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KopucHa wmopgenb Hanexmtb [o  XiMiko-chapMaLeBTUYHOI MNPOMUCIIOBOCTI, 30Kpema Ao
iHOMBIAyanbHMX XiMIYHMX CMOMyK, a came 8-OKCuXiHONiHilo 5-6pom-N-peHinaHTpaHinaTie, ki
NposiBNAIOTE NpOoTU3ananbHy Ta aHTUMIKPOOHY aKTMBHICTb.

Y cyyacHin CBITOBIM MeguLUMHI ICHYE BenvKa KiNbKiCTb NiKapCbKMX npenaparTiB, sSKi TUM Yy iHWKM
LUMAXOM BMAIMBAOTh Ha MIKPOOPraHiaMmu, cepef skMx NneBHE MiCue HamneXuTb Crofykam Ha OCHOBI 8-
OKCUXIHOMIHY. Are MoLyK HOBMX MpoTM3anarnbHMX 3acobiB 3anmuvaeTbCs akTyanbHOK npobrnemMoto
Cy4yacHOI MeAMUMHM Yepe3 3HayHy KifbKiCTb MeOUYHWX HacnigkiB, BUKMUKAHWX iHGEKUiNnHUMMN
npouecamu pi3HOT eTionoril.

Bigomuii uinun psg nikapcbkux 3acobiB CUHTETUYHOIO MOXOKEHHS, KOXEH 3 SIKMX Mae CBOH
OOMiHylO4y  Oito:  eTakpuauvHy nakrat (aHTuMikpobHa pgis), HiTpodypan Ta rpiseodynbsiH
(npoturpubkosa Ais), HaTpito AnknodeHak (npotusanansHa Aid) (Mawkosckuin M.[. JlekapcTBeHHbIE
cpeactea. - M.: OO0 "M3paTtensctBo HoBas BonHa", 2005. - 1200 c: nn. - C. 951, 852, 913, 170).

[o HeponikiB 3a3HayeHMX 3acobiB MOXHa BigHECTW, 30KpeMa, HasIBHICTb Yy Ti UM iHWIN Mipi
HeraTMBHOI MOGIYHOI Ail. Y KOMMMEeKCHOMY NikyBaHHI BMHUKAE HEOBXiAHICTb NMpU3HAYEeHHS XBOPOMY
O[HOYaCHO [ekinbka nikapCcbkux 3acobiB 3 MOHOCMPSIMOBaHOK apMaLeBTUYHOW Ai€to, BHACMIOOoK
yoro 3aranbHa nobivyHa gia NigcunoeTbes.

[onoBHMMM Heponikamy BiZOMMX MpenapaTiB € BUCOKA TOKCWUYHICTb (HaTpilo AukrodeHaky) Ta
MOHOCHMPSAMOBAHICTb (hapMakoJIoriyHoI Aii (eTakpuanHy nakrart, HiTpodypan Ta rpisaeodyrnbBiH).

3a npoTtoTun BMGpaHo 8-0KCMXiHOMIHIO 2-xnop-3,5-aAnHiTpobeH3oaT hopmMynu:

X ON coo

2

H Cl
OH N,

KM BUSABMSIE NpPOTM3ananbHy Ta aHTUMIKPOOHY akTMBHICTb (MaTeHT Ha kopucHy Mogenb 58679,
Ykpaina MIK C07[ 215/02, A61K 31/00, A61P 29/00, 3assn. 13.08.2010, ony6n. 26.04.2011, bron.
Ne 8).

B ocHoBy KopuCHOI MoAeni MoCTaBMeHO 3adayy CTBOPEHHS HOBMX XiMIYHMX CMOMyK, LWO
NposiBNAIOTE BUCOKY aHTUMIKPOOHY, MpOTUrpubkoBy Ta npoTu3ananbHy akTUBHICTb MPU HU3bKIN
TOKCUYHOCTI.

[is uboro 3acoby HanpasneHa Ha NpoTu3anarnbHy Ta aHTUMIKPOOHY aKTUBHICTb.

AKTyanbHUM MUTAHHAM 3anULLIAETLCA CTBOPEHHS 3acobiB 3 pO3LIMPEHOD hapMaKkomnoriyHoW Aieto
i BiNbLU HU3BKUM TOKCUYHMM BMSIMBOM.

lMocTtaBneHa 3agava BUPILLYETLCSA LUNAXOM CUHTE3Y HOBUX XiMIYHUX CMOMYK - 8-OKCUXiHOMIHIiO 5-
©pom-N-deHinaHTpaHinaris 3aranbHoi hopMynu:

AN Br COQ”
: H 5
OH H

ae: R=4'-C,Hs (1) abo R=4'-Cl (2),

SIKi BUSIBMISIIOTb @aHTUMIKPOOHY, NPOTUIPUOKOBY Ta NpoTmU3anarnbHy akTUBHICTb.

PeyoBuHW, siki 3a9BNSAOTLCH, YTBOPEHi B3aemogicto 5-6pom-N-(4'-eTokcudpeHin)-aHTpaHinosoi abo
5-6pom-M-(4'-xnopdeHin)-aHTPaHINoBOT KUCINOT 3 8-OKCUMXIHOMIHOM Y aLleTOHOBOMY CEPEeOBMULL.

OTpvmMaHi cnonyku - 6nigo-ciporo Konbopy MNOPOLLKX, MOraHO PO34YMHHI Y rekcaHi, Jobpe pO3YMHHI
y eTaHoni, giokcaHi, AMCO, OM®A. CTtpykTypa crnonyk nigTBepaXeHa 3a LONOMOrol eneMeHTHOro
aHanisy Ta |4-cnekTpockonii.

3anponoHoBaHi CNonykM CyTTEBO MEPEBULLYIOTb 3a 3a3HaYeHVMW BUOAMU aKTUBHOCTI HaTpito
AvknodeHak Ta eTakpuMAMHY nakTaT, KpiM TOro, OMWCaHi CMOSYyKM 3HAYHO MEHLU TOKCUYHI, HiX
npenapaTu NOPIBHSIHHSA Ta CMosyka 3a NPOTOTUMOM.

KopucHa mogenb inocTpyeTbCsa HaCTyNMHUMM MPpUKNagamMu:

Mpuknag 1. Jo 1,45 r (0,01 monb) 8-oKCcMXiHOMiIHY, pO34YMHEHOMY Yy 15 M1 6€3BOOHOMO aueToHY,
pogatotb 3,36 1 (0,01 mornb) 5-6pom-N-(4'-eTOKCMAEHIN)-aHTPaHINOBOI KUCMOTU, PO3YMHEHOT Yy 15 Mn
©e3BogHoro auetoHy. Ocag, Wo Bunae, BigdiNbTPOBYOTh Ta cyllaTb.

OpepxaHo crionyky Ne 1 8-okcuxiHoniHito 5-6pom-N-(4'-eTokcndeHin) aHTpaHinar.

Buxig 4,43 1 (92 %), Tronn. 221-224 °C, M.Mm. 481,35

BpyTTo-chopmyna: CoyH»1BrN,O4



10

15

20

25

30

35

UA 87297 U

PospaxoBaHo: C, % 59,89; H, % 4,40; N, % 5,82

3HaripeHo: C, % 59,87; H, % 4,44; N, % 5,89

IY-cnekTp y KBr, cm™: 3400, 3320,2925,1630, 1598, 1570, 1418, 1238, 705

Mpuknag 2. o 1,45 r (0,01 monb) 8-0OKCMXiHOMiIHY, pO34YMHEHOMY Yy 15 M1 ©6€3BOOHOMO aueToHY,
popatotb 3,27 1 (0,01 monb) 5-6pom-N-(4'-xnopdeHin)-aHTpaHiNoBoi KACNOTW, PO3YMHEHOT y 15 mn
©esBopgHoro aueTtoHy. Ocag, Wo Bunas, BiadinbTPOBYOTL Ta cyLlaTh.

OpepxaHo crionyky Ne 2 8-okcuxiHoniHito 5-6pom-N-(4'-xnopdeHin)aHTpaHinar.

Buxig 4,44 1 (94 %), Tronn. 212-214 °C, M.Mm. 471,74

EpyTTO-CbOpMyJ'Ia: C22ngBrCIN203

PospaxoBaHo: C, % 56,04; H, % 3,42; N, % 5,94

3HarpeHo: C, % 56,09; H, % 3,43; N, % 5,98

IY-cnekTp y KBr, cm™: 3395, 3318, 2938, 1642, 1605, 1572, 1422, 1228, 830, 795

Mpuknag 3. BuB4eHHs aHTUMIKPOBHOI aKTMBHOCTI 3asiBNEHUX CMOMyK NPOBOAMIOCHA 3a METO40M
OBOKpaTHUX CEPINHUX pOo3BefeHb Y PidkMx NoxusBHux cepeposuulax (HasawuH C.U., ®omuHa WN.IM.
PaunoHanbHas aHTubnoTukotepanusa. M: Meguumna, 1982. - C. 40-42).

Anst KyNnbTUBYBaHHA GaKTepin BUKOPUCTOBYBABCHA amiHOMENTWUA, nonepeHbo po3BedeHui y ABa
pasn gucTunboBaHow Boaoto, pH 7,2. MikpobHe HaBaHTa)eHHs1 cknarso 10°-10° MIKpOOHMX Tif B 1 Mn
cepefoBuLLa.

Ona BunpobyBaHHS BUKOpPUCTOBYBanMUcs 8 wWwTamiB MikpoopraHiamiB. TecT-KynbTypu MiKpoOiB
BHOCUNK y Npobipkn 3 aMiHONENTUAOM Y KiNbKOCTi 5 MIH MIKpOOHMX Tin y 1 Mn po3udnHy i gogasanm
PO34YMH AOCHiAXKyBaHOI CMOMyKW, KOHLEHTPaLil0 SKOi MOCTYNOBO 3MEHLLYBanM METOAOM PO3BEAEHHS.
BmicT npoGipok iHkybyBanu y TepmocTtati npotarom 18-20 roguH npu Temnepatypi 37 °C, nicnsa yoro
BidyanbHO BM3Ha4anu MiHiManbHy npurHivytody koHueHTpadito (MIK) cnonykn 3a iHTeHcuBHICTIO abo
BiJICYTHICTIO 3aMyTHEHHSA cepefoBumLla y npobipkax.

PesynbTatm  BM3HA4eHHS  @HTUMIKPOOHOI  aKTMBHOCTI  8-OkcuxiHOMiHilO  5-6pom-N-(4'-
eTokcudeHin)aHTpaHinaty (cnonyka Ne 1), 8-okcuxiHoniHito 5-6pom-N-(4'-xnopdeHin)aHTpaHinarty
(cnonyka Ne 2), eTakpuauHy naktaty Ta CMOMyKM 3a MpOTOTUMNOM (8-OKCWXiHOMiHit 2-xrnop-3,5-
AVHiTpobeH30aT) HaBeaeHi y Tabnuui 1.

Tabnuusa 1

BusHauyeHHsa aHTMMIKpOOHOT akTMBHOCTI cnonyk Ne 1, Ne 2, eTakpuauHy nakraty 1a
CMOnyKuM 3a NpoTOTMNOM

MK (mKkr/mn)

Cnonyka Ltamu mikpoopraHismis *
1 2 3 4 5 6 7 8
Cnonyka Ne 1 0,65 0,65 1,10 1,10 10,0 10,0 5,0 4,8
Cnonyka Ne 2 0,65 0,65 1,05 1,05 10,0 11,5 50 4,3
MpoToTnn 0,75 0,75 1,25 1,25 12,5 12,5 6,0 50
ErakpuauHy 31,2 15,6 31,2 62,5 125 250 125 250
nakrar

* - lUTamn mikpoopraHi3mis:

1-Staphylococcus aureus, wtam ATCC 25923;
2-Bacillus subtilis, wtam ATCC 25922;
3-Echerichia coli, wtam ATCC 7241;
4-Pseudomonas aeruginosa, wram ATCC 27853;
5-Salmonella choleraesuis;

6-Salmonella thyphimurium;

7-Salmonella thyphisuis;

8-Salmonella dublin.

3a paHumm Tabnuui 1, cnonykm Ne 1 Ta Ne 2 aKTMBHIWI eTakpuauHy nakTtaTty BiQHOCHO A0
Staphylococcus aureus y 48,7 pasy, Bacillus subtilis y 24,00 paau, Echerichia coli-28,36-29,71 paasy,
Pseudomonas aeruginosa-56,82-59,52 pasy Ta BigHOCHO A0 MikpoopraHiamie poay Salmonella y 12,5-
58,14 pasy. Cnonykn Ne 1 Ta Ne 2 TakoX MepeBuLLYIOTb 38 aHTUMIKPOBHOT aKTUBHICTIO CMOMYyKYy 3a
NpoTOTMNOM Ta eTakpuAWHy NnakTaT no BigHOWeHH A0 Staphylococcus aureus, Bacillus subtilis,
Echerichia coli, Pseudomonas aeruginosa ta mikpoopraHiamis poay Salmonella.
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Mpuknag Ne 4. BuaHavyeHHA NpOTUrPMOKOBOI akTUBHOCTI MPOBOAMIIOCH 3@ BiAOMOK METOAUKO
(CnpaBOYHMK MO MUKPOBMOMNOrMYECKUM U BUPYCONOrMYECKMM MeTodam mccneposaHusa / og pea.
M.O. Bpurepa, - 3-e usg. nepepab. u gon. - M.: MeguumHa, 1982. - 462 c.).

[OHs  BupollyBaHHA rpubiB  BMKOpUCTOBYBanocb cepegoeuwe Cabypo (pH=6,5-6,7).
HaBaHTaxeHHa cknagano 500-600 penpoayktmBHux Tineup wTamiB Candida albicans a6o
Trichophyton rubrum B 1 mn cepegmoBuwa. [MpoTurpubkoBy A0 OUiHIOBaANM 3a MiHIManbHOK
MikOCTaTM4HO koHUeHTpauieto (MMK), BupaeHo B MKI/mI.

Pe3ynbTtatv BMBYEHHSI NMPOTUrPMOKOBOI aKTUBHOCTI Ta TOKCUYHOCTI 8-OKCMXiHOMIHi0 5-6pom-N-
deHinaHTpaHinaTis (cnonyka Ne 1 Tta Ne 2) y nopiBHsHHI 3 HiTpodypanom Ta rpideodynbBiHOM
HaBedeHi B Tabnuui 2.

Tabnuuga 2

MpoTurpubkoBa aKTUBHICTb Ta TOKCUMYHICTb cnonyk Ne 1, Ne 2 HiTpodypany Ta rpiseodynbBiHy

Cronyka LLtamun rpm6kis, MMK (mkr/mn) DLsgo (BHYTPILIHBO
Candida albicans Trichophyton rubrum 04YepPEBMHO) MI/KT
Cnonyka Ne 1 12,5 12,5 >3700
Cnonyka Ne 2 12,5 12,5 >3700
HiTpodypan 64,0 - 82,5
["piseodynbBiH - 50 -

Ak BMOHO 3a pesynbTaTaMy AOOCNIMKEHHS, HaBegeHUMU y Tabnuui 2, cnonykm Ne 1 Tta Ne 2
iHridytoTb pict Candida albicans y koHueHTpauii y 5,12 pasy MeHWin, Hix HiTpodypan. Takox,
cnonykm Ne 1 T1a Ne 2 nposBnaiTb npoTurpnbkoBun edpekT BigHocHo Trichophyton rubrum y
KOHUeHTpauii 12,5 mkr/mn i nepeBuLLytoTb 3a dieto rpiseodynbiiH y 4 pasu. NpoToTun NpoTUrpubkoBy
gito BigHocHo Candida albicans Ta Trichophyton rubrum He nposiBnse. B pesynbTtaTti eKCnepumeHTy
BCTAHOBMEHO TaKOX, LO 3asiBNEHi CMoNykM € MeHLW TOKCMYHMMM, HiXK HaBedeHi npenapatu
NOPIBHSAHHA.

Mpuknag 5. BuByeHHs npoTusananbHOI aKTUBHOCTI 3asiBMEHUX CMOSyK NPOBOAMINOCHA Ha mogeni
KapareHiHoBoro Habpsiky y gocnigax in vivo 3a HacTynHOW METOAMKOW: HabpsK BM3MBaNu BBELEHHAM
1 % po3umHy kapareHiHy ("Sigma", CLLUA) y o6'emi 0,05 mn cybnnaHTapHoO y niBy 3agHi0 nany Lypa.
HocnigxkyBaHi cnonyku BBOAWUNW nepopansHo y BUrMsAi BOAHO-OMINHOI cycneHsii (po3unHHuk TBUH-
80, guctunboBaHa Boga y nosi OEsy (Akoenesa JI1.B., 3ynaHeu W.A. Vcnonb3oBaHwe mogenu
KappareHMHOBOro oOTeka Yy MbIlen Mpu Moucke MpoTUBOBOCNanuTenbHbix cpeacts // Hen. B
YkpHUUNHTI 07.07.87. - Ne 1908. - Yk. 87). TepanesTudHui ingekc (T1) po3paxysanu BigHOCHO DLg
0o DEsy. CTyniHb npoTusananbHOi akTUBHOCTI i TOKCUYHOCTI AOCRIMKEHMX CMOMyK BU3Ha4danu 3a
kputepismn: DEsgy, DLsg, Tl Ta BigHocHWIA Tl 3a HaTpito guknodeHakoMm.

PesynbTati BUBYEHHSA NpoTU3ananbHOi aKTMBHOCTI Ta TOKCUYHOCTI 8-OKCuXiHOMiHio 5-6pom-N-(4'-
eTokcudeHin)aHTpaHinaty (cnonyka Ne 1), 8-okcuxiHoniHito 5-6pom-N-(4'-xnopdeHin)aHTpaHinarty
(cnonyka Ne 2), HaTpito AguknodeHaky Ta Cnonyks 3a npotoTunom (8-okcuxiHomiHito 2-xnop-3,5-
AVHITpobeH30aT) HaBeaeHi y Tabnuui 3.

Tabnuusa 3

BusHauyeHHs npoTusananbHOT akTUBHOCTI Ta TOKCMYHOCTI cnonyk Ne 1, Ne 2, HaTpito guknodeHaky Ta
CMonyKM 3a NPOTOTMMNOM

Cnonyka DEsg, mr/kr DLgg, Mr/kr Teﬁ_z-':KiT(M;l;MM BI'D'H:V(I:::": J;::KZ?ATPHO
Cnonyka Ne 1 6,4 >3700 578,13 12,85
Cnonyka Ne 2 6,2 >3700 596,77 13,26
MpoToTnn 7,0 3200 457,14 10,16
Hatpito anknodgeHak 8,0 360 45 1

3a gaHnmu Tabnuui 3 cnonykn Ne 1 Ta Ne 2 matoTb BUpaXXeHy nNpoTusanarbHy 4ito Ta 3a LUMPOTOH
TepaneBTUYHOIO eheKTy nepeBunLyoTb HaTpilo anknodgeHak B 12,85-13,26 pasy, a npototun B 1,26-
1,31 pasy.

TakvuMm 4MHOM, 3asiBrieHi 8-okcuxiHomiHilo 5-6pomM-N-(4'-eTokcudpeHin)aHTpaHninart (cnonyka Ne 1)
Ta  8-okcuxiHonmiHito  5-6pom-N-(4'-xnopdbeHin)anTparinar (cnonyka Ne 2)  BUSIBNAIOTHCS
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ManoTOKCUYHUMU CNOMyKaMu, siKi MatoTb BUPaXeHY aHTUMIKPOBOHY, NPOTUrpnBbKOBY Ta NpoTu3anarnbHy
aKTUBHOCTI.

3asiBrieHi CrnonykM MOXYTb 3HANTWU 3aCTOCYBaHHS Y MeOUYHI NpaKTuUi sIK Nikapcbki cyocTaHUii y
cknagi hapmaueBTMYHUX NpenapaTtiB A4 NikyBaHHSA iHGeKUinH1X NpoLeciB pi3HOT eTionorii.

®OPMYIA KOPUCHOI MOJENI

8-OkcuxiHoniHito 5-6pom-N-cbeHinaHTpaHinaTy 3aranbHoi opmynm

AN Br COQ
+ ° R
: N

OH H

ne: R=4'-C,Hs abo 4'-Cl,
AIKi NPOSIBNISAOTb aHTUMIKPOOHY, NPOTUIPUOKOBY Ta NpoTU3anarnbHy akTUBHICTb.

Komn’'totepHa BepcTka C. Yynin

[epxaBHa cnyba iHTenekTyanbHOi BNacHoCTi YKkpaiHu, Byn. Ypuupkoro, 45, m. Kuis, MCI1, 03680, YkpaiHa

0N “YKpaiHCbKMI iIHCTUTYT NPOMMUCNOBOI BNacHocTi”, Byn. Na3yHoBa, 1, M. KuiB — 42, 01601



