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Pedepar:

1. TIpepcraBneHa po60Ta € KOMIJIEKCHUM JIOCTiIPKEHHSIM, CIIPSIMOBAHUM Ha BUNIPOOYBAaHHS HOBOI JIIKAPChKOi
cy6CTaHLjii 3 aHTUTPOMOOTHYHOIO Zielo - Kasikc[4]apeny C-145. [TounHawyuch BUGOPOM LiIbOBOI MOJIEKYJIH,
aHasli3oM ii BIaCTUBOCTEN in vitro, BOHA 3aBepUIyeThCS anpobalii€lo in vivo, BUIPOOYBaHHSIMMU 32
nepeaTpOMOOTUYHOTO CTaHy Ta JOKIiHIYHUMU JOCiIKeHHIMU. HaTpieBa cinb Kanikc[4]apeH-TeTpa-MeTuleH
6icdocdonosoi kucnortu (kanikc[4]apen C-145) BusiBunacs eQpeKTUBHUM iHribiTopom nosimepusatii Gpiopuny, mo
IIO3BOJIMJIO PO3IJISAATH ii K IOTEHUIMHNI aHTUTPOMOOTHUYHMI 3aci6 HOBOTrO TUIly. Ha cbOrosiHi y CBiTi He icHye

aHTUTPOMOOTHUYHUX 3aCO0IB 3 TAKUM MEXaHi3MOM [iii, 1110 pOOUTH 3aIIPONIOHOBAHY PO3POOKY YHIKaJIbHOIO.



[IpoBeeHMI CKPUHIHT aHTUIIOIIMEPU3aLliiIHOI aKTUBHOCTI 4,03BOJIMB 00paTu Kasikc[4]apeH C-145 3-noMix iHIMX
CXOXUX 32 CTPYKTYPOIO CIIOJNYK. BusiByieHO epeKTrBHE 3HMXEHHS [TPOKOAryJISHTHOIO IIOTEHIialy [1y1a3MU KPOBi Y
MOJeJIsIX IepeATPOMOOTUYHOrO CTaHy Ta IIPOTEKTOPHY Ailo Kajsikc[4]apeHy C-145 Ha CTiHKM aOPTU Ta CyIUHU
cepus. OcTaHHIN e(peKT CpUsB NOKPALIEHHIO CTaHY TBAPUH 32 €KCIIEPUMEHTAJIBHOTO iH(papKTy MioKapay.
JokuiniyHi mocaimkeHHs, BUKOHaHI 3a crangapramu GLP BinnosigHo o npotokosis OECD, 3acBinymin HU3bKY
TOKCHUYHICTb, BiICyTHICTb MyTareHHOro Ta nofpasHioo4oro eexris Kajikc[4]apeny C-145. CykynHicTb ycix
BUSBJIEHUX €(EKTIB NOCIiIKyBaHOI MOJIEKYJIM 3a0e3Iedye [IPUKIaIHAN [IOTEHLiasl 3alIPOIIOHOBAHOI pOOOTH.
Kanikc[4]apen C-145 mae maHC cTaTU NEPIIMM aHTUTPOMOOTUYHUM 3aCO00M, KU 32 MEeXaHi3MOM Jii 6yze
VHIKaJIbHUM, 32 e(PEeKTUBHICTIO He I10CTYIIaTUMEThCs 3ac06aM IolepeHiX T0KOJIiHb, a TAKOXK BOJIOAITHME

CYJIMHOIIPOTEKTOPHOIO Ji€l0 Ha JoAavyy O aHTUTPOMOOTUYHOI.

2. The presented work is a comprehensive study focused on testing a new medicinal substance with
antithrombotic action, calix[4]arene C-145. This study begins with the selection of the target molecule and analysis
of its properties in vitro and concludes with in vivo testing, assessment of the prethrombotic state, and preclinical
studies. The sodium salt of calix[4]arene-tetramethylene bisphosphonic acid (calix[4]arene C-145) has proven to be
an effective inhibitor of fibrin polymerization, positioning it as a potential antithrombotic agent of a novel type.
Currently, there are no antithrombotic agents with this mechanism of action, making this development unique.
The screening of antipolymerization activity led to the selection of calix[4]arene C-145 from among other
structurally similar compounds. This compound effectively reduced the procoagulant potential of blood plasma in
models of a prethrombotic state and demonstrated a protective effect on the walls of the aorta and heart vessels.
This protective effect contributed to the improved condition of animals with experimental myocardial infarction.
Preclinical studies, conducted according to GLP standards and OECD protocols, demonstrated the low toxicity of
calix[4]arene C-145, along with an absence of mutagenic and irritating effects. The comprehensive evaluation of
this molecule suggests significant potential for practical application. Calix[4]arene C-145 could become the first
antithrombotic agent with a unique mechanism of action, comparable in efficacy to existing agents, and also
offering vascular protective effects in addition to its antithrombotic properties.
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