YKPAIHA

L

A0,
SRS

HALIOHANBHUA OPIrAH
IHTENEKTYAINbHOI BNACHOCTI
OEPXXABHA OPIAHI3ALIA
"YKPAIHCbKUA HALIOHATIbHUNA
O®IC IHTENEKTYANBHOI
BITACHOCTI TA IHHOBALIA"

a9 UA 11162959 w3 U
(51) MK (2026.01)

C12R 1/01 (2006.01)

A61K 36/00

(12) ONUC OO NATEHTY HA KOPUCHY MOJEIJb

(21) Homep 3asBku: u 2025 02505
(22) Data nopaHHs 3asBku:  27.05.2025

(24) Rarta, 3 AKoi € YnHHMMKM 14.05.2026
npaea iHTenekTyanbHo|
BMNAaCHOCTI:
(46) MyGnikauisi BinomocTeit 13.05.2026, Bron.Ne 19
npo OepXXaBHY
peecTpauito:

(72)

(73)

BuraxigHuk(n):

MacnoB Onekcangp HOpinioBuy (UA),
KomicapeHko Mukona AHgpinoBuy (UA),
KomicapeHko AHpgpi MukonanoBud (UA),
TkayeHko OkcaHa BonogumupieHa (UA),
OconopgueHko TetaHa MasnisHa (UA),
Fonik Mukona KOpinoBuy (UA),

Kapnosa CgsitnaHa NaBnisHa (UA)

Bonopineup (Bonoainbui):

Macnos OnekcaHgp HOpinoBuy,

npocn. [arapiHa, 6ya. 41/2, k8. 157, M. Xapkis,
61001 (UA)

(54) cNOCIB OOEPXAHHSI KOMMO3WUUIT KBEPLETUHY 3 AHTUBAKTEPIANIbHUMU NMPEMNAPATAMU
AnAa 3HWXEHHA PESUCTEHTHOCTI FPAMHEFATUBHUX LUTAMIB 3A OCOJIOOYEHKO

(57) Pedpepar:

Croci® opepaHHA KOMMO3ULUii KBEPLETUHY 3 aHTMOaKTepianbHMMK npenapaTamv Anst 3HWKEHHS
PEe3NCTEHTHOCTI rpamHeraTMBHMX wWTamiB 3a Oconog4veHko, 3a skuM b6epyTb HaBaxku, r: 0,30 -
ksepueTuHy, Ta 0,44 - pokcuumkniny, 0,47 - rentamiumny, 0,75 - knaputpomiuymHy, 0,75 -
asutpomiumHy, 0,32 - xnopamdenikony, 0,22 - opHigasony, 0,48 - uedenumy, 0,44 - MepoONeHeHy,
0,30 - dniykoHasony, 0,37 — nesodnokcaumHy. NepeHocaTe HaBaxku y MipHy konby o6'emom 50,00
M, PO3YMHAIOTBL Y BOAi OYMLLEHINA, 0OBOAATE OO MITKM TUM CaMUM PO3YMHHUKOM, roTytoTb 0,01 M
PO34MH Yy MOMSAPHOMY CMiBBIOHOLLEHHI KBepUEeTUHY Ta aHTubakTepianbHOro npenaparty sk 1:1.

UA 162959 U



UA 162959 U



10

15

20

25

30

35

40

45

50

55

UA 162959 U

KopucHa mopenb HanexuTb [0 dapmauii Ta MeauumHu i Moxe OyTu BMKOpUCTaHa npu
KOMMMEKCHOMY MiKyBaHHI iH(peKUinHNX 3aXBOPIOBaHb.

BopoTbba 3 iHheKuisMM NPOOOBXKYE 3anuLiaTCa OOHUM i3 NPIOPUTETHUX 3adad y ranysi bionorii
Ta OXOPOHM 300POB'A B YCbOMY CBITi, i aHTUbakTepianbHi npenapatu, sKi Ha CbOroAHi CKragalTb OOHY
3 HanbinNbLL YncenbHUX rPyn NikapcbkMx 3acobiB, NocigalTb NPOBIAHI No3uuil y uin 6opoTebi [1]. Ha
CbOroHi aHTUMIKpOBHa PEe3NCTEHTHICTb € NpoBnemol HOMep OAUH Yy BCbOMY CBITi. OQiliHO He
onybnikoBaHO CTaTUCTUYHUX AaHWX LWOAO PEe3UCTEHTHUX LwWTaMiB Gaktepin, aki 6ynu BuaineHi 3
OoroBunx MopaHeHb Mig Yac MOTOYHOro KOHMNIKTY B YkpaiHi. OgHak y nepiog 3 2014 no 2020 poku
cTaTuCTMKa MokKasana, WO piBeHb BUSIBNIEHHS MYNbTMPE3NCTEHTHUMX wwTamiB GakTepii y 6GoroBux
NMopaHeHHsX OyB 3HAYHO BULLMM, HiXX Y UMBINbHMX NikapHsx [2]. Kpim Toro, 3a ocTaHHIMM AaHuMu
BUSIBIIEHO, WO, Pseudomonas aeruginosa, Enterobacter cloacae, Acinetobacter baumannii, Klebsiella
pneumoniae € AOMiHYUUMU cepef YCixX BuaineHux 30yaHukis. Cepep ycix rpamHeraTuBHuUx bGakrepin,
71,3 % 6ynu pe3ncTeHTHMMM OO0 aHTMBioTUKa kapbaneHeMy, SKUM € OCTaHHbOM "MiHielo 3axucty”
NpoTU PE3UCTEHTHUX WTamis [3].

Y 6epesHi 2022 poky €BpONENCbKMIA LIEHTP NPOMINakTUKM Ta KOHTPOMO 3aXBOPOBaHb NOBIAOMMB,
O YyKpaiHCbKi OiXKeHUi 3 TpaBMaTUYHMMW paHaMu MOXYTb MaTu Pe3MCTEeHTHI wrtamm Pseudomonas
aeruginosa, Enterobacter cloacae, Acinetobacter baumannii, Klebsiella pneumoniae Hagas
pekomMeHAaUil WoAo BUAINEHHS i30MNATIB Ta NPOBEAEHHS CKPUHIHIOBMX OOCnigxXeHb [4]. Y Himeubkin
KniHiyi y ®paHkdypTi-Ha-ManHi cniBpobiTHUKM NOBiZOMWUAM NPO MiKyBaHHA TpaBMaTU4HUX paH y 103
yKpaiHCbKMX nauieHTiB y nepiog 3 6epes3Hs no yepBeHb 2022 poky. Cepepn ycix rocnitaniaoBaHux
nauieHTiB y 17 % 6ynu pe3ncTeHTHi rpaMHeraTuBHi WwWtamun 6aktepin [5]. Takum YnHOM, y CBITHI gAaHWX
Nnpo LWBWOKE MOLUMPEHHS PE3UCTEHTHUX LWTaMmiB OakTepii HeoOXigHMIM NOoWyK HOBMX chnocobis
NiABULLEHHA YYTNMBOCTI PE3UCTEHTHUX rpamHeratMBHuX wWramiB: Pseudomonas aeruginosa,
Enterobacter cloacae, Acinetobacter baumannii, Klebsiella pneumoniae.

KeepuetunH (3,3,4,5,7-neHTarigpokcudpnaBoH) - OAWH i3  LUMPOKO MOLUMPEHUX BTOPUHHUX
meTabonitis y uapcTtBi pocnuH. KBepueTuH HanexuTb [0 rpynn naBoHOMIB | BBaXKaeTbCH
(PEHOMNMBLHOIO CMONYKOH, WO 3YCTpiYaeTbCA Yy BENWKiA KinbKOCTi B npupoAi. KeepueTuH 3assudan
NPUCYTHIW Yy BUMAAi rMiko3ugis, Tob6TO BiH 3HAXOAWUTLCHA KOH'IOrOBaHWM i3 3anuKamu LYyKpy.
MexaHiam npoTUMIKPOGHOI Aii KBEpLUETUHY Ha CbOroHiWHIA AeHb A0 KiHUs He BuBYeHun. OgHak
OCTaHHi AOCNIMKEHHS Nokasanu, WO KBepLeTUH MOXe pynHyBaTn bakTepianbHy MeMBpaHy, BnnvBaTu
Ha BHYTPILIHbOKMITUHHI MPOLIECN CUHTE3Y HeobxiaHux OinkiB Ta NpurHiyye ne3okcupunboHyKneiHoBy
kucnoty-ripasy (OHK-ripasy) [6].

OCHOBHOIO MPUYMHOK PE3NCTEHTHOCTI OakTepii nonsrae B MyTauisax, SKi 3MiHIOOTb 4ito
aHTMOIOTMKa 3a JOMOMOrOK OOHOrO 3 TaKMX MEXaHi3MiB:

- Moaudikauii aHTUMIKPOOHOT MiLLIeHi (3HWKEHHS CNOpIgHEHOCTI 4o NpenaparTy);

- 3HWXKEHHS MOrNUHAHHA NPOTUMIKPOOHMX Npenaparis;

- aKTMBaLis MexaHi3MiB BiTOKY BuaaneHHs aHTUbIioTuka;

- rnoBanbHi 3MiHW Yy BaXXNnBUX MeTabonivyHmX wnsaxax.

Hanbnwmkumx aHanorie He 6yno 3HangeHo.

B ocHoBy kOpucHOi Mogeni nocTaBfeHO 3adayy OAepXKaHHS KOMMO3uuii KBepueTuHy 3
aHTubakTepiansHUMM NpenapaTtamm Onsi 3HMKEHHSA PE3UCTEHTHOCTI LUTaMiB rpaMHEraTuBHMX, a caMme:
Pseudomonas aeruginosa, Enterobacter cloacae, Acinetobacter baumannii, Klebsiella pneumoniae.

MoctaBneHa 3agaya BUpIWYETbCA B CNOCOOi  ofdepaHHA  KOMMo3wuii  KBepUEeTUHy 3
OOKCULIMKIIHOM,  reHTaMULUWHOM,  KNapuTPOMULMHOM,  a3UTPOMULIMHOM,  XNOpaM@EHUKOIOM,
OpHigasonom, uedenMmomMm, MeponeHeHoM, dNYKOHA30MoM, NeBOMNOKCALUNHOM [ANS  3HUWXKEHHS
pesncTeHTHOCTI wTamiB Pseudomonas aeruginosa, Enterobacter cloacae, Acinetobacter baumannii,
Klebsiella pneumoniae, 3a skum 6epyTb HaBaxku, r: 0,30 - kBepueTuHy, Ta 0,44 - gokcuumknivy, 0,47 -
reHtamiunHy, 0,75 - knaputpomiuuHy, 0,75 - asuTpomiumHy, 0,32 - xnopamdenikony, 0,22 -
opHigasony, 0,48 - uedenumy, 0,44 - meponeHeHy, 0,30 - dnykoHasony, 0,37 - neBodnokcaumHy,
NepeHoCHATb HaBaXKn Yy MipHy konby o6'emom 50,00 MmN, pO34MHSAIOTL Y BOAI OYMLLEHIN, 4OBOAATE A0
MITKM TUM CaMUM PO3YMHHUKOM, roTyoTb 0,01 M po3dnH y MONApHOMY CriBBIAHOLLEHHI KBEPLETUHY Ta
aHTnbakTepiansHOro npenapaty gk 1:1.

3aranom MOXHa BUGIMMTU LWICTb OCHOBHUX (DEPMEHTHUX CTPYKTYP, SKi € TONOBHUMWU AnS
rpamMHeraTMBHUX pe3nCTEHTHUMX LWTamiB Pseudomonas aeruginosa, Enterobacter cloacae,
Acinetobacter baumannii, Klebsiella pneumoniae ue OHK-ripasa, agurigpodonatpeaykrasa (O ®OP),
JeaueTunasa, auun-romocepuHannaktoHcuHTasa (AHS) Lasl, auun-romocepvHannakTOHCUHTas3a
(AHS) Rhl, puryaninatumknasa. OHK-ripasa Bignoeigae 3a pennikaudito knituHu 6aktepii, AP
BaXnvBa 3a AN1A YTBOPEHHSA hOMieBOi KUCNOTU, AealeTvunasa - Bianosigae 3a yTBOPEHHA MeMbpaHu,
AHS Lasl Ta AHS Rhl - doepmeHTH, SKi KIMIOYOBUMW Y BUNAJKY YTBOPEHHS BionniBku, a, B CBOK Yepry,
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avryaHinatuuknasa - iHribye npouec KniTMHHOI agresii Gaktepii. [ns NOBHOro MpUrHiYeHHs
pPe3NCTEHTHMX LWTamiB BakTepii NoTpibHO iHribyBaTn yci nepepaxoBaHi hepMeHTH.

KopucHa mogenb inocTpyeTbes npuknagamu:

Mpuknag 1

Ona TeopeTu4HOI oOuiHkM aHTUBaKTepianbHOI aKTUBHOCTI KBEPLETUHY Ta OOKCULMKAIHY,
reHTamiuuHy, KnaputpoMiuuHy, asuTpOMIUuHy, XxropamdeHukony, OpHigasony, uedenumy,
MeponeHeHy, driykoHasony, nesodrokcauuHy 6yno BMKOPUCTAHO METOA MOMEKYNsipHOro AOKIHTY.
[na npoBedeHHs LUbOro AocnimpKkeHHs 6yno BUKOPUCTaHO KoMM'toTepHy nporpamy Autodock 4.2 MGL
Tools. Onsi gocnimkeHHs aHTMOakTepianbHOI aKTMBHOCTI MPOTU FpaMHeraTuBHMX LWTaMiB Oyno
BnbpaHo cdepmenTtu: [OHK-ripasa (PDB ID: 1kij), AF®P (PDB ID: 1rx3), geauetunasa (yTBOPEHHS
membpanu) (PDB ID: 3uhm), AHS Lasl (PDB ID: 1R0O5), AHS Rhl (1KZF), guryaninatuuknasa
(3BRE) paHi cTpykTypmn chepMeHTiB Oynu B3aTi 3 GaHky gaHux Oinka (BAB) [7]. 3a gonomoroto
Computed Atlas for Surface Topography of Proteins [8] 6ynv BU3Ha4eHi aMiHOKMCNOTK B aKTUBHOMY
LeHTpi hepmeHTy, BignoBigHi 3a Moro iHribyBaHHA. [na gocnigkeHHs 6yno B3SATO AOKCULMKAIH
(CID_54671203), reHtamiuyunn (CID_3467), knaputpomiumH (CID_84029), asutpomiuuH (CID_447043),
xnopamdpeHukon (CID_5959), opHigason (CID_28061), uedenum (CID_5479537), meponeHeH
(CID_441130), (CID_44144393), dnykoHason (CID_3365), nesodnokcauuH (CID_149096) Ta
ksepueTuH (CID_5280343), 3D-cTpykTypa gaHux cnonyk 6ynu B3aTi 3 PubChem [9]. Komn'toTepHoto
nporpamoto Autodock 4.2 MGL Tools 6yna BukopuctaHa Ana ontumisauii CTpyKTypyn hepMeHTIB
LUNSXOM BUOaneHHs BOAMW, 3alMBUX aTOMIB, i JogaBaHHA BoAHeBMX rpyn. MMoTim AutoGrid BusHaumno
HaTMBHE pO3TallyBaHHA niraHdy ANs 3B'A3yBaHHA 3 aKTMBHWM LEHTPOM (OEPMEHTY LUMSAXOM
po3TallyBaHHA koopAauHaTh citku (X, Y i Z). 3B'a3yBaHHA niraHay 3 EpPMEHTOM NPOBOAUNN LUMSIXOM
perynoBaHHsA napameTpiB reHeTnyHoro anroputmy (A), BukopuctoBytoun 10 3anyckiB kpuTepiis A.
Onsi ouiHKN edEKTUBHOCTI PiBHA 3B'A3yBaHHA Oynn BMKOpUCTaHi HacTynHi nokasuukn E (EHepris
3B'A3Ky, kkan/monb) i IC50, (koHUeHTpaLis peyoBuHU, ska iHridye 50 % depmeHTy, MMOnb). Y BUNaaky
nokasHuka E, yam mMeHLwe 3HayeHHs, TUM Kpalle 3B'A30K MK fniraHaoM i dpepmeHToM. [na po3ymiHHS
PiBHS CENeKTUBHOCTI iHribyBaHHS OOCRiAXYBaHWX PEYOBMH OO0 aKTMBHMX LEHTpiB BakrepianbHux
depMeHTiB MM 3acTocyBanu Taky knacudikauito cenektusHocTi [11]: 1C50<0,001 MM (Bucoka
cenektusHicTb); 0,05>1C50>0,01 (cepeaHbocenekTuBHui); 1C50>0,05 MM (HM3bKka CeneKkTUBHICTb)
[10].

Mpuknag 2

BuByanu aHTUMIiKpOOHY aKTUBHICTb MeToAoM Andysii B arap BiAHOCHO HAaCTYMHUX PE3UCTEHTHUX
wTtamiB: Pseudomonas aeruginosa 18, Enterobacter cloacea 17, Klebsiella pneumoniae 18,
Acinetobacter baunanii 150. [30naTKM 3 KnMiHIYHKMX 3paskiB, BKMAYal4M acnipaT Tpaxei Ta
OpoHkoanbBeonApHUIA NaBax, bynu HagaHi [HcTMTYyTOM MikpoGionorii Ta iMyHonorii iMeHi MeyHrkoBa
HAMH Ykpainn, XapkiB. Yci wTtammu 36epiraioTe Ta npunmatoTb 3aBigyBadem Myseto coptiB - O.I.
Mepetatko. Pseudomonas aeruginosa 18, Klebsiella pneumoniae 18, Enterobacter cloaceae 17,
Acinetobacter baunanii 150 6ynu npunHaTti 01 nuctonaga 2022 poky.

MeTtog paudpysii npenapaty B arap nposogunu "konogassiMmu'. BusHauyeHHs aKTUBHOCTI
aHTubakTepianbHUX npenapaTiB MPOBOAUNM Ha [BOX LWapax LWiNbHOr0 MOXWBHOMO CepeaoBumLla,
po3nMToro B Yawku lMeTpi. Y HUKHBbOMY LWapi BukopucTanu "ronogHi" He 3acisHi cepegosuwa (arap-
arap, Boau, coni). HwxHin wap € nigknagkoto 3 10 mn "ronogHoro arapy", Ha siKy CTporo
ropu3oHTaNbHO BCTAHOBMNIOKTL 3-6 TOHKOCTIHHMX UMNIHAPW 3 HepXKaBiloyol cTani giamMeTpom 8 MM i
3aBBuWKkM 10 mM. HaBkono uuniHApiB 3anuBaloTb BEPXHIA LWap, WO CKIagaeTbCs 3 MOXMBHOIO
arapusoBaHoOro cepefosulia, posnnasneHoro i oxonomxeHoro Ao 40 °C, y dke BHOCUNW BianoBigHUN
cTaHgapT 0oboBOI KynbTypu TecT-wTamiB. 3asganerigb, BEpxHi wap gobpe nepemiyBaBcst [0
YTBOPEHHS ogHopigHOT Macw. Micns 3acTuraHHsa LMniHapWY CTEPUNbHUM NIHLETOM BUTAranu i B NyHKN,
Wo yTBOpPMAMCS, Nomiwanu BunpoboByBaHi npenapatn. O6'em cepegoBulla AN BEPXHbOrO LIapy
konueascs Big 14 go 16 mn. Yawku nigcywysanun 30-40 xB npu KiMHaTHIW TemnepaTypi i cTaBunu B
TepmocTat Ha 18-24 roguH.

Mpu ouiHUi aHTUMIKPOOHUX Ta nNPOTMIrPUOKOBMX BrACTUMBOCTEN MpenapaTiB 3acTOCOBYyBanu
HaCTYMHi KpUTepii:

- BIOCYTHICTb 30H 3aTPVMKM POCTY LUTaMIiB HaBKOSO FMYHKM, @ TaKOX 30HW 3aTpuMkuM o 10 mMm
BKa3ye Ha Te, WO LWTAaMWU € He YyTIMBUMU [O BHECEHOr0 B IYHKY [OCHiXyBaHOro npenapary
MicLieBOi Aii;

- 30HU 3aTpUMKK pocTy AiameTpom 10-15 MM BKasyloTb Ha Many YyTnuBICTb LWITaMIiB 40 Npenaparty
MicLieBOi Aii;

- 30HM 3aTpUMKK pocTy AiameTpom 15-25 MM pO3UiHIOITb, K MNOKA3HWK YyTNMBOCTI LWTaMiB OO0
npenapaTy MicLeBoi aii;
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- 30HU 3aTPUMKMK POCTY, AiaMeTp AKMX nepesuLLye 25 MM, CBIAYUTb NPO BUCOKY YYTSIMBICTb LUTaMIB
00 npenapary micueBoi Ail.

[Ona oTpumaHHA [OCTOBIPHUX [AaHWX ANnd  34iINCHEHHS BUCHOBKY BIiAHOCHO €MEeKTUBHOCTI
npenapaTiB 6yno 3pobneHo Tpy He3anexHmx BUNpoboBYBaHHA (4YMCNO MOBTOPIB AocnigkeHb). OaHi
BUNpoOyBaHb aHTMBaKTepianbHOI aKTUBHOCTI BUKNaaeHi y Tabnuui 7.

Mpuknag 3

B3aatu HaBaxky 0,30 r kBepuetuHy Ta 0,44 r pokcuuuknivy, 0,47 r reHtamiumHy, 0,75
KnaputpomiumHy, 0,75 r asutpomiunHy, 0,32 r xnopamdetikony, 0,22 r opHigasony, 0,48 r uegenumy,
0,44 r meponeHeHy, 0,30 r cpnykoHasony, 0,37 r neBonokcaumHy, NEPEHEeCTNn KOXHY HaBaXKy Yy
MipHY Kkonby o6'emom 50,00 MmN, pO34YMHWUTM Yy BOAI OuMLLEHOI abo y BOAHO-CMMPTOBOMY PO3YUHI,
AOBECTM A0 MITKM TMM CcaMUM pPO3YMHHMKOM, npurotyBatm 0,01 M posynHy y MOMAsSipHOMY
CniBBIAHOLIEHHI KBEPLETUHY Ta aHTMbakTepianbHoro npenapaty sk 1:1.

Tabnuuga 1
PesynbTatv MoOnekynapHOro OOKIHIY KBepLEeTUMHY Ta aHTubakTepiansHUX npenaparis 3i CTPYKTYPOLo
OHK-ripasu
OHK-ripasa
Ne Nirang AGbinda Kip . .
PiBeHb ceNeKTMBHOCTI
(kkan/monb) (MMOnb)
1. KnaputpomiunH -11,59 0,00000001087 BurcokocenekTMBHUN
2. [okcnumkniH -11,59 0,0000000032 BucokocenektnBHum
3. A3NTPOMILUH -10,29 0,00000061435 BucokocenektnBHum
4. JleBohbnokcaumH -8.69 0,00042853 BucokocenektnBHum
5. Ledennm -8,27 0,00086 BurcokocenekTMBHUN
6. dnykoHason -7,61 0,00266 CepeaHboCcenekTMBHUN
7. MeponeHem -7,13 0,00589 CepeaHboCcenekTMBHUN
8. XnopamdeHikon -6,38 0,02114 CepeaHboCcenekTMBHUN
9. OpHigason -5.07 0,19214 Hu3bkocenekTuBHUIN
10. KeepueTtnH -5,00 0,22 Hu3bkocenekTuBHUIN
11. ["eHTaMiUuH -4,08 1,03 Hwu3bkocenekTuBHUIN

MpumiTka: a - eHepris BiNbHOro 3B'A3Ky; b - KOHCTaHTa iHribyBaHHs, IC50, MmMonb

Tabnuuga 2
Pe3ynbTatv MOneKynspHoOro JOKiHry KBepLeTUHy Ta aHTMbaKTepianbHUX NpenapariB 3i CTPYKTYPOto
arop
aropP
Ne NiraHp AGbind2 Kib . .
PiBeHb CenekTuBHOCTI
(kkan/monb) (Mmonb)
1. KnaputpomiuuH -16,78 0,000000000504 BucokocenektmBHum
2. A3NTpoMILUUH -14,50 0,00000002336 BucokocenektmBHum
3. JokcnumKniH -11,59 0,00000319 BucokocenektmBHum
4. dnykoHason -9,08 0,00022169 BucokocenekTnBHumM
5. JleBocbnokcaumH -8,98 0,00026376 BucokocenektuBHum
6. Ledhenum -8,37 0,00072803 BucokocenekTMBHUN
7. XrnopamdeHikon -7,97 0,00143 CepeaHboCenekTMBHUN
8. MeponeHem -7,65 0,00249 CepegHbOCeneKkTMBHUN
0. "eHTamiuunH -6,78 0,01073 CepeaHboCenekTMBHUN
10. KBepueTtuH -6,32 0,02329 CepeaHboCenekTMBHUN
11. OpHigason -4,95 0,23625 HwuabKkocenekTMBHUN

MpumiTka: a - eHepris BiNbHOrO 3B'A3Ky; b - KOHCTaHTa iHribyBaHHs, IC50, Mmonb
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Tabnuusa 3

PesynbTtatv MonekynapHOro JOKIHIY KBEPLETUH Ta aHTMbakTepianbHMX npenaparisB 3i CTPYKTYpOto

JeauleTtnnasoro
[eaueTtnnasa
Ne Tlirakp AGbind Kib(Mmonb) PiBeHb CeneKTMBHOCTI
(kkan/monb)
1. A3nTpoMiluH -14,04 0,000000051 BucokocenekTmeHUn
2. KnaputpomuumH -13,98 0,000000057 BucokocenekTmBHUN
3. Jokcnumkniy -11,03 0,00000816 BucokocenekTnBHum
4. Uedennm -8,77 0,00037448 BucokocenekTmBHUN
5. JleBodbnokcaumH -8,34 0,00077565 BucokocenekTmBHUN
6. eHTaMiuuH -7,45 0,00346 CepegHboCeneKkTUBHUN
7. dnykoHason -7,44 0,00353 CepegHbOoCeneKkTUBHUM
8. XnopamdeHikon -7,19 0,00536 CepegHboCeneKkTUBHUN
0. MeponeHem -6,37 0,01163 CepeaHbOCeneKkTMBHUM
10. KsepueTuH -5,81 0,05541 Hu3bkocenekTuBHUim
11. OpHigason -5.32 0,12638 Hu3bkocenekTuBHUim

MpumiTKa: a - eHepris BiNlbHOro 3B'A3KY; b - KOHCTaHTa iHribyBaHHs1, IC50, MMonb

Tabnuusa 4
Pe3ynbTatv MONeKynsipHOro AOKIHry KBepLEeTUHY Ta aHTMbaKTepianbHMX NpenapariB 3i CTPYKTYPOto
AHS Lasl
AHS Lasl
Ne Tlirann AGbinds Ki°PMMorb) PiBeHb cenekTUBHOCTI
(kkan/mornb)

1. XnopamdeHikon -10.76 0,00001304 BucokocenekTneHum
2. dnykoHason -8,12 0,00111 BucokocenektnBHum
3. KeepueTuH -6,70 0,01223 CepeaHbOCEeneKkTMBHUN
4. OpHigason -5,83 0,05331 Hn3bKOCENEKTMBHMI
5. [okcmumkniH -4,99 0,22146 HusbkocenekTuBHUN
6. JleBohbnokcaumH -4,11 0,97221 HunsbkocenekTneHUin
7. MeponeHem -3,90 1,40 HusbkocenekTuBHUN
8. FeHTamiuunH O | HeaktusBHun
0. KnaputpomiunH l ] HeakTnBHun
10. A3NTPOMILUH [l [l HeakTtuBHUM
11. Llecbenum O ] HeakTnBHUN

MpumiTka: a - eHeprisi BiNbHOro 3B'A3Ky; b - KOHCTaHTa iHribyBaHHs, IC50, MmMonb
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Tabnuusa 5

Pe3ynbTaTi MONeKynsipHOro AOKIHIY KBepLEeTUHY Ta aHTuGakTepianbHUX npenaparTiB 3i CTPYKTYpoio

AHS RhI
AHS RhI

Ne Jlirang AGbinda KiP : .

PiBeHb CENEKTUBHOCTI

(kkan/mornb) (MMOnb)

1. KnaputpomiunH -18,54 0,0000000000253 BuncokocenekTMBHUN
2. JokcnumkniH -10,99 0,00000881 BucokocenektmBHum
3. A3nTpoMiuuH -10,16 0,00003572 BucokocenektnBHum
4. dnykoHason -8,35 0,00075818 BucokocenekTneHum
5. JleBoghnokcauuH -6,62 0,01408 CepeaHboCenekTMBHMN
6. KsepueTtuH -6,20 0,02877 CepeaHboCenekTMBHMN
7. XnopamdeHikon -5,88 0,04912 CepeaHboCcenekTMBHMN
8. OpHigason -5,20 0,15405 Hn3bKOCENEKTMBHUI
0. Llecbenum -5,05 0,19772 Hn3bKOCENEKTMBHMI
10. MeponeHem -4,80 0,30528 Hn3bKOCENEKTMBHMI
11. eHTamiunH | [l HeakTtnBHMI

MpumiTKa: a - eHepris BiflbHOro 3B'A3Ky; b - KOHCTaHTa iHribyBaHHs1, IC50, MMonb
Tabnuusa 6

Pe3ynbTatv MONeKynspHOro JOKiHry KBepLUeTUHy Ta aHTMbakTepianbHMX npenaparis 3i CTPYKTYpOIo
OuryaHinaTumknasor

Ovryaninatuuknasa
Ne JliraHg AGbind2 Kib . .
PiBeHb CenekTuBHOCTI
(kkan/monb) (Mmonb)
1. [okcmumkniH -9,14 0,00019913 BucokocenektmBHum
2. KnaputpomiunH -8,03 0,00131 CepeaHboCenekTUBHUN
3. XnopamdeHikon -6,59 0,01488 CepeaHboCcenekTMBHUN
4. dnykoHason -6,45 0,01867 CepeaHboCcenekTMBHUN
5. MeponeHem -6,35 0,02203 CepeaHbOCEeneKkTMBHUN
6. JleBohbnokcaumH -5,32 0,12516 HunsbkocenekTneHmm
7. KBepueTtuH -4,73 0,3420 HusbkocenekTuBHUI
8. OpHigason -4,72 0,34569 Hn3bKOCENEKTMBHMI
9. "eHTamiuunH -4,49 0,51373 HusbkocenekTuBHUN
10. Ledenum -4,40 0,593 HunsbkocenekTneHmi
11. A3nTpomiuuH -2,79 8,97 HusbkocenekTuBHUN

MpumiTtka: a - eHepris BiNbHOrO 3B'A3Ky; b - KOHCTaHTa iHribyBaHHs, IC50, Mmonb
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Tabnuua 7

CxemaTu4yHe noain KBepLeTuHy Ta aHTubakTepiansHMX NpenapariB Ha ABi kaTeropil

OHK-
ripasa

AHS
Lasl

AHS
Rhl

=z
10

Pe4yoBunHa OreoP | Oeauetmnasa OuryaHinaTuyuknasoto

KeepueTtuH
["eHTamiyuH
JoKcuumKknin
KnaputpomiumH
A3NTPOMILMH
XnopamdeHikon
OpHigason
Lledbenum
MeponeHem
JleBodhnokcauuH
PnykoHason

O
O
v

OO N[O~ W[N]F
i mIE: AN ANANINIE:S

S SANESANIRIEIRNANAN(NIIN
NENE SN NI I RNRNRNEE
AN AN =IE I RNENENEN N
OO0 «|Og|ao|d|+
#O| |O0O#*|O

==
=|©
\

MpumiTka: v'- BUCOKMI piBEHb CEMNEKTUBHOCTI; # - cepenHii piBeHb CENEeKTUBHOCTI; -HU3bKuiA abo
HEaKTVBHWUI PiBEHb CENEKTUBHOCTI.

Tabnuusa 8
HiameTp iHribyBaHHSA (MM), OTpUMaHWIA B pe3ynbTaTi CKPUHIHIY aHTUMIKpOOHOro edbekTy npoTu

pe3ncTeHTHMX WTamiB P. aeruginosa, E. cloacea, A. baumannii, K. pneumoniae 3a gonomorot metoay
Andoysii B arapi 3 KBepLETUHOM i aHTUbakTepianbHMX npenapariB (X+SD)

5

[iameTp 3aTpMMKM pocTy

. N KoHueHTpauis, A. . K.
HocnigxysaHui 3pasok .. | P.aeruginosa| E. cloacea .
MMOJTb baumannii 18 17 pneumoniae
150 18

KBepueTuH 0,003 12,0 12,0+0,3 14,0+0,3 12,0+0,3
"eHTamiuunH 0,003 Pict Pict 17,0+£0,3 17,5+0,3
KBepueTuH+leHTamiumH 0,003+0,003 | 20,0+0,3 21,0+0,3 24,0+0,3 21,0+0,3
[okcnumkniy 0,003 15,0+0,3 Pict 16,0+0,3 17,0+0,3
KBepueTnH+OoKCMUMKNIH 0,003+0,003 21,0+0,3 20,0+0,3 22,0+0,2 21,0+0,3
KnaputpomiunH 0,003 Pict Pict Pict Pict

KeepueTtnH+KnaputpomiumH | 0,003+0,003 | 24,0+0,3 22,0+0,3 23,0+0,3 22,0+0,3
A3NTPOMILUH 0,003 Pict Pict Pict Pict

KBepueTnH+A3NTPOMILWH 0,003+0,003 | 23,0+0,3 24,0+0,2 25,0+0,2 25,0+0,3
XnopamdeHikon 0,003 Pict 12,5+0,2 19,5+0,2 Pict

KeepueTtnH+XnopamdceHrikon| 0,003+0,003 | 24,0+0,2 24,0+0,3 23,0+0,2 23,0+0,3
OpHigason 0,003 Pict Pict Pict 10,040,2
KeepuetnH+OpHigason 0,003+0,003 | 23,0+0,2 24,0+0,3 25,0+0,2 25,0+0,3
Lledennm 0,003 Pict Pict Pict Pict

KeepueTtnH+Liedennm 0,003+0,003 | 14,0+0,3 14,0+0,2 17,0+0,3 16,0+0,2
MeponeHem 0,003 Pict Pict Pict 16,0+0,2
KBepueTnH+ MeponeHem 0,003+0,003 | 26,0+0,3 25,0+0,2 25,0+0,2 26,0£0,3
JleBocpnokcaumH 0,003 Pict Pict 23,50,2 20,5+0,2
KeepueTtuH+JleBocpnokcaumH| 0,003+0,003 | 28,0+0,2 27,0+0,3 25,0+0,2 28,0£0,2
dnykoHason 0,003 Pict Pict Pict 13,540,2
KeepueTnH+®nykoHason 0,003+0,003 | 26,0+0,2 26,0+0,2 25,0+0,2 27,010,3

3a pesynbrataMmy OOCHIMKEHHAMU OTPpUMaHMMK y Tabnudi 1, 2, 3, 4, 5, 6 6yno BCTaHOBMEHO, WO
KBEPLUETUH € CepeaHboCcenekTMBHUM iHriditopom AM®P, AHS Lasl, AHS Rhl, Y Tabnuui 7
BigoOparkeHO cxemMaTW4YHWUIA MOoAiN KBepLEeTUHy Ta aHTMbakTepianbHUX npenapariB Ha Tpu KaTeropii:
nepLla kaTeropis - ue iHribitopu, siki € BUCOKOCENEKTUBHUMUN, Apyra KaTeropis - ue iHribitopu, gki €
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cepegHbOCEeNeKTUBHMMI, Ta TpeTa KaTeropis - HM3bKocenekTMBHUMW. BignosigHo, 40 gaHoi cxemu
MOXHa 3pobUTU BUCHOBOK, WO He iCHYE igeanbHOro aHtubakTepianbHOro npenaparty. B gaHomy
BMNagKy kBepueTuH € iHribitopom no mexaHiamy AHS Lasl i AHS Rhl (mexaHiamu, ki BignosigatoTb 3a
YyTBOpPeHHs 6ionniBku), npu uUbOMYy aHTubakTepianbHi 3acobu € Hu3bKoCcenekTBHUMKN abo
HeaKTMBHUMU iHriBiTopamu.

Y T1abnuui 8 nokaszaHo pe3ynbTaTu aHTUbakTepianbHOi Aii KBepueTuHy, aHTubakTepianbHUX
npenapaTiB Ta koMOGiHauii KkBepueTuHy Ta aHTuMbakTepianbHMX npenapaTtiB y MOMNAPHOMY
cnisBigHoweHHi 1:1. Pe3ynbTaTi [JOCNIMAXKEHHA NoKasanu, WO KBEPUETUH MpUrHidye pict
PE3NCTEHTHMX LWITaMiB OakTepin. ¥ CBOK 4epry, npu KombiHauii KBepUEeTUHY i aHTubakTepianbHMX
npenapatiB Oyno noka3aHO 3HATTA PE3UCTEHTHOCTI Ta nNigBuWeEHHs aHTubakTepianbHMX
BNacTUBOCTEN. Takox, Oyno BCTAHOBIEHO, WO HaBiTb (briykoHa3on y kombiHauii 3 KBepueTUHOM
noyaB aKTUBHO MPUrHiYyBaTN PE3NCTEHTHI LUTaMM.

BctaHoBneHo, WO KoMOiHauUis KBepuUeTMHY Ta aHTubakTepianbHOi Aii 'y MOonsipHOMY
cnisBigHoOLWeEHHI 1:1 € onTUManbHUM.

Takum 4mHOM, npu KomGiHaUii 4BOX PEeYOBUH, SKi MalOTb Pi3Hi MexaHiamu Aii, aHTnbakTepianbHa
Jis aHTubakTepianeHUX nNpenapatiB NiaBULLMNACH, TaKOX MpU LbOMY PE3UCTEHTHI LiTamu cTanu
YyTnMBUMK A0 Aii aHTubakTepianbHNX Npenaparis.

3anponoHoBaHW  CMoCiO  odepXxaHHs  KOMMO3wuuil  KBepueTuHy 3  aHTubakTepianbHUMK
npenapaTamMmu Ans 3HWKEHHS Pe3UCTEeHTHOCTI wTamis A. baumannii, P. aeruginosa, E. cloacea i K.
pneumoniae Mae psag CyTTEBUX NepeBar:

1) NpocToTa Ta MOXIMBICTb NPOBEAEHHS Ha CTaHO4ApPTHOMY obnagHaHHI y NPOMKCIIOBUX YMOBaXx
YKpainu;

2) KBEpLUETVH € HETOKCUYHUM, Ha TepuTopii YKpaiHi € cupoBunHa 6a3a AN MOro ofepKaHHs;

3) HasiBHiCTb BUpaxeHoi aHTubakTepianbHOI Aii, ogepXaHoro 3a 3anponoHOBaHUM CNocoboMm;

4) nepcrnekTUBHICTb BUKOPUCTaHHS OaHOi KOMNO3uuii y CTBOPEHHI HOBWX Ta moaudikauii Bxe
BiJOMMX NiKapCbKMX 3acobiB.
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®OPMYNA KOPUCHOI MOLEN!I
Cnoci® opepaHHS KOMMO3WLii KBEPLETUHY 3 aHTMOakTepianbHMMKM npenapatamu Ons 3HWKEHHS

PE3NCTEHTHOCTI rPamMHeraTMBHUX LUITaMIiB, 3a AkMM BepyTb HaBaxku, r: 0,30 - kBepueTuHy, Ta 0,44 -
pokcuumkniny, 0,47 - reHtamiumHy, 0,75 - knaputpomiuuHy, 0,75 - asutpomiumHy, 0,32 -
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xnopamdenikony, 0,22 - opHigasony, 0,48 - uedenumy, 0,44 - meponeHeHny, 0,30 - cpnykoHasony,
0,37 - neBodnokcaunHy, NepeHoCsaTb HaBaxkn y MipHy konby o6'emom 50,00 MmN, po3unHSAIOTL Y BOAi
OuYMLEHIW, OOBOAATE A0 MITKM TUM CaMMM PO3YMHHMKOM, roTyoTb 0,01 M po3umH y monspHomy
CNiBBIAHOLLUEHHI KBEPLUETUHY Ta aHTubakTepianbHoro npenapaty sk 1:1.

Komn'totepHa BepcTka |. CkBopLioBa
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