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PEUEH3UA

BbpPXY AMCEPTALMOHEH TpyA 3a MpucbxaaHe Ha obpasosaTenHata W
Hay4Ha cTteneH ,JdokTop”

ABstop: g-p Usetomup lNeHoeenos EBCTaTWEB, AOKTOPaHT B 33404Ha
dopMa Ha o0byyeHme kbM Kategpa BetepuHapHa mMukpobuonorus,
uHdekumosHt M napazutHu  Bopectn”,  Cekums  Enupemuonorus,
MHPEKLMO3HM BonecTtu W npeBaHTUBHA MeauumHa" npu
BeTepuHapHoMeauMUMHCKK dakynTeT kbM TpY - Crapa 3aropa, OTHMCNeH C
NPaBO Ha 3allMTa MO AOKTopcka nporpaMa ,EnusooTonorus, WHGEKUWO3HKU
Gonectu W npoduNakTMKa Ha 3apasHuTe 3abonaBaHUs MO XUBOTHUTE',
npodecMoHanHo Hanpaenenue 6.4. BeTepuHapHa MeauumHa, obnact Ha
BUClWeTo obpazoBaHue 6. ArpapHM Hayku v BeTepuHapHa MeduuWHa KbM
Kateapa ,BetepuHapHa MUKpoBWOIorus, MHMEKUMO3HU 1 NapasuTHK bonect”

Tema Ha auncepTaunoHHus Tpya: , TepeHHu v nabopaTopHu Npoy4BaHus
Ha 3apa3Hara aranakuvsa No oBueTe W ko3uTe B Bbnrapus "

U3rorBun: wyn.-kop. Xpucto MunagwHoB HaWaewcku [OBMH, OT
WHcTuTYTa no mukpobuonorus ,Credan AHrenos” npyv BAH ¢ KoMneTeHTHoCT
no wHdekunosHa wmukpobuonorus, MonekynspHa Buonorus, WMyHOMoOrus,
er1300TONOrMA, eKCnepuMeHTanHn XMBOTUHCKA MOdeny.

[lexnapvpaM, ye He CblUEeCTBYBAT YCNOBMA 33 KOHQIWUKT Ha WMHTEepecu
MEXAOY MEH W KaHaupaaTa A-p Lisetomup MNenosenos EBCTaTteB No CMUCHNA Ha
an. 1, Toukn 23, 3, 4 v 5 or OP nHa 3PACPB. MMpenoctaBeHuTe MM
AVCEPTALMOHEH TPy, asTtopedepaT WM Apyrv AOKYMEeHTW Mo npoueaypara 3a
3alimMTa Ca KOPeKTHO nNOAroTBeHM W cboTBeTcTBaT Ha 3PACPE u Ha

paBunHMKa 3a HErosoTo NpunoxenHue B TpY — Crapa 3aropa.



3apa3Hata aranakcus € LWWPOKO pasnpocTpaHeHo Mo Lenus CBAT
uHbeKUMo3HO 3abonsBaHe Mo OBUETE W KO3UTE, MPUYMHABEHO OT HAKOKO
BA@ MMUKOMNAsMM M MPOTWYALLO K3TO MOHO- WM CMeceHa MHdekuus. 33
Ch¥aneHve 3abonABaHeTo 4ecTo e HeaWarHOCTMUWMPaHO, TPYAHO NevyuMmo,
TPYAHO 33 epagvkauwns B 3apaseHuTe cTaga M C rofeMM  MKOHOMWUYECKM
3arybu B paWoOHWTE C WHTEH3MBHO OTINEXAAHE Ha ApPebHW NpEeXuBHW
KUBOTHM. Te3n XapakTepucTuKkW, 3aegHo C acMMNTOMHOTO HOCUTENCTBO,
MHOrOBPOMHWTE  M3TOYHWMUM Ha  MHDEeKUMs, KAUHWYHUTE  peLuauBM,
yBenu4yeHata ynotpeba Ha aHTMbuOTMUKM W ApYrK, NOAYEpPTaBaT HEroeaTa
AKTYanHOCT M 3HaYMMOCT 33 BeTepUHapHaTa MeauUnHa.

KoHcTaTupada 8 EBpona npeaq noeeye OT B3 BEKa, MbpBUTE CUCTEMHMW
npoy4BaHus Bupxy 3abonsieaHeTo B Bwarapua 3anouBa akaf. Credad
AHrenoB npe3s 30-Te roguMHM Ha MWHanNus BeK, Kato 3aefHo ¢ KylMaxues
(1958 r.) ce3aaBsart n BakcMHa C aTeHywpaH Wam Ha Mycoplasma agalactiae -
Agl. Tlo-KbCHO TepeHHW W EeKCNepuMEeHTanHn npoy4YyBaHnsA NpoBexaa
KONEKTMB MO4 PbLKOBOACTBOTO Ha 4n.-kop. AnexkcaHabp TOWKOB, Jou.
LLiabaHos, pou. [dayo Toaopoe w Ap., KOMTO Bb3NpPOM3BENAAT WM WU3y4yasar
3abonasaHeTo npu apebHuTe NpeXxwBHW - NaKTUPaLLW OBUE, KO3WM W arHeta.
Cneg 80-Te rogvHW Ha MWHANWMA BEeK NWNCBAT AaHHWM 33 WCTWUHCKOTO
pasnpocTpaHeHWe Ha 3apa3HaTa aranakcua B CcrTagaTta y Hac, GuonorudHure
ocOBEHOCTW  Ha  npuuuHUTEnsd, edeKTUBHOCTTa Ha  AMarHOCTUYHMTE
nabopaTtopHK TECTOBEe, MOAXOAMTE 2a KOHTpON Ha 3abonsBaHeTo W HEeroeoTo
MKOHOMWYECKO 3HayeHue. ETO 330 HacTOAWOTO Npoy4YBaHe € MHOoro
HaBPEMEHHO W [OOKYMEHTMPa peauua BaXHW acnekTd, noBuLLaBanKK
OCBE[IOMEHOCTTA Ha PpEerynatopHWTE OpraHM, KakTo 33 B3EeMaHeTo Ha
aAeKBaTHW  YNpaBneHCKM  pelleHds, Taka W 3a cnpaesHe C
NPEAN3BUKATENCTBaTa Ha MHMEKLMO3HATa NaToNorus Npu XKUBOTHUTE.

[pencTaBeHMaT MU 3a peueH3upaHe UCEepPTaUMOHHUST TPYA e HanucaH
CbrNacHO CTaHAAPTHUTE M3WCKBAHWS C OCHOBHWM pasfenu: Yeoa (1 crp.),

Nutepatypen npernega (42 crp.), Uen v 3apaum (1 cTp.), Matepuanu u metoam



(18 ctp.), Pesyntatu 27 cp.), O6CbxaaHe Ha pesyntatute (23 cTp.), W3soau
(1 crp.), MNpenopbkn 3a npakTukata (1 crp.), MpuHocn (1 crp.) w
NuTtepaTyped ykazaten (25 ctp.). Haw-BaxHwWTe nonyYeHn pesynTatk ca
0606LeHn B 9 U3BOAE, @ HaY4YHOTO W NPUIOXKHO 3HAYEHWE e NpeacTaseHo B 8
npuHoca. Ha 6a3a npoBeneHwTe NPOy4YBaHWA W aHanu3 Ha pe3ynTaTuTe ca
npegctaeeHn 4 npenopbkk, 3 OT KOWTO Ce OTHaCAT A0 MNPakTUKyBallw
BETEPUHAPHW NeKapy M 1 N0 KOMNETEHTHWTE opranu. HayynuTe daxkTu ca
noaxonsuwo oHarnegedy ¢ 19 Tabnvum v 19 uBeTHW urypn, oTpasssallu
pesyntatute  OT  K/IMHWYHWTE,  enW300TONOTWYHWTE,  MONEKYNApHO-
BUONOrMUHUTE W MMYHONMOTMYHWTE  WM3CNEeABaHWA., 3a W3roTBAHETO Ha
AVCEPTAUMATA € U3MNoN3BaH WKPoK Habop OT NUTEPATYPHW M3TOMHWMUM — 0bLio
202 3arnaens, oT kKouTo 51 (25%) ca ot nocnegHuTe 10 roaMHW, KaTo OT TAX
26 (13%) ca ot nocnegHuTe 5. MybnuvkauuuTe BLE BPb3Ka C AWCepTaumaTa ca
3 n BbB BCcvYkM A-p EBCTatMeB e nbpBM aBTOpP, KOETO € MOoKasaTenHo 33
HEeroBOTO BOAELO y4acTue B pa3paboTBaHETO Ha Temara.

B pasgenst JinteparypeH o0630p ce npeacTtaesT noapobHocTu
CBbp3aHK CbC CbLUHOCTTA Ha 3abonsaBaHeTo n HEeroBoTO
BETEPUHAPHOMEAWUMHCKO W CTOMaHCKO 3HadeHue, CneunanHo BHUMaHwe e
OTOENEHO Ha EBOMOLMATA B TAaKCOHOMMATa Ha NPUYUHMTENUTE, KOsITo Oe
peBu3MpaHa 3Ha4YMTENHO Npe3s roAvHWTE, KakTo M BbpXy peauua TexHW obum
XapaxkTepucTukn — mMeTabonvsbM, (hakTopu Ha NaToreHHOCT, YCTOWYMBOCT B
OKONHaTa cpeaa, YCTOMYUBOCT KbM aHTWBMoTHuM 1 Ap. B obocobeH pasgen ca
pasrnefaHu enu3ooTonordHuTe ocobeHocT Ha 3abonsBaHeTo € aKkueHT
BbpPXy reorpackoTto  pa3npoCTPaHeHWe, Bb3NPUEMUYMBMUTE BMOOBE M
KaTeropuu *MBOTHKU, M3TOUHMUMTE HA WHDEKUWS, MbTULIATaE U MEXaHU3IMUTE
Ha NpefaBaHe Ha MHMEeKUMATa, MKOHOMWYECKaTa 3Ha4yuMOoCT Ha 3abonsaBaHeTo
W BaXHWTE KONMUYECTBEHW W3MEPWUTENM Ha enu3o0TMYHMS npouec -
3a060NSeMocT 1 CcMBPTHOCT, C rofsMO YMeHWe W BelMHa Cca OnucaHu
KNMHWYHUTE (bopMu Ha BonecTTa M Bb3MOXHUAT M3Xo4d. MHOro KOMMETEHTHO

Ca M3N0XEHW pas3nuMyHuTe MeToau 3a nabopatopHa AMarHoCTUMKa ¢ Qokyc



BbPXY MOMEKynaApHO-reHeTu4yHMTe MeToan. B KOHTeKCTa Ha npoBefeHoTo
nicnegsade ca npeacTaseHn W aHanu3MpaHw CeposiorMyHWTE MeToau 33
OMArHOCTMKA, B T.4. M THAXHATa [AWMArHoCTWYHa CTOMHOCT. JleyeHueTo,
BaKCMHANHUTE NOAXOOM W Bb3MOXHOCTWTE 33 KOHTPON Ha 3abonsiBaHeTo ca
yCrnelweH 3aBbpllek Ha USNOCTHOTO onucaHwe Ha 3abonseaHeTo M nokasaTen
33 nobpoTO NO3HaBaHe Ha Hal-HOBWTE HaY4YHW AOCTMXKEHWSA NO TemaTa, Te3u
Nno3HaHWA NO3BONABAT He camMo ga bbaar yCnewHo M3NbIHEeHW MNoCTaBeHUTE
Llen » 3apaum (0bwo 5), HO ¥ pa3kpuBaT NOTEHUWMANHOTO MNPaKTWUYECKO
NPUIOXKEHNE Ha pesynTtatuTte. PazpgensT MaTtepuanu M MeToaM Npeacrass
borata KomBWHauMs OT TepeHHW W nabopaTopHX MpoyYsBaHus, noabpadn B
CbOTBETCTBME C NOCTaBeHuTe Lenu 1 3agadn. ObcnegsBaHun ca 8 cTonaHcTea ¢
PasMYHKN  TEXHOMOTWYHKM,  CAHWUTEPHO-XUIMEHHW W ENWM300TONOrUYHK
NapamMeTpu, OT KOMTO Ca B3EeMaHW, U3CneaBaHW W aHanu3upaHu CbOTBETHUTE
MNEYHW W KPBBHKU Npobu. MHoro gobpo BneyaTneHue nNpaBu W NPUNaraHeTo
Ha CbBPEMEHHW MONEKYNspHW MeToaw, KouTo oborataeat W Hagrpaxaar
W3NON3BAHWTE [MArHOCTUYHW MOAXOAWM OT edHa cCTpada, a oT apyra
OCUrypsiBaT HagewnHW W CpaBHMMKW pe3yntatv. B pasgenut Pesyntatm ca
NPeACTaBEHN CTEMHATO W CUCTEMaTU3UPaHO MONYYEHWTE eKCNepUMEHTANHK
O3HHW OT KNWHWYHMTE W nabopaTopHW npoyd4BaHus B 8-Te obcneasaHu
epmu. O6obLEeHN M aHanW3MpaHK ca AaHHWTe 33 3ab0NgeMoCT M YecToTaTa
Ha NPOSABIEHUE Ha OCHOBHUTE KWHWYHKM NPUM3HALM NpW OTAENHUTE BUOOBE W
Bb3PacTOBM KaTEropun XWBOTHW. KOMMETEHTHO Ca ONWCaHW KIMHUYHUTE
CMMMTOMM Ha 3ab0NABaHETO OT CTPaHa Ha MNEeYHaTa X/1e3a, CTaBuTE U OUUTE,
KGKTO W nNpoBEAEHOTO nedeHne. [IpM Hawu-ronsM MpPoLUEHT OT BCUYKM
3abonenn osue (85%) Ge ycTaHOBEH MacCTWT, MocneasaH OT XUMo- WK
aranakcua. Peructpupadn ca obwo 5 XMBOTHM C apTpuT W 14 ¢
NapeHxWMaTo3eH KepaTuT, KOETO € CbOTBETHO 19% CbC 3acAraHe Ha cTasuTe
M 54% C ouHwn yBpexaaHus. CneaBa Az ce otbenexu, de HabnogasBaHWTe
O4HW W CTaBHW CMMNTOMM 3aCAraT BCUYKM TEXHOMOrMMYHM W Bb3PacTOBM

KaTeropun XWBOTHW, M3cnegBaHusTa BbLPXY KO3W Co4aT, 4e B = 92% ce



Habnoaaea MacTuT, NocneaBaH oT XMNo- UK aranakcns. CTaBHK YBpEXAaHUS
(Har-yecTo apTpuT) ce Habmwoaasa npu 21.4%, a OYHW Ne3nMn (KOHIHKTUBKT,
NapeHxuMaTo3eH kepatuT 1 ap.) npu 25.0% ot 3abonenuTte XUBOTHM.

3a nokasBaHe Ha reHoMHW Konusa oT Mycoplasma agalactiae B MNe4YHw
npobn e paspaboreH W nogpobHo onucad konudecteeH PCR (gPCR).
O60bweHUTe fdaHHM OT TO3WM BUCOKO YYBCTBUTENEH W ChNEUnpUYEH
MONEKyNspeH MeToA nokasear, Ye % Ha NonoxuTenHuTe npobu B CTOMaHCTBa
1-4 sapupa ot 28.6% B ctonaHcTeo 4 ao 70% B CTauMOHAPHOTO 3@ 3apa3Ha
aranakcua ctago (cronadcTso 1), KaTo cpegHaTa cTolHocT e 53.5%.

C nopgyepTaHo Hay4yHO-MPaKTUYeCKO 3Ha4YeHWe ca W pes3yntaruTe oT
NPOBEAEHNUTE TEPEHHWU NPOYYBAHMA BbPXY NOCTBAKCMHANHWA MMYHEH OTrOBOP,
OTYMTaUKK akTa, 4e M3NON3BaHETO Ha BaKCWHW 33 KOHTPON Ha 3apasHarta
aranakcuMs B eHAEMWYHMTE pavioHM € LUMPOKO WM3NoN3BaHa npakTuka,
3HayMMOCTTa Ha HacTosWara AucepTauus ce noacunea M OT akrta, 4e
A3@HHWTE OT NONEBM M3NWTBAHWUA Ha KOMEepcuanHW MpoayKTW ca Tebpae
OCKbHM, @ OWe no-mManko ca W [AaHHUTe 338 CPaBHWUTENEeH aHanui Ha
MMYHOPEAKTMBHOCTTa NMPW OBLETE W KO3WUTE C/lel BaKCMHAUMA CPelly 3apa3Ha
aranakcus. Hewlo noseye, npoyyeHa e U AMHAMUMKATa Ha UMYHHWUS OTrOBOP B
HAKONKO CTaga apebHW NpeXuBHW XMBOTHM, KaKTO W pasnuuuaTa B
NOCTBAKCMHANHWA  UMMYHWTET MpW  pasnu4yHM  Bb3PAcTOBWM  KaTEropuw,
BNUAHWETO Ha TEXHOMNOrMATa Ha OTrexgaHe W WaeHTUPUUMpaHe Ha
0TAENHUTE (PaKTopw, NOBMUSABALLMA CUNATa U NPOABLMKUTENHOCTTA Ha UMYHHUS
otroeop. CpaBHABaNKW MMYHHWAT OTTOBOP B CT2A0 OBUE CNEM M3BbPLUIBAHE HA
MPOTUBONAPasnTHKU TPETUPEHMA W ONTUMU3MPAHE Ha XpaHeHeTo ce
yCTaHOBABA MOBMLLEHA aHTUTANOreHes3a, C SICHO M3pa3eHo NnaTto Mexay 7-9 u
60-s geH. PesyntatuTe npu oBUE, C NPEAMIIHA BaKCUHaLMKU Cpelly 3apa3Ha
aranakcus MoKassaT, Y& BLMNPEKW Pa3NMYHUTE WM3XOOAHW HWBE, aHTUTENHUSAT
OTrOBOpP CE NOBMWABA 6bP30 Npe3 MbpBUTE ABE CEAMULM CNEM BaKCMHaLMATa,
CNEA KOETO HamansBa NPorpecuBHo Ao KeM 4-8 meceu. OT ocobeH MHTEpec ca

PE3ynTaTUTE OTHOCHO AMHAMWKATE Ha NOCTBaKCUMHINHKUA WMYHEH OTroBOpR NpU



OBUE npe3 3WMHUTE nepuogn (HOEMBpPU-anpwn), KOETO Hanara u3Boda M
NPEANOXEHMETO WMYHM3aUMOHHUTE nporpaMu fAa ce KopurupaTt, Karto
BaKCMHaUWMTE ce W3BbpWRaT npe3 4 Meceua. [lpocneassaikyu WMYHHWUST
OTroBOP NpPW KO3W Ce YCTaHOBABAa TEHAEHUMA CXOAHa Ha Ta3W Npwu oBUeTe —
Habniopasa ce 6bp30 NOBUIWABaHE HA aHTUTENHWS OTrOBOP Npe3 MbpBuTe
ABE ceaMuuUM cnef BakCMHaUMATa, U NPorpecuMBHO HaMansBaHe A0 M3XOQHWUTEe
CTOMHOCTM Ha TpeTua Mecel, MHOro CXOAEH € W WMYHHWAT OTroBOp MNpw
KO3WTe B pOBata 6-meceyHn nepuvoga C  AOCTMraHe Ha  CbMocTaBumMu
MakKCMManHuM HuBa Ha 14-A geH 1M nocnegealwo nNnasHO NoHuxeHwe pgo 180-3
NEeH cnen BakCUHaUuMaTa.

WzcnepsaHmaTa npy nogpacTteally ApebHW NPeXwWBHW MOKa3ear, 4e
NONOXKWTENEH AHTUTANOB OTrOBOp Ce AOoCTUra efBa ABe ceaMuun cnen
peBaKCcMHaunaTa. MakcumanHu CTOWHOCTM MpW arHeTaTa ca YCTaHOBEHW Ha
90-a neH cnep BTOPOTO NPUNOXEHWE Ha BakcUHaTa, AoOKaTo Npu speTaTa ToBa
HacTenea Ha 60-a geH. BnocnepgctBue ce Habnwpaea MOHWXKEHWE, KaTo
CTOMHOCTUTE B Kpas Ha Nepuoza ca Bnv3ku 40 Te3U 3a Bb3PACTHUTE XUBOTHM
OT CLOTBETHWA BUA B CTOMAHCTBOTO.

MonyyeHuTe OpPWUrMHANHKM HaydHW Pe3ynTaTW Ca WHTEpPnpeTUpaHu
KOMMNETEHTHO M 3aabnboyeHo B pa3gena O6cbxaaHe Ha peaynraTuTte, Tyk
Cé pa3kpuvBaT W YMEHWATA Ha OOKTOPaHTa Aa aHanuv3vpa pe3ynTtaTtute oT
MHOrO KOMMIEKCHW EKCNEPUMEHTU W CblueBpeMeHHOo Ha baszaTta Ha fobpoTo
no3HaeaHe Ha TeMata W CBETOBHaTa fuMTepatypa NO Hea [Jda npasu
KOMMNETEHTHN 0BCHXAaHWSA, M3BOAM WM 3aKNKYEHWs. YMEenaTa CbrocTaBka Ha
COBCTBEHWTE PE3yNTaT C TeaU Ha Apyrv aBTopu OT CTpaHarta U 4Yyxb6uHa
QYepTasar oule No-A0bpe BaXKHUTE NPUHOCK Ha TO3W AUCEPTALMOHEH TPYA 3a
AMarHOCTMKaTa, TepanuaTa u NpouNaKkTUKaTa Ha 3apasHarta aranakcus.

puemam HanpaeeHuTe 9 wu3BO43, KOWTO WMaT dyHAAMEHTaNHO
ENU300TONOMMYHO  3HAYeHWE, KakTo W NPeACTaBEHWTE MPUHOCKM  Ha
AVCEPTALMOHHWUA TPYA, PasKpuBalM axkTyanHoCTTa Ha 3apasHaTa aranakcus

KaTO HO30NOrM4Ha efuHuUa, BB3MOXHOCTUTE Ha gPCR 33 HagexaHa



AWNArHoCTKa, OCHOBHUTE KJIMHWUYHW MPOsiBU NPW OBLE W KO3W, AMHAMMKATa Ha
aHTUTENHWA OTrOBOp Cneg BakcuHauma ¢ Agalax-5, Bk, npu arHeTa v apeTta.

Kato y4acTHMK B pa3siivpenus KategpeH cbBeT 6ax Hanpasun HAKOW
3a0enex Ky U NPenopbKy, KOMTO Ca B3ETU NOA BHUMaHWE NPW W3rOTBAHETO Ha

OKOHYaTEeNHWAT BAPWAHT Ha AMCEPTALMOHHKUSA TPy,

SAKJTHOMEHME: [peacraBeHuAT MW 338 peELIeH3UWpaHe aucepTauuoHeH
TPY4 € UANOCTHA, JIOTMYHO NOCTaBeHa WM Npeuu3Ho u3nbnHeHa pabora, ¢
W3MON3BAHETO Ha peauua Aobpe YyCBOeHW KNacu4eckn W CEBpPEMEHHW MEeToau.
B HEro fCHO ce OTKPOABAT peauua OpPUrMHaNHW Hay4HW W Hay4HO-NPUNONKHW
MPMHOCM N0 edHO aKTyanHo W BaXHO 3a BeTepuHapHaTa MefuuUuHa
3abonseaHe.

C TOBa [AWCEPTALMOHHMAT Tpya 3a npucbxaaHe Ha OHC u HayuHa
crened ,Jloktop” Ha Tema ,TepeHHM W nabopaTopHM Mpoy4YBaHMA Ha
3apasHaTta aranakuvs no oBueTe M KO3MTe B bBbnrapus” oTrosaps Ha
u3nckeaHuaTa Ha 3PACPB u Ha MMPACTpY, nopaav KOETO Npenopb4BaM Ha
yBa¥aemite uyneHoBe Ha Hay4HOTO Xypu pfga rnacysaT eanHOAYWHO C
nonoXxuTeneH BOT 32 npuckxaaHe Ha OHC Joktop” Ha a-p LBetomup
leHoBenog EsctaTtveB no npodecnoHanHo HanpasneHue 6.4, BeTepuHapHa

MeavunHa, obnact Ha Bucweto obpaszosaHue 6. ArpapHuM  Hayku w
BETEPMHAPpHa MeauumHa.

10&zdujots i cizOnds
Y&.23 sis VT

30.04.2024 .

Cocusn yn.-kop. Xpucto HalaeHckw, ABMH


PC8
Text Box
Заличено съгласно чл.23 от ЗЗЛД


. r-;m:-Hf‘.-i?:‘f‘,i:iﬂfiﬁ"u‘;umu determined by order No.
| il 642/22.02.2024 of the Dean of the
| B e ¥
\ foma: O AP Faculty of Veterinary Medicine

at Trakia University (TrU)
Stara Zagora

L‘fﬁl}f}ﬁ?{_‘;{” YHHREPCHTET ] To the Chairman of the Scientific JU!’Y

REVIEW

Author: Dr. Tsvetomir Genovelov Evstatiev, PhD student in part-time
study at the Department of "Veterinary Microbiology, Infectious and Parasitic
Diseases", Section "Epidemiology, Infectious Diseases and Preventive
Medicine" at the Faculty of Veterinary Medicine at the Trakia University - Stara
Zagora, appointed with the right to defense in the doctoral program
"Epizootology, infectious diseases and prevention of infectious diseases in
animals”, professional direction 6.4. Veterinary medicine, field of higher
education 6. Agricultural sciences and veterinary medicine at the department
"Veterinary microbiology, infectious and parasitic diseases".

Topic of the PhD thesis: "Field and laboratory studies of contagious
agalactia in sheep and goats in Bulgaria"

Prepared by: Prof. Hristo Miladinov Najdenski, from the "Stephan
Angeloff" Institute of Microbiology at the BAS with expertise in infectious
microbiology, molecular biology, immunology, epizootology, experimental
animal models.

[ declare that there are no conditions for a conflict of interest between
me and the candidate Dr. Tsvetomir Genovelov Evstatiev within the meaning
of paragraph 1, points 2a, 3, 4 and 5 of the Additional Provisions of the Law
on the Development of the Academic Staff in the Republic of Bulgaria
(LDASRB). The dissertation work, author's abstract and other documents for
the defense procedure provided to me are correctly prepared and correspond



to the LDASRB and the Regulations for the Development of the Academic Staff
in the TrU — Stara Zagora.

Contagious agalaxia is a widespread worldwide infectious disease of
sheep and goats, caused by several species of mycoplasma and occurring as a
maono- or mixed infection. Unfortunately, the disease is often undiagnosed,
difficult to treat, difficult to eradicate in infected herds and with high economic
losses in areas with intensive breading of small ruminants. These
characteristics, together with asymptomatic carriage, multiple sources of
infection, clinical recurrences, increased use of antibiotics, and others,
highlight its relevance and importance for the veterinary medicine.

Established in Europe more than two centuries ago, the first systematic
studies on the disease in Bulgaria were started by Academician Stephan
Angeloff in the 1930s, and together with Kuyumdzhiev (1958) they created a
vaccine with an attenuated strain of Mycoplasma agalactiae - Agl . Later, field
and experimental studies were conducted by a team under the leadership of
Corr. Member Alexander Toshkov, Assoc.Prof. Shabanov, Assoc.Prof. Dacho
Todorov and others, who reproduce and study the disease in small ruminants -
lactating sheep and goats, and lambs. Since the 1980s, there has been a lack
of data on the true spread of contagious agalaxia in herds in our country, the
biological characteristics of the causative agent, the effectiveness of diagnastic
laboratory tests, disease control approaches and its economic importance. The
present study is therefore very timely and documents a number of important
aspects, raising the awareness of regulatory authorities, both for making
adequate management decisions and for addressing the challenges of
infectious pathology in animals.

The PhD thesis submitted to me for review is written according to the
standard requirements with main sections: Introduction (1 page), Literature
review (42 p.), Aim and objectives (1 p.), Materials and methods (18 p.),
Results 27 p.), Discussion of results (23 p.), Conclusions (1 p.),
Recommendations for practice (1 p.), Contributions (1 p.) and References (25



p.). The most important results obtained are summarized in 9 conclusions, and
the scientific and applied significance is presented in 8 contributions. Based on
the conducted studies and analysis of the results, 4 recommendations are
presented, 3 of which refer to practicing veterinarians and 1 to the competent
authorities. Scientific facts are appropriately illustrated with 19 tables and 19
color figures reflecting the results of clinical, epizootological, molecular-
biological and immunological studies. A wide range of References was used for
the preparation of the dissertation - a total of 202 titles, of which 51 (25%)
are from the last 10 years, of which 26 (13%) are from the last 5. The
publications related to the dissertation are 3 and in all of them, Dr. Evstatiev is
the first author, which is indicative of his leading participation in the
development of the topic.

In the Literature review section, details related to the nature of the
disease and its veterinary medical and economic importance are presented.
Special attention is paid to the evolution in the taxonomy of the causative
agents, which has been significantly revised over the years, as well as to a
number of their common characteristics - metabolism, pathogenicity factors,
resistance in the environment, resistance to antibiotics, etc. In a separate
section, the epizootological features of the disease are discussed with an
emphasis on the geographical distribution, susceptible species and categories
of animals, the sources of infection, the ways and mechanisms of infection
transmission, the economic significance of the disease and the important
quantitative measures of the epizootic process - morbidity and mortality. The
clinical forms of the disease and the possible outcome are described with great
skill and professionalism. The different methods for laboratory diagnostics are
very competently presented with a focus on molecular genetic methods. In the
context of the conducted research, the serological methods for diagnosis are
presented and analyzed, including their diagnostic value,



Treatment, vaccine approaches and disease control options are a
successful completion of the overall description of the disease and an indicator
of good knowledge of the latest scientific achievements on the subject. This
knowledge allows not only to successfully fulfill the set Goals and Tasks (5 in
total), but also reveals the potential practical application of the results. The
Materials and Methods section presents a rich combination of field and
laboratory studies, selected in accordance with the set goals and objectives.
Eight farms with different technological, sanitary-hygienic and epizootological
parameters were surveyed, from which the relevant milk and blood samples
were taken, examined and analyzed. A very good impression is also made by
the application of modern molecular methods, which enrich and upgrade the
used diagnostic approaches on the one hand, and on the other hand provide
reliable and comparable results.

In the Results section, the obtained experimental data from the clinical
and laboratory studies in the 8 investigated farms are presented in a concise
and systematized manner. The data on morbidity and the frequency of
manifestation of the main clinical signs in individual species and age categories
of animals were summarized and analyzed. The clinical symptoms of the
mammary gland, joints and eyes disease, as well as the treatment carried out,
are competently described. Mastitis followed by hypo- or agalaxia was found in
the largest percentage of all affected sheep (85%). A total of 5 animals with
arthritis and 14 with parenchymal keratitis were registered, which is
respectively 19% with joint involvement and 54% with eye damage. It should
be noted that the observed eye and joint symptoms affect all technological
and age categories of animals. Studies in goats indicate that mastitis followed
by hypo- or agalaxia occurs in = 92%. Joint damage (most often arthritis) was
observed in 21.4%, and eye lesions (conjunctivitis, parenchymatous keratitis,
etc.) in 25.0% of the affected animals.

Quantitative PCR (gPCR) has been developed and described in detail to
detect genomic copies of Mycoplasma agalactiae in milk samples. Pooled data



from this highly sensitive and specific molecular method showed that the
percent of positive samples in farms 1-4 ranged from 28.6 % in farm 4 to
70% in the stationary herd for contagious agalaxia (farm 1), with a mean
value of 53.5 %.

The results of the conducted field studies on the post-vaccination
immune response are also of marked scientific and practical importance,
taking into account the fact that the use of vaccines to control contagious
agalaxia in endemic areas is a widely used practice, The importance of the
present thesis is also strengthened by the fact that data from field trials of
commercial products are very scarce, and even less are data for comparative
analysis of immunoreactivity in sheep and goats after vaccination against
infectious agalaxia. Moreover, the dynamics of the immune response in several
herds of small ruminants, as well as differences in post-vaccination immunity
in different age categories, the influence of husbandry technology and the
identification of individual factors influencing the strength and duration of the
immune response were also studied. Comparing the immune response in a
flock of sheep after performing antiparasitic treatments and optimizing
nutrition, an increased antibody genesis was established, with a clear plateau
between the 7th and 60th day. Results in sheep with previous vaccinations
against infectious agalaxia show that, despite different baseline levels, the
antibody response rises rapidly in the first two weeks after vaccination, then
declines progressively until around 4 months. Of particular interest are the
results regarding the dynamics of the post-vaccination immune response in
sheep during the winter periods (November-April), which necessitates the
conclusion and the proposal to adjust the immunization programs, with
vaccinations being carried out every 4 months. Tracking the immune response
in goats shows a trend similar to that in sheep - a rapid increase in the
antibody response in the first two weeks after vaccination, and a progressive
decrease to baseline values in the third month. The immune response in goats
was also very similar in the two 6-month periods, reaching comparable



maximum levels on day 14 and then gradually declining until day 180 post-
vaccination.

Studies in adolescent small ruminants show that a positive antibody
response is reached only two weeks after revaccination. Maximum values in
lambs were found on the 90th day after the second administration of the
vaccine, while in kids this occurred on the 60th day. Subsequently, a decrease
was observed, with the values at the end of the period being close to those of
the adult animals of the respective species on the farm.

The original scientific results obtained are competently and thoroughly
interpreted in the Results Discussion section. Here, the skills of the PhD
student to analyze the results of very complex experiments and at the same
time, based on the good knowledge of the subject and the world literature on
it, to make competent discussions and conclusions are revealed. The skillful
comparison of the own results with those of other authors from the country
and abroad outline even better the important contributions of this PhD thesis
to the diagnosis, therapy and prevention of contagious agalaxia.

I accept the 9 conclusions made, which have a fundamental
epizootological significance, as well as the presented contributions of the
dissertation, revealing the relevance of infectious agalaxia as a nosological
unit, the possibilities of gPCR for reliable diagnosis, the main clinical
manifestations in sheep and goats, the dynamics of the antibody response
after vaccination with Agalax-S, incl. in lambs and small goats.

As a participant in the expanded Departmental Council, I had made
some remarks and recommendations, which were taken into account when

preparing the final version of the dissertation work.

CONCLUSION: The PhD thesis submitted for review is a complete,
logically laid out and precisely executed work, using a number of well-learned
classical and modern methods. It clearly highlights a number of original



scientific and scientific-applied contributions on a topical and important
disease for veterinary medicine.

With this, the PhD thesis for the award of the Educational and Scientific
Degree "PhD" on the topic "Field and laboratory studies of infectious agalactia
in sheep and goats in Bulgaria" meets the requirements of LDASRB and the
Regulations for the Development of the Academic Staff in the TrU, therefore I
recommend to the respected members of the Scientific Jury to vote
unanimously with a positive vote to award the PhD degree to Dr. Tsvetomir
Genovelov Evstatiev in professional direction 6.4. Veterinary medicine, field of
higher education 6. Agricultural sciences and veterinary medicine.
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