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KopucHa mogenb HanexuTb OO0 XiMiko-chbapMaLeBTUYHOI MPOMMUCIOBOCTI, 30KpemMa A0 CUHTEe3y
CNonyK NipuMigMHOBOro paay 3 NPOTUCYAOMHOK aKTUBHICTIO.

Mowyk i CTBOPEHHS HOBMX BUCOKOEMEKTUBHUX NPOTUCYAOMHUX MiKapCbkux 3acobiB € akTyanbHUM
i BaXNMBUM 3aBAaHHsM bapMaueBTUYHOI ranysi. [ns gOoCArHeHHs HeoOXxigHoOro TepaneBTUYHOrO
edeKkTy Cy4aCHUN aHTUKOHBYIMbCAHT MOBMHEH 3aJ0BOSIbHATU psSAy BMMOT, OOHIE 3 SKUX € HM3bKa
TOKCMYHICTb npenapaTiB. HasBHICTb 4MCREHHUX MOOIYHMX edekTiB NpOTUCYAOMHUX 3acobiB, SKi
3aCTOCOBYHOTbCSA Y TenepiwHin 4Yac, YCKNagHe npouecu nikyBaHHA eninencii. Tomy, icHye
HeOoOXiOHICTb Y CTBOPEHHI HOBUX, MEHLLI TOKCUYHUX aHTUKOHBYIbCaHTIB.

AHanorom 3asiBrieHoi cnonyku 3a gpapmMakonoriyHoto fieto € npenapart "JlaMoTpuaxnH", akTMBHOMO
pPeYvYoBUHOK SKOro € 3-amiHo-(2,6-gmxnopbeHsunn)-6-metuntpuasono[4,3-ajnipugasud dopmynu (1),
AKUA NPOABNSAE NPOTUCYAOMHY akTuBHICTb (Mawwkosckui M.[. JlekapcTBeHHble cpeacTaa: - 15-e mag,,
- M: OO0 "MzpatensctBo Hoeasa BonHa", 2005.-1200 c. - C. 877.)
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Heponikamn HaBegeHoro npenapaTy € psg nobGivyHux edekTiB (6e3COHHs, ronoBHuA Oinb,
COHNUBICTb abo migBuMLEHa po34paToBaHICTb, TPEMOp, LWKIPSHI BUCMNK, nNpenapaTt npoTMnokasaHumn
npy NeYiHKoBii HeQOCTATHOCTI Ta MOPYLWEHHAX YHKLUiT HUPOK), SKi 3HWXKYIOTb MOro TepaneBTUYHY
UiHHiCTb. Tomy, Ana 3abesneyeHHs iHAMBIQyanbHOro nigxody A0 IiKyBaHHA XBOPUX HeobxigHo
PO3LWIMPATU apCceHan NpoTUCYAOMHUX 3acobiB.

B ocHoBy kopucHOI Mogeni noctaBneHa 3agada, Lo nonsirae y CTBOPEHHI HOBOI XiMiYHOT CMOMyKn
NipMMiAMHOBOIO pAAY, WO BOMOAIE BUPAXEHOK NPOTUCYAOMHOK akTUBHICTIO.

MoctaBneHa 3agaya BupiwyeTbca wWnaxoMm cuHTedy N-(3,4-aumeTtokcndeHin)-2-{[2-meTnn-6-
(nipnanH-2-in)nipyumianH-4-in]Tiolauetamigy dopmynu:
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3aaBneHun N-(3,4-gumeTokcudeHin)-2-{[2-meTun-6-(nipnaunH-2-in)nipumiagnH-4-in]Tio}auetamis
OLEPXYIOTb Yepes CTafilo YTBOPEHHS 2-MeTun-6-(nipuanH-2-in)nipyumignH-4(3H)-TioHy B3aemogieto 2-
MeTun-6-(nipuguH-2-in)nipumignH-4(3H)-oHy 3 docdopy neHTacynbdigom y cepefoBuLli MipuanHy.
PeakuinHy cymiw BUTPUMYIOTb npoTarom 2 roguH npu Temnepatypi 100 °C. [Moganbwwum
ankinysaHHAM 2-meTnn-6-(nipnamnH-2-in)nipumignH-4(3H)-TioHy 2-xnopo-N-(3,4-
AvMeTokcndeHin)auetamigom  ogepxytoTb  uinboBun  N-(3,4-gumeTtokcuderin)-2-{[2-meTun-6-
(nipnauH-2-in)nipumiguH-4-in]Tio}-auetamig. Peakuito npoBogATb Yy MPUCYTHOCTI TpUeTUramiHy,
BUTPUMYIOUM peaKLiiHy CyMill npoTaroMm roauvHu npu temnepatypi 50 °C y JM®A BignosigHo Ao
CXeMu:

HN N HN._ N HiC ‘
\r Y NN
CH, CH,

KopuvcHa mogens intocTpyeTbCs HACTYNHUMU NPUKIagamum:

Mpuknag 1

OpepxaHHa 3aaBneHoi cnonykn N-(3,4-aumeTtokcudeHin)-2-{[2-meTun-6-(nipnaunH-2-in)nipumignH-
4-in]Tio}aueTamiagy.

Cymiw 0,01 monb (1,87 1) 2-meTun-6-(nipngnH-2-in)nipyumignH-4(3H)-ony ta 0,01 monb (2,22 )
docopy neHTacynbdigy HarpiBaoTb y cepegosuwi nipuguHy npu 100 °C npotarom 2 roguH. Po34ymH
po3BoasTb Bogoto. Ocag, Wwo Buainvecs, BigdinbTpoByoTh. KpuctanisyoTe 3 eTunosoro cnupTy. o
0,01 monb (2,03 r) 2-meTnn-6-(nipuamH-2-in)nipumignH-4(3H)-tioHy gogatote 0,012 monb (2,76 1) 2-
xnopo-N-[-(3,4-gumeTokcundpeHin)anetamigom HarpiBaoTb npotarom roguHu npu 50 °C y IMOA 3
KaTtaniTMyHuMm [OoAaBaHHSAM TpueTunamiHy. Po3umH pos3Bogate Bogot. Ocap, wo BUAINMBCA,
BiAdINbTPOBYIOTh. KpuctanisytoTe 3 eTMNOBOro CnmpTy.

Buxig - 3,33 1 (84 %), T.nn. 220-222 °C, M. M. 396,47;
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BpyTo-popmyna: CzoHz0N4O03S;

PospaxoBaHo: C, % 60,59; N, % 14,13; S, % 8,09.

3HanpgeHo: C, % 60,62; N, % 14,19; S, % 8,12.

Cnextp NMMP, m.4.:

2,60 (c, 2H, CHy), 3,67 (c, 3H, OCHz), 4,14 (c, 2H, SCH,), 6,72-6,90 (m, 1H, Ar), 7,00-7,12 (m, 1H,
Ar), 7,20 (c, 1H, CH-5), 7,40-7,59 (m, 1H, Ar), 7,88-8,04 (m, 1H, Ar), 8,08 (c, 1H, Ar), 8,37 (g, 1H, Ar),
8,69 (g, 1H, Ar), 10,17 (c, 1H, NH).

Mpuknag 2

EkcnepvmeHTanbHe BU3HAYE€HHSA MPOTUCYAOMHOI aKTUBHOCTI 3asiBNEHOI CMOMyKn NpoBOAWNWN Ha
Binux HeniHiMHuX wWwypax-camuax macoto 150-180 r (no 7 TBapuH B KOXHiW rpyni) Ha mogeni
NEHTUNEHTETPA30N0BUX CYAOM.

TBapuHam JocnigHux rpyn iHTparacTpanbHO OQHOPA30BO BBOAWNN 3asiBMeHy cnonyky y aosi 50
Mr/Kr Ta npenapatv nopiBHAHHA: namoTpumxuH ("Namiktan" GlaxoSmithKline) y gosi 20 mr/kr i
deHobapbitan (20 mr/kr) Ha 1 % kpoxmanbHOMY KnencTepi. TBapMHM KOHTPONBHOI rpynu OTPUMyBanu
€KBiBaNeHTHY KiNbKiCTb PO34MHHMKA. 3asiBNeHy cnomnyky Ta pedpepeHT-npenapatu BBogunun 3a 1
roavHy 0O BBEAEHHSA KOHBYNbCaHTYy. CyAOMHUI CTaH y TBapyvH MOAENOBANN LWAAXOM O4HOPa30BOro
nigwkipHoro BBeAeHHA kopasony (80 wr/kr). BupaxeHicTb npoTUCygoOMHOI Aii  ouiHoBanu 3a
AVHaMIKOK NMaTeHTHOro nepioAy (4ac Bi4 BBEAEHHSI KOHBYNbCAHTa A0 NoYaTKy Cy4oM), XapakTepoMm Ta
TPUBArICTIO CYAOM Y XBUJIMHAX, @ TAKOX MOKAa3HUMKOM NeTarnbHOCTI. IHTEHCUBHICTb CyAOMHOro Hanagy
OUiHIOBanuM 3a OOMOMOrol 5-6anbHOi LWKanuM, y3siBLUM 33 OCHOBY HaCTYMHI KpuTepii (BpaxoBykoun
KiNbKICTb TBAPWH, LWLO 3armHynu).

0 - BiACYTHICTb CyQOMHOI @aKTUBHOCTI;

1 - rinepkiHesis;

2 - TPEMTIHHS, NOCMUWKYBaHHS;

3 - KMOHIYHI CygoMu nepeaHix nan 3 nighoMom Ha 3agHi nanu;

4 - BUPaXeHi TOHIKO-KMOHIYHI cyqoMu, nagiHHA TBapuHKM Ha Bik, HasiBHa pa3a TOHIYHOI eKCTEeH3IT;

5 - NOBTOPHI KMOHIKO-TOHIYHI cyaomu, BTpaTa noawu, 3armbens. MNpoTucyaoMHMM BNSIMBOM BBaXanu
3axXUCT TBaApWH Bif, PO3BUTKY KIMOHIYHUX, TOHIYHUX CYAOM, neTanbHOCTi. Pe3ynbTtaTtn gocnigy HaBeaeHi
B Tabnuui 1.

Tabnuusa 1

Brnnue N-(3,4-aumeTokcndeHin)-2-{[2-meTun-6-(nipngunH-2-in)nipumiguH-4-in]tiolauetamiay,
naMmoTpuaXuHy Ta peHobapbiTtany Ha nepebir cyqom, BUKNMKaHWX Y LLYpiB BBEAESHHSAM KOopasony

(Mtm, n=7)
r [o3sa, Tpusaricte TpuBanictb |JleTanbHicTb abc.| XapakTtep
pynu TBapuWH NaTeHTHOro
MI/Kr . CyOoM, XB. oa cyaom (6anwm)
nepioay, xB.
KowTpore 80 (n/w) 5,43+0,50 6,29+0,97 7 4-5
(kopason)
3asBneHa cnonyka |50 (B/wwun) 30,0 0 0 0
PeHobapbitan |20 (B/wn) 30,0 0 0 0
29,442 4* 1,86+0,34*
JNlamotpumxnH |20 (B/win) (5,4 pasy) (3,4 pay) 1 1-2
MpumiTky:
1. 3HakOM * no3HayeHo CcTaTUCTUYHO BiporigHuh pesynbTaT (p <0,05) BIAHOCHO KOHTPOMBHUX
TBapWH.

2. B gyXkax nosHadeHi 3aMiHM nokasHWKa BiHOCHO KOHTPOSHO.

BeegeHHs lwypam N-(3,4-anmeTokcndeHin)-2-{[2-meTnn-6-(nipnanH-2-in)nipumigmH-4-
inJtio}aueTtamigy, gk i deHobapbitany, y 100 % Bunagkie 3anobirano po3BUTKY CYAOMHOIO CTaHy
NpoTAroM BCbOro nepiogy cnoctepexeHHs (30 xBunuH). XKogHux 3MiH y noBefiHLi TBapuH, a TakoX
neTanbHOCTI BUABMNEHO He Gyno. HaTomicTb Ha Tni BBeAEHHS BBEAEHHSI NAaMOTPUMKMHY Manu micue
Jesiki NposiBU CyQOMHOro CTaHy (CYOOMHi 3[4pUraHHs, CTPUMOKM Ta TOHIYHI CKOPOYEHHs nepeaHix
KiHLiBOK), XO04a TpmMBanicTb NaTeHTHOro nepiogy CTaTMCTUYHO BiporigHO nogosxyBanack (y 5,4 pasy),
CTyNiHb BMPA3HOCTI KOHBYNbLCIA Ta 3aranbHa TpuBanicTb CyaAOM Oynu 3HAYHO MEHLUMMMU, HiX B
KOHTponi. JlamoTpuaxuH cnpusas nonepemkeHHo netansHocTi y 85,7 % TBapuH. 3agBneHun 3aci6
NPOsIBISIE NPOTUCYAOMHY aKTUBHICTb Ha piBHI heHoBapbiTany.
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Mpuknag 3

EkcnepvMmeHTanbHe OOCHIMKEHHS BNNUBY 3asBEHOI CMNOMNYKM HA NMCUMXOEMOLINHUIA CTaH LypiB.
Bnnue  NM-(3,4-anmeTokcndeHrin)-2-{[2-meTun-6-(nipugnH-2-in)nipumignH-4-injtiolauetamigy  Ha
NCMXOEMOLINHMI CTaH TBapuH [OOCAIAKYBann LSXOM BUKOPUCTaHHA TecTy "Bigkpute none".
OuiHoBanM YnCrno nepecivyeHnx niHii, BepTUKanbHUX CTiOK, 06CTEXEHHS OTBOPIB, LLO CBiAYMIIO NpPO
A0CnigHVLBKY OisnbHICTb, YACNO BMUBAHb, LLIO FOBOPUIIO NPO eMOLIMHMIA CTaH Ta KinbKiCTb Aediekauin
Ta ypuHaLin, siki Bigobpaxkanu piBeHb TPMBOXHOCTI. Pe3ynbTaTu gocnigy HaBegeHi y Tabnui 2.

Tabnuuga 2

Brnnue N-(3,4-aumeTokcmdeHin)-2-{[2-meTun-6-(nipnauH-2-in)nipumiauH-4-in]tiolauetamigy Ta
NaMOTPUOXMHY Ha NCUXOEMOLIMHNIA CTaH LWypiB y TecTi "Bigkpute none" (Mtm, n=7)

MokasHuk KoHTponb 3asBneHa cnonyka JlamMOTpraXuH
O6cTexeHi oTBOPU 5,29 4,43 (P=0,535) 2,0(P=0,011)
["OpM30OHTanNbHa aKTUBHICTb 18,4 17,6(P=0,751) 4,71 (P=0,001)
BepTukanbHa akTUBHICTb 7,71 3,57 (P=0,017) 1,43 (P=0,001)
pyMiHr 4,43 3,43 (P=0,442) 0,86 (P=0,001)
KinbkicTb gedpekadin, ypyHauin 0,43 0 0

Pesynbtatn nokasanu, wo N-(3,4-gumeTtokcundpenin)-2-{[2-meTnn-6-(nipnanH-2-in)nipumignH-4-
inJtio}aueTaminy mMae nomipHy cegatuBHy gito Ha LHC. Tpo ue cBiguMTb [gesike 3MeHLUEHHS
ropu3oHTanNbHOI Ta BEPTMKAINbHOT aKTUBHOCTEN, @ TaKoX iHLIMX NoKasHuKIiB. MpoTe, Ui 3mMiHn He caranu
CTATUCTUYHO BIipOrigHUX 3HA4YeHb (3a BMHATKOM FOPM3OHTamnbHOI aKTMBHOCTI Ta KiNbKOCTi Aedekauin
Ta ypuHauin). HatomicTe pedepeHT-npenapaT (NaMOTPUAXMH) NoKa3aB 3HA4YHO Oinbluy ceaaTuBHY
gito Ha LUHC, npo wo cBigunTb CTaTUCTUYHO BIipOriAHE 3MEHLUEHHS BCiX AOCNIAXKYyBaHMX MOKa3HUKIB
NCUXOEMOLIHOro CTaHy TBapuH (aus. Tabn. 2).

OTxe, ekcnepMMeHTanbHO BCTAHOBIEHO, LLO 3asiBfieHa Croriyka Mae BUPaXKeHYy NpOTUCYLOMHY
aKTUBHICTb HA MOAENi NEHTETPa30NoBUX CYA0M Y LLYPIB Ta HE3HAYHUM MPUrHiYyBanbHMM BNIIMBOM Ha
LUHC i moxe 6yTm pekomeHAoBaHa SK nikapcbka cybcTaHuis Ons CTBOPeHHs dapMaueBTUYHMX
npernaparTis 3 BiANOBIAHOK TepaneBTUYHOK aKTUBHICTIO.

®OPMYA KOPUCHOI MOJEN!I

N-(3,4-gumeTokcudeHin)-2-{[2-meTnn-6-(nipuanH-2-in)nipyumiguH-4-injtiolauetamig popmynu:
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O NpodABnde€ NpoTUCyaoOMHY aKTUBHICTb.

Komn’'toTepHa BepcTka J1. KyneHko

[HepxaBHa cnyxba iHTeneKTyanbHOi BMacHocTi YKpaiHu, Byn. Ypuupekoro, 45, m. Kuie, MCI1, 03680, YkpaiHa

0N “YKpaiHCbKMI iIHCTUTYT NPOMMUCIIOBOI BriacHocTi”, Byn. [nNa3yHoBa, 1, M. Kuie — 42, 01601



