BuHaxig BigHOCKMTbCA [0 XiMiko-(hapMaLeBTUYHOI ranysi, 30kpeMma 40 CUHTE3Y HOBUX iIHOMBIAYaNbHUX XiMiIYHNX
Crnonyk y psigy ranoreHkapboHOBMUX KMCMOT 3 NPOTM3anansHO, aHanbreTMYHO, XXOBYOMHHO Ta AiypeTUYHO
aKTUBHICTIO.

MpoTnszananbHi, aHanbreTMyHi, XXOBYOTHHI Ta AiypeTUYHi 3acobn 3HaANLNKM LWMPOKE 3aCTOCYBAHHSA B MEAUYHIN
npakTvui 0cobnmBo Npw MiKyBaHHI iHpeKUinHMX 3axBOptoBaHb. Ane cnif 3a3HauvTy, WO HanlyacTiwe 3anarnsHi Ta
iHdbeKLinHI xBopoOU OOMOBHIOITL 0AHA OAHY abo ycknagHeHi NoGiuvHYMK HeraTMBHMMM NpoLecamu, Takumu sk
Habpsk Ta GomboBui cuHaopom. ToMy po3pobka HOBWMX Nikapcbkux 3acobiB 3 GaraTocnpsiMoBaHOW fielo Ta 3
MiHiMansHUMM NOGiYHMMK edeKTaMm € akTyanbHOK NPo6emMolo CydacHOi MeauLUHA.

Bigomi nikapcbki 3acobuM CMHTETUYHOTO MOXOXKEHHS, LUO € aHanoramu 3asBneHoi PevYoBUHW 3a OKPeMUMM
BMAaMu drapMakosioriyHoi akTMBHOCTI: 3acobu 3 NpoTu3ananbHoK Ta aHamNbreTUYHO i€l BONbTapeH i aHambriH,
3acib 3 piypeTmyHol pJielo rinoTiasva, 3acid 3 kOBYOrHHOKW fieto  okcadeHamig [Mawkosckui  M.AO.
JlekapctBeHHble cpeacTBa. - M.: OO0 ,Hoeasa BonHa", 2002. - Tl.- C. 159,170,477, 504].

[onoBHUM HeponikoMm 3a3HauveHWX MpenapaTiB € CeprosHi NobiyHi edekTn Taki sk, rornoBHa Oinb, aToHis
KWLLUEYHVKY, €epO3iiHOBUPa3KOBi YpaXeHHs | KpoBoTeYa Yy TpaBHOMY TPakTi (BOMbTapeH), MNpPUrHIYEHHS
KPOBOTBOPEHHS NMPU TPMBANIOMYy BXXUBAHHI (@HarbriH), rinokarnimis Ta rinoxnopemis (rinoTiasua), nocrabntotya gia
npu TpyBanomy BXnBaHHi (okcadeHamif) ToLo.

AHanoramu 3a XxiMi4YHOK CTPYKTYpOl [0 3asiBreHoi cnonykn € 3-AMiHo-N-(4'-MeTokcudeHin)-aHTpaHunosa
kucrota (cnonyka Il), WO BUABNSAE XOBYOMHHY Ta npoTu3ananbHy akmmeHics (Ac CCCP Ne1489132; MKA
C07C101/54, A61K31/195. 3aaen. 22.02.1989) ta 2-6pom-5-rigpokcukopmyHa kucrota (cnonyka lll) [Cnbiwkos
B.B. MNownck 1 dapmakonormyeckoe nsydeHme BELLECTB C XenyeroHHblM U renaTo3almMTHbIM AeUCTBUEM Cpeaun
NPOU3BOAHBIX OKCUKOPUYHBIX KUCHOT 1 1H-1,2-anazodeHaneHa. uc. ... kaHa. med. HayK. - Kues, 1990. - C.42-54],
sIKa BUSIBISIE XKOBYOTIHHY aKTUBHICTb .

Heponikom cnonykn Il € BiAHOCHO BY3bkui CnekTp apMakomoriYHOT aKkTMBHOCTI (MpoTu3anansHa Ta
)KOBYOriHHA), @ TaKoX GaratocTagiiHuii CMHTE3, LLO BNNMBaTMMeE Ha il TPYAOMICTKICTb Ta coGiBapTiCTb.

Heponikom cnonykm Il € Takox BY3bKWI CNEKTP (bapMakooriyHOT aKkTMBHOCTI (KOB4YOriHHA) Ta cyTTeBa
TOKCUYHICTb.

B ocHoBy BMHaxody MOCTaHOBNEHe 3aBAaHHA CTBOPEHHS HOBOI XIMiYHOI CMONYKW, WO MPOSIBNSE BUCOKY
npoTu3ananbHy, aHanbreTuyHy, OiypeTUMYHY Ta >KOBYOTHHY aKTMBHICTb MPWU HU3bKIA TOKCMYHOCTI i Moxe OyTu
BMKOPUCTaHa §K Aitoda peyoBuHa y cknagi dapmaueBTMYHUX NpenaparTiB pi3HMX MiKapCbknx hOpM: PO3UUHiB ANg
napeHTeparnbHOrO BUKOPUCTaHHSA, TabneTok, kancyn, M'skuX Nikapcbkux 3acobiB TOLLO.

3ajava, WO nocTaBneHa BUPILLYETLCS LWNAXOM OAEpXaHHs iHAMBIAyanbHOT XiMivyHOT cnonykn 3,5-auxnop-2-
[(3-(2'-meTokCUdeHin)-akpunoinamiHo)]-6eH30MHOT KUCNOTK, 3aranbHOT OpPMYynu:
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sika NPOSIBNSIE€ NpOTM3anarbHy, aHanbreTUyHy, AiypeTUYHY Ta XKOBYOMHHY aKTUBHICTb.

Cnonyka, fka 3asiBNAETbCA, yTBOPeHa B3aemogielo 2-amiHo-3,5-anxnopbeH-30iHOT Kncnot B 6e3BogHOMY
aueToHi i3 3-(2'-meTokcndeHin)- akpuroin Xnopuaom B NPUCYTHOCTI TPUeTUNaMiHy, y criBeigHoLwweHHi 1:1,5.

3,5-Onxnop-2-[(3-(2'-meTokcudeHin)-akpunoinamiHo )-6eH3oMHa kucnoTa Le KpuctaniyHa pevyoBmHa, PO3UnMHHA
B AiokcaHi, aumeTtundopmamigi (AM®A), aumeTtuncynbdokenai (AMCO), He posunHHa y Bogi, rekcaHi. bygosa
CMoNyku niaTBeppKeHa 3a [JOMOMOrol ereMeHTHoro aHanidy ta IY-cnekTpiB, a iHAMBIAyanbHICTb - METOAOM
XpomaTtorpadii y TOHKOMY Lwapi copbeHTy.

BuHaxig inocTpyeTbCA HAaCTYNMHUMW NpUKNagaMmu:

Mpwknag 1: po 2,67r (0,015 mornb) 3-(2'-meTokcudpeHin)-akpunosoi kucnomm pdogatote 2,1r (0,03monb)
TiOHINXmopuay i KMN'ATATb Ha BOASAHIA GaHi 2 roguHn. Haamwok TioHinxnopuay BiAraHA0Th i NiCns OX0NO4KEHHS!
peakuiiHy CyMiLl 3MiLLyIOTb i3 pO34YMHOM 6e3BOAHOro aueToHy (10mn), B skomy 3HaxoguTtbesa 2,06r (0,01mornb) 2-
amiHo-3,5-gmxnop6eH3onHoi kucnotm Ta 2,1mn (0,03monb) TpueTnamiHy, Ta 3anuuwatoTb Ha 24 roguHu, nicrs
yoro po3BoAsT Bogot. [ligkMcnioTe  PO3YMHOM  KUCROTU  XxropuctoBogHesoi go pH=3-4. Ocag,
BiadiNbTPOBYO Th, CYyLWaTh. KpncTtaniaytoTb i3 isonponaHony.

Buxig 3,261 (89%) T. nnaeneHHsa 169-170°C
C17H13CI2NO4 M.m.366,19
3HangeHo: C,%:55,71;N,%: 3,75; H,%: 3,50
BupaxyBaHo: C, %:55,76;N,%: 3,82; H,%: 3,58

I4-cnekp y KBr om™: .3376, 1680, 1636, 1616, 1552, 1528, 1504, 1424, 1248,
’ ' 1216, 1104, 752, 704.

Rf=0,38 (aueToH-rekcaH, 2:3)

Rf=0,75 (eTaHon-rekcaH, 2:3).

Mpvknag 2: BuBYeHHs npoTM3ananbHOi aKTMBHOCTI 3asiBneHoi cnonyku | npoBogunocs Ha mogerni
KapareHiHoBoro Habpsky y 6inux nabGopaTopHuMx Mwuwen Macow 18-22r, y nopiBHAHHI 3 3-amuHo-N-(4'-
MeTOKCMEHNIT)-aHTPaHUITOBOIO KMCMOTOLO, (cnonyka Il) Ta npenapaTtom NOpiBHSAHHS - BONbTapeHOM.

Kputepiamn ouiHkm 6ynu obpani: [Esy (Bo3a cepegHs edekTMBHA) - KiMbKiCTb PEYOBUHU, sika BUKIMKaE
nesHUn edekT y 50% cTtaHgapTHOT rpynuy NiAA0CMiAHUX TBAPUH MPOTATOM NEBHOMO TEPMiHY cnocTepexenHs; Ollso,
TepaneBTUYHUI iHOEKC, BiAHOLWIEHHS cepefHbOi CMepTenbHOI 003N A0 cepeHbOi eeKTUBHOT LO3M PEYOBUH;
TepaneBTUYHUIA HOEKC MO BOMbTapeHy, BiAHOLWEHHA TepaneBTUYHOrO IiHAEKCY BUBYEHOI pPEYOBUMHM [0
TepaneBTUYHOIO iHAEKCY BONIbTapEHY.

Pe3ynbTaTy gocnigkeHHs HaBegeHi y Tabnuui 1.

Tabnuusa 1

MpotnsanarnbHa akTUBHICTb Ta TOKCUYHICTL 3,5-anxnop-2-[(3-(2'-meTokcndeHin)-akpunoinamiHo)]-6eH30MHOT




kncnoTu (l) y nopiBHSAHHI 3i cnonykoto |l Ta BonbTapeHom

_ BigHochui Tl no
Cnonyka OEso, mr/kr OMso, mr/kr TI=0J1s0/0Es0 BOMbTAPEHY
I 9,8 4500 459,18 10,12
Il 18,25 8250 452,05 9,96
BonbTapeH 8,0 363 45,38 1,0

Ak BuaHo i3 Tabnmui 1, cnonyka | Mmae BupaxeHy nNpoTusanansHy akTUBHICTb 3a LUMPOTO TepaneBTUYHOrO
edekTy nepesunLLye BonbTapeH y 10,12 pasn Ta AOpiBHIOE aKTUBHOCTI cnionyku |l

Mpwvknag 3: BuB4eHHA aHanbreTMYHOT akTUBHOCTI 3asBNEeHOT Cnonyku | y MOpiBHSAHI 3 aHanbriHOM NPOBOAUIM
Ha MOJEenaX «raps4yoi nnactmHku» Ha 6inux wypax 180-220r.

Ak i y nonepegHbLoMy nNpuknag KputepiaMun ouiHKKM akTUBHOCTI NpuinHATO [OEso; Tlso, TepaneBTMYHMIA iHOEKC;

TepaneBTUYHUN iHAEKC NO aHarnbriHy - BiOHOLIEHHS TepaneBTUYHOro

TepaneBTUYHOTO iHAEKCY aHanbriHy.
Pe3ynbTatv gocniagy HaBeaeHi y Tabnuui 2.

iHOEKCY BMBYEHOT pe4voBUHM |

Tabnuuysa 2

AHanbreTM4yHa akTUBHICTb Ta TOKCUYHICTb 3,5-amxnop-2-[(3-(2'-meTokandbeHin)-akpunoinamiHo)]-6eH30MHoi
kncnoTu (l) y NopiBHSAHHI 3 aHanbriHoM

- BionocHui Tl no
Cronyka OEso, mr/kr ONso, mr/kr TI=0Ns0/0Es0 AHATbriHY
| 10,2 4500 441,18 20,27
AHanbriH 55,0 1197 21,76 1,0

3a paHuMmu Tabnuu 2, cnonyka |, Wo 3asBNSETbCA 3@ WMPOTOK TepaneBTUYHOI Aji nepeBuLlye aHanbriH Yy
20,27 pasn.

Mpwknag 4: BuB4eHHs OiypeTUYHOI akTMBHOCTI 3asiBNeHoi cnonyku | npoeoamnock 3a metogom E.B. BepxiHa
Ha 6irmx wypax niHii Bictap 120-160 rpam y nopiBHAHHI 3 rinoTiaangom. Cnonyky (1) Ta rinoTiasng BBOAMNWU y J03i
50mr/kr. Ceuy 36upanm npoTsaroM 4 roguH. Pe3ynbTati BUBYEHHST OiypeTUYHOT akTUBHOCTI 3asiBMeHoT cnonyku | 1a
rinoTiasuay HaBedeHi y Tabnuui 3.

Tabnuuysa 3

[iypeTnyHa akTMBHICTb Ta TOKCUYHICTb 3,5-anxnop-2-[(3-(2'-MmeTokcudeHin)-akpmnoinamiHo)]-6eH30MHOoi KucnoTu
() Ta rinoTiasnay

Cnonyka PiBeHb akTuBHICTI, B % K KOHTPOIIO ans0, mr/kr
| 302 4500
linoTiasng 212 320

Ak BuaHO 3 gaHux Tabnuui 3 cnonyka | 3a giypemuHM edbekTom nepesuLlye fito rinoTiasug y 1,4 pasu npu
MEHLLI TOKCUYHOCTI.

Mpuknag Ne5: BusHayeHHsi )KOBYOTMHHOT aKTMBHOCTI MPOBOAMIIOCA 3a BigoMot MeToamkoro CkakyH H.IM.,
OnenHuk AH.

PesynbTa™m BUBYEHHA Ha AOCRIOHUX LUypaxX >XOBYOMHHOT aKTUBHOCTI Ta TOoKamudHocTi 3,5-gmxnop-[(3-(2'-
MeToKcudeHin)-akpunoinamiHo)l-6eH3onHoi kucnotu (), cnonyk M, W Ta npenapaTty NopiBHAHHS - okcadeHamigy
HaBedeHi y Tabnuui 4.

Tabnuusa 4
>KoBYyoriHHa akTUBHICTb Ta TOKCUYHICTb 3,5-Anxnop-2-[(3-(2'-meTokcndeHin)-akpnnoinamiHo)]-6eH30MHOT KucnoT
(I), cnonyk Il, 1l Ta okcadpeHamigy

- BigHochun Tl no
Cnonyka OEso, Mr/kr ONso, Mr/kr TI=0Ns0/0Es0 okcaeHamiay
| 11,4 4500 394,74 15,20
Il 124,5 8250 336,73 12,97
I[ 10,0 2720 272 10,47
OkcadbeHamig 154,0 4000 25,97 1,0

Ak BMOHO 3a gaHvmu Tabnuui 4 cnonyka | 3a )xoB4oriHHUM edeKToM nepesuLLye Aito okcadeHamigy y 15,20
pasu, cnonyku Il y 1,2 pasu, cnonyku lll y 1,5 pasn.

3a pesynbTaTaMu JOCHiMHKEHb 3asiBNieHa Cronyka 3a npoTu3ananbHo Aieto nepesuilye BonbTapeH B 10,12
pasu Ta gopiBHtoe cnonyui Il; nepeBullye 3a aHanbreTMyHo Aieto aHaneriH B 20,27 pasu, 3a 4iypeTUYHO Aieto
rinoTiaang B 1,4 pasu, 3a XXOBYOriHHOW Aieto okcadpeHamia Ta cnonykm I, 11l BignosigHo y 15,20, 1,2 ta 1,5 pa3su.
Ha sBigMiHy Big ycix npenapatiB nopiBHaHHA (Kpim  crnonykn 1), 3,5-amxnop-2-[(3-(2'-meTokcudeHin)-
akpunoinamiHo)-6eHsorHa kucrnota (I) CyTTeBO MEHLL TOKCMYHA HixXK 3a3HayeHi 3acoou.

Takvm unHoOM, 3asBneHo cnonyky 3,5-guxnop-2-[(3-(2'-meTokendeHin)-akpunoinamiHo)-6eH3oHa KucnoTa 3



BMCOKO MPOTM3ananbHO, aHaNbreTMYHO, AiyPEeTUYHOK Ta XXOBYOMNHHOK aKTUBHICTHO MPY HU3bKIN TOKCUYHOCTI.
3asiBneHa cnonyka Moxe 3HaWTU 3aCTOCYBaHHS Y TepaneBTUYHIA NpakTuLli Ang nikyBaHHSA NaToOMOMYHUX CTaHiB,
IO CYNPOBOOXYIOTbCA HabpskoMm, 60NbOBMM CUHOPOMOM, 3aTPUMKOIO CeYi B OpraHiaMi Ta 3acTilHUX sBMLIAX
YXOBYHOTO Mixypa.

Mpyn onHTE3i 3asBNeHoi Cnomnykn BUKOPWUCTOBYIOTLCS AOCTYMHI peakTuBW, AO3BOMEHi y dapmaueBTUYHIN
npakTuui. Pe4yoBuHa OfepKyeTbCs 3a NPOCTO TEXHOSOTiE0, sika MoXe ByTu BiATBOPEHA Y NPOMUCIIOBUX YMOBaX,
€ CTiViKOl0, L0 MiABWLLYE TEPMiH 36epiraHHsa, a TakoX Mae LWMPOKyY dapmakonoriyHy fito. [NepeniyeHi dgakTopu
OO03BOMSAOTb PEKOMEHAYBATU 3asiBNEeHY PEYOBUHY B SIKOCTI cybcTaHUii ana po3pobku BUMCOKOEEEKTUBHMX
nikapcbkunx 3acobiB y pidHMX Nikapcbknux hopmax.



