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Pedepar:

1. ¥ nuceprauiiiziii po60Ti HaBeIEHO TEOPETUYHE Ta EKCIIEPUMEHTaIbHE OOIPYHTYBAaHHS CKJIaly KOMOIHOBaHOIO
PEKTaJIbHOTO KpEMY 17151 JIiKyBaHH$ [IPOKTOJIOTIYHOI I1aTOJIOTI, a TAKOX IIPEICTaBJIEH] PE3yJIbTaTU
€KCIIEPMMEHTAIbHOTO BUBYEHHS MOT0 TEPANeBTUYHOI [Iii Ta OCHOBHUX MOKa3HUKIB Ipodinio 6e3nexu. JocaimKeHo
YOTUPU TECT-3Pa3KU PEKTATILHOTO KpeMy KoMbiHoBaHOro ckiany (PKKC), mo 6ynu po3pobieHi nif KepiBHULITBOM 1.
dapm. H., npod. M. O. JIaryHoBa Ta NPONOHYIOTHCS JI4 JiKyBaHHS [IPOKTOJIOTIYHUX 3aXBOPIOBAaHb, 30KPEMaA
aHasibHOI TpiyHU (AT). Y CKpUHIHIOBUX [OCIII>)KEHHSX BIleplle OyJI0 BCTAHOBJIEHO, 1110 HANOIIbIINI J1iKyBaIbHUI
eeKT BUSBUB TeCT-3pa3oK N2 4 (PKKC-4), akuil MaB CyTTEBY IlepeBary Haj, pernapaToM MOPiBHIHHS Ma33i0
«IIpokTO3aH» 3a rabMiBHUM BILJINBOM Ha BUPA3HICTb THIMHO-HEKPOTUYHUX IIPOLIECIB, 3HUKEHHSIM PiBHS
IIpo3anajbHUX MpocTaraHavHy E2, ckopoueHHSIM TepMiHy eniTesizalii sedeKkTy ciau30B0i 000JI0HKM aHaJIbHOTO
KaHaJjy. 3a pesyJbTaTaMiy JociimKeHHs TepaneBTu4Hoi fii PKKC-4 BCTaHOBJIEHO 100 NIO3UTUBHUN BIUIMB Ha
MOPQOJIOTiYHMIA CTaH TKAHVH aHAJIBHOTO KaHAJIy LIypiB 3 rocTpoio AT: moBHE 3arO€HHS BUPA3KOBOTO Ne(eKTY y

66,7% TBapuH, He BUSIBJIEHI 800 3HAYHO 3MEHIIEeH] 03HAKM MiJIBUIIEHHS TOHYCY BHYTPIilIHBOTO aHaJILHOTO ciHKTepa



(BHAC). Ha mopeni xponiuHoi AT nokasaHo, mo 3actocyBaHHs PKKC-4 cripusisio 3MEHIIE€HHIO BUPA3HOCTI
3anajeHHs (3HwKeHHs Ha 31% I3JIK (p<0,05) y nopiBHSHHI 3 TBapMHaMU I'PYIM KOHTPOJIbHOI NIaT0JIOTii), THIMHO-
HEKPOTHMYHUX YCKJIAJHEHb, PiBHA JIETAJIbHOCTI Cepef, MifJOoCifHAX TBAPUH i IBUIL €HJOT€HHOI iHTOKCUKallii Ha
niky naroJiorii (Ha 35 % (p<0,05) 3HI>KeHHs iHgekcy Kpe6ca y NopiBHSIHHI 3 TBapUHAMU IPYIY KOHTPOJIBHO]
natosiorii). MopdosoriuHo BcTaHOBIEeHO, 1o Mif BryinBoM PKKC-4 o3Haku rinepronycy BHAC y TBapuH 3 AT He
BiI3Havasnucs B3arajii abo OyJy BUpakeHi He3HayHo y AesKux TBapuH. [Ipenapat nopiBHsIHHS Masb «IIpokTo3an»
nocrynancs 3a epextuBHicTio PKKC-4, sikuil 3Ha4HO 06MeXy€e PO3BUTOK KJIIOUOBUX MeXaHi3MiB XpoHizauii AT Ta
cripuse ii 3aroeHH0. BuB4eHHs MmicueBoaHecTe3yBanbHOI Aii PKKC-4 Ha MOZEsAX CIIOHTAaHHOI Ta iHIYKOBaHOi
6071b0BOI peaxliii y mypiB I10Kazaso, Mo LOCiIKyBaHUH 3aci0 YMHUTb BUPa3Hy MiClieBOaHeCTe3yBaJIbHY [Iil0, SIKa
IIBAJIKO PO3BUBAETHCS (JIaTEHTHUH I1€pio, CKIaa€ Bif, 3 10 5 XBUJIMH) | TPMBae NIOHAA, 5 rOguH. JJoCiIKeHHs
rOCTpOi TOKCMYHOCTI Ha MUIIAX, Iypax i KpoJIsiX; CyOXPOHIYHOI TOKCUYHOCTI Ha KPOJISIX i Iypax;
MiCI[€BONIOIPa3HIOBAJIbHOI Ta CEHCUOINi3yBaIbHOI Iii Ha MypYakax, cBig4yars npo BifgcyTHicTb y PKKC-4 TokcnyHOi
Ta O Pa3HIOBaIbHOI Aii. OTpUMaHi pe3ysibTaT 103BoJsI0Th ITpornoHyBaT PKKC-4 sk noteHuiHo epeKTUBHUM i
6e3neyHuil npenapar micuesoi Aii 11 gikyBaHHs AT Ta € eKcriepu-MeHTaIbHUM OOI'PYHTYBaHHSM 1100

3aCTOCYBaHHS B IIPOKTOJIOTII.

2. In the thesis theoretical and experimental basis for the composition of the cream for the treatment of
proctologic pathology, as well as the results of an experimental study of its therapeutic efficiency and the main
indicators of safety profile are presented. Four samples of the rectal combined cream (RCC) which are offered for
the treatment of proctologic pathology including anal fissures (AF) were studied. All samples were developed by a
team of researchers under the guidance of the doctor of pharmaceutical sciences, professor N. O. Lyapunov. In
screening research the most pronounced therapeutic effect among the studied samples of the RCC was found in a
sample N24 (RCC-4). It was found that this sample significantly restricted the development of inflammation,
purulent and necrotic complications. It also stimulated reparative processes, which was manifested by the
reduction of all major symptoms of the pathological process and the acceleration of the complete healing of AF.
Among animals treated with the RCC-4, complete epithelization of the defect of the mucous membrane of the anal
canal was first observed at 7th day of the experiment, while the first case of epithelization in animals treated with
drug comparison “Proctozan” was registered at 10th day. Thus, the indicated investigated sample showed a
significant advantage over the drug comparison "Proctozan" in terms of expressive therapeutic effect. On the
model of chronic anal fissure (ChAT), it was shown that the use of RCC-4 contributed to a decrease in the severity
of inflammation (a 31% decrease in blood leukocyte shift index (p <0.05) compared with animals of the control
pathology group), purulent-necrotic complications, and mortality among experimental animals and a decrease in
the phenomena of endogenous intoxication at the peak of pathology (35% reduction in Krebs index (p <0.05)
compared with animals of the control pathology group). It was morphologically established that under the
influence of RCC-4, signs of hypertonicity of the internal anal sphincter were not detected at all, or were slightly
expressed in some animals. Comparison drug ointment "Proctosan" was inferior in effectiveness to RCC-4, which
to a greater extent limits the development of key mechanisms of chronicity of AT and promotes its healing. The
study of anesthetic/analgesic action of RCC-4 on models of spontaneous and induced pain response in rats
showed that the investigated drug has a pronounced fast-acting anesthetic effect (latent period of 3 to 5 minutes)
and lasts more than five hours. The strength, duration and rate of development of the local anesthetic effect of the
RCC-4 is not different from the reference drug - a monocomponent rectal ointment with lidocaine. Thus, the
obtained results allow us to conclude that the administration of diltiazem and methyluracil in the study cream did
not reduce the manifestations of local anesthetic activity of lidocaine. Safety profile data for RCC-4, including
acute toxicity studies in mice, rats and rabbits; subchronic toxicity in rabbits and rats; locally irritating and
sensitizing effect on guinea pigs, indicate the absence of toxic and irritant properties. The obtained data allow us
to offer the RCC-4 as a potential drug for the treatment of anal fissures and can be used as an experimental
justification for the effectiveness of the study drug in proctology.
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