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BU3HAYEHHS CTABIVIBHOCTI YTEPOTOHIYHOI'O ITPEITAPATY
«YTEPOIAEB»

Ilposedeni docnioxncenns 3 8ugyeHHs cmabinbHOCMI IH EKYIUH020 npenapamy « Ymepooesy
HA OCHOBI NPONPAHOIONY 2IOPOXIOpudy npu 30epicanui 6 (uakonax 3 memHozo ckia. Busnaueno,
Wo npenapam He 3MIHIOEMbCA NPU 30epieanHi y 36UYALIHUX YMOBAX NPpU memnepamypi He euuye
25°C i ionocHit eonococmi 60+5%. Bnpoooeoic sunpodysans konusannsa noxkasnuxie PH i emicmy
NPONPAHONIONY 2i0POXIOpUdy OOCIIOHUX 3PA3KIE Npenapamy 3HAXOOUTUCH ) MeHCax OONYCMUMUX
gioxunenv, a Mikpoona xoumaminayis eiocymus. Cmabinvuicmb «Ymepooegyy 00ymosnena
Hasenicmio y npenapami KOHcepeanmy 06eH3unoeo2o cnupmy. Tepmin 36epieanHs npenapamy
ckaaoae 2 poku.

Knrwowuosi cnoea: nponpanonon 2iopoxaopuod, cmadiibHicmb, MepMIiH HPUOAMHOCHII,
«Ymepooesy.

Beryn. Jlnst mikyBaHHS pPo3ianiB CKOPOTIMBOi (yHKII MaTku (aroHii Ta
riMnoToHi1), MPO(IIAKTUKH MICIIPOIOBUX YCKIaIHEHD (3aTPUMKa MOCIIy, CHHIPOM
MMA, Tomo) Ta 1 3aCTOCYBaHHS y KOMIUIEKCHIM Tepamii €HIOMETPHUTIB Ta
METPUTIB, CTUMYJIAIII POJOBOI MIsITLHOCTI, TTOKPAIICHHS 3aIUTITHEHOCTI, OTPUMAaHHS
eMOpioHiB y TBapuH-noHopiB, I «biodpapm» coinpHO 3 JlOoCHiIHOIO CTaHIIIEO
emnizootosiorii IBM HAAH po3pobiieno HOBU 1H’€KIIHHUNA mpenapaT «YTepoaeBy,
Ha OCHOBI MPOMPAHOJIOIy Timpoxjopuay. OO0B’I3KOBOI0 YMOBOIO peecTparlii HOBUX
JTKApChKUX TpEemapatiB € AOCTIHKEHHS iX cTabiapHOCTI Tipu 30epiranHi. BuBueHHs
TEPMIHY TPHUAATHOCTI HOBHMX JIIKAPCHKUX TMpEnapariB 3 METOK OTPUMAHHS
iH(dopMaIii npo 3MiHY iX SIKOCTI 3 4acOM IiJi BIUTMBOM (DaKTOPIB HABKOJIUIIHBOTO
cepefoBuIa (TeMIiepaTypH, BOJOTOCTI, OCBITJICHHS TOIIO) € 0OOB’SI3KOBUM BHUIOM
(apMareBTHYHUX JOCIIPKEHb [1].

Metoro po6GoTu Oya0 JOCHIDKEHHS TEPMIHY HIPUAATHOCTI 1H EKLIMHOTO
npenapaty «YTepeBojJieB» Tpu 30epiraHHi y (¢iIakoHaX 3 TEMHOro CKjla Yy
CHOKMBYOMY MaKyBaHHI (KAPTOHHUX KOPOOKaXx).

* AcmipaHT, HAyKOBUH KepiBHUK — KaH[I. BeT. Hayk Cauyk P.M.
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Marepiaau i MmeToau gociigxkenb. B poOOTI BUKOPUCTAaHO HOBY PO3POOKY —
1H’ eKUIMHUA TIpenapaTr «YTepoleB», 10 CKIAay SKOTO BXOAHUTH MPOMPAHOJIONY
rigpoxiopun, y 1 miu sikoro mictutbes 5,0 mr cyoctanmii. [IpemapaTt npusHavaoTh
BENMKIA Ta ApiOHIN poraTiit Xymo0i, CBHHSIM ISl CTUMYJISIIII pPOAOBOI AisUTBHOCTI,
Opu JIKyBaHHI TIHEKOJOTIYHMX TATONOTIM, Ui MOKpAalleHHS 3aIlIiIHEHOCTI.
«YTepoaeB» 3aCTOCOBYIOTh 3T1/IHO HacTaHOBU. [licist Ooro 3acTOCYBaHHS MPOTYKIIIIO
TBapUHHUIITBA  BUKOPUCTOBYIOTH 0e3  oOMmexeHb. [Ipemapar  mpoxoauThb
nepeipeecTpalliitii JOKIHIYHI BUIPOOYBaHHS.

JlocnmikeHHsT 3 BU3HAUEHHA TEPMIHY MPHUAATHOCTI Mpemnapary «YTepoaeB»
IPOBOIWIM TpU Temmeparypi a0 25°C, BinHocHIN Bonorocti 60+5%. BuBuanu cran
npenapaty Tprox mochigoBHux cepiii  (010417; 010517; 010617) mnpotsrom
27 mics1iB  30epiraHHs Ta OAHIET J00M MMICIS TPOKOIY TMPOOKH CTEPUIILHOIO
10’ eK11iHOI0 roykoro. [lependauyBaHuii TEpMiH IPHUIATHOCTI 1H €KIIIHOTO CKJIaaae
2 poKH 1 1m1e 3 MicsIIl MiC/Is HOro 3aKiHYEHHS.

3rifHO HOPMATUBHUX BHUMOI Ta JITEPATypHUX JOKEPEN, IMPHU IPOBEACHHI
BUNPOOYBAaHHS, BU3HAYAIOTh (PyHIAMEHTaJIbHI BIIACTUBOCTI MpENapaTy: MPOBOISTH
1IEHTU(IKAIII0 JIFOYUX PEYOBHH, KOHTPOJIIOIOTh OCHOBHI (DI3UYHI MOKAa3HUKU Ta
M1I0MPar0Th HAMOUIBIII TOUHI aHATITUYHI METOJAUKHU JiA X BU3HauyeHHs [1]. 3 meToro
OIIIHKM SKOCTI mpenapary «YTepoAeB» BU3HAYAJIM. OPTaHOJENTUYHI TMOKa3HUKHU
(30BHILIHINA BUIJISM, KOJIP, HAABHICTh OCaay Ta 1H.), TYCTUHY, BMICT MPOIPAHOIONY
rigpoxsopuny (3a Kapramumes C.B., 2002) ta mikpoOHY kKoHTamiHaiito [1, 2].

[Ipn anamizi MiIKpOOIOJIOTIYHOI YUCTOTH BUKOPUCTOBYBAJIM METOA, IO
npononyetbes JIDY 1 Bu.: BU3HaUCHHS 3arajbHOTO YHCIIA )KUTTE3AATHUX aepOOHMX
me30(dinbHUX OakTepidt 1 rpubiB — Meroa MeMmOpaHHOT GiIbTpallii, BU3HAYEHHS
HasiBHOCTI Oaktepiit Escherichia coli [3, 4]. JlomatkoBo Oyiu mpoBe/cHI
JOCITIKCHHST Ha HAasBHICTh y PO3UMHAX cojei Oakrepiii Staphylococcus aureus,
Pseudomonas aeruginosa [3].

Kpim Toro, mnpu TpuBajomy 30epiraHHi mpemnapary  MPOBOJUIHU
ceKkTpopOTOMETPUYHMI aHali3 npenapary Ha cnekrpodoromerpi “SPECORD 200”
B Y®-o0nacti cnekTtpa B KIOBETI 3 TOBUIMHOIO mapy 10 MM mpu OBXKWHI XBHJII
290 aMm. [ns uporo 1 mu mpenapaty moBojauiu 10 S0 ma 95% ertaHoJIOM, Yy SIKOCTI
KOMITCHCAIIIMHOTO PO3YMHY BHUKOpHUCTOBYBamu 95% etanois. [lpuian aBTOMaTH4YHO
pOOHUTH BHUMIPIOBAHHS, MICJIS YOr0 OTPHMAHI JaHi 3aHOCIATBCA B Kowmi totep [4].
BwmicT aitoyoi peyoBMHM BH3HAYaM 3a KajdiOpyBadbHUM TIpadikoM. Y SKOCTI
po3unHy TopiBHSHHS BUKopuctaHo DOC3 «IIponpanony riapoxjopuay», s
KUIBKICHUX BHU3HA4YeHb crekTpodoromerpuunumu metogamm» JII1  Yipaincekuii
HAYKOBHUH (hapMaKOTIEHHUH IEHTP AKOCTI JiKapChbKHX 3aco0iB [5].

JlocnimxyBaiu 3pa3ku mpenapary KoxKHi 3 MICSIll y MOPIBHAHHI 3 BUXITHUMU
naHuMH. CTaTUCTUUHY OOpOOKY OTpHUMaHUX pe3yJbTaTiB MpoBoAWIM 3rigHo 3 DY
(n=5) [6].

PesyabraTtn AOCTiIKEeHb Ta [).4 00roBOpeHHs. Pesynbratn
eKCIIEPUMEHTAJIbHUX JIOCII/PKeHb CTAaOUTbHOCTI 3pa3KiB MpernapaTy HaBEICHI B
taba. 1. Ilpenapar «YTeponeB» — O€3KOJMIpHUM PO3YMH I 1H €KIid. Brpomoik
YChOTO €KCIIEPUMEHTY 30BHIIIHIX 3MiH Mpernapary He CIOCTEPIrajioch, SKICHI peakiii
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HAa OCHOBHI Tpymu OI10JOTIYHO AaKTUBHUX PEUYOBHUH MIATBEPAWIM CTaOUIBHICTh
npernapary.

Brponosx BunpoOyBaHb KOJWMBAHHS MOKa3HUKIB PH 1 BMICTy TpOIpaHOIIONy
T1APOXJIOPHUAY AOCTHIAHUX 3pa3KiB Mpernapary 3HAXOAWJINCh y MeXaxX TOMYCTUMHUX
BIIXWJIEHb, a MIKpOOHa KOHTaMmiHamisi Oyna BiACyTHS. AHaNI3 OTPUMaHUX
pe3yNbTaTiB JAOCHIKEHHS MIKpOOHOT KOHTaMiHallli Mpemnapary Mokasas, II0 Y BCIX
aHaJII30BaHMX 3pa3kax He BUABIeHO Oakrtepiii Escherichia coli, Staphylococcus
aureus, Pseudomonas aeruginosa. KinpkicTh TprbiB y BCiX aHai30BaHUX 3pa3Kax 3a
PI3HUX TEMIEPAaTypHUX pEXKHUMIB Oyla BIACYTHS TMPOTITOM BCHOIO TEPMIHY
30epiraHHsi, a uepe3 oAHy A00y micias mnpokoiny — MeHme 10 KYO/mn. Cria
3a3HAuMTH, 10 JOCIIPKYBaHUHN mpemnapar Bianosiaae Bumoram JIdY no nokasHUKy

MiKpoOiosoriunoi  uucToTd. [lpemapar 30epiraB cTaOUIBHICTD Yy  CKJISTHUX
KOHTEHHEepaX  TEMHOTro  KOJbOpy  MmpoTsiroM  2-X  pokiB.  [IpoBeneni
creKTpoOTOMETPUYHI  JOCHI/DKEHHS  3pa3KiB  Ipenapary B  TOPIBHSHHI 3

ITIOYaTKOBHUMH JaHHMH HiI[TBepI[)KYIOTB OTpI/IMaHi

JOCIIJKEHUX 3Pa3KiB CYTTEBO HE BIIPI3HAIOTHCSI.

pe3yabTaTH,

0 CHEKTpHU

Tabnuys 1

Pe3ysnbTaT BUBYEHHS CTA0IILHOCTI Mpenapary «Y Tepoaes» NpHu 30epiraHxi y
CKJIIHUX KOHTeliHepax, M+m, n=3

Tepmin IMoka3HUKH AKOCTi mpenapary
366 ?ramm BoaHenuii IIponapanoJiou Mikpo6Ha
pirar Omnuc 8 riipox/jopuja, | KOHTaMiHauis,
(micsiB) nokasuuk (ph) M/ KYO/su
Buxinna n?osopa, 6631§0n1pH.a, HE 6,070,041 52.6740,408 i
(KOHTPOJIB) | B’sI3Ka OJHOPIIHA PiTUHA
mpo3opa, 6e3KoJipHa, HE N N - )
3 B313Ka OIHOpIZIHA pifliHA 6,03+0,041 50,134+0,041
6 MpO30pa, OE3KOMIPHA, He 5,970,041 50,07:£0,041" i
B’sI3Ka OJIHOPI/IHA PiTUHA
mpo3opa, Oe3KoTipHa, He x o i
9 Bf13Ka OHOpIZHA pizHa 5,870,041 50,03+0,041
mpo3opa, Oe3KomipHa, He o o i
12 B’ 93Ka OAHOPLHA PinMHA 5,770,041 50,03+0,041
mpo3opa, Oe3KomipHa, He o o i
15 Bf13Ka OHOpiHA pizHa 5,670,041 50,03+0,041
18 Mpo30pa, Oe3KOIpHa, He 5,43+0,041" 50,03+0,041" -
B’sI3Ka OJIHOPiIHA piTvHA
21 Mpo30pa, Oe3KOIpHa, He 5,330,041 48,670,408 -
B’sI3Ka OJIHOPIiIHA piTvHA
24 Mpo30pa, Oe3KOIpHa, He 5,23+0,041™ | 43,33+£0,408™ -
B’sI3Ka OJIHOPIIHA PiTUHA
27 1pO30pa, OESKOMIPHA, HE | 5 (310 o471+ | 423340408 i
B’sI3Ka OJIHOPIIHA piTuHA
1 nota [Ipo30pa, Oe3KOoIIPHA, HE
micis Po30pa, HEsHOPHA, 5,00£0,071™ | 41,330,408 -
HpoKoy B’sI3Ka OJTHOPiHA PiTuHA

Mpumitkn: * — p<0,05; ™ — p<0,01; ™ — p<0,001.
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TakuMm 4rHOM, pe3yJbTaTH aHAN3y OKPEMHUX CEpiid BKa3ylHOTh Ha CTaO1JbHICTh
npenapary «Ytepoae». Ha TemepimHiii yac BCTaHOBJICHHA TEPMIH MPUAATHOCTI
npemnapaty ckiagae 2 poku. Kpim Toro, AOCHIKEHHS MPOBOIWIM IIE Yepe3 00y
micias Tpokony GIIakoHy Ta BOPOJOBX HACTymHMX 3  wMicsmiB. Tak, Sk
3araJbHOBU3HAHOIO MPAKTUKOIO € BUIPOOYBAHHS JIIKAPCHKHUX IpEIapaTiB IIe depes
JeKiJIbKa JOJATKOBUX MICALIB MiCIs 3aKiHUEHHS TepMiHy puaaTtHocTi. CTablIbHICTD
po3po0ieHoro mpemapary oOOyMOBJI€HA HAsSBHICTIO B HBOMY EKCTPareHTY
OCH3UIIOBOTO CTIUPTY, SIKUHA OJJHOYACHO BUKOHYE POJIb KOHCEPBAHTY.

BucHoBKM Ta mNepCHeKTHBM MNOAAJBIIMX JOCJiIKeHb. BuszHaueHo
ONTUMAaJIbHI TEPMIHU 30epiraHHs JIIKapChKOro Mpernapary y KOHTeHHepax 3 TEMHOTO
CKJIa y CIIOKMBUOMY TaKyBaHHI (KapTOHHUX KOpOoOKax) — 3a Temmneparypu a0 25°C i
BIIHOCHIM Bojorocti 60+£5%, 1m0 BiAMOBIJa€ HAMKMM KIIMAaTHYHUM YMOBaM.
OTpumaHi eKCliepUMEHTaJIbHI JaHl CBiAYaTh, MO0 TEPMIH 30epiraHHs Mpernapary
«YTeponeB» CKIagae TMoOHAJ 2 pokd. Brpoaosxk BUMpoOyBaHb KOJUBAHHS
MOKa3HMKIB PH 1 BMICTY MPONPaHOIO0Iy T1IPOXIOPUITY TOCTITHUX 3pa3KiB MpernapaTy
3HAXOJIUIIUCh Y MEXKaX JOMYCTUMUX BIAXWJICHb, @ MIKPOOHA KOHTaMiHallisl BIJCYTHS.
CralinpHICTE «YTEpoAeBy» OOYMOBJEHA HAsBHICTIO Yy Mpenapari KOHCEPBAaHTY
OEH3UJIOBOTO CIHUPTY. Pe3ynabTaTM eKCHEepUMEHTY BpaxoBaHO MIpU  po3poOIll
HOPMAaTHBHOI IOKYMEHTAallli Ha Ipenapar.

[Momanpmi gocnipkeHHs OyAyTh YEproBUM €TaloM IepeapeecTpalliiHuX
BUINIPOOYBaHb CIPSIMOBAHUX Ha MPOBEAEHHS KIIIHIYHUX BUIPOOYBaHb 1H €KLIMHOIO
npemnapary «YTepoJieB» Ha LJIbOBUX TBApUHAX.
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ONPEAEJIEHUE CTABMWJIBHOCTHU YTEPOTOHHMYECKOI'O TIIPEITAPATA
«YTEPOIEB»» / Cauyk P.H., Xuramok C.B., Kynuauu O.B., Kanunosckas JI.B., Kamapaba O.A.

IIposedenuvie ucciedo8anuss nO U3YYEeHU) CMAOUTLHOCIU UHBEKYUOHHO20 Npenapamd
«Ymepooesy Ha ocnoge nponparonon 2uopoxaiopuda npu XpameHuu 8 (HIAKOHAX U3 MEMHO20
cmekna. Onpedeneno, Ymo npenapam He U3MEHSemcs. Npu XPAHEHUU 68 OObIYHBIX YCIA08USX NPU
memnepamype He eviuie 25 °C u omunocumenvrotu enaxchocmu 60+£5%. B meuenue ucnoimaruil
Konebanusi noxazamenei pH, codepoicanus nponapanonon eudpoxaopuda U - MUKpoOHOU
KOHMAMUHAYUU  ONBLIMHBLIX  00pA3y08 Npenapama HAXo00UIUcb 8 Npeoeiax OOnYyCIMUMbIX
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omknonenuu. CmabunoHocmy « Ymepooesgyy o6ycnognena Hanuuuem 6 npenapame KOHCEPEaHma
bensunosozo cnupmy. Cpok xpanenus npenapama cocmasisiem 2 200ad.

Knwouesvie cnosa: nponpanonon 2uopoxaopud, cmabuibHOCMb, CPOK  200HOCMU,
«Ymepooesy.

DETERMINATION OF STABILITY OF UTERO-TONIC DRUG «UTEROEDEV» /
Sachuk R.M., Zhyhaliuk S.V., Kulinich O.V., Kalinovskaya L.V., Katsaraba, O.A.

Introduction. 4 mandatory condition for the registration of a new drug «Uterodevy, which
is intended to stimulate reproductive activity, in the treatment of gynecological pathologies and
improvement fertilization of animals is to study its stability during shelf life. The study of the
expiration date of new drugs in order to obtain information on quality changes over time under the
influence of environmental factors (temperature, humidity, illumination, etc.) is a mandatory type of
tests.

The goal of the work was to study the stability of the injectable drug «Uterodev» during
shelf life in vials of dark glass in commercial packaging (cardboard boxes).

Materials and methods. Studies on determining the shelf life of the drug «Uterodevy were
conducted at a temperature condition up to 25°C and at a relative humidity of 60+£5% during 27
months and one day after the opening. In order to evaluate the quality of the drug «Uterodevy, its
organoleptic parameters (appearance, color, presence of sediment, etc.), concentration of
propranolol hydrochloride according to Kartamyshev S.V. (2002) and microbial contamination
according to the methods described in the State Pharmacopoeia of Ukraine were determined.

Results of research and discussion. The drug «Uterodev» is a colorless solution for
injection. Throughout the experiment, changes in composition of the drug were not observed,
qualitative tests on the main groups of biologically active substances confirmed the stability of the
drug.

During tests, changes in pH level and propranolol hydrochloride content of the
experimental drug samples were within acceptable range, and microbial contamination was not
registered. Analysis of the results of the microbial contamination test showed that all samples did
not contain bacteria Escherichia coli, Staphylococcus aureus, Pseudomonas aeruginosa. The
microscopic fungi in all samples under different temperature regimes was not registered during the
entire storage time, and in one day after the package opening its number was less than 10 CFU/ml.
Test drug meets the requirements of the State Pharmacopoeia of Ukraine regarding
microbiological purity requirement. At present, the established shelf life of the drug is 2 years, but
the study was carried out in one day after the opening and next 3 months, so it was confirmed that
for storage of medicinal products it is necessary to take into account several additional months
after the expiration date. The stability of the developed drug is archived due to the presence of
benzyl alcohol in the extractant, which simultaneously serves as a preservative.

Conclusions and prospects for further research. The optimum storage conditions of the
drug in containers made of dark glassware determined which are up to 25 °C and a relative
humidity of 60+5% that corresponds to our climatic conditions. The obtained experimental data
indicated that the shelf life for the drug «Uterodev» was more than 2 years. During the tests of pH
indexes variability, the content of propranolol hydrochloride and microbial contamination of the
experimental samples of the drug were within acceptable ranges. The stability of «Uterodevy is
archived due to the presence of the benzyl alcohol as preservative. The results of the experiment
were used during developing normative documentation for the drug. Further research will be the
next stage of pre-registration tests aimed at conducting clinical trials of the injectable drug
«Uterodevy on target animals.

Keywords: propranolol hydrochloride, stability, expiration date, «Uterodev».
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HOKA3ZHUKU I'YMOPAJIBHOT'O IMYHITETY OPI'AHI3MY KOPIB
MICJISI POAIB 3A JIi IIPEIAPATY I'EITABEKC-200

B cmammi npedcmaeneno pezyrbmamu 00CHiOHCeHHs SYMOPANbHOL IAHKU IMYHHOI cucmemu
opeanizmy Kopie nicis podie 3a 0ii npenapamy «lenasexc 200». B pesynvmami oocniodxcens
B8CMAHOBNIEHO, WO NOKAZHUKU 2YMOPANbHOI IAHKU IMYHHOI CUCMeMU OpP2aHiZMY KOPI8 KOHMPOIbHOL
epynu Ha 1 i 8 0006y nicia podis 8ipociono ue 3mintoganucs. llicns 3acmocysanHs Kopoeam
npenapamy «I enagexc 200» pigens L[IK 6 cuposamyi kpogi 3menuyemovcsa Ha 23,68% (p<0,01),
emicm imyHoenooyninie knacy A soinbuyemscsa na 64,29% (p<0,001), imynoecnobyninie xnacy M
sHusxcyemocs Ha 74,55% (p<0,001), imynoenobyninie xnacy G na 44,73% (p<0,01) nopisnano 3
NOKA3HUKAMU Ha nodamky o0ocnioy. Ompumanni OauHi Cc8I0Yamb Npo NOZUMUBHUU GNIUE
npenapamy «I enagexc 200» na cman 2yMOpanbHoi 1aHKU IMYHHOI CUCeMU OP2aHi3My KOpI6 niciA
omeny. 3acmocysanus npenapamy «lenasexc 200» nicis omeny 3abe3neuy8anc 3MeHUIEHHS.
mpusanocmi cepgic-nepiody na 72 0dobu (p<0,01), a indexcy ocimeninua — Ha 0,4 oOounuyi,
NOPIBHAHO 3 IONOGIOHUMU NOKASHUKAMU KOPI8 KOHMPOILHOI 2pYynu.

Knrouoei cnosa: xoposu, niciapooosuti nepioo, «Ienasexc 200», imyHoenodyninu, cepsic-
nepioo.

Beryn. JKutre3naTHicTh OpraHi3My BH3HAUYa€ThCsl (DYHKI[IOHYBAaHHSAM BCIiX
fioro cucrtem, MO 3HAXOIATHCS MK COOOI B CKIAIHHX PETYJIATOPHUX B3a€MUHAX.
OnHi€r0 3 IUX CUCTEM € CUCTEeMa IMYHITETY, AISJBHICTh SIKOi CIIPSIMOBaHa Ha 3aXHUCT
OpraHi3My BiJi PEUYOBHMH, III0 HECYTh O3HAKM T'€HETUYHO 4YYXKOpPigHOI iH(opMmalrii.

* AcrmiipaHt
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