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Pedepar:

1. Incepranifina po60Ta IpUCBIY€HA PO3pOOL;i TEXHOJIOTII Ta METOiB aHaJli3y HOBUX O(PTaIbMOJIOTIYHUAX
JIiKapChbKUX 3aC06iB HA OCHOBI 1,2,4-Tpua3osy. B x0/i BUKOHAHHS JOCIiIKEHHS [TPOBeeHi JOCiIKeHHS 3 BUbOpy
IOTIOMDKHUX PEYOBUH 3 METOIO0 CTBOPEHHS OYHUX KpareJb «AHTI0MiH». [l CTBOPEHHS OYHUX KparneJb «AHTIOIiH»
BAKOPUCTOBYBAJIM HACTYIIHI IOMOMIKHI PEYOBMHU: HATPiIO XJIOPU, METUJILEIII0I03a Ta Boja ounineHa. Hapai
[IpOBeNIEHA eKCIIepUMEHTaJIbHA YaCTHHA BU3HAUYEHHS OCMOJISITIBHOCTI PO3YMHY OYHUX KpareJsb «AHTIOiH»,
migibpaHa onTUMasbHA KOHIIEHTPAILlisl TOMTOMIKHUX PEYOBUH, 711 BUTOTOBJIEHHSI OYHUX Kparesb «AHTioiH». B
pe3ysbTaTi pob0TU po3pobJIEHO CKIIAT, OYHUX Kpanesb «AHriosiny»: anriosiny 1,0 r, HaTpiio xsnopug, 0,7 T,
metunuemonosu 0, 5 r, oy ounieHoi 100,00 mii. B nopansmomMy nNpoBefeHo MiKpo6ioioriyHe JOCTiI>KeHHs
OYHUX Kparesb «AHTI0JiH». 32 pe3yJibTaTaMy AOCIiIKEHHS BCTAHOBJIEHO, 1110 3POCTAHHS KOJIOHIM MIKPOOPraHi3MiB

He BUSBJIEHO. B r1oganpmomy po3po6yieHO METOIMKY CTaHIapTU3allii OYHUX KparleJsb «AHTI0JIiH» MeTOI0M



criekTpodoTromeTpii. 3a OCHOBY OyB B3TUI MOOU(PIKOBAHUI CIIEKTPOPOTOMETPUYHUI METOJ, aHAJII3y CyOCTaHILi]
aHriosiny. B 1abopatopHuX yMoBax 6yJi0 BUTOTOBJIEHO IIiCTh cepill 1% O0YHUX Kparesb «AHTI0iH», 10 CKJIaAy SIKOTO
BXOJIWJIY TaKi JOTIOMiXKHiI PEYOBUHU,SIK: HATPIIO XJIOPUI, METUJILIEJII0I03a Ta BOJA O4YuMlleHa. JIJ NiATBEepIKEHHS
IOCTOBIPHOCTI METOIMKU CIIEKTPOCKOIIYHOrO AOCIiIPKEHHS OyJI0 30iliICHEHO aHai3 6-Tu cepill OYHUX KpareJsb
«AHrionin» ((S)-2,6-niamiHorekcaHoBa KAC0Ta 3-MeTumn-1,2,4-Tpuasotin-5-rioauerar). [t KOKHOTO PO3UMHY
OyJ10 3HATO CIIEKTPY NOTAMHAHHS B Aiana3oHi 200-300 HM. [TonnepeMiHHO 6yJI0 3HITO CIIEKTPU [IOTJIMHAHHS
BUIIPOOYBAHOTI'O PO34YMHY i PO34MHY POO0YOro CTaHIAPTHOTO 3pa3Ky. OCKIJIbBKY [0 CKJIaly OYHUX KparleJb
«AHTiOJIiH» BXOOUTb JONOMIKHA PEYOBMHA HATPIIO XJI0pU], OYJI0 3aIIPOIIOHOBAHO Ta IPOBEIEHO KilbKiCHE
BM3HAYEHHSI METOLOM apreHToMeTpii, a came meTozroM Posbrapna (MeToz 3BOPOTHOTO TUTPYBaHHS). 3a
pesyJbTaTamu, sIKibyJIMOTpUMaHi [IpY KiJbKiCHOMY BU3HAU€HHI HATPilo XJIOPUAY B OUHUX KPAIJISIX «AHTiOiH»
METOJIOM apreHTOMeTpil 3HaxoguThCsl B Mexax 0,7012-0,7188 r/min. Ha kadenpi papmanesrnynoi ximii 3IMY 6ynu
BUTOTOBJIEHI LTiCTh Cepill OUHMX Kpalleslb «AHTi0JiH», BUKOPHUCTOBYBAJIM CYOCTAHLIiI0 aHTIO0JIiH Ta pobounii
CTaHJAPTHUM 3Pa30K, SIK JOMOMDKHI p€4OBUHM BUKOPUCTOBYBAJIM METUJILEIIIOIIO3Y, HATPIIO XJIOPU], BOLY OUYUILEHY.
B nopasnemomy 6ys10 po3po6sieHa HaCTyIIHy METOJMKY KiJIbKiCHOrO BU3HAY€HHH [1il0490i pe4OBMHH aHTioJIiH ((S)-2,6-
IiaMiHOT€KCaHOBOI KUC/IOTU 3-MeTui-1,2,4-Tpuas3olin-5-TioaleTary) B OUHUX KparneJb «AHriosnin» metrogom BEPX.
7151 mOoCiIpKeHHS TOTYBaJIM HACTYIIHI pO3YMHU: BUIIPOOOBYBAaHMI PO3YMH, PO3UMH IIOPIBHIHHS (2), pO3YUH
nopiBHsHHA (b). BctaHoBUY, 10 BMICT aHriosniny B 1% ouHux Kpamsx B cepii N21 3HaxonuTbcs B Mexax Big 0,9850
1o 1,01 r, To6TO 32 BMICTOM [Zi1040i pE4OBUHM [OCIiIKyBaHa cepid Bignosinae sumoram JOY. Hagani
IIPOAHAasi3yBay iHIIi 5 cepill OUHMX KparneJb «AHTi0JiH», KOTPi TAaKOX BiANOBiganu ¢papmakoneiiHUM BUMOraM 3a
BMiCTOM [1il0401 pEYOBMHH, a KiJIbKICTb JIil040i peYOBUHM 3HAXOAUTHCS B Mexax Bifg 0,988 no 1,06. Po3pobieHo
METOAMKY KIJIbKICHOrO BU3Ha4Y€HHA 1% OYHUX Kpallejib «AHIi0JiH» MeTofoM BEPX, sika € BilTBOPIOBaHOIO, TOYHOIO
Ta Hajlajli MoXke OyTU 3aCTOCOBaHa TIifl YaC KOHTPOJIIO SIKOCTi CTBOPEHOI OYHOI JlikapchKoi popmu. JJasi npoBeneHa
Baslizalliss po3po6IeHNX METOIUK OYHUX Kparnesib «AHTiomiHy». [Ticas mpoBeieHHs Bastifiallii po3p0o6IeHNX METOANK
BM3HAYEHHS KiJIbKICHOTO BMICTY J1if040i Ta JOIIOMI’)KHOI PEYOBMHHU B OYHUX KPAIUISX «AHTIOJiH» BCi IOKa3HUKU
Bignosiganu Bumoram JJOY. B xoni po60oTu po3pobsieHa crenudikaliis Ha 04Hi Kpariii «AHTiOiH», a TAKOXK
METOJIMKA SIKICHOTO Ta KiJIbKICHOTO BU3HAYEHHS [il040i Ta TOMOMDKHOI PEYOBUH B OYHMX KpaIisix MeTogoMm BEPX.
Po3pobsneHo npoexkt MKS Ha ouHi Kpari «AHTiosiH». Po3po6sieHO METOIMKY KiJIbKiCHOI'O BU3HAYEHHS! [1i040i
PEYOBMHM B OYHUMX Kparuigx MeTosioM BEPX, sKy anipo60BaHO Ta BITIPOBAJKEHO Y CUCTEMY SKOCTi AT «JIeKkxiMm-
XapkiB». Takox 6yJ10 IPOBEAEHO AOCTiIKEHHS CTabiIbHOCTI OYHUX Kpariesib «AHTIOJiH» 1J1s1 BU3HAYEHHS TEPMiHy
IIPUIATHOCTI Ta yMOB 36epiranns. OTpuMaHi pe3ysbTaTy LOBeJIN CTabiIbHICTh OYHUX KpareJsb i 6yJI0 BUBHAYEHO
TEepMiH IPUAATHOCTI 1 pik B cyxoMy, 3axUILI€HOMY Bif| CBiTJsIa MicLii, npu TemnepaTypi He Buuie 25°C. Ha nigcrasi
KOMILJIEKCY 6i0JIOTiYHUX AOCIIiIPKEHb BU3HAY€HO (PapMaKOJIOTi4UHI XapaKTepUCTUKN OYHUX Kpaneb. JJocaimxkeHa
€KCIIepUMEHTaJIbHa OLjiHKa crienn(iyHOi akTUBHOCTI HOBOI JlikapCcbKOi (pOPMH aHTiOJIiHY TPU MOZEIOBAHHI
KaTapakTu. BuBueHo epeKTUBHICTb 1% OYHUX Kpariesb AHTIOJIiH B YMOBax MOZEJIIOBaHHS KaTapakTy. JlociikeHo
(apmakoJIoriyHy aKTUBHICTb OYHUX KpameJsib «AHTIOJiH» Py XiMiYHOMY MOJ€JIIOBaHHI OIiKiB ouel. BctaHOBIEHO,
10 O4Hi Kparii AHTioJiH B KOHIEHTpanisx: 1%, 1,5%, 2%, 2,5% BUSBISIOTh MPAKTUYHO OJJHAKOBY (PapMaKoJIOTiyHy
aKTUBHICTb, 2 HANOLIbII e(DEKTUBHUMU BUSBUINCS 1% OYHI Kparii AHTiOJIiH, 0 Ta€ HAaM MOXKJIMBICTb TTOAAIBIIOTO
ix BUBYEHHS. 3a pe3yJbTaTaMU IOCIiIKEHHS BCTAHOBJIEHO, 10 OYHI Kparuli AHTIOJIiH IIPOSBISIOTh BUCOKY

[IPOTU3AMNAJIbHY, PAHO3arol0BajIbHY, PENIapaTUBHY aKTUBHICTb IIPU JIIKyBaHHI KaTapaKTU Ta OIiKiB ouei

2. The thesis paper is devoted to the development of technology and methods of analysis of new ophthalmic drugs
based on 1,2,4-triazole. In the course of the study, the selection of excipients in order to create eye Angiolin drops
was performed. The following excipients were used to create Angiolin eye drops: sodium choride, methylcellulose
and purified water. Subsequently, we carried out the experimental part of determining the osmolality of the
solution of Angiolin eye drops, selected the optimal concentration of excipients for these drops. As a result, the
composition of Angiolin eye drops was developed: angiolin 1.0 g, sodium chloride 0.7 g, methylcellulose 0.5 g,
purified water 100.00 ml. Subsequently, a microbiological study of Angiolin eye drops was carried out. According to
the results of the study, it was found that the growth of colonies of microorganisms was not detected. In the
future, a method of standardization of Angiolin eye drops by spectrophotometry was developed. A modified



spectrophotometric method of angioline substance analysis was taken as a basis. Six batches of 1% Angiolin eye
drops were made in the laboratory, which included such excipients as sodium chloride, methylcellulose and
purified water. To confirm the reliability of the method of spectroscopic examination, an analysis of 6 series of
Angiolin eye drops (S) -2,6-diaminohexanoic acid 3-methyl-1,2,4-triazolyl- 5-thioacetate was carried out. For each
solution, absorption spectra in the range of 200- BOO nm were taken. The absorption spectra of the test solution
and the solution of the work standard were taken alternately. Since Angiolin eye drops contain the excipient
sodium chloride, a quantitative determination was proposed and carried out by the method of argentometry,
namely by the Folgard method (inverse titration method). According to the results obtained by quantitative
determination during argentometry the content of sodium chloride in Angiolin eye drops varies in the range of
0.7012-0.7188 g /ml. The Department of Pharmaceutical Chemistry of ZSMU produced six series of Angiolin eye
drops, using the angioline substance and work standard; methylcellulose, sodium chloride and purified water were
used as excipients. Subsequently, the following method was developed for the quantitative determination of the
active substance angioline ((S) -2,6-diaminohexanoic acid 3- methyl-1,2,4-triazolyl-5-thioacetate) in Angiolin eye
drops by HPLC. The following solutions were prepared for the study: test solution, comparison solution (a),
comparison solution (b). It was found that the content of angioline in 1% eye drops in the series N1 is in the range
from 0.9850 to 1.01 g, i.e. the content of the active substance in the test series meets the requirements of SPU.
Further we analyzed other 5 series of Angiolin eye drops, which also met the pharmacopoeial requirements for the
content of the active substance, and the amount of active substance is in the range from 0.988 to 1.06. A method
for quantitative determination of 1% of Angiolin eye drops by HPLC has been developed, which is reproducible,
accurate and can be further used in quality control of the created eye dosage form. After validation of the
developed methods for determining the quantitative content of the active ingredient and excipient in these eye
drops, all indicators met the requirements of the SPU. In the process, the specification for Angiolin eye drops was
developed, as well as the method of qualitative and quantitative determination of active and auxiliary substances in
eye drops by HPLC. The ICJ project for Angiolin eye drops has been developed. A method for quantitative
determination of the active substance in eye drops by HPLC has been developed, which has been tested and
implemented in the quality system of JSC "Lekhim-Kharkiv". A study of the stability of Angiolin eye drops was also
carried out to determine the shelf life and storage conditions. The results proved the stability of eye drops and
determined the shelf life of 1 year in a dry, dark place at a temperature not exceeding 25°C. On the basis of a
complex of biological studies, the pharmacological characteristics of eye drops are defined. An experimental
evaluation of the specific activity of a new dosage form of angioline in cataract modeling has been studied. The
effectiveness of 1% Angiolin eye drops in cataract modeling was studied. The pharmacological activity of Angiolin
eye drops in chemical modeling of eye burns was studied. It was found that Angiolin eye drops in concentrations:
1%, 1.5%, 2%, 2.5% show almost the same pharmacological activity, and the most effective were 1% Angiolin eye
drops, which gives us the opportunity to further study them. According to the results of the study, it was found
that Angiolin eye drops show high anti-inflammatory, wound-healing, reparative activity in the treatment of
cataracts and eye burns.
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