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Pedepar:

1. Incepranifina po60Ta IPUCBIYEHO TEOPETUUYHOMY I €KCIIEPMMEHTAIbBHOMY OOIPYHTYBAaHHIO CKJIafly, PO3po0Li
TEXHOJIOTII Ta JOCiIKEeHHIO JiKapCbKUX 3ac06iB (JI3) y popmi Cyno3uTopiiB Ta resito 3 rialypoHOBOIO KACJIOTOIO,
6enzokaiHoM, CO2 eKCTpaKTOM POMAIKHU 3 aHECTE3yI0U010, aHTUMIKPOOHOI0, TPOTU3AMAJIbHOIO JIi€l0 /1715 JIiKYBaHHS
[IPOKTOJIOTIYHYMX 3aXBOPIOBaHb — TPIlllMHI, 3aMajibHi 3aXBOPIOBAHHS KMIIKiBHAKA HA OCHOBi KOMILJIEKCY
(papMaKkoTEXHOJIOTIYHUX, 6iopapMalleBTUYHUX, Pi3NKO-XiMIYHUX i 610JI0TIYHUX [OCAITKeHb. Y3araJbHEHO Ta
[IPOAHAIi30BaHO JITEPATyPHi JaHi 010 Cy4acHOro CTaHy 3aXBOPIOBAHOCTI Ta papMakoTeparlii MPOKTOJIOTYHUX
3aXBOPIOBaHb — TPIlllUHI, 3aMajIbHi 3aXBOPIOBAaHHSA KUIIKiBHMKA. BpaxoBylouu eTionarorenes ta nepeoir
3aXBOPIOBAHHS, a TAKOX T€, 1110 TEPAIlis JaHOTO 3aXBOPIOBAHHS € CKJIAJHOIO Ta TPUBAJIOIO, 8 aCOPTUMEHT
Ipenaparis Lyke oOMeKeHi (B OCHOBHOMY OJJHOKOMITIOHEHTHI), HAMU Ha OCHOBI 6i61i0CEMaHTUYHOTO Ta

AQHaJIITUYHOTI'O METOXIB OCTiI)KeHHS BU3HAYEHO aKTyasbHICTh pO3POOKK KOMOiHOBaHOrO JI3 Ha OCHOBI KOMILJIEKCY



IPUPOLHUX i CHHTETUYHUX aKTUBHUX (PapMalleBTUYHUX iHrpenieHTiB (ADI). BuBueHHs papMaleBTUMHOTO PUHKY
rotoBux JI3 y dopMi cynosutopiiB BcTaHOBUIIO, 1110 B KpaiHi 3apeecTpoBaHo 134 HalimeHyBaHb JI3, mo ckianae 1,19
% BiJ, 3arajibHOI KisibkocTi rorosux JI3 (11276 nalimenysaHsb). Cepep, cyno3utopHux JI3 54,48 % ckianaioTs
Ipernapary BiTYU3HSHOTO, a 45,52 % - iH03eMHOro BUPOOHMLITBA. 3arajyibHa KinbkicTs AQI y ckiazi npenaparis
iHO3eMHOTO 2 BUPOOHUILITBA HApaxoByBae 37 HalimeHyBaHb. [IBanuats AQI npencrasieHi B 46 JI3 (MoHONpenaparu)
Pi3HUX BUPOOHMUKIB Ta B Pi3HUX J03MPOBKax. [Jo ckiany kombiHoBaHUX JI3 (14 HaliMeHyBaHb) BXOIATb 25
HariMmeHyBaHb AQI. BcranosseHo, mo AQI, sKi BXOASTh 10 CKIaly CyNO3UTOpiiB YKpaiHChKOro Ta iHO3€MHOT0O
BUPOOHULITBA CYTTEBO Bifpi3Hs0THCS. Cepen mpenapariB YKpaiHChKOTro i iHO3€MHOTO BUPOOHUILTBA HANGIIbLIY
KisipKicTh A®I, mo ny6moeThes, Le: rainepuH 4:9; nuknodeHak HaTpio 2;8; napaueTramost 5:3 BiAnosigHo. 3rigHo i3
xiacudikauiiHowo cuctemoo ATC BCTaHOBJIEHO, 1110 3aPEECTPOBaHi CyNo3UTOPHi JI3 noAinsoTscs Ha 9 rpyn Ta 25
IiArpyn, cepen sIKUX HalbiIbIy KiIbKiCTh CKJIAJAI0Th NpenapaTtu rpynu G — 3acoby, 10 BIJIMBAIOTh HA
Ce4oCTaTeBY CUCTEMY Ta CTaTe€Bi TOpPMOHHU (110 12,69 % iHO3eMHe Ta YKpaiHCbKe BUPOOHULITBO ), rpymnu A — 3acobu,
1110 BIUIUBAIOTh Ha TPaBHY cucTeMy Ta MeTabosizm (11,19 % inozemue Ta 13,43 % YkpaiHcbKe BUPOOHUIITBO) Ta rpyna
C - 3aco6bu, 1m0 BIJIMBAKOTh HAa CEPLIEBO-CYAUHHY cucTeMy (8,21 % inozemHe Ta 7,46 % YKpaiHCbKe BUPOOHUIITBO).
3acobu 171 NiKyBaHHS TeMOPOIO Ta aHaNbHUX TPimuH BinHOCAThCS 10 CO5A: COSAA — kopTukoctepoinu, COSA D -
MicuieBoaHecTe3ydi 3acobu Ta CO5A X - iHmmi 3aco6u 11 JiKyBaHHSI TeMOPOIO Ta aHaJIbHUX TPIlMH [J1SI MiCLIEBOTO
3acrocyBaHHs. KinbkicTs JI3 1715 jliKyBaHHS reMOpOoIo Ta aHasbHUX TpimuH (CO5A) cknanae 38 HallMeHYBaHb,
30KpeMa 22 - iH03eMHOTro Ta 16 — BiTuM3HsIHOrO BUpOO6HULTBA. KinbkicTs M'sikux JIO Ta cynosurtopiis cknagae no 19
HallMeHyBaHb. SIKiCHMI1 aHaNi3 B cepenuHi rpyni cepen M'skux JIQ nokasye CniBBiHOMEHHS KiJbKOCTi Ma3i Ta
Kkpemy - 15 : 4 BinnosinHo. JI3 y popmi remo B rpymi CO5A BincyTHi. OTXe, akTyaJbHUM HaIllpSIMKOM € po3pobka JI3 y
(dopmi resto Ta cyno3uTopiis. Kpim Toro, aHasiz MapKeTUHIOBUX JOCJIIPKEHb J03BOJIMIIO BCTAHOBUTU [I€PCIIEKTUBY
CTBOpPEHHS KOMOIHOBaHMX IIpenapariB 3 6eH30KaiHOM, riaJypOHOBOIO KMCJIOTOIO Ta EKCTPAKTOM POCJIMHHOTO
[IOXO/I>KeHHs], 30Kpema 3 CO2 ekcTpakToMm pomatuku. [ToegHanHs B opHil JIO Tprox ADI (6eH30kaiH, rianypoHoBa
kuciorta, CO2 eKCTpakT poMallKy) Oyzie HalpaBjleHo Ha YCYHEHHs 0011 Ta HalaHHSI aHTUMIKPOOHOI,
[IPOTU3AMNAJIbHOI Ta PAHO3aroBasbHOi Aii 3 OAHUM i3 HANPSIMKIB PO3POOKH CKJIaAy Ta TeXHOJIOTII JI3 y ¢popmi
CYIIO3UTOPIiB € HAYKOBO-OOI'PYHTOBAHUH ITOIIYK OCHOBU. 3 METOI0 BUOOPY a/1eKBaTHOI OCHOBY HaMU ITPUIHSTA
pilIeHHs OCTiAUTY KiHEeTUKY BUBiJIbHEHHS OeH30KaiHa 3 ripodinbHoi, munodinbHoi Ta AudinbHOI OCHOB NpU
Pi3HUX TEXHOJIOTIYHUX crlocobax BBEJEHHs 6€H30KaiHa, rialypoHOBOi KMCIOTU HaTpieBoi coii Ta CO2 ekcTpakTa
pOMaIIKU. BUroToBeHO 6 MOJEIBHUX 3Pa3KiB CyNoO3UTOPiiB Macom 3,0 r. TakoxX BU3Ha4YeHO (hapMaKOTEXHOJIOTIYHi
[IOKa3HUKY OTPUMAaHUX MOJEJIbHUX 3Pa3KiB: ONKC, ONHOPIAHICTD, Yac noBHOI gedopmanii (mi1s rinpodobHUX) Ta yac
PO34YMHEHHS (17151 TigpodinbHUX), TEMIIEpaTypa MJIaBJIeHHs K 6€3[10CEepeHbO I1icjis1 BUTOTOBJIEHHS, TaK i uepes 3
Mic 36epiraHHg npu Temreparypi 2-8 °C. Buxos4u 3 KiHETUKY BUBIJIbHEHHS O€H30KaiHa, (PapMaKOTEXHOJIOTIYHUX
[IOKa3HUKIB, HAMU 0OPaHO MOJe/IbHUM 3pa30oK N26 i 115l TOpiBHAJNIBHOI OLiHKY - 3pa3ku NeN22 i 3. [locimkeHHs

MeXaHiYHOI MiLIHOCTI 10 pylHYBaHHS, OCMOTUYHOI aKTUBHOCTI [T0Ka3aB JI0LiIbHICTb BUOOPY 3pa3Kka N26.

2. The thesis is devoted to the theoretical and experimental substantiation of the composition, development of
technology and study of medicinal products in the form of suppositories and gel with hyaluronic acid, benzocaine,
CO2 chamomile extract with anesthetic, antimicrobial, anti-inflammatory effects for the treatment of proctologic
diseases - fissures, inflammatory bowel disease based on a set of pharmacotechnological, biopharmaceutical,
physicochemical and biological studies. Literature data on the current state of morbidity and pharmacotherapy of
proctologic diseases - fissures, inflammatory bowel disease - are summarized and analyzed. Taking into account
the etiopathogenesis and course of the disease, as well as the fact that the therapy of this disease is complex and
long, and the range of drugs is very limited (mostly single-component), we have determined the relevance of
developing a combined drug based on a complex of natural and synthetic active pharmaceutical ingredients (APIs)
on the basis of bibliosemantic and analytical research methods. The study of the pharmaceutical market of finished
medicines in the form of suppositories established that 134 names of medicines are registered in the country,
which is 1.19% of the total number of finished medicines (11,276 names). Among suppository medicinal products,
54.48% are domestic products, and 45.52% are foreign products. The total number of APIs in the composition of
foreign-made drugs is 37 items. Twenty APIs are presented in 46 medicinal products (monopreparations) of



different manufacturers and in different dosages. The composition of combined 11 medicines (14 names) includes
25 names of APIs. It has been established that APIs included in suppositories of Ukrainian and foreign production
are significantly different. Among the drugs of Ukrainian and foreign production, the largest amount of APIs that is
duplicated is: glycerin 4:9; diclofenac sodium 2;8; paracetamol 5:3 respectively. According to the classification
system of the ATC, it was established that registered suppository drugs are divided into 9 groups and 25
subgroups, among which the largest number are drugs of group G - Means affecting the genitourinary system and
sex hormones (12.69% each foreign and Ukrainian production). group A - Means affecting the digestive system and
metabolism (11.19% foreign and 13.43% Ukrainian production) and group C - Means affecting the cardiovascular
system (8.21% foreign and 7.46% Ukrainian production). Means for the treatment of hemorrhoids and anal fissures
belong to CO5A: CO5AA - corticosteroids, CO5A D - local anesthetics and CO5A X - other means for the treatment
of hemorrhoids and anal fissures for local use. The number of drugs for the treatment of hemorrhoids and anal
fissures (C05A) is 38 items, including 22 foreign and 16 domestic products. The number of soft medicinal forms and
suppositories is 19 items each. Qualitative analysis in the middle of the group among soft dosage forms shows the
ratio of the amount of ointment and cream - 15: 4, respectively. Medicinal products in the form of a gel are not
available in group CO5A. Therefore, the development of medicinal products in the form of gels and suppositories is
an urgent direction. In addition, the analysis of marketing research made it possible to establish the prospect of
creating combined preparations with benzocaine, hyaluronic acid and extracts of plant origin, in particular with
CO2 chamomile extract. The combination of three APIs in one dosage form (benzocaine, hyaluronic acid, CO2
chamomile extract) will be aimed at eliminating pain and providing antimicrobial, anti-inflammatory and wound-
healing effects. One of the areas of development of the composition and technology of medicines in the form of
suppositories is the scientifically based search for the basis. In order to choose an adequate base, we decided to
investigate the kinetics of the 12 release of benzocaine from hydrophilic, lipophilic, and diphilic bases with
different technological methods of introducing benzocaine, hyaluronic acid, sodium salt, and CO2 of chamomile
extract. 6 model samples of suppositories weighing 3.0 g were produced. The pharmacotechnological parameters
of the obtained model samples were also determined: description, uniformity, time of complete deformation (for
hydrophobic) and dissolution time (for hydrophilic), melting point both immediately after production and after 3
months storage at a temperature of 2-8 °C. Based on the kinetics of benzocaine release, pharmacotechnological
indicators, we chose model sample No. 6 and for comparative evaluation - samples No. 2 and 3. The study of
mechanical strength to destruction, osmotic activity showed the feasibility of choosing sample No. 6.
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