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1. Inceprauiiina po60oTa npucBsgyeHa GpapMaKOTOKCUKOJIOTIYHOMY OOI'PYHTYBaHHIO 3aCTOCYBAaHHS KOMILIIEKCHOTO
npenapary «ImyHol'enaBepm» 3a TOKCOKapo3y cobak [0 6-MiCSIYHOrO BiKy Ta BUBUEHHIO MOT0 BIUIMBY Ha
Mop(oJIoriuHi, 6i0XiMiyHi, aHTMOKCUIAHTHI 1 iMyHHI IOKa3HUKM OPraHi3sMy TBapuH. Y poOOTi HaBeLEHO Pe3yJIbTaTh
DOKJIHIYHUX 1 KJIIHIYHUX OCTIIKeHb, 0 XapaKTepU3yl0Th TOKCUKOJIOTIYHNI TPOdisib, KyMYJISITUBHI BJI1aCTUBOCTI
Ta TepaneBTUYHY €(PEKTUBHICTh KOMIJIEKCHOTO MPENapary, 40 CKJaay SIKOro BXOIATh (PeHOEH1a3071, €eKCTPAKT
PO3TOpPOINIII IIJIIMUCTOI Ta €xiHallel ypIrypoBoi. Bniepie npoBeeHO KOMIJIEKCHY OL[iHKY 6€3[eYHOCTi ITpernapary
«Imynol'enaBepm» 3a MoKa3HMKaMU OCTPOI, MiJrOCTPOi TOKCUYHOCTI Ta KyMyJISTUBHOI Iii Ha 1a60paTOPHUX

TBapUHax. Y XO[li MPOBEEeHH NOKJIIHIYHUX JOCIiIKEHb BCTAaHOBJIEHO, M0 Npenapar «ImyHol'enaBepm»



XapaKTepPU3y€eThCsl HU3bKOIO TOKCUYHICTIO. 32 YMOB rOCTPOrO BHYTPIilIHbOLIYHKOBOTO BBEJI€HHS OiIMM HypaMm i
mumam y nosi 5000 Mr/Kr Macu Tijsia 3arubesii TBapyH Ta BUPKEHUX KIIiHIYHUX IIPOSIBIB iHTOKCHKAllii He
criocrepiranu. 3a niArocTporo 3acrocyBaHHs npenapary «Imynol'enaBepm» y nosax 50 i 250 Mr/Kr He BCTaHOBJIEHO
iCTOTHMX 3MiH KJIIHIYHOTO CTaHy TBapuH, KOe(illieHTiB MaCH BHYTPIIIHIX OPraHiB, MOP(OJIOriYHUX Ta Oi/IbIIOCTI
6ioxiMiYHMX NMOKA3HUKIB KPOBi. BBeeHHs npenapaty y 1o3i 500 Mr/Kr CypoBOIKYBal0Cs IOMipHUM
(YHKIiOHAIbHAM HaBaHTAKEHHSM Ha MEe4iHKy. BUBUEHHS KyMyJISTUBHUX BJIACTUBOCTEN I10KA3alo, IO KoedillieHT
KyMyJIsLii CTaHOBUB 3,25, 1110 BKa3ye PO C1a0KO BUPaKeHY KyMYJIITUBHY JIil0 Ipernapaty. [IopiBHsIbHE BUBYEHHS
BIUIUBY (peHOeHnazomy Ta «IMyHol'enaBepmy» Ha OpraHism L1ypiB 3a €KCIIEPUMEHTAIbHOTO TOKCOKApO3y [10Ka3ao,
110 06U/BA [IpenapaTy CIpUSIOTh MO3UTHUBHIN JUHaMIlli, OfHAK BUPAKEHICTh KOPUTYBAJIbHUX €(EKTIB € Pi3HOIO.
3acTtocyBaHHS (PeHOEHa3071y CYyNIPOBOJKYBAIOCS YACTKOBUM BiZJHOBJIEHHSM €PUTPOIIOE3Y Ta 3HWKEHHSM IPOSIBiB
3anajibHOi peakuii. BomHovac 3actocyBanns «ImyHol'enaBepmy» 3a6e3euyBaso 6i1bll BUPAKEHE BilHOBJIEHHS
KACHEBO-TPAHCIIOPTHOI QPYHKIii KpOBi, HOpMali3allilo JIeUNKOLUTapHOI POPMYJIH, iCTOTHillle 3HVDKEHHS €03MHOPiii
Ta MOHOLIUTO3Y, 1110 BKazye Ha e(peKTUBHily KOPEeKIlilo ajlepriyHo-3anajabHUX peakliil opraHizmy. bioxiMmivhi
IOCJiIKeHHS NigTBEPAUIN Kpaluii HopMaslisylounii BInB «ImyHol'enaBepmy» Ha OKa3HUKM IPOTEiHOBOTO
O0OMiHY Ta aKTUBHICTb [1€4iHKOBMX €H3UMIB, 0 Y3rOIXY€ETbCS 3 OT0 rernaTonpOTEKTOPHOIO Ai€l0. 3a OLiHKU
aHTHOKCUJIAHTHOI CUCTEMU BCTAHOBJIEHO, 10 «IMyHOI'enmaBepm» 6ibI0i0 MipOI0 3HMXY€E iHTEHCUBHICTD
JlinonepoKcuaLlii Ta akTUBY€e €H3MMHY 11 HE€H3UMHY JIAaHKM aHTMOKCHUIAHTHOTO 3aXUCTY, HixK (peHOeH1a3011.
AnarnoriyHo, imyHosoriyHi nokasHuku (BACK, JIACK, LIIK, ¢parouuTtapHa akTUBHICTb i (parouuTapHuil iHgeKc)
HOPMaJli3yBa/IUCs BUPA3HIlle IIPY 3aCTOCYBaHHI KOMILJIEKCHOTO MIPENnapary, o BKa3ye Ipo 10ro
iMyHOKOpUIyBasbHUI edeKT. EKcriepuMeHTasbHi pe3ysibTaTy O0yJv NifTBepaKeHi KIHIYHUMU JOCTiIKEHHIMU Y
co6aK. Y IIylLIeHsT, CIIOHTaHHO iHBa30BaHMX TOKCOKAapPO30M, 10 JIiKyBaHHSI Bifi3Hadanucsi MOpQoJioriyHi Ta 6ioxiMivHi
3MiHM, TUNIOBI [1J15 Tapa3UTapHOI iHBasii: MOMipHa aHeMis, JTEUKOLUTO3, €03UHOQIis, BifHOCHA JiMdOTIeHis, 03HaKU
[IOPYIIEHHS IIPOTeiHOBOro 06MiHy Ta (QYHKIIIOHAJIbHOTO HaBaHTAXXEHHS Ha TeYiHKY, IO IPOSIBIISIIOCS
IUCIPOTEIHEMIEIO Ta MiABULEHHSIM aKTUBHOCTI TpaHCaMiHa3. BCTAaHOBJIEHO TaKOK 03HAKU BUPAKEHOTO
OKCUAATULIMHOTO CTPECY HA TJIi IPUTHIYEHHS aHTMOKCUIAHTHOTO 3aXUCTY i 3HUKEHHSA PE3€PBIB [VIyTaTiOHOBO]
cucteMu. IMyHOJIOTIYHUI TPOdinb LLEHST 00 JIiKyBaHHS XapaKTepU3yBaBCsl 3HVDKEHHSIM IT0Ka3HUKIB KIIITUHHOI Ta
I'yMOpaJIbHOI JIAHOK iMYHITeTY, 3MeHIIeHHsIM (PaKTOPiB IPUPOLHOI pe3UCTEHTHOCTI Ta MiJBUIIEHHSIM PiBHS
LIMPKYJIIOI0YMX iIMyHHUX KOMILJIEKCiB. KoMIlsiekcHa ¢papMakoTeparist TOKCOKapo3y i3 3aCTOCYBaHHSM IIpenapary
«ImyHOI'enaBepm» € 6ibll €(PEKTUBHOIO, HIK Teparisi OIHUM (PeHOEHIA30I0M, OCKIJIbKY 3a0e3I11edye He Jniie
IereJabMiHTH3aLiIO, ajie i KOPeKIilo MeTaboiYHNX, aHTUOKCUIAHTHUX Ta IMyHOJIOTIYHUX ITOPYLIEHb, CIIPUSIOYN
LIBMAJIIIOMY BiJJHOBJIEHHIO TOMEOCTA3y OPraHismy TBapuH. HaykoBa HOBM3HA OJlepKaHMX PE3YJbTATIB I10JIATAE Y
BIeplIe [IPOBEIEHOMY (PapPMaKOTOKCHUKOJIOTIYHOMY OOIPYHTYBaHHI 3aCTOCYBAaHHS KOMIJIEKCHOTO TIpenapary
«Imynol'enaBepm» 3a TOKCOKapo3y co6ak, BCTAaHOBJIEHHI 10r0 KOPUTYBaJIbHOTO BIIMBY HAa METa060JIiuHi,
AHTHOKCHUJIAHTHI Ta iIMyHHI TOPYIIEHHS], @ TAKOX Y IOBEJIEHH] IlepeBar KOMIJIEKCHOI ¢papMakoTeparlii IOPiBHSHO 3
MOHoTeparnieto penbeHnasonoM. Ha oCHOBI IPOBeAEHNX Pe3yJbTaTiB PO3POOJIEHO TEXHIUHI yMOBU YKpaiHu
21.2-00492990-001:2025. TTpenapar «Imynol'enaBepm» 3atBepmkeni JHJIKI BeTnpenapariB Ta KOpPMOBUX J06ABOK
Biz 09.10.2025.

2. The dissertation is devoted to the pharmacotoxicological substantiation of the use of the complex preparation
“ImunoHepaVerm” in dogs up to 6 months of age affected by toxocariasis and to the study of its effects on
morphological, biochemical, antioxidant, and immune parameters of the animal organism. The work presents the
results of preclinical and clinical studies characterizing the toxicological profile, cumulative properties, and
therapeutic efficacy of the complex preparation containing fenbendazole, milk thistle (Silybum marianum) extract,
and purple coneflower (Echinacea purpurea) extract. For the first time, a comprehensive safety assessment of the
preparation “ImunoHepaVerm” was carried out based on acute, subacute toxicity, and cumulative effects in
laboratory animals. Preclinical studies demonstrated that “ImunoHepaVerm” is characterized by low toxicity.
Under conditions of acute intragastric administration to white rats and mice at a dose of 5000 mg/kg body
weight, no mortality or pronounced clinical signs of intoxication were observed. Subacute administration of the
preparation at doses of 50 and 250 mg/kg did not result in significant changes in clinical status, relative organ



weights, morphological parameters, or most biochemical blood indices. Administration at a dose of 500 mg/kg was
associated with moderate functional load on the liver. The study of cumulative properties showed that the
cumulation coefficient was 3.25, indicating a weak cumulative effect of the preparation. Comparative evaluation of
the effects of fenbendazole and “ImunoHepaVerm” on the organism of rats with experimental toxocariasis showed
that both preparations contributed to positive dynamics; however, the severity of corrective effects differed.
Fenbendazole administration was associated with partial restoration of erythropoiesis and reduction of
inflammatory response. At the same time, “ImunoHepaVerm” provided more pronounced restoration of the
oxygen-transport function of blood, normalization of leukocyte formula, and a more significant decrease in
eosinophilia and monocytosis, indicating more effective correction of allergic-inflammatory reactions. Biochemical
studies confirmed a more pronounced normalizing effect of “ImunoHepaVerm” on protein metabolism and liver
enzyme activity, consistent with its hepatoprotective action. Evaluation of the antioxidant system showed that
“ImunoHepaVerm” more effectively reduced lipid peroxidation intensity and activated both enzymatic and non-
enzymatic components of antioxidant defense compared to fenbendazole. Similarly, immunological parameters
(serum bactericidal activity, lysozyme activity, circulating immune complexes, phagocytic activity, and phagocytic
index) normalized more markedly with the use of the complex preparation, indicating its immunomodulatory
effect. The experimental results were confirmed by clinical studies in dogs. In puppies spontaneously infected with
toxocariasis, prior to treatment, morphological and biochemical changes typical of parasitic invasion were
observed, including moderate anemia, leukocytosis, eosinophilia, relative lymphopenia, signs of impaired protein
metabolism, and functional liver load manifested by dysproteinemia and increased transaminase activity. Signs of
pronounced oxidative stress against the background of suppressed antioxidant defense and reduced glutathione
system reserves were also established. The immunological profile of puppies before treatment was characterized
by decreased cellular and humoral immunity, reduced natural resistance factors, and increased levels of circulating
immune complexes. Complex pharmacotherapy of toxocariasis using “ImunoHepaVerm” is more effective than
therapy with fenbendazole alone, as it ensures not only deworming but also correction of metabolic, antioxidant,
and immunological disorders, contributing to faster restoration of organismal homeostasis. The scientific novelty
of the obtained results lies in the first pharmacotoxicological substantiation of the use of the complex preparation
“ImunoHepaVerm” in canine toxocariasis, the establishment of its corrective effects on metabolic, antioxidant, and
immune disturbances, and the demonstration of the advantages of complex pharmacotherapy compared to
fenbendazole monotherapy. Based on the obtained results, Technical Specifications of Ukraine 21.2-00492990-
001:2025 were developed. The preparation “ImunoHepaVerm” was approved by the State Scientific-Research
Control Institute of Veterinary Medicinal Products and Feed Additives on 09.10.2025.
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