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OIIMCAHUE WM3OBPETEHNUA
2420-556624EA/019
JIEUEHME SABOJIEBAHMI LIEHTPAJIBHOM HEPBHOM CHUCTEMBl C IIOMOIIBI0
CTMMYJIATOPOB SGC
POOCTBEHHEE 3AABKU
[0001] STa 3BaseBka B COOTBeTCTBMMU C pasznesioM 35 119(e) Crona
3aK0oHOBR CIIA wucCHpallMBaeT I[IPMOPUTET M[IpeOBapMUTeJILHOM 3BasBKM Ha
naTeHT CIA W 62/419059, zBaperucTpupoBaHHOM 8 HOosAO0psa 2016 rona,
[IOJIHOEe CoHepXaHMe KOTOPOM BKJIOUEHO B HacTodllee M300peTeHUe IIyTeM
CCBUIKM Ha Hee.

OBJIACTEL TEXHUKM, K KOTOPOW OTHOCUTCHA M3OBPETEHUE

[0002] Hacrosmee n3obpeTeHue OTHOCUTCHA K [IPpMMEeHEeHNIO
CTUMYJIATOPOB pacTBOPUMOM I'yaHWJIa TLUUKJIIA BH (sGC), "X
bapMalLleBTUUECKU IpreMIIeMbIM COJIAM " K bapMalLleBTUUECKUM
KOMIIO 3ULIMAM W JIEKapCTBEHHBM dbopmam, BKJIIOY a0MMM BTU

CTUMYJIATOPE, B BUIEe MOHOTepaluM WJIM B KOMOMHALUMM C OIOHUM WK
BoJiee OOTIOJIHUT €JIb HEIMU CpeICTBaMu, oJIsg JleueHmns pPa3JIMUYHEIX
3aboJleBaHUM  LeHTpaJIbHOM HepBHOM cucTeMul (IIHC), T@OIpM KOTOPHX

KeJlaTeJIbHO IIOBHIIATE CTUMYJISLMI SGC MM yYBeJIMUMBATH KOHLeHTpPallo

OKCHIa a30Ta (NO) WIM  LUUKJIMYeCKOTo I'yaHosmH-3', 5'-MoHodochaTa
(cGMP) wmamM TOro M IPYyIoT0, WJIM IIOBHIATH PeryJalMid CUTHAJBHOTO
Kackama NO.

YPOBEHL TEXHUKU

[0003] PacrBOopMMasa I'yaHMJIaTUMKIIaza (sGC) gBJISeTCHdS [IePBUYUHBM
CEeHCOPHBIM pellellTOPpOM OKcuma a3z3oTa (NO) in vivo. sGC MoxeT OHTH
aKTUBMPOBaHa kKak 1[I0 NO-3aBUCHUMOMY MeXaHM3MY, Tak m 1o NO-
HE3aBUCHUMOMY  MEXaHU3MY. B pesyasTare 2TOMN aKTUMBaLUK, sGC
IpeBpamaeT I'yaHo3MH-5'-Tpudbocar (GTP) BO BTOPUUHHEIL MeCCeHIXep,
HMKJINUYeCcKuit GMP (cGMP) . IIOBHIMEHHBM YpPOoBeHL CcGMP, B CBOW ouepelb,
MOIOYJIMPYET aKTMBHOCTB HIDKEJIEXalMX 20PEKTOPOR, BKJIOY AI0MMX
NIPOTEeMHKMHAa3H, ¢(ochonmzcTepass (PDEs) M MOHHHE KaHAJH.

[0004] B opranumsme, NO ob6pa3yeTcsa M3 apI'MHMHa M KUCJIopoIa
IIOO BO3OEMCTBMEM pPas3JIMUHHX OGQEepMeHTOB CHMHTAa3 OKCuIa aszsoTa (NOS) wu
B pes3yJbTaTe IIOCJIelIOBaTEJIbHOTO BOCCTAHOBJIEHMSA HeOpPI'aHMUEeCKOTO

HUTpaTa. DBeUlM  BEABJIEHEL TPpM UYEeTKO pPas3jiMuMMee u3o0popmel NOS:



MHOYLIMOeJIbLHasa NOS (1NOS WM NOS 1), ODHapyXMBaeMa s B
AKTUBUMPOBAHHEIX MaKpodparax; KOHCTUTYTMBHaS HeMpoHallbHag NOS (nNOS
iy NOS 1), NOpuMHMMawmas ydacTue B Iepellade HEPBHHX MVMIIYJBCOB U B
OOJITOBPpEeMeHHOM NOTeHUMaluun CUHAaIITUUYEeCKOM nepenauu; n
KOHCTUTYTHBHasa 5BHIOoTeJralbHasga NOS (eNOS wmim NOS III), KoTopasd
perynupyeT pacciablieHre TITJIaOKMX MBI, M KPOBAHOE OaBJieHMe. JaHHEe
SKCIEePUMEHTAJIbHEX WM KIMHUUECKMX MCCJeOOoBaHUM VYVKa3HBalT Ha TO,
uTo YMEeHbIIeHN e KOHIIeHTpaluM, CHUXEHUE BUONOCTYIHOCTH  W/UJINU
OTBETHOM pearumum opraHmM3Ma Ha DHIOOTEHHO IPOOYyLMPY €MBI NO
CrIoCODCTBYeT pas3BUTHUD 3abojieBaHMA.

[0005] NO-HezaBUCHUMEE, TeM—3aBUCHUMEIE CTUMYJIATOPH sGC
OTNIUYUAKTCA OT IPYTMX TUIOB MOOYJATOPOB sSGC HECKOJBKMMM BaXHEIMMI
XapakKTepucTUKkaM, BRJIOUAKIMMMY Ype3BHUAVHO CUJIBHYI BaBUCKMMOCTL UX
AKTUBHOCTU oT OIPUCYTCTBUA BOCCTAHOBJIEHHOT'O NIpOCTETUUECKOTO
bparMeHTa TeMa, CWIBHYID CHUHEPTeTHUYeCKYKn aKTMBRBaLUMKLD (epMeHTa B
coueTaHnm ¢ NO m cCcTUMyJIMpOBaHMe CHHTe3a CGMP B pesyJbTaTe
HeIloCPeOCTBEHHOTO CTUMYJIMPOBaHUA sGC, He3aBUCUMOTI'O oT NO.
CoennHeHMe OeH3mMHOazoJa YC-1 OBJIO TIepPBEM UIOEHTUOUUIMPOBAaHHEM
CTUMYJIATOPOM SGC. C Tex HOp OBJIM CO3OaHE UM OpyTMe CTUMYJISTOPH
SGC C IOBBIEHHOM aKTMBHOCTBIO M CIeUMOMUHOCTEBI B OTHOmeHMM sGC.

[0006] CoenmMHeHUd, KOTOPHE CTUMYJIUPYIOT sGC 10 NO-
He3aBUCUMOMY MeXaHM3My, o0JialalT 3SHAUUTEJILHEMMY I[IPpeMMyIlleCTBaMU II0
CPaBHEHUD c OpYy UMM [IpYMeE H S eMBIMA B HacTodlee BpeMs4
aJilb TepHaTHUBHEMU JIeKapCTBEHHEMA cpelncTeaMu, KOTOPHEE I
leJleHalpaBJIeHHO BO3IOEMCTBYIOT Ha abeppaHTHBEM CUTHAJLHHM KacKal
NO, WiV KOTOpHE MNIPUMEeHIT IIpM 3abojieBaHMAaX, B CJydae KOTOPHIX
oocTuraeTcsd [IOJIOXMU T eJIb HEI sddexrT B pes3yJibTaTe MOBHIIEHU A
pPeryndaumMmM CUTHAJIBHOTO Kackama NO. CymecTByeT HeOOXOOMMOCTH B
Co3OaHuu HOBHIX CTUMYJIATOPOB sGC. 5TU COeIIVHEeHU I MOTYT
OpUMEeHATLCA IJIA JiedeHMa pal3JIMUHBEIX 3abojeBaHuM, IOe 3adojieBaHud
WU paccTpoicTBa IpencTarJIganT cobou 3aboJieBaHuA I
paccTpoMcTBa, B CJydae KOTOPHX MOXeT IOOCTUIATLCHA IIOJIOXMUTEJILHBIM

5bdexrT B pe3yiabTare CcTUMyIaumuy sGC MIM IIOBHIMEHMS KOHIEHTpallM
OKCHMIa a3z30Ta (NO) WIM  LUUKJIMYeCKOoTo I'yaHosmH-3', 5'-MmoHodocharTa

(cGMP), WM TIOBHIMEHMS KOHIEHTpalluM ¥ TOTO U IPpYyToTo, WM B



ciydae KOTOPEIX XeJlaTeJIEHO [IOBHIIEHNE perynauum CUTHAJIBHOTO
kackana NO.

[0007] CruMyJidaTopa sGC, KOTOPHE MOT'YT npeonojyieBaThb
TeMaToOBHIedaInde CKUNI Bapkep ¥  IIPOHUKATH B TOJIOBHOM  MO3T,
ofecreurBanT IOONIOJIHUTEJIEHEE [IpeuMylecTBa IpY JedeHUM 3abojieBaHul
LeHTpaJlIbHOY HEepPBHOM  CHUCTEMH (IHC) . OnMcaHHEEe B M300peTeHuu
CTUMYJIATOPH sGC MOTYT NPMMEHATHLCSA MOJA JiedeHus 3abojeBaHum [IHC
BCJIEOCTBME  UMX CIIOCOOHOCTHM  IIPeOoloJIeBaTh reMaTOBHIedaIMueCKUN
faprbep.

CYIHOCTH M3OEPETEHNA

[0008] HacTodmee wun300peTeHMe OTHOCUTCHA K CIHOocCoBy JieueHusd
WM  IOpenoTBpalleHMsa  3abojieBaHMUA, OOJIE3HEHHOTO  COCTOAHMA WU
paccTpoMcTBa leHTpaJlbHOM HepBHOM cucTeMmel (IHC) y cy®bekTa,
HyXOamerocd B 5STOM, BKJUYaKIEMy BBelOeHMEe CYOBEeKTY B KauecTBe
MOHOTepannum W KOMOMHUPOBAaHHOM Tepannmn TepaleBTUUeCKA
50PeKTUBHOTO  KOJMUECTBa COEIMHEHMA MWK ero  dapMaleBTUUECKU
IpreMIIeMoM CoJH, roe CoeOMHeHMe BHIOMpPAT ns3 coeIMHEeHUN,
IpencTaBJIeHHHX B Tabiule 1.

[0009] Nz30BpeTeHne TakXxe OTHOCHUTCS kK  dapMaleBTUUeCKOM
KOMIIO 3L, BRJIOUAKIEN COoeIOuHeHUe nus TaOJIMLEL I VI ero
bapMalleBTUUECKM IIpHeMIIeMyl COJIb U, IO MeHbIeMW Mepe, OIHO
bapMalLleBTUUECKHU npueMiieMoe BCIIOMOT'aTeJIbHOE BeleCcTBO W
HOCHUTeJb. M3o00peTeHUe TaKXe OTHOCHUTCSA K JeKapCTBeHHOM dopMe,
BRJIOUAKIEY YKas3aHHYID bapMalleBTHUUEeCKY KOMIIO3UILIMUL.

[0010] WUzoBpeTeHMe TakXe OTHOCUTCA K CIOco0y JIeueHMd WK
npenoTBpalleHN A 3aboJieBaHuUAg, DOJIE3HEHHOTO COCTOSAHUA W
paccTpoMcTBa LeHTpaJlbHOM HepBHOM cucTemel (IIHC) vy cybnekTa,
HyXIOanmer'ocAd B 3TOM, BKJIKUAKIIEMY BBeIeHMEe B KadeCTBe MOHOTepalllu
WM KOMOMHUPOBAHHOW TepaluM dapMalleBTUUECKOW  KOMIO3ULIUU  WJIU
JekapCTBeHHOM GOopMEI, BRKJKUalIel coelIMHeHUe, TIpelcTaBJIeHHOe B
Tabimue I, miamM ero dpapMalleBTUUECKU IIPpUeEMIIEMYK COJIb.

[0011] KpomMe ToOTO, WM300peTeHMe OTHOCUTCHA K [IPUMMEHEHUD
CTUMYJIATOPA sGC, IpenCcTaBJIEHHOTO B Tabyamie I, W ero
bapMalleBTHMUECKM TIPUEMJIEMOM COJIM, WIM GapMalleBTUUECKOM KOMIIO3UIIUNA
WM JIeKapCTBeHHOM GopMe, BRILUaKIel CcoeOVHeHMe, NOJId JeUeHUs

3aboJjiepanm4a IJHC.



[0012] Kpome TOTO,
WU bapMalleBTHUUECKOM
BRJIIOUAKIEeN 2TOT
zabosieBaHmda 1HC, roe CTUMYJIATOP

InpenCcraBJIEHHEIM B Tabjmie I,

COJIBIO.

Tadbamua I

KOMIIO 3ULIUU
CTUMYJISATOPR,

ABJIAETCA

n300peTeHre OTHOCUTCH K CTUMYyJIATOpY sGC

JIeKapCTBeHHOM

IIPVMMEeHEHNM A Inpn JIeUeHNVI

mim eTI'o @apMaHeBTquCKM HpMeMﬂeMOﬁ

CTpykTypa

HomMmep coenmmHeHUA

CTUMYJISTOPOM,
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[0013] B HeKOTOPHX BapMaHTax OCyleCcTBJIeHUs, 3aboJjieBaHUE,
BoJIe3HEeHHOEe COCTOSHMEe U paccTpoycTBo [HC BeHOUMpaiT uM3 O0JIe3HU
AjblLTelMepa, aMMoTpobMueckoTo BOOKOBOTO CkJepo3a (ALS min 0OoJie3HU
Jy Tepura), cuHIpoMa [HayHa, OeMeHLUN, COCYIMCTOV  IOeMeHLUH,
COCYIMCTOTO KOTHUTMBHOTO HAapPyIeHMS, CMeMaHHOM IeMeHUUM, IeMeHIUM
BuHCcBaHTepa (cyBKOPTHUKAJILHOM apTeprOCKIIEPOTUUECKON
sHIlehasionaTtum) , lLepedbpallbHOM ayTOCOMHO-IOMMHAHTHOM apTepuoliaTUu
C TIOOKOPKOBEMM MHbapKTaMM U JelkosHUebasonatuerr (CADASIL wmim

cuHopoMa CADASIL), JJIOBHO-BMCOUYHOM JioBapHOM  IeTreHepaluM WU

oeMeHLUM, BUU-accoluMMpoOBaHHOM OeMeHLUN (B TOM Uncie
HeCcCUMMIITOMHOT' O HeMPOKOTHUTUBHOTO HapyleHnsa (ANI),
He3HAUUTEeJILHOT'O HeMPOKOTHUTUBHOTO HapyleHna (MND) " BUU-
aCCOUMMPOBAHHOY  IOeMeHLUN (HAD) (HasHBaeMOM TakKxe  KOMILJIEKCOM

CIlMI-meMenumsa [ADC] miam BUY sHIedasionaTHeM), OeMeHUIMM C TeJblaMu
JleBM, TpeCeHMJILHOW IeMeHUUM (YMepeHHOTO KOTHUTUMBHOTO HapylmeHud,
MCI), TJIaYKOMEI, foJie3HM XaHTHUHI'TOHAa (mmn  xopewu, HD) , WJIn
KOTHUTUMBHOTO HapPylleHMsa, CBA3aHHOTO C HD; MHOXeCTBEHHOTO CKJIEpO3a
(MS) (B TOM uUMCJe KIMHMYEeCKM M30JMPOBaAaHHOTO cuHIOpoma (CIS),
BO3BpaTHO-peMuTHpymero MS (RRMS), NepBUMUHOTO MIPOTPECCUPYKIETO
MS (PPMS) u BTOPUYHOTO IPOTPECCUPYRIETO MS (SPMS) ),
MHOXeCTBEeHHOM CUCTEeMHOM aTpodum (MSA) , foJyiesHn  I[lapKMHCOHaE,

IIapKMHCOHM3Ma TIJII0C CHMHaﬂbHO—HepeéeHHHpHOﬁ aTaxKCum, OoJIe3HU



Cruiia-PruuapncoHa-OJblIeBCKOTO (Iporpeccupynmero HaObAOEPHOT'O
napaJjuua) , CHMHIPpOMA nedmuumnTa BHVMaHMA (ADD) " CHUHIpOMA
TUIIEPaAKTUBHOCTY C OeduumuToM BHMMaHMA (ADHD) .

[0014] B OIPYyTUX BapmMaHTax OCylleCTBJIEHUSA, 3aboJieBaHueE,
OoJIe3HeHHOoe COCTOAHUE " PacCTPONCTBO npencraBpjigeT cobon
PacCTPOMCTBO MM cocTogHue IHC, BHOpaHHOe U3 0oJes3Hu AlblIrerMepa
WM COCTOAHMA Inpenbojie3HM AJBLTeNMepa, MATKOM WM YMEePEeHHOM
bopmel  ©oJie3HM AJIBLUTEVMepa WIM YMEPeHHOM WM TEXeJIOM  QOPMEL
BoJiesHu AJBLTelMMepa.

[0015] B mpyrux BapMaHTax OCYmMeCcTBJIeHMs, paccTpoucTeo IIHC
BHIOMpPAT VI nus TpaBMaTUUECKOT'O (3aKpPHITEE I OTKPEITHE,
[IPOHMKAKIME TpaBMbEl I'OJIOBH) I[IOBpPeXIOeHMsa TOJIOBHOTO Mo3ra (TBI),
HeTpaBMaTUUYEeCKOT'O [IOBPEeXIeHNd T'OJIOBHOTO MO3Ta (HanpuMep,
MHCYJIbETa (B J4acTHOCTH, MIIeMUYeCKOT'O MHCYJIBTA) , AHEBPM3MEL,
TUIIOKCHUM) , nin  us3 KOTHUTUBHOTO  HapylWleHUusa WIKM  IOUCOYHKLUUM,
ABJIAKIIETOCHA pesyJibTaToOM [IOBPeXIeHUN T'OJIOBHOT'O MO3Ta NI
HellpooeT'eHEePaTUBHEX pPacCTPOMCTB.

[0016] B gmpyrux BapMaHTax OCYIeCTBJIeHUs, 3abojieBaHue WIn

paccrTporcTBo IHC BHOMpALT W3 OUCTOHWYM, BKJIOUAKIUX, HaIpUMED,

TeHepalIM30BaHHYIo, boxasbHyo, ceTMeHTapHyo, cekcyalsbHYIo,
[IPOMEXY TOUHYIO, OCTPYIO OVCTOHUYECKYIO peaxumo, u
TeHeTUUeCKYHn/ IepBUUHYIO OVCTOHUIO; " OVCKUHE 33U, BKJIOUAIIMX ,
HaIopuMmep, oOCTPYIO, XPOHUUECKYID/MeOJIeHHYIO " HEMOTOPHYIO u

VMHOYLMPOBAHHYIO JIEBOIOIIOV IOMCKMHesuo (LID).

[0017] B @mpyI'Mmx BapMaHTax OCYIEeCTBJeHMHd, 3abojieBaHUe WK
paccTpoy¥cTBo IIHC BHOMpamT U3 pPacCTpPOUCTB, XapaKTepUsynImuxca
OTHOCUTEJIELHEM CHMXEeHUEM CUHAIITHUUYECKOM [JIACTUYHOCTHU u
CHUHAaNTUUEeCKUX IpolleCcCcoB, BRJIOU AKX , HalpuMmep, CHUHIPOM
bparmabHOM X—-XPOMOCOMH, CUHIPOM PeTTa, CHMHOIPOM BMILAMCa, CUHIPOM
PeHIIeHHHMHTI'a, paccTpoicTBa ayTUUEeCKOTO CIIeKTpa, BRJIOU AN E
ayTus3M, CHUHIpOM AclepTrepa, ofIee pPacCTPOMCTBO IICUXOJIOTUUECKOTO
Pa3BUTUA ¥ Oe3UMHTeTpaTUMBHOE PAaCCTPOMCTBO OEeTCKOT'0 Bo3pacTa.

[0018] B mpyrux BapMaHTax OCymecTBJIeHMs, paccTpoycTeo IHC
opencrTaBJgeT coOoM HeMpollaTUueckKyiln O00Jb.

[0019] B mpyrux BapMaHTax OCymecTBJIeHMs, paccTpoycTBo IIHC

npencraBjisgseT cofOoM MICHUXMATPUUeCcKoe, YMCTBEHHOe, IOyIIeBHOE WM



abdbeKTHMBHOE PAaCCTPOMCTBO, BHOpaHHOEe M3 OUIIOJAPHOTO pPacCTPOMCTRBAa,
mmMs3odpeHnn, obmero ICHUxXo3a, IICHMX03a, BH3BaAHHOTO YIHOTpebJIeHMEM
HApPKOTUUECKUX BemecTB, OpedoBOTO pPacCTpOMCTBa, mM30addeKTUBHOTO
paccTponcTBa, 06CceCcCUBHO—KOMITYJILECUBHOTO paccTpoicTBa (OCD) ,
IeNpecCHBHOTO PacCTPOMCTBA, TPEBOXHOTO PAaCCTPOMCTBAa, IIaHMUEeCKOTO
paccTpoMcTRBa, IIOCTTPaBMaTUUECKOTO CTPEeCCOBOTO paccTponcTBa
(PTSD) .

[0020] B @mpyrux BapMaHTax OCymMecTBJIeHMs, paccTpoucTeo IIHC
BHOMPAT W3 YIHETEeHMS KOTHUTUMBHHX CIOCOOHOCTEeM MIpu [IPpOBeldeHUU
XVIMMOTepannu, AIOMKTUBHOTO IIOBeIeHusd, BHI3BAHHOTO IIPMMEHEHNEM
JIEBOIOIIE, aJIKOTOJM3Ma, HapKOTUMUECKOM 3aBUCHMMOCTM (BKJOUYAg, HO
STMM He OTpaHuuMBas, amMpeTaMMH, ONMATH WIM OPYyITMe BelecTBa) U
3JI0YyNOTPeblIeHMa Pa3JIMUHEIMM BelleCTBaMNU.

KPATKOE OIIMCAHME UEPTEXEN

[0021] Ha o¢urype 1 r1TpaduuecCKu TIIpPeOCTaBJIEHH OaHHBEE IIO
OOJITOBPEeMEeHHOM [IOTeHUMaluN CUHAIITUUYEeCKOM nepemnauu B
TUINIOKAaMIIaJIbHEX Ccpe3axX HeMyTaHTHExX (WT) wMemeyr (cpenHsas KpubBas),
TUIIIIOKaMIIaJlb HEIX cpesax R6/2 MEIIEeM (HMXHSA S KpuBasd) , n
TUINOKaMIalIbLHEX cpesaxX R6/2  wMomen, IIOOBEPTHYTHEX  JI€UEHUID C
noMomeo 855 HM coenmHeHMs I-5 (BepxHAA KpuUBad) .

I[IOOPOEBHOE OIIMCAHME M3O0BPETEHNMA

[0022] [Hanee ©OynyT HNOOPODOHO OIMCaHH KOHKPETHHEHE BapMaHTH
OCYMeCTRBJIEHMUS M300peTeHUs, IIPUMEePH KOTOPHX IPOMJUJIOCTPUPOBAHE B
IpujlaraeMex CTPYKTYypax U bopmyJiax. HecmoTps Ha TO, uTo
n3obpeTenne OyIeT OIMCaAaHO BO B3aMMOCBA3M C IIepeuMrCJIeHHBMA

BapMmaHTaMM OCYymeCTBJIEHMA, TeM He MeHee, cJlenyeT VIMeTb B BUOY,

uTo MSO@peTeHMe He OT'paHMUYMBaeTCHd STVIMN BapraHTaMM1
oCymeCTRBRJIECHMA . HanpoTus, IIpenriojiaraeTc4d, dTOo MSO@peTeHMe
OXBaTHEBAaEeT BCe aJIb TEPHaATMBHEE BapMaHTEHI, MOIOVQUKALIUA n

SKBMBAJIEHTE, KOTOPHE MOT'YT OHTB BKJIOUEHEH B 0OOBEM HaCTOSAMETO
nz3obpeTeHms, onpenessaeMulit bopmyJion n300peTeHns. HacTodmee
nz3obpeTeHme He OTpaHNYMBaeTCH criocobamu n MaTepMrallaMu,
ONIMCAHHEIMMY B M300peTeHuMr, U BKIOUaeT B Ccebd Jmodhe CHOCOOH U
MaTepuaJiel, TI[OOOOHHE WMJIM DSKBUBAJIEHTHEHEe crnocobaM M MaTepualiaM,
OIIMCAaHHBEM B HaCcToAmeM n3obpeTeHUN, KOTOPHE MOTYT OHTEL

VCIIOJIESOBAaHH IIpM OCYHEeCTBJIEHVMNM HaCTOAMeI'O MBO@peTeHMH. B cayuae,
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ecJaM coIepXaHMe OIHOM WM HEeCKOJbKUX IyOJIMKaluuy, [IaTeHTOB WK
AHAJIOTUUYHEIX JIMTepaTYPHHX MCTOUHMKOB, BKJIOUEHHEIX B M300peTeHUe
IIyTeM CCHJKM Ha HMX, OTJIMYaeTCd WMJIM HaAXOOUTCS B IPOTUBOPEUUM C
comepXaHVeM DSTOTro M300peTeHMs, BKJOUAsg, HO STHMM He OTpaHMuMBaLg,
olpenejieHMe TEPMUHOB, MCIIOJbL30BaHMEe TEepPMMHOB, OIMCAHHBEE MEeTOOUKU
¥ OpyI'ylo OOOoOOHYVI MHOOpMalLMO, TO COIOepXaHMe 5BTOoTOo Hu30bpeTeHud
VMeeT IpeVMymeCTBeHHYID CUITY .

OmnpenejieHus M ofmasd TEepPMMHOJIOTUSA

[0023] [MpUMeHUTeJILHO K 5TOMY n300peTeHN, XYUMUUECKHUE
2JIEMEHTH YKa3HBATCA B COOTBETCTBMM C IlleprMoIMuecKoM Tabiulen
3JIEMEHTOB B BapuaHTe pebdepaTuBHOTO XypHajsla Chemical Abstract
(CAS) M B COOTBeTCTBMM CO chOpaBouHMKOM Handbook of Chemistry and
Physics, 75* Ed. 1994. KpoMe TOro, ofmMe IMPUHLMUIE OpTaHUdIeCKON
XVUMUM OINMCaHH B MOHOTpadmax "Organic Chemistry", Thomas Sorrell,
University Science Books, Sausalito: 1999, wu "March's Advanced
Organic Chemistry", 5% Ed., Smith, M. B. and March, J., eds.
John Wiley & Sons, New York: 2001, comepXaHMe KOTOPHX BKJIOUEHO B
HacTodmee M300peTeHMe IIYyTeM CCHJIOK Ha HUX.

[0024] CoemMHeHMe, Takoe Kak coeIMHeHMe M3 Tadauus 1, WIK
IpyI'Me OIMCAaHHHEe B M300peTeHUM COeOMHEeHUSI, MOITYT IIPUCYTCTBOBATHL
B crBobomHOM ¢QopMe (Hamopumep, amopdHOM QopMe WMIM KPUCTAJIJINUeCKOM
bpopme, wim B QopMe noJmMopda). Ilpu omOpeleslIeHHHX YCJOBUAX,

COeIMHeHNMA MOTWYT TakKxXxe O@paBOBBIBaTb KO(I)OprI. VicrioJb BVGBABIﬁ B

n300peTeHnn TepM/H "kodpopma” ABJIAETCSA CYHOHVMOM TepMMHa
"MHOTOKOMIIOHEHTHA A KpUucTajmueckasa  ¢dopma". OBpa3zoBaHMue coJm
onpeneseTrcs TeM, HaCKOJIBKO BoJIbMYM ABJIAETCH paszanuye B

BeJIMuMHax pKa KOMIIOHeHTOB, O0Opal3yllMx CMeChb. [IpMMeHUMTEeJIBHO K
2TOMY n3obpeTeHmn, CoeIVIHEeHM S BKJIIOUAT ux bapMalleBTUUYECKHA
IpMeMJIeMEE COJIM, JaxXe eclaM TepMrMH "QapMalleBTUUECKM IIpUEeMIIEMHE
cosim" B ABHOM BMIE B TeKCTe He yKa3bBaeTCHd.

[0025] 3a MCKJIOUEeHEM Tex cJlyuyaesB, Korma KOHKPETHO
n3obpaxeH M yKazaH TOJIBKO OIMH M3 M30MEPOB, IOoOpa3yMeBaeTCs, 4YTO
n300paXeHHHE B n3o00peTeHUn CTPYKTYPH TakKxe BKJIIOUAIOT BCe
CTEPEOUBOMEPHHE (HanmpuMep, SHaHTUOMEPHHE, OMacTepeOMEpPHEE,
aTPOIIOM3OMEPHEE u HMC—-TPaHC—-M30MEPHEE) bOPMEL CTPYKTYPH,

HanmpuMmep, R u S KOoHOUTYpallMM IJd KaxIoTo IeHTpa acuMMeTpuy, Ra u
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Sa KOHOUTYPpaLUK oJis KaxIom ocu acCUMMe TPUN, (Z) " (E)
KOHOUTYPpalUMM IOBOMHOM CBA3M, ¥ LMC— U TpaHC- KOoHbOPMalLMOHHHE
M30MEPH. [lOoBTOMYy, WVHIOUBUIOYAJIBHHE CTEPEOXMMUUECKME WMBOMEPH, a
TakKXe palleMaTE, W CMeCU DHaAHTHOMEPOB, OMAaCTEPEeOMEpPOB M LUC-—
TPaHC—-M30MEPOB (IO OBOMHOM CBA3M WIM KOHQOPMAIIMOHHEIX) ONMCAaHHBIX
cCoeIMHEeHMM BXOoIAT B 0O0BeM HacTodAmero wmso0obpeTeHMs. Ecamu He
yKasaHO MHaue, TO BCe TayTOMepHHEEe (QOPME COeIMHEHMM I10 HaCTOAIeMYy
M300peTeHnIn TakKXe BXOOAT B 00BeM M300peTeHUAd.

[0026] Hacrosmee n300peTeHMe TaKxe BKJIOUAET B cebsda
M30TOIHO-MeUeHHE COenOMHEHUS, KOTOPEE  MIOEHTMUHE OIMCaHHBEM B
n300peTeHUur COeIMHEeHMSM, HO B KOTOPHX OIVH WM ©OoJlee aTOMOB
3aMeHeHH Ha aToM, MMeK MM aTOMHYK MaccCy MWMJIM MacCcoBOE UMCJIOo,
OTJINUHOE oT ATOMHOM MaCCEH VI MacCcCoOBOTO umcia, OBBIUHO
BCTpeUaKnlUxXCcad B Ipupone. IllpennojiaraeTcsa, 4YTO BCe M30TOIH JIOOTO
YKa3aHHOTO KOHKPETHO arToMa WM  BJIeMeHTa  BXOOAT B cocTasn
coenuMHEeHUM II0 M300pEeTeHMI0 U UCHOJbL3YITCS I[OIPpY [IPVMMEHEeHUM DTHUX
coenuHeHuy. IIpyUMepH M30TOIOB, KOTOPHE MOT'YT OHTL BBEIEHH B
COeIVMHEHMA TII0 M300peTeHMb, BKJIOUAKT M3O0TOIH BOOOpola, YyIJlepola,
asoTa, KucjJopoma, o¢ocdopa, cepw, OTopa, XJopa U Moma, TaKMue Kak

2H, 3H, llC’ 13C’ 14C’ 13N’ 15N’ 150, 170, 180, 32P, 33P, 355’ 18F’ 36cl’

1237 u 1257 COOTBETCTBEHHO. KOHKpeTHHe M30TOIIHO-MeUeHLe
COeIMHeHMs [0 HacToAleMy MW300peTeHro (HalopuMmep, COeOuMHEeHUHd,
MeueHHEE SH n 1) MOTYT IPVIMEeHATLCHA npu MCCJIeIOBaHUM

pacopenesjieHMsa COeOMHEeHMS U/UiIu cydcTpaTa B TKaHAX. VCHIOJL30BaHMe
COeIMHEeHM, MeUeHHHX TpuTueM (TO ecThb, °H) u yrjaepomom-14 (To
ecTs, 'C), cBA3aHO C JIETKOCTBLI MX M[OPUTOTOBJIEHMS ¥ BOSMOXHOCTH
IeTeKTUMPORBaHMA. Kpome ToOTro, 3aMemeHMre ©OoJiee TAXEJBEMU M30TOIaMu,
TakMMM Kak [»gelTepuit (HanpuMmep, 2H), MOXeT maBaTh OlpelelieHHEe
TepalleBTUUYECKUE nIperMymecTBa, 0By CJIOBJIEHHEIE BoJee BHICOKOM
MeTaBoIMUueCcKOM CTabUIIEHOCTLI (HanpuMep, YBEJIMUEHVEM  IIepHrona
IOJIYBEHIBEeIeHMI 1n vivo wmiaIM  yMeHblleHMeM HeOoOXOoIMMOTO  YPOBHSA
OO3MPOBaAHMA) WM, CJIeOOoBaTEJIBHO, MOXeT OBTb [IPelOllOoUTUTEJIbHEM B
HEKOTOPEX OOCTOATeJIbCTBax. I[IO3UTPOH-U3JIydYaKlMe WM30TOIE, TaKue
kak 20, N, C u ®F, MODyT MNPMMEHATLCS MOPM MUCCIeOOBAHUSAX C
[IOMOIWEBI [MO3UTPOHHO-B3MMCCHMOHHAsA ToMoTpadusa (PET) 1Jsa onpenejieHUs

CTerneHu BaHATOCTH pelenTopa cydcTpaToM. V30TONIHO-MeUeHEe
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COeIMHEHMA I[IO HaCTOoAlleMy WM300peTeHMI MOI'yT OBTb IIOJIYYeHH, B
DOJIBIIMHCTEE CJiydaeB, B COOTBeTCTBMM C MeTOOMKAaMM, aHaJIOTMUYHEMU
METOIOMKAM, OIMCAHHEIM B CXeMaxX W/WIY [OpUMepax HWXe, IIyTeM 3aMeHEH
peareHTa, He MEUeHHOTO M30TOIIOM, Ha M30TONHO-MeUeHHM peaTeHT.

CoenmmHeHMA

[0027] Hacrosgmee wm300peTeHMe OTHOCUTCA K IIPUMEHEHMEe B
MeIMLMVHE COeOMHEeHUN u3 Tabiuus I, UX GapMaleBTUUYECKM IPUEMIIEMEIX
coJieyt, GbapMaleBTUUECKUX KOMIO3MLIUN U JIeKapPCTBEHHHEX QOPM.

Tabamia I

Howmep

CTpykKTypa
coeIMHEeHUd

-n
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I-11

I-12

I-13

I-14

I-15

FsCF,C
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I-10

2N
“N
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—N
D/
F N\ N
= N
/N
X N\X\- I-16
7 ~NH
N |
}5N
FsC
F
NN
« M N I-2

dapMalleBTHUUECKHM IIPUEeMIIEMBIE COJIU

[0028] MNcnoJsb3yeMulM B U300peTeHUM TepMMH "dapMalleBTHUUeCKU
npueMieMa s coJqp" OTHOCHUTCSH K bapmalleBTHUUECKH IpreMIIeMBIM
OpTaHUUYeCKMM WM HeOopTaHUUYeCKMM COJISM OINMCAHHOTO B UM300peTeHUU
coenMHeHMSA (HalpuMep, CoeauHeHMsa U3 Tabauus I). OdapMalleBTUUeCKU
IpUeMIIeMEIE COJIM OINMCAHHOTO B M300peTeHMM COeIMHeHUSA IMIPUMEeHST B
MenuiiyHe . OOHaAkKO, COJIM, KOTOPHE He 4ABJAOTCS OdapMalleBTUUeCKHU
OpUeMIIEMEIMM, MOTYT MCIOJB30BaATLCA IMIPU IIOJYUYEeHMM OINMCAaHHOTO B
n300peTeHUM COeIMHEeHUS WIM eT0 dapMalleBTHUUECKM IIPpUeMJIEMOM COJIN.
OapMalleBTHMUECKM IIpMeMiieMas COJIb MOXeT BKJIOUYaAaTL B cebsa IpyTyo
MOJIEKYITY, TaKyo Kak aleTaT-MOH, CYKIMHaAT-MOH W Ipyron
IPOTUBOMOH. [IpOTUBOUOH MOXeT OpelCcTaBJIAThH cobon Jodon
OpTaHUUYEeCKUNM MM HeOopTaHUMUeCKUM OQparMeHT, KOTOPHM HelTpalu3yeT
3apdn Ha MCXOOHOM CcoeIMHeHMM. Kpome  ToTO, bapMalleBTHUUECKU
npueMieMas COJIb MOXeT MMEThH B CBOeM CTpyKType OoJjlee UYeM OIUH

HeCYU.U/Iﬁ 3apAdn] aToOM. B ciayuadgx, korma MHOT'O3apAOHEIE aTOMBEI BXOIOAT
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B cocTaB OdapMalleBRTMUeCKM I[IPUEeMJIEMOM COJIM, TaKasd COJIb MOXeT MMEThb
HeCKOJIbKO TIPOTUMBOMOHOR. IloaTOMYy, OGapMalleBTHUUECKM IIpHeMiieMas COJIb
MOXEeT ¥VMEeTb OOVH WM OoJilee 3BapSKeHHBXx AaTOMOB W/WJIV OIWH WU
QoJiee TIPOTUBOMOHOB.

[0029] dapMalleBTUUECKU npreMIIeMbEe COoJIn OIIMCaHHEIX B
n300peTeHUN COeOMHEHMM BKJIOUAKT COJIM, OOpa30BaHHEE COeIVMHEHUIMU
c HeOopTraHUUeCKUMU KMUCJIOTaM, opTaHuYeCKUMA KMCJIOTaMH,
HeOpTraHMWUeCKVMM OCHOBAaHUAMKM WM OpTaHMUYeCKMMM OCHOBaHMAMM. B
HEeKOTOPHX BapMaHTax OCYHMEeCTBJIEHNS, COJIM MOTYT OHTH I[IOJIy4deHH 1in
situ B T@Opollecce BHIOEJEHUS U OUMCTKM COeIMHEeHuM. B IpyTux
BapMaHTax OCYIeCTBJIeHUS, coJi¥  MOTYT  OHTH  [OPUTOTOBJIEHH U3
CBOOOOHOM QOPMH COeOMHEHMS Ha OTIOEeJIbHOM CTaluM CUHTEe3a.

[0030] Korma omomMcaHHOe B M300peTeHMM cCcoeOuHeHMe obJamaeT
KM CJIO THEIMY CBOMICTEBaMM NI COOEepPXUT DOCTaTOuHOe UMCJIIO
BuoMBOCTEepPUUECKUX 3aMeCTUTEeJIEN, ofJlamanmmx KM CJIO THEIMM
CBOMCTBaMM, HoOxXomamumy "dapMalleBTUMUeCKM [IpMeMJIeMBEMM  CoJiaMu"
HasEBawT coJu, [IOJIy4YeHHEE nus bapmMalleBTHUUECKU IpUEMIIEMEIX
HEeTOKCHMUHEX OCHOBaAHUM, BKJIOUAKIMX HeOplaHMUeCKMEe OCHOBAHUA WU
opraHMuyeckue OCHOBaHMA. CoJsr, of0pas30oBaHHHE C HeopTlaHUUeCKUMU

OCHOBaHMAMIN, BKRJIOY AT COJIN aJIIOMMHM A , aMMOHWM4A, KRaJIbLUMAa, Menoum,

XeJieza (III), XeJgeza (II), JINTUS, MaTHULg, MapraHua (I11I),
MapraHua (I1), kajamsda, HaTpuda, LMHKa WM »OpyI'Me T[IOOOoOHHE COJIM.
KoHkpeTHEE BapMaHTH OCyIeCTBJIEHU S BKJIIOU AT CcoJmn aMMOHM S,
KaJblM4g, MaTHMLg, KaJjmsa u HaTpu4. CoJm, oBpa30BaHHEE
bapMalleBTUUYECKHU IpreMJIeMBEIMA OpTaHnYeCKMMA HeTOKCUUHBMM
OCHOBAHMAMM, BRJIOUAT COJM IIE€PBUYHEIX, BTOPUUHEX WU TPETUUHLX
aMMHOB, 3aMelleHHHX aMWMHOB, B TOM UMCJIe TIPUPOIHHEX 3aMelleHHBX
aAMMHOB, LMKJIMUECKMX aMMHOB ¥ MOHOOOMEHHHX CMOJI C OCHOBHEMMU
TpynmnaMm, TaKMx Kak ApPITUHUH, BeTamH, KopeunH, XOJIVIH,
N, NOou®eH3MUI3 TUIIeHOMAaMIH, OS2 TUJIaM/H, 2-OUSTUIJIaMMHODTaHOJ, 2-

IVMeTIIJIaMMHOSTaHOJI, STaHOJIaMMH, 3STHMJIEeHIMaMVH, N‘STMJ’IMOP@OJ’IMH, N-

STWIININIIEPUIONH, IJIKKaMIMH, IJIKKO3aMMH, I'MCTUIOVNH, I‘I/I,HpaGaM_T/IH,
M3OIIpOoIIMJIaMH, JIMI3VIH, Me TVMJITJIIOKaMVH, MOp(l)OJ'H/IH, InmMriepasnH,
IIMIepnirnH, IIOJIMMaMVHHEIE CMOJIEL, IIPOKamH, ITYPWHE, Teo@pOM_T/IH,

TPMSTMIJIaMIH , TPVMe TUIJIaMH TPUIIPOIIMIIaMNH, TPpOMEeTaMIMH n opyrne
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[IOOOOHEE AMMHE .

[0031] Korma omnmcaHHOe B WM300peTeHUM COeIMHeHMre oOJalaeT
OCHOBHEIMHA CBOMCTRBaMMU VI COIEepXuT OOCTaTOUHOe YMCJIIO
BMOM3OCTEepPUUECKUX 3BaMecTuTesiey, objajalmlx OCHOBHBMM CBOMCTBAaMM,
CoOJIM  MOTYT OHTH oBpa30BaHH U3 bapMalleBTUUYECKM  [IPUMEMIIEMBIX

HeTOKCHWMUYHEIX KMCJIOT, BKJIIDUY AKX HeOopTraHMYEeCKNUe n OpraHM4YeCKHre

KMCJIOTE. TakKye KUCIJIOTH BKJKOUAKLT YKCYCHYH, OeH30JICYJIbOOHOBYL,
DeH30MHYID, KaMpopCysibPOHOBYIO, JIMMOHHYIO, STaHCYJILOOHOBYIO,
byMapoByw©, TJIDKOHOBYIO, TJIy TaMUHOBYIO, OPOMUCTOBOIOPOIHYIO,

XJIOPUCTOBOOOPOIHYD, WM33TMHOBYK, MOJIOUHYI, MaJIeMHOBYID, A0JIOUHYIO,
MUHIAJBHYIO, MeTaHCYyJILPOHOBYIO, MyLMHOBYIO, a30THYID, IaMOBVYIO,
[IaHTOTEHOBYIO, bocdopHyO, AHTAapPHYD, CepHYD, BMHHYIO, -
TOJIYOJICYJIEQOHOBYID KMCJIOTY UM OpyTMe [NOIOOHHE KMCIJIOTH. KOHKpeTHEEe
BapMaHTH OCYIECTRBJEHMA BKJIOUAKLT JIMMOHHY, OpPOMMCTOBOIOPOIOHYIO,
XJIOPUCTOBOOOPOIHYI, MaJIEMHOBYIO, bocdopHyD, CepHYK U  BMHHYD
KMCJIOTH . [OpyI'Me IMIPMUMMEPH CcoJie¥ BRJUAalT, HO STUMM He OoI'paHuuuBaid,
CcyJibdaTHEE, LUUTPaTHHE, aleTaTHHE, OKCaJlaTHHE, XJIOPUIHEE,
BpoMMIOHEE, MNOOMOHEE, HUTPaTHHEe, OuUcCyJdbbaTHEHe, oGochaTHHE, KUCJIHE

(]_)O C(l)aTHBIe 1 VMS3OHMKOTMHAaTHEIE, JIaKTaTHEIE, caJimuvJjiaTHEIE, KU CJIBIE

LUMTpPaTHEE, TapTpaTHEE, oJieaTHEHE, TaHHAaTHHE, IIaHTOTeHaTHHE,
fMTapTpPaTHEE, ackopOaTHHE, CYKLMHATHHE, MaJleaTHHE,
TeHTU3MHATHHE, byMapaTHEE, TJIIOKOHAaTHEHE, TJIOKYPOHATHHE,
caxapaTHEe, bopmMmaTHEE, BeH30aTHEE, TJIyTaMaTHEeE,
MeTaHCYJIEQOHATHHE, TaHCyJIbOOHATHEE, BeH30JICYJIbPOHAaTHHE, -
TOJIYOJICYJIBQOHATHEE U IIlaMOaTHHE (To ecThb, 1,1'"-MeTHJIeH-0OU—- (2-
TUOPOKCU—3—-HadToaTHEE) ) COJIMU.

[0032] [TpUToTORJIEHUE OIIMCaHHHX BHIIE bapMalleBTUUECKHA

OpUeMIIEMBEIX COJIeV M OPYIHMX TUIMUHHX O(QapMalleBTUUeCKM IPpUeMJIEMEIX
coJlek foJiee IOOPOBHO OIIMCaHO B nyobamkaumm  Berg et al.,
"Pharmaceutical Salts," J. Pharm. Sci., 1977:66:1-19, moJjiHOe
comepxXaHre KOTOPOWM BKJIOUEHO B HacToAlee M300peTeHMe OyTeM CCHIIKU
Ha Hee.

[0033] IIoMMMO  ONMCAaHHHX B M300peTeHUMM COeIMHeHUN, X
bapMalleBTUUECKM T[IPUMEMIIEMEE COJIM MOTYT OHTB TakXe I[IPMMEHATBCS B
KOMITO BULIMAX nJis JIeUeHM VI npeloTBpPaleHn s YKa3aHHHX B

n3obpeTennnu 3abdoJieBaHUM.
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dapMalleBTUUECKME KOMIIO3ZULNM, JIeKapCTBEHHEE QOPMEL M CIOCOOE
BBelleHUAd.

[0034] OnmcaHHEE B n300peTeHnun COEeOVHEHN I n X
bapMalleBTUUECKHM I[IpMEMIIEMEE COJIM MOTYT OHTH IIPUIOTOBJIEHEL B QopMe
bapMalleBTMUECKMX KOMIO3MUMM MJIM B BuUIe "JIeKapCTBeHHHX QopM".

[0035] TunmMuHy®w JIEKAPCTBEHHYH QOpMy IMIPpUIOTaBJIMBAKT IIYTEM
CMelleHUA coelMHeHUud QOpMyJiEl I MM eT'o dapMalleBTUYeCKU IPpUeMIIeMOMN
COJIM C HOCUTeJeM, pas3faBUTeJIeM WM BCIOMOTaTeJIbHEM BelleCTBOM.
CneuyajgucTaM B 5TOM 0O0JIaCTM XOPOWO WM3BECTHH [IOOXOLAMMe HOCUTEIN,
paszsbaBuUTes M U BCIOMOT'aTeJIbHEE BelleCTBa, M OHM BKJIOUAKT Takue
MaTepMraJit, Kak yIJIeBOIH, BOCKIN, pacTBOpPMMEE B  BOIe U/WMIu
HabOyxaeMule B BOIE I[IOJIMMEPEHI, IMIOPOOUIIEL HElE NI TUOPOOOOHEE
MaTepMraJsit, XeJjlaTMH, Macja, PpacTBOPUTENM, BOOY M IOpyTue IIO0OOOHBIEe
MaTepMraJsit. VICIIONB30BaHMEe KOHKPETHOTO HOCUTEeNd, pas3baBuUTesId WK
BCIIOMOTaTEeJIbHOTO BelleCcTBa BymeT 3aBUCETH oT CIIOCOB0OB
IPUTOTOBJIEHUS M LeJM, IJS KOTOPOM IMIPUTOTABRJIMBAIT JIeKapCTBEHHYIO
bopMy coemmHeHMAa OQopMyJiHl 1. PacTBopuUTeNM OOBUYHO BHOMPAT U3
pacTBOPUTEJIEN, KOTOPHEe I[IPM3HAaHH ClIelajJucTaMy B 5TOoM o00JlacTU B
KauecTBe ©OesonacHex (GRAS, TO eCcThb, I[IPM3HAHE ©Oe30MNaCHBEMM) IOJIA
BBelleHUS MIeKoIuTawnmeMy. Kak OpaBuiio, ©0e30lacHHEHeEe pPacTBOPUTEIN
IpeIcTaBJIAT CcOoOOM HEeTOKCHMUHBE BOIHHE pPacCTBOPUTENM, TakKue Kak
BOODa M IOpyI'Me HETOKCHUHEE pPacTBOPUTENNM, KOTOPHE pPaCTBOPUMEL B
BOe WJIM CMemMBalnTCa C Bomo¥. IloOxXomdamMe BOIOHHE PaCTBOPUTENU
BKJIOUAIOT BOLY, 5TaHOJI, IPONUJIEHTJIMKOJIE, [IOJINA TUJIEHTJINKOJIU
(HanpuMep, PEG400, PEG300), npyrue TI[IOHOOHEE PpPacCTBOPUTE M U KX
cMecH. JlekapCTeBeHHEHEe QOPMEL MOIT'YT TakKXe BKJKOUATL JOpyTMe  THUIIE
BCIIOMOT'aTeJIbHHEX BelleCTB, Takue KakK OIVH WM HECKOJIBKO Oybepos,
CTabUIN3aTOPH, aHTHMaOT'€3UBH, [IOBEPXHOCTHO~aKTHUBHEE BelleCTEa,
cMaduBammye CpeIcCcTBa, CMasHBaKlye cpelcCcTeBa, BMYJIET'aTOPH,
CBA3yHIMe, CyCIeHOVPpYyKIMe CPpelCcTBa, Pa3pPEXJUTEIN, HallOJHUTEJN,
COpPOEHTE, IIOKPHTMSA (HaIpuMep, KUIEUYHOPACTBOPMMOE IIOKPHTUE WU
[IOKPHTHE 0JIs 3aMeJIEHHOT'O BHICBODOXIEeHUA) , KOHCEepPBAaHTH,
AHTMOKCUMIOAHTE, CpelCTBa IJis HaHeCeHMs HellpO3pPadHOI'0 IIOKPHTUSAI,
CKOJIb34IMe BelleCTBa, BCIOMOT'aTeJIbHOe BelleCTBa, MWCIOJb3yeMEE B
npolecce [IPOM3BOILCTEA, OKpallMBaKliie BelleCTBa, IoncJacTUTe N,

apoMaTUIMpyrimme nodbaeku, BKYCOBEE IOOABKU U IopyIrrne WM3BeCTHHE
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nobaBKM 0JId [IOJIYyYEeHU A [IPUBJIEKATEJIBEHOTO BHEMHETO BUIA
JIEKApCTBEHHOT'O CcpencrBa (TO eCThb, COoeOuMHeHMd QOPpMYyJIE I WM ero
bapMalleBTMUECKOM KOMIO3MUMKM) MIXM IOJ8 OOJleTUueHUMs IIPOU3BOACTBA
bapMalleBTUUECKOT'O IIpOoOyKTa (TO eCThb, JEeKapCTBeHHOT'O IIpellapaTa) .
[0036] JlekapcTBeHHEE bopmer MOTYT OHITE IPUTOTOBJIEHE],
MCIIOJIb3Y S TPaOMUMOHHEIE MeTOHNE pacCTBOPEHMSa UM CMelleHMA. Hamnpumep,
[IOpOoWKOoODpa3Hoe CHIly4uee JIeKapCTBEeHHOe BelleCTBO (To eCThb,
coeIMHeHVe QOpMYyJIEL I, ero oOdapMaleBTHUUECKM IIpMeMIIeMyld COJIb WK
CTadUIIN3MPOBaAHHYIO bopmy CoeIuMHeHnsd, TaKyIo Kak KOMILJIEKC c
[IPOM3BOIHEM LUVKJIOOEKCTPUHA NI c IpyTVM M3BECTHEM
KOMILJIeKCOOOpasoBaTesyieM) pacTBOPART B IIOOXOLNAIEM pPacTBOPUTEJIE B

I[IpMCyTCTBUNA OIOHOTI'O mJjinm DoJiee OIIMCAaHHEIX BHIIIE BCIIOMOTI'aTeJIbE HBIX

BElleCTB. CoenuHeHNe, MMenmee TpedbyeMyio CTeleHb UMCTOTH,
HeoBA3aTeJILHO CMEelBaT C bapMalleBTHUUECKU IpUeMIIe MEIMA
prazbaBuUTeIAMA, HOCUTEJIAMHA, BCIIOMOT aTeJIb HEIMA BelecTBaMA W
cTadbunmzaTopaMm B bopme JIMOOUIIM3UPOBAHHOM KOMIIO 3L,

M3MeJIbUeHHOTO IIOpOollKka MM BOIOHOT'O pacTBopa. JlekapcTBeHHasa oGopMa
MOXeT OHTL I[IoJIyueHa CMeMlleHMeM IIPM TeMIepaType oKpyXawomel Ccpelb
IpM COOTBETCTBYKIEV BeJIMuMHe PH M IIpM COOTBETCTBYNIEM CTeleHU
UMCTOTH C QU3MOJOTUUECKM IIPHUEeMIIEMBEIMM HOCUTeJIAMM. BeJgnuuHa pH
JeKapCcTBeHHOVY  GOPMEI 3aBMCUT IJIaBHEM 00pa30M OT KOHKPETHOTO
IpMMeHeHMSa U KOHIEeHTpaluM COeIMHEeHMS, UM MOXeT HaxXOIUThbCS B
omarnaszoHe OT Opubiu3uTesbHO 3 1o Opubim3uTesbHO 8. B ciydae,
KoTrga OTIIMCEIBaeMoe B n3o0bpeTeHun BCIIOMOTaTeJIbHOE CpeICTRBO
OpencraBJigeT cobo¥ TReplyld aMopdHYI »OUCIepCcHio, o00pa30BaBIYICS B
pesyJbTaTe Ipollecca pacTBOpeHusa, »no6aBKM MOTYT OHTH BBEIOEHEH
HeloCPeOCTBEeHHO B IIOIOBepPTaeMEM PacCOBIIMTeJILHOM CYIIKe PacTBOP IIpHU
obpasoBaHUM CMeCM, HalIpuMep, OOOaBKY pPaCTBOPAKT WM CYCIeHIUPYIT
B pacTrBope B BUIE CyCIIEH3UH, KOTOPY® 3aTeM [IOOBepPTaKnT
PacCIBUIMTEJILHOM Cyllke. B KauecTBe BapuaHTa, »JobBaBKM MOTYT OHTDH
BBeleHE IIOCJIe IIpollecca PacCObUIMTEeJIbHOM CYIMKM OJS OBJIeTUeHUd
o6pasoBaHMa KOHEUHOM JIeKapCTBEHHOM (GOPMH.

[0037] OnmcaHHOEe B n300peTeHnn coeIrHeHue WMJIIN ero
bapMalleBTUYECKHA IpMeMIIEMYO OBOBUHO NIPUTOTaBJIUBAIT B BUIE
JIEKapCTBEHHEX QOPM, KOTOPHEEe o0ecrneurBalT JET'KOCTb PeTIyJIMPOBaHUA

IOJO3El JIEKapCTBEHHOI'O cpencCTBa n IIO3BOJIAKT OOJILHOMY cobimonaTs
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IpennmcaHHbEM pPexmmMm n cxemy JIeueH . JlekapCTBEHHHE bOopPMEL
ONIMCaHHOTO B M300peTeHuM COEeOMHEHMS WIM eTo (QapMalleBTUUECKU
IpUeMIIEMOM COJIM MOTYT OBTH HOPUIOTOBJIEHH OJIS pPas3JIMUHBX CIIOCODOB U
TUIIOB BBEIOEHUA. Hos OOHOTO U TOTO  Xe COEOMHEHUS  MOTYT
CYIIeCTEBOBATh pPas3JIMUHEE JIEKAPCTBEHHEE QOPMBI, TakK Kak pas3JIMUHEE
MeIVIVHCKN/E COCTOSgHMA MOT'yT TpeboBaThk IIPUMEHEHME  Pa3JIMUHHEIX
Crioco®oB BBEeOeHUS.

[0038] KoimuecTBO aKTMBHOI'O MHIPEOMEeHTa, KOTOpOe MOXeT OHTH
o0wenrMHeHO C MaTepuaJioM HOCUTEeJIA C IIOJIydeHHMeM JieKapCTBeHHOM
dopMEHI C pPa30BOM HOO30M, MOXET 3aBMCETh OT CcyOBbeKTa, IIOOBepIraeMoIo
JIEUeHUID, M KOHKPEeTHOTIO crocoba BBeleHMA. Halpumep, JeKapCTBeHHAad
bopma C BEHICBOOOXIOeHVEM JIeKapCTBEHHOT'O cCpencTBa B TeueHMe
BpeMeHM, IIpeldHa3HaueHHad OJA IIepOopalJIbHOTO BBEIOeHUSd JIOOAM, MOXeT
comepXaThb OpUOIM3UTeabHO oT 1 mo 1000 MI akTMBHOT'O BelNeCcTBa,
CMEWaHHOTO C COOTBETCTBYKRIMM M IIOOXOOANMM KOJMUeCTBOM MaTepuala
HOCUTEJIA, KOTOpOe MOXeT M3MEHATbCHA OT HOpubIM3UTEeJJEHO 5 IO
NIPUOIIUBUTEIIEHO 95 Macc.$ oT CyMMapHOM MaCCH KOMIIO 3ULIM .
dapMalleBTUUEeCKad KOMIIO3MLMA MOXeT OBTH IIPUTOTOBJIEHA OJIS JIETKOTO
[IOJIYUYEeHMSI  M3MEepSaeMEX KOJMUEeCTB JIeKapCTBEHHOT'O CpelcTBa  IOJiA
BBEeOEeHUA. Hamopumep, BOIHLIN pacTRBOp, nIpenHasHaYeHHBM oJis
BHYTPUBEHHOM MHOY3UM, MOXeT COOepXaTh OT NpUOIM3uTesbHO 3 mo 500
MKI aKTMBHOTO MHIpPeIMeHTa Ha MAJIMIKNTP pacTBopa, IOJIAd TOTIo UYTOOH
MOXHO OBJIO OO0ecCleuMTb MHQY3UID I[IOOXOOAmero o6beMa CO CKOPOCTBIO
opudiamnsurTesbHo 30 MiI/yac. B kauecTBe oOmel HOPME, HauvaJlbHOEe
bapMalleBTUUYECKHU >0dbeKTUBHOE KOJIMYEeCTBO BBOOMMOTO MHTUOUTOPAa
MOXEeT HaxXOOUTLCH B OuanasodHe 0,01-100 Mr/xr Ha IJo3y, a MMeHHO,
npudiansuressrHo or 0,1 mo 20 MIP/KI MaccCH Tejla HallMeHTa B IeHb,
OpM STOM MCIOJbL3YEMEM TUIMUHLEM HauvaJIbHBEM OMala30H »OO3UPOBAaHUSA
coenmmHeHMs cocTaBjgeT orT 0,3 mo 15 MI/KI/CYTKM.

[0039] MHcmooJabsyeMel B M300peTeHUMM TepMMH "TepaleBTHUUeCKU
20bekTUMBHOe KoJIMUecTBO" ofo3HauaeT TakKoe KOJMUeCTBO AaKTMBHOTO
COEeIMHEHUS VI bapMaleBTUUECKOTO BEMECTBA, npu KOTOPOM
OOCTHUTaeTCsa OMOJOTUMUECKUY WM JleueOHHI OTBeT B TKaHM, CHUCTeMe, VY
XKMBOTHOTO WMJIM  UeJIOBeKa, KOTOpOTO IHOOBMBaAeTCd  MCCIEeNOBAaTEIb,
BeTepMHap, Jleuammm Bpau VI opyroun KJIMHWUECKUM Bpay.

TepaHeBTMT{eCKVI MJin (]_)apMaU,eBTT/IT{eCKM 9(]_)(]_)6KTI/IBHOG KOJIMYeCTBO
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BBOOMMOTO COEeMHEHUS BynmeT ONpelelIaTbCH IPUB e eHHEMU BHIIE
coofOpaXeHMsAMM, W OHO SABJISeTCH MUHUMAJIEHEIM KOJIMYECTBOM, KOTOPOe
HeoOXOoOMMO IJIA OOJIeTUEeHMSd, W3JIeUeHUHd WM JiedeHUd 3aboJieBaHUA WM
paccTpoMcTBa, WMJIM OIOHOTO MM OoJjiee M3 er'0 CUMITOMOB.

[0040] <dapMalleBTMUECKME KOMIIO3ULUNM COeOIMHEeHUM u3 Tadbauus I
OOJDKHEL OBITH TIPUIOTOBJIEHH, HOO3UPOBAHE M BBEIOEeHH COOTBETCTBYIIVM
ofbpasomM, TO eCcThb KOJIMUECTBAa, KOHIIEHTpaluu, CXEMHI, KYPCEHI,
HOCHUTEJNIM ¥ CIOCOOH BBeIeHMS HOOJDKHEL HaxXOOMTBCH B COOTBETCTBUU C
TpeBoBaHMAMM HalJiexalle MeOUIMHCKOM IpaKTuku. OaKTOPH, KOTOPHEe
cijenyeT IIpUHUMMaATE BO  BHMMaHME B CBSA3M C  5BTUM, BKJIOU AT
KOHKpETHOE 3aboJieBaHue, monJiexaliee JIeUEeHMD, KOHKpPEeTHOE
MJIeKONIMTaKIee, noneepraeMoe JIEUEeHUIO, KJIMHUUECKOE COCTOSAHUE
KOHKPETHOTO nauueHTa, [IPUUMHY 3aboJieBaHUd, MeCTO OOCTaBKU
JEKaApCTBEHHOTO CpencrBa, crioco® BBeOeHUHd, cCxXeMy BBeIeHUSA U
opyrme ©GakKTOpE, M3BeCTHHE JedallMM BpadaM, HalpuMep, BoO3pacT,
Macca Tejla UM BOCIPUMMUMBOCTL K JIEUEHMIO KOHKPETHOI'O IIalMeHTa.

[0041] TepmMmH "mpoduslakTUUeCcku  B5dOOeKTUMBHOE  KOJINUUeCTBO"
OTHOCUTCSA K  KOJMUECTRBY, KOoTOpoe  4BJgeTcsa 20OeKTHMBHEM  OJIS
npenoTBpameHmns VI CyIeCTBEeHHOTO YMEHBIIEHU BEPOATHOCTHA
BOBSHUKHOBeHMSA  3abojieBaHMSA WMJIM  PacCTpOMCTBa, i  oBJIeTUeHUA
TaxecTr 3abdoJieBaHMsa MJIM pPaccTpoMcTBa IO TOI'O, KaK OHO BOBHUKIIO,
WIY OJia ofJIeTueHMA TAXEeCTM OOHOTO WM 0o0Jiee M3 €TI0 CHMIITOMOB IO
PasBUTUA D2TUX CHMITOMOB. B o00mMx dYepTax, OPpOodMIIaKTUUEeCKMEe MEpPEH
Ioopas3nesIgsioT Ha  [IepPBUUHYHD OPOOMIIaKTUKY (mJs HOpenmoTBpalleHMs
BO3HUKHOBeHMA 3aboJjieBaHUA) VM  BTOPUUYHYK HOPOOUIIaKTUKY (korma
3aboJIeBaHME YXe HaxXxOOUTCS B CTalIuM Pa3BUTHA, ¥ DalMeHTa 3allianT
OT yCcyInyOJIeHUS BTOTO IIpollecca pa3BUTUA 3aboJiIeBaHUA) .

[0042] [MpueMsieMele pasbaBUTeNM, HOCUTEIHN, BCIioMOT'aTeJIbHHE
BelecTBa U CTabuiIM3aTopH IpedCTaBJIST CcoOolM BemecTBa, KOTOPHE
ABJIAKTCAS HETOKCUUHHEMKM IJIS PEeUMIIMEHTOB B IOMalla30HE MCIIOJb3YyEMEIX

003 U KOHULeHTpaluul, M BKJIoOUalT Oydepr, TakMe Kak odoocdaT, LUTPAT

" opyIrne OpTraHM4YEeCKNre KMCJIOTEL; AHTMOKCVIAaHTEIL, BKJIKUAa A
aCKOpéMHOBYIO KMCJIOTY n MeTVMOHMH;, KOHCEPBaHTH (Takmue Kakr
OKTaOelnIOuMe TUIIOeH3UIJIaMMOHM S XJiopmno, I'eKCaMeTOHMA XJIopuno,

OeH3aJIKOHUA XJIOPUL, OeH3eTOHUA XJiopun, obeHo, OYTUIIOBEI  WMJIN

DeH3UIIOBEMN CIipT, aJ'IKMJ'IHapa@eHBI, Tarme Kakr MeTWJI— MJIn



22

nponminapabeH, KaTexXMH, Pe30PLMH, IMKJIOTEeKCAaHOJ, J3-TIeHTaHOJI M M-
Kpes3o0J1); ©0eJIKM, Takue KakK CHBOPOTOUHHM aJIbOYMMH, XKeJlaTuH WK
VIMMYHO TWJIO Oy JIVIHH ; TUIOPODUIIE HEIE TTOJIMMEPHL, TakKue Kak
MOJIMBUHUIIIIMPPOJMUIOOH,; AaMMHOKMCJIOTE, TakKMe KaK IJIMIMH, TJIYTaMuH,
acriaparmMH, ITUCTUIVH, apI'MHMH WM JIM3MH; MOHOCaxapwumhl, IMCaxapuIbl
VM  IOpyI'Me VYIJIEBOIH, BKJKOUYasa IJIOKO3Y, MaHHO3Y WJIM HOEeKCTPWHH;
xXeJjiaToobpasywire peareHTH, Takue kak EDTA; caxapa, TakKue Kak
caxaposa, MaHHUT, Tperajio3a VIV copbuT; coJieoBpasyrmue
IPOTHMBOMOHE, Takue Kak HaTpulM; KOMILJIEKCH MeTaJlJIOB (HalpuMmep,
KOMILJIEKCEHI Zn—-0eJIoK) ; u/ HEMOHHHE [IOBEPXHOCTHO-aKTVMBHEE
BelecTBa, Takue kak TWEEN™, PLURONICS™ pnn [ODOJIMUMSTUIIEHIJIMKOJIE
(PEG) . AKTHUBHBE JIeKAPCTBEHHEHE MHIPEOIMEeHTH MOI'yT OHTb TaKxXe
3aKJIUEHE B MUKPOKAIICYJIHL, [IOJIYUYEHHEE, HalpuMep, MeTOoIaMM
oBpas0oBaHMsa KoallepBaTOB MM 0OyTeM MexbasHOM  IIOJIMMepU3aluu,
HalpuMep, B TUIOPOKCUME TUIILEJIIIIOJIO 3HEIE VI XeJlaTUHOBHE
MUKPOKAIICYJIE n [IOJIUME TUJIME TaKpUJIa THHE MUKPOKAIICYJIH,
COOTBETCTBEHHO, B KOJJIOMIOHEIE CUCTEMH HOOCTAaBKM JIeKapCTBEHHHX
CpencTB (HanpuMep, B JIUIIO COMEI, MUKPOCOEPEL ns3 aJiL0yMHUHE,
MUKPOBSMYJIbBCUM, HaHOUACTULE ¥ HaAHOKAIICYJIH) WJIM B MaKpPO3SMyJIbCUM.
TakmMe MeTOIH OIMCAaHE B MOHOTpadum Remington's: The Science and
Practice of Pharmacy, 21%% Edition, University of the Sciences in
Philadelphia, Eds., 2005 (majlee o6Oo03HauaeMOM B TeKCTe Kak
"Remington's") .

[0043] "CucTeMH KOHTPOJIMPY EMOM OOCTaBKU JIeKapCTBEHHEX
cpencTB" TIM0O3BOJISET HOOCTABJATE JIEKAPCTBEHHOE CPeICTBO B OpTlaHU3M
TakMM CHIocoBoM, KOTOPHM ITaeT BO3MOXHOCTL TOUHO KOHTPOJIMPOBATEH
COOTBETCTBHUE KOJIMYeCcTBa BBOOMMOTO JIeKapCTBEHHOTO cpencTrBa
[IoOBepIraeMoOMy JIEUEeHUID COCTOSHUD. OCcHOBHOM LIEJIBIo ABJIAETCSH
OOCTUXEeHMe TepalleBTUUeCKOV KOHLEeHTpaluM JeKapCTBeHHOTO CpeIacTBa
B MeCcTe eTro OeMCTBUSA B TeueHMe TpedyeMOoTo IIepuMola BpPEMeHMU.
TepMMH "KOHTPOJIMPYeMOEe BECBODOXIeHMe" dYacTo MCIOJbB3YeTCHd OJIA
oB0B3HaUueHMa Pa3JIMUHHX MeTOIOB, KOTOPHE II03BOJIAKRT MOIMOUIIMPOBATH
BHICBODOXIEHMEe JIeKapCTBEeHHOTO CpelcTBa M3 JIeKapCTBeHHOW (GOpPMH.
3T70T TepMMH BKJIUAEeT IIpernapaTH, oO003HauaeMble KaK IpernapaTe "cC

IPOJIOHTUPOBAHHBEM BHICBOOOXIOeHreM", "c 3aMenJIeHHEM
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BHCBODOXIOeHMeM", "C MOOUOMUUPOBAHHEM BHCBOOOXOeHMeM" wmiu "cCo
CTabUMJILHEM  BEICBOOOXIeHMeM BO  BpeMeHU". Kak npaewuio, MOXHO
00eClleurTs KOHTPOJMPYEMOe BHEHCBOOOXIEHNE OIMCAHHEIX B M300peTeHUU
JIEKAPCTBEHHEX CPenNCcTB IIyTeM MCIOJBE30BaHMa OOJIBIOTIO pa3Hoobpasud
IIOJIMMEPHEIX HOCUTEJIEM ¥ CHUCTEeM KOHTPOJMPYEMOTO BHCBOOOXIEHUS,
BKJIOUAKIMX BPOOUPYEMEE M He »BpolupyeMble MaTpMLBE, OCMOTHUECKUE
perynmpyommue YCTPOMCTEE, pa3JInYHEe YCTPOMCTBAa B bopme
pe3epByapoEs, KUMIIEeUYHOPACTBOPUMELE O0B0JIOUKHU " KOHTPOJINPY eMEIE
YCTpOMCTEBa B dopMe MHOXeCTBa 4YacCTHUI.

[0044] "llpemapaTH CO CTabMJIBbHEM BEHCBOOOXIeHMEM BO BpeMeHuU"
ABJIAITCA HauboJee pacnpoCTpaHeHHEM [IpUMEHEHMEM MeTona
KOHTPOJIMPYEMOT'O BEICBOOOXOeHMA. IlloOxonAamye IOPUMEPH IIpelapaToB Cco
CTabuJIb HEM BHICBODOXIEHMEM BO BpEMeHU BKJIIOUAOT comepxamue
COeIMHEHNE [IOJIYNIPOHUIIAEMEIE  MaTPMULE U3 TBEPIOEX IUOPOGOOHEIX
IIOJIMMEPOB, [IpUYeM MaTpMUH [OIPeICTaBJIAT CcOoOOM IpOodUIIMPOBAHHEE
n3neama, HalpuMmep, I[IJIeHKM WM MUKPOKAIICyJibl. [IpuMepH MaTpHl, CO
CTabMJIBHEM BECBOOOXIEHMEM BO BPEMEHM BKJIOUAIT CJIOXHBE I1OJINSOUPH,
TUOPOTENN (HanpuMmep, [IOJIMMED 2-TUOPOKCUBTUIIMETaKpUIIaTa NI
IOJIMBUHMIIOBHIM  CIIUPT) , [IOJIMJIaK T IOEL (maTegT CIMIA N 3773919),
CONOJIMMEPH  L-TJIyTaMMHOBOM  KMCJIOTH ¥  TaMMa-3TWJI-L-TJlyTamMaTa,
HeOMopasjalraeMele COIIOJIMIMEPH STUIIeHa u BMHMJIALlEeTaTa,
BuopasaraeMee COIMNOJMMEPH MOJIOUHOW KUCJIOTH U TUIMKOJIEBOM KMCJIOTH,
U noJm-D- (-) -3-TUIPOKCHUMACJIAHYID KUCIOTY .

[0045] MoryT OHTH TakXe IIPUIOTOBJIEHH "IpenapaTH C OBHCTPEM
BHICBOOOXIOeHMeM" | OYHKLIMEN 5BTUX JIeKapCTBeHHEIX GOpM  ABJIAeTCH
oCyleCTBJIEHUE, Kak  MOXHO OrICTPEE, OOCTaBKM  JIEKApPCTBEHHOTO
CpencTBa B KpPOBOTOK UM K MeCTy e€Tro »OelcTtBusa. Hamnpumep, C LeJbo
OEICTPOT'O pPacTBOpPeHUs, OOJIBIIMHCTBO TabJIeTOK M3T0OTaBJIMBAKRT TaKMM
obpasoM, UYTOOE OHM I[IPpM BBeleHUM OHCTPO pacllalallUChk Ha I'PaHyJIH U
3aTeM nesarpel'MpoBaliiCh oo BEICOKOIOVCIIEPCHEIX gyacTul. Clide)
obecrieunBaeT BOJIBIIYIO omanlb IIOBEPXHOCTH, IoOBepTaKnmencsd
BO3OEUCTBMIK pPacTBOpAKMEN  CpenH, UTO IOIPUMBOOUT K  YBEJIMUEHUD
CKOPOCTM pPacTBOpPEeHUS.

[0046] OmnmcaHHEHE B M300peTeHUM JIeKapCTBeHHHE CpeIcTBa MOIYT
OBITE BKJIOUEHH B DSPOOMPYEMYyK WM He SBPOIUMPYEMYH IIOJIMMEPHYIO

MaTpUITyY yCTpOﬁCTBa OJIA KOHTPOJIMPYEMOTI'O BHICBOOOXIEHNSL . Ilon
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SPOIMPYEMOV MaTpHUIleM IIoIpa3yMeBalT SpOoOMpyeMbHe WM Habyxaomue B
BOIE MaTPMLEH, WIIn BOOOPACTBOPUMEE  MaTPUILEH, B CMEICJIe X
CIIOCOBOHOCTM D2POIMPOBATHL MM HabyxaTh, WIM PaCcTBOPATLCAS B UMCTOM
BOIOe, WJIM KOTOPHE TpebyoT IPUCYTCTBMA KUCIOTH WIM OCHOBAHUA IOJIA
VX MOHM3aLMM, OOCTATOUHOM MOJIS MHUIMMPOBAHMA IMIpollecca DPpOo3UM WM
pacTBOopeHMusa. IlpM KOHTaKTe C BOOHOM Cpelol, B KOTOPOM IMIPpMMEeHSeTCd
spoIvpyeMas IIoJIMMepHasa MaTpulla, OHa BIMTHBaeT BoOoy M ofbpasyerT
Ha®yxmuii B BOOe TeJlb WMIM MaTpHully, KOTOpHEe coIepXxaT B cebe
omnMcaHHOe B U300peTeHMM JeKapCTBeHHOe cCcpencTBoO. Habyxawmasa B
BOIOe MaTpHula IIOCTEeleHHO »SPOoOUpYyeT, YBeJIMuMBaeTCcd B pasMepax,
pacrnamaeTcsa WIM PacTBOPSAETCHS B OKpyXaomel cpene IIPMMEeHEHUS, B
pe3yJbTare yero IPOUCXOOUT KOHTPOJIMPYEMOEe BEICBOOOXIeHME
OIIMCaHHOTO B n300peTeHUn COeIOMHEHUS B OKPYXAKIY0 cpeny
nprvMeHeHMss. OIMH MHIPeIMeHT DToM Hadyxaomel B BOOe MaTPULH
npencraBjsgeT cob®o¥ CcrHoco®HHM K Hab®yxaHuio, K DPpOo3uUM WIM K
PACTBOPEHUIO B BOOEe IIOJMMEP, KOTOPHM OOBUHO Ha3HBAT OCMOTUUECKUM
[IOJIMMEPOM, TIHIpoTreJsieM MM HabyxawmyM B BOOe IMoJMMepoM. Takue
IIOJMMEPH MOTYT TIPeNCcTaBJIATE CcoOOM JIMHEWHBEEe, pa3BeTBJIEHHHE WK
CHIUTEIE TIOJIMMEPH. I[IOJIMMEPHE MOTYT IIPeldCTaBJIATL CcOoOOV IT'OMOIIOJIMMEPE
WM COTIIOJIMMEPH. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHMS, OHUM MOTYT
IpencTaBJaTh cobon CUHTEeTHUEeCKUE TIOJIMMEPH, IIOJIYYeHHEIMM us
MOHOMEPOB BMHMJIIa, akpuijaTa, MeTakpujaTa, ypeTaHa, CJIOXHOTO 0upa
M OKCHMIOB. B IOpyIrux BapMaHTax OCYIEeCTBJIeHMS, OHM MOTYT OHTbH
IPOM 3B OIHEMMI IPUPOIOHEIX [IOJIMMEPOR, TakKUx Kak IIoJIMCaxapUIk
(HanpuMep, XUTUH, XUTO3aH, IeKCTpaH ¥ OyJUIyJaH, kameIb arap,
TryMMrapabuk, KaMenob Kapaunu, KaMenob O0B0OB POXKOBOTO IOepeBa,
KaMeObh TpaTl'akKaHT, KappareHaH, kKaMeIb TaTTM, I'yapoBas kamelb,
KCcaHTaHoBasa KaMeIb UM CKJEPOIJIoKaH), KpaxMaJih (Halopumep, IOeKCTPUH
M MaJbTOOEKCTPMH), THUIPOOMILHEE KOJJIOMOH (HaopuMmep, IIeKTUH),
bochaTuorl (HaopuMmep, JEeUUTHH), aJbTMHATH (HaopuMep, aJbIMHaT
aMMOHMS, aJIbTMHAT HaTpUA, KaJnsa WU KaJbLUM4g, aJlbTMHAaT
OPONUJIEHTJIMKOJIA) , KeJlaTHuH, KoJJIaTeH M LeJUIJIO3HBE  IIOJIMMEPH .
IeJJII0JIOBHEE  I[IOJMMEePH  OpedcTaBJIgnT CcoboM  HoJuMep  LeJUJIJIOS3H,
KOTOPHEM OBUI MOIMOUIIMPOBAH IIYyTeM B3aMMOINEeMCTBUA, IO MeHbllel Mepe,
YacTM TUIPOKCUJIBHHX TPYIIN Ha CaxXxapMIHHX IIOBTOPAKMIMXCSI 3BEeHBAX C

CoeIIMHeHeM C O@paSOBaHMeM CJ'IO)KHOS@_)MpHOﬂ CBA3M WJIM CBA3SAHHOTIO
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yepes IIPOCTOM 20UP 3aMecTUTeJId.

[0047] Hamopumep, IOJIMMEP  DTWIILEJJIJIO3H MMeeT  CBSA3aHHHM
yepes 20Mp DSTUILHBM 3aMeCTUTeNb, [IPUCOeOMHEeHHHM K CcaxapuIHOMY
IIOBTOPAKMEMY C A 3BeHy, a IoJIMMEepP aleTaTa LEeJJII0JIOBE  UMeeT
CBA3aHHBM uUepes CJOXHEM 20UpP alleTaTHHM 3aMeCTUTeJlb. B KOHKPEeTHHX
BapMaHTax OCYIEeCTBJeHM, LeJUIOJIO3HEE I[IOJIMMEPH IJIS DSPOodVpyeMon
MaTpMLE BKJIOUYAKT PacTBOPMMEIE B BOIe U D2pOoIOMpPyeMeHe B BoIe
LeJIJII0JIORE, KOTOpHEe MOTYT BKJWOUATL, HAIpPpUMep, »Tuilesuojos3y (EC),
Me TUJID TUJILIeJIJIInJIO 3Y (MEC) , KapBOOKCHUME TUJILLEJIIIIIIO3Y (CMC) ,
KapBOKCUME TUIID TUIILeJIIIJIO3y (CMEC), I'MOPOKCHUDTWMILeIJI03y (HEC),
TUIPpOKCUllponuILesumio3y (HPC), aueraT uesumoio3e (CA), OpPOIMOHAT
nesunoJioss (CP), OyTupaT uesurosio3s (CB), auleTaT OyTHpaT LeJJIJIOSEH
(CAB), CAP, CAT, TIHUIPOKCHUIPOIMIMETWUILeJJII03y (HPMC), HPMCP,
HPMCAS, aleTaTTpPUMEeJJIMTAT IUIPOKCUIIPONIMIIME TUIILeJIIojo3s (HPMCAT)
n STUIITUIOPOKCUS TUJILIEJIJIIIIO 3Y (EHEC) . B  KOHKpPEeTHEX BapraHTax
OCYMeCTBJIEHMSA, LEJJIOJIO3HEE I[IOJMMEPH BKJIOUAT pas3JIMUHbBEe CopTa
TVMIOPOKCUIIPONIMIIME TIUJILeJIJII0JIO 3H (HPMC) c HUBKOM BA3KOCTEIO
(MoJIekyJIIpHasas Macca MeHbIle wmaIM paBHa 50000 »manbToH, HalIpuMep,
Dow Methocel™ cepun E5, EI15LV, E5S0LV um KIO0LY) ¥ <C BLHCOKOHU

BA3KOCTRI (MoOJIekyJigpHasa Macca ©OoJgpme 50000 pmanesToH, HalpuMepP,

E4MCR, E1O0MCR, Ki4M, u K15M K100M um Methocel™ cepun K). Ipyrue
KOMMEPUEeCKM OOCTYIIHBEE TUIIE TIUIPOKCUIIPOIMIIME TUIILEJIJIoJIo3s (HPMC)
BrJOUalT Shin Etsu Metolose cepum 90SH.

[0048] Ipyrue BelleCcTBa, MCIIOJIb 3y EMEIE B KauecTBe
SPOIUPYEMOTO MaTepuala MaTpPULE, BKJIIOUAT, HO DTUM He
oTpaHMuMBas, OYJIIyJaH, IIOJUBUHUINIMPPOJIMIOH, IIOJUBUHMUIIOBHY CIUPT,
IOJIMBUHMIIALETAT, D20UPH ITJIMLIEeprHa UM XUPHHX KUCJIOT, IIOJMAaKPUJIaMUI,
IOJIMAKPUIIOBYIO KMCJIOTY, COIIOJIMMEPE.  2TaKPUJIOBOM KUCJIOTH  WMJIU
MeTaKpUJIOBOM KUCJIOTH (EUDRAGIT®, Rohm America, Inc., Piscataway,
New Jersey) U IOpyI'Me IIPOM3BOIHHE aKPWUJIOBOM KUCIJOTH, Takue Kak
TOMOIIOJIMMEPH ¥  COIIOJIMMEpPH OyTuJIMeTakpuiaTa, MeTuJIMeTakpuiaTa,
STUIMeTakpuiaTa, STuUlakpuilaTa, (2-OIVMMeTUJIaMMHODTUII)MeTakpujlaTra U
xJopuia (TpUMMEeTUIIaMMHODTHUII) MeTaKpujiaTa.

[0049] B kauecTBe BapuaHTa, JeEeKapCTBEHHEHE CpencTea IO

HacToAmeMy MBO@peTeHMIO MOTYT OBITH BBeIeHE MJIn BKJIOUYEHEL B
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YCTPOMCTBA Ha OCHOBe HEeRPOOMPYEMHEX MaTpMll. B Takux yYCTPOMCTBAX,
onMcaHHOe B u300peTeHUM JeKapCTBeHHOEe CPeICTBO paclpenejleHO B
MHEPTHOM  MaTpulle. JlekapcTBeHHOE CpeIncTBO BHICBODOXIaeTcs B
pe3ylbTaTe muddysuUM Uepes MHEPTHYI MaTpully. IIpMMepH MaTepuralloB,
IIOOXOI AMMX 0 VHEPTHOM MaTpPMWILEH, BKJIIOUAIT HepacCTBOPUMEIE
[IJJaCcTMAacCCH (HaIopuMep, COIMIOJMMEPH MeTUJlakKpujiaT-MeTUJIMeTakKpuiIaT,
MIOJIMBUHUIIXJIOPUI, IIOJUBTUIIEH), TITHUIPOOUIILHEE IIOJMMEPH (HaIpuMep,
STUIILEJIJII034a, aleTaT  LeJJInJIOSBH, CIIUTHIA  [IOJIUMBUHUINIUPPOJINIOH
(M3BEeCTHEM TakXxe, KaK KPOCIOBUIOH)) U aJudpaTrMuecKMe COeIMHEHUSA
XUPHOTO PpdOa (HaopuMep, KapHayOCKUM BOCK, MUKPOKPUCTAJJINUECKUN
BOCK WM TPUIJIMLUEePUAOH) . TakuMe YCTPOMCTBa [OIOPOOHO OIMCaHHE B
MoHOTpadmm Remington: The Science and Practice of Pharmacy, 20th
edition (2000).

[0050] Kak OTMeudaJloCh BHIIE, ONIMCaHHEEe B n3obpeTeHUn
JIEKAPCTBEHHHE CpPenOcTBa MOT'yT OBTE TaKXe BKJIIOUEHE B OCMOTHUUYECKOE
YCTPOMCTBO IJIA KOHTPOJUMPYEMOTO BHCBOOOXIeHMsa. Takue YCTPOMCTBA
OOBUHO BKJIOUAKT CepIUeBMHY, COHOepXallyld ONHO MM 0OoJiee ONMCAaHHHX
B M300peTeHUM JIeKapCTBEHHEX CpPeICTB, M OKPYXaKIyl CephOleBUHY
BOIOOIIPOHHUIIaAEMYIO, BOIOOHEPACTBOPUMMYI U  HespoIupyeMmyl  000JIOUKY,
KOoTopasa PpervyMpyeT IIOCTYIUJIeHMEe BOOE B CepHlleBUHY M3 OKpyXawlen
BOIOHOM Cpemnr, B KOTOPOM IMIpMMeHSeTCsa 5STa JekapCcTBeHHasa odopMma,
IpUMeHeHUS TakuM ofpa3oM, B CHUIIY UYero I[IPOUCXOOUT BHCBOOOXICHUE
JIeKapCTBEeHHOTO CpelcTBa B pes3yJjbTaTe  BHTECHEeHMS  HeKOTOpOoTo
KoJIMUeCcTBa WJIM BCeT'0 KOJMUeCTBa COIOEePXMMOI'O U3 CepIlleBUMHE B
OKpVYXalllyl cpely, B KOTOPOM IpuUMeHIeTCs JieKapcTBeHHas ¢opMa. B
KOHKPETHEIX BapuaHTax OCymeCTBJIEHUI, oBoJiouKa ABJISeTCH
IOJIMMEPHOM, BOOOIPOHMIIAEMOW ¥ MMeKonT, I[I0 MeHbllel Mepe, OOHO
HarHeTaTeJlbHOe OoTBepcTHUe. CepIlleBMHA OCMOTUUECKOTO YCTPOMCTBA
HeoOsa3aTelIbHO BKJIOUAeT OCMOTHMUECKMM peareHT, OQYyHKLUMEN KOTOpoTo
ABJISEeTCA BCacCHBaHMe BOIH M3 OKpyXallmeM cpelh uepe3 TakKyo
noJynpoHullaeMyln MeMOpaHy. OCMOTHMUECKMM peareHT, coIepXamuicsa B
cepIlleBMHE 5STOTI0 YCTPOMCTBA, MOXeT IIPedCTaBJATL CcoBOoM CIOCOOHLM
K HabyxaHUoO B BOIE TUOPOOUIILHEI  [IOJIMMEP, MIM OH  MOXeT
IpencTaBJIATL CoOOOM OCMOTEeH, TakKXe M3BEeCTHHM Kak ocCMopeaTreHT.
BuyTpu YCTpPOMCTBA coszmaeTcsa oaBJieHUe, KOoToOpoe 3acTaBiygeT

JIEKapPCTBEHHOEe CpeICTBO (Cpe,JICTBa) BEIOCJIATECA W3 YCTpOﬁCTBa gepes
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OoTBepCTHE (pasMep KOTOPOT'O IOJDKeH OHBTE BHOpaH TakK, 4YTOOH CBECTHU
K MMHMMYMY IMOQY3UI PaCTBOPEHHOTO BeMeCcTBa, IIpeloTBpamasd IIPpU
STOM  YBeJIMUEeHUE TUOPOCTAaTUUYECKOTO  Haropa) . HeorpaHuumMBammme
IpUMEPH OCMOTUUECKHUX YCTPOMCTB IJIS KOHTPOJMPYEMOTO BHCBOOOXIESHUSA
JeKapCTBEHHOTO IIpellapaTa ONMCaHeH B IIaTEeHTHOM OOKyMeHTe U.S.
Patent Application Serial No. 09/495061.

[0051] KosmmuecTBO CIIOCODHOTO K Hab®yxXaHMIO B BOIE
TUIPOPUIIEHOTO  IIOJIMMEpPa, OPUCYTCTBYIETO B CepOleBMHe, MOXeET

HaXOoIMTBECA B IMalla30OHe OT HpM@HMBMTeHBHO 5 mo HpM@ﬂMBMTeHbHO 80

Macc.% (B TOM  UMCIIE, HalpuMep, oT 10 oo 50 Macc.%) .
HeorpaHnUMBamIme IPUMEPH MaTepMraJioB CepIlleBUHE BKJIIOUAT

TUOPOOUIILHEIE BUHUIIOBHE M aKPWUJIOBEE IIOJIMMEPH, [IOJIMCaxapuIr, TaKue
KakK aJbIMHAT KaJblUug, [IOJIUATUIIeHOKCun (PEQ), HOOIMBTUIEHTJIMKOJb
(PEG), [IOJIUIIPOIIUIIEHTJINKOJIb (PPG), [IOJIUMED 2-
TUOPOKCUBTUIIMETAKPUIIaATa, [IOJIMAKPUIIOBYI KUCJIOTY, IIOJIMMETaKPUIIOBYIIO
KUCJIOTY, MOJUBUHUINUPPOJIUAOH (PVP) u cmmTeM PVP, [ODOJMBUHWUIIOBHM
CHUpT (PVA), COIIOJIMIMEPEL PVA/PVP n COIIOJIMIMEPEHL PVA/PVP C

ITUIPpOodOOHEIMM MOHOMepaMM, TaKMMM KaK MeTuJIMeTaKpuiiaT, BUHMIIaueTaT

u opyrue onoOHHE TuapodoOHEEe MOHOMEDPEL, TUOPOOUIIEHEIE
[NoJIMYpPeTaHH, comepxamme foJipmme OJIOKU PEO, KpOCKapMeJlJIo3y
HaTpuU4, Kappal'eHaH, TUOPOKCUD TUIILLEJIIIIIIO3Y (HEC) ,
TUIOPOKCHUIIPOIIMIILEJIIIIIOZY (HPC), TUOPOKCUIIPOIINIIME TUIILLEJIJIIIIO 3Y
(HPMC) , KapBoKCHUME TUJILLEJIIIIIIOBY (CVC) Y KapOOKCUDTUJILEJIIIO3Y
(CEC), aJlbTMHaAT  HaTpUd, noJmmkap6oon, XeJlaTuH, KCaHTaHOBYIO
KaMenob WM HaTpMA KpaxMaJllJIMKOJIAT. [pyI'Me MaTepualJibl BKJIIOUAKT

TUOPOTENM, CoIepXaliMe B3aMMOIIPOHMKAKIME CEeTKM IIOJIMMEPOB, KOTOPHE
MOTYT OHITH oBpasoBaHu B pesyasTaTe npoBeOeHnd aoOMTVBHOMN
NoJIMMepU3alun W KOHIeHCAaUMOHHOM  [IOJMMepu3aluu, KOMITOHEHTH
KOTOPHIX MOTYT BKJIOUATH Takue TUOPOOUIILHEIE " TUOPodOBOHEE
MOHOMEDHI, KakK VYKasaHO BHIIE. CriocoBbHEle K HabyxXxaHUMK B BOIe
TUOPOOUIILHEE IIOJMMEPH BKJIOUAKT, HO 5STHUM He oTpaHuumMeasa, PEO,
PEG, PVP, kxpockapmesJjiosy HaTpudg, HPMC, HaTpua KpaxXMaJlJIMKOJIAT,
NOJIMAKPUJIIOBYID KUCJIIOTY ¥ MX I[IONEPeUHO-CIIUTHE BapMaHTH WM KX
CMeCH.

[0052] CepIolueBuHa MOXeT TaKxe BKJIOUATH OCMOT eH (1M

OCMOTHUECKUMN peaPeHT). KosmuecTBO OCMOT'€Ha&, IIPUCYTCTBYKRIEI'O B
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CepllleBMHe, MOXeT HaxXOOUTLCH B OMala30He OT IMIPpUOJIM3UTEJIBHO 2 IO
npubimsuredsHo 70 Macc.% (B ToM u4mcye, Hamnpumep, oT 10 mo 50
Macc.%). TUIMUHBEIMM [PeICTaBUTEJIAMM IIOOXONAMMX OCMOTEHOB HABJIAKTCSH
BOIOPAaCTBOPMMEE OpPIaHUUYECKME KMCJIOTH, COJM U caxapa, KOTOpHEe
CIIOCOOHH BIMTHBATHL BOLOY, B Pe3yJbTaTe UYer'o BO3HMKaeT TpalueHT
OCMOTHUECKOTO naBJIeHUSA Ha TpaHulle oKpYyXamnmen cepllueBUHY
OBOJIOUKM . THUIIMUHEE IIPMMEPH I[IPMMEHSIEMEIX OCMOI'€HOB BKJIOUAKT, HO
STMM He OT'paHMuMBad, CyJdbdaT MaTl'HMHA, XJOPUIO MaTHUSL, XJIOPWUI
KaJblMg, XJOPUIO HaTpMLd, XJOPpUI JUTUL, CyabdaT Kajausda, KapboHaT
HaTpuda, CYJbOUT HaTpuUig, cCcyasdaT JIUTUL, XJIOpUI Kajud, CcyJasdar
HaTpMsa, MaHHUT, KCUJIMUT, MOUEeBMHY, cCcopbur, wMHO3UT, paddnuHO3Y,
caxaposy, IJIOKO3Y, OpyKTO3y, JAaKTO3y, JMMOHHYK KUCJIOTY, SAHTAPHYI
KMCJIOTY, BMHHYI KUCJIOTY UM UX CMeCUM. B KOHKPEeTHEX BapMaHTax
OCYIIECTBJIEHNA, OCMOIT'€HOM HABJIAeTCd IJIKO3a, JlakToza, cCcaxaposa,
MaHHUT, KCUJIMT, XJIOPUIO HaATPMUA, M B TOM UMCIIe MX KOMOMHAaLUM.

[0053] CKOpPOCTEb OOCTaBKU JIEKapCTBEHHOTO CpenocTea
KOHTPOJIMPYEeTCAa TakKuMu QakKTopaMM, KaK I[IPOHMIIAeMOCTb UM TOJIIMHA
0BOJIOUKH, OCMOTHUECKOE oaBJIeHUE comepxamero JIeKapCTBEHHOE
CpeICTBO CJIOfS, CTeleHb TIUIPOPMIBLHOCTM CJIOS IHMAIpOTesd M IJIomalb
[IOBEPXHOCTH  YCTPOMCTRA. IOna choeumMajJgmMcTOoB B JaHHOM  obJjacTu
ABJISeTCA  OUEeBUIHEM, UTO yBeJIMUeHMEe  TOJIIMHE  OO0OJIOUKM OyIeT
YMEHBIIATE CKOPOCTL BHCBOOOXIOEHMS, B TO BpeMsa kak Jiodou us3
YKa3aHHHX najee baxkTOpPOB dymeT CriocoBCTBOBATH YBEeJINUYEHUIO
CKOPOCTHU BEHICBOOOXIEHN A : [IOBHIIEHVE MIPOHUIIAaEMOCTHU O0BOJIOUKH,
yBeJIMueHure TUIPOPUIIBEHOCTHA cJios TUOIPOTEJIA, [IOBEIIEHNUE
OCMOTHMYECKOTO HOaBJIEHMA COIOepXalerlo JIeKapCTBEHHOE CPeInCcTBO CJIOA
WM yBeJIMUeHMre IJIomanlM IOBEePXHOCTU YCTPOMCTE.

[0054] B KOHKPETHHX BapmMaHTax oCyleCcTBJIEHUS, ABJIAEeTCH
XeJlaTeJIbHHM YHOC YacCTUIl OIMCAaHHHX B M300peTeHuM JIeKapCTBeHHEX
CpenCcTB BHITEeCHAEeMOM KUIKOCTBIO B npollecce paboTH TakKoT o
OCMOTHMUECKOTO YCTPOMCTRBA. B ciaydvae uyacTuil, KOTOPEE  XOPOIO
YVHOCATCSA BETECHAEeMOM XMIKOCTBLI, OGopMy JeKapCTBeHHOTO CpelcTBa
OUCIIePTUPYIT B XUIKOCTM II€pel OCaXIeHMeM YacCTMI, B CeplleBUHE
TabJIeTKA . OOoHVMM U3 criocofoB OCYIEeCTRBJIEHUSA 2TOTO ABJISETCSH
notaBJieHMe PAa3PHXJIUTEJIS, KOTOPHM IpedHasHaueH IJIS pPaspylleHUsd

CHpeCCOBaHHOﬁ CepllleBVMHE Ha UYaCTMIOE COCTaBJIAKINMX €& KOMIIOHEHTOB.



29

HeorpaHMuMBamIMe  OPUMEPH  CTAaHOAPTHHX  PaspHXJIUTeJIeM  BRJIOUAT
TakMe BelleCTBa, KaK HaTpUd KpaxMaJilJIMKOJIAT (HaopuMmep, Explotab™
CLV), MUKPOKPUCTaJIJIMdecKas LHeJJIInJIo3a (HanpuMep, Avicel™),
MUKPOKPUCTAJJIMUECKAasa OKpeMHeJlas lLeJUlojio3a (Hanmpumep, ProSoIv™M) u

KpOoCKapMeJljiosa HaTpuga (Hanpumep, Ac-Di-Sol™), a mTakxe »Jpyrue
U3BECTHEE crieuMaJucTaMm B 3TOM oBJjlacTu PasPHXIINTEIIN . B
3aBUCUMOCTHU oT KOHKPETHOM  JIeKapCTBEHHOM bopPMEHL, HEKOTOPHE
PaABPHXJINTEeNM paboTanT Jyule, uUeM OpyTre. HeKOTOpHe pa3pHXJIMTeNIU
CKJIOHHE 00pPas30BHBATL TeJM, TakK KakK OHM HadyxalT B BOIe, UTO
3aTPyOHSAET BHCBOOOXIEHME JIEKapCTBEHHOTO CpencTBa U3 YCTPOMCTBA.
Herejyeobpasywmyre HeHalOyxawomye pPas3pHXIUTESM ofecrneunBanT 0oJiee
BHICTpOE OUCIepTUPOBaHNKE YacTHull  JIeKapCTBEHHOTO cpencrTea B
CcepIlleBMHE I[IO Mepe IIOCTYIIJIEHMS BOIOE B CEepILeBUHY. B KOHKPETHHX
BapMaHTax OCyleCcTBJIEHUS, HeTeJleobpaszynmyue HeHalyxaomye
PABPHXIJIUTENIM [IPeICTaBJIgiT Cco0oM CMOJIE, HaIpUMEp, MOHOOOMEHHEHEe

CMOJIEI . B OIOHOM BapmaHTe OCymeCTBJIEHNA, VCIIOJIE 3YIOT CMOJTY

Amberlite™ IRP 88 (ompmel Rohm and Haas, Philadelphia, PA). B
Cllydyae MCIOJIb30BaHMA Pa3pPHXJIUTEJIS, OH IIPUCYTCTBYET B KOJIMUECTBAaX
OpubIM3UTEeJIEHO 1-25% oT KoOJIMUecTBa JeKapCTBEeHHOT'O CpeIcTBa B
CepIleBUHE.

[0055] [OpyruMM TIIpUMEPOM OCMOTHMYUECKOTO YCTPOMCTBa ABJSAETCSH
OCMOTHMUEeCKas KallcyJa. OboJiouka  KalCyJiEl WM 4YacThb  OOOJIOUKU
KalcyJkl MoXeT OBTH I[NOJyNpoHMIaeMov. Karcyisa MoOXeT OHTH 3aloJiHeHa
JUBO  IIOPOWKOM, JIMOO XKUIOKOCTLIO, COCTOAMMM M3 OINMCAHHOTO B
n300peTeHNM JIeKapCTBEHHOI'O CpPenCcTBa, BCIOMOI'aTeJIbHEX BelleCTE,
KOTOpPEE BIMUTHBAKLT BONYy, IJIA CO30aHUS OCMOTHMUECKOI'O IIOoTeHLMala,
u/Uim Hafyxawmero B BOIE oJimMepa Wi, HeoOsa3aTeJIbHO,
CONIROMIIMBUPYRIIMX  BCIOMOT'aTeJIBHEIX BelleCTB. CephOleBUHa  KallCyJIH
TakXe MOXeT OHTb M3TOTOBJIeHa TaKMM o00pas3oM, UYTO OHa Oy»oeT MMETH
IoBa CJOS WM MHOTO CJIOEB JIeKapCTBEHHOI'O CpPencTBa, aHaJIOTUMUYHO
OINMCAHHHM BHIIe IBYXCJIOMHEIM, TPEeXCJIOMHEIM WMJIM  KOHILEHTPUUECKUM
KOMIIOHOBKAaM.

[0056] Opyroun npencTaBUTEJIb OCMOTUUECKOT'O YCTPOMCTBA,
MCIIOJIE3YEMOT'O B HBTOM M300peTeHUM, BKIOUaeT Habyxawmue TabJIeTKU B

0B0OJIOUKEe, HallpUMep, OIMCaHHHEHEe B IIaTeHTHOM IOKyMeHTe EP378404.
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Habyxamomye TabjJeTku B O0OOJIOUKE BKJIIOUAKLT CePALEeBUHY, COIEPXallyo
OMMYCaHHOEe B M300peTeHUM JeKapCTBEeHHOE CPelCTBO ¥ Habyxaommi
MaTepuas, OPeAalouTUTEJILHO, ITUAPOOMIILHEI I[IOJVMMEpP, C HaHEeCEeHHOW Ha
HeTO MeMOpPaHOM, coIepXaleld OTBEPCTUS WM IIOPH, UYepes3 KOTOPHE B
BOOHOM cCpelle THUAPOOMILHEM TIIOJMMEP MOXET BHTECHSTHL UM IOCTAaBJIATH
JIeKapCTBEHHOE CpelICcTBO. B KauecTBe BapuaHTa, MeMOpaHa MOXET
comepXxaThb [IOJIVIME PHEIE WJIM  HUBKOMOJIEKYJISPHHE BOJOPAaCTBOPUMEIE
nopoobpaszoparesnn. IllopooBpazoBaTesl pPacTBOPSAITCS B OKpyXaomen
BOOHOM cCpelle, B KOTOPOM MCIOJbL3YT JeKapCTBeHHYID GopMy, o0pasysd

I1OPEHI, yepes KOTOPpEe MOT'YT BEITECHATBCA PMHpO@MHbHHﬁ InoJjimMep u

JeKapCTBEHHOE CPenCTBoO. [IpuMepaMu TIopoobpaszoBaTesieM  ABJAITCH
BOIOOpPacCTBOPMMEE I[IOJIMMEPEL, Taxkue Kak HPMC, PEG, n
HM3KOMOJIEKYJIAPHEIE COeIMHeHUd, Takre KakK IJIMLIEPUH, caxaposa,

TJI0KO3a UM XJIOPUI HaTpuda. KpoMe TOIro, IIOPH MOTI'yT OHTH OOpa3oBaHH
B 000JIOUKe IIYyTeM CBepJiIeHUS OTBepCTHM B 000JIOUKe C IIOMOILI Jlasepa
WY IPpyITUMM MeXaHMUeCKUMU crocobamMm. B »TOM THUIle OCMOTUUECKUX
YCTPOMCTE, MaTepurall MeMOpaHBL MOXeT BKJIOUATH Jodon
IJleHKoOBpasyouui II0JIMMEep, B TOM UMCJIe IIOJIMMEPH, KOTOPHE SBJISITCS
BOIONPOHMLIA EMEMN VI BOIOHENPOHMIIAEeMBEIMM, opM  yCJIOBMUM, uTo
MeMmBpaHa, HaHeCeHHas Ha CepliueBMHY TadJleTKM, SBJISEeTCS IIOPUCTOM
VI COOEepPXUT BOIOPaCTBOPUMEE nopooBpasoBaTen, VI uMeeT
MaKpOCKOIMUEeCKOoe OTBepCcTMe NOJId OOCTylla BOIE WM BHEHCBOOOXIEHUS
JIeKapCTBEHHOTO CpencTrBa. BaprMaHTE  OCYmMECTBJIEHMA  3TOTO TUIIa
YCTPOMCTB CO CTabuJIbHBEIM BLHICBODOXIEHMEM BO BPEeMeHM TaKxXe MOTYT
BKJIOUATH MHOT'OCJIOMHEIE YCTPOMCTBA, OIIMCaHHEE, HalprMep, B
IaTeHTHOM IOoKyMeHTe EP378404.

[0057] Korma omnmMcaHHOe B M300peTeHUM JIeKapCTBEHHOE CPeICTRBO
ABJIAETCSH KUIOKOCTBIO VI MaCJIoM, HalprMep, Kak B ciaydyae
JeKapCcTBeHHOV QOPME C JIMIOIMOHLEIM HOCUTEeJIeM, OIMCaHHOM, HalIpuMep, B
IaTeHTHOM »OOoKyMeHTe WO005/011634, yCTPOMCTBO IOJIS OCMOTUUECKOTO
KOHTPOJMPYEMOTO BHEHCBODOXIEHMS MOXET COIOepXaThb MATKMKE XeJlaTMHOBHE
WV KeJIaTMHOBHE KarllCyJIH, MVMeKlMe KOMIIO3MTHEE CTEeHKM, BRKJIOUAKMNME
XUOKYID KOMIIOBMIIMIO, IIPM STOM CTeHKa COIEePXUT TPaHWUHBM CJION,
00pasoBaHHHM Ha BHEMHeM MNOBEPXHOCTM KarllCyJb, PacClMpgomUiica CcJION,
00pasoBaHHHM IIOBEPX TI'PaHMUHOTO CJIOS, WM TIIOJYIPOHMIIAEMHEV CJIOM,

O@paSOBaHHHﬁ Ha pacmmpArnmeMCcC A CJIoe. HarHeTaTeJsbHOE OTBEepCTHUE
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coeIMHAET XMIOKYID KOMIO3MLMI C OKpyXaolmel BOOHOM cCcpenol, B
KOTOPOM MNpMMeHAeTCda IOaHHOe YCTPOMCTBO. TakMe YCTPOMCTBa OIIMCAHH,
HalpMyMep, B TIIaTeHTHHEX JOoKyMeHTax US 6419952, US 6342249, 1US
5324280, US 4672850, US 4627850, US 4203440 m US 3995631.

[0058] Kakxk yxe OBJIO yKa3aHO BHIIE, OIMCAHHHE B MN300peTeHUM
JIeKapCTBEHHEE CpencTrea MOTYT OBITH NIPUT'OTOBJIEHE B BHUIE
MUKPOUYaCTUL, OOHUHO MMEKIMX pa3Mep B Ouala30oHe OT IIpUbJIM3UTEJIBHO
10 MrM §pgo OpubIUM3UTEJIEHO 2 MM (B TOM UuUCIe, HalpUMEpP, OT
npubausuressHo 100 MxkM nmo 1 MM B OuaMeTpe). OIOTO MHOXECTBO
MUKPpOUYaCTML, MOXeT OHThL pacdacoBaHO, HaIpMMep, B KalCyly, TaKylo
Kak XKeJlaTMHOBASA KarcyJa, VI KalcyJy, oBpa30BaHHY nus3
pacTBOpPMMOIO B BOIe IIOJIMMepa, Takoro kak HPMCAS, HPMC wuimu
KpaxMaJl, -OO3MPOBAaHE B BUIEe CYCIEeH3UM WIM 5MYyJIbECUM B XUIOIKOCTH,
WYX OHM MOTYT OHTb CcoopMUPOBaHE B TabJleTKy, Opaxe WM IIMJIOJIO
MeTOOOM IIPeCCOBaHMUA WIM OPYIMMM MeTOoIaMM, WM3BECTHEIMM B IaHHOMU
oBjacTM. O9OTO MHOXECTBO MUKPOUACTHUL MOXeT OBTh IIOJIyUeHO JIOOBM
M3BECTHBEIM CIOCOOOM, TakKuM KakK MOKpoe U CyxXoe TIpaHyJMpOoBaHUe,
SKCTPY3US/OKAaTHBAaHME, BajiblleBaHUe, OTBepXIeHMe U3 paclllaBa, WK
IyTeM  HaHeCceHus paclhneJieHVeM  3aTpaBoOK KpPMUCTAaJIJIOB OBOOJIOUKHN .
HanpuMmep, TINIPM MCIOJL30BAHUM IIPOLECCOB MOKPOM M CYXOM I'pPaHyJISaLuM,
onMCaHHOEe B M300peTeHUM JeKapCTBEHHOEe CpelCTBO U, HeoOda3aTeJIbHO,
BCIIOMOTAaTeJIbHEE BelleCcTBa MOTYT OBTEH TPaHYJMPOBAHE C 00pas30BaHUEM
MHOXeCTBa MMKpoOUacTUl, TpebyeMoT'o pa3Mepa.

[0059] JlekapCcTBEeHHEE cpencTrea MOTYT OHTH BKJIIOUEHH B
MUKPO3MYJIbCUN, KOTOPHE OBBIUHO ABJIATCSA TepMOOMHAMUYECKU
CTaOMJIBHEIMM, WM30TPOIHO UMCTHMM OUCIEPCHUAMM IBYX HECMEMVBaKMUXCS
XUOKOCTEM, Takux Kak MacJio M BoIa, CTabuIM3UPOBAHHLEMM MexdasHOM
[IJIGHKOM M3 MOJIEKYJI INOBEPXHOCTHO-aKTMBHOTO BemecTBa (Encyclopedia

of Pharmaceutical Technology, New York: Marcel Dekker, 1992,

volume 9). s IPUTOTOBJIEHU A MUKPO3MYJIb CUM HeOoOXOOVME
IOBEPXHOCTHO-AaKTUBHOE BEMeCTBO (3MyJIBETATOD) , IOIIOJIHUTEJILHOE
IOBEPXHOCTHO-AaKTUBHOE BEMEeCTBO (BCcrmoMOTaTEJILHEM  BMYJILTaTop) ,

MacJaHasa o¢Gasa M BomHasa oOaza. llogxomgmye IIOBEPXHOCTHO—-AaKTUBHEHE
BeleCTBa BKJIOYAKT JIOOHE I[IO0BEPXHOCTHO—-AKTUBHEE BEMECTBa, KOTOPHE
MOTYT IPVIMEHATECSI npu V3TOTOBJIEHUN BMYJIbCUM, HalpuMep,

SMYJIET'aTOPE, KOTOPEE OOBUHO MCIIOJIE3YIT IIpM MSTOTORBRJIEHUMIM KpPEMOEB.
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JOoNOJIHUTEeJIbHOE TOBEPXHOCTHO-aKTUBHOE BEmeCcTBO (mm
" TOTIOJIHUT &JIb HEIM sMyJIbTaTop™) OBBUHO BHIOMpPAT ns TPYIIIIE
IPOU3BOMOHEIX  MOJUTJIMIIEPUHA, IPOM3BOMHHEX  TJIMIEpMHAa ¥ KUPHBX
CIIMPTOB. IIpednouTUTeJIbHEE KOMOMHALMKM  SMYJILTAaTOoP/ DOMOJIHYTEJIb HEM

SMYJIETAaTOP, KakK IIpaBMJIO, HO HeoOA3aTeJIbHO, BHOUpAaKWT W3 ITPYIIIH,
cocToAmey M3 MOHOCTeapaTa IJIMIepMHa U I[IOJMOKCUSTUIIeHCTeapaTa;
[IOJINR TUJIEHTJIMKOJISA u najbMUTOCTEapaTa STUJIEHTJIMKOJIA; u
TPUTJINLEPULOB KalpujiIoBOM u KalprHOBOM KMUCJIOT u
MaKpOTOJNTJIMLIEPUIOB OJIEMHOBOM KMCJIOTH. BomoHasd daszsa BKJIOYaAET He
TOJIBKO BOOY, HO U, OOHUHO, Oydeps, IJIOKO3Y, IIPOIUIIEHTJIMKOJE,
[IOJIND TUJIEHTJIMKOJIE , [IpenrnouTUTeJIbHO, HU3KOMOJIEKYJISPHEE
OIS TUJIEHTJIMKONIM (HamopuMmep, PEG 300 m PEG 400), u/MiIM TJIMIEPUH,
U IOpyI'ue IONOOHEE BelleCTBa, B TO BpeMd KaK MacigHad ¢asa OOBHUHO
COOEPXUT, HalpuMep, CJIOXHEIE 2OUPEL KUPHEBIX KMUCJIOT,

MOHM@MHMPOB&HHHG pacTruTeJIBHEIE Maclila, CMIJIMKOHOBEIE MadcJjla, CMecCHt

MOHO—, oV— ¥  TPUIJIULEPULOE, CJIOXHEIE MOHO- ¥ 1nusdupel PEG
(HanpuMep, TN e PUOEL OJIeEOMJIMAKpPOT0JIa ) n opyrue NonoOHHE
BemecTRBa .

[0060] OmnmcaHHHEe B n300peTeHnM COeIMHEHUSI  MOTYT OBITH

BKJIOUEHH B OQapMalleBTUUEeCKM [IpueMIIeMBle KOMIIO3MUMM HaHOYaCTUIL,
HaHocbep ™ HaHokarncyJ (Delie and Blanco-Prieto, 2005, Molecule
10:65-80) . HaHokarmcyJiH, Kak npaBujio, MOT'YT 3aXBaTHBaThH
COeIVHeHUd CTaOWJIbL HEIM 178 BOCIIPOM3BO OMMEIM oBpasoM. g
IpeloTBpaleHns TMOoOO0OUHHEX 50bekToB, O0OYCIOBJIEHHHX BHYTPUKIIETOUHON
Ieperpy3KoM  IOJMMEPHHMM  BelleCTBaMy, MOTYT OHTE pas3paboTaHH
VIIbTPaOUCIIepCHEE YaCTHULE (pasmMepoMm IPUMEPHO 0,1 MKM ) C
MCIIOJIb 30BaHMeEM [IOJIMMEPOE, CIIOCOOHEIX pasJjlaraTecd in vivo
(HallpuMep, OuopasjlaraeMee IIOJMAJKUIILMaHOaKpUIIiaTHEEe HaHOUYaCTULIEL) .
TakMe YacTMUE OIMCAHE B IIPelUleCTBYIIMX [IAaTEHTHHX IOKYyMeHTaxX.
[006]1] WMILIaHTHUPYEMHEE YCTPOMCTBa C HaHECEeHHBM Ha HUX CJO0eM
COeIVHEHNSA 1o HacTodlleMy  M300peTeHMI ABJIATCHA elme OOHMM
BApPMAaHTOM OCYWEeCTBJIEHMA HacToAmeIl'o M300peTeHMsA. COoeOMHEHUS TaKxXe
MOTYT OBTBL HaHeCeHH Ha MUMIJIaHTUPYEMHEe MeOUUMHCKMKE YCTPOWUCTRA,
TakMe KakK CQepH, WIM COBMECTHO IIPUIOTOBJIEHH C IIOJIMMEPOM WJIU
OIpYyTOoM MOJIEKYJIOM C 1eJiblo I[oJiydyeHusa "meno-npenapaTra"”, KOTOPHM

obecrnieunBaeT BEICBOOOXIEeHME JIEKAapCTBEHHOT'O CcpellCTBa B TedeHNre
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foJlee IJINTEJIEHOT'O Ileprola BPeMeHM, 4YeM B CJiydae BBeIeHMs BOIHOIO
pacTeopa JEeKapCTBEeHHOI'O CpencTBa. lloaxomdmye MIOKPHTUA M ofmue
CIHOCOBOH MOJIYUYeHMS MMIIJIaHTUPYEMEIX YCTPOMCTE C HaHeCeHHHM Ha HUX
CJI0EM JIeKapCTBEHHOI'O CpelcTbBa ONMCAaHB B IIaTEeHTHHX OOKyMeHTax US
6099562, 5886026 m 5304121. TIOKpHTHUA OOHUHO MIPeACTaBJAKRT CoOOn
OO COBME CTHMELE [IOJIMIMEPHEIE BelleCTBa, Takue Kak IOJIMME PHEI
ITUOpOTelb, [IOJIMME TUJIOVUCHUIIOKCaH, IIOJIMKAIPOJIaKTOH,
[IOJIMATUIIEHIJIMKOJIL , I[IOJMMOJIOUHAada KUCJIOTa, HSTUIeHBMHMIIALeTaT UM UX
cMecu. Ha [HoxpeTMA MOXeT OHTBH Heo0A3aTeJIbHO  OOIOJIHUTEJBHO
HaHeCeH MOoOXOOAIMM BepXHUM CJIOM OQTOPCUIIMKOHAa, IIOJMCaxapunos,
IOJUBTUIIEHTJIMKOJIA, (QOCOONIUIMOOB WM MX KOMOMHALUMM IOJId OPpUIaHWUA
KOMIIO 3ULIUA CIIOCOBOHOCTHU KOHTPOJIMPOBATH BHICBODOXIEHME
JIEKapCTBEHHOT'O CpencTBa.

[0062] JlexkapcTBeHHEE (QOPME BKJIOUAT TakKKe JIeKapCTBEHHLEE
bopMBEI, KOTOPBE NOOXOOAT IJIA [IPUMEHEeHUA B OIMCAHHEIX B M300pPeTeHUU
crioco6oB BBeOeHMA. JleKapCTBeHHHEe OQOPME yIOOOHO NIPUI'OTABJIMBATEL B
BUIEe JIeKapCTBEeHHOM OGOPMEL C pasoBOM HO30M, UM MUX MOXHO M3TOTOBUTH
JIOOBEIM M3  XOpPOWIO M3BECTHHX B OdapMalleBTMKe MeToIoB. MeTonsl U
JekapcTBeHHHe GOpPMEL B I1IeJIOM OIMCaHH B MOHOTpadmum Remington's.
Takyue MeTONE BKJIOUAKT CTaIMI CMeENEeHVS aKTHMBHOI'O MHIpPpeIMeHTa C
HOCHTeJIeM, KOTOPHM COCTOUT M3 OOHOTO MM O00Jiee BCIOMOT'aTeJIbHHX
MHIpPEeOMEeHTOB. Kak [IpaBUJIO, JEKaApCTBEeHHBEe OQOPMHE I[IOJy4YaknT I[IYyTeM
PaBHOMEPHOT'O M THATEJIBHOTO CMelMBaHMA aKTMBHOI'O MHIpeIMeHTa C
XUOKMMY HOCUTEJISAMU WJIM TOHKO WM3MeJIbUEHHEIMY TBEPIBEMU HOCUTEJISAMHU,
WM ¥ Cc TeMu U IOPpYyI'MMM, a 3aTeM, B cjydae HeoOXOOUMOCTH,
IpodUIMPOBaHUA MIPOOYKTA.

[0063] TepPMVHE "BRBOIUTH" I "BBeneHue" B OTHOIEHUN
COoenMHEHUS, KOMIIO3ULNY MM JeKapCTBeHHOM OGOpMH MO M300peTeHU
03HaYalT BEeIOeHMe COelMHEeHMS B OplaHUu3M XMBOTHOI'O, HYyXIaKIeIl'OCH
B JIeUeHUHU. Korna COeOMHEHNVEe II0 U300pPEeTEeHMK  IIPUMeHIIT B
KOMOMHAUMM C OIOHMM WM O0oJlee IOpyI'MMM AaKTHUBHEMM CpPeICcTBaMy, TO
nompasyMeBaeTCca, 4YTO TepMMH "BeBeleHMe" M eI'O BapMaHTH BRJIIUAKT
ONHOBpPEMeHHOe U/UWIM TIOCJeNoBaTeJIbHOe  BBeIeHMe  COeIMHEeHUS U
IPYTUX aKTUBHEIX CpPelCTB.

[0064] OnmcaHHEHE B U300peTeHMM  KOMIIO3MIMKM MOT'yT  OHTH

BBel€HEH CHCTeEMHO WJIM MeCTHO, HallpVyMMep, IIepopaJilbHO (HaanMep, B
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bopme KarcyJ, I[IOPOMKOR, PacTBOPOB, CyCIIeH3Ul, TabJIeTOK,
CyOJIMHTBAJILHEIX TabJeToOK U IOPpYyTMX IIOHOOHEX JIeKapCTBEeHHHX GopM),
MHIT aJIALMOHHO (HanmpuMep, B dopMe anposoJig, ra3za, C IIOMOIBIO
MHTaJNgTopa, Hebyjauzepa WIM IPyTMM I[IOOOOHHM oOpa3oM), B YXO
(HanpuMep, B ©GQopMe VIIHEX KalleJb), MeCcTHO (HaopuMmMep, B ¢dopwme
KpeMoB, TeJlel, JMHMMEHTOB, JOCLOHOB, Ma3el, acT, ILJIaCTHpeM u
OIpYTUX o0 BHHX JIeKapCTBEHHHX bopwmM) , oPTaJIbMOJIOTUYECKHA
(HanpuMep, B QopMe TJIa3HHX Karllelb, TJIa3HHX TeJiel, TJ1a3HHIX
Maszemn), pekKTaJlbHO (HaopuMmep, C TIIOMOMbI KJIM3MH WJIM B dopMe
CYTIIOBUTOPUL) , HaszaJIbHO, OYKKaJILHO, BaTr'MHAaJBHO (HanmpuMep,
MCIIOJIb3Y S CIPMHIIeBaHMe, BHYTPMMATOUHEE YCTPOMCTBA, BalMHAaJIbHEE
CYIIO3UTOPUM, BaTMHAJILHEE KOJbla MM TabJeTKM U OpyTue HOoImoOHBe
bopmer) , C I[IOMOmBI MMILJIAHTMPOBAHHOTO pes3epByapa WIM IOPYIUX
MOOOOHHX YCTPOMCTB, WJIM IIapeHTepalJlbHO, B 2BaBUCUMOCTUM OT CTelleHU
TSKECTH ¥ Tula 3abojieBaHMsa, IIOIOBepraeMoTo JeUeHM . JVICIIOoJb3yeMB

B u300peTeHUMM TepMMH "HapeHTepaJibHBM" BRJOUaAeT, HO BTUM He

oTrpaHuuMBasd, IIOOKOXHYIO, BHYTPUBEHHYIO, BHY TPVMBIIEUHYIO,
BHYTPUCYCTABHYIO, VMHTPAaCUHOBUAJILHYIO, VHTpAaCTepHaJIbHYIO,
MHTpaTeKalbHYIo, BHYTPUIIEUEHOUHYIO, BHYTPMOUYATOBYIO n

VHTPpaKpaHMaJlbHYyD MHBEKIMID WIM MWHOY3MO. I[IpedlouTHUTeIbHO BBOIMUTH
KOMIIOBULUKY IIepopalJibHO, BHYTPUOPKMMHHO WJIM BHYTPMBEHHO.

[0065] OmmcaHHHE B M300peTeHUM OQapMalleBTUUECKMEe KOMIIO3ULIUN
MOTYT OHTL BBeIeHH IIepopallbHO B JioOOW IIepopalibHO IIpMeMJIeMOM
JIeKapCTBEeHHOM bopme, BKJIOUAIEN, HO STMM  He oTpaHMuYMBag,
KaricyJIH, TabJIeTKM, BOIOHEIE CYCIIEH3UM WM PaCTBOPH. Kunxue
JIeKapCTBeHHEEe QOPME IOJIA IIepOopaJibHOT'O BBeIeHMSA BKJIKUAKT, HO 3TUM
He OoT'paHMYMBag, bapMalleBTUUECKU npreMIIeMHEE MY JILCUN,
MUKPOBMYJIBCUM, PAaCTBOPE, CYCIEeH3MM, CUPOIL W BSJIUKCUPH. I[IOMMMO
AKTMBHEIX COeIMHeHUM, XUIKMe JeKapCTBeHHHe OGOPMH MOTYT COOepXaThb
OBBUHO MCIIOJIB3YeMHE B (QapMalleBTHUKE MHEepPTHHEe pas3faBUTeNIM, TakKue
KakK, HalpuMep, Bola WIM JIpyI'Me pacTBOPUTEJIM, COJOOMIM3aTOPH U
SMYJILTAaTOPH, TakMe KakK STUJIOBHM CIMPT, MW3OHNPONMJIOBHM CIMPT,
STUIIKapdoHaT, sTUIIaleTarT, OeH3UIIOBHM CIIVPT, OeH3UIIOeH30aT,
NIPONMIIEHTJIMKOJb, 1, 3-0yTHMIIEHTJIMKOJEL, IVMMeTUIQOopMaMml, Macja (B
YaCTHOCTM, XJIOTIKOBOE, apaxucoBOoe, KyKypy3HOe Macjla, MacJo U3

IIpopocmmx 3€peH IIMeHNWITHL, OJIMBKOBOE, KaCTOpORBOE n KYHXYTHOE
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Macima) , TJIULEPUH, TeTPaTUIPodypdypPUIIOBHM CompT,
MIOJIMATUJIEHTJIMKOJIM M CJIOXHEE DQUPH XVPHHEX KUCJIOT M CcOopfMTaHa U UX
cMecu. IloMMMO MHEPTHHX pasfaBUTesIeM, [IepopalibHEHE  KOMIO3ULUU
MOTYT TakKXe CcoOepXaTb BCIOMOT'aTeJIbHEIEe BelleCTBa, TakMe Kak
cCMauMBalie BelleCcTBa, 5SMyJIBTAaTOPH U CyYCIeHIOMPpYKIMEe BelecTBa,
IIOAOCJIaCTUTENN, BKYCOBHE M apoMaTUM3MPYHIMe BelleCTBa.

[0066] TBepnue JIeKapCTBEeHHEEe bopPMEL o4 [IepPOPaJILHOT'O
BBeIeHUA BKJIOUAT KalCyJie, TabJleTKM, IIWJIOJM, I[IOPOWKM M I'PaHyJIH.
B TakuMx TBepObX JIeKapCTBEHHEX dopMax, aKTUBHOE  COeIOMHEHNE
CMelMBalT, IO MeHbIeM Mepe, C OOHMM MHEPTHEM OQapMalleBTUUeCKHU
IpUeMJIeMBIM BCIIOMOTaTeJIbHEM BeEIeCTBOM WMJIM HOCHUTeEJIeM, TaKMM Kak
UMTPaT HaTPpUA WM OuraldbuurdocdaT, u/MaM a) HANOJHUTENIMU WIIN

pasbaBuUTeSAMM, TaKMMM KakK KpaxMaJlkl, JakTos3a, caxaposa, IJIoKo3a,

MaHHUT ¥  KpeMHMeBas KucjoTa, D) CBA3YOMMUMY,  TakKuMM  Kak,
HalpuMep, kapOOKCUMe TUIILLEJIIII03a, aJIb TMHATH, xeJaTuH,
OJIMBUHUIIIIUPPOJIMIANHOH, caxapo3a u apaBuMCKas KaMelb, c)

YBJIAXHUTEJIAMY, TaKMMM Kak IJIMLeprH, d) paspHXJIUTeSIIMM, TaKuMA
Kak arap-arap, kapboHaT KaJblUMsi, KapTOQeJIbHBM WM KYKYPY3SHHM
KpaxMmall, aJJbTMHOBAA KMCJIOTa, HEKOTOPHEe CUMJIMKATEH M KapOoHAaT
HaTpuda, €) peareHTaMM, 3aMedJdolyMM pPacTBOpeHMe, TaKMMM & Kak
napapmya, L) yckopuTeJaMM BCAaCHBaHMA, TakKUMMM KaK UYeTBepTUUHHE
aMMOHMEBEIE COEeIOMHEHusda, (J) CMauMBalMMMKM BelecTBaMM, TakuMM Kak,
HalpuMep, 11e TMJIO BEIM CIOMPT u MOHOCTeaparT TJIMLIEPUHA, h)
abcopbeHTaMr, TakuMM KakK KaoJMH ¥ OeHTOHMToOBasg IJIMHa, U 1)
CKOJIL3AMMMM  BellecTBaMM, TakKMMM Kak  TaJlbK, CcTeapaT KaJbLUA,
CcTeapaT MaTHMSA, TBEPIOHE IIOJIUBTUIIEHTJIMKOJNM, JaypWuJcyJbdaT HaTpuUs
M Ux cMecu. TabjleTKM MOTYyT He UWMETh IIOKPHTUSA WIM MOTYT WMMETb
[IOKPHTHE, HaHeCeHHoOe V3B e CTHREMM/ criocobammu, BKJIOUA g
MUKPOKAIICYJIMPOBaAHME, OJIA TOT'O UTOOH 3aMaCKMPOBATL HEIPUITHLHM
BKYC WJIM 3aMelJIMThb paclal M BCaCHBaHME B XeJIyIJOUHO-KMUIIEUHOM
TpakTe, ofecneuMBasgd TeM CcaMbeM CTabuJbHOe IOelcTBMe B TeueHUe
foJjlee IOJIUTeJIBHOTO IIepuona. HanpuMmep, MOXeT OBTb MCIIOJIB30BaH
MaTepuaJl IOJS 3alepXKM 10 BPEeMeHM, TaKoM Kak IJIMIepuJIMOHOCTeapaT
WY TUIMLEPUJIOMCTEeapaT, caM IIo cefe WMIM BMeCTe C BOCKOM. MoryT
OHTE MCIIOJIE30BAHE BOIOPACTBOPMMEIE BeMeCTBa, MacKMUpyKIMe BKYC,

Tarue KakK T'MOPOKCHUIIPOIIMIIME TVIILLEJIJII0JIO 3 a I
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TUIOPOKCUIIPONUIILLEJIIIIO3A «

[0067] JlekapCcTBeHHEE bopmer OIIMCAaHHOTO B U300peTeHUun
COEIMHEHNVS, KOTOPHE IMIPMMEHIKTCS IJIS [NepopalIbHOTO BBEOEeHMS, MOIYT
OHTE [PUITOTORJIEHEl B BMIE OUMCKPETHEX EOMHUIL, TakKux Kak TabJIeTKH,
opaxe, nacTMIIKY, JIeOEeHIIH, BOIHEE  WJIM  MaCJISHHE CYCIIEH3UH,
OUCIIEPTUPYEMEE TIOPOIKU WM TPaHyJbl, 5MyJIbCUM, TBepIObe WM MATKHKE
KallCyJibl, HallpUMEpP, XKeJIJaTMHOBHE KallCyJibl, CUPOIH WM BJUKCUPH.
JlekapcTBeHHEE QOPMH COENMHEHMS, IIpelHa3HaudeHHHE IJIS I1epopalJIbHOT'O
[IpMMeHeHMs, MOTYT OBTE IPUI'OTOBJIEHH JIOOBM M3BECTHEIM METOIOM
IIOJIyUeHr A QapMalleBTUUeCKMX KOMIIO3UIINN .

[0068] IlpeccoBaHHHEe TabJIEeTKM MOTYT OHBTH M3TOTOBJIEHH IIYTEM
IpecCoOBaHMA Ha COOTBETCTBYKIEV yCTaHOBKe aKTMBHOTO MHIPeOMeHTa B

CHIIyUelM ¢opMe, TakoM KaK IIOPOWOK WM TPaHyJik, Heo®g3aTeJIbHO

CMellaHHOT'O CO CBA3YINVM, CKOJIb 3 AIVIM BellleCTBOM, VHEePTHEM
pa36aBMTeneM, KOHCepPBaHTOM, IIOBEPXHOCTHO~aKTVBHEM 2Nz
OV CIIEPp TP YIIVM BeleCTBOM. dopMOBaHHEIE TabJIeTKU MOTYT OHITE

MB3TOTORJIEHH  (GOopMOBaHMEM Ha COOTBETCTBYKIEN YCTaHOBKE cMecu
IIOPOWKOOOPA3HOTO AaKTUBHOT'O MHIpPeOMeHTa, YBIAXHEHHOTO MHEPTHHM
KUOKUM pasfaBUTeJIEM.

[0069] JlekapcTBeHHBE OGOPMH IJIS IIepOpalJIbHOTO IIpUMEeHEeHUS
MOTYT OHTBH TakKXe IIpelCTaBJIEHE TBEPIHMM XeJIATMHOBEIMM KallcyJlaMu, B
KOTOPHX AKTUBHBI VHTPEeIVNEeHT CcMellaH c VHEP THEIM TBEepPIHM
pazbaBuTeJEeM, HaIpuMep, KapboHaToM KaJblLMsa, GocdaToM KaJbLUUA WM
KaoJIMHOM, WJIM MATKUMM XeJIATMHOBEIMM KallCcyJlaMM, B KOTOPHX aKTMBHLIM
VHTPEeIVEeHT CMellaH c BOIOPACTBOPMMEIM HOCUTEJIEM, TakKMM  Kak
INOJIMATUJIEHTJIMKOJIL, WMJIM C MacCJSHOM cpenoM, HalpuMep, apaxMCcOBLM
MacJIOM, XWUIKMM [HapadMHOM MJIM OJIMBKOBEIM MacCJIOM.

[0070] AKTMBHHEE coeIMHEeHMS MOTYT TaKxe HaxoIOMUThbCHA B
MUKPOKAIICYJIMPOBAHHOM ¢QopMe BMeCcTe C OIHMM WM 0oJiee YyKas3aHHBMU
BHIIE BCIIOMOT'aTeJIbHEIMU BeMeCTBaMM .

[0071] Kornma oJisa mepopajyibHOT O NpUMeHeHU g TpebyeTcd
IPUTOTOBUTEL BOIHHE CYCIIEH3UM, aKTUBHHY MWHIPEeOIMeHT CMelMBalnT C
SMYJIETaToOpaM M CYCIeHIVPYKRIUMMM CcpelcTBaMu. [lpM HeoOXOOMMOCTH,
MOTYT OHITH noSaBJIeHH KOHKpPETHEE MOOCJIACTUTEJIN n/nnm
apoMaTu3aToOpPE. CHUPONH ¥ 3JIMKCHUPE MOTYT OHTE [IPUIOTOBJIEHE C

IIoocCJIlaCTUTEeJIAMN , HallprMep, C TJIMLLEPVHOM, IIPOIIMIJIEHTIJIMKOJIEM,
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COpBUTOM MM caxaposor. Takue JeKapCTBeHHHE OQOPMEI MOTYT TaKXe
comepXaThb CpenCcTEBoO, YMeHblIanlee pasopaxeHue, KOHCepBAaHT,
BelleCTBO, KOpPpUIMPpYKIlee BKYC M 3alax, KpacCUTeJlb M aHTUMOKCHUIAHT.
[0072] CTepuJibHElE VHBELUUPY eMEE bopMEL OIIMCaHHEIX B
n300peTeHNUM KOMIIO3MLUM (HAIPpMMep, OJisA [IapeHTepalJlbHOT'O BBeIeHMA),
MOTYT IIpeACTaBJIATE COOOM BOOHYK MM MacCJIgHYK CYCIeH3Ul. OJOTHu
CYCIeH3UM MOTYT OHTE IIPUTOTOBJIEHH M3BEeCTHHIMM B HaHHOWM OOJIaCTHU
MeTonaMm C MICIIOJIb 30BaHMEM IIOOXOOAMUX OUCIEePTIUPYRINX NI
CMauMBallmx CPenCcTB " CYCIIEeHOUPYIMMX CpencTB. CTepWJIbHEM
MHBEUVPYEMHM IOpelapaT MOXeT TakXe IIPelCTaBJATE COOOM CTepWJIbHHM
VMHBEUVPYEMEY pPacTBOP WM CYCIEH3MK B HETOKCHMUHOM IIapeHTepallbHO
npueMieMoM paszfaBuUTeJle WIM pacTBOPUTeJle, HalpuMep, TakKoM Kak
pacTBOp B 1, 3-6yTaHnouoJie. Cpemu IpMeMIIeMBIX HOCHUTeJIeM u
pacTBOPUTEJIEN, KOTOPHE MOXHO MCIOJIB30BAThH, CJelyeT YIOMAHYTH
BOIY, pacTBOop PuHTepa M MU3OTOHMUECKUM pPacTBOp XJOpMIa HaTpULd.
KpoMe TOT0O, B KaueCTBe pPacTBOPUTEJNSA WIM CYCIeHOVPYKIEN Cpent
OBOBUHO MCIOJIB3YIT CTEPMIIbHEE HeJleTyuue Macja. [Jsg »ToM Leju
MOXeT OHTE MCIOJIBE30BaHO JIoDoe MAT'KOe HejleTydee MacJjo, B TOM
UyCcJI€ CUHTETHMYEeCKME MOHO— WM IUTJIMLIEPUIOH. I[lpM OPUIOTOBJIEHUU
MHBELVPYEMEIX IIpellapaToB MOT'YT IIPUMEHATHBCS XUPHBEE KUCJIOTH, TakKue
KakK OJIEMHOBas KMCJOTa U ee IUIMLIEPUIOHBEE I[IPOM3BOIOHEE, a TaKxe
bapMalleBTUUECKM IIPHMEMJIEMEIE IIPUPOILHEE Macjla, TakKKe KaK OJIMBKOBOE
MacJio NI KaCcTOopoOBOE MacJo, B J4acTHOCTH, nx
[IOJIMOKCHUBTUIIMPOBAHHEE MOIMOUKALMM. OSTM MacCJISHEE pPacTBOPH WJIU
CYCIIEH3MM MOTYT TakKxXe colepXaThb pas30aBUTeNlb WIM IUCIeplUpyolee
CPeICTEO Ha OCHOBE OJIMHHOLLEIIOYWEUHOT'O compTa, TaxKoIo Kak
KapOOKCUMETUIILEJJIIIO3a, WM aHaJIOTMUHHE OUCIepIUpyllMe CpelcTEBa,
KOTOpPEE OOBUYHO MCIOJBE3YIT B COCTaBe OQapMaleBTHUeCKU IIPUEMIIEMEIX
JIEKAPCTBEHHEIX dbopwM, BRJIOY A0MMX BMYJIb CUN u CYCIIeH3UN. B
MHBELVPYEMEIX IIpellapaTax MOI'yT TakKXe I[IPpUMEeHATLCS OpyIre IHUPOKO

VMCIIOJIE3YyEeEMEIE ITIOBEPXHOCTHO—-AaKTMBHEE BeleCTBa, Takre kKak Tweens,

Spans, n opyIrre SMYyJIET'aTOPEL MJin BellleCTBa, ITOBHINAKIVIE
OMOOOCTYIIHOCTE, KOTOPEE OBOBIUHO IIPVMMEHAT I1pn M3TOTOBJICHUM
@apMaHeBTquCKM IIprmeMIJIEMEIX TBEepPIOEX, KUMOKMX MJIin OIPYyIT'MX

JIEKaPCTBEHHEX QOpM.

[0073] MacJigHEle CYCIEH3UMM MOTYT OHTB TIIPUIOTOBJIEHH I[IYTEM
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CYCIIEHIVMPORBAHMA COeIVMHeHMSa QOpMyJiIel I B pPacTUTEJIBHOM Maclle,
HalpMyMep, apaxMCOBOM MacCJle, OJMBKOBOM Maclie, KYyHXYTHOM MaclJle WU
KOKOCOBOM Macje, WMJIM B MHMHepaJIbHOM Macje, TakKoM KakK XUIOKUM
napaduH. MacJiisgHue CyCIIeH3UN MOTYT comepXxaTb 3aTyCTUTEb,
HaopyMep, TOUeJIMHEM BOCK, TBEepPOBM HapadrH MM LeTUJIOBEM caoupT. C
LeJIbID [pUIaHMA IIepopalJibHOMY IIperapaTy COOTBeTCTBYKIEI'O BKyca,
MOTYT OHTE »JOOABJIEHH IIOLOCJACTUTEJIM, TakMe KaK YyKas3aHHBEe BHIIE, U
apoMaTu3aTOpPH . Hiis obecrieueHusa OJIMTEeJIBHOTO XpaHeHM DTUX
KOMIIO 3ULIM, B HUX o00aBJIAT AHTUMOKCHUIAHT, Takom Kak
OYTUIMPOBAHHEM TUMAPOKCUMAHMB0JI MM aJibda-ToKodepoI.

[0074] BomHBEIE CYCIHEeH3MM CcoenuHeHrda  QopMyJiel I comepxart

aKTVIBHEIE BelleCTBa B cMeCHr C BCIIOMOTI'aTeJIb HEIMI BelmecTBaMI,

IO OXO IO AMVIMYV OJIA VICIIOJIE3OBaHMA Ipn IIPUT'OTORJIECHUNA BOIOHEIX
CYCHeHSMﬁ. Taxkue BCIIOMOT'aTeJIbLHEIEe BelleCTBa BKJIIOYAT
CyCIlIieHIMpyriaee CpelCTEBoO, TaxKoe Kak HaTpnAa

KapOOKCUMMEeTUIILIEJIJIJIO3a, KpocKapMeJlios3a, I[IOBUIOOH, MeTUJILEJIInIIo3a,
TUOPOKCUIIPONMUIIME TUJILeJIJIIJI0 38, aJbTMHAT HaTpuU4,
IONUBUHWIINIMPPOJIMIOOH, TpalakaHToBasd KaMeOb U apaBHUMCKas KaMelb, U
IVCIIepTUPpYIIMe WM CcMauMBallye CcpelcTBa, Takue KakK [OIPUPOIHLMN
dbochbaTun (HaopuMmMep, JEUUTHH), OPOOYKT KOHIEeHCalUuM aJIKMIIeHOKCHIA
C KMPHOWM KUCJIOTOM (HaOopuMep, M[IOJMOKCUBRTUIIEHCTeapaT), NPOAYKT
KOHIOeHCaluu STUIJIeHOKCHUOA C OJIMHHOLIEIIOUEUHEM anndaTudeCKUM
CIIMPTOM (HanpuMmep, TenTaneKanTUJIIEHOKCULIETaHOJ) , IPOOYKT
KOHOeHCalUMM STUJIEHOKCHIa C  HEelOoJIHEM  CJIOXHBEM  20UPOM  XUPHOU
KVCJIOTEL n TeKCUTOJIOBOTO aHTUOpuna (HanpuMep,
[IOJIMOKCUBTUIIEHCOPOUTAH MOHOOJIeaT) . BoOOHaA CYCIIEH3MA MOXEeT TaKxe
comepXaThk OOUH WM 0Oo0Jiee KOHCEPBAHTOB, TaKMX KakK DTWUJI- WIM H-
NponMJ-I-TUIPOKCUOeH30aT, OOMH WM OoJlee KpacCuUTeJiel, OIOVH WK
BoJlee apoMaTM3aTOPOB UM OIMH WM OoJjlee IOOCJacTUTeJiel, TaKux Kak
caxapo3a MM caxapuH.

[0075] VHBeuupyeMue JIeKapCTBEHHEE bopMEL MOTYT OHITE
CTepUIIM30BaHE, HaIpuMep, OyTeM OUIbTpaluM dYepes YIepXUBaMUn
DakTepu OQUIBTP WM [IyTeM BBeINeHUs CTEepUIM3YIUX BelleCTE B QopMe
CTEPUJIBHEIX TBEPOHEX KOMIO3MIUM, KOTOPHE MOTYT OBTbL PaCTBOPEHH WU
OUCIIepTIUPOBaHE B CTEepPUIILHOM BOIE VIV opyTon CTepUJILHOM

MH%eHMpyeMOﬁ Cpelle Iiepel IIpPVMMeHEHVEM.
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[0076] @HOnsa Toro 4UTOOH MOPOJIOHTMPOBATEL OeMCTBME OIMCAaHHOTO B
n300peTeHUr COeIVMHEHMHa, YacTO SBJIAeTCHd XeJlaTeJIbHBEM 3aMelJIeHNre
BCacCHBaHMe M3 MecTa I[IOIOKOXHOM WMIM BHYTPUMBIIEUHOM MHBEKIUM. 3TO
MOXeT OBTb OOCTUITHYTO IIYyTeM MCIOJb30BaHMA XUOKOWM CYCIEeH3UM
KPUCTAJJIMUEeCKOTO WM aMopdHOTO BemecTBa C HM3KOM PaCTBOPMMOCTLIO
B BOIe. B »TOM Cllyyae, CKOPOCTHL BCACHBAaHMSA COEOMHEHMS 3aBUCUT OT
CKOpPOCTM eI'0 pacCTBOPEeHMUS, KOoTOpasd, B CBOK OuUepens, MOXeT
3aBMCeThL OT pa3Mepa KPUCTAJJIOB UM KpUCTaJIMuecKoM dopmel. B
KauecTBe BapuaHTa, 3aMelJIeHHOE BCaCHBaHMe IIapeHTepaJIbHO BBOIOVMOM
JIEKapCTBEeHHOM (QOPMEl COeIMHEHMSA IOCTUTaeTCcd OyTeM PacCTBOPEHUS WU
CYCIIEHIVMPOBAHMA COeIMHEeHMS B MaCJISHOM HocuTeJle. VIHBelUpyeMEe
Oerno—oopMEel U3T0TaBJIMBaKT nyTeM bopMMpOBaHMA
MUKPOMHKAIICYJIMPOBAaHHEIX MaTpPULL COeOuHEeHUA B OropasjaraeMelx
noJjimmMepax, TaKMX KakK IOJIUIJIaK TUL ~TIOJIUTIJIUKOJINL . Bribupasa
COOTHOIIeHNE COoenOMHEHUH u rnoJimMepa u CBOMCTBA KOHKPETHO
MCIIOJIE3YEeMOTO noJjimmMepa, MOXHO KOHTPOJIMPOBATE CKOPOCTb
BEICBOOOXIEHN A COenVHEHN . prMepH OPpYyTUX fropasjaraeMelx
[IOJIMMEPOB BKJNUAKT IMIOJUMOPTOROUPE UM IMIOJMAHTUIOPUIH. VHBELUUPYEeMHE
Oerno—QoOpMEl TakKXe IIoJIydalT IIYyTeM BKJIOUEeHMS COeIMHEHMS B JIMIIOCOMEL
VIV MUKPOSMYJIECUM, KOTOPHE COBMECTMMH C TKaHAMM OpPIaHM3Ma.

[0077] UVHBEeuUMpyeMele pPacTBOPH WM MUKPOBMYJIBECUM MOT'YT OHTH
BBelIeHE B KPOBOTOK IMalMeHTa IIyTeM MeCTHOV ©OOJIOCHOM MHBEeKLMM. B
KauecTBe BapmaHTa, BoJiee SOOEKTUBHEIM  MOXET OBITH BBeOeHMe
pacrTBopa WIM MUKPOSMYJIECUM TakKMM oO0Opas30oM, UYTOOH NOOINEepXMBATH
I[IOCTOAHHY HUPKYJIMP YLy KOHLIEHTPAaLWID OEICTPO PacTBOPUMOTO
COenMHEHNUA . s TOTO UyTOOH TOOOepXUBAaTH TakKyln IIOCTOSHHYIO
KOHIeHTpalMn, MOTYT OBTHL MCIOJbL30BAaHE YCTPOMCTBa HelpepHBHOM
BHYTPMBEHHOM  OOCTaBKMU. [IpuMepoM  TaKoTo YCTpoMCcTBa  ABJIAeTCA
YCTPOMCTBO @OJIS BHYTPMBEHHOTO CTPYMHOTO BBeneHMe Deltec CADD-
PLUS™ model 5400.

[0078] IlpennouyTUTEJIbHEMM KOMIIO3ULUMAMM IJIS PeKTaJbHOTO WM
Bar'MHaJIbLHOTO BBEIOEHUS [ABJIAKTCSH CYINIO3UTOPUM, KOTOPHE MOTYT OHTH
IIOJIYUEeHH IIyTeM CMelleHUS OIIMCAHHHX B M300peTeHuM COoeIVMHEeHUM C
[OOX O I MMM He BHI3HB a I IMN paszsnpaxeHns BCIIOMOT'a T&JIb HEIMU
BemecTBaMM WMJIM HOCHUTeJIAMM, TakKuMMM KaK MacJjlo KakKao, [TUeJIMHHMA

BOCK, IIOJIMS TUIIEHTJIMKOJIb mJin BOCK IJIA CYIIIIOSUTOPUERE, KOTOPEHE
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ABJIATCA TREPOHMU IIPU TeMIepaType OKpyXaKlel Cpenb, HO XUIKVMU
npu TeMllepaType TeJa u, CJIeDOoBaTeJILHO, pPacIuiaBJIgRTC A B
PeKTaJlbHOM MM BaTMHAJBHOM IOJIOCTM ¥  BHCBOOOXIAKT aKTUBHOE
COeIMHEHNE Opyrue JIeKapCTBEeHHEE bopMEL, IIPYIMEH SeMEe s
BaI'MHAaJILHOTO BBelleHUHd, MOTYT IpencrTaBJIaTh cobom  meccapum,
TaMIIOHEl, KpeMbl, I'eJii, [1acCH, I[IeHH WU CIpeu.

[0079] OnmcaHHBe B KM300peTeHMM OQapMalleBTHUUeCKMe KOMIIO3UMLUUN
MOTY'T OHITH TaKxe BBeOeHH MEeCTHO, B Y4aCcTHOCTH, KoTrma
LeJleHalpaBJIeHHO [IOOBepIralTCd JeUueHMI o00JlacTM WM OpTlaHb, JeI'Ko
OOCTYIIHEE OJIgd MEeCTHOI'O BBeINeHMs, BKJKUadg 3abojieBaHMA IJlaza, yXa,
KOXM MM HWKHEeI'O OTHejla KMIIeuHMKa. llogxonAamye JieKapCTBeHHHBE
bopMEL IOJIS MECTHOT'O BBeOeHMA MOIyT OHThL JIETKO IIPUIOTOBJIEHEl IIJIA
KaXIOHX M3 5TUX oBJlacTeM MJIM OpIT'aHOB.

[0080] JlekapCTBeHHEE GOPMEL 0Jidg MECTHOTO NI
TPaHCOEPMaJIbHOT'O BBEIOEHMA OIMCAaHHOTO B M300peTeHMM COeOMHEeHMA
BKJIOUAT Mas3M, I[IacTE, KpeMbl, JOCBOHH, TI'eJjiM, IIOPOWKM, pPaCTBOPH,
CIper, MHITAJATOPH WM IJIaCTHPM. AKTHMBHEM KOMIIOHEHT CMelMBAaT B
CTEPUJIBHHX YCJIOBUAX C OGapMalleBTUUECKM IIpUeMJIEMEIM HOCHUTEJIEM U, B
3aBUCHUMOCTHA oT 0OCTOATEJILCTE, C JTIOOBEIMI He 00X 0 OVMBIMU
KOHCepBaHTaMu VI Oybepamm. [IpennoJjilaraeTcHd, UTo
odTapEMOJIOTHMUYEeCKAasa JIeKapCTBeHHas ©GopMa, VYIHHE KallJlM M ITJla3HHE
KalgiM TakXe BXOOAT B 00BeM HacToAmeI'o u300peTeHMsa. Kpome TorO,
HacTodllee M300peTeHMe IIpedyCcMaTpMBaeT IIPMMEHEHME TpaHCIepMaJlbHEX
ILJIacTHpeN, KOTOPEHE VIMET OOIIOJIHUTEJIEHOE [IperMymeCcTBO,
OBYCJIOBJIEHHOE 17924 CIIOCOOHOCTEBIO oBecrieurBaTh KOHTPOJINPY EMYIO
OOCTaBKy COeOMHEeHUs B OplaHM3M. Takue JieKapCTBeHHHE QOPMEL MOIT'YT
BHITH IPUTOTORJIEHH oyTeM pacTBOpeHUs WJIn OVCIepPTUPOBaHUA
COeIVMHEHNS B COOTBETCTBYyKIEN cpele. IOoisa VMHTEeHCUIUKALUU
[IPOXOXOEHNS COeOUHEHUs UYepes KOXy MOI'yT OHTB TaKXe WMCIIOJb30BaHEl
BelleCTEa, YCUIIMBAaKIINME BCaCHBaHNE . CKOpPOCTE MOXET
KOHTPOJMPOBATECHA JMOO MIyTeM MCIOJL30BaHUA pPeTryrpyklel CKOpPOCThb
MeMOpaHH, JHMbO TNIyTeM IUCIePTMPOBAHMA COeOMHEHUS B I[IOJIMMEPHOMU
MaTpulle WM TI'ejle. MeCTHOe BBeleHMe B Cllydae HWKHUX OTHOeJIOB
KMIIEeYHOTO TpakKTa MOXeT OHTb OCYWeCTBJIEHO IIyTeM MCIOJbE30BaHNA
PEKTAJILHEIX CYIIIO3UTOPUER (OIIMCaHHEIX BHILE) VI IOOXONAmEN

HeKapCTBeHHOﬁ (]_)Ophﬂ::l B BUIE KJM3MBE. MOTYT OHTE TaKXe MCIIOJIb30BaHE
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TpaHCcOepMaJibHEE IJIACTHPM OJIS MEeCTHOT'O IIPMMEeHEeHUS.

[0081] dapmMalleBTUMUECKHME KOMIIO3ULIMM IOJIS MECTHOTO IIPUMEHEHUS
MOTYT OHTbL OPUIOTOBJIEHE B BMUIe MNOOXOOAmEeM Mas3M, CcolepxXalen
AKTUMBHEIM KOMIIOHEHT, CYCIEeHOMPOBAHHLM WJIM PAaACTBOPEHHHEM B OIHOM
MM  HEeCKOJIbKUX HOCHUTEJISAX . HocuTeym  OJIS  MECTHOTO BBeIOeHUSA
CoeIMHEeHMM TIIO HacToAmeMy M 300peTeHMI0 BKJIOUYAT, HO DSTHUM He
oTpaHMUMBas, MMHepaJlbHOEe MacJo, XUIOKMUM BaseJluH, OeJilklM Ba3eJMH,
OPONUJIEHTJIMKOJIEL, I[IOJMOKCUDTUIIEH, I[IOJMOKCUIIPOIMIIEH, 5SMYyJIbIUPYIUM
BOCK ¥ BOOy. B KauecTBe BapuaHTa, OQapMalleBTHUeCKMEe KOMIIO3ULIUN
MOTYT OBTBH IMOPUITOTOBJIEHE B BMIe IIOOXONOAMEeIO JOCBbOHA WJIM Kpema,
comepxamero AKTUBHEE KOMITOHEHTH, CYCIeHIVPOBaHHEE WIIN
PAaCTBOPEHHEE B OIOHOM MM HECKOJBKUX OQapMalleBTUUECKM IIpUEeMIIEMEIX
HOCUTeNaAx . llogxonmdmye HOCHUTEeJM BKJIYAalT, HO STMM He OI'paHuYMBaLd,
MMHepaJIbHOE MacJio, CcopbuTaHMOHOCTeapaT, noaucopdbar 60, BOCK U3
e TUJIOBEIX >0UpPOE, 11eTeapuJIOBHI CIOupT, 2-0KTUJIOOOEeKaHOJI,
BeH3UJIOBLM CHUPT U BOIY.

[0082] OdapmMmalleBTHMUECKMEe KOMIOZULMM IJA OQTaJIEMOJIOTUUYECKOTO
IpMMeHeHMSa MOT'yT OBTb I[IPUIOTOBJIEHE B BUIe MUKPOHUIUPOBAHHEX
CYCIIEH3UV B MB0TOHUUECKOM CTEPUJIBHOM OQM3UOJIOTMUECKOM pPacTBOPe CO
CKOPPEKTUPOBAHHOM BeJIMUMHOM PH WM, OPenlouTUuTeJIbHO, B BHUIE
PacTBOPOB B MB30TOHUUECKOM CTEPMJIBHOM QUMBMOJIOTMUECKOM pPacTBOpPEe CO
CKOPPEeKTUPOBAHHOM BeJMUMHOM PH, B HOPUCYTCTBUM WJIM B OTCYTCTBUU
KOHCepBaHTa, TakKoTO KakK OeH3aJIKOHMYyMa  XJIOPHUI . B KauecTBe
BapMaHTa, (QapMalleBTUUECKMEe KOMIIO3MUIMM OJI9 OQPQTaJIbMOJIOTMUECKOTO
IpUMeHeHUS MOTYyT OHTL OPUTOTOBJIEHH B BUIe Ma3y, TakoM Kak
BaseJiMH. Ja JledueHMA IJlal3 WIM IOPYIMX HAPYXHHX TKaHel, HalpuMep,
pPTa U KOXM, JeKapCTBeHHEe (QOPMEl MOTYT OBTH HaHeCeHH B BUIE Ma3U
VI KpeMa OoJIs MEeCTHOT'O IpUMeHeHUd, comepXxammx AKTUBHEM
VHTPpelIVMeHT (MHTPeIMeHTH) B KOJMUeCcTBe, HamnopuMmep, oT 0,075 mo 20
Macc.%. B cilydyae M3TOTOBJIEHUS B QopMe Ma3M, aKTUMBHEE MWHIPEeIVMEHTH
MOTYT OBTL MCIOJL30BaHE C JIoOOM Ma3eBOM OCHOBOM U3 MACJISHOM
MaseBOM OCHOBH, IapadMHOBOM Masz3eBOM OCHOBH WJIM CMelMBawmelNcs C
BOOOM Mal3eBOM OCHOBH.

[0083] B kauecTBe BapuaHTa, AaKTUBHHE WHIPEOMEHTH MOTYT OHTH
IPUTOTORBJIEHE B BUIE KpeMa C KpeMOBOM OCHOBOM THIIA MacJIO-B-BOIE.

B ciayuae Heo®XOoOMMOCTH, BOoOHasa (asza KpPpeMOBOM OCHOBE MOXET
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BKJIIOUYATL MHOTOATOMHEM CIOUPT, TO €CTh CIKPT, MWMeIVKM »OBe WK
BoJjlee TUIPOKCUJIILHEIX TPYIIN, TaKoM KaK OPONMJIeHIUIMKOJL, OyTaH-1,3-
OMOJI, MaHHMT, COpOMT, ITUIMIEPMH M [NIOJIUDTMIIEHTJIMKOJIbL (BkJwUad PEG
400) m ux cMecu. JlexkapcTBeHHHEe OGOPMEL OJIg MeCTHOI'O IIpPUMeHEeHUI
MOTYT, €CJM BTO Ilejlecoobpas3Ho, BKJKOUAThL COEOMHEHME, KOTOpOe
YCUIIMBaAeT BCaCHBaHUE WM I[IPOHMKHOBEHME aKTMBHOT'O MHIPEeOMeHTa
yepes KOXY WM IOpyI'Me IIOpaXeHHHE y4daCTKM. I[IpUMepH TaKMX BeNeCTB,
YCUIIMBAaKIUX IIPOHUKHOBEHMA UYepes KOXY, BKIKUYAKT IUMETUIICYJIbEQOKCHUI
M ero aHaJIOTU.

[0084] MacJisHasda dpasza BSMYyJILCUM, NIPUTOTOBJIEHHEIX c
MCIIOJIE30BaHUEM COeIMHeHMSa OGopMyJiEl I, MOXeT OHTH oOOpa3oBaHa U3
M3BECTHBEX MHIPEOMEeHTOB JIOOBEIM M3BECTHEIM MeTOOOM. HecMoTpsa Ha TO,
yTo dasa MOXET COoIepXaTb TOJIbKO 5SMYyJIbTaTop (Ha3hBaeMHl MHaue
SMyJIbT€HTOM), TeM He MeHee, XejlaTeJIbHO, 4YToOH Ga3a coIepxaJa
CMechb, II0 MeHbIleV Mepe, OIOHOTO »BMyJbTaTopa C XKUMPOM WM MacJioM,
WIM M C XMPOM, M C MacJoM. IUIPOOMUIILHEM 5SMyJLETAaTOop MOXeT OHTH
BBeIOeH BMeCcTe C JIMIOOMJILHEIM BMYyJIBTAaTOPOM, KOTOPHM »OelCTBYyeT B

KauecTBe CTabuam3aTopa. B HEKOTOPHX BapMaHTax OoCyMeCTBJIEHUS,

SMYJILTATOP BKJIOUAaeT KakK MacJio, Tak U Xup. IlpM COBMECTHOM
NIpUCYTCTBUNA, SMYJIETAaTOoP (PMyJIBTAaTOPRH) BMECTe WJIN tes
cTadbuamszaTopa (cTabuiamM3aTopoB) obpaszyerT (obpazynoT) Tak

HasbBBaeMBl SMYJIbBIMPYOIMM BOCK, a BOCK BMeCTe C MAaCJIOM U XUPOM
ofpas3ynT Tak Ha3bHBaeMyln SMYJILTUPYOIYKD OCHOBY Mas3M, KoTopad
bopMHpyeT MaCJAHYID OHUCIEPCHYHD (asy KPEeMOBHX JIeKAPCTBEHHHX (QOPM.

OMyJIETEHTH UM CTabMIM3aTOPRH SMyJIbECUM, IPUIOIHEE IJIS MCIOJIbL30BAHUSI
B JIeKapCTBeHHOM dopMe coeIMHeHUS GOpPMYJIE 1, BKJoUanT Tween™-60,

Span™-80, 11eTOCTeapWJIOBHM CIOVPT, OEH3UJIOBHM CIWPT, MUPUCTUIIOBLIL
COMPT, TJIMLIEPMIJIMOHOCTeapaT M JIaypuJCcylbdaT HaTPUA.

[0085] QapmMmaleBTHMUeCKME KOMIIO3MINMM MOTYT OBTE TaKXe BBeIeHH
B bopme Ha3aJIbHOTO aspos30Jd WM @ IIYTEeM  MHTAJALWMA. Takue
KOMIIOBULIMM  [IPUTIOTaBJIMBAIT  XOPOMO M3BEeCTHHMM B  dapMalleBTUKE
MeToOoaMM, ¥ OHM MOTYT OHTL I[IPUIOTOBJIEHH B BUIEe PacTBOPOB B
OM3MOJIOTUUECKOM PAaCTBOPE C MCIOJBb30BaHMeM OeH3MJIOBOTO CIMPTa WK
OIpYTUX IIOOXOI AMMX KOHCEepBaHTOR, IIPOMOTOPOB BCaCHBaHUA oJis

IIOBHIIEHM A OMOOOCTYIIHOCTH, bTOopPYIIIEPOIOB n/Uim OIPYTUX
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TPaOUIMOHHEX COJTIOMIIN3UP YOI X VIV OVCIEPTUPYIINX CpencTB.
JlekapCcTBEHHHE bopMEI, [IPpVMIMEH SeMEIE oIS BHYTPUIIETOUYHOT'O VI
Has3aJIbHOTO BBEIOEeHMsI, MWMEeKnT pa3Mep 4YacTHll, HalpuMeEp, B IMalla30He
or 0,1 mo 500 MM (BrRJKUAA YaCTHULE C pas3MepaMy B IOMalas3oHe OT
0,1 mo 500 MKM Cc marom YyBeJMUeHUsa pasMepa Ha 0,5, 1, 30, 35
MUKPOH ¥ TakK Jajee), ¥ 2TM dYaCcTHULUE BBOIAT IIyTeM OBCTpOM
VMHTAJAUMM Yepes HOCOBOM XOO WIM IIYyTeM MKHTaldaluuMy uUepe3 PpoT OJId
OOCTMXEHNA MMM aJlbBEOJISPHEX MEINOUYKORB.

[0086] B 3aBuCHMMOCTM OT crocoba, IIPMMEHIeMOT'O IJId BBeIOeHUS
JIEKapCTBEHHOTO cpencrea, bapmMalleBTHUUECKASA KOMIIO3ULIM A (nnm
JexkapcTBeHHasa ¢opMa) MOXeT OBTBH pachPacoBaHa pPasz3JIMUHEIMU MEeTOINaMMU .
Kak npaBuiio, IocTaBJIgeMoe oJis Ipooaxn u3nejsme BKJIOUaET
KOHTeMNHep, coepxammi BJIOXEHHYIO B HeTo bapMalleBTUUECKYIO
KOMITIO3UIIMI0O B COOTBETCTBYKIEV JIeKkapCTBeHHOV o¢opmMe. IlomgxomAamme IJIg
2TOV UeJiM KOHTeMHeph XOpOomo M3BECTHH ClIeluralucTaM B HOaHHOM
oBijacTH, n OHU BKJIOUAT TakKue KOHTEMHEPH, Kak Oy TBEJIKMU
(IIJIaCTUKOBHE ¥ CTeKJISHHHE), [IaKeTUKM, aMIlyJiH, ILJIACTUMKOBEE MeENKHM,
MeTaJlJIMueCKMe LIMJIMHIPHE M »OpyI'Me I[IoIoOHHE KOHTeMHeph. KoHTelHep
MOXeT Takxe  BKJIOUATH npucrnoco®jieHue, VCKJIoUaniee cIydavHoMm
OOCTYII K COIEPXMMOMY  YIIAaKOBKM. Kpome ToOTO, Ha KOHTeMHepe
IpUCYTCTBYEeT HaHeCeHHas Ha HeTro 9STHKeTKa, Ha KOTOpOM OIIMCAaHO
comepxXmMoe KOHTeMHepa. Ha DSTHKeTKe MOT'YT OHBTHL Takxe IIPUMBEIeHH
COOTBETCTBYKIIME IIPedoCTepeXeHN.

[0087] JlekapcTBEeHHEE bopMEL  MOTYT OBITH pacdacoBaHEL B
KOHTeMHeps C Pa30BOM WM MHOTOKPATHOM  IO30M, HalpuMep, B
TepMeTUUYECKUE aMITY JIE u bJIaKOHEL, u MOTYT XPaHUTbCSH B
CyOIMMUPOBAHHOM (JIMOQUIMBUPOBAHHOM) COCTOSHMM, TpebyKoleM TOJBbKO
nobaBJIeHMSa CTEepMJIBHOTO XMIKOTO HOCHUTEJNS, HallpMMep, BOIH IJIA
MHBEKINVM, HelNOCPeldCTBEeHHO IIepel IIpuMeHeHMeM. I[IpUTOTOBJIEHHHE OJIg
HeMeOJIeHHOM MHBEKLUMM PAacCTBOPH UM CYCIEH3UM OIPUIOTaBJIMBALT U3
CTEPUJIBHEIX TIOPOMKOB, TIPaHyJl M TabJIeTOK, OINMCAHHOTO BHIIE THUIIA.
[TpeanoyTUTeJIb HEMA JIeKapCTBEeHHBEMU dbopmMamMm C pasoBoM oo30M
ABJIATCA JIeKapCTBeHHEE (QOPME, COIepXalllMe CYTOUHYK OO3Y aKTUBHOTIO
VMHTpelIVeHTa WJIM €TI0 Pa30ByKw CYTOUHYK 03y, OIMCAaHHYK BHIE, WU
COOTEBETCTBYKIYKD €& 4YacCThb.

[0088] B ele OIOHOM acIleKkTe, OIMCaHHOe B M300peTeHUn
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COEeIMHEHME WIM €T0 ¢QapMalleBTUUECKM IIpMeMJIeMas COJIb MOTYT OHTH
IPUT'OTORJIEHE B bopme BeTeprHapHOM KOMIIO 3ULINH, comepxamemn
BeTepUHapPHHMN HOCHUTEIE . BeTeprHapHEMA HOCUTEJIAMU ABJIAKTCSA
BeMeCcTBa, WCIOJb3yeMEle IJIS BBEeIOEeHMS KOMIIO3MINVM, M OHM MOTYT OHTH
TBEPIHMM, XUIKUMU WMJIM I'a3000pasHBEMM BemMecTBaMu, KOTOPHE HABJISAKTCSH
TaKXe MHEPTHHMM, [IPUMEMJIEMEIMM C TOUKM 3PEeHUS BeTepMHapuu WU
COBMECTMMHE C AaKTUBHHM MHIPEIMEHTOM. OTU BeTepMHApPHBE KOMIIO3ULIUN
MOTYT OHTB BBeIeHH IIapeHTepalJIbHO, IIepOopalJIbHO WM JIOOBEM TpelyeMBM
Criocofom.

CrioCcoOsl JleueHUd

[0089] HacTodmee wun300peTeHMe OTHOCUTCHA K CIHocoOy JieueHusd
WY  HOpenoTepalleHUsa  3abojieBaHUdA, O0JIE3HEHHOTO  COCTOSHMA WU
paccrTpoMcTBa IHC vy cy®bekTa, HyxXIaomerocs B 5STOM, BKJOUAKIEMY
BBelOeHUe CYOBeKTy, B BUIe MOHOTepanuu WIM KOMOMHUPOBAHHOM
Tepaluy, TepaleBTUUecKr 5HOOeKTUBHOTO KOJUMUeCTBa COeIVMHEHUd WIIN
ero GQapMalleBTUUECKM I[IpUeMJIeMOV COJIM, TOe CoeOMHeHMVe BHOUpalnT U3
coenMHeHUM, NpeacTaBJIeHHHX B Tabjauie 1.

[0090] Nz30BpeTeHne TakXxe OTHOCHUTCS kK  dapMalleBTHUUeCKOM
KOMIIO 3ULIMN, BRJIIOYAIen coenIMHeHNne u3 TaOJIMLEL I VI ero
bapMalleBTHMUECKM IIpHeMIeMyl COJIb H, IO MeHbllel Mepe, OIOHO
bapmMalleBTUUECKU npremMiIieMoe BCIIOMOTaTeJIbHOE BEMeCcTBO VI
HOCUTeJIL. M300peTeHMe TakXe OTHOCUTCS K JIeKapCTBeHHOM ¢QopMe,
BRJIOUAKIEN YKa3aHHYID (apMalleBTUUEeCKYD KOMIIO3ULU.

[009]1] UmobOpeTeHMe TakXe OTHOCUTCA K CIOoco0y JIeueHMI WK
nIpenoTBpaleHns 3aboJjieBaHMA, B0oJIe3HEHHOTO COCTOSHUSA VI
paccTpocTBa IHC y cyObeKTa, HyxXJawomerocs B STOM, BRJOUAKIEMY
BBeIOeHUe CyOBeKTY, B BHMIEe MOHOTepaluM WJIM KOMOUMHUPOBAHHOM
Tepanuu, O¢apMaleBTUUECKOM KOMIIO3MUUM WJIM JIeKapCTBEHHOM (OPMH,
BRJIOUAKIEN CcoeldVHeHMe, IIpenOcTaBjieHHoe B Tabiauue I, WIM eTo
bapMalleBTUUYECKM IIPUEMIIEMYK COJIb.

[0092] UzobBpeTeHMe, KpOMe TOTO, OTHOCUTCHA K CTUMYyJIATOPY
sGC, IpuBeOeHHOMY B  Tabjuile I, WIM K ero dapMaleBTUUeCKHU
IpueMIIeMOM coJu, VI K comepxamemn ero bapMalleBTUUECKOM
KOMIIO3ULIMY MJIM JIEKApPCTBEeHHOW QopMe IJid JieueHusa 3abojeBaHusa IHC.

[0093] WM=z0O0peTeHMe, KpPOMe TOT'O, OTHOCUTCSH K CTUMyJIATOopy SGC

NI K comepxamen ero bapMalLeBTHUUECKOM KOMIIO 3ULINH NI
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JIeKapCcTBeHHOM QopMe @OJ4 OpMMeHeHMa Opu JiedueHuM 3abojeBaHmsa IHC,
e CcTuMyJaTop SGC  gBJISeTCHd CTUMYJISTOPOM, npelCcTaBJIEHHEM B
Tabauie I, MIM ero dpapMalleBTUUECKM IpMeMJIEMOM COJIbI.

[0094] B OpYyTHUX BapMaHTax OCYIeCTBJIeHNd, PaCKPEITHE B
n300peTeHur COENMHEHMSA SABJAKRTCH CcTUMyJigTopaMy sSGC, KOTOPHE MOTYT
IPUMEHATLECS NIPpM OPelOoTBpalleHur W/WUiaM JedueHuM 3adoJIeBaHMuMi WK
pPacCcTpoONCTE, XapaKTepu3yrnlnuxCcg MO BHIIE HHEIM HepoOBOCHaJIeHUEM.
OoHUM BapMaHTOM OCYIeCTBJIEHUA n3obpeTeHmUs ABJISAETCSA crioco6
YMEeHBIIeHMSa HeMpOoBOCHIalleHMsa Yy CcyOBeKTa, HyXIaomerocsd B STOM,
nyrem BBReIeHUSd CYOBEKTY JIOOTO OOHOTO nus coeIMHEeHUN,
OpencTaBJIeHHHX B Tabiauie I, WIM ero O¢apMalleBTUUECKU I[IpMeMIIEMOMN
comnu, VI comepxalmemn ero bapMalleBTUUECKOM  KOMIIO3ULUM  WJIU
JleKapCTBEeHHOM GOPMEL.

[0095] B IOpyrMx BapMaHTax OCylleCTBJIEHUS, PaCKpPEITEE B
n300peTeHUur COeOMHEHUS ABJIAIRTCH CcTUMyJigTopaM sGC, KOTOPHE MOTYT
NPUMEHATHLCA I[PV OpeloTBpalleHuu W/WiaM JeueHur 3aboJieBaHuM WJIn
PaccTpoOMCTRB, XapaKTepusynInuxcd TIOBHIIEHHOM HEeVPOTOKCUUHOCTLIO.
OODHMM  BapMaHTOM  OCYIeCTBJIEHUA n3obpeTeHmAa ABJIAEeTCHA crioco®
YMEHBIIEHNS HeMPOTOKCHMUHOCTM Yy CcyObeKTa, HyXIaomerocad B DTOM,
oyTeM BBeIOeHUS CYyDBEeKTY JIoboTo OIOHOTO us3 coeIVHeHUN,
IpencTaBJIeHHHX B Tabuuie I, WIM ero ¢apMalleBTUUECKU IIpreMJIeMOoMn
coJu, VI comepxamemn ero bapMalleBTUMUECKOM  KOMIIOBULUM  WMJIU
JIeKapCTBeHHOM (QOPMEL.

[0096] B OPYyTHUX BapMaHTax OCYIeCTBJIeHUSd, PaCKpPHTHE B
M300peTeHU COEeOMHEHMSA SABJIAKRTCH CcTUMyJidTopaMu sSGC, KOTOPHE MOTYT
NPUMEHATLECS IIPpM OPelOoTBpalleHuKr W/MUiM JeueHuM 3adoJIeBaHMuli WK
pPaccTpoMCTE, XapaKTepu3ynInuxca HapylleHUueM HelpopeTreHepalln.
OoHUM BapMaHTOM OCYIEeCTBJIEHUA n3obpeTeHns ABJIAETCSA crioco®
BOCCTAHOBJIEHUS HeMpopeTreHepaluM y cCcyObeKTa, HyXIaomeT'ocd B 2TOM,
nyTeM BBelleHMS CYyOBEKTY JIOOTO OIOHOTO nus coenMHeHuM,
OpencTaBJIeHHHX B Tabuuie I, WIM eTro ¢apMalleBTUUECKU IpreMJIeMOoMn
cou, VI comepxamemn ero bapMalleBTHUUECKOMN KOMIIOB3ULIUM  MJIA
JIeKapCTBeHHOM (QOPMEL.

[0097] B OPpYyTHUX BapMaHTax OCYIeCTBJIeHNU I, PaCKpPETHE B
M300peTeHU COENMHEHMA SABJAKRTCH CcTUMyJigdTopaMy sSGC, KOTOPHE MOTYT

NPYMEHATHLCA I[PV [OPeloTBPameHuu W/WiaM JiedeHur 3a0oJIeBaHUM WJIIN
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PAacCCTPOMCTE, XapaKTepU3VRIMUXCId HapyleHMeM CHHAITUUeCKOM OQYHKIIUM.
OnmHVM BapMaHTOM OCYIEeCTBJIEHN A n3obpeTeHms ABJIAETCSH crioco®
BOCCTAHOBJIEHMSA CHUHANTHMUECKOM OYHKIMM Yy CcyObekTa, HyXIaomeI'ocsa B
5TOM, IIyTeM BBeIeHud CcydObekTy Joboro OOHOTO U3 CcOoeldVHeHUM,
IpencTaBJIeHHHX B Tabuuie I, WIM ero O¢apMalleBTUUECKU IpreMJIeMOoMn
cou, VI comepxalmemn ero bapMalleBTUUECKOM  KOMIIO3UIUM  WJIU
JIeKapCTBEeHHOM (QOPMEL.

[0098] B OPpYyTHUX BapMaHTax OCYyUeCTBJIeHNUd, PaCKpPEITHE B
n300peTeHur COEeOMHEHUS SABJIAKRTCH CcTUMyJigTopaMu sSGC, KOTOPHE MOTYT
IPUMEHATHECSA TIPM OPelOoTBPpalleHuy W/WUiaM JedeHuM 3adoJIeBaHuMi WK
PacCcTpONCTE, XapaKTepmu3yrnlnuxCcg CHIMXEeHMEM YPOBHSA
HelpoTpaHCMUTTepoR. OIHMM BapMaHTOM OCYIIECTRBJIIeHUS U300peTeHUd
ABJIAETCSH crioco® HOpMaJiM3alumn YPOBHSA HeVPOTPaHCMUTTEPOB N4
cybmeKkTa, HyXJaomerocs B 5STOM, IIYTeM BBeIeHMS CyOBekTy JiodoTo
OOHOTO M3 COeIMHeHMuM, IMOpeIOcTaBJIeHHHX B Tabiauue I, WIM €T0
bapmalleBTHUUECKU npreMiIeMomn coJu, WJIIN comepxamen ero
bapMalleBTHMUECKOM KOMIIO3UMUMM WMJIM JeKapCTBeHHOM ¢GopMel. KOHKpeTHO,
3aboJjieBaHMe IIpencTaBJigeT cobor BOoJie3HL AJNblredMepa. KOHKpPeTHO,
3aboJieBaHMe MIpelncTaBJisgeT coBOoM CMellaHHY IeMeHLMO.

[0099] B OPpYyTHUX BapMaHTax OCYyleCTBJIEHUSd, PaCKPHITHE B
n300peTeHUr COeIMHEeHMS SABJIAKRTCH CcTuMyJidTopaMu sSGC, KOTOPHE MOTYT
IPUMEHATLCA IIPpM OIPelOoTBpalleHuNr W/MUiM JedueHuM 3adoJIeBaHMui WK
paccTponcTE, XapaKTepu3yonInuxca HapylleHueM MO3TOBOTO
KpOoBOODpaMeHn . OmHVM BapMaHTOM OCYIEeCTBJIEHUA n3o00peTeHns
ABJIAEeTCSH croco6 BOCCTAaHOBJIEHUSA MO3TOBOTO KpOoBOOOpameHMs N
cybbBeKTa, HyxXpaolmerocsa B D2ToOM, IIYTEeM BBeIeHUS CYyObBeKTy Jidoro
OOHOTO M3 COeIMHEeHUuM, IOIpeIOCTaBJIeHHEX B Tabiauue I, WIM eTo
bapMalleBTHUUECKHU nIpuemIIeMom coJn, VI comepxamemn ero
bapMalleBTUUECKOM KOMIIO3UIIWM WM JeKapCTBeHHOM ¢QopMul. KOHKpPeTHO,
3aboJieBaHMe TIpPenOcTaBjigeT CcoboM COCYIMCTYID IeMeHLMrI MM O0JIe3Hb
AnblurelMepa. KoHkpeTHO, 3abojieBaHMe IIpeIncTaBJigeT coBoM CcMemlaHHYI
oeMeHIIMIO. B OpyTMX BapMaHTax OCYIeCcTBJIeHUsI, paccTpoucTBo IIHC
BHOMpPAanT I U3 TpaBMaTUUECKHUX  IIOBPEeXIeHUN (3AaKPBEITHX  WMJIU
OTKPHTHEX, [NIPOHMKAMMUX B TOJOBY), TPaBMaTUUECKOTO IIOBPEeXIEeHUSA
T'OJIOBHOTO MO3Ta (TBI) VIV HEeTpaBMaTUUECKOT O MOBPEXIEHU A

TOJIOBHOTO MO3Ta (MHCYJILTA, AHEBPW3MEL, TUIIOKCHUMA) , WIIN u3
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KOTHUTUBHOTO HapPYIEHUS WIXM KOTHUTHMBHOM IMCOYHKINWM, BO3HUKAIMIUX
BCJIEOCTBME IIOBPeXIeHMM TOJIOBHOTO MO3Ta WIM HelMpoIereHepaTWBHHX
pPacCcTpoONCTB.

[00100] B mpyrMx BapmMaHTax OCYymeCTBJIeHUSd, PACKpPEITHE B
n300peTeHur COENMHEHMSA SABJAKRTCH CcTUMyJigTopaMy sSGC, KOTOPHE MOTYT
IPUMEHATLECS NIPpM OPelOoTBpalleHur W/WUiaM JedueHuM 3adoJIeBaHMuMi WK
pPacCcTpoONCTE, XapaKTepu3yrnlnuxcg TIOBHINIEHHOM HeMpoIeTreHepaluen.
OmHVM BapMaHTOM OCYIeCTBJIEHUA n3obpeTeHmUs ABJISAETCSA crioco6
CHMXEeHMA HeVpomeTreHepaluu Yy CyObeKTa, HyXIaomeTr'oCcs B 2TOM, IIyTeM
BBeIeHUs CyOBeKTy JdoT'o OIOHOTO M3 COeIMHeHWUM, I[IpPpeICTaBJIEHHEIX B
Tabjmile I, W ero bapMalleBTUUECKNM  IIpUEeMIIEMOMN coJin, I
comepxamer ero (QapMalleBTHUYeCKOM KOMIO3ULVM WM JIEKAapCTBEeHHOM
bopMEI.

[00101] B IOpyrux BapuaHTax OCylleCTBJIeHUS, PaCKpEITEIE B
n300peTeHUr COeIMHeHMA [ABJIATCAI CcTuMyJsigaTopaMu sGC, ofbJjamanmye
HeVpPOIpPOTEeKTUBHEM oeViCTBUEM. B YaCTHOCTH, COenOMHEeHus,
opencTaBJIeHHEHe B Tabauue I, wmiM ux OdGapMalleBTUUECKM [IpUeMIIeMHe
coJu, VI comepxamme 1924 bapmMalleBTHUUECKHUE KOMIIO 3ULIUN VI
JeKapCcTBeHHHe (QOPMEl MOTYT IIPUMEHSATLCS OJIS SallMTh  HEeWPOHOB VY
cydBeKTa, HyXIawomerocsd B 32TOM.

[00102] B @mOpyrMx BapMaHTax OCyleCTBJIEHUS, PAaCKpPEITHE B
n300peTeHUr COeIMHEHMSI SABJIAKRTCH CcTuMyJidTopaMu sSGC, KOTOPHE MOTYT
NPUMEHATLCA @OIpM HOPpefoTBpalleHrMM W/UIM JIeUeHUM PeIKUx OOJIeBHX
CMHOPOMOB. OIHMM BapMaHTOM OCYIEeCTBJeHUS WU300peTeHUd HABJISEeTCSH
croco® JeueHue pPenOKoro BoJIeBOTO CHMHIOpOMAa N cyfwekTa,
HYyXIJaKmeroca B 2TOM, IIyTeM BBeleHMd CyOBekTy JodoTro OIHOTO U3
CoeIMHEeHUM, MIpelcTaBJIeHHHX B Tabjaule I, WIKM eTro dapMalleBTHUUECKU
IpueMJIEMOM COJIM, WM comepxamel ero ¢apMalleBTUUeCKOM KOMIIO3ULINNA
WM JeKapCTBeHHOM (QOopMEl. B dYacTHOCTM, penIkuy O00JIeBOM CHHIPOM
BHOMpPAanT nus3 aleTasoJlaMUO-UyBCTBUTEJILHOM MMOTOHUMN, CHMHIOpOMAa
Ay TORPUTPOLUTAPHOM CeHCUOUIM3alun, ayTOCOMHO—IOMMHAHTHOM
HacJIEOCTBEHHOM HeBpaJlbHOM aMuoTpodum [Mapko-Mapu-TyTa Tuna 2V,
ayTOCOMHO-IOMMHAHTHOM HacJeICTBeHHOM’ HeBpaJIbHOM aMMOTPO QUM
Mapxo-Mapu-TyTa OPOMEXyTOUHOTO THUIla C HeBpolaTUUeCKOoW OoJbb,
ayTOCOMHO-pPelleCCUBHOM KOHEUHOCTHO-IIOSICHOM MBITEUHOM OUCTPOOUN

THIIa 2A, CBA3aHHOTO C KaHaJlonaTuen BPOXIOEHHOTI'O OTCYTCTBUA
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UYBCTBUTEJILHOCTM K O0JM, XPOHMUEeCKOoM ©Oosmu, Tpebyomel CIMHAJIbLHOM
aHeCcTesun, KOMILJIEKCHOTO PEeTMOHAaJIBHOTO BoJIeBOTO CHMHIOpOMa,
KOMILJIEKCHOTO pPeTrMOoHaJIbHOTO BoJeBoTO CHMHIOpOMa TUIIa 1,
KOMILJIEKCHOTO PEeTIMOHaJIEHOTO OO0JIeBOTO CHMHIPOMAa TuUIla 2, BPOXIEHHOTO
OTCYTCTBUSA UYYyBCTBUTEJBLHOCTM K OOJUM C TUIEPIUIPO30M, BPOXIEHHOTO
OTCYTCTBMA UYBCTBUTEJILHOCTM K OOJIM C TSKeJOM OGopMOM yYyMCTBEHHOM
OTCTaJIOCTM, CHUHIPOMa BPOXIEHHOTO OTCYTCTBUSA UYBCTBUTEJIBHOCTU K
oM C TUNOTHUIAPO30M, IMOPY3HOM JIAaOTOHHO-TIOOOMBEHHOM KepaToIepMUM
c [IPUYUMH SOIAMA BoJIb TpelrHaMu, CHMHIOpOMa HacJieOCTBEeHHOMN
SOM30OMUYEeCcKOM O0JIM, CHMHIOPOMa HAaCJeOCTBEHHOM DSNM30OAMUYEeCcCKOM ©OoJu C
[IPOABJIEHMEM IIPEMMYIIECTBEHHO B  HMXKHMX  KOHEUHOCTHAX, CHMHIOpOMa
HacJIeOCTBEeHHOM D2IM30OMUeCcKOM OO0JM C OPOABJIEHMEM IIPEeMMYyIeCTBEHHO
B BepxXHeM uYacTu TeJa, HacCJIeOCTBEHHEX OOJIE3HEHHHEX KeJIOUIOOB,
HacJIeOICTBEHHOM CEHCOPHOM UM BereTaTMBHOM HeBpolaTuM Tula 4,
HacJIeOICTBEHHOM CEeHCOPHOM U BereTaTMBHOM HeBpolaTUM Tula 5,
HacJIeOICTBEHHOM CEeHCOPHOM U BereTaTMBHOM HeBpolaTuM Tula /7,
MHTEePCTULMAJIEHOTO LUCTUTa, O00JIeBOT'O CHMHIPOMa IIpU OpOUTaJIbHEX U
CUCTEeMHEX HeMpodubpoMax ¢ MaphaHOMOHEM BHENHMM BMIOM IIalMeHTa,
[IapoOKCUBMAJILHOTO OCTpPOTo ©OO0JIeBOTO PacCTpPOMCTBa, IIepCUCTHURYIen
UIMOMIaTUUECKOM JIMLeBOM 00JM, KaueCTBEHHBX WM KOJIMUECTBEHHBIX
OedpeKToB KaJlbllarMHa M CHHIOpoMa Tojioca—-XaHTa.

[00103] B @mOpyrMx BapmMaHTax OCYyleCTBJIEHUS, PAaCKpPEITHE B
n300peTeHUr COeIMHEHMS SABJIARTCH CcTuMyJidTopaMu sSGC, KOTOPHE MOTYT

IPUMEHATHLCA TIpM [IPeNOoTBPalleHVy W/WIY JIeUeHUM BHICOTHOM (TOPHOM)

OoJies3HH, 3aboJIeBaHuUA MaJIBEIX COCYIOB TOJIOBHOT'O MO3Ta,
lepedbpalIbHOTO BacKyJMTa, criasma COCYIOB TOJIOBHOT'O MO3Ta,
rernaTuueckon sHUedaJonaTmm, BoJIe3HA MOMS—-MOMSH, oucoarmum

[lapxkUHCOHE, ATaKCUM—TeJICaHTMORKTa3mun, pPaccTpoMCTB ayTUUYeCKOTI'O
CIIeKTPa, XPOHUUECKOT'O YTOMJIEHUSA, XPOHUUECKOM TpaBMaTUUEeCKOM
sHUedaJIonaTum (CTE), KOTTHUTMBHOTO HapylleHUd, CBSA33aHHOTO c
oradteToM, KOTHUTUBHOI'O HapylleHUe, CBSA33aHHOTO C MHOXeCTBEHHEM
CKJIEPO30M, KOTHUTUBHOI'O HapylleHUd, CBS3aHHOEe C OOCTPYKTUBHEM
arHo® BO CHe, KOTHUMTMBHOE HapylleHud, CBA3aHHOTO C mIU30QpeHuen
(CIAS), KOTTHUTUBHOTO HapyleHd, CBA3aHHOTO C CEPIIOBUIOHO-
KJIeTOoUuHOM ©o0JIe3HbI, COTPACEHMS MO3Ta, peTHMHONaTHUM, InabeTrnuecKou

peTuHOIaTHUM (B TOM UMCIe TIpoJinbepaTUMBHOM M HeNpoJIMbepaTUBHOM) ,
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oucoharmm, dndposza TJasa, BoJie3HU ®abpu, DoJIe3HU T'ome,
Mo 0JIaCc TOMEL, BOCIIaJIEHUA, BEHI3BAHHOTO epebpaJlbHOM Manapuen
(SoC), BOCIIAJIEHUA, BEI3BAHHOTO MHPEKLMOHHEM 3aboJIeBaHMEM,
YMCTBEHHON OTCTaJIOCTH, MUOIINYUECKOM XOpMOUOaJILHOM
HeOoBaCKyJIApU3aLumun, HelpoMMeJIUTa S3PUTEJIEHOTO HepEBa,
HeVpolaTHUdeCckoM OOJIM IpM MHOXECTBEHHOM CKJIEpPO3e, HeNpolaTUUeCKOU
ooJu npu OIIOACHBAKIEM JMman (oroAcCHBawIEM Tepliece),
HeVpolaTHUUeCckoM OO0JM OpM XUPYPIMM IIO3BOHOUHMKA, IOeMeHUUV IIpU
BoJiesHu IllapkMHCOHa, HIepUdepUUeCKMX U BeTeTaTUMBHEX HeBpOIaTuM,
nepudepnUeCcKon OereHepalun ceTuaTKy, CHMHIOpOMAa
IIOCTTPaBMaTUUECKOTO CTPeCCOBOTO PpPacCTpOMCTBa, MIOCTIeplleTUUeCKON
HeBpaJrmu, II0CJIEONepalMOHHOM OeMeHLVN, nposmbepaTUBHOM
BUTPEOPETUHOIIaATHY, BH3BAHHOT'O pPalMOaKTUBHBEM OOJIydeHUeM ¢ubposa
MO3Ta, paluKyJonaTuu, pebpakTepHOM  BOUJIENCUN, OKKJIIO3UM  BEHE]
ceTuaTKHy, [IOBPEXIeHN A CIIMHHOT'O MO3Ta, CIMHAJILHOM  MBIIEYHOM
aTpodnu, CIIMHAaJIEHOTO CMelleHnd, TaynaTun u BJI&XHOM bopMEL
BO3PACTHOM MaKyJISPHOM IeTleHepaluM.

[00104] 3BabojeBaHus [HC, OpM KOTOPHX MOXeT OBTL OOCTUIHYT
IIOJIOXUTEJILHEY 20dekT B pe3yjbTaTe JieueHMS C IIOMOMBI CTUMYJIATOpa
SGC 1no wu300peTeHMD, ABJIARTCA 3abojieBaHmMavy [HC, T[OIpuM KOTOPHX
MOXeT OHTH XeJlaTeJIbHBEM I[IOBHIIeHMe KOHUeHTpauuy NO MM [DOBBIIEHUE
KOHLeHTpauuy CcGMP WM [NDOBBIIEHME KOHLUEHTpaluMM ¥ TOoT'o UM IOpyIoTro,
WY TIOBBIIEHME PeIyJIALUUMM CUTHAJIBHOTO kKackanma NO.

[00105] OmnmcaHHEE B U300peTeHUM COEeOMHEeHMUd, a TakXe Ux
bapMalleBTUUECKM IIpUeMIIeMBEle COJIM, B KaueCcTBe CTUMYJIATOPOB sGC,
KOTOPHE CIOCOOHH MIpeoloJleBaTh I'eMaTODHIedalnuecKuy Oapbep, MOTYT
IPMMEeHSAThCS npu npeloTBpalle Uy  U/WIn  JIeUeHUN 3aboJIeBaHUM,
COCTOSHUN PaccTpoOMCTB IoHC, npu KOTOPHX MOXeT OOCTUTATbLCSH
IOJIOXKUTEJIEHEY  20deKT B pesylbTaTe CTUMyJgsauuu sGC B TOJOBHOM
MO3Te.

[00106] B HeKOTOPEX BapMaHTax OCYIeCcTBJIeHMdA, 3aboJjieBaHUE,
BoJle3HEeHHOEe COCTOSHME WM PaccTpodcTBOo I[IHC BubupaT M3 ©O0Je3HU
AbLITEeNMMepa, aMMOTPOOMUeCcKOTO OOKOBOTO CkJepos3a (ALS miam ©O0JIe3HU
JIy T'epmura), cuHopoMa [HayHa, OeMeHLInn, COCYIOMCTOM IeMeHIUM,
COCYOMCTOTO KOTHUTHMBHOTO HapylleHusd, CMeMaHHOW IOeMeHIUWM, IOeMeHUUU

EvMHCBaHTepa (CyBKOPTHKAJILHOM apPTEPUOCKIIEPOTUUECKOMT
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sHIledpaonaTtmuu) , LepebpallbHOM ayTOCOMHO-IOMMHAHTHOMW apTepuollaTUU
C TIOOKOPKOBEIMM MHOapKTaMM U JelkosHIedpasonatmerr (CADASIL wmim

cuHopoMa CADASIL), JJOBHO-BMCOUYHOM JiIoDapHOM JeTeHepaluM WU

OeMeHLun, BUU-accolMMpOBaHHOM OeMeHLIUN (B TOM UncJie
HeCcCUMMIITOMHOT'O HeMPOKOTHUTUBHOTO HapylleHna (ANTI),
He3HaAUUTEeJILHOTO HeMPOKOTHUTUBHOTO HapyleHU A (MND) " BUU-
aCCOLMMPOBAHHOW  IeMeHLUU (HAD) (HasHBAeMOM TakKXe  KOMIIJIEKCOM

CIlMI-memenumsa [ADC] miam BUU sHIedasionaTHen), OeMeHUMM C TeJblaMu
JleBM, TIpeCeHMJIbHOV »OeMeHUMM (YyMEepeHHOTO KOTHUTMBHOTO HapylmeHud,
MCI), TJIayKOMEHI, oJsgie3HM XaHTMHITOHA (unmn  xopeu, HD), NI
KOTHUTUBHOT'O HapylleHMsa, CBA3aHHOT'O C HD; MHOXeCTBEHHOI'O CKJIEpO3a
(MS) (B TOM UMCJIe KIMHMUECKM M30JIMPOBaAHHOTO cuHIOpoMa (CIS),
BO3BpaTHO-peMuTHpylmero MS (RRMS), [OEepBMUYHOTO IIPOTPeCcCHUpYRIero
MS (PPMS) u BTOPUUHOTO IpoTrpeccHUpyrmero MS (SPMS) ),
MHOXECTBEHHOM  CHCTEMHOM  aTpodun (MSA) , foJie3Hu  [lapKMHCOHZ,
[IapKMHCOHM3MA TLJTI0C CIMHaJIbHO-1LlepebeJlJIApHOM  aTakCuu, OoJIe3HU
Cruiia-PruuapncoHa-OJblIeBCKOTO (mpoTrpeccupyrmero HaObAOEPHOTO
napajauua) , CUHIpOMAa omeduumTa BHMMAaHULI (ADD) u CUHIpOMa
TUIIEPAKTUBHOCTY C IOeduumuToM BHMMaHMA (ADHD) .

[00107] B 1Opyrux BapMaHTax OCYIIeCTBJIEHUH, 3aboJieBaHME,
BoJie3HEeHHOEe COCTOSHUE VI PacCcTpPOMCTBO npelcTaBJIgEeT cobom
PacCcTpOMCTBO MM cocTosaHMe IHC, BuOpaHHOe U3 0oJe3HU AJblLIelMepa
WM COCTOAHMA TIpendojie3HM AJblLTelMepa, MATKOW WM YMepeHHOM
bopMEl  ©oJie3HM AJbUTeVMepa WIM YMEePeHHOW WM TsSXeJoN  QOpME
BoJie3HM AJblLTelMepa.

[00108] B mpyTrux BapMaHTax OCYMeCTBJIeHMI, paccTporcTBo LIHC
BHIOMpPAT VI nus3 TPpaBMaTUUECKOTO (BaKpPBITEE VI OTKPHITHE,
IIPpOHMKAaKIMeEe TpPaBMB T'OJIOBH) IIOBPEeXIeHUS TOoJIoOBHOTOo Mos3Ta (TBI,
BKJIOUAA, HaAIPUMEP, COTPHACEHUS MO3Ta M XPOHUUECKYK TpaBMaTHUUeCKYIO
sHIIepanonaTuo (CTE)), WMIM M3 HeTpaBMaATHUUYECKOTO (MHCYJBT, BKJOUAA
UIeMUUYEeCKUM MHCYJILT, aHeBPUM3Ma, IUIOKCUA) IIOBPEeXIeHMS TOJIOBHOTO
MO3Ta, WIM M3 KOTHUTUMBHOTO HapPYMEHUS WIM OUCOYHKIMM, SBJISKIETOCS
pe3yJLbTaToOM IIOBPEeXIEeHMM T'OJIOBHOTO MO3Ta WMIM HeMVpoIeleHepaTUBHEIX
pPacCcTpoONCTE.

[00109] B 1mpyrmx BapMaHTax OCYMeCTBJIeHUSa, 3aboJieBaHME WU

paccTpoyicTBo IHC BHOMpaonT KW3 IUCTOHUM, BKIOUYAKIEN, HalIpUMep,
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TeHepaJIM30BaHHYIo, boxaJLHYyo, ceTMeHTapHyo, cekcyalJlbHYo,
IIPOMEXY TOUHYIO, OCTPYO IMCTOHUUYECKYIO peaxumo, u
TeHeTUUeCKYHn/IIepPBUUHYIO OVCTOHMIO; " OVCKUHEe 31N, BKJIOU AN,
HaopuMmep, OCTPY, XPOHUUECKYID/MeIJIeHHYO " HEMOTOPHYIO u

VHOYLUMPOBAHHYI JIeBOIOIOW IOMCKMHesuo (LID).

[00110] B gmpyrux BapMaHTax OCYHMeCTBJIeHUSa, 3aboJieBaHMEe WK
paccTporcTBo IIHC BHOMpawT U3 pPacCTpPOMCTB, XapaKTepU3yIUxXCsa
OTHOCUTEJIbHEM CHWXEHVEM CUHAIITUUYEeCKOM [JIaCTUYHOCTHU u
CUHAIITUYECKMX [IpOLIeCCOB, BKJIOU AKX , HalprMep, CUHIOPOM
dparmabHOM X-XPOMOCOMH, CHUHIPOM PeTTa, CHMHOPOM BMJIbAMCa, CHUHIPOM
PeHIIeHHMHT' &, paccTpoMCTRa ayTUUeCKOTO CIIeKTpPa, BKJIOUaKIME
ayTus3M, CHHIpOM Acleprepa, of0mee pacCTPOMCTBO IICUXOJIOTUUECKOTO
PA3BUTHKSA U Oe3UMHTEeTpaTHUBHOE PacCTPOMCTBO OEeTCKOT'O BO3pacTa.

[00111] B gmpyIux BapMaHTax OCYmMeCTBJIeHUS, paccTporcTeo IHC
npencTaBiisgseT cofoM HelpolaTUuecKyln OoJIb.

[00112] B mpyIux BapMaHTax OCYMeCTBJIeHUS, paccTporcTeo IHC
npencTaBjsgeT cobo¥ IcuUxXMaTpuueckoe, YMCTBeHHOe, IylleBHOe WM
adbeKTMBHOE PAaCCTPOMCTBO, BHOpaHHOEe M3 OUIIOJISPHOTO pPacCTpOoMCTBAa,
mM3odpeHur, ofmero IICKMxX03a, IICMX03a, BH3BaAHHOTO YyHOoTpebJieHMEM
HAPKOTUUECKUX BelecTB, OpedoBOTO pacCTpoMcTBa, mU30addeKTUBHOTO
paccrTponcTBa, 06CceCcCUMBHO—KOMITYJIbECMBHOT'O paccTpoicTBa (OCD),
IelpeCcCHUBHOTO PacCTPOMCTBA, TPEBOXHOIO PAaCCTPOMCTBa, IIaHMUYEeCKOTO
paccTponcTBa, [IOCTTPaBMaTUUYECKOTO CTPEeCcCOBOTO paccTponcTBa
(PTSD) .

[00113] B OOIIOJIHUT&JIb HEX BapmMaHTax OoCYyIleCTBJIEHUS,
paccTpocTBo UHC BHOMpPaT M3 BO3PACTHOT'O HapyleHMsa IaMaTH,
CMellaHHOV OeMeHIMM, HapylleHuM pexuMa CcHa U OOOpCTBOBAHUA WU
cuHIpoMa CHennoHa.

[00114] B OOIIOJIHUT&JIb HEX BapMaHTax OCYyIleCTBJIEHUA,
3aboJyieBaHMe WM COCTOSHME BHOMpamnT OoCcTpoM O00JM, TaJlaMUueCcKOoTO
CHMHIOpOMA, VMHIOIYLUMPOBAHHEIX XVIMMOTepanuemn HeMpolaTum u
HeVponaTHUdyeckou 0oJyM, IMabeTUMUeCKOM HeWponaTtuu, o¢(ubpoMrasiruu,
BOCHaJIUTEeJbHOM O0JIM, HeMpolaTuuecKoM ©00JM, HeMpolaTuueckoum ©0o0Ju,
cBa3aHHOM ¢ 3abojeBaHMeM LeHTpaJlbHOM HepBHOM cucTemel (IIHC),
BoJIe3HEHHON IabeTUUeCKOM nepubepndecKoM HeVpolaTuu,

HOCJ’IeOHepaLU/IOHHOﬁ 0o, TOHMUEeCKOM OoJu u BI/ICLI,epaJ'H::HOﬁ oonun.
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[00115] B mpyTrux BapMaHTax OCYMeCcTBJIeHMS, paccTpoucTBo LIHC
BHOUPAT U3 YIHEeTeHMS KOTHUTUBHHX CIOCOOHOCTEeM IIpu IpOoBeldeHUM
XVIMMOTepannu, AIOVKTUBHOTO IIOBeIeHud, BHI3BAHHOTO IIpPMMEeHeHVEeM
JIEBOIOIIE, aJIKOTOJM3Ma, HapKOTUMUEeCKOM 3aBUCHMMOCTM (BKJOUYAg, HO
STMM He OoTpaHMuMBasg, ampeTaMrH, ONMATH WIM OPYyTMe BellecTBa) U
3JI0yHOoTPeblleHMa Pa3JIMUHEIMKY BeleCcTBaMuU.

[00116] Tepmmuel "3abosieBaHme", "paccrpomcTreo", "OoJjesHeHHOe
cocroaHme" wu "cocTodHMe" MOTI'YT MCIOJBE30BaATHLCA B M300pPEeTeHUU
B3amMMoO3aMeHaeMOo oJidg ODO3HaAUEHNUd sGC, cGMP n/ Ui NO
OIIOCPENOBaHHOT'O MeIOUUIMHCKOT'O WM IIaTOJIOTMUEeCKOI'o cocTtodgHmga UIHC,
VI njs OBO3HaAUEeHNA 3aboJieBaHmA oHC, npm KOTOPOM  MOXET
OOCTUTaTbLCHA [IOJIOXU T eJIb HEI 20bexT B pe3yJbTare [IOBHIIEHM I
perysdumMy CUTHAaJIBHOTO Kackanma NO.

[00117] McnoJsb3yeMele B M300peTeHUM TepMMHEL "CcyObekT" u
"mauyent" ABJIAITCA B3aMMO3aMeHAEMEIMI . TepMMHEL "cyBwexT" "
"mauueHT" OTHOCATCA K XMBOTHHM (HaopuMMep, NOTUlIaM, TakuM Kak
KYPMLE, Iepenejla WIM MHIOEeVKM, WIM K MIeKOIUTallYM), IIPpKM STOM, B
YacTHOCTHM, "Miekonmrawnmee" BKJIKUYAET HENIPMMATOB (HaIpUMEpP, KOPOEB,
CBMHEM, Jomaney, OBell, KPOJMKOB, MOPCKMX CBMHOK, KPHC, KOIEK,
cobak M MHIIEeM) M OPpMMATOB (Hamopumep, o00e3bgHY, MYMMIIaH3e U
yeJloBeka), U 0o0Jiee KOHKPETHO, UYeJloBeka. B HEKOTOPHX BapuaHTax
oCymeCTBJIEHUSI, CcyOBeKToOM ABJISIETCH He IpUHaIjexamnee K
yeJIOBeUeCKOMY POIy XMBOTHOE, Takoe KaK CeJIbCKOXO3AMCTBEHHOE
XMBOTHOE (HalpuMmep, Jiomanlb, KOpOoBa, CBUHLA ¥ OBla) WIM IoMallHee
XMBOTHOE (HalpuMmep, cobaka, KOMKa, MOpCKas CBMHKA MJIM KPOJUK) . B
HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUI, CyDBLeKTOM SABJISEeTCHS UeJIOBeK.

[00118] B HacTodmeM M300peTeHUM TaKXe IIpeljaraeTcsd Ccrocob
JleueHMsa OJHOTO U3 YIOMAHYTHX Bhllle 3abojieBaHuM, COCTOSHUM U
paccTpoMcTE Yy IOallMeHTa, BKJIOUAKMKMY  BBeIeHMe  TepalleBTUUeCKU
50PeKTUBHOTO KOJIMUECTBA OIMCAHHOTO B M300peTeHMM COeOMHEeHUS, WK
ero OdapMalleBTUUECKM OIpMeMJIeMOM COJIM CyOBeKTy, HyXIaoleMycs B
JIeueHUN . B kxauecTiBe BapuaHTa, B u300peTeHUM IOpeljlaraeTcsd
IpuMeHeHUe ONIMCAaHHOTO B n300peTeHnn coeaMHeHUs W ero
bapMalleBTUUECKM [IPpUMeMJIEMOM COJM IIpM JeUeHMM OIHOTO M3 YKa3aHHHX
3aboJyieBaHUM, COCTOSHUM M PaCCTPOMCTE Yy CcyObeKTa, HyXIaomeT'oCsa B

JIEUEeHNN .
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[00119] MWcnoap3yeMelM B M300peTeHUM TepMMH "OMOJIOTHUUECKUN
obpaseln" OTHOCUTCA K in vitro mam ex vivo obpa3lly M BKJIOYaAET, HO
Bes oTpaHMUeHMs, KJIeTOUHHEe KYJbTYPH MM MX SKCTPAKTH, II0JIyUeHHHM
OT MIIEKONMTAKMETO OMONTAT MM €TI0 B3KCTPakKTH, KPOBL, CJIHY, MOUy,
KaJl, CIepMy, CJe3H, JUMQaTUUeCKyKn XUIKOCTb, IJIa3HYK XWUIKOCTH,
KUIKOCTb CTEKJIOBMIOIHOT'O TeJla, CIMHHOMOS3TOBYK XMIKOCTE (CSF) wim
OIpyIMe XUIKOCTM OpTlaHM3Ma MM MX BKCTPaKTH.

[00120] TepMMHEL "neunTs" I "JleyeHue", MCIIOJIb 3Y EMELIE
[IPMMEHUTEJIBEHO K PacCTPOMUCTRY VI 3ab0JIeBaHND, oBo3HavamnT
ofJleTUeHMEe WM YCTPaHeHMe IMIPUUMHE U/UMJIM BO3IEMCTBUNM pPacCTPOMCTBA
i 3aboJsieBaHMA. JICIOJbB3YyeMble B M300peTeHUM TepMMHH "jleunuTs" u
"JledeHue" OTHOCATCH K CHMXEHMI WM OOJIeTUEHMUIO pPas3BUTUL, TIKEeCTU
U/ OponoJkUTesibHOCTH  sGC, cGMP wu/mam  NO ONOCPemOoBAaHHOTO
COCTOSHMUA, WM COCTOSHMSA, IIpM KOTOPOM MOXeT OHBTb HOOCTUTHYT
TIOJIOXU T &JIb HEIM 50bexT B pesyJjbTare [IOBHIIEHU A perysjdaumun
CUTHaJILHOTO Kackazma NO, wmiM K OOJleTUdeHMIO OOHOTO MM 0OoJiee
CUMIITOMOB (I[IPeOIOUTUTEJIEHO OOHOTO MM 0oJiee HABHBIX CHMIITOMOB)
YKa3aHHOT'O COCTOSHMA (TO eCcTh K "KOHTpoJIMpOoBaHMO" cocTosaHuA 0e3
ero "uzjgeueHusa"), B pe3ydbTaTe IIpMMeHeHMs OOHOTO wmiIm 0oJiee
TepaleBTHUUYeCKUX CpeIncTB (HampuMep, OIOHOTO VI BoJee
TepalleBTUUYECKMX CPpelCTB, TaKMxX KakK coelVHeHVe u3 Tabauus 1 WK
ero KOMIIOBMLMA WMIM JekKapCTBeHHasa ¢opMa). B KOHKPEeTHHX BapuaHTax
OoCVyIeCcTBJIEHUAX, TEePMVHEL "TeunTs" " "Jleuenue" OTHOCSATCHA K
VIYyUIeHno, IO MeHblley Mepe, OOHOTO U3MepseMOoTro (QU3UUYeCKOTO
nokasarejya sGC, cGMP wu/miam NO oHOCpeHoBaHHOTO COCTOSHMA WK
COCTOAHMSA, IIPM KOTOPOM MOXeT OHTL OOCTUIHYT IIOJIOXUTEJILHEM 5dodherT
B pes3yJibTaTe IIOBHMEHMA PeryJldaluMM CUTHaJIbHOTO Kackama NO. B
IPYTMX BapMaHTax OCYIMeCTBJIEHVS, TepMuHE "JjeuuTs" wu "JjeueHue"
OTHOCHATCHA K 3aMelJIeHMID IIporpeccupoBaHud sGC, cGMP wu/uam  NO
OTIOCPEeIIOBaHHOTO COCTOSHMSA WJIM COCTOSHMA, IIPM KOTOPOM MOXeT OHTH
OOCTUTHYT IIOJOXUTEJILHEM 2d0bekT B pes3yJjbTaTe IIOBHIEHMA PpeTryJialnumn
CUTHaJILHOTO Kackama NO, VI du3nUuecKu, HalprMep, Iy TeM
crabuiams3aluuy SBHOTO CHUMIITOMa, WM (QU3MOJOTUUECKH, HalpuMep,
nyTeM crabuiam3alny OM3MUeCKOT'o IoKasz3aTeJid, WJIM M TOTO M OpyTroTro.

[00121] M¥cmnoJab3yeMelM B M300peTeHUM TepMMH "HOpenoTBpameHue"

OTHOCHTCA K BBeIIc€HMK JIeKapCTBE€HHOI'O IIpellapaTa BaéﬂaI‘OBpeMeHHO C
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LEeJID MNPemoTBPaTUThE WM NPenylpeluTh I[IO04BJIEHME OIHOTO WM ©OoJee
CUMIITOMOB  3aboJjieBaHMA WM pPacCCTpPOWCTBA. IOias chneumaamucTa B
oBJlacTM MEeOMLWHE SABJIAETCH OUEBMIHBIM, UYTO TepMMH "mpernoTBpamaThb"
He 4BJsgeTcsa abCOJIOTHHEM TepMMHOM. CJIeIyeT ¥MMeThb B BUIOY, UYTO B
obracTu MeqULHE 2TOT TepMUH obo3HauaeT OIpodmUIakTHUUEeCKOe
BBEeOEeHMEe JIEKapCTBEHHOTO CpencTBa OJS 3HAUUMTEJBHOT'O  CHMXKEHUSA
BEPOATHOCTM BOBHMKHOBEHUS WJIM CTEIeHU TIKEeCTU COCTOSHUA WU
CUMMIITOMa COCTOSHMUSA, ¥ MMEHHO B 5BTOM CMHCJIe DBTOT TepMUH
MCIIOJIE3YETCH B HaCTOAmleM M300peTeHrM. B HaACTOJIBHOM CIIPaBOUYHUKE
Bpauda 1o JIeKapCTBEHHEIM IIpellapaTa, ABJIAKIEMC A CTaHIapTHHM
TEeKCTOM B 00JlaCTM MEeOMULMHE, TepMMH "IpemoTepamaTbk" MCIOJbB3yeTCsHd
COTHM paz3. JCHoJb3yeMble B M300peTeHMM TepMMHE '"IpemoTBpamaTth'" u
"mpenoTBpameHue" OIPYMMEHUTEJILHO K PAaCCTPOMCTBY WM 3afoJieBaHuio
oBo3HavawT IIpemoTeBpalleHUe  IIPUUMHEL, 20beKTOR, CUMMIITOMOB  WMJIU
nporpeccupoBaHusa 3abdojieBaHMsa MM PacCTPOMCTBa IO MOMEHTAa II0JIHOT'O
NPpOoABJIeHUS 3aboJieBaHMA WMJIM PacCTpPOMCTBa KakK TaKOoBOTO.

[00122] B OIOHOM BapMraHTe oCcVylleCcTBJIEHUS, CIIOCOOEH 1o
HacTodmeMy M300peTeHMI MNPeOCTaBJIgAlnT CcoBoM IMIPeBEeHTUBHYID WM
"yopexgaomyn" Mepy @OJ4 IalMeHTa, B 4YacTHOCTM, nOJS dYeJIoBekKa,
VMeKnmeTro IpeIpacloJIOXeHHOCTDb (HanpuMep, TeHeTUUeCKY
IpelpaclriojIOKeHHOCTL) K pasBuUTu 3abojleBaHMg, PacCTpOMCTBa WMJIU
CUMIITOMa, CBSAB3aHHEX C SGC, cGMP u/mim NO.

[00123] B OIPYyTUX BapMaHTax OCYyleCTBJIEHUS, CIIOCODOH  IIO
HacToAmeMy M300peTeHMId TNPeOCTaBJISlT cofoM IMNIPEeBEeHTUBHYID  MJIU
"yopexpawomyn" Mepy @OJ4 IalMeHTa, B 4YaCTHOCTM, NOJIS UYeJIoBeKa,
cTpajapmero 3abojleBaHMEM, PACCTPOMCTBOM WMJIM COCTOSHMEM, KOTopoe
nmomBepraeT er'0 PUCKY pas3BuUTHuSa 3abojieBaHMA, pPacCcTpoMcTBa WU
CUMIITOMAa, CBS3aHHEX C sSGC, cGMP u/mim NO.

[00124] OnmcaHHEIE B M300peTeHMM COEOMHEHUS ¥ KOMIIO3ULUU
MOTYT TakXe TIIPMMEHATLECSA B BeTepUMHaApPMM IJId JI€UYEeHUS JOMAallHUX
XMUBOTHEIX, SK30TUUECKUX XUBOTHEIX UM CeJIbCKOXO3AMCTBEHHHX XMBOTHEHX,
BKJIIOUAA, Ho 0es oT'paHMuUueHMUsa, cobak, KOIeK, MHIIel, KPBEC, XOMSIKOB,
[IeCyaHOK, MOPCKMX CBMHOK, KPOJMKOB, Jiomamel, CBUHEM U KpPYIHOMU
pOTaTHIM CKOT.

[00125] B 1»Opyrux BapMaHTax OCYLEeCTBJIEHUSA, B M300peTeHUN

InpenjiaraeTc4d crioco® CTVIMYJIALII sGC B OMoJIOTUUEeCKOM 0B0paslie,
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BKJIOUAKIMMY KOHTAKTHMPOBaHME YKa3aHHOTO OMOJIOTMUecKOoTo obpa3la C
coeIMHeHVeM M3 Tabauuu 1 MIM C eTo O¢apMalleBTUUEeCKM IIpMeMJIeMOM
COJILID, C eT0o KOMIIO3MLIMEeM WM JeKapCTBeHHOM (QopMoM. JCHoJb30BaHUe
cTuMyJiaTopa sGC B OMOJIOTMUECKOM of0Opaslie MOXeT IIPpMMEeHATLCA C
Pa3JMUHBEIMKM  LeJIIMM, M3BEeCTHHMM CcldeluajJucTaM B 2Tou oBJjacTH.
IIpuMepH TakKMx lieJley BKJoUaklnT, HO ©0e3 oTrpaHMUeHMHd, MUCCIeIOBaHUA
BMOJIOTHUUECKOM aKTHMBHOCTHM UM XpaHeHMe OMOJIOTUMUeCKUX 00paslioB.

[00126] OnmcaHHHE B n300peTeHnn coeIMHeHU S u
bapMalleBTUUECKME KOMIIO3MIMM MOT'YT IIPMMEHATBCS B BUIEe MOHOTepalluM
VI B BUIE KOMOMHUPOBAHHOM Tepallnuu oJIs JIeueHM VI
openoTBpaleHns 3abojieBaHMSA WJIM pPacCTPOMCTBa, KOTOpoe ABJISAETCH
OInoCpenoBaHHBM, peryaupyemeM sGC, cGMP u/wmiam NO, MM Ha KOTOpOe
sGC, c¢cGMP m/mim NO okKasHBaKT BO3IElCTBUE.

KoMBUHUPOBaHHEE Tepallun

[00127] OnmcaHHEIE B n300peTeHnun coeIVHeHMu u
bapMalleBTUUECKME KOMITO 3ULIUA MOTYT OHITH VICIIOJIb 30BaHEl npu
KOMOMHUMPOBAHHOM  TepaluMM C OIOHMM WJIM 0oJiee  OOIIOJIHUTEJbHBMA
TepalleBTUUYECKMMM  CpenoCcTBaMuM. IIpr  KOMOMHUMPOBAHHOM  JIeUEHUM C
nmoMomeilo ©HoJiee uYWeM OIOHOTO aKTMBHOTO CpencTBa, B CcJydae, KoTrmoa
AKTMBHEIE CpeOCcTBa HaxXoOATCAd B paslelJIbHHX JeKapCTBEeHHHEX (QopMax,
AKTMBHEIE CpeIcTBa MOTYT OBTE BBEeIOEeHH pasdelIbHO MM BMecTe. Kpome
TOTO, BBeIeHMe OIHOTO CpencTBa MoOXeT OBTE OCYHNEeCTBJIEHO 1O,
OOHOBPEMEHHO MJIM IIOCJIe BBeleHMHa IpYyIroro CpeacTRBa.

[00128] B cJaydae COBMECTHOT'O BBEeIOeHMS C IOPYTVMMM CpPeICcTBaMu,
HalpMyMep, B CJlIydae COBMECTHOT'O BBeIeHMHA C IPYITMM JeKapCTBEHHHM
npenapaToM, "30PeKTMBHOE KOJUUEeCTBO" BTOpPOTO CpencTBa OymerT
3aBUCETH oT TUIIa VICIIOJIL 3YEeMOTO JIEKapCTBEHHOTO cpencTrBa.
HomycTuMEIE IOO3H IJIA Pa3PENleHHHX K IIPUMEHEHUI JIeKapCTBEHHEBX
CPeICTBE HABJAKTCA W3BEeCTHHMM, W OHM MOTYT OHTbB CKOPPEKTUPOBAHH
crieuMaJMCTOM B IOaHHOM ofjlacTM B  3aBUCHMMOCTM OT COCTOSHUSA
cy®bekTa, TUIIa COCTOAHMA (COCTOSHUM), IIOIOBepraeMoro JeUueHMID, U
KOJIMYEeCTBAa MCIIOJIB3YEMOT'O COEIOMHEHMS, OIMCAHHOTO B U300peTeHMU. B
cJlyyadax, Koroa KOJIMUEeCTRO TOUHO He YKasz3aHo, sbderTUBRHOE
KOJIMYECTBO CJIenyeT NpUubIIM3UTEJIbHO OIEHUTHL. HamnpuMmep, OIMCAaHHEE B
n300peTeHU COEeNMHEHMS MOTYT OHBTE BBeIOeHH CYyOBeKTY B IMalla30He

nos or npubimusuresbHo 0,01 mo npubiausuresbHo 10000 MT/KT MaccCH
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TeJla/OeHb, OoT npubamsuTenasHo 0,01 mo npudamusureabHo 5000 MUO/KT
MacCH TeJjla/OeHb, oT npudamsuTedabHo 0,01 nmo npudiamusureabHo 3000
MT/KT MaccCH TeJjla/OeHb, oT npubimsuresbHo 0,01 mo OpuOIM3MTEJILHO
1000 MI'/KD MacCCH TeJjla/OeHb, oT NPUOIMU3UTEIIBEHO 0,01 oo
OpubInMsnuTebHo 1o 500 MI'/KI MaccCH Teja/IeHb, OT IIPpUOJIM3UTEJILHO
0,01 o OPpUOIIN3UTEJIBEHO 300 MI'/ KD MaCCH TeJa/OeHb, oT
npubarsurensHo 0,01 mo npubimsuTenabHo 100 MT/KD Macce TeJja/leHb.

[00129] [Tpn VCIIOJIE 30BaHUA "KOMOMHVPOBAaHHOM Tepanmuun",
20PeKTUBHOE KOJIMUECTBO MOXET OBETEH IOOCTUIHYTO IIYTEM MCIIOJb30BaHMUA
[IEPBOTO KOJIMUeCTBa CoeIVHeHN A nu3 TaOJIMLEL I VI ero
bapMalleBTUUECKHA IpueMIIeMom coJm u BTOPOTO KOJIMYeCTBa
OOIIOJIHUTEJIBHOTO IMOOXOLAIleT0 TepalleBTUUeCKOI'O CpencTRBa.

[00130] B omHOM EBapMaHTe OCYIECTRBJIEHMS 5STOTO0 M300peTeHUud,
Kaxmoe U3 CcoeOuHeHUsa w3 Tabauusl I wiu ero  dapMalleBTUUeCKU
npreMIeMoM COJIM ¥  OOMNOJHUTEJLHOTO TepaleBTUUEeCcKOTO CpelcTBa
BBOIOAT B 20OeKTMBHOM KOJMUECTBe (TO eCcTh KaxXIoe B KOJMUECTBE,
KOTOpoe OBJIO OB TepalleBTUUeCKUM 5OOeKTMBHEIM B CJlydae eI'0 BBeIeHUA
10 OTHEJILHOCTM) . B »OpyT'OM BapMaHTe OCYINEeCTBJIEHUSA, Kaxngoe U3
CoeIMHEeHUS M3 Tadjuuue 1 MIM ero dapMalleBTHUUeCKM IIpUeMIIeMOM COJIMU
Y IOOIOJIHUTEJILHOTO TepalleBTUUEeCKOI'0O CpeldCTBa BBOIOAT B KOJMUECTBE,
KOTOpOe IO OTHOeJILHOCTM He oOecleuMBaeT TepaleBTHuUYecKoTro s»ddpekTa
(B cyBTepalleBTHUECKOM IOO3e). B emle OOHOM BapMaHTe OCYIeCTBJIeHMUI,
coemVHeHMe M3 Tabauuel I MOXeT OBTb BBeOeHO B 20OeKTUBHOM
KOJIMYeCTBe, a OOIOJIHUTEeJIbHOE TepalleBTUUYeCcKOoe CpelCTBO BBOIAT B
cyBTepaleBTHUECKOM @Ho3e. B eme OIHOM BapuaHTe OCYIeCTBJIeHUSd,
coeIMHeHVe M3 Tadbjauiu I MOXeT OHTL BBeIeHO B CyOTepaleBTHUUECKOM
nose, a IOOIOJIHUTEeJIbHOE  TepalleBTUUEeCKOe  CpPeICcTBO, HalpuMep,
nonxonAmee IIPOTUMBOPAaKOBOE CpencTro, BBOIOAT B 20PeKTMBHOM
KOJIMYECTBE .

[00131] McnonoygesyeMele B M300peTeHUMM TepMUHHE "B KOMOMHauum'"
iy "CoOBMeCTHOe BBeleHMe" MOTYT I[IPMMEHATBCS B3aMMO3aMeHSeMO U
O3HauvaTh MCIOJBE30BaHMe O0oJiee UYeM OIJHOT'O BUIa TepaleBTUUeCKOTO
Cpencrea (HanpuMep, OIDHO WK 0OoJjiee NPOPMUIAKTUUSCKUX  U/UJIU
TepalleBTUYECKMX CpPencTRB) . Vcriosbe30BaHue DTUX TEPMUHOB He
HakJlaOhBaeT oOTpaHMUYeHMM Ha I[I0OpPpSIO0K, B KOTOPOM TepalleBTUUYeCcKHre

cpellcTBa (HanmpuMep, IpodMIaKTUUYECKHME n/ TepaleBTUYECKUe
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CpelnCcTBa) BBOIOAT CyOBEKTY.

[00132] CoBMeCTHOe BBeIeHMe BKJIOUAET B cebsda BBeIeHUe
[IEPBOTO n BTOPOTO KOJIMYEeCTRBRa coeIMHEeHUN IpaKTUUYEeCKU
OOHOBPEMEHHO, HalpuMep, B OOHOM OapMalleBTUUECKOM KOMIIO3ULUN,
HanopuMep, B ¢opMe KalcyJe Wi TabJeTKM, cCcoIepxXalmelr I[IepBoe U
BTOPOE KOJMUECTBO IIPU IIOCTOSHHOM COOTHOIEHUM, WJIM B HECKOJBbKUX
paslelJIbHEX KallcyJiax WM TabjeTKax -IJIS KaxXIoro cpencrtea. Kpowme
TOTO, TaxKoe COBMECTHOE BBEeIIeHUe TaKxe BKJIOUAET B cebsa
[IOCJIeIOBATEJIbHOE IIPMMEHEeHMe KaXIoI'0 COelMHeHMS B JIOOOM IIOpAIKe.
B cJiayduae, KoI'la COBMECTHOE BBelleHMe IpeldycMaTpuUBaeT paslelJibHoe
BBeOeHMe IIepBOI'O KOJUUeCTBa CcoelMHeHMd OQOpMyJiHL 1 MM BTOPOTIO
KOJIMUeCTBa MOOIOJIHUTEJIBHOTO TepaleBTUUeCKOTO CpelcTBa, COeIMHEeHMSA
BBOOAT C OOCTATOUHO MaJlbIM I[IPOMEeXYyTKOM BO BpPEeMeHM OJIS OOCTMXKeHMSA
TpedyeMoTo TepaleBTUYeCKOT'O sddbexTa. Hanpumep, [IPOMEXYTOK
BpeMeHM MeXOYy KaXOsM BBeleHUEM, KOTOPHEI  IIO3BOJIAET IOCTHUDL
TpedbyeMoT O TepaleBTUUeCKOTO sbdekTa, MOXeT HaxXOOUTBCHA B
orarasoHe OT HEeCKOJBKMX MMHYT OO HECKOJIBKMX YacoOB UM MOXeT OHThb
ompemeJyleH C YUYeTOM CBOMCTB KaXOoTo M3 COeIMHEeHUM, TakKux Kak
AKTMBHOCTL, pPacCTBOPUMOCTL, OMOOOCTYIIHOCTL, IIepMOI II0JIYBHEHBEIEHUS
B IJlasMe ¥ KMHEeTHUEeCKUM Opoduib. HanpuMmep, coeOMHeHUe QOPMYyJIH I
M BTOpPOE TepaleBTUMUEeCKOoe CpPpeICTBO MOT'yT OBTb BBEIOEHHE B JIOOOM
IopAOKe C TIPOMEeXyTKOM BpeMeHUM Opubin3uTeslbHO 24 dYaca »Opyr' OT
opyra, C TIPOMEXyTKOM BpeMeHM OIpUuOIM3UTEJIbHO 16 dYacoB OpyI' OT
opyra, C IPOMEXyTKOM BpeMeHM OpUOIM3UTEJBEHO 8 dYacoB OpyI' OT
opyra, C TIIPOMEXYTKOM BpeMeHM Opubin3uTesbHO 4 dYaca »OpyI' OT
opyra, C IPOMEXYyTKOM BpPeMeHM OpubIM3UTeIbHO 1 Yac OpyIl' OT Ipyra
WM C TIPOMEXYTKOM BPeMeHM NpUOIM3UTeEHO 30 MMHYT OpyI OT IOpyTra.

[00133] BoJjsiee TOT'O, B UYaCTHOCTHM, IIepBOe TepaleBTUUeCKOe
CpeInCcTEBO (HanmpuMep, NIpodMIaKTUUECKOE VIV TepalleBTUUEeCKOoEe
CpeICTBO, TaKoe KaK OIMCaHHOe B U300peTeHMM COeIOMHEeHME) MOXET
OBITE BBeOeHO CyOBeKTy paHblle (HallpMMep, paHblle Ha 5 MuHYyT, 15
MuHyT, 30 MmMHyT, 45 MmHyT, 1 uyac, 2 dyaca, 4 uyvaca, 6 Yaco, 12
yacoB, 24 uyaca, 48 uyacoB, 72 yaca, 96 uyacoB, 1 HemeJo, 2 HeIeJWu,
3 Hepeym, 4 HenjeJM, 5 HemeJylb, © HeleJlb, 8 HemeJib MM 12 HeneJib),
OOHOBPEMEHHO WJM II0CJie (HalpuMep, I[ocJje dYepe3 5 MuHYyT, 15 MMHYT,

30 mmuyr, 45 mmuyT, 1 uyac, 2 4Yaca, 4 uyaca, 6 uyacorB, 12 uyacoB, 24
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yaca, 48 uacoB, 72 uyaca, 96 uyacoB, 1 HezeJio, 2 HemeJu, 3 HeOeJwu,
4 Hepesgu, 5 Hemesib, 6 HeIleJlb, 8 HeIOeJib MJIM 12 HemeJib) BBeIeHUSA

BTOPOIT'O TepalleBTMYEeCKOTI'O cCpencCTBa (HaanMep, HpO@MHaKTMT{eCKOI‘O

W TepalleBTUUeCKOT'O CpenCcTBa, TaxKoI'o Kak IPOTHUBOPAaKOBOE
CpPenCcTEO) .
[00134] IIpuMepH OPYIUX TepalleBTUYeCKUX CpelcTB, KOTOpHe

MOTYT IHOPMMEHSATHCH B KOMOMHAUMM C COeIMHeHMeM M3 Tabauusl I WiIM C
ero QapMalleBTHUUECKM IIPUEMIIEMOM COJIBK IYyTeM pa3OelJIbHOTO BReIeHUHA
WM BBEOEeHMS B OOHOM UM TOM Xe OGapMaleBTUUYeCKOM KOMIIO3UILUN,
BKJIOUAIOT, HO 2TUM He OTpaHMUMBafd:

(1) SHIOOTeJIMaJlb HbI baxkTOop peJjlakcaluum (EDRF) MJIN
ra3zooBbpaszHem NO.

(2) HoHopel NO, TakMe KaK HUTPO3OTUOJ, HUTPUT, CUIHOHVMUH,
NONOate (RIR2N- (NO™) -N=0) , N-HUTpOo3aMMH, N-I'MOPOKCUJIHUTPO3aMUH,
HUTPOBMMMH, HUTPOTUPO3MH, IMOKCHUI IOMa3eTHHa, OKCaTpMaszoJi—5S-UMMH,
OKCHMM, TIMIOPOKCUJIaMMH, N-ITHMIPOKCUTYAHUIVH, IUIPOKCHMOUYeBUHA WU
byporcaH. HeKOTOpHE I[IPMMEPH DSTUX TUIOB COEIMHEeHMM BKJIIOYAT
TJIMLEePUuJI TPpUHUTPpAaT (Ha3eBaeMell Takxe GTN, HUTPOTIJIMIEPMHOM U
TPUHUTPOTJVIMIIEPUHOM) , CJIOXHHM »20MUp ITUIMLIeprHa M a30THOM KUCJIOTH;
HUPOIIPYyCCHUIO HaTpusda (SNP), B KOTOpPOM MOJIeKyJla OKMucJa asorTa
KOOPIMHMPOBaHa C XejesoM, ofpasysa KBaIpaTHBEM OuUIMpaMUOaJlbHBN
KOMILJIEKC; 3-MOPOOJIMHOCUIHOHUMHMH (SIN-1), LIBUTTEPUOHHOE
coeIMHeHMe, o0O0pas30BaHHOe MOPOGOJMHOM ¥ CHUIOHOHVMMMHOM; S—HUTPO30-N-
aleTUIIINEeHUIIMIIJIIaM/H (SNAP) , N-alueTUJIMpOBaHHOE IPOUBBOOHOE
aMUHOKMCJIO TH c HUTPO30TUOJIOBOM byHKUIMOHAJILHOMT TPYINon ;
I3 TUIIeHTpraMmu/NO (DETA/NO), coeIvHeHMe okcuma asora,
KOBAJIEHTHO CBA3aHHOTO c OUBTUIIeHTPUMAaMUHOM; M-
HUTPOKCUMETUIIQEHWUIIOBEN 20Up alleTUJICAJIUMUUIIOBOM  KUCJIOTH. BoJiee
KOHKPETHHE IPMMEPH HEKOTOPHX M3 STUX KJIAaCCOB IOHOPOB NO BKINUAKT
KJIACCHUUECKME HUTPOBA30OMIIATATOPE, TakKKe KaK OplaHNUeCKMe CJIOXHEE
HUTPATHHE WM  HUTPUTHHE 20UPH, B TOM UYMCJIe  HUTPOTJIMIIEPUH,

AMUJIHUTPUT, OVMHUTPAT usocopdbumna, N30COPOUI—-5—MOHOHUTPAT n
HUKOpAHOWJI; us3ocopbun (Dilatrate®-SR, Imdur®, Ismo®, Isordil®,
Isordil®, Titradose®, Monoket®), 3-MOPPOJIMHO CUTHOHVMN/H ;

JMHCHUIOMMHAa xJopruiapaT ("SIN-1"); S-HMTpo30-N-alleTUJINeHUIMIIIIaM/H
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("SNAP"); S-HuUTpo3OoIJiyTaTuoH (GSNO), HUTPOIPYyCCUI HaTpud, S-
HUTPO3OTJIYTaTHMOHA MOHOSTMJIOBHM 20up (GSNO-20up), 6- (2-THMIPOKCHU-
1-MeTHMII-HUTPO3O0TUIAPA3UHO ) ~N-MeTuJI-1-TeKCaHaM1H VI OU3 TUIIaM/H
NONOQate.

(3) IpyrmMe BemecTBa, KOTOPHE IMIOBHMAKT KOHIEeHTpaluuwn cGMP,
TakKMe KaK OpoTonopdupuH IX, apaxuMIOHOBad KMHCJIOTa M I[IPOMU3BOIHEE
beHMIITUOPA3MHA .

(4) CyObcTpaThH CHMHTa3 OKCHUIa as30Ta: HalpuMmep, aHaJioTM Ha
OCHOBE H-TUIPOKCUIyaHUIOMHa, Takue Kak N[G]-ruapokcu-L-apI'MHUH
(NOHA) , 1- (3, 4-0MMeTOKCHU~2~XJIOPOEH3UIIUIEHAMNHO ) —3—TUIPOKCHU—
I'YaHUIVH nu PR5 (1-(3, 4-0MMeTOKCU~2—-XJIOPOEeH3UJIMOEHaAMUHO ) —3—
TUOPOKCUTYAHUOVH) ; T[POM3BOOHEE L-apI'MHMHa (TakmMe Kak TOMO-Arg,
romo—-NOHA, N-TpeT-0yTUIIOKCU— u N- (3-MeTuJI-2-0YTeHWUJI) OKCU—-L—
apI'MHMH, KaHaBaHMH, BSBICWUJIOH I'YaHMIOMHKaIpoeBasd KUCJIOTa, alMaTuH,
TUOPOKCUII-aIrMaTUH u L-Trpo3mii-L-apIMHUH) ; N-asxmuiI-N'-
TUOPOKCUTYAHUOVHE (TakMe Kak N-OUMKJIONPONMJI-N'-TUMOIPOKCUTYAHUIOMUH U
N-OyTma-N'-TuapoKCcuryaHuauH) , N-apuia-N'-IMOPOKCUTYaAHUIOVHE (Takue
Kak N-@eHuJI-N'-TUMIPOKCUTYaHUOMH U IIapa-3aMelleHHbe IPOM3BOIOHEE,
KOTOpPHE HecyT 3aMecTuresm -F, -Cl, -meTtmy, -0OH, COOTBETCTBEHHO) ;
IIPOMBBOIOHEE I'YaHMIMHA, Takue KakK 3— (TpudTopMeTWMI) IPONUJITYaHUINH .

(5) CoemmHeHMS, KOTOPHE YCUJIMBAKLT TpaHCkpunumion eNOS.

(6) NO-He3aBMCHMHE I'eéM—-HEe3aBUCHUMEE aKTMBATOPH SGC, BKJOUAA,
HO BTHMM He OTpPaHMUMBAA:

BAY 58-2667 (OomOMCaHHHM B IIaTeHTHOM nyOJmMkalum DE19943635)

HMR-1766 (HaTpMsa aTauuIyaT, OIMCAHHEM B IIaTEeHTHOM IOKYMeHTe

.
7

WO02000002851)
cl
< 0,0 o, 0
cl S\N S\N/\l
N/ H |\/o
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S 3448 (2= (4-xyopdbeHMIICYJIE QOHMIIaMUHO ) —4, S—numMeTokCU—-N—- (4-
(TmoMop@OJIMH-4-CyJIEQOHWII) eHWJI) OeH3aMNI (OImMCaHHBEIL B IIaTEHTHHX

ODokyMeHTax DE19830430 m WO2000002851)

\\// \\ /

OO

HMR-1069 (Sanofi-Aventis).
(7) I'eM—-3aBUCHUMEE, NO-He3aBUCHMEE CTUMYJIATOPH sGC,
BKJIOUAKIIME, HO DTMM He OTl'paHuUUuUBaL:

YC-1 (cMOTPpUTe IaTeHTHHE OOKYMeHTH EP667345 m DE19744026)

puounryaT (BAY 63- 2521, Adempas®, oOMCaHHLII B IIaTEHTHOM

ookyMeHTe DE19834044)

HeJmuumuryaTr (BAY 60-4552, oIMcaHHHN B IIaTE€HTHOM IOKyMeHTe WO

2003095451)




6l

BepulnryaT (BAY 1021189)

BAY 41-2272 (oIMCAHHBEM B IIaTeHTHHX JOokyMeHTax DE19834047 wu

\N F
=N
\
— /~NH,

DE19942809)
N
Z

S

BAY 41-8543 (omnMcCaHHHM B IIaTEeHTHOM IOOKyMeHTe DE19834044)

.
4

STPULUTYAT (ONMCAHHHM B IaTeHTHOM OOKyMeHTe WO 2003086407)

CFM-1571 (ommMcaHHBIM B IIaTeHTHOM JOokyMeHTe W02000027394)
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A-344905, ero aKpUJIaMUIHEM aHaJior A-350619 17
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AMMHOIIMPUMUIMHOBEM aHaJioT A-778935
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HsC

Hoe  CHs
A-778935;

n gpyrme CTVIMYJIATOPE sGC, oOmInMCaHHEE B OIHOM W3 IIaTEeHTHHX

OOKYMEHTOB Us2009020955¢6, UsS8455638, US20110118282
(WO2009032249), Us20100292192, UsS20110201621, US7947664,
US8053455 (W02009094242), US20100216764, Usg8b507512,
(WO2010099054) Us20110218202 (WO02010065275), US20130012511
(WO2011119518), US20130072492 (WO02011149921), US20130210798

(W02012058132), wm I»OpyruMe COEIOMHEHMUS, OINMCaHHHEHEe B OyOJIUKaALUU
Tetrahedron Letters (2003), 44(48): 8661-8663.

(8) CoenmMHeHMd, KOTOPHEe MHIMOMPYT Ierpamauuio cGMP, Takue
Kak:

UMHIMOMTOPE PDES, Takue Kak, HalOpuMep, cuimeHadun (Viagra®) u
POICTBEHHEE pernapaTH, Takue Kak aBaHadwui, JoneHadwui,
MUpOINeHaduil, cuilmeHadusla uurpaT (Revatio®), ramamad¢mn (Cialis®
wim Adcirca®), BapmeHadmsa (Levitra®) wu ymoeHadwms; ajndpocTamn;
ounvpunaMmoJ u PF-00489791; m

nHTubuTopel PDE9, Takme Kak, HamnpuMmep, PF-04447943, wu
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nHruomTope PDE10, TakmMe kKak, HanpuMmep, PF-02545920 (PF-10).
(9) BiokaTOph KaJIbLUMEBEX KaHAJIOB CJEeOyRIMX TUIIOB:

INTUIOPOIIMPUIOIVHOBEIE GHOKaTOpBI KaJIBEIMEBEIX KaHaJIOB, TakKMMe Kak

aMJIOOIMIIMH (Norvasc®), apaHUIOUIINH (Sapresta®), a3eJIHUIONIIVNH
(Calblock®), BapPHUONIINH (HypoCa®) , OeHVONIINH (Coniel®),
HUMIJIHMIOUIIUH (Atelec®, Cinalong®, Siscard®), KJIEBUIUIIMH
(Cleviprex®), OUJITHAa3eM, SOOHUIOUIINH (Landel®), dbesoounmH
(Plendil®), JaluUOnUIIVH (Motens®, Lacipil®), JIepKaHUIUIMH
(Zanidip®), MaHUIOIUIINH (Calslot®, Madipine®), HUKAPOUTIMH

(Cardene®, Carden SR®), HUbeIUINH (Procardia®, Adalat®),
HMJIBAOUIIMH (Nivadil®), HIMMO OUIIMH (Nimotop ®), HMCOJIOUIIMH
(RBaymycard ®, Sular ®, Syscor ®), HuTpeHmgunud (Cardif ®,
Nitrepin®, RBaylotensin®), MPaHUOUIIVH (Acalas®), UCPaOnulInH
(Lomir®) ;

benmamKkMIaMMHHEE OJIOKATOPH KaJIbLIMEeBHIX KaHaJIOB, TaKue Kak

Bepanamuy (Calan®, Isoptin®)

T agat

u rajuionamuil (Procorum®, D600) ;

BeH30THMAasEelIMHE, TakMe Kak ouiruaseM (Cardizem ®)

OMe

;U

HeceJIeKTUBHEE MHIUMOMTOPHE KaJIbLIMEeBHX KaHaJloB, TakmMe Kakx
Mubedppanmii, Oenpuinil, OGIyCOupuieH M QeHIOWMJIVH.

(10) AHTATOHMCTE pPelLenTopa 5SHIOTeJIMHAa (ERA) : Halpumep,
npovHom (ET, u ETg) aHTarOHMCT pellelTopa SHOOTeJMHa O003eHTaH
(Tracleer®), curakceHTaH (Thelin®) wman ambpucenTan (Letairis®).

(11) [TpoM3BOOHEE WJIM aHaJIOTM [IPOCTalUMKJIIMHE, TakMe Kak
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IPOCTalUVKIINH (mpocrarjaHoue 1), BIOTIPOCTEHOI (CMHTeTHUUeCKUN
NIPOCTalUKIIMH, Flolan®), TPENPOCTUHWIT (Remodulin®), WJIIOIIPOCT
(Ilomedin®), wjompocT (Ventavis®); w® HaxoIdmmMecsd B IOIpollecce

paspaboTKM IepopalIbHHEe ¥ MHTaJSUMOHHEE dopMel Remodulin®.

(12) AHTUTUIIEPIUIINIEMUUECKME CPelCcTBa, Takue KaK CJenyrlue
TIIIE ;

CEeKBECTPAaHTH  XEJIUHEIX KMCJIOT, TakKue Kak XOJIECTUPAaMMH,
KOJIECTUIIOJI, KOJIECEBE&JIaM WJIM CeBeJIaMep;

CTaTHHE, TaKMe KaK aTopBacTaTMH, CHMMBacTaTMH, JOBacTaTHUH,
bsyBacTaTMH, OIUTaBaCTaTMH, pPO3yBacTaTMH U IIpaBacTaTUH;

MHIMOUTOPE abcopblumuM XOoJIeCTepuHa, Takue Kak 53eTuMmi;

IpyTue TUIOJUIMIEeMUUeCKMe CpelcTBa, TakKue Kak DSTUJIOBHM 0Up
PMKO3aNeHa, D2TUJIOBHE 20MPH oMeTa-3-KUCJOTH, PelyKoJl;

[IPOU3BOIOHEIE bubpoeroin KMCJIOTEL, TakKue Kak KJoGmbpaT,
BezadmubpaT, KIMHOOMOpPaAT, TeMOMUbpo3UIl, poHUbMOpaT, OuHMUOMUOPAT,
beHOOMOpaT, umuIpodubpaT, XOJMUHa oGeHOOMOpPAT;

IPOM3BOAOHEIE HUKOTMHOBOM KMCJIOTH, TakMe Kak aluIUMMOKC U
HMALWH;

KoMOMHaLUUM  CTaTUHOB, HMalMHa ¥ MHTUOMpyoIUx  abcopbiuuio
VHTEeCTMHAJIbHOTO  XOJIeCcTepMHa »n00aBOK (p3eTMMMO © OpyTue) u
pubpaTor; U

aHTHMaTrpeTraHTHHE CPeldCcTBa, TakMe KakK KJONMOoTpeJb OucyJabsdarT.

(13) AHTHMKOATYJISHTH, TaKMe KakK cJjledyilMe TUIIH:

KyMapMHH  (aHTaAaT'OHMCTE BUTaMMHa K), Takve Kak BapbapuH
(Coumadin®), alleHOKyMapoJl, OGeHIPOKOYMOH M (QeHMHIMOH;

TelapMH M IIPOM3BOIHEE, TaKMe KaK HUM3KOMOJIEKYJIAPHHM TIelapuH,
boHmanapMHYyKC M MHIOpalapMHYKC;

IIp SIMEIE VHTUOUTOPE TpoMOMHaA, TakKue Kak apraTpobaH,
JeIUpyorH, OUBaIMPYOMH, DaduraTpadH M KcuMeJaraTpaH (Exanta®); u

TKaHEBEE aKTUMBaTOPH [JIa3MMHOTEeHa, VICTIOJIb 3y EMHIE oJis
pPacTBOpPEeHMA TpoMOOEB U  pa3bJIOKMPOBaHUL apTepuis, TakKue Kak
aJbTerJjaza.

(14) AHTHaTpEeTaHTHEE cCpencTra, Takue Kak, Halpumep,
TONIMIOOTPEN, TUKJIIONUIVH, IUIIVMPUIAMOJ M aCIIVPWH.

(15) VNHTUOUTOPE aHTMOTEeH3MHIIpeRpalaniero dGepMeHTa (ACE),
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HallpriMep, CcielyrlrX THUIIOB:

cyn5®rmnpmnconepmamme cpencTBa, Tarme KakK KallToIIpnJI

(Capoten®) u 30dDeHOIPUII;

IVMKapBOKCUIIaTCOIepXalye CpeIcTBa, TakMe = Kak  SHaJalpui
(Vasotec/Renitec®), PaMUIIPII (Altace®/Tritace®/Ramace®/
Ramiwin®), XVHAaIPWJII (Accupril®), [IEPUHIOOIPWII
(Coversyl®/Aceon®), JINBUHOTIIPMII
(Lisodur®/Lopril®/Novatec®/Prinivil®/Zestril®) u BeHa3enpui

(Lotensin®) ;

dpochoHaTCOmepXallMe CpencTBa, TakMe Kak QO3MHOIPWII,

NIPUPOLOHEE VHTUOUTOPH ACE, Takue Kak Ka30KVHUHE u
JJAKTOKVHWHEL, KOTOPHE 4ABJIATCHA IpoOoyKTaMu paclazma KaserHa U
MOJIOUHOM CEIBOPOTKH, BO3HMKAKIME eCTeCTBEeHHEM nyreMm rnocJje
nonamgaHmusAa B opraHm3M MOJIOUHEIX NPOOYKTOB, OCOBEHHO,
KMCJIOMOJIOUHOTO IIPOOYyKTa;

JakToTpunenTuns Val-Pro-Pro wu Ile-Pro-Pro, NpooyLuVpyeMEe
npodbuorukoM Lactobacillus helveticus m o6pa30BaHHHE M3 Ka3euHa,
Takxke obyamanmye ACE-MHIUMOMPYIOMMM M TUIIOTEH3UBHEIM OEeMCTBUEM;

opyrmue uHIUMOMTOPHE ACE, Takre Kak aJlaluernpmui, oeJiarpnui,
umjaszanpuil, WMHUOaOpwWi, TPpaHIOoJalpWuil, TeMOKallpWull, MOSKCUIIPWII U
nUparnpmi.

(16) HonoJHMTeJbHad KMUCJIOPOOHAad Tepanud.

(17) BeTa-0JIOKATOPH, Takue Kak CcJelyllue THUIIB:

HecelleKTHMBHEIE CpPelCcTBa, TakKKMe KaK aJllIpeHoJIoN, OYUMHIOJOJ,
KapTeoJioJl, KapBelIWJIOJ, JabeTalJloJl, HaOoJIOJI, I[IeHOYTOJIOJ, IIMHIOJIOJN,
OKCIIPEHOJION, aned®yToJIoN, coTaloJ, MENMHIOOJION, LeJIUIIPOJION,
APOTHHOJIOJN, TepTaToJIOJN, aMOCyJaJioJl, HUIPaIWuJIOJ, I[IPOIpaHOoJION U
TUMOJIOJ ;

f,-CeJjlekTUBHLHE CpeNCTBa, TakrMe Kak 1ebyToJou, aTeHOJIOJ,
DeTakCcoJIoJ, OMCONIpPOJIOJ, LeJIUIIPOJIO, modyrTaMmHa TUOPOXJIOPUL,
MpCcoTJIaOMH MaJjieaT, KapBeOWJIOJ, TaJIMHOJIOJN, DCMOJIOJI, MeTOIPOJIOJN U

He®OMBOJIOJ; U
f,-CejlekTUBHLIE CpelCTBa, TaKMe Kak OyTaKCaMMH.

(18) AHTHMaAapUTMUUECKME CpeIOcTBa, TaKMe KaK CJeOyKolye TUIIH:

T I (GHOKaTOpH HaTpHEeBEIX KaHaHOB), TarmMme KaK XMHMIVH,
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JMOOKauH, OGeHUTOUH, IponadeHOH;

Tunn 11T (BJOKaTOpPH KaJIMeEBHX KaHAaJIOB), TaKue kKak aMMOIOapoH,
ooQeTHUIMO M COTAaJION; U

Tun V, TakKMe KaK aleHO3MH M IOMIT'OKCUH.

(19) IuypeTHKM, TaKMe KaK THUa3uUIHHE IUYPETUKM, HaIlPUMED,
XJIOPTHAa3UL, XJOPTAaJIUIOH ¥ IUIPOXJIOpOTHAa3uD, OeHIpodIyMeTHasum,
LUMKJIOTIEHTHAa3ULI, MEeTUKJIOTUA3UL, IMIOJIUTHA3BUL, XMHEeTa30H, KCUllaMum,
MeTaJIO30H, MHIOallaM1l, LIUMKJIETaHMH; IEeTJIeBHE IUYPETUKM, TaKue Kak
bypoceMun ¥ TopecaMmuI; KaJuncbeperawomme IUYPETUKM, Takue Kak
aMUJIOPUI, CIIMPOHOJIaKTOH, KaHpeHoaT KaJjausd, DIIJIEPEHOH u
TpMaMTEPEH; KOMOMHaALUM DTUX CPenCcTB; IOpyI'ue IOUYPEeTMKM, TaKM Kak
alneTasojlaMU M KapllepuUuTum.

(20) BaszoImjaTaTOpH IPAMOTO IEeMCTBUA, TakKe Kak I'MIpajlasuHa
TUIPOXJIOPUL, IOUA30KCHUI, HUTPOIPYCCHUI HaTpMA, KalpallasuH; IpyITue
BazoIMJIaTaTOpPH, TakMe Kak u3ocopbuIa IOUHUTPpAT U M30COopOuI-5-

MOHOHMTPAaT.

(21) DK30TeHHHEe Ba30OMJlaTaTOpPH, Takue Kak Adenocard® u
ansba OJIOKaTOPH.

(22) AHTATOHUCTEH albdpa-1l-ampeHopellelITopa, Takue Kak
npas303UH, MHIOPaMMH, ypanuoni, ByHa303UH, Tepas303UH u
IOKCAa303UH; AaTpHalJibHEM HaTpuypeTuueckuy nentun (ANP), sTaHoJ,
TUCTaMMH-MHOYKTOPH, TeTparuiIpokaHHadmHos (THC) u mnamaBepuH.

(23) BpoHxXOoIMJIaTaTOPH CJIeOYyRIUX TUIIOB :

B, aroHMCTH KOPOTKOTO HNeMCTBMA, TakMe Kak aJb0yTaMoJl WIu
ans0yTepos (Ventolin®) wu TepdbyTanmH; B, AaTOHUCTH IJIUTEJIBHOTO
OelicTBUA (LABAS) , Takue Kak caJlMeTepoJI u dopMOTEpPOII;
AHTUXOJIMHEPTUUECKMEe CpelcTBa, TaKMe KaK MNpaTpoluMi M TUOTPONUM; U

TeOdUIJIVH, OPOHXOOUIIATATOP M MHITUOUTOP GochommsCTepasH.

(24) KopTHUkrOCTEepOUIH, Takme Kak HekJiIoMeTa30H,
MeTUJINPEeIHN30JIOH, BeTamMeTa30H, MpelIHU30H, NIPeIHU30JI0OH,
TPMaMIMHOJIOH, oexKcaMeTa30H, Gy THMKA30H, GIIYyHMBOINI,

TUIPOKOPTM30H, M aHaJIOTM KOPTUMKOCTepoMIa, TakMe Kak OyIOeCOoHWUI.
(25) BruoJsiormueckmM—akTUBHEE »HobaBKM K [OUIe, TakMe Kak,
HalopyMep, oMeTra-3 Macia; QoJiMeBas KMCJIOTa, HMalMH, LIMHK, Melb,

KOpPeHb KOpeﬁCKOPO KpaCHOTI'O KeHblIIeHA, I'MMIHKI'O, COCHOBas4da KOpa,
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Tribulus terrestris (4kopub cCTeJOMMecCs), apruMHMH, Avena sativa
(oBec OOLIKHOBEHHHM) , TOpAHKAa KPYIIHOIIBETKOBAaA, KOPEHDb MaKM
IepyaHCKoOM, My pa-IlyaMa, najeMa CepeHoa ¥ I[BUIbLA MBEICKUX
IIBETOR; BUTaMUH C, BUTaMUH E, BUTaMMH K2; nobaBKU C
TEeCTOCTEPOHOM, TpaHCOepMaJlbHBM IJIaCTHPb c TECTOCTEPOHOM;
30paKCceJl, HaJITPEeKCOH, OpeMeJlaHOTHI M MeJjlaHoTaH I171.

(26) AHTAT'OHUCTH pelierniTopa PGDZ2.

(27) VMMyHOIENpPeCCaHTH, TakKMe KaK LIMKJIOCIOPMH (LUKJIOCIOPUH

A, Sandimmune®, Neoral®), TAKPOJIUMY C (FK-50¢6, Prograf®),

pamamrumHe  (Sirolimus®, Rapamune®) u »OpyIrre MWMMYHOIEIPEeCCaHTH
THUIIa FK-506, MHUKOeHOJIaT, HalpuMmep, MHUKOpeHOoJIaTa MOdeTIII
(CellCept®) .

(28) HecTepoumHEle NPOTMBOACTMATHUUECKME CpencTBa, TaKMe Kak

B:—aToHMCTH, HamopuMep, TepOyTajMH, MeTalpoTepeHoJ, deHoTepo,
U305TaprH, aJbL0yTepoJi, CcajlbMeTepoJi, OUTOJITEPOJ U IUpOyTepoJ;

KOMOMHaUUY  P2-aTOHUCT-KOPTUKOCTEPOUI, TakKue Kak CcaJlbMeTepoJI—

by TUKa30H (Advair®), bopMoTepoII-OyneCcoHUn (Symbicort®),
TeO(]_)I/LJ'I.J'II/IH, KPOMOJIMH, KpOMOJIMH—HanMIZ, HeIOKPOMMII, aTpoIlnH,
UNpaTpPonum, dpoMmua UIIpaTpOonnd, VHITMOUTOPEL OMOCHUHTEe3a

JEMKOTPUEHOB (3uJeyToH, BAY1005).

(29) HecTepouIHEE IPOTMBOBOCHIAJIMTEJIBLHEIE CpenctiBa (NSAID),
TaxKue Kak [IPOU3BOIHEE [IPOIVMOHOBOM KMCJIOTHL, HalpuMep,
aJIMMHOTIIpOodeH, OeHokcanpobeH, OYKJIOKCOBAg KUCJIOTa, KaprnpobeH,

denbydeH, beHoOIpOdEH, baynpobdeH, baypbunpodeH, ndynpodpeH,

MHOOIIpOobeH, KeTonpodeH, MUPOIIpodeH, HallpOKCeH, OKCallpO3UH,
nuprpoobdeH, opaHonpoobeH, cynpoodeH, THanpodeHorad KMcijoTa u
THOKCAapodeH; IIPOU3BOIOHEE YKCYCHOM KMCJIOTEL, TaKue KakK,

MHIOME TallVH, aleMeTaluH, aJIbKJIOpeHakK, KJIMIOaHaK, oukJobeHaK,
deHKIJIObDEHAK, deHKIJIO30BAL KMCJIOTa, beHTHazaK, dbypodbeHax,
ndydpeHak, MBOKCelaK, OKCIMHAaK, CyYJMHIakK, TMHUOIMHAK, TOJIMETHUH,
3UMOgoOMeTalMH M 30Melupak; I[IpoM3BOOHEE (eHaMOBOWM KUMCJOTH, Takue
Kak QJiaydeHamMoBad KUCIIOTa, MekJopeHaMoBasd KUCIIOTa, MedpeHaMoBasd
KMCJIOTa, HMOJIYMOBas KMCJIOTa M ToJdeHaMoBasd KUCIIOTa; IIPOM3BOIHEE
OUbeHMIKAaPOOHOBOM KMCJIOTHE, Takue Kak IudIyHM3aJd U oaydbeHUsas;

OKCHMKaMEHI, TaKNe Kak M30KCHKaM, IIMPOKCHMKaM, CYIOOKCHMKaM n



68

TeHOKCHKAaM; CcaJlMIMJIaTe, TakMe Kak alleTuIcaJluMumioBas KUcJIoTa u
cylbdacajlasMH; W [OMPa30JIOHE, TaKKe KaK allas30H, OeH3NIUIIePUIIOH,
dpernpasoH, MopedyTa30H, OKCUPeHOyTas0H UM QeHMIIOyTasOH.

30) VNHTUOUTOPH LIMKJIOOKCUIT €eHa 35— 2 (COX-2), Takue Kak
LIeJIeKoOKCHub (Celebrex®), podekrokcud (Vioxx®), BaJIIekKoKCUb,
STOPUKOKCUO, TIMapeKoKcud U JIyMUPaAaKoOKCUO; OINMOMIHHE aHaJbIeTUKHU,
TakMe KaK KoIeuH, O(eHTaHWJI, TIUIPOMOPdOOH, JeBOpdaHOJ, MelepMIuH,
MeTaInoH, MOPOMH, OKCMKOIOH, OKCUMOP®OH, IpoIroKcudeH,

OynpeHOopdnH, OyTopdaHOJI, Oe30LMH, HaJbOyOMH M [IeHTa3O0LMH.

(31) TIlpoTuBOmMabeTHMUeCKMe CpelcTBa, TaKMe KaK MWHCYJIMH U
MVIME TUKU VHCYJIMHA ; CyJIb QOHUIIMOUEBUHEHI, TakKue Kak TImMoypun,
TJIMOeHKJIaMUI, TJIMIIN 33U, TJIMKJIasU, TJIMKBUIOH, TJIMMENUPUI,

MeTJIMHATUI, ToJOyTaMrI, XJIOpHIpollaMui, alleToTeKCaMUI ¥ OJia3aMUI;

OUTyaHunoe, Takue Kak MeThpopmrH (Glucophage®); MHIUMOUTOPH O—
TJIOKO3M A 3k, Takue Kak akapbosa, srnajgpecTarT, Borunbosa,
MUTJIUMTOJI ; COeIMHEHMSA  TMa30JMOMHOHA, TakMe KakK POCUIJIMTA30H
(Avandia®), TPOTJIMTAa30H (Rezulin®), LUUTJIMTa30H, MIMOTJIMTAa30H

(Actos®) ¥ BIJMTa30H; YCUIMTEJM UYYBCTBUTEJILHOCTU PeEIelTOPOB K

VHCYJIVHY , TaKN1e Kak IIMOITJIMTa30H 17 PO3SUIJTIMTa30H, CTVIMYJIATOPEI
CeKpelln VMHCYJIVMIHa, TakKNre Kak pellalJiMHIN1 1, HaTeIJIMHV] n
MMTUTIJIVMHWNUI ; MVMMe TMKU VMHKPpeTHrHa, Tarme Kakr SKCaHaTmno n

JUPaTJyTHUI,; aHaJIoOTM aMMJIMHa, TaKue kKak OPpaMIMHTUI,; CpelcTBa IOJIg
CHWXEeHMS CcoIepXaHMsa TUINKO3H B KPOBM, TakMe KaK OMKOJMHAT XpoMa,
Heobsa3aTeJIbHO, B KOCOMHaUMM c OMOTMHOM; MHTUOUTOPH
OUNenNTUuInInenguoass 1V, TakMe KakK CHUTalJIMITUH, BWJIODAaTJIMIITHUH,
CAaKCaIJIMIITMH, aJIOTJIMIITUMH U JIMHATJIMIITHH.

(32) CpencTBa oJisa [IOBHIIEHM A conepxaHmng XOoJIeCTeprHa
JMUIIONPOTEMHOB BEICOKOWM IIJIoOTHOCTM (HDL) TakMe KaK aHalleTpanu® u
oajueTpanmud.

(33) JlexkapCTBEeHHEE CpencTBa I[IPOTUB OXUPEeHMs, Takue Kak
MeTaMbeTaMMHa THUIOPOXJIOPUI, ambenpaMoHa rTuapoxJjopun (Tenuate®),
beHTepMMH (ITonamin®), BeH3deTaMMHa TUIPOXJIOPU (Didrex®),
benmuMmeTpasmua TapTpaT (Bontril®, Prelu-2®, Plegine®), mazindol

(Sanorex®) , opJMCTAaT (Xenical®), cubyTpaMmMHa TUOPOXJIOPUIA
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MOHOTHUIPAT (Meridia®, Reductil®), pPYMOHaBaHT (Acomplia®),
amMbernpamMoH, IUKOJIMHAT XpomMma ; KOMOMHAaLWA, TaxKas Kak
beHTepMMUH/ TONMpPaMaT, OYIpPONMOH/HAITPEKCOH, CcudyTpaMuH/MeThopMUH,
OynponMoH SR/3oHMCaMMO SR, caJIMeTepoJ, KcuHaboaT/ by THuKasoHa
[IPOIIMOHAT ; JIOpKaceprHa TUIOPOXJIOPUL, beHTepMMH/ TONIMpPAaMAT,
HeETHUIIMCTAT, DKCeHaTUn, JIUpaniIyTun, MeThoOpMMHA TUIOPOXJIOPUI,
cubyTpaMmUH/MeTOOPMIH, OynponmoHd SR/s3oHucammn SR, CORT-108297,
KaHarJamndpJIO3MH, [IMKOJIMHAT Xpowma, GSK-1521498, LY-377604,
MeTpeJIelnTrH, OOMHENUTHUL, P-57AS3, PSN-821, caJiMeTepoJI
KcuHadpoaT/PayTrKasoHa OPONMOHAT, BoJbdpamMaT HaTpuUdg, COMAaTPOIIMH
(peKOMOMHAHTHHEM) , Te3aMOpeJIivH, Te30beH3UH, BEJIHEIIEPUT,
30HMCaMMI, OeJjiopaHuMba IIOJIyoKcaJlaT, MWMHCYJIMHOTPOIIMH, pPecBepaTpoJ,
cobeTHUpoM, Tepal'uMOpoKaHHabuBapuH M OeTa-JjallaxoH.

(34) BilokaTOpE  aHI'MOTEH3MHOBEIX  PELEelTOpPOB, Takue Kak
JiozapraH, BaJjicapTaH, KaHIOecapTaH, UMJIEKCe TN, arpocapaH,
npbecapraH, TeJMUCapTaH, OoJIMecapTpaH, MeIOKCOMWJI, asujicapTaH u
MeIOKCOMUJI.

(35) MHTMOUTOPH PeHMHa, TaKue KaK aJMCKMpeH HoJydyMaparT.

(306) ATOHUCTH albda-2-agpeHopellenTopa LeHTPaJIbHOTO
OelcTBUSA, TakMe Kak MeTWJIOoIlla, KJIOHMIMH UM T'yaHbalLUH.

(37) BioxaTops aopeHepInUYeCKUX HEeVpPOHOB, TaKue Kak
T'YaHeTUIMH M T'yaHaOpel.

(38) ATOHMCTH MMUIOA30JMHOBEX I-1 pelLenTopoR, TakKMe Kak
PUMEeHUIOMHa INTMgpodochaT M MOKCOHMAMHAa I'MIpOXJIopMIa I'uapatT.

(39) AHTATOHMUCTH aJIbIOCTEPOHa, TakMe KaK CIMPOHOJAKTOH U
DILJIEPEHOH.

(40) AKTMBaATOPH KaJIMEBHX KaHAaJIOB, TaKMe KaK NIMHalUIWII.

(41) AroHMCTH g»JomnamMmHa D1, Takme Kak @QeHoJIOOIaMa Me3mujaT;
IpyTMe AaTroOHMCTHE JIOollaMMHa, TakMe Kak wubonaMMH, IOOINeKCaMMH U
OoKapllaM/H .

(42) AnTaroHucTH 5-HT2, Takue KeTaHCEPUH.

(43) AHTAT'OHUCTH Ba30lPeCCHHa, Takue Kak ToJIBallTaH.

(44) CeHCHUBMIN3aTOPH KaJIb LM EeBHX KaHaJIOB, Takue Kak
JIEBOCUMEHIIAaH, WM aKTUBATOPH, Takue KakK HUKOPaHIWII.

(45) NHTUOUTOPH PDE-3, Takmue Kak aMpPUHOH, MUJIPVMHOH,
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DHOKCHMMOH, BECHApPMHOH, NIUMOOEHIaH M OJIIIPWUHOH.

(46) AKTMBATOPH aleHWJILUKJIIA3H, TaKKe KaK KOJQOPCHMH mapolaTa
TUIPOXJIOPUT .

(47) CpemcTBa C TIOJOXUTEJLHHM MHOTPOIIHEM »OeMCcTBMeM, TaKue
KaK IWUIOKCUH ¥ METUIIIUTOKCHH; MeTaboJIMUeCKre KapOMOTOHUUYECKME
CcpencrTea, Takre Kak yOMIOEeKapeHOH; HaTpuMypeTHuuecKMre  MIelTUIH
TOJIOBHOT'O MO3Ta, TaKue KaK HeCUPUTHUI.

(48) JlekapcTBeHHEE cCpencrTra, MCIIOJIb 3Y EMEIE OJIis JIeueHn
SPEKTUIILHOM  IOUCOYHKINUH, TakKkMe Kak aJilIpocTalni, ABUNTAIVII U
beHTOJIAMMHA Me3UJIaT.

(49) JlekapCcTBeHHEE cCpencrTea, MCIIOJIb 3Y EMELIE oJis JIeueHn A

OXVMpPEeHNA, BKJIOUaKmme , HO STVM He oTrpaHM4YMBaA, MeTaMCbeTaMMHa

TUOPOXJIOPHUI (Desoxyn®) , aMbpenpaMoHa TI'MIOPOXJIOPUI (Tenuate®),
beHTepMUH (Ionamin®), BeH3deTaMMHa TUOPOXIJIOPUL (Didrex®),
beHmuMeTpasrHa  I'MOPOXJIOPUI (Bontril®, Prelu-2®, Plegine®),

MasuHOoJ (Sanorex®) u opymcrarT (Xenical®).
(50) JlekapCcTBEeHHEE Cpencrea, MCIIOJIb 3y EMEIE OJI1d  JeueHusd
BoJie3HM AJbLTeVMepa M IOeMeHUMM, Takue Kak cJenyllye TUIIB:
VHTUOUTOPH alle TUJIXOJIMHCTepa 3L, BRJIOY AN E TraJlaHTaMMH
(Razadyne®), puBacTUIMUH (Exelon®), OOHEeIle3UJI (Aricept®) u
TakpuH (Cognex®) ;

aHTaroHmMcTe NMDA pelieriTopa, Takre Kak MeMaHTuH (Namenda®) ;

VHTUOUTOPE OKCHUIOPeIlyKTash, Takue kKak uaeOeHOH.
(51) [lcuxmaTpruuecKmue JIeKapCTBEHHEE IIpernapaTH, TakKMe Kak

cJenynmmMe TUIIH
sunpacumod (Geodon™), pucnepmmorH (Risperdal™), oJlaH3anmud

(Zyprexa™) , paJjbIopoatT;

AHTAaTOHUCTH HOOaMMHOBOTO pellenTopa D4, TakKMe KaK KJIO3allMH;

AHTaTOHUCTEH 0O0baMMHOBOTO pelenTopa D2, Takue KaxK
HeMOHAaIpum;

CMemaHHEEe aHTaToOHMCTH »odaMrMHOBOTO pelenTopa D1/D2, Takue
KaK 3YKJOIEeHTHKCOJ;

MOOyNnaToOpsl GABA A pellellTopa, TaKMe KaK KapOaMazeluH;
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VHTUMOUTOPE HAaTPUEBHX KaHAaJIOB, Takue Kak JIaMOTPUIVH;

VHTUOUTOPE MOHOaMMHOKCUIA3H, TakKue Kak MOKJIOOeMUn u
VHIOEeJIOKCa3WH;

IpMMaBaHCEPHWH, IIe€POCIUPOH; U

MHTMbuTOope PDE4, Takue KakK pPOJyMUIIAcT.

(52) JlekapCcTBeHHEE cCpencTrea, MCIIOJIb 3Y EMELIE oJis JIeueHn
OIBUTATEJILHEIX PacCCTPOMCTB WMJIM CHMIITOMOB, TakMe KakK cJenyomue
TIAIIHL ;

VHIUOUTOPE KaTexoJ-O-MeTuJITpaHchepas3s, TaKue KaK SHTaKallOH;

VHIUMOUTOPE MOHOaMUHOKCHIA3H B, TaKue KaK CeJIeTMJIMH;

MOOYJIATOPH HOOOaMMHOBOTO pellieliTopa, TaKue KaK JIeBoIolla;

aTOHMCTH HOOOaMMHOBOTO pelleniTopa D3, TakMe KakK IIpaMUIIEKCOJI;

VHITUOUTOPE OeKapOOKCUIIa3H, TaKKe KaK Kapbumora;

ATOHMCTH OPpYyI'MX OOOaMMHOBEIX pPeLelTOpOB, Takue KaK IIeploJium,
POIIMHUPOJI, KabepI'OJIUH;

PUTUTOHUL, ncTpaneduIinH, TaJIUIIEKCOJI; 30HMCaAMUT u
capmbHaMmm; u

VHTUMOUTOPE CUHAIITUYECKOTO BEBUKYJIAPHOTO aMUHHOTO
IepeHoOCUMKa, TakMe Kak TeTpad®eHa3MH.

(53) JlekapCcTBEeHHEE cCpencrTea, MCIIOJIb 3y EMEIE oJisa JIeueHn
pPacCcTpoOMCTB HacTpoeHMsA VI addeKTUBHEX pPacCcTpoMCTE, AR
00CeCcCUBHO-KOMIIYJILCMBHOE paccTpoMcTBa JuuHocTM (OCD), Takue Kak
clenyrme TUIIH :

TPULUKIINUIECKUE aHTUIOEeIpeCcCaHTH], TakKue Kak AMUTPUIITUIIVH
(Elavil®), IeCHUIIpaMIH (Norpramin®), VIMUITO aMVH (Tofranil®),
amokcanmH (Asendin®), HOPTPUINITUIMH M KJIOMUIIPAMMUH ;

CeJIeKTHUBHHE VHTUOUTOPE oBpaTHOTO 3axBaTa CepoTOHMHAa
(SSRIs), TakmMe Kak mnapokceruH (Paxil®), oduayokceTnH (Prozac®),
cepTpalud (Zoloft®) u nurpasonpam (Celexa®);

moxcemnuH (Sinequan®), Tpasomon (Desyrel®) U aroMejlaTUH;

CeJIeKTHUBHHE VHTUOUTOPE  0BpaTHOTO 3axBaTa HOp®IOMHeDpMHA
(SNRIs), Taxkue Kak BeHJlIadaKCUH, pebokrceTH " ATOMOKCETHUH;

,JIO(]_)aM_T/IHepI‘MT{eCKMe aHTHIOEIIPpeCCaHTEHI, Tarme Kakr GprOHMOH n

AMIVHIITVH .

(54) JlekapCTBeHHHEe CpenOcTBa JIA YCUJIEeHMS CHHaITUUYeCKOM
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IJIaCTMYHOCTHM, TakKMe KakK dJlelymyrvie TWIIBL:

AHTar'OHMCTEI HMKOTMHOBOI'O peliellTOpa, TaKMe KaK MeKaMMJIaMVH,

CMEeNlaHHHE aTroHMCTE 5-HT, »DOQPaMMHOBEIX WM HOPBIMHEDPMHOBHX
PELEeNTopOoB, Takue JIYPaCUIOoH.

(55) JlekapCcTBeHHEE cCpencTrea, MCIIOJIb 3Y EMELIE oJis JIeueHn
CHMHIpOMa OedulUMTa BHUMaHUA C TITUIIepaKTUBHOCTEI (ADHD), Takue Kak
amMmbeTaMrH,; MOOYJIATOPE 5-HT peuenrtopa, Takue KaK BOPTUOKCETHH, U
aTOHMCTH aJibda—-2 aIpeHOopellenTopa, TaKMe KaK KJIOHUIMH.

(56) UVHTMOUTOPH HeWTpaJibHOM »HOonenTunas3s (NEP), Takme Kak
CakyOUTPUJI, oMalaTpuiaT; U

(57) MeTuJieHOBHM ToJydom (MB).

JlekapcTBeHHEE HaOOPH

[00135] OnmcaHHEE B n300peTeHnNn COeIVMHEHNHA "
bapMalleBTHUECKME KOMIO3MIMUM MOTYT BXOIMUTHL B JIeKAPCTBEHHHM Habop.
SToT JIeKapCTBEHHHY Hab®op MOXeT BKJIOUATH PaszoBYKL I03Yy WK
MHOTOpPa30BEE HOO3HE IOBYX MM 0OoJiee JIeKapCTBEHHEX CPenCcTB, Kaxnooe
M3 KOTOPHEIX pacdacoBaHO WM I[IPUIOTOBJIEHO IO OTOEJBLHOCTM, WM
PasoBYID OO3Y WMJIM MHOTOPAa30BHE IO3H IOBYX MIM 00Jiee JIeKapCTBEHHEX
CpeICcTB, KOTOpHEe pachacoBaHB WMJIM IIPUTOTOBJIEHH B KOMOUMHUPOBAHHOM
dopme. COOTBETCTBEHHO, OIHO WIM 0oJiee JIeKAapCTBEHHEX CPelCcTB
MOTYT HaxXOOMUTLCS B IIepPBOM KOHTeMHepe, U JIeKapCTBEHHBM Habop
MOXeT Heo0Odg3aTeJIbHO BKJOUATHL OIOHO MIM 0OoJiee  JIeKapCTBEHHEBX
CpeICTB BO BTOPOM KOHTeMHepe. KoHTeMHep WM KOHTEMHEPH IIOMellalT
B VYIAaKOBKY, M YyIaKOBKa MOXeT HeoOg3aTeJIbHO BKJKUYATE WHCTPYKLIUU
10 TIPMMEHEeHMI0 WMJIM I[I0 »OO3UPOBaHMI. JIeKapCTBEHHHM Ha®op MOXeT
BKJIOUATH OOIOJIHUTEJIBEHEIE KOMIIOHEHTE, TakMe Kak MIPULE WJIM OpyTue
YCTpOMCTBA oJjs BBEeIOEeHUSA JIeKapCTBEHHBIX CpencTE, a TaKxe
pazbaBuTes M WM IpyTMe CpelcTBa IJS OIPUTOTOBJIEHMSA JeKapCTBEHHOM
dopmeIl. COOTBETCTBEHHO, JIeKapCTBEHHHEe HaAOOPH MOTYT BKJIKOUATH: a)
bapMalleBTUUECKYI KOMIIO3MIIMKD, COIOepXallyld OIMCAaHHOE B M300peTeHUM
COeMHEHNE u bapmMalleBTUUYECKU npreMIIEMHEE HOCHUTEJE,
BCIIOMOTaTeJIbHOEe BemecTBO WM pas3baBuTesb, M D) KOHTeMHep WK
YIIaKOBKY. JlekapCcTBeHHEe HabOOpH MOTYyT HeoOS3aTeJIbHO BKJKOYATH
VHCTPYKIIWNA, OTIMCHBAKMNE crioco® MIPVMEeHEHU A bapMalleBTUUECKOM

KOMIIO3ULIMM B OIOHOM WM Oo0Jiee M3 ONMCAaHHEX B T/IBO@peTeHT/H/{ criocofosr
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(HampuMep, 4 OpelylpexIeHVsa WM JiedeHud OIHOTO WM OoJjiee U3

OV CaHHHX B n300peTeHnn 3aboJIeBaHUN u PacCcTpoOMCTB) .
JleKapCTBEeHHEMN Habop MOXeT HeoBg3aTeJIbHO BKJIOUATH BTOPYIO
bapMaleBTHUECKYIO KOMIIO 3UITUIO, collepXxalyio OITHO WIn BoJiee

OOIIOJIHUTEJIbHEX JIEKAPCTBEHHEX CpPpelCcTB, OIMCAHHHX B MN300peTeHUNU
OJIS WMCIOJIb30OBAHMA [OIpM KOMOMHMPOBAHHOM TepaluM, OGapMalleBTUUeCKU
IpueMJIeMble HOCUTEJb, JIEKAPCTBEHHYID cpeny wimM pas3faBUTelb.
dapMalleBTUUECKad KOMIIO3MIUMA, BKJKUYAKIAA OIMCAHHOE B M300pPeTeHUU
COeIMHEHMEe, U BTOopasa ¢apMalleBTHMUeCKas KOMIIO3MLMA, CcomepXallnecsa B
Habope, MOTyT OBThL HeoOA3aTeJIbHO OOBEOIMHEHH B OIOHY M Ty Xe
bapMalleBTUUECKYID KOMIIOBZULINIL.

[00136] JleKapCTBEeHHEN Habop BKJIOUAET KOHTENHEepP VI
YVIIaKOBKY, B KOTOPHEX coImepXaTcd OdapMalleBTUUeCKMe KOMIIO3MLUM, a
TakXe MOXET BKJIOUATL pas3delleHHHe Ha YacTM KOHTeMHepH, Takue Kak
pasmesieHHEM Ha dYacTu (GJIakKoH WM pas3dejleHHas Ha 4YacTU yllakKoBKa U3
bosbrm. KOHTeMHep MOXeT IMIPelCTaBiaThb Cco0OM, HalpuMep, OyMaXHY
WM KapTOHHYK VYIaKOBKY, CTEKJISHHBY WM IIJIJACTUKOBHM GJIAKOH WJIIK
Ccocyn, IIOBTOPHO TI'epMeTU3MPYEMyK VYIIAKOBKY (HaopuMep, IOJ4 TOTO
yToBe  "3anoJiHATL"  TabJjeTkaMy OPYTOM KOHTeMHep) WM OJUCTEPHVYIO
YIIakKOBKY C MHIOUBMIOYAJIBHEIMM HOO3aMM IJIS BHOABJIMBAHUA U3 YIaKOBKU B
COOTBETCTBMM CO CXeMOW JieueHu4d. [lpy pealu3aluM Ha  PHHKE
JeKkapCTBeHHOM GOpMEL C pPas30BOM MHOO30M, lLejlecoobpa3HoO, UYTOOH OIHAa
yIlakKoBKa coIepxala 0oJiee uUueM OOMH KOHTeMHep. Hamnpumep, TabJeTKH
MOTYT comepXaTbCHd BO dbiakoHe, KOTOPHI, B CBOK  OUepenb,
COOEPXUTCH B KOpoOKe.

[00137] [TprMepoM JIEKAPCTBEHHOTO Habopa aBJjgaeTcsda Tak
Has3wBaeMasa OJucTepHas  yIllaKoBKa. BimcTepHble  YIIAKOBKM  XOPOIO
M3BECTHH CllelMaliMcTaM II0 IIPOM3BOLCTBY VYIIAKOBOK, WU OHM UIHPOKO
WCHOJb3YITCA IJA YIAaKOBKM JIeKapCTBeHHHX (QOpPM C pPas30BOM 030U
(TabJleTOK, KalCyJ ¥ IOPpYI'MX IIOOOOHEX GOpM). BJlMCTepHEHEe YIaKOBKU
OOBIUHO COCTOAT M3 JMCTa OTHOCUTEJIBHO  XeCTKOoI'O  MaTepuala,
IOKPHTOTO GOJBETOM M3 [OPeMMyMeCTBEHHO MIPO3PadyHOTO IIJIaCTUUHOTO
MaTepuaja. B Ipollecce YIaKOBKM, B IJIACTUUYHOM ©QoJIbTe (QOPMUPYIOT
yIuIyOJleHMsa . YIUIyOJIeHMSa MMeRT pas3Mep M GopMy, IPUCYIIYKR OTIeJlbHEM
TabjleTKkaM WM KallcyJiaM, I[IoOBepraeMeM YIIaKOBKe, WM MOI'YT MMETH

pasMep u GopMy IJI4 pas3MemeHMs MHOXeCTBa TabJleTOK WM/UIM Kalcydl,



74

IOABEepPTaeMEIM YIIaKOBKE. BaTeMm TabJeTKH NI KarCyJkl
COOTBETCTBYKMMM 0Opa30M IIOMellalkT B yIUIyOJIeHMs, M Ha IJaCTUKOBOMU
bomnbTe C TPOTUBOIOJIOXKHOM  yIJIyOJeHMSM  CTOPOHH  TI'epMeTUUYeCKU
IPUKPEIJIAnT JIMCT OTHOCUTEJIBHO XeCTKOTO MaTepuaja. B pes3yiabTare,
TabJeTKM WM KalCyJlE TepMeTUMUeCKM YIIaKOBHBAaKTCSA B YIUIyOJEeHMAaX
MeXIy IIJIaCTUYUHOM OGOJBTOM UM JIMCTOM, KaxIas B OTHEJIbHOCTM WM BCe
BMeCTe, IO XeJlaHMBD. IIpeAlouTUTEJIbHO, UYTOOH MIPOYHOCTE JMCTa OBJIa
TaKOBOM, UYTO TablleTKM WM KalCyJEl MOXHO OBJIO M3BJIeKaThb U3
BmMcCTepHON YIIaKOBKU Iy TeM HaIaBJIMBaHUA najblleM  PYKU Ha
yoaIyOJieHUsa, B pes3yJbTaTe dYero of0pa3yeTcsd OTBepCTMe B JIMCTEe B
MecTe YyIJIyOJeHusa. TabjeTka WIM KalcyJjla MOT'yT OHTbH M3BJIEUEHEH
yepes yKaszaHHOe OTBepCTHUe.

[00138] MoxeT OHTL XeJIATEJBLHEIM BJIOXEHMEe B JIeKapCTBEHHHM
Habop MNMCBLMEHHOM I[aMATKM, COHepXamel MHbopMaumio u/UIM MHCTPYKLIUU
oJjsa Bpada, OGapMalleBTa WM CyOBeKTa OTHOCUTEJIBHO TOor'o, KorIzma
IpUMMeHATE OpelapaT. "CyTouHas nos3a" MOXeT CcoOepXaTbCa B OINHOM
TabjleTKe WM KallcyJle, WJIM B HECKOJBbKUX TabjleTkax WM KallcyJlax,
KOTOPHE IOOJIKHEL OBTHL IIPMHATH B IOaHHB IOeHb. B cliydae, KoI'na Habop
COOEpPXUT pa3nesjibHEE KOMIIO3UIMM, CYyTOUHas »Oo3a OOHOM wuiu OoJiee
KOMITO3UILIMY Habopa MOXeT COCTOSATH M3 OOHOM TabJIeTKM WM KallCyJH,
B TO BpeMsa Kak CyTOouHasa Io3a IOpyror uiam ©OoJjiee KoOMIO3UUIMM Habopa
MOXEeT COCTOATH M3 HEeCKOJbKMX TablleTOK WMIM KalCyJ. JleKapCTBeHHBEMN
Habop MOXeT ¥MeTh OGopMy HOoO3aTopa, IIpelHa3zHAaUeHHOTO MOJIS BHIAUU
KaXmoM B OTHOEJILHOCTM CYTOUHHX MHOO3 B IOpPAIKe MX IIpellojaraeMoro
IpyMeHeHMA. Jo3aTop MOXeT OBTL OCHalleH NaMATKOM, -OJIS TOTO UTOOH
OOTIOJIHUTEJILHO OBJIeTUMThL [HDalMeHTy COoOIIeHMe pexXxuMa JieueHUd.
IIpyMepoM TaKOM TMaMATKM HSBJSETCS MexXaHWUeCKUMM CUeTurkK, KOTOPHMN
yKas3hBaeT KOJIMUECTBO CYTOUHHEX O3, KOTOpPHe OBJIM BHIOAHH. IpyTIMUM
IPVMMEPOM TakKo¥ MaMATKM HABJAETCS MUKpPOCXeMa IIaMATM C OUTaHMeM OT
aKKyMyJIATOpPHOW  OGaTapen B coueTaHUM C  XUIKOKPUCTAJIIMUECKUM
CUMTHBAKIMMM YCTPOMCTBOM WMJIM  3BYKOBHM CHUTHAJIOM HalOMMHAaHNSA,
KOTOPEM, HalpuMep, CUMTHBAaeT »OaTy I[IPUHATHUSA [OCJIelOHeM CYyTOUHOM
IO3H /WM HANOMMHAEeT, KOoTIa CJeldyeT MNPUHATL OUepelHYID O03Y.

[IPVIME PH

[00139] ConmepxaHMe BCexX LUTUPYEMHX B IIpUMepax OyOJauKalui

BRJIOUEHO B HacTodmee M306peTeHme IIyTeM CCRUJIKM Ha HUX. Bce
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WCIOJb3YyEeMEHEe B M300peTeHUM COKpalleHMs, CUMBOJE U 0O0O03HaAUeHUSA
COOTBETCTBYKT TeM, KOTOpPHEe MIPMMEHSITCHS B COBPEeMeHHOM HayudHOMU
JurTepaType. CMOTpUTe, HaAIPUMEpP, pykKoBormcTBo Janet S. Dodd, ed.,
The ACS Style Guide: A Manual for Authors and Editors, 274 Ed.,
Washington, D.C.: American Chemical Society, 1997, cozmepxaHue
KOTOPOTO BKJIOUEHO B HacCTofAllee WM300peTeHMe OyTeM CCHUIKM Ha HeTo.
OnucaHHEEe B M300peTeHUM COeOMHEHMS CHHTE3MPOBaJ M B COOTBETCTBUU
c nyouamkauuen Roberts et al., Bioorg. Med. Chem. Lett., 21,
6515-6518 (2011).
Ipumep 1. CHMHTE3H COEOVHEHUN

[TpomMexyTouHOe coeuHeHue 1. (1- ((2-MeTUInMpUMUIOMH—5-

i) MeTuJi) —1H-nupazojo [3, 4-b ] IMpUINH-3-KapOOHUTPUII) :

H H
N\ N N\ N, N\ N
| N — | N —— | N
P P/ =
! CN CN

MpomMexyTouHoe coeanHeHue 1

HazBaHHOe COeIMHeHMe CHHTe3MpOoBaliM B 2 cTamumn.

[00140] Crammug 1. CuHTe?3 1H-ninpaszoJo [3, 4-b] nupuaomuua-3-
KapBoHUTPUIIA
IraHumno umHKa (IT) (1,0 T, 8,6 MMOJIb ) n 2-mon-1H-

nupaszoJio[3,4-bloupuone (1,4 o, 5,7 MMOJB) cMemmBagu B DMF (40
MJT) npu TeMIlepaType OKpyXawen Ccpeltl, u uepes pacTeop
BapboTUPOBAIM a30T B TeueHMe 5 MMHYT. Jo®aBjaiaM KoMilekc [1,1'-
orc (nnbeHmIpocdmHO ) peppolieH ] nuxjopnaluianmug (I1) c OMXJIOPMETAHOM
(Pd (dppf)Cl,-CH,C1l,) (0,33 1, 0,40 MMOJIB), M PacTBOpP Iera3npoBalM
B TedeHMe eme 10 MuHYT. Peakumio OIPOBOOWIM IIPY  IIOBBIIEHHOM
ImaBJIeHVWM as0Ta M Harpepanmu npu 130°C B Teuenme 48 uyacoB. CMecCh
oxXJIaXIalu OO TeMIepaTypH  OKpyXaKlel  CpemH, buieTPOBAIN, u
OCTaTOK [IPOMEIB aJIn STUJIAlleTaTOM. OOBbeOMHEeHHHE bnJIbE TPAaTH
KOHIEHTPUPOBAJM IO BakKyyMoM Ha ueure® m oummanr KOJIOHOUHON
XpoMaToTpaduen (gradient 20-70% EtOAc/TekCaHu) C IOJIyUYeHUEM
Ha3BaHHOI'O COeIVMHEHMHA B BUIe CBEeTJO-XeJITOI'O TBEepIOol'0 BelleCTBa

(0,51 r, 62% BHXODI) .
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H aMP (500 MT'u, wmeraHosi-d;) & (ppm) 8,67 (mm, 1 H), 8,34
(gm, 1 H), 7,44 (nm, 1 H).

[00141] Cramusa 2. CuHTes 1-((2-MeTUINUPUMUIVH—5—MJI) METWJII) —
1H-impaszoJio [ 3, 4-b] mupnonH-3-KapOoHUTPUIIA

PacTBOop TpubeHmuapocdmua (0,19 1w, 0,72 w™mvosas) B DCM/THF
(1:1, 4,0  wm) oxjaxmanu no 0°C wm  pmo6aBiasM IO KalulaM
OUMBONPONMIIa30IMKapOoOKCHUIIaT (DIAD) (0,14  wi, 0,72 MMOJB) B
TedyeHMe 2 MUMHYT. UYepes 30 MMHYT, pPeakUMOHHYK CMeChb HJ00aBJAIU K
pacrBopy (2-MeTWUINUPUMUOUH-5-MJI)MeTaHoJsia (0,09 1, 0,72 MMOJIB) ™M
1H-ntupasoso [ 3, 4-b] nupunuu-3-kapdbouurpuia (0,08 o, 0,56 MMOJB) B
THE (4,0 mi) npu 0°C. TloJIyUeHHYH CMeCh HOHOTpeBajiM IO TeMIepaTypH

OKpyXalmel cpelb B TedyeHMe 3 YacOB. PeaKUMOHHYI CMeCh pasz0aBJiiaiu

sTuJaneraroM (100 M) M OpOMBEIBaJM Bomo¥ (3x10 MJI) M COJIEBHIM
pacrBOopoM. OpraHMueckyn O¢aszy cymuian Hand Na,S04, ouiabsTpoBRaM U
KOHIEHTPUPOBAaJXM IIOA BakyyMoM. OQUMCTKa KOJIOHOUHOM XpoMaToTpaduent
(rpammueHT 25-100% EtOAc/TekcaHH) H»aBajla Ha3BaHHOE COeIOMHEeHVEe B
BUOe OeJIoro TBEPHOTO BemecTBa (89 mr, 64% BHXOI) .

H AMP (500 MI'u, =xJjopodopm-d) & (ppm) 8,81 (c, 2 H), 8,72
(gm, 1 H), 8,23 (@mm, 1 H), 7,41 (om, 1 H), 5,77 (¢, 2 H), 2,74

(c, 3 H).
[00142] [TpuBEeOeHHBE HIDKe POIOCTBEHHEE MIPOMEXY TOUHEIE
coeIMHeHMnAa WM [IPOU3BOIUIINCE MIPOMHIIJIEHHOCTRIO, MJIIN OBIIN

CUHTE3UPOBAHEL B COOTBETCTBUM C OIMCAHHBEMM B JIMTepaType MeTomaMM
(Roberts, L. R. et al. Bioorg. Med. Chem. Lett. 2011, 21, 6515-
6518) .

1-(2-0TopbeHzmi) —1H-nnpaszoJo [ 3, 4-b] nupuonua-3-KapOOHUTPWII;

8- (2-0TopbeHn3my) MMnOaz3o [1, S5—a] IMpUMUONH- 6-KapOOHUTPWII;

7-(2-0TopbeHsuy) uMuaas3o[1l, S-b]lnupunazmMH-5-xkapOOHUTPWII;

1- ( (2-MeTHINMPUMUIOVH-5-1JI) METWJI) MMM1IOaz30 [1, b—a ] nupuane-3-
KapOOHUTPUII;

1- (IlMpUMUIOVH-5-MJIMe T ) UMrOa30 [1, 5—a] mMpuanH-3-KapOOHUTPWII ;

1-(2-dTopbens3ui) uvMmnas3o[1l, S5S—a] nupuInH-3-KapOOHUTPWII .

CoenuHeHMe I-1
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CoeguneHue |-1

[00143] 3TO0 coemmHeHMe CHMHTE3MPOBAJIM B COOTBETCTBUM C OOmen
MeTOOUKOM A.

[00144] K  pacTrBODRDY 1- ( (2-MeTUInUpUMUIOVH-5-1J1) MeTwJI) — 1H-
nrpasoJio [ 3, 4-b ] nnpnanH-3-KapOOHUTPUIIa (IIPOMEXYTOUHOT'O COeIMHEHNHA
1, 85 w™Mr, 0,34 MMOJIB ) B abCoOJIIOTHOM  MeTaHOJIe (3,0 )
(IpuMeuyaHre: Oe3BOOHHIM MeTaHOJI MOXeT OHTbL TakXe MCIOJIbE30BaH B
KauecTBe pacTBoOpUTesiss) nobariasaiau O0e3BOOHEM I'MipasuH (0,10 ©, 3,2
MMOJIB ) . IlocJyle IepeMemMBaHUA IIPpKM TeMIepaType OKpyxXaolel CcpeIb B
TeueHMe 3 OHeM ¥ 3aTeM npu 60°C B TeueHMe 1 OHA, HaOMoOmalM IIOJHOE
M3pacxogoBaHMue MCXOIOHOTO MaTepurasa. PeaKUMOHHYIO CMeChb
KOHLEHTPUPOBaJM I[I0I BaKyyMOM, M OCTATOK CYyNIMJIM IIOL BaKyyMOM B
TedueHMe HouM. OCTaToOK IepeHocusMm B DCM (5,0 M) m moBaBJsaaIM II0O
KarmaMm 2,2, 2-TpudTopyKCcycHEM aHrumpun (0,05 wia, 0,34 MMOJIb) .
PeakKlLMOHHYID CMeChb IepeMemlMBaJM IIpM TeMIepaType OKpyXallel Ccpens
0O IIOJIHOTO PpPacxOoOOBaHMA IIPOMEeXYyTOUHOI'O COeIMHEHMS aMuIpas30Ha.
IDoBarJgnm TOJIYOJI (5,0 MJI) , 3aTeM no®aBJiaim 110 KalljlaMm
dbochopunrpuxygopmun (0,10 M, 1,0 MMOJB) .

[00145] TIlonydyeHHYID CMeCh HarpeBagu nopu 65°C B Teuenume 30
MMHYT B TepMeTU3VPOBAHHOM MNpoOupKe. PeaKUMOHHYK CMeCh BHUIMBAJIM B
EtOAc (100 M) m npomeBaau 10% BoIOHEM pacTBopoM NaHCO; (2x10 m)
M COJIeBHM pacTBopoM (10 mi) . OpraHMUeCcKMM CJIOM cymmiv Hal Na,SOy,
dUIETPOBaIM M KOHUEHTPUPOBAJM IIOH BakKyyMoM. OuMCTKa KOJIOHOUHOM
xpoMaToTpadmuent (rpammeHT 30-100% EtOAc/rTekcaHH) MHOaBajla Ha3BaHHOE
CoeIMHeHMe B BuIe 0OeJioT'o TBepnoro BemecTBa (74 mr, 60% BHXOI) .

H AMP (500 MI'u, xJjopodopMm-d) & (ppm) 14,5 (ym.c, 1 H), 9,03
(¢, 2 H), 8,83 (@mm, 1 H), 8,72 (on, 1 H), 7,40 (mm, 1 H), 5,84
(¢, 2 H), 2,87 (c, 3 H).

CoenuHeHUe 1-2
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[00146] CuHTe3MpOBaJIM B COOTBETCTBMM C OOmMeM MeTOIMKOM A B
BMUIOe OeJlIoTO TBepIoro BelleCTRa (54 w™r, 40% BHXOIH) . YCJOBUSA
peakuMy (TakMe KakK COOTHOIEHMEe peal'eHTOB, TeMllepaTypa U BpeMd
IpOoBeleHUA peaKUMM) B Cllydae HeOOXOOMMOCTM MOOUOUUIMPOBAJIN.

‘H AMP (500 MI'u, DMSO-ds) & (ppm) 15,7 (ym.c, 1 H), 8,76
(o, 1 H), 8,67 (om, 1 H), 7,50 (mm, 1 H), 7,37 (m, 1 H), 7,24
(Mm, 1 H), 7,21 (m, 1 H), 7,16 (xkax. 7, 1 H), 5,90 (c, 2 H).

CoenMHeHMe I-3

FsC

CoeguHenue |-3

[00147] CuHTe3UpOBaJIM B COOTBETCTBMM C OOmel MeTOoIOMKOM A B
BMUIOe OeJlIoTO TBepIoTl'o BelleCTRa (85 wMr, 58% BHXOIO). YCJIOBUSA
peakuMM (TakMe KakK COOTHOIEHME peal'eHTOB, TeMllepaTypa W BpeMsd
IpOoBeleHUsa peaKUMM) B Cllydae HeOOXOOVMMOCTU MOOUGUUMPOBAJIN.

H aMP (500 MI'u, ™eTanos-d;) O (ppm) 9,29-9,35 (M, 1 H),
7,63-7,69 (M, 1 H), 7,29-7,35 (M, 1 H), 7,19-7,26 (M, 1 H),
6,92-7,11 (M, 4 H), 4,35 (m, 2 H).

CoenuHeHUe I1-4

CoeauHeHne |-4
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[00148] CuHTesMpoOBaJIM B COOTBETCTBMM C OOmMel MeTOIMKOM A B
BUIOe OeJIoTO TBeploTo BelleCTRa (34 w™r, 58% BHXOIO). YCJIOBUSA
peakuMy (TakMe KakK COOTHOIEHMEe peal'eHTOB, TeMllepaTrTypa U BpeMd
IpoBeleHUa peaKUMM) B Cllydae HeOOXOOMMOCTM MOOUOUUMPOBAJIN.

H AMP (500 MI'u, DMSO-dg) 6 (ppm) 15,6 (ym.c, 1 H), 9,22 (m,
1 H), 8,67 (¢, 2 H), 7,9 (m, 1 H), 7,10 (M, 2 H), 4,33 (c, 2
H), 2,56 (¢, 3 H).

CoenvHeHne I1I-5
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[00149] CuHTe3MpOBaJIM B COOTBETCTBMM C METOIaMM, OIIMCAaHHBEMMA
B JuTepaType (Roberts, L. R. et al. Bioorg. Med. Chem. Lett.
2011, 21, 6515-6518) B BUIe XKeJTOBATO-KOPMUUHEBOI'O TBEPIOOI'O
BelleCcTBa (800 wMrm). VYciorusa peakuuu (TakmMe KaK COOTHOIIeHUe
peareHTOBR, TeMIepaTypa M BpeMsa OpOoBeleHMsa peakKluu) B Cclydae
HeOoOXOOUMOCTHM MOOUGULMPOBAIIN .
'H AMP (500 MI'u, DMSO-ds) & (ppm) 15,60 (c, 1 H), 9,22 (m, 1
H), 9,05 (¢, 1 H), 8,80 (¢, 2 H) 7,99 (m, 1 H), 7,08-7,14 (M, 2
H), 4,40 (c, 2 H).

CoenuHeHMre I-6

7 ~NH
N};I{I
FsC
Coeagunnenne I-6
[00150] CuHTesupoBaJIM B COOTBETCTBMM C OOmMel MeTOIMKOM A B
BMIE KeJITOT'O TBepHOoT'o BemecTBa (12 wMr, 24% BEXOHO). YCJOBUA

pPearumm (TakMe KaK COOTHOIIeHHue peal'eHTOB, TeMIliepaTypa WM BpeMA

IIpoBedeHNA peaKLU/H/I) B CJlydyae HeOOXOIVMMOCTU MO,]II/I(]_)I/ILU/IpOBaJ'H/I.
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H aMP (500 MI'u, w™eraHoJsi-d;) O (ppm) 8,58 (mm, 1 H), 8,36
(gm, 1 H), 7,25-7,33 (M, 2 H), 7,07-7,13 (M, 2 H), 6,99 (mm, 1
H), 4,58 (c, 2 H).

CoenuHeHUe I1-7
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CoeguHeHue |-7
[00151] K pacTBopy 8- (2-dbTopbeHnszmi) uMmnaso[1l, 5-a] -
NUPUMUOVH- 6—-KapOOHUTPUIIA (110 wmr, 0,44 MMOJIB) B 0e3BOOHOM
MeTaHoJe (3,0 wi1) @mofaBiasau 0OesBOOHHM IuopasmH (0,08 wmia, 2,7
MMOJIB ) . IlocJyle IepeMemMBaHUA IIPKM TeMIepaType OKpyxXaolel CcpeIb B
TeueHre 46 Uacos, Habjmomajy  [IOJIHOe  MCUEe3HOBEeHMEe  MCXOOHOTO
MaTepuralsa. PeaKUMOHHYK CMeChb KOHLUEHTPUPOBAaJM II0I BakKyyMOM, U

OCTaTOK CYIIMIM I[IOHO BaKyyMOM B TedeHMe HouM. OcTaTok (5—amMmHO-4-

(2-pTopbenz3mi) - 1HuMMOa30J-2-KapBoKCUMUOTUOPA 3 ) [IepeHoOCUIIn B
THE (3,0 M) “  Do®GaBJIAIM IO KamjaaMm 2,2, 2-TpudTOopyKCYCHEIM
AHTUOPUL (0,07 MJI, 0,54 MMOJIB ) . Hob6aBJisaJin OOIIOJIHUTEJILHO e
KOJIMYUECTBO 2,2,2-TpUPTOPYKCYCHOTO aHTUOPULOa (0,05 w, 0,36
MMOJIE ) oJjis OOCTIIKEeHM A IIOJIHOTO pacxoooBaHUL MIPOMEXYTOUHOTO
COeIMHEHMSA aMMIpas30oHa. PeakKUMOHHYK CMeChb KOHUEHTPUMPOBAJM IIOXH

BaKyyMOM, M OCTaATOK pacTBopdaau B DCM/Tojsgyois (l:1 cooTHomeHHUe,
6,0 M), 3areM »JoBaBJAIM IO KamuiaMm o¢ochopunrpuxjgopun (0,13 wi,
1,3 MMOJIB) . PeakKLUMOHHYIO CMech HaTrpeBau nOpu 75°C B TeueHMe HOUMU B
TepMeTHU3MPOBaHHOM HOpobupke. Ilocjle OXJaxOeHMs OO TeMlIepaTyp
OKpVyXaKlel cpemnbl, Oo0aBJAIM BOOHHM pacTBop NaOH (1,0 N, 15 wmia) wm
DCM (20 wmj) . Ilocyie IepeMemMBaHMA B TeueHMe 3 »OHeM, IOJIYUeHHYIO
CMeCh HeWTpaJM30BHEBaIM OO pH ~6-7 ¢ nomMombk 6,0 N pacTBopa HCl u
SKCTparupoBaJiM cMecbio DCM/mszonponanon (5:1 coorHomenme, 4x30 mil) .
O0BeIVMHEeHHEe OpTaHnUueCKue CJIoM Ccymmiar Han Na,S0,;, OoUuIbTpoBalvM U
KOHIIEHTPUPOBaAJIM C IIOJIYUeHUEeM KOPMUHEeBOTO MacJja. OcTaTtok (4-(2-

bTopbeHzuy) —2- (3- (TpudTopmeTm) —1H-1, 2, d-Ttpraszsoy-5-mi) -1H-
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VMMOAa30JI-5-aMuH) TepeHoCHMJIM B ad®CoJIOTHEM 5STaHosd (4,0 wMia) u
oBbpabaTHBaM C nomomebw 1,1, 3,3-TerTpameTokcunponaHa (0,37 wia, 2,2
MMOJIB) . IlocJle HaTpeBaHMA B TedeHMe 5 YacoB B MUKPORBOJIHOBOM IIeuwu,
no0aBJIgIM IOOINOJIHUTEJIEHOE KOJUUYeCcTBO 1,1,3,3—- TeTpaMeTOKCUIIpOIlaHa
(0,18 ™M, 1,1 MMOJIB), M CMeCh HarpeBaJM B MMKPOBOJIHOBOM IIeUuu B
TeueHMe e€lle 6 YacobB. PeaKUMOHHYK CMeCh KOHUEHTPHMPOBaJM IIOXH
BakKyyMOM, n OCTaToK oumMmaJM MeTOOOM IIpelapaTUBHON BOXX C
ofpameHHOM o¢asoi (rpamueHT 30-80% aleTOHMTPMII/Boma C IOOAaBKOMU
0,1% MypaBBMHOM KMUCJIOTE) C TIOJIydeHMeM Ha3BaHHOTO coenuHeHua (6,4
M, 4,0% BEXOI) B BUIE XeJITOBATO-KOPUUYHEBOI'O TBEPIOI'O BelleCTBA.

'H AMP (500 MI'my, DMSO-d¢) 6 (ppm) 15,8 (ym.c, 1 H), 9,42
(gqm, 1 H), 8,45 (@mm, 1 H), 7,31-7,23 (m, 2 H), 7,19-7,14 (M, 2
H), 7,09 (xax. T, 1 H), 4,38 (c, 2 H).

[00152] CuHTesn coemuHeHuM I-8 - I-16 onMcaHH B IyQJaMKaluu
Roberts, L. R. et al. Bioorg. Med. Chem. Lett. 2011, 21, 6515-
6518.

Ipumep 2 OnpenejieHre  OMOJIOTMUYECKOM aKTUBHOCTM METOIOM
KJIETOUHOTO aHaJnm3a cGMP GloSensor B 384-JyHOUHOM QopmMaTe

[00153] niis OLIeHKU aAKTMBHOCTU MCIIEITY €MBIX CcoeIVHEeHUN
VCIIOJIL30BaJIM UeJloBeuecKrue sMOpMOHaJIbHEE KJIeTKM TInodek (HEK293),
BKCIIpeccHupyrmme BuoceHCcep GloSensor™ 40F  cGMP (Part No:
CS182801, Promega) . JIIOMMHECILIEHTHEE OMOCEHCOPH (CKOHCTPYMPOBAaHHASA
Joundpepasa), KOTOPHEHE BBOOMIM B 32TUM KJETKM, IeTeKTupyionT cGMP,
0Bpas30BaHHEMN COeIVMHEHU M, CTUMY JINPYIVMIA bepMeHT sGC, u
M3JIy4danT JIOMVHECLeHIND .

[00154] cGMP GloSensor KJeTKM XpaHWIM B Cpene Uraa,
MOOMIUUIMPOBAHHOMN 10 criocody IyIJIbL0OeKKO (DMEM) , OOIIOJIHEHHON
beTanbHOM ObULEelM CHBOPOTKOM (FBS, KoOHeuHas KoHUeHTpauusa 10%) wu
TugpoMuiMHoM (200 MKT/MII). 3a CYyTKM OO OIPOBedeHMd MCCJeOoBaHMUMg,
KJIETKM BECeBaJM B DMEM c 10% FBS B o06beMe 50 MKJ OpM ILJJOTHOCTMU
1,5x10% kjeTok/JyHKa B 384-JIYHOUHOM IUJIAHIIETE C IJIOCKUM OeJIBIM ITHOM
C HaHeCeHHHM cJoeM noau-D-ymamHa (Corning Cat No 35661). KieTku
MHKYyOMpPOBaJIM B TeueHMe HoumM opu 37°C B yBJAXHEHHOM KaMmepe ¢ 5%
CO,. Ha cJrenywomui »OeHbL, CpenOy VYVIaldalM, ¥ KIeTKM 3aMeHaau Ha 40

MKD/JIyHKa GloSensor™, 2 MM (Promega Cat No EI1291). Kiuerku
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obpabaTeBanu B TedveHre 90 mmHYT mnpu 25°C njsg npuBeneHus cyodcTpaTa
B KJIeTKax B pPaBHOBECHOe COCTOAHUe. VCHOHTyeMble COEOMHEHUSA U
ouusTuiieHTpuaMmMd NONOate (DETA-NONOate wmm DETA-NO) paszbaBiidaiu
oo 3 MM (20x) B OeccnBopoTouHoM CO, He3aBUCKMOM cCcpele U
ocjyienoBaTeJIbHO pazfaBiidim npu 4-KpaTHEX  pa30aBJIeHNAX o4
noJiydeHrs 5X IOB0BOM KPMBOM, M3 KoTopoM 10 MkJI moOGaBJIAIM B JIYHKU
(KOHLeHTpauuda X MM 1mjdg pacTBOpa MCIHTYEMOI'O COeIVMHEHUA U
KOHLIeHTpaumd 10 MKM nJjid pacTBOpa DETA-NONOate; roe X
opencraBygeT coboM OOHY M3 CJelIylMMxX KOHEUHHX KOHIeHTpauun: 30
MKM, 7,5 MmMxM, 1,9 mxM, 469 uM, 117 uM, 29,3 uM, 7,3 uHM, 1,83 HM,
0,46 uM, 0,11 uM, 0,03 HM)

[00155] B ciaydae TIpOBeOeHMS KMHETUUECKMX MCCJIeOOoBaHUM,

JIOMVMHEeCLeHIIMM WM3MepPAJIM He3aMeIlJIMTeJIBHO B TedeHNe 0,2 cexyHO Ha

JIYHKY C TIOMOWbI IJIaHmeT-pulepa Envision (Perkin Elmer). [-Ons
MUTOTOBOTO CKPMHMHT A 3aBUCHUMOCTHU aKTUBHOCTU JIEKAPCTBEHHOTO
CpeICTBa OT CTPYKTYpH (SAR), @»aHHBHe cobOupajau IHocje 55 MMHYT

MHKyOaluuM IpM KOMHATHOM TeMIlepaType.

[00156] OaHHEEe HOpMMPOBAaJIn OTHOCUTEJILHO KOHTPOJIEHOT'O
oBpaslla C BHCOKOM aKTMBHOCTBIO, MCIOJb3ys CJedyllee YypPaBHeHUE:
100* (oBpaszell - KOHTPOJILHHIN ofOpas3ell C HU3KOM aKTUBHOCTLI) /
(KOHTPOJIBLHEIM of8pasell C BHEHCOKOM aKTMBHOCTBI — KOHTPOJILHEM oOpasel]
C HM3KOM aKTHMBHOCTEI), TIe KOHTPOJILHHIY ofpasz3ell C  HU3KOM
AKTMBHOCTLIO NpeICTaBJisgeT CcoOOM CpeldHee 3HadeHusa 0Jjsa 16 oBpas3LoEB,
obpabBoTaHHEX C nomomeio 1% DMSO, M KOHTPOJBHEM oOpa3ell C BHCOKOU
AKTMBHOCTLIO NpeICTaBJIsIeT COOOM CpeldHee 3HadeHusa 0Jjsa 16 oOpas3LoEB,

ofbpaboTaHHHX C noMombio 30 MKM coeanHeHMS Y, M300paX)eHHOTO HIUXE.

DaHHbe aTrIPOKCUMHUPOBaJIN c TIOMOTIBIO 4-x napaMeTpruuecKomn
arrpoKCcUMMpymer kKpwBoM  (log (aTOHMCT) TIPOTUEB TepaleBTHUUeCKOTO
sbbexkTa - KpWBasg C IepeMeHHHM YTJIOM HakJIoHa), VCIIOJbBY A

oporpaMMHoe obecneduenne GraphPad Prism Software v.5. [Jasa Bcex
coeIMHeHMe n=2. AOCOJOTHY BeJMuMHy (Abs) ECsg mnoJgydvaau U3
AlnpoKCUMKPYIEe KPMBOW IIYTEeM MHTEPIOJALMM, UM OIpelelidaM ee Kak
KOHIIeHTpallNo, IpM  KOTOPOW  OaHHOe  CcoeduHeHUe BHI3EIBAET 50%
TepareBTUUeCKOTO sdderTa KOHTPOJIELHOTO obpasiia C BHICOKOM

AKTVBHOCTEIO IO CJIe HOopMaJIMsalll1 JaHHEIX, Kakr YKas3aHo BHIIEC .
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CoennueHud, KOTOPHE OBLIIN HECIIOCOOHEL ofecrneunBaTh 50%
MUHMMAJILHOTO TepalleBTUYeCKOoI'o 5sbdekTa, perucrpupyorcd kak >30
MKM I ND. Hiisa CoeIMHEeHUN, KOTOPEE M CIIEITEIB aJIn B OBYX
SKB3EeMILIApax MM OJIS KOTOPHIX N BHIMe 2, OPMBOOMMEM pPes3yJbLTaT
OpencraejgaeT cobour cpenHee TeOMeTpUUECKOe 3HaUeHue oI
HECKOJIEKMX  IIOJIYUEHHEX pPes3yJbETaToB. B Tabiuie 2a I[pUBeIeHH
pe3yJbTaTH, IIOJIydeHHHEe IJIA BHOPAaHHEX COeIOMHEeHMM I[10 HacCTOoAleMy

M300peTeHNI0 B BTOM MCCIEeOOBaAHUM.

CoengmHeHHe Y
Tabmuila 2. lLeJIbHOKJIETOUHAS aKTMBHOCTBL B GloSensor KJIETOWUHOM
aHaJmsze, 384-JyHOUHEI  QOopMaT (mpumep 2) OJIS COeOMHEeHUM U3

Tad®gamue 1.

CoeImHeHNe Glo sensor Abs ECsq (HM)

I-5 B

I-2

I-6

I-4

I-3

I-7

Ww| w| w| wW| w| >

I-1

BeJMuMHE depMeHTaTMBHOM aKTuMBHOCTM sSGC B KJeTkax HEK,
oIpeneJjyieHHEe aHaJIM30M GloSensor. (~) PacmmbpoBrU Y CJIOBHEIX
0603HaUueHUN oid BeJIMUMH bepMeHTaTUBHOM AKTUBHOCTHU sGC,
BHPaXeHHEX abCoJIoTHOM BeJnumMHOM ECsy, KOTOpPYID OINpemeIgioT Kak
KOHLIeHTpaluuio, rpu KOTOpOM ODaHHOEe COeOVHeHUue BEI3EIBAET 50%

TepaleBTUUYEeCKOTO s0bexTa KOHTPOJIBHOTO oBpasla C BEICOKOM

aKTMBHOCTBK (CcoenmMHeHMe Y) I[IOCJe HOpMalM3aluM OaHHHEX: Abs ECsg <
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10 uM=A; 10 HM <Abs ECsg £ 100 uM=B; 100 HM <Abs ECgsy=C.
CoenOnHeHUs, KOTOPEHE OBLIMA HeCHOCOOHH obecreunBaTh 50%
MUHMMAJIEHOTO TepalleBTUUeCKOI'0 3dbekTa, peluUcTpupylTCcsa kKak > 30
MKM wmym ND.

Ipumep 3. OnpenejieHre OUOJIOTMUECKOM aKTMBHOCTM METOIOM
aHanMza CcGMP B HEeMPOHHHX KJIETKaXx

[00157] V3 »MOPMOHOB CaMOK KpPHC JMHUM Sprague-Dawley Ha 18
IoHe OepeMeHHOCTM WU3BJIeKaJM II€PBUUHEE HEVWPOHE. OSOMOPMOHE CcOOMpau
B cbOaJlaHCUPOBaHHOM COJIEBOM pacTBope XeHkca (HBSS), wu OwCTpPO
M3BJIeKaJIM M3 HUX TOJIOBHOM MO3I. BHIOeJANIM LepebOpalJibHHE IMITIOKaMIIE
M MexXaHMUEeCKM MX M3MeJbYualJiM. 3aTeM NIPOBOOWIIM pacllellJIeHMe TKaHU C
nomomeio 0,25% (Macca/ofbeM) pacTBOpP TpUIICcHMHa B HBSS ©6es Ca?t u
Mg?* B Teuenme 15 wMuuyT mpu  37°C. Tlocjie TPUICHUHALUM, KJIIETKU
IIPOMHIBAJIM M PeCyCIeHOVPORaJNM B HeMpoBasaJIbHOM cpene, IOIOJIHEHHOM
0,5 MM L-rayrammHa, 12,5 MKM TJUIyTaMMHOBOM KMCJIOTH, 2% B-27 m 100

e,JI/M.J'I DeHmumJIMHa u 100 MKT'/MJI cTpenToMmiiMHa. KileTKM BECeBaJn

npu IWIoTHocTM 4x10% kJIeTOoK/JyHKa B 384-JIYHOUHOM IUJIAHIIETEe C
IJIOCKMM OeJlEIM IHOM C HaHeCeHHBIM cJioeM noJsm-D-sm3uHa (Corning Cat
No 35661). KieTku MHKYyOMpoBaJM 6-7 nHel opu 37°C B yBIAXHEHHOM
KaMepe c 5% CO,. Cpeny VyOajdsailM, U KIJIeTKM OIPOMHBaJIM 1X C TIIOMOILIO
HBSS, ccomepxamero Ca?' m Mg?", wm sameHaigu Ha 40 wMxjg  HBSS,
comepxamero 0,5 MM IBMX, ¥ MHKYOMUpOBaJIM B TeueHMe 15 MMHYT IIpU
37°C. JoBaBJIAaAJIN 10 MKJI 5X MCXOOHOT'O pacTBoOpa MCIIEITY €MBIX
coenVHeHUM C O3 TUJIEHTPMaMUH NONOate (DETA-NO) . KoneuHas
KoHIeHTpaumusa DETA-NO cocraBaana 30 MrM. KiaeTkuM MHKyOMpOBaJIM B
Teuenne 20 wmH npu  37°C. Cpeny ymanaau, nofaBjasiau 50  MKII
OXJIaXIeHHOM JabaoM 10% yKCYCHOM KUCJIOTH UM MHKYOMPOBAJM B TeUeHUE
60 mmuyT npu 4°C. Iocjye ueHTpubyrupoBaHms npu 4°C B TeueHre 5
MuHYyT npm 1000 x g OJd OCaxXOeHMA KJIEeTOYHOI'O Iebpuca, OTCaCHBaJU
HagoCaOouHyln XMIKOCTL B UMCTHM IJlaHmeT, U o0pas3lb aHaJlMu3UpPOBaJIU
Ha comepxaHme CcGMP. KonueHTpaumm cGMP omnopenesdann B KaXIoM
ofBpaslle, MCHOJNB3YS MeTOoI XUIKOCTHasd XpoMaToTpaduu C TaHOeMHOU
Macc-crnexkTpomerpuent (LC-MS/MS) .

[00158] HaHHEEe HOPMMPOBAJIA OTHOCUTEJILHO KOHTPOJIBLHOTO

oBbpasua cC BHICOKOM AaKTHMBHOCTLIO, MCIOJbL3YyA CcJelyllee YPaBHEHNE :
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100* (oBpazell - KOHTPOJILHHEIM oOpas3ell C HU3KOM aKTUBHOCTLI) /
(KOHTPOJIBHEM oO0pasell C BEHCOKOM aKTMBHOCTBI — KOHTPOJIBHEM obpasel]
C HM3KOM aKTHMBHOCTEI), TIe KOHTPOJILHHM of0pas3ell C  HU3KOM
AKTMBHOCTLIO NpeICcTaBJisgeT CcOOOM cCcpeldHee 3HadeHua 0Jjsa 15 oBpasz3LoB,
obpaboTaHHEX C nomomeio 1% DMSO, M KOHTPOJIBHEM oOOpa3ell C BHCOKOMU

AKTUBHOCTBLIO TIpencTaBJigeT coOoM cpelHee 3HaueHMsa migd 15 obpasios,

obpaboTaHHHX ¢ HnoMombn 10 UM M3BEeCTHOT'O  CTUMYJIATOPa sGC

COeIMHEHN A Y. DaHHEE AllPOKCHUMMPOBaJIN C IIOMOIIBIO 4-x
napaMeTpUUYeCcKoM  allpOKCUMUPYIRIEN  KPUBOU (log (aroHucT) IpPOTUB
TepalleBTUUeCKOTO 5odeKkTa - KpuBad C IIepeMeHHEM YyIJIOM HakKJIOHA),

WCIOJIb3Y A IIpoT'paMMHOe oOOecrieueHre GraphPad Prism Software v.b5.
Iia Bcex coemuHeHUe n=2. AOCOJIOTHYK BeJiMuuHy (Abs) ECsg nojgydasm
13  allpOoKCUMMPYIIEeN KPUBOM IIyTeM MHTEpPIOJIAUMM, U OIpeleldin ee
KaK KOHIEeHTpalMio, IIpM KOTOPOM HaHHOEe COoelMHeHMe BH3HEBaeT 50%
TepalleBTUUYEeCKOT O sddbexTa KOHTPOJIBHOTO oBpazsla C BHICOKOM
AKTUMBHOCTBIL. CoOeOMHEeHMSa, KOTOpble OBJIM HECIOCOOHH ofecleuMBaTh
50% MMHMMAaJIbHOT'O TepalleBTUUeCKoTo 20deKTa, PpPeruMcTpUpyRTCd Kak
>30 MKM wuau ND. [JIgd COeIMHEeHUM, KOTOPHEe MUCIHTHBAaJIM B »OBYX
SK3EeMIIIpax WM [OJIS KOTOPHEX N BHIMEe 2, OIPUMBOOMMEM pPe3yJbTarT
npelncTaBJIgeT cobomn CpenHee TeoMeTpUuyecKoe 3HaueHue nJis
HEeCKOJIbKMX  IIOJIYUEHHEX  pPes3yJIbTaToB. B Tabauie 3  TIpuUBeIOeHH
pPes3yJabTaTH, IIOJIydeHHBe MOJIS BHOPaHHHX COeOMHEHUM IO HacCToAlleMy
n300peTeHUi0 B 3TOM MCCJIeNOBaHUM.

Tabmuua 3. BuojorrMyeckas aKTMBHOCTL, OIpelejleHHasd MeTOIOOM
aHalMzsa CGMP B HeWpPOHHHX KJIeTKax (mopuMep 3), IJS COeIMHEeHUM U3

Tadgamuue 1.

CoenOMHeHUe sGC-HeMVpon Abs ECsy, (HM)
I-5 A
I-2 A
I-3 A

AHaius CcGMP B HeMpPOHHHX KJeTkax. AbsECs, < 100 #M=A; 100 uM

<AbsECsy, < 1000 wM=B; 1000 HM < AbsECs,=C. CoenmMHeHMs, KOTOPHE
OBHJIMM HeCIOCOOHH ofbOecneumMBaTh 50% MMHMMAJIBHOTO TepalleBTUUYECKOTO

a0bekTa, perucrtpupymoTrcad Kak > 30 MM mam ND.
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IIpuMep 4, VccoenoraHue bapMakKOKMHE TUUECKUX CBOMCTB
COeIMHEHVM B CIMHHOMO3TOBOM XMIOIKOCTHM (CSF) KpPHICH

[TooToOKOI

[00159] ®apMakKOKVMHETUKY (PK) Ha KpHCax mM3yyajau TIIocJe
ImepopallIbHOTO IOo3UpoBaHMA. IIJIS D2KCIEPMMEHTOB II0 IepopajibHoMy (PO)
OO3MPOBAHNIO, MCIIOJIbL30BaJIM TPYIIYy M3 6 CcaMIOB KpPHEC JMHMM Sprague-
Dawley C TIIOCTOSHHEIM KaTeTepoM, YCTAHOBJIEHHHM B MO3XEUKOBO—
MO3TOBOM LMCTepHe. I'PYIIe KPHC BBOOMIM IIepPOopalIbHO HO3y 3 MI/KT
wim 10 MI'/KT COeOMHEeHMS, IMIPUTOTOBJIEHHYI B BUIE pacTBopa pacTBOP
B PEG400. [lepopaJibHEIE IOO3EL BBOOMJIIN nyrem [IepOoPaJILHOT'O
IPUHYINTEJIBLHOTO BBeIEeHMSA, UM IOOCTAaBJAJIM IOO3HE B XKeJYOOK, MCIOJb3YyA
nnpuy, ¥ TPpyOKYy IOJ8 OPUHYIUTEJIBHOTO BBeleHMA. Ilocjie BBeOeHUA
IepopallbHOM IO3H, TPYOKY IJISA OPUHYIUTEJLHOTO BBeIeHMS IIPOMHBAJIN
c T1noMombio InpubiausuTesbHO 0,5 M BomOH g ofeclneueHMS  IIOJIHBIM
OOCTaBKM BCeW IO3H.

[00160] OfGpas3ubl IJa3MH CcOOMpaJM CJelylmyM ofOpa3oM: ofpa3lH
CSEF m xpoBM cobupanu depeszs 1 uyac, 2 dYaca U, HeoOdA3aTeJIbHO, uYepes
4 yaca nocJie posupoBaHua. Obpasuw CSE (0,05 mi) oTbupann uepes
MHTPalKCTEepHAaJIbHEM kKaTeTep. OO0pas3usl kpoBu (0,25 Miu) oTbupanln u3
pPeTpoopPBUTAaNILHOTO CHMHYyCa. OTu ofpa3lb XPpaHMJIM Ha JbOy IO Tex
mop, IIoKa MxX He IoOBepTralu o0pad®oTKM OJg I[IOJIYUEeHMS I1JIa3MEl.

Obpaslp KpOoBU LeHTpudyTrmpoBain npu 3200 o0/MMH B TeueHMe 5 MUHYT

npu nOpubarsuTebHo 5°C He MNo3OHee ueM uyepes3s 1 yac mnocje oTdopa
oBpasIlioB. [nasmy [IepPeHOCUJIN HEIOCPelCTBEHHO B 96-JIyHOUHHIM

IJlaHmeT c HnOpobupkamm (0,125 M) . IIpoBOuUpkM 3aKpeHBaJiM KpPHIIKAMM, U

NPOOUPKM S3aMOPaXUBaAIM OPY NOPUOIM3UTeJILHO —-70°C M XpaHUJIM OO Tex
[Iop, I[IOKa He HauMHaJIM [IPOBOIOUTL aHaJn3.

[00161] CobGupanu IJJazMy ¥ aHaJlUu3UPOBaJ M €& Ha I[IPUCYTCTBUE
COenMHEHNI.

KonmnuecTBeHHOe ONpenelieHVe COeIMHeHUMN

[00162] VchneryeMoe coeguHeHne " BHYTPEHHUN CTaHImapT
M3BJIeKaJIM M3 wasMel M CSE nyreM ocaxnmeHud. O0pas3lubl aHaJIM3MPOBAJIA
MEeTOIOOM  XUIOKOCTHOM XpoMaTorpadum (LC) C TaHOEMHEM  Macc-—
CIIEKTPOMETPUYE CKUM OeTeKTMPOBAaHMEM (MS/MS), MCIOJNbE3Yy A

SJIEKTPOPaCIIEUIMTEeJIEHYO VMOHM3alNio. InarnasoH KOHLI,eHTpaLU/Iﬁ Ha
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CTAaHOAPTHOM KPUBOM COCTaBJAJ OT 1 mo 1000 HT/MiI. PesyJabTaTH OJId
OV CAaHHHX B n300peTeHnNn COoenVHEeHUN, [IOJIYyYEHHEE B 5TOM
MCCJIeNOoBaHuM, NpUBeleHE B Tabjule 4 HUXe.

[00163] BesmmumHa Kp,uu omnpeneyisgeTcd Kak OTHOIIeHME
KOHIeHTpaluM HeCBA3aHHOTO JIEKApPCTBEHHOTO cpencrBa B CSE K
KOHLUEeHTpaluM HeCBA3aHHOT'O JIEKAapCTBEHHOT'O CpencTBa B ILJas3Me.
HecBa3aHHOe JIeKapCTBEHHOEe CpPenNcTBO B ILjla3Me (. CcBOOOIOHYI
KOHILEHTpalul B IJla3Me) pPacCUMTHBAKT I[IyTeM YMHOXEHUS CyMMapHOU
KOHLUeHTpaluM B IJla3dMe Ha HeCBA3aHHYK OOJIO, OolIpelelideMyld IIyTeM
CBA3EBaHMA C OejikaMM ILJIasMel. 3aTeM, IJA OIpelelieHUd BeJIMUMHE
Kp,uu, koHUeHTpaumio B CSEF @pmejgdar Ha CBOOOIOHYI KOHILEHTPALUID B
JjasMme (CMOTpuTe, HalpuMmep, oyobiamrkaumo Di et al., J. Med. Chem.,
56, 2-12 (2013)).

Tabmuua 4. dapMaKOKMHEeTHMUEeCKME CBOMCTBa BHOPAHHEX OIMCAHHEX
B u300peTeHMM coenuHeHuy¥ B CSF (nopumep 4) 10Jd COeOIMHEeHMNM U3

Tabauusl I (npr mosze 10 mMT/kKT)

Coemuenye KoHnieHTpaumua B CSF Kp,uu
(EM uepes 1 uac) (uepe3s 1 uac)
I-5 446 3,26
I-2 02,9 3,16
I-6 0,78 <0,01
I-4 180 0,96
[IpuMep 5. OlLeHKa OelCTBUSA coenMHeHuM 110 HacTodumeMy

n300peTeHnI0 NIPY HapYHNeHUIX CHUHAITHUUeCKOW IepelauM ¥ IJIaCTUUHOCTU
B TUINOKaMIAJbHEX Cpe3ax Memmel R6/2
[00164] CumMTaeTcsda, UTO VYJYUMEHMS CHUHAITUUECKOM Iepelauu U

IJIACTUYHOCTM, WMBMEpPeHHHEe IIyTeM OOJITOBPEeMeHHOM noTeHumuaums (LTP),

YKasHBalT Ha CIIOCODHOCTD coenVMHeHUd yIIyudlmaTh IaMsaTh .
HoJroBppeMeHHada [IoTeHUMalumsa (LTP) npencraepjgeT cobom
DIIEKTPOPUBUOIIOTUUECKOE ABJIEHUE, KOTOpoe OOBUHO OTHOCHAT K

KJIETOUHOMY SABJIEHUID, CTUMYJMpPpYIRIeMy oOydeHME U IIaMiTh.

[00165] IIpoTokoJr.

[00166] [MpuroToORJIEHUE TOHKUX MBIV HEBIX TUNIIOKAMIIAJIb HEIX
CPe30B. DOKCIEPMMEHTH IIPOBOOMIIM C MBIIaMM R6/2 UM HeMyTaHTHEMM (WT)
MBIIAaMM B BO3pacTe 11-12 Hemesyb, I[IOCTaBJEeHHHX O¢upMoM Jackson

Laboratory (USA) . I'mnrnokamraJibHEE  CpPEe3H (ToJymmHOM 350 MKM)
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IoJiydajy C TIIOMOmbI Ipmbopa OJA IIOJyUeHMSa Cpe30B TKaHel Macllwain
B OXJlaXxIaeMOM JIbIOOM HACHIIEHHOM KMCJOPOLOM pPacTBOpe Ccaxapos3H
(caxaposa 250 HM, rmaokoz3a 11 HM, NaHCO3 26 uM, KCl1 2 HM, NaH,PO,
1,2 uM, MgCl, 7 BM u CaCl, 0,5 HM). Cpe3e MHKYyOMpORBRaJIM 1 dYac IIpuU
KOMHaTHOM TeMIlepaTtype B OKCUTEHVPOBaHHOM VICKYCCTBEeHHOM
CIMHHOMOSZ3T'OBOM XMIkocTu (ACSF) cJemywomero cocTaBa: IUmoko3a 11
HM, NaHCO; 25 uM, NaCl 126 uvM, KCl1 3,5 HM, NaH,PO, 1,2 HM, MgCl,
1,3 sM m CaCl, 2 HM. B3areMm, cpezsaM JaBaJii BO3MOXHOCTBb IOCTUUL
MCXOOHOTO COCTOSAHMA B TeUeHMe, IO MeHBIeM Mepe, 1 daca.

[00167] Tlepdysusa cCpe3a M KOHTPOJIbB TeMllepaTypeH. B xozne
DKCIIEPUMEHTOB, CpPe3bE HeIIPepHBHO IepdysmpoBalM ¢ Hnomombin ACSE
(BapborupoBanmmu ¢ 95% 0,.5% CO,) CO CKOPOCTbI 3 MI/MMH C IIOMOIIBLIO
IepucTajlb TUUYeCKOT'O Hacoca (o0beM KaMephl IJIaBHOTO BJIEKTPOHHOTIO
Bigoka (MEA): ~ 1 wu). IloslHas 3aMeHa pacTBopa B KkKaMepe MEA
mnocTurajack depes 20 cekKyHI IIOCJIe CMeHH pacTBOPOB. [lepdy3MOHHYIO
XUOKOCTDb npenBapuTeJILHO HeIIpepPEBHO HarpepaJu npu 37°C
HeIIoCpenCTBEeHHO repern OOCTIWKEHMEM KaMepH MEA C TIOMOIIEBI0
IoOoTperRaeMoro nepdy3MOHHOT O KaTeTepa (PHO1, MultiChannel

Systems, Reutlingen, Germany) . TeMnepaTypy KaMepH MEA

nonmepXmBaiuM Ha ypoBHe 37 =+ 0,1°C ¢ noMmomblo HaTrpeBaTeJIbHOTO
2JIeEMeHTa, PAaCIOJIOXEHHOTO B T'OJIOBHOM UYacTH ycuauTesis MEA.

[00168] IIpOTOKOJIE CTUMYJIALMM/IPUMEHEHUS COoeIMHeHUd.

[00169] KpuBasg Bxomdmero/mcxongmero (I/0) curHajga: oT 100
mo 800 mMrA, ¢ maromM 100 MKA. 3BaTeM YyCTaHaBJIMBAJIM MHTEHCUMBHOCTDL
cTMMyJla Ha  QUKCHUPOBaHHYID BeJMuMHy 250 MKA 1IJIS  M3MepeHUM
KPaTKOBPEeMeHHOM M IOOJIITOBPEeMeHHOW CHMHAITUUeCKOM IIJIaCTUUYHOCTH.

[00170] CBOMCTBa KpPaTKOBPEMEHHOW ILJIACTUUYHOCTHU: [IPUMEeHSIJIN
IoBa VIMITYJIbCa c YMEHBMaKIMMC S VHTEpBAaJIOM  MexXxIy CTUMYJIaMU
(HanpuMep, 300 mmmcerkyHn, 200 mmimmcexkyHn, 100 mmnmcekyHnm, 50
MUJIJIMCEKYHI, 25 MWIJIMCEKYHI) . [TpMeHeHN e COEOMHEHUA :
PETUCTPUPOBAJIM IIOJIEBOM BO3DYyXIALMMY [IOCTCUHAIITUUESCKUM IIOTeHIIMAJ
(fEPSP) B TeueHre 10 MMHYT TIpPU KOHTPOJIBHEIX YCJIOBUAX (mJsa
[IPOBEPKU CTabUIIBLHOCTH bona), 3aTeM IIoOBepIralinu BO3OEUCTBUL
cCoeIMHEeHMSI B TeueHMe 15 MMHYT (MJIM BO3OEMCTBMIO TOJILKO ILjlalle®o B

TedeHVe 25 MMHYT B cJiydae KOHTPOJIBEHEIX Cp@SOB) . HpMMeHHJ’IM
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ONMCAaHHEE BHIIEe BTOPOM I1/0 MOPOTOKOJ M IIPOTOKOJ IapHOTO MWMIIYJILCAa
[IPM HENPEPHBHOM MIPUCYTCTBUM COEIVHEHUS.

[00171] JIHOoaroBpeMeHHas I[IOTeHUMAlMSA CHUHAITHUUECKOM IIepenaun
(LTP) : IoCJie KOHTPOJIBHOTO IIepuola B TeUueHUe 10 MHMHYT (B
IIPUCYTCTBUM COeIVMHEeHUSa WM Ilauebo B Cllydae KOHTPOJIBHEX CPe30B),
mHoyuuposanan LTP ¢ nomompio 10X TBS. 3aTeM OPOBOOMIIM MOHUTOPUHI
IIOTeHIMallMM CHHaITUMUEeCKOM IepelauM B TeueHue eme 60 MuMHYT (Opu
HellpepHBHOM [IPUCYTCTBUA COeNVHEHUS VIV rmauebo B ciyyae
KOHTPOJILHEIX Cpes30B) .

[00172] PenyJabTaTH

[00173] I/0 XapakKTepuCTUKM OBUIM SHAUMMO BHIIe B CJydae
TUIIIIOKaMIIaJIb HEIX Cpes0B R6/2 MEIIIEV (p—BesmmumHa=0, 0146,
ORPYyXbaKTOPHEI IOUCIEPCHMOHHEM aHaJus ANOVA) nocje BozneucTBusa 855
HM coenuHeHusa I-5. CBOMCTBa IIpPM IIapHOM UMIyJbCce OBUIM 3HAUUMO
[IOBHIIEHH B CJiyyae TIUINOKaMIIaJbHEX Cpe30B R6/2 Memel (p-BeMuMHa
< 0,001, IBYXOaKTOPHEY  OMUCIEPCUOHHEM  aHaJu3  ANOVA) mocJe
BoszmercTBUA 855 HM coemmuHenHusa I-5. BoszzmemncrtBue 855 HM coelMHeHUS
I-5 B TeueHUE 15 MMHYT He  M3MEeHAJIO aMILIUTYOY  I[IOJIEBOTO

BO2OyXIAKIEeTO IIOCTCHMHAITHMUECKOTO IIoTeHlIMalla (fEPSP).

[00174] B runmoxammalJibHEIX cpe3ax WT Muemen (KOHTPOJILHEE
yCJIOBUA) , BLHICOKOUYACTOTHAaS CTUMYJISLIU S (HFS) VHUIMPOBaJa
[IOTeHUMAalIMIO AMIIJIMTY OB BEI3BAHHOM OTBETHOM peakumnu, KOoTopad

cTabuiams3upoBajlack okoJo 35% (fEPSP yBelmumBajlack Ha 36 = 3% B
KOHeUHOM TOUKe) . B TUIIIIOKaMIIaJIb HEX cpesax R6/2 MBI e
(KOHTPOJILHEIE yCJIOBMA) , BHICOKOUACTOTHAaA CTUMYJIALMA (HFS)

VMHMIMMpORaJla IIOTeHIMaluViln aMIIJIMTY OB BEI3BAHHOM OTBETHOM pearumnm,

KOoTOopad cTabuiamsaupoBajack okoJio 15% (fEPSP yBeilnmumpBajachk Ha 15 =

2% B KOHeUHOM Touke) . Ilocysie Bo3memcTBMa 855 HM coemgmHenus I1-5,
BEHICOKOUYACTOTHASA CTUMYJIALUA (HFS) VHULIIMVPOBAaJa IOTEeHIMAaLU
AMIIITUTY OB BEI3BAHHOM OTBETHOM peaxkumm OKOJIO 40% (fEPSP

oe

YBeJIMdMBallach Ha 40 =+ © B KOHEUHOM TOouKe) (purypa 1).
CijlejoBaTeJyIbHO, IMOTeHLMAalLMS B TIUINOKaMIAJbLHEX cpesax R6/2 wMbomelt
3HaAUMMO [IOBHIIAJIACH (p—3Hauenmne=0, 0002, IBYX(OaKTOPHBIM
OVCIIEPCUOHHHM aHajms3 ANOVA) 10 CPpaBHEHUID C KOHTPOJILHEIMI

TUNNOKAMIAJILHEMM Ccpe3aMy R6/2 Memmewn.
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[00175] BuIBOIH.

[00176] I/0 xapaKTepUCTHMKM ¥ CBOMCTBa IIPKM IIapHOM UMIIYJILCE
MNOBHINAJIUCE rnocrjse BO3IeCTBUS 855 HM COeIVHEeHU I I-5 Ha
TUIIIOKaMIIaJIb HEE CpesH R6/2 MEBIIEN . CoenuHeHMe I-5 npu
KOHUeHTpauumu 855 HM 0OpM BO3OEUCTBMM B TedeHMe 15 MHMHYT He
OKas3HBaJIo BIIVAHUA Ha BaszaJIbHYI CUHaITUUYECKYIO epenmauy B
THUINIOKAMIIAJbLHEX Ccpe3ax R6/2 wumel. Ilocjie Bo3meMcTBMAS 855 HM
COeIMHEHNA I-5, BOCCTaHaBJIMBaJlaCbk  HapylleHHad  OOJINOBPEeMeHHad
IOTeHIMauusa  CHHAITUUYeCKOM IIepenauu (LTP) B  IMIIIOKaMIlaJlbHHEX
cpezax R6/2 wMbmmel 0O YPOBHA aMIIMTYOH HOOJITOBPEMEHHOW IIOTeHUMAllUU
CHMHaIITUUYeCKOM Iepenauu (LTP) B TI'MONOKaMIAJIbHHX cpesax WT MeIneiu.

[Tpumep 6. [IUKJINYEeCKUN I'yaHO3MHMOHOboCchHaT (cGMP) ,
VMHOYLUVPYEMEM COelMHeHMEeM B T'OJIOBHOM MO3Te MBIIU

[00177] Hens . OnpenejieHue BOBIOEMCTBUSL COoenMHEeHusd 1o
N300peTeHU Ha OTBEeTHYK peakuusda CcGMP B pas3JiMUHEX 0oBOJIaCcTAX
TOJIOBHOTO MO3Ta MBIIM (KOPTUKAJBHOM CJIOe, TMUIIIIOKaMIle, MO3Xeuke U
cTpruaTyMe) .

[00178] IlporokoJ. Memam (n=9-10 Ha Kaxgoe DKCIepMMeHTaJIbHOe

yCJIOBUE) BBOOMJIU nepopajibHO Cpeny—HOCUTEJb (1%
TUOPOKCUIIPOIINUIIME TUJILEJIJIIJIO 3H, 0,2% Tween80, 0, 5%
MEeTUJIIIeJJI0JIORH) ) ¢ 10 Mr/Kr coemuHeHus I1-2. Uepes TPUILATE MUHYT
rocJje 0O3MpPOBaHMA, non aHecTe3Uen n30QIJIYypPaHoM, MBI B

00e3TJIaBIMBAaJIM, ¥ MO3T VYIaJAJIM U IIoMemaJlM B OoxXJakIaeMyl JbIOM
yamky IleTpu, comepXallyl XUIKMM pacTBOP IJS OUCCEeKUMM (HaCHIMeHHBI
cMecb 95% 0, m 5% CO,) . Hcnosb3ysa OXJIaXIeHHYH JIBIOIOM IIaJIoOUuKy, Ha
MO3T MHIIM HAHOCUJIM QPOHTAJILHYID pPasMeTKy C MHTepBaJloM uepes 1 MM
IOJIs pas3pe3aHusa Ha JIOMTHMKM, Kak cxXeMaTUMUecKM IIoKasaHo HMXe (He B

Macmrade, IIPOCTO B KaueCTBe CXEMH) .

[00179] Paspe3aHHHM Ha JOMTUKM MO3T IIepeHOCUJIM oBpaTHO B
YamkKy [leTpwn, comepxXamyin KUIOIKUM  pacTBOP oS OMCCeKLUUN C
N300y TUIMeTUJIKCauTHoM 0,5 MM (HacHImeHHHEV cMeckio 95% 0, m 5%

CO,) . TlepBHM MCCeKalT 3aIHUM CTpHaTyM, BTOPHBM MCCeKalnT IMINOKAaMI,
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TPEeTbEMM MCCeKanT NPedpOHTAJIBHYI KOPpY I'OJIOBHOTO MO3Ta M, HaKoHell,
UeTBEPTEIM MCCeKalT MO3Xeuok. IlocJie MCcceueHMA Kaxmgoum obJjacTu,
MCCeUeHHYI TKaHb HeMeOJIeHHO IIoMellaiM B HOpoOMpKYy JnmneHmopda,
KOTOpad Iepen 5STUM XpaHuJIacb B TedeHMe 30 MMHYT Ha CYXOM JIbOY.
MajleHbBEKMe KYCOUKM TKaHM OUeHb OHICTPO 3aMOopaXmMBalid NOPUOIIMU3UTEIJIEHO
B TedeHume 10 cexyHn. Ilocje ToTro, kKak BCe o0JacTu OBUIM IIOMENEHH B
OpobuUpkKM SnmneHmopda, HDTU HIPOOUPKM 3aTeM OHCTPO 3aMOopaXxuBaliu
IyTeM MOTPYXeHMS B XKUIKMUNM as30T. OO0paslu TKaHel XpaHum opu -80°C.
YpoBHM CGMP omopenensalM MeTOIOM XUMIKOCTHOM XpoMaTorpaduy C Macc-—
crnexkTpoMeTpuren (LC/MS). OO6pas3ubsl T'OJJOBHOTO MO3Ta I'OMOTEeHM3VPOBAaJIU
B BOIHOM bybepe, COCTOMAIEM M3 cMecHu 80:20 (r1o obbeMy)
BOa:YKCyCHasa KMCJIOTa, MCIOJIL3YSA VYJIbLTPasBYKOBOM 30HO. M3 TKaHU
TOJIOBHOT'O MO3T'a M3BJIeKaJM IT'OMOT'e€HATH TOJIOBHOT'O MO3Ta, colepXxamue
coemmHeHmsa sGC wu/mam cGMP, OyTeM ocaxmeHud Oejika C IIOMOIB
OpPraHMUeCcKOT'0 pacTBOPUTENH, comepxamero BHYTPeHHMe CTaHIOapTH
(IS), BaTeM OUIBTPORAJM U yHalanan GocdosmMomn, MCIOJb3ySd ILJIaHImeT
0J1d yoaJjleHn A bochomnmmon Phenomenex® Phree™, OBpa 31k
aHaJINU3UPOBAJIN MEeTOIOM XUIOKOCTHOM XpoMaTorpadpmum (LC) c
IeTeKTUPOBaHMEeM MEeTOIOOM TaHIeMHOM MacC-CIeKTPOMeTPUN (MS/MS),
VCIIOJNIE3Y A BJIEKTPOPACIBUIMTEJNIEHYD MOHMBalUMK. [JId KOJUUeCTBEHHOIT'O
ompeneyenus CcGMP u/uin coenrHeHusa (coenmHeHuy) sGC MCHIOJIL30BAJN
KPVBYID CTAHOAPTHHEX KOHIEHTpaluuy B IuanasoHe oT 0,2 mo 400 wT/Mil.
KonmmuecTBeHHOEe comepXaHre ©Oejlka B of0pasllax Mo3Ta OIpelelidsn,
UCIOJbERYS Habop mOJg aHalm3a 0O0ejlka ¢ TIIOMOMbD OULUMHXOHMHOBOM
kucJgoTH (BCA protein assay kit).

[00180] BmBOI. PasoBad IepopaljibHad mosa 10 MI/KT COoelMHEHUS
I-2 MHOyLUPpYeT Yy  MHIIen 3HauUMMOe  IIOBHIIEHME  YPOBHA cGMP B
runmnokamrie (ANOVA p=0,0022; mnanedbo (cpema—-HOCUTEJbL) B CPaBHEHUU
c coenmHeHueMm 1-2 p=0,0035), B MOozxkeuke (ANOVA p<0,0001; mnmauebo
(cpenma-HOCUTEJIE) B CpaBHeHMM C coeImMHeHMeM 1-2 p=0,0001) wm B
KOpTUKaJIbHOM cJjioe (ANOVA p=0,012; mmauneto (cpela—-HOCUTEJL) B
CpaBHeHUM C coeIMHeHMeM 1-2 p=0,017).

Tabmuia ba. KoHlleHTpaumuda cGMP B TUIIIIOKaMIIe MBI,

HOpMaJIM30BaHHasa K KOHIeHTpalluy Oejika B ofbpasliax.

Tunnokamri: HM cGMP/MKI BeJsika
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[Imauedo CoenmHeHre I1-2 nepopajibHO (10
IepopPalibHO MT/KT)
0,033 0,072
Tabauia ob. KoHueHTpaums cGMP B cTpraTyMe MBI,

HOpMaJiM30BaHHasa K KOHIeHTpalluy Oejika B ofOpasliax.

CrpuaTtyM: HM cGMP/MKT Oejika
[lnauebo CoenuHeHue 1-2 nepopajibHO (10
IepopalibHO MT/KT)
0,062 0,104
Tabmnuia 6C. KoHlleHTpalmuga cGMP B MO3XeuKe MEINM ,

HOopMaJiM30BaHHaA K KOHIeHTpaliuy Oejika B ofOpasliax.

Moszxeuok: HM cGMP/MKI BeJjika

[Iinauebo CoenuHeHue I1-2
[IepopalibHO nepopajibHo (10 Mr/xKIT)
0,364 0,681

Tabmmnua 6d. KoHueHTpauusa cGMP B KOPTHMKAJIBHOM CJIOE€ MBHIY,

HOpMaJIM30BaHHasa K KOHIeHTpalluy OeJika B ofOpaslax.

[lpedpoHTaIbLHAS KOpa TOJIOBHOTO MO3Ta:

HM cGMP/MKID 6HeJika

[lnauebo CoemmHeHMne 1-2
rnepopajyibHO nepopajibHo (10 MD/KI)
0,075 0,124

IIpumep 7. TecT Ha paclo3HaBaHMe HOBOTO oObekTa (NOR)

[00181] LeJsb. OueHka 20QeKTMBHOCTM COeIMHEHMM II0 HaCTOdleMy
nz3obpeTeHU IO YIIydine HUK0 COCTOSHMA IPpM  HapymeHuM  [IaMATH,
BHI3BaHHOM MK-801, myTeM MCIOJb30BaHMA TeCTa Ha pacClio3HaBaHMe
HOBOTO OOBEKTa (NOR) y camuoB kpecCc JmHMM Long Evans. NOR
ABJIAETCSH TeCTOM Ha pacro3HaBaHue obBeKTa B pesyJjbTaTe
VICIIOJIbL30BaHMA KMBOTHBEM  MHOOPMaLWM, IIOJIYUeHHOM B  pesyjbTaTe
o0yueHMSa WJIM HaxXOoOAmeMCcs B IIaMATH, KOTOPHM OCHOBaH Ha CIOHTAHHOM
OpPenrnouTeHM TPH3YHOB MCCIeIOBaAThHL HOBHM OOBLEKT II0 CPaBHEHMI CO
3HaKOMBEIM OBBekTOM (Ennaceur and Delacour, 1988). lccjaenoraHud
moxkasajM, UYTO MeToauka NOR 3amelcTByeT pasJiMuHbe of6JjlacTyM MO3Ta,

BRJIOUAKIME OKOJOHOCOBOWM KOPTMKAJBLHHEM cJioM (Ennaceur et al. 199¢,



93

1997 and Aggleton et al. 1997) m runnokamn (Wood et al. 1993 and
Clark et al. 2000). Tect NOR yxe IaBHO IMPOKO MCIOJb3yeTCS IJIA
OLleHKM MCCJIeOYyeMEIX HOBEIX COeIOMHEHMM, [NOTeHUMAaJIbHO YCUIIMBAKIMUX
KOTHUTUBHYIO OYHKLIMD . B CUIIY TOTO, yTo MOIeJlb NOR He
nompasyMeBaeT MCIOJIbE30BaHMe I[IOOUWPUTEJIBHEX WM OOJIEBHX CTUMYJIOB,
OHa JaeT MeHblle MCKaXaonmrx OG(aKToOpOoB IIpK I[Ipeobpa30BaHUM ee B

aHaJIOT'MIYHEIE TeCTEI, IIPOBOOVMMEIE I1pn KIIMHNYEe CKMX VMCIIEITaHMAX Ha

JIOOAX . B HaCTOAIleEM MCCJIeOIOBaHUM, MOIOeJIb COXpaHeHUd rnaMaTu
MCIIOJIE30BaJIM IOJIA  TeCTUpPOBaHUA  HOBOI'O coelouMHeHusa -—-- MK-801
(IM30OLUMIINIMHA) , HEKOHKYPEHTHOTO aHTaroHmMcCTa NMDA penenropa,

KOTOPHEM  MCIOJB30BaJM OJS MHULUMMPOBAHMA  OedMumMTa  OIIO3HAaKIMen
naMaTu. CoeIMHEeHMS I[I0 HacTodmeMy M300peTeHMI OleHMBaJIM [0 UX
50PEeKTUMBHOCTM BOCCTAaHABJMBATE [IaMAThL IIPM €e HapyIeHUM.

[00182] MaTepmaJiel ¥ MEeTOMH.

[00183] XmBOTHHE. B 5TOM MCCJIEOOBAHUM MCIIOJBE30BaJM B3POCJEIX
caMIIOB KpHC JUHMM Long-Evans (mMacco 275-299 1mpamMM, [DOCTaBJIEHHEBX
bupmom Envigo, Indianapolis, IN) . KpriC IoMemaJm B
SKCIIepUMeHTaJlbHEe KOMHATH WM I[IPpMCBaVMBaIM MM YHMKAaJIbLHEE HOMepa
UOeHTUOUKaumMy (MapKMUMPOBKM Ha XBocCcTe) . KpeC pas3Mmemanams IO 2 ocobu
B KJIeTKe B IIOJUMKAPOOHATHHX KJeTkax C (UIJILTPYRIMM BepPXOM ¥ IaBallu
BOBMOXHOCTL AaKKJIMMATU3MPOBATLCS B TeueHMe, I[I0 MeHblel Mepe, 7
OHeM Iepen TecTHUPpOBaHMEeM. B kJeTkKe IJIS XUBOTHOTO IOIIEePXMBAJIU

IMKJI OHAS M HouM 12/12 uyacoB (cBer Brywuaigu B 07.00 IO BOCTOUHOMY

CTaHIAPTHOMY [IOACHOMY BpeMeHH) , TeMIIepaTypy 22+1°C 7
OTHOCUTEJIEHY BJI&XXHOCTb NPpUOIU3UTEJIEHO 50%. KopMm wm BOLOY
IpeIoCTaBJIAJN Bes OT'paHVYeHUsd. Bcex XKIMBO THEIX nonBepralm
MeOUUVHCKOMY OCMOTPY, KOHTPOJIMPOBaJIN u B3BEllMBaJIA epen

MCCJeloBaHMeM, IJS TOTO UYTOOH TapaHTUMPOBATBH MX COOTBETCTBYKIEES
COCTOAHME 3O0POBLA U MMHMMU3MPOBATL HecIHelIuMdUUuecKuM  CcTpecc,
CBA3aHHEM C TecTHMpoOBaHMeM. Kaxmoe XMBOTHOE CJyUaMHEM ofpa3oMm
pacnpenesiajock B Ty WIM MHYyKR TpPyIONny, OoIBepraeMyln oO0paboTKM.
SKCIIEpPMMEHTH  [NPOBOIMJIM BO  BpeMa (Gas3sH JHEBHOTO ILMKJa  IOJIA
XVMBOTHOTO.

[00184] VICIIEITYy eMELE CoOeIuHEHNS . B 3TOM MCccJenoBaHnum

VMCIIOJIE30ORaJIM Ccllelylye COeIVMHEHIMA:
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[00185] MK-801 (0,1 w™r/xr; Sigma-Aldrich) pacTBOpPAIM B
OM3MOJIOTUMUECKOM PaCTBOPE U MHBELUMPOBAJM WHTPAIEPMTOHEeaJIbHO 3a 15
MUHYT IIepel HaudaJiIoOM TpeHUpOBKU NOR.

[00186] TlanmanTamMmH (1 MT/KT; Tocris) pPacTBOP AN B
OM3MOJIOTUUECKOM PacTBOPE U MHBELUMPOBAJM MHTPAIEPUTOHEeaJIbHO 3a 15
MUHYT Tlepel HadaJIOM TPEeHUPOBKM.

[00187] CoemuhHenue I-2 (0,1, 1 m 10 wMI/KT') [epopalbHO
BOOMUIJIM 3a 60 MMHYT OO TpeHMpOBKU. Ilnauebo (cpena—-HOCUTEJD)
npencraByaaigo cobom 0,5% MeTmnuesmojo3w, 0,2% Tween m 1% HPMC B
OTOMIILTPOBAaHHOY Bome. OOBeMHasd Oo3a cocTaBiaila 4 MiI/KI.

[00188] O3kcrnepuMeHTalJlbHEEe MeToOMKM. TecT NOR mHOpoBOOMIIM Ha
apeHe C OTKPETEIM  I[IPOCTPaHCTBOM (40x40 cM) , [IOMeleHHOW B
3BYKOHENIPOHUIIaEeMOM KOMHAaTe C MNIPUIJIVIIEHHBEIM OCBemeHueM. Kaxmoyio
KpEICY TIonBeplralii TeCTUPOBAHUI OTIOEJIBHO, U NIpellpMHMMaJIMCh MePH
IJIS YyIaJleHVd 3allaXoB/BKYCOBHX pasgpaxuTesiell IyTeM OUUMCTKM apeHH
M TeCTUPYeMHX OOBeKTOB C Nomombil 70% cOouMpTa MexIOy 5SKCIepMMeHTaMM
¥  KpHCaMHM. Bce 5BKCIOEpPUMMEHTH I[IO0 TPEHUPOBKEe U TeCTUPOBAHUIO
3alMCHBaJIM Ha BUIEOIJIEHKY U OlleHMBAJMCL HadjmomaTesieM, KOTOPHM He
OBJI TIOCBANIEH B MIPOBOIMMEE Hal KpeICaMM OOpaboTKH.

[00189] B mHM 1 m 2, KpHCaM IIO3BOJIAJIM CBOOOIHO MCCJIeIOBaTh
apeHy (OIpM OTCYTCTBUM Ha HelM O0OOBEeKTOB) B TeueHMe LH-MUHYTHOTO

Ileprnona IIPVMBEIKaAHMA. Ha menr 3 (meHb TPEeHNMPOBKNM U TeCTMpOBaHMH),

KpEICaM BBOOWMJIM  ILIalebo (duBMOJIOTHUUECKUIM  PacTBOP), PacTBOPEH
raJJaHTaMMHa M COoenMHEeHUS, 3aTeM MK-801 WJIN rianedo
(bMBMOJIOTHMUECKUN pacTBOp) . llocjle IHepuolda BPpeMeHU OpeldBapuTeJibHOM

0BpaboTkM, KaXIoe XMBOTHOE IIOMEMaJM Ha apeHy IJSA TeCTHUPOBaHWUA, Ha
KOTOPOM IMNPUCYTCTBOBAaJIM MOBa OOMHAKOBHEHX 00BekTa. Kaxoyon KpPHCY
IoMemaar Ha apeHy C oOpalleHHOM MOPHOOYKOM B OIHOM ¥ TOM Xe
HalpaBJIEHMM B OIHY M Ty Xe& IO3ULWKD, W pPeTrucTpUMpOoBaJiM BpeMsd,
3aTpadyeHHOE Ha aKTHMBHOE MCCJemoBaHMe OOBEKTOB B TeUeHHe 3-—
MMHYTHOTO TIIepuola TPEeHUPOBKU (T1) . llocjie  TPeHMPOBKH, KPEIC
BO3BpamalM B UMX KJIeTku. TecTt NOR (T2) mnporommiam dYepez 1 dac
nocyie T1. KaxOoyrow KpeECY I[IOMellaliM oOOpaTHO IIOMellallM Ha apeHy 4
TEeCTUPOBaAHMA B INPUCYTCTBMM OIHOTO 3HaAKOMOTO OOBeKTa M OIOHOTO

HOBOT'O oOBEeKTa Ha BpeMA 5 MMHYT, 17 pernmcrTprpoBaJin BpeMAa,
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3aTpadyeHHOEe Ha WMCCJeIoBaHMe 000MX OOBEKTOB B TEUEHME I[IPOMEXYTKOB
epeMeHu 0-1, 0-3 m O0-5 MmHyT. I[lOpAOOK IOeMOHCTpaluM U IIOJIOXEHUE
0OLEeKTOB (JIeBO/MIpaBo) IIpu T2 pPaHIOMMU3UPOBAJIM MeXIy KpeHcaMy IJId
IpenoTBpalleHn IOABJIEHUSA Yy  HUX  TIpenlouTeHUs omnpenejyieHHOMY
IIOPAOKY WM MeCTy PacIoJIOXeHUuSI OOBLEeKTOB.

[00190] CTaTUCTHUUECKUMN aHaJns. IHaHHEIEe TecTa NOR (T2)
BHpaXxallXM uepes KODQOMUMEeHT OpelllouTeHMs, KOTOPHM oIpelesigonT, Kak
OTHOIIEHVE BpPEMEeHUM, 3aTpadeHHOe Ha MCCJeOOoBaHMe HOBOT'O 0O0BEeKTa, K
CyMMapHOMY BPEMEHM, 3aTpadeHHOMY Ha MCcJeloBaHMe o00O0uUX OOBEKTOB
(HOBHII OOBeKT/ (3HAKOMBEI OOBeKT+HOBHIM o00BekT) x 100%) BO BpeMda
[IPOBEeIeHMsa TecTa. IDaHHEIE  aHaJIM3MpPOBaJM IyTeM  MCIOJb30BaHMUA
OOHOGaAKTOPHOTO IOUCIIEPCHMOHHOTO aHajM3a, 3aTeM IIyTeM MCIIOJIb30BaHMUA
arocTepmopHOoTo TecTa Odullepa Ha MMHMMAJIBHOE 3HaUMMOe pa3jiuuue
paszneslbHO B IOManasoHe BpemeHu 0-1, 0-3 m 0-5 MUHYT IIpHU
3HAUMMOCTM, YCTaHOBJIeHHEM Inpu P < 0,05. XuBOTHHE C CyMMapHBM
BpeMeHeM MCCIeIOoBaHMA oO0BbekTa MeHbmMM, dYeM 10 CeKyHI, B TeueHUe
5 MMHYTHOM CecCHMM TeCTHMPOBAaHMSA M3 CTAaTUCTUUECKOTO aHau3a
VICKJIOUAJIM; KPBECH C KOB0QULUMEeHTOM IIpellouTeHMsa Beme 90% MM HMXe
30% TakXxe MCKJIOYaAJMCL M3 CTaTUCTMUECKOTO aHajM3a, Tak Kak OHU
OpennojlarajlM HaJluure CUJILHOM (He OCHOBAHHOM Ha IIaMsaTK) B3aVMHOM
CBA3U IByMA OOBLeKTaMM. JM 3aTeM CTaTUCTUUECKM Pe3KO OTKJIOHAKIMECS
3HAUeHMI, KOTOpHe OBUIM BHIIe WMJIM HIMXEe Ha IBa CPeldHMX KBalpaTUUHLIX
OTKJIOHEHMM OT CcpelHero BHaueHMsa, YIaldsaJIu ¥3 OKOHUATEJILHOTO
aHaJms3a.

[00191] PesyiabTaTe. HM Yy OOHOV M3 KPHC B D2TOM MCCJeOOoBaHUU
He ObUIo oOHapyXeHO MIPOABJIEHMS BHPAXEHHBX I[NODOUHHIX ABJIEHUN IpU
JodoM mo3e. KpPHCH COXPaHMAIM HOPMAJILHEM TOHYC LeHTPpaJlbHOV HepBHOM
CUCTEMEl, AaKTMBHOCTL M YPOBEHbL MHTepeca K ob0bekTaM. IMUCIIepPCUOHHLM
aHaJM3 IokaszaJl 3HauuMble OCHOBHHE BOo3IelcTBUA 00paboTKM  Ha
Ko20dUIIMEeHT MOpedlouTeHrsa B IIpollecce BpPEeMeHHOTO nOmuamna3oHa 0-1
MMHYTa [F(5,79)=1, 305, pP>0,05], yTo OBLJIO 0By CJIOBJIEHO, B
OCHOBHOM, TeM, uUTo o00paboTaHHHEe C T[IOoMOmb MK-KPHCH COXPaHIINU
OTHOCHUTEJILHO  XOPOoIyk  OIIO3HAaKIyl I[IaMAThb TIIPpM STOM  BpeMeHHOM
orarasoHe. S9TOT pes3yJbTaT Ipu amanas3oHe 0-1 MMHYyTa He HGBJAETCH

pPeIKMM B 3TOM Bepcum TecTa NOR, Tak Kak B Hadajle TecTa "HOBU3HaA"
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n "3HakKOMCTBO" OOBEKTOB OIPeleSIAlTCSa OTHOCUTEJIEHO YWeTkOo. OOBYHO,
KPHICEL TIPOTPEeCcCUpPYRT XyXe B Tpylne, o00paboTaHHOM C HOoMombil MK-
801, ecyiM He TIPMMEHSETCS CTUMYJIATOP NaMiTM. B TeueHUe BPEMEHHOTO
oramnas3oHa 0-3 MMHYTH, IOIUCIEPCHMOHHBEM aHalu3 OoOHapyXMBaJl SHAUMMBN
OCHOBHEM »dbdexT obpaborkm [F(5,79)=4,237, P<0,01]. ANOCTEpPUOPHHM
TecT IokKasaj, uTto MK-801 0,1 wMr/xI' BHS3HBaJ CHUJILHOE HapylleHHUe
namMsaTu, npu 2TOM VHIOEKC NpenrnouyTeHna oocTUraeT YPOBHSA
cayuaruocT (50%) . TasmaHTamMuH (1 MT/KT) ¥ coemmHeHue I-2 npu 0,1
MT/KT 3HauMMO BOCCTAHaBJIMBAJM HAPYIEHUS IIaMATH, MHIYLUUMPOBAHHEE C
noMmomesio MK-801 (P<0,001 m P<0,05, COOTBeTCTBEHHO, IIO CpPaBHEHUKL C
TpyIIon aneto/MK-801) . AHAJIOTMUHO, OVCIIEPCUOHHBIMN aHaJim3
IokasaJl 3HauMMOe OCHOBHOe BO3OelcTBHMe o0OpaboTku B  TeueHue
BPEMEHHOTO omarasoHa 0-5 MUHYT [F(5,79)=3,851, P<0,01].
ATIOCTEPUOPHEIL TecT IokaszaJ, uTro MK-801 npm 0,1 MID'/KT BHS3HBAaJ
CUJIbHOE HapylleHMe I[aMaTH, IIpU STOM MHIOEKC IIPeOlouTeHMSI OOoCTUTaeT
YPOBHS cJiyuanHocTu (50%). TamadTamrH (1 MI'/KD) ¥ coeIuHeHre 1-2
npu 0,1 MI'/KT 3HauUMMO BOCCTaHaBJIUBaJU HapylleHUa namMAaTu,
VHOYLUUPOBAaHHHE C IIOMOIIBIO MK-801, (P<0, 001 u P<0, 05,
COOTBETCTBEHHO, II0 CpaBHeHUI C I'PyInon anedo/MK-801).

Tabiauua 10. JJaHHBHE IO ONpeneSIeHMID KOo3(0PMULMeHTa IPpelllouTeHMs

(BpeMeHHOM nmanasoH 0 ¥ 3 MMHYTH)

OBpaboTka n CpenHee |CraHmapTHOe | CTaHmapT | CTaTuCTHUUEC
UMCJIO | 3HAUEeHME | OTKJIOHEHUE Hasa KUM

ommbKa aHaJm3 (p-
CpelHeTo 3HaUveHMe)
3HAUYEHUSA

KoHTpoJab 13 73,78 9,95 2,761 <0, 001

mnauedo

_|_
dUsMOTIOTHUUEC

KU pacTBOP

[limaneto 13 56,92 13,93 3,86 N/A
+
MK-801
lajjanTaMmye + 14 73,33 9,34 2,50 <0,001
MK-801

I-2 (0,1 13 68,21 11,99 3,33 0,017
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MI'/KT')
_|_

MK-801

I-2 (1 14 ©3, 98 10,41
MI'/KT')
_|_

MK-801

2,778 0,125

I-2 (10 13 6,76 14,54
MI'/KT')
_|_

MK-801

4,03 0,299

CrarTmucrmuueckmue CPaBHeHMA  BEHIIOJIHEHEI OTHOCUTEJIBEHO T'PYIIIIEL  C

obpaboTroM "mrane®o+MK-801". CraTUuCcTHUUYeCKasd 3HAUMMOCTb

nompas3yMeBaeT 3HaueHMe p MeHbme, uyueMm 0,005.

[00192] BHBOOHE. D2TaJIOHHOE COeIMHeHMe rajlaHTaMMHd 1 MD/KTD

3Ha4dVMMO BOCCTaHaBJIMBaJI KOI'HMTHMBHOE HapyleHle, MHIOYLIMPOBaHHOe C

nmomomein  MK-801 0,1 wmr/kr, YyTO IIO3BOJIAET COeJlaThk  BHBOI O

OOCTOBEPHOCTM Pe3yJbTAaTOB,  IIOJIYUeHHBIX
HcmonTyeMoe coemuHeHme I1-2 npu 0,1 MI/xr
20deKTUMBHOCTL NpPpM COXPaHEeHUM MIaMATU B
HOBOTO OO6BekTa (NOR) mnociyie oBpaboTku
IIO3BOJIAET CHOeJlaTh BHBOI O TOM, UTO

CBOMCTBaMM IIO YIIYUIIeHMI IIaMATU.

IpM HOpOBeOeHUuM TecTa.
TakXxe IIPOIEeMOHCTPUPORBAJIO
TecTe Ha pacllo3HaBaHNe
c 1nomompilo MK-801, uTO

STO COeIIlMHeHle obJjlamaeT

Ipumep 8. dochopunmpoBaHue PCREB B MNepBUYUHHX HeMpOoHaxX KPBICH

[00193] eJib . OLleHKa criocobHoOCTH coeIMHeHM A I-5

aAKTHMBMPORBATE feJIoK, CB S3BIB AN CAMP—T:'[YBCTBMTGJII::HBIﬁ SJIEeMEeHT

(CREB), B IepBUYHHX HeVpoHax KpPHCH.

CREB mpencTaBJgeT cobon

(]_)aKTOp TPAaHCKPUIIIWK KJIETOK. OH cBg3HBaeT MnocJyiemoraTeJibHoCcTH IHK,

HaseBaeMee CAMP-UyBCTBUTEJNBHEMM 3JieMeHTaMu (CRE), u pernyupyerT

TPaHCKPUIILMIO TIT'€eHOB, perymMpynmMx IIoCjlenypilre 3B€HbA CHMI'HaAaJIEHEIX

KackamoB (cMoTpuTe nyoamkaumpo Bourtchuladze R, et al., Cell

1994; 79 (1): 59-68). CREB wurpaer y0OeIMTeJIbHO IIOATBEPXKISHHYI

JOKYMeHTaJlbHEIMN ITOoKa3aTeJIbCTBaMM1 POJIb B HeﬁpOHaﬂbHOﬁ

IJIaCTUMYHOCTM M (]_)OpM_T/IpOBaHI/H/I ,JIOJ'II‘OBpeMeHHOI\/JI IIaMATM B MO3Te, mn,

Kak OBLJIO IIOKaz3aHo, OH ABJIAETCA HeoTheMJIeMOMN YacCTEBIO Inpn
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bopMMpPOBaHUM MIPOCTPAHCTBEHHOW NaMATU (CMOTpUTe Oybaukauuon Silva
AJ, et al., Annual Review of Neuroscience 1998; 21: 127-148).
Besnxku CREB akTUBMPYKRTCSA B pe3yJjibTaTrTe QochopmimMpoBaHuUa cepuHa 133
Pa3JIMUHEIMKY KMHa3aMM, BRJIOUanIVMKM CAMP-3aBUCHUMYy [IPOTEUMHKUHASZY
Wi IIPpOTeMHKMHaszy A (PKA), CcGMP-3aBuCcHMMyl IIPOTEMHKMHA3Y WU
nporTemHkMHazy G (PKG) u Ca?’/xaJIbMONYJIMH-3aBUCHMBIE IIPOTEMHKMHASEH.
(cmoTpuTe nydiamkaumu Shaywitz AJ and Greenberg ME, Annual Review
of Biochemistry 1999; 68 (1): 821-861 and Wong JC, et al., J
Cell Biochem 2012: 113(11):3587-98). Crumynauus CREB wMorJjia Owb
naBaThb TIOJIOXUT eJIb HEle TepalleBTUUeCKMe pPe3yJbTaTE B ciydae
3aboJIeBaHMY, IIpM KOTOPHX HapymakTCsa KOTHUTHMBHAS HOeATeJIbHOCTh,
HeVpoHaJIbHag IJIaCTUYHOCTL M/WUJM HeMpoHallbHasg QYyHKIMA.
[00194] MaTepmaJHl M METOIH.

[00195] CoemmHeHusa. CoemuHeHue I1-5 pacTtBOopsainM B DMSO cC

nojgyueHueM 10 MM pacTBopa ¥ xpaHuay npu -20°C. g [OOJy4YeHUSd
TpelyeMBIX VICIIHTY €MBIX KOHIIeHTpalluni, MCXOIHEE KOHILeHTpalnn
mocJjienoBaTesIbHO  pasbaeigaianM B DMSO um 3aTeM  pasbaBiaaM OO
COOTEETCTRYIIeM KOHUeHTpauuu B Oybepe IOJsa aHailMU3a.

[00196] KyJbTHUBMPOBAHME IIE€PBUUHHEX HEWPOHOB KPHCH. HeMpOoHH
BHOEJIAIM W3 5MOPMOHOB KPECH JMHMM Sprague Dawley Ha 18-oM 1OHe
BepemeHHocT 18 (E18). OT KaxXIOoOM KPHCH TIIOJydYaJM OIPpUOIM3UTEJILEHO
10 »MOPMOHOB, ¥ U3 5MOPMOHOB BHIOEJANIM LeJIbHHY MO3T. M3 Mo3Ta
MCCeKaJM TUIINOKaMII M KOPTEKC IO KOHTPOJIEM CTEPeOCKOINUYeCKOTO
MUKPOCKOIIa, MCIOJB3YS OBe IlapH TOHKMX MUKPOIMHIETOB. OCTOPOXHO
yoaJsaau  MATKKMEe  MO3TOBEHE  OOOJIOUKU. [locyie  OuUccekUuuwu, TKaHU
M3MeJlbYUaliM M aKKypaTHO I[IPOMEBaJIM OIMH pas3 ¢ onomombi 10 MII He
comepxamero Ca?" m Mg?" pacrBopa XeHkca (HBSS, Corning cat #21-
022-CM) B KOHMUECKOM TIpobupke obOwemMoM 15 wmj. Tlocjie MIPOMHEBKMK, K
TKaHAM B IHOpobupke pobaejagam 5 ™M1 pacTtBopa 0,25% TpuIcHMHa
(Invitrogen cat #15090-046) m 0,1% gpesokcupmbdonykJeasum I (DNase
I, Sigma cat #DN-25) u BareM uHKyOupoBasmM Opu 37°C B TeueHre 15
MuHYT. Ilocile MHKyOaluuM U pacllellJIeHUsa C IIOMOIBD (QepMeHTOB, TKaHU
[IPOMEIBAJIM TpM pas3a oxXJlaXOeHHEM JbIooM HBSS. Ilociie I[IPOMBIBKM, B
NpoOupky nobasjain 3 MI pacTeopa 0,1% DNase I, U TKaHM MeIOJIEHHO

oTOMpaiM IMUIIETKOM, MCIOJL3YSI CTEeKJISHHYI OUIeTKy IlacTepa, 12 pas,
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n 3arTeM LUeHTpubpyrupopasqm npu 500 x g B TeueHue 10 mMmHyT. OCamOK
KJIETOK  pPeCyCIeHIMpOBaJl B KYJIbTypaJlbHOM cpene (Neurobasal
medium, Gibco cat #21103-049) ¢ gpobaBxku 2% B27 (Gibco Cat
#17504-044), 0,5 MM L-rayrammHa (Corning cat #25-005-Cl), 25 mMxM
L-TJIy TaMMHOBOM KM CJIOTEL (Sigma cat #G1251) u 1%
MeHVUVIIIVHE/ CTP el TOMUIIMH (Gibco cat #15070-063) ) . BaTeM,
CYCIIEH3MID KJIETOK BHCeBaJiM B 90-JIYHOUHHX IUJIaHIIeTaxXx C HaHeCeHHBM
IOKPHTHMEM M3 TOJM-L-JIM3MHaA C IJIoTHOCThI 100000 KJeTOK/JIYHKA.
Uepes IOBanllaTb UYeTHpPe UYaca I[I0oCJie IIoCeRBRa, IIOJIOBMHY KYyJIbTypaJibHOM
Cpelbl yOajdaJM M 3aMeHAJM Ha OIMCaHHYI BHIIE KYJbTYPaJIbHYID Cpeny,
HO ©6e3 TJUIyTaMMHOBOM KUCJOTH. KieTky BHOepxuBalu npu 37°C B
YBJIaXHAeMOM MHKyOaTope ¢ 5% CO, M MCIOOJNB30BaJ M B TedeHme 6-10
OoHel.

[00197] VYcnoBusa TINpoBemeHMS aHalMza. [JIS KaXIoM MCIHTYeMOoM
KOHLIeHTpaluuu, coeluMHeHue I-5 pazbaBjasaiau B 100% DMSO B 100 pas 1no
er0 KOHEUHOM KOHILeHTpalluM. HeMelJIeHHO Iepel IIPOBeleHMeM aHalus3a,
coemmHeHue I1-5 pasbaBygsanu B 10 paz B HBSS (comepxallM KaJlbLUUN U
MarHMM) (10X KOHeuHas KOHUeHTpaluusda IJd aHaaus3a) colepxamuMm 100
MKM DETA-NONOate (10x KOHeuHas KOHIEeHTpalud IJ4 aHaJluza). Cpeny
yoajnany, W KIJIeTKM I[OIPOMHBaJM OIMH pas3 C »nomombio 90 wMrJg  HBSS

(Corning cat # 21-023-CV). KiuerTkum B3BaTeM UHKYyOupoBaJu Cc 90 MKJI

HBSS B TeueHme 30 MmmHyT oOpu 37°C. K xjeTkaM pobaBjanu 10 MKJI U3

IIJIaHieTa C MCIHTYeMbM coennHeHueM/HBSS/DETA-NONOate, KOTOpPHE

VHKYOUPOBaIn B TeueHMe eme 30 MMHYT npu 37°C. KoHeuHHEe
KOHUeHTpauuu DMSO cocraejgsaan 1%, KOHeuHad KOHUeHTpaumusa DETA-
NONOate cocrapjasna 10 MKM, M KOHEUHHE KOHILUEHTpaluM COoeIVMHeHUMS 1-
1 cocrarjgsimu 10000 uM, 1000 =uM, 100 uM, 10 uM, 1 uM, 0,1 HM,
0,01 BM wm 0,0 HM. Cpeny ymajldaauM, W KIeTKM JU3UPOBaAIU, U
OPOBOIMJIM aHaJM3 B COOTBETCTBMM C IOpoTokoJyioM Cisbio (phospho-
CREB (Serl133) catalog # 64CREPEG), ¥ IUIaHmMET CUUTHBaJIM C IIOMOMLIO

mJaHmeT-punepa Envision (PerkinElmer).

[00198] AHaJm3 IOaHHBIX . IDaHHEBIE aHaJIN3UPOBaJIn Iy TeM
ANIpOoOKCHUMalU 4-TTapaMe TpUUECKOM KPpUBOM (log (aroHucT)
OTHOCUTEJIEHO OTBETHOM peaKlUuMM - C MU3MeHSOMVMMCS YIJIOM HaKJIoHAa),

WCHOJNb3YSA MNpoTpaMMHOe oOecrneueHre GraphPad Prism Software v.7.
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Benquuuny FECsg OoOJyYaJIM MHTEPIOJIMPOBaHMEM M3 allpOoKCUMALMOHHOMN
KPMBOM U omopenelidjM ee KaK KOHIeHTpaluio, IOIPpYM KOTOPOWM CcoeIMHeHUe
I-5 BoE3HBaeT 50% MakKCHMMaJIbHOM OTBETHOM peakKlUM.

[00199] PesyJbTaTH. docoopuimporaHmue CREB npm  Serl33,
CTUMYJIMPOBAHHOE COelMHeHreM I1-5, 3aBUCeJIO OT KOHIEHTpaluu, IIPpU
3TOM BeJIMUMHAa ECso cocTaBJidjia 0,55 HM. NuTepBal C 95%
OOCTOBEepPHOCTBK cocTaBjgayg oT 0,07 BM mo 4,44 HM.

IpuMmep 9. OlleHKa COeOMHEeHUM II10 HacTodmeMy M300peTeHMIo IIpU
VCHOHTAaHUAX C MCIOJIb30BaHMEeM DKCIepUMMEHTAaJIbHEIX MoIeJiel ©oJiu

[00200] Uear. OueHka »0OeKTMBHOCTM IOEeMCTBUSA COEOIMHEHUM IO
HacToAleMy Mn300peTEeHND Ipu OCTpOoMn " TOHUYECKON BoJu,
HeVponaTuyeckom ©OoJu, BOCHAJUTEJIbHOM  ©oJn, IOCJIEONEPALIMOHHOMN
BoJin ¥ BUCLepaJbHOM BoJM.

[00201] MaTepmaJH M METOXIH.

[00202] TecT QDaBJIeHMsa Ha Jaly. OnpenelisginT CTaTUUYeCKYIo
MexXaHMUeCKYIo TUrepaliresmuo. 3TOT TecT TpebyeT IPUIIOXEHM A
BO3pacTapmero mOaBJIeHMS Ha 3agHue Jlalbl MexIOy IIJIOCKOM MNOBEPXHOCTLIO
¥ 3SaTyIJIeHHHEM HaKOHEUHMKOM. [JIS OLeHKM o00e300JIMBalmero OeMCTBUI
CoeIMHEeHMs, B OIHOM 3aIHeM Jale XMBOTHOTO BHI3HBAJIKM BOCIIaJIeHUE
OyTeM MHBEKLUMM WM TIOBpexXmalM €ee B pesyJbTaTe  HaJIOXeHUSA
JMTaTyYPEH, B TO BpeMsa Kak »OpyT'yik 3alHO0 Jlally  OCTaBJIAIM
HelloOBPeXxIeHHOM WM HeBoOcCHaJleHHOW. I[Ipubop okasbBaJl CcTabuJIbHO
yBeJIMuMBaKnlmeecsa YCHUJIMe Ha 3alHue Jlalbl. [[OopoT' UyBCTBUTEJIBHOCTU K
BHEMHeMY BO3IOEeMCTBMUIO OINpenelisyv, Kak IaBJIeHHue (B TpammMmax),
Tpebyomeecd OJA NPOABJIeHMI sdbekTa OTHepIMBaHMA Jalbl /Ui
momauy T'OJIOCOBOTO CHUTHaJla. XMBOTHEX OCTOPOXHO YyIepXuBaJl B pPyKax
DKCIIEPUMEHTATOP, u CTaTUUYECKYD MeXaHUUeCKYI TUIIepaJile3ulo
OlLIeHMBAJIM IOBa pa3a OJag obeux 3aIHMX Jiall.

[00203] TecT Ha HOOIOepI'MBaHME XBOCTOM. TellJIoOBOe WU3JIyUYeHUe
HalopaBJAJIM Ha XBOCT. Korma KpeICa UYyBCTBOBaJla OUMCKOMQOPT, OHa
pearvpopajyla IIyYTeM BHe3allHOTO IBWXEHUS XBOCTOM (IIOOepIMBaHUA
XBOCTOM) , TIIOCJIe UYeTl'o aBTOMaTUUECKM I[IpeKpamallack CTUMYJISLUS U
OCTaHaBJAMBAJICA TalMep OJIA M3MepeHMS BpPeMeHM peaKUUM XKUMBOTHOTO
MM JIATEHTHOTO IIepuolda HOUMIENTMBHOM peakluuM (Ieproma OT Hauala
CTUMYJIALIMM 0O OOHapyXeHMSI OTBETHOM peaKUMM XMBOTHOTO). 3apaHee

YCTaHaBJIMBaJIM IIpeleJIbHOe BpeMA OTKIIUEHMA, PaBHOEe 10 CekRyHIaM,
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0JI [IpeOoTBpalleHMA [IOBPeXIeHUI TKaHM XMBOTHOTIO.

[00204] TecT Ha OTBETHYID peakKLUMO IIPpM BO3IOEMCTBUM YKCYCHOM
KUCJIOTEL. BHISEIBAJIN abooMMHaJIbHOE COoKpalleHne nyTeM
VMHTPAalepUTOHeaIbHOM  MHBEKUMM KprcaM 0,6% pacTBopa YKCYCHOM
KMCJIOTH (10 mMiI/KT) . PerMCTpMPOBANM UMCIIO CKOPUMBAHUM (M3BUBAHUN
i u3rTMbaHuUM TeJla B pes3ylibTaTe OO0JIM) B TeUeHMEe BpPeMeHUM C [OATOM
[I0 HNATHAOUATYKR MUHYTY IIOCJIe MHBEKLUMN.

[00205] TecT Ha OTBETHYK peakKUMIO IIPM BO3OeMCTBUM QopMaJiMHa.
VHBeuupoBaau CyOIJIaHTapHEIM crocoboM 2,5% pacTBOop OGopMaliMHa B
OpaByw 3amHo© Jaly. [IpoBonouiM OLeHMBaHMe B Oajulax 0oJjieBoe
[IOBeOeHre KpPBC B TedueHMe 36 MMHYT UYepes KaxObe 3 MUHYTH B
COOTBETCTBMM CO CJIeOyKlel CUCTeMOM OaJIbHOM OLIEHKMU:

O=HopMaJIbHOE IIOBeleHMe UHBEeUUPpYyeMOM 3alHel KOHEeUHOCTM IIpHU
IIOOOEPXKe TeJia

l=jlerkoOe INpHUKacaHMe UHBEeLMPYyeMOM Jialb K IIOJIy HOJIS HeKOTOpOu
IIOOOEPXKU WMJIIM IIPUM OTCYTCTBUM IOOOEPXKU TeJjia

2=I0OJIHOE OTIHepIMBaHME MUHBELUUPYeMOW Jiallbl

3=BHUIM3EEaHME, [IOKYCHBaHME WM BCTPAXMBAaHME MHBEUUPYEMOU
JIaIlH .

[002006] MonmeJib BeHHeTTa. [lepudpepmUuecKry MOHOHEBPOIIaTHUI
BHIBHBAJIM IIYTEM HaJIOXKEHMS HeTyToM JMIaTyph Ha CeIaMIHBEN HepB
KPHC TIIoO aHecTesuel (kcuyuasmH 10 MID/KD  MHTpAlepuUTOHeaJbHO,
keTaMMH 60 MI'/KT MHTpalepuTOHeaJlbHO) 3a 14 1»OHelV IO HOpOoBeIeHUs
TecTUpoBaHuA (D_14) . BkpaTile, OOBUHHIY CeHaJIMIIHBEY HepB OOHaXaM Ha
YPOBHE cepenmHEL Benpa oyTeM OTCJIauBaHULg ouLernca Oenpa.
[loBmmszocT OT TpUdypkKaluMM CeOaJIMIHOT'O Hepka, BOKPYID HeI'o OBUIU
CBODOOHO HAJIOXEHE UYeTHpe JUIaTyphl C MHTEpPBaJIOM OKOJIO 1 MM.
Bojsipmoe BHUMaHMe OBUIO YIOEeJIEHO 3aBA3HBaHMD JIMTaTyp, OIS TOTO

UTOOH IrMmaMeTp HepBa OBJI TOJIBKO CJIeTKa CcyXeH. Ilocie XT/IpypI‘T/IL.TeCKOﬁ

onepaluu XM BOTHEE BOCCTaHaBJIMBAJINUCH B TeueHNre 4 oHeM,
TecTUpOBaHue [IPOBOIOVIIN yepes 10 oHeu rocJie nepmona
BOCCTAHOBJIeHMA (TO eCcTh UYepe3 14 @OHeM TIOCHe XUPYPIMUeCKOU
oriepauun) .

[00207] OxcamumaTuH. HVHOYUMPOBaAHME: OCTPYR IIepUdeprUecKy
HeMVpolaTum BLIZEIBAJIM oyTeM OOHOPAa30BOM VHTpAalepuTOHealbHOM

MHBEKLMEeN OoKcalMIlaTrMHa (6 MI'/KD', MUHTpalepruTOHeaJILHO) 3a 30
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YacoB OO TeCcTHUpOBaHMA. AlLIETOHOBHEIM TeCT: U3MEPSAIM XOJIOOOBVYIO
AJJIOOVHUKD I[IYyTEeM IIPOBeleHMSa alleTOHOBOTO TecTa. B D2TOM TecCcTe,
U3MepaJM BpPeMsa 3alepPXKM OTIOepIMBAaHMA 3alHeM Jalbl [I0CJIe HaHeCeHUd
KamnJau aneToHa (50 MKJI) Ha I[IOJOMBEHHAad IIOBEPXHOCTE o00eux 3BaldHMX
Jar Tpu pasa o4 obeux 3alHUX Jlall, B KadecTBe BapuaHTa, C
VHTepBaJlaMM [IPUOJIUBUTEJIEHO 2—-3 MMHYTH.

[00208] MumoyuupoBaHMe Kappal'eéHaHOM. 3a TpM dYaca Iepen
OLIEHKOM IIOPOTOBOM BEJIMUMHE HOIMILIEITUMBHOM OOJIM OyTeM IIPOBeIeHUH
TecTa OaBJIeHMS Ha Jally, B TIOOymMeuKy IpaBOM 3amdHel  Jiallbl
uHBenupoBaJgu 100 MK 2% CyCIeH3UMM Kappal'eHaHa. 3aTeM I[IPOBOOMIIM

TeCT IDaBJIEHMA Ha Jlally, KaK OIIMCaHO BHIIE.

[00209] MuoyluuporaHue KaOJIMHOM. Y KPEIC VHIOYLUUPOBAaJU
OINHOCTOPOHHUN apTpuUT oyTeM BHYTPUCYCTaBHOM MHBEKLUNA 10%

CYCIIeH3UM KaoJiMHa B KOJIEHHHEM CyCcTaB M[IpaBOM 3alHeM Jlalsl 1105
TasoBOM aHecTesuen (3,5% wuszodbaypan/3 Jj/vuH). OlLeHKa I[HOXOIOKM B
faJjiylax: OlleHKa IMNOXOoOkM B Oajiiax OyImeT OPOBOIUTLCSA dYepe3 3 dYaca
30 MMHYT IOCJIe BBeIeHMS KaoJMHa CJeOyloluM o0pas3oM:

0: HeusMeHeHHas IOXOoIKa

1: HeBoJbllOe 3aTpyOHeHUe

2 KpaTKOBpPpeEMeHHOe IIOIOHATHMEe BBepX Jlallbl

3

. IIOIOHATaAd Jialla.

[00210] MogneJb BpeHHaHa. XUpypIrnuuecKkoe BMEIlaTeJIbCTRBO :
XUPpYypIUUecKoe BMeMaTeJIbCTBO npu Tas30BOM aHeCTe3Un (3,5%
nsodaypar/3 J/MuH). Y BCex KpPHC OOHaXaJslM IIOIOMBEHHHN acIeKT

JIeBOM BalHeM Jlallkl M C IIOMOWLI JIe3BMA CKaJIbIeNsa IeJaliu HpOHOHbHHﬁ
praspes nauHom 1 CM dYepes KOXYy U dacumio TIOOOWBEHHOTO OTIeJia

CTOIIEL, HadlMHaA C 0,5 CM OT IIPOKRCUMMAJIEHOT'O Kpa4d IIATKM U B

HallpaBJIEHUNM I1aJIB1eB HOTI. [TomouBEeHHYIO MBIIILY IIPUIIO OJHVIMaJIN n
pPazspesalin B IIPOOOJIEHOM HallpaBJIEHWN, OoCTaBJIAA Inpn STOM
IIPMKpPeEeIlJIeH1Ee MEBIITEL HeTPOHYTEIMU . Ilocae reMoCTasa Ipn JIET'KOM

HaDaBJMBAaHUM, KOXY 3allMBajiM IIYyTeM HaKJlaOhBaHMsa IBYX MMBOB. IlocJe
oriepally, XMBOTHEE BOCCTaHaBJMBAJMCBHL B CBOMX KJIeTKax.

[00211] OSJseKTpOHHHM TecT QoH Odpes. TaKTMILHYID aJJIOOVHUIO
OLIEHMBAJIM C IIOMOIBK 3JIEKTPOHHOTO TecTa ¢(oH Odpes uyepes 24 yaca
[IocJie XUPYPIMUeCKOT'O BMENAaTeJbLCTBA. TecT TpebyeT MNpPUIIOXEHME

YyBeJIMdMBaKnmeIroc4a OaBJIEHWA Ha [IOIOUWBeHHEIM acCIIeKT 3aHUX Jiall.
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[lpubop oKas3eBaJl CTabMJIBHO YyBeJMUMBaKIEeCcsd YCUIIME Ha 3BaldHMe Jiallh.
I[lopoT' UYBCTBUTEJLHOCTM K BHEMHEMY BO3IOEMCTBMIO OIpeneialv, Kak
naBJIeHNE (B IpaMMax) , Tpebynilmeecsa  OJSA  [IPOSBJIEHUS 20bekTa
OTIHepPIMBaHMA  Jiallkl. Kaxmoe wm3MepeHUe Iopora UYYBCTBUTEJIBHOCTHU
OTBETHOM peakKlUuM IIOBTOPAIM TpM pas3a ojJg obeux 3adHMx Jall C
VMHTepBaJlaMM [PUOJIUBUTEJIEHO OT 2 OO 3 MMHYT.

[00212] TNBS (TPMHUTPOBOEH30JICYJIEQOHOBA S KMcJoTa) .
XUpypIrMuyecKoe BMEMaTeJIbCTBO: IIOBHMEHHYI UYBCTBUTEJILHOCTE TOJICTOM
KMIIKY BH3BBaJIM [IyTeM XUPYPIMUeCKOTO BBemeHua TNBS 3a ceMb IOHEM IO
[IPOBEeIeHMsa IIOBeleHUeCKOT'0O TecTa (D_7) . XMBOTHEX, KOTOPEM He
OaBaJM KOPM B TeueHMe HOUM, IIOIOBepTaliM XUPYPIMUECKOM Oollepaluu.
BxpaTile, Ion aHecTesuel (kKcuyasmH 10 MT/KT MHTpalepUTOHeaJIbHO,
keTaMyH 60 MI'/KT MHTpAlepUTOHeaJIbHO), OCYmMEeCTBJSANY MHBeKluio TNBS
(50 Mr/xr, 1 MJI/KT') B OPOKCHUMAJIBHYH YacCThb TOJICTOM KMMKM (1 CM OT
cieno  kumku) . IlocJle  XUPYPIMUECKOTO BMemMaTeJbCTBa,  XMBOTHEHX
BO3BpaMaJM B MX KIETKM C peryJupyeMoM cpeno¥ u KopMuiu 0e3
orpaHM4YeHMsa n0o D_; (KMBOTHEIX IIepecTaBajiM KOPMUTE 3a 24 dyaca »Oo
BOyBaHMA) . KoJopekTalbHOe BIOyBaHMe: uepe3 ceMb »OHeM (Dg) 1mocie
MHBEKLIUNA TNBS, OlleHMBAaJIM UYBCTBUTEJIEHOCTH TOJICTOM KUMKKY Y
XMBOTHEIX, KOTOPBM He IaBaJlM KOPM B TeueHMEe HOUM, IIyTeM M3MEepeHUS
BHYTPUTOJICTOKMIIEUHOTO HaBJIeHMHa, Tpedyomerocsa OJS9 MHIOYLIVMPOBAHUA
[IOBEOEeHUEeCKOTO OoTBeTa IIpM BIOYBaHMM B TOJICTYD  KHUIIKY . s
IpoBeleHUI BIOYBAHMSA, OCTOPOXHO BBOOWJIM HaIyBHOW OaJlJIOH pa3MepoM
5 cM B TOJCTYKD KMUIKY OONPCTBYKIMX XMBOTHEX Ha paccTodHum 10 cM
OT aHyca, " KaTeTep OQ(UKCHMPOBaIM JIMIKOM JIEHTOM K OCHOBAHMUIO
xBocTa. Illocage 30 MMHYT IOeproma aKKIMMaTHM3alMM C BCTaBJIEHHHM
BHYTPL 0aJlJIOHOM, IIOCTelleHHO I[OBHIMAJM JaBJIeHMe BHYTPU TOJICTOM
KUIIKM C mMar'oM 5 MM.pT.CcT. kaxnoee 30 cexkyHn oT 5 mo 75 MM.pT.CT.
(I'paHMUYHOEe 3HadeHMe) OO Tex Iop, [IoOKa He IIOATBEepPXIalloCk OoJieBoe
IoBedeHre. BoJjieBoe TIoBeleHMe XapaKTeprM30BaJIoOCh IMNOOHATHMEM 3alHel
YacTM TeJla XMBOTHHX M XOPOMO BUIAMMEM abIOMMHAJIBHEM COKpPAalleHUEM,
COOTEBETCTBYIMM cynmopore B TXEeJION dopme. [TpoBOOIWIIN IoBa
omnpeneJyleHUsd.

[00213] PesyabTaTH OJS MOOeJle OCTpOM M ToHMUYeckoM ©OoJu,
HeVponaTuuyeckom ©oJu, BOCHaJIUTeJIbHOM  ©oJu, ocJjieonepalMOHHOM

Oosmn u BT/ICU,epaJ'H::HOIZ Bosmn n TeCTMPOBaHMA KMBOTHEIX, KOTOPEM



BBOOWMJIM IepopalibHO 10 Mr/xr coemuHenHus I1-1,
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SHAUVMEIMM W TIpeOCTaBJIEHEI HIMXE.

OBUIM CTATUCTUUECKU

PesyJbLTaTH .
CoeIMHeHMe
I-2, .
Mogmesis GoJsiu | MomeJsib—TeCT BHYTpeHHUNM CTaHIDapT
[IepopalibHoO,
10 Mr/xT
% pedbepeHCHOE %
AKTUBHOCTH | JIEKapCTBEHHO | aKTUBHOCTHU
OTHOCUTEJIbH € CpencTBO OTHOCUTEJIb

o 1mauebdo BHYTPUKOXHO | HO ILjIauebo
S3IO0pPOBEHE
KPEICH
MoponH
-10% 4 Mr/xT 69%
TecT
TIOOKOXHO
OaBJIEHMS Ha
Jamny
300poOBEE
KPEBICH
MopouH
15% 4 MD/KT 66%
TecT Ha
IIOOKOXHO
nomepIrMBaHU
OcTpag u e XBOCTOM
TOHMUEeCKasd TecT Ha
BoJIb YKCYCHYIO
KMCJIOTY (=) U50, 488
- 59% H 3 Mr/xr 100%
adbIgoMMHaJIbLH TIOOKOXHO
Lle
COKpalleHn g
TecT Ha
bopmMamuH
Mopduu
61% 4 MT/KD 57%
©aJIJIbl
IIOOKOXHO
(paHHSa4

dbasa)
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TecT Ha
bopmMmanmuH
Mopduu
11% 4 Mr/KT 38%
OaJiJis
( TIOOKOXHO
o30HAAI
basa)
MozneJib
BeHueTrTa - MoponH
TecT 65% 3 MU/KT 191%
OaBJIeHUA Ha TIOOKOXHO
Jamny
Hewpo-
Oxcajm-
naTmueckKada
[JIaTuH -
OoJIb
TecT C TabaneHTUH
alle TOHOM 127% 100 Mmr/KT, 82%
(BpeMs nepopalibHO
pearmMpoBaHm
)
KapparenaH
VMHgoMeTal M
- TecCT
75% 30 Mr/kr, 100%
OaBJIEHUSA Ha
repopalibHO
Bocnanmuresb Jlamny
Hasa ©oJib Kaomuu -
VMHOgoMeTalmH
OlleHKa
88% 10 mr/x1, 58%
apTpuTa B
rnepopalibHO
fajiax
MoneJib
BpexnHaHa - MopouH
[Tocyieonepali
SJIeKTPOHHEM 16% 4 MT/KT 88%
MOHHad O0JIb
TecT QOH IIOOKOXHO
Opesd
TNBS -
(=) U50, 488
BucluepalJibHa KOJIO—
43% H 3 Mr/xr 103%
g BoJb pexTaJbHOe

BIOYyBaHIeE

ITIOOKOXHO
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TecTupopaHme. UYepes 120 MMHYT I[IOCJE NpoBeleHUS OOpabOTKU.
N=4/MomeJi/TecT. PesyJbTaTH NPUBEIEHH OJId KaXIOoM TPYIIOH B BUIE
IpolleHTa aKTMBHOCTHM, PACCUMTAHHOTO OTHOCUTEJILHO CpeOHel BeJIMUMHE
0Jisg o06paboTaHHEIX C IIOMOMbBI ILJJaledo XMBOTHHEHX ¥ CpaBHMBaeMoOW C
XMBOTHEIMM, He MCIOJIE30BaBIMMMCS pPaHee B OIHTax, C KOHTPOJILEHEM
3HAUEHMEM B TeCcTe IJSA IaBJIeHMS Ha Jlally WM [IOPOTOBEIM 3HAUYEHUEM,
B 3aBMCHMOCTHU OT TecTa.

[00214] BeIBOIEL. CoenuHeHue I-2 oOHapyXxMBaJiO 5SOOeKTH B
TecTax nOJ4 OcTpor OoJu C YKCYCHOM KUCJIOTOM U (opMaJIMHOM.
CoemuHenue I-2 oOHapyxuBajio 20hpekTEH B MOIEJM BeHHeTTa/TecTe
oaBJIeHM A Ha Jany u B TecTe OKCaJIMIJIaTUMH-alleTOH  MOIeJiax
HeVponaTtuyeckom ©Ooam. CoeamHeHMe 1-2 oOHapyxXuBaJo 520PeKTH B
TeCTe Kappal'eHaH-IOaBJIEHMe Ha Jlally ¥ KaOJIMH-OlLleHKa apTpuTa B
BaJjax B MOIeJIax BOCIIAJIUTEJILHOM donun. CoenmmHeHMe I-2
OBHapyXMBaJIO 50PeKTEl B MOOeJIM BpeHHaHa-2JIEKTPOHHOM TecTe QOH
Ppes B MOOeJ M IJIS IIOCJIeollepalMOHHOM  OoJu. CoenuHeHue I-2
OBHapyXxMBaJIO 5d0bekTEl B TecTe TNBS-KOJOpeKTaJlbHOEe BIOyBaHMe B
MOIeJM BUClLepaJbHOM OoJM.

[TpumMmep 10. BoszpmencTBUM PasINUHBEIX oo3 CoenMHeHus Ha
VHOYLUUPpOBaHMe CGMP B MO3Te MHIIM (IIOJIyMapMsax ITOJIOBHOTO MO3Ta)

[00215] Uesnb. OnpenejleHMS BIMAHMUA Pa3JIMUHHX OO3 COEOMHEHUS
o M300peTeHMI Ha OTBETHYKD peaKLuuion CGMP B TOJIOBHOM MO3Te€ MBIIU

[00216] IIpoTokoJi. JeHb DSKCIEpPMMEHTa 1: MHIIaM He JaBaJu
KopMa B TeueHMe HOUM, HO ofecHeuMBaJM HEOTPAaHUMUEHHBM OOCTYII K

BoIe. JleHb 3KCcIepuMMeHTa 2: MemaM (n=10 Ha 5BKCIepMMeHTaJIbHOe

YCJIOBUE) rnepopajbHO BBOIVIIU oosy Cpelbs—HOCUTeJII (1%
TUOPOKCUIPONIUIIME TUJILEJIIIIIO 348, 0,2% Tweens80, 0, 5%

MeTuJILeJojIosa), 3 uin 10 MID/KD coemuHeHuS 1-2, OPUTIOTOBJIEHHOTO
B Cpelle-HOoCuUTeJle. UYepezs TpuUAllaTek MMHYT I[IOCJIe BBEeIOEeHUS OO3H,
KaxXaymo MHBIIb o6esTJIaBJIMBaJIN rnon aHecTe3Uen M30QJIyPaHOM u
M3BJIeKaIM ee Mo3T. OTHelsanr [OoJyllapuM M3 KaXIor'o Mo3Ta U
[IOMEMAJIM MX B OTHEJIBHEE NpOoOUMPKM OMPME Falcon o6wsemMoM 15 M u

MTHOBEHHO 3aMOopaXmMBalM IIyTeM I[IOTPYyXeHUS B XKUOAKUM as30T. OOpasuH
TKaHM XpaHuJau TOpu —-80° C. VYpoBHM CcGMP omnpenensyiy MeTOIOM

XKUIKOCTHOM XpoMaToTrpaduu C Macc-crnekTpomerpuert (LC/MS). OO6pasls
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TOJIOBHOT'O MO3I'a I'OMOT'eHU3MPOBaJ M B BOIHOM Oydepe, COCTOAllEeM U3
cMecu 80:20 (1o obbeMy) BOIIa:YKCyYCHasd KMCJIoTa, MCIIOJIbL3Y A
VJIBE TPa3BYKOBOMU 30HI. ns TKaHU T'OJIOBHOTO MO3T'a M3BJIEKaJN
TOMOTEHAaTH TOJIOBHOTO MO3Ta, coIepXxamue coearHeHus sGC u/wiam
cGMP, IyTeM OCaXIoeHWs OeJika C IIOMOIIBIO OpPT'aHNUYeCKOT'O
pacTBOpPUTENA, comepXxamero BHYTPEHHVE CTaHIapTH (IS), 3aTeM
buiibTpOBANIM M yOaNdaau QOCOOSMINI, MCIOJNBb3YA IJIaHIeT IJA yIaJIeHUA
bochommununor Phenomenex® Phree™., O0OOGpasls aHalM3MPOBaIM MeTOIOM
KUOKOCTHOM XpoMaToIrpadum (LC) C OEeTeKTUPOBaHNEM MEeTOIOM
TaHIeMHOM MaCC—CIIEKTPOMETPUN (MS/MS), MCIIOJILE3Y A
BIIEKTPOPACHEUINTEJIEHYD MOHM3aLUMD. OIS KOJIMUECTBEHHOTO OlpelesIeHUA
CcGMP u/uim CcoemuHeHUHd (coenuHeHUN) SGC MCHOJB30BaJiM KPUBYIO
CTaHOAPTHHX KOHIIeHTpauui B 1OuamnasoHe orT 0,2 mo 400 HT/MI.
KommuecTBeHHOEe cCoepXaHue OeJika B ofOpaslax Mo3Ta OIpeneliaiy,
UCIOJIE3Yys Habop mJjg aHalus3a Oejlka C IIOMOMB OUIMHXOHMHOBOM
xkucyoTe (BCA protein assay kit).

[00217] BreBOI. Pas30oBOe IepopallbHOE HOO3MPOBaHME COEOMHEHUS
I-2 nmpu 10 m 3 MT/KD yBelIuuuBaeT CGMP B MO3Te MHIIM I[10 CPaBHEHMIO
C XMBOTHHMM, KOTOPEIM BBOIOMJIM CpPeOy—-HOCHUTeJ ks ([jJanedo) (p <
0,0001 m p < 0,0031, @OUCHEePCUOHHHM aHaJM3 ANOVA C ODOCJeIYIIOMUMMA
aHaJlM3aMy KOHTPacTOB) .

IIpuMmep 11. Bo3melcTBMe Ha OeJIOK HeMpoTpodMuecKoTo odpakTopa
TOJIOBHOTO MO3Ta (BDNF) B mopcalJIbHOM CTpMAaTyME KPBICH .

[00218] Lenbn. OnpemejyieHMe BO3OEMCTBMSA CoeIMHeHMs I-2 Ha
skcHpeccu BDNF B mopcallbHOM CTpMaTyMe KPBICEL B MOIEJIM IIOPaXeHUS
TOJIOBHOTO MO3Ta, BHBBAHHOTO XMHOJIMHOBOWM KMUCJIOTOM (QA) .

[00219] IIpoTokoJi. JleHb BKCIepMMeHTa 1: KpPHEHC HDOIBepTalu

TJIYOOKOM aHecTesuMr M30QJIypaHoM, ¥ KaXOoM KpHCe OOHOCTOPOHHE

MHQY3UPOBAJIU 0,25 MKJI 50 MM  XMHOJIMHOBOM KM CJIO TH (QA) B
IOopCaJlbHBEM cTpUaTyM (12,5 HMOJIb QA B JIeBOe I npaBoe
noJymapue) . B OOpPCaJbHEM CTPpMATyM KaXIOW KPHCH, HaXOOAMUNCSA

KOHTpajlaTepalJIbHO K MecTy WHOy3um QA, UMHQY3MPOBaJM KOHTPOJIBHOE
BemecTeo 0,25 Mrja PBS (KOHTpOJIEHass CTOPOHA). HeKOTOPHM XMBOTHEM
BRBOIMJIM IOOKOXHO cCcpely-HoCUTeJb (n=5) wmiam 10 MT/KT coeIMHeHusd I-

2 (n=6) npubiamsmurelibHO uyepe3s 30 MMHYT T1ocie MHOYy3uM QA. JIHU
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DKCIIepUMeHTa 2-8: KpHCaM I[IepopallbHO BBOOWMJIIM kKaxnele 24 uaca cpeny
HoCHTe b (rmnaneto) wmm 10 MT/KD coenuHeHre 1-2. IIpuOIM3UTEIILHO
uepes 24 wuyaca I[OCJle IIOCJeOHEeI'0 BBeIOeHMA CPeOH-HOCUTEJSA WU
coenmMHeHMsda I1-2, KPEC aHeCcTes3upoBaliM, IIepdy3MpoBaJiM C I[IoMombl PRS
C T1ocJenywomen mnepoysmen 4% pacTBopa DapadopMmaiabiermuma B PRBS;
TKaHbL TOJIOBHOTO MO3Ta cofupaju ¥ IIOMellaiM B HOPOOUMPKY  OUPMEL
Falcon, 3BamuBaiu 4% pacTBOopoM IHapadopMasbieruna (PAF) B PBS wu
BHOEPXUBAJIM B TeueHMe OpUOIM3UTeSbHO 14 uwacor npu 40°C, m 3aTeMm
zaMeHan PBS Ha 30% pacTBOp cCcaxapO3E M BHIOEPXMBAJIM B TeUeHUe

HpM@J’IMBMTeJ’[bHO 48 JacCcoOB. "3 TKaHM MO3T'a InpmnrorTaBJiMBaJin

KOpPOHapHHEEe cCcpesun paszMepoM 40 MM ¥ xXpaHwm ux B PBS mpu 4°C.
Cpestl, comepxamue IOopCaJibHEM cTpUaTyM, OKpallMBaJu nyreMm
MHKYOaluuy C IIepPBUYHBMM MBIIMHBIMKM  aHTUTeJlaMM OpoTuB NeuN u
IIePBUUYHHMY KPOJIMUBMMKM aHTUTeJlaMy [OpoTueE BDNF c nocienymouen
MHKYyOauMe C BTOPUUHBIMM KPOJIUULUMM aHTUTEeJIaMM, KOHBITUPOBAHHBMY
c Alexa Fluor 594, u BTOPUUHEIMA MBI HEIMN aHTUTEeJIaMu,
KOHBIOTMPOBaHHEMM C Alexa Fluor 488. Illojgy4dalmM WM300paXeHUSa U3
nopcoMenMalJibHOM o00JlacTr BOKPYID IopaxeHMsa QA WMJIM SKBUBAJISHTHOM
obacTu Ha KOHTPOJIEHOM [IoJIylmapmum c TTOMOIIEL 0 KOHOKAJILHOM
biIyopecleHTHOM MUKPOCKOIIUMA . g orpenejyieHud cpenHemn
MHTeHCUBHOCTM BDNF B NeuN-IHIOJOXMTEJIbHEIX KJIeTKax, M300paxXeHUd
aHaJIM3UpPOBaJM C UCIOJL30BaHMEM IIpoTpaMMHOTO obeclieueHusa imaged.
[00220] BeBOm. CpenHsAd MHTEHCHMBHOCTB OKpammBaHmusa BDNEF B
NeuN-TIO03UTHUBRHEX KJIeTKax BOKpPYT IIopaxeHmsa QA (cTopoHa QA)
3HAUUTEJILHO CHMXaeTCHd I[IO0 CcpaBHeHMIK C NeuN-TIO3UTUBHEIMKU KJIETKaAMM B
KOHTPOJIEHOM  [OJIYIIapUn (KOHTpPOJILHAa A CTOpPOHA) ; P < 00,0001,
OVCIIePCUOHHBI aHajams ANOVA C IO CJIe oYUM MHOTOKpPAaTHEM
CpaBHeHMeM. BBeIOeHMe CcoelMHeHrsa 1-2 B mose 10 MI/KD OOMH pa3 B
CYTKU B TeueHMe 7 nHewn IPUBOOUT K YBeJIMUEHUI cpenHemn
MHTeHCUBHOCTM BDNF B NeuN-IIO3UTHMBHEX KJIETKaxX BOKPYI IIOBpeXIeHUd
QA IO CpaBHEHMK C BBeJeHMEeM Ccpenb-HocuTensa (mananeto); p < 0,01,
OVCIIePCUOHHBIM aHajams ANOVA C IO CJIe oYUM MHOTOKpPAaTHEM
CpaBHeHMeM. BBeIdeHMe CoeIMHeHMs 1-2 B mose 10 MI/KD OOMH pas3 B
CYTKU B TeueHMe 7 nHewn IPUBOOUT K YBEeJIMUEeHUI CcpenHemn

MHTEHCUBHOCTHA BDNF B NeuN-IIOJIOXUTEeJIb HEIX KJIeTKax B
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IOpCOMeIMalIbHOM CcTpraTyMe ©0e3 I[oBpexleHMS (KOHTPOJIbEHAd CTOpPOHAa)

1o CpaBHEHUD C BBeIOIeHUEM CpenOB—-HOCUTEJIA; o) < 0,0001,
OVCIIEPCUOHHHM aHaJjms3 ANOVA ] IO CJIe Oy IMMM MHOT'OKpPaTHEM
CpaBHEHMEM.

[00221] PasJMUHEIE BapMaHTE OCYMECTBJIEHUS UM300PETEeHUS MOTYT
OBITEL ONMCAHHE HIIKE.

[17. CoenMHeHHUe, nIpencTaBJiIeHHOe B Tabiumue I, MJIn eTo
bapMalleBTUUECKM IIpMeMiieMas COJb.

[2]. QapmMaueBTHUECKasd KOMIIO3MIMSA, BKJOUAaKMmas, [0 MeHbIen
Mepe, OIHO O(apMalleBTUUYECKM IIPpUEeMIIEMOE BCIOMOT'aTeJIbHOE BelleCTBO
MM HOCUTEJIbL U COoeIMHeHMe WM eTro (QapMalleBTHUUYeCKM [IpUeMIIeMy
COJIL IO TIIPMBEOEHHOMY BHIIe NIYHKTY [l1] WJIM B COOTBETCTBUM C
IPYTVMM BapuMaHTaMM OCYIECTBJIEHUSA M300peTeHUud.

[3]. JlekapcTBeHHaA bopma, BKJIOUaLIAa A bapMalleBTUUECKYIO
KOMIIO3ZULIMID I1I0 IIPMBEIEeHHOMY BHIIE IIYHKTY [2] MJIM B COOTBETCTBUU C
IPYTVMM BapuMaHTaMM OCYIECTBJIEHUSA M300peTeHUd.

[4]. Crnoco® JeueHus =3abojeBaHMUsg, OOJIe3HEHHOTO COCTOSHUS WM
paccTpoMcTBa IHC vy cy®bekTa, HyxXOaomerocs B 5STOM, BRJIOUAKINUNI
BBeleHMe, B BUIe MOHOTepaluM WJIM B BHUIEe KOMOMHMPOBAHHOW Tepaluwu,
TepaleBTHUUeCKM S0OeKTUMBHOT'O  KOJMUECTBa IIO0 IIPMBEIEHHBM  BLHIIE
nyHkram [1], [2] wim [3] MIM B COOTBETCTBMM C IOPYI'MMM BapMaHTaMMU
OCYIIECTBJIEHUA M300peTeHNrd.

[5]. Crioco®6 110 IIPMBEeIEeHHOMY  BHIIe IIYHKTY [4] MJIN B
COOTBETCTBUKM C IOPYI'MMM BapMaHTaMM OCYIEeCTBJIEHMSI U300peTeHUsa, ITIOe
3abojyieBaHme IHC BEHIOMpPAT nu3 BoJie3HM AJibLTelMepa,
aMmoTpoduueckoro OOKOBOTO cCkJepo3a (ALS wmim Ooye3Hu Jly I'epura),
cuHipoMa J[JavyHa, IeMeHLUUM, CcocyOucToM IemMeHumuu (VD), COCYOMUCTOTO
KOTHUTUBHOTO HapVyIeHMs, CMellaHHOM IeMeHUUM, IeMeHLUuM BuHCcBaHTepa
(cyBKOPTHUKAJILHOM ApPTEepPUOCKIIEPOTUUECKON 2HIedaIonaTum) ,
lepebpalJibHOM ayTOCOMHO-IOIOMMHAHTHOM apTepuolaTuM C IOIOKOPKOBHMU

MHbapKTaMM ¥ JeMkosHUedpanonaTtuer (CADASIL mim cuHOpoma CADASIL),

JIOBHO—-BUCOUYHOMU JoBapHoM neTeHepaluu WU OeMeHIUN, BYU-
acCcoUMMPOBaAHHOM IeMeHIUN (B TOM unce BeCcCUMIITOMHOT O
HEMPOKOTHUTHUBHOTO HapylmeHns (ANT) , He3HAUNTEeJILHOTO

HeVPOKOTHUTUMBHOTO HapymeHus (MND) m BUU-aCcCOUMMPOBAHHOM IeMeHUUU

(HAD) (HasbBaeMOM Takxe koMiiekcoM CllMI-memeHums [ADC] wmim BUU
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sHuUebdaJonaTmuen), IOeMeHUMM C TeJblaMy JIeBM, I[IPeCeHMJILHOM IeMeHIIUM
(yMepeHHOT'O KOTHUMTMBHOTO HapylleHWUsd, MCI), TJIayKOMEL, BoJIe3HA
XaHTMHI'TOHa (MM xopeu XaHTHMHI'TOHa, HD), MHOXEeCTBEHHOTO CKJIEepo3a

(MS), MHOXeCTBEeHHOM CUCTeMHOM aTpodum (MSA), OoJyie3HM IlapKMHCOHA

(PD), NapKMUHCOHM3MA TLJII0C CMHaJIbHO-1epebeJJIIpHON aTaxkcmuu,
BoJIe3HU Cruia-PruuapncoHa—-OJbIEBCKOTO (mpoTpeccHUpyrLero
HaObaOepHOTO IapaJjmuya), CMHOPOMa IOeduliMTa BHUMAHUA (ADD) n

CUMHIOPOMAa I'MIIEPAKTUMBHOCTU C OeduumuToM BHMMaHMA (ADHD) .

[6]. Crioco6 10 TIIPUBENEHHOMY  BHIIE  IIYHKTY [5] I B
COOTBETCTBUM C IOPYTI'MMM BapMaHTaMM OCYIIECTBJIEHMA MN300peTeHMd, TITIe
3aboseranue IIHC mpencraBJjgeT cobor 0OoJie3HB AJIbLTelMepa.

[7]. Crioco6 1o TIIPUBENEHHOMY  BHIIE  IIYHKTY [06] I B
COOTBETCTBMM C OPpYyI'MMM BapMaHTaMM OCYIeCTBJIEHUS M300peTeHUsa, IIe
BoJiesHs AJblTelVMepa MHOpencTaBJseT cofo¥ MATKYD WIM YMEPeHHVY
bopmy OoJie3HM AJbUTelMepa, WIM YMEepeHHYID WIM TsaxeJyi dopMmy
BoJiesHu AJblLTelVMmepa.

[8]. Crnoco® 1O TIPMBEEOEHHOMY  BHIIE IIYHKTY [5] I B
COOTBETCTBEBUM C IOPYTI'MMM BapMaHTaMM OCYIIECTBJIEHUA U300peTeHMud, ITIe
3aboJsieranme UIHC npemcTaBjisgseT coboM COCyOIMCTYID OeMeHLuio. Crocod
10 IPUMBEOEeHHOMY BHIIEe MOYHKTY [5] MM B COOTBETCTBUM C IJPYI'UMHU
BapraHTaMu OCVYIIECTBJIEHUSA n300peTeHnd, roe 3abojieBaHMe oHC
opencraBJjgeT CcoOOM CMeMaHHYID IeMeHIIMO.

[9]. Crioco6 1o TIPMBEOEHHOMY  BBINE  IIYHKTY [5] MM B
COOTBETCTEBUM C IOPYTMMM BapMaHTaMM OCYIIECTBJIEHUA MN300peTeHUud, TITIe
3abojieraHme IHC mpencraBJgeT coboM 0OoJjie3HL XAaHTHMHITOHA.

[107. Crioco6 10 TMPMBEeIeHHOMY  BHINE IIYHKTY [5] MM B
COOTBETCTEBUM C IOPYTMMM BapMaHTaMM OCYIIECTBJIEHUA UN300peTeHMd, TITIe
3abosgieBaHme IHC mpencraBJgeT coboM OoJie3HL [lapKMHCOHA.

[117. Crioco6 10 TNPMBEIEeHHOMY  BHINE IIYHKTY [5] MM B
COOTBETCTEBUM C IOPYTUMM BapMaHTaMM OCYIIECTBJIEHUMA UN300peTeHMud, TITIe
3aboseBaHue IHC mpencraBysgeT cobom CADASIL.

[127. Crioco6 10 TPMBEIEeHHOMY  BHINE IIYHKTY [5] MM B
COOTBETCTEUM C IOPYTMMM BapMaHTaMM OCYIIECTBJIEHUA UN300peTeHMd, TITIe
zaboJgieBaHme IJHC npencTaejgaeT cobom YMepeHHOoe KOTHUTMUBHOE
HapylleHue .

[13]. Crioco6 T1I0 TPMBEIEHHOMY  BHINE IIYHKTY [4] MJIN B
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COOTBETCTBUM C IOPYI'MMM BapMaHTaMM OCYMEeCTBJIeHMS U300peTeHUsa, TIOe
3abosgeBaHue IHC BHOMpAaLT M3 TpaBMaTUUECKUX IIOBPEeXIEeHUM (3aKpPHTHX
MM OTKPHTHX, [IPOHUKAKIMX B TOJIOBY), TPaBMATUUECKOTO IMNOBPEXIEHMUI
TOJIOBHOTO MO3Ta (TBI), HeTpaBMaTHUECKOTO IIOBPeXIeHMS TOJIOBHOTO
MO3Ta (MHCYJIBTA, B YaCTHOCTM MUIEeMMUECKOTO MHCYJIbLTa, AaHeBPU3MH,
TUIIOKCHUM) , KOTHUTMBHOTO HapylleHMsa WJIM KOTHUTUMBHOM IOUCOYHKUUM,
BO3HUKAMNX BCJIeICTBUE IOBpeXIeHun TOJIOBHOTO MO3Ta WIIN
HelpoleTeHepaTUBHEX PaCCTPOMCTRB.

[14]. Crioco6 10 TI[IpMBEeIEeHHOMY  BHIIE IIYHKTY [4] MJIN B

COOTBETCTBMNM C IOIPYI'VIMM BapMaHTaMM OCYIeCTBJIEHMA MBO@peTeHMFI, roe

zaboJyieBaHMe IHC BEIOMpPAT nus3 OVUCTOHUN, BKJIIOU Al e
TeHepallM30BaHHYI, doraJIbHY, CeTMeHTapHYI, CeKCcyaJlbHYIO,
[IPOMEXYTOUHYIO, TeHeTUUeCKyn/IIepBUUHYIO OVICTOHMIO MJIN OCTPYIO

OIVMCTOHMUECKYID Ppeakuuio; WIM U3 IUCKMHE3UM, BKJOUAIeN OCTPYIo,
XPOHUUECKY/MEIJIEHHYID WJIM HEMOTOPHYID U MWHIYHUUPOBAHHYID JIEBOIOIION
oOuckKuHesun (LID).

[15]. Crnoco® 1O TI[IPMBEOEHHOMY  BHIIE IIYHKTY [4] MM B
COOTBETCTBMM C IOPpYyI'MMM BapMaHTaMM OCYIEeCTBJIEHUS UM300peTeHUsa, ITIe
3aboJsieranme [HC mnpencraBjgeT coOoM IICUXMATPUUECKOe, YMCTBEHHOe,
oymeBHOe WM adPeKTHMBHOE PAaCCTPOMCTBO, BHOpPaHHOEe M3 OUIIOJIAPHOTO
paccrTpoMcTBa, MmM30dpeHuM, ofOmero IICUMX03a, IICHUX03a, BH3BAHHOTO

yrnorpefJjieHMeM HapKOTUUECKMX BemecTB, OpemoBOTO PacCTPOMCTEBAE,

mM30adPeKTUBHOTO paccTpoycTEa, 0B0CeCCUMBHO~KOMIIYJIE CUBHOT'O
paccTpoMcTBa (OCD) , OelpeCcCUBHOT'O paccTpoMcTBa, TPEBOXHOTO
paccTpo¥cTEa, [IaHMYECKOTO paccTpoyCcTBa, IIOCTTPaBMaTUUECKOTO

CTpeccoBOTO paccTpomcTBa (PTSD).

[16]. Crioco6 10 TNPMBEIEHHOMY  BHINE IIYHKTY [4] MM B
COOTBETCTBMM C IPYI'MMM BapMaHTaMM OCYMEeCTBJIEHUS M300peTeHUsa, IIe
3abosieBaHre IJHC  BHOMpamwT U3 pPacCTPOMUCTB, XapaKTepUs3ynImuxca
OTHOCUTEJIbHBEM CHWXEHVEM CUHAITHUUYEeCKOM’ [JIaCTUYHOCTHU u
CUHAIITHUUYECKMX IpOILIeCCOB, BKJIOY a0 X CUHIPOM  (parmujIbHOM X-
XPOMOCOMH, CHMHOPOM PeTTa, CHMHOPOM BuIbAMCa, CHMHIOPOM PeHIIeHHUHTa,
paccTpoicTBa ayTUUYECKOTO CIieKTpa (ASD) , ayTuU3M, CHUHIPOM
Acneprepa, oBmee PacCcTpPOMCTBO MICUXOJIOTUUYECKOTO pPasBUTHUA u
Ie3VMHTeTpaTUBHOE PAaCCTPOMCTBO OEeTCKOT'O Bo3pacTa.

[17]. Crioco6 T1I0 TPMBEIEHHOMY  BHINE IIYHKTY [4] MJIN B
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COOTBETCTBMM C IPYyI'MMM BapMaHTaMM OCYMeCTBJIEHUS M300peTeHUsa, IIe
paccTporcTBo UHC BHOMpanT K3 YIHEeTeHMS KOTHUTUBHEX CIOCOOHOCTEN
IpM M[POBeIeHUM XVMMMOTEpaluM, allIMKTHUMBHOT'O IIOBEIIeHMSa, BHEB3BAHHOTO
IpuMeHeHMeM JIeBOIOIE, AaJIKOTOJIM3Ma, HapKOTUMUeCKOM 3aBUCUMOCTH,
BRJIOUAKIEeN amMbeTaMMH, OoIMaTH VI opyrue BENIECTBA, VI
3JIOYTIOTPEOJIeHNA Pa3JIMUHBEMKY BEMECTBaAMMA .

[18]. CoelVHeHUe, bapMalLeBTHUUECKA A KOMIIO3MLM A VI
JekapcTBeHHasa QopMa II0 IIPpMBEeIeHHBM BHIIEe OyHKTam [1], [2] wnmiam [3]
VI B COOTBETCTBUA C IpyIT'MMA BapraHTaMu OCYIIECTBJIEHUA
M300peTeHuAa OJA [IPMMeHeHMd IIpU JiedeHuu 3adojepaHmda LHC.

[19]. IlpMMeHeHMEe COeIMHEHMHA, OGapMalleBTUUECKOM KOMIIO3ULUN
WM JIeKapCTBEeHHOM (QOPMH 10 MNPMBEIEHHHM BbIle IyHKTaM [1], [2] wiu
[3] MM B COOTBETCTBMM C IOPyTMMM BapMaHTaMM OCYMeCTBJIEHUSI
n3obpeTeHUa OJA JedeHusa 3abosieBaHusa LIHC.

[00222] HecmoTps Ha TO, UYTO B LeJaxX WLIOCTpauuM OBJIM
OIIMCaHEL TUIIMYUHEIE BapMaHTH OCYIeCTRJIEHNU S, TeM He MeHee,
IpellleCTBYKIME ONMCaHUA U IIPMMEPH He CcJelyeT paccMaTpuBaTh B
KauecTBe OTpaHuMUeHUM ofbeMa u3obperTeHms. COOTBETCTBEHHO, IJ4g
Joboro cHnelumaJMcTa B 2TOoM  o00JacTM  ABJISeTCS  OUEeBUIOHEM, yTo
BO3MOXHE pPal3JIMUHHE MOIMOMKALMM, amalTallM W aJIbTepHaTUBH 0es

OTKJIOHEHMSA OT CYIHOCTUM M OOBbeMa HacCTOAlleIro MSO@peTeHMH.
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®OPMYJIA MBOBPETEHNA

1. @apMaHeBTquCKaH KOMITO3MILIMA, BRJIIOWamaAd COeIMHeHMe U3

Ta®bJmMueE I MM eIo @apMaHeBTquCKM InprneMiyIieMyn COoJIB ¥, IIO MeHbIIeMn

Mepe, OOHO dapMalleBTUUECKM I[IpMeMIIEMOe BCIOMOTaTeJILHOE BeIleCTBO

MJIM HOCHUTEJIb

Tadbamua I

CTpykKTypa

Howmep

COellMHEeHIMA

F
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2. ﬂeKapCTBeHHaH @opMa, BKJIOUAKIla g @apMaHeBTquCKYIO

KOMIIOBUUMIO IO II. 1.

3. Cnoco® JeueHus 3adojieBaHMa, OOJIE3HEHHOTO COCTOSHUS WM
paccTpoMcTBa IHC vy cy®bekTa, HyxXIaomerocs B 5STOM, BRJIOUAKINUNI
BBelleHUe CcyOBeKTY, B BUIEe MOHOTEpalMM MJIM B BUIE KOMOMHUPOBAHHOM
Tepaluu, TepaleBTUUECKM HBOOPEeKTUMBHOIO KOJMUECTBA COeIUMHEHUS WK
ero ¢QapMalleBTUUECKM IMIpMeMJIeMOM COJIM, T'Ie COoeIVHEeHMe BHOUpainT U3
COeIMHEeHUM, IMOpelcTaBJIeHHHX B Tabauue I, wWIM uX dapMaleBTUUECKU
IpueMIIeMom coJn, WIIN bapMalleBTHUUECKOM KOMIIO 3ULIUN WIIN
JleKapcTBeHHOV (QOPMEI, BRJOUAKIEN YKa3aHHOe CcOoelIMHeHMe WM eTo
bapMalleBTUUECKM IIPUEeMIIeMyId COJIb :

Tadbamia I

Howmep

CTpyKTypa
COeIVHEeHNd
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4. Cnoco® mo n. 3, rrne 3abojeBaHme I[[HC BeOUpawnT M3 O0JIE3HU

AqbuTeVMepa,

aMMOTPOOMUECKOTO OOKOBOTO CKJEpO3a

(ALS mam ©oJie3HU
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JIy Tepura), cuHOIpoMa JayHa, IeMeHLMuM, COCYyOMCTOM neMeHumm (VD),
COCYIMCTOTO KOTHMTMBHOTO HapylleHMS, CMeMaHHOM OeMeHIWM, IeMeHIUM
BuHcBaHTepa (cyOKOpPTHUKAJILHOM ApPTEPNOCKIIEPOTHUUECKOM
sHUebasonaTum) , lepedbpalIbHOM ayTOCOMHO-IOMMHAHTHOM apTeprollaTUM
C TIOOKOPKOBEMM MHOapKTaMM M JelkosHIedpasonatmern (CADASIL wmim
cuHnopoMa CADASIL), JJIOBHO-BMCOUYHOM JIODapHOM JIeTeHepaluM WU
OeMeHUWN, BUU-accollMMPOBaHHOM  IeMeHLUM, OeMeHIVM C  TeJblaMu
JleBM, IpeceHWJILHOM IeMeHUUM (YyMepeHHOTO KOTHUTUMBHOTO HapyleHMS

i MCI), 71JayKoMe, OO0JIe3HM XaHTUHITOHa (MM Xopeu XaHTHMHI'TOHA,

HD), MHOXEeCTBEHHOTI'O CKJIEpO3a (MS) , MHOXeCTBEeHHOM cCUCcTeMHOM
aTpodmum (MSA) , OoJiesHn [lapKMHCOHA (PD), T[apKMHCOHM3Ma ILJIOC
CIMHaJbHO-1epebellJIaSpHOM arakcum, O0oJIe3HHA Cruiia-PuuapncoHa-—

OJBMEeBRCKOTO (OporpeccHpylRmero HalbAOepHOTO IapaJjuya), CHHIpOMA
nedmumTa BHMMaHMA (ADD) M CHHOPOMa TMUIEPAKTHMBHOCTM C IOedMLUMTOM
BHuMaHMsa (ADHD) .

5. Cnoco6 mno n. 4, rnme 3abojyeBaHme I[HC npemcraBJjseT cobou
BoJiesHs AJblLTeVMmepa.

6. Croco® no n. 5, rme O06oJe3Hb AJbLTelMMepa IpedcTaBJIsgeT
cobom MATKYID WIM YMepeHHYID (opmy 0OoJiesHu AJblTelMepa, WK
YMEPEHHYID WM TsSKeJyio dopMy 0OoJiesHM AJblIelMepa.

7. Cmooco® mno m. 4, rme 3abojyieBaHue UHC mpencraBijgeT cobon
COCYIUCTYKR IOeMeHIIVD.

8. Cnoco®6 no n. 4, rme 3abojgeBaHme IHC npencraBjgeT cobomn
foJie3Hb XaHTHMHI'TOHA.

9. Cnoco6 no n. 4, rme 3abojgeBaHme IHC npencraBjigeT cobomn
BoJjie3HL IlapKMHCOHA.

10. Cnioco® mo mn. 4, rme 3abosieBaHue IHC mnpencTaBjsgeT cobomn
CADASIL.

11. Cnoco® mo n. 4, rme 3abosieBaHue IHC mnpencTaBjsgeT cobomn
YMEepeHHOe KOTHUTUBHOE HapylleHMe.

12. Cnoco®6 1o 1. 3, rne 3aboJyepaHue [HC BHOMpawnT U3
TpaBMaTUUECKUX IIOBPeXIeHUM (3aKPHTHEX WJIM OTKPBITHX, IPOHMKAMIMX B
TOJIOBY) , TpaBMaTUUECKOTO IOoBpexIeHMsS TOJIOBHOTO MO3Ta (TBI),
HeTpaBMaTUUeCKOTO IOBpEeXIeHNn TOJIOBHOTO MO3Ta, VMHCYJIbTa,
aHEeBPW3MH, TUIIOKCHUMU, KOTHUTUBHOTO HapylmeHMsa WJIM KOTHUTUBHOMU

,JII/IC(]_)VHKLU/H/I, BO3SHMKAKIMX BCJIeOCTBNE HOBpG)K,]IeHMfI I'OJIOBHOT'O MO3Ta
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WM HeVpoOeTeHepPaTUBHEIX PacCTPOMCTE.

13. Cnoco®6 rm©mo 1m. 3, rne 3abojepaHue [IHC BHOMpaonT U3
OVCTOHMM, BKJIOUaKIely TeHepallM30BaHHYW, O(QOKaJbHYD, CeIMeHTapHYIO,
CeKCyaJlbHYyHn, I[IPOMEXYyTOUHYD, TIeHeTUUeCKYD/IePBUUHYD OUCTOHUL WJIIM
OCTPYI IOUCTOHMUECKYI peaklMrio;, WIM K¥3 IUCKMHEe3UM, BKJIOUAalIen
OCTPYR, XPOHUUECKYID/MeIJIeHHYI WJIM HEeMOTOPHYHD ¥ MWHIOYLMPOBAHHY
JIEBOIOIION IMCKMHesuwo (LID).

14. Cnioco® mo mn. 3, rme 3abosieBaHMe IHC npencraBjgeT cobomn
IICUXraTpuueckoe, YMCTBEHHOe, OymeBHOE W abbeKkTHUBHOE
PacCcTpOMCTBO, BHOpaHHOEe M3 OUIIOJAPHOTO pPacCTPOMCTBa, MmM30QpeHuN,
ofbmero IICMxo3a, IICMX03a, BEH3BAHHOTO YIOTpebJiIeHMEM HapKOTUUYECKUX
BemecTB, OpeloBOTO PacCTpPOMCTBa, MmM30adOeKTMBHOTO pPacCTPpOMCTRA,
06CeCcCUMBHO—KOMITYJIECUBHOT O paccTpoicTBa (OCD), OEeNpeCcCUBHOTO
PacCcTpOMCTBA, TPEBOXHOTO PacCTPOMCTBa, I[IaHMUECKOTO pacCTpoMCcTBa,
IIOCTTPaBMaTUUECKOTO CTPECCOBOTO paccTpoicTBa (PTSD) .

15. Cmoco6 mno mn. 3, 7rne 3BabojyeBaHue [HC BHOMpanT U3
PaccTpoOMCTRB, XapaKTepU3yolxC OTHOCHUTEJIbHEM CHVXEeHMEM
CUHAIITUUYECKOM IIJIaCTUUHOCTM M CHHAITHUUECKMX IIPOLeCCOB, BKJIOUAKIMMX
CUHIPOM (parmMjbHOM X-XPOMOCOME, CHMHOPOM PeTTa, CHMHIPOM BMJLAMCAa,
CUHIPOM PeHIIeHHMHTa, pPacCTpoMCcTBa ayTHUecKoI'o chnexkTpa (ASD),
ayTus3M, CHUHIpoOM Acleprepa, oflee pPacCTPOMCTBO IICUXOJIOTUUECKOTO
Pa3BUTUS M IOe3UHTeIpPaTUBHOE PAaCCTPOMCTBO OeTCKOI'0 Bo3pacTa.

16. Cnoco® mno 1. 3, TOme paccrpocTeo [IHC BHOMpanT U3
YTHEeTEeHUSI KOTHUTUBHEX CIOCOBHOCTEeM IIpM IIPpOBedeHUM XVMUMOTepalluu,
AIOMKTUBHOTO IOBeOeHusd, BHI3BAHHOTO IIpUMeHeHMEeM JIEBOIOIIH,
aJIKOTOJIMBMa, HapKOTHMUeCKOM 3aBUCHMMOCTHM, BKJDUaKmey amMpeTaMMH,
ONIMAaTH WM JIpyTMe BelecTBa, WIM 3JI0YyHOoTpebJeHUdI pa3JIMUHBIMA
BelecTBaMuM.

17. CrtumyaaTrop sGC wmiam dapMalleBTHMUecKasa KOMIIO3MUMA WU
JleKkapcTBeHHas ©¢opMa, BKJILUaKmas YKa3aHHHM CcTuMyJIaTop sSCG, @Oua4
IprUMeHeHVsS OpM JedeHun 3abojeBanHmda [HC, rone  CcTuMyJsdrop  sGC
opencraBJgeT CcoOoM CTUMYJIATOP, OpedcTaBJIeHHHM B Tabiauie I, WK
ero dapMalleBTUUECKMU IPUMeMIIEMyID COJIb.

18. IIpumMmeHeHMe CTHMMyJIATOpa SGC, OIpeXCTaBJIEHHOTO B Tabiule
I, wiM ero oOdapMalleBTUUECKM IIpMeMJIeMOM COJIM, MM dapMalleBTHUUYeCKOM’

KOMIIO 3ULIUN W JIeKapCTBEHHOM bopPMEL, BKJIIOUAIEn yKasaHHoOe
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coeIMHeHVe WM eTro OdapMalleBTMUEeCKM IIpueMIIeMyld COJIb, IJISA JieueHUd
3aboJjiepanma IJHC.

19. Cnioco® mo mn. 4, rme 3abojyieBaHue IHC mnpencTaBjisgeT cobomn
CMelaHHYD OeMeHIIMD.

IIo DOBepPeHHOCTHU
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