects on the ocular surface may vary depending on
individual body characteristics, regulatory mechanisms, and various Jactors
(eg immune response). We cannot suggest alternative methods for evaluating
the efficacy of the experimental dosage form. Drug efficacy siudies need fo
evafuate the whole organism in terms of newrohumordal regulation.

10.2,  Bandomyiy gyviiny skaidiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
mamber of aniinals

Pirmas bandymas bus vykdomas nawdojant dviejy skirtingy kencentracijy
su frimis skirtingais pagrindais vaistines formas. Bus vertinamas vaistines
Jormos efektyvumas. Siekiant gauti kuo patikimesnius bandymy rezullatus,
kiekviena gyvitny grupé turi biti sudaryia i§ maFiausio statistiniam
patikinnanui apskaicivoti reikalingo gyviny skaidiaus — 5 individy. Siame
bandyme gyvitnai bus suskivstyti j 12 grupiy.

Uzsibréitiems tikslams pasiekti biitina sudaryti 6 tiriamgsias grupes,
nes tiriamos vaistinés formos yra 2 skirtingy koncentracijy ir 3 pagrindy. Taip
pat rezultatams palyginti bitinos teigiamos ir neigiamos kontrolines grupes.
Kickviena gyviiny grupe bus sudaryta i§ 5 individy. Manome, kud toks gyviiny
skaicius grupéie yra minimalus, kad gautus rezultatus biity jmanoma apdoroti
statistine anafize.

The first test will be perjormed using dosage forus of two different
concentrations with three different bases. The efficacy of the dosage form will
be evaluated. In order to obtain the most reliable test resulls, each group of
animals must consist of the minimum number of animals required (o calculate
statistical reliability, 5 individuals. In this experiment, the animals will be
divided inio 12 groups.

In order to achieve the set goals, it is necessary to form 6 study groups,
because, the ftested pharmaceutical forins are available in 2 different
concentrations and 3 buses. Positive and negative control groups are aiso
required fo compare results. Each group of animals will consist of 5 individuals.
We believe that the number of animals in a group Is minimal so that the restdts
obtained can be processed by statisiical analysis.

16




10.3. Bandomyjy gyviny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are
used

Siekiant optimaliy mokslinio projekto rezuitaty laboratoriniai gyvimai bus
laikomi individualiuose spec. narvuose, skiriant peléms atitinkamai 330 cm’
ploto ir 12 cm aukigio. Adaptacijos laikotarpis prie$ bandyma S d. Patalpos
temperatira 20-24 °C, drégmé 50-60 proc., $viesos tamsos reZimas paroje
12:12 val. Seriami specialiu granuliuotu pagaru, skirtu grauzikams.

Laboratory animals will be housing in individual cages with the living area
330 cni®, respectively, and the height of the cage 12 cm. Mice will have
adaptation period of 5 d. before the procedure, room temperature 20-24° C,
humidity 50-60%, day/night mode 12:12. Special granulated food for rodents
enid water ad libitum.
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FForma patvirtinta

Vaistybinés maisto ir veterinarijos tarnyhos
direktoriaus

2013 m. lapkri¢io 25 d.

jsakymu Nr. B1-761

(Bandymo su gyvimais projekio santraukos formos pavyzdys)

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

ANIMALS
L. Projekto pavadinimas / »ISemijosfreperfuzijos poveikio kardioliping oksidacijai ir resinteze
Project Title molekuliniy mechanizmy tyrimas*

winvestigation of molecuiar mechanisms of cardiolipin oxidation and
resynthesis during renal ischemia / reperfision”

2. Projekto trukmé / 2021-04-01 — 2024-09-0f

Duration of the Project
3. ReikSminiai Zod¥iai (ne daugian kaip 5}/ | Kardiolipinas, oksidacija, inkstai, iSemifa/reperfuzija, mifochondrija

Key words (maximm 5) Cardiofipin, oxidation, kidneys, ischemig/reperfusion, mitochondria
4. Projekto tikslas (-ai) / TATP/ NE/NO
Purpose of the Project YES
4.1. Fundamentalinjy moksliniy tyrimy tikslai / TAIP/
Purpose related to basic vesearch YES
4.2. Aifkinamyjy ar taikomuyjy moksliniy tyrimy tikslai / TAIP/
Purpose related 1 transitational and applied rescarch YES
4.3. Vaisty, maisto, pafary ir kity medZiagy ar produkty : NE/NO

karimo, gamybos, kokybés, veiksminguma ir saugumo
tikrinima tikslai siekiant Bvengti Imoniy ir gyviiny ligy
ar sveikatos sulrikimy atsiradimo, augaly ligy arba ki
anomalijy atsiradimo ar jy poveikio, uttikrinti lipy
prevencija, diagnozavimg ar gydyma, fvertinti, nustatyti,
kontroliuoti ar pakeisti $moniy, gyviny arba augaly
fiziologing biikle ar geringi gyvany gerove /
Purposes related 1o the contol of, pharmacenticals
products, food, feed or other maierials or the
development, production, quality, efficiency and safety of
products seeking to prevent Lumian or animal diseuses or
their health disorders, plant diseases or other
abnormalities or their Impacts 1o eswre the prevention of
diseases, their diagnosis or treatmeni, 1o assess, identify,
control or change the physiological condition of honans,
animals or planis or improve the animal welfare, )
4.4, Gamtinés aplink os, reikalingos Imoniy ar syviiny NE/NO
sveikatai ar gerov=i, apsaugos tiksfaj /
Purposes related to the protection af natural exvironment
in the interests of health or welfare of aman beings or
animals -
4.5. Moksliniy tyrimy tikslai siekiant atitinkamos rivgfes NE/NO
i¥saugojimo /
Puposes of scientific reasearch seeking the preservation
-|of a certain species |7
4.6. Auk3tajo mokslo ar inokymo tikslai siekian: jeyiiar
pagilinti profesines Finias, keltj kvalifikacijg /
Puposes related 1o higher edueation or Irainieg aimed at J

aining or deepening professional Inowledge or

NE/NO




improving gualifications
4.7. Kximinaliniy tyrimy tikslai /
Purposes related to forensic investigations

NE/NO

4.8. Tam tikros biklés genetitkai modifikuoty gyviimy,
nenaudejamy kitose procediirose, linijos sukiirimo ir
iSlaikymo tikslai /

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

- NE/NO -

5. Prajekto tiksly aprafymas /

Description of the objectives of the
Project

Sio tyrimo tikslas — istrli molekulinj kardiolipino paZaidos i¥emijos bei
iSemijos/reperfuzijos mefu mechanizing, iftirti ar biologigkai aktyvis
Junginiai gali apsangoti kardioliping nuo pa¥aidos bei jvertinti
biologiskat aktyvius junginius, kuric apsaugo kardioliping nuo
ifemijos/reperfuzijos sukeliamos oksidacinio streso paraidos,
The aim of this study is to mvestigate the molecular mechanisms of renal
ischemia and ischemia/ repevfusion induced daniage fo
mitochondrial cardiolipin , te analyze whether biologically active
substances can profect cardiolipin from the damage and evaluate the
biologically active substances that protect cardiolipin from the
damage caused by oxidative stress during ischemia/reperfusion.

6. Numatoma projekto nauda (1. y. kokia

numaloma nauda atlikvs projekia
mokshui, gyviinams ir (ar} Zmonéms) /
Potential benefits likely to dervive from
the Project (i, e. how science could be
advanced or humans or animals could
benefit frowm the project)

Yra nustaiyta, kad Bemijos/reperfuzifos metu vystosi mitochondrijy
paZaida, kurios metu oksiduojamas ir sueikvojamas mitochondrijy
kardiolipinas. Kardiolipinas yra biitinas optimatiai mitochondrijy
funkeijai (elektrony pernasos grandinei, oksidaciniam fosforilinimui,
vidinés membranos stabiluimui) palaikyti, fodé] aktualy nustatyti
kardiolipino pazaidos molekulinius mechanizmus ir jvertinti
susidariusius oksidacijos produktus bei Jju itakq lastelés suciai. Sio
darbo metu inksiy igemijosfreperfuzijos in vive irfarba in vitro
eksperimentiniy gyviny modelyje analiznosime iSemijos/reperfuzijos
poveikj kardiolipino kiekybiniams ir kokybiniams poky&iams bei
sicksime i§tini prieduzdegiminémis savybémis pasiZyningiy
biologiskai aktyviy junginiy apsaugin poveik}. Tai turés pagrinda
tolimesniems fyrimams, iekant ir kuriant veiksmingus ir polencialius
preparafus apsaugandius nuo inksty ifemijos ir reperfuzijos sukelio
mitochondrijy paeidimo
Itis knovwen that ischemia/reperfusion injury induces mitochondrial
damage, during which mitochondrial cardiolipin is oxidized and
consumed. Cardiolipin is essential to mainiain oplimal mitochondrial
Junction (electron transport chain, oxidative phosphorylation, the
stability of inner mitochondrial membrane), therefore it is inportant
1o determine the molecular mechanisms of cardiolipin alterations and
to evaluate the products of cardiolipin oxidation as well as their
impact on cell death. During this work we will use an experimental
animal model of ischemia/veperfusion in vive or in vitro to investigate
the changes in cardiolipin amownt and structure caused hy
ischeniafreperfusion, also we will analyze the protective effect of
biologically active antioxidative substances. These experiments will
help 10 build a foundation for firther Investigation and synthesis of
effeciive and poteniial drugs that would profect kidneys from injury
caused by ischemia/reperfusion

7. Projekte numatomos naudoti gyviiny

ri8ys ir preliminarus gyviiny kiekis (vnt.)

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

Pitkoji Ziurké (Ratius norvegicus) Wistar linija
{162 vnt)
Grey rat (Raitus vorvegicus) Wisiar line {162)

8. Numatomas poveikis gyviinui {-ains)

atsizvelgiant | planuajamas bandymo su
gyviinais procediiras (1. y. kokj galima
skausmy ar kangias galimai patirs
gyvinas ir koks numatomas bandynio
su gyvilnais procediiry uzbaigimo
biidas) /

Gyvonai skausino, kandiy ir baimés tyrimo meto nepatirs. Procediiry metu
k ¢ P
gyvinams taikoma analgezija. Numatomas bandymao st gyvinais
procediiry uZbaigimo biidas — gyviiny eutanazija.
Animals will not suffer pain, agony and fear. Animals will be anesthetized
during the procedures. Expecled way of finalizing the procedures of
experiments on animals - animal enthanasia,




( The expected effeets on an animal(s) in
the context of the projected procedures
of experiments on animals (i, e.
expected level of severity of pain or

animal and what is the expected way of
Sinalising the procedures of experiments

suffering to be likely experienced by an™

nurodyti, iki kada jis turi biti atliktas) /
Retrospective assesment of the project
{if the retrospective assesment is needed
the deadline has fo be specified)

on animals)
9. Projekto vertinimas atgaline data {jeipu | Nereikalingas
reikalingas vertinimas atgaline daia, Unnecessary

igyvendinimas /

10. Reikalavimy maZinti bandomuyjy gyvimy skai¢iy bandymo su gyvinais procediiroms, gerinti
bandomujy gyviny naudojimo salygas ir taikyti metodus, leid¥iangius pakeisti bandonmyjy
gyviumny naudojimg bandymo su gyviinais procedaroms alternatyviais metodais,

Implenientation of the requirements for the reduction af the munber of animals used in

procedures of experiments on animals, refinement of conditions under which animals are
used for the procedures and application of
of animals in the procedures by alternative methods

methods, which enable the replacement of the use

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

Justification for using Jive animals and
Jor not using alternative methods

Tyrimo metu bus analizuojamai ifemijosfreperfuzijos sukeliami inksty
mitochondrify kardiolipino pazeidimo mechanizmai. Tik in vitro tyrimu
negausime detaliy rezultaty, todél yra reikalingas gyvas organizmas,
kuriam gali bitti sukeltas kraujotakos j organg sustabdymas bei atstatymas.
Taip pat §io tyrimo metu svarbu stebéti biologiskai aktyviy junginiy,
suleisty § bendrg kraujotaka, poveikj mitochondrijy kardiolipino
kiekybiniams ir kokybiniams poky&iams, esant iSemijaifreperfuzijai,
We voill be analyzing the mechanisms of kiduey ischemiateperfusion
induced damage to mitochondrial cardiolipin. We can not acquive
delailed results if the experiments are carried out in vitro, therefore u
Hiving organism is necessary in which we ean stop and restore the blood
Slow to an organ. Also it is vital to observe how biolegically active
substances, that are injected into the bloodstream, affect ihe queality and

quantity of mitochondrial cardiolipin during kidney ischemiafeperfusion.

10.2. Bandomyjy gyviiny skaiziaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
mmber of animals

Attickant tyrimus su gyviinais ir norint gauti patikimus rezultatats turi biiti
5 ir daugiau pakartojimy. Plamojant tyrimy apimtj buvo tatkoma 3Rs
koncepeija.

In order to acquire reliable resuls in experiments with animals the
sample size in a group (the number of animals in the experimental group)
has fo be 3 or more. 3Rs concepl was applied when planning the toial
numiber of animals for the project.

10.3. Bandomujy gyviiny naudojimo salygy
gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
eonditions under which animals are
used

B

Numatyta atlikti minimaly batiniausiy procedory skaidiy vienam gyviinui,
taip siekiant i¥laikyti kuo geresnes salygas gyvimams viso eksperimento
mefi, .

The minimal wumber of the most necessary procedures per animal will be
done in order to maintain the best possible conditions for animals
throughout the experiment, 1




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVUNAIS PROJEKTO SANT RAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /
Project Tirle

vivo eksperimentiniame gyviny modelyje mokslo tikslais.

in an experimental animal model for scientific purposes.

irdies elektrofiziologiniai tyrimai naudojant optinius metodus in vivo i

rex

~Cardiac electrophysiological studies using optical methods in vivo and ex vivo

2. Projekto trukmé /
Duration of the Praoject

2021 03 01 -2025 12 30

Key words (maxinuon 5)

3. Reik&miniai zod%iai (ne daugiau kaip 5}/ Optinis  vaizdinimas; Sirdies  elektrofiziologijal;  optiniai

kardiotropinés medZiagos
Optical maping; heart electrofiziology; optical paramelers,
medications

parametrai;

kardiotropic

4. Projckto tikslas (-ai)/
Purpose of the Profect

Project

TAIP/ | NE /
YES NO

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

X

Purpose related fo translational and applied research

4.2. Aigkinamujy ar taikomyjy moksliniy tyriny tikslai / X

kokybés, veiksmingumo ir saugumo tikrinimo ftikslai sickiant i¥vengti
smoniy ir gyviiny ligy ar sveikatos sutrikinyg atsiradimo, augaly ligy arba
kity anomalijy atsivadimo ar ju poveikio, uitikrinti ligy prevencija,
diagnozavimg ar gydyma, jvertinti, nustatyti, lcontroliuoti ar pakeisti
¥moniy, gyvimy arba augaly fiziologing bukle ar gerinti gyviny gerovg /
Purposes related to the control of pharmaceuticals products, Jfood, feed or
other materials or the development, production, quality, efficiency and
safety of products seeking to prevent human or animal diseases or their
health disorders, plant diseases or other abnormalities or their impacis fo
esure the preveniion of diseases, their diagnosis or treatment, 10 dssess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.
4.4, Gamtinés aplinkos, reikalingos Zmon

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

iy ar gyviiny sveikatai ar gerovei,

4.5. Moksliniy tyrimy tikslai sickiant atilinkamos riisies igsaugojimo /

Puposes of scientific reasearch seeking the preservation of a certain species

4.6, Auk&tojo mokslo ar mokymo tikslai siekiant jgyti ar pagilinti profesines

yinias, kelti kvalifikacijg /

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

4.7. Kriminaliniy tyriny tikslai /

Purposes related to forensic investigations ]

4.8. Tam tikros buklés genetiskai modifikuoty gyviiny, nenaudojamy kitose

procediirose, linijos sukiirimo ir i§laikymo tikslai /

Purposes related to the development and maintenance of a colony of

genetically altered animals of a certain condition not used in other

elekirofiziologijai.
4, vertinti naujy kardiotropiniy medZiagy farmakokinetiks.

optical methods.

diagnosing heart disease.

. - - e —

473 Vaisty, maisto, paSary ir kity medZiagy ar produkty kitrimo, gamybos, X

health or welfare of human beings or animals

procedures

5. Projekio tiksly apradymas / 1. Sukurti jr isbandyti naujus elekirofiziologinius ¥irdies tyrimus, kuriems
Description of the objectives of the naudojami optiniai metodai.
2. Jvertinti elekirofizioliginiy tyrimy efektyvuma diagnozuojant Sirdies ligas.

3. Jvertinti  paujy kardiotropiniy  medZiagy efektyvumg  Sirdies

1. To develop and lest new electrophysiological cardiac examinations using

2 To evaluate the effectiveness of electrophysiological examination in

3 To evaluate the efficacy of new cardiotropic substances for cardiac




electrophysiology.
4. To evaluate the pharmacokinetics of new cardiotropic substances.

6. Numatoma projekto nauda (t. y. kokia Sukurti nauji elektrofiziologiniai tyrimai padés jvertinti Sirdies ligy patogenezg
numatoma nauda atlikus projekta ir suprasti $irdyje vykstanfius procesus. Tyrimy metu bus kuriami ir
mokslui, gyviinams ir (ar) Zmonéms) / tobulinami nauji Sirdies elektrofiziologiniai tyrimai naudojant optinius
Potential benefits likely to derive from metodus, tokie kaip optinis irdies ir kraujagysliy vaizdinimas. Naudojant
the Project (i. e. how science conld be naujas kardiotropines medZiagas ir jvertinus jy cfektyvumg gydant §irdies
advanced or nmans or animals could ligas, bus galima siftlyti naujas medZiagas naudoti klinikoje.
benefit from the project) Inovative electrophysiological heart examination will help fo assess the

pathogenesis of heart disease and fo understand the processes taking place
in the heart. The research will develop and refine new electrophysiological
examinations of the hear! using optical methods such as optical
cardiovascular imaging, With the use of new cardiotropic agents and the
evaluation of their effectiveness in the treatmen! of heart disease, it will be
possible {o propose new agents for use in the clinic.

7. Projekte numatomos naundoti gyviny Tringiai 150 vnt.
riidys ir preliminarus gyviiny kiekis (wmt)/ | Kiaulés 100 vnt.
Expected species and approximale Rabbit 150 pes.
numbers of animals 1o be used in the Swine 100 pes.
Project (in numbers)

8. Numatomas poveikis gyviinui (-ams) Visi gyviinai tyrimo metu atliekant procedilras bus pilnoje nejautroje ir ficms
atsizvelgiant j planuojamas bandymo su bus naudojami vaistai opioidai, 0 po tyrimy gyvilnai nebus Fadinami, todél
gyviinais procediiras (f. y. kokj galiing néra fikimybés, kad gyviinai jaus kandig, skausmg ar baimg. Procediing metu

gyvinams, kas 15 min., tikrinami skausmo pojiiciai suznybiant tarpupir3tj.

skausmg ar kandias galimai patirs
Taip pat procediiry metu nuolat stebimi pyvybiniai parametrai: Deguonies

gyviinas ir koks numatomas bandymo su

gyviinais procediiry uzbaigimo bindas) / saturacija, §irdies ritmas, kvépavimo danis, arterinis kraujo spaudimas, 8iy
The expected effects on an animal(s) in parametry pokyéiai leidZia spresti ar gyviinas gali jausti skausmg.

the context of the projected procedures All animals will be completely anesthetized during the procedures and will be
of experiments on animals (i. . expected treated with opioids, and the animals will not be awakened afier the lests, so

level of severity of pain or suffering to be there is no chance that the animals will feel suffering, pain or fear. During
likely experienced by an animal and the procedures, the animals are examined for pain every 15 minutes by
what is the expected way of finalising the pinching the forefinger. Also during the procedures, vital paramelers are
procedures of experiments on animals) constantly monitored: Oxygen saturation, heart rate, respiratory rale,
arterial blood pressure, changes in these parameters allow lo decide
whether the animal can feel pain,

9. Projekto vertinimas atgaline data (jeigu Nereikia
reikalingas vertinimas atgaline data,
nurodyti, iki kada jis turi biit atlikias) /
Retrospective assesment of the project (if
the retrospective assesment is needed the
deadline has fo be specified)

10. Reikalavimy mazinti bandomuyjy gyviny skai¢iy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviing naudojimo
salygas ir taikyti metodus, feid¥ianéius pakeisti bandomujy gyvuny naudojimg bandymo su gyviinais procediiroms
alternatyviais metodais, jgyvendinimas /
Implementation of the requirements for the veduction of the number of animals used in procedures of experiments ol
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 procedyres by alternative methods o

10.1. Gyvy bandomyjy gyvany naudojimo | Tokie tyrimai tari buiti atlickami su gyvinais, nes kol kas néra tinkamy metody

ir alternatyviy metody nenaudojimo sirdies funkciniams ir elekirofiziologiniams tyrimams atlikti,

rejkalavimo taikymo pagrindimas / Tyrimo metu jau anestezijoje esanéiam gyviinui yra jvedami arterinis ir veninis

Justification for using live animals and kateteriai, dél to imant kraujg nereikia unolat badyti veny.

for not using alfernative methods Such studies must be performed in animals as there are currently no suitable

methods for cavdiac functional and electrophysiological studies.

Arterial and venous catheters are inserted into an animal already under

anesthesia during the study, so theve is no need to test the veins regularly

| during blood collection. o ~

10.2. Bandomujy gyvuny skailiaus Visnomet planuejant tyrimus yra atsizvelgiama i 3Rs koncepcijy. Tyrimuose
mazinimo reikalavimo taikymo reikalinga naudoti gyvus gyviinus, nes stebima organd L.y. Sirdies reakeija.
pagrindimas / Todé| vienam tyrimui skaiinojamas 10 vnt. triugiy - elektrnfiziologiniy tyrimy

Justification of the reduction of the lanendorfo sistemoje planuojama atlikti 10 tyrimy, todel Siai daliai bus
cunaudota 100 gyviiny. Kardiotropiniy medFiagy farmakokinetikos tyrimuose
planunjama cunaudoti 50 gyvany, planuojama tirti 5 skirtingas medZiagas, jas
suleid¥iant 3 skirtingais biidais, jas leidZiant paeilivi 3-5 skirtingo dydzio
dozémis. Vélesnitiose fyrimuose planunjam. neudoli kiaules, tyriamojoje
| gupsi » pasirenkant po 10 idaully, pasirinkias didosnis nef 5 gyvinl skaitivs |

N

mamber of animals

. e —




grupéje, nes Zinoma, kad dél individualiu organizmo savybiy galimas 20 — 30
proc. gyvilny mirlingumas tyrimuose, Pasitaikius maZesniam mirtingumui,
sunaudoty gyviiny skaidius bus mazesnis.

The concept of 3Rs is ahways taken inlo account when planning research. The
use of live animals in studies is necessary because of the observation of the
organ i.e. heart reaction. Therefore, 10 unils are counted per fest, rabbils -
electrophysiological studies in the Lanendorf{ system are planned to be
performed in 10 systems, therefore 100 animals will be used for this part. The
pharmacokinetic studies of cardiotropic stbstances are planned fo use 50
animals, it is planned to study 5 different substances by injecting them in 3
different ways, administering them in succession in 3-5 different doses. In
subsequent studies, it is planned to use pigs, choosing 10 pigs in fhe study
group, the number of animals is more than 5 in the group, because it is known
that due fo the individual characteristics of the orgamtism, 20-30%. animal
mortality in studies. With lower mortality, the number of animals consumed will

be lower,

10.3, Bandomuyjy gyviiny nandojimo
sglygy gerinimo reikalavimo taikkymo
pagrindimas /

Justification of the refinement of
conditions under whicl animals are used

GyTinai laikomi patalpose, kuriose pilnai pritaikytos latkyti tokio tipo gyvinus,
jiems uztikrinamas tinkamas ap§vietimas, §¢rimas ir vandens tickimas, Gyviiny
ecrovel udtikiinti gyviinams suteikiani saislai, kuric skatina judéjima ir
susidoméjima. Kiaulés latkomos bandoje, nes po vieng jos maziau éda ir dél to
blogiau jaudiasi.

The animals are kept in rooms which are fully adapted to accommodale this
type of animal and are provided with adequafe lighting, Sfeeding and waler
supply. To ensure animal welfare, animals are provided with toys that
encourage movenent and interest. Pigs are kept in the herd because one by one
they eal less and feel worse as a resiil.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

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

ANIMALS

1. Projekio pavadinimas /

Project Title

gyviuy modelyje

expectancy in an animal model

Neorganiniy ir organiniy nitraty ir nitrify jtaka gyvenimo trukmei

Influence of inorgunic and organic nitrates and nitrites on life

2. Projekto trukmeé /
Duration of the Project

2021-04-01 iki 2025-12-31
2021.04.01 —20625.12.31

3. Reik¥miniai ZodZiai (ne daugiau NO; nitratai; nitraty papildail

kaip 5)/

Key words (maximum 5)

NO, Nifrates, nitrates suplemenis

4. Projekto tikslas (-ai) /

Purpose of the
Project

TAIP/
YES

NE/NO

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

X

4.2, Aikinamyijy ar taikomuyjy moksliniy tyrimy tikslai /
Purpose related to transtational and upplied research

4.3, Vaisty, maisto, paary ir kity medZiagy ar produkiy
kiirimo, gamybos, kokybés, veitksmingumo ir satigumo
tikrinimo tikelai siekiant i¥vengti Zmoniy ir gyviny ligy
ar sveikatos sutrikinng atsiradimo, augaly Hgy arba kity
anomalijy atsiradimo ar jy poveikio, uztikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviny arba augaly
fiziologing bitkle ar gerinti gyviiny gerove /

Purposes related 1o 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 fo esure the prevention of
diseases, their diagnosis or freatment, 1o assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare.

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

Purposes velated to the protection of natural
environment it the intevests of health or welfare of
human beings or animals

4.5. Moksliniy tyrim tikslai sickiant atitinkamos riiies
iSsaugojimo / '

Puposes of scientific reaseaveh secking 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 raining aimed at
gaining or deepening professional knowledge or
improving qualifications

4.7. Kriminaliniy tyrinny tikslai /
Purposes related to forensic investigations




4.8, Tam tikros bitklés genetiskai modifikuoty gyviiny, X
nenaudojanmy kitose procediirose, linijos sukiirimo ir
islaikymo tikslai /

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

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

L. Jvertinti nifraty ir nitrity jtaka peliy gyvenimo trukmei.

2. Ivertinti nifrafy-ir-nitrity jtakq raumeny vystymuisi.

1. To evaluate the influence of nitrates and nitrites on the
lifespan of mice,

2. To evaluate the influence of nifrates and nitrites on muscle
development.

6. Nutnatoma projekto nauda (t. y.
kokia numatoma nauda atlikus
projekts mokshui, gyviinams ir {ar)
Zmoneémsy /

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

Tyrimai padés gerian suvokti nitraty jtakg organizimui, nes §iuo metu
pasaulio moksliniy tyrimy rezultatai néra vieningi, kai vieni
teigia, jog nitratai sukelia kancerogeninius pakitimus organizme,
tagiau kiti taip randa ir labai gerg jtaka organizmui ir jau vis
daZniau uZsimena, kad nitraty papildai arba tiesiog koncentruotos
buroky suitys, kuriose nitrafy dozé labai didelé, padeda
sportininkams atlaikyii sudétingas varZybas ir netgi pasiekti
rekordus.

Research will help to betfer understand the effects of nitrates on the
body, as global research is currently mixed, with some claiming
that nitrales cause carcinogenic changes in the body, bul others
also finding very good effects on the body and increasingly
suggesting that nitrate supplements or simply concentrated beet

Juice, which has a very high nitrate dose, helps athletes
withstand challenging competitions and even set records.

7. Projekte numatomos naudoti
gyviiny riifys ir preliminarus
gyvium kiekis (vnt.) /

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

Pelés, 120 vnt,
Mice 120 pes.

8. Numatomas poveikis gyvinui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyvinais procediiras
{t. y. kokj galimg skausma ar
kandias galimati patirs gyvinas ir
koks numatomas bandymo su
gyviinais procediiryg uzbaigino
bitdas) /

The expected effects on an
amimal(s) in the context of the
projected procedures of
experiments on animals fi. e
expected level of severity of paii
or suffering (o be likely
experienced by an animal and
what is the expected way of
Sfinalising the procedures of
| experimenis on animals)

Tiriamosios med¥iagos gyvinams suferiamos arba sugirdomos
kasdiena, todél gyviinai kangiy, baimés ar streso nepatirs, gyvens
savo jprastu ritmu., Gyviinai kasdieng bus stebimi, sickiant, kad
The test subsiances are fed or watered daily by the animals, so that
the animals will not suffer, fear or stress and will live at their
normal rhythm. Animals will be monitored daily for clinical

signs.

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

Retrospective assesment of the
project (if the refrospective
assesment is needed the deodline
has to he specified)

Mereikalinga
Not required

hetodais, jgyvendinias/

10. Reikalavimy maZinti bandomyjy gyvony skai¢iy bandymo su gyviinais procediiroms,
gerinti bandomuyjy gyviiny naudojimo salygas ir taikyti metodus, leidZianéius pakeisti
bandomuyjy gyviimy naudojiing bandwvine su gyviinais procediiroms alternatyviais o




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

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

- - pagrindimas /

Justificarion for using live animals
and for not using alternative
methods

Visuomet planucjant tyrimus yra atsiZvelgiama j 3Rs koncepcija.
Tyrimuose reikalinga nandeti gyvus gyviinus, nes stebima
organizimo reakcija naudojant nitraty ir nitrity medZiagas
kasdieninéje mityboje. Todél vienoje grupéje skaiciuojamas 10 vat,
peliy, po 5 vat., skirtingy ly&iy. Viso [20 gyviiny tyrime.

The concept of 3Rs is always taken into account when planning
research. Studies vequire the use of live animals because the body's
response to the use of nitrates and nitrite substances in the daily diet
is ohserved. Therefore, 10 unils are counted in one group. wice, 5
pes., different sexes. A total of 120 animals were siudied.

10.2. Bandomyjy gyviiny skaiéiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
nmumber of animals

Tyrimams per 4 metus bus sunaudota 120 vnt.,, gyviiny, trys skirtingi
tyrimai po 40 vnt., kickvienoje grupé&je po [0 vat, t.y. po 5 skirtingy
tyZiy atstovus.

120 units of animals will be used for the research in 4 years,
animals, three different tests of 40 units, 10 units in each group, i.e.
5 different genders each.

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

Kasdicna vertinamas gyviiny sveikatingumas ir emocing biiklg,
vertinamas gyviny judéjimas, katlio bitkle, édimas ir gérimas,
bendravimas su kitais, pildoma apZiiiros lentel¢, gyviinai kas 7 d.,
sveriami, visi parametrai vertinamai 5 baly sistemaoje, kai 5 yra
puikiai, Jvertinus visus parametrus, jei vidurkis yra maZiau nei 3,
gyviinas bus pafalinamas i§ tyrimo it gydomas arba cutanazuojamas
jei reikia,

The health and emotional condition of the animals are assessed
daily, the movement of the animals, the condition aof the fur, eating
and drinking, communication with others, the inspection table is
completed, the animals are weighed every 7 days, all parameters are
assessed on a 5-point scale when 5 is excellent, After evaluating all
parameters, if the mean is less than 3, the animal will be excluded
from the study and treated or euthanized as needed.




Forma patvirtinta
Valstybinés maisto ir veterinarijos tarnybos direktoriaus
2013 m. lapkridio 25 d.

|sakymu Nr. B1-761

BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA/

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas /

Project Title

»Nevaisingumo gydymo naudojant kamieniniy lasteliy
terapija tyrimai”

"Study of stem celi therapy application for infertility
treatment"

2. Projekto trukmé /

Duration of the Praoject

2021.04.01 -2024.12.31

3. Reik&miniai Zod¥iai {ne daugiau Kamieninés lastelés, nevaisingumas,

kaip 5} /

Key words {maximum 5)

Stem cells, infertility.

4, Projekto tikslas {-ai) /

Purpose of the
Project

TAIP/ YES | NE/NO

4.1. Fundamentaliyjy moksliniy tyrimy tikslai / X

Purpose related to basic research

4.2, Aizkinamyjy ar taikomuyjy moksliniy tyrimy tikslai / X

Purpose related to translational and applied research

4.3. Vaisty, maisto, pasary ir kity medZiagy ar produkty X
kirimo, gamybos, kokybés, veiksmingumo Ir saugumo
tikrinimo tikslai siekiant iSvengti Zmoniy ir gyviny 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
fiziologine bikle ar gerinti gyviiny gerove /

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

4.4, Gamtinés aplinkos, reikalingos ZImoniy ar gyviny
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 ridies
isaugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

4.6, Aukitojo mokslo ar mokymo tikslai siekiant jgyti ar
pagiinti profesines Zinias, kelti kvalifikacijg /

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

4.7. Kriminaliniy tyrimy tikstai /

Purposes related to forensic investigations

4.8. Tam tikros biiklés genetidkai modifikuoty gyviiny,
nenaudojamy kitose procedirose, linijos sukGrimo ir
ilaikymo tikslai /

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

5. Projekto tiksly aprasymas /

Description of the objectives of the
Project

Projekto tiksias - naudojant jvairios kilmés
kamienines lasteles tirti biomolekuliy aktyvumy
bet raitkos poky¢ius, galimai susijusius su
nevaisingumu,

The aim of the project is to investigate after




stem cell application changes in the activity and
expression of biomolecules, possibly related to
infertility.

6. Numatoma projekto nauda {t. y.
kokia humatoma nauda atlikus
projekta mokslui, gyviinams ir (ar)
imonéms) /

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

Siuo metu dar néra metodikos, kaip galima bty
panaudoti kamienines lasteles nevaisingumo
gydymui, taip pat nefinomi ir tai lemiantys
molekuliniai mechanizmai, Numatomas projekto
rezultatas — tirlamojo preparato (kamieniniy
Igsteliy) veiksmingumo reprodukcinés sistemos
audiniy atstatymui jvertinimas.

There is no methodology for using stem cells for
the treatment of infertility, as well as the
molecular mechanisms responsible for this is stifl
unknown. The expected outcome of the project is
the evaluation of the efficacy of the stem cells for
recovery of the reproductive system tissue.

7. Projekte numatomos naudoti
gyviany radys ir preliminarus
gyviiny kiekis (vnt.) /

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

Bandomosios pelés/ 252 vnt,

Mouse model/ 252 numbers.

8. Numatomas poveikis gyvianui (-
ams) atsizvelgiant | planuojamas
handymo su gyviinais procediras
(t. y. kokj galima skausma ar
kandias galimal patirs gyvinas ir
koks numatomas bandymo su
gyvinais procedlry uzbaigimo
badas) /

The expected effects on an
animal(s) in the context of the
projected procedures of
experiments on animals fi. 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 dalis gyviing patirs
vidutinio sunkumo nepatoguma. Tyrimo
pabaigoje bus nuZudomi visi gyvinai, ji organai
bus surenkami ir naudojami tclimesniems
tyrimams,

During the implementation of the project, some
animals will experience discomfort. At the end
of the study, all animals will be killed and their
organs collected and used for further research.

9. Projekto vertinimas atgaline data
{jeigu reikalingas vertinimas
atgaline data, nurodyti, iki kada jis

Nereikalingas




turi bati atliktas) /

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

No need.

10. Reikalavimuy maZinti bandomyjy gyvany skaidiy bandyme su gyviinais procediroms,
gerinti bandomujy gyviiny naudojimo salygas ir taikyti metodus, leidziancius pakeisti
bandomuyjy gyviny naudojimg bandyme 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

afternative methods

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

Justification for using live animals
and for not using alternative
methods

Alternatyvis tyrimo metodai néra tinkami, nes
atliekant tyrima turi bati vertinama bendra
gyvuno organizmo blsena bei endometriumo
atsistatymas po paZaidy in vivo,

Alternative test methods are not appropriate
because the study should evaluate the overail
state of the animal and the endometrial recovery
after in vivo lesions,

10.2. Bandomuyjy gyviiny skaifiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Esant poreikiui ar gavus pirminiy eksperimenty
rezultatus hei nepastebéjus jokios aiskios
tendencijos, bus maZinamas gyviiny kiekis grupése
arba visai nutraukiamas tyrimas bei persvarstoma
eksperimento schema,

If necessary or after the results of the primary
experiments and no clear tendency is observed, the
number of animals in the groups will be reduced or
the study will be stopped and the experiment
scheme reviewed.

10.3. Bandomujy gyviany naudojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /

Justification of the refinement of
conditions under which animals
are used

Gyvinai bus laikomi Reikalavimy 4 priede
nurodytomis sglygomis.

The animuals will be kept under the conditions
specified in Annex 4 of the Requirements,




Forma patvirtinta

Valstybings maisto ir veterinarijos tarnybos
direkioriaus 2013 m. lapkrigio 25 d.
jsakymu Nr. BI-761

BANDYMO SU GYVONAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENT. S ON ANIMALS

. Projekto pavadinimas /

Project Title

nZarnyno mikrobiotos Zymenys sergant Autizmo spektro
ligomis"

., Biomarkers of the gut microbiota in autism spectrum disorders”

. Projekto trukmé /

Duration of the Project

2021 m. 05 men. - 2023 m. 09 men.
36 ménesiy

2021-05 - 2023-09.

. ReikZminial fod¥iai (ne daugiau kaip 5)

/

Key words (maximum 5)

Mikrobiota, autizmas, metabolomas, viromas, gyviny modelis

Microbiota, attism, metabolome, virome, animal mode!

. Projekto tikslas {-ai) / TAIP/ | NE /
YES NO
X

Purpose of the Project

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

4.2. Aigkinamuyjy ar taikonmuyjy moksfiniy tyrimy tikslai / X
Purpose related io translational and applied research

4.3, Vaisty, maisto, pasany ir kity medZiagy ar produkty kiirimo, gamybos, | X
kokybés, veiksmingumo ir saugumo tikrinimo tikslai sickiant i¥vengti
#moniy ir gyviiny ligy ar sveikatos sutrikinmy atsiradimo, angaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, urtikrinti ligy prevenciia,
diagnozavima ar gydyma, jvertinti, nustatyti, kontrolinoti ar pakeisti
Zmoniu, gyviiny arba augaly fiziologing biiklg ar gerinti gyviing 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 o their impacts to
esure the prevention of diseases, their diagnosis or freatment, 10 assess,
identify, control or change the physiological condition of humans, aninals
or plants or improve the animal welfare.

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

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

4.5. Moksliniy tyrimy tikslai siekiant atitinkamos riifies i¥saugojimo / X
Puposes of scientific reasearch seeking the preservation of a cerfain

species ]
4.6. Aukitojo mokslo ar mokymo tikslai siekiant jayii ar pagilinti : X

profesines Zinias, kelti kvalitikacija /
Puposes related to higher education or training aimed af gaining or
deepening professional knowledge or improving qualifications

4.7, Kriminaliniy tyriomy tikslai /
Purposes related to forensic investigations

i3




procedures

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

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

5. Projekto tiksly apradymas /

Description of the objectives of the
Profect

Darbo tikslas:
1) nustatyti galimus Yamyno mikrobiotos bioZymenis-taikinius, siejamus su

Autizmo spektro sutrikimo (ASS) patologija.

2) sukurti metods, leidZiant] tiksliai aptikti nustatytus bioZymenis-taikinius,
juos kontroliuojamai reguliuoti bei stebéti jy pokycius laike.

The aim of the research:
1) To idenfy the possible biomarkers-targels of the gut microbiota in autism

spectrum disorders (ASD) pathology.

2) To create the tools that allow to manipulate those biomarkers-targels.

. Numatoma projekto nauda (t. y. kokia
numatoma nauda atlikus projekta
moksiul, gyvinams ir {ar} Zmonéms} /

Potential benefits likely to derive from
the Project fi. e. how science could be

advanced or humans or animals could
benefit from the project)

Numatoma projekto nauda sicjama su specifiniy Zarnyno bakterijy kamieno/y
ar metabolity nustatymu, galindiu pagerinti ar kitaip modulivoti organizmo
bitkle, sergant ASS.

Expected project benefits ave associated with the bacteria strain/s and
metabolites that can imrove condition of patient in ASS.

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

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

C57Bi/6 linijos pelés — 138 vnt.
BTBR linijos pelés - 64

C57BL/6 inbred strain — 138 vat,
BTBR inbred strain mice — 64 vut.

. Numatomas poveikis gyvitnui {-ams)
atsifvelgiant j planuojamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausmy ar kandias galimai patirs
gyviinas ir koks numatomas bandymo
su gyviinais procediry uZbaigimo
biidas) /

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

Planuojamos vykdyti procediiros priskiriamos lengvoms procediiroms.
Eksperimento pabaigoje gyviinai bus nuZudomi,

The procedures are considered to be mild severity.
At the end of the experiments, the animals will be sacrificed.
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9. Projekto vertinimas atgaline data {jeigu
reikalingas vertinimas atgaline data,
nurodyti, ik kada jis turi bati atliktas) /

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

Projektas atgaline data nebus veriinamas

Doesn’f required

10. Reikalavimy maZinti bandomuyjy gyviny skaiciy bandymo su gyvimais procediiroms, gerinti bandemyjy gyviiny
naudojimo salygas ir taikyti metodus, leidZiandius pakeisti bandomuyjy gyviiny naudojirg bandymo su gyviinais

procediiroms alternatyviais metodais, jgyvendinimas /

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

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

Justification for using live animals and
for not using alternative methods

Mikrobiota bus transplantuojama i§ Autizmo spektro sindromu serganZiy
pacienty peléms, tiriama Yarnyno mikioflora ir metabolitai, o gauta informacija
bus pritaikyta gerinant ASS simptomus turingiy peliy bukle.

Tokie kompleksiniai tyrimai jmanomi tik naudojant gyva organizma.

The micobiota will be transplanted to mice fiom patients with - Autism
spectrum syndvome, the intestinal microflora and metabolites wiil be examined
and the resulting information will be adapled to improve the condition of mice
with ASS symploms.

Swch complex studies are possible only in the living organisms,

10.2. Bandomuyjy gyviiny skaiéiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Tyrimo grupé bus sudaryta i§ maZiausio gyviny skaiiaus, reikalingo
statistiniam rezaltaty vertinimui.

The group will be composed of the smallest number of animals needed for
statistical evaluation.

10.3. Bandomyjy gyviiny nandojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are
used

Gyvinai bus laikomi standartinémis granZikams pritaikytomis salygomis.

Animals will be maintained under standard conditions.
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BANDYMO SU GYVUNAIS PROJEKTO SANTRAUKA /
NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

1. Projekto pavadinimas / Funkcionalaus poveikio batonélio sukiirimas su pieno rigsties
Project Titfle bakterijomis, siekiant sumazinanti-Candida spp. kiekj Zmogaus
; organizine,

Development of a functional bar with lactic acid bacteria to reduce
Candida spp. amount in the lman bady.

2. Projekto trukmeé / 2021 04 01-2022-04-01
Duration of the Project 2021 04 01-2022-04-01

3. Reik¥miniai ZodZiai (ne Candida, pieno riiggties bakterijos,
daugiau kaip 5}/ Candida, lactic acid bacteria.

Key words (maximum 5)
4. Projekto tikslas (- TAIP/ YES NE /NO
ai) / 4.1. Fundamentaliyjy moksliniy fyrinmy tikslai / +
Purpose of the Purpose related to basic research
Project 4.2, Aiskinamuyjy ar taikomuyjy moksliniy tyrinw +
tiksiai /
Purpose related to translational and applied
research
4.3. Vaisty, maisto, pafary ir kity medZiagy ar +
produkty karimo, gamybos, kokybés, veiksmin FUINO
ir saugumo tikrinimo tikslai siekiant ivengti Zmoniy
it gyviiny ligy ar sveikatos sutrikimy atsiradimo,
augaly ligy arba kify anomalijy atsiradimo ar jy
poveikio, uZtikrinti ligy prevencija, diagnozavimg ar
gydyma, jvertinti, nustatyti, kontrolivoti ar pakeisti
Zmoniy, gyviiny arba augaly fiziologine biiklg ar
gerinti gyviiny gerove /
Purposes related to the control of pharmacenticals
products, food, feed or other materials or the
development, production, quality, efficiency and
safely of products seeking to prevent human or
animal diseases or their health disorders, plant
diseases or other abnormdlities or their impacts to
esure the prevention of diseases, their diagnosis or
irealment, to assess, identify, control or change the
Physiological condition of humans, animals or
plants or improve the animal welfare.
4.4. Gamtinégs aplinkos, reikalingos Zimoniy ar +
gyviany 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 siekian( atitinkamos +
rfifies iSsaugojimo /
Puposes of scientific reasearch seeking the
Preservation of a certain species _
4.6. Aukdtojo mokslo ar mokymo tikslai siekiant +
igyti ar pagilinti profesines Zinias, kelti kvalifikacija
/
Puposes related to higher education or fraining
aimed al gaining or deepening professional
knowledge or improving qualifications N
4,7, Kriminaliniy tyrimy tikslai / +
Purposes related to forensic investigations




4.8. Tam tikros biiklés genetikai modifikuoty
gyvimy, nenaudojamy kitose procediirose, linijos
sukiirimo ir i$laikymo tikslai /

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

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

Projekto tikslas ifsiaiskinti ar pieno riig8ties
bakterijos iflicka peliy vir§kinamajame trakte ir
koks jy efektyvumas prie Candida spp. gentics
sukeicjus. Méginiai bus renkami i3 peliy aklosios
#arnos, iki tol jos bus Seriamos pieno riig8tics
bakterijy batonéliais, Siekiama isiaiskinti ar
PRB i8licka gyvos peliy virikinamajame trakte ir
koks jy efektyvumas prie§ Candida spp. genties
sukéléjus. Taip pat planuojama atlikti Zarmos
dalics histologiiius tyrimus, siekiant pamatyti
arba ne, pakitimus arnose.

The aim of the project is io find out whether
lactic acid bacteria vemain in the
gastrointestinal tract of mice and their
effectiveness against Candida spp. genus
pathogens. Samples will be collected from the
cecum of mice wntil then fed to lactic acid
bacteria bars. The aim is 1o determine whether
PRBs survive in the gastrointestinal tract of mice
and their efficacy against Candida spp. genus
pathogens. Histological examination of the
intestinal tract is also planned to see whether or
not there arve changes in the infestine.

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

Kandidozé viena labiausiai i¥plitusiy grybeliniy
infekeijy Zmogaus organizme, Esant
nepalankioms sglygoms ar nusilpus Zmogaus
organizmui, atsiranda nemaloniis simptomai ir
pojuciai Zarnyne. Sickiant suma#inti ir taip
ribotg priefgrybeliniy vaisty vartojimg ir
simptomy palengvinimg, buvo sukurtas batonélis
su pieno rfigities bakterijomis.

Candidiasis is one of the most common Jungal
infections in the human body. Unfavorable
conditions or weakening of the human body
cause unpleasant symptoms and sensations in
the intestine, In order to reduce the already
rubotic use of antifungal drugs and relieve
symiploms, a bar with lactic acid bacteria was

developed.
7. Projekte numatomos naudofi Pelés 80 vnt.
gyviny ri8ys ir preliminarus | Mices 80.

gyviiny kiekis {vnt} /
Expected species and
approximate numbers of
animals to be used in the
Project (in nmumbers)

8. Numatomas poveikis gyviinui
(-ams} atsiZvelgiant
planuojamas handymo su
gyviinais procediiras (t. y.
kokj galima skausmy ar
kangias galimai patirs

Gyviinai gali patirti diskomforty
eksperimentinés med¥iagos jvedimo metu,
FEksperimentiniai gyvinai bus stebimi
veterinarijos gydytojo.

Grauzikai patiriantys kangig bus eulanizuojami,

I sulejdZiant letalia pentobarbitalio doze,

L___gyviaas ir koks nnmaiamas | Animuiz may experience discomjort”

-




bandymo su gyvinais
procediiry uZbaigimo biidas)
/

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

during the infroduction of the experimenial
material. Experimental animals will be
monitored by a veterinarian.

Rodents who suffering will be euthanized,

Jollowed by a lethal injection of pentobarbital

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 to
be specified)

Projektas atgaline data nevertinimas.
Retrospective assesment is not needed.

10.

Reikalavimy maZinti bandomujy gyviny skaidiy bandymo su gyviinais
procediiroms, gerinti bandomujy gyviing naudojimo salygas ir taikyti metodus,

Taip
Yes

leidZiancius pakeisti bandomuyjy gyviiny naudojimg bandymo sn gyviinais
procediiroms alternatyviais metodais, jgyvendinimas /

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

methods

10

1. Gyvy bandomuyjy gyviing

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

Tikslas yra sukurti pieno rigsties bakterijonis
prisotintg batonélj, kuris palengvinty kandidoze
sergantiems pacientams simptomus, $iam tikshi
buvo sukurtas peliy modelis, jsitikti kaip PRB
praeina pelés virSkinamgjj trakta, todél
reikalingas peliy panaudojimas. ‘

The aim of this study is o create a bar saturated
with lactic acid bacteria to relieve the symptoms
of patients with candidiasis, for this purpose a
mouse model was developed fo see how PRB
passes through the mouse gustroitestinal tract,
so the nuse of mice is required.

10.2. Bandonwjy gyviimy

skai¢iaus maZinimo
reikalavimo taikymo
pagrindimas /

Justification of the reduction
of the number of animals

Bandomyjy gyviiny grupés suformuotos
remiantis 3R taisykle, sickiant sunaudoti
maZiausig jmanomg kiekj bandomuyjy gyviny,
norint gauti statisti¥kai patikimus rezultatus.
Todeé! kickviena cksperimenting gyviiny grupé
suformuota buvo remiantis | gyviino rigj ir
tyrimo specifiky

Groups of test animals are formed according to
ritle 3R in order to use the minimum number of
test animals fo obtain statistically reliable
resulis. Therefore, cach experimental group of
animals was formed based on the species of the

animal and the specifics of the study




10.3. Bandomwgjy gyviiny
naudojimo sglygy gerinimo
reikalavimo taikymo
pagrindimas /

Justification of the
refinement of conditions
under which animals are
used

Gyviinai faikomai pagal nurodytus reikalavimus,
papildomai sglygos gerinamos nebus.

Animals are kept in accordance with the
specified requivements, no additional conditions
will be improved,




Forma patvirtinta

Valstybinés maisto ir veerinarijos 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

Project Title

| 1. Projekto pavadininmas /

Ankrd [ vaidmuo peliy Sirdics homeostazéje/

The rofe of AnkrdI-/- in mice cardinc homeostasis

2. Projekto trukmé /

Duration of the Project

2021-04-01 — 2024-04-01

kaip 5)/

3, Reik¥minial ZodZial {ne daugjau

KNey words (maximum 5)

Ankrdi, heari faiture, pathophysiology

Ankrdl, Sirdies nepakankamumas, patofiziologija /

[ 4.1, Fundamentatiyjy moksliniy tycimy tikslai /

Purpose related to basic research

4, Projekto tikslas (-ai) / TAIB/ NE/
YES
Purpose of the NO
Project

4.2. Aiskinamyjy ar taikomyfy moksliniy tyrimy tikslai /

Purpose related to translational and applied research

4.3. Vaisty, maisto, paSarq ir kity medZiagy ar produkty
kiirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant ¥vengti 2moniy i gyvitny ligy
ar sveikatos sutrikiny atsiradimo, augaly ligy arba kity
anomalijy atsiradiro ar jy poveikio, wZtikrinti ligy
prevencija, diagnozavimg ar gydyma, ;vemntl, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing biklg ar gerinti gyviing gerove /

Purposes related 1o the control of pharmaceuticals
products, food, feed or other materials or the
development, produciion, quality, efficiency and sqfety of
products secking to prevent human or animal diseases or
their health disorders, plant diseases or otier
abnormalities or their impacts fo esure the prevention of
diseases, their diagnosis or freatmeny, to assess, identify,
control or change the plysiological condition of humans,




animals or plaits or improve the animal welfare.

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

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

4.5, Moksliniy tyrimy tiksial siekiant atitinkamos rities X
iSsaugejimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

4.6. Auktojo mokslo ar mokymo tikskai siekiant jeryti ar X
pagilinti profesines Zinias, kelti kvalifikacija /

Puposes related io higher education or fraining aimed at
gaining or deepening professional knawledge or
improving qualifications

4.7. Kriminaliniy tyrimy tikslai / X

Purposes related to forensic investigations

4.8, Tam tikros biiklés geneti¥kai modifikuoty gyviiny, X
nenaudojamy kitese procedirose, linijos sukgrimo ir
istaikymo tikslai /

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

5. Projekto tiksly apradymas /

Description of the objectives of the
FPraject

Darbo tikslas - istirti Ankrd] baltymo vaidmenj Sirdies homeostazéje
normaliomis ir patologinémis sglygomis, panaudejant genetiskai
modifikuotos pelés, turingios i¥veiklintg (angl, knock-out) Ankrd!
geny.

The study aims to evaluate the role of Ankrd! protein in cardive
hameostasis under normal and pathological conditions. For this
purpose, the Ankrdl knock-out mice will be used.

6, Numatoma projekto nauda (t. y.
kokia numatoma nauda atlikus
projekta mokslui, gyvimams ir (ar)
#monéms)/

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

praject}

Nuoseklils in vivo tyrimai leis molekulinius Ankrdl veikimo
mechanizmus in vitro tiesiogiai susieti su miokarde vykstandiais
patologiniais precesais. Peliy modelio tyrimai leis jvertinti, ar
tiriamasis baltymas Ankrdl gali biti nauju molekuliniu faikiniu
apsisaugant, diagnozuojant ar gydant irdies nepakankamumo lgas.
Gauti rezultatai padés sukurti moksling bazg tolimesniems
molekuliniams  #mogaus  $irdies nepakankamumo patogenezés
tyrimams bei naujy terapijos taikiniy pajeskons.

Coherent in vivo studies will allow molecular mechanisms of Anlrdl
in vifro 1o be directly linked to pathological processes that oceur
with the myocardium, The mice model studies will allow us to assess
whether Ankrdl can be a new molecule target for diagnosis or
treatment of heart failure. The results will help to create a scientifie
basis for further molecular research on hwman heart failure
pathogenesis and the search for new therapeulic targets.




7. Projekte munatomos naudol]
gyvilny rifys ir preliminarus
gyviny kiekis {vni.}/

Expected species and approximate
numbers of antmals to be used in
the Profect (in numbers)

GenetiSkai modifikuota Arkrd/~ bandomosios peliy linija (Mus
musculus); preliminarus kiekis 150 gyviiny.

Genctically modified AnkrdI-/- laboratory mice (Mus musculus; a
prefiminary quantity of 130 animals.

8. Numatomas poveikis gyviinui (-
ams) aisizvelgiant j planuojamas
bandyimo su gyviinais procediiras
(t. y. koki galimg skausma ar
kangias galimai patirs gyviinas ir
koks numaziomas bandymo su
gyvinais procediiry ulbaigimo
biidas) /

The expecied effects on ar
animal(s) in the context of the
projected procedures of
experinients 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
Jinalising the procedures of
experiments on aninals)

Gyviinat gali jausti nemalonius pojagius medZiagos tirpalo suleidimo
po oda metu bei suleidimo | pilvaplévés sritj vietoje. Chirurginés
operacijos metu gyviny skausmas minimaliai  sumaZinamas
dnestezijos pagalba. Po operacijos tikétina, kad gyviinas jaus
skausmg, todé] kol jo biki¢ stabilizuosis jam bus leid¥iami skausmg
malSinantys vaistai. Taip pat pelés gali jausti nerimg dél to, kad bus
ilga laikg atskirlos nuo savo riisies atstovy, tadiau taf geriau, nei
tyrimo metn biidamos su kitomis pelemis patirty tiek fizinj, tiek ir
psichologinj stresy dél peliy vyritko elgesio ypatumy.

Pasireitkus dideliam skausmui arba ilgataikiams sunkiy kandiy
pozymiams bei eksperimento pabaigoje gyvinai bus numarinti
navdojant cervikaling kaklo slankstehiy distokacijg arba nugai¥inant
Jjuos CO; dujy kameroje.

Animals may feel unpleasant sensations locally during subcutaneony
injection of the subsiance and in the area of the peritoneum. During
surgery, animal pain is minimally reduced by anuesthesia, After
surgery, the animal is likely to suffer from pain, so wntil it is
stabilized, pain relievers will be allowed. Also, the mice may feel
anxiely because they will be separated from their species Jor a long
time, but it would be better than during the study with other mice
they may suffer from both physical and psychological stress due to
male behaviour in mice.

In case of severe pain or long-term signs of severe suffering and af
the end of the experiment the animals will be killed by cervical
distocation or in CO; gas chamber.

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

Retrospective assesment of the
praoject (if the refrospective
assesment is needed the deadiine
has to be specified)

Prajektas atgaline data nebus vertinamas.

Retrospective assessment of the project is not heeded,

10. Reikatavimy mazinti bandomuyjy gyviiny skaitiy bandymo su gyvilnais procediiroms,
gerinti bandomuyjy gyviiny naudojimo sglygas ir taikyti metodus, leid¥andius pakeisti
bandomujy gyviiny naudojima bandymo su gyviinais procediroms alternatyviais metodais,

igyvendinimas /

Implementation of the requirements for the reduction of the number of animals used in

- procedures of experiments on animals, refinement of conditions under which anfmals are
used for the procedures ard applicotivn of methods, which enable the replacement of the
use of animals in the procedures by alternative methods :

10.1. Gyvy bandomyjy gyviiny
naudaojimo ir alternatyviy metody

nenaudojinme reikalavimo taikymo |

- | Alternatyvis metodai, vertinant Ankrd! vaidmenj vystantis Sirdies

nepakankamumui, néra tinkami, nes atlickant procediras bus
verdinama bendra gyvino organizmo baklg, Zirdies veikla i vivobel |




pagrindimas /

Justification for using live animals
and for nof using alternative
nethods

imuninis organizimo atsakas,

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

10.2. Bandomyjy gyviimy skaidiaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
rumber of animals

| Eksperimentinés grupss bus sudaromos panaudojant minimaly

skaidiy gyviing reikalingg  statistiniam duomeny  patikimumoi
paskai¢inoti, :

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

10.3. Bandomyjy gyviny nandojimo
salygy gerinimo reikalavimo
taikymo pagrindimas /

Justification of the refinement of
conditions under which animals

are used

Siekiant gyviiny gerovés ir tyrimo rezuitaty pagristumo peliy
patinéfiai fyrimo metu bus laikomi individualiuose narveliuose. Tam,
kad gyviinas jausfysi, kuo imanoma geriau, jy aplinka bus
praturtinama, kad gyvinas galéty pasislépti bei Hiréty veiklos,
Bandomosios pelés bus laikomos standartinizose plastikinivose
Jiems pritaikytuose narvelivose kambaryje su kontrolivojamomis
aplinkos sglygomis. Tyrimo metu bus palaikoma 22 + 1 °C kambario
ferperatiita, 58 4 3 proc. santykiné oro drégmé bei 12/12
Sviesosftamsos réZimas. Pelés bus maitinamos  standattiniy
subalansuotu paSaru ir girdomos vandenin ad lbitum. Siekiant
apsaugoti gyvinus nuo skausino, streso ar par, kiekvieng dieng juos
stebés kvalifikuoti darbuotojai. Visos procediiros bus atliekamos,
laikantis Direktyvos 2010/63/EU reikalavimy,.

For animal welfare and reasonable research resulls, mice males will
be kept in individual cages. For the animal to Jeel as good as
possible, their environment will be enriched, this will allow the
animal to hide and gain activity. Laboratory mice will be kept in
standard cages adapted to them in a room with controlled
standardized conditions. During the test, a room femperature of 22 +
1 °C, relative humidity 58 + 3 % and 12/12 light/dark fight mode wifl
be maintained, The mice will be fed with standard balanced 'feed and
water ad libitum. To protect animals from pain, siress, efc., they wifl
be monitored daily by qualified staff, All procedures will be done
according lo the requirements of Directive 2010/63/E1/,




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

BANDYMO SU GYVONAIS PROJEKTO SANTRAUKA /

NON-TECHNICAL SUMMARY OF THE PROJECT FOR EXPERIMENTS ON ANIMALS

. Projekto pavadinimas /

Project Title

disorders”

"Naujy metody paieska neurodegeneraciniy ligy gydymui”

“Screening for new methods for treatiment of newrodegenerative

. Projekto trukmé /

Duration of the Project

2021-04-26 - 2023-12-31

2021-04-26 —2023-12-31

. Reik3miniai ZodZiai (ne daugiau kaip 5)/

Key words (maxivin 3)

Saperonai, neorodegeneracinés ligos, elekirofiziologija

Chaperones, neurodegenerative diseases, electrophysiology

. Projekto tikslas (-ai) /

Purpose of the Project

TAIP/
YES

NE /
NO

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

X

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

X

4.3, Vaisty, maisto, paSary ir kity medZiagy ar produkty kiirimo,
gamybos, kokybes, veiksmingumo ir saugumo tikrinimo tikslai
sickiant iSvengti 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, kontrolinoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing biikle ar gerinti gyviiny gerove /

Purposes related to the control of pharmaceuticals products, food,

feed or other materials or the development, production, quality,

efficiency and safely of products seeking to prevent human or animal
diseases or thelr health disorders, plant diseases or other
abnormalities or their impacts 1o esure the prevention of diseases,
their diagnosis or treatment, to assess, identify, control or change the
physiological condition of humens, animals or planis or improve fhe
animal welfare.

4.4. Gamtinés aplinkos, rcikalingos Zmoniy ar gyviiny sveikatai ar
geroved, apsaugos tikslai /

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

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

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

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

4.7. Kriminaliniy tyrimy tikslai /
Purposes related (o forensic investigaiions

19




4.8. Tam tikros biiklés genetikai modifikuoty gyviinyg, nenaudojamy X
kitose procediirose, linijos sukdrimo ir i$laikymo tikstai /

Purposes relaied 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 /
Projekto tikslas: atrinkti efektyviausius rckombinantinius
Description of the objectives of the Project Saperony  baltymus, kurie  galéy tarnawti
neurodegeneraciniy ligy gydymui ir jy prevencijai.
The aim of the project - to select the most effective recombinant
chaperone proteins that couldbe used for the treatment and
prevetion of newrodegeneraiive diseases,
6. Numatoma projekto nauda (t. y. kokia
numatoma nanda atlikus projekta mokslui, Numatoma nauda - bus patikrntas in vive tijy
gyviinams ir (ar) monéms) / rekombinantiniy endoplazminio tinklo (ET) Saperony ir jy
kompozity veiksmingumas, ieskant galimy naujy gydymo
Potential benefits likely (o derive from the biidy ND susirgimams.
Project (i, e. how science could be advanced
or hnamans or animals could benefit fram the | Expected  benefits:  the  efficacy  of  three recombinant
project) endoplasmic reticulum (ET) chaperones and their composites
will be fesied in vivo fin the search for possible new therapies
Sor various ND diseases.
7. Projekte numatomos naudoti gyviiny yisys ir

preliminarus gyviiny kiekis (vat.) /

Expected species and approxiniate numbers
of animals lo be used in the Project (in
numbers)

Laboratorinés Wistar klono Ziurkeés, 397 vnt,

Wistar rats, 397

. Numatomas poveikis gyviinui (-ams)

atsizvelgiant j planuojamas bandymo su
gyviinais procediiras (t. y. kokj galimg
skausma ar kangias galimai patirs gyvinas ir
koks numatomas bandymo su gyviinais
procediirny uzbaigimo biidas) /

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

Planuojamos vykdyti procediiros priskiriamos fengvo (271) ir
vidutinio (126) sunkumo procediiroms. Eksperimento pabaigoje
gyviinai bus nugaidinami,

The procedures are considered to be of mild (271) and
moderate (126) severity.
At the end of the experiments, the animals will be sacrificed.

. Projekto verlinimas atgaline data (jeigu

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

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

Projektas atgaline data nebus vertinamas

Isn't required
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10.Reikalavimy maZinti bandomyjy gyviiny skaitiy bandymo su gyviinais procediiroms, gerinti bandomujy gyviiny
naudojimo sglygas ir taikyti metodus, leidziangius pakeisti bandomuyjy gyviiny naudojimg bandymo su gyviinais
proceditroms alternatyviais metodais, jgyvendinimas /

Implementation of the requirements for the reduction of the mumiber of animals used in procedures of
experiments on animals, refinenent 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 bandomujy gyviing naudojimo ir
alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Justification for using live animals and for
unot using alternative methods

Projektas skirtas jvertinti rekombinantiniy baltymy Zaperony
poveikj elektrofiziologiniams procesams, vykstantiems gyvo
organizimo smegenyse, todél alternatyviis metodai néra tinkami,

The project is designed to evaluate the effect of recombinant
protein chaperones on electrophysiological processes in the
brain of a living organisn, so alternative methods are not
suitable,

10.2, Bandomuyjy gyviiny skai¢iaus mazinimo
reikalavimo taikymo pagrindimas /

Justification of the reduction of the number of
animals

Tyrimo grupés bus sudarytos i§ minimalaus gyviny skaigiaus
(nuo 3 iki 12)

Minimal manber of animads (3-12) will be used in the test and
caonirol groups.

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

Pagerintos gyviiny laikymo salygos nereikalingos.

Refined conditions for animal use are not necessary.
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Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos

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

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

ANIMALS

I, Projekio pavadinimas/

Project Title

véZo prevencijai

exercise on breast cancer prevention

Fiziniy pratimy poveikio irmolekufiniy mechanizny tyrimas kriities

Exploring the molecular mechanisms behind the effects of physical

2. Projekto trukmé/

Nuo 2021-05-17 iki 2024-05-17

Durationaofthe Project from 2021-05-17 to 2024-05-17

3. Reikiminiai ZodXiai (ne daugiau Egzosomos, fizinis ketivis, katities véZys

kaip 5)/

Keywords (maximum 3)

Exosomes, exercise, breast cancer

4, Projekto tikslas (-a1)/
Purpose ofthe
Praject

TAIP/
YES

NE/NO

4,1, Fundamentaliyjy moksliniy tyrimy tikslai/
Purpose relatedito basic research

4.2, Aidkinamyjy ar taikoryj moksliniy tyrimy tikslai/
Purposerelatedio translational and appliedresearch

4.3, Vaisty, maisto, pa¥ary irkity medZiagy ar produkty
kiirimo, gamybos, kokybés, veiksminguimo ir sangumo
tikrinimo tikslaisiekiant ¥vengti Anoniy ir gyvanyligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anowmalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyt,
kontroliuotiar pakeisti Zmoniy, gyviingarba augaly
fiziologineg bitkle ar gerinti gyvamj gerove /
Purposesrelatedto thecontrol of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and safety of
producis seeking to prevent humman or animal diseases or
their health disorders, plant diseases or other
abnormalities or their impacts fo esure the prevention of
diseases, their diagnosis or treafment, to assess, identify,
controlor change the physiological condition of humans,
animals or plants or improve the animal welfare.

4.4. Gamtinés aplinkos, reikalingos Zmoniy ar gy viiny
sveikataiar gerovel, apsaugos tikslai/

Purposes relatedto theprotectionofnatural
environment inthe interests af health or welfare of
human beings or animals

4.5. Moksliniy tyrimy tikslai sickiant atitinkamos riagies
i$saugojimo /

Puposes of scientific reasearchseeking the preservation
of a cerlain species

4.6. Aukstojo mokslo armokymo tikslatsickiant jgytiar
pagilinti profesines Finias, keiti kvalifikacijg /
Puposesrelatedio higher education or training aimed at
gaining or deepening professional knowledge or
improving qualifications

4.7. Kriminaliniy tyrinm tikslai /
Purposes relatedto forensicinvestigations




4.8. Tam tikros bukles geneti§kai modifikuoty gyvany,
nenaudojamy kitose procediirose, linijos sukirimo ir
isltaikymo tikslai/

Purposes relatedto thedevelopment and maintenmice of
a colony of genetically alteredanimals of a certain
conditionnot usedin other procedures

5. Projekto tikshy apragymas/
Descriptionofthe objectivesofthe
Project

Apibiidinti fizinio keiivio sukelty egzosomy kiekj
beigeriau suprastimolekulinius mechanizmus,
lemian¢ius fiziniy pratiny poveikjkitities véZio
prevencifaiir ligos progresavimui.

To characterisethe molecular cargo of exercise-in-
duced exosomes and explore their effects on breast
cancerprevention and progression.

6. Numatoma projekto nauda (. y.
kokia numatoma nauda atlikus
projekta mokslui, gyvanams ir{ar)
monéms)/

Potential benefits likely 1o derive
Jrom the Project (i. e. row science
could be advanced or humans or

animals could benefit fromthe

project)

Frojekto metu gautirezltataileis jgytinaujy Zini
apie fizinio kriivio sukeltus procesus organime
bei leis patvirtinti jrodymais pagristo fizinio
kriivio, kaip prevencinés ir terapinés priemonés
nuo véZio, reik§ne.

We believe that the knowledge obtained in thi
project will lead to the identification of biomarkers
that will help to define optimaldose, intensity and
type ofexercise for the prevention of breast cancer,
and open up new avenues for prevention and
treatment of cancer.

7. Projekte nuinatomos naudoti
gy vilny 118ys ir preliminarus
gyvinykiekis (vnt.)/
Expectedspecies and approximate
numbers of animals to be used in
the Project (innumbers)

Pelés viso260vnt,
Mice 260 pes.

8. Numatomas poveikis gy viinui(-
ams ) ats iZvelgiant j planuojamas
bandymo sugyvinais procediiras
{t. y. kokj galimg skausmg ar
kancias galimaipatirs gyvinas ir
koks numatomas bandymo su
gyviinais procediinguzbaigimo
biidas}/

The expected effects onan
animal(s}in the contextof the
projectedprocedures of
experiments onanimals (i e.
expected level of severity of pain
orsuffering to be likely
experienced by an animal and
what is the expectedwayof
Jinalisingthe procedures of
experiments onanimals)

Visi gyviinai projekto metu patirs trumpalaikj
skausmyg arbaimg. Skausmas arkanéia bus
vertinamipagal gyviing elgesi.

All animals will experience short-termpain or
fear during the project. Pain or suffering willbe
judged by the behavior ofthe animals,

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

Retrospective assesment of the
project (ifthe retrospective
assesment is needed the deadiine
has to be specified)

Projektas nebus vertinamas atgaline data.
The project will not be evaluatedretrospectively.

10. Reikalavimy maZinti bandomyjy gyviiny skaidiy bandymo su gyviinais procediiroms,
gerinti bandomyjy gy viiny naudajimo salygas irtaikytimetodus, leid#andjus pakeisti
bandomyjy gy viny naudojima bandymo su gyviinais procediroms altematyviais

metodais, jpyvendinimas /




Implementation of the requirements for the reduction of the number of animals usedin
procedures of experinients onanimals, refinement of conditions under which animals
are usedfor the procedures and application of methods, which enablethe replacement
of the use of animals inthe procedwres by aliernative methods

10.1. Gyvy bandomyjy gyviiny
naudojimo iralternatyviy metody
nenaudojimo reikalavimo taikymo
pagrindimas /

Justification for using live animals
andfor not using alternative
methods

Alternatyviis metodai nebus taikomi, nes siekiant
jvetinti fizinio  kitivio sukelty molekuling
mechanizmmy  poveikj kriities  véZio  ligos
prevencijai ir progresaviinui, biitinas pilnas gyvo
organizmo atsakas. Pelés eksperimentams buvo
pasirinktos remiantis dél pana%iy ankséiu
vykdyty tyrimy, déf gyviny pigumo, laikymo
paprastumo bei dé apie §iuos gyviinus sukauptos
gausios literatiiros,

Alternative methods will not be used becanse the
full evaluation of the effect of exercise-induced
molecular mechanisms on  breast cancer
prevention and progression requires a response of
the living organism. Mice were selected as an
experimental modelbased on the similar previous
studies, the low cost of the animals, the ease of
maintenance, and the extensive literature on these
animals,

10.2, Bandomyjy gyviiny skaitiaus
nwaFinimo reikalavimo taikymo
pagrindimas /

Justification ofthe reduction of the
number of animals

Projektuireikalingas naudotigyviiny skaiius buvo
pasirinktas atsizvelgiant j projekto tikslus, tap pat
vadovaujantis 3R koncepcija Ir sickiant statistislai
patikimy rezultaty. Atlike piloting I tyrimo etapg ir
optinizave egzosomy gavimo kickj, véliau
galésime sumaZzinti planuojamy panaudoti gyviiny
skaitiy vykdydamikitus projekto etapus.

Groups of animals were formed according to the
objectives of the project, as well as following the 3R
concept and aiming to achieve statistically reliablk
results, After perfonming the pilot phasel study and
optimizing the amount of exosome production, we
will be able to reduce the number of animak to be
used in the next research phases ofthe project later,

10.3. Bandomujy gyviimy naudojimo
sglygy gerinimo reikalavimo
taikymo pagrindimas /
Justificationof the refinement of
conditions underwhichanimals
are used

Gyvinai bus lakomi Reikalavimy 4 priede
nurodytomis sglygomis. Gyvunai pilnai bus
apriipinti jy poreikins atitinkanéiais pa3aras,
gyvenamojo ploto norma, $variu vandeniu, §viesa
bei $iluma. Gyviny laikymo narvai bus reguliariai
valomi ir priZitirimi. Standartiniai maisto padarai
geriamas vanduo bus duodami ad libitum.Gy viiny
skausmas ar kantia bus vertinami pagal ju elgesij.

The animals will be kept under the conditions
specified in Annex 4 to the Requirements. The
animals will be fully provided with food that meets
theirneeds, living space rate, clean water, light and
heat. Animal housing cages will be regularly
cleaned andimaintained. Standard food and drinking
water will be given ad/ibitim. The pain orsufferng
of the animals will be judged ontheir behavior,




Forma patvirtinla

Valstybines maisto ir velerinarijos 1arnybos
direktoriaug 2013 m, lapkricio 25 d.
jsakymu Nr. B1-761

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

. Projekto pavadinimas /

Praject Title

wokystas ragenos uZpildas — transplan(acijos aliernatyva dideles
rizikos pacientams™

»A liquid corneal glue-filler as an alternative (o transplantation
in high-risk patients”

. Projekto trukmé /

Duration of the Project

2021-04-30 -- 2022-04-30

2021-04-30 - 2022-04-30

. Reikiminiai ZodZiai (ne daugiau kaip 5) /

Key words (maximum 5)

Ragena, ragenos uzpildas, uidegimas, peptidai

Cornea, patch, inflammation, peptides

. Projekio tikslas (-ai) /

TAIP/ | NE /
VES NO

Purpose of the Project | 4. Fundamentaliyjy moksliniy tyrimy tikslai / X
Purpose related io basic research
4.2, Aiskinamujy ar taikomuyjy moksliniy tyrimy tikslai / X
Purpose related to translational and applied research
4.3. Vaisty, maisto, pafary ir kity med¥iagy ar produkty kirino, X

gamybos, kokybeés, veiksmingumeo it saugumo tikrinimo tikslai
siekiant ifvengti Zmoniy ir gyviiny ligy ar sveikatos sutrikinuy
atsiradimo, augaly ligy arba kity anomalify atsiradimo ar jy
poveikio, uZtikrinti ligy prevencija, diagnozavimg ar gydyma,
ivertinti, nustatyti, kontroliuoti ar pakeisti moniy, gyviiny arba
augaly fiziologing biiklg ar gerinti gyviiny gerove /

Purposes related fo the conirol of phurmacenticals products, food,
Jeed or other materials or the development, production, quuality,
efficiency and safety of producis seeking 1o 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 trealmen, lo assess, identify, control or change
the physiological condition of humeans, animals or plants or
improve the animai welfare.

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

Purposes related to the protection of natwral environment in the
interests of health or welfare of numan beings or animals

iSsaugojimo /

cerlain species

4.5, Moksliniy tyrimy tikslai siekiant atitinkamos rities X

Puposes of scientific reasearch seeking the preservation of a

4.6. Auk3tojo mokslo ar mokymo tikslai sickiant jgyti ar pagilingi X
profesines Zinias, kelti kvalifikacija /

Puposes related to higher education or training aimed ot gaining or
deepening professional knowledge or inproving qualifications
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tikslai /

other procedures

nenatdojamy kitose

Purposes related o the devel,

4.7. Kriminaliniy tyrimy tikslai / X
Purposes related o forensic investivaiions
4.8. Tam tikros bikiés genetiskaj modifikuoty gyviiny, X

procedtrose, linijos suktirimo ir iSlaikymo

opment and maintenance of a colony
of genetically altered animals of a certain condition not used in

5. Projekto tiksly apragymas /

Description of the objectives of the Project

Projekto tikslas - jvertinti ir palyginti naujos kartos ragenos
uZpildy efekiyvumg naudojant laborateriniy triusiy akis.

The aim of the project is to evatuate
effectiveness of a new 8eneration of corneal fillers using

laboratory rabbits’ eyes.

and compare  the

6. Numatoma projekto nauda (t. y. kokia
Aumatoma nanda atlikus projekta mokslui,
gyvanams ir (ar) Zimonéms) /

Potential benefits likely 10 derive Jiom the

Project (i. e. how science could be advanced

or humans or animals conld benefit from the
profect}

Bus atrinkti ir tolesniam ikiklinikiniam tyrimui i vive perduati
elektyviausi,  biosuderinami ragenos

pasizymintys priedvirusiniu veikimu,

The most effective, biocompatible corneal defect fillers with
antiviral activity will be selected and submitted Jor further in

vivo festing.

defekly  uipildai,

7. Projekte numatomos naudoti gyviim) ridys ir
prefiminarus gyviiny kiekis (vat.) /

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

Laboratariniai Naujosios Zelandijos veislés triugiai

New Zealand rabbiis

8. Numatomas poveikis gyvanui (-ams)
alsiZvelgiant | planuojamas bandymo su
gyviinais procediiras (1. y. kokj galimg

skausmg ar kangias galimai patirs gyvinas ir

koks numatomas bandymo su gyviinais
procediiry uZbaigimo biidas) /

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

Planucjamos vykdyti procediiros priskiriamos lengvo (6
triugiai) ir vidutinio (24) sunkumo procediiroms. Eksperimento

pabaigoje gyviinai bus nugaiginami,

The procedures are considered to be of mild (6 rabbits) and

moderate (24) severify.

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

9. Projekto vertinimas atgaline data {jeigu
reikalingas vertinimas atgaline data,
nuradyti, iki kada jis turi bt atliktas) /

Projektas atgaline data nebus vertinamas

Esu't requived
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Retrospective assesment of the profect (if
the retrospective assesment Is needed the
deadline has to be specified)

10.Reikalaviry mazinti bandomujy gyviny skaidiy bandymo su gyviinais procediiroms, gerinti bandomyjy
gyvany naudojimo sglygas ir taikyti metodus, leidZianius pakeisti bandomuyjy gyvilmy naudojimg bandymo
su gyvinais procediivoms aliernatyviais metodais, jgyvendinimas /

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

methods

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

Justification for using live animals and for
not using clternative methods

Projektas tikslas - jvertinti akiy gydymui skirty preparaty
biologinj saderinamuing ir efektyvuma, todél tyrimui yra
biitini gyvi gyviinai.

The aim of the project is 1o evalunte the biocompatibitity and
efficacy of ophthalinic preparations, so live animals are
essential for the study.

10.2. Bandomujy gyviiny skaitiaus maZinimo
reikalavime taikymo pagrindimas /

Justification of the reduction of the mmber
of unimals

Tyrimo ir kontroliné grupés bus sudarytos i§ minimalaus
gyviny skaiciaus — 6 gyviiny.

Minimal number of animals (6) will be used in one test and
control groups,

H.3. Bandomyjy gy viing naudojimo salygy
gerinimo reikalavimo taikymo pagrindimas /
Justification of the refinement of conditions
under whiclt animeals are used

Pagerintos gyviiny laikymo salygos nereikalingos,

Refined conditions Jor animal use are not necessary.
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Forma patvirlinta

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

efektyvumo jvertinimas

stemn cells

Indukuoto Furkiy ideminio insulto gydymo, naudojant kamienines Igsteles,

Evaluation of the efficacy of treatment of induced ischemic stroke in rals using

2. Projekto trukme /
Duration of the Project

2021.05.16 - 2022.05.10

3. Reik8$miniai ZodZiai (ne daugiau kaip 5) Insultas, kamienines fasteles, motorines funkcijos.

Key words (imaximum 3)

Stroke, stem cells, motor-orientation activity.

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

TAIP/
YES

NE /
NO

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

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

4.3. Vaisty, maisto, pafary ir kity medZiagy ar produkty kiirimo, gamybos,
kokybés, veiksmingumo ir saugumo tikrinimo tiksiai siekiant i¥vengti Zmoniy
ir gyviimy ligy ar sveikatos sutrikimy atsiradimo, augah hgq arba kity
anomalijy atsiradimo ar jy poveikio, urtikrinti ligy p;evencua, diagnozavima
ar gydyma, jvertinti, nustatyti, kontroliuoti ar pakeisti Zmoniy, gyviing arba
augaly fiziologine bikle ar gerinti gyviiny gerove /

Puwrposes related to the control of pharmaceuniicals products, food, feed or
other materials or the development, production, quality, efficiency and safety
of products seeking to prevent human or animal diseases or iheir 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 planis
or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviing sveikatai ar gerovei,
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 tyriniy tikslai siekiant atitinkamos riigies 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
Zinias, kelti kvalifikacijg /

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

4.7. Kriminaliniy tyrimy tikslai /
Purposes related io forensic investigaiions

4.8, Tam tikros biiklés genetiskai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos sukorimo ir islaikymo tikslai /

Purposes related fo 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 jvertinti Ziurkiy smegeny funkcijy atsistatymg po sukelto
iSeminio insulto, nandojant kamienines mezenchimines lgsteles, pagal kiekybiniy
motoriniy ir kognityviniy funkcijy testy rezultatus. Bus vertinami fiziniai
rodikliai, tokie kaip judrumas, nejudrumas, judéjimo laikas ir greitis labirinte, bei
atliekamas %iy rodikliy poky&iy vertinimas,
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The aim of the project - evaluation of the effectiveness of the restoration of
wmolor-orientation activity and cognitive funciions in experimental animals after
stem cell introduction into induced siroke animals. Physical indicators such as
agility, immobility, speed of movement in the maze will be evaluated and changes
in these indicators assessed,

6. Numatoma projekto nauda (1. y. kokia

numatoma nauda atlikus projekts
mokslui, gyviinams ir (ar) Zmonéms) /
Potential benefiis likely to derive fiom the
Praject fi. e. how science could be
advanced or humans or animals could
benefil from the projeci)

Numatoma, kad autologinés mezenchiminés kamieninés lgsteles, iskirtos i3
ricbalinio audinio, gali biiti efektyviai tatkomos atstatant paZeistas Zmogaus
smegenis. Tyrimo metu tikimasi pademonstruoti tokio veikimo koncepcija ir
projekto metu gaulais rezultatais remiantis kitame etape atlikti ikiklinikinius
tyrimus,

It is anticipated that autologous mesenchymal stem cells isolated from adipose
tissue can be effectively used to repaiv deammaged human brains, The study is
expected to demonsirate the concept of such an operation and to conduct
preclinical studies in the next phase based on the resulls of the project.

. Projekte numatomos naudoti gyviiny
1i8ys ir preliminarus gyviing kickis (vnt.)/
Expecied species and approximate
numbers of animals o be used in the
Project (in numbers})

Wistar klono Ziurkés (Ratius novvegicus)- 29 vint,

Wistar rats (Rattus norvegicus)- 29 pc.

. Numatomas poveikis gyviinui (-ams}
atsizvelgiant j planuojamas bandymo su
gyviinais procediiras (. y. kokj galimg
skausmg ar kandias galimai patirs
gyvinas ir koks numatomas bandymo su
gyviitais procediiry uzbaigimo bitdas) /
The expected effects on an animal(s) in
the confext of the projected procedures of
experiments on animals (i. e, expected
level of severity of pain or suffering to be
likely experienced by an anima and what
is the expected way of finalising the
procedures of experiments on animals)

Planuojamos lengvos procediiros pagal Reikalavimy 1.2 papunkij: kraujo
méginio paémimas; matuojamas judrumo laikas atvirose ir uzdarose labirinto
rankovése ir centriniame sektoriuje; matuojamas bendras praeitas atstumas
atvirose ir uZdarose labirinto rankovése ir centriniame sektoriuje; vertinamas
judéjimo greitis labirinte, Vidutinio sunkumo procediros, atlickamos indukavus
visitka nejautra: miego arterijy perridimas prie trachéjos bifurkacijos; kamieniniy
lasteliy jvedimas per nosics ertng palei uoslés nerva j paZeists smegeny sritj,
Eksperimenty uzbaigimo biidas — nugaiginimas anglies dvideginio dujomis, nes
reikalingas simegeny histologinis tyrimas.

Easy procedures are planned under Clause 1.2 of the Requirements: blood
sampling; measuring the mobility time in open and closed maze sleeves and in
the central sector; measuring the total distance traveled in open and closed maze
sleeves and n the central secior; the speed of movement in the maze Is
meastired, Moderate procedures: carotid artery ligation to tracheal bifurcation,
introduction of stem cells through the nasal cavity along the olfactory nerve info
the affected brain area. The completion method of experiments — carbon dioxide
killing is necessary for histological examinate of the brain,

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

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

10. Reikalavimy mazinti bandomuyjy gyviiny skaigiy bandymo su gyvinais procediroms, gerinti bandomyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZiandius pakeisti bandomyjy gyviiny naudojima bandymo su gyviinais procediiroms

alternatyviais metodais, jgyvendinimas /

Impiementation 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
veplacemeni of the use of animals in the procedures by alternative methods

10.1. Gywy bandomuyjy gyviiny naudojimo

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

Tyrinwy in vifro ar kity alternatyviy metody taikyti negalima. Projekto tikslas yra
jvertinti Zinrkiy smegeny funkcijy atsistatymga po sukelto i§eminio insulto pagal
kiekybiniy motoriniy ir kognityviniy funkeijy testu rezmitatus. AtsiZvelgiant j tai,
eksperimentai turi bti atlikti in vivo.

Alternative methods can not be applied. The aim of the project is to evaluate the
recovery of rat brain function after induced ischemic stroke by performing
guantitative motor and cognitive function lests. In this regard, experiments must
be performed in vivo.

10.2. Bandomyjy gyviiny skaitiaus

maZinimo reikalavimo taikymo
pagrindimas /

Vadovaujantis 3R taisykle, numatomas panaudoti gyviiny skaifius grupéje yra
minimalus, Gyviiny kiekio daugiau maZinti negalima. Gauti rezultatai turi biiti
statistiskai patikimi.
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Justification of the reduction of the
number of animals

In all experiment design we follow the concept of 3RS. However, it is not
possible to use fewer than requested animals. The resulls must be statistically
refiable.

10.3, Bandomuyjy gyviiny naudojimo salygy
gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement of
conditions under which animals are used

Gyviinai bus laikomi ir priZitivimi pagal visus ES ir LR teisés aktuose numatytus
gyviiny teisiy ir prieZiiros keliamus reikalavimus; laikymo sglygos: temperatiira
patalpoje  20-24°C, drégmé (%) 55+10, oro judéjimas 10-20 per wval,
Zviesos/tamsos reZimas (val): 12/12, maksimalus $viesos srautas gyviiny lygyje
60 linksy. Vienai Ziwkei skiriamas minimalus grindy plotas 450 cm?, Gyviinai
bus Seriami radiai specifiniais pa¥arais ir givdomi $variu vandeniu iki soties.

Animals will be maintained according to all stafutory LR animal rights and care
requirements. Environmen, storage conditions and cages conform the VMVT
2012 october 31 order BI1-866 ,, Animals for scientific and educational purpose
storage, maintainance and use ",

The rats will be kept under conditions described in the corresponding documents
of Lithuanian Republic and EU. Specifically: temperature will be maintained at
20-24 °C, Tumidity at 55 £10 %, maximum light intensity will 60 Ix; the 12/12
hour dark/light cycle will be maintained, Minimal cage floor area for rats will be
450 cu’* Animals will receive food and water ad libidum.
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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

»Indukuoto Ziurkiy uZdegimo rodikliy poky&iy vertinimas gydant kastony sékiy
cksiraktu®

"Evaluation of induced inflammation parameters in rats afler the treatment with
chestiul seed extract”

2. Projekto trukmeé /
Duration of the Project

2021.05.20 - 2022.05.20

3. Reik$miniai zod¥iai (ne daugiau kaip 5)
Key words (maximum 5)

Uzdegimas, kaStony sékly ekstraktas, citokinai, Fiurke

Inflammation, chestnut seed extract, cytokines, rat

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

TAIP/ NE /
YES NO

4.1. Fundamentaliyjy moksliniy fyrimy tikslai / X
Purpose related 1o basic research

4.2, Aiskinamuyjy ar taikomuyjy moksliniy tyrimy tikslai / X
Purpose related to transiational and applied research

welfare.

4.3. Vaisty, maisto, padary ir kity medZiagy ar produkty kiirimo, gamybos, X
kokybés, veiksmingumo ir saugumo tikrinimo tikslai siekiant i¥vengti Zmoniy ir
gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity anomalijy
atsiradimo ar jy poveikio, uitikrinti ligy prevencija, diagnozavimg ar pydyma,
jvertinti, nustatyti, kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing bakle 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 fo prevent human or animal diseases or their health disorders,
plant diseases or other abnormalities or their impacts to esure the prevention of
diseases, their diagnosis or treatment, to assess, identify, control or change the
physiological condition of lmans, animals or plants or improve the animal

4.4. Gamtinés aplinkos, reikalingos moniy ar gyviiny sveikatai ar gerove, x
apsaugos tikslai /

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

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

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

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

4,7. Kriminaliniy tyrimy tikskai / X
Purposes related to forensic investigaiions

4.8. Tam tikros bilklés genetitkai modifikuoty gyviiny, nenaudojamy kitose X
procediirose, linijos sukiirimo ir islaikymo tikslai /

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

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

Siekiant kaltony ekstrakty naudoti citokiny sukelty audry slopinimui, biitina gauti
daugiau Ziniy apie ekstrakto pajéguma slopinti uzdegiminius citokinus gyvame
organizme. Tuo tikslu Siame projekte Ziurkés organizme bus indukuotas uzdegiminis
procesas, kuriame citokinai vaidina svarby vaidmenj ne tik vietiniame
uZdegiminiatme procese, bet ir sistemingje fiminés fazés reakcijoje. UZdegimas bus
gydomas naudojant tiriamgjj kastony sékiy preparata.

Darbo tikslas: jvertinti kaStony sékly ekstrakto priefugdegiminj, citokinus slopinantj
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veikima.

In order o use chesinut exiract for the suppression of cytokine-induced stornis, it is
necessary o gain more knowledge about the ability of the extract to suppress
inflammatory cytokines in a living organism, To this end, in the rats, an
inflammatory process will be induced in which cytokines play an important role not
only in the local inflanmmatory process but also in the systemic acute phase
response. Inflammation will be treated with the test chesinut seed preparation.

The aim of the study is to determine the anti-inflammatory, eytokine inhibitory effect
of chestnit seed extract.

6. Numatoma projekto nauda (. y. kokia
numatoma nauda atlikus projektg mokshii,
gyviinams ir (ar) monéms) /

Potential benefils likely to derive from the
Praject (. e. how science could be
advanced or humans or animals could
benefit from the projeci)

Remintis literatiiros $altiniais, kuriuose rezultatai gauti naudojant kitas fyrimo
sistemas, kadtony preparatai turéty slopinti uzdegima ir citokiny gamyba.
Pasitvirtinus §iai hipotezei gyvame Ziurkés organizme, ka¥tony ekstraktai, ruoiami
uzsakovo imonéje, toliau bus vertinami naudojant kitus modelius, o véliau
naudojami ir SARS-CoV-2 viruso indukuotos citokiny audros gydymui.

Based on the data of literature, where results have been obiained using other model
systems, chestnut preparations should inhibit inflammation and eyiokine praduction,
Once this hypothesis is confirmed in a live rat, chestnut extracts prepared at the
customer's company will be further evaluated using other models and subsequently
used to treal SARS-CoV-2 virus-induced cylokine storms.

7. Projekie numatomos naudoti gyviiny ridys
ir preliminarus gyviiny kiekis (vat.)/
FExpected species and approximate numbers
of animals to be used in the Project (in
numbers)

Wistar klono Ziurkés (Ratffus norvegicus)- 21 vnt.
Wistar rats (Rattus norvegicus)- 21

8. Numatomas poveikis gyviinui {-ams)
atsiZvelgiant | planuojamas bandymo su
gyviinais procedaras (t, y. kokj galima
skausmg ar kandias galimai patirs gyviinas
ir koks numatomas bandymo su gyviinais
procediry uZbaigimo biidas) /

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

Procediiry vykdymo metu nwnatomas lengvas poveikis gyvinams. Gyvanai bus
nugaifinami anglies dvideginio dujomis.

Mild effecis on animals are expected during the procedures. The animals will be
killed by carbon dioxide.

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

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

10. Reikalavimy maZinti bandomyjy gyviiny skaidiy bandymo su gyviinais procediiroms, gerinti bandomyjy gyviiny naudojimo sglygas
ir taikyti metodus, leidZiangius pakeisti bandomyjy gyviiny naudojima bandymo su gyviinais procediiroms alternatyviais metodais,

jgyvendinimas /

Implementation of the requirements for the reduction of the munber 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

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

Tyrimy in vifro ar kity alternatyviy metody taikyti negalima. Projekto tikslas yra
jvertinti titiamo preparato priefuZdegiminj veikimg gyvame organizme.

In vitro studies or other alternative methods are not available. The aim of the
project is to evaluate the anti-inflammatory effect of the test preparalion in a living
organism.

10.2. Bandomyjy gyviiny skai&iaus maZinimo
reikalavimo tatkymo pagrindimas /
Justification of the reduction of the number
of animals

Vadovaujantis 3R taisykle, numatomas panaudoti gyviny skaidius grupéje yra
minimalus — 6 Ziurkés. Gyviiny kiekio daugiau maZinti negalima. Gauti rezultatai
turi biiti statisti¥kai patikimi.
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In the experiment design we follow the concept of 3R. No less than 6 animals may be
used in a group. Becaquse the results must be statistically reliable.

10.3. Bandoniyju gyviiny naudojimo salygy
gerinimo reikalavimo tatkymo pagrindimas
/
Jusiification of the refinement of conditions
under which animals ave used

Gyvinai bus laikomi ir priZitirimi pagal visus ES ir LR teisés aktuose numatytus
gyviny teisiy ir prieZitiros keliamus reikalavimus: laikymo salygos: temperatiira
patalpoje 20-24°C, drégmeé (%) 55410, oro judéjimas 10-20 per val., &viesos/tamsos
reZimas (val.): 12/12, maksimalus 3viesos srautas gyviiny fygyje 60 liuksy, Vienai
Ziurkei skiriamas minimalus grindy plotas 450 em?® Gyviinai bus Seriami rasiai
specifiniais padarais ir girdomi §variu vandeniu iki soties.

Animals will be maintained according to all statuwiory LR animal rights and care
requirements. Environment, storage conditions and cages conform the VMVT 2012
oclober 31 order BI-866 ,, Animals for scientific and educational purpose storage,
maintainance aid use “,

The rats will be kept under conditions described in the corresponding decuments of
Lithuanian Republic and EU. Specifically: temperature will be maintained at 20-24
°C, humidity af 35 +10 %, maximum light intensity will 60 Ix; the 12/12 hour
dark/light cycle will be maintained. Minimal cage floor area for rats will be 450
e’ Animals will receive food and water ad libidum,
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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

. Projekto pavadinimas /

Project Tille

. Lytiniy hormony jtaka nuostoviesiems klausos atsakams®

Auditory steady-state response dependence on sex hormones ™

. Projekto trukmé /

Duration of the Project

2021-06-01 — 2026-05-30

. Reik@miniai Yod¥iai (ne daugiou kaip 5)/

Key words (maxinum 3)

aktyvumo registravimas

recording

Stereotaksing operacija, Iytinis ciklas, tarplytiniai skirtumai, ilgalaikis smegeny

Stereotactic surgery, estrous cycle, gender difference, chronic brain activity

. Projekto tikslas (-ai) /

Purpose of the Project

TAIP/
YES

NE /
NO

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

X

4.2, Aikinamuiy ar taikomyjy moksliniy tyrimy tikslai /
Purpose related to translational and applied reseurch

4.3, Vaisty, maisto, pasary i kity medziagy ar produkty kiwimo, gamybos,
kokybeés, veiksmingumo ir saugumo tikrinimo tikslai siekiant iSvengti
Fmoniy ir gyviiny Hgy ar sveikatos sutrikinny atsiradimo, augaly ligy arba
kity anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy prevencija,
diagnozavima ar gydyma, jvertinti, nustatyti, kontrolivoti ar pakeisti
Fmoniy, gyviiny arba augaly fiziologing bitklg ar gerinti gyviiny gerove /
Purposes related to 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 their impacts fo
estre the prevention of diseases, their diagnosis or treatment, fo assess,
identify, control or change the physiological condition of humans, animals
or plants or improve the animal welfare.

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

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

4.5. Moksliniy tyrimy tikslai sickiant atitinkamos riiies i$saugojimo /
Puposes of scientific reasearch seeking the preservation of a ceriain species

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

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

4,7, Kriminaliniy tyrimy tikslai /
Purposes related io jorensic investigations

4.8, Tam tikros buiklés genetiskai modifikuoty gyviiny, nenaudojamy kitose
procediirose, linijos sukiirimo ir i8laikymo tikstai /

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




5. Projekto tiksly apragymas /

Description of the objectives of the
Project

Datbo tikslas — iStirti lytiniy hormomy jtaka sensorinés  informacijos
apdorojimui,

Aim of the project — to uncover sex hormones impact on sensory information
processing.

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

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

Gauti rezultatai padés suprasti kaip Iytiniai hormonai ir jy kitimas veikia
sensorinés informacijos apdorojima.

The results of this study will contribute to our understanding how sex hormons
contribute to sensory information processing.

. Projekte numatomos naudoti gyviiny
ridys ir preliminarus gyviing kiekis (vat.) /

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

Pelés — 70 vnt,

Mice— 70

. Numatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandymo su
gyviinais procediias (f. y. kokj galing
skausma ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyvinais procedtiry uzbaigimo buidas) /

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 aninials)

Planuojamos vykdyti procediivos priskiriamos fengvo ir vidutinio sunkumo
procediiroms. Eksperimento pabaigoje gyviinai bus nuZudomi.

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

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

Retrospective assesment of the project (if

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

Projektas atgaline data nebus vertinamas

Retrospective assessment is not required

10. Reikalaviny maginti bandomuyjy gyviiny skaigiy bandymo su gyviinais procediiroms, gerinti bandonmyjy gyviiny naudojimo
salygas ir taikyti metodus, leidZian&ius pakeisti bandomuyjy gyviiny naudojimg bandymo su gyviinais procediroms

alternatyviais metodais, jgyvendinimas /

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

10.1. Gyvy bandomuyjy gyviiny naudojimo

ir alternatyviy metody nenaudojimo
reikalavimo taikymo pagrindimas /

Sensorines informacijos apdorojimas ir jo priklausomybé nuo lytiniy hormony
gali bilti tiriamas tik naudojant gyviinus in vive ir negali biiti atliekamas in vifro
arba ex vivo.




Justification for using live animals and
Jfor not using alternative methods

The assessment of sensory processing and its dependence on sex hormones in
normal brain and during disease requires the use of animals and is not possible
in vitro or ex vivo,

10.2. Bandomuyjy gyviiny skaiciaus
maZinimo reikalavimo taikymo
pagrindimas /

Jusiification of the reduction of the
number of animals

Tyrimams bus naudojamas maZiausias skaitius gyviny, kuris reikalingas gauti
statisti§kal patikimus rezultatus.

The study will include the lowest possible number of animals, ensuring
statistically significant vesulls.

10.3. Bandomyjy gyviiny naudojimo
salygy gerinimo reikalavimo taikymo
pagrindimas /

Justification of the refinement af
conditions under which animals are used

Netaikoma.

None.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarmybos

direkforiaus
2013 m, lapkridio 25 d.
isakymu Nr. B1-761

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

ANIMALS

1, Projekio pavadinimas /
Project Title

jvertinimas

barmannii

Vakeinos priek hospitalinj patogeng Acinetobacter baumannii

Evaluation of a vaccine against hospital pathogen Acinetobacter

2. Projekto trukmé /
Duration of the Project

2021-03-15 - 2022-06-30
2021.03.15 - 2022.06.30

3. Reik3miniai ZodZiai (ne daugiau Vakcina, imunogeni$kumas, infekcija

kaip 5) /
Keywords (meximum 5)

Vaceine, immunogenicity, infection

4, Projekto tikslas (-at) /
Purpose of the

TAIP/
YES

NE/NO

Project

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

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

4.3, Vaisty, maisto, pagary ir kity medZiagy ar produkty
kirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai sickiant i$vengti Zmoniy ir gyviiny ligy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kity
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencija, diagnozavimg ar gydyma, jvertinti, nustatyti,
kontrotiuoti ar pakeisti Zmoniy, gyviing arba augaly
fiziologing bakle 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
prodicts 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 realment, to assess, identify,
control or change the physiological condition of lnmans,
animals or plants or improve the animal welfare.

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

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

4.5, Moksliniy tyrinmy tikslai siekiant atitinkamos riiies
i¥saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

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

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

4.7, Kriminaliniy tyrimy tikslai/
Purposes related to forensic investigations




4.8. Tam tikros biiklés geneti¥kai modifikuoty gyviiny, X
nenaudojamy kitose procediirese, linijos sukiirimo 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 tiksly apragymas /
Description of the objectives of the
Project

Projekto tikslas yra idtirti potencialius vakcinos prie¥ hospitalinj
patogeng Acinetobacter baumannii kandidatus

The objective of the project is to investigate potential candidates for
a vaceine against hospital pathogen Acinetobacter baumannii

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

Potential benefits likely to derive
Sfrom the Project (i. e. how science
counld be advanced or humans or
arimals could benefit from the

project)

A. baumannii bakterijos pasiZymi atsparumu visiems Zinomiems
antibiotikams, todél iftyrus pofencialius vakeinos kandidatus bus
galima pasitilyti efektyvesng ir patikimesng prevencing priemong,
kuri pasaulio ligoninése gali pakeisti gydyma antibiotikais.

A. baumannii is a bacterium that is resistant to all known antibiotics.
Iivestigation and evaluation of potential candidates for a vaccine
against it could offer a more efficient and reliable alternative
prevejitive mmeasure, which may replace treatment with antibiofics.

. Projekte numatomos naudofi
gyviny mgys ir preliminarus
gyviimy kickis (vat.)/

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

Laboratorinés pelés, BALB/¢ linija, 158 vnt,

Laboratory mice BALB/c, n = 138,

. Numatomas poveikis gyviinui (-
ams) atsiZvelgiant | planuojamas
bandymo su gyviinais procediiras
(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
Sfinalising the procedures of
experiments on animals)

Planuojamos vykdyti procediiros priskiriamos lengvoms
procediiroms. Eksperimento pabaigoje visi gyviinai bus nuzudomi.

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

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

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

Projektas atgaline data nebus vertinamas,

The retrospective assessment is not needed.

10. Reikalavimy maZinti bandomyju gyvany skai¢iy bandymo su gyviinais procediiroms, gerinti bandomuyjy
gyviiny naudojimo sglygas ir taikyti metodus, leidZian¢ius pakeisti bandomyjy gyviinyg naudojimg
bandyimo su gyviinais procediiroms alternatyviais metodais, jgyvendinimas /

fmplementation 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 wsed for the procedures and
application of methods, witich enable the replacement of the use of animals in the procedures by

alternative methods

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

Vakciny kitrimui gyviino modelis yra biitinas dél §eimininko
imuninés sistemos reakcijos | infekeija tyrimy. Taip pat patogeninés
bakterijos tik in vivo modeliuose, kaip, pavyzdZiui, pelés infekcijos
modelis, bakterijos pilnai iSreidkia savo virulentines savybes,




Justification for using live animals
and for not using alternative
methods

An animal model is mandatory for vaccine development due to an
investigation of immune reaction to infection. In addition,
pathogeiic bacteria infection is fully developed only in in vivo
models.

10.2. Bandomyjy gyviiny skaifiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Kontrolinése grupése bus naudojamas biitinas minimalus gyviiny
skaiius,

The minimal number of animals will be used in control groups,

10.3. Bandomyjy gyviiny naudojimo
salygu gerinimo reikalavimo
tatkymo pagrindimas /
Justification of the refinement of
conditions under which animals
are used

Salygos nebus gerinamos.

The conditions will not be refined.




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

“Rekombinantiniy baltymy antimikrobinio efektyvamo ir poveikio
navikams jvertinimas®

"Evaluation of recombinant profeins antimicrobial efficacy and effects
on (umors”

2. Projekto trukmé /
Duration of the Project

2021-06-01 - 2024-06-01, 3 metai
01 06 2021 — 01 06 2024, 3 years

3. Reikdminiai ZodZiai (ne daugiau kaip | Klebsiella, antimikrobiniai baitymai, navikai, peliy modeliai.

5) / Key words (maxinun 5) Klebsiella, antimicrobial profeins, tumors, niice models.
4. Projekto tikslas (-ai) / TAIP/ YES NE/ NO
Purpose of the Project | 4.1. Fundamentaliyjy moksliniy tysimuy tikslai / NE/NO
Purpose related to basic research
4.2. Aiskinamyjy ar taikomujy moksliniy TAIP/ YES
tyrimy tikslai /
Purpose related to translational and applied
research

4.3. Vaisty, maisto, paSary ir kity medZiagy ar TAIP/ YES
produkty kiirimo, gamybos, kokybés,
veiksmingumo ir saugumo tikrinimo tikslai
siekiant igvengti Zmoniy ir gyviny ligy ar
sveikatos sutrikimy atsiradimo, augaly ligy
arba kity anomalijy atsiradimo ar jy poveikio,
wrtikrinti ligy prevencijg, diagnozavimg ar
gydyma, jvertinti, nustatyti, kontroliuvoti ar
pakeisti Zmoniy, gyviiny arba augaly
fiziologing buklg ar gerinti gyviiny gerove /
Purposes related to the control of
pharmaceuticals products, food, Jfeed or other
materials or the development, production,
quality, efficiency and safety of products
seeking fo prevent human or aninal diseases or
their health disorders, plant diseases or other
abrormalities or their impacts to esure the
prevention of diseases, their diagnosis or
treatment, fo assess, identify, control or change
the physiological condition of humans, animals
or plants or inprove the animal welfare.

4.4. Gamtinés aplinkos, reikalingos Zmoniy ar NE/NO
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 aniimals

4.5. Moksliniy tyrimy tikslai siekiant NE/NO
atitinkamos riies i§saugojimo /
Puposes of scientific reasearch seeking the
preservation of a certain species




kvalifikacija /

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

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

NE/NO

procedures

gyviny, nenaudojamy Kitose procedirose,
finijos 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

4.7. Kriminaliniy tyrimy tikslai / NE/NO
Purposes related fo forensic investigations
4.8. Tam tikros biklés genetidkai modifikuoty NE/NO

5. Projekto tiksiy apra§ymas /
Description of the objectives of the Project

Sio projekto tikslas — idtirti augalingje
sistemoje pagaminty skrandyje neiriy
bakteriociny antimikrobinj efektyvuma
Klebsiella bakterijoms peliy Zarnyne ir nustatyti
juy poveikj navikams.

The aim of this project is (o investigafe the
antimicrobial effect of plant system-produced
gasiric-protected bacteriocins on Klebsiella
bacteria in the mice gut and determine their
effect on (1mors.

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

Sios studijos metu bus sukurti efektyvis
antimikrobiniai baltymai, skirti Klebsiella
bakterijoms naikinti.

In this study, effective antimicrobial proteins for
eradication of Klebsiella will be developed .

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

Eksperimeniai bus atliekami su laboratorinémis
pelémis,

BALB/c peliy linija — 78 vnt.

CC57W peliy linija — 46 vat.

C57BL/6J peliy linija — 46 vnt.

Experiments will be performed using laboratory
mice.

BALB/c mice line — 78

CCST7W mice line — 46

C57BL/6J mice line — 46

8. Numatomas poveikis gyviinui (-ams) atsiZvelgiant j
planuojamas bandymo su gyviinais procediras (t. y.
kokj galimg skausmg ar kanCias galimai patirs gyviinas
ir koks numatomas bandymo su gyvinais procediiry
uzbaigimo budas) /

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

Planuojamos atlikti procediiros yra priskiriamos
prie lengvy ar vidutinio sunkumo procediry.
Eksperimen-to gale gyviinai bus nugaidinami
(atlickama cervical dislocation).

The provided procedures are considered fo be
mild or moderate severity. At the end of
experiment, laboratory animals will be
sacrificed (cervical dislocation will be
performed).




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

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

Projektas nebus vertinamas atbuline data.

Project will not be evaluated retrospectively.

10. Reikalavimy mazinti bandomujy gyviiny skaidiy bandymo su gyviinais procediiroms, gerinti bandomuyjy gyviny
naudojimo salygas ir taikyti metodus, leidZiandius pakeisti bandomyjy gyviiny naudojimg bandymo su gyviinais

procediiroms alternatyviais metodais, jgyvendinimas /

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

methods

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

In vitro tyrimai yra atlikti, naudojant
mikrobiologijoje taikomus metodus. Siy
tyrimo metu nustatytas stiprus bakteriociny
antimikrobinis poveikis difuzijos | agarg
biidu, skystose mitybinése terpése ir
bioplévelése.

Dabartiniu metu, augalingje sistemoje
pagaminty bakteriociny antimikrobinis
poveikis turi biti istirtas

in vive gyvame organizme.

Tokiu biidu bus uztikrintas gauty rezultaty
patikimumas ir atsikartojamumas.

In vitro study has been performed using
microbiological methods. In this study,
strong antimicrobial activity of
bacteriocins has been detected in agar-
drop tests, in liquid Klebsiella cultures and
in biofilms.

Currently, antimicrobial effect of plant
system-produced protein must be
investigated in in vivo conditions (in living
organisiny).

Thus we will ensure the reliability and
repeatability of the obtained-results.

10.2, Bandomyjy gyviiny skaitiaus maZinimo reikalavimo
taikymo pagrindimas /
Justification of the reduction of the number of animals

Visos eksperimentinés grupés bus
sudaromos naudojant minimaly peliy
skaiéiaus (nedaugiau kaip 5 gyviinai
vienoje tiriamojoje grupeje).

All experimental groups will be formed
using the minimal numbers of mice (no
more than 3 animals per group),

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

Laboratorings pelés bus priZidrimos
pagal visus LR teisés aktuose numatytus
gyviiny teisiy ir prieZiarai keliamus
reikalavimus.

Laboratory mice will be maintained
according to all statutory LR animal
right and care requirements.




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos
direktoriaus

2013 m. lapkriio 25 d.

jsakymu Nr. B1-761

(Bandymo su gyviinais projekto santraukos formos pavyzdys)

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

L. Projekto pavadinimas / Keratito 24 val. gydymui naudojamy baltymy
Project Title efektyvumo jvertinimas peliy modelyje KERBALT24

Evaluation of the efficacy of proteins used for the treatment of
keratitis 24 I in the mouse model KERBALT24

2. Projekto trukme / 2021.06.07 —2022.12.31
Duration of the Profect
3. Reik¥miniai ZodZiai (ne daugiau Keratitis; keratito modelis, peliy modetis; bakteriocinai
kaip 5) / Keratitis; keratitis model; mice model; bacteriocin.
Key words (maximum_5)
4, Projekto tikslas (-ai) / TAIP/ NE / NO
Purpose of the YES
Project 4.1. Fundamentaliujy moksliniy tyriny tikslai / X

Purpose related o basic research
4.2. Aigkinamujy ar taikomyjy moksliniy tyrimy tikslai /| X
Purpose related to translational and applied research
4.3. Vaisty, maisto, paSary ir kity medZiagy ar produkty X
kirimo, gamybos, kokybés, veiksmingumo ir saugumo
tikrinimo tikslai siekiant ifvengti Zmoniy ir gyviny figy
ar sveikatos sutrikimy atsiradimo, augaly ligy arba kify
anomalijy atsiradimo ar jy poveikio, uZtikrinti ligy
prevencijg, diagnozavima ar gydyma, jvertinti, nustatyti,
kontroliuoti ar pakeisti Zmoniy, gyviiny arba augaly
fiziologing biiklg ar gerinti gyviiny gerove /

Purposes related to the control of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and safety of
products seeking to prevent human or animal diseases or
their health disorders, plant diseases or otier
abrormalities or their impacts fo esure the prevention of
diseases, their diagnosis or treatment, 10 assess, identify,
control or change the physiological condition of humans,
animals or plants or improve the animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviny X
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 raSies X
i¥saugojimo /

Puposes of scientific reasearch seeking the preservation
of a certain species

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

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




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

4.8. Tam tikros biiklés geneti¥kai modifikuoty gyviimy, X
nenaudojamy kilose procediirose, finijos sukinimo ir
iglaikymo tikslai /

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

5. Projekto tiksly apra§ymas /

Description of the objectives of the
Project

Pa¥engusio citotoksinio keratito gydymas — 24 valandos po
infekeijos;

Jvertinti 3 skirlingy naujai sukurty antimikrobiniy preparaty
veiksmingumg invazinio keratito gydymui;

Pazengusio invazinio keratito gydymo efektyvumo jvertinimas,
Antimikrobinio kokteilio efektyvamo jvertinimas invazinio keratito
gydymui.

Treatment of advanced cytoloxic keratitis - 24 hours after infection;
To evaluate the efficacy of 3 different newly developed
antimicrobials for the treatment of invasive keratitis;

Evaluation of the effectiveness of treatment of advanced invasive
keratitis.

Evaluation of the efficacy of an antimicrobial cocktail for the
treatment of invasive keralitis.

6. Numatoma projekto nauda (. y.

kokia numatoma nauda atlikus
projekig mokslui, gyviinams ir (ar)
Fmonéms) /

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

profect)

Sukurtas naujas preparatas — alternatyva antibiotikams leis
geriau ir efektyviau gydyti keratita, vaisto sudétyje neplananojama
naudoti antimikrobiniy medZiagy tuo siekiama sumaZinti be satko
naudojamy antibiotiky akiy ligoms gydyti aplikacija. Galutiniame
rezultate siekiant, kad nesivystyty bakterijy atsparumas. Vaistai
baltymo pagrindu rinkg galéty pasiekti 2025 m.

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

7. Projekte numatomos naudoti

gyviiny riidys ir preliminarus
gyvany kiekis (vnt.) /

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

Pelé Mus musentus; C57BL/6 - 192 vnt.
Mouse Mus musculus; C57BL /6 - 192 pes.

8. Numatomas poveikis gyviinui (-

ams) afsizvelgiant | planuojamas
bandymo su gyviinais procediiras
{t. y. kokj galimg skausmg ar
kangias galimai patirs gyvinas ir
koks numatomas bandymo su
gyviinais procediiry uZzbaigimo
bidas) /

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 metu visi gyviinai, gali patirti
trumpalaikj skausmg ir kandig, tadiau pries
atlickant visas procediiras bus anestezuojami,
todél baimés nepatirs.

During the project, all animals may experience
short-term pain and suffering, but will be
anesthetized before all procedures are
performed, so there will be no fear.




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

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

10. Reikalavinny mazinti bandomyjy gyviiny skai¢iy bandymo su gyviinais procediiroms,
gerinti bandomujy gyviing naudojimo salygas ir taikyti metodus, leidZiandius pakeisti
bandonugy gyviny naudojima bandymo su gyviinais procediiroms alternatyviais

metodais, jgyvendinimas /

Implementation of the requivements for the reduction of the number of animals used in
procedures of experiments on animals, refinement of conditions under which animals
are used for the procedures and application of methods, which enable the replacentent
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

Numatoma vienam gyvinui atlikéi  maZiausig biitiny
procediiry skaidiy taip siekiant i¥taikyti kuo geresnes sglygas
gyviinams, Alternatyviis metodai néra finkami tokio tipe procediirose,
nes reikalingas gyvo organizmo atsakas.

It is envisaged that the minimon number of procedures per animal
should be performed in order to maintain the best possible
conditions for the animals, Alternative methods are not suitable for
this type of procedure because of the response of the living
organismn.

10.2. Bandomuyjy gyviiny skaiciaus
maZinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Tyrimo imtis apskaitiuota remiantis moksliniais pana$iy tyrimy
rezultatais, kai norint sukelti kontroliuojama visoms peléms vienodg
ragenos paZeidimg imamas maZiausias tiviamyjy skai€ius 3,
pridedant galimg mirtingumo procentg. Siekiant sumazinti gyvanui
tenkandia kan&ia gyviinams bus paZeista tik viena akis, kita akis gali
biiti naudojama kaip kontrolé.

The study sample was calculated based on the scientific results of
similar studies, where the minimum number of subjects was taken to
cause controlled corneal damage int all mice 3, plus the potential
mortality rate. In order to reduce the suffering of the animal, only
one eye will be damaged in the animals, the other eye are used as a
control,

10.3. Bandomyjy gyviing naudojimo
sglygy gerinimo reikalavimo
taikymo pagrindimas /
Justification of the refinement of
conditions under which animals
are nsed

Gyviinai kasdieng bus apZiirimi veterinarijos gydytojo, jiems
atlickami sveikatingumo jvertinimas, 1.y. elgsenos, judrumo, mitybos
ir fiziologiniy funkcijy jvertinimas, reakcija j aplinkos veiksnius
jvertinimas, Kasdiena bus atlickamas bendras klinikinis tyrimas,
gyvybiniy funkcijy parametry tyrimas, veido grimasy gairiy
jvertinimas (NC3Rs).

The animals will be examined daily by a veterinarian and subjected
fo a health assessment, i.e. assessment of behavior, mobilify,
nutritional and physiological fimctions, assessment of response to
environmental factors. A general clinical examination, exanination
of vital signs parameters, assessiment of facial makeup guidelines
(NC3Rs) will be performed daily.




1 PRIEDAS
A DALIS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas

Neinvaziniy ir i¥imaniy smegeny tyrimy metodikos sukiirimas

Projekto trukmé
(ménesiais)

33 mén.

Reik¥miniai ZodZiai (ne
daugiau nei 5) (1)

Neinvaziniai smegeny tyrimai; smegeny tyrimai; smegeny slégis

Projekto tikslas (%)
{galima pasirinkti kelis
atsakyinus)

- Fundamentiniai moksliniai tyrimai (%)

X Perkélimo ir taikomieji moksliniai tyrimai (%)

— Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
—Kokybés kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
— Kiti veiksmingumo ir toleravimo bandymai
~— ToksiSkumo ir kiti saugos bandymai, jskaitant farmakologija
— Iprastiné gamyba

—Gamtines aplinkos apsauga sickiant uZtikrinti Zmoniy ar gyviiny sveikaty ar
gerove

— Ry i3saugojinias
— Aukstasis mokslas
— Mokyimas

— Teismo ekspertizés

—GenetiSkai pakeisty, kitoms procediiroms nenaudoty gyviiny kolonijy iSlaikymas

Projekto tikslai ir numatoma nauda

Apradykite projekto
tikslus (pavyzdZiui,
atkreipdami démesj j
tam tikras nei¥sprestas
mokslines problemas
arba mokslinius ar
kiinikinius poreikius).

Tyrimo tikslas jvertinti, ar jmanoma perduoti iSorinj slégi j akiduobe be kiinigkai
reik§mingo slégio gradiento ir nustatyti slégiy skirtumo tarp i¥orinio slégio ir slégio
akies orbitoje vertes pasirinktame slégiy intervale nuo 0 iki 50 mmHg.

Kokios numatomos
naudos galima tikétis i§
$io projekto?
Paaigkinkite, kaip
projektu bus prisidéta

Projekto metu gauti rezultatai leis jau 2024 mety pradzioje siglyti naudoti pasitilytas
tyrimy metodikas klinikoje.




prie mokslo paZangos
arba kokia gali buti
projekto nauda
Zmonéms, gyviinains ar
aplinkai. Jei taikoma,
trumpalaike nauda,
gaunama dar vykstant
projektui, atskirkite nuo
ilgalaikés naudos, kuri
gali pasireikiti uzbaigus
vykdyti projekta.

Numatoma Zala

Kokiose procediirose
paprastai bus naudojami
gyviinai (pavyzdZini,
darant injekcijas,
chirurgines procediiras)?
Nurodykite iy
procediiry skaiéiy ir
trukme,

Gyvinai bus naudojami atliekant jiems slégio sensoriy implantavimg akiduobéje,
prie akies su slégio kamera bus keliamas spaudimas iki 50 mm/g procediiros bus
atliekamos | karts.

Koks yra tikétinas
{neigiamas) poveikis
gyvinams, pavyzdZiui,
skausmas, svorio
netekimas, neaktyvumas
(sumaZéjes judumas),
stresas, elgesio
sutrikimai, ir kokia tokio
poveikio trukmé?

Gyvtinai nepatirs neigiamy poky&iy, nes tyrimo metu visuomet bus nejautroje, jicms

bus sukelta anestezija ir taikoma reikalinga analgezija.

Kokiy risiy ir kiek
gyviiny numatoma
naudoti? Koks yra
tikétinas sunkumas ir
koks gyviiny skaidius
kiekvienoje sunkumo
kategorijoje (kiekvienai
rugiai)?

Rasis (*) | Apytikslis | Apytiksliai skaidiai kielivienoje sunkumo
bendras kategorijoje
skaitius
Be Lengva | Vidutinio Sunki
galimybés sunkumo
atsigauti
Kiaulés 20 20
Pigs

Kas bus su gyviinais,
kurie uZbaigus
procedirg bus palikti
gyvi? (%) (%)

Apytikslis pakartofinai
nauwdojamy gyviiny

skaicius

Apytikslis gyviiny,
graZzinamy j buveine
arba buitinosios
prieZiiiros sistemy,
skaifius

0

Apytikslis privatiems
haikytojams atiduoting
gyviny skaidius




Pateikite numatomo
gyviiny likimo uZbaigus
procediirg pagrindima.

Nebus laikomi po tyrimo.,

»Irijy R* (angl, Replace, Reduce and Refine) principo taikymas

1, Gyviiny nandajimo
pakeitimas
(angl. Replacement)

Nurodykite, kokiy
alternatyviy metody,
kuriems nenaudojami
gyviinai, esama Sioje
srityje ir kodél jy
negalima panaudoti
§iame projekte,

Alternatyviis metodai tokio tipo tyrimams negali biti atlikti, Tyrimai su skysé&iais ir
balionais jau atlikti inZinerijos laboratorijoje, $iuo metu reikalinga atlikti tyrimus
in vivo,

2. Gyvany naudojimo
maZinimas
(angl. Reduction)

Paaiskinkite, kaip buvo
nustatytas Siam
projektui reikalingy
gyviiny skaidius,
Apradykite veiksmus,
kuriy imtasi siekiant
sumaZzinti naudoting
gyviiny skaidiy, ir
tyrinyy projektavimo
principus. Jei taikoma,
apradykite metodus,
kurie vykdant projekig
bus naudojamni siekiant
kuo labiau sumaZinti
naudojamy gyviiny
skai&iy atsiZvelgiant j
mokslinius tikslus.
Tokie metodai gali bati,
pavyzdZiui, bandomieji
tyrimai, kompiuterinis
nmodeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

Atliekant tokio pobidZio tyrimus alternatyviis metodai néra naudojanii, nes kol kas
néra validuotas joks alternatyvus metodas, kuris galéty pakeisti akispudZio ir
smegeny slégio tyrimus.

3. Gyviimy naudojimo
salygy gerinimas
(angl. Refinement)

Pateikite konkreCiy
priemoniy, kuriy
numatoima imtis vykdant
procediiras ir kuriomis
siekiama kuo labiau
sumazinti poveikj (#alg)

Tyrimo metu gyvinams kino temperatira stebima bekontak&iu termometru,
neinvaziniais metodais matuojamas kraujo spaudimas.




gyviimy gerovei,
pavyzdZius (pvz.,
grieZtesné stebésena,
prieZiliva po operacijos,
skausmo maiginimas,
gyviiny mokymas).
Aprasykite
mechanizmus,
naudojamus sickiant
projekto metu pradéti
taikyti gyviny
naudojimo salygy
gerinimo metodus

Paaidkinkite, kodél
pasirinkote atitinkamy
radiy ir amZiaus
gyvinus,

Kiauliy organizinas pana8us j Zinogaus, kiauliy Sirdies ir kraujagysliy sistema pana8i
i Zmogaus, todél ir pasirinktas artimiausias Zmogui modelis. Kiaulés pasirinktos,
nes jy akis panaiausiai lyginant su Zmogumi stovi arba yra pritvirtinta akiduobése.

Vertinimui atgaline data
pasirinktas
projektas ()

Terminas

Yra sunkiy procediiry

Naudojami
neZzmoginiai
primatai

Kita
prieZastis




I PRIEDAS
A DALIS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas Development of non-invasive and infelligent brain research methodology

Projekto trukmé 33 month.

(ménesiais)

Reik8miniai ZodZiai (ne

' : Noninvasive brain test; brain test; brain pressure
daugiau nei 5) (")

Projekto tikslas (%)

(galima pasirinkti kelis
atsakymus)

- Fundamentiniai moksliniai tyrimai (%)
X Perkélimo ir taikomieji moksliniai tyrimai_(*)
— Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
— Kokybeés kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
- Kiti veiksmingumo ir foleravimo bandymai
— Toksigkumo ir kiti saugos bandymai, jskaitant farmakologija
— Iprastiné gamyba

—~Gamtinés aplinkos apsauga sickiant vZtikrinti Zmoniy ar gyviiny sveikatg ar
gerove

o Ridiy i§saugojimas
— AukStasis mokslas
— Mokymas

—— Teismo ekspertizés

—Geneti8kai pakeisty, kitoms procedroms nenaudoty gyviinyg kolonijy i8laikymas

Projekto tikslai ir numatoma nauda

Apragykite projekto The purpose of the study is to evaluate the possibility of transmitting external

tikslus (pavyzdZiui,
atkreipdami démes;j j
tam tikras neisprestas
mokslines problemas
arba mokslinius ar
klinikinius poreikius).

pressure to the orbit without a clinically significant pressure gradient and fo
determine the values of the pressure difference between the external pressure and
the pressure in the orbit of the eye in the selected pressure range from 0 te 50
mmHg,

Kokios numatomos
naudos galima tikétis i§
gio prajekto?
Paaigkinkite, kaip
projektu bus prisidéta
prie mokslo pazangos
arba kokia gali biiti

The results obtained dwring the project will allow to propose the use of the proposed
research methodologies in the clinic already in the beginning of 2024,




projekto nauda
Zmonéms, gyviinams ar
aplinkai. Jei taikoma,
trumpalaike nauds,
gaunama dar vykstant
projektui, atskirkite nuo
ilgalaikés naudos, kuri
gali pasireikiti uZbaigus
vykdyti projekts,

Numatoma Zala

Kokiose procediirose
paprastai bus naudojami
gyvinai (pavyzdZiui,
darant injekcijas,

chirurgines procediras)?

Nurodykite iy
procediiry skaidiy ir
trukme.

The animals will be used for implantation of pressure sensors in the eye socket, the
knee pressure will be applied lo the eye with a pressure chamber up to 50 mm / g
procedures will be performed once.

Koks yra tikétinas
(neigiamas) poveikis
gyvinams, pavyzdziui,
skausmas, svorio
netekimas, neakiyvumas
(sumaZéjes juduinas),
stresas, elgesio
sutrikimai, ir kokia tokio
poveikio trukmé?

Animals will not experience adverse changes as they will ahvays be anesthetized
during the study, subjected to anesthesia, and subjected to appropriate analgesia.

Kokiy rii%iy ir kiek Riisis (*) | Apytikslis | Apytilsliai skaitiai kickvienoje sunkumo
gyviiny numatoma bendras kategorijoje
naudoti? Koks yra skaitius
tiketinas ﬁunkum.a > Be Lengva | Vidutinio Sunki
koks gyviiny skaidius .
LR galimybés sunkumo
kiekvienoje sunkumo atsivauti
kategorijoje (kiekvienai gaull
ragiai)?
Kiaulés 20 20
Pigs
Kas bus su gyviinais, Apytikslis pakartetinai | Apytikslis gyviiny, Apytikslis privatiems

kurie uzbaigus
procediira bus palikti
gyvi? ) ()

naudojamy gyviiny
skaifins

grazinamy j buveine
arba biitinosios
prieZiiiros sistemsy,
skaiius

0

lIaikytojams atiduotiny
gyviiny skaitios




Pateikite numatomo

gyviiny likimo uZbaigus

pracediirg pagrindima.

After experiments all enimal will be euthanised.

wIriju R¥ (angl. Replace, Reduce and Refine) principo taikymas

1. Gyviiny naudojimo
pakeitimas
(angl, Replacement)

Nurodykite, kokiy
alternatyviy metody,
kuriems nenaudojami
gyvilnai, esama Sioje
srityje ir kodél jy
negalima panaudoti
Siame projekte.

Alternative methods to this type of study cannot be performed. Studies with liquids
and cylinders have alveady been performed in an engineering labovatory, and in
vivo studies are currently required.

2. Gyviing naudojimo
mazininias
(angl, Reduction)

Paaiskinkite, kaip buvo
nustatytas iam
projektui reikalingy
gyviny skaidius,
Aprasykite veiksmus,
kuriy imiasi siekiant
sumaZinti naudotiny
gyviiny skaiéiy, ir
tyrimy projektavimo
principus. Jei taikoma,
apradykite metodus,
kurie vykdant projekty
bus naudojami sickiant
kuo labiau sumaZinti
naudojamy gyviny
skaidiy atsiZzvelgiant |
mokslinius tikslus.

Tokie metodai gali bti,

pavyzdZiui, bandomieji
tyrimai, kompiuterinis
modeliavimas,
dalijimasis audiniais ir

pakartotinis naudojimas,

Alternative methods are not used in this type of study, as no alternative inethod has
yet been validated to replace intraocular and brain pressure studies.

3, Gyvimy naudojimo
salygy gerinimas
(angl. Refinement)

Pateikite konkrediy
priemoniy, kutiy

numatoma imtis vykdant

procediras ir kuriomis
siekiama kuo labiau

sumazinti poveikj (Zala)

During the study, the body temperature of the animals is monifored with a non-
contact thermometer, and blood pressure is measured by non-invasive methods.




gyviiny gerovei,
pavyzdZius (pvz.,
grieZtesné stebésena,
prieZilira po operacijos,
skausmo mal8inimas,
gyvany mokymas).
Apragykite
mechanizmus,
naudejamus sickiant
projekto metu pradéti
taikyti gyviny
naudojimo salygy
geriniine metodus

Paaiskinicite, kodél
pasirinkote atitinkamy
ri8iy ir amziaus
gyviinus,

The pig body is similar to the human, the cardiovascular system of the pig is similar
fo the human, therefore the model closest to the human was chosen. Pigs are chosen
because their eyes are most similar to a human standing or atfached fo the eye

sockels.

Vertinimui atgaline data
pasirinktas
projektas ()

Terminas

Yra sunkiy procediiry

Naudojami
nezmoginiai
primatai

Kita
prieZastis




A DALIS

IPRIEDAS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas

Hidrokoloidinio pleistro efektyvumo tyrimas gyviing modelyje

Projekto trukmé
{ménesiais)

40 mén.

Reik3miniai ZodZiai (he daugiau

nei 5} (N

Peptidy terapija; Zaizdy gydymas

Projekto tikslas (%)
(galima pasirinkti kelis
atsakymus)

- Fundamentiniai moksliniai tyrimai (*)

X Perkélimo ir taikomieji moksliniai tyrimai_(*)

—Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
—Kokybés kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
— Kiti veiksmingumo ir toleravimo bandymai
- Toksikumo ir kiti saugos bandymai, jskaitant farmakologija
— [prastiné gamyba

—Gamtinés aplinkos apsauga siekiant uZtikrinti Zmoniy ar gyviiny sveikata
ar gerove

— R&iy i¥saugojimas
— Aukstasis mokslas
— Mokymas

— Teismo ekspertizés

—Qenetiskai pakeisty, kitoms procedtiroms nenaudoty gyviny kolonijy
i§laikymas

Projekto tikslai ir numatoma nauda

Apradykite projekto tikslus
(pavyzdZiui, atkreipdami démesj
j tam tikras neiSsprestas
mokslines problemas arba
mokslinius ar klinikinius
poreikius).

Hidrokoloidinio pagrindo pleistry, impregnuoty mazos ir vidutinés masés
peptidais veikimo efektyvumo Zaizdy gydymui ikiklinikinis tyrimas.

Kokios numatomos naudos galima
tikétis i§ Sio projekto?
Paaiskinkite, kaip projektu bus
prisidéta prie mokslo pazangos
arba kokia gali biiti projekto
nauda Zmonéms, gyviinams ar
aplinkai, Jei tatkoma,
trumpalaike nauda, gaunama dar
vykstant projektui, atskirkite nuo
ilgalaikés naudos, kuri gali

Naujai sukurtas, peptidais impregnuotas hidrokoloidinis pleistras padés
diabetu sergantiems asmenims greiéiau ir efektyviau gydyti Zaizdas. Toks
produktas, galéty biiti naudojamos jau 2022 mety gale, kai bus pradéti

klinikiniai tyrimai.




pasireiksti uZbaigus vykdyti
projekts.

Numatoma Zala

Kokiose procediirose paprastai bus
naudojami gyvinai (pavyzdziui,
darant injekcijas, chirurgines
pracediiras)? Nurodykite 3iy
procediiry skaiéiy ir trukme.

Visiems gyviinams bus padarytos Zaizdos ir visi bus gydomi naujai kuriamy
pleistry sudétinémis dalimis.

Koks yra tikétinas (neigiamas)
poveikis gyviinams, pavyzdZiui,
skausmas, svorio netekimas,
neaktyvumas (sumazéjes
judumas), stresas, elgesio
sutrikimai, ir kokia tokio
poveikio trulané?

Tikétina, kad po odos paZeidimo sukélimo gyviinai trumpa laika gali jausti
skausmg panady j injekcijos sukeliamg. Toks nedidelis skausmas tikétina
nesukels neigiamos reakeijos gyviinans, todél nei jy judrumas, nei apetitas
dél to nepasikets.

Kokiy rtigiy ir kiek gyviiny Rasis () | Apytikslis | Apytiksliai skaifiai kiekvienoje sunkumo
numatoma naudoti? Koks yra bendras kategorijoje
tikétinas sunkumas ir koks skaiius
gyviiny skaidius kiekvienoje
Sltinkktg.no k'affgo !:’J:Je Be Lengva | Vidutinio Sunki
(kickvienai rasiai)? galimybés sunkumo
atsigauti
Mice 80 80
Rabbit 40 40
Kas bus su gyviinais, kurie Apytikslis Apytikslis gyviiny, Apytikslis privatiems
uzbaigus procediirg bus palikti pakartotinai graZinamy j buveing | laikytojams atiduotiny
gyvi? () (% nandojamy arba butinosios gyviiny skaitius

gyviiny skaitius

pricZiciros sistemg,
skaitius
0

Pateikite numatomo gyviiny
likimo uZbaigus procediirg
pagrindima.

Nebus laikomi po tyrimo.

wTrijy R* (angl, Replace, Reduce and Refine) principo taikymas

1. Gyviiny naudojimo
pakeitimas (angl. Replacement)

Nurodykite, kokiy alternatyviy
metody, kuriems nenaudojami
gyviinai, esama Sioje srityje ir
kodél juy negalima panaudoti
siame projekte.

Alternatyviis metodai $iam tyrimui kol kas néra sugalvoti. Reikalinga atlikti
tokio tipo tyrimus, nes reikia tirti erganizmo reakeija j iSorinius dirgiklius.




2, Gyviiny naudacjimo
mazinimas (angl. Reduction)

Paaiskinkite, kaip buvo nustatytas
siam projektui reikalingy gyviiny
skaiCius. Apradykite veiksmus,
kuriy inttasi sickiant sumazinti
naudotinyg gyviny skaigty, ir
tyrimy projektavimo principus.
Jei taikoma, apraykite metodus,
kurie vykdant projekta bus
naudojani siekiant kuo {abiau
sumazinti naudojamy gyviiny
skaiéiy atsizvelgiant | mokslinius
tikslus. Tokie metodai gali biiti,
pavyzdZiui, bandomieji tyrimai,
kompiuterinis modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

Siame tyrime i% viso bus sunaudota 40 db/db peliy, kiekvienoje grupéje po 10
peliy, viso 4 vit, grupiy, jose naudojant skirtingas sudedamasias medZ?iagas.
Taip pat tyrime naudojamos kontrolings tos padios linijos pelés atkartojamos
tos patios grupés, kad galima biling jvertinti gijimo laikg ir kokybe. Taip pat
tyrime po peliy modelio bus sunaudota 40 vnt. triuiy, atkartojant tas pacias
grupes.

3. Gyviiny naudojimo salygy
gerinimas (angl. Refinement)

Pateikite konkrediy priemoniu,
kuriy numatoma imtis vykdant
procediras ir kuriomis siekiama
kuo labiau sumaZinti poveikj
(Zala) gyviny gerovei,
pavyzdZius (pvz., grieZtesné
stebésena, prieZitira po
operacijos, skausmo mal$inimas,
gyvamy mokymas). Apradykite
mechaniznus, naudojamus
siekiant projekto metu pradéti
taikyti gyviny naudojimo sglygy
gerinimo metodus

Tyrimo metu gyvinams kiino temperatiira stebima bekontak&iu termometru,
gyvino savijauta ir apetitas vertinamas gyvinus sveriant kas 3-4 d. Vykstant
projektui gyviiny laikymo patalpoje jrengiama vaizdo stebéjimo kamera ir
taip pat stebimas gyviinu judéjimas, édimas ir kiti fiziologiniai parametrai.

Paaiskinkite, kodeél pasirinkote
atitinkamy ro8iy ir amZiaus
gyviinus,

Pasirinktas maZiausias grauZiky modelis, siekiant jvertinti pleistro
veiksminguma gydant Zaizdas diabetu sergantiems gyviinams.

Vertinimui atgaline data
pasirinktas projektas (7)
Nereikalingas

Terminas Yra sunkiy procedtiry | Naudojami Kita
neZmoginiai prieZastis
primatai




A DALIS

IPRIEDAS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas

Dnvestigation of the effectiveness of a hydrocolloid patcl in an animal model

Projekto trulkimé
(ménesiais)

40 month.

Reik8miniai ZodZiai (ne daugiau

nei 5) (1)

Peptides therapy; wound ireatment

Projekto tikslas ()
(galima pasirinkti kelis
atsakymus)

- Fundamentiniai moksliniai tyrimai (%)

X Perkélimo ir taikomieji moksliniai tyrimai (%)

—Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
—Kokybés kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
— Kiti veiksmingumo ir toleravimo bandymai
- Toksidkumao ir kiti saugos bandymai, jskaitant farmakologija
— [prastiné pamyba

—Gamtinés aplinkos apsauga siekiant vZtikrinti Zmoniy ar gyviiny sveikaty
ar gerove

— Risiy i$saugojimas
— Auk3tasis mokslas
— Mokymas

— Teismo ekspertizés

—Genetidkai pakeisty, kitoms procediroms nenaudoty gyviny kolonijy
i$laikymas

Projekto tikslai ir numatoma nauda

Apradykite projekto tikslus
(pavyzdZiui, atkreipdami démesj
| tam tikras nei¥sprestas
mokslines problemas arba
mokslinius ar klinikinius
poreikius).

Preclinical study of the efficacy of hydrocolloid-based patches impregnated
with low- and medium-weight peptides for the treatment of wounds.

Kokios numatomos naudos galima
tikétis i3 &io projekto?
Paaigkinkite, kaip projektu bus
prisidéta prie mokslo pazangos
arba kokia gali biti projekto
nauda Zmonéms, gyvinams ar
aplinkai. Jei taikona,
trumpalaike nauda, gaunamga dar
vykstant projektui, atskirkite nuo
ilgalaikés naudos, kuri gali

The newly developed, peptide-impregnated hydrocolloid patch will help
people with diabetes heal wounds faster and more effectively. Such a
product could be used as early as the end of 2022, when clinical trials will
begin.




pasireik$t uzbaigus vykdyti
projekia.

Numatoma Zala

Kaokiose procediirose paprastai bus
naudojami gyviinai (pavyzdZiui,
darant injekcijas, chirurgines
procediiras)? Nurodykite §iy
procediiry skaidiy ir trukme.

Al animals will be wounded and all will be treated with the components of
the newly developed patciies.

Koks yra tikétinas (neigiamas)
poveikis gyviinams, pavyzdZiui,
skausmas, svorio neiekimas,
neaktyvumas {sumazéjes
Judumas), stresas, elgesio
sutrikimai, ir kokia tokio
poveikio trukmé?

It is likely that after wound induction, animals may experience pain for a
short time. Such mild pain is unlikely to cause an adverse reaction in the
animals, so neither their agility nor their appetite will change as a result.

Kokiy ri§iy ir kiek gyviing Rigis () | Apytikslis | Apytiksliai skaitiai kiekvienoje sunkumo
numatoma naudoti? Koks yra bendras kategorijoje
tikétinas sunkumas ir koks skaitius
gyviuny skaidius kiekvienoje
Su.nkul.n © k.ati’,g.()i.'l_]()je Be Lengva | Vidutinio Sunki
{kiekvienai rusiai)? . \
galimybés sunlkumo
atsigauti
Mice 80 80
Rabbit 40 40
Kas bus su gyviinais, kurie Apytilkslis Apytikslis gyviing, Apytikslis privatiems
uZbaigus procediirg bus palikti pakartotinai graZzinamy j buveine | Iaikytojams atiduotinyg
gyvi? (O (9 naudojamy arba bitinosios gyviiny skaitius

gyviny skaiins

prieZiiiros sistema,
skaidius
0

Pateikite numatomo gyviiny
likimo uZbaigus procediirg
pagrindima.

After experiments all arimal will be euthanised,

»Trijy R* (angl. Replace, Reduce and Refine) principo taikymas

1. Gyviiny naudojimo
pakeitimas (angl. Replacement)

Nurodykite, kokiy alternatyviy
metody, kuriems nenavdojami
gyviinai, esama §ioje srityje ir
kodél jy negalima panaudoti
$iame projekte.

Alternative methods fo this study have not yet been devised. This type of study
is needed because the body's response to external stimuli needs to be studied,




2. Gyviny naudoejimo
mazZinimas (angl, Reduction)

Paaiskinkite, kaip buvo nustatytas
giam projektui reikalingy gyviny
skaidius. Apragykite veiksmus,
kuriy imtasi siekiant sumaZinti
naudotiny gyviiny skaiéiy, ir
tyrimy projektavimo principus.
Jei taikoma, apradykite metodus,
kurie vykdant projekta bus
naudojami siekiant kuo labiau
sumaZinti naudojamy gyvim)
skaidiy atsizvelgiant | nrokslinius
tikslus. Tokie metodai gali biiti,
pavyzdZiui, bandomieji tyrimai,
kompiuterinis modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

A total of 40 db / db mice will be used in this study, 10 mice in each group, for
a total of 4 mice. groups using different ingredients. Also, control mice of
the same line used in the siudy were replicated in the saine group fo assess
healing time and quality. Also in the study, 40 units will be used after the
mouse model. rabbits, repeating the same groups.

3. Gyviany naudojimo salygy
gerinimas (angl. Refinement)

Pateikite konkrediy priemoniy,
kuriy numatoma imtis vykdant
proceduras ir kuriomis siekiama
kuo labiau sumaZinti poveikj
(Zala) gyviiny gerovei,
pavyzdZius (pvz., gricZtesné
stebésena, prieZitira po
operacijos, skausmo mal3inimas,
gyviiny mokymas). Apradykite
mechanizmus, naudojamus
siekiant projekto metu pradéti
taikyti gyviiny naudojimo salygy
gerinimo metodus

During the study, the animals' body femperature was monitored with a non-
contact thermometer, and the animal's well-being and appeltite were
assessed by weighing the animals every 3-4 days. During the project, a video
swrveillance camera will be installed in the animal housing and the
movement, eating and other physiological parameters of the animals will
also be monitored.

Paaigkinkite, kodél pasirinkote
atitinkamy rG8iy ir amZiaus
gyviinus.

The smallest rodent model was chosen fo evaluate the effectiveness of the
patch in treating wounds in diabetic animals.

Vertinimui atgaline data
pasirinktas projektas (7)
Not needed

Terminas Yra sunkiy procedirg | Naudojami Kita
neZmoginiai prieZastis
primatai




ADALIS

I PREEDAS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projelity santrauky pateikimo forma

Projekto pavadinimas

Indukuoto Ziurkiy i%eminio insulto gydymo, naudojant kamienines lasteles,
efektyvumo jvertinimas prie¥ klinikiniy tyrimyy inetu

Projelcto (rukmé
{(ménesiais)

27 mén.

Reikiminiai ZodZiai (ne daugiau

nei 5) (")

Gravziky iSemija; kamieninés lastelés; gydymas lastelémis

Projekto tikslas ()
(galima pasirinkti kelis
atsakymus)

- Fundamentiniai moksliniai tyrimai (*)

X Perkélimo ir taikomieji moksliniai tyrimai_(*)

—Teiseés aktais grindZiamas naudojimas ir jprastiné gamyba:
-—Kokybés kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
— Kiti veiksmingumo ir toleravimo bandymai
- Toksiskumo ir kiti saugos bandymai, jskaitant farmakologija
— [prastiné gamyba

—Gamtinés aplinkos apsauga siekiant u#tikrinti Zmoniy ar gyviiny sveikatg
ar gerove

— Rii%iy i¥saugojimas
— Auk3tasis mokslas
— Mokymas

— Teismo ekspertizés

—~Genetigkai pakeisty, kitoms procediiroms nenaudoty gyviny kolonijy
islaikymas

Projekto tikslai ir numatoma nauda

Apradykite projekto tikslus
(pavyzdZiui, atkreipdami démes;j
i tam tikras nei%sprestas
mokslines problemas arba
mokslinius ar klinikinivs
poreikius).

1. Kiekybiskai jvertinti Xurkiy smegeny funkcijy atsistatyma po sukelto
iSeminio insult, 2, [vertindi Ziurkiy smegeny funkcijy atsistatyma naudojant
i¥skirtas ir pagausintas mezenchimines kamienines lasteles.

Kokios numatomos naudos galima
tikétis i8 Sio projekto?
Paaiskinkite, kaip projektu bus
prisidéta prie mokslo pazangos
arba kokia gali buti projekio
nauda Zmonéms, gyvinams ar
aplinkat. Jei taikoma,
trumpalaike nauda, gaunamg dar
vykstant projektui, atskirkite nuo

Numatoma, kad autologinés mezenchimings kamieninés lastelés, i¥skirtos i¥
riebalinio audinio, gali biiti efektyviai taikomos atstatant paZeistas Zmogaus
smegenis. Tyrimo metu tikimasi pademonstruoti tokio veikimo koncepcijg
ir projekto metu gautais rezultatais remiantis kitame etape atlikti klinikinius
tyrimus.




itgalaikés naudos, kuri gali
pasireik§ti uzbaigus vykdyti
projekta.

Numatoma Zala

Kokiose procediirose paprastai bus
naudojami gyvinai (pavyzdZiui,
darant injekcijas, chirurgines
procedtiras)? Nurodykite iy
procedliny skaidiy ir trukme.

Gyvinai bus naudojami indukuojant jiems insultg 24 wnt, jvedant
mezenchimines lgsteles per nosj 12 vat, 3 kartus ir vertinant judéjimg 30

iSskiriamos lastelés i¥ riebaly.

Koks yra tikétinas (neigiamas)
poveikis gyviinams, pavyzdZiui,
skausmas, svorio netekimas,
neakiyvumas (sumaZéjes
judumas), stresas, elgesio
sutrikimai, ir kokia tokio
poveikio trukmé?

Tikeétina, kad po insulto paZeidimo sukélimo gyvinai trumpg laikg gali jausti
skausma po i8emijos sukélimo, Toks nedidelis skausmas tikétina nesukels
neigiamos reakcijos gyviinams, galimai gali pasikeisti jy judrumas,
pusiausvyra ir kiti fiziologiniai rodikliai, kurie nuolatos stebimi.

Kokiy radhy ir kiek gyviing Riisis (1) | Apytikslis | Apytiksliai skaitiai kiekvienoje sunkumo
numatoma naudoti? Koks yra bendras kategorijoje
tikétinas sunkumas ir koks skaitius
gyviny skai&ius kiekvienoje
?E;ggii;a%gof;}: Je Be Lengva | Vidutinio Sunki
rustaty: galimybés sunkumo
atsigauti
Wistar 30 30 30 24 0
rats
Kas bus su gyvinais, kurie Apytikslis Apytikslis gyviiny, Apytikslis privatiems
uzbaigus procediirg bus palikii pakartotinai grazinamy j buveine | laikytojams atiduotiny
eyvi? )Y (B naudojaniy arba biitinosios gyviny skaidius

prieZitiros sistemsy,
skaiius

gyviiny skaifius

0 t]

Pateikite numatomo gyviiny
likimo uzbaigus procediira
pagrindima.

Nebus laikomi po tyrimo.

»Trijy R* (angl. Replace, Reduce and Refine) principo taikymas

1. Gyviny naudojimo
pakeitimas (angl. Replacement)

Nurodykite, kokiy alternatyviu
metody, kuriems nenaudojami
gyvimai, esama Sioie srityje ir
kodél jy negalima panaudoti
Siame projekte.

Alternatyviis metodai $iam tyrimui kol kas néra sugalvoti. Reikalinga atlikti
tokio tipo tyrimus, nes reikia tirti organizmo reakeija j iSorinius dirgiklius.




2. Gyviiny naudojimo
mazinimas {angl. Reduction)

Paaigkinkite, kaip buvo nustatytas
Siam projekiui reikalingy gyviing
skaidius. Apragykite veiksmus,
kuriy imtasi siekiant sumaZinti
naudoting gyviiny skaiéiy, ir
tyrin projektavimo principus.
Jei taikoma, apradykite metadus,
kurie vykdant projekta bus
naudojami siekiant kuo labiau
sumazinti naudojamy gyviing
skaiéiy atsizvelgiant | mokslinius
tikslus, T'okie metodai gali biiti,
pavyzdZiui, bandomieji tyrimai,
kompiuterinis modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

Siame tyrime i¥ viso bus sunaudota 30 Ziurkiy, i% kuriy 12 yra kontrolinés
grupés Ziurkes (joms bus sukeliamas insultas, bet negydomos), 12 — sukeltas
insultas ir gydomos mezenchiminémis kamieninénis Igstelémis, 6 — insultas
nesukeliamas, tadiau bus atliekami funkciniai fiziologinés bitklés matavimai
matavimai i tyrimai.

3, Gyviny naudojimo sglygy
gerinimas (angl. Refinement)

Pateikite konkrediy priemoniy,
kuriy numatoma imtis vykdant
procediiras ir kuriomis siekiama
kuo labiau sumaZinti poveiki
(Zalg) gyviny gerovei,
pavyzdZius (pvz., grieZtesné
stebésena, prieZitira po
operacijos, skausmo malfinimas,
gyvany mokymas). Apradykite
mechanizmus, naudojamus
siekiant projekto metu pradéti
taikyti gyviiny naudojimo salygy
gerinimo metodus

Tyrimo metu gyvinams kiino temperatiira stebima bekontakéiu termometruy,
gyviino savijauta ir apetitas vertinamas gyviinus sveriant kas 3-4 d. Vykstant
projektui gyviny laikymo patalpoje jrengiama vaizdo stebgjimo kamera ir
taip pat stebimas gyviiny judéjimas, édimas ir kiti fiziologiniai parametrai.

Paaigkinkite, kodél pasirinkote
atitinkamy ri$iy ir amZiaus
gyvinus,

Projektui pasirinktas didesniy grauZiky modelis dél sudétingos tiriamosios
medZiagos, mezenchiminiy kamieniniy lasteliy, jvedimo (injekcijos)
metodikos - per nosies ertmg.

Vertinimui atgaline data
pasirinktas projektas (")

Kita
prieZastis

Naudojami
nezmoginiai
primatai

Terminas Yra sunkiy procediiny




A DALIS

1PRIEDAS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas

Evaluation of the efficacy of stem cell treatment of induced ischemic stroke in
rats prior to clinical trials

Projekto trukmé
(ménesiais)

27 month.

Reiksminiai ZodZiai (ne daugiau

nei 5) (1)

Rodent ischemia; stem cells; cells therapy

Projekto tikslas ()
(galima pasirinkti kelis
atsakymus)

- Fundamentiniai moksliniai tyrimai_(*)

X Perkélimo ir taikomieji moksliniai tyrimai ()

—Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
—Kokybes kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
— Kiti veiksmingumo ir toleravimo bandymai
- Toksidkumo ir kiti saugos bandymai, jskaitant farmakologija
— [prastiné gamyba

—Gamtings aplinkos apsauga siekiant uZtikrinti Zmoniy ar gyviiny sveikatg
ar gerove

n Risiy i8saugojimas
— Aukstasis mokslas
— Mokymas

— Teismo ekspertizés

—Genetidkai pakeisty, kitoms procediiroms nenaudoty gyviny kolonijy
iSlaikymas

Praojekto tikslai ir numatoma nauda

Apradykite projekto tikslus
(pavyzdZiui, atkreipdami démesj
i tam tikras neiSsprestas
mokslines problemas arba
mokslinius ar klinikinius
poreikius}.

1. To quantify the recovery of brain function in rafs after ischemic siroke. 2.
To evaluate brain fumetions recovery in rats using isolated and proliferated
mesenchymal stem cells.

Kokios numatomos naudos galima
tikétis i 3io projekto?
Paaiskinkite, kaip projektu bus
prisidéta prie mokslo pazangos
arba kokia gali bati projekto
nauda zmonéms, gyviinams ar
aplinkai. Jei taikoma,
trumpalaike nauds, gaunama dar
vykstant projektui, atskirkite nuo

It is anticipated that autologous mesenchymal stem cells isolated from
adipose fissue can be effectively applied in the repaiv of damaged hunan
brain. The siudy is expected to demonstrate the concept of such action and
fo conduct clinical trials in the next phase based on the results obtained
during the profect.




ilgalaikés nandos, kuri gali
pasireikiti uzbaigus vykdyti
projekta.

Numatoma Zala

Kokiose procediirose paprastai bus
naudojami gyviinai (pavyzdZiui,
darant injekcijas, chirurgines
procediiras)? Nurodykite ¥iy
procediiry skaiciy ir trukme.

The animals will be used to induce a stroke in them 24 pes, to infroduce
mesenchymal cells through the nose 12 pes. 3 times and evaluating the
movement 30 pes., A total of 6 times. Blood samples will also be taken during
the test and cells will be extracted from the fat.

Koks yra tikétinas (neigiamas)
poveikis gyviinams, pavyzdZiui,
skausimas, svorio netekimas,

It is likely that after induction of a stroke injury, animals may experience pain
Jor a short time gfter induction of ischemia. Such minor pain is unlikely to
cause an adverse reaction in the animals, possibly altering their motility,

fleaktyvumas (sumaze] &S balance, and other physiological parameters that are monitored
judumas), stresas, elgesio continuously.
sutrikimai, ir kokia tokio
poveikio trukmé?
Kokiy radiy ir kiek gyviiny Rasis () | Apytikslis | Apytiksliai skaiiai kiekvienoje sunkumo
numatoma naudoti? Koks yra bendras kategorijoje
tikétinas sunkumas ir koks skaiius
gyviny skaidius kiekvienoje
E’;:;]Egi?l;itg?ggf ie Be Lengva | Vidutinio Sunki
) galimyhés suntkumo
atsigauti
Wistar 30 30 30 24 0
rats
Kas bus su gyvilnais, kurie Apytikslis Apytikslis gyviiny, Apytikslis privatiems
uZbaigus procediirg bus palikti pakartotinai graZinamy j buveine | laikytojams atiduotiny
gyvi? () (8 naundojamy arba biitinosios gyviiny skaidius

prieziiiros sistemg,
skaifius

gyviny skaifius

0 0

Pateikite numatomo gyviiny
likimo uzbaigus procediira
pagrindima.

After experiments all animal will be euthanised.

»irijy R* (angl. Replace, Reduce and Refine) principo taikymas

1. Gyviiny naudojimo
pakeitimas (angl. Replucement)

Nurodykite, kokiy alternatyviy
metody, kuriems nenaudojami
gyvinai, esama Sioje srityje ir
kodé! jy negalima panaudoti
$iame projekte,

Alternative methods to this study have not yef been devised. This type of study
is needed because the body's response to external stimuli needs fo be studied.




2. Gyviny naudojimo
maZinimas (angl, Reduction)

Paaiskinkite, kaip buvo nustatytas
giam projektui reikalingy gyviiny
skaidius. Apradykite veiksinus,
kuriy imtasi sickiant swnaZinti
naudotiny gyviiny skaiciy, ir
tyrimy projektavimo principus.
Jei taikoma, apradykite metodus,
kurie vykdant projekta bus
naudojami siekiant kuo fabiau
sumazinti naudojamy gyviiny
skailiy atsiZvelgiant ] mokslinius
tikslus. Tokie metodai gali bait,
pavyzdZiui, bandomieji tyrimai,
kompiuterinis modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

A total of 30 rats will be used in this study, of which 12 are control rats (they
will have a stroke but are not treated), 12 will have q stroke and be freated
with mesenchymal stem cells, and 6 will not have a stroke but will be added
into state analysis: movement, eating and other basic functions.

3. Gyviiny naudojinto sglygy
gerinimas (angl. Refinement)

Pateikite konkrediy priemonit,
kuriy numatoma imtis vykdant
procediiras ir kuriomis siekiama
kuo labiau sumaZinti poveikj
(Zala) gyvuny geroveli,
pavyzdzius (pvz., grieZtesné
stebésena, prieZidira po
operacijos, skausmo malSinimas,
gyviiny mokymas). Aprasykite
mechanizmus, naudojamus
siekiant projekto metu pradéti
taikyti gyviing naudojimo sglygy
gerinimo metodus

During the study, the animals’ body temperature was monitored with a non-
contact thermometer, and the animal's well-being and appetite were
assessed by weighing the animals every 3-4 days. During the project, a video
surveillance camera will be installed in the animal housing and the
movement, eaiing and other physiclogical parameters of the animals will
also be monitored.

PaaiSkinkite, kodél pasirinkote
atitinkanwy ridiy ir amZiaus
gyvinus,

A larger rodent model was chosen for the project due to the intricate nasal
cavity of the test substance, mesenchymal stem cells.

Vertinimui atgaline data
pasirinktas projektas (7)

Terminas Yra sunkiy procediiry | Naudojami Kita
nezmoginiai | prieZastis
primatai
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1 PRIEDAS

A DALIS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas

Ragenos, sintezuotos i% biologiZkai aktyviy kolageno peptidiniy seky, transplantacijos
modelis eksperimentiniuose trivdivose

Projekto trukme
(ménesiais)

48 mén.

Reik§minial ZodZial (ne daugiau nei 5)

()

Ragenos modeliai, dirbtiné ragena, triudiy modeliai.

Projekto tikslas (%)
(galima pasivinkt kelis atsakymus)

Fundamentiniai mokslinial tyrimai (%)

{V] Perkélimo ir taikomieji moksliniai tyrimai ()

Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:

— Kokybés kontrolé (jskaitant partijos sauges ir stiprumo bandymus}
— Kiti veiksmingumo ir toleravimo bandymai

— Toksiskumo ir kiti saugos bandymai, skaitant farmakologija

— [prastiné gamyba

Gamtinés aplinkos apsauga siekiant uZtikrint Zmoniy ar gyviiny sveikatg ar
gerove

Risiy i$saugojimas

AukStasis mokslas

Mokymas

Teismo ekspertizés

Genetikai pakeisty, kitoms pracediiroms nenaudoty gyviiny kolonify

Projekto tikslai ir numatoma nauda . -

iSlaikymas

Apradykite projekto tikslus (pavyz-
d#iui, atkreipdami démesj i tam tikras
neidsprestas mokslines problemas
arba mokslinius ar klinikinius porei-
kius).

Projektas yra skirtas inovafyvaus ragenos persodinimo melodo suklrimui ir
biosintetinés ragenos regeneracinés medicinos vystymui. Karlu bus sukurtas nauju
projekto metu sukurtu metodu paremtas metabolinio aktyvumo ir Jasteliy gyvybingumo
tyrimo testas, kuris furl bitti atliekamas prie¥ in vive tyrimus bei dirbtinis Zmogaus
rageng imituojantis modelis vaisty skvarbos testams,

Kaokios numatomos naudos galima
tikétis i§ $io projekto? PaaiSkinkite,
kaip projektu bus prisidéta prie
mokslo paZangos arba kokia gali biti
projekto nauda Imonéms, gyvinams
ar aplinkai, Jei taikoma, trumpalaike
naudg, gaunamg dar vykstant pro-
jektui, atskirkite nuo ilgalaikés nau-
dos, kuri gali pasireikiti uzbaigus
vykdyti projekta.

Bus sukurti keturi nauji produktai:

1. Inovatyvus ragenos persodinimo metodas (KeratoSyn)

2, Biosintetine ragena regeneracinei medicinai {BioComea)

3. Toksikologiniy ir Igsteliy gyvybingumo testas (ComeaTox)

4. Dirblinis Zmogaus rageng imituojantis modelis vaisty skvarbos testams (ArtiCo2)
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Kokiose procediirose paprastai bus
naudojami gyviinai (pavyzdZiui, da-
rant injekeijas, chirurgines proceda-
ras)? Nurodykite $iy procediiry skai-
Ciy ir trukme,

Ragenos pilna lransplantacija, prisiuvimo metodas (skvarbioji keratoplastika), 1
procediira, 30 min. trukmés.

Ragenos pilna transplantacija, priklijavimo metodas (skvarbioji keratoplastika), |
pracediira, 30 min. trukmés.

Ragenos daliné transplantacija prisiuvimo metodas (lameling keratoplastika), 1
procediira, 30 min, trukmés.

Ragenos daliné transplantacija priklijavimo metodas (fameliné keratoplastika), 1
procediira, 3¢ min. trukmés,

Optiné koherenting tomografija (OKT), 10 procediiry, 15 min. trukmés.
Fluoresceino angiografija (FA), 10 procediiry, 20 min. trukmés,

Intravitreatiné injekeija, 1 procedura, 10 min. trukmés.

Injekeija | pricking kamerg, | procediira, 10 min. trukmés.

Ragenos dazymo fluoresceinu testas, 20 procediiry, 10 min. trukmés.

DaZymo Bengali$ka roZe testas, 20 procediry, [0 min, trukmés.

Sirmerio testas, 20 procediiry, 10 min, trukmés.

JTunginés atspaudy paémimas citologijos tyrimams, 20 procediry, 10 min, trukmés.
Akispiid#io matavimas, 20 procediiry, 10 min. trukmes.

IAkiy Tadi lainimas, 200 procediiry, | min. frukmés.
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Koks yra tikétinas (neigiamas) po-
veikis gyvanams, pavyzdZiui, skaus-
mas, svorio netekimas, neaktyvurmnas
(sumaZéjes juduinas), stresas, elgesio
sutvikimai, ir kokia tokio poveikio
trukmé?

Gyvinal kas dieng bus apZilirimi vieno veferinarijos gydytojo irfarba gyviiny
priZiiirétojo, bus kruop3iai vertinama kiekvieno gyvino sveikata, Ly., bus atlickamas
elgsenos, judrumo, fiziologiniy funkeijy, mitybos ir reakeijos | aplinkos veiksnius
jveitinimas.

Po operacijos gyviinams bus leidZiami nuskavsminamieji 7d.

[nfekeijos tikimybeé bus sukontrelivota antimikrobine terapija.

Kokiy ridiy ir kiek gyviiny numa- Apytiksliai skaidiat kiekvienoje sunkumo kategori-
toma naudoti? Koks yra tikétinas su- Apytiks- joje
nkuinas ir keks gyviiny skai¢ius o lis bend-
kiekvienoje sunkumo kategorijoje Radis () | o6 ekai- .
{kiekvienai rigiai)? & Be gali- Vidutinio
' s mybés at- | Lengva Sunki
d . sunkumo
sigauti

Naujosios 90 90

Zelandijos

triudiai

(Oryctolagus

cunicunius)

Olandijos |70 70

juostuoticji

kriudiai

(Oryctolagus

cuniculus)
Kas bus su gyvinais, kurie uzbaigus | Apytikslis pakartoti- Apytikshis gyviiny, Apytikslis privatiems fai-
procediirg bus palikti gyvi? (%} (¥) nai naudojamy gyvi- | graiinamy | buveing | kytojams atiduotiny gyvi-

ny skaicius arba batinosies prie- ny skaidius
Gyviinal bus eutanazuojami. Zidiros sistemg, skai-
¢ius

Pateikite numatomoe gyviiny likimo

Bus atlickami akiy rageny histologiniai ir imunochistocheminiai tyrimai, Bus atlikti
ragenos pralaidumo tyrimai.

uzbaigus procediirg pagrindima.

Ttijy R” (angl. Replace, Reduce and Refine) principo taikymas

1. Gyvany naudojimo pakeitimas
{(angl. Replacement)

Nurodykite, kokiy alternatyviy me-
tody, kuriems nenaudojami gyvinai,
esama §ioje srityje ir kodél jy nega-
lima panaudoti Siame projekte,

Tirlamyjy implanty ir ju novatorisko tvirtinimo efekiyvumo ir saugumo negalime
validuoti in vitro, nes nejmanoma jvertinti svetimkiinio (hidrogelio} atmetimo
reakeijos, individualaus gyjimo ir sugijimo mechanikos.

2020 4 24
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Gyviinai kas dieng bus apfitirimi veterinarijos gydytojo irfarba gyviiny priZiGrétojy, bus
3. Gyviny Ilaudﬁjimﬂ squgq geri- ruop3Ciai vertinama Idekvieno gyvino sveikala, ty., bus atlickamas elgsenos, judremo,
nimas {angl. Refinement) fiziologiniy funkcijy, mitybos ir reakeijos j aplinkos veiksnius jvertinimas.
Pateikite konkre#iy priemoniy, kuriy [Visy proceddry metu gyviimams bus taikoma bendroji nejautra.
numatoma imtis vykdant procediiras {0 operacijos gyviinams bus leidziami nuskausminamieji 7d. .
ir kuriomis siekiama kuo labiau su- Gyvinams yra s_ule!klamas platiausias spektras gyvenima praturtinantiy Zaistu, 3ieno ir medfio

i is s fu _ - kaladéliy gravZimui..
maZinti poveikj (Zala) gyviny gero-
vei, pavyzdZius (pvz, grieitesné ste-
bésena, prieiiira po operacijos,
skausmo matSinimas, gyviny moky-
mas). Apradykite mechanizmus, nau-
dojamus siekiant projekto metu pra-
deéd taikyti gyviiny naudojimo salygy
gerinimo metodus

Triuiai turl Zmegaus ragenai artimiausia histologing ir morfologine struktiirg. Dviejy skirtingy

PaaiSkinkite, kodél pasirinkote ati- liniju triudiai padés tiksliau jvertinti dirbtiniy implanty atmetimo reakeijas.

tinkamy 108iy ir amZiaus gyvanus.

Vertinimui ‘algaline data pasirink- . Terminas Yra sunkiy procediiry | Naudojami ne- Kita
tas projektas (1) - Zmoginiai prima- | priezas-

(1) Iskaitant mokslinius terminus, kuriuos gali sudaryti daugiau nei 5 atskiri Zod%ial, ir i¥skyrus gyviny riis ir tikslus, nurodytus kitose
dokumento vietose.

{2) Pateikiama i3skleidziamajame meniu,

(3} Tiksly sara¥as pagal statistiniy duomeny teikimo kategorijas ir pakategores, nurodytas 3io sprendimo Il priede.

(4} Gyvitng riidys pagal statistiniy duomeny teikimo kategorijas, nuredytas $io sprendimo Il priede, numatant papildomg galimybg
iskirtiniais atvejais, siekiant i§saugoti anonimiSkumag, vartoti, nenurodytos riidies Zinduolis”,

{5) Radys, kurias reikia nurodyti remiantis ankstesniu atsakymu, renkant jas i$ atitinkamos kategorijos (proporcingai).

{6) Dél kiekvienos radies galima pateikt kelis atsakymus.

{7) Galima pateikii kelis atsakymus; taikoma valstybéms naréms, kuriose tokia informacijg privaloma teikd pagal teisés aktus.
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ANNEX |
PART A
Template for the submission of non-technical project summaries referred to in article 43(1) of directive
2010/63/EU
Title of the project Model of corneal transplantation synthesized from biologically active collagen peptide

sequences in experimental rabbits

Duration of project
(in months)

48 months.

Key Words {(maximum of 5) (%)

Corneal models, artificial cornea, rabbit models.

Purpose of project ()
(multiple cheices possible)

Basic research {?)

[V] Translational and applied research (F)

Regulatory use and routine production:

Quality control {including batch safety and potency testing)

Other efficacy and tolerance testing

Toxicity and other safety testing including pharmacology

Routine production

Protection of the natural environment in the interests of the health or welfare of
human beings or animals

Preservation of species

Higher education

Training

Forensic enquiries

Maintenance of colonies of genetically altered animals, not used in other
procedures

Objestivesandprodictd boneff theprajset

Describe the objectives of the project
(for example, addressing certain
scientific unknowns, or scientific or
clinical needs).

The project is aimed to develope an innovative method of corneal transplantation and
ithe development of biosynthetic comeal regenerative medicine. At the same {ime, a test
for metabolic activity and cell viability based on a new method developed during the
project will be developed before in vivo studies, as well as an artificial model
simulating the human comea for drug penetration tests.

What are the potential benefits likely
to derive from this project? Explain
how science could be advanced, or
humans, animals or environment
may ultimately benefit from the
project. Where applicable,
differentiate between shart-term
benefits (within the duration of the
project) and long-term benefits
{which may accrue after the project is
finished}.

Four new products will be developed:

1. Innovative corneal transplantation method (KeratoSyn)

2. Biosynthetic comea for regenerative medicine (BioComea)

3.Toxicological and cell viability test (ComeaTox)

4. Artificial human comea simulation modet for drug permeation tests (ArtiCo2)

Pré_dicted harms

In what procedures will the animals
typically be used (for example,
injections, surgical procedures)?
Indicate the number and duration of
these procedures.

Complete comeal transplantation, suturing method (penetrating keratoplasty), 1
procedure, 30 min. duration.

Complete coreal transplantation, gluing method (penetrating keratoplasty), |
procedure, 30 min, duration,

Partial corncal transplantation suturing method (lamellar keratoplasty), 1 procedure, 30
min, duration.

Partial corneal transplantation adhesive method (Jamellar keratoplasty), 1 procedure, 30
min. duration.

Optical coherent tomography (OKT), 10 procedures, 5 min. duration,

Fluorescein angiography (FA), 10 procedures, 20 min. duration.
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Intraviireal injection, 1 procedure, 10 min, duration,

[njection info the anterior chamber, | procedure, 10 min. duration.
Corneal staining test with fluorescein, 20 procedures, 10 min. duration.
Bengal rose siaining test, 20 procedures, 10 min, duration,

Shirmer test, 20 procedures, 10 min. doration,

Conjunctive fingerprinting for cylology, 20 procedurcs, 10 min. duration.
Intraocular pressure measurement, 20 procedures, 10 min. duration.

Eye drops, 200 procedures, | min. duration,
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The animals will be inspected daily by one veterinarian and / or animal technician, and
What are the expected impacts/ the health of each animal will be carefully assessed, i.e. behavioral, motility,

adverse effects on the animals, for  [physiclogical functions, nutritien and response {o environmentat factors will be
examnple pain, weight loss, inactivity/ jassessed. . _ .

reduced mobhility, stress, abnormal A fter the operation, the animals will be given analgetics for 7 days.

behaviour, and the duration of those [Ihe likelihood of infection will be controlled with antimicrobial therapy.

effects?
What species and numbers of Estimated numbers per severity
animals are expected to be used? Estima-
What are the expected severities and { Species () | ted total
the numbers of animals in each numbers Non- .
severity category (per species)? recovery Mild Moderate Severe
New Zealand[90 90
rabbits
Oryctolagus
cuniculus)
Dutcl Belted 70 70
rabbits
(Oryctolagus

cuniculus)

What will happen to the animalskept | Estimated numberto | Estimated number to Estimated number to be
alive at the end of the be reused be returned to habitat/ rehomed
procedure? (5} () husbandry system

Animals are going to be sacrificed,

tistological and immunohistochemical examinations of the comneas of the eye will be
Please provide reasons for the performed. Corneal permeability studies will be performed.

planned fate of the animals after the
procedure.

Application of the ThreeRs =

The efficacy and safety of test implants and their innovative attachment cannot be
1. Replacement validated int vitro because it is not possible to evaluate the mechanics of foreign body
State which non-animal alternatives {hydrogel) rejection, individual healing, and healing.
are avallable in this field and why they
cannot be used for the purposes of
the project.
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(The animals will be examined daily by a veterinarian and / or animal handlers, and the health of
each animal will be carefully assessed, i.e. behavioral, motility, physiological functions, nutsition

3. Refinemen h " :
efir t and response fo environmental factors will be assessed.

Give examp]e's of the Spea'ﬁc . [The animals wil be subjected (o general anesthesia during all procedures,
measures {e.g. increased monitoring, A er the operation, the animals will be allowed analgesics 7d.
post-operative care, pain Animals are given the widest range of life-enriching foys, hay and wooden bricks.

management, training of animals) to
be taken, in vrelation to the
procedures, to minimise welfare

costs (harms) to the animals.
Describe the mechanisms to take up
emerging refinement techniques
during the lifetime of the project.

Rabbits have the histelogical and morphological strueture closest fo the human comea. Rabbits
Explain the choice of species and the [from two different lines will help to more accurately assess rejection reactions te artificial

related life stages. implants.
I’rdj'gct'sé_l:e_c_tfe'd f_é'r_ _Re_trbspe'ct'ivé : Deadline Contains severe Uses non-human Other
Assessment () .- procedures primates reason

{1) Including scientific terms which may consist of mere than 5 individual wards and excluding species and purposes entered elsewhere in
the document

{2] To be provided via a dropdown menu

(31 List of purposes in accordance with statistical reparting categories and sub-categories in Annex [l to this Decision

(4} Species in accordance with statistical reporting categories in Annex Il to this Declsion, with an additional option of ‘non-specified
mammal’ to safeguard anonymity in exceptional cases

{5) Species to be pepulated from the previous response to select from under the relevant tategory (proportions)

(6) Multiple choices per species possible

{7) Multiple choices possible; applicable ta those MS where this information is required by the legislation




I PRIEDAS
A DALIS

Direlityvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forina

Projekto pavadinimas

Guinea pig maximazation test for antivirus product evaluation

Projekto trukmé
(ménesiais)

28 month,

Reik&miniai ZodZiai (ne
daugiau nei 5) (1)

New drug research; antivirus drug

Projekto tikslas (%)

(galima pasirinkti kelis
atsakymus)

—-  Fundamentiniai moksliniai tyrimai_(*)

— Perkélimo ir taikomieji moksliniai tyrimai_(*)

— Teisés aktais grindZiamas naudojimas ir jprastiné gamyba;
—Kokybés kontrolé (jskaitant partijos saugos ir stipramo bandymus)
— Kiti veiksmingumo ir toleravimo bandymai
X Toksiskumo ir kiti saugos bandymai, jskaitant farmakologija
e Iprastiné gamyba

—Gamtinés aplinkos apsauga sickiant uZtikrinti Zmoniy ar gyviiny sveikatg ar
gerove

— Riigiy i3saugojimas
— AukStasis mokslas
— Mokymas

— Teismo ekspertizés

—Geneti¥kai pakeisty, kitoms procediiroms nenaudoty gyviny kolonijy islaikymas

Projekto tikslai ir numato

ma nauda

Apra8ykite projekto
tikslus (pavyzdZiui,
atkreipdami démes;j j
tam tikras neisprestas
mokslines problemas
arba mokslinius ar
klinikintus poreikius}.

1. To develop safe products based on the antiviral activity of bioactive compounds
fo inhibit the replication of viruses when they enfer the skin or into the oral / nasal
mucosa, thus providing preventive protection against seasonal tnfluenza and
mfluenza-like viral diseases.

2. To study and evaluate the safety of the ingredients of newly developed products in
the guinea pig model.

Kokios numatomos
naudos galima tikétis i§
Sio projekto?
Paai3kinkite, kaip
projektu bus prisidéta
prie mokslo pazangos
arba kokia gali biiti

The results obtained during the project will allow fo start the production of
preparations already in the beginning of 2022,




projekto nauda
Zmonéms, gyviihams ar
aplinkai. Jei taitkoma,
trumpalaike nauda,
gaunamg dar vykstant
projektui, atskirkite nuo
ilgalailcés naudos, kuri
gali pasireik§ti uzbaigus
vykdyti projekta.

Numatoma Zala

Kokiose procediirose
paprastai bus naudojami
gyviinai (pavyzdZiui,
darant injekeijas,
chirurgines procediiras)?
Nurodykite $iy
procediiry skaiéiy ir
trukme,

The animals will be used for skin infection after that causing skin damage. For each
amimal with a total of 36 units, the procedures will be performed once.

Koks yra tikétinas
(neigiamas) poveikis
gyviinams, pavyzdZiui,
skausmas, svorio
netekimas, neaktyvumas
(sumazéjes judumas),
stresas, elgesio
sutrikimai, ir kokia tokio
poveikio trukmé?

It is likely that after induction of skin damage, animals may experience pain for a
short fime comparable to scratching of the skin surface. Such mild pain is uniikely
fo cause an adverse reaction in the animals, so neither their agility nor their
appetite will change as a result,

Kokiy ragiy ir kiek Ragis (1) | Apytikslis | Apytiksliai skaiiai kiekvienoje sunkumo
gyviiny numatoma bendras kategorijoje
naudoti? Koks yra skaidius
fiketinas sunkumas it Be Lengva | Vidutinio | Sunki
koks gyviiny skaiius ,
s galimybés sunkumo
kiekvienoje sunkumo tsioauti
kategorijoje (kiekvienai atsigautt
riidiai)?
Guinea 36 36
pigs
Covidea
Kas bus su gyvinais, Apytikslis pakartotinai | Apytikslis gyviiny, Apytikslis privatiems

kurie uzbaigus
procediirg bus palikti
gyvi? () ()

naudojamy gyviiny
skaitius

graZinamy j buveing
arba biitinosies
prieZiros sistema,

skaiGius
0

laikytojams atiduotiny
gyviing skaidius




Pateikite numatomo

gyviiny likimo uzbaigus

procedurg pagrindima.

After experiments all animal will be enthanised,

»Iriju R (angl. Replace, Reduce and Refine) principo taikymas

1. Gyviiny naudojimo
pakeitimas
(angl. Replacement)

Nurodykite, kokiu
alternatyviy metoduy,
kuriems nenaudojami
gyviinai, esama Sioje
srityje ir kodél jy
negalima panaudoti
giame projekte,

Alternative methods to this fest are the murine local lymph node assay (LLNA) and
may only partially replace the vesulls provided by this assay. Therefore, Even afler
all possible studies have been performed, animal studies are needed to elicit a
response from the living organism, as recognized by researchers at the world's
most fanmous experimental animal laboratories,

2. Gyviinyg naudojimo
mazinimas
(angl, Reduction)

Paaiskinkite, kaip buvo
nustatytas Siam
projektui reikalingy
gyviiny skaidius.
Apradykite veiksmus,
kuriy imtasi siekiant
sumazinti naudotimy
gyviiny skaiéiy, ir
tyrimy projektavimo
principus. Jei taikoma,
apraSykite metodus,
kurie vykdant projekta
bus naudojami siekiant
kuo labiau sumaZinti
naudojamy gyviiny
skaifiy atsiZvelgiant j
mokslinius tikslus.

Tokie metodai gali b,

pavyzdZiui, bandomieji
tyrimai, kompiuterinis
modeliavimas,
dalijimasis audiniais ir

pakartotinis naudojimas.

Inthe course of this study it is planned to perform studies in cell culfures, there is no
foxicity fo cells, therefore we can wse a smaller number of anmimals than
recommended in the OECD guidelines, there the amounts in the group reach 20
units.

3. Gyviiny naudojino
sglygu gerinimas
(angl. Refinement)

Pateikite konkregiy
priemoniy, kuriy

numatoma imtis vykdant

pracediiras ir kuriomis
siekiama kuo labiau

sumazinti poveikj (Zalg)

During the study, the animals’ body temperature was monitored with a non-contact
thermometer, and the animal’s well-being and appetite were assessed by weighing
the animals every 3-4 days. During the project, a video surveillance camera will
be instailed in the animal housing and the movement, eating and other
physiological parameters of the animals will also be monitored.




gyviiny gerovei,
pavyzdZius (pvz.,
grieZtesné stebésena,
prieZifira po operacijos,
skausmo mal§inimas,
gyviny mokymas).
Apradykite
mechanizmus,
naudojamus sickiant
projekto metu pradéti
taikyti gyvingy
naudojimo salygy
gerinimo metodus

Paaiskinkite, kodél
pasirinkote atitinkamy
radiy ir amziaus
ayviinus,

Since 1992, the OECD guidelines have identified the Guinea pig maximazation fest
as the most reliable test for the safety of a substance, both in terms of animal

welfare and the reliability of the results.

Vertinimui atgaline data
pasirinktas
projektas (7)

Not needed

Terminas Yra sunkiy procediiry

Naudojami
nezmoginiai
primatai

Kita
priezastis




I PRIEDAS
A DALIS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky pateikimo forma

Projekto pavadinimas

Jiry kiauly€iy jautrininmo testas antivirusiniam preparatui jvertinti,

Projekto truluné
(ménesiais)

28 mén.

Reikiminiai ZodZiai (ne
daugiau nei 5) (")

Naujo preparato tyrimai; antivirusiniai preparatai

Projekto tikslas (%)
(galima pasirinkfi kelis
atsallymus)

— Fundamentiniai moksliniai tyrimai ()
— Perkélimo ir taikomieji moksliniai tyrimai_(*)
-— Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
— Kokybés kontrolé (jskaitant partijos saugos ir stiprumo bandymus)
— Kiti veiksmingumo ir toleravimo bandymati
X Toksitkumo ir kit saugos bandymai, jskaitant farmakologija
— Iprastiné gamyba

—Gamtinés aplinkos apsauga siekiant witikringi Zmoniy ar gyviiny sveikatg ar
gerove

— Rugiy ifsaugojimas
— Aukstasis mokslas
— Mokymas

— Teismo ekspertizés

—Genetiskai pakeisty, kitoms procediiroms nenaudoty gyviiny kolonijy iSlaikymas

Projekto tikslai ir numato

ma nauda

Apra¥ykite projekto
tikstus (pavyzdZiui,
atkreipdami démes;j |
tam tikras neifsprestas
mokslines problemas
arba mokslinius ar
klinikinius poreikius).

1. Sukurti saugius produktus, kuriy antivirusinis veikimas pagristas bioaktyviy
junginiy geba stabdyti virusy replikacija jiems patekus ant odos ar j burnos/nosies
gleivine, taip sukuriant profilakting apsauga nuo sezoninio gripo ir j gripg panasiy
virusiniy ligy.

2, I8tirti ir jvertinti naujai kuriamy produkty sudedamyjy medZiagy sauguma jiiry
kiauty&iy modelyje.

Kokios numatomos
naudos galima tikétis i3
io projekto?
Paaigkinkite, kaip
projektu bus prisidéta
prie moksio paZangos
arba kokia gali biti

Projekto metu gauti rezultatai leis jau 2022 mety pradZioje pradéti preparaty
gamyba.




projekio nauda
Zmonéms, gyviinams ar
aplinkal. Jei taikoma,
trumpalaike nauda,
gaunama dar vykstant
projektui, atskirkite nuo
ilgalaikés naudos, kuri
gali pasireik§ti uZbaigus
vykdyti projekta.

Numatoma Zala

Kokiose procediirose
paprastai bus naudojami
gyviinai (pavyzdZiui,
darant injekeijas,
chirurgines procediiras)?
Nurodykite iy
procediry skai&iy ir
trukime.

Gyviinai bus naudojami atlickant jiems injekcijas j oda, sukeliant odos paZeidimus.
Kiekvienam gyviinu, kuriy viso 36 vnt., procediiros bus atliekamos | kartg.

Koks yra tikétinas
(neigiamas) poveikis
gyviinams, pavyzdZiui,

Tikétina, kad po odos paZeidimo sukélimo gyviinai trumpg laika gali jausti skausmag
sulyginamg odos pavir§iaus nubrozdinimui. Toks nedidelis skausmas tikétina
nesukels neigiamos reakcijos gyvinams, todel nei jy judrumas, nei apetitas déf to

skausmas, svorio nepasikeis.
netekimas, neaktyvumas
{sumazéjes judumas),
stresas, elgesio
sufrikimai, ir kokia tokio
poveikio trukmé?
Kokiy riiy ir kiek Ri¥is (1) | Apytikslis | Apytiksliai skaiiai kiekvienoje sunkumo
gyviiny numatoma bendras kategorijoje
naudoti? Koks yra skaitius
tikétinas ﬁunkum‘a S Be Lengva | Vidutinio Sunki
koks gyviny skaidius .
R galimybés sunkumo
kiekvienoje sunkumo tsigauti
kategorijoje (kiekvienai Atsiga
rQiai)?
Guinea 36 36
pigs
Covidea
Kas bus su gyviinais, Apytikslis pakartotinai | Apytikslis gyviinu, Apytikslis privatiems

kurie uzbaigus
procediirg bus palikti

gyvi? ) ()

naudojamy gyviiny
skaitius

graZinamy j buveing
arba biitinosios
prieZiiiros sistema,
skaifius

0

laikytojams atiduoting
gyviny skaifius




Pateikite numatomo
gyvimy likimo uzbaigus
procediirg pagrindima.

Nehus laikomi po tyrimo.

»Triju R (angl. Replace, Reduce and Refine) principo taikymas

1. Gyviiny naudejimo
pakeitimas
(angl. Replacement)

Nurodykite, kokiy
alternatyviy metodu,
kuriems nenaudojami
gyviiai, esama Sioje
srityje ir kodél jy
negalima panaudoti
Siame projekte.

Alternatyviis metodai Siam tyrimui yra peliy vietiniy limfinazgiy tyrimas (LLNA)
ir gali tik i¥ dalies atstoti Sio tyrimo teikiamus rezuftatus, Todél Net ir atlikus visus
jmanomus tyrimus vistik reikia atlikti tyrimus su gyviinais siekiant gauti gyvo
organizmo atsaka, tai pripaZjsta ir garsiausiy pasaulio bandomujy gyviny
laboratorijy tyréjai.

2. Gyviiny naudojimo
maZinimas
(angl. Reduction)

Paaiskinkite, kaip buvo
nustatytas $iam
projektui reikalingy
gyviny skai&ius,
Apradykite veiksmus,
kuriy imfasi siekiant
sumazinti naudoting
gyviny skai&iy, ir
tyrimy projektavimo
principus. Jei taikoma,
apradykite metodus,
kurie vykdant projekta
bus naudojami siekiant
kuo labiau sumazZinti
naudojamy gyviiny
skaidiy atsiZvelgiant j
mokslinius tikslus.
Tokie metodai gali bati,
pavyzd#iui, bandomieji
tyrimai, kompiuterinis
modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

Sio tyrimo eigoje suplanuota atlikti tyrimus lgsteliy kultiirose, ten toksiZkumas
lasteléms nepastebétas, todé]l galime naudoti mazZesnj gyvimy skailiy nei
rekomenduojama OECD gairése, ten kiekiai grupéje sickia 20 vnt., gyviimy.

3. Gyviiny naudojimo
salygy gerinimas
(angl. Refinement)

Pateikite konkrediy
priemoniy, kuriy
numatoma imiis vykdant
procediiras ir kuriomis
siekiama kuo labiau
sumazinti poveikj (Zala)

Tyrimo metu gyvinams kiino temperatiira stebima bekontakfiu termometruy,
gyviino savijauta ir apetitas vertinamas gyviinus sveriant kas 3-4 d. Vykstant
projektui gyviiny taikymo patalpoje jrengiama vaizdo stebéjimo kamera ir taip pat
stebimas gyviing judéjimas, édimas ir kiti fiziologiniai parametrai.




gyviing gerovei,
pavyzdZius (pvz.,
grieZtesné stebésena,
prieZifira po operacijos,
skausmo malginimas,
gyviiny mokymas),
Apradykite
mechanizinus,
naudojamus siekiant
projekto metu pradéti
taikyti gyviing
naudojimo salygy
gerinimo metodus

Paai8kinkite, kodeél
pasirinkote atitinkanmy
radiy ir amZiaus
gyviinus,

Jau nuo 1992 mety, OECD gairése Guinea pig maximazation test nurodomas kaip
patikimiausias med#iagos saugumo tyrimas, tiek vertinant gyviny gerove, tiek

rezultaty patikimuma,

Vertinimui atgaline data
pasirinktas
projektas ()
Nereikalingas

Terminas

Yra sunkiy procediiry

Naudojami
nezmoginiai
primatai

Kita
prieZastis




PART A

ANNEX 1

Template for the submission of non-technical project summaries referred to in
article 43(1) of directive 2010/63/EU

Title of the project

Evaluation of a FX series compound in mouse models of Type [ Diabetes Mellitus .

Duration of project
{in months)

24

Key Words (maximum
of 5) ()

Mice, diabetes, insulin

Purpose of
project (3
{multiple choices
possible)

—  Basic research (%)

Translational and applied research (%)

—  Repulatory use and rountine production:
— Quality control (inciuding batch safety and potency testing)
— Other efficacy and tolerance testing
ven Toxicity and other safety testing including pharmacology
— Routine production

—  Protection of the natural environment in the interests of the health or
welfare of human beings or animals

—  Preservation of species

—  Higher education

—  Training

- Forensic enquiries

—  Maintenance of colonies of genetically altered animals, not used in
other procedures

>

Objectives and predicted benefits of the project

Describe the
objectives of the
project (for example,
addressing certain
scientific unknowns,
or scientific or clinical
needs),

The objectives of the study are to evaluate the effects of a FX series compounds
in a mouse model of Type I Diabetes Mellitus (T {DM) in TIDM will be induced
by administration of multiple low doses of Strepozotocin (STZ) in C57BL. male
mice.

What are the potential
benefits likely to
derive from this
project? Explain how
science could be
advanced, or humans,
animals or
environment may
ultimately benefit from
the project. Where
applicable,

In the future, test substances may be used to treat type 1 diabetes.




differentiate between
short-term benefits
(within the duration of
the project) and long-
term benefits {which
may accrue after the
project is finished).

Predicted harms

In what procedures
will the animals
typically be used (for
example, injections,
surgical procedures)?
Indicate the number
and duration of these
procedures,

The animals will be used in the injection, blood testing procedures. 85 animals will

undergo 947 injection / blood collection procedures, with an estimated duration of 3,5

hours.

What are the expected
impactsfadverse
effects on the animals,
for example pain,
weight loss,
inactivity/reduced
mobility, stress,
abnormal behaviour,
and the duration of
those effects?

Expected adverse effect weight loss, inactivity/reduced mobility, stress, abnormal

behaviour, Expexted duration —24 h

What species and
numbers of animals
are expected to be
used? Whalt are the
expected severities and
the numbers of
animals in each
severity category (per
species)?

Species (%) Estimated Estimated numbers per severity
total numbers
Non- Mild Maoderate Severe
recovery
Mus 85 85 85 0 0

musctlus

What will happen to
the animals kept alive
at the end of the
procedure? (%) (%)

Estimated number to he
reused

Estimated number to be
returned to
habitat/husbandry system

0

Estimated number fo
be rehomed

Please provide reasons
for the planned fate of
the animals after the
procedure.

All animals will be killed as a pancreas will be required for further investigation

85




Application of the Three Rs

1. Replacement

State which non-
animal alternatives are
available in this field
and why they cannot
be used for the
purposes of the
project.

A living organism is required to complete the study of the effects of the medicinal product.

2. Reduction

Explain how the
numbers of animals for
this project were
determined. Describe
steps that have been
taken to reduce the
number of animals to
be used, and principles
used to design studies.
Where applicable,
describe practices that
wiil be used
throughout the project
to minimise the
number of animals
used consistent with
scientific objectives.
Those practices may
include e.g. pilot
studies, computer
modeiling, sharing of
tissue and reuse,

Minimal number of animals (3-12) will be used in the test and control groups.

3, Refinement

Give examples of the
specific measures
{e.g., increased
monitoring, post-
operalive care, pain
management, training
of animals) to be
taken, in relation to the
procedures, [0
minimise welfare costs
(harms) to the animals,
Describe the
mechanisms to take up
emerging refinement
techniques during the
lifetime of the project.

Refined conditions for animal use are not necessary.,




Explain the choice of
species and the related
life stages.

Laboratory mice are commonly accepted model organism in pharmacological studies.

Project selected for
Retrospective
Assessment ()

Not required

Deadline

Contains severe procedures

Uses non-
human
primates

Other
reason




A DALIS

Direktyves 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky
pateikimo forma

Projekio FX serijos junginio jverlinimas panaudojant I tipo cukrinio diabeto
pavadinimas peliy modelj

Projekto trukmé

AR 24 mén,
(ménesiais)

Rﬂksm“}‘al io_dilal Pelé, diabetas, insulinas
(ne daugiau nei

5) ()

Projekto tikslas (3) | — Fundamentiniai moksliniai tyrimai (*)

Perkélimo ir taikomieji moksliniai tyrimai °)

—  Teisés aktais grindZiamas naudojimas ir jprastiné gamyba:
— Kokybés kontrolé (jskaitant partijos saugos ir stiprumo

bandymus)

— Kiti veiksmingumo ir toleravimo bandymai
— Toksiskumo ir kiti sangos bandymai, jskaitant farmakologija
- lprastiné gamyba

-~ Gamtinés aplinkos apsauga siekiant uZtikrinti Zmoniy ar gyviiny
sveikatg ar gerove

—  Rudiy iSsaugojimas

—  Aukstasis mokslas

- Mokymas

-—  Teismo ekspertizés

—  GenetiSkai pakeisty, kitoms procediroms nenaudoty gyviiny
kolonijy igtaikymas

s

(galima pastrinkti
kelis atsakymus)

Projekto tikslai ir numatoma nauda

ApraSykite projekto Ivertinti tirlamyjy FX serijos preparaty antidiabetines savybes
tikslus (pavyzdzivi, anaudojant strepozotocinu indukuota I tipo diabeto modelj C57BI
atkreipdami démes j tam | PaNaudojant strepozotocinu indukuoty I tipo diabeto modelj C57B
tikras nei$sprestas peliy organizme, atlikti tiriamojo preparato farmakokinetinj ir
mokslines problemas toksikologinj tyrimus.

arba mokslinius ar
klinikinius poreikius).

Kokios numatomos
naudos galima tikétis i§
Sio projekto?
Paaigkinkite, kaip
projektu bus prisidéta
prie mokslo paZangos
arba kokia gali biiti
projekto nauda Zmonéms,
gyviinams ar aplinkai, Jei
taikoma, trumpalaike
nauda, gaunamsg dar
vykstant projektui,

Ateityje bandomosios medZiagos gali biiti naudojamos 1 tipo
diabetui gyduyti.




atskirkite nuo ilgalaikés
naudos, kuri gali
pasireik8ti uZbaigus
vykdyti projekta.

Numatoma Zala

Kokiose procediirose
paprastai bus naudojami
gyvinei (pavyzdZiui,
darant injekeijas,
chirurgines procediiras)?
Nurodykite §iy procediiry
skaidiy ir trukme.

Gyviinai bus naudojami atlickant injekcijas bei kraujo tyrimus. 85
gyviinams bus atliktos 947 injekeijos / kraujo paémimo procediiros,
kuriy numatoma trukmé yra 3,5 valandos.

Koks yra tikétinas
{ncigiamas) poveikis
gyviinams, pavyzdZiui,
skausmas, svorio
netekimas, neaktyvumas
(sumaZéjes judumas),
stresas, elgesio
sutrikimat, ir kokia tokio

Galimas neigiamas poveikis gyviinams - svorio netekimas,
sumaZéjes judrumas, nenormalus elgesys. Galima neigiamos
savijautos trukmé - 24 val

poveikio trukmé?
Kokiy rugiy ir kiek Radis () | Apytikslis Apytiksliai skaitiai kiekvienoje sunkumo
gyviiny numatoma ben.d ras kategorijoje
naudoti? Koks yra skaitius
tikétinas sunkumnas ir Be Lengva | Vidutinio Sunki
koks gyviiny skai¢ius galimybés sunkumo
kiekvienoje sunkumo atsigauti
kategorijoje (kiekvienai
risiai)? Mus 85 85 85 0 0
musculus
Kas bus su gyviinais, Apytikslis pakartotinai | Apytikslis gyvany, Apytikslis privatiems
kurie uZbaigus procediirg | naudojamy gyviny graZinamy j buveing | laikytojams atiduotiny
bus palikti gyvi? %) (®) | skaitius arba biitinosios gyviny skaidius
prieZiuros sistema,
0 skaitius 0
0

Pateikite numatomo
gyviiny likimo uzbaigus
procediirg pagrindima.

Visi gyviinai bus nuZudyti, nes bus atlickami tolimesni tyrimai su

kasos audiniu,

w1rijy R* (angl, Replace, Reduce and Refine) principo faikymas

L. Gyviny naudojime
pakeitimas

{angl. Replacement)
Nurodykite, kokiy
altematyviy metody,
kuriems nenaudojami

Vaistinio preparato poveikio tyrimo eigoje reikalingas gyvas

organizmas.




gyviinai, esama Zoje
stityje ir kodél jy
negalima panaudoti
Siame projekte.

2. Gyviny naudojimo
ma%inimas
(angl. Reduction)

Paaitkinkite, kaip buvo
nustatytas §iam projektui
reikalingy gyviny
skaiéius. ApraSykite
veiksmus, kuriy imtasi
siekiant sumaZinti
naudotinyg gyviiny
skaidiy, ir tyrimy
projektavimo principus.
Jei taikoma, apra$ykite
metodus, kurie vykdant
projekty bus naudojami
siekiant kuo labiau
sumaZinti naudojamy
gyvilny skaidiy
aisiZvelgiant | mokslinius
tikslus. Tokie metodai
gali biiti, pavyzdZiui,
bandomieji tyrimai,
kompiuterinis
modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

Tiriamosiose ir kontrolinése grupése bus naudojamas minimalus
gyviny skaigius (3-12).

3. Gyviny naudojimo
salygy gerinimas
(angl. Refinement)

Pateikite konkrediy
priemoniy, kuriy
numatoma imtis vykdant
procediiras ir kuriomis
sickiama kuo iabiau
sumaZinti poveikj (Zalg)
gyviiny gerovei,
pavyzdZius (pvz.,
grieZtesné stebésena,
prieZitira po operacijos,
skausmo malginimas,
gyviiny mokymas).
Aprasykite
mechanizmus,
naudojamus siekiant
prajekto metu pradéti
taikyti gyviny
naudojimo salygy
gerinimo metodus

Pagerintos gyviny laikymo salygos $iame eksperimente néra
biitinos. Gyviinai gyvens standartinéje aplinkoje.

Paai3kinkite, kodél
pasirinkote atitinkamy
ity ir amZiaus gyviinus,

Farmakologiniuose tyrimuose pelé yra vienas i§ biitiny panaudoti
standartiniy tyrimo objekty,




Vertinimui atgaline
data pasirinkias
projektas (7)

Nereikia

Terminas

Yra sunkiy procediiry

Naudojami
nemoginiai
primatai

Kita
prieZastis




Forma patvirtinta

Valstybinés maisto ir veterinarijos tarnybos direktoriaus
2013 m. lapkricio 25 d.

isakymu Nr. B1-761

(Bandymeo su gyviinais projekto santraukos formos pavyzdys)

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

1. Projekto pavadinimas /

“Inovatyviy preparaty veikimo nustatymas artrity modelivose”

Praject Title
“Efficacy of imiovative drugs in various arthritic models”
2. Projekto trukme / 5 metai
Duration of the Project J years

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

UZdegimas, arfritas, gydymas, markeriai, histologija

Inflammation, arthritis, treatment, markers, histology

Projekto tikslas (-ai) /
Purpose of the Project

TAIP/ | NE
YES /
NO

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

4.2, Aiskinamyjy ar taikomyjy moksliniy tyrinw tikslai X
/
Purpose related ta translational and applied research

4.3, Vaisty, maisto, pafary ir kity medziagy ar X
produkty kiirimo, gamybos, kokybés, veiksmingumo ir
saugumo tikrinimo tikslai siekiant ivengti Zmoniy ir
gyviiny ligy ar sveikatos sutrikimy atsiradimo, augaly
Hgu arba kity anomalijy atsiradimo ar jy poveikio,
uztikrinti ligy prevencija, diagnozavima ar gydyma,
jvertinti, nustatyti, kontroliuoti ar pakeisti Zmoniy,
gyviiny arba augaly fiziologing bitkle ar gerinti gyviiny
gerove /

Purposes related 1o the control of pharmaceuticals
products, food, feed or other materials or the
development, production, quality, efficiency and safety
of products seeking to prevent human or animal
diseases or their health disorders, plant diseases or
other abnormalities or their impacts fo esure the
prevention of diseases, their diagnosis or treatment, to
assess, identify, comtrol or change the physiological
condition of humans, animals or plants or improve the
animal welfare.

4.4, Gamtinés aplinkos, reikalingos Zmoniy ar gyviiny X
sveikatal ar gerovei, apsaugos tiksla

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

4,5. Moksliniy tyrimy tikslai sickiant atitinkamos X
riigies idsaugojimo /




Purposes of scientific research seeking the
preservation of a certain species

4.6, AukSfojo mokslo ar mokymo tikslai siekiant jgyti
ar pagilinti profesines Zinias, kelti kvalifikacijg /
Purposes related to higher education or training aimed
al gaining or deepening professional knowledge or
improving qualifications

4.7. Kriminaliniy tyrimy tikslai /
Purposes rvelated to forensic investigations

4.8, Tam tikros biiklés geneti¥kai modifikuoty gyviiny,
nenaudojamy kitose procediirose, linijos sukiirimo ir
islaikymo tikslai /

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

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

Tyrimo esminis tikslas - uZdegimo paveikty sagnariy
reakcijy | naujy cheminiy vaistiniy preparafy,
nanotechnologijomis paremty preparafy,
mezenchiminiy kamieniniy Iagsteliy ir ju produkty,
biologinés kilinés preparaty bei maisto papildy poveikio
tyrimai vieti¥kai irfar sistemidkai gyviiny modelivose.

The purpose of this study is fo investigate the efficacy of
innovative chemical agents, nanofechnology bhased
agents, mesenchymal stem cells and their products,
biological agents and nutritional supplemenis on
diseased joints.

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

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

Bus vykdomi unikalis tyrimai, naudojant naujos kartos
dar neiStestuotus pasaulyje preparatus, kas nebuvo
apradyta gyviny modelivose iki $iol, pasirenkant naujas
inovatyvias gydymo strategijas.

Unique investigations will take place in this study, while
innovafive substances, which were never used before in
animal models, will be checked choosing new treatment

project) strategies.
6. Projekte numatomos naudoti gyviiny Projekte bus naudojami 924 gyviinai:
ridys ir preliminarus gyviiny kiekis 634 pelés
{vnt)/ 206 Ziurkés
Expected species and approximate 84 trivgiai

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

7. Numatomas poveikis gyviinui (-ams)
atsizvelgiant j planuojamas bandymo su
gyviinais procediras (t. y. kokj galima
skausma ar kandias galimai patirs
gyviinas ir koks numatomas bandymo su
gyviinais procediiry uzbaigimo blidas) /

The expected effects on an animal(s)
in the context of the projected
procedures of experiments on
animals (i, e. expected level of
severily of pain or suffering to be

Visi projekte numatyti gyviinai, atliekant atitinkamas
manipuliacijas gyviinai patirs lengvo sunkumo (6.6
punktas) arba vidutinio sunkumo (7.3, punktas) kangias,
Jeigu dél kokiy nors pricZastiy atrodys, kad
eksperimento metu gyviinas kendia skausma ar jaudia
nemalonius pojiidius, gyvinas bus nuZudytas ir
cksperimentas nutrauktas.

All laboratory animals, which will parficipate in this
study, will suffer from slight (6.6 paragraph) or medium
(7.3 paragraph) psychological/physical fssues. If during




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

this study any animal will suffer fiom pain or other
severe issues, the animal will be killed and the
experiment will be discontinued.

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

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

Ne

to check the primary hypothesis.

P. Reikalavimy maZinti bandomuyjy gyviiny skai&iy bandymo su gyviinais procediiroms, gerinti
bandomyjy gyviiny naudojimo salygas ir taikyti metodus, leidZiangius pakeisti bandomuyjy gyviiny
naudojimg bandymo su gyviinais procediiroms alternatyviais metodais, jgyvendinimas /

{mplementation 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
Jor the procedures and application of methods, which enable the replacement of the use of
animals in the procedures by alternative methods

Bus naudojama Zmogaus kremzlé ir sinovija, gauta endoprotezavimo metu. 1§ iy audiniy bus
skiriamos fasteliy kultliros ir pirminiai eksperimentai bus atliekami patikrinant hipoteze in vitro,

Human cartitage and synovium, obtained during arthroplasty, will be used. From this tissues cell
cultures will be obtained, and primary experiments will be performed in vitro on these cell culfures

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

Justification for using live animals
and for not using alternative
methods

Alternatyviais metodais remiantis nejmanoma biity
jvertinti artrito aisako | terapija, nes reikalingas
kompleksinis poZitiris ir vertinimas gyvame pasirinkto
gyviino organizime, kuriame yra sisteminé kraujotaka,
imuniné sistema, veikia uZdegiminiai irfar galimi
toksiniai faktoriai sgnaryje ir vidaus organuose.

Alternative methods do not provide the opportunity to
investigate response lo the therapy of ostecarthritis,
because systemic response and evaluation of an
organism, which has cardiovascular system, immune
system and/or reacts to inflammation locally in the joint
and systemically in other organs, is needed to
understand the efficacy of the particular agents.

10.2. Bandomujy gyviiny skaidiaus
mazinimo reikalavimo taikymo
pagrindimas /

Justification of the reduction of the
number of animals

Bandomyjy gyvany skaidius numatomas minimalus norint
pasickti  statistitkai  patikimus  eksperimentiniy  tyrimy
duomenis,

The number of laboratory animals, which will be wsed in this
study is minimal, needed to obtain statistically relevant
evaluation of the data.

t0.3. Bandomyjy gyviiny naundojimo
sglygy gerinimo reikalavimo taikymo
pagrindimas / Justification of the
refinement of conditions under which
animals are nsed

Gyviinai bus laikomi standartinémis sglygomis,

Animals will be maintained in a standard environment,




A DALIS

Direktyvos 2010/63/ES 43 straipsnio 1 dalyje nurodyty netechniniy projekty santrauky

pateikimo forma

Projekto
pavadinimas

Karboanhidrazés I1X slopiklio bei fluorescuojanéiy CAIX junginiy
efektyvumo tyrimas panaudojant solidinj bei kraujo vézj turinciy
peliy modeli.

Projekto trukmé
{(ménesiais)

24 mén.

Reik$miniai ZodZiai
{ne daugiau nei

5 ()

Peleés, CAIX slopiklis, fluorescuojantis CAIX Zymuo, véZys.

Projekto tikslas (%)
(galima pasirinkti
kelis atsakymus)

X  Fundamentiniai moksliniai tyrimai (*)

X Perkélimo ir taikomieji moksliniai tyrimai (%)

—  Teisés aktais grindziamas naudojimas ir jprastiné gamyba:
— Kokybés kontrolée (jskaitant partijos saugos ir stiprumo

bandymus)

— Kiti veiksmingumo ir toleravimo bandymai
—- Toksiskumo ir kiti saugos bandymai, jskaitant farmakologija
— [Iprastiné gamyba

—  Gamtinés aplinkos apsauga sickiant uZtikrinti Zmoniy ar gyviiny
sveikatg ar gerove

—  Rasiy i¥saugojimas

—  Aukétasis mokslas

—  Mokymas

—  Teismo ekspertizés

—  Genetigkai pakeisty, kitoms procediiroms nenaudoty gyviiny kolonijy
iflaikymas

Projekte tikslai ir numatoma nauda

Aprasykite projekto
tikslus (pavyzdZiui,
atkreipdami démesj |
tam tikras neidsprestas
mokslines problemas
arba mokslinius ar
klinikinius poreikius).

Naviky agresyvumas ir invazidkumas yra tiesiogiai susije su jy gebéjimu
prisitaikyti prie hipoksiniy sglygy. Karboanhidrazé IX (CAIX) yra hipoksijos
suZadintas fermentas, kuris efektyviai konvertuoja anglies dioksida j bikarbonato
jonus ir protonus. Padidéjusi CATX raidka yra susijusi su jvairiy véZio formy, tokiy
kaip galvos smegeny navikai ir solidiniai navikai uZ centrinés nervy sistemos
(CNS) riby (pvz.: osteosarkoma ar kriities véZys) prastesne gydymo prognoze,

Projekio tikslas - jvertinti CAIX slipiklio efektyvuma solidininio bei
kraujo naviko dinamikai suleidus véZines lgsteles | peliy organizmg bei sekant
auglio dinamika. Tuo padiu, siekis yra i¥vystyti augliy vizualizavimo bidus
pasitelkiant fluorescuojandius CALX Zymenis, kurie leidZia gyvai stebéti CA IX
i&rai¥ka gyvuose organizmuose naudojant Alfiance™Q9™hnager vaizdimimo
aparatiirg.




Kokios munatomos
naudos galima tikétis i¥
§to projekto?
Paaiskinkite, kaip
projektu bus prisidéta
prie mokslo pazangos
arba kokia gali bati
projekto nauda
Zmonéms, gyviitams ar
aplinkai. Jei taikoma,
trumpalaike nauda,
gaunama dar vykstant
projektui, atskirkite nuo
ilgalaikés naudos, kuri
gali pasireik§ti uzbaigus
vykdyti projekta.

Sis tyrimas galimai atverty galimybes véZio gydymui bei diagnostikai naudojant
CAIX kaip taikinj. Tai ikiklinikiniai tyrimai su potencialu ateityje biiti taikomais
Zmoguje.

Numatoma Zala

Kokiose procediirose
paprastai bus naudojami
gyviinai (pavyzdZiui,
darant injekcijas,
chirurgines procediiras)?
Nurodykite 3iy
procediry skaidiy ir
trukme,

Poodiné véZziniy lasteliy injekcija 80 peliy, 30 s, vienkarting,

Intra-tibialiné véziniy lasteliy injekeija 40 peliy, 5 min, vienkarting.

Intraveniné véziniy lasteliy injekeija 40 peliy, I min, vienkarting

Véziniy lasteliy suleidimas j pelés pieno liauka, 40 peliy, 1 min, vienkartiné.
Intraperitoniné CATX slopiklio arba netiklio injekcija, 30 s, vieng kartg dienoje, 30
s, 200 pelig.

Intraperitoniné fluorescuojanéio CAIX Zymens suleidimas, 30 s, vieng karta, 30 s,
200 peliy.

Koks yra tikétinas
{neigiamas) poveikis
gyviinams, pavyzdZiui,
skausmas, svorio
netekimas, neaktyvumas
(sumazéjes judumas),
stresas, elgesio
sufrikimai, ir kokia tokio
poveikio frukmé?

Projekto vykdymo metu fengvo ir vidutinio sunkumo kanéia patirs 200 gyviiny.
Eksperimento pabaigoje visi gyviinai bus eutanazuojami naudojant CO2 dujas
bei cervikaline dislokacija.

Kokiy radiy ir kiek
gyviiny nwmatoma
naudoti? Koks yra
tikétinas sunkumas ir
koks gyviiny skai€ius
kiekvienoje sunkumo
kategorijoje (kickvienai
rii¥iai)?

Rasis (*) Apytikslis | Apytiksliai skaitiai kickvienoje sunkumo
bendras kategorijoje
skaifius
Be Lengva | Vidutinio Sunki
galimybés sunkumo
afsiganfi
Pelés 200 200 200 40
(Mus
muscuius)




Kas bus su gyviinais,
kurie uzbaigus
procediira bus palikti
eyvi? €) ()

Apytikslis privatiems
laikytojams atiduotiny
gyviiny skaitius

Apytikslis pakartotinai Apytikslis gyviiny,
nandojamy gyviiny grazinamy j buveing
skaitius arba buitinosios
Nebus. priezinros sistems,

skaiius

Pateikite numatomo
gyviiny likimo uZzbaigus
procediirg pagrindims.

Gyviinai bus nugaiginti eksperimento pabaigoje, kuomet auglys bent vienoje
grupéje pasieks 2000 mm3 dydj arba bus pastebéti gyviiny kantios poZymiai.

o Trijy R* (angl. Replace,

Reduce and Refineg) principo taikymas

1. Gyviiny naudojimo
pakeitimas

(angl. Replacement)
Nurodykite, kokiy
alternatyviy metoduy,
kuriems nenaudojami
gyviinai, esama $ioje
srityje ir kodél jy
negalima panaudoti
Siame projekte.

Nors ir pageidautina gyvy gyviiny naudojima procedaroms pakeisti kitais
metodais, tafiau juos naudoti tebéra biitina, siekiant padéti Zinoniy bei gyviiny
sveikatai. Siai dienai altematyvaus modelio, atkurian&io procesus, vykstandiu
multifunkciniame/multimetaboliniame organizme, néra.

2. Gyviny naudojimo
maZinimas
(angl. Reduction)

Paaitkinkite, kaip buvo
nustatytas $iam projektui
reikalingy gyviny
skaitius, Aprafykite
veiksmus, kuriy imiasi
sigkiant sumazinti
naudotiny gyviiny
skaidiu, ir tyrimy
projektavimo principus.
Jei taikoma, aprasykite
metodus, kurie vykdant
projekta bus naudojami
siekiant kuo labiau
sumazinti naudojamy
gyviiny skaiéiy
atsiZvelgiant |
mokslinius tikslus. Tokie
metodai gali biiti,
pavyzdZiui, bandomieji
tyrimai, kompiuterinis
modeliavimas,
dalijimasis audiniais ir
pakartotinis naudojimas.

Projektas parengtas vadovaujantis haujausiomis literatiiros Ziniomis. Darbo planas,
kuriame bus naudojami gyviinai, sudarytas taip, kad i§ maZiausio gyviny skaitiaus
baty surinktas maksimalus informacijos kiekis. Gauti duomenys bus sisteminami,
analizuojami  ir  publikuojami mokslingje spaudoje. Eksperimentas bus
organizuojamas  taip, kad gyviinai  patity kaip galima maZiau
kan&iy. AtsiZvelgiant j 3R taisykle, stengiantis maZinti gyviny skaitiy, kiekvieno
bandymo atlikimui ir pakartojimui bus naudojama tik viena kontroliné grupé.
Eksperimentinés grupés bus sudaromos i§ 10 gyviny — tai minimalus skaiCius
grupéje, kuris leidZia pritaikyti statistinius metodus..

3, Gyviing naudojimo
salygy gerinimas

(angl. Refinement)
Pateikite konkreiy
priemoniy, kuriy
numatoma imtis vykdant
procediiras ir kuriomis
siekiama kuo labiau
sumazinti poveikj (Zalg)

Kiekviena pelyté turés maZiausiai 70cm2 narvelio plota. Procediiry metu bus
uZtikrinamas adekvatus nuskausminimas pagal procediiros sunkuma, gyviinai bus
stebimi reguliariai. ‘




gy vilg geroved,
pavyzdZius (pvz.,
grieftesné stebésena,
prieZifira po operacijos,
skausmeo malSinimas,
gyviiny mokymas}.
Apradykite
mechanizmus,
naudojamus siekiant
projekto metu pradéti
tatkyti gyviiny
naudojimo sglygy
gerinimo metodus

Paaiskinkite, kodél
pasirinkote atitinkamy
rii§iy ir amZiaus
gyviinus,

Standartizuojant eksperimentus tarp moksliniy grupiy ir sumaZinant gyviny
skaitius eksperimentams. yra sutarta, kad geriausia atlikti véZinius eksperimentus
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ANNEX I
PART A

Template for the submission of non-technical project summaries referred to in
article 43(1) of divective 2010/63/EU

Title of the project

Efficacy studies of Carboanhydrase 1X inhibitors and Carboanhydrase IX fluerescent
compounds in vivo using mouse blood and solid tumor medel.

Dueratien of project
{in months}

24months

Key Words (maximum
of 53"}

Mice, CAIX inhibitor, Fluoreseent CATX probe, cancer

Purpose of
praject (1)
{multipte cheices
possible)

—X Basic research (%)

—X Translational and applied research (*)

—  Regulatory use and routine production:
— Quality control {including bateh safety and potency testing)
— Other efficacy and folerance lesting
— Toxicity and other safety testing including pharmacology
— Routine production

- Protection of the patural environment in the interesis of the health or
welfare of human beings or animals

—  Preservation of specics

——  Higher education

—  Training

—  Forensic enguiries

—  Maintenance of colonies of genetically altered animals, not used in
other procedures

Objectives and predicted benefits of $he project

Deseribe the
ohjectives of the
project (for example,
addressing cerain
scigntific unknowns,
or scientific or clinical
needs}.

Tumor apgressiveness and progression is associated with its adaptation to hypoxia.
Hypoxia is associated with poor prognosis as well as resistance to conveational treatment,
Carbonic anhydrase IX (CATX) is a hypoxia induced enzyme with an active site lacing
extracellular space. It has the ability o efficiently convestsconvert carbon dioxide to
bicarbonate ions and protons, Increased CAIX expression has been associated with worse
prognosis in a variety of cancers, including brain tumors and selid tumors outside CNS
such as osteosarcoma, breast cancer. Hypoxia is associated with immunosuppressive
fumor microenvironment. Praf-BMatulislaborateryhasdevelopednovel seleetive CATX
inhibilossaswelas Pluerescent- GAT—

__ Objective of this project is to determine efficacy of these compounds using liquid and
solid tumor meuse model.

What are the potential
benefits tikely to
devive from this
project? Explain how
science could be
advanced, or humans,
animals er

Qur proposed investigation may lead to future cancer therapies and diagrostics targeting
CAILX in humans.




environment may
uffimately benefit from
the project. Where
appiicable,
differentiate between
short-term benefits
(within 1he duration of
the project) and fong-
fenu benefits {(which
may accrue after the
project is finished).

Predicted harms

In what procedures
will the animals
typicaliy ba used (for
example, injections,
surgical procedures)?
indicate the number
and duration of these

Subcutaneous injection of cancer cells 80 mice, 30 5, done once
Iniraosseous injection of cancer cellz 40 mice, 3 min, done once
Intrevenous injection of cancer ¢cells 40 mice, Imin, done once
Cancer cell injection into mammary fat pad 40 mice, lmin, done ence

Intraperroneal injection of CATX compound vs vehicle control, 30 sec, done once a day

for 14 days, 200 mice

Intraperitoneal injection of tluorescent CAIX compound, 30 5, done once, 266 mice

procedures.
Witat ase the expected Dur.ing this study, 260 lfiit‘e \\."ill suffer light Paf'n d.uri.ng ].P.injcclion of the compound
impacistadverse (Ymin) and moderate pain during cancer cell injection (5 min-1 hr). At the erd of the

effects on the anéimals,
for exampie pain,
weight loss,
inactivity/reduced
mobility, stress,
abnormal behaviour,
and the duration of
those effects?

experinzent mice, will be euthanézed using CO2 inhalation and cervical dislocation.

What species and
numbers of animals
are expected (o be
used? What are the
expeeted severities and
the numbers of
animals in each
severity categery (per
species)?

Estimated
{otal numbers

Species (%)

Estimated numbers ger severily

Non- Mild Modcerate Severe
FeCOVEEY
Mice (Aus 200 200 200 40 none
muscrius)

Whaf will happen to
the animals kept alive
at the end of the
procedure? (7) - ()

Esfimated number to be
reused

None

Estimated number 1o be
returned to
habitat/husbandey system

Estimated number to
be rehomed




Please provide reasons
for the planned fate of
the animals afier the
procedure.

Mice will be euthanized when tumor reaches >2000mm?® size or mice shows
signs/symptoms of suffering.

Application of the Three Rs

1. Replacement

State which non-
animat altematives are
available in this field
and why they cannot
be used for the
purposes of the
project.

It is always desirable to use alternative methods to animal studies whenever it is feasiblexr
However animal studies still remain essenthial for siudies designed o benefit human's
health. Today there is no alternative study model (o reflect multifunctional and
multimethabolic processes in dive orpanism, whicl is needed to study our compounds that
are ultimately designed for human use.

2. Reduction

Explain how the
numbers of anismals for
this project were
detennined. Deseribe
steps that have been
{aken to reduce the
awnber of animals to
be used, and principles
used 10 design studies,
Where applicable,
describe practices that
will be used
throughout the project
to minimise the
number of anintals
used consistent with
scientific objectives.
Those practices may
include e.g. pilot
sludies, computer
modelling, sharing of
tissue and reuse.

This study has been designed after meticutous scientific lterature review, The number
of mizge for this study is planned carefully, so that minimal number of mice is vsing to stitl
assure statistical power and that most information is gathered from a single experiment
(such as freatment and visualization performed on the same animal}. Based on 3R rule, we
have also minimized mouse use for contrel, each group will consist of 10 mice.

3. Refinement

Give examnples of the
specific measures
{e.g., increased
monitering, post-
operative care, pain
management, training
of aninxals) to be
taken, in relation to the
procedures, to
minimise welfare costs
{harms) to the animals.
BPeseribe the

Each mouse will occupy no less than 70 cm? area in a cage. Each mouse will receive
adequate pain confrol and anesthesia. The well-being of mice will be monitored by
assessing their behaviour.

{Formatted: Line spacing: single




mechanisms to take up
cmerging refinement
technigues during the
lifetime of the project,

Explain the choice of
species and the refated
Life stages.

We will use 6-12 week old mice as accepted standard for studies in mice,

Project selected for
Retrospective
Assessment ()

Not applicable

Dzadline

Contains severe procedures

Uses non-
Inunan
primates

Other
reason




