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COEAWHEHUSA OANA NEYEHUA CYAOPOI U APYIUX PACCTPOUCTB U
NATONOMMYECKUX COCTOAHUA LLEHTPANIBHOW HEPBHOW CUCTEMbI

NMEPEKPECTHASA CCbUIKA HA POACTBEHHDbIE 3AABKU

[0001]M0 HacTosIWeN 3asiBKe UCnpallMBaeTCsl NPMOPUTET MO paccMaTpusaemMon
OQHOBPEMEHHO npeaBapuTenbHon 3asBku Ha .nateHT CLUA Ne 62/006515,
nogaHHon 2 wuioHs 2014 roga, nNonHoe coaepxaHwe KOTOPOW BKMIOYEHO B

HaCTOALUMIA AOKYMEHT NOCPEeACTBOM CCbISIKW.

OBJIACTb TEXHUKU

[0001]HacTosIlan 3asBKa OTHOCUTCA K HOBbIM COEAMHEHUAM, COAEepXaliuMm
bparmeHT, KOTOpLIi oBecneunmBaeT meTabonuyeckoe obpa3oBaHMe KETOHOB,
CBA3AHHbIX C  MOTEHUUPOBAHHBIM  KETOHOM  MPOTUBOINUIENTUYECKUM
nekapcTBOM, a TaKkke OTHOCUTCA K KOMMO3ULMAM, COAepXaliuM YykasaHHble
COeAVHEHNA, U K UX NPUMEHEeHUI0, HanpuMep, Ans NeYeHus anunencum, cyaopor
nvinu [pyrux paccTpoWCTB WU NATONOrMYECKUX COCTOAHWA LeHTpanbHON

HEpPBHOW CUCTEMBI.

YPOBEHb TEXHUKU

[0002]Dnunencuen  SABNSAIETCA  HEBPONOrMYECKOe  COCTOAIHME,  KOTOpoe
obycnoBnuBaeT npeapacnoNioXeHHoOCTb Jiojen kK cyaoporam. Cypoporoi
SIBNAETCA WU3MEHEeHMe YYBCTBUTESNIbHOCTH, CO3HaHWA WUNu  NOBEAEeHUSR,
oBycnoBneHHoe KpaTKOBPEMEHHbLIM 3MEKTPUYECKUM BO3MYLLEHUEM B OMOBHOM
mosre. Cyaopory BapbUpyIOTCS OT KPaTKOBPEMEHHOTO HapyLLeHUs BOCNPUATUSA
0O KopoTkux nepuopos 6eccosHaTenbHoro COCTOSIHMH,‘ UNU OT HauYMHaKLUXCs
npunagkoB A0 koHBynbcui (Fisher et al., Epilepsia 46: 470-472, 2005).
HekoTopble nioau cTpagatoT TONbKO OT OAHOro Buaa cypopor. [pyrue crpagatot
bonee 4yem oT ogHoro Tuna. Bce cypoporn obycnosrieHbl ogHWUM U TEM Xe:
BHE3anHbIM M3MeHeHMeM cnocoba nepegayun aneKTpuyYecKux CUrHarnoB Mexay
KneTkamu rofioBHOro Moara.

[0003]Bo Bpems anunencun BO3HWKAET pacnpoCTpaHeHWe BbICOKOYACTOTHOrO
HENPepbIBHOrO paspsiia MMMYNbCOB, HasblBaeéMoe CyAoporo. TsXecTb W
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CUMNTOMbI CYAOPOrM 3aBUCAT OT JOKanu3auuu nepBoHavyanbHOMW 0O4YaroBOK
TOYKW, MPOAOCIMHKUTENBHOCTU CYAOPOrk, 4acToTbl paspsfoB U MNPOTSHKEHHOCTU
pacnpocTpaHeHua. B CylHOCTY, OLWyLleHUA nauuMeHTa BO BpeMsa Ccyaoporu
3aBUCAT OT TOro, B KAKOM MECTEe rofioBHOro Mo3ra HayuMHaeTcs anunenTuyeckas
aKTUBHOCTb, @ TakkKe OT CTEeNeHW U CKOPOCTU ee pacnpocTpaHeHus. Bo Bpems
aMMNEenTUYeCcKoro npuctyna HenpoHbl MoryT Bo3byxaaTtbcs Ao 500 pas B
cekyHay, 4to 6ornee 4yem B LWECTb pa3 NpeBbILLAET HOPManbHYK 4acToTy,
cocrtasnsoulyto okono 80 pas B cekyHay. Hayano anunencuun onpenensloT Kak
COCTOSIHWE, XapakTepusyloweecs peunavBupylownMm, HecnpoBOLMPOBaHHbLIMU
npucTynamu.

[0004] CywiecTByeT Gonee 40 pasnuuHbiX TUMNOB CyAOpOr, Bapbupylomxcs OT
CYAOpOr, KOTOpble MPOTEKaloT COBEPLUEHHO HE3aMEeTHO AN APYIUX, A0 TOHMUKO-
KMOHWYECKUX NpUNagKoB, KOTOpble  BKMIOYAOT MbilLEYHOE  COKpalleHue,
HEKOHTPONUpYeMbl€ KOHBYNbCUM U MOTEPIO CO3HaHUA. 3HaHMe Tuna cyaopor,
KOTOpbIM CTpagaeT 4enoBeK, WUMeeT npakTU4Yeckoe npuMeHeHue, MNOCKONbKY
NO3BONSsIET OnpeaenuTb, Kakoe npoTtusoanunentuyeckoe cpeactso (AED)
Haubonee BEpPOATHO NpuHeceT nonoxutentHbin addpekt. OpHako BbIGop AED
3aBUCUT TaKKe OT HEKOTOpbIX ApYyrMxX akTopoB, BKMO4YaA BO3pacT W non
nauveHta, TpeboBaHWs K COOMIOAEHUIO NAUUEHTOM WHCTPYKUUA Mo npuemy
npenapara U HanuMuua TPYAHOU3NEYMMbIX 3NUNENTUYECKUX CUHAPOMOB. [pUYnHbI
anunencuy MoryT 6biTb knaccucmLMpoBaHb! Ha TpU kaTeropuu:

[0005] CumnTOMaTUYECKaAA 3NUMENncuss UMEET U3BECTHYIO MNPUYUHY, TaKylo Kak
CTPYKTYpHas MaTosfiorMs TroSfIOBHOrO MOS3ra, BKMioYasi TpaBMmy TrOMoBbl, POAOBYIO
Tpasmy, LiepebpoBacKynsipHbie pacCTPONCTBA, aHOKCUIO FOSIOBHOrO MO3ra U onyxonu
ronosHoro mosra. lWaguonatuyeckas anunencus He UMeeT  OAHO3HA4HON
NepBOMPUYMHbI  BHE3aNHOro BO3HWKHOBEHWSI CydOpor, XOTA nonaralT, uTO
cnocobeTBylOWNMM  (hakTOpOM  MOXET ObiTb  HWU3KAA  CYAOPOXHbLIA  NOpOr.
KpuntoreHHast anunencusi MOXeT ObITb CUMNTOMaTUYECKOA UMK UANONATUYECKON.
YkasaHHas ¢opma anunerncuu, NpeanonoXUTenbHoO, ABNAETCA CUMNTOMAaTUYECKON
(bOpMON  CKPbITOA MPUYMHBI HEW3BECTHOM JTWonoruu, XOTH, B OTNUuYMe OT
MAMONATUYECKOW 3MWUMENcUK, ee Hayarno He CBASLIBAT C HU3KUM CYAOPOXHbIM

MOPOroMm.



[0006])Onunencuss  ABNSETCA OAHUM U3 Haubonee  pacnpocTpaHEeHHbIX
HEBPOSIONTMYECKUX PacCTPONCTB, KOTOPbIM CTpagalwT npubnuautensHo 3,3
MunnMoHa nauueHtToB B CeBepHOW AMeEpuKe, a KOSMYECTBO HOBbIX Cly4aes
cocrtasnsaet novyty 200000 B roa (Banerjee et al., Epilepsy Res. 85: 3145, 2009 u
Epilepsy Prevalence, Incidence and Other Statistics (2011).

[0007]C mOmMeHTa  NOABNEHUA 6ap6wTypéTos B KayecTBe nepBoOW
NPOTUBOCYAOPOXHOK Tepanuu b0 OTKPLITO M paspaboTaHO MHOXECTBO fIeKapCTB
AN NeYeHus AaHHoro paccrponctea. OaHako, HECMOTPS HAa AOCTYNHOCTb MHOMMUX
BOSMOXHbIX BapuaHTOB fedeHusi, Oonblloe KONMMYeCTBO MNaUMeHTOB He
BOCMPUAMYUMBBI K NPOTUBOINUIIENTUYECKOMY FEeYeHuio: nauueHTtel nubo He
OTBEYalOT Ha KaKoe-nbo MeaUKaMeHTO3HOe neyeHune, NGO uMetoT crabelit oTeeT
C NPOAOMKAIOLLIMMUCA NPUCTYNaMU.

[0008] B HacToslLLiee BpeMsA fneveHue anunencumn sIBNAeTCA CUMNTOMaTUYECKUM,
T.6. OPUEHTUPOBAHO HAa CHWXEHWE WIIM WUCKIIOYEHME CyAOPOXHOro oTeeTa.
Hecmotps Ha TO, 4TO 3a nocnegHue 15 neT B CepuitHOe NPOM3BOACTBO
3anyweHbl MHorme Hoeble AED ¢ ynyudweHHbIM KOHTpONeM cyaopor w
YMEHbLUEHHBIMW  MOGOYHBIMM  3acpchekTamy,  COXpaHseTCsl  CyllecTBeHHast
HeyaoBNeTBOPEHHass MefuuuMHCKaa noTpebHOCTb B  NEYeHUn  3NUNencum.
YcnewHoe nevyeHne anusnencum Bce elle OCTaeTCA BaXxHoW npobnemMon, 4to
AEMOHCTPUPYETCA TeM (PaKTOM, YTO, HECMOTPA Ha NpPUMEHEHWe PasnYHbIX
kombuHaumin  AED, 20-25% nauveHTOB C 3nunencuen  ABNAIOTCH
HEBOCMPUUMUYMBBIMU K  COBpeMeHHbIM  npenapatam. CneposaTenbHo,
cyuwiecTByeT NocTosiHHas NOTPeBbHOCTb B OTKPbITUN U paspaboTke acpdeKTUBHBIX
NeKkapcTB WUNW  CUHEpreTUYecknx KoMOuHauui nekapctB ANs  fieveHus
anunencun.

[0009]Mocne Toro kak 6biNo YCTAHOBMEHO, YTO B COCTOSIHUM HATOLWAK 4acTtoTa
BO3HUKHOBEHUSA NPUCTYNOB Y NALMEHTOB C 3NUMENcUen MOXKET CHUKATLCS, GbiNo
cAenaHo MpeanorioxeHne, 4To 3To 0OYCNOBMEHO BbIPAGOTKOW KETOHOB Npu
nepeknioyeHuy merabonusma ¢ yrmeBodoB Ha nunuabl. XoTa MeTabonusm
FMIOKO3bl ABMAETCA [MaBHbIM UCTOYHUKOM aHeprmw: ANA ronNoOBHOrO MoO3ra,
meTabonuam ketoHoB obecneunsaeT anbTepHaTUBHBbIA NYTb, KOTOPbIA OBLIYHO
BO3HUKAeT nNpu ronojaHun. KeToHOBble Tena SBMSIOTCA E€CTECTBEHHbIM
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3HOOrEeHHbIM WCTOYHUMKOM SHEepruu, BbipabaTbiBaeMbiM rflaBHbIM - 06pasom
neyeHbl0 B pesynbrate wMobunusayum SHAOreHHON XWUPOBOW TKaHU MU
UCNOSIb3yeMbIM BHEMEYEHOUYHbIMU TKaHsiMU (FOSIOBHBIM  MO3TOM, CcepAuem,
noYkamu, MbiLLLIAMA U T.4.).

[0010]KeToreHHasa gueta Obina BeefseHa B 1920-x B BMAe paumoHa C BbICOKUM
CoOepXaHWeM XuUpoB, KOTopbii obecneunBaeT BbipaboTKy MOBbLIWEHHBLIX
KOHLIEHTpaumi KeToHoBbIX Ten B nnasme (Maalouf et al., Brain Res Rev. 59:. 293~
315, 2009 v Hartman et al., Pediatr Neurol. 36: 281-292, 2007). NoarsepxaeHo,
4YTO Takas aveta sABnsieTcs 3PEKTUBHOM 4Nsl MHOMMX NauueHToB, He OTBEeYaloLLmX
Ha 0OblYHOE neYvenune, N oHa OCTaeTCs rMasHbIM UNK AOMNONHUTESNbHBIM CPEACTBOM
fevyeHns  MauueHToB, PE3UCTEHTHbIX K  fieKapCTBEHHbIM  MpenapaTtam.
UccnepoBaHna nokasanu, 4TO ykasaHHas aueta 'é;anaercn 3achbheKTUBHLIM
NPOTUBOCYAOPOXHBIM CPEACTBOM JeYeHMs XMBOTHbIX (Hartman et al., Pediatric
Neurol. 36: 281-292, 2007), a Tawke nogen. OaHako Takas auveTta sBnseTcs
HENPUSITHOW Ha BKYC, W HapylleHue AueTbl NPUBOAWUT K BO3BpaTy UMW YCUNEHUIO
npuctynoBs. Kpome TOro, NOCNeACTsBUs Npuema MUy C BbICOKUM COAepXXaHueM
XMPOB MOTyT ObiThb CyLLECTBEHHBIMU ANSA 300POBbLS.

[0011]UccnenoBaHus nokasanu, YTO HEKOTOpbie€ KETOHbl, BbipabaTbiBaeMble B
opraHu3Me XWBOTHbIX U nioaen, ob6naaatoT NPOTUBOCYAOPOXKHOW aKTUBHOCTLIO B
MoZensixX Ha XuBOTHbIX (Hartman et al., Epilepsia 49: 334-339, 2008 v Likhodii et
al., Ann. Neurol. 54:219-226, 2003). HecMOTpsi Ha To, YTO NPOTMBOCYAOPOXHbIN
NnoTeHunan KeTOHOB Xopowo 0o6O0CHOBaH, npm3HaHo,“qTo OTKpbITUE cnocoba
TPaHCNAUUN YKa3aHHOW aKTUBHOCTU Ha Tepanuio 3aTpPyAHUTENbHO. TWnuYHble
KETOHOBble Tefa, Takue KakK aueTOH, UMelOT OYEeHb KOPOTKOE BPEeMS XXUSHU U
ObICTPO BLIBOASTCA U3 OpraHusma, 4Yto obycnosnuBaeT HeuenecoobpasHoCTb UX
NPUMEHEHNA B KadecTBe TepanesTMdeckux npenapatoB. K uccneposaHusMm B
AaHHOW obnacTu oTHocsATcs paboThbl, 4EMOHCTPUPYIOLLME, YTO onpeaeneHHble
XVUpPHbIE KUCNOTbI CO CpeaHen ANMHOW Uenu, Takue Kak Kanpwunosas KucnoTa
(okTaHOBas kucroTa), koTopble MOryT ObiTb MeTabonusupoBaHbl 4O KETOHOB,
obnapaloT npoTMBOCYAopOXHbIMU cBorcTBamu (Chang et al., Neuropharmacology
69: 1-10, 2013). CooTBeTCTBEHHO, ObINO MOKasaHO, UYTO Kanpwunosas KUCNOTa,

KOTOPYIO UCNONb3YIOT B KETOreHHON aneTe co CBOﬁOﬂ,Hb]MM XUPHbIMU KUCnotTamu
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CO cpeaHen AnuHon uenu, obnagaer nNpoTUBOCYAOPOXHbIM aAencteuem (Wiaz et
al., Neuropharmacology 62: 1882-1889, 2012). |

[0012] HekoTOpblE  KETOHbI  AEMOHCTPUpOBaNM  CMOCOBHOCTL  ycunusaTtb
NPOTUBOCYAOPOXKHYIO aKTMBHOCTb HEKOTOpbIX, HO He BCEX,
npoTusoanunenTudeckux nekapcts (Likhodii et al., Ann. Neurol. 54: 219-226,
2003 u Zarnowska et al., Epilepsia 50: 1132-1140, 2009). Takoi xe adpekr
Habnoganu ans kanpunoson kucrnotel (Wlaz et al., Neuropharmacology 62.
1882-1889, 2012).

[0013]TOT e MexaHW3M, KOTopbli 0OycnoenuBaeT NPOTUBOCYAOPOXKHYIO
aKTUBHOCTb, MOXeT obecneunsaTb Takke 6naronpuUATHbIA KOTHUTMBHBIA 3hdexkT.
Hanpumep, 6bino nokasaHo, 4To oboraiieHuwe nuiy KanpunoBoW KUCNOTOW
CYLLIeCTBEHHO YNyuyllaeT KOrHUTUBHYIO AesTenbHoCcTb cobak nopoabl 6urne (Pan
et al.,, British Journal of Nutriton 103:. 1746-1754, 2010). AHanoruyHoe
YryuLleHNe KOTHUTUBHON (DYHKLMM Mocre npuemMa XWPHBLIX KUCHOT CO cpeaHen
ANVHOI Lienu onucaHo y nauveHToB ¢ gnabetom (Page 'et al., Diabetes 58: 1237-
1244, 2009). Kpome TOro, ussecreH acpekT ynyylleHUs KOrHUTUBHOM PYHKLUK
AN COEAVHEHWI C aTUMWYHOW NPOTUBOCYAOPOXHONW aAKTUBHOCTBLIO, TaKMX Kak
nvpaueTaM, aHupaueTam, U LUMPOKO NPUMEHAEMOro NPOTUBOANUIENTUYECKOTO
npenapara nesetupauerama (Malykh and Sadaie Drugs 70: 287-312, 2010 wm
Genton and Vleyman Epileptic Disorders 2: 99-105, 2000).

CYWHOCTb U3OBPETEHUA

[0014] B unccnenosaHusx, NPeAcTaBneHHbIX B HacTosWen 3asBke, MOMyyeHbl
onucaHbl COoedVHeHus, copepxalwme dparMeHT, KoTopblii oBecrnieunsaeT
meTabonuuyeckoe obpaszoBaHne KETOHOB, CBSA3aHHbIX C MOTEHLMPOBaHHbIM KETOHOM
NPOTUBO3NUNENTUYECKUM NekapcTBOM. CoeanHEHUs!, COrnMacHO HacTosLLie 3asBKe,
CHWXKAT 4acTOTy BO3HWKHOBEHWA Ccydopor Yy Mbiweir CD-1, KoTopbIX
CTUMYNUpPOBanu 3NeKTPUYECKUM pasgpaxutenem  Ans NpoBOKaLWK

NCMXOMOTOPHOIO npucTyna.
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[0015] CooTBETCTBEHHO, HACTOsLLAA 3asiBKa BKoYaeT coeanHeHne dopmynei |
O

N

R A
roe

A ABNSeTcs NOTEHUMPOBAHHBIM KETOHOM  MPOTUBO3NUNENTUYECKAM
nexkapcTsoMm; n

R' saBnsetca CgyisankunoMm, CsqsankeHUnoM, Cs.qoUmKnoankuneHC,.
10QSTKUNIOM, Cs.1oumnknoankeHuneHC _4pankunom, Cs.1onknoankuneHC,.
1o@nikeHunom unun Cs_joumknoankeHnneHC,_pankeHnnom,
nnu ero chapmaneBTUYECKN NPUEMIIEMYIO COSb, CONbBAT /UMK NPONEKapcTBO.
[0016]B ogHOM n3 BapuaHTOB BOMSOWEHUA A siBNAETCA MNOTEHUUPOBaHHbLIM
KETOHOM MPOTUBOINUNENTUYECKAM MPOU3BOAHBIM Y-aMUHOMACNSHOM KUCAOTbI
(GABA).
[0017]B pononHuTeNnbHOM BapuaHTe BOMMOWEHUA coeAuHeHue dopmynbl |

ABnseTcs coeguHeHnem dopmynei l(a):

O O
LA
R? N
I-II RZ R® O
I(a)
roe
R! aBnseTcsA TakuM, Kak ONUCAHO ANS COeAUHEHUS ¢opMynb| I;
R? u R®, kaxablit He3aBUCMMO, BblGpaHbl u3 H, Cy_sankuna u C,gankeHuna; unu
R? u R® BMecTe c aToMOM yrnepoga, ¢ KOTOpbIM OHM cBsi3aHbl, obpasyloT Ci.
rouMKnoankaH unu Cs_qoLiUKnoankeH,
wnu ero papmaueBTUYECKM NPUEMNEMON COMbIO, CconbBatoM  wu/unu
nposiekapcTBoM.
[0018]B apyrom BapuaHTe BOMMOWEHUA coeauHeHue dPopmynbl | ssnseTca
coeanHeHuem dopmyns! I(b):




roe
N ¥ M, KaXXabih He3aBucuMo, pasHbl 0, 1, 2 unn 3;

R' aBnsieTcs Takum, kak onucaHo Ans coeanHenns Gopmynsi |; n

R* 1 R®, kaxaplit He3aBMCMMO, Bbi6paHbl 3 H, Cigankuna un C,_gankeHuna; unu
R* n R®, BMecTe ¢ aToMOM yrnepoga, ¢ KOTOPbIM OHU CBf3aHbl, 06pasyioT Cs.
joumKnoankaH unu Cs_qoLKIoankeH,

wnu ero capmaueBTUYECKM NPUEMMIEMO  COMblo, conbBaToM  U/Unu
NponeKapcTBOM.

[0019]HacTosiwaa 3asBKa BKMIOYAET TaloKke KOMMO3NLMIO, CoAepXallylo OAHO
unu Gonee coeanHEHUn COrnacHO HacTosLWER 3aaBke U HocuTens. B ogHOM U3
BapuaHTOB  BOMMOWEHUsT  KoMnosuumen asnsietcs  apmaueBTuyeckas
KOMMosuuus, coaepxallas ogHO unu Gonee CoefMHEHWIA CornacHo HacTosLlen
3anBke U (pbapmaueBTUYECKU NpUemMeMbI HOCUTENb.

[0020]B apyrom BapuaHTe BOMMOLLUEHUA coefMHeHus1 cornacHo HacTosLen
3asiBKe WUCMOMb3YyIT B KayecTBe JieKapCTBEHHbIX cpencts. COOTBETCTBEHHO,
HacTosias 3asiBKa BKMIOYaeT Takke oAHO unu bonee coeguHEHW CcornacHo
HacToslLLen 3asaBKe AN NPUMEHEHUS B KaYecTBe NeKapCTBEHHOro CpeacTBa.
[0021]HacTosiwan 3asiBka BKMoYaeT cnocob neveHuss ogHoro unu Gonee
3aboneBaHuin, pacCcTPOUCTB UNKU nartonornyeckux coctosiHui LIHC, BbiGpaHHbIX
U3 anunencuyn, HeaNUNenTUYeCcKUX CyAOpPOr, KOTHUTUBHOW AUCEYHKLMUW,
KOTHUTUBHOFO (PYHKLIMOHUPOBAHUSA, TPEBOXHOIO pacCcTpoOMCTBa U XPOHUYECKOW
6onu, BKMAKYaAOWWA BBEAEHWE O0AHOrO uUnu Gornee CoeauHEeHWA COornacHo
HacTosiLeNn 3aaske CyObeKTy, HyXXaalLWweMycsi B 3TOM. B YaCTHOCTH, HacToALlan
3afBKa BK/IlOYaeT crnocob® neyeHna anunencun, npeacrasnsowmi  coboi
BBeAeHue oaHoro unu 6Gonee coeguHEHWd COrnacHoO HacTosWen 3asBke

cyObEeKTY, HyXaaloLeMycs B 3TOM.



[0022] [lpyrve oOTAUYUTENbHbIE MNPU3HAKU W NpeuMyLLiecTBa HacTOALLEN 3asBku
CTaHYT MNOHSTHbI U3 cnegylowero noapobHoro onucaHua. OpHako cneayet
NoHUMaTb, YTO NoApobHoe onucaHWe U KOHKPETHbIE NPUMeEpbI, 4EMOHCTPUpPYIOLLIME
BapuaHTbl  BOMMOLEHUS HACTOSLLEN 3asiBKM, NPeACTaBneHbl Nub  Ans
unnioctpaummn, a obvem opmynbl U306pPETEHUA He OrpaHuYeH YyKasaHHbIMM
BapuaHTaMu BOMMOWEHWA W €ro crneayet noHUMaTb B CaMOW  LUMPOKON
nHTepnpeTauuu, COOTBETCTBYIOLLEN AaHHOMY ONUCaHUIO B LIENOM.

OMUCAHUE YEPTEXEN

[0023][anee BapuaHTbl BOMMOLUEHUS HACTOAWEN 3asaBKM onucaHbl OGonee
noapo6HO CO CCbINKON Ha NPUKPENSIEHHbIE YePTEXN, Ha KOTOPbIX:

[0024]Ha dwmr. 1 npeactasneH rpaduk, [OEMOHCTPUPYIOLUUA  BIMSIHME
yBenuuusatowmxcs nos coeguHeHusa 4 (150, 300 wnu 600 mr/kr IP; unu 600 mr/kr
nepopankHo; 3a 1 Yac A0 NneYeHNst) Ha 4acToTy BOSHUKHOBEHUS MCUXOMOTOPHbIX
npuctynoB y mbiweir CD-1 no cpaBHEHUIO C KOHTPOMNbHBIM Hocutenem («Hocy) B
WNNICTpaTUBHOM BapuaHTe BOMIOLWEHNS HACTOSILLIEN 3asiBKU.

[0025]Ha dwur. 2 npeacrasneH rpaduk, AEMOHCTPUPYIOLLUIA  BRUsiHWE
yBenuuusalowuxca o3 coeguHenus 14 (75, 150, 300 wnn 600 mr/kr IP wunu
nepoparnbHO; 3a 1 Yac [0 NeYeHNs1) Ha YacToTy BO3HUKHOBEHUS NCUXOMOTOPHbIX
npucTynos y mblert CD-1 no cpaBHEHUIO C KOHTPONbHbLIM Hocutenem («Hoc») B
WNNIOCTPaTUBHOM BapuaHTe BOMMOLLEHUS] HAacTOosILLEN 3asBKW.

[0026]Ha cur. 3 npeacraBneH rpaduK, AEMOHCTPUPYIOLUMIA  BRUAHWE
yBenuuusarowmxca o3 coeauHenna 21 (75, 150, 300 unmu 600 mr/kr 1P unu
nepopanbHo; 3a 1 Yyac A0 fleYeHns1) Ha YacTOTy BOSHUKHOBEHUS NCUXOMOTOPHbIX
npucTynoB y mbiwen CD-1 no cpaBHEHUIO C KOHTPONbHBLIM HocuTenem («Hoc») B
WNNIOCTPaTUBHOM BapuaHTe BOMJIOLEHUS] HAaCTOSILLEN 3asiBKW.

[0027]Ha dur. 4 npencrtaBneH rpaduK, OEMOHCTPUPYIOLWNIA  BUSHUE
yBenuumnsawoLumnxca o3 coeguHeHus 22 (75, 150, 300 nnu 600 mr/kr IP vnu
nepopaneHo; 3a 1 Yac 40 NeyeHus) Ha YacToTy BO3HUKHOBEHUS MCUXOMOTOPHbIX
npucTynoB y mbiwein CD-1 no cpaBHEHUIO C KOHTPONbHLIM HocuTenem («Hoc») B
WNNIOCTPaTMBHOM BapuaHTe BOMSOLWEHUS HAacTOSILLEN 3asiBKW.

[0028)Ha «dwur. 5 npeactaBneH rpadwk, nemqimmupynoumﬁ BNUAHNE
ysenuymnsaroLmxca [os coeguHerus 25 (37,5, 75, 150, 300 nnn 600 mr/kr IP wnu




nepopanbHo; 3a 1 Yac A0 NeYeHust) Ha 4YacToTy BOSHUKHOBEHUSA NCUXOMOTOPHbIX
npucTtynos y Mbiwein CD-1 no cpaBHEHUO C KOHTPONbHLIM Hocutenem («Hoc») B
WNSIIOCTPaTUBHOM BapyaHTe BOMJIOWEHUA HACTOSALLEN 3aSBK.

[0029]Ha dwmr. 6 npeacraeneH rpaduk, AEMOHCTpUpYIOLLA  BRUsHNE
yBenuymnsaiowmxca fo3 coeauHerust 26 (37,5, 75, 150, 3300 unn 600 mr/kr IP nnu
nepoparnbHo; 3a 1 Yac A0 NeYeHUs) Ha YacToTy BO3HWUKHOBEHUS NMCUXOMOTOPHbIX
npucTtynos y Mmbiwein CD-1 no cpaBHEHWUO C KOHTPOMNbHbIM HocutenemM («Hoc») B
WNNIOCTPaTUBHOM BapuaHTe BOMMOLLEHUA HAaCTOALLEN 3asABKU.

[0030] Ha chur. 7 npepcrasneH rpaduvk, 4EMOHCTPUPYIOLWLUIA AeNCTBUE COeaUHEeHUSN
20 (600 mr/kr IP) B cpaBHEHUWM C KOHTPOMbHbIM Hocutenem («Hoc») npotus
CNpPOBOLMPOBaHHBIX MakcUMasnbHbIM anekTpowokoM (MES) ToHuueckux cynopor,
4YacToTa BO3HUKHOBEHUS KOTOPbIX BbipaXkeHa Ha 'BepTMKar'leoﬁ OCu B nNpoLieHTax oT
obLlen akcnepuMeHTanbHOW rpynnbl, UCNbITAHHOW B WMMIOCTPAaTUBHOM BapuaHTe
BOMJIOLWEHNS HACTOALLIEN 3aaBKu.

[0031]Ha cbur. 8 npeacTasneH rpaduk, AEMOHCTPUPYIOLWNA AEACTBUE COeANHEHNS
20 B posax 75, 150, 300 vnu 600 mr/kr, BBEAEHHOIO 3é 1 yac go ctumynauun, a
Taioke 300 Mr/kr, BBeAeHHOro 3a 2 n 4 4aca A0 CTUMYNALMK, B CpaBHEHUU C
KOHTPONbHbIM  HocuTenem («Hoc») npoTMB cnposouupoBaHHbIX 6 Ty
NCUXOMETPUYECKNX Cyaopor, 4acTtoTa BO3HMKHOBEHMSA KOTOPbIX BblpaXeHa Ha
BEPTUKAaNbHOW OCU B NpOUEHTax OT obLlei 3KCNepUMEHTanbHON rpynnbl,
UCnNbiTaHHON B WNAKOCTPAaTUBHOM BapuaHTe BOMJIOLWEHNA HaCTOALLIEeN 3asBKW.
CoeavHenne 20 unn ero HocuTenb BBOAUY NEPOpasibHLIM UM BHYTPUOPIOLLIMHHBIM
cnocobom BBeAeHWs. PesynbTaTbl BblpaXeHbl KaK KOMMYECTBO  MbilLEN,
AEMOHCTPUPYIOLLMX MO MEHbLLE Mepe OA4WH noae,qenqeckmﬁ npU3sHaK, XapakTepHbli
AN NCMXOMOTOPHON Cya0pOoru, NOCNe KaXaoro rnpeasapuTesibHOro nedYeHus.
[0032]Ha cour. 9 npeacTaBneH rpacuk, 4EMOHCTPUPYIOLWLNA AeCTBUE COEANHEHUSA
20 (300 n 600 mr/kr IP) B cCpaBHEeHUM C KOHTPOSbHbIM HocuTenem («Hocy») npoTtus
CMPOBOLMPOBAHHBIX MOAKOXHOW WHbEKUMen neHTuneHteTpasona (scPTZ)
CyAopor, 4YacrtotTa BO3HUKHOBEHWUS KOTOPbIX Bblpa)k€Ha Ha BepTUKanbHOW OCU B
npoueHtax oOT obwen  3IKCNepuMeHTanbHOM  rpynnbl, WUCMbITAHHOW B

UNNIOCTPaTUBHOM BapvaHTe BOMNMOLUEHUA HacTosLen 3anaBKu.
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[0033]Ha dwur. 10 npeactaBneH rpaduk, AEMOHCTPUPYIOLLMIA [encTBue
npeasapuTenbHoro neyeHus coeguHeHnem 20 (75 n 300 mr/kr) npoTus cygopor,
CMpOBOLMPOBAHHBIX KOPHEeasibHbiM (POroBUYHbBIM) KMH,b,nMHrOM, B CpaBHEHUM C
KOHTPONbHbIM Hocutenem «Hoc» B VInIIIOCTpaTVIBHONIIJ BapvaHTe BOMMOLWEHUs
HacTosllLel 3asiBku. BepTukanbHas OCb NpeAcTaBnsieT OLEHKY CYAOPOXHOM
aKkTUBHOCTM nocne KuHANWHra no wkane PacuHa (1972). Takum o6Gpasom,
pes3ynbTaThl BbipaXXeHb! Kak cpeaHee 3HavyeHuercraHaapTHaa owunbka cpegHero
3Ha4YeHUs OLeHKN KUHANWHra nocne kaxagoro neveHuns. CoeguHeHue 20 sesogunm
IP u nepopanbHbiM cnocobamu. B KayecTBe nNOMOXMTENBHOrO KOHTPONSA
ncnonb3oBanu Take sanbnpoat Hatpus (VPA, 600 mr/kr IP).

[0034]Ha cur. 11 npeacraeneH rpaduk, AEMOHCTpUpyloWuiA  feiicTue
npeaBapuTensHoro neyeHusa coeauHeHuem 25 (150, 300 n 600 mr/kr 1P, n 600 mr/kr
nepopanbHO) B CpPaBHEHUM C KOHTPONbHbIM HocuTenem («Hoc») npoTus
cnpoBounpoBaHHbiX MES TOHM4YeCKuX Cyaopor, 4acToTa BOSHUKHOBEHUS KOTOPbIX
BblpaXeHa Ha BepTUKanbHON OCU B npoueHTax oT obwei akcnepumeHTanbHowu
rpynnbl, UCMbITAHHOW B WINIOCTPATUBHOM BapuaHTe BOMSIOWEHUS HacTosien
3anBKU.

[0035]Ha dour. 12 npepcraBneH rpacduk, AEMOHCTPUPYIOWWUA  OeAcTBue
npensapuTenbHOro neveHus coeguHeHnem 25 (150, 300 u 600 mr/kr IP, n 600 mr/kr
nepopanbHO) B CPaBHEHWWM C  KOHTPOSbHbIM - Hocutenem («Hoc») npoTus
cnpoBounpoBaHHbIX SCPTZ cypopor, 4actoTa BOSHUKHOBEHUSA KOTOPbIX BblpaXeHa
Ha BEPTUKaNbHON OCM B MpoLeHTax OT obLled 3KCmepUMeHTanbHOW rpynmbl,
UCnbITaHHOW B UNMIOCTPAaTUBHOM BapyaHTe BOMIOLLEHUS HACTOSLLEH 3a8BKU.
[0036] Ha dur. 13 npeactaBneH rpaduk, ,quOHCTpVIpleU.WIVI nencreme
npefBapuTeNbLHOrO neveHns coeguHeHvem 25 (150, 300 u 600 mr/kr IP, u 600
Mr/Kr nepoparibHO) B CpaBHEHUN C KOHTPOSibHbIM HocuTenem («Hoc») npotus
cnposounpoBaHHblix SCPTZ cyaopor B unnioCcTpaTUBHOM BapuaHTe BOMNSOLEHUS
HacTosiLen 3asBkA. BepTukanbHasi oCb AEMOHCTPUpYeT BpeMs 3ajepXku (C)
cynoporu nocre nHbekumn PTZ.

[0037JHa c¢ur. 14 npeacrasneH rpaduk, AEMOHCTpUpYOWMA adencTeue
npeaBapuUTenbHOro neveHus coeauHeHvem 26 (300 u ;600 mr/kr IP, n 600 mr/kr

nepopanbHO) B CPaBHEHMM C KOHTPOSibHbIM HocuTeneMm («Hoc») npoTuB



11

cnpoBouunpoBaHHbIX MES ToHUYeckux cyaopor, 4actoTta BO3SHUKHOBEHUS KOTOPbIX
BblpaXeHa Ha BepTUKanbHON OCUM B MpoueHTax OT obuieit 3KcnepMMeHTarnbHOM
rpynnbl, WUCNbITaHHOW B WNMOCTPATUBHOM BapuaHTe BOMIIOWEHUS HacTosLen
3asBKM.

[0038]Ha dwmr. 15 npepcraeneH rpadmk, AEMOHCTPUPYIOWMIA  AeACTBUe
npensapuTenbHOro neyeHna coegmHeHmem 26 (150, 300 n 600 mr/kr IP, n 600 mr/kr
nepopanbHO) B CpaBHEHWM C KOHTPONbHbIM HocuTenem («Hoc») npoTtus
cnpoBouUnpoBaHHbIX SCPTZ cyaopor, YactoTa BOSHUKHOBEHUS KOTOPbIX BblpaXXeHa
Ha BepTUKanbHOM OCU B nNpoueHTax OT obLlen IKCNepUMEHTanbHOW rpynnbl,
UCTbITaHHOW B UITIOCTPaTUBHOM BapyaHTe BOMSIOLLEHUSA HACTOSILLEN 3asBKN.
[0039] Ha dwur. 16 npeacraBneH rpacduk, AEMOHCTPUPYIOWUA AeNCTBUe
npeasapuTenbHoro nevyeHuns coeamHeHuem 26 (150, 300 n 600 mr/kr IP, n 600
Mr/Kr nepopansHO) B CpaBHEHUU C KOHTPOJIbHbIM Hocutenem («Hocy») npotus
cnpoBoLupoBaHHbIX SCPTZ cyaopor B UNNIOCTPAaTUBHOM BapuaHTe BOMOLWEHUS
HacToswen 3assku. BepTukanbHasi OCb AEMOHCTPUPYET BpeMsi 3adepXKun (C)
cyaoporu nocrie uHbekuun PTZ.

NnoaPOBHOE ONMUCAHUE
l. OnpegeneHus

[0040]Ecnn He ykasaHO WHOe, TO ONpeaeneHus U BapuaHTbl BONMOLEHWUS,
onucaHHbie B AaHHOM U Apyrux pasgenax, NpuMeHUMbl KO BCEM BapuaHTam
BOMMOLUEHNA W acnekram HacToswen 3asBKW, OnNUcaHHbIM B HacTOALLEM
AOKYMEHTE, K KOTOPbIM OHM NOAXOAST, KaK MOHATHO cneuuanucTam B AaHHON
06nacTn TEXHUKW.

[0041] B noHumMaHum obbema HacTosILLEN 3asBKu TepMﬁH «BKMOMaoWwmun» U ero
npousBoAHbie B AAHHOM KOHTEKCTe AABMSIOTCA HeorpaHUu4MBaloWUMU TepMUHaMU,
KOoTopble onpeaensitioT Hanuyue ykasaHHbIX NPU3HAKOB, 3MEMEHTOB, KOMMOHEHTOB,
rpynn, uenbiXx 4ucen wunu CcTaguin, HO He mcm}oqam Hanuuua apyrux
HeyKasaHHbIX NPU3HaKoB, 3JIEMEHTOB, KOMMOHEHTOB, rpynn, Uenbix Yucen wunm
cTagvii. BbllleckasaHHOe OTHOCUTCS Takke K TepMuHaM, UMELWUM CXOAHoe
3HayeHne, TakuM Kak TepMUHbI «BKNIOYaOWNA», «AMEIOLLUA» U UX NPOU3BOAHLIE.
TepMUH «COCTOALWMIA» W €ro Npou3BOAHbIE B AaHH;OM KOHTEeKCTe SABNAITCSA
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OrpaHUUYNBaIOLUMKN  TEPMUHAMU, KOTOpble OnpeaensioT Hanuyue yKasaHHbIX
NPU3HAKOB, JEMEHTOB, KOMMOHEHTOB, rpynn, uenbiX 4Yucen wwnu cragui, Ho
UCKNIOYaloT Hanuuue ApYyrux HeykasaHHbIX NPU3HAKOB, 3NeMeHTOB, KOMNOHEHTOB,
rpynn, uenblx Yucen wwmm craguii. TEpMUH «COCTOSALLMIA, NO CyllecTsy, U3» B
OAHHOM KOHTEKCTE O3HavyaeT HanuuuMe YKasaHHbIX MPU3HAKOB, JNIEMEHTOB,
KOMMOHEHTOB, Tpynn, UenbiX 4ucen wwunu cragui, a Takke TeX, KoTopble
CYLLIECTBEHHO HEe BIUSAIOT Ha OCHOBHYIO U HOBYIO XapaKTepuUCTUKy(-1) NpuU3HaKos,
9NEMEHTOB, KOMMOHEHTOB, Py, LenbiX Yucen uwwnm cragui.

[0042] TepMUHBI  CTENEHEN, TakuMe Kak «no CyLWEeCTBY», «OKOSiIo» U
«NpUbNU3NTENbHO», B AAHHOM KOHTEKCTE O3HayaloT uenecoobpasHyio cTeneHb
OTKITOHEHNS MOANMUUMPOBAHHOTO TEPMUHA, TaK YTO KOHEYHbIA pesynbTaT He
ABMAETCA CYLUECTBEHHO W3MEHEHHbIM. YKa3aHHble TEPpMUHbI CTENeHel cneayeT
TONKOBATb KaK BKOYalOWMe OTKNOHEeHWe NO MeHblien Mepe Ha 5%
MOANDULIMPOBAHHOIO TEPMUHA, eCnu Takoe OTKNOHEHUe He OTpULaeT 3HavyeHue
cnosa, KOTOpoe OH Moaucuumupyer.

[0043]U/cnonb3yemass B HacTosilen 3asiBke dopma eAUHCTBEHHOro 4ucna
BKMoYaeT TaKkke GOpMbl MHOXECTBEHHOIro Yncra, eCcnu U3 KOHTeKcTa SIBHO He
cnepyeT uHoe. Hanpumep, cnegyeTr NOHUMAaTb, YTO BapuaHT BOMMOLLEHUS,
BKMIOYAOLWNA  «COEAUHEHUeY, NPeACTaBMsAeT HEKOTOpble acnekTbl C OAHUM
coeuHeHneM unu AByms, unun bonee AONONHUTENbHbLIX COEANHEHUNA.

[0044]B BapwaHTax BONNOWEHUSA, BKMIOYAIOWMX «AONOMHUTENbHBINY UMK
«BTOPOW» KOMMOHEHT, TaKOW Kak OONofHUTeNnbHOe WM BTOpOe coeauHeHue,
BTOPOA KOMMOHEHT B [AaHHOM KOHTEKCTe XUMWUYECKA OTNUYeH OT Apyrux
KOMMNOHEHTOB WMAW NEepBOro KOMMOHEHTA. «TpeTui» KOMMOHEHT OTMU4YeH OT
ApYrux, NepBoro N BTOPOro KOMMOHEHTOB, U AONOSTHATENBHO NPOHYMEPOBaHHbIE
UNn «AOMNOSTHUTENbHbIE» KOMMOHEHTbI TaKKe SIBNSIOTCA OTNIMUYUTENTbHBIMMU.

[0045] TepMUH «W/vnu» B [LaHHOM KOHTEKCTE O3Ha4vaeT, YTO nepeuvnucrneHHble
3NeMeHTbl NPUCYTCTBYIOT UMK MCﬂOﬂb3yIOT NO OTAENbHOCTM UNU B KOMBUHaUuu.
daKTUYECKN, [aHHbIA TEPMUH O3HA4aeT WCMOMNb3OBaHWE WNKM Hanuune «no
MEHblUei Mepe OAHOro U3» WNM «ofHOro unu Gonee» U3 NEepPedUCEHHbIX
anemeHToB. Hanpumep, BbipaxeHune «ero apmMaueBTU4eCckn npuemnemas corb,

conbBaT U/uUnu NponeKxapcTBo» oXBaThiBaeT KOMOUHaLMK YKa3aHHbIX pa3nn4HbIX
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dopm 3asBneHHbIX COEAWHEHWI, BKMOYAs, Hanpumep, conbBaT CoOMU
coefnHeHns dopmynbl | unuM conbBaT CONMM MpPOSieKapcTBa COEAVHEHUS
®opmynbi |. ,

[0046] TepMuH «noaxoAsWUiA» B AaHHOM KOHTeKCTé O3Havaer, 4TO BbIOOP
ONMpefienieHHoro  CoeAvHeHWA WM YCNOBUW  3aBUCUT OT  KOHKPETHOIO
OCYLLIECTBNSEMOro B NpoOLIeCCe CUHTE3a AEWCTBUS U OT XUMWUYECKOW npupoabl
npeobpasyemMoit Mornekyrnbl (Monekyn), HO Takoi BblGOp W3BECTEH OMbITHOMY
cneuvanucty B fAaHHon obnactu TexHukn. Bce cragum npouecca/cnocoba,
onucaHHble B HAaCTOALEM [JOKYMeHTe, criegyeT npoBoAUTb B YCIOBUSX,
AOCTaTOMHbIX ANA Mony4YeHus npeabsBnsemoro npoaykra. Cneuvanuctam B
AaHHOW 00nacTu TexHWKU MOHATHO, YTO BCE YCMOBWA peakuuii, BKIOuas,
Hanpumep, peakUMOHHbIN pacTBOpUTESlb, BPEMA peakuun, TeMnepaTypy peakuuu,
AaBreHve peakLun, COOTHOLLEHNE PeareHToB U NPoBEeAEHUE UNU He NpoBeAeHue
peakumn B 6e3BOAHON UMK WUHEPTHON aTtmocdepe, MOryT ObiTb U3MEHEHbl 4nA
onTUMU3aLun Bbixoga TpebGyemoro npoAykta, W Takoe W3MEHeHWe W3BECTHO
cneumanucTy, BbiNONHAIOLWLEMY ero.

[0047] TepmuH «3awuTHas rpynna» U nogobHble TepMUHbI B LaHHOM KOHTEKCTe
OTHOCATCA K XWUMU4YECKOMYy pparmMeHTy, KOTOpbIA 3aluuiaeT unu Mackupyet
peakUMOHHOCNOCOOHYI0 4acTb MOMeKynbl ANs NPeaoTBpalleHuss NoBoYHbIX
peakLuii B Takon peakumoHHOCNOCOBHON YacTu Monekynbl BO BpeMsa paboTbi unu
npoBeAeHUA peakuuu C ApYron YacTbio Mornekynbl. [locne saBepueHus paboThbl
Unu peakuun 3alMTHYO Tpynny yAansoT B YCNOBUSIX, KOTOpblie HEe NPUBOAAT K
PasnoXeHUI0 WU paspyleHU0  OCTasbHbIX qacfen Monekynel. Bbibop
noaxoAsLlen 3alUTHOW rpynnbl MOXET ObiTb CAenaH cneuuanucTtoM B AaHHOW
obnactn TexHuku. B paHHOM 0OnacTM TEXHUKU M3BECTHbI MHOrOYUCIEHHbe
obblyHble 3alUTHbLIE TPYNNbl, Hanpumep, Ol'llllcaHHble. B “Protective Groups in
Organic Chemistry” McOmie, J.F.W. pea., Plenum Press, 1973, B Greene, T.W.
and Wuts, P.G.M., “Protective Groups in Organic Synthesis”, John Wiley & Sons, 3-
e u3a., 1999, u B Kocienski, P. Protecting Groups, 3-e Ms,u,., 2003, Georg Thieme
Verlag (The Americas). Mpumepbl NOAXOAALMX 3aLLMTHBIX FPYNI BKIOYAIOT, HO He
orpaHuyusatotca umu, t-Boc, Ac, Ts, Ms, npoctbie cununbHble acupbl, Taku Kak
TMS, TBDMS, TBDPS, Tf, Ns, Bn, Fmoc, GeH3oun, AMMETOKCUTPUTUR,
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METOKCUITOKCUMETUNOBbIN  ahUp, METOKCUMETUNOBLIA  3cdup, nuBanoun, n-
METOKCUOEH3NNOBLIN  achup, TETParnaponupaHwun, TPUTUN, 3TOKCUITUSOBbIE
acbupsbl, kapbobeHaunokeun, 6eH3onn u T.n. '

[0048]t-Boc B AaHHOM KOHTEKCTEe OTHOCUTCA K mpem-0yTunoKcukapbGoHUIbHOM
rpynne.

[0049] ACc B AaHHOM KOHTEKCTe OTHOCUTCS K aueTUIbHOM rpynne.

[0050] Ts (TO3uMn) B A@aHHOM KOHTEKCTE OTHOCUTCA K vn-Tonyoncyan)OHmanoﬁ
rpynne.

[0051]Ms B AaHHOM KOHTEKCTE OTHOCUTCA K METaHCYNbOHUNBHON rpynne.
[0052] TMS B AaHHOM KOHTEKCTE OTHOCUTCS K TPUMETUICUNUNBHOW rpynne.

[0053] TBDMS B AAaHHOM KOHTEKCTe OTHOCHUTCA K mpem-
OyTUnauMeTUNCUNUNBLHONU rpynne.

[0054] TBDPS B AaHHOM KOHTEKCTe orp-iocmc;l K mpem-
ByTuUnandeHuncunnnbHoOn rpynne.

[0055] Tf B OQaHHOM KOHTEKCTE OTHOCUTCA K TpudTopMeTaHCyNnb(OHUNbHOM
rpynne.

[0056]Ns B faHHOM KOHTEKCTE OTHOCUTCA K HadbTanuHCynbOHUNBLHON rpynne.
[0057]Bn B faHHOM KOHTEKCTe OTHOCUTCA K 6eH3UNbHOI rpynne.

[0058] Fmoc B AaHHOM KOHTeKcTe oTHOCUTCA K
cnyopeHUnMeTokCukapboHUNbLHOM rpynne.

[0059] TepMUH «ankun» B 4aHHOM KOHTEKCTE, UCNOMb3yeMblil OTAENbHO UMK Kak
YacTb [ApYyrol rpynnbl, O3HayaeT HepasBeTBIIEHHble WNM pa3BETBIEHHbIe
HacblLLEHHbIE ankumbHbie rpynmnbl. KonmyecTBo BO3MOXHbLIX aTOMOB yrneposa B
yka3aHHOW ankunbHoi rpynne oGosHayaloT YUCNOBbIM MHAEKCOM «Cpqno».
Hanpumep, TepmuH Cqsankun osHavaeT ankumnbHyto rpynny, umetoLtyio 1, 2, 3,
4,5, 6, 7 nnu 8 aTomos yrnepoga.

[0060] TepMUH «ankeHUn» B AAHHOM KOHTEKCTe, UCNOSNb3yeMbli OTAENbHO WUNU
KaKk 4YacTb ApYyrow rpynnbi, O3Ha4yaeT HepasBeTBMEHHble WUNU pa3BETBNEHHbIE
HeHacbilleHHble ankeHunbHble rpynnbl.  KonuyecTBO BO3MOXHBIX aTOMOB
yrnepoga B yKasaHHOW ankeHUrnbHOW rpynne o603HayalT YUCIOBbIM UHOEKCOM
«Cp1n2». Hanpumep, TepMuH Cg4qsankeHun osHavaeT ankeHwnbHyl rpynny,
nvetowyio 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14 unu 1_5 aTomoB yrnepoga u no
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MeHblUeN mMepe OAHY ABOWNHYIO CBSisb, Hanpumep, ot 1 Ao 3, ot 1 o 2 vnn 1
ABOWHYIO CBA3b.

[0061] TepMuH «UMKNOankaH» B AAHHOM KOHTEKCTe, UCMONb3yeMbl OTAESNbHO
WNKU KaKk 4YacTb ApYron rpynnbl, O3Ha4YaeT MOHO- unNu OBULMKNN4YecKyto
HacbiLEeHHyI0 ankaHoBylo rpynny. KonnyectBo BO3MOXHbLIX aTOMOB yrnepoaa B
yKasaHHOW uuKrnoankaHoBow rpynne o603Ha4valoT 4YicnoBbiM UHAEKCOM «Cpqno».
Hanpumep, TepmuH Cj ouMKNOankaH oO3HavYaeT UWKNoankaHoBYl rpynny,
umetowlyio 3, 4, 5, 6, 7, 8, 9 nnn 10 atomos yrnepoaa. Ecnu uuknoankaHoBas
rpynna cooepxuT 6Gonee OAHOM LIMKNWYECKOW CTPYKTYpbl MNM Kornew, TO
LMKNMYEecKne CTPYKTYpbl KOHAEHCUMPOBaHbI, CBA3aHbl MOCTUKOM, CBsi3aHbl B
CMMPOLINKI UNy CBA3aHbl OANHaPHON CBA3bIO.

[0062] TepMuH «UUKNOANKUNEH» B AAaHHOM KOHTEKCTE, UCNONb3yEMbIl OTAENbHO
WNU KakK YacTb APYron rpynnbl, O3Ha4aeT ABYXBaNEHTHYIO LWKNOAaNKaHOBYHO
rpynny. '

[0063] TepMUH «UMKNOANKeH» B JAHHOM KOHTEKCTe, UCMOMNb3yeMblii OTAENbHO
WNu Kak u4acTb ApYron rpynnbl, O3Ha4YaeT MOHO- WU BUUMKNINYECKyIo
HeHacbILLEeHHY0 ankeHoByto rpynny. Konn4yecTeo BO3MOXHbIX aTOMOB yrnepoaa B
yKaszaHHOW UMKoankeHoBon rpynne o6osHavaloT qmcnbablm UHAEKCOM «Cpyno».
Hanpumep, TepMuH Cs oUUKNOANKEH O3Ha4vaeT uMKnoanKeHosyro rpynny,
umetowtyto 5, 6, 7, 8, 9 unu 10 atomoB yrnepoaa U NO MeHbLUIEA Mepe OaHY
ABOVHYIO CBA3b, Hanpumep, ot 1 go 3, ot 1 g0 2 wnun 1 ABOKMHYIO cBA3b. Ecnu
UuknoankeHoBas rpynna cogepXxvut 6onee oaHOW LMKITMYECKOR CTPYKTYPbl UK
Koneu, TO UUWKIUYEeCKUe CTPYKTYPbl KOHAEHCUPOBAHbI, CBA3aHbl MOCTUKOM,
CBS3aHbi B CNTUPOLMKI NI CBSI3aHbI O4UHAPHON CBA3bIO.

[0064] TepMUH  «UMKNOANKEHUNEH» B [OAHHOM KOHTEKCTe, MWCNOMb3yemblit
OTAENnbHO WM  Kak 4acTb APYro rpynnbl, O3Ha4YaeT [ABYXBaEHTHylo
LIMKNOanKeHoBYIO rpynmny.

[0065]NepBas UUKNUYECKas! CTPYKTYpa, «KOHOEHCUPOBAHHAs» CO BTOpPOW
UMKITUYECKOW CTPYKTYpPOW, O3HavaeT, uTO nepsasi UMKNIU4Yeckas CTpyKTypa w
BTOpas UMKNUYeckasi CTPyKTypa UMeEKT N0 MeHbLUen Mepe fBa 06LUUX CMEeXHbIX

aToMa.
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[0066][lepBas LMKNIMYECKAA CTPYKTypa, «CBSi3aHHasi MOCTUKOM» CO BTOPOWA
LMKNNYECKON CTPYKTYPOW, O3Ha4vaeT, 4YTO nepBas LUMKIMYeckas CTPyKTypa W
BTOpas LUMKIMYECKAAs CTPYKTypa WMET no MeHbliedn Mepe pgBa obumx
HECMEXHbIX aToMa.

[0067]MNepBas uMkNMYeckas CTPYKTypa, «CBSi3aHHas B CNMPOLMKI» CO BTOPOM
LUMKIIMYECKON CTPYKTYPOW, O3HA4yaeT, YTO nepBas LUUKIIMYEecKan CTPyKTypa W
BTOpas LUUKNMYEcKasn CTPyKTypa UMeIT oauH obLuin atom.

[0068] TepMuH «ranoreH» B AaHHOM KOHTEKCTE OTHOCUTCA K aTtomy ranoreHa u
Bknioyaetr F, Cl, Br n |. B ogHOM 3 BapuvaHTOB BOMMOLUEHUA ranoreHom
spnsetca Cl, Br unm |.

[0069] TepMuH «COeAMHEHME COrnacHo 3asiBKe» WM «COeAUHEHWe COornacHo
HacTosien 3assBke» U NoaobHble TepMUHbl B AAHHOM KOHTEKCTE OTHOCATCA K
coeanHeHuto dopmynbl | u  ero dapmaueBTUHECKN MNPUEMIIEMBIM  COJSIAM,
conbBaram Wunu nponekapcream.

[0070] TepMuH «3aboneBaHue, pacCTPOWCTBO WUNWN NATONIOrMYECKOe COCTOSIHUE
COrnacHoO HacTosALEN 3aABKe» B JaHHOM KOHTEKCTe OTHOCUTCS K 3abonesaHuio,
paccTpoONCTBY WNWN MaTONOrMYeCKOMy COCTOSHUIO, ANSA NEeYEeHUs KOTOpOro
noaxoauT coeguHeHWe cornacHo HacTtosuwen 3asske. B 04HOM U3 BapuaHTOB
BONJoLeHns 3abonesaHnem, paccTPOMCTBOM UNW NMaTonormieckum CocTosiHNEM
saBnsaeTca 3aboneBaHune, pacCTPOWCTBO UNKM natonoruyeckoe cocrtosHue LIHC,
BbiOpaHHOe U3 ogHoro unu Gonee us anunencum, HEeaNMNeNTUYECcKIX cyanopor,
KOTHUTUBHON  AUCKYHKUUK, KOTHUTUMBHOIMO (YHKUMOHUPOBAHUA, TPEBOXHOIO
paccTpoicTBa U XpoOHUYeCKoin Gonu.

[0071] TepMuH «CyOBbEKT» B AAHHOM KOHTEKCTE BKMIOYaeT BCEeX YNEeHOB Mupa
XWUBOTHbIX, BKMNIOYaA MMEKONUTaOWUX, U OTHOCUTCS, B YaCTHOCTU, K NIOAAM,
AOMALLHUM XWBOTHbIM (Hanpumep, cobakam, KOLIKam, rpbidyHam, Kponukam u
T.A.) U CerNbCKOXO3SNCTBEHHBLIM XMBOTHbIM (HanpuMep, KPYNHOMY poraTtomy
CKOTY, OBLlaM, CBUHbSIM, KO3aM, XXUBOTHbIM poja Nnowagen, TakuMm Kak nowiaam,
MYInbl U OCnbl, U T.4.). 5

[0072] TepMUH «dapmaLeBTUYECKM NPUEMMEMbIR» O3Ha4YaeT NPUrodHbIA Ans
neyeHus  cybbEKTOB, TaKMX KakK JiloAgW, [AOMalLUHWE  JKUBOTHblE ¥

CEeNbCKOXO3ANCTBEHHbIE XXUBOTHbIE.
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[0073] TepmuH  «papmaLieBTUMECKM NpUeMsieMasl  Cofb»  O3HA4YaeT  Corflb
npucoeauHEHUa KUCNOTbI, KOTOpas NoOAXOAUT NS WM coyeTaemMa C NneyvYeHnem
CyObeKToB, UMK COofb MNPUCOEANHEHUS OCHOBAHWS, KOTOpas MOAXOAUT ANs Win
coyeTaema C neyeHmeM cyObEeKToB. |

[0074] Conb npucoeavHEHUs KACNOTbI, KOTOpAasi NOAXOAUT AN WK couveTaema C
neyeHvem cybbekToB, SBNSETCA MMOOON HETOKCUMHOW OpraHU4Yeckon unu
HeopraHM4eckon conbio N06Oro oCHOBHOro coeanHeHusi. OCHOBHble COeAVHEHWS,
KOTopble 00pasyloT COnMb MNPUCOEAVHEHUA KWUCNOTbI, BKAOYAOT, Hanpumep,
coeavHeHuAa, coaepxawue amuHorpynny. WnniocTpaTuBHblie HeopraHuyeckue
KUCNOTHI, KoTopble oBpasyioT noaxogsiuve conu, BKITHOMAIOT
XropuUCTOBOAOPOAHYI0, OpOMUCTOBOAOPOAHYIO, CePHYIO U (hOCHOPHYIO KUCNOThI, a
Taloke CconW MeTannoB, TakMe Kak MOHO ruapooprtocdoctar Hatpua W
ruapocynbdar kanus. WnnoctpaTuBHble OpraHUYecKMe KUCNOTbl, KOTOpble
obpasyloT noaxoAaLMe Conu, BKNKOYAOT MOHO-, AU- U TPUKApOOHOBbIE KUCMOThI,
Takue Kak rnukonesasi, MOSOYHas, NUPOBUHOrpadHas, ManoHoBasi, SAHTapHas,
rnytapoBasi, ymapoBasn, sb6noyHasl, BUHHASA, JMMOHHAs, ackopbuHoBas,
mManeuHoBasi, 6eH3oiHas, HEeHUNYKCYCHasA, KOpUYHas U CanuuunoBas KUCNOTbI, a
TalKe CynbqOHOBbLIE  KUCMNOTbl, TakMe Kak n-TonyoncynbgoHoBas U
MeTaHCynboHoBaA KucnoTbl. MoryT ObiTb 06pasoBaHbi CONMM  MOHO-  UNU
AVKUCNOTLI, W Takue Cconu MOryT cyulectsoBaTb B rMapaTUPOBaHHOWM,
conbBaTUPOBaHHOM uNK, nNo cywectey, 6essogHoit copme. B uenom, conu
npuUcoeanHeHUs KUCrnoTel bonee pacTBOPUMbI B BOAE U Pa3NNYHbBIX rnapOtUnbHbIX
OpraHU4ecKux pacTBOpUTENSAX WU, KakK NpaBwuno, AeMOHCTPUPYIOT Gonee BbICOKYHO
TemnepaTtypy nnasfeHnsa No CpaBHEHUIO C UX hopmamn cBOBOAHOrO OCHOBAHMA.
Bbibop noaxopgsawen conu MoxeT ObiTb caenaH crneuuanucTom B AaHHon obnactu
TEXHUKWN.

[0075]Conb npucoeauMHEHUS OCHOBAHWA, KOTOpas NOAXOAUT AN UNu coveTaema
C neyeHneMm cyObekToB, siBnseTcs nwbon HeTOKCMQHOVI OopraHU4yecKkon wunm
HeopraHM4Yeckon Cconbio MNPUCOEAUHEHUS OCHOBaHUA nNGOro KUCNOTHOro
coeanHeHus. KUCnoTHble coeauHeHUs, KoTopble 06pasyloT conb NpucoeanHeHus
OCHOBaHWUs, BK/IIOMAIOT, HanpuMmep, COeAUHEHUA, coAaepxawue rpynny

kKapOOHOBOW KMCNOTHI. Vl.l'U'IlOCTpaTI/IBHbIe HeopraHn4yeckne OCHOBaHWA, KOTOpbiE
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obpasyloT noaxoAswiMe conu, BKIOYaT FMAPOKCUALI JINTUSA, HATPURA, Kanus,
Kanbuma, marHua wnu Gapusa. UnnioctpaTtMBHbie OpraHMYeckue OCHOBaHUS,
KoTopble  00pasyloT noaxoasiymMe  conu,  BKMOMAT  anudartudeckue,
anMuuKnuyeckue wunM apomaTuUveckue opraHuyeckue amuHbl, Takue Kak
MeTUNaMuH, TPUMETUNaMUH U MUKOSUH, aannaMMOHmeBbIe coeuHeHua unu
ammunak. Boibop noaxopswen conm MoxeT ObiTb cf.,qenal-l cneyvanuctom B
haHHoON 06nacTy TeXHUKN.

[0076]O6pasoBaHne Tpebyemoil cConu NPUCOEAUHEHUS KUCMOTbI WU  COMu
NnpUCoeanHEHU OCHOBaHWA  OCYLLUECTBMAIOT, Hanpumep, CTaHAApPTHbIMU
cnocobamn. Hanpumep, HenTpanbHoe coeavHeHue obpabartbiBaloT KUCMOTOW
WNM OCHOBaHMWEM, COOTBETCTBEHHO, B MOAXOAALLEM pacTBopuTene, a 3aTem
NONy4YeHHYI0 CoJb BblAENnAT unbTpauuen, kcTpakumen n/nnm niodeim apyrum
noaxoaaLwWmnM cnocobom.

[0077]MponekapcTBaMn COEAMHEHMIA COrNACHO HaCTOsLUEN 3asBKe SABNAITCA,
Hanpumep, OObl4YHblIe CroXHble 3cupbl, 06pa3oBaHHbie C  AOCTYNHbIMK
amuHorpynnamu wunu KapbokcunbHbiMM rpynnamu. Hanpumep, p[ocTynHble
aMmunHorpynnbl MoryT ObiTb auunMpoBaHbl C NOMOLLLbI aKTUBUPOBAHHOW KUCIOTbI
B MNPUCYTCTBUU OCHOBaHUA U, HeobA3aTenbHO, WHEPTHOro pacTBopUTEns
(Hanpumep, xnopaHrugpuaa KMCNOTbI B nupuanHe). HekoTopbie
pacnpocTpaHeHHble CroXHble 3upbl, KOTOpble WCMOMb3YIT B Ka4vecrse
nponekapcTs, ABAAIOTCA (PEHUNbHBbIMU CNOXHbIMKU 3chupamu, anudaTnieckumm
(C1-Ca4) cnOXHBLIMM 3cPUPaAMK, ALMNOKCUMETUIIBHBIMA CINOXHbIMK  3cdhupamu,
kapbamaTtamu # cnoXxHbIMU acbupamm aMMHOKUCIIOT. :

[0078] TepmnH «conbBaT» B AAHHOM KOHTEKCTE OTHOCUTCS K KOMMMeKcam,
obpa3oBaHHbIM MeXay CoeAUHEHUEM U PAcCTBOPUTENEM, U3 KOTOPOro OCaXaeHo
COeAVUHEHNEe UN B KOTOPOM NOJSIY4EHO COEAWHEHME. COOTBeTCTBeHHO, TEPMUH
«conbBaT» B AAHHOM KOHTEKCTe O3Ha4yaeT CoeAVHEHWE UMK COfb COeLUHEHWS,
rae Monekynbl MOAXOASALWEro pacTBOPUTENS BCTPOEHbI B KPUCTaNSTUYECKYHD
pelweTky. MNpumepamu noaxodsALMX pacTeopuTened ABNAIOTCA 3TaHOM, BOAA U
T.n. Ecnu pacteoputenem siBNsieTCA BOAA, TO MOMEKYNY Ha3bIBAIOT «rMapaToOMy.
ObpasoBaHue conbBaTOB BapbUpPYEeTCs B 3aBUCUMOCTM OT COEOUHEHUS U

conbBata. B uenom, conbBaThb nony4alwT pacTtsopeHuem coegunHeHwusa B
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nogxoaswlieM pacTtsoputene U BblAeneHnem conbBaTa  NOCPEeACTBOM
OXNaXaeHUss U npuMmeHeHust aHTupacrteoputensa. ConbBaT, Kak npasuno,
BbICYLIMBAIOT WNU NOABEPraldT as3eoTPONHOW nNeperoHke B  YCMOBUAX
oKpyXaloLeit cpeabl. BoiGop noaxoasLwmx ycrnosuin AN NonyYeHUs KOHKPETHOro
conbBaTta MOXeT ObiTb caenaH cneunanucTom B gaHHouW obnactu TEXHUKW.
[0079] B pasnu4yHbIX BapuaHTax BOMMOLLEHUS HaCTOsILLEN 3asiBKM COeAUHEHWS,
onucaHHble B [AHHOM [OKYMEHTe, WMelT M0 MeHblweh Mepe oauH
acMuMMmeTpu4yHbini  UeHTp. Ecnu  coeauHeHus umetor Gonee  ogHoro
acUMMEeTPUYHOro LieHTpa, OHU MOTyT CyLleCTBOBaTb B BUAe AuacTepeomepos.
CnepyeT noHMMaTb, YTO BCE Takne nsomepbl U x cMecu B NlobomM COOTHOWEHUN
BXOAAT B 06bemM HacToswwen sasskn. [ononHUTENbLHO cneayeT NOHUMaThb, YTo,
XOTA CTEpPeoXuMuns coefuHeHun MoxeT ObiTb nsobpaxeHa NMobbiM KOHKPETHBIM
coeguHeHneM, npeacTaBfeHHbIM B HacTOsALEM AOKYMeHTe, Takue COeMHEeHUs
MOryT cofepXaTb Takke onpefeneHHble konuyectsa (Hanpumep, meHee 20%,
npuemnemo meHee 10%, Gonee npuemnemo meHee 5%) coeguUHEHUA COrnacHo
HacTosALWEN 3asBKe, UMEIOLLNX anbTepHaATUBHYIO CTEPEOXUMMUIO.

[0080] TepMyH «BBEAEHHbIN» B [aHHOM KOHTEKCTE O3HavaeT BBeaeHue
achhekTUBHOrO KonuyecTsa OAHOro wunu OGonee CcoeAWHEHWI COornacHo
HaCcTosILLEN 3asBKe B KNETKY B KNETOYHOW KyNbType Unu B opraHname cyobekra.
[0081]B AaHHOM KOHTEKCTE TepMuHbl «3(PEKTUBHOE KOMMYECTBO» WUNU
«TepaneBTUYeckn acpPeKTUBHOE KONMMYECTBO» WU T.M. O3HA4YaKT KONMUYECTBO,
3cpcpekTBHOE B A03aX M B TeYEHWE BpeMeHW, HeoOXoauMbIX ANA AOCTWKEHUS
Tpebyemoro pesynbrata. Hanpumep, B KOHTEKCTE JIEHEHMA 3nunencuwm,
acbhbekTMBHOE KONMUMYECTBO OAHOroO wunu 6Oonee  coeaAuHEHWt CcornacHo
HacTosALlel 3asBke ABNAETCA KONIMYECTBOM, KOTOpoe, Hanpumep, obnervaer
aNuUnencuio No cCpaBHEHUIO C anunencuei Ges BBeaeHUs opHoro unu Gonee
coeauHeHun cornacHo Hacrosiwen 3aseke. [log «obneryeHuem anunencumn»
NOHMUMaAIOT, Hanpumep,  YMeHblUeHMe  Konuyectea  w/vnu  4acToTbl
3NUNENTUYECKUX NpUCTYnoB. SdheKTUBHbIE KONUYeCTBa MOryT BapbUpOBaTbCH
B COOTBETCTBUU C TakuMn hakTopamu, Kak ctagus 3abonesaHusi, BospacTt, non,
mMacca Ttena w/unu Guonorunveckuin Bup cybbekTa. \KOHI/I'-IeCTBO BBEAEHHOro
COeAUHEHUs, KOTOpOEe COOTBETCTBYET TaKoMy KOMW4YeCcTBY, BapbupyeTcs B
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3aBUCUMOCTU OT pasnu4HbiX (PakTopoB, TaKux KaKk 3afaHHOe CoeauHEeHWe,
dapmaueBTUYeCKuin  coctas, cnoco® BBeAEHWs, TWUN  NaTONOrnyecKoro
COCTOSIHUA, 3aboneBaHUA WNU pacCTpoOWCTBa, NoAneXallero neyeHwuo, Buj
cybbekTa, nognexawero neYeHuto, n T.n., Ho, TeM He MeHee, OHO MOXeT BbiTb
cTaHAapTHbIM 06pa3om onpeaeneHo cneunanucTom B aaHHOW 06nacTy TEXHUKW.
[0082] TepMUHBI «NEYUTb» U «NeYeHue» B OAHHOM KOHTEKCTe, a Takke Kak
XOPOLUO MOHATHO B AaHHOW 06nacT TexXHUKu, o3HaualoT noaxon Ans AOCTYKEHUSN
GnaronpuaTHbIX UK TpebyeMblix pes3ynbTaToB, BKOYas  KINMHWYeckue
pesynbtaTthl. bnaronpuaTHble wnu Tpebyembie KNUHUYECKUE pes3ynbTaThbl
BKIIOYAOT, HO He OrpaHWYMBalOTCA UMK, obneryeHne unu ocnabneHne ogHoOro
wnn 6Gonee cumnTomMoB 3aboneBaHUA, pacCTPoOMCTBA UMM NATOSIOMMYECKOro
COCTOSIHUS COrMacHO HacTosILEeNn 3asBKe, YMeHblUeHue cTeneHn saboneBaHus,
paccTpoMCTBaA UMM NATONOrMYEecKOro COCTOSHWA COrMacHO HacTosLen 3asBke,
crabvnusaumio  (T.e.  OTCYTCTBME  yXyAlWeHus)) cTagum  3abonesBaHus,
paccTpoucTBa UMM NaToONOrMYEecKoro COCTOSIHUSI COrMacHO HacToswen 3asBke,
npefoTBpalleHne  pacnpoCTpaHeHus 3a60neBansi, paccTpoucTea  unu
NaTosiorMYeckoro COCTOSIHUSA COrMacHO HacTosLen 3asiBKe, OTCPOYKY UMK
3ameprneHue nporpeccupoBaHus 3aboneBaHus, paccTpoiicTea unm
NaTosIorMYeckoro COCTOSIHUS COrflaCHO HacCTosILen 3asBKe, YnydylleHue Wnu
obneryeHne crtaguum 3abonesaHusi, pacCTpPOWCTBA WU NATONMOMMYECcKoro
COCTOSIHMA COrflacHO HacTosiLLen 3asiBKe, CHWKeHue peunamsa 3abonesaHus,
paccTponCcTBa UM NaTONMOMMYECKOro COCTOSIHUA COrfacHO HacTosLWen 3asBke U
pemuccuio 3aboneeBaHus, pPacCTPONCTBA WM  NATOMOMMYECKOro COCTOAHUA
COrflacHO HacTosien 3asiBke (YacTUYHYIO WK MOMHYK), oBHapyxuBaemylo unm
HeoOHapyxunsaemyo. «Jleuntby U  «le4eHue» TaKkkKe MOryT O3HauvaTb
NPONOHINPOBaHNE BbHDKMBAEMOCTU NO CPABHEHUIO C OXXMAAEMOIN BbKUBAEMOCTbLIO
B OTCYTCTBUE neyeHusn. «JleyeHue» B [aHHOM KOHTEKCTE BKIOYAET Takke
npocdunakTuyeckoe nedvyeHue. Hanpumep, cy61=e1q_ C paHHen cTaguen
KOrHUTUBHOW AOUCCPYHKUMM MOXET MpOXoauTb NeyeHue AnA npeaoTspalleHus
NPOrpeccMpoBaHnA WNW, B anbTepHAaTUBHOM BapuaHTe, CyObeKkT B craguu
peMuccuM MOXEeT npoXoauTb JievyeHne opgHum wunu 6Gonee coeauHEHUAMU

COrnacHoO HacTosien 3aABKe ANs nNpefoTeBpalleHus peuuausa. «JlevyeHue» B
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AAHHOM KOHTEKCTE BKMIOYAeT Takke YnydlleHue :COCTOFIHMH, TaKkoro Kak
KOrHUTUBHOE (PYHKLIMOHUPOBaHWE, B OTCYTCTBME 3aboneBaHus unn paccTponcTea.
[0083]Cnocobbl  neyeHUss BKNOYaKT BBEAEHWE CYOBLEKTY TepaneBTUYecKu
acphbekTMBHOro Konuyectsa opHoro unu 6Oonee coeauHEHWA  COrnacHo
HacTosllen 3asBke, HeobssaTenbHO cocTosiLlee U3 vOp,HOKpaTHOI‘O BBEAEHUSA
Unu, B anbTepHaTUBHOM BapuaHTe, BKo4YaloLlee cepuio BeeaeHuin. Hanpumep,
COeiMHEeHNA CornacHoO HacTosLel 3asnBke BBOAST NO MEHbLUEW Mepe OAnH pas B
Hepento. OpHako B ApYyroM BapuaHTe BOMUIOWEHUS CcoeAuHeHWSs BBOAAT
Cy6BbEeKTy OT OKOSI0O OAHOro pasa B TPU Heaenu unuM OKOSMo OOHOro pasa B
Hedeno OO0 OKONMO OAHOro pasa B CYTKM ANS OAHHOro nedeHus. B apyrom
BapuaHTe BONMOLWEHUs coeauHeHusa BBOAAT 2, 3, 4, 5 nnn 6 pas B CyTKu.
MpoaomKUTeNbHOCTL nepuoaa rnevYeHust 3aBUCUT OT pasnNU4YHbIX (PaKTopoB,
TakMx Kak TsKeCTb 3aboneBaHusi, paccTpoucTasa WAM  NaTONOrMYECcKOro
COCTOSIHMA CcOrnacHo HacTosilen 3asiBke, BO3pacT CyObeKkTa, KOHLEHTpauus
ogHoro unu 6onee coeAuHEHWW B COCTaBe, aKTUBHOCTb COEAWHEHUW COrnacHo
HacTosLen 3asBke uunu ux kombuHaums. CneayeT Takke MNOHUMATb, YTO
acbdheKkTUBHaAA [03a COEAMHEHUA, UCMOJSIb3YEMOro ANSA NeyYeHuss, MoXeT ObiTb
yBenuyeHa unu ymeHbllueHa B Te4eHue KOHKPETHON cxeMbl nevyeHus. smeHeHune
[o3bl MOXeT OblTb pesynbTaToM U MOXeT ObiTb OYEBUAHBLIM MO pe3ynbTatam
CTaH4apTHbIX AWArHOCTUYECKUX aHanusoB, W3BECTHbIX B JaHHOA obnacTu
TexHUKkW. B HekoTopbix cryyasix Heo6xoanMo NocTosiHHoe BBeAeHne. Hanpumep,
ogHO wunu 6Gonee coeavHEHWA COrNnacHo Hacromleﬁ 3asiBkKe BBOAST B
Konu4yecTse U B TEYEHWE BPEMEHU, [OCTaTOUHbIX 4N NeveHns cybbekTa.

[0084] «Ob6neryeHue» 3aboneBaHMsi, pacCTPOWCTBA WU  NATONOrMYECKOro
COCTOSIHWA COrnacHoO HacTosAwen 3asiBKe O3HavyaeT, u4TO CcTeneHb Wunm
HeXenaTenbHble KIUHUYEeCKue nposiBreHus 3abonesaHus, paccTponcTea UNnu
NaToNorM4eckoro COCTOSIHUA COrNacHO HacTosALen 3asiBke YMEeHbLUEHbl, n/unu
nepuoj NpOrpeccupoBaHUsl 3ameaneH WNU yBEnu4YeH no CpaBHEHUIo C
OTCYTCTBMEM neyeHusi 3aboneBaHusi, pacCcTpoucTBa WK NATONOrMYECcKOro
COCTOSIHUA COrNacHO HaCTOSALLEN 3asaBKe.

[0085] TepmuH «npeaynpexaeHue» Unu «nNpounakTuka», UM UX CUHOHUM B
AAHHOM KOHTEKCTE OTHOCUTCSl K CHWKEHUIO PUCKA WU BEPOSITHOCTU MOPadKEeHUs




22

cybbekrta 3aboneBaHnem, pacCTPOWCTBOM UMM NAaTONOrMYECKUM COCTOAHUEM
cornacHo HacTosiLLiel 3asBke.

[0086] TepMUH «NOTEHUMPOBAHHOE KETOHOM npomaoanl)lnenmqecxoe nekapcTeo»
B [JaHHOM KOHTEKCTEe O3Ha4aeT, YTO NPOTUBOCYAOPOXKHAA aKTUBHOCTb NeKapcTea
ycuneHa KETOHOM.

[0087] TepMUH «NpPOM3BOAHOE Y-aMuUHOMAacnsAHOW kucnoTbl (GABA)» B faHHOM
KOHTEKCTE O3HayaeT NpousBoaHoe y-aMuHomacrnsiHon kucnotbl (GABA):

H,N"~ """ CoOoH

N BKMNIOYAET LMKNMYECKUe NpousBoHble y-aMuHomacnsaHoi kucnotel (GABA) (T.e.
NPOU3BOAHbIE, CoAepXalluue y-NakraMHoe KOMbLo) U NUHEWHbIEe NPOU3BOAHbIE Y-
amuHomacnsaHon kucnotbl (GABA).

Il. CoeanHeHus 1 cnocobbl UX Nony4eHus

[0088] B uccnenoBaHusx, NpeACTaBfEHHbIX B HacTosAWeEn 3asBke, Nony4vyeHbl u
ONuUCaHbl coeavHeHus, copaepXxawme parMeHT, KoTopblii obecneunsaer
meTtabonuueckoe obpasoBaHWe KeTOHOB, CBﬂaaHHle C nOTeHUUpoBaHHbLIM
KETOHOM NPOTMBOINUMENTUYECKUM NIEKapCTBOM.

[0089] CoOTBETCTBEHHO, HACTOALLasA 3asiBKa BKOYaeT coeguHeHne dopmynbi
o)

N

R! A
roe

A aBnsetcA NOTEHUUPOBAHHLIM KETOHOM .'inpomaoanmnenmqecxwm
NeKkapcTBOM; U | |

R' saBnsietca Cg,qsankunoM, CyisankeHunoMm, Cs qoLmMknoankuneHCy.
10@NKNIIOM, Cs_1oumknoankeHnneHC .1pankunom, Ca.joumknoankuneHC,.
1o@nkeHunom unu Cs_joumknoankeHuneHC,_ pankeHnnom,
unu ero hapmaueBTUYECKN NPUEMIIEMYIO COSb, CONMbBaT U/UNN NPONEKapcTBO.
[0090]MoTeHUMpOBAHHOE  KETOHOM  NPOTUBOINUNENTUYECKOE  NeKapCTBo,
COOTBETCTBEHHO, UMEeT (DYHKLUMOHAIbHYIO rpynny, KoTopas ferko cBA3biBaeTcA
c parmeHTOM, KOTOpbIA obecneunBaeT meTabonnyeckyo BbipaboOTKy KETOHOB.

Hanpumep, noTeHUUpoBaHHble KETOHOM NpPOTUBO3INUIIENTUYECKUE JeKapCTBa,
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nvelowne yHKUMOHanNbHYIO aMUHOrpynny, Takue Kak, HO He OorpaHu4MBascCb
nmn, rabaneHTuH, nperabanuH W neseTMpaueTamM UM UX 3alUULLEHHblE
npousBoAHble, NOABEPralT B3aUMOLENCTBUIO C npep,uJeCTBeHHMKOM (Mmerownm
dyHkumoHanbHytlo rpynny C(O)X, roe X aenseTcs yxoasawen rpynnon)
dparmeHTa, KoTOpbin obecneunsaeT meTabonmueckyio BbipaboTKy KEeTOHOB B
yCnoBusX nNONy4YeHUss CoeamHEeHWs cornacHo Hactoswen 3asske. Bbibop
noAxoAsiLLEero NoTeHUMpoBaHHOrO KETOHOM NPOTUBO3MUNENTUYECKOro fiekapcTea
MOXeT ObiTb caenaH cneunanucTtom B AaHHOW obnactu TexHuku. B ogHom w3
BapvaHTOB BOMNMNOWEHUS NOTEHUUPOBaAHHOE KETOHOM NpPOTMBO3INUNENnTUYeckoe
nexapcteo BblbpaHo u3 rabaneHTuHa, nperabanuHa, neBeTMpaLeTama,
BurabatpuHa, Banbnpoata, okckapbasenuHa, kapGamasenuHa, nporabuaa,
TnarabuHa, pyduHamuaa, acnukapbasenuHa n peturabuna.

[0091]B oaHOM u3 BapuaHTOB BoOMnowleHus A ﬂaﬁﬂeTcn NOTEHLMpOBaHHOE
KETOHOM MpPOTUBOINUNENTUYECKOE MPOU3BOAHOE v-aMMHomacnﬂHoﬁ KUCNOTbI
(GABA). B ppyrom BapuaHTe BONMOLIEHUS MOTEHUMPOBaHHOE KEeTOHOM
NPOTUBO3ANMNENTUYECKOE MPOU3BOAHOE v—aMMHomacmHoﬁ kucnotel (GABA)
BbiGpaHo u3 rabaneHTuHa, nperabanuHa, neseTupaueTama u BurabaTtpuHa. B
AOMNONMHUTENbHOM  BapuaHTe  BOMJIOWEHWS  MOTEHUUPOBAHHOE  KETOHOM
NPOTUBOINUNENTUYECKOE NpPOU3BOAHOE Y-amMUHOMacnsaHon kucnotel (GABA)
BbiObpaHo u3 rabaneHTuHa, nperabanuHa, neseTuMpaueTama U BurabaTtpuHa,
KaXablii M3 KOTOPbIX KOBaneHTHo cBssaH ¢ rpynnoit R'C(O) coeguHeHus
®opmynel | 4epes amwuHorpynny. B ogHOM w3 BapuaHTOB BOMNOLLEHWSA
NOTEHUUPOBaAHHOE  KETOHOM npomsoanmnenmqec;Koe npoussogHoe Y-
amunHomacnsiHon kucnotel (GABA) BbiGpaHO u3 raﬁaneHTMHa, nperabanuHa u
neeetupaueTama, KaXablii U3 KOTOPbIX KOBaNeHTHO ééﬂsaH ¢ rpynnoit R'C(O)
coeanHeHnsa dopmyneb! | Yepes amuHorpynny.

[0092]B pononHuTenbHOM BapuaHTe BOMMOLWEHUA coeguHeHue dopmynbl |

ABnsaeTcsa coeguHeHuem dopmynel I(a):

RAHAR%Q

I(a)
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roe
R saBnseTcs Takum, KaKk onucaHo Ans CoeanHEHNS dopmynebl |; n

R? u R®, kaxaplit HE3aBMCUMO, BblOpaHbt 3 H, Cq_gankuna un C,gankeHuna; unm
R? n R®, BmecTe ¢ aTomom yrnepopga, ¢ KOTOpbIM OHU CBfidaHbl, obpasylot Cs.
rolnkrnoankas unu Cs_qoLUMKIIOanKeH, '

wnu ero apmMaueBTUY4ECKM MPUEMNIEMON CONMblo, CcoNbBaToOM  wWwunu
NposeKapcTBoM.

[0093]B oaHOM W3 BapuaHTOB BOMJIOLEHUS MO MeHbLUEl Mepe oavH u3 R? n R®
asnsetcsa Cq.gankunom unmn C, gankeHnnom. B apyrom BapuaHTe BONMOWEHUS MO
MeHbLuen mepe oavH u3 R? n R® sBnsetcs C,gankunom. B 4ononHUTeNbHOM
BapuaHTe BOMMOLWEHNA MO MeHblel Mmepe oauH u3 R? n R® sBnsercs C.
6aNKUNoM. B 0f4HOM M3 BapuMaHTOB BOMJIOLLEHMA MO MeHbLUe Mepe oAnH 13 R%u
R® aBnsetca Cy4ankunom. B APYrom BapuaHTe BONJIOWEHNA HAaCTOALLEN 3asBKMN
No MeHbLUeNn mepe OaUNH U3 R? u R® sBnsieTcs aTUnoMm.

[0094] B oaHOM 13 BapuaHTOB BonnoweHus R? aBnsetca H, n R® sBnsieTcs Cs.
gankunom unu C,.gankeHunom. B apyrom sapuaHTe BonnotieHus R? sensietcs H,
n R® sBnsetca CqsankuroM. B [ONOMHUTENBHOM BapuaHTe BOMMNOLIEHNS R?
ssnsetcs H, n R® sBnseTca Cieankunom. B ogHOM 13 BapuaHTOB BOMMOLLEHUA
R? asnsetcs H, n R® aenseTcs Cisankvnom. B apyrom BapvaHTe BOMMOLLEHUA
HacTosien 3ansku R? saensetcsa H, n R® aenaetcs atunom.

[0095] B apyrom BapuaHTe BONoOLWEHU A UMEeT CTPYKTYpY:
H

L
N

[0096]B opHom us BapuaHToB BonnoweHus R* u R sensiotes H.

o)

[0097]B ppyroMm BapuaHTe BONMOLUEHUS coenuHeHmﬁé $opmynbl | sBnsieTcs
coeguHeHuem dopmynbi |(b):
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roe
N U M, KaXXgblA He3aBuCUMO, pasHbl 0, 1, 2 unn 3;

R aBnseTcs Takum, kak onucaHo Ans coeanHeHus dopmynel |;

R* u R®, kaxablit He3aBUcUMO, BblGpaHbl n3 H, C_gankuna n C,gankeHuna; unu
R* n R® BMecTe c aToMoM yrnepoja, C KOTOPbIM OHU CBSi3aHbl, o6pasytoT Cj.
roumKnoankaH unum Cs.qoUMKNOAnKeH,

wnu ero apmMaueBTUYECKN NPUEMNIEMOW  COMblo, CONMbBaTOM  W/unu
NponeKapcTBOM.

[0098]B apyrom BapuaHTe BONnOWEHUs n+m=2. B fononHUTEnbHOM BapuaHTte
BonnouleHns ob6a m3 n 1 m paeHbl 1. B 04HOM 13 BapuaHTOB BONMOLLEHUS N
paBeH 2, u m paseH 0. B apyrom BapuaHTe BONNOWEHUA HACTOSLLEN 3asiBKM N
paBeH 0, » m paBeH 2. |

[0099] B ogHOM 13 BapuaHTOB BOMMOLWEHUS No MeHbmgﬁ mepe oauH u3 R* n R®
snsetcs Cqgankunom nunu C sankeHunom. B apyrom BapuaHte BONNOLIEHUS MO
MeHbLUeh Mepe oamH M3 R* n R® sensetcs Csankunom mnu Cosankenunom. B
AONONHUTENBbHOM BapuaHTe BOMMOLLEHUs No MeHbliel mepe oauH u3 R* u R®
aBnseTca Cqeankunom. B oqHOM 13 BapuaHTOB BONOLLEHUS MO MeHbLUel Mepe
oavH us R* u R® sBnsetcs 2-meTvunnponusiom (u306yTunom). B apyrom
BapMaHTe BOMIOLEHWS HACTOSILLEN 3asBKN N0 MeHbLueh mepe oauH us R* n R®
asnaeTca CpgankeHunom. B pononHuTenbHom BapuaHTe BOMMOLWEHUA Mo
MeHbLuei mepe oauH u3 R* n R® asnsietcs BuHunom.

[00100] B ogHoM 13 BapuaHToB BonnoLeHus R* sBnsietcs H, u R® saBnsieTcs
Cigankunom unu C,.gankeHurnioM. B apyrom sapuanTe sonnoweHus R* ssnsetcs
H, n R® sansieTcs Cysankunom unm C,.sankeHunom. B AONonHUTENbHOM BapuaHTe
BonnoLueHuns R* sensertcs H, u R® asnsetca Ci.ankunom. B ogHom 13 BapmaHToB
Bonnoilenus R* sensetca H, n R® aensetca 2-MeTunnponunom (u3o6yturiom). B

APYroM BapuaHTe BONmoLleHusa Hactoswen sassku R* sensetcs H, u R® aenseTcs
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CzeankeHnnom. B AononHUTEsIbHOM BapuaHTe BOMMOLLEeHNs R* sBnsetcs H, n R
ABNAETCHA BUHUIIOM. |
[00101] B ogHoOM u3 BapnaHTOB BONSIOWEHUA A UMEET CTPYKTYpY:

e&ril/\=/\c:oor1

~
[00102] B ApyroM BapuaHTe BONMOLWEHUs A UMeeT CTPYKTYpY:

L.
‘;\lil COOH

H

[00103] B oaHom v“3 BapuaHTOB BONMOLLEHUSA R4"“'I/I R®, BMecTe ¢ aToMom
yrnepoga, C KOTOpbIM OHW cCBfi3aHbl, o6pasyloT CsjouuknoankaH wunu Cs.
ioUMkrnoankeH. B apyrom sapuanTte Bonnowenus R* u R® BmecTe ¢ atomom
yrnepoga, C KOTOpbiIM OHU cBf3aHbl, o06pasyiT CjounknoankaH. B
AononHuTernLHOM BapuaHTe BonnoweHus R* n R°, Bmecte ¢ atomom yrnepogaa,
C KOTOPbIM OHW cBAi3aHbl, obpasyloT CsguuknoankaH. Peub nageT o BapuaHTe
BOMNSIOWEHNA, B KOTOPOM A UMEET CTPYKTYpY:

A

rlxl COOH
H
[00104] B ogHoM u3 BapuaHTos sBonnoweHus R sensetca Cyqsankunom, C,.

15aNKEHNNOM,  Cs_1oUMKNOANKUNEHC .1oankunom unu  Cj_qoLMKnoankuneHC,.
10@nkeHunom. B apyrom sapuanTte Bonnowenus R' aensetcs Cg j,ankunom, Ce.
12ankeHunom,  CjgumknoankuneHC gankunom  unu  CsgumknoankuneHC,.
sankeHunom. B pononHutenbHoM BapuaHTe sonnowenns R' sensetca Cs
pankunom unu Cs_iankeHunom. B oaHom u3 BapUaHTOB BOMNJIOW{EHUSA R’
ssnsetca Cy.qsankunom. B ogHom us sapuaHToB BonnoweHus R' sensetcs Cq
12ankunom. B pgononHuTensHom BapuaHTe Bonnowenuss R' saensercs Cs.
11ankunom. B apyrom BapuaHTe Bonnowenus R sensetcs CasumknoankuneHC,.

gallkunom. B JononHUTENbHOM BapuaHTe  BOMMOLLEHWS R' sBnsercs
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uuknorekcuneHC, gankunom. Peub nget o BapunaHTe BOnnoLeHus, B KOTOPOM

2.6 FTKWI
R' aenseTcs : .

[00105] B ogHom u3 BapwaHToB BonnoweHus R’ BbiOpaH ¥3 H-NeHTuna, H-
rekcuna, H-rentuna, H-oKTuna, H-HoHuna, H-geuuna, H-yHgeuvna, 3-metunrentuna,
1-nponunBytuna, 3-atunrentuna u 4-GyTunuuknorekcuna. B apyrom BapuaHTte
ponnoLenna R' BbiBpaH U3 H-neHTUNa, H-rekcuna, H-renTuna, H-oKTuna, H-HOHWNa,
H-Aeuuna, H-yHaeuuna, 3-metunrentuna v 1-nponunbytuna. B gononHutensHom
BapuaHTe BonnoweHus R' ABNSeTCS H-TenTUNOM, H-OKTWUMOM, H-HOHWUNOM, 3-
aTURrenTUNoM unu 4-6ytunuuknorekcunom. B apyrom sapuaHTe BonnoleHns R'
ABNAETCA H-renTUIOM, H-OKTUIOM WU H-HOHWNOM. B pononHuTensHOM BapuaHTe
gonnoweHus R' sBnsercs H-rentunom. B ogHom u3 BapuaHToB BonnoLieHus R’
SBNSAETCA H-OKTMNOM. B apyrom Bapuante R' sBnsietca H-HoHUMoM. B ogHOM u3
BapuaHToB BonnolwieHns R' sensercs 3-aTwnrenTwn§M. B Apyrom BapuaHTe
BONIioLeHus HacTosLei 3assku R sensercs 4-0YyTUNLMKIOreKCUITOM.

[00106] B ogHom u3 BapuaHTOB BONMOLWEHUS Coe,qMHeHme dopmynbi |

BbIOpaHo u3:
o]

o) o
M N PIS OH
CsHr™ N COH CoHrs™ N COH CrHi™ N
~ o
’ H}
CaH17 /6\’( CoHyg ﬁ/@( C1oH21 u/Ej\COM
c"st)Lﬂ/Ej\cozH C4H9(H3C)HCC2H4 /Ej\cozH \:j)\” 7 CoH

¥

o)
C5H11)LN/Y\COZH CeH13)LH/\£/\002H C-,H15)LH/\E/\COZH

X X P
CoHy7 u/\g/\COZH Cothrg ﬁ/\E/\CozH C1OH21)L”/\:/\COZH

he Y. 7




(0] 0]
~N
Cﬂst)LN/\/\COzH N> CoH H = ©
-\l/ H B C5H11\[rN N

RO A S )

1Y P ocwe B L P . o . o
Cothony N % e NSy cBHn\!er/\hé Cotn Ny Ay

O O O 0 0O O o0 o ’

O\r ré

unu ero chapmaueBTUYeCKN NpMemMneMon Conu, conbearta u/unm nponekapcTea.
[00107] B oaHOM u3 BapuaHTOB BONMOWEHWS coeauHeHne dopmynbl |

BbibpaHo n3:

0 0 o
N N J OH
CsHi7” N COH CgHis~ N COH CiHis™ N
H H H
o}
CeH N CoH N CioHar” N CO,H
gH47 H/ij\‘( gH1g H/@( 10H21 H/Ej\ 2
c"Hza/u\H/ijcozH C4Hg(H3C)HCC,H, ”’chozH \O)\ /chozH

unu ero hapmaueBTUYECKU npuemMnemMoun conu, conbBarta n/vnm nponekapcTea.
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[00108]

B oaHOM u3 BapuaHTOB BONMOLWEHUs coeauHeHue dopmynsi
BbiOpaHo u3;

0O o)

(0]
Co” TN COMH  CoHiy” TN COM 07H15’U\H/\5/\002H

R A he

1
o] o) 0

Colr” "N Y COH  Coeg” N7y COM C,OH21)LN/\/\CO,2H

Y N Y

N/\_{,/\COZH
) Y

Unu ero ¢hapmatieBTUYECKU NPUEMIEMOI CONMK, ConbBaTa U/uMnu NponekapcTea.
[00109]

B oAHOM K13 BapuaHTOB BOMMOWEHUS COeAUHEHWNEe dopmynbl |

BbIGpaHo 13:
N o HY o H 20 w o
csHﬂTNY’\Nd> Cottion N N CvaTN\n/:\N CaH17\n,N\n/:\N
O O , 0 O , O O , O O ,
w 0 WX 0 H Y O
CoHig N CioHa1~ N~ é CyiHas N é
N N 3 N
T TTYTD YT
H Y9 et YOO
C4Hg N\n/\N N\\[(\N
o O 0O O

unu ero chapmaLeBTUYECKU NPUEMIIEMOI CONK, ConbBaTa W/wnn NponekapcTea.
[00110]

B oaHoM wus BapuaHTOB BONMOWeHUs coeduHeHwe dopmynbi |
BbI6paHo u3:

0
o
-
N OH CgH1g)l\H/\;/\COZH . Ho o
2 H
Jo)! N '
’ ’ o O H

C7H4s

CgHi7

~ P

H ; o] H ; 0
\H/N\ﬂ/\% chﬂ,\n,N\"/\:,\i/>
O o " O O ,

unu ero chapmaueBsTHEeCKN NpUEMNIEMON CONu, conbBaTa W/wnu NnponeKapcTea.
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[00111] B apyrom sapuaHTe BonnoweHusi coeauHeHne Gopmynbi | BbiBpaHo

n3.

nnu ero chapmaLieBTMHECKU NpUeMNeMolt Conu, conbaaTa u/unu nponekapcTaa.
[00112] B ogHOM w3 BapuaHTOB BOMSOWEHUS COeAUHEHUEM $opmynbl |

ABNAeTCH.
0]

CaH17/U\N/Ej\VrOH
H 0

Unu ero hapmMaUeBTUYECKN NpUemnemMas Coflb, ConbBaT U/nu NporekapcTeo.
[00113] B Apyrom BapuaHTe BonnouweHus coeauHeHnem dopmynbl |

ABNAETCA.

unu ero hapmaLieBTUHECKM NpUeMnemMas coslb, CoNbBaT W/MMK NPONeKapcTeo.
[00114] B pononHuTensHOM BapuaHTe BOMMOWEHUS  COeAWHEeHUEM
®opmynebl | aBnseTca:

W o
CgH17 N : Né
T

unu ero chapmaveBTUYECKN NpUemMnemas conb, ConbBaT U/vnu nposiekapcTeo.
[00115] B oaHOM U3 BapuaHTOB BONMOLLEHUS COEAMHEHWUEM ®opmynbl |

ABNAETCA.
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w 0
et
N
0 O ,
Unu ero chapMaLieBTUYECKI NPUeMeMas cofb, CONbBAT U/MMK NPoneKapcTeo.

[00116] B nApyrom BapuaHTe BonnoweHuss coeguHeHuem dopmynbi |

ABNACTCA.

v
C7H15\”/H\”/?\ o
N
I 0eY

unu ero chapmauesTU4eCKN NpUemnemas cofb, CONbBAT U/MNKU NPONEeKapcTBoO.

[00117] B pononHUTensHOM BapuaHTe BOMMOWEHUA COeAUHEHUEM

~N
O O ] L

nnu ero d)apmaueBquecxm npuemnemas cosnb, ConbBaT u/unm nponexkapcrTso.

dopmynei | sBnseTcs:

[00118] B Apyrom BapuaHTe BONMOLEHUS HACTOALWIEeN 3asiBKU coeauHeHue
®opmMmynebl | BbIGpaHo u3:

~ ~

Ho: P H ot P

C4H9 \”/\% C4H9‘N Y\@ :
o O n 0O O ’

Wnu ero hapmaLesTUYeCcKM NPUeMNEMOit Conu, conbearta u/unu NponekapcTsa.

[00119] B ogHom u3 BapuaHTOB BONNOLWEHUs coeduHeHuem dopmynbl |

~ .
C4Hg \“/\h\'ij> B
O O ,

nnn ero d)apMaLleBTM\-leCKVI npuemnemasi cosb, ConbBaTt w/unu nporiekapcreo.

ABNAETCA:

[00120] B Apyrom BapuaHTe BonnoweHus coeauHeHueM dopmynsl |

~ s

ot P

CqHg™ \n/\h\lﬁ |
0 O o

unu ero hapmaueBTUHECKN NPpUeMNeMas conb, CoNbBaT U/MNN NPONeKapcTeo.

ABNAETCA:
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[00121] B oaHoM u3 BapuaHTOB BOnnoweHust coepuHeHnem dopmynbi |

C4H9 ~N
IS
0O O ,

Unu ero chapmaueBTUYECKN npuemMnemas conb, conbBaTt W/UNKn NPoneKapcTso.

ABNAETCA.

[00122] B Apyrom BapuaHTe BOMNJIOLIEHUS HACTOsILLEN 3asABKU COefUHEHUe
®opmynebl | BbiGpaHo u3:

CH
N A N_ A
SRS 0
0 O : 0 O ,
C4H ,
Ok g °4”9~OWH N o
v, N A N_ A
Y 0
0 O " 0 O ,

unu ero chapmaueBTU4ECKN NPUEMSIEMOIA CONK, conbBaTa U/Mnu nponekapcTsea.
[00123] B A4pyrom BapuaHTe BoOnnoweHust coeauHeHuem dopmynbl |
ABNSAETCA:

C4Hg.,
4¥19 O H \; o
i N
O
0O © ,

“nu ero chapmaueBTUHECKU NpUeMIieMas Conb, COMbBaT W/Unn NPoneKapcTeo.

[00124] B pononHutenbHom BapunaHte BOMOWeEeHuAa  coeaunHeHunem

C4Hg \
o
o O ,

unn ero chapmavieBTMHECKN NpUeMneMasn Coflb, CoMbBaT W/WUAW NPONeKapcTBo.

dopmynbl | aBnseTcs:

[00125] B nApyrom BapuaHTe BonnoweHuss coeguHeHnem dopmynbl |

ABNAETCSH.

C4H
4 Q\O H \:_ o)
o, N A
i€ \n/\'t&
O O ,

unu ero hapmaeBTUYECKN npuemnemas cosnb, ConbBaT u/unu nponekapcreo.
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[00126] B pgononHutenbHom  BapuaHTe BonnbmeHMﬂ coegunHeHuem

C4H9/,_ \
WA’LJ>
O O ,

Unn ero hapmaueBTMHecKU NpuemMnemas conb, CoNbBaT W/MNW NPONeKapcTeo.

®opmynebl | aensieTcs:

[00127] B APyroMm BapuaHTe BOMJIOLIEHMA HaCTOALEN 3aABKU coefuHeHue

®opmynbl | BbIGpaHO K3:

H Y o WYX O
CaHs N\n/\'\\j§ CiHg N\“/\%
0 o , 0 0 ,
C4H
01 O A
vy N N
S IS
o o , ! ,
C4H P
oy N N
D RS
O O 7] O O ,

Wnu ero hapmaLieBTU4ECKN NPUEMIEMOIA COMK, ConbBaTa Wwnw nposiekapcTea.
[00128] CoeanHeHnn cornacHo HacTosilel 3asiBKe nonyvalT cnocobamu,
aHanorn4yHbiMn U3BECTHbLIM B flaHHON 06nacTn TeXHWKW, Hanpumep, C NOMOLLIbIO
nocnepoBaTenbHOCTEN peakuuini, U306paXKkeHHbIX Ha 0BLLUX cxemax cuHTesa 1-2.
[00129] B oQHOM wu3 BapvaHTOB BOMOWEHWA HAaCTOALEN 3asiBKM
coeguHeHne dopmynbl [(a) nonyyaloT B NOAXOAAWMX CTAHAAPTHBLIX YCNOBUSX
ankunuposaHua nocpeactsoM  obpaboTku coeauHeHuss  dopmynbl (@)
coeguHeHnem ®opmynbl |V unu ero Hagnexawum o6pasom 3aluLLieHHbIM
npoussogHbiM, rae R', R? n R® sBnsloTcs Takumu, Kak onmcaHo B HacTosLeM
AOKYMEHTe ANA COoeAUHEHWA COrnacHo HacTosien 3asBke, u X sBnsetcs
yxoasiLen rpynnon, Takow Kak rarnoreH, Hanpumep, rpynnoi xrnopa, 6poma unu
Mopa, B yCrnoBusIX MONyYeHUs CoeauHeHUst ®opmynkl I(a), kak nokasaHo Ha
Cxeme 1.
Cxema 1
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[00130] YcnoBusi ANA nNpoTekaHwus ankunvpoBaHus coeamHeHuss dopmynbl

ll@) ¢ coepuHeHvem dopmynbl IV BKMIOYAIOT B3aMMOAEHcTBME NPU KOMHATHOM
Temnepatype wnu npwu HarpesaHun C pacTteopuTenem unu 6e3 pacrTeopuTens,
Hanpumep, ¢ NoAxXoAALWINM pacTBopuTenem, Takum kak TIre, AMPA, IMCO wnu
AW3TUNOBbIN 3OUP, B NPUCYTCTBMN OCHOBAHUS, TAKOrO KaK, HO He OrpaHU4YnBasiCb
umn, DMAP, NaH, ‘BuOK, ‘BuONa, nMpUOMH Unu guusonponunatunamuH. Ecnu
coeauHeHue dopmynbl IV OTCyTCTBYEeT B NpoAaxe, €ro MOXHO MNOMyYuTb U3
cooTBeTcTBylOWEN KucnoTbl Popmynbl Il B ycnoBusx, noaxogswmx Ans
nonyveHua coeanHeHns ®opmynel IV, T.e. npu HarpeBaHum unu 6e3 HarpeBaHus,
6es pacTBopuUTENA MU B NPUCYTCTBUM NOAXOASALLErO pacTBOPUTENS, TAKOro Kak
CH,Cl, unn OMCO, B npucyTcTBUM peareHTa, Takoro Kak TUOHUAXMOpUS vnu
okcanunxnopug (Cxema 1).

[00131] AHanoruyHo B APYroM BapuaHTe BOMMOLLUEHWA HaCTOsLLEeR 3asBKu
coeanHeHue dopmynsi I(b), rae n, m, R', R* u R® SIBNAOTCA TaKMMW, KaK OnucaHo
B HacTosALleM [JOKyMeHTe AnA CcoeAWHEHWW COrNnacHoO HacTosllen 3asBeke,
nony4arT, Hanpumep, U3 coeauHeHus ®opmynel li(b) B ycnosusx, BknovaloLwmx
npuMeHeHue NoaxoAsLLero pactsoputens, Takoro kak AM®A, IMCO, TIo unu
AV3TUNOBbLIN 3PUP, B MPUCYTCTBUMU NOAXOASLLEr0 OCHOBaHWUS, TAKOro Kak, HO He
orpaHuumsasce umm, NaH, 'BuOK, ‘BuONa, nupuavH unu DMAP, kak nokasaHo Ha

Cxewme 2.
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Cxema 2
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[00132] B HekoTopbiX BapuaHTax BOMMOWEHUA HacTosWen 3asiBKu

XUMUYECKUA NyTb, MpeAcTaBfieHHbI Bbile, MOAUMULMPYIOT, Hanpumep,
UCNonb3ys NOAXOASALLYIO 3alUTHYO rpynny ans dparmeHTa KapOoHOoBOA
KACNOTbl B coeAuHeHusx ®opmynbl |(b) ans npenoteBpaweHns NoBOYHbIX
peakuuid. 3TO OCYLLEeCTBASAIOT, HAaNpUMep, C NOMOLLbIO CTaHAAPTHbLIX 3aLUUTHBLIX
rpynn, onucaHHbIX, Hanpumep, B Greene, Protective groups in organic synthesis,
P. G. M. Wuts and T. W. Greene, John Wiley & Sons, 2012.

[00133] CoeavHeHuss cornacHo HacTtosLuewn 3aﬂBke U UX NPOMEXYTOUYHbIE
COeAVHEeHUs MOryT ObiTb BblgeneHbl U3 peakUMOHHOW CMEcu W OuMLLEHbl C
NOMOLLBIO  CTaHAApTHbIX nabopaTopHbIX MpuemoB, BKMOYas, Hanpumep,
SKCTPaKLUMIO pacTBoOpuUTEneM, KOMOHOYHYIO XpomaTorpaduio ¢ UCcnonb3oBaHUEM
cunukarens, a TaKKe OKcuAaa anioMUHUA, OUCTUNAAUMIO, KpucTannuvsauumio,
nepexkpucTannnsauuio uunu xmpanoHoe pasgeneHue.

[00134] Tpebyemyio conb coeAuWHeHMWit COrnmacHO HacTosWel 3asBKe
nony4aioT ¢ MNOMOLWbIO  CTaHAAPTHbIX  TexHonorwid.  Hanpumep, conb
NPUCOEAUHEHNA OCHOBaHUA nosny4aloT o6paboTKon HeATPanbHOro CoeAuHeHUs
ocHoBaHueM, Takum kak NaOH wnmn KOH, B no.qxogﬂu.teM pacTteBopuTtene wu
BbIAENAT conb  unbTpaunen, IKCTpakuMerhn wu/unu  BbinapuBaHUEM
pacTeBopuTens, unu nobbiM APYrMM NOAXOAAWUM COCOGOM.

[00135] MNonyyeHne onTMYecKoro u3omepa COEAUHEHUS COrMacHO HacTOSALLEN
3asiBke OCYW|EeCTBNSAIOT, Hanpumep, NOCPEACTBOM peaKkuuu COOTBETCTBYIOLLEro
ONTUYECKM aKTUBHOIO WUCXOAHOrO Matepuana B YCMOBUSIX peakuuu, KOTopble He
BbI3blBAOT paliemusauuio, Unu, B anbTepHaTUBHOM BapWaHTe, OTAESbHbIN

3HaHTMOMEp Unu anacTepeomep (coaepxalluii 6onee 0aHOMO XMPanbHOro LEHTpa)
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BblAENAOT MOCPEACTBOM  pasfeneHus pauewqeckoﬁ CMecW, UCnosb3aya
CTaHAapTHble  TEXHOMOrMKu, Takue Kak pakUuMOHHas  KpucTarmsauus,
obpasoBaHue xupanbHoi conu u/unu xupansHoe BAXXX pasnenexve.

lll. Komnosuumm
[00136] HacTtosiwaa sasBka BKNOYaeT Takke KoMnoamu,mo, coaepxatuyto
ogHO unu Gonee coeguHEHW COMMacHO HacTosIEeW 3asBKe M HOCUTEnNb.
CoeanHennsa cornacHo HacTosLleid 3asiBKe COOTBETCTBYIOWMM o6pa3om
COCTaBNAT B (hapMaueBTUYECKME KOMMO3ULMM ANs BBedeHus cybbektam B
6uonornyeckn COBMECTUMON opme, MNOAXOASLUE ANA BBEAEHWUS in  Vivo.
CoOTBETCTBEHHO, HacTosLwas 3asBKa AOMOSTHUTENBHO BKNovaeT
chapmaLieBTUYECKYIO KOMMO3NLMIO, COAEPXalllylo oaHO unu Gonee coeauHeHWit
CornacHo HacTtosLlen 3asBke n hapmMaueBTUYECKM NPUEMEMbIN HOCUTEND.
[00137] CoeauHeHuss cornmacHo HacTosiei 3asske MoryT ObiTb BBEAEHbI
CyObekTy B pasnuyHbiX copMax, B 3aBMCMMOCTU OT BbiGpaHHOro cnocoba
BBEAEHWA, KaK NOHATHO cneuwanucTam B AaHHON obnactu TexHuku. B ogHom u3
BapuMaHTOB BOMJIOWEHUA OoA4HO unu Gonee coeawHEHU cornacHo HacTosLiel
3asBke BBOAAT CyObekTy WM NPUMEHSIOT  nepopanbHo  (BKMOYas
cybnuHreanbHoe u OykkanbHOe BBEAEHWE) WNM napeHTepanbHO (BKOYas
BHYTPUBEHHOE, BHYTPUOPIOLINHHOE, NoAKoXHoe, BHYTPUMbILLIEYHOE,
TpaHcanuTenuanbHoe, HasanbHoe, BHyTpW'IeI'O‘-IkHoe, UHTpaTeKanbHoe,
pekTanbHoe, JoKanbHoe BBeAEHWe, NnnacTblpb, MOMNY W TpaHcAepManbHoe
BBEAEHWNE), N coeauHeHue(-Us) COCTaBMAIOT B KOMMO3WULMN COOTBETCTBYIOLLIUM
obpasom. Hanpumep, coeauHEHUs COrMAacHO HacTosel 3asiBKe BBOAAT
NOCpPeACTBOM WHbEKUMW, B BUAe cnpes, Tabnetku/kancynoBuaHou TabneTku,
nopoLuKa, fiokanbHo, B BUAE rens, kanenb, C MOMOLLbBIO NNacTbIpA, UMNNaHTaTa,
MOMMbl C MeAneHHbIM BbLICBOOOXAEHWEM unKM NocpeacTeoM nboro aApyroro
noaxopswero cnoco6a BBeAeHUs, BbLIOOP KOTOPOro MOXeT ObiTb caenad
crneumMannucTom B AaHHON obnactu TeXHUKMU.
[00138] B oaHoM 13 BapuaHTOB BONowWeHUA oaHo unn 6onee coeauHEHWI
COrnacHo HacToslleN 3asBke BBOAAT MepopanbHO, HanpuMep, C MHEPTHbLIM
pasbaBuTeneM WM C YCBOSIEMbIM CbeAOOHbIM HOCWUTENIeM, WM B 3aKpbITbiX

TBEPAbIX UMK MArKAX XenaTUHOBLIX Kancynax, unv B NpeccoBaHHbIX TabneTkax,
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N BBOAAT HENOCPEACTBEHHO B NULLY, BXOASLUYIO B ccjcraB Avetbl. B ogHoM u3
BapuMaHTOB BOMJIOLWUEHUA ANIA NepopanbHOro Tepaneaﬂ;lqecxoro BBEAEHUA OOHO
wnn Gonee coeAvHEHWA COFMAcCHO HacTosLWEel 3asBKe BBOAAT  CO
BCMOMOraTefibHbIM BELeCTBOM U UCMONMb3yloT B opMe TabneTtok, GyKkanbHbIX
TabneTok, nacTUnokK, Kancyrn, 3nMKCUPOB, CYCNeHsuW, cuponos, obnaTtok u T.n.,
KOTOpble npuemnembl AnA npornaTtbiBaHusa. [lepopanbHble neKapCcTBEHHble
hbopmMbI BKMIOYAIOT Takke COCTaBbl C MOAUMULMPOBaHHBIM BbiCBOGOXAEHUEM,
Hanpumep, ¢ MrHOBEHHbIM BbICBOBOXAEHMEM N C BbICBOOOXAEHUEM NO BPEMEHMU.
Mpumepb! coctaBoB ¢ MOAUUUMPOBaAHHBLIM  BbICBOBOXAEHUEM BKIIOHAIOT,
Hanpuwmep, cocTaBbl C  YCTOMYMBbLIM BbICBOOOXAEHUEM (SR), C
NponoHruposaHHbIM BbicBoboXaeHnem (ER, XR unu XL), c BbicBoGoXaAEHMEM NO
BPEMEHWU, C KOHTPONMPYEMbIM BbICBOOOXAEHWEM (CR) UM  HenpepbiBHLIM
BoicBoboXaeHnem (CR wunu Contin), ucnonb3yemble, Hanpumep, B dopme
TabneTkm C NOKPbLITUEM, OCMOTUYECKOrO YCTPOICTBA AOCTaBKW, Kancyrbl ¢
MOKPbITUEM,  MMUKPOWHKaNCynupoBaHHOW  MUKpocdepbl, arnomMmepupoBaHHOIA
4acTuubl, HaNpuMep, Kak B Criy4ae 4acTuy TUNa MOMEKYNAPHBIX CUT, N Myyka
TOHKUX NOJfIbIX MPOHULIAEMbIX BOJSIOKOH, MM pyGneHbIX MosbiX MpPOHMLaeMbIX
BOJIOKOH, arfioMepupoBaHHbIX UK yaepXuBaembix B BOSIOKHUCTOM nakete. MoryT
ObiTb cocTaBneHbl KOMMNO3NLMN C BbICBODOXAEHWEM MO BPEMEHU, Hanpumep,
NINMOCOMbI WS KOMMO3WLUKN, B KOTOPbIX aKTUBHOE COEAVHEHUE 3aLMLIEHO C
MOMOLLIbIO NOKPbLITUIA C Pa3NINYHBIMK XapaKTepucTukaMin pasroXeHus, Hanpumep,
NOCPEACTBOM ~ MMKPOWHKANCYNUpOBaHUs,  HECKONMbKUX  MOKPbITUA W T.A.
IlunocoMHble cUCTEMbI [OCTaBKW BKIIOYAIOT, Hanpumep, Menkue OAHOCHOWHbIE
Be3WKynbl, KpynHble OAHOCMONHbIE BE3UKYNbl U MHOTOCIoVHble Beaukynbl. B

OAHOM K13 BapuaHTOB BOMMOWEHUA SMNOCOMb! NonyyalT W3 MHOXECTBa

docchonmnuaos, TakKux Kak XONecTepuH, . cTeapunamuH nvnm
docthaTUaUNXonnHLI.
[00139] B Apyrom BapuaHTe BOMNOLWEHWs HAcTOsLLEeN 3asBKA OOQHO WU

Gonee  coeauHeHwii  cormacHo  HacTosiel  3asBKe  BbICYLUMBAIOT
3aMopaxmBaHWeM 1 NonyyaloT NMocmunnsaTkl, KOTOpble UCMOMb3YIOT, HarpuMep,
ANS NONYYeHUs NPOAYKTOB AN MHBEKLUM. .
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[00140] B Apyrom BapuaHTe BoOMnoLwleHus oAHO unu Gonee coefuHEHWI
COrnacHoO HacTosieil 3asiBke BBOAAT NapeHTepanbHo. PacTBopbl 0gHOro wnu
Gonee coefMHEHUI COrNacHO HacTosALLel 3asBKe l'lO.l'lyanOT, Hanpumep, B BOAe,
noaxoAswmM obpasoM CMeLlaHHOM C MOBEPXHOCTHO-aKTUBHBLIM BELLECTBOM,
TakuM Kak rMapoKcunponunuensnionosa. B aononHuTensHom npuMepe nonyyaot
Aaucnepcun B rnuuepuHe, xXuakux nonuatunerHrnukonsx, AMCO n ux cmecsix, co
cnuptom unu 6e3 cnupTta, M B Macnax. B o6bluHbIX YCNOBUSIX XpaHeHus u
NMPUMEHEHUA  yKasaHHble  npenapaTtbl  coAepXaT  KOHCEepBaHT  AnA
npeaoTBpailleHusa pocta MUKpoopraHMsmoB. Cneunanucrtam B gaHHOW obnacTu
TEXHUKUN U3BECTHbI Cnocobbl NOSTy4eHUNA NoaxXoAALNX COCTaBOB.

[00141] dapmaueBTuieckme ¢OopMbl, NoaxoasuwMe ANA WUHBLEKUMOHHOro
NPUMEHEHWs, BKNIOYalOT CTEpPUNbHbIE BOAHBIE PacTBOPbI UMM gucnepcun wu
CTepunbHble  MOPOLWIKW  ANA  NPUrOTOBMIEHUS  CTEPUNbHBLIX  UHBEKLIMOHHbIX
pacTBOPOB WM Aucnepcui ANsA HemeaneHHoro npueMa. Bo Bcex cnyyasx
ykasaHHasa d¢opma pfomkHa ObiTb CTEepunbHOW W AormkHa ObiTb  XWAKOW
HacTonbKo, 4Tobbl 06ecneunBaTth NPOCTOE BBEAEHUE Yepes LLMPUL,

[00142] Komnosnuusmu ans HasanbHOro BBefeHWS SIBMSAIOTCA, Hanpumep,
KoMnosunuuu, coctaBneHHble Ana yaobcTea B BUAE alpos3oneil, kanenb, reneu
MNKM NOPOWKOB. A3p030MbHbIE COCTaBbl, Kak NpaBuio, coaepXaT pacTeop Unu
TOHKYIO CYCNEH3UK aKTUBHOIo BemeéTBa B (uU3MONoruyeckn npuemneMmom
BOAHOM WNW HEBOAHOM pacTBopuTene u O0O0bl4HO npeacTaBneHbl B BUAE
OOHOKPATHOrO WM  MHOTrO4030BOrO KONWYecTsa B CTepunbHOW copme B
3aKpLITOM KOHTeWHepe, KOTOpblil, Hanpumep, uMeeT opmy kapTpuaxa unu
MOXeT OblTb MOBTOPHO HAaMONMHEH AN MNPUMEHEHUS C  PacrnbIASIOWUM
yCTPOMUCTBOM. B anbTepHaTMBHOM BapuaHTe 3aKpbiTblii KOHTEUHEp SBRSETCS
€4VHbIM  [O3MPYIOWMM  YCTPOUCTBOM, TakKUM KaK HasanbHbll MHranstop
OAHOKpaTHOM A03bl WNW  a’3po30JSibHbIiA A03aTOp, . OCHALLEHHbIA  MEpHbLIM
KnanaHom, npegHasHa4YeHHbIn ANS YHUUTOXEHUs rnocne npumeHeHusa. Ecnu
nekapcteeHHas (hopmMa COAEPXWUT a3pOo30fibHbIN  [03aTOP, OHa AOMKHA
coaepXaTb ras-BbiTeCHUTENb, KOTOPbLIM ABASIETCA, HANPUMeEp, CXaTblii ra3, Takow

KaKk cxXaTbli BO34yX, WU oOpraHn4yeckumn FaS-BEITeCHMTeﬂb, Takon Kak
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cdTopxnopyrnesogopoa. B apyrom BapuaHTe BOMMOLWEHUA a3po30JibHble
nekapcrBeHHble hopMbl NpeacTaBneHbl B BUAE NOMIbi-pacnbinuTens.

[00143] Komnosuuun, nogxoasuime ans 6y|<|<aanbro unu cyénuHreansHoro
BBeAEeHUA, BKNOYaT TabneTtkn, neaeHubl U NacTUIIKN, B KOTOPbIX aKTUBHbIN
WHIrpeaueHT COCTaBfeH B KOMNO3UUUIO C HocuTereM, TakKMM Kak caxap,
rymmumapabuk, TparakaHT, xenatuH w/wnu ruuepuHd. Komnosuuum Aans
pekTanbHOro BBeAeHuss pana ypobctBa CoOCTaBnAlT, Hanpumep, B dopme
Cynno3nTopues, coaepxawmux obbl4HYI0 OCHOBY ANA CYNno3nTopues, TaKylo Kak
Macrno Kakao.

[00144] B apyrom BapumaHTe BOMUOLEHUss ogHO wnu Gonee coeAuHeHWA
COrnNacHo HacTosieMy n3obpeTeHuio CBA3bIBAIOT C pacTBOPUMbIMK NonMMepamu
N HaBOAMMBIMW Ha Lenb HOCUTENSAMW rieKkapcTB. Takue MonuMepbl BKOYAIoOT,
Hanpumep, NOSIMBUHUANUPPONUAOH, cononumep nupaxa,
nonurugapokcunponunMeTakpunamua-peHosn,  nonurMapokcu-aTunacnaptTamni-
eHon unu  NONUAITUNEHOKCUA-NONMUITU3UH, 3ameu.leHvau7| nasbMUTOUNbHbIMU
octatkamn. B Apyrom BapuaHTe BOMMOLLEHUS OAHO unu Gonee COeAUHEeHWUN
COrnacHO HacTosillel 3asiBke CBA3bIBAOT C nonumepamu OGuopasnaraemoro
Knacca, noaxoAsWwuMMU ONs AOCTMXKEHUA KOHTPONMPYEMOro BbICBOOOXAEHMSA
nekapcTBa, Hanpumep, ¢ NONMMMONOYHOW KUCIIOTOW, MOSMUINUKONEBON KUCMOTOWN,
cononumepamu MOSIMMOMOYHON W  MNOSMINMKONEBOW KUCNOT, MOMU-3NCUNOH-
KanponakToHOM,  MONMUIMAPOKCUMMACHSHON  KUCIOTOW, nonuopToacupamu,
nonuaueTanaMu, nonuaurnaponupaHamu, nonuuuaHoakpunatamm v CLUUTbIMK
unu amcunaTuyeckummn 6nok-cononumepamm rugporenen.

IV. Cnocobbl fieYeHns n NnpuMeHeHus |

[00145] CoeguHeHust cornacHoO HacTosillend 3asiBKke SABNAIOTCA HOBbIMW,
cnefosaTenbHO, HacTosilas 3asBKka BKIOYAET BCE MPUMEHEHUst COeAUHEHW
COMMacHO HacTosileN 3asiBke, BKOYAsi MPUMEHEHWe B TepaneBTUYEeCKUX
cnocobax, [OWMarHOCTUYEeCKUX aHanmMsax WM B KayecTBe wccneaoBaTenbCKUX
WHCTPYMEHTOB, MO OTAENbHOCTUM WM B KoMOWHauuM C ApyruM  akTUBHbIM
chapMmaueBTUHECKUM UHTPEANEHTOM.

[00146] bbino nokasaHo, 4TO coeAuHeHWs corné_cm HacToALel 3asBke
CHWXAaIOT 4acTOTy BO3SHMKHOBEHMs cypopor y Mblwen CD-1, KoTopbiX
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CTUMYNUpoBanu 3NeKTpU4EeCcKUm pasgpaxutenem  ans npoBoOKaLuu
NCUXOMOTOPHOro npuctyna. CoeAuHeHWs COrMacHO HacTosiel 3asBke
coaepxXaT U3BECTHble U HEeTUNUYHble NPOTUMBOCYAOPOXHbIE hparmMeHThl,
KOTOpble  AEWCTBYIOT CaMOCTOATENbHO WM BMecTe  (aaOUTMBHO  UNK
CUHEepPreTU4ecku), NoaasiAs CyAOPOXHYIO aKTUBHOCTb, NPOSBASIOLLYIOCS B Bue
uranyecknx CUMNTOMOB W/MNK 3NEKTPUYECKON aKTmBHocm rosIOBHOrO MO3ra,
nsmepeHHyto ¢ nomotlbio 33 Unu Apyrux cTaHaapTHbIX CNOcoGoB U3MepeHUs.
KoMOuHupoBaHue peneBaHTHOro NpOTMBOCYAOPOXHOrO chparmeHTa, Hanpumep,
(hparmeHTa,  NOTEHLMPOBAHHOIO  KETOHOM, C  (PparMeHTOM,  KOTOPbIiA
obecneunsaetr metabonuyeckyio BbipaboTKy KETOHOB U POACTBEHHbIX YacTuu,
BKMoYas cBOOOAHbIE XUPHbIE KUCMOTbl CO CpeaHeil ANWHON uenu, B OAHOWA
CTpykType obecneunmsaer MexaHUsM paspaGoTKM  yHUKANbHOW  cepum
NPOTUBOCYAOPOXHbIX NeKkapcTs ABOWHOrO AencTeusi. B oAHOM K3 BapuaHTOB
BOMN/MOLLIEHUA COeAMHEHUs1 COrNacHO HacToALEel 3asBKe AEWCTBYIOT B KayecTse
HocuUTenen W nponekapcTs AN KaX4oro NPOTUBOCYAOPOXHOIO 3neMeHTa,
coAep KaLlerocs B HuX. H

[00147] CneposaTtenbHo, B O4HOM U3 BapvaHToOB BOMJIOLLEHUA COeaANHEHMA
COrnacHo HacTosLen 3asiBke MPUrofHbl B Ka4yecTBe NeKapCTBEHHbIX CPEACTB.
CooTBeTCTBEHHO, HacTosILas 3asBKa BKMOYAeT OAHO Mnu Bornee coeanHEHWIA
COrNacHoO HacTosien 3asBke ANA NPUMEHEHUA B KayecTBe NeKapCTBEHHOro
cpeacrsa. B gononHutenbHOM BapuaHTe BOMMOLUEHUS COEAMHEHMS COrnacHo
HacTosilen 3asBKe NpUrogHbl ANSA neveHus 3aboneBaHWil, paccTPOMCTB WNK
naTonornyeckux coctoaHun LUIHC, Takux kak ogHo unu 6onee u3 anunencuy,
HeanunenTU4eckux  Cyaopor,  KOTHUTUBHOWM  OMCKYHKUUM,  KOFHUTMBHOrO
(PYHKLIMOHNPOBAHUA, TPEBOXHOTO PAaCcCTPOICTBA W XPOHUYECKoi 6onu, y
CyObeKTOB, TakuUX KaK NIOAN U XXUBOTHbIE. |

[00148] CoOoTBETCTBEHHO, HacTosilas 3asiBKa BKIioYaeT cnocob neveHus
anunencun, BKNYaloLWuit BBeaeHne ogHoro unu 6onee coeguHEeHWn cornacHo
HacTosillen 3asBke cybbekTy, HyxaallweMmycsa B 3ToM. HacTosuwas 3asBka
BKNIOYaeT TaKke MnpuMeHeHue ogHoro wunu 6Gonee coefuMHEHWn CornacHo
HacTosALeN 3aaBKe ANSA NeYEeHUss anunencun y cybobekTa; NpUMeHEeHne OHOro

unu 6onee coeavHeHWW cornacHo HacToslllen 3asBke Ans nony4yeHua
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NlekapCTBEHHOro CpeACTBa ANA NeYeHUs anurencum y cybbekTa, u 0gHO Wnu
Bonee coegnHeHUIn cornacHo HacTosILLen 3asBKe Ans ﬁbmmeHeHMﬂ ANA nevyeHus
anunerncuu y cybbekra. "

[00149] B ogHoM u3 BapuaHTOB Bonnou.leHMsl' COeAHEeHUA CornacHo
HacTosILLEN 3asBKe NPUroaHblI B Ka4ecTBe BCMOMOraTenbHOW Tepanuu ¢ ApYruMu
cpeacTBamMu  NevYeHUs  anunencuu, TakMMW  Kak  NpOTUBO3NUNENnTUYecKue
NeKapcTBa U KeTOreHHble (T.e. C BbLICOKUM COMEPKAHUEM UPOB, HU3KUM
coaepxaHuem yrnesofoBs) pAueTbl. COOTBETCTBEHHO, HacTosllan 3asiBka
BK/toYaeT cnocob neuyeHus anunencuu, BKNIOYAIOWWIA BBeAeHWE CyGbLekTy,
Hy>Xaarolemyca B 3ToOM, OgHOro unu bonee coeanHeHWW CornacHo HacTosLUen
3asBKe B KOMOMHauuM co BcnomoraTenbHbIM cpencrébm nevyeHuss anunencuw.
Hactoawana s3asBka BkNOYaeT Takke MPUMEHEHUe ofHoro wunu 6Gonee
CoeVHEeHWI CornacHoO HacTosLeln 3asBke B KOMGUHALMWM CO BCrnomMoraTenbHbIM
CPEACTBOM neyeHWs anunencum [AnA nevyeHuss asnunencum y cybbekTa;
npuMeHeHne OfHoro unu Gornee cCoeaAMHEHWIn COrnMacHO HacTosLeW 3asBKke B
KOMOMHauuM co BcromoraTeslbHbIM  CPEACTBOM fEYEHUs anunencuu  Ans
nosly4eHns NekapcTBEHHOro CpeacTsa ANA NeYeHUs anunencum y cybbekTa; u
OAHO unn Gonee coeauHeHU COrNacHO HaCTOSILLEN 3asBKe B KOMOGWHaUMM coO
BCMoMmoraTenbHbIM CPEeACTBOM  JTeYeHUA anunencumn ANA nNpUMEeHeHus AnA
neveHus anunencun y cybvekta. B ogHOM u#3 BapuaHTOB BOMMOLWEHUA
BCMOMOraTesibHbIM CPeACTBOM NEeYeHUs anunencun ABMAETCS KeToreHHasa avera.
B Apyrom BapuaHTe BOMMOLIEHUS BCMOMOraTeslbHbIM CPEACTBOM JleYeHUs!
anunencun sBnAeTCs NPoTUBO3NUNENTUYECKOE nekapcréo.

[00150] B ogHOM u3 BapuaHTOB BOMMOLLEHUS BBEJilEHMe Unu npuMeHeHue
COeaUHEHUS cornacHo HacTosLen 3anBKe B kombuHaumm c
NPOTUBOINUNENTUYECKUM  fiekapcTBOM obecneuMBaeT yMeHbLUeHUEe [03bl
NPOTUBOINUNENTUYECKOTO NnexKapcTBa, ahhekTUBHON ANA NeyeHus anunencuu. B
APYroM BapuaHTe BOMMOLWEHU BBeAEHWe WNN NPUMEHEHUE COeAUHEHUA
COrnacHo HactosiLe 3asiBKe B KOMGUHaLMK C KeToreHHol aueToi obecneunsaet
CHWXeHWe COOTHOLWEeHUs Xupbllyrneeodbl, 3geKTUBHOTO AnsA neyeHus
anunencuu, w, cnegosaTenbHo, obecneyvBaeT yryullEeHME NepeHOCMMOCTU

KeToreHHoW AneTbl CyObekToMm.
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[00151] B ogHom wu3 BapuaHTOB BonnouleHwél anunencua SABNsIeTCA
CUMNTOMAaTU4YECKON 3anunencueir. B apyrom BapuaHTe BOMMOLIEHUS 3nunencust
ABNAETCA uauonatuyeckon anunencuen. B gononHuUTENbHOM  BapuaHTe
BONMOWEHUA 3nunencus ABNAETCA KPUNTOreHHow anunencuen. B apyrom
BapyaHTe BOMJIOWEHUSA QJnuUnencus SBNAETCA YCTOWYMBOW K  NEeYeHUIo
anunencuen, T.e. aNuUnencuen, kotopas ABNSETCS HEBOCNPUUMYMBOW, YacTUYHO
BOCNPUMMUMNBONA, HE MOMHOCTbIO BOCMNPUMMYMBON UNKU cnabo BOCNPUUMUMBOIA K
U3BECTHBIM crnocobam neveHus anunencun, BKNYas, HoO He orpaHNYNBasaCh UMK,
U3BECTHbIE NPOTUBO3NUNENTUYECKUE NEeKapCcTBa M BCe BapUaHTbl KETOreHHbIX
(T.€. C BbICOKUM COiepXXaHUeM XUpOB, HUKUM COAEPKaHUEM YINEeBOAOB) AVeT.
[00152] B pononHWTensHOM BapuaHTe BOMMOLIEHUS COEAMHEHWUA COrMacHo
HacTosALlen 3asBKM NPUrofgHbI ANS NevYeHua Bcex ‘TI/II'IOB cygopor v Aans
noAasneHusa CyAOPOXHOW aKTUBHOCTW, NpPOsiIBNSIOWeEncs B Buae U3NYECKUX
CUMNTOMOB W/WNK 3NEKTPUYECKON aKTUBHOCTU rOSIOBHOTO MO3ra, U3MEPEHHON C
nomoLbio I3 Unu Apyrux cTaHaapTHLIX CNOcoGOB UsMepeHusi, Y Cy6HLEeKToB, npu
3TOM CyAOpOrn MMeIoT pasnuyHoe NPOUCXOXAEHWE U3BECTHOW UM HEeU3BECTHOM
aTuonoruu, obycnosnusaiollee AnarHos aNUNEncUn UNu [Pyroro CynopOXHOro
paccTponcTea, Hanpumep, Cyaoporn BCNeACTBUE TPaBMaTUHECKOro NoBpeXaeH!s
(Hanpumep, BcneacTeue asapuu, XUPYPrUHECcKoro BMeLLaTeNbCTBa, BOEHHbIX
ASUCTBUIA MW YMBILLNEHHOrO MOBPEXAEHUS, U NpU 3TOM TpaBMa MOXeT ObiTb
CBEXeW Unn AasHel 1 MOXET NPUBOANTL K Cyaoporam v AuarHo3y anunencum unm
APYroro CyAOpOXHOTO ~paccTpOiCTBa), MELUKAMEHTO3HOTO MPOUCXOXAEHUS,
Hanpumep, BCneacTBUe annepruieckoin peakuuu, peakumm Ha nekapcTso Unu sa,
BKMOYaA MNepesosnpoBKy, CMOHTaHHbIE WM uauonaTU4Yeckue Ccyaoporu npu
OTCYTCTBUM U3BECTHON 3TUONOrUM, CyAOpOrY BCIEACTBUE HAPYLUEHWUA pasBUTUNA
UNN U3BECTHOW FEHETUYECKON NpeapacnonoXeHHOCTU WAKM Cyaoporn, KoTopbie
ABNATCA cneacTBueM OGakTepuanbHOW Unu BUpycHoW GonesHu, Hanpumep,
MEHUHIruTa.

[00153] CooTBeTCTBEHHO, HAcTOsLLas 3asBka BKIOYaeT cnocob neveHus
CyAopor, BkMovalowWwui BeBegeHne oaHoro unu 6Goriee coefuHEHWn CornacHo
HacTosilen 3asBke cyObekTy, Hyxaawuwemycs B 3ToM. Hacrosiwas sasBka
BKMIOYaeT Takke npuMeHeHWe ogHoro wunn 6ofniee CcoeauHeHWt cornacHo
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HacTosiLen 3asBKe AN NeYEeHUs Cyaopor y cyGbekTa; NpUMeHeHne OfHOro Unm
Oonee coeanHeHun cormacHo HacTosieil 3asBke ANS  NOSyYEHUs
NneKapCcTBEHHOro cpeAcTBa Anif NevyeHus cyaopor y cyovekra; u ogHo unm 6onee
COeAUHEHUI cornacHo HacTosileil 3asBke Ans animeHeHMﬂ ANna  neveHus
cypopor y cybbekta. B ogHOM 13 BapuaHTOB BonnoméHMﬂ HacToslLLen 3asBKu
cypoporoun siBnsaetcsa nobas cygopora U3BECTHOM mm;T Hen3BEeCTHOW 3aTUONoruun,
ofycrnosnuearollas  guMarHo3  3NUAencun  unu | APYroro  CyROpPOXHOro
paccTpoicTBa. B aApyroMm BapuaHTe BONMOWEHWS Cyaopora Bbi3BaHa
TpaBMaTU4eCKUM noBpexaeHnem (Hanpumep, BCneacTBMe  asapum,
XWpypru4eckoro BMeELWIATeNbCTBa, BOEHHbIX [AENCTBUA WU YMbILUNEHHbLIM
noBpexaeHWeM), nekapcTeamu (Hanpumep, ansiepruyeckoil peakumen, peakumeil
Ha nekapctea Wnu 54, BKIOYAA NEPefo3vpPOBKY), HapyLUEHUEM pasBUTUA vIu
U3BECTHOW  reHeTu4eckon NPeapacnonoXeHHoCTblo,  GakTepuarnbHOW  mnu
BUPYCHOW UHbEKLUMER (Hanpumep, MEHUHIMTOM) UMK SIBNSIETCS CMOHTaHHON MW
nanonaTu4eckon.

[00154] B 0oAHOM u3 BapMaHTOB BOMMOLWEHUA TOT e MEXaHu3M, KOTOpbIN
obycrosnueaeT NPOTMBOCYAOPOXHYIO aKTUBHOCTb, MOXET obecneunBaTte TakkKe
OnaronpusTHbI  KOTHUTUBHBIM ~ adbbekT. CneaoBaTenbHO, coeauHeHus,
covetalole npPOTUBOCYAOPOXHbIA (parMeHT, CBSI3aHHbI C dparMeHToMm,
obecneunsalowmm metabonmueckyio BbIpaboTKy KETOHOB, Taloke NPUrofHbl Ans
YNyYLEHNA KOTHUTUMBHOTO (DYHKUMOHWPOBaHUS W/WNN YNyULWEHUS YMEPEHHOro
CHWXEHWUA KOTHUTMBHbLIX CNOCOBHOCTEW Yy CyObeKTOB, TaKMX Kak Iogu W
XWBOTHble. B OAHOM 13 BapuaHTOB BOMNJIOWEHWS COEAUHEHUS] COrNAaCHO
HacTosiLiel 3asiBKe WUCNOSb3YIOT MPU NEYEHWM KOTHUTMBHOW ANCYHKUMK Y
CYOBEKTOB, rieé KOTHUTUBHAA AUCKHYHKUMS UMEeT pasfUyHOe NPOUCXOXKIAEHMe
U3BECTHOWN WNN HEU3BECTHOW ITUOMOrMMU, HanpuUMep, CHUXKEHUE KOTHUTUBHbLIX
cnocoBHocTel ¢ BO3pacToM WUNKU BCneacTeune TpaBMéqueCKoro noBpexaeHus,
peakuun Ha nekapcTBa, rEeHETUYEeCKONn npeapacrnosioXeHHOCTH, 6onesHu
6akrepvanbHOro, BUPYCHOTO UMM reHeTUYecKoro MPOUCXOXAEHUS NN CHWKEHNS
KOTHUTMBHBIX CMOCOOHOCTENW BCREACTBME PaCCTPONCTB, TakKUX Kak 6onesHb
MapkuHcoHa, GonesHb AnbureliMepa v Apyrve AeMeHUMM U HeBporsiornyeckue
paccTpoiCTBa, onpeaerieHHble Y CYGbEKTOB, TaknX Kak MoAun U XUBOTHbIE.
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[00155] CooTBeTCTBEHHO, HacTosllas 3asfBKa BKIOYaeT cnocob neveHus
KOTHUTMBHON AUCKHYHKUWK, BKIIOYAOWWMA BBEAEHME OAHOro wnu Oonee
CO€MHEHUN COrNacHO HacTosiLel 3asiBke CyGbeKTy, HyXaalowemycs B 3TOM.
Hactoswas 3asBka BkIoYaeT Takke nNpUMEHEHMe OAHOro wnu  Bonee
CoeaANHEeHUA cornacHo HacTosien 3asBke ANA NEeYEHUS KOFHUTWMBHOM
AncyHKUMK y cybbekTa; npuMeHeHne oaHoro unu 6onee coeanHeHWt CornacHo
HacTosilel 3asBke AN MONYYEeHUs NEeKapCTBEHHOrO CPeAcTBa AN NeveHust
KOTHUTUBHOWN AUCKDYHKLUUM ¥ Cy6bekTa; U oaHO unmn 6onee coeanHEHW cornacHo
HacToslLLel 3aABKke AN1A NPUMEHEHU AN NEeYEHUS KOTHUTUBHOMN ANCHYHKLNN Y
cybbekra.

[00156] B oAHOM u3 BapuaHTOB BOMMOWEHWUS HACTOSAWeEW 3asiBKU
KOTHUTUBHON OMCYHKUMEN sBnAeTca niobas KOrHUTMBHAA — AWCYHKLMS
W3BECTHON WMNM HEW3BEeCTHOW 3Tuonoruu. B APYroMm BapuaHTe BOMIIOLEHNs
KOTHUTUBHOW AUCKYHKUMER ABNSETCH CHUMKEHME KOTHUTUBHBLIX CMOCOBGHOCTEeN ¢
BO3PacTOM WNU BCNeACTBUE TpaBMaTU4YECKOro MOBpeXAeHWs, peakuuu Ha
nekapcTea, reHeTU4eCKoW npenpacnonoxeHHocTn, GonesHu 6GakTepuanbHOro,
BUPYCHOrO UM reHeTU4ecKoro NPOUCXOXAEHUs, N BCNEACTBUE PacCTPOMCTS,
Takux kak GonesHb MapkuHcoHa, GonesHb Anbureiimepa u Apyrue AeMeHUUn W
HeBponoruyeckue paccTpoincTea.

[00157] Hactosiwas sasBka BKMOYMAeT Takke Cnoco6  ynyulweHus
KOTHUTMBHOTO (hYHKLIMOHNPOBaHUSA, BKIIOYAIOLWMIA BBeAeHWe Cy6bekTy OAHOro unm
Gonee coeanHeHuit cornacHo HacTosiweil 3asBke. HacTosLas 3asBKka BKoYaeT
TaloKke NpUMeHeHne ogHoro unu 6onee coeguHEHU COrnacHo HaCTOSILLEN 3asiBKe
ANA  ynyJvweHns KOMHUTUBHOIO (PYHKLMOHUPOBaHMWSA y cybbekTa; npumeHeHue
oaHoro unu Gonee coeauWHEHWI cornacHo HaCTosaLuet?i 3adBKe ANnA NonyvYeHus
NekapCcTBEHHOro cpeAcTsa Ans YNyulweHUss KOrTHUTUBHOTO bYHKLIMOHWPOBAaHUS Y
cybbvekra; U ogHo unu Gonee coeguHEHWN COTrNacHO, HacTosALlel 3asBke Ans
NPUMEHEHNA ANS YNyuleHWs KOrHUTMBHOTO (hbyHKLIMOHMpOBaHWS Y cybbekTa. B
OOHOM W3 BapUaHTOB BOMNOLWEHUS CYObLEKT He CTpajaeT OT KOrHWTUBHOW
ANCOHYHKUMK, T.e. COEAVWHEHMEe COornacHo HaCTonméﬁ 3afBKe BBOAAT Ans
YNy4weHUs KOrHUTUBHOTO (OYHKLMOHMPOBAHUA Y CyObeKTa, He CTpaaalowero oT
KOrHUTUBHOWN ANCHYHKLIMW.
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[00158] Hactosias 3asBka BknovaeT Taioke cnocob neveHus TPEBOXHOrO
paccTpoiiCcTBa, BKNIOYAIOWMUIA BBELEHWE OOHOrO UNu Gohee COeAVHeHU cornacHo
HacToslel 3asBke cyGbekTy, Hyxgalowlemycs B 3ToM. HacToswas 3aseka
BKMIOYaeT TalKe MpUMeHeHne OAHOro unm Gonee COefIHEeHU COornacHo
HacToslLlen 3asiBke AN NeYeHUs TPEBOXHOIO pacCTpocTBa y CybbekTa;
npumeHeHne ofHoro unu Gonee coeaMHeHU COMMAacHO HacTOsALLER 3asBke ANs
nony4eHus nekapcTseHHoro CpeacTsa ANa NeYeHUa TPEBOXHOrO PacCTpoicTea Y
cyObekTa; U ogHo unn Gornee COeAUHEHUIN COrMAcHO HacCTOsLLEN 3asiBke ANS
NPUMEHEeHNA ANA NeYeHUss TPEBOXHOro paccTpoitctea y cybvekta. B ogHom u3
BApuaHTOB BOMIOLLEHNS TPEBOXHOE pPacCTPOWCTBO CBA3AHO CO  CHYDKEHUEM
KOrHUTUBHOrO (pyHKLIMOHUpOBaHuUsA. B apyrom BapuaHTe BOMIIOLLIEHUSI TPEBOXHOE
PaccTPOUCTBO He CBA3AHO CO CHKEHUEM KOTHUTUBHOTO (PYHKLMOHNPOBAHWS.
[00159] Hacrosawas sasBka BkiloyaeT Takke cnocob neveHns XpPOHUYECKOI
Gonu, Bknovalowmii BBefeHWE ogHOro wnKu Gonee COeAWHEHWIT COrNacHo
HacTosillen 3asBke cybObekTy, Hyxaawliemycs B 9ToM. Hactoswaa 3sasBka
BKIMOYaeT Takke npumeHeHue ogHoro unu 6onee coeAuHEHWW COrnacHo
HacToslLel 3asiBKe ANA NeYeHUst XPoHUYecko Gonn y cybbekTa; NpuMeHeHue
ofHoro unu Gonee coeAnHeHMIn COrnacHo HaCToALWe 3asBKke ANS NoNyyYeHus
nexapcTBEHHOro cpeacTea ANs NeYeHUs XpOHUYECKon Gonu y cybbekTa; u ogHo
unu Gonee CoeanHEHW COrMacHO HAaCTOSsLel 3asBKe ANA NPUMEHEHWUs NS
neyeHus xpoHuyeckon 6onu y cybbvekTa. |

[00160] B ogHom wu3 BapuaHTOB BONMoweHns cyObekTom sBnsieTcs
mnekonutalowee. B apyrom BapuaHTe BOMMOWEHWS CYGLEKTOM SBNsETCS
HEnoBeK, [oMallHee XXWBOTHOE WNKN CenbCKOXO3ANCTBEHHOE )KMBOTHOe. B
AONONHUTENBHOM BapuaHTe BOMNOLWEHUS cy61>e|<ToM fABNAeTCcA Yyenosek. B
OAHOM U3 BapMaHTOB BOMMOLEHUA CyGBHeKToM ABIAETCA JOMaLLHee XUBOTHOe. B
APYroM BapuaHTe BOMNJIOLLEHUA LOMALUHUM XUBOTHBIM ABnseTca cobaka, KoLka,
PbIBYH WUNM KPOMUK. B AOMOMHMTENbHOM BapuaHTe BOMIOWEHUst CyOBLeKTOM
SBNAETCA  CenbCKOXO3ANCTBEHHOE XUBOTHoe. B ogHOoM wu3 BapuaHToB
BONMOLEHNA CenbCKOXOSAWCTBEHHBIM KUBOTHBIM SBMSIETCA KPYMHbIA poraTbiii

CKOT, OBLibl, CBUHbW, KO3bi U XXUBOTHbIE poaa noma,qeﬁ.
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[00161] OpHo unu Gonee coeAMHEHUI COrMAacHO HaCTOSAILLEN 3asiBKe
UCNONb3yIOT NO OTAENbHOCTU MK, Kak ONCaHO Bbile, B KOMBUHALMK C ApyruMu
U3BECTHbIMA  areHTamu, NOAXOAAWMMU  Ans  nevyeHuss  3aboneBaHus,
paccTpoiCTBa UMM NATONOrMYECKOro COCTOSHUS cornacHo HacTosiLen 3asBke.
Hanpumep, B ogHoM wu3 BapuaHTOB Bonnou4eHm;| 3abonesaHuem,
pacCTPOCTBOM UMM NATONOTUYECKUM COCTOSHUEM COTMacHoO HacTosLlen 3anBke
AIBNAETCA KOrHUTUBHaA AUCKYHKUUA, U ogHO unu 6Gonee coeanHeHWU cornacHo
HacTosLenh 3asBke MCMOSb3YIT B KOMOUHAUMM C ogHUM wunu Gonee apyrux
U3BECTHbIX areHTOoB, MOAXOAALMX ANS NeYEHUs KOrHUTMBHOW AnchyHKumu. Mpu
ncnonb3oBaHMM B KOMGUHauum ¢ apyrumm W3BECTHBIMW  areHTamu,
NOAXOAALMMKN ANA neveHns 3aboneBaHusi, paccTPoicTBa MMM NaTonorMYeckoro
COCTOSIHAAI COrflacHO HacTosien 3asBKe, OAHUM U3 BapuaHTOB BOMJIOLEHMA
AIBNAETCA BBeAEeHWe OAHOro unu Goree CoeaMHEHWIA COrnacHo HacTosLLEN
3asiBKé OAQHOBPEMEHHO C YKa3aHHbIMU areHTamn. B [OaHHOM KOHTeKkcTe
«OAHOBpPEMEHHOe  BBefeHue» CybObekTy AByX f'coe,queHuﬂ O3Havaert
obecneyeHne Kaxgoro U3 ABYX COEAMHEHWIA Tak, YTO 06a OHM SIBRSIOTCS
Buonoruyeckn akTUBHLIMK y UHAMBUAYYMa B 0aHO BpeMms. MMoapoGHbIe aAeTtanm
BBEAEHUA 3aBUCAT OT apMaKOKUHETUKN yKasaHm;ix ABYX COeOVHEHU B
NPpUCYTCTBUM ApYyr Apyra v BKIOYAIOT, Hanpumep, BBEAEHUE [ABYX COeAUHEHWIA
OAHOBPEMEHHO, C UHTEpPBanoM B HECKOMbKO YacoB OTHOCUTENbHO ApYr Apyra
Wnu BBELEHWe OfHOro COeAUHEeHUA B TeyeHue 24 4acoB noOcCne BBEAEHUS
Apyroro coefuHeHua B crny4yae nopxodsilen cbapmakokuHeTukn. PaspaGoTka
noaxoasLleidl CXxembl NPUMEHEHUst M3BECTHa crneuuanucTam B AaHHOW o6nacTy
TEXHUKU. B KOHKpeTHbIX BapuaHTax BonnoweHus ABa COeAUHEHUs BBOAAT, MO
CyulecTBy, OAHOBPEMEHHO, T.. B TE€YEHWEe HECKONbKUX MUHYT OTHOCUTESIbHO
Apyr Apyra, unu B cocCTaBe OLHOW KOMMO3WUWMKM, KOTopas coaepxuT oba
coefMHeHus. B [ononHUTeNbHOM BapuaHTe BOMMOLEHUS HaCTOSILLEN 3asiBKW
KoMGUHaLMIO areHToB BBOAAT CYyGBHEKTY He 0HOBPEMEHHO.

[00162] flosa coeauMHeHwit  cormacHo HacToslen 3asBke  MOXeT
BapbupoBaTbCA B 3aBUCMMOCTM OT MHOMMX DAKTOPOB, TakUX Kak
thapmakomMHaMnyeckme CBOMCTBA COEAUHEHUS, cnoco6 BBEAEHUS, BO3pacT,

COCTOsiHMEe 340pOBbA U Macca peuunueHTa, npupoja 1M TAXECTb CUMMNTOMOB




47

3abonesaHus, paccCTpoWCTBA WNM NaTONOMMYECKOTO COCTOSIHUS COrNacHo
HacTosleil 3asABKe, YacToTa fleYeHUst U TUM COMYTCTBYIOLWIErO NeyYeHus, B
criydae ero Hanuums, a TakkKe CKOPOCTb KiupeHca coeanHeHNs y cybbekra,
nognexauwiero nedvyeHunto. Crneumanuct B OaHHOW 06nacTv TEXHUKU MOXeT
onpefenuTb NOAXOAsILY0 A03Y HAa OCHOBaHWM BblleyKasaHHbIX ¢hakTtopos. B
OAHOM U3 BapuaHTOB BOMNJIOWEHUS COeaNHEHUS cornacuo HacTosen 3asBke
nepBoHa4YanbHO BBOAAT B NOAXOoAfLWled [Ao3e, deopyw, Heobs13aTeNbLHO,
perynupyot no Mmepe Heo6xoanMoCTH, B 3aBUCUMOCTU OT KITMHUYECKOro OTBeTa.
B kauecTBe unnioctpaTMBHOro Nnpumepa, nepopanbHbie J03bl 0AHOro Unu 6onee
CO€AMHEHUI COrnacHo HacTosLei 3asiBke BapbUPYIOTCA OT OKOMO 1 Mr B CYTKU
A0 okono 1000 mr B cyTku Anst B3poCNoro YenoBeka Unu xXusoTHoro. B ogHom us
BapnaHTOB BOMJIOWEHUS HacTosLen 3asBku hapmaueBTUYeckue KOMMosuuun
COCTaBnAT ANA nepopanbHOro BBEAEHUS, U COEAVHEHWs npeAcTaBMeHsbl,
Hanpumep, B hopme Tabnetok, cogepxawmx 0,25, 0,5, 0,75, 1,0, 5,0, 10,0, 20,0,
25,0, 30,0, 40,0, 50,0, 60,0, 70,0, 75,0, 80,0, 90,0, 100,0, 150, 200, 250, 300,
350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950 unu 1000 mr
aKTUBHOIO UHrpeaueHTa Ha oaHy TabneTky. B oaHOM 13 BapnaHTOB BONMOLWEHUS
COeAMHEHUs1 COrnacHoO HacToslen 3asBke BBOSAT B OAHOKPATHOW CYTOYHOW
Ao3e, unu obwas cyToyHas fos3a MoxeT ObiTb paspeneHa Ha e, TpU WM
yeTblpe CYTOYHbIE A03bI.

[00163] OueHka aKTUBHOCTW COEAUHEHUSI COrfTAacHO HaCTOSILLEN 3asBKU ans
nevyeHus, Hanpumep anunencun, Moxet 6biTb OCyW|ecTBMeHa C MNOMOLLbIO
noboro ogHoro unu Gonee U3BECTHLIX aHaNW3OB. I'lpmmepbl Taknux aHanusos
BKNIOYAIOT, HO He OrpaHMyMBaloTC MMU, TECT MaKCUManbHOrO 3NEKTPOLIOKa
(MES), Tect neHtuneHteTtpasonom (PTZ), aHanus KIAH,D,ﬂl/IHra MUHAaNEBUAHOrO
Teéna, aHanus3 KopHeanbHOro (POroBMYHOr0) KUHAJNIMHIa Ha Mbillax, aHanu3 Ha
Kpbicax ¢ reHeTtudeckon abcaHcHon anunencuein (GAERS) wu/unu mopensb
CNpPOBOUMPOBaHHLIX 6 Iy mcuxomeTpuueckux cygopor. YkasaHble aHanusbli u
Apyrue cTparterum ans naeHTudnkaumm yCOBEPLUEHCTBOBAHHbIX
NPOTUBO3INUNENTUYECKNX NEKAPCTB OCYLLECTBNAIOT, HAaNpUMep, TakK, Kak onnucaHo
B Loscher, W. et al. Nature Reviews, 12: 757-776 (2013), unu kak onucaHo B
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NpMMepax NCUXOMOTOPHBIX CYZAOPOr, CNPOBOLMPOBaHHLIX MES, PTZ, 6 My, u B
UCNbITaHNAX KOPHEeanbHOro (POroBUYHOr0) KUHASIMHIA Ha MbILLAX.
[00164] MNpeacraeneHHble HWKe HeorpaHuuyusaioLmne npumepsbl
WNIIOCTPUPYIOT HACTOALLYIO 3asBKY:
NPUMEPbBI ,
Mpumep 1: CuHTE3 U xapakTepucTuKa coeAMHEeHUM |
(@) CwuHTtes  2-(1-(rekcaHaMMOOMETMN)LMKIOreKCUI)YKCYCHOW  KUCHOTHI
(coenuHeHue 1)

0 o}

HoN COH 535"'11/[]\CI CSH“)J\ N CO,H
DMAP, TTo® H

[00165] CycneHaunio 2-(1-(aMMHOMETNN)UMKIOreKCUI)YKCYCHOI KucnoTsl (2,0
r, 11,7 mmonb) u 4-gumetunamuHonupuavHa (DMAP; 1,43 r, 11,7 MMOJ1b) B
GessogHom TI® (40 mn) no kannsm obpabaTbiBanu rekcaHounxnopuaom (1,34
mMn, 9,7 MMmonb) B TeyeHue 5 MUH npu KOMHaTHOW TemnepaType W
nepemelimsany B TedyeHne Houu (18 ). PacTeoputenb ypansnu noa
MOHWKEHHbIM AaBneHneM, HeouulleHHoe BellecTso pacTeopsinu B H,O (200 mn)
w noakucnanu po pH ~1 ¢ nomowbio 6 H. HCIL HeouuweHHbIi npoaykT
akcTparuposanum B EtOAc (2x150 mn). O6beguHEHHbIN opraHUYecKuii Crom
npombiBanu HacbiLLleHHbIM coneBbiM pacTBopom (50 mn), Bbicywmnsanu (Na,SO,)
W KOHLIEHTPMPOBanu npyu NOHWXEHHOM AABIIEHUU C NOMYYEHUEM HEOUMULLEHHOrO
npoaykTa. HEeouMLIEHHbIN NPOAYKT OuMLIanU KONMOHOYHOW Xpomatorpaduelt
(EtOAc:rekcaHbl, 1:1) Ha cunukarene ¢ NONy4YeHWEM yKasaHHOTO B 3arofioBKe
coeauHenus 1 (1,4 r, 54%) B BuAe TBEpHOro BellecTsa OT 6Genoro A0
rpsisHoBaTo-6enoro ugeta. 'H AAMP (600 My, CDCl3) 66,32 (c, 1H), 3,25 (o, J =
6,6 Ty, 2H), 2,26-2,24 (M, 4H), 1,64-1,62 (m, 2H), 1,50-1,41 (m, 7H), 1,32-1,25
(M, 7H), 0,88-0,85 (M, 3H). UOP-MC (m/z, %): 268 (M-H, 100), 207 (50).

(b) CwnHTe3 2-(1-(ren'raHaMu.qomemn)uuKnorexcyn)yxcycuoﬁ KUCNOTbI

(coeanHeHue 2)
o)

o} )J\
HoN CO,H /U\ CeHi7~ N CO,H
CeHi~ CI H

DMAP, TT'o
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[00166] YkasaHHOe B 3arofioBke coeauHeHue 2 nonyyanu us  2-(1-
(amnHOMeTUN)UMKNorekcun)ykcycHom kucnotst (2,0 r, 11,7 mmonb), DMAP (1,43
r, 11,7 mMonb) u rentasounxnopuga (1,51 mn, 9,7 MMOsb), Kak onucaHo Ans
coefuHeHus 1. Teepaoe sellecTtso ot 6enoro Ao rpssHoBato-6enoro useTa (1,4
r, 51%). "H AMP (600 Mr'u, CDCl,) § 6,45 (c, 1H), 3,25 (a, J=6,6 'y, 2H), 2,26-
2,24 (m, 4H), 1,63-1,61 (m, 2H), 1,50-1,41 (m, 7H), 1,31-1,26 (m, 9H), 0,855 (T, J
=6,6 'y, 3H). USP-MC (m/z, %): 282 (M-H, 100).

(c) CuHTtes 2-(1-(okTaHaMMAOMETHI)LUKIOTEKCUIT)YKCYCHON  KUCROThI

(coeauneHune 3)
o]

O
OH
H2N C7H15)J\C| C7H15)J\N o
o} H o
DMAP, TT'®, koMH. T-pa

[00167] YkasaHHoe B 3arofioBke coeauHeHue 3 nonyyvanu us  2-(1-

(@aMMHOMETUN)LMKNOreKCUN)yKCYCHo  KucnoTbl (4,27 r, 24,9 mmonb), DMAP
(3,05 r, 24,9 mmonb) 1 oktaHounxnopuga (3,58 mn, 20,8 MMonb), Kak OnUcaHo
ANnA coeavHeHus 1. bneaHo-xenToe macnsHucToe BewecTteo (2,2 r, 30%). 'H
AMP (600 MrI'u, CDCls) 8 6,25 (c, 1H), 3,26-3,24 (M, 2H), 2,26-2,23 (m, 4H), 1,63-
1,60 (M, 2H), 1,53-1,41 (m, 7H), 1,34-1,24 (m, 11H), 0,87-0,85 (m, 3H). N3P-MC
(m/z, %). 296 (M-H, 100).

(d) Cwunres 2-(1-(HoHaHaMMAOMETUN)UMKNOTrEeKCUI)YKCYCHOW  KNUCHNOTbI

(coeauHeHue 4)
o) O

L OH
HoN OH CsH17)J\C| CeHi7 N/ij\ﬂ/
0 : 0
DMAP, TT®
[00168] YkasaHHOe B 3aronoske coeAuHeHue 4 nonyyanu w3 2-(1-

(aMMHOMeTUN)UMKoreKkcun)ykeycHoi kucnotsl (2,0 1, 11,7 mmons), DMAP (1,71
r, 14,0 Mmmonb) n HoHaHounxnopuaa (2,63 mn, 14,0 mmorss), Kak onucaHo Ans
coeauHenus 1. benoe TBepaoe BewectBo (2,1 r, 58%). 'H AMP (600 MIy,
CDClI;) 6 6,40 (c, 1H), 3,25 (g, J = 7,2 'y, 2H), 2,26-2,24 (m, 4H), 1,63-1,61 (m,
2H), 1,50-1,41 (m, 7H), 1,29-1,23 (m, 13H), 0,85 (1, J = 7,2 'y, 3H). UBP-MC
(m/z, %): 310 (M-H, 100).
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(e) CwuHTes  2-(1-(AekaHaMMOOMETMN)LMKNOreKCUI)yKCyCHOW  KUCNOTbI
(coeanHenme 5) |

o) O
OH . OH
HoN C9H19/U\CI C9"'19)J\N §
o - | 0
DMAP, TT®
[00169] YkasaHHOe B 3arofnioBke coeauWHeHue 5 nonyyanu wus 2-(1-

(aMuHomeTUun)umKnorekcun)ykcycHom kucnotsl (2,0 r, 11,7 mmons), DMAP (1,71
r, 14,0 mmonb) n gekaHounxnopuaa (2,89 mn, 14,0 MMonb), Kak onucaHo Ans
coeanHenus 1. benoe Teeppoe Bewecto (1,7 r, 45%). 'H AMP (600 My,
CDCl3) 5 6,33 (c, 1H), 3,25 (a4, J = 6,6 'y, 2H), 2,26-2,24 (M, 4H), 1,63-1,61 (m,
2H), 1,50-1,41 (m, 7H), 1,29-1,23 (m, 15H), 0,85 (1, J = 7,2 'y, 3H). USP-MC
(m/z, %): 324 (M-H, 100).

(f) Cunres 2-(1-(yHpeKkaHaMMAOMETHIT)LMKIIOreKCUI)YKCYCHOM KUCIOTbI
(coeauHeHme 6) |

o)
o] P
H,N CO,H CioHa” N CO,H
DMAP, Tr®
[00170] YkasaHHOe B 3arofioBke coeawHeHue 6 nonyyanu us  2-(1-

(@aMMHOMETUN)LIMKIOreKCUn)yKCycHoi kucnoTsbl (2,0 r, 11,7 mmonb), DMAP (1,43
r, 11,7 Mmonb) u yHaekaHounxnopuga (2,14 mn, 9,7 MMOnb), Kak onucaHo Ans
coeauHeHus 1. Teepaoe seujecTBo oT 6enoro Ao rpssHoeaTto-6enoro useTa (1,5
r, 45%). "H AMP (600 MI'u, CDCl3) & 6,31 (c, 1H), 3,25 (n, J = 7,2 T'u, 2H), 2,26-
2,24 (m, 4H), 1,63-1,61 (m, 2H), 1,53-1,41 (m, 7H), 1,29-1,23 (m, 17H), 0,85 (T, J
= 6,6 'y, 3H). UBP-MC (m/z, %): 338 (M-H, 100).

(9) CwuHrtes 2-(1-(nonexkaHaMUOOMETUIT)UMKIOreKCUN)YKCYCHOW KUCTOTbI

(coeauHeHme 7)
0 (o)

HzN/ijCOZH C11H23/U\CI C11H23)Lu6\C02H
DMAP, Tr®
[00171] YkasaHHOe B 3aronoBke coeauWHeHuwe 7 nonyyanu us 2-(1-

(amuHomMeTUn)LMKnorekcun)ykcycHoi kucnotsl (2,0 r, 11,7 mmons), DMAP (1,43
r, 11,7 mmonb) u gogekaHounxnopuaa (2,31 mn, 9,7 MMOIb), KaK onucaHo Ans
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coefunHeHus 1. Teepaoe sewlectBo ot 6enoro Ao rpssHoBaTo-6enoro LseTa (1,8
r, 53%). "H AMP (600 MI'u, CDCl5) & 6,43 (c, 1H), 3,25 (@, J =6,6 'y, 2H), 2,26-
2,24 (M, 4H), 1,63-1,59 (m, 2H), 1,50-1,39 (m, 7H), 1,30-1,23 (m, 19H), 0,85 (T, J
=7,2 'y, 3H). UBP-MC (m/z, %): 352 (M-H, 100).

(h) CuHTe3 2-(1-((4-MeTUNOKTaHAMMNA0)METUN )LIMKITOFeKCUIT)YKCYCHOIM

Kucnotbl (coeauHeHue 8)

o
Q socCl, '
HaN COgH
H

DMAP, TT®

[00172] Pacteop 4-metunokraHoBoM kucnotol (1,5 r, 9,47 mmonsb) 8 CH,Cl,
(15 mn) no kannam o6pabatbiBanu SOCI, (2,07 mn, 28,4 MMonb) B TeyeHue 5
MUH Npu KOMHaTHOW TemnepaType. 3aTtem peakUMOHHYIO CMeCb Harpesanu ¢
00paTHbIM XONOAUNBHUKOM [O KUNEHUs B TeyeHue -3 YacoB. PeakumoHHylo
CMeCb oxnaxaanu A0 KOMHaTHOW TeMnepaTypbl, 3aTeM yaansanu pactsoputens
1 n3bbITok SOCI, NpK NOHWKEHHOM AABNEHUN C NOSTYYEHNEM HEOUULLIEHHOrO 4-
MeTUnokTaHounxnopuaa B Buae 6GnegHO-XenToro MacnaHUCTOro BellecTsa.
YkaszaHHoe B 3aronoske coefuHeHue 8 nonyvanu u3 2-(1-
(@aMUHOMETUN)LIMKIOreKCUI)yKCycHoM kucnotol (2,6 r, 15,1 mmons), DMAP (1,8 T,
15,1 MMOnb) U NONMyYeHHOro Bbille HEOUULLEHHOTO 4-MEeTUNOKTaHOUNXMopuAa,
KaK onucaHo gnsa coeanHeHusa 1. becuseTHoe macnsiHucToe Bewlectso (1,4 T,
35%). 'H AMP (600 Mru, CDCl;) § 6,23 (ww.c., 1H), 3,25 (n, J = 6,6 'y, 2H), 2,29-
2,23 (m, 4H), 1,68-1,62 (M, 1H), 1,53-1,37 (m, 10H), 1,30-1,19 (m, 8H), 1,12-1,08
(m, 1H), 0,88-0,85 (m, 6H). UBP-MC (m/z, %): 310 (M-H, 100).
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(i) CwuHtes 2-(1-((2-nponunneHTaHaMUAO)METMIT)LMKNOreKCUI1)yKCyCHOM
KMCNOThI (coeanHeHue 9)

OH CH.Cl; Cl
HzN/ij\COzH 0
N CO,H
- H

DMAP, TT'®

[00173] YKasaHHOe B 3arofioBke coeauHeHne 9 nonyvyanu K3 2-
nponunneHTaHoBon kucnotbl (5 r, 34,7 MMonb; nonerHHon TakK, KaKk onucaHo
ANns 4-MeTunokTaHounxnopuaa, MCNonb3oBaHHOFO ANA NONyYeHUs coeauHeHus
8), 2-(1-(ammHoMeTUN)UMKNOrekcun)ykcycHon kucnotbl (7,1 r, 41,6 mmonsb) wu
DMAP (5,08 r, 41,6 mmonb), kak onucaHo ans coeauvHeHus 1. Teeppoe
BellecTBo oT 6enoro oo rpssHoBaTo-6enoro useta (3 r, 29%). 'H AMP (600
MI'u, CDCl;) 6,35 (c, 1H), 3,26 (a, J = 6 'y, 2H), 2,26 (c, 2H), 2,18-2,12 (M, 1H),
1,62-1,23 (M, 18H), 0,91-0,89 (m, 6H). UBP-MC (m/z, %): 296 (M-H, 100).

() CwuHtes (S)-3-(rekcaHammpaomeTun)-5-MeTUNreKCaHOBOW  KUCIIOThI

(coeauHeHue 10)

o o

NN )J\ _
HN Y C0H S 0L g A eopn

\( DMAP, Tr® H Y

[00174] YkasaHHoe B 3aronoBke coeauHenne 10 nonyvanu wus (S)-3-
(amuHOMeTUn)-5-meTunrekcaHoson kucnotol (2,0 r, 12,6 mmons), DMAP (1,50 r,
12,6 mmonb) u rekcaHounxnopuaa (1,40 mn, 10,5 niiinonb), KaKk onucaHo Aans
coeavHeHus 1. BecupeTHoe macnsHucToe Betlectso (1,0 r, 40%). 'H AMP (600
Miu, CDCls) 6 6,08 (c, 1H), 3,36-3,31 (m, 1H), 3,20-3,15 (m, 1H), 2,33 (aa, J = 4,2,
15Ty, 1H), 2,24 (ga, J=7,8, 15 'y, 1H), 2,19 (1, J = 7,8 'y, 2H), 2,09-2,04 (m, 1H),
1,70-1,59 (m, 3H), 1,30-1,23 (m, 4H), 1,18-1,16 (m, 2H), 0,89-0,85 (m, 9H). UBP-MC
(m/z, %): 256 (M-H, 100).
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(k) CwuHtes (S)-3-(rentaHamuaomeTun)-5-MeTUNreKCaHOBOM  KUCNOTbI

(coepuHerue 11)
O :
N
HN™ " "COMH CeH13/U\ cl ceH13/LI\N5\/\cozH

H =
Y DMAP, Tro \r

[00175] YkasaHHoe B 3aronoske coeguHeHne 411 nonysanu w3 (S)-3-
(amnHomeTun)-5-metunrekcaHoson kucnotel (2,0 r, 12,6 mmons), DMAP (1,50 r,
12,6 mmonb) u rentaHounxnopuga (1,60 mn, 10,5 mmMmonb), Kak onucaHo AnA
coegnHeHns 1. becuseTHoe macnsiHuctoe setyectso (0,9 r, 32%). 'H AMP (600
Mly, CDCls) 6 6,07 (c, 1H), 3,36-3,32 (m, 1H), 3,20-3,16 (m, 1H), 2,32 (an, J = 4,8,
15y, 1H), 2,24 (pa, J= 8,4, 15 'y, 1H), 2,19 (1, J = 7,8 'y, 2H), 2,10-0,04 (m, 1H),
1,70-1,59 (m, 3H), 1,30-1,23 (m, 6H), 1,18-1,16 (m, 2H), 0,89-0,84 (m, 9H). NOP-MC
(m/z, %): 270 (M-H, 100).

() CwmHre3s (S)-5-meTun-3-(okTaHaMUOOMETUI)reKCAaHOBOM  KUCIOThI

(coeauHenue 12)
0 o]
HN" Y COoH C7H15)J\C| C7H15/U\N_/\£/\COZH

H
Y DMAP, TT'® \r

[00176] YkasaHHoe B 3aronioBke coeguvHeHue 12 nonyyanu us (S)-3-

(amuHomeTun)-5-MeTunrekcaHoson kucnotel (2,65 r, 16,6 mmonb), DMAP (2,03
r, 16,6 mmonb) u oktaHounxnopuaa (2,39 mn, 13,9 Mmonb), KaKk onUcaHo Ans
coeauHeHusa 1. bnegHo-xentoe macnaHuctoe Bewectso (0,9 r, 22%). 'H amP
(600 MI'u, CDCl3) & 5,95 (w.c., 1H), 3,39-3,35 (M, 1H), 3,23-3,19 (m, 1H), 2,35
(oo, J = 4,2, 14,4 Ty, 1H), 2,28-2,20 (m, 3H), 2,11-2,05 (m, 1H), 1,70-1,62 (m,
3H), 1,31-1,16 (m, 10H), 0,92-0,87 (m, 9H). NBP-MC (m/z, %): 284 (M-H, 100).
(m) Cunte3 (S)-5-meTun-3-(HoHaHaMMAOOMETUN)reKCAaHOBON  KUCTOTbI
(coeanHenue 13)
o] o
HN" " COH CeHﬂ/“\C, CsH17/U\N/\_;/\COZH

H
Y DMAP, Tr® | Y
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[00177] YkaszaHHoe B 3aronoBke coepguHeHue 13 nonyyanu us (S)-3-
(amuHoMeTnn)-5-MeTunrekcaHoBom kucnoTbl (2,0 r, 12,6 mmons), DMAP (1,84 T,
15,1 mmonb) u HoHaHounxnopuga (2,83 mn, 15,1 Mmonb), Kak onucaHo Ans
coeguHeHus 1. MpasHoBaTo-Genoe TBepaoe BewectBo (1,6 r, 42%). 'H AMP
(600 MI'y, CDCl3) 6 5,95 (c, 1H), 3,37-3,33 (M, 1H), 3,21-3,16 (m, 1H), 2,32 (a4, J
=438, 15y, 1H), 2,24 (pan, J = 7,8, 15 'y, 1H), 2,19 (1, J = 7,8 'y, 2H), 2,08-
2,02 (m, 1H), 1,67-1,59 (m, 3H), 1,28-1,12 (M, 12H), 0,89-81 (M, 9H). NOP-MC
(M/z, %): 298 (M-H, 100). |

(n) CuHrtes (S)-3-(aekaHamupgomeTun)-5-MeTUNreKCaHOBOM  KUCIOTbI
(coeanHeHnune 14)

o 0

H,N7 > NCOo,H
A 2 cguw)J\m 09H1g/ll\N7\3/\cozH

H el
T owarre T

[00178] YkaszaHHOe B 3arofoBke coeauHeHne 14 nonyyanu wus (S)-3-

(amuHomeTUnN)-5-meTunrekcaHosom kucnotol (2,0 r, 12,6 mmons), DMAP (1,84 r,
15,1 mmonb) n pgekanounxnopuaa (13,10 mn, 15,1 Mmonb), Kak onucaHo Ans
coeauHenusa 1. 'pasHosaTo-6enoe TBepnoe Bewectso (2,0 r, 50%). 'H ampP
(600 MI'y, CDClj3) 6 5,96 (c, 1H), 3,36-3,33 (m, 1H), 3,19-3,17 (m, 1H), 2,33 (aa, J
= 4,8, 15 'y, 1H), 2,24 (pa, J = 7,8, 15 'y, 1H), 2,19 (7, J = 7,2 'y, 2H), 2,09-
2,02 (m, 1H), 1,70-1,59 (m, 3H), 1,27-1,22 (m, 14H), 0,90-0,81 (m, 9H). UBP-MC
(m/z, %): 312 (M-H, 100).

(o) CwuHre3s (S)-5-meTun-3-(yHaekaHaMUOOMETUN)reKCAaHOBOW  KHUCIOTbI

(coeanHeHue 15)
X R
HzN/\_/\002H C10H21 Cl -~ C10H21 u/\‘/\COZH

'\( DMAP, Tr® Y

[00179] YkaszaHHoe B 3arofioBke coeguHeHue 15 nonyyann us (S)-3-

(amuHoMeTun)-5-meTunrekcaHoBon kucnotel (2,0 1, 12,6 mmons), DMAP (1,5 ,
12,6 mmonb) u yHaekaHounxnopuga (2,3 mn, 10,5 Mmonb), Kak ofiMcaHo Ans
coeavHeHus 1. becuseTHoe macnsHucToe BellecTeo (1,2 r, 35%). 'H AMP (600
Mlu, CDCIs) 6 6,02 (c, 1H), 3,36-3,32 (m, 1H), 3,20-3,15 (m, 1H), 2,32 (an, J = 4,2,
14,4 Ty, 1H), 2,24 (pg, J=7,8, 14,4 Ty, 1H), 2,19 (1, J = 7,8 'y, 2H), 2,10-2,04 (m,
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1H), 1,70-1,59 (m, 3H), 1,30-1,22 (m, 14H), 1,18-1,16 (M, 2H), 0,89-0,84 (m, 9H).
N3P-MC (m/z, %): 326 (M-H, 100).
(p) CuHte3s (S)-3-(moaekaHaMuaoOMeTUN)-5-MeTUNreKCaHOBOW KUCNOTbI

(coepuHeHue 16)

© o)
HoN" S copH Ciibes™ C c”Hz{U\N/\/\cozH
Y DMAP, TTd | Y
[00180] YKkasaHHoe B 3aronoBke coeauvHeHwe 16 nonyyanu wu3 (S)-3-

(amuHomeTun)-5-meTunrekcaHoson kucnotbl (2,0 r, 12,6 mmons), DMAP (1,50 r,
12,6 Mmonb) u popekaHounxnopupa (2,50 mn, 10,5 mmons), kak onucaHo Ana
coeavHeHuns 1. Benoe TBepaoe Bewectso (0,7 1, 19%). 'H AMP (600 My, CDCls)
56,02 (c, 1H), 3,35-3,32 (m, 1H), 3,20-3,17 (m, 1H), 2,32 (aa, J = 10,2, 15 'y, 1H),
2,24 (op, J=17,8, 15Ty, 1H), 2,18 (1, J = 7,8 T'y, 2H), 2,10-2,04 (m, 1H), 1,70-1,58
(m, 3H), 1,27-1,23 (m, 16H), 1,18-1,16 (m, 2H), 0,89-0,84 (m, 9H). NBP-MC (m/z,
%): 340 (M-H, 100).

(q) CuHTes (S)-5-metTun-3-((2-nponunneHTaHaMuOo)MeTUI)reKCaHOBOW
KUCNOTbI (coeauHeHue 17)

OH CHxCl, Cl

HZN/\-/\COZH
\O/U\N/\/\C(DzH
DMAP, Tro
[00181] YkasaHHoe B 3aronoske coeauHeHue 17 nonydanu w3 2-

NPOMUANEHTaHOBOM KUCMOThI (2 r, 13,8 MMonb; Nnony4yeHHoU Tak, Kak onucaHo Ans
4-meTUNoKTaHOUNXIopKaa, UCNONb3OBaHHOIO AN nohyqum coeguHeHus 8),
(S)-3-(amuHomeTUn)-5-meTunrekcaHoson kucnotel (2,6 r, 16,6 mmons) u DMAP
(2,0 r, 16,6 mMmonb), Kak onucaHo Ana coeauHenus 1. bnegHo-xentoe
MacnsHucToe BelyecTso (1,11, 28%). 'H AMP (600 MI'y, CDCls) 6,07 (¢, 1H), 3,38-
3,34 (m, 1H), 3,21-1,18 (m, 1H), 2,33 (an, J= 7,2, 16 Ty, 1H), 2,25 (pna, J = 8,4, 15
'y, 1H), 2,08-2,05 (m, 2H), 1,70-1,62 (m, 1H), 1,60-1,53 (m, 2H), 1,40-1,36 (m, 2H),
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1,31-1,23 (m, 4H), 1,18-1,15 (m, 2H), 1,89-0,85 (m, 12H). UBP-MC (m/z, %): 284
(M-H, 100).

(r) CuHTes (S)-N-(2-(2-okconupponuauH-1-un)éytaHoun)rekcaHamuaa
(coeauHeHue 18)

H \: O
HzN\ﬂ/\é C5H11 CSH”\I]/NWA:@
NaH, TTo O O

[00182] CycneHauio (S)-2-(2-okconupponugun-1-un)éyraHamuga (2 r, 11,7

mmons) B TT® (30 mn) obpabaTbiBanu nopuusmu NaH (1,41 r, 35,2 mmonb, 60%
B MUHepanobHoMm macne) npu 0°C. PeakunoHHYI0 CMeChb OCTaBNANMWU HarpeBaTbCs
AO KOMHaTHOW TemnepaTypbl ¥ nepemeLunBanu emé 30 MUH. PeakuuoHHyIo
cMmecb no kannsim obpabatbiBany rekcaHounxnopuaom (1,94 mn, 14,1 Mmmons) B
Tre® (10 mn) B TeyeHne 5 mMuH npu 0°C. PeakumoHHYl0 CMecb OCTaBRsNW
HarpeBaTbCA A0 KOMHaTHOW TeMnepaTtypbi U NepeMeLunBani B Te4eHne Houn (16
u4). 3atem peakumto racunm H,O (200 mn) u akcTparnposanu npoaykt B EtOAc
(2x150 mn). O6beAMHEHHbI# OpraHUYeckuiA Crioil NPOMbIBanNM HachiLLEHHbIM
conesbiM pactBopom (3x50 mn), sbicywmsanu (Na,SO,) u Bbinapusanu npu
MOHWXEHHOM AaBfieHUn C NONMy4YeHUEeM HEOYMLLUEHHOro npodykra. 3artem
HEeOUYULLEeHHbIN NPoOAYKT oumanmn KOJ’IOHO‘-I?-;OVI xpomartorpaduen
(EtOAc:rekcaHbl, 1:1) Ha cunukarene ¢ noslyYeHWEM yKasaHHOrO B 3arofioBKe
coeaunHeHua 18 (0,65 r, 21%) B Buae 6negHoO-XenToro MacnsaHUCTOro BellecTea.
'H AMP (600 MI'y, CDCl3) & 8,85 (c, 1H), 4,55 (aa, J = 3, 9 I'y, 1H), 3,42-3,38
(M, 2H), 2,63 (1, J = 7,2 'y, 2H), 2,46-2,42 (m, 2H), 2,07-2,03 (m, 2H), 1,97-1,93
(M, 1H), 1,71-1,59 (m, 3H), 1,30-1,28 (M, 4H), 0,91-0,85 (m, 6H). U3P-MC (m/z,
%): 269 (MH"*, 100). |

(s) CwuHres (S)—N-(2-(2-oxconupponunuu-1-un$6yTaHoun)renTaHaMMAa

(coenuHeHue 19)

H'.\: O
HzN \5 CeH13 CeHiz N~ h\lé
\n/\ NaH o \[(])/ ?.(\

[00183] YKkazaHHoe B 3aronoBke coeauHeHue 19 nonyyvanu us (S)-2-(2-
okconupponuauk-1-un)bytaHamuaa (2 r, 11,7 mmonb) B TT® (30 mn), NaH (1,41,

35,2 mmonb, 60% B MUHepanbHOM macne) u rentaHounxnopvaa (2,18 mn, 14,1
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MMOnb), Kak onucaHo Ans coeguHeHus 18. bnegHo-xentoe MacnsaHUCToe
BewecTtso (1,7 r, 51%). 'H AMP (600 MI'y, CDCls) & 8,75 (¢, 1H), 4,53 (ag, J =
2,4, 6,6y, 1H), 3,41-3,38 (M, 2H), 2,64 (1, J = 7,2 I'u,, 2H), 2,46-2,42 (m, 2H),
2,06-2,02 (m, 2H), 1,99-1,92 (m, 1H), 1,73-1,68 (m, 3H), 1,33-1,23 (m, 6H), 0,92-
0,85 (m, 6H). UBP-MC (m/z, %): 283 (MH", 100).

(t) CuHTte3 (S)-N-(2-(2-okconupponnauH-1-un)oyraHoun)okraHammuaa
(coeauHeHue 20)

o H = o
HaN jﬁé C7H15 Cl C7H15 N\ﬂ/\l\fi&
O

NaH, TTo

[00184] YKazaHHOe B 3arofioBke CcoeguHeHue 20 nony4yann us (S)-2-(2-
okconupponuauH-1-un)éytaHamuaa (2 r, 11,7 Mmmonsb), :.NaH (1,41 r, 35,2 mmornb,
60% B MWHepanbHOM Macne) u oktaHounxnopuaa (2,43 mn, 14,1 Mmonb), Kak
onucaHo aAna coeguHeHns 18. bneaHo-xentoe MacnsHucToe BewecTso (0,375,
37%). '"H AMP (600 MrI'y, CDCl3) 8 8,76 (c, 1H), 4,54-4,51 (m, 1H), 3,41-3,38 (m,
2H), 2,64 (1, J = 7,2 T4, 2H), 2,46-2,42 (m, 2H), 2,07-1,95 (m, 3H), 1,71-1,56 (m,
3H), 1,30-1,22 (m, 8H), 0,90 (1, J=7,2 'y, 3H), 0,85 (1, J= 7,2 'y, 3H). NBP-MC
(m/z, %): 297 (MH*, 100)

(u) CuHTe3 (S)-N-(2-(2-okconupponuguH-1-un)oyraHomn)HoHaHamupaa
(coepuHeHue 21)

7 o
H,N CgH H ;
2 m/\ CsH17 Cl 87 \”/\,\\15
é NaH, TTo \[C])/ 0

[00185] YKkaszaHHoe B 3aronoeke coeauHeHue 21 nonyyanu us (S)-2-(2-
okconupponuauH-1-un)éytanamuga (2 r, 11,7 mmone), NaH (1,41 r, 35,2 mmons,
60% B MuUHepanbHOM Mmacre) U HoHaHounxnopuaa (2,65 mn, 14,1 Mmonsb), Kak
onucaHo Ans coeanHeHust 18. bneaHo-xentoe MmacnsiHucToe eBewecTso (2,163 r,
60%). 'H AMP (600 MI'u, CDCl;) 5 8,77 (c, 1H), 4,55-4,52 (m, 1H), 3,41-3,38 (m,
2H), 2,64 (1, J=7,2Tu, 2H), 2,46-2,42 (m, 2H), 2,07-1,95 (m, 3H), 1,71-1,58 (m,
3H), 1,30-1,22 (m, 10H), 0,90 (1, J=7,2 'y, 3H), 0,85 (1, J = 7,2 'y, 3H). NOP-
MC (m/z, %): 311 (MH*, 100).
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(v) CuHTes (S)-N-(2-(2-oxconupponuauH-1-un)oyraHoun)aekaHamuaa

(coenuHeHue 22)

P
H2N é CgH1g Cl CgH19 n B
N’
T S ey

[00186] YKkasaHHOe B 3aronoBke coepuHeHue 22 nonyyanu us (S)-2-(2-

okconupponuaux-1-un)éytaHamuaa (2 r, 11,7 mmonsb), NaH (1,41 r, 35,2 mmons,
60% B MMHepanbHOM Macrne) u HoHaHounxnopuaa (2,9 mn, 14,1 MMonb), Kak
onucaHo ansa coeavHenus 18. brneaHo-xentoe macnaHucToe Bewectso (1,98 r,
52%). '"H AMP (600 MI'u, CDCl;) 8 8,73 (c, 1H), 4,54-4,51 (m, 1H), 3,40-3,38 (m,
2H), 2,64 (1, J=7,2 Ty, 2H), 2,46-2,43 (m, 2H), 2,07—1“,‘95 (m, 3H), 1,72-1,58 (m,
3H), 1,30-1,23 (m, 12H), 0,91 (1, J = 7,2 'y, 3H), 0,85 (T, J = 7,2 'y, 3H). UOP-
MC (m/z, %): 325 (MH*, 100). |

(w) Cwuntes (S)-N-(2-(2-okconupponuaus-1-un)oytaHoun)yHaekaHamupa
(coenuHeHue 23)

\_ O
CioHar™ Cl Ho oz
Hsz/\é 10 21 C10H21YNT1/\T§
NaH, TI'® O O

[00187] YKkasaHHOe B 3arofoBke coeauHeHue 23 nonyydanun us (S)-2-(2-

okconupponuauH-1-un)éyraHamuaa (2 r, 11,7 mmons), NaH (1,41 r, 35,2 mmons,
60% B MUHepanbHOM Macrne) U yHaekaHounxnopuga (3),35 Mn, 14,1 MMmonb), Kak
onucaHo ans coeauHeHus 18. Teepaoe Bewectso ot 6enoro Ao rpA3HOBaAToO-
Genoro useTa (1,6 r, 39%). 'H AMP (600 My, CDCl3) 5 8,72 (c, 1H), 4,52 (nn, J
=3, 9y, 1H), 3,39 (ar, J = 1,2, 7,8 'y, 2H), 2,64 (T, J =7,8 'y, 2H), 2,46-2,43
(m, 2H), 2,09-2,02 (m, 2H), 1,99-1,93 (m, 1H), 1,72-1,68 (M, 1H), 1,62-1,58 (m,
2H), 1,30-1,22 (m, 14H), 0,92-0,89 (m, 3H), 0,88-0,85 (m, 3H). NBP-MC (m/z, %):
338 (MH", 100).

(x) CwuHTes (S)-N-(2-(2-okconupponuauH-1-un)éyraHoun)gonekaHaMuaa
(coeauHeHue 24)

)

HZN\H/\é Cutas” CiiH :
11 23
- N
NaH, Tr'® 0 \i/>
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[00188] YKkazaHHOe B 3aronoBke coeauHeHue 24 nonydanu us (S)-2-(2-
okconupponuauH-1-un)éyrasamuaa (2 r, 11,7 Mmonb), NaH (1,41 r, 35,2 mmon,
60% B MuHepanLHOM Macne) u aoaekaHounxnopuaa (3,10 mn, 14,1 Mmons), Kak
onucaHo Ans coeauHeHus 18. Teepaoe BeljecTso OT Genoro [o rpasHoBaTo-
6enoro ugeTa (1,6 r, 40%). 'H AMP (600 MI'y, CDCl;) & 8,75 (c, 1H), 4,53 (aa, J
=24, 91T, 1H), 3,39 (M, 2H), 2,64 (T, J = 7,2 'y, 2H), 2,46-2,43 (m, 2H), 2,07-
2,04 (m, 2H), 1,98-1,95 (m, 1H), 1,72-1,68 (m, 1H), 1,61-1,58 (m, 2H), 1,30-1,23
(m, 16H), 0,91 (1, J=7,8 I'u, 3H), 0,85 (1, J = 7,2 T'uy, 3H). UBP-MC (m/z, %): 353
(MH*, 100).

(y) Cunrte3s 4-atun-N-((S)-2-(2-okconupponuguH-1-un)éyraHoun)okraHamuaa
(coequHeHue 25)

~ o) ~N
HoN R C4Hg Cl ' u H JJI
\n/\l\b 0 CiHg™ > N >
© NaH, Tro 0 o
[00189] YKasaHHoe B 3aronoeke coeguHeHve 25 nonyyanu us (S)-2-(2-

okconupponuaud-1-nn)éyrasammnaa (3,56 r, 20,89 MMI_OJ'lb), NaH (1,95 r, 51,08
MMonb, 60% B MUHepanbHOM macne) u 4-3TMnoKTaHounxnopuaa (nosy4eHHoro
13 4-3TUNOKTaHOBOMN KUCNOTHI (4,4 mMn, 23,21 MMorb) U TMOHUNXNopuaa (5,0 mn,
69,65 Mmonb), kak onucaHo ansA coeanHeHus 8), Kak onucaHo Ansi CoeanHEeHUs
18. BnegHo-xenToe MacnsHucToe Bewwectso (4,9 r, 72%). 'H AMP (600 My,
CDCl5) d 8,67 (c, 1H), 4,51 (na, J = 2,4, 6,6 'y, 1H), 3,38 (1, J = 7,2 'y, 2H), 2,64-
2,61 (M, 2H), 2,46-2,43 (m, 2H), 2,07-2,05 (m, 2H), 2,02-1,95 (m, 1H), 1,75-1,65 (M,
1H), 1,57-1,55 (m, 2H), 1,28-1,20 (m, 9H), 0,90 (1, J = 7,2 'y, 3H), 0,86 (T, J = 4,2
My, 3H), 0,82 (7, J = 7,2 'y, 3H); UBP-MC (m/z, %): 325 (MH*, 100).

(z) CuHTe3 (S)-4-6yTun-N-(2-(2-okconupponuaux-1-
un)éyrTaHoun)uuknorekcaH-1-kapookcamuga (coep.uaeuue 26)

C4Hg
H.N : Cl H = O
2 R
N 0 N
O D

NaH, Tro 0
[00190] YKasaHHoe B 3aronoBke coeauHeHue 26 nonydanu u3 (S)-2-(2-

okconupponuavH-1-un)dyrtaHamuga (3,13 r, 18,38 mmonb), NaH (1,85 r, 48,46
mMmone, 60% B MuHepanbHOM Macne) U . 4-6yTunumknorekcad-1-
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kapboHunxnopuga  (nonyvyeHHoro U3 4-6yTunuhKnoreKcaH-1-Kap60HOBoﬁ
kucnotol (3,5 r, 18,99 MMonb) u TMoHunxnopuaa (4,1 mn, 56,69 mmonb), Kak
onucaHo ANnsA coeauHeHus 8), kak onucaHo ans coeauHeHun 18. benoe TBepaoe
BewecTBo (3,95 r, 64%). 'H AMP (600 My, CDCls) & 8,81 (c, 1H), 4,55 (aa, J =
6,0, 9,0 'u, 1H), 3,44-3,38 (M, 2H), 2,65-2,55 (M, 1H), 2,45-2,41 (m, 2H), 2,05-
1,77 (m, 8H), 1,42-1,38 (m, 2H), 1,26-1,10 (M, 7H), 0,92-0,75 (m, 8H); NBP-MC
(m/z, %): 337 (MH", 100).

Npumep 2: 3ddekTMBHOCTE B MoAenu CnpoBOouMpOBaHHbLIX 6 L
NCUXOMETPUUYECKUX CYyOOopor, NPpeAUKTUBHOW ANA YCTOWYUBOMW K NeYeHUIo
anunencuu

I. MaTtepuanbl u cnocobbl

[00191] B ykasaHHbIX 3KCMEpUMEHTax ucnonb3osanu camuos mbien CD-1,
paHee He MOABEPXEHHbIX 3KkcnepuMeHTam. B onpegeneHHoe Bpems nocne
NpeaBapuTeNibHOrO BBEAEHWS nekapcTBa WM HOCUTENs BCeX  Mblliei
CTUMYNMpOBanu 3nekTpuyeckum pasppaxutenem (6 Iy, wwvpuHa umnynbsca 0,2
MC, NPOAOCMKUTENbHOCTL 3 ¢, 32 MA) C MOMOLLbIO 'poroaqublx 3NeKTpoaos,
CMOYEHHbIX coneBbiM pacTtBopom (yctaHoBka ECT 57800; Ugo Basile). B
npenBapuTenbHbiX 3KCNepuMeHTax Obino ycraHosneHo,‘ YTO YKasaHHble
napameTpbl  pasgpaxuTtens  NpoBOLMPYIOT ncuXOMOTopHyro cynopory,
onpeenseMylo no nposiBMEeHUI0 NO MeHbLUe Mepe OJHOro U3 cneaylowmnx
BapuaHTOB MNOBEAEHUS.  oueneHeHne/HenoABMXHOCTb, KIOHYC  NepeaHux
koHeuyHocTel, xBocT LlTtpayba, ropusoHTanbHble ABwXKeHUA ronosbl Yy >95%
KOHTPOSbHbLIX XUBOTHbIX. 3aluTy onpeaensanu Kak ﬁonHoe oTCyTCTBUE BCeX
BbllLleyKa3aHHbIX BapuaHTOB noBeAeHus B TeyeHne 20 ¢ nocne CTUMYyNAUUW.
AdbheKkTnBHYI0 A03y coefnHeHNs, HeobxoaMMyIo Ans 3aLlUTbl OT NCUXOMOTOPHBIX
cynopor 50% KOHTPONbHLIX XMBOTHbIX (T.e. EDsp), onpepenann ¢ NoMoLbO
NporpaMmmbl Bbldep4MBaHUA KPUBbIX. ‘

ll. PesynbTtathl U 06cyxaeHue

[00192] Kak nokasaHo Ha ¢ur. 1, npeasapuTenbHoe nevyeHne coeanHeHnem
4 (150-600 mr/kr IP; npemegukauma 3a 1 4) obecneumsano [o303aBUCUMOE
CHWXXEHUe 4acToTbl BO3HWKHOBEHUS Cy[Oopor, TaKk YTO BCE MbIWIKW, KOTOPbIM

BBOAMNU coeauHeHue 4 B nose 600 mr/kr IP, 6binm sawmeHbl. [AnA cpaBHeHUs,
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y BCeX Mbllueit, KoTopbiM BBOAUNU HocuTens (Hoc), Habnoganu cygoporu nocne
6 U pasppaxutens. Hu ogHa u3 Mblweil He OGbina 3awmuieHa nocne
nepopanbHoro BeeeHusi coeguHeHusi 4 8 aose 600 mr/kr.

[00193] Kak nokasaHo Ha cbur. 2, npeaBapuTenbHoe neveHne coeauHeHneM
14 (75-600 mr/kr IP n nepopanbHbIii cnocobbl BBeAeHUs; npemeankaums 3a 1 4)
obecneunsano 10303aBUCMMOE CHMUXKEHUE YacTOTbl BO3HUKHOBEHUS CYA0pOr, TaK
YTO BC€ MbiliN, KOTOpPbIM BBOAUNWU coeauHeHue 14 B pose 300-600 mr/kr IP,
Obinu 3awuLLeHbl. NS cpaBHEHUR, Y BCEX MbilUeil, KOTOPbIM BBOAWMN HOCUTENb
(Hoc), Habnopanu cygoporu nocne 6 Ny pasapaxutens.

[00194] Kak nokasaHo Ha cpur. 3, npeaBapuTenbHoe neveHne coeanHeHnem
21 (75-600 mr/kr IP 1 nepopanbHbiii cnocobsl BBEEHWS, Nnpemeaukaums 3a 1 u)
obecneunsano [0303aBUCMMOE CHUXEHWE YacTOTbl BOSHUKHOBEHMUSI CYA0pOr, Tak
4YTO BCE MbILLIKN, KOTOpPbIM BBOAUNU coeaunHeHne 21 B no3e 300-600 mr/kr IP, 6binu
3awmuleHbl. [1ns cpaBHeHWs, y BCeX Mblllei, KOTopbIM BBOAUNKN HocuTenb (Hoc),
Habnioganu cypoporu nocne 6 'y pasgpaxvurens.

[00195] Kak nokasaHo Ha cur. 4, npeaBapuTenbHOe NieYeHne coeguHeHnem
22 (75-600 mr/kr IP 1 nepopanbHbiit criocobbl BBEAeHUs; NpeMeavkaums 3a 1 v)
obecneunsano [0303aBUCUMOE CHUXEHWE YacTOTbl BOSHUKHOBEHUSA CyA0por, TaK
YTO BCE MbILUKN, KOTOPbIM BBOAUNWN coeauHeHue 22 B fose 600 mr/kr IP, 6binu
sawueHbl. [1na cpaBHeHUs!, Y BCeX Mbilel, KOTOpbIM BBOAvnK Hocutensb (Hoc),
Habnioganu cyaoporu nocne 6 Ny pasapaxuTtens.

[00196] Kak nokasaHo Ha dwr. 5, npeasapuTensHoe neyYeHne coeguHeHnem
25 (37,5-600 mr/kr IP n nepopanbHbIit cnocobbl BBeaAeHUs:;, npemeavkaums 3a 1 4)
oGecneunsano [0303aBUCMMOE CHUXKEHWUE YacTOTbl BOSHUKHOBEHUSI CY0por, Tak
4YTO BCE MbILLK, KOTOPbIM BBOAUNKU coeanHeHue 25 B aose 300 u 600 mr/kr IP,
Obinu sawmileHsbl. [Insa cpaBHeHUs, y BCEX MbilLei, KOTOpbIM BBOAWUMM HOCUTEMb
(Hoc), Habnioaanu cyaoporu nocne 6 'y pasgpaxvuTens.

[00197] Kak nokasaHo Ha ¢ur. 6, npeaBapuTenbHOe neveHne coeauHeHnem
26 (37,5-600 mr/kr IP 1 nepopanbHbiii cnocobbl BBEAEHUS; NpeMeauKauma 3a 1 u)
obecneunBano [0303aBUCMMOE CHUXKEHUE YacTOTbl BOSHUKHOBEHWUS CyAopor, Tak

YTO BCE MbILLN, KOTOPbLIM BBOAUNU coeauHeHue 26 B ,qose 300 n 600 mr/kr IP,
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Obinu 3awuLLeHbl. [1Ns cpaBHEHUS, Y BCEX MbiLlLen, KofoprM BBOAWUNN HOCUTEND
(Hoc), Habnopanu cypoporu nocne 6 'y pasgpaxutens.
Mpumep 3: OencTtBue coeauHeHun 20, 25 n 26 B lﬁcnblrauuu npoBoOKauuu
CyAopor Ha Mbllax

I. Cnocobw!
[00198] [ns Bcex ucnbiTaHnit ncnonb3oBanu CaMLOB MbILLEV (c maccow Tena
20-40 r). Mbiwel MWCNONL3OBaNM B OAHOM U3 Creaylowmnx 4 WUcnbiTaHui
npoBoKauuu Cyaopor: TecT MakcumanbHoro anektpowoka (MES), noakoxHas
WHBEKUMA NeHTuneHTeTpasona (scPTZ), npoBokauus cyaopor crumynsuven 6 'y
(6 TW) U KOpHeanbHbI (POrOBMYHBIV) KUHANWHTI. YKasaHHble UCNbiTaHWus Obinu
BbiGpaHbl, MOCKOMbKY HU OAWH OTAENbHbI TeCT He obecneunsaeT obHapyxeHne
BCEX M3BECTHbIX NpoTUBO3NUNenTUdeckux nekapcts (AED), Ho akTuBHOCTL (T.e.
npesynpexaeHne Ccyaopor) BCeX W3BECTHbIX B Hactosuwee Bpema AED
oGHapyXVMBalOT MO MeHblUeii Mepe B OOHOM U3 YKasaHHbIX WCMbITaHWA.
CybbekToB uCnbiTbiBaNMM B OAHOM U3 4 uUCNbITaHUA Cyaopor  CnycTs
onpefeneHHoe Bpems Mocne feyeHua uccnegyeMbiM IeKkapcTBOM  WUnu
KOHTpONbHbIM HocuTeneMm. [locne BBeAeHUs wuccneayemoro nekapcrsa Win
HOCUTENs nepopanbHbiM, TMOAKOXHBIM UMM BHYTPUOPIOWWHHBIM MyTEM Bcex
XVUBOTHbIX UCTbITbIBA/IM B COOTBETCTBUN C OQHUM U3 cﬁocoﬁos, ONUCaHHbIX HIKE
(1-4). Kak npasuno, npemeaykaLmio NpoBoawuu 3a 60 MUHYT, XOTS B HEKOTOPbIX
cnyyasix YykasaHHoe Bpems BapbupoBanu oT 30 MuHYyT o 4 uacos. 3a
UCKIIOYEHNEM MOAENN KOpHeanbHoro (POroBMYHOTO) KWHAMMHIA, nocne Havana
npunagka y XWBOTHOrO WNW Cnycta onpeaerneHHoe Bpemsa Ans AeMOHCTpauuu
3awuTbl  OT cyAopor (UKCMPOBanM  KOHEYHYID TOYKY  UCMbITAHUS WY
He3aMeanUTenNbHO YChINMANMN XXUBOTHOE.
1. TecT MakcUManbHOro anekrpoiuoka (rect MES):
[00199] CamuoB Mbiweln CD-1 UcnbIThbiIBANU MakCUManbHbLIM 31EKTPOLIOKOM
(45 MA, npogomxutensHocTb 0,2 ¢, 60 lU) 4epe3 poroBU4HbIE 3NEKTPOAL!,
CMOYEHHbIE CONMEeBbLIM pPacTBOPOM (CTUMYNATOP woka Tuna 221; Harvard
apparatus). YkasaHHasi MHTEHCUBHOCTb pPasApaxutens npoBOUMPYET MOfHble
TOHUYeckne cypoporn y >95% KOHTPOSbHbIX XUBOTHBIX. 3almTy onpeaensnm
KaKk OTCYTCTBME MOJSIHbIX TOHUYECKUX Cyaopor B :;Teqeﬂme 15 c¢ nocne
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ctumynauuu. [na onpedeneHus 3d@eKTUBHOCTU nekapcTeBa uccnegyemoe
NeKapcTBO UM HOCUTENb BBOAMMM OTAENbHBIM 3KCMepUMEHTanNbHbIM rpynnam B
onpegeneHHoe spems A0 ucnbiTaHua MES. 3QkcnepumeHT npekpailanu cpasy
nocre AOCTUXKEHUA KOHEYHOW TOYKMU.

2. Tect cypmopor, CrNpoBOUMPOBaHHbIX MNOAKOXHLIM  BBeAeHUeM
neHTuUneHrerpasona (recr PTZ):

[00200] Camuyam wMbiwenn CD-1 BBOAUNM  OOHOKPATHYIO  NOAKOXHYIO
UHbekumilo neHTuneHtetpasona (PTZ: 85 wr/kr). YkasaHHas posa PTZ
npoBoUMpYeT KIoHUYeckue cygoporn y >95% KOHTPOnbHbIX XUBOTHbIX. Mocne
nHbekumn  PTZ  XMBOTHbIX ~ Cpasy  nepeHocunm B OfHOMECTHbie
9KCMepUMeHTarbHble KNeTKU U HenpepbiBHO Ha6nw.qahm B TeyeHne 30 MUHYT.
[Ons onpegeneHna apdEKTUBHOCTN nekapcTBa Uccnegyemoe nekapcrtso Unu
HOoCUTENb BBOAUNU OTAENbHLIM 3KCNEPUMEHTaNbHLIM rpynnamM B onpeaeneHHoe
Bpems A0 BBedeHusa PTZ. 3anucbiBanu fenNCTBUE NEYEHUs Ha nocneayloume
cyaoporu. 3aluTty onpenensnv Kak nosiHoe 0TcyTCTBiAe KIOHUYECKUX cyaopor,
BKMNOYAs KMOHYC nepefHuX KoHeuHocTen, B TeyeHue 30 MUHYT nepuoga
HabnogeHusa. MNpu Hanuuum cyaopor 3anucbiBanu BpeMsi UX BO3HUKHOBEHUS
nocne wuHbekuun PTZ. OkcnepumeHT npekpawanu cpasy no AOCTUXKEHWUU
KOHEYHOW TOYKM Wnn, B cnyqée 3awmTbl, no ucteveHun 30 MUHYT nepuopa
NCMbITaHUSA. ‘

3. UcnbiTaHMe NCUXOMOTOPHbLIX CYA0POr, CNPOBOLMPOBaHHbIX 6 Ny

[00201] Camuos MblLLEN CD-1 CTUMynUpoBanu 3NEKTPUYECKUM
pasapaxuTtenem (6 'y, wupuHa umnynsca 0,2 mMc, NPoACMKUTENbHOCTL 3 C, 32
MA) C MOMOLUbIO POrOBUYHBIX 3MEKTPOAOB, CMOUYEHHBLIX CONEBLIM PacTBOPOM
(ycraHoBka ECT 57800; Ugo Basile). YkasaHHble napameprl pasgpaxuTens
NPOBOLMPYIOT NCUXOMOTOPHYIO CYAOPOry, OnpeaensieMylo no nNposiIBMIEHWUIO Mo
MEHbLLUE  Mepe OfHOro U3  Crneaylwmx  BapuaHToB  MOBEAEHUS:
oueneHeHne/HeNOABWKHOCTb, KINOHYC nepegHux KoHeyHocten, xsoct Ltpay6a,
TpemMop BMOpUCC, ropu3oHTanbHble ABWKEHUS ronoBbl Y >95% KOHTPOSbHBLIX
XMBOTHbIX B TeyenHne 30 ¢ nocne crumynauwn. [ina onpeaeneHus
3¢pheKTUBHOCTU nekapcTBa wccrieayemoe rekapcTBO WU HocUTenNb BBOAWIU

OoTAeflbHbIM  3KCNepumMmeHTanbHbiM  Fpynnam B onpegeneHHoe BpemMA 00
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ucnbiTaHns 6 Mu. 3anucbiBanu AeicTBME NeYeHUs Ha nocneaylowuve CyAoporu.
3awuTty onpenensnn Kak nonHoe OTCYTCTBME BCEX BbllleyKasaHHbIX BapuaHTOB
noseaeHus B TedeHne 20 ¢ nocne cTUMynauun. SKCNepUMEHT npekpatlianu cpasy
nocne SOCTUXEHNS KOHEYHOW TOYKMW. '

4. KopHeasibHbIN (POroBUYHbIN) KWHAJIUHT Y Mbllen:

[00202] Ans ykasaHHbIX UCNbITaHUIA Mcnonb3osany camuos Mbiwen CD-1 (c
maccoin tena 20-40 r). MNpoueaypa coctosna u3 3 ¢as. (1) dasa pasBuUTUA
knHgnuHra, (2) dcasa crabunbHocTu/nepcucTteHUMM KuHanuHra u (3) dasa
UCNbITaHWSA NekapcTea.

1. ®a3sa passumusi KUHONuHaa:

[00203] CamuoB Mblllen CTUMYNUpoOBann YMEPEHHbIM 3NeKTPOLLOKOM
(Mbilun: 3 MA, npogomxutenbHocTb 3 ¢, 60 W) C NOMOLLbIO POroBUYHbLIX
3NEeKTPOAOB, CMOYEHHbLIX COMEBbIM PacTBOPOM (CTUMYNATOP LwWoka Tuna 221,
Harvard apparatus). YkasaHHasi MHTEHCUBHOCTb pasfapaxutens nepsoHavanbHO
He npoBoUMpYeT CyAOpOrn, a Bbi3blBaeT YMEpPEHHbI NoBefeHYEeCKUn OTBET,
Hanpumep, KpaTKOBPEMEHHYIO (<5 C¢) HenogBWXHOCTb, HACTOPOXEHHOCTb.
Mbllweh CTUMYNUpoBanM YKasaHHbIMW pasgpaxuTensiMm 2 pasa B CYTKU C
WHTEpBanoM He MeHee 4 4acoB (T.e. YTPEHHASA CTUMYNAUUA W BeYEepHSs
CTUMYNAUMSA) U eXeAHEBHO B TeyeHue 25 gHel. B TeueHne npubnusutenoHo 15
AHEN Yy >KUBOTHbIX pa3BUBanNUCb BPEMEHHble NOBEAEHYECKUMEe W3MEHEeHMs,
XapaKTepusylouwmeca KpaTKOBPEMEHHbIMW  ABUraTenbHbIMA  cydoporamu B
TeyeHne npubnuautensHo 30 ¢ nocne  CTUMYNAUMW.  YKasaHHble
nporpeccupyloLine noBeaeHYeckne U3MeHeHus Knaccuduumposany no Lkane,
paspaboraHHoi PacuHbim (1972), T.e.

0 = oTcyTCTBME peakLmn Ui HeNoABMXHOCTL

1 = KNOHYC YenocTen

2 = MWOKNOHWYECKME noAaeprusaHuA nepep.l-mx.;f KOHEYHOCTEen, wHorga
COMPOBOXAAOLLMECS NOKAYMBAHMEM rOS10BbI B,

3 = KNOHWYECKNe KOHBYIIbCUW, OrPaHUYEHHbIE NePeAHNMU KOHEYHOCTAMM

4 = KNOHUYECKUE KOHBYNbCUU NepeaHnx KOHEUHOCTe! C noabEMOM Ha 3afHue

nanbl U nageHnem
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5 = reHepanv3oBaHHble KNOHWYECKUe KOHBYNbCUW, CBSI3aHHbIE C MIHOBEHHOM
noTepen paBHOBECUS.

[00204] Bo BpeMA MHOrOKpaTHON pOrOBUYHOMN CTUMYNSALMU  MbilLen,
AeMOHCTpupylowmx 3, 4 unu 5 crapguio, cuntanu cydbektamu, OTBETUBLUMMU Ha
neyeHve. Ha ocHoBaHUM ONYONMKOBAHHbLIX BanWMAALMOHHLIX WCCNeaoBaHWUM
(Matagne et al, 1998; Rowley et al, 2010) TakoBble A0sHKHbI NOSBAATLCA Yepes 10-
15 pHei. MNocne TOro Kak >XWBOTHble AEMOHCTpupoBanu fno MeHbillein mepe 4
nocnegoBarenbHble cygopory 3-5 cragun, ux cynuTanu npoLLeAWMN KUHATIUHT Y
nepesoaunu Ha casy 2. XXMBOTHbIX, KOTOpble He AOCTUranu KOHBYNbCUA 3-5
cTagum uepe3 25 nocneposaTenbHbX AHER, cyMTanu He OTBevalwuMn Ha
neyeHne 1 UCKYany U3 nccnefoBaHns, U ycbinnanu.

2. ®asa cmabunsHocmu/nepcucmeHyuU KuHonu+Hea:

[00205] Mepea ncnbiTaHUeM nekapcrea nposop.mm?l OL{eHKY nepcucTeHLun n
CTabUNBbHOCTU COCTOSIHUA PasBMBLLErocs KUHANWMHra. [ins aToro uccnepyembix
cy6beKkToB B TeueHMe MuUHUMYM 2 aHelt (Makcumym 10 aHen) octasnsanu 6es
CTUMYNALMKM, 3aTemM BO30OHOBNSNM CTUMYNALUMIO fABa pasa B CYTKM NO
onucaHHOMY NpoTokony. Mblwel, KoTopble Ha 3TON CTaaun AEMOHCTPUpPOBanu
yeTbipe nocnepoBaTesnbHble cygoporn 3-5 cTagun, cuaTanun  MMerLMMu
NepcUCTEHTHOE U CTabunbHOe COCTOsIHWE Pa3BMBLUErocs KUHAJIMHIA U roTOBbIMU
K MCNbITaHWIO nekapcTBa Ha 3 dase. Mbiweit, KoTopble HE AeMOHCTpupoBanu 4
nocneposartesnbHble cyaopor 3-5 ctagun B TeuenHme 10 ceaHcoB YyKasaHHOW
BTOPOW hasbl, UCKITOHaNn U3 UCCreaoBaHNUA 1 yCbinnsanu.

3. ®asa ucrnsbimaHus nekapcmea:

[00206] UcnbiTaHne nekapctea nNpoBOAWNN C  NPUMEHEHWEeM CXeMbl
MOBTOPHBLIX M3MEPEHUt Ha Mbllax, NPUHUMaloWMX A0 4 [03 Mccnegyemoro
nekapcTsBa M KOHTPOSIbHOE feyeHue B ypaBHoaeuJeHHbﬁ nocnegoBaTenbHOCTH.
Mexay AHAMW WCMbITAHUA feKapcTBa BblAepXMBanNu uHTepsan 2-3 AHsA, U B
TEeYEeHUE MPOMEXYTOUHBIX AHEW CTUMYNSALUIO HE NPOBOAUNU. B AeHb ucnbiTaHus
nexkapctea nepen YTpeHHen cTumynauven BBop,mnME'waeKumo HocuTens, a
nepes Be4yepHeil CTUMYyNsUMel BBOAWNU MHBbEKUMIO nekapcrsa. [nsa kawaow
CTUMYNALMN OLIEHKY KWHANWUHIA BbIMOMHANN B COOTBETCTBUW CO LLKANON OLEHOK

PacuHa (1972). Wccnepyemoe coefuHeHWe UNU  HOCUTENb  BBOAUNN
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nepopanbHbiM, MNOAKOXHbIM WUNU  BHYTPUOPIOWNHHBIM nyTem. Kak npasuno,
npemeaukauuio nposoaunu 3a 1 yac.

Il. PesynbTathl 1 06cyxaeHue

[00207] Ha cur. 7-10 npeacraeneHbl pesynbTaTbl UCNbITAHUA COEANHEHUSA
20 B BbllWEONUCaHHbIX UCMbITaHUAX cyaopor. Kak NokasaHo Ha cour. 7-10,
npeaBapuTenbHoe fieyeHue  Mbiwen coeauHeHvem 20  oBecneuvBarno
YMeHbLLUEHNE Cyopor B CPaBHEHNN C KOHTPOMNbHbIM HOCUTENEM.

[00208] Ha cur. 11-13 npeacraBneHbl pe3ynbTaTbl UCTbITAHUA COEAUHEHUA
25 B BbllUEONUCAHHbLIX UcnbiTaHusAX cygopor. Kak nokasawo Ha cwur. 11-13,
npeaBaputenbHoe  nedeHve  Mblein  coeguHennem 25 obecneuvBano
YMeHbLLeHWe Cyaopor B CPaBHEHUUN C KOHTPOSbHBIM HOCUTENEM.

[00209] Ha cur. 14-16 npeacraBneHbl pesynbTaTtbl UCNbITAaHUA COeAUHEHUA
26 B BbILIEONMMUCAHHbIX WCMbITAHUAX cyaopor. Kak nokasaHo Ha dur. 14-16,
npeaBaputenbHoe riedeHne  Mbllein  coeguHeHwem 26 obecneuuBarno
YMeHbLUEHWE CyA0pOor B CPAaBHEHUN C KOHTPOSbHBIM HOCUTENEM.

[00210] B Tabnuue 1 npeacTtaeneHbl 3HaueHus ED50 ana coeguHenui 20, 25
n 26, Nony4YeHHble B BbilleyKasaHHbIX UCMbITAHUAX.

[00211] MonHoe coaepxaHue Bcex nybnukauuin, NaTeHToB W NaTEeHTHbIX
3afBOK BK/TIOMEHO B HACTOALWMA [OOKYMEHT MOCPEeACTBOM CCbiNKM B MOJIHOM
obbeme, Kak ecnu Obl BKMOYEHWEe NOCPEACTBOM CCbIKM Obinio cneunansHo W
OTAENbHO yKa3aHOo ANA KaXaow oTAenbHON ny6nMKauuu; naTeHTa uUnn naTeHTHoOW
sasskn. Ecnu kakoi-nmbo TepMMH B HacTosILLEA 3asiBke UMeeT WHoe
onpepeneHne B KaKkom-nmbo AoKymeHTe, BKIIIOYEHHOM NOCPEACTBOM CCbISIKK, TO B
KayecTBe OnpeaerieHMst ykasaHHoOro TepMuHa cnegyeT  UCNonb3oBaTth
onpeaenexHve, npeactasneHHoe B HacTosILWeM OOKYMEHTE.
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Tabnuua 1
Moaenu CoeaunHeHve 20 25 26
nposoKauum Cnocob
. IP PO P PO IP PO
Cyopor y Mbillen | BBeAeHUA A03bi
EC50 (mr/kr) 90 130 | 46 50 80 88
6y EC50
0,3 | 044 |[0,14| 0,15 | 0,24 | 0,26
(MMoOSIb/Kr)
EC50 (mr/kr) |>600 | >600 | 397 | >600 | >600 | >600
MES EC50
>2,02>2,02 (1,22 |>1,85|>1,78 | >1,78
(MMOIb/Kr)
EC50 (mr/kr) | >600 | >600 | 310 | 600 | 230 | 300
ScPTZ EC50
>2,02|>2,02/095| 1,85 | 0,68 | 0,89
(MMonb/Kr)
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POPMYNA U3OBPETEHUA
1. CoepauHeHve dopmynbi |:
O

RVJLHA

rae
A aBnseTca NOTeHUWPOBAHHbLIM KETOHOM NMPOTUBO3MUNENTUYECKUM NEKapCTBOM;
] .
R' saensercs Caqsankunom, CyqsankeHunom, Cs qoumknoankuneHC .qoankunom,
Cs.1oumknoankeHuneHC . pankunom, Cs oUmknoankuneHC,. pankeHunom munm Cs.
rouMKnoankeHuneHC,. jpankeHunom,
unu ero chapmaueBTUHECKU NpUemMriemMas cofb, CoNbBaT W/WUnu NPoneKapcTeo.
2. CoeauHenne no n. 1, oTnuvawlweecs TeM, 4Yto A  saBnsieTcs
NOTEHUMPOBaHHbIM  KETOHOM  NPOTUBOANWUMENTUYECKUM  MPOU3BOAHBIM Y-
ammHomacnsHowm kucnotbl (GABA).
3. CoeaviHeHune no n. 2, oTnMvaloLLEECA TeM, YTO CoeAUHEHUEM dopmynb! |
aBnAeTca coeguHeHne ®opmyneol I(b):

o)

X

R! T/P%7<*%FCOOH
H R* RS

I(b)
roe
N U m, Kaxablii HesaBUCUMO, paBHbl 0, 1, 2 unu 3;
R' sBnseTca Takum, kak onpegeneHoBn. 1; u
R* n R®, kaxapblit He3aBucuUMO, BbibpaHbl n3 H, C,_gankuna n C,_sankeHuna; unm
R* n R®, BMecTe ¢ aTomMom yrnepoaa, C KOTOPLIM OHM CBSi3aHbl, 06pasyioT Cs.
joumknoankaH unm Cs.,oLUIMKNoAankeH,
Unu ero chapmaLeBTMHEeCKU NpuemsiemMas cofb, CoNMbBaT W/Mn NPonNeKapcTBo.

4. CoeanHeHwe no n. 3, oTUYAIOLIEECH TEM, YTO N U M PaBHbI 1.
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5. CoepavHeHue no n. 4, oTnuvaioweecs TeM, uto R* sensietcs H, u R® apnsetcs
C1.6anKUmMom. |
6. CoeaunHeHue no n. 1, oTnuyaloweecs TeM, YTo A UMeeT CTPYKTYpY:

’j\lil/\/\COOH

~

7. CoepuHeHne no n. 3, oTnuyaoLieeca Tem, YTo R* n R5, BMecCTe C aTOMOM

yrnepoaa, ¢ KOTOpbIM OHU CBSi3aHbl, 06pasyloT Ca jgLiKnoankaH.

8. CoepguHeHue no n. 1, oTnuYaioLieecs Tem, YTo A UMEET CTPYKTYPY:

AN

T COOH
H

9 CoeauHeHne no n. 1, oTnuyaloLeecs TeMm, YTo coeauHeHvem dopmynbi |
sBnsieTcs coeguHeHue dopmynel I(a):

O O
Ay
R? N
Ill R2 R® O
I(a)

rae R' saensieTcs Takum, kak onpepeneHoBn. 1; u
R2u R3, kaxablit He3aBUCUMO, BbiGpaHbl 3 H, C_gankuna u C,_sankeHuna; unu
R? u R®, BMecTe ¢ aToMoM yrnepoaa, C KOTOPbIM OHU CBSidaHbl, 06pasytoT Cs.
rolnKnoankaH unu Cs_qoUMKNoarnkeH,
unn ero hapmaueBTUYECK NpUemMnemMas cosb, CONbBAT W/unu NPoneKapcTBo.
10. CoeavHene no n. 9, oTnuuawoweecs Tem, yto R? sensercs H, u R®

ssnsieTcs Cq_gankuniom.

11. CoegunHeHune no n. 1, oTnv4aloLeecs TeM, YTo A UMeeT CTPYKTYpY:
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‘{Wﬁ

12. CoeavHeHue no nio6omy us nn. 1-11, oTnuvaloweecs Tem, uto R' BuibpaH us
H-NeHTuna, H-rekcuna, H-renTuna, H-okTUsa, H-HOHWNA, H-geuuna, H-yHaeuuna,
3-meTunrentuna, 1-nponunbyTtuna, 3-aTunrentuna u 4-6yTunuuknorekcuna.

13. CoeanHeHue no n. 12, oTnuyatoLieecs Tem, uto R' aensetca H-rentunom, K-
OKTWUIIOM, H-HOHUMOM, 3-3TUNrenTUIOM UK 4-6ymnuuxnoren<¢mnom.

14. CoeguHeHne no n. 1, oTnuvyaolleecs TeM, YTO YKasaHHOe COoefVHEeHue

BblI6paHo u3:

o 0 o
P PR PR OH
CsHq4q N CO,H  CgHy3 N CO,H CsH4g N
H H H 5
? 1
CBH17 /@( CoH4g H/ij\y( C1oH21 u/é\co'z“
C”HZS/U\H/Ej\C%H C4Ho(HaC)HCCoH N/Ej\cozH \O)K” “NCO,H

o
C5H11)L”/\E/\COZH ceHm/U\H/\i/\cozH c,m(lj\u’\i/\cozH
X X ?
CoHiy” "N C0H Cothd” N7 Y COM C10H21)]\N/\£/\002H

he h A




~N o ' - < 0
H 3 che. B P o P a4 f
C5H13\n/N N 7 15T Y\@ CBH17\[rN\n/\N 9 19\n/ \H/\N
O O , 0O o , O O , 0O O
C10H21\n/N N C11H23\H/N\H/\N CaHe N N/K,
0 0 , 0O 0 , o 0o Wy
C4H9 \
H (0]
qo

Unu ero chbapmaLeBTUHECKU NPUEMIIEMOIA COMK, CoNbBaTa U/MnNu NponekapcTsa.

15. CoeguHeHvie no n. 1, oTnuyalolleecs TeMm, YTO YKasdaHHbIM COeAUHEHWEM
ABNSAETCH:

0]

e oy
o

1

unu ero cdhapmaLieBTUHECKN NPUEMIIEMAn COflb, CONbBAT W/WMW NPONeKapcTBo.

16. CoeguHeHne no n. 1, OTNMYaIOWIEECA TEM, YTO YKa3aHHbIM COeAUHEHWEM
ABNSAETCA:

unu ero chapmaLeBTUYECKN NPUEMSIEMAs COMb, CONbBAT W/WUNW NPONeKapcTBo.

17. CoeanHeHve no n. 1, oTnuyarolWeecs TeMm, YTO yKaszaHHbIM COeAUHEHUEM
ABNAETCH:

0

H
CgHiz N _~ N
T O

Unu ero chapmaLieBTUYECKN npuemnemast conb, ConbBaT U/UnNu nponexkapcreo.
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18. CoeivHeHne no n. 1, OTNMYaIOLLEECA TeM, YTO YKasaHHbIM COoeAuHEeHWeM

ABNAeTCH.
_

H (o)
CoHyg N '
N
18G9

Unu ero hapmaueBTMYECKU NpUEMNEMasn Cosb, CONbBaT W/WUMW NPONEKapcTeo.

19. CoeauHeHune no n. 1, oTnuyaloLieecs Tem, YTo YKa3aHHbiIM coeaviHeHnem

ABNAETCH.

'
CrH1s n\n/-\ [
N
18]

unun ero cbapmaueBquecm npuemnemasn conb, conbBaT u/unm nponeKapcTBoO.

20. CoeguHeHue no n. 1, oTnuMyaoweecs TeM, YTO yKasaHHbIM coeguHeHUeM

H Y O
YYD
0O O ,

unn ero chapmaLeBTUYECKU NPUEMSIEMAs COfb, COMbBAT W/UNW NPONeKapcTBo.

ABNAeTCA.

21. CoeguHenne no n. 1, otnuyaiouleecss TeMm, YTO yKasaHHOe coeAuHeHue

N N
Carls Yy, o S,
O O n O O 7,

unu ero capmaueBTUIECKU npuemMnemon conu, conbaaTta u/unm nponekapcrea.

BblOpaHO 3.

22. CoefvHeHne no n. 1, oTnuyalolleecs TeM, YTO yKasaHHbIM CoeAuHEeHUeMm

C4Hg \
g
0
O O ,

nnm ero CbapMaueBTquCKM npuemMnemast conb, conbBaT Wunu nposiekapcTso.

ABNAETCA.

23. CoeanHeHre no n. 1, otnuuawlleecs TeM, YTO yKasaHHOe coeAuHeHue
BblOpaHo u3:
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CsH
o, N ; N A
e ',
0 0 , 0 0 ,
CsH P
RO °4“9~©YH\; )
rry N A N_ -
S T
0O 0 " 0 0 ,

unu ero chapmaueBTUYECKN NPUEMNIEMON COU, CoNnbBaTa wu/unu nponexkapcraa.
24. dapmaueBTUYECKas KOMMO3ULMA, coaepxallas coeguHeHue no mobomy us
nn. 1-23 wvnu ero apmauesTUYECKn MpUemMnemylo Ccofb, conbsBaT wunu
npornekapcTeo, 1 dhapmMaLeBTUYECKN NPUEMNEMbIA HOCUTENb.

25. NpumeHeHne coeauHexHna no mmodomy wu3 nn.  1-23 wunu  ero
dapmaLeBTU4ecku npuemMneMon conu, conbBaTta Wunu nponekapcrsa Ans
nevyeHus anunencuu y cydbekTa, Hy)KaaroLerocs B 3TOM.

26. NpumeHeHne coeauHeHus no mwbomy w3 nn.  1-23 wunu  ero
dapmaueBTU4ECKN MPUEMNIEMON CONMWU, conbBaTa W/uWUNM nponexkapcrea Ans
nonyyeHus nekapcTBeHHOro cpeacrTsa ANs NIEYeHUs anunencumn y cybbekra,
Hy>XAatoLerocsi B 3TOM.

27. MpumeHeHne coeanHeHUs no noGomMy U3 nn. 1-23 unu ero chapmMaLeBTUYECKN
npuemMsneMoi conu, conbBaTta W/wunu nponiekapcTsa Ans fieyeHus 3aboneBaHus,
paccTpoicTBa wWnuM  natonoryyeckoro coctosHus LIHC, BbiGpaHHOro u3
HeanunenTU4YeckKMx  Cyaopor,  KOrHUTUBHOM  AUCHYHKUMKM,  KOFHUTUBHOrO
YHKLMOHUPOBaHUSA, TPEBOXHOIO pacCTPOMUCTBa U XpoHudeckon 6onun, y cybbekTa,
HY>XOaloLerocsi B 3ToM.

28. [lpumeHeHne coeguHeHns no snwbomy w3 nn. 1-23 wim  ero
dapmaLeBTU4ECKM NpUEMNEMON CONKU, conbBaTa WWNM nponekapcTea ANns
nonyyeHuUss nNekapCTBEHHOr0 Ccpeactsa Ans  rnedeHuss  3aboneBanus,
paccTtpoicTBa wnu naronoruyeckoro coctoaHuss LHC, BbiGpaHHOro us
He3NUMenTU4YeCKUX  Cyaopor, KOFHUTUBHOW  OUCHYHKUUKW,  KOFHUTUBHOIO
YHKUMOHNPOBAHUSA, TPEBOXHOrO pacCTpocTBa WU XpoHWuYeckon 6Gonu, vy
cybbekTa, Hy)XKaarKLeroca B 3TOM.
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29. lNpumeHeHne no nbomy u3 nn. 25-28, otnuvatoLeecs TeM, UTO CyObLEKTOM
AIBNSAETCHA MNekonuTaiwulee.

30. NpumeHeHue no n. 29, oTNMYaKLWEecs TeM, YTO MNEKONUTaIOLMM SIBNSKETCS
YerioBek.

31. NpumeHeHue no n. 29, oTANYAKLLEECH TeM, YTO MIIEKONUTAIOLUUM SBNSETCS
AOMallHee XUBOTHOe.

32. lpumeHeHre no n. 29, oTNuYaLWeecs TeM, YTO MIIEKONUTAIOLLMM ABNAETCH

CENbCKOX03ANCTBEHHOE XUBOTHOE.
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