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CIIOCOBbBI BBEJJEHUA HEKOTOPBIX VMAT2-UHI'NBUTOPOB

[0001] Hacrosmas 3asgBka MCIpalinuBaeT MPUOPUTET COTJIACHO MPEABAPUTENIBHON
3asiBke Ha mateHT CIIA Ne 62/451605, momannoii 27 smaBapsi 2017 r., comepskaHue
KOTOPO#1 BKJIFOUEHO B JAHHOE ONMCAaHKE NTOCPECTBOM CChUIKU BO BCEHl CBOEH MOJHOTE.

[0002] Jucperynsnusi  AOMAMUH3PTUYECKUX CHUCTEM SIBJIAETCS HEOTBEMIIEMOMN
COCTaBJISIIOLIEH HECKOJBKUX PACCTPONCTB LeHTpalibHON HepBHOU cuctembl (LIHC),
BKJIFOYasi HEBPOJIOTMYECKHE U TICUXHUYECKHe 3a00NeBaHMs U paccTpoiicTBa. JlaHHBIE
HEBPOJIOTUYECKNE U TICUXHUYeCKHe 3a00NeBaHUs M PacCTPOICTBA  BKJIIOYAIOT
TMIEePKUHETUYECKHE IBUTATENbHBIE PACCTPONCTBA U TAKHUE COCTOSIHUSA, KaK HIM30(peHus
u addexTuBHbIE paccTpoiicTBa. TpPaHCHOPTHBIM OENOK BE3UKYJSIPHBIA MEPEHOCUUK
MOHOAMHUHOB 2 (VMAT?2) urpaer BaXKHYIO pOJib B IPECHHANTHYECKOM BBICBOOOKICHNUH
JOTIAMHUHA U PeryJupyeT NOrJIOUIeHHe MOHOAMUHOB U3 LIUTOIIA3Mbl B CHHAIITUYECKYIO
BE3UKYJY JUIS MOCIIEAYIOIIEro XPaHEHUs! U BBICBOOOXKISHHUSI.

[0003] HecmoTpst Ha ycmexu, JOCTUTHYTbIE B JAaHHOW OOJIACTH, MO-TIPEKHEMY
CYILECTBYeT HEOOXOAMMOCTh B HOBBIX TEPANEBTUYECKUX MPOAYKTAaX, KOTOPbIE MOTYT
OBITb HCIIOJIB30BAHBI IS JICUEHHUS HEBPOJIOTMUECKUX M IICUXUYECKUX 3a00JIeBaHUHN U
pacCTPOMCTB U OPYIUX POIACTBEHHBIX 3a00JIEBAHHI WJIM MATOJIOTUYECKUX COCTOSIHUM,
OMUCAHHBIX B TaHHOM 3asBKe. OHUM U3 TAKUX Ar€HTOB SIBJISIETCS BAJIOSHA3HH, KOTOPbIH

UMeEeT CIIeNYIOIIYI0 XUMHYECKYIO CTPYKTYPY:

[0004] IIpenapar BanOeHasuH:4-tonyosncynbdoHar (1:2) (Ha3piBaeMblli B TaHHOM
onucaHnu "BasOeHa3MHa AWTO3WIAT') ObUT paHee omucaH B MapkupoBke FDA-
ono6penHoro nekapcTsa Ingrezza®.

[0005] @®epmenTHast cucrema 1utoxpomoB P450 (CYP450) otBeuwaer 3a
OnoTpaHCPOPMALIUIO JIEKAPCTB W3 AKTHBHBIX BEINECTB B HEAKTUBHBIE METAOOJHTBHI,
KOTOpBIE MOTYT OBITh BBIBEIECHBI U3 OprannsMa. Kpome Toro, Metaboamn3M HEKOTOPBIX
aexapcTs, onocpenoBanHbiil CYP450, moxer n3mensaTs ux PK (papmakoknHEeTHIECKH)

npopmib M CO BPEMEHEM MW3MEHSATb VYPOBHH MAaHHBIX JIEKApCTB B IUIa3Me [0

CyOTepaneBTHIeCKUX.
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[0006] H3BecTHO bonee 1500 P450-nocnenoBaTenbHOCTEN, KOTOpbIE
CrpyHNUpOBaHbl B cemeiicTBa U nojcemeiictBa. CynepceMeicTBO I'€HOB LIUTOXPOMOB
P450 cocrout no menewed mepe u3 207 reHoB, Ha3BaHMsI KOTOPBIX OCHOBAHBI HA
SBOJIIOLMOHHOM poACTBE LUTOXpOMOB P450. JlaHHass HOMEHKJIATypHas CHCTEMA
MPEATOJaraeT CpaBHEHHUE MOCJIEIOBATENbHOCTEN BCEX N€HOB LUTOXPOMOB P450, u e
UTOXpOoMbI P450, koTOpble NMEIOT N0 MeHblel Mepe 40%-10 HIEHTUYHOCTb, OTHOCST K
OZHOMY ceMelcTBY (00o3Hauaemomy cumBoioM CYP, 3a KOTOpBIM clieyeT puMcKas Uiu
apaOckas nudpa, sanpumep CYP2) u 3areM nenst Ha noacemeiicTBa (00o3HauaeMble
3ariaBHol Oyksol, Harpumep CYP2D), cocrosimue u3 Tex GopM, KOTOpbIE SIBISIOTCS
POICTBEHHBIMM TIO MeEHbIIeH Mepe Ha 55%, wucxons U3 UX MPEeACKa3aHHbIX
aMUHOKHUCJIOTHBIX NocaenoBaTenbHOCTe. M HakoHel, reHy KakaoW MHAMBHUIYAJIbHOU
¢dopmsl tuToxpoma P450 npucsausarot apadekyro uudpy (ranpumep CYP2D6).

[0007] Huroxpom P450 2D6 (CYP2D6), KOMIIOHEHT OKCHAA3HOW CHCTEMBI CO
cMelIaHHOH (yHKuue, coneprxammeil nutoxpomsl P450, sBisiercst oqHuM 13 Haubosee
Ba)KHBIX (J)EPMEHTOB, BOBJICYEHHBIX B MeTa0OIN3M KCEHOOMOTHKOB B OopraHusme. I eH
CYP2D6 sBnsiercst BBICOKONOIMMOPQHBIM 1 uUMeeT Oojiee 70 ONMMCAHHBIX aJUIENIbHBIX
BAPHAHTOB.

[0008] CYP2D6-(pyHkus y r000ro KOHKPETHOTO CYyObEKTa MOKET ObITh OMUCAHA
ONHUM M3 CJEOYOUUX (EHOTUNOB. "MeasieHHbI MeTadonu3atop" (OTHOCHTCS K
cyobektaM, y  kotopbix ~CYP2DO-akTHBHOCTH  OTCYTCTBYET WM Maja),
"IPOMEKYTOUHBIH MeTadomu3aTop” (OTHOCHTCS K CyOBEKTaM, Y KOTOPBIX CKOPOCThb
MeTadomu3Ma  JIEKapCTB HMEET TMPOMEXKYTOYHOE 3HAYEHHE MEXKIy CKOPOCTBIO
MeTa0oMu3Ma y MEUIGHHOTO Y HOPMaJbHOTO Merabonm3aropa), "HOpMasbHbIH
metabosmzaTop" (oTHOCUTCS K cyObekTam ¢ HopMajbHOUW CYP2DO-akTUBHOCTBIO) W
"ynbTpaObicTphiii  MeTabonm3aTop"  (OTHOCHTCS K CyOBekTaMm, Yy  KOTOPBIX
skcmpeccupyercss Heckonbko komuii reHa CYP2D6 u mostomy CYP2D6-akTUBHOCTB
BbILIIE HOpMaJIbHOH ). Kpome Toro, n3BecTHO, 4TO H30()epMEHTHI HEKOTOPBIX LINTOX POMOB
P450 sBIsIFOTCS TeHETHYEeCKH TNONMMOPPHBIMU, M 3TO NPUBOJUT K TOMY, 4YTO VY
HEKOTOPBIX WUHANBUAYYMOB U3MEHEeHa CIOCOOHOCTh MeTa0O0IM3NPOBATh
COOTBeTCTBYIOLINE cyOcTparhl. Jlydmne BCero xapakTepH30BaHbI aJUIEbHbIE BAPHAHTHI
muroxpoma CYP2D6, mpuuem y MHOrMX U3 3TUX (PEPMEHTOB KaTaJIUTHYECKas
AaKTUBHOCTb YMEHbILIIEHa WJIH OTCYTCTBYyeT. Tak ke BcTpedaeTcs AyIUIMKALMs JaHHOTO

reHa. B pesyibraTe, MOXXHO BBIAENUTH 4YeTbIpe (HEHOTUITUYECKHX CYOMOMyJISINN
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3
metabommzatopos CYP2D6-cyberparos: memnennyro (PM), mpomexytounyio (IM),
HopMmainbHy10 (EM) u ynerpabsictpyro (UM).
[0009] I'enernuecknii monmuMopQpu3M BapbHPYET B 3aBUCHMOCTH OT IOIYJISLIUH.
Hampumep, Oonbimoil MpOLEHT MpencTaBUTENeH €eBPOMEHCKONH pachl OTHOCHTCS K
MeMJIeHHbIM ~ MeTabonu3aropaMm, mnpudem  Beienctsue — aedpumura CYP2D6
NPEATNONIOKUTENbHO 5-10% monynsiuuyu OTHOCHTCS K MEIJIEHHbIM MeTabonn3aropam,
TOT/1a KaK Cpeau yposkeHIeB A3uH TOJbKO 1-2% MHAUBUIYYMOB OTHOCATCS K PM.
[0010] HexenarenpHble  peakiuu Ha  JIGKapCTBO  BO3HUKAIOT y  28%
rOCHUTAIU3UPOBAHHBIX MALUEHTOB U y 17% rocnurann3upoBaHHBIX AeTeld. B HenaBHO
OnyOJMKOBAHHOM OT4YeTe yKa3aHbl 27 JeKapcTB, KOTOpble HauOojee 4YacTo
YIIOMUHAIOTCS B COOOIIEHUSAX O HEXKENATENbHbIX PEAKIMIX Ha JeKapcTBa. 59 MpoLeHToB
(16/27) naHHBIX JNEKapCTB METAOOIM3HPYIOTCS IO MEHbIIEH Mepe OTHUM (EepMEHTOM,
UMEIOLIMM T'€HOTHII, BCTPEYAIOLIMICS Y MEIUIEHHBIX MeTab0In3aTopoB. 37 MPOLIEHTOB
(11/27) nexapctBs Mmertabomusupyrorest muroxpomom CYP2D6, B ocobGeHHOCTH
JIEKapCTBa, AEHCTBYIOLINE HA LEHTPAJIbHYI0 HEPBHYIO CHUCTeMy. Esxeromgnble pacxonsl,
CBsI3aHHBIE C 3a00JI€BAEMOCTBIO M CMEPTHOCTBIO B PE3YJIbTATE HEXKENaTeIbHbIX PeaKLNit
Ha JieKkapcTBa, coctaBisitoT $177000000 nosnapos (2000 moyuapoB B rox Ha 4esOBEKa
(Year 2000 dollars)). O4eBHIHO, YTO TOKCHYHOCThH JIEKAPCTB SIBJISIETCS OCHOBHOM
npoOseMOll  3APaBOOXPAHEHUS, TOCKOJBKY HEMOCPEICTBEHHO OT HEeXeJaTeIbHbIX
peakuuii Ha aekapctBa ymupaer 100000 venosek exxerogno u 2000000 yenoBek UMEIOT
MPOIOJDKUTEIBHYIO YTPATY TPYAOCHOCOOHOCTH HIIH MPOJIEHHYIO TOCTIUTAIN3ALNH.
[0011] CyuiecTByeT 3HaYUTENIbHASL HEYIOBJIETBOPEHHAsI MOTPEOHOCTh B METOIMKAX
BBeneHUss VMAT2-unruburopa, Takoro kak BajnOeHasuH uid (+)-o-3-u300yTmin-9,10-
numetokcu-1,3,4,6,7,11b-rekcarunpo-2H-nupuno| 2, 1-a]u30XuHOIUH-2-011, 15005
(apMaLIeBTHUECKH TpUeMJieMasl COJIb W/WIM HW30TONMHBIA BAapUAHT YKAa3aHHBIX
COEIMHEHUH, MalUeHTy, HYXJAKleMycsi B TakKOM BBEIEHHUM, KOTOPBIH SBISETCS
MemIeHHbIM  MeTabonmm3atopom muroxpoma CYP2D6. Hactosimee usoOpereHue
OTBEYAET YKA3aHHBIM U JIPYTHM MOTPEOHOCTSM, YTO OYEBHIHO M3 CIENYIOIIEro aajee

OTUCAHUS U300PETEHUSI.

CYIIHOCTD U3OBPETEHMA
[0012] B Hacrosimem u300peTeHUH TPEMIOKEH Crocod BBENEHUS WHTHOUTOpa
BE3UKYJISIPHOTO MepeHOocunka MOHOAMUHOB 2 (VMAT?2), BeIOpaHHOTrO U3 BaOCHA3UHA U

(+)-0-3-u300yTiin-9,10-numerokcu-1,3,4,6,7,11b-rekcarunpo-2 H-nupuno[2, 1-
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a]|M30XMHONMMH-2-01a, WK (papManeBTUYECKH MPHEMIIEMOH COJNM W/HIM H30TOITHOTO
BApPUAHTA YKA3aHHBIX COENMHEHWH, MAlMEHTY, HYXIAOIIEeMyCs B TAKOM BBEIEHUH,
KOTOPBIN SIBISIETCS MEIUIEHHbIM MeTabonmszaropoM muroxpoma P450 2D6 (CYP2D6),
BKJIFOYAIOIM I BBEIEHUE TeparneBTudeckn 3¢ pekTuBHOro KonndecTsa faHHoro VMAT2-
UHTUONTOpA MALUEHTY, KOTOPBIN SBJSIETCS MEIUIEHHBIM METa0O0JIM3aTOPOM LIUTOXPOMA
CYP2D6.

[0013] Taxxke mnpeminoxkern cmocod BBENEHUS WHIHOUTOpPAa BE3UKYJISIPHOTO
nepeHocunka MoHoaMMHOB 2 (VMAT?2), BeiOpanHoro u3 BanmbeHasmHa u (+)-0-3-
n300yTmin-9,10-gumerokcu-1,3,4,6,7,1 1b-rexcarunpo-2H-nupuno[ 2, 1-a|Ju30X MUHOJIUH-2-
oJia, WK papMareBTUYECKH IPUEMIIEMOI COJIM W/WJIM U30TOITHOTO BAPHAHTA YKa3aHHBIX
COEIIMHEHUH, MallMeHTy, HY>KAA0LEMyCsl B TAKOM BBEICHUH, BKIIIOYAIOINUI: BBEJICHHUE
NAaLUEHTy TepaneBTHYecKH 3G (HEeKTHBHOTO KojaudecTBa fanHOro VMAT2-unruéuropa,
NOCJIENYIOlee NPUHATHS PELIEHHs O TOM, 4YTO MALMEHT SBJIAETCS MENJICHHBIM
metabonmuzaTopoM nuroxpoma P450 2D6 (CYP2D6), u mnpomosoKkeHHe BBEACHHUS
NAIMEHTY TepaneBTu4ecku 3 (HEeKTUBHOTO Komu4decTBa aHHOrO VMAT2-unruduropa.
[0014] Taxxke mpeanoxkeH cmocod BBEOEHHMs HMHIHOUTOpPA BE3HMKYJISIPHOTO
nepeHocunka MoHoaMHHOB 2 (VMAT?2), BeiOpanHOro u3 BanOeHaswHa u (+)-0-3-
u300yTin-9,10-qumerokcu-1,3,4,6,7,1 1b-rekcarunpo-2H-nupuno[ 2, 1-a|Ju30X MHOJIUH-2-
oaf, unu papMaleBTHYECKH MPHEMJIEMOM COJIM H/HITH U30TOITHOTO BAPUAHTA YKa3aHHBIX
COEIMHEHUH, MAaIMeHTy, HYy>KAAIEMyCsl B TAKOM BBEICHUH, BKITFOYAIOIININ: BBEICHHE
MAIUEHTy TepaneBTH4YeCKH 3 HeKTHBHOrO KomuydecTBa qaHHOr0O VMAT2-unruduropa,
NOCJIENYIOIee TPUHATHS PEHIeHHUs O TOM, YTO MALUEHT SBJISETCS MENJICHHBIM
merabonmuzaTopoM wnutoxpoma P450 2D6 (CYP2D6), u BBemeHue MAaIMEHTY
YMEHBIIEHHOTO KoJrmuecTBa fanHoro VMAT2-unruduropa.

[0015] OnucaHHbIe BBINIE W JPYTrHe€ ACMEKThl HACTOSLIETO HW300pPETEHUS] CTaHYT
OYEBUIHBIMU M3 CIEAYIOIIEro Aajiee NETAJbHOro omucaHusi uzobpereHus. st sTux
1esiell B JAaHHOM OIMCAHWUY MPHUBENEHBI CChUIKU HA Pa3IMYHbIE HCTOYHHUKH, COACPIKAIIHe
Oonee moapoOHYIO HWHPOPMALMIO 00 YpOBHE TEXHUKUA HU300pPETEHHs, METOJUKAX,
COEIMHEHUSX M/ KOMITO3ULIUSX, KKABIH U3 KOTOPBIX BKJIIOYEH B JAHHOE ONHCAHHE

MOCPEICTBOM CCBUIKH BO BCEH CBOEH MOJIHOTE.

IMOJAPOBHOE OITMCAHUE U30BPETEHUA
[0016] B crnenyromem nanee onmucaHWUM MPUBEACHBI HEKOTOpbIE CHenu(uueckre

JCTaliu, 4TOOBI JaThb HNCYECPIIBbIBAOIIICC IIOHUMAaHUueE Pa3JIMIHbIX BAPHUAHTOB
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OCYIIECTBIIEHHUs] Hacrosimero n3oopereHus. OQHAKO CIENMANUCT B JaHHOW obOyacTtu
TEXHUKH JOJDKEH IIOHUMATh, YTO TPAKTUYECKOE OCYIIECTBICHHE H300pETeHUs
BO3MOXKHO 0€3 OmNMCaHus NaHHBIX jaeTanedl. B apyrux ciydasx, XOpOIIO H3BECTHBIC
CTPYKTYpPBI HE TOKa3aHbl WJIM HE ONMUCAaHbI MOAPOOHO, 4TOOBI M30€XKaTh H3JIHIIHETO
3arpOMOJKICHUS] ONUCAHWH BapHAaHTOB OCYINECTBIEHUs wu300pereHus. Ecmu wu3
KOHTEKCTa He BBITEKAET MHOE, B CIEAYIOIUX Jlajee ONUCAaHUH U300peTeHus u Gpopmyie
n300peTeHust ciaoBO "comepKaTh' W €ro BapUaHThl, Takue Kak 'comepxur' u
"comepskamui," HOKHBI OBITh MCTOJIKOBAHBI B OTKPBITOM, WHKJIFO3HBHOM CMBICIIE, TO
€CTb Kak "BKJIFOYaroIuii 6e3 orpannyeHus." Kpome Toro, 3arojioBKu, BCTPEYAIOIITHECS B
JAHHOM OIMCAHUH, IPUBENIEHBI TOJIBKO ISl yA0OCTBA U HE AOJDKHBI ObITh UCIIOIb30BAHbI
1JIS1 TOJIKOBAaHUS1 00beMa HITH CMBICJIA OIIMCAHHOTO B TAHHOM 3asBKE M300pETEeHHS.
[0017] YnomuHaHue B JaHHOM onucaHud (¢pa3 "OOMH U3 BapUAHTOB
OCYLIEeCTBJIEHHs] M300peTeHus," WM "BapuaHT OCYINECTBIEHUS H300peTeHHs," WIH
"HEKOTOpbIe BAPHAHTBI OCYLIECTBJICHUs H300peTeHus," WM "HEeKOTOPBIH BapUaHT
OCYLIEeCTBJIEHHs] N300peTeHHs" O3HAYaeT, YTO KOHKPETHbIH NMPU3HAK, CTPYKTypa HIIH
XapaKTePUCTUKA, OMHUCAHHbIE NMPUMEHUTENBHO K JaHHOMY BapUaHTy OCYILECTBJICHUS
u300peTeHus, BKJIOYEHbI 1O MEHbLIEH Mepe B OIUH BAPHAHT OCYLIECTBJICHHUS
u3obperenusi. COOTBETCTBEHHO, MOsiBIeHHE (pa3 "COrIacHO ONHOMY M3 BapHAHTOB
OCYILECTBIIEHHS M300pETeHNUs1," WK ""COTIACHO OJHOMY BaPHAHTY OCYINECTBJICHUS" WU
"COrjJacHO HEKOTOPbIM BapHaHTAM OCYLIECTBJICHHS H300peTeHus," WM '"COrjacHO
HEKOTOPOMY BAapUAHTy OCYIIECTBJIIEHUs HU300peTeHUs!" B PA3IMYHBIX MECTaX JaHHOTO
omucaHusi He O0Os3aTeNIbHO BCEraa OTChUIAET K OJHOMY W TOMY JK€ BapHAHTY
ocyecTBieHns1 n3o0pereHust. Kpome TOro, KOHKpPETHbIE MPHU3HAKH, CTPYKTYPbl WIIH
XaPAKTEPUCTUKH MOTYT OBITh OOBEIMHEHBI JIFOOBIM MOAXOASIIUM 00Pa30M B OJTHOM HITH
OoJiee ueM OJJHOM BapUAHTE OCYIIECTBICHHS H300PETEHUSI.
[0018] Kpome Toro, B KOHTEKCTE NAHHOTO OMMCAHUS U TPUIAraeMou (POpMyJIbI
n3o0pereHus: (OPMBI  €AUHCTBEHHOIO  YHCIA  CYLIECTBUTENIbHBIX  BKIIFOYAIOT
COOTBETCTBYIOLINE ()OPMBI MHOKECTBEHHOT'O YHCIIA, €CJIN M3 KOHTEKCTA SICHO HE CIIENyeT
UHOE.
[0019] B koHTekcTe maHHOrO ommcaHus "BanOeHa3MH" MOXKET HasbBaThes (S)-2-
aMHUHO-3-MeTWI-MacisaHOW  KucioTel  (2R,3R,11bR)-3-u300yTn-9,10-qumerokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno|2,1-a]usoxuHonun-2-uwnoseii  3¢gup, wmu  L-

BaguHa (2R3R,11bR)-1,3

EE I

4,6,7,11b-rexkcarunpo-9,10-qumMeToKCH-3-(2-MeTUITITPOITII)-

2 H-6en30[a]xuHONMM3uH-2-1noBbIi 3¢ up, i NBI-98854.
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[0020] B xonrtekcre manHoro omucanus "(+)-0-HTBZ" o3Hawaer coemuHeHue,
KOTOpOE TMpPENCTaBjsieT COOOH aKTHBHBIA MeTa0OJMUT BaJOCHA3WHA, WMEHO LU

CJIEIYIOIIYIO CTPYKTYPY:

OH
(+)-a-HTBZ mosxer HazbBatbes (2R, 3R, 11bR), unu (+)-a-DHTBZ, umu (+)-a-HTBZ,
wm R, R R-DHTBZ, unu (+)-0-3-u300ytun-9,10-numerokcu-1,3,4,6,7,1 1b-rekcaruapo-
2H-nupuno[2,1-alusoxunonus-2-om1, unn (2R, 3R,11bR)-3-u300yTun-9,10-numerokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno[ 2, 1-aJuzoxunonun-2-oiu, win NBI-98782.
[0021] B xonrekcre manHoro ommcanus "NBI-136110" o3Hauaer coemuHeHHe,

KOTOpOe TMpencTaBisieT coOoi MerabonuT BasOeHa3MHA, UMEIOLINH  CIeAYIOIIYIO

CTPYKTYPY:
_O
~ N
()
H
NHZ z
O
ol X
0]
[0022] B koHTekcTe maHHOrO OMHMCaHUS "W3OTOMHBIA BapUaHT' O3HA4YAeT

COEIMHEHHE, KOTOPOE XapaKTEpPU3yeTcs He BCTPEUAOIIUMCS B MPUPOJE H30TOMHBIM
COOTHONIEHHEM OJHOTO MM 0O0jiee 4eM OJHOrO0 M3 aTOMOB, OOPasyIOLUX TaKoe
coenunenue. COrnacHO HEKOTOPHIM BapHAHTaM  OCYLIECTBJEHMS]  HACTOSIIErO
n300peTeHus "M30TOMHBINA BAPUAHT" COEAMHEHHS CONEPKUT ONUH UK OoJiee YeM OIuH
M30TON B TPOMOPLUSAX, HE BCTPEUAIOLIUXCS B MPHPOJE, BKIIOUAs, O€3 OrpaHUYeHus,
sonopon (‘H), nmeiirepuii (*H), tputuii (*H), yraepoa-11 (C), yrmepon-12 (2C),
yraepon-13 (B°C), yraepon-14 (1*C), asor-13 (PN), aszor-14 (N), azor-15 (P°N),
kucnopon-14 (1*0), xkucmopon-15 (¥°0), xucnopon-16 (*°0), xucnopon-17 (70),
kucnopoa-18 (**0), ¢rop-17 ('F), prop-18 (**F), dhocdop-31 (*'P), dochop-32 (**P),
docdop-33 (**P), cepy-32 (*2S), cepy-33 (**S), cepy-34 (**S), cepy-35 (*°S), cepy-36
(*S), xnop-35 (*>Cl), x0p-36 (*°Cl), xnop-37 (*'Cl), 6pom-79 (”Br), 6pom-81 (*'Br),
non-123 (**), mon-125 (**°1), non-127 (**'1), non-129 (**’1) u non-131 (*'1). Cornacuo
HEKOTOPBIM  BapHaHTAM OCYINECTBIEHHUS HM300peTeHHss "M30TOMHBIA BapHaHT"

COCAMHCHUA HaXOAUTCA B CTaOUJIBLHOM (1)opMe, TO €CTb SABJIACTCA HCPAAUOAKTHUBHBIM.
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CornacHoO HEKOTOPBIM BaPHAHTAM OCYILIECTBICHHS M300peTeHNs "H30TOMHbIA BapHaHT"
COEIMHEHHUSI COAEPKUT OAMH WM Oojiee 4YeM OIWH H30TON B IPOIOPLUSX, HE
BCTpEYaOIMXCs B PUPOAE, BKIovast, 6e3 orpanuuenus, sonopon (‘H), neitrepuii (*H),
yraepon-12 (12C), yrnepon-13 (1°C), asor-14 (*N), asor-15 (*°N), kucnopon-16 (1°0),
kucnopona-17  (Y’0) u  xucnopon-18 (**0). CornacHo HEKOTOpLIM BapHaHTaM
OCYIIECTBJICHUS] HM300pEeTeHUsT "W3OTOMHBIN BapUAaHT' COENWHEHUS HAXOIUTCS B
HecTaOMIbHOW (opMe, TO €CThb sIBIIsieTCS pPaaAuOakTHBHBIM. COIJIaCHO HEKOTOPHIM
BapHaHTaM OCYIIECTBIIEHUSI H300PETeHHs "M30TONMHBIN BAPUAHT" COSIUHEHUS COAEPIKUT
onuH wiu Oojee 4eM OAMH H30TON B NPOMOPLMUSAX, HE BCTPEYAIOLINXCS B MPHUPOE,
BKMOuas, 6e3 orpanuuenus, Tputuii CH), yrnepon-11 (!C), yrnepon-14 (**C), azor-13
(*N), xucnopon-14 (**0) u xucnopon-15 (*°0). O6bMHO MOApPa3yMeBaeTCs, UTO B
COeIMHEeHUSIX, MPEIOKEHHbIX B JAHHOM M300peTeHHH, JTI000H aTOM BOAOPOJA MOKET
TIPEeNCTaBIATh coOOM, Hanpumep, H, unu 1060l aToM yriaepoaa MOXKET TPeCTaBIsTh
coboit, nanpumep, PC, unu moboii aTOM a30Ta MOKET TIPEICTABNIAThL COOO, HApUMeED,
N, u mo6oii aTom KucIOpona MOXKET NpPeNCTaBIsATh cobol, Hampumep, 0, rae 510
BO3MOJKHO IO MHEHHIO CIIEIIMAINCTA B JAHHOW 00sacTi TexHUKH. COrlIaCHO HEKOTOPBIM
BapHAHTAM OCYILECTBIIEHUS] U300pETeHNUs "U3OTOMHBII BAPHAHT" COETMHEHUSI COJEPIKUT
NeNlTepuil B MPOMOPLUH, HE BCTPEUAIOLIENHCs B IPUPOJE.

[0023] IIpuMeHUTENBHO K COETMHEHUSIM, MPENJIOKEHHBIM B TAHHOM U300pETEeHNH,
CeZlyeT YYUTBIBATh CIEAYIOLIee OOCTOSTENLCTBO: KOIZla YKA3aHO, YTO B KOHKPETHOM
MOJIOKEHUN HaxomutTcss nedtepuit, wium "D", wm "d", nompasymeBaercs, dYTO
OTHOCHUTENIbHOE COJIepKaHue AeiTeprs B JAHHOM IOJIOKEHUH T10 CYIIECTBY BBILLIE, YEM
OTHOCHUTENIbHOE COJep KaHHe JelTepus, BCTpevarolleecs B IPUPOAE, KOTOpPOe
cocrasysier npuoamsurenbao 0,015%. Korma ykaszaHO, 4TO B HEKOTOPOM MOJIOKEHHH
HAXOIUTCSI JEUTEpHid, KaKJOe TaKoe TMOJIOKEHHEe OOBIMHO HMEET MUHUMAJIbHBIN
ko3 uumeHT u30oTOMHOrO  OOOTaIleHHs, COIJIACHO HEKOTOPbIM  BapUaHTaM
OCYIECTBIIEHHUsS] HACTOSIIEro u3o0pereHus, mo MeHblmell mepe 1000 (BKiIrOUeHHE
neirepust cocraisier 15%), nmo menbieit mepe 2000 (BKIIFOUSHHE AEUTEPUS COCTABIISET

30%), mo menbmei mepe 3000 (BkirOueHHe AenTepust cocTaBisieT 45%), O MEHbLICH

>
mepe 3500 (BkmroueHue peidrTepusi cocraBisier 52,5%), mo MmeHbuier mepe 4000
(BKITFOUEHHE nefiTepust cocTanisieT 60%), mo MeHbIuel Mepe 4500 (BKIIIOUeHNE AerTepus
cocrasysieT 67,5%), mo menbiiei Mepe S000 (BkiroueHHe aeWTepust cocraBisieT 75%),
no MesblIel Mepe 5500 (BkmroueHue nerrepust cocrasisier 82,5%), Mo MeHbIIeH Mepe

6000 (BksroueHue neiirepust cocrasisier 90%), mo mMeHbiuel Mepe 6333,3 (BKIIIOUEHHE
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neiirepust cocrasisier 95%), mo MeHbimell Mepe 6460,7 (BKIIOUEHHME IeHTEpHs
cocrasisieT 97%), o MeHblel Mepe 6600 (BkiroueHne nefTepus cocrasisier 99%) nnm
no MeHblueii Mepe 6633,3 (BkiroueHue neiirepust cocrasisier 99,5%). s onpenenenus
M30TOMHOTO 00OTAIEeHUs] COSANHEHNH, PEAJIOKEHHBIX B JAHHOM H300PETEHHH, MOTYT
OBITh MCIOJB30BAHBI CTAHAAPTHBIE AHAIUTHYECKHE METOAMKH, H3BECTHBIE CPEIHEMY
CHeNMAINCTy B JaHHOW OOJacTH TEXHUKH, BKJIOYAs MAacC-CIEKTPOMETPHIO,
CTHEKTPOCKOIIHIO SIIEPHOIO MArHUTHOTO PE30HAHCA U KPHUCTAIIOrpaduio.
[0024] B xoHTEKCTe TaHHOrO OMHUCAHMSI BEIECTBO MPEACTAaBIIsIeT CO0oi "cyOcTpar”
(bepMeHTHOI aKTUBHOCTH, KOTJ[a JAHHOE BELIECTBO MOXET MOJBEPraThCs X UMUIECKOMY
MIPEBPALICHHIO B pe3yJibTaTe AeicTBHs Ha Hero ¢pepmenTa. CyOcTpaThl MOTYT OBITH JTHOO
aAKTUBUPOBAHbI, THOO €3aKTUBUPOBAHBI (PEPMEHTOM.
[0025] "@PepMeHTHas AaKTHUBHOCTH' B IIUPOKOM CMBICJIE€ OTHOCHTCA K
cneundueckoll akTUBHOCTU (pepMeHTa (TO eCThb K CKOPOCTH, ¢ KOTOpOH (epmeHT
npespamaer cyOcrpar B pacdere Ha MI WO MOJb (epMeHTa), a Takxke K
metabonnueckoMy 3¢ dexTy Takux npeBpareHui.
[0026] BemectBo mpexacrasiser coOoi "MHruOuTop" (epMEeHTHOH aKTHBHOCTH,
Korga crenuduueckass akTUBHOCTb WM MeTabonudeckuit 3PQexT crenuduueckon
AKTUBHOCTH (pepMeHTa MOTYT OBITh YMEHbLISHBI B TPUCYTCTBUU JAHHOTO BEIECTBA, Oe3
yKa3aHUs TOYHOTO MEXaHHM3Ma TaKOro yMeHbLIeHus. Hampumep, BEIECTBO MOXKET
UHTUOMPOBaTh (PEPMEHTHYIO AKTHBHOCTb IMyTE€M KOHKYPEHTHOrO, HEKOHKYPEHTHOTO,
AJIOCTEPUYECKOTO WJIM APYTOro THIA MHrHOUpOBaHUs (PEPMEHTA, MyTEM YMEHbLICHHUS
JKcIpeccuu (epMeHTa WM Yepe3 JAPYrHe MEXaHH3Mbl MPSIMOTO WM HEMpsIMOTrO
neiictBusi. COBMECTHOE BBEIEHHE HA3HAUYEHHOIO JIEKAPCTBA W HMHTHOUTOpPA MOKET
YMEHBIIATh CKOPOCTh MeTa0oMM3Ma MAaHHOTO JIEKAPCTBA Yepe3 IepEeurCIICHHbIE
MeTa0OINUECKUE Ty TH.
[0027] BemecrBo mpencrasnsier coboit "MHAYKTOpP" (EpMEHTHOH AaKTUBHOCTH,
Korga crenuduueckass akTUBHOCTb WM MeTabonudeckuil >PQexT crernuduueckon
AKTUBHOCTH (pepMEHTA MOTYT OBITh YBEJINYECHBI B PUCYTCTBUH TAHHOTO BEIIECTBA, 0e3
yKa3aHUs TOYHOTO MEXaHHM3Ma TaKOro YBeIM4YeHHs. Hampumep, BEIECTBO MOMKET
UHyIHPOBATh (PEPMEHTHYIO AKTUBHOCTD MYTEM YBEJIUUEHUSI CKOPOCTH PEAKIIHNH, ITyTEM
YBEJIMYEHUST SKCIPECCUU (PepMEeHTa, MyTeM aJUIOCTEPHUYECKONW AaKTUBALMH WM Yepe3
Apyrue MEXaHW3Mbl MPSMOro WM HenpsMoro naedcTBus. COBMECTHOE BBENEHUE
HA3HAUEHHOI'O JIEKapCTBA W HHAYKTOpa (epMeHTa MOXKET YBEJIUYHBATH CKOPOCTb

9KCKPELUH JIEKapCTBA, META0OIM3UPYEMOTr0O Yepe3 YKa3aHHbIN MyTbh.
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[0028] JIroboe 13 MaHHBIX BO3AEHCTBUI HA (PEPMEHTHYIO aKTUBHOCTh MOXET UMETh
MECTO NpPU ONPEAENICHHON KOHLEHTPALMH aKTHBHOTO areHTa B OTAENbHOM oOpaslie,
JIOHOpE WM TMAaleHTe O€30THOCHUTENbHO KIMHHYECKOW 3HA4YMMOCTH. Bo3mokHa
CUTyalMs, KOTJa BEI[ECTBO SIBISIETCS CyOCTpaToM, MHTHOMTOPOM WM HWHAYKTOPOM
¢depmeHTHON akTHBHOCTH. Hampumep, BeIIECTBO MOXKET SBISATBCS HWHIHOMTOPOM
(epMEeHTHON aKTHBHOCTH, MWCIIONB3ys OJWH MEXaHHU3M JEWCTBHUs, U WHAYKTOPOM
(bepMeHTHOI aKTUBHOCTH, UCTIOJIB3YS APYroil MexanusM feiicteus. @yHkuus (cyocTpar,
UHTUONTOpP WJIM MHAYKTOP) BEIIECTBA B OTHOIIEHUH AKTUBHOCTU (PEepMEHTa MOXKET
3aBUCETb OT BHEIIHUX YCJIOBHI.
[0029] B xonrekcre nanHoro omucaHusi "reHorun CYP2D6G1846A" (taxxke
u3BecTHbIN Kak atenu CYP2D6*4, sxmouaromue *4A, *4B, *4C, *4D, *4E, *4F, *4G,
*4H, *4], *4K n *4L) o3HayaeT noauMop(u3M, COOTBETCTBYIOIINN HyKi1eoTuay 3465 B
nocienosarenbhoctn M33388.1 (GI:181303) B Gasze reHernveckux nanHbix GenBank
(CHIA). omumopduzm CYP2D6G1846A mpencrasisier coboii Tpansuuuio G Ha A B
caliTe COeAMHEHMsI MHTPOHA 3 U 3K30HA 4, KOTOpasl CABUIaeT TPaHULy CIJIAMCHHra Ha
OHY Tapy HYKJIEOTHAOB, 4YTO TPUBOAUT K CABUTY PaMKHU CUHUTBIBAHUS U
NpeKIEBPEMEHHOM TepMUHALIUN OeJTKa.
[0030] B koutekcre panHoro omwucanus "reHotun CYP2D6C100T" (taxke
u3BecTHbll kak amwtemn CYP2D6*10 u CYP2D6*14) o3Hauaer mnomumopdusm,
COOTBETCTBYIOIUN HykyieoTuny 1719 B mocnemosarensHoct M33388.1 (GI:181303)
(GenBank) unn nykneoruny 100 B mocnenoarensnoct MPHK M20403.1 (GI:181349)
(GenBank). On Taxxe wusBecten kak '"reHotun CYP2D6P34S". Tlomumopdmsm
CYP2D6P34S/CYP2D6C100T mpencrasnsier coboii 3ameny C Ha T, 4To mpuBOAMT K
3aMEeHe MPOJIMHA B MOJOKEHUN 34 Ha CEpUH.
[0031] B KkoHTekcTe MaHHOTO OMHCAHUS 'CUJIbHBIM WHTHOUTOP IIMTOXPOMA
CYP2D6" npencrapnsietT cobol coenuHEeHNE, KOTOPOE >5-KpaTHO YBEIMYNUBAET IJIOMAb
noj KpuBOH 3aBUCHMMOCTH KOHIEHTpauun OT BpeMeHH (AUC) YyBCTBUTENBHOTO
uHaekcHoro cyoctpara CYP2D6-nytu. YcuneHue BO3AeCTBHS MHAEKCHBIX CYOCTPaTOB
BCJICZICTBHE WHTHOMPOBAHMS WM HHIYKIHH ONPEAEICHHOTO MeTabOJHMYECKOro MyTH
SABISETCST TPEACKa3yeMbIM, M OOBIMHO Takue CyOCTpaThl HCIIONB3YIOTCA B
MPOCHEKTUBHBIX KIMHUYECKUX MCCIEAOBAHUAX JIEKAPCTBEHHBIX B3aUMOJEHCTBUI.
UyBCTBUTENbHBIE HHIEKCHBIE CYOCTPAThI MPENCTABISIOT COO0I MHIEKCHBIE CyOCTpaTHl,
KOTOpbIE JE€MOHCTPUPYIOT >5-kpaTHoe yBenuueHue AUC B NpUCYTCTBUU CUIIbHBIX

HMHACKCHBIX I/IHFI/I6I/ITOpOB OMPEACIICHHOTO MeTab0INIECKOrO OyTu B KIUMHUYCCKUX
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UCCJIEIOBAHMUAX JIEKAPCTBEHHBIX B3auMoaencTsui. IlpumepaMm dYyBCTBUTENBHBIX
uHeKCcHbIX cyocTpatoB CYP2D6-nytu siBnsiroTCst PuiyoKceTHH U napokceTHH. CMoTpH,
Hanpumep, Drug Development and Drug Interactions: Table of Substrates, Inhibitor and
Inducers
(https://www.fda.gov/drugs/developmentapproval process/developmentresources/drugint
eractionslabeling/ucm093664 . htm U
http://www ildcare.eu/downloads/artseninfo/drugs metabolized by cyp450s.pdf).
[0032] B koHTekcTe [AaHHOTO OMUCAHUS TEPMHUHBI "THUNEPKUHETUYECKOE
paccTpolcTBO", WM "TUNEPKUHETHYECKOE JIBUTATEJbHOE pPacCTPOMCTBO", WU
"TUnepKuHe3NH" OTHOCSTCS K PacCTPOICTBaM MITH 3a00JI€BAHUSAM, XapaKTEPU3YIOIIUMCS
Ype3MEPHbIMM  TAaTOJIOTMYECKUMH  HENPOU3BOJILHBIMU  JBIDKEHUSAMH.  JlaHHBIE
HEBPOJIOTHYECKHUE PACCTPONCTBA BKJIOYAIOT TPEMOP, AUCTOHMIO, MUOKJIOHHIO, aTeTO3,
Oone3Hp ['€HTHHITOHA, NO3AHIOK AuCKUHe3uto, cuHapoMm JKuns ne na Typerra,
AVCTOHUIO, TeMUOAIN3M, XOPEI0, CEHIIBHYIO XOPEIO WJIN THKH.
[0033] B KkOHTekCcTe nmaHHOrO OmnHMcaHusl "MO3MHWI CHHAPOM" BKIIOYaer, Oe3
OrpPaHUYEHUs, TMO3IHION JUCKUHE3HIO, IMO3IHIOI IHCTOHMIO, MO3[JHIOK aKaTH3HIO,
MO3AHUE TUKH, MUOKJIOHUIO, TPEMOP U CUHIPOM 3KCTPEHHOI OTMEHBI JIEKaPCTBEHHBIX
cpenctB (withdrawal-emergent syndrome). Ilo3mHsiss NUCKUHE3WS XapaKTEPU3YETCsI
OBICTPBHIMHU MMOBTOPSIIOIIUMHUCS] CTEPEOTUITHBIMUA HETTPOU3BOJIbHBIMY JABH)KEHUSIMH JIULIA,
KOHEYHOCTEHN W Tena.
[0034] B koHTekcTe maHHOro omucaHus "mpuOIM3UTENbHO" o3HadaeT +20% oT
YKa3aHHOW BEJIMYMHBI U BKJIFOYAeT, O0jiee KOHKPETHO, 3HaueHus + 10%, £ 5%, £ 2% u £
1% oT yka3aHHOW BEJTUYHHBI.
[0035] B xontekcre ganHoro onucanus "AUC" OTHOCUTCS K IIOMAIX MO KPUBOH,
WJIA UHTErpaly, KOHUEHTPALUHU B TUIa3Me aKTUBHOTO (hapMalleBTHUECKOTO HHIPEIHEHTA
WA METa0OJINTA OT BPEMEHH, MPOLIEIIEro MOC/Ie BBEICHHUS 103bL.

[0036] B konrekcre nannoro omucanus "AUCo." mpencrasisier coboil nHTErpa
(YHKIIMM KPUBOM KOHLIEHTPALIMH B TUIA3Me B IIPEieiax OT MOMeHTa BpeMeHH 0 (MOMeHTa
BBEJCHHUS 103bI) 10 MOMEHTA BpeMeHH "t".

[0037] B kontekcre mannoro ommcanusi "AUCow" mpencrasmser coboii AUC,
KOTOpasi PacCUYMUTHIBAETCS OT MOMEHTa BpeMeHH O (MOMEHTa BBENEHHs I03bl) 0
6eckoneunoctu. Ecnn ve ykazano mHoe, AUC otnocurcs k AUCo.». HacTo ymakoBka
COIEPIKHT JIEKapCTBO B (hopMe coim, HanpuMep BajiO€Ha3WHA TUTO3UIIAT, U KOJUYECTBO

AKTUBHOT'O MHTPEANEHTa B JIEKAPCTBEHHOHN (pOpME OTHOCUTCS K Macce TaHHOW COJIEBOH
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($bOpMBI MM K SKBHUBAJEHTHOW MAacc€ COOTBETCTBYIOINErO CBOOOAHOrO OCHOBAHWUS,
BaJIOEHA3MHA.
[0038] B  konrekcre pmanHoro omnmcaHuss Cmax  TIpencraBnsier  coOoM
(bapMaKOKMHETHUECKUH TapaMeTp, O3HAUaloMi MAaKCHMAJIbHYK HAOJI0IaeMyIo
KOHIIEHTPALIMI0 aKTUBHOTO (hapMalleBTHYECKOrO MHIPEAHEHTa B IUIa3Me KPOBH IOCHE
BBEACHUSA. tmax IPEACTABISIET COOOM BpeMs, COOTBETCTBYIOLIEE MaKCHUMAJbHOM
KOHIeHTpauu B Tasme Cpax.
[0039] B koHTEkCcTe NaHHOrO OMHCAHUSI BBIPAXKEHHUs ''COBMECTHO BBOAMMBIN" U
"COBMECTHOE BBeIeHHE" 1 X BAPUAHThI O3HAYAIOT, YTO IO MEHBLIEH Mepe J1Ba JIEKapCTBa
BBOJAT MALIUEHTY IOCJIENOBATENbHO, OJHOBPEMEHHO, WJIHM, COOTBETCTBEHHO, OJM3KO
OPYT K APYTY N0 BpeMEHHU (HarpuMep B TEYSHHUE OAHOTO U TOTO K€ JHSI, WIIN HeJeJH, HITH
30-cyTOYHOrO mepHoza WIM AOCTATOYHO OJIM3KO MO BPEMEHH, TaK YTO KAXKIO€ U3 IO
MEHbLIEH Mepe JBYX JIEKapCTB MOXKET ObIThb 3aperMCTPUPOBAHO B ILIa3Me KPOBH
OIHOBPEMEHHO C APYruM JekapctBoM). IIpu coBMecTHOM BBeneHMHU faBa Wiu Oosee
AKTHBHBIX areHTa MOTYT OBbITh NPEICTABIECHBl B BUAE OJHOIO Ipernapara, Kak 4acTH
OJTHOM M TOH K€ KOMITO3ULIMH, HJIH MOTYT OBbITh BBEJICHBI B BHJI€ OTJEIbHBIX MPEMapaToB.
B naHHOM ONMUCaHUU 3TO MOKET HA3BIBATHCS TAKXKE "COMYTCTBYOLIUM" BBEIEHUEM, UJIH
MOTYT OBITh UCITOJIb30BAHBI IPYTHE BAPUAHTHI JAHHOTO BBIPAKEHHUSI.
[0040] B KkoHTekcTe MaHHOTO OMHUCAHUST BCE BBIPAXKEHUS 'pEryJupOBaHUE
BBeleHUA", "W3MeHeHUe BBeleHMs', "peryJupoBaHuEe NO3UPOBKU" WU "H3MEHEHHE
JNO3UPOBKU" SIBJIAIOTCSI SKBUBAJICHTHBIMM U O3HA4YalOT IIOCTETIEHHOE yMEHbIIEHHE,
yYMEHBIIEHUE WIIN yBeJIMUEHHEe O3Bl BEINeCTBa, NpeKpallleHue BBEIEHHUs BeIecTBa
MaLUEeHTy WIN 3aMEHY BelleCTBa APYTUM aKTHBHBIM ar€HTOM.
[0041] B KkoHTekcTe MaHHOTO OMUCAHUS BBIPAKEHUE "BBEAEHUE MAIUEHTY"
OTHOCHTCSI K MPOLIECCY BBEACHUS] KOMIIO3ULIUH U JIEKAPCTBEHHON (DOPMBI MALIUEHTY C
UCTIOJIb30BAHUEM CPEICTB BBEIEHUS, MPUHATHIX B JAHHOH 00JIACTH TEXHUKH.
[0042] B koHTEKCTE TaHHOTO OMHUCAHUSI TEPMUH "PACCTPONCTBO" OOBIMHO CUUTAETCS
paBHO3HAYHBIM TepMHHaM "3aboneBanue", "cuHapoM" u "cocrosiHHE" (B CMBICITE
MEIUIIUHCKOE COCTOSIHHE), M MCIIONIb3YETCsl B3aUMO3aMEHSIEMO C JaHHBIMUA TEPMUHAMH,
BCE U3 KOTOPBIX OTPAXKAIOT MATOJIOTHYECKOE COCTOSIHME OpraHu3Ma (MM OHOH U3 ero
yacTeil)  dYeJoBeKa  WJIM  JKMBOTHOIO,  KOTOPOE€  HapyllaeT  HOPMAJbHOE
(YHKIIMOHMPOBAHNE, HATMYNE PACCTPOICTBA OOBIMHO MOATBEPKAAETCS XapaKTEPHBIMU

Nnpu3HakaMu U CUMIITOMaMH.
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[0043] B xonTekcTe maHHOrO onucaHus "mo3a" 03HaYaeT U3MEPEHHOE KOJIMYECTBO
AKTUBHOI'O areHTa, KOTOpoe B KAaKOe-TO BpeMs NOJKEH MOJy4uTh narueHT. CoriacHo
HEKOTOPbIM BapHAHTaM OCYINECTBJIEHHS] HACTOSINEro M300peTeHHs, KOrAa aKTHBHBINA
areHT He sBISIETCS CBOOOOHBIM OCHOBAaHHMEM BaJOCHA3MHA, MAHHOE KOJIHUYECTBO
NpeAcTaBisieT COOOM  MONAPHBIA SKBUBAJIEHT COOTBETCTBYIOLIETO  KOJHYECTBA
cBOOOIHOTO OCHOBaHUs BajbeHa3nHa. Hanpumep, 4acTo yrakoBKa CONEPKUT JIEKapCTBO
B (opme ¢apmaneTuyeckn mpuemieMol conu, Hampumep B ¢Gopme BajOeHa3uHa
IUTO3MJIATA, ¥ KOJMYECTBO aKTUBHOI'O MHTPEIUEHTA B JAHHOH JIeKapCTBEHHOH (opme
OTHOCHUTCSI K MacCe€ MOJIIPHOTO OJKBUBAJEHTA COOTBETCTBYIOLIETO CBOOOJHOTO
OCHOBaHus, BajOeHaswmHa. Hampumep, 73 w™r BajnOeHa3sWHa TO3WUJIATA SIBJISTFOTCS
MOJISIPHBIM 3KBUBaJIeHTOM 40 M CBOOOZHOTO OCHOBAHUsI BaIOEHA3HHA.
[0044] B KOHTekcTe NaHHOrO OMNMCAaHUS BbIpAXKEHHE "pEXUM BBeIEHUs 103"
O3HA4aeT 03y aKTUBHOIO areHTa, MOJIy4aeMyH MAalMeHTOM MNEpPBBI pa3, U UHTEPBA
(BpeMEHHO! MJIM CUMITTOMATHUYECKHiT), Yepe3 KOTOPBIN MALUEHT MOJIyYaeT CIEeAYIOLIHe
J03bI AKTUBHOT'O areHTa, HanpuMep oT npudmmsutenbHo 20 1o npubausurenbHo 160 Mr
OOMH pa3 B CyTKH, HampuMmep npuOmmsurensHo 20, mnpubmusurensro 40,
npubnusutenbHo 60, npubmmsurensHo 80, npubnusutensHo 100, npubnausurensHo 120
Wi npubausuTenbHo 160 Mr onuH pas B CyTKU. JlOMOJSHHUTENbHBIE 103bI AKTUBHOTO
areHTa MOTyT OTJINYaThCs OT JI03bl, OJTYUYEHHO! MePBbIi pas.
[0045] B koHTekcre gaHHOro omnucaHusi "3P¢PEeKTUBHOE KOJUYECTBO" W
"TepaneBTHYeck 5P (PEKTHBHOE KOJIMYECTBO" areHTa, COCOUHEHWUs, JIEKApCTBa,
KOMITO3ULIMM HJIM KOMOMHALIUK TPEACTABISIET COOOH KOJIMYECTBO, KOTOPOE SIBISIETCS
HETOKCUYHBIM W JOCTATOYHO 3P (EKTUBHBIM, YTOOBI  BBI3bIBATH  JKEJIAEMOE
TEPANeBTUYECKOE NEeHCTBHE IpPH BBEIEHWH CYOBEKTYy WM NAlHMeHTy (Hampumep
YeJIOBeKy WM mauueHTy). TodHoe TepaneBTH4YeCKH 3((EKTUBHOE KOJHUYECTBO,
noaxopsiee CyOBbeKTy, MOXKET 3aBHCETh, HAIIPUMED, OT MapaMeTPOB TeJIa U 3JOPOBbS
CyObeKTa, MNPUPONbI W CTENEHH BBIPAXKEHHOCTH MATOJOTMYECKOrO COCTOSHHUS,
TEPANEeBTUYECKUX CPENCTB WIM KOMOWHALIMM TEPANeBTHYECKUX CPEICTB, BBHIOPAHHBIX
IUT BBENIEHUS], U APYTUX NEPEMEHHBIX, U3BECTHBIX CIIELMAINCTAM B JaHHOH 00JacTH
texHuku. Onpenenenne 3p(HEeKTHBHOrO KOJUIECTBA B KOHKPETHOH CUTYAI[UH OTTUPAETCS
Ha CTaHJapTHOE SKCIIEPUMEHTUPOBAHUE U Ha CY>KIEHHE Jieyalllero Bpaya.
[0046] B konHTekcTe maHHOrO omucanus "WHGOPMUPOBAaHHE" O3HAYAET CCHUIKY Ha
OnMyOJMKOBAHHBIA MaTepHajl WM TPENOCTABICHHE MAHHOTO MaTepuasa, HarpuMep

npeaoCTaBJICHUEC AKTUBHOIO arc¢Hra BMECTE C OHy6JII/IKOBaHHbIM MaTcpruaioMm
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noTpeOUTEN0; WIM Tpe3eHTAUu HWHpOpMauMM B YCTHOH Qopme, Hampumep
NPE3eHTALMI0O Ha CeMHHape, KOH(epeHIMH WIM Ha Apyrod o0pa3oBaTENbHOU
npe3eHTalyy, Oeceny MeXAy areHToM IO Mpoaaxe (papMauneBTUYECKUX TOBApOB U
MEIUIUHCKUM TIEPCOHAIOM WM Oeceny MEXAy MEANIMHCKUM IePCOHAJIOM U
MAMEHTOM; WJIM JIEMOHCTPALMIO MTOATOTOBIEHHON MH(POPMALUU MOTPEOUTENIO, YTOOBI
TOHECTH CMBICJ JAHHOW HH(pOPMALIHH.
[0047] B koHTekcTe JaHHOrO ONMMCAaHUS "MapKUpOBaHUE" O3HA4YAET BCE STUKETKU
WIN JpyTHe CPeNCcTBa Mepenadyd MIUCbMEHHOH, MeYaTHOU, rpad)uIecKo, 3JIeKTPOHHOM,
CJIOBECHON WM WJUIFOCTPATHUBHONH HMH(QOpMAIMK, KOTOpPbIE pPAaCIOJOXKEHbl Ha
(bapMaLeBTHUECKOM NMPOAYKTE UJIH JIEKAPCTBEHHON (hOpMe MM MPHUNIATAIOTCS K TAKOMY
(bapmMaLeBTHUECKOMY MPOAYKTY HJIU JIEKAPCTBEHHON (popMme.
[0048] B  koHTekCTe HAaHHOrO  OMNHUCAHMUS  BBIPAKEHHE  "MPENCTaBUTENb
MEUIMHCKOTO MepPCOHaa" 03HA4YaeT COTPYIHUKA 3IPaBOOXPAHEHHS], KOTOPOMY MOXKET
NOHAOOUTHCS MHPOPMALHS, OTHOCSALIAACS K aKTUBHOMY areHTy, B TOM YHCJIE K €ro
JekapcTBeHHOH (opme, Brmouas uHOpManuio o OezonmacHocTH, 3()(HEKTHBHOCTH,
AO3UPOBAHNY, BBEJEHHU WIN (HapMaKOKHHETHKE, WIN KOTOPBIH MOXKET HCIIOIb30BaTh
naHHyro uHpopmammo. Ilpumepsl mpeacraBuTenell METUIMHCKOTO IEepPCOHANA
BKJIFOYAIOT Bpauell, (apmaneBToB, (enpamepoB, MEAHLMHCKUX CECTep, CUICIIOK,
NEPCOH, YXAXKUBAKOUINX 32 OOJIbHBIMU (KOTOpPbIE MOTYT BKJIFOUATh WIEHOB CEMbU WJIH
OMEKYHOB), COTPYAHUKOB HEOTJIOKHON MEIULIMHCKON MOMOIIU U BETEPHHAPOB.
[0049] B xoHTeKCTe JaHHOrO ONMUCaHUs BbIpakKeHUE "MHCTPYKIHUS MO IPUMEHEHUIO
npenapara"  o3Hayaer FDA-omoOpeHHOe  mpenHa3Ha4YeHHOE  JUIsl  TALMeHTa
MapKHpoBaHUe (PapMaleBTUYECKOTO MPOAYKTA, COOTBETCTBYIOIIEE TpPeOOBAHUSIM,
ycta"oBieHHbIM B 21 CFR 208 u npyrux nelcTBYIOIIMX HOPMAaTHUBHBIX JOKYMEHTaXx,
KOTOpOE COAEPKUT HHPOPMALMIO Ui TMAalMeHTa MO Oe30MacHOMY HCIIOJb30BAHHIO
(apMaLieBTHUECKOTO MPOoAyKTa. MHCTPYKIMS MO MPUMEHEHHIO Tpernapara COCTaBIIEHA
UCXONs W3 HAYYHBbIX MO3MLUNA M OCHOBaHA Ha OJOOPEHHOM NpPEAHA3HAYEHHOM IS
npo¢e€CCHOHATTBHOTO  HMCIMOJMB30BAHUS MApPKUPOBAHUHM JAHHOTO (hapMaleBTHUECKOTO
MPOAYKTa, COOTBETCTRYIOIIEM TpeOoBaHusiM Hopmatuea 21 CFR 201.57, u He HaxomuTcst
B MPOTUBOPEYHH C 3TUM MapKHPOBAHHUEM, OHAKO HE TpeOyeTcs, UYTOObI MOJIOKEHHS
UHCTPYKUMH OBUIM  WAEGHTHYHBI  COOTBETCTBYIOIIUM  pasfenaM  OJOO0pEeHHOro
MapkupoBaHus. WHCTPYKIUS 1O NPUMEHEHHUIO Tpernapara OObIMHO MpUJIaraercs K
(bapmaLieBTHUECKOMY TPOAYKTY BMECTE CO CIIELUAIbHON HHpOpMaLKe 1O YIIPaBICHHIO

PHUCKOM.
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[0050] B kxoHTEkCTEe MAaHHOTO OMMCAaHWS TEPMUH "MALUEHT', WIH "UHAUBUIYYM",
wim " cyOpekT" O3Ha4YaeT MIIEKONMUTAIOIIEe, BKJIFOYAs YEJIOBEKa, IJIsi KOTOPOTO
HAa3HAUEHHUE TEePAINHH SBJICTCS JKEeNATeNbHBbIM, U OOBIMHO OTHOCUTCS K PELUIHEHTY
JAHHOH Tepamnuu.

[0051] B koHTekcTe HMaHHOrO OMUCAaHMSA BBIPAXKEHUE "TpPEeNHA3HAYCHHBIM IS
NAalMeHTa JIMCTOK-BKJIAABII" O3HaUaeT MH(POPMALMIO JJIs MAalMeHTa 1o O0e30macHOMY
UCTIONB30BAaHUIO (apMaLeBTUUECKOTO TMPONAYKTa, KOTOpas sBiseTcss 4dacTeio FDA-
onoOpeHHOro MapkupoBaHusi. JIaHHBIH JIMCTOK-BKJIAIBIII MPENCTaBIsIET COOOM
paclipeHre  NPEefAHA3HAYeHHOro  JJIs1  NPO(EeCcCHOHATIBHOTO  HCIIOJIb30BAHMS
MapKHpOBaHus (apMaleBTHIECKOrO MPOAYKTA, OH MOXET ObITh BbIAAH MALMEHTY MpPU
OTHYCKE MAaHHOTO NPOAYKTAa U MPEAOCTABJIAET OPHEHTHPOBAHHYIO Ha MOTpeOuTess
UH(pOpMALMIO O MPOAYKTE, U3JIOKEHHYIO HENPO()ECCHOHANIBbHBIM SI3BIKOM, HAIIPUMED, B
HEM MOTYT OBbITb OMMCAHbI NOJIb3a, PUCKH, PEKOMEHJAIMHU 110 PACTIO3HABAHUIO PHCKOB,
JO3UPOBKA WU BBECHHUE.

[0052] B koHTekcTe maHHOTrO onucaHus TepMUH "(papMaleBTHYeCKH PHUEeMIIeMbIit"
OTHOCHUTCSl K BEIIECTBY, KOTOpPOE He SIBJISETCSI OMOJIOTMYECKH HEXKEeNaTeIbHbIM I
HEKeNaTeJIbHbIM IO JPYTUM OCHOBAHHUSM, TO €CTh JAHHOE BELIECTBO MOXKET OBITH
BKJIFOYEHO B (papMalleBTUYECKYIO KOMIIO3HMLIUIO, BBOJUMYIO MAILHEHTY, U TPU 3TOM He
Oyzmer oka3bIBaTh HEKENaTeIbHOE OHOJIOTHYECKOe NeHCTBHE WIIH B3aUMOAEHCTBOBATD C
BPEIHBIMU TOCJENCTBUSIMU C KaKMM-JIUOO M3 APYTHMX KOMIIOHEHTOB KOMITO3HIIMHU, B
KOTOpYr0 OHO BXonuT. Korna TepMuH "(papManeBTHUECKH PUEMIIEMBbINA" HCTIOIB3YIOT B
OTHOLIEHNH (PapMalIeBTUYECKOTO HOCHTENS WU SKCIUIMHUEHTA, MOAPA3yMEBAETCsl, YTO
JaHHBI ~ HOCHUTENb  WJIM  OKCLUUIHEHT  OTBeuaer TpeOyeMblM  CTaHAapTam
TOKCUKOJIOTHUECKOTO ¥ TMPOHM3BOJICTBEHHOTO TECTUPOBAHMS MM BKJIFOYEH B Inactive
Ingredient Guide (pyKOBOACTBO IO HEAKTUBHBIM KOMIIOHEHTaM), COCTaBJICHHOE
aJIIMUHUCTpPAaLel MO KOHTPONIO 3a MpoaykTamu nurtaHus u JjekapcrBamu (CIIA).
Tepmun "dapmakonmornueckd akTHBHBIM' (WM TPOCTO "aKTUBHBIA") B COCTaBe
BbIpaKeHUH "(hapMakosormuecku akTuBHOE" (MM "aKTUBHOE") TPOU3BOAHOE WIIH
aHAJIOT OTHOCUTCSI K TPOHM3BOIHOMY HJIM AHAJOTY, MMEIOLINM TOT JK€ CaMblil THII
(apMakoIOrn4eckoll aKTUBHOCTH, YTO W HCXONHOE COCJUHEHHE, TPUYEM B
NPUOM3UTENBHO 3KBUBAJICHTHON cTeneHHu. TepMuH "(apManeBTHYECKH MpHEMIIEMbIe
conu" BKIIOYAaEeT COJNM NPUCOCOMHEHUS KHUCJIOT, KOTOpble OOpa3oBaHBl ¢
HEOPraHMYECKUMH KHUCJIOTaMH, TAaKUMHU Kak, Hampumep, coistHas win (ocdopHas

KHCJIOTA, UK C TAKUMHU OPraHUYICCKUMHU KUCJIOTAMH, KaK YKCYCHas, aBEJICBasl, BUHHAs,
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MUHAaNbHAss W ToMmy moxobHoe. Comu, oOpa3oBaHHBIE € Yy4acTHEM CBOOOIHBIX
KapOOKCHJIBHBIX TPYII, TaKXX€ MOTYT MPOHMCXOAMTb OT HEOPTaHWYECKUX OCHOBAHUM,
TAKUX KakK, HalpuMep, TMAPOKCHUJ HATPHs, KU, aMMOHUS, KaJbLHs WU XKele3a, U
TAKUX OPraHMYECKUX OCHOBAHMH, KaK H3OMPOIMIAMUH, TPUMETUJIAMHH, THCTUJUH,
POKauH U TOMY OJ00HOE.
[0053] B  koOHTEekcTe [OAHHOTO OMHMCAHHUS  BBIPAXKEHUE 'MPOAYKT"' WU
"(apmarieBTHUECKUI MPOAYKT" O3HAUAeT JIEKAPCTBEHHYIO (POPMY aKTHBHOIO areHra
IUTIOC OMYOJIMKOBAHHBIA MaTepHall U HEOOs3aTENIbHO YIIaKOBKa.
[0054] B xoHTeKkCTE NaHHOrO OMUCAHUS BbIPAKEHUE "JIMCTOK-BKJIAIbII MPOayKTa"
O3HauaeT INpeaHa3sHaueHHOe ISl MPO(ECCHOHANBHOIO HCIONIb30BAHUS MApPKUPOBAHHE
(mH(pOpMaIMIO TO HA3HAYEHHUIO Mpemnapara) s (papMaleBTUYECKOTO TMPOIYKTa,
NpeHA3HAYEHHbIA JJIs1 MAIMEHTa JTUCTOK-BKJIAABII JIJIsI JAHHOTO (hapMaleBTHYECKOTO
NpOAYKTAa WJIM HMHCTPYKLHIO [0 TPUMEHEHHUIO IIpernapara sl  JAHHOIO
(bapMaLeBTHUECKOTO MPOAYKTA.
[0055] B KkoOHTekcTe NAaHHOrO OMMCAHUS BBIPAKEHHUS '"TpeqHa3HAYEHHOE JUIS
npo(ecCHOHAIBHOTO  UCIIONB30BAHUST  MapkupoBaHue"' wiu  "mHpoOpMaLUs IO
HAa3HAUEHUIO Tpernaparta’ O3HAYAIT OQUIMATbHOE ONMucaHue (apMaLeBTHUYECKOTO
NPOAYKTa, ON00peHHoe perynupyrommmM areHTcTBoM (Hampumep FDA wmu EMEA),
KOHTPOJIMPYIOIIUM MAapKETHHI JaHHOTO (papMaleBTHYECKOro MpPOAYKTa, KOTOPOE
BKJIIOUAET KPATKOE M3JIOKEHHE OCHOBHON Hay4HOW WMH(OpMALMU, HEOOXOTUMOU IS
Oe3omacHoro u 3¢ (HEeKTHBHOIO HCIONb30BAHMS JIEKAPCTBA, TAKOW KakK, HAIpHUMep,
NOKa3aHWsl JJIi HAa3HAYEHHsl W KCIOJIb30BAHHE, IO03bI M BBEACHHE, KOMY CIIENyeT
MPUHUMATDL, HeXKeNaTeNbHble siBieHUsT (1moOo4Hble S(O(EKThI); HHCTPYKIUH IS
UCTIONB30BAHUSI B OCOOBIX monyssinusax (OepeMEeHHBIMU IKEHIIMHAMH, JETbMHU,
repuaTprUuecKUMH TAaLMEHTaMd M Tak Jajiee), uHpopmauus rno Oe30macHOCTH IS
MalueHTa U TOMy OA00HOE.
[0056] B xoHTekcTe maHHOro omwmcaHus "OmyOJMKOBaHHBIM MaTepuan”' O3HA4YaeT
UH(POPMALIHIO, PACTIPOCTPAHSEMYIO 4Yepe3 CpeAcTBa MH(POPMALIUK, BKIIKOYAs CPEACTBA
nedaTHoH wH(pOpManuy, ayauoOMH(pOPMALMH, HANSAHOH HHGOPMALMH  WJIH
3JIEKTPOHHON MH(OPMALMH, HATIPUMED JIUCTOBKY, PEKJIaAMY, JTHCTOK-BKJIA IBILI TIPOIYKTA,
HAIEYaTaHHY HWHOOPMAILMI0 IO MapKUPOBaHHMIO, web-caiT B HHTepHETe, web-
CTPaHHIy B MHTEPHETE, BCIUIBIBAIOINEE OKHO B MHTEPHETE, PAIHO- WIN TelleBEIlaHue,
KOMOakT-nuck, DVD, 3Byko3anuch WM APYroe€ 3alUCBhIBAIOIIEE WIH 3JICKTPOHHOE

CPEACTBO.
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[0057] B kontekcre naHHOro omnucaHus "pUCK" O3HAYAET BEPOSITHOCTh WJIU
BO3MO)KHOCTb BO3HUKHOBEHHUSl HEXENATeNbHON peakluH, MOBPEXAEHUS WIH JPYroro
HEXKEJAaTeJIbHOTO UCXO/a B Pe3yJIbTaTe JIeKapCTBEHHOrO JieueHus. "[Ipuemnemsrii puck”
O3HAuaeT JOMyCKaeMyK WHAWBUAYYMOM HIIM TPYIIOH WHAMBHAYYMOB CTEIEHb PHCKA
yiepOa, MOBpexXIeHUs] UITH 3a00JIeBaHMs, BO3HUKAIOIIUX B PE3YJIbTATE JIEKAPCTBEHHOTO
neueHus. byager nu puck "mpuemiembIM", 3aBUCUT OT MPEUMYILECTB, KOTOpPbIE
WHIUBUAYYM WJIM TPYIIa WHAUBUAYYMOB BOCIIPHHMMAIOT KaK JOCTYITHbIE B OOMEH 3a
IIPUHATHE PUCKA, OT TOTO, COTJIAIIANOTCSA JIM OHM CO BCEMH JaBAa€MbIMM HAy4HBIMU U
UHBIMH PEKOMEHIALMAMU OTHOCHTEJIbHO BEJMYMHBI PUCKA, U OT MHOTHX IPYrux
(bakTOpoB, Kak TOJUTHUYECKUX, Tak M couuanbHbiX. "Ilpuemnemsriii puck”
HE)KeJaTeNIbHON peaklUy O3HA4aeT, YTO MHAMBUAYYM WMJIU COLMAJIbHAS IpyIna XO4yeT
NPUHUMATh PHUCK WM IOJBEPraTbCsl PUCKY BO3MOXKHOTO BO3HHKHOBEHHUS HaHHOW
HE)KeJIaTeNIbHON PeaKkLUM, TaK KaK BEPOSATHOCTb BO3HUKHOBEHUS 3TOH HE)KEJIaTelbHOU
peakiuy Maa, WIK €€ MOCIEACTBUsA COBCEM HE3HAUYMTENbHBI, MU MOJb3a (KaXKyLIasics
WK peasibHast) OT aKTHBHOT'O areHTa JeHCTBUTEIbHO Oonbmast. "Henpuemiemslii puck”
HE’KeJIaTeNbHOM peakliuy O3Ha4YaeT, YTO MHAUBUAYYM UJIH COLIMAJIbHAS TPYIIA HE XO4eT
NPUHUMATh PHUCK WM IOJBEPraTbCsi PUCKY BO3MOXHOIO BO3HHKHOBEHHUS IaHHOU
HEe)XKeNaTeJbHON peakIUy, OLIEHWB BEPOSTHOCTb BO3HUKHOBEHHS HeEXKeIaTeJbHOM
peaKIiH, MOCIECTBHS HEXKENATEIbHON PEaKLIUU U MOJIb3Y (KAKYLIYIOCS HITH PEATbHYIO)
OT aKTHBHOIO areHTa. BelpaskeHue "monBep:KeHHBINH PUCKY" O3HAUaeT HAXOXKIEHUE B
COCTOSIHUM KpU3HCA UM B COCTOSIHUHU, KOTOPOE€ XapaKTepU3yeTCsl BBICOKUM YPOBHEM
pHICKa WJIH MIPEPACTIONOKEHHOCTH K pUCKY. OLieHKa pUCKa O3HAYAeT UICHTH(PHUKALIMIO 1
XapaKTepU3aLMI0 IPUPOAbL, YaCTOTHI U TSDKECTH PUCKOB, CBA3aHHBIX C UCIIOJIb30BAHUEM
NPOAYKTA.

[0058] B koHTekcTe maHHOrO omucaHus "OE30MacHOCTH"' O3HA4YaeT CTENeHb WU
TSKECTDb HEeXKeJIaTeNIbHBIX sSIBJIEHUH, aCCOLMNPOBAHHBIX C BBEJJIEHHEM aKTHBHOI'O areHTa,
BKJIFOYAst HekenaTesbHble 3 (eKThl, acCOMUPOBaHHBIE C (PAaKTOPaMHM, CBA3aHHBIMH C
MAIMEHTOM (HampuMep C BO3PACTOM, TOJIOM, 3STHUYECKOH MPUHAMIEKHOCTBIO, PACOBOH
NPUHAANIEKHOCTBIO, 3a00JIEBAHNEM-MHUIIEHBIO, TMATOJOTHsAMUA (PYHKLUUH TOYEK WU
NEUeHH, COMyTCTBYIOIIUMHU 3a00JIEBAHUSIMH, TE€HETHUECKUMH XapaKTePUCTUKAMH,
TAKUMH KaK MeTaOOJNIMYeCKHH CTaTyC, WM OKpYXared cpemoil), u ¢ QaxTopamu,
CBSI3aHHBIMH C AaKTHBHBIM areHToM (HampuMep ¢ [J030H, YPOBHEM B IUIa3Me,
NPOAOJKUTENIBHOCTBIO  BO3AEMCTBUSL WM COMYTCTBYIOIMMM  JIEKAPCTBEHHBIM

MIPernapaTom).
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[0059] B  koOHTekCTe [AaHHOTO  OMUCAHUS  "tmax"  TPEACTABISET  COOOM
(bapMaKOKMHETHUYECKUH TTapaMeTp, O3HAYAIOLINI BpeMsi, TpeOYIoLIeecs Ut JOCTHKEHUS
MaKCHMaJIbHON KOHLEHTPALUN aKTUBHOTO (PapMalleBTUYECKOTO HHIPEIUEHTA B TUIA3Me
KPOBH II0CJI€ €r0 BBEJEHUS.
[0060] B konTtekcre maHHOro omucaHus "ti2", WM "mepuoa MOJYBBIBEAEHUS W3
mwiasmbl’, wid "mepuox NOJyBbIBEAEHHs', WIM T. II. TPEACTaBiIsAeT COOOMH
(hapMaKOKMHETUYECKHA MMapamMeTp, O3HAYAIOLINN KKYLIUHCS TEPHUOA MOJTyBbIBEICHHS
U3 IjasMbl B KOHEYHOH (paze, TO ecTb Bpems, TpeOyromeecs s yMEHbLIEHUs
KOHIIEHTPAlLlMU JIeKapCcTBa B IJIa3Me B 2 pas3a IOcie TOro, Kak 3aeepiueHa (asa
abcopOuuu U pacrpeneaeHus JIeKapCcTBa.
[0061] B koOHTEkCTe NAaHHOro OmMMCaHusl BbIpakeHHE "JneuuTh' win "neueHue"
OTHOCHUTCSI K TEpamneBTUYECKOMY [AEHCTBUIO, HANpPABICHHOMY Ha 3aMEMJIEHUE WU
IpeKpaleHne MpOrpecCHpPOBaHMsl PACCTPONCTBA, K NPOPHIAKTHYECKOMY IEHCTBUIO,
HAINpaBJeHHOMY Ha MpeaynpeXIeHNe pa3BUTHUS PACCTPOMCTBA, W/WIM K YCTPaHEHHIO
(reversal) paccTpoiicTBa. YcTpaHeHHe pacCTPOCTBA OTIMYAETCS] OT TEPANIEBTHUECKOTO
JEeNCTBUs, KOTOPOE 3aMeIJIsieT WM OCTAHABIMBAECT MPOTrPECCUPOBAHHE PACCTPOMCTBA
TeM, 4YTO METOAMKAa pPEeBEPCHUPOBAHUS HE TOJBKO IIOJHOCTBIO OCTaHABIUBAET
MPOrPEeCCUPOBAHUE PACCTPOMCTBA, HO TaKXe B HEKOTOPOH CTENeHH 3aTparuBaeT
MIOBEJICHHE KJIETOK, BO3BPALIasi HX B HOPMAJIbHOE COCTOSIHHE, KOTOPOE MOKHO OBLIO ObI
HaOJFOAATh TIPU OTCYTCTBUU PACCTPOMCTBA.
[0062] B xontekcTe nannoro onucanusi epmuH "VMAT2" oTHOCUTCS K m30dopme
2 4YeNoBEYEeCKOro BE3UKYJISIPHOTO MEPEHOCUYMKA MOHOAMHHOB, MHTETPAJIbHOMY OEJKy
MeMOpaH, KOTOPbIH TPaHCHIOPTHPYET MOHOAMHHBI, B OCOOEHHOCTH HEHPOMEIUaTopsbl,
TaKHe KaK OTIAMUH, HOPSNHUHE(PUH, CEPOTOHUH U THCTAMUH, U3 KJIIETOYHOTO IIUTO30JIs
B CHUHANTUYECKHE BE3UKYJIbL
[0063] B konrekcte panHOro omnwucanus TepMuHbl "VMAT2-unrudurop",
"unrnomposatb VMAT2" unu "unrubuposanne VMAT2" oTHOCATCS K COCOOHOCTH
COEIMHEHHS, ONMHCAHHOTO B JIAaHHOW 3asiBKe, M3MeHATh QyHkumo VMAT2. VMAT2-
UHTUOWTOp MOKET OJOKMpPOBATh WM YMEHbIIATh AaKTHBHOCTE VMAT2 mnytem
oOpa3oBaHus 0OPaTUMOMN HITH HEOOPATUMON KOBAJIEHTHON CBSI3H MEXIY HHTHOUTOPOM U
VMAT?2 wnu uepe3 obpa3oBaHue Komruiekca 0e3 0oOpa3oBaHHs KOBAJIEHTHOH CBSI3H.
Taxoe HHruOMpPoOBaHNE MOKET ObITH OOHAPYIKEHO TOJBKO B OMPEAEIIEHHBIX THITAX KJIETOK
WIA MOXET BO3HHMKATh NPU HACTYIUICHUH OMNpPEIENEHHOrO OHMOJIIOTHYECKOTO COOBITHS.

Tepmunsl "VMAT2-unruburop”, "marubupoate VMAT2" wnu "uHruOupoBanue
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VMAT2" Takxe oTHOCATCS K u3MeHeHM0 ¢yHkunmn VMAT2 myTeM yMeHbIIEHHS
BEPOSITHOCTH 00pa3oBaHus KoMIuiekca Mexxny VMAT2 u npupoaHbIM CyOCTpaToM.
[0064] IIpennoken croco® BBeneHUsS WHTHOUTOpAa BE3UKYJSIPHOTO TMEPEHOCUUKA
MoHoaMMHOB 2 (VMAT2), BeiOpanHOro u3 BanbeHasuHa u (+)-o-3-uzo0yruin-9,10-
numetokcu-1,3,4,6,7,11b-rexcarunpo-2H-nupuno|2,1-a]u3oxuHonnH-2-01a, 1583058
(dapMalLieBTHUECKH MPUEMJIEMOM COJMM W/WJIM HW30TOMHOIO BapHaHTA YKa3aHHbIX
COEIMHEHUH, MNalUEeHTy, HYXJAKIEMyCsl B TaKOM BBEIAEHHM, KOTOPBIH SBISETCS
MenIeHHbIM MeTabomuszaropoMm wnutoxpoma P450 2D6 (CYP2D6), Bximrodaromiuii
BBeIeHUE TepaneBTudecku 3pdekTuBHO koianuecTBa VMAT2-uHruouTropa maumeHry,
KOTOPBIH SIBIISIETCS] MEAJIEHHBIM MeTabonu3aTopoM ruroxpoma CYP2D6.
[0065] CornacHO HEKOTOPBIM BapHaHTAM OCYIIECTBJIEHHUS] M300pETeHuUs: Criocod mo
M300PETeHNIO IOMOJHUTEIBHO BKJIIOYAET MPUHITHE pEIIEHUs O TOM, SIBJISETCS JIHU
NAaLMEeHT MeIIeHHbIM MeTabonu3aropom ruroxpoma CYP2DO6.
[0066] CornacHoO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHHUS] M300peTeHus: Criocod mo
M300PETeHNIO IOMOJHUTENBHO BKIIOYAET MOHHMTOPMHI TALIMEHTAa HAa IpPeaMer
BO3HMKHOBEHUS] OHOM MM Oosee ueM OIHOW HeXXeNaTeNbHOH peakuuu, CBSI3aHHOH C
JICUCHUEM.
[0067] CorynacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUST H300pETeHH sl CrIOCco0 MO
U300pPETeHUI0  JOTMOJHUTEIBHO BKJIIOUAET yMeHbIneHHe KkojuuectBa VMAT2-
UHTUOUTOpPA UCXOS U3 CIIOCOOHOCTH MALEHTa MEPEHOCUTh OJHY WJIH OoJiee YeM OIHY
HEXKeNaTeNIbHYI0 PEAKIIHNIO, CBSI3aHHYIO C JIEUEHUEM.
[0068] Takxke mnpemioxkeH cnocod BBEOEeHUS WHTHOUTOpPA BE3UKYJISIPHOIO
nepeHocunka MoHoaMHHOB 2 (VMAT?2), BeiOpanHOoro u3 BamOenasmHa u (+)-0-3-
u300yTin-9,10-qumerokcu-1,3,4,6,7,1 1b-rekcarunpo-2 H-nupuno[ 2, 1-a|Ju30X MHOJIUH-2-
oJia, WiH papMarieBTHYECKH MPUEMIIEMO COJTU W/WJIA U30TOITHOTO BAPHAHTA YKA3aHHBIX
COeIMHEHUH, MalueHTy, HYyKIAI0LeMyCsl B TAKOM BBEJE€HUH, BKIIOYAIOIINUN: BBEEHHUE
MAIUEHTY TepaneBTH4YeCKu 3 HeKTHBHOrO KommyecTBa qaHHOrO VMAT2-unruburopa,
NocieAyolee MPUHATUS pelleHus O TOM, 4YTO MALUEHT SBISAETCS MeJIEHHbIM
merabonmuzaTopoM nuroxpoma P450 2D6 (CYP2D6), m mpomoskeHHe BBEACHHUS
MaIUEeHTy TepaneBTu4ecku 3 pexTuBHOro Konmmdyectsa nanHoro VMAT2-unruburopa.
[0069] Takxke mnpemioxkeH cmocod BBENEHUS WHTHOUTOpPAa BE3UKYJISIPHOTO
nepeHocunka MoHOaMHHOB 2 (VMAT?2), BeiOpanHOoro u3 BambenasmHa u (+)-0-3-
4,0, 7,

u300yTin-9,10-qumerokcu-1,3,4,6,7,1 1b-rekcarunpo-2 H-nupuno[ 2, 1-a|Ju30X MHOJIUH-2-

oJia, Win (papMareBTUYECKH MPUEMIIEMON COJTU W/WJTH U30TOIMTHOTO BAPHAHTA YKA3aHHBIX
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COEIMHEHUH, NMalUeHTy, HYXIAI0LEMyCsl B TAKOM BBEJI€HUH, BKIIOYAIOIINN: BBEEHHUE
NALMEHTY TepaneBTu4Yecku 3(pdexTnBHOro konmmyectnsa naHHoro VMAT2-uaruduropa,
NocHeAyIolee MPUHATUS pelleHus O TOM, YTO MALUEHT SBISAETCS MEJIEHHbIM
merabonmuzaTopoM wnurtoxpoma P450 2D6 (CYP2D6), u BBemeHue MaIHEHTY
YMEHBIIEHHOTO KojnuecTBa fanHoro VMAT2-unruduropa.
[0070] CornacHO HEKOTOPBIM BapUAHTaM OCYLIECTBIICHUSI H300pPETeHHsI CIIOCO0 10
N300pPETeHUIO  JIOTOJIHUTENPHO BKJIIOYa€T MOHHTOPUMHI TAIMEHTa HAa MpexMer
BO3HUKHOBEHHUSI OJHOW MM OoJiee 4eM OIHOMN HEXKEeNaTeNbHOW pPEeakIHH, CBA3aHHOW C
JICYCHUEM.
[0071] CornacHO HEKOTOPBIM BapUAHTaM OCYLIECTBJICHUSI H300PETeHHsI CIIOCO0 1O
N300pETeHUIO  JOMOJHUTENBHO BKJIOUAeT yMeHbIleHHe kojuuectBa VMAT2-
MHrUOUTOpPA UCXOMS M3 CIIOCOOHOCTH MALMEeHTa MEPEHOCHTh OIHY WK OoJiee ueM OfHy
HEXEJATENIbHYI0 PEAKLUI0, CBA3aHHYIO C JICUEHUEM.
[0072] CornacHoO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHHUS] M300peTeHus: Criocod mo
M300PETeHNIO  JIOMOJIHUTENbHO  BKJIIOYaeT HMHGOPMHPOBAHME  NALMEHTa WM
IPeICTaBUTEII MEJULIMHCKOTO TePCOHaa o ToM, 4To BBeneHne VMAT2-unruburopa
NALMEHTY, KOTOPBIA SIBJISIETCS MeIJIeHHbIM MeTabosim3aropoMm nutoxpoma CYP2D6,
MOKET TPHUBOAUTH K YCWICHHIO Bo3neHCTBUs (+)-0-3-u300yTi-9,10-a1umerokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno[ 2, 1 -a]u30XuHONUH-2-01a.
[0073] CoryacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUSI N300pETeHH sl CrIocod Mo
U300pPETeHUIO  JOMOJHHUTEIBHO  BKJIKOYaeT HMH(GOPMUPOBAHHME MALUEHTA WM
NPEACTABUTENSI MEMLIMHCKOTO MEPCOHaa O ToM, uTo BBeneHne VMAT2-unrunduropa
NAIMEHTY, KOTOPBIA SIBJISIETCS MEIEHHbIM Metabonm3aropoMm nutoxpoma CYP2D6,
MOJKET TPUBOJIUTH K TIOBBILICHUIO PUCKA BO3ZHUKHOBEHHUS OTHOH WK OoJiee ueM OTHOU
HEeXKeJaTeNIbHONW PEaKLMY, CBA3aHHOM C JICUEHUEM.
[0074] CornacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIIEHUSI H300pEeTeHH sl CrIocod 1o
U300pETeHUIO  JOMOJHHUTEIBHO  BKJKOYaeT HMHGOPMUPOBAHHME MALUEHTA WU
NPEACTABUTENS MEAULIMHCKOTO MEpCOHaa 0 ToM, uto BBeneHne VMAT2-unrnduropa
NALMEHTY, KOTOPBIH SIBJSIETCS MEIUIEHHbIM Metabonm3aropoMm nutoxpoma CYP2D6,
MO>KET IPUBOAUTH K yAnuHeHuto QT-uHTepBaa namnueHTa.
[0075] CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIICHHsI U300pETeHHs OHA WU
Ooyee ueM OnHA HEXKeNaTelIbHAs pEaKLus, CBS3aHHAs C JICUYCHHEM, BbIOpaHa U3
COHJIMBOCTH, aHTHUXOJIMHEPTUIECKHUX 3(PPEKTOB, HAPYIIEHHH PAaBHOBECHS WU MAICHUH,

rOJIOBHON OO0JIM, akaTW3WH, PBOTHI, TOIIHOTHI, apTpairuu, yanuHeHus: QT-uHTepBana,
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MIOBBIIIEHUS YPOBHS TJIFOKO3bI B KPOBH, YBEJINYECHHSI MACChI, PECTTMPATOPHBIX HH(PEKLNH,
CIIOHOTEUEHHs], JANCKUHE3WH, OKCTPAMUPAMUAHBIX CHMIITOMOB (HE aKaTHU3HH),
TPEBOXKHOCTH, OECCOHHMLIbI, MOBBIIIEHUS YPOBHS IPOJAKTHHA, MOBBIMIEHUS YPOBHS
mesnouHoi (ocdartasbl U MOBbIMEHUsT ypoBHsI OwnupybwHa. COrjacHO HEKOTOPBIM
BapUaHTaM OCYILIECTBJICHUS] M300pETeHUs1 OfHa Win Ooliee 4eM OJHAa HeKeaTebHas
peaknus, CBS3aHHAsl C JIEYEHHEM, BbIOpaHAa M3 COHJIMBOCTH, AHTHXOJIMHEPTHYECKUX
s¢dexToB, HapymIeHU paBHOBECHS I MAIEHUI, TOJIOBHOW OOJH, aKaTH3UH, PBOTHI,
TOIIHOTHL, apTpanrud u yanuHeHust QT-unrepsana. CornacHO HEKOTOPHIM BapHaHTaM
OCYIIECTBIIEHUs] M300peTeHuss ofHa WM Oojee ueM OfHa HEKeNaTeNlbHas pPeakKLus,
CBSI3aHHAs C JIEYeHUEeM, BbIOpaHa u3 COHMUBOCTH U yanuHeHus QT-uHTepBana.
[0076] CornacHO  HEKOTOPBIM ~ BapUaHTaM  OCYINECTBJICHUS  HM300peTeHus
TepaneBTH4ecKy 3P PeKTHBHOE KOINYECTBO MEHbLIE KOJHYECTBA, BBOAHUMOTO ITALUEHTY,
KOTOPBIH HE SIBJISIETCS] MEIUIEHHBIM MeTabom3aTopoM uutoxpoma CYP2D6.
[0077] CornacHO  HEKOTOPBIM ~ BapUaHTAM  OCYINECTBJICHUS  HM300peTeHus
TepaneBTU4ecKu 3 dexTuBHOe KonmudectBO VMAT2-unruduropa Ha 10-90% menbie
TOTO KOJMYECTBA, KOTOPOE CJENOBAJIO Obl BBOAWUTH IMALMEHTY, KOTOPBIH HE SIBISETCS
MenIeHHbIM MeTabonu3aTopoM ruroxpoma CYP2D6.
[0078] CornacHo  HEKOTOpPBIM  BapUAHTAM  OCYLIECTBICHHS  HM300pEeTEeHUs
TepaneBTU4ecKu 3¢ dexTuBHOe KonmudectBO VMAT2-unruduropa va 20-80% menbie
TOTO KOJMYECTBA, KOTOPOE CJIEAOBAJIO Obl BBOAWTH MALIMEHTY, KOTOPBIH HE SIBISIETCS
MenIeHHbBIM MeTadonmu3aTopoM ruroxpoma CYP2D6.
[0079] CormacHo  HEKOTOpPBIM  BAapUAHTAM  OCYLIECTBICHHS  HM300pETEHUs
TepaneBTHIecKu 3¢ dexTuBHoe KonmudectBO VMAT2-uaruduropa va 30-70% menble
TOTO KOJHMYECTBA, KOTOPOE CJIEAOBAIO Obl BBOAWTH MALIMEHTY, KOTOPBIH HE SIBISIETCS
MenIeHHbBIM MeTadonmu3aTopoM ruroxpoma CYP2D6.
[0080] CormacHo  HEKOTOPBIM  BAapHAHTAM  OCYLIECTBICHHS  HM300pETEHUs
TepaneBTHIecKu > dexTuBHOe KonmndectBO VMAT2-uaruduropa Ha 40-60% meHble
TOTO KOJHMYECTBA, KOTOPOE CJIEAOBAIO Obl BBOAWTH MALIMEHTY, KOTOPBIA HE SIBISETCS
MenIeHHBIM MeTadonu3aTopoM ruroxpoma CYP2D6.
[0081] CormacHo  HEKOTOPBIM  BAapHAaHTAM  OCYLIECTBICHHS  HM300pETEHUs
TepaneBTHIecKu 3 dexTrBHOE KommuecTBO VMAT2-uHruouropa npubIM3UTENbHO Ha
50% MeHbIIIe TOro KOJMYECTBA, KOTOPOE CIIe0BaJI0 OBl BBOAUTDH MALIMEHTY, KOTOPBIN HE

SIBJISIETCS. MEJIEHHBIM MeTabomu3aropom nuroxpoma CYP2D6.
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[0082] Hanpumep, korma n03a, BBOAMMAs MALMEHTY, KOTOPBIM HE SBIAETCS
MeMJIeHHbIM MeTabonu3aTopom nuroxpoma CYP2D6, cocraBmser 40 Mr B CyTKH,
WHIUBHUIYYM MOXKET MOJIy4aTh YMEHBIIEHHYIO 103y 4-30 MI' B CYTKH, HAIIpUMED 103y 8-
32 Mr B CYTKH, TaKkyr Kak 12-28 mr B CyTku, Hanpumep 16-24 Mr B CyTKH WM, COMVIACHO
HEKOTOPBbIM BapHAHTaM OCYIIECTBICHHS NU300peTeHns1, npuOInu3uTeNbHO 20 MI B CYTKHU.
AHanornyebpIM 00pa3oM, KOrja 71033, BBOAMMAsI MALMEHTY, KOTOPBIA HE SIBISETCS
MemIeHHbIM MeTtabonm3aTopom nuroxpoma CYP2D6, cocraBmser 80 Mr B CyTKH,
WHIUBHUIYYM MOKET MOJIy4aTh YMEHBUIEHHYIO 703y 8-72 MI' B CYTKH, HanpuMmep 1o3y 16-
64 Mr B CyTKH, TaKyro Kak 24-56 Mr B CyTkH, Hanipumep 32-48 Mr B CyTKU WU, COMVIACHO
HEKOTOPBbIM BapHaHTaM OCYILECTBJIEHUS U300pETEHHs, MPUOIU3UTENBHO 24 MI' B CYTKH.
[0083] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHHS U300pEeTEeHHs BBOIUMYIO
nauueHTty 103y VMAT2-uHruouTopa yMeHbIIAIOT, TaK YTO OHA COCTABJISIET, HAIPUMED,
75% wunmu menee, 50% wunm Menee wim 25% UM MEHee OT KOJIMYECTBA HAHHOTO
UHrUOUTOpa, KOTOPOE CJIeAOoBasO Obl BBOAUTH IALMEHTY, KOTOPBIA HE SIBISIETCS
MeIuIeHHbIM MeTtabonusaropoM muroxpoma CYP2D6. Hanpumep, korma KOJHUYECTBO
JaHHOTO MHI'MOUTOpPA, KOTOPOE CIIE0BAJIO Obl BBOAHUTD MALEHTY, KOTOPBIH HE SBISIETCSI
MenIeHHbIM MeTabonmu3atopoM muroxpoma CYP2D6, cocraBnsier 40 Mr B CyTKH,
WHIAUBUIIYYM MOJKET NOJydaTb yMeHbIIeHHYK 103y 30, 20 wiu 10 Mr B CcyTku
AHaNorn4HbIM 00pa3oM, KOTJa KOJHYECTBO JAHHOTO MHIHOUTOPA, KOTOPOE CIIENOBAIIO
Obl BBOAWTb TALIMEHTy, KOTOPBI HE SBISETCS MEUICHHBIM MeTaboIn3aTopoM
nuroxpoma CYP2D6 cocraBnser 80 Mr B CyTKH, WHOUBHUAYYM MOXKET TMOJIy4aTh
yMeHbIIEeHHYI0 103y 60, 40 nnu 20 Mr B CyTKH.
[0084] CormacHO  HEKOTOPbIM  BapHaHTAM  OCYLIECTBJIIEHUS  H300peTeHuUs
TepaneBTH4eCKd 3(P(HEeKTUBHOE KOJNMYECTBO COBMAAAET C KOJIMYECTBOM, BBOJUMBIM
MALMEHTY, KOTOPbIH He SBJISIETCS MeIJICHHbIM MeTabonm3aTtopoM ruroxpoma CYP2D6.
[0085] CornacHO HEKOTOPBIM BapHaHTAM OCYIIECTBIICHHs] HU300pPETeHUs MAlUEeHT
umeeT CYP2DO6-reHOTHI MEIJIEHHOTO MeTad0Iu3aTopa.
[0086] CornacHO HEKOTOpPBIM BapHuaHTaM ocyiuecTeieHus: nzobperenuss CYP2D6-
TeHOTHIT MeIJieHHOro Metadonusatopa BbiOpaH u3 rerotuna CYP2D6G1846A wnm
reHotuna CYP2D6C100T.
[0087] CornacHO HEKOTOpPBIM BapHaHTaM ocyiuecTeieHus: nzobperenust CYP2D6-
TEHOTHIT MEIUIEHHOro MeTaboim3aTropa MPencTaBisieT COOOW OOWH W3 TE€HOTHUIIOB

CYP2D6G1846A (AA) mu CYP2D6G1846A (AG).
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[0088] CornacHo HEKOTOPBIM BapuaHTaM ocyectieHus: n3odperenns CYP2D6-
TeHOTHUI MeIJIEHHOTO MeTadonn3aropa npeacrasisieT codoit renotun CYP2D6G1846A
(AA).
[0089] CornacHo HEKOTOPBIM BapuaHTaM ocyectieHus: n3odperenns CYP2D6-
TEHOTHUIT MEIUIEHHOro MeTaboiM3aTropa MpencTaBiseT COOOW OOWH W3 TE€HOTHUIIOB
CYP2D6C100T (TT) unun CYP2D6C100T (CT).
[0090] CornacHo HEKOTOPBIM BapuaHTaM ocyiectBieHus: nsooperenns CYP2D6-
TeHOTHUIT MeJIeHHOro MeTtabonmsaropa npencrasisier codoit renorun CYP2D6C100T
(TT).
[0091] CornacHoO HEKOTOPHIM BapUaHTaM OCYLIECTBIeHUs H300pereHus VMAT2-
UHTUOUTOpP BBOAAT MNALMEHTY JUJIs JICYEHHs] HEBPOJIOTHYECKOrO WM ICUXHYECKOTO
3a00JIeBaHUs UJIH PACCTPOICTBA.
[0092] CornacHO  HEKOTOPBIM  BapUaHTaM  OCYINECTBJICHUS  HM300peTeHus
HEBPOJIOTHYECKOE WIIM TICUXUYECKoe 3a00NIeBaHUE WM PACCTPOMCTBO IMPEACTABISET
co0O0l rHMEePKUHETHYECKOE IBUraTeNIbHOE PACCTPONCTBO, apPeKTHBHOE PacCTPONCTBO,
OurossipHOe paccTporCTBO, mH30ppeHuto, mu3zoadHeKTUBHOE PACCTPOHCTBO, MAHHIO
Ha (¢oHe addexkTuBHOrO paccTpoiictBa, aenpeccurd Ha (Qone adHeKTUBHOTO
paccTpoiicTBa, TeparneBTUYECKU-PE3UCTEHTHOE 00CeCCUBHO-KOMIYJIbCUBHOE
pPacCTPOMCTBO, HEBPOJIOTUYECKYIO MUC(HYHKLHUIO, ACCOLUHPOBAHHYIO C CHHIPOMOM
Jlema-HalixaHa, akuTaldio, aCCOLMUPOBAHHYIO ¢ OOJIE3HBIO AJIbIreiiMepa, CUHIAPOM
JOMKOH X-XpOMOCOMBI UJIM CUHAPOM TPEMOpa U aTaKCUH, ACCOLIMMPOBAHHBIN C JIOMKON
X-XpOMOCOMOMH, pPacCTPOMCTBO AayTUCTHUYECKOIO CHEKTpa, CUHApoM Perra wnu
XOPE0aKaHTOLIUTO3.
[0093] CormacHo  HEKOTOpPBIM  BapHAHTAM  OCYLIECTBICHHS  HM300pETEHUs
HEBPOJIOTUYECKOE WJIM TICUXHYECKoe 3a00JeBaHHE WM PACCTPOWCTBO MPEICTABIISIET
co0Ol THMINEPKUHETHYECKOE ABUraTeNIbHOEe paccTpoicTBO. COrnacHO HEKOTOPBIM
BAPMAHTAM  OCYINECTBJICHHsS]  W300PETeHUS THIEPKUHETUYECKOE  JIBUTATENbHOE
paccTpoiicTBO mpencraBiseT coOoi MO3MHIOK IuUCKHHE3W0. COrilacHO HEKOTOPBIM
BAPUAHTAM  OCYINECTBJICHHs]  W300pPETeHUS THIEPKUHETUYECKOE  JBUTATENbHOE
paccTpoiictBo mpexactaBysier cobor cuHmpom Kwis nme ma Typerra. CoriacHo
HEKOTOPbIM  BAapUAaHTAM  OCYINECTBIEHUS  W300pETEHUs  TUIMEPKHUHETHYECKOE
IBUTATENIbHOE PACCTPONCTBO mpexacTamBisieT coboi OonesHp I'enturrrona. CoriacHo
HEKOTOPbIM  BAapHAaHTAM  OCYINECTBIEHUS  W300pPETEHUS  TUIMEPKHUHETHYECKOE

IBUTATENIbHOE PACCTPOHCTBO TMpencrasisieT coboit Tuku. CorlacHO HEKOTOPBIM
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BAPUAHTAM  OCYIIECTBJICHHS] W300pPETEHUS THIEPKUHETUYECKOE  JBUTATENBHOE
paccTpoiicTBO mpencraBisieT CcoOOW  XOPEK, AaCCOLMHMPOBAHHYID C  OOJIE3HBIO
I'earunrrona. CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBICHHS H300peTEeHUs
TUIEPKUHETUYECKOe JBUTATEJIbHOE PACCTPOMCTBO TMPEACTABIISIET COOOH aTakCHIo,
XOper, MUCTOHHIO, OONIe3Hb | €HTHHITOHA, MHUOKJIOHHIO, CHHAPOM YCTaJbIX HOT WU
TPEMOPBL
[0094] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHUs H300pereHus VMAT2-
WHTHOUTOP BBOJSIT MEPOPAIIBHO.
[0095] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHUs n300pereHus VMAT2-
UHTUOUTOP BBOIAT B (pOpMe TaONETKU MIIN KaTCyJIbL.
[0096] CornacHO HEKOTOPBIM BapUaHTaM OCyIuecTBiIeHHs n3oOpereHus VMAT2-
MHTUOUTOP BBOIAT HE3ABHCUMO OT MPHEMa MUIIH.
[0097] CornacHO HEKOTOPBIM BapUaHTaM OCyIuecTBiIeHHs n3oOpereHus VMAT2-
UHTUOUTOP MpeACTaBisieT OO0 BaOeHA3UH, UK ero (hapMaLEeBTHUECKH TPUEMIIEMYIO
CONb W/WK M30TONHBIN BapuaHT. COINIACHO HEKOTOPBIM BAapHAHTAM OCYIECTBIICHUS
n3obperennss VMAT2-unruOurtop mnpeacraBisier coO0il  BanOeHAa3MH WM €ro
¢dapmaneBTiuecknn  mpuemieMyro  conb.  CoOracHO — HEKOTOPBIM — BapUaHTaM
ocymectBieHus: n3odperenuss VMAT2-unrubutop npexacrasiser coboil BajiOeHa3nHa
TO3WIATHYIO coJib. COrJIaCHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHUS H300pETeHUs
VMAT2-uHruOuTop npeacrasisier coO0i AUTO3MIIATHYIO COJIb BAIOCHA3HMHA.
[0098] CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs n300pereHus VMAT2-
UHTUOUTOp TpeAcTaBisieT COoOOH HW3O0TONMHBIA BAapHAHT, a WMEHHO. L-BamnHa
(2R,3R,11bR)-1,3,4,6,7,11b-rekcaruapo-9,10-nu(meTokcu-ds)-3-(2-metunnpornn )-2 H-
OeH30[a|XMHONMM3UH-2-WJIOBBIN 3P Up UK ero (hapMaIleBTUIECKH MPUEMIIEMYIO COJIb.
[0099] Cnocobd mo mobomy wu3 mm. 1-33, orTimuaromuiicss tem, uto VMAT2-
UHTHOUTOp mpencraeisieT coboi  (+)-u-3-u300ytuin-9,10-numerokcu-1,3,4,6,7,11b-
rekcarunpo-2H-nupuno[2,1-aJusoxuHonus-2-o1m, wm  ero  (apmaueBTHUECKH
NPUEMIIEMYIO COJIb F/VTH U30TOITHBIA BAPHAHT.
[0100] CornacHoO HEKOTOPHIM BapUaHTaM OCYLIECTBICHHs H300pereHnss VMAT2-
UHTHOUTOp mpencraeisieTr coboi  (+)-u-3-u300ytuin-9,10-numerokcu-1,3,4,6,7,11b-
rekcarunpo-2H-nupuno[2,1-aJusoxunonus-2-o1m, wm  ero  (hapmaneBTHUECKH
MIPUEMIIEMYIO COJIb.
[0101] CornacHoO HEKOTOPBIM BapUaHTaM OCYIIECTBICHHs H300pereHnss VMAT2-

WHTHOUTOP TpENnCcTaBisieT coOOW M30TOMHBIN BapHaHT, a UMEHHO: (+)-0-3-H300yTHII-



10

15

20

25

30

24

9,10-gu(merokcu-ds)-1,3,4,6,7,11b-rexcaruapo-2 H-mupuno[ 2, 1 -a|u30X HIHOIMH-2-011,
WK ero (papManeBTHUECKU MPUEMIIEMYIO COJIb.

[0102] CornacHo HEKOTOPHIM BapUaHTaM OCYIIECTBICHHs H300pereHns VMAT2-
UHTUOUTOP BBOAST B KOJIMYECTBE, SKBUBAJIEHTHOM KOJIMYECTBY CBOOOZHOIO OCHOBAHHUS
BaJOEHa3MHAa B AMAra3oHe OT npubnusutenpHo 20 Mr o npudmmusurenbHo 160 wmr.
CorymacHO HEKOTOpPBIM BapuaHTaM ocyiuecTsiieHus nzobperenus: VMAT2-uaruburop
BBOJIAT B KOJIMYECTBE, SKBUBAJIIEHTHOM MPUONM3UTENBbHO 20 MIr cBOOOZHOTO OCHOBAHHUS
BasiOeHasuHa. CorlacHO HEKOTOPBIM BapHaHTaM OCYIIeCTBJIeHUs n3ooperenns VMAT2-
UHTUOUTOP BBOAST B KOJIMYECTBE, SKBUBAJIEHTHOM NpUOIU3UTENbHO 40 MI CBOOOTHOTO
ocHOBaHMsA BajOeHa3nmHa. CoOrnacHO HEKOTOPbIM BapHaHTaM  OCYLIECTBJIEHUS
n3o0perenuss  VMAT2-uHruOutop  BBOZAT B KOJWYECTBE, HKBHUBAJIEHTHOM
npubnu3uTenbHo 60 Mr cBOOOAHOTrO OCHOBaHHs BajiOeHa3uHa. COrJIacCHO HEKOTOPHIM
BapuaHtaMm ocyuectsieHus: nzoopereHnss VMAT2-uHrubutop BBOIST B KOJHYECTBE,
SKBHUBAJIEHTHOM npuOnu3utTeabHo 80 Mr cBOOOJHOrO OCHOBaHUS BaJOEHA3UHA.
CornacHO HEKOTOPBIM BapuaHTaM oOcyluectBieHus u3oopereHuss VMAT2-unrudurop
BBOJISIT B KOJIMYECTBE, SKBUBAJICHTHOM NMPHUONU3UTENBbHO 120 Mr cBOOOHOTO OCHOBAHUS
BasioeHasuHa. COrlaCHO HEKOTOPBIM BapUaHTaM OCYIIeCTBiIeHus uzooperenus VMAT2-
UHTUOUTOP BBOJST B KOJIMYECTBE, IKBUBAJIEHTHOM MPUOIH3UTEIHHO 160 MI cBOOOIHOTO
OCHOBaHHMS BaJIOCHA3HMHA.

[0103] CornacHo HEKOTOPbIM BapUaHTaM OCYLIECTBICHHs n300pereHus VMAT2-
UHTUOWTOpP BBOAST B TE€UYEHHE MEPBOTO MEPUOJA BPEMEHHU B "MEPBOM KONIUYECTBE", U
3ateM KonnyectBO VMAT2-uHruOuropa yBeNIUYHBAIOT 1O "BTOPOTO KOJHUYECTBA".
CornacHO HEKOTOPBIM BapUAHTAM OCYINECTBJIEHUS H300pETEHHs MEpPBBIH MEePHOX
BPEMEHH COCTaBIIseT OAHY Henemo. CornacHO HEKOTOPBbIM BapUaHTaM OCYIIECTBIICHMUS
n300peTeHus "mepBoe KOJINYeCTBO" 3KBUBAJICHTHO MpUOIM3uTeNbHO 40 M CBOOOHOTO
ocHOBaHMs BajOeHa3MHa. COrNacHO HEKOTOPBIM BapHAHTaM  OCYLIECTBIICHHUS
n300peTeHus "BTOpoe KOJMUECTBO" SKBUBAJIEHTHO NMpUOIN3nUTENbHO 80 MI cCBOOOHOTO
OCHOBaHHMS BAJIOCHA3HHA.

[0104] CornacHo HEKOTOPBIM BapUaHTAM OCYLIECTBICHHs n300pereHns VMAT2-
UHTUOWTOP BBOAST B KOJHYECTBE, IOCTATOYHOM U JOCTWIKEHUS 3HAYEHHH
MakcuManbHONH KOHHEHTpauuu (Cmax) (+)-0-DHTBZ B masme KpoBH B 1Hama3oHE OT
npubmmsuTenbHo 15 Hr go mpubnmsurensHo 60 Hr Ha MII TIa3Mbl M 3HAYEHHH
MUHUMaJIbHON KOHUEHTpauH (Cmin) (+)-0-DHTBZ B miasme kpoBH 1O MEHbIIEH Mepe

15 Hr Ha MJ1 IIa3MBl B T€YEHUE NIEPUOJA BPEMEHHU, COCTABIISIFOLIErO 8 4.
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[0105] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHHs m300pereHns VMAT2-
UHTUOWTOP BBOAST B KOJHYECTBE, IOCTATOYHOM U JOCTWIKEHUS 3HAYEHHH
MakcuMainbHONU KOHIEHTpauuHu (Cmax) (+)-0-DHTBZ B myasme kpoBH B nuama3oHe OT
npubmusuTenbHo 15 Hr go mpubmmsurensHo 60 Hr Ha MII IJIa3Mbl M 3HAYEHHH
MHHUMAJIbHOIN KOHLIEHTpauuu B miazmMe KpOBH (Cmin), HAXOSIINXCSI ODHEHTHPOBOYHO B
auana3oHe mpuOIM3UTeNbHO 1Mo MeHbIelr Mepe 33%-50% ot Ciax, B T€UEHHE MTepuoaa
BPEMEHH, COCTAaBJIAOLIEro 12 4.
[0106] CornacHoO HEKOTOPHIM BapUaHTaM OCYLIECTBICHUs H300pereHus VMAT2-
WHTHOUTOP BBOIAT B KOJIMYECTBE, JOCTATOYHOM JUJISl TOCTHIKEHUS: (1) TEPareBTUIeCKOro
auanasoHa koHueHtpauuii (+)-o-DHTBZ ot npubnusurensHo 15 Hr 10 npHOIM3UTENBHO
60 Hr Ha M1 rmasmsl U (11) moporosoii koHueHTparuu (+)-0-DHTBZ no menbiei mepe
15 Hr Ha MJI MIa3Mbl B TEYEHHE IMEPHONA BPEMEHHM OT NPHOIM3UTENBHO 8 4 110
npuOIM3UTENBHO 24 |.
[0107] CorjnacHO HEKOTOPBIM BapHaHTaM oOcylnecTBieHuss u300peTeHust Cumax
coenunenus R R, R-DHTBZ cocrasnsier npubausurensHo 15 Hr/mi, npubnusurensHo 20
HI/Mi1, npubausuTenbHo 25 Hr/mu, npubmusurenbHo 30 HI/Mi, NPHONU3UTENBHO 35
Hr/Ma, npubmusutenbHo 40 Hr/mu, npuOnusutenbHo 45 Hr/mu, npubnusutensHo S0
HI/MJI, TPUOIM3UTEIBHO 55 HI/MI mim npubmm3utenbHo 60 Hr/mi mia3mel. CoriacHo
HEKOTOPBIM BapHaHTaM OCyInecTBJIeHus n300peTeHus: Cmin coequuenusi R, R, R-DHTBZ
COCTABJISIET 11O MeHbIeH Mepe 15 Hr/mi, mo MeHbIneil Mepe 20 HI/MII, IO MeHbIIEeH Mepe
25 ur/mi, no meHbinedd Mepe 30 HI/MI WJIM IO MEHbLIEH Mepe 35 HI/MII TUIa3Mbl B
TeUEHUE Mepuosia BpeMeHH, cocTapiisitowmero 8 4, 12 4, 16 v, 20 u, 24 4, 28 y unu 32 u.
CornacHo HEKOTOPBIM BapUaHTaM OCylIecTBIeHUsT H300peTeHus Cmin COSTUHEHUS
RRR-DHTBZ wHaxomuTcs B JAWama3oHe OT NOpuOIM3UTENbHO 15 Hr/mm 1o
NPUOU3UTENBHO 35 HI/MIL
[0108] CormacHO  HEKOTOPBIM  BAapHAHTAM  OCYLIECTBICHHS  HM300pETEHUs
(bapMaLIeBTHUECKYIO KOMITO3UIUIO BBOIST B KOJHYECTBE, JOCTATOYHOM JJIS TTOJTYYEHHUS
3HaYeHUN Cmax coenuuenusi R, R, R-DHTBZ B nuanazone oT nmpuOau3uTenpHo 15 Hr/mMi
no mpubmusurenbHo 60 Hr/mnm  tasmbel W 3HaYeHUH  Cupin, COCTABJISIFOIIHX
npubmmsnuTenbHo 1o MeHbliedn Mepe 33% oT Cmax B TEUEHHE NEpPHOAAa BPEMEHH,
cocrasiisrontero 24 4. CoriaacHoO HEKOTOPHIM BapUaHTaM OCYLIECTBICHUST H300pETEHHS
(bapMaLIeBTHUECKYIO KOMITO3ULIUIO BBOIAT B KOJHYECTBE, JOCTATOYHOM JJIS TTOJTYYEHHUS
3HaYeHUN Cmax coenuuenus: R, R R-DHTBZ B nuanazone oT nmpuOau3uTenpHo 15 Hr/Mi

no mpudmusurenbHo 60 Hr/mnm  tasmbel B 3HaYeHUH  Cpin, COCTABJISIOIIHX
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npubmsurensHo 1no MeHbinel Mepe 50% 0T Cmax B TeUeHHE MEpHOAA BpPEMEHH,
cocrasiisroiero 24 4. CoriaacHoO HEKOTOPHIM BapUaHTaM OCYLIECTBICHUST H300pETeHHs
(bapMaLIeBTHUECKYIO KOMITO3ULUIO BBOIAT B KOJHYECTBE, JOCTATOYHOM JJIS TTOJTYYEHHUS
3HaYeHUN Cmax coenuuenus: R, R R-DHTBZ B nuanazone ot npudausutenpHo 15 Hr/mi
10 npuoOIM3uUTeNsHO 60 Hr/MI r1a3mMel U 3HaU€HUH Cumin, HAXOISIIUX CS OPUEHTHPOBOYHO
B AWAra30He MPUOIU3UTENBHO 10 MeHblIer Mepe 33%-50% oT Cnax B TEUSHHE TIEpHOAA
BPEMEHH, COCTABJISIIOLIEro 24 4.

[0109] CormacHO  HEKOTOPBIM  BapHaHTAM  OCYLIECTBIEHHMS  HU300pEeTEeHUs
(bapMaLeBTHUECKYIO KOMITO3ULIMIO BBOJAT B KOJHMYECTBE, JOCTATOYHOM JJIS MOy YEHUs
3HaueHUN Cmax coenuuenus: R, R, R-DHTBZ B nuanazone ot npubausutenbHo 15 Hr/mi
no npubnusurenbHo 60 Hr/mn  mnasmMbl U 3HauYeHUH  Cmin, COCTaBISIOIINX
npuOnusurenbHo no Mesbineil mepe 33% OT Cmax B TeUeHHE IEepHOJAa BPEMEHH,
coctaBistroiero 12 4. CoriacHO HEKOTOPBIM BapUAHTaM OCYIIECTBICHUsI U300peTeHUsI
(papManeBTHUECKYO KOMITO3UIIMIO BBOJSAT B KOJMUYECTBE, JOCTATOYHOM JUISl TTOJYYECHUSI
3Ha4eHuil Cmax coenuuenust R, R, R-DHTBZ B nuana3one ot npuOnusutensHo 15 Hr/min
no mnpubmusurenbHo 60 Hr/mMn  minasMbl M 3HaYeHUH  Cpin, COCTaBIISIOIINX
npubnusutenbHo 1o Mesbliedr Mepe 50% 0T Cmax B TEUEHHE MEpPHOAAa BPEMEHH,
cocrapisroniero 12 4. CorjaacHO HEKOTOPBIM BapUaHTAM OCYLIECTBICHUST H300pETeHHs
(apMaLEBTHUYECKYIO KOMITO3ULUIO BBOIST B KOJHYECTBE, JOCTATOYHOM JJISl TTOJTYYSHHUS
3HaYeHUN Cmax coenuuenusi R, R R-DHTBZ B nuanazone oT npuOIu3uTeNbHO 15 HI/MI
10 npudau3uTenbHO 60 Hr/MIT m1a3mMel v 3HaU€HUH Cumin, HAXOISIIIUX CS OPUEHTHPOBOYHO
B AWAara3oHe NpUOIU3UTENBbHO 10 MeHblelr Mepe 33%-50% oT Cmax B TEYEHHE NTEpHOAA
BPEMEHH, COCTABJIAOLIEro 12 4.

[0110] CormacHO  HEKOTOPBIM  BapUAHTAM  OCYLIECTBICHHS  HM300pETEHUs
(hapMaLIeBTHUYECKYIO KOMITO3ULIUIO BBOJST CYOBEKTY B KOJHYECTBE, KOTOPOE MO3BOJISIET
nosiydath 3HaueHus1 Cmax coequaenust R, R, R-DHTBZ B nuana3oHe OT NpUOIH3UTETHHO
15 Hr/mn po mpubnusurenpHo 60 Hr/mu miuasmel U 3Ha4eHUS Cmin B JAMANA30HE OT
NpUOIM3UTENBHO 5 HI/MII 0 mpubmu3uTenbHo 30 HI/MII IJIa3Mbl B TEUEHHE MEPHOAA
BpeMeHH, cocTaBisiromero 24 4. CorjgacHO HEKOTOPBIM BapHAaHTaM OCYLIECTBIICHHUS
u3o0pereHnss (apMalleBTHUECKYK) KOMITO3UMIIMIO BBOIST CYOBEKTY B KOJIHYECTBE,
KOTOPOE TO3BOJISIET MOJy4daTh 3HaueHus1 Cmax coenunenus: R, R, R-DHTBZ B nnanazone
oT npubnu3uTenbHO 15 Hr/Mn 1o npubnusutenbHo 60 HI/MI m1a3Mel U 3Ha4€HUS Cumin B
IUamnasoHe OT MPUONM3HUTENbHO 7,5 Hr/Mil 10 mpuOmm3uTenbHO 30 HI/MI TUIa3Mbl B

TE€UEHUE NIEPUOZIa BPEMEHH, COCTABIISOIIEro 24 4.
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[0111] CornmacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHUS H300pETeHus, B
U300peTeHNN MPEeMJIOKeH Crocod JieueHUsT HEBPOJOTHUECKHX WM TICUXHYECKUX
3a00neBaHUl WM PAacCTPOMCTB, KOTOPBI  BKJIIOYAET BBEACHHE CYOBEKTY
(dapMaLieBTHUECKOW  KOMITO3WLIMM,  COAEpKalleld, B  KadyeCTBE  AKTUBHOIO
dapmanesruueckoro uHrpeaneTa, VMAT2-uHrHOUTOp B KOJUYECTBE, JOCTATOYHOM
st monyderust (1) TepameBTUYEeCKOro auamna3oHa koHueHTpauui R R R-DHTBZ ot
npubnusuTenbHo 15 Hr o npubnmsurensHo 60 Hr Ha MI Ia3Mbl U (i1) TOPOrOBOMH
koHueHtpauuu R,RR-DHTBZ no menpiieit mepe 15 Hr Ha MJ 1uia3Mbl B TE€YEHUE
nepuo/a BpeMeHH OT MPUOIN3UTENBHO 8 4 10 NPUOIM3UTENBHO 24 |.
[0112] CornmacHO  HEKOTOPBIM  BapHaHTAM  OCYLIECTBIEHHMs  HU300peTEeHUs
TepaneBTUYeCKUil nuana3oH KoHueHtpauuid R R R-DHTBZ npencrasnsier coOoi
AMAaIa3oH OT NpuOMU3UTENbHO 15 Hr 10 npubnu3uTensHO 35 Hr, 10 NpubIM3UTEIHHO 40
HT, 70 MPUONU3UTENBHO 45 Hr, 10 npuOau3UTeNnbHO S0 Hr WK 0 MPHONU3UTETBHO 55
HI Ha MJI TJIa3MBbl.
[0113] CoriacHO HEKOTOPBIM BapHAHTAM OCYLIECTBJICHHUS] H300pEeTEeHUs] TOPOroBasi
koHUeHTpauus R, R, R-DHTBZ cocraBnser npuban3urensHo 15 HI/Mit, TpHONU3UTENBHO
20 Hr/mi, npuOAM3UTENpHO 25 HI/MiI, npubau3uTeabHo 30 HI/MI, TPUOIU3UTENBHO 35
Hr/mi, npubmusutenbHo 40 Hr/mu, npuOnusutenbHO 45 Hr/mu, npubmusutensHo S0
HI/MJI, TPUOIM3UTENBHO 55 HI/MJI Wiu npubiu3uTeibHo 60 HI/MIT TUIa3Mbl B TEUEHHE
Mepuoaa BPEMEHH, COCTABIISIOIIErO MPUONTM3UTENbHO 8 4, MpUOMU3UTENBHO 12 4,
npubIM3UTENbHO 16 4, mpubnusutensHo 20 4, NpuOIM3UTEIbHO 24 4, MPUOIU3UTENBHO
28 v unan npubmmsurenbHo 32 4. CorjiacHO HEKOTOPBIM BapUAHTAM OCYLIECTBIICHHS
n3o0pereHus: moporoBasi koHHeHTpauus R R R-DHTBZ HaxomuTcss B Auama3oHe OT
NpUOIU3UTENBHO 15 HI/MIT 10 pHONIU3UTENBHO 35 HI/MII B TE€YEHUE MEPHOAA BPEMEHH
OT MPUOJIUZNUTENBHO 8 4 10 MPHOIUZUTEIBHO 24 U.
[0114] KoHnenTpauuu B mmjia3mMe MOTYT OBbITh H3MEPEHBI C KCIOIb30BAHHEM
METOANK, W3BECTHbIX B JaHHOH OOJAaCTH TEXHUKH, OOBIMHO C HCIIOIb30BAHUEM
TaHJIEMHON MacC-CIeKTPOCKOMHUH.
[0115] Taxoke mpeasioskeH HHIHOUTOP BE3HKYJIIPHOTO IEPEHOCYHKA MOHOAMHHOB 2
(VMAT?2), BoiOpansbiii u3 BanOeHasmHa U (+)-0-3-u300yTi-9,10-qumeTokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno[ 2, 1 -a]u30xuHONMH-2-011a, Wiu (hpapMareBTHIeCKH
NPUEMIIEMOH COJNIM  W/WIM HM30TONHOTO BAPUAHTA YKA3aHHBIX COENUHEHWH, I
NPUMEHEHHs B CIIOCO0E JIEYEHUS] HEBPOJIOTUYECKOrO MM TICUXHYECKOrO 3a00JIeBaHMs

W PacCTPOICTBA Yy HYXKOAIOLIErocss B TAaKOM JIEYEHHH TALUEHTa, KOTOPbII
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MPEeIBAPUTENIBHO OINpeNeeH Kak MeUIeHHbIH Merabonusarop nutoxpoma CYP2D6,
BKJIFOYAIOIIEM BBEIEHHE NAIMEHTy TEepaneBTUYeCKn 3(PQPEeKTHBHOrO KOJHMYECTBA
VMAT2-unruduropa.
[0116] Taxoke mpeasioskeH MHIHOUTOP BE3UKYJIIPHOTO IEPEHOCYNKA MOHOAMHHOB 2
(VMAT?2), BbiOpansbiii u3 BanOenasmHa u  (+)-0-3-u300ytuin-9,10-qumerokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno[2, 1 -a|u3oxuHoNMH-2-011a, Wiu (papMareBTHIECKH
NpUEeMJIEMON CONM  W/WIM M30TONHOIO BAapUAHTA YKAa3aHHBIX COENUHEHUH, I
NPUMEHEHHs B CIIOCOOE JIEYEHUS] HEBPOJIOTUYECKOrO WM TICUXHYECKOrO 3a00NeBaHMs
WIM PACCTPONCTBA Yy HYXXJAKOLIErocs B TAKOM JIEYEHHM MALMEHTA, BKIHOYAIOLIEM:
BBEJICHUE MaLIUEHTy TeparneBTudecku dddexruHoro kommuecrsa VMAT2-unruduropa,
NOCHeAyIolee MPUHATUS pPEIIeHUs O TOM, YTO MALUEHT SBISAETCS MEJIEHHbIM
merabomuzatopom wmuroxpoma CYP2D6, u mnponmojokeHHe BBENEHHsS NALUeHTY
TepaneBTH4ecKy 3P pekTuBHOro Kommuecrsa VMAT2-unruduropa.
[0117] Taxske npeanokeH HHrHOUTOP BE3UKYJIIPHOTO MEPEHOCUNKA MOHOAMUHOB 2
(VMAT?2), BbiOpansbiii u3 BanOeHasnHa u (+)-0-3-u300yTui-9,10-qumeToKkcu-
1,3,4,6,7,11b-rexkcarunpo-2H-nupuno[ 2, 1-a|u30XuHOIMH-2-0J1a, WK (hapMalleBTHYECKH
NpUeMJIEeMOH COJMM W/WIM HW30TOMHOTO BapHUaHTAa YKa3aHHBIX COCOMHEHHH, I
NPUMEHEHHs B CIIOCO0E JIEYEHUS] HEBPOJIOTMYECKOrO MJIH TMCUXHYECKOrO 3a00JIeBaHMs
WIM pacCTpOMCTBA Yy HYXXJAKOWIErocs B TaKOM JIEYEHUHM TMALMEHTa, KOTOPbIH
MPeIBAPUTENILHO ONpeneeH Kak MeUIeHHbIH Merabonusarop unutoxpoma CYP2D6,
BKJIFOYAIOLIEM. BBEICHUE TALMEHTy TepamneBTH4eckn 3((EKTUBHOIO KOJIHYECTBA
VMAT2-uHruéuropa, nocieayoee BblAe/IeHHE MalUeHTa, He CTOCOOHOTO MePEHOCHUTh
ONHY WM Oojiee YeM OIHY HEXENaTEeNIbHYI0 PEaKLHI0, CBS3aHHYK C BO3ACHCTBUEM
VMAT2-unruburopa, U BBEOEHHE NAHHOMY IAaLMEHTY YMEHBILICHHOTO KOJIMYeCTBa
VMAT2-unruduropa, Takoro kak 40 Mr oguH pa3 B CyTKH.
[0118] Taxoke mpeasioskeH HHIHOUTOP BE3HKYJIIPHOTO IEPEHOCYHKA MOHOAMHHOB 2
(VMAT?2), BoiOpansbiii u3 BanOeHasmHa U (+)-0-3-u300yTmi-9,10-qumeTokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno[ 2, 1 -a]u30xuHONNH-2-011a, WU (hapMareBTHUIECKH
NpUEMJIEMOH COJNIM W/WIM HM30TONHOTO BApUAHTA YKA3aHHBIX COENUHEHWH, I
NPUMEHEHHS B CIIOCOOE JIEYEHUS] HEBPOJIOTUYECKOrO MM TICUXHYECKOTO 3a00JIeBaHMs
WIM paccTpoicTBa y HY)XJAIOLIErocs B TakOM JIEYEHUM MAaLMEeHTa, KOTOPBbIi
MPeIBAPUTENILHO OMpeNeieH Kak MeUIeHHbIH Merabonusarop nutoxpoma CYP2D6,
BKJIFOYAIOIIEM: BBEICHHE TALMEHTY TepamneBTUYecKH 3((EKTUBHOTO KOJIMYECTB

VMAT2-unruduropa, NOCIenyroliee BbhIISICHUE MAllUeHTa, CIIOCOOHOrO MEePeHOCUTh
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OnHY WM 0oJiee 4eM OJHY HEeXXENAaTEIbHYI PEAKLMHIO, CBSI3AHHYIO C JICYEHUEM, U
NPONOJDKEHNE BBEACHHWS JAHHOMY TMAIMEHTy TepaneBTU4YecKu 3¢ (HEeKTHBHOTO
kosmuectBa VMAT2-unruduropa.

[0119] BanGenasun mosker ObITh MoOJydeH B cooTBeTCTBUU ¢ mateHTamu CIITA No
8039627 u 8357697, conep;xaHUE KAXKAOTO U3 KOTOPBIX BKIKYEHO B JAHHYIO 3asBKY
NIOCPENICTBOM CCHUIKM BO BCel cBoeil monHoTe. TerpaOeHa3smH MOXxeT ObITh BBEIEH C
UCTIONBb30BAHUEM psila METOAMK, BKJIIOYAOIIMX Tpernaparbl, onucaHHele B PCT-
nyomkamusix WO 2010/018408, WO 2011/019956 u WO 2014/047167, conepkaHue
KaX10M U3 KOTOPBIX BKJIFOUEHO B AAHHYIO 3asBKY ITOCPEICTBOM CCHUIKM BO BCEll CBOEH
nosiHoTe. COrIacHO HEKOTOPBIM BapUaHTaM OCYILIECTBJICHUSI H300pPETeHHs BAJIOSHA3HH,
UCMIONIB3YEMBbI B KOMIIO3UIMAX U CrmocodaxX, TNPEeUIOKEHHBIX B  HACTOSIIEM
n300peTeHny, HaxoauTcs B noauMopdHoit ¢popme I, onucannoii B nmarenre CIIIA Ne
15/338214, conep:kaHue KOTOPOrO BKIIFOUYEHO B TAHHYIO 3asIBKY MOCPEICTBOM CCHIIKH BO

BCEU CBOEH ITOJIHOTE.

Dapmayeemuueckue KOMNO3UYUU
[0120] Taxxe mnpennoxeHa KOMIO3ULUS [JIs1 JIEUEHUS NALUMEHTa, KOTOPBIH
HY’KIAeTCsl B MHTHOUTOpE BE3UKYJSIPHOTO MepeHocurnka MoHoamMuHOB 2 (VMAT2),
BbIOpaHHOM U3 BanOeHasuHa u  (+)-0-3-u300yTUi-9,10-numerokcu-1,3,4,6,7,11b-
rekcarunpo-2H-mipuno[2, 1-a]u30XuHOMNH-2-0J1a, WK (HapMaLeBTUYECKH PUEMIIEMON
COJIM W/WJIM M30TOMHOTO BapUAHTA YKA3aHHBIX COCAUHEHUH, M SIBISIETCS MEIJICHHBIM
merabonmuzaTopoM mmroxpomMa P450 2D6 (CYP2D6), conep:kamasi TeparneBTUYECKH
s¢pexTuBHOE KONMYeCcTBO NaHHOrO VMAT2-naruduropa.
[0121] CormacHo  HEKOTOpPBIM  BapHAHTAM  OCYLIECTBICHHS  HM300pETEHUs
MPOBOIUTCS MOHHTOPHHT MAI[MEHTA HA MPEIMET BOSHUKHOBEHUS OMHOIN Win Oonee yem
OHOM HeXeJaTeIbHON PeaKLUU, CBI3aHHOH C JICUCHUEM.
[0122] CornacHO HEKOTOPBIM BAPUAHTAM OCYIIECTBJICHHS H300PETEHS KOJTMYECTBO
VMAT2-unru0uropa, BBOAMMOTO B COCTaB€ B KOMIIO3MLUH TO HU300PETEHUIO,
YMEHBIIAOT UCXO/S U3 CIIOCOOHOCTH MalMeHTa NMePEHOCUTh OHY WK 0oJiee YeM OIHY
HEXKENaTEeNbHYI0 PEAKIINIO, CBSI3aHHYIO C JIEUEHUEM.
[0123] Takke NpeAnokeHa KOMIIO3ULUS [Jid JIEYEHUs MaLUUeHTa, KOTOPbIN
HY’>KIaeTCsl B MHTHOUTOpPE BE3UKYJSIPHOTO MepeHocunka MoHoamuHOB 2 (VMAT2),
59,40, 7,

BbIOpaHHOM U3 BanOeHasmHa © (+)-0-3-m300yTmi-9,10-mumerokcu-1,3,4,6,7,11b-

rekcarunpo-2H-mpuno[2, 1-a]u30XuHOMMH-2-071a, WK (PapMaLeBTHIECKH MPUEMIIEMON
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COJIM W/WJIM M30TOIHOTO BapHAaHTa YKAa3aHHBIX COCOUHEHUH, W SIBISIETCS MEIJICHHBIM
metabonuzaTopoM nutoxpoma P450 2D6 (CYP2D6), coneprkamas nanasiii VMAT2-
UHTUOUTOp, KOTOpash OTIMYAETCS TEM, YTO KOMIIO3MLMIO, copepxkamyro VMAT2-
UHTUONTOpP B KOJIMUECTBE, KOTOpoe Oyner MeHblue koimuuectBa VMAT2-unruburopa,
BBOJIMMOTO TALIUEHTY, KOTOPBII He SBJSIETCS MEAJIEHHBIM METa00JIN3aTOPOM LINTOXPOMA
CYP2D6, BBOAAT NalIMEHTy MOCJE TOTO, KaK ONPEAENIEHO, YTO OH SIBJISIETCS MEJIEHHBIM
merabonusaTopoM nuroxpoma CYP2D6 mo pesynbraTaM BBEAEHHMS KOMIIO3UIIUH,
conepxkaieii repanesTudecku dddextuBHoe komdectBo VMAT2-unruduropa.
[0124] Taxxe nmpeanokeHa KOMIOO3ULIMS AJIs JIEUeHUs MALMEHTa, HY KAAKIIErocs B
UHTUONTOpE BE3UKYJISIPHOTO NepeHocunka MoHoaMHHOB 2 (VMAT2), BeiOpaHHOM U3
BanbeHasnHa u  (+)-0-3-u300yTun-9,10-numerokcu-1,3,4,6,7,11b-rekcarunpo-2H-
nupuno| 2, 1 -a|u30XMHONMNH-2-051a, WM (papMaLEBTHYECKH MPUEMJIEMON CONU /WK
U30TONMHOIO BAapUAaHTA YKA3aHHBIX COEJUHEHUIN, U SBJAIOIIErOCs MEAJIEHHBIM
metabonuzaTopoM nutoxpoma P450 2D6 (CYP2D6), conepkamasi nanusiii VMAT2-
UHTUOUTOpP, KOTOpas OTJIMYAeTCSl TeM, 4YTO KOMIIO3UIMIO, copepkamyro VMAT2-
UHTHOUTOP B KOJIMYECTBE, KOTOpOe paBHO KonudectBY VMAT2-unruouropa,
BBOJUMOMY TMAIIMEHTy, KOTOPBIH HE SBISIETCS MEIJIEHHBIM MeTaboIn3aTOPOM
nutoxpoMa CYP2D6, BBOIAT manueHTy MOCiE TOro, Kak OINpenesieHO, YTO MaLUeHT
SIBJISIETCS.  MeIUIeHHBbIM  MeTabojau3aTtopoMm 1uroxpoma CYP2D6 mno pesynbratam
BBEJICHUS KOMITO3MLIMHU, Coaep:kameil TepaneBTudecku 3(QeKTHBHOE KOJIUYECTBO
VMAT2-unruduropa.
[0125] CormacHO  HEKOTOPbIM  BapHaHTaM  OCYLIECTBJIIEHUS  HM300peTeHUs
MPOBOIUTCS MOHHTOPHHT MAIL[MEHTa Ha MPEIMET BOSHUKHOBEHUs OMHOH Win Oonee yem
OTHOM HeXeJaTeIbHON PeaKLUU, CBI3aHHOH C JICUCHUEM.
[0126] CornacHO HEKOTOPBIM BAPUAHTAM OCYIIECTBJICHHS H300PETEHS KOJTMYECTBO
VMAT2-unru0uropa, BBOAMMOTO B COCTaB€ B KOMIIO3WLUH TO HU300PETEHUIO,
YMEHBIIAOT UCXOs U3 CIIOCOOHOCTH MAalMEeHTa EPEHOCUTh OHY WK 0oJiee YeM OIHY
HEXKeJIaTeNbHYI0 PEAKIINIO, CBSI3aHHYIO C JIEUEHUEM.
[0127] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHs] U300pETeHHs MalleHTa
WINA TIPEACTABUTENS MEAULIMHCKOrO IMepCOoHaja MHQOPMHUPYIOT O TOM, UTO BBEICHHE
VMAT2-uHru0uropa mauueHTy, KOTOPBIA SIBJIAETCS MENJIEHHBIM MeTa0OIH3aTOpPOM
uroxpoma CYP2D6, MokeT mpUBOANTE K YCHIJIEHHIO BO3AeicTBUs (+)-0-3-n300yTHII-

9,10-numeTokcu-1,3

EE A

4,6,7,11b-rexcarunpo-2H-nmupuno| 2, 1 -a|u30XMHONMMH-2-0571a.
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[0128] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHs] H300pETeHUs TAleHTa
WINA TIPEACTABUTENS MEAULIMHCKOrO IMepCOoHaja MHQOPMHUPYIOT O TOM, UTO BBEICHHE
VMAT2-uaru0uropa mauueHTy, KOTOPBIA SIBJIAETCS MENJIEHHBIM MeTa0OJIH3aTOpPOM
nutoxpoMa CYP2D6, MokeT NpUBOAUTH K MOBBILIEHUIO PUCKA BOZHUKHOBEHUS OJIHOM
i Ooee ueM OHON HeKeNaTebHON PEeaKLUH, CBI3aHHOM C JISYEHHEM.
[0129] CornacHO HEKOTOpPBIM BapHaHTaM OCYIIECTBJICHHs] M300pETeHHs MalleHTa
WINA TIPEACTABUTENS MEAULIMHCKOrO IMepCOoHaja MHQOPMHUPYIOT O TOM, UTO BBEICHHE
VMAT2-unru0uropa mauueHTy, KOTOPbIM SIBJIAETCS MENJIEHHBIM MeTa0OJIH3aTOpPOM
nutoxpoma CYP2D6, MokeT npuBOAUTb K yAnuHeHUto QT-uHTepBana nauueHTa.
[0130] CornmacHO  HEKOTOPBIM  BapHaHTAM  OCYLIECTBIEHHMs  HU300peTEeHUs
TepaneBTH4ecKy 3(h(HEeKTHBHOE KOINYECTBO MEHbIIIE KOJINYECTBA, BBOAUMOTO NALIUEHTY,
KOTOPBIH HE SIBJISIETCS] MEIUIEHHBIM MeTabom3aTopoM uutoxpoma CYP2D6.
[0131] CornacHO  HEKOTOPBIM  BapUaHTaM  OCYINECTBJICHUS  HM300peTeHus
TepaneBTH4eCK! >(PPEeKTUBHOE KOJUYECTBO COBNANAET C KOJUYECTBOM, BBOAWMBIM
NAaLMEeHTY, KOTOPBII He SIBJISIETCS] MeAJIeHHBIM MeTabonmu3aropoM ruroxpoma CYP2D6.
[0132] CornacHO HEKOTOPBIM BapHaHTaM OCyIlecTBIeHHs n3oOpereHus VMAT2-
UHTUONUTOP BBOASIT MALMEHTY AJIS JICYEHUS HEBPOJIOTHYECKOTO MM ICHXHYECKOTO
3a00sIeBaHUs UK PACcCTPOICTRA.
[0133] CornacHoO HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs H300pereHus VMAT2-
UHTHOUTOP BBOMSIT NMEPOPANIBHO.
[0134] CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs n300pereHus VMAT2-
UHTUOUTOP BBOIAT B (POpME TaONETKU WIIH KATICYJIbI.
[0135] CornacHoO HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs H300pereHuss VMAT2-
UHTUOUTOP BBOISAT HE3aBHCHUMO OT MpUEMa MULIH.
[0136] CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs H300pereHuss VMAT2-
WHTHOUTOP MpencTapisieT codoil BabeHa3uH WK ero GapMareBTHIECKH MTPUEMIIEMYIO
COJIb M/MJT U30TOITHBIN BapUaHT.
[0137] CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBICHHs H300pereHnss VMAT2-
WHTHOUTOP MpencTapisieT coboii BabeHa3uH WK ero GapMareBTHIeCKH MPUEMIIEMYIO
COJIb.
[0138] CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs m300pereHnss VMAT2-
UHTUOUTOP NpeAcTaBysieT coOOH BaOeHA3MHA TO3UIIATHYIO COJIb.
[0139] CornacHoO HEKOTOPBIM BapUaHTaM OCYIIECTBICHHs H300pereHnss VMAT2-

UHTUOUTOP NpeACTaBiIsieT COOOH TUTO3MIIATHYIO COJIb BAIOSHA3HHA.
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[0140] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHHs m300pereHns VMAT2-
UHTUOWTOp TpencTaBisieT COOOM M30TONMHBIA BapHaHT, a WMMEHHO L-BanmnHa
(2R,3R,11bR)-1,3,4,6,7,11b-rekcaruapo-9,10-nu(meTokcu-ds)-3-(2-metunmpornn)-2 H-
OeH30[ a|XMHONMM3UH-2-IJIOBBIN 3 Up UK ero (apMaleBTHIECKH MPUEMIIEMYIO COJIb.
[0141] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHUs H300pereHnss VMAT2-
UHTHOUTOp mpexacraeisier coboi  (+)-u-3-u300ytun-9,10-numerokcu-1,3,4,6,7,11b-
rekcaruapo-2H-nupuno[2,1-a]Jusoxunonus-2-o1m, wim  ero  (apManeBTHUECKU
IPUEMIIEMYIO COJIb W/VJIM U30TOIHBIA BAPUAHT.
[0142] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHUs n300pereHus VMAT2-
UHruouTOp TmpencTaBasier coboh  (+)-a-3-u300yTHn-9,10-numerokcu-1,3,4,6,7,11b-
rekcarunpo-2H-mipuno[2,1-a]JuzoxuHonus-2-o1, WU ero  (apmaneBTHYECKU
IPUEMJIEMYIO COJIb.
[0143] CornacHO HEKOTOPBIM BapUaHTaM OCyIuecTBiIeHHs n3oOpereHus VMAT2-
UHrUOUTOP MpeAcTaBseT cOO0H N30TOMHBIN BAPUAHT, & IMEHHO (1)-0-3-1300yTHi-9,10-
nu(metokcu-ds)-1,3,4,6,7,11b-rekcarunpo-2 H-upuno[ 2, 1-a|u30XUHOIMH-2-0J1 UJIH €T0
(apmaneBTHYECKH TPUEMIIEMYIO COJIb.
[0144] CorjacHO HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs n300pereHus VMAT2-
UHTUOUTOP BBOAST B KOJIMYECTBE, SKBUBAJIEHTHOM KOJIMYECTBY CBOOOAHOIO OCHOBAHMUS
BajiOEHAa3WHA B AMANa3oHe OT npubnusutensHo 20 mMr o npubnusurenbHo 160 wr.
CorynacHO HEKOTOpPBIM BapHuaHTaM ocyliecTBiieHus n3odpereHus: VMAT2-uHruourop
BBOJIAT B KOJIMYECTBE, SKBUBAIIEHTHOM MPHONIMU3UTENBHO 20 MI CBOOOAHOTO OCHOBAHHUS
BasioeHa3uHa. COrlaCHO HEKOTOPBIM BapHaHTaM OCYIIeCTBJIeHUs n3odperenns VMAT2-
UHTUOUTOP BBOAST B KOJIMYECTBE, SKBHBAJIEHTHOM NPUOIU3UTENBHO 40 MI' CBOOOHOTO
ocHOBaHMs BajOeHasmHAa. COrNacHO HEKOTOPBIM BapHAHTaM  OCYLIECTBIICHHUS
uzobperenuss VMAT2-uHruOuTop BBOOAT B KOJWYECTBE, HKBHBAJICHTHOM
npubm3uTebHO 60 Mr CBOOOIHOTO OCHOBaHMS BayOeHa3uHa. COrIacCHO HEKOTOPBIM
BapHaHTaM ocyiuecTBieHus1 n3o0pereHust VMAT2-uHruOuTop BBOAST B KOJUYECTBE,
SKBUBAJEHTHOM npuOmu3utenbHo 80 Mr cBOOOIHOTO OCHOBaHMS —BaJOCHA3MHA.
CorymacHO HEKOTOpPBIM BapHWaHTaM ocyluecTBiieHUs1 n3odpereHuss VMAT2-uHruburop
BBOJIAT B KOJIMUECTBE, SKBUBAJIEHTHOM MPHOIM3UTENBHO 120 Mr cBOOOTHOTO OCHOBAHHUS
BasiOeHa3nHa. COrlacCHO HEKOTOPBIM BapHaHTaM OCYINeCTBIeHUs n3obperenns VMAT2-

UHTUOUTOP BBOIAT B KOJIMYECTBE, SIKBUBAJICHTHOM NMPUOIH3UTEIBHO 160 M cBOOOIHOTO

OCHOBAaHUS BAIOCHA3UHA.
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[0145] CornacHoO HEKOTOPHIM BapUaHTaM OCYIIECTBICHHs m300pereHns VMAT2-
UHTUONTOpP BBOIAT B TEUEHHE NEPBOTO NMEPUONa BPEMEHH B "MEPBOM KOJH4YeCcTBE" U
3ateM KonndectBO VMAT2-uHrnOuropa yBeNWYHMBAIOT 10 "BTOPOTO KOJHUECTBA".
CornacHO HEKOTOPBIM BapUAHTAM OCYINECTBJIEHUS H300pETEHHs MEPBBIA IMEPHOX
BPEMEHH COCTaBJIseT OAHY Henemo. CoracHO HEKOTOPBIM BapUAaHTaM OCYLIECTBJICHMUS
n300peTeHns "mepBoe KOJINYeCTBO" 3KBUBAJIEHTHO MpuOmm3nuTenbHo 40 Mr cBOOOJHOTO
ocHOBaHMsA BajOeHa3mHa. CoOrnacHO HEKOTOPbIM BapHAaHTaM  OCYIIECTBJIEHHUS
n300peTeHus "BTOpoe KOJMUECTBO" SKBUBAJIEHTHO MpuOnu3nuTensHo 80 Mr cBOOOJHOTO
OCHOBaHHsI BaJIOEHA31HA.
[0146] CornacHoO HEKOTOPHIM BapUaHTaM OCYLIECTBIeHUs H300pereHus VMAT2-
UHTUOUTOP BBOAST B KOJHYECTBE, JOCTATOYHOM I JOCTHXKEHUS 3HAYeHHH
MakcuMaiabHOU KOHUEHTpauu# (Cmax) (+)-0-DHTBZ B miasme kpoBU B AHamna3oHe OT
npubmmsurenbHo 15 Hr o mpubmmsurensHO 60 Hr Ha MIT IUTa3Mbl M 3HAYEHUH
MUHUMaJIbHON KOHLEHTpaUUuU (Cmin) (+)-0-DHTBZ B mnasme xpoBu 1o MeHblIeH Mepe
15 Hr Ha MJ1 IIa3MBI B TEYEHHE IEPUOA BPEMEHH, COCTABIISIFOLIETO 8 .
[0147] CornacHO HEKOTOPBIM BapHaHTaM OCyIuecTBIeHHs n3oOpereHus VMAT2-
UHTHOUTOP BBOAAT B KOJMYECTBE, MOCTATOYHOM ISl JOCTYDKEHHMs 3HA4YeHUH
MakCUMabHOU KOHIEHTpaUUHU (Cmax) (+)-0-DHTBZ B myasme KpoBH B JHana3oHe OT
npubnusutenbHo 15 Hr go mpubnmsurenbHo 60 Hr Ha MII TUIa3Mbl M 3HAYEHHH
MHHHUMAaJIbHOHN KOHIEHTpauuy B muiazme KpOBH (Cmin), HAXOISIIIXCSI ODHEHTHPOBOYHO B
auana3oHe mpudIM3UTENbHO 1Mo MeHbInelr Mepe 33%-50% oT Cmax, B TE€UEHHUE MTEPUOaA
BPEMEHH, COCTABJIAOLIEro 12 4.
[0148] CornacHoO HEKOTOPBIM BapUaHTaM OCYLIECTBICHHs H300pereHuss VMAT2-
WHTHOUTOP BBOIST B KOJIMYECTBE, JOCTATOYHOM JJIsl TOCTHIKEHUS: (1) TEpareBTUYECKOTO
nuanasoHa KoHueHTpauuii (+)-0-DHTBZ ot npubnusurensHo 15 Hr 10 NpUOIH3HTENBHO
60 Hr Ha M1 Ia3mel U (i) moporoeoii koHueHTpanuu (+)-0-DHTBZ no menbLie mepe
15 Hr Ha M1 TIA3MBI B TEUEHHE NEepHOAAa BPEMEHH OT MNPHOIM3UTEIBHO 8 4 10
NPUOU3UTENBHO 24 .
[0149] CornacHo  HEKOTOpPBIM  BapHAHTAM  OCYLIECTBICHHS  HM300pETEHUs
TepaneBTHIecKu 3 dekTuBHoe KonmndectBO VMAT2-uaruduropa va 10-90% mensine
TOTO KOJHMYECTBA, KOTOPOE CJIEAOBAIO Obl BBOAWTH MALIMEHTY, KOTOPBIA HE SIBISETCS
MenIeHHBIM MeTabonmu3aTopoM ruroxpoma CYP2D6.
[0150] CormacHo  HEKOTOPBIM  BapHaHTAM  OCYLIECTBICHHS  HM300pETEHUs

TepaneBTHIecKu 3 dekTuBHOe KonmndectBO VMAT2-uaruduropa Ha 20-80% meHblne
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TOTO KOJHMYECTBA, KOTOPOE CJIEAOBAIO Obl BBOAWTH MALIMEHTY, KOTOPBIA HE SIBISIETCS
MenIeHHBIM MeTabonu3aTopoM ruroxpoma CYP2D6.
[0151] CormacHO  HEKOTOPBIM  BapHaHTaM  OCYLIECTBJIICHUS  H300pETEeHUs
TepaneBTHIecKu 3P dexTuBHOe KonmudectBO VMAT2-uaruduropa uHa 30-70% meHble
TOTO KOJHUYECTBA, KOTOPOE CJIEAOBAJIO Obl BBOAWTH MALIMEHTY, KOTOPBIH HE SIBISETCS
MenIeHHbBIM MeTabonu3aTopoM ruroxpoma CYP2D6.
[0152] CormacHO  HEKOTOPBIM  BapHaHTaM  OCYLIECTBJIICHUS  HM300peTEeHUs
TepaneBTuIecku >pdexTuBHoe KonmudectBO VMAT2-unruduropa Ha 40-60% meHblue
TOrO KOJMYECTBA, KOTOPOE CJIEAOBAJO Obl BBOAUTH MALIMEHTY, KOTOPBIH HE SBISETCS
MenIeHHBIM MeTabonu3aTopoM ruroxpoma CYP2D6.
[0153] CornacHO  HEKOTOpPbIM  BapHaHTaM  OCYLIECTBICHHsS  M300pEeTEeHUs
TepaneBTH4ecKu dpdexTruBHoe KonnuectBO VMAT2-unruduropa npubIM3uTesbHO Ha
50% meHblIe TOro KOJIMYECTBA, KOTOPOE CIIEN0BaIO Obl BBOAUTD MALMEHTY, KOTOPBIH He
SBJISIETCS] MEAJICHHBIM MeTabonmu3aropoM ruroxpoma CYP2D6.
[0154] B Hacrosimiem u300peTeHMHM Takke MpemsiokeHa (papmaneBTHUecKast
KOMIIO3ULUSL [l TIPUMEHEHHUs] B JIEYEHUU HEBPOJIOTMYECKUX WM TICUXHUYECKUX
3a0oneBaHUil WM pPaccTpoucTB, conepkamass VMAT2-uHrubutop, B KadecTBe
AKTUBHOTO (papMalieBTHYECKOr0 MHIPEIUEeHTa, B KOMOMHALIUK C OTHUM WJIH OoJiee 4eM
OnHUM (papMaLeBTUYECKH PUEMIIEMBbIM HOCUTENIEM MJTH SKCLUTTHEHTOM.
[0155] Bri0op skcuunuenTa B OONbIION CTENEHH 3aBUCUT OT TaKUX (PaKTOPOB, KaK
KOHKPETHBIN My Th BBEACHHS, BIUSHUE SKCIUITHEHTA HA PACTBOPHUMOCTb U CTaOUIIBHOCTD
AKTUBHOI'O UHTPEIUEHTA M CBOMCTBA JIEKAPCTBEHHOU (hOPMBI.
[0156] @apMalleBTUUECKUE  KOMIIO3ULIMM,  MPEIJOKEHHbIE B HACTOSIIEM
u300peTeHny, MOryT OBbITb MPENCTaBIE€Hbl B BHIE JIEKAPCTBEHHBIX (opM uis
OHOKPAaTHOTO TIpUEMa WJIH JIEKApPCTBEHHBIX ()OPM Ui MHOTOKPATHOTO IPHEMA.
JlekapcTBeHHBbIE (HOPMBI Ui OJHOKPATHOTO NMPHEMa B KOHTEKCTE HAHHOTO OIHCAHUS
OTHOCSITCS K PU3NUECKU AUCKPETHBIM €AMHULAM, TIOXOISIIIM JJISl BBEIEHUS YEJIOBEKY
U ’KHBOTHBIM, KOTOPbIE YIIAKOBAHBI T10 OTJEJIbHOCTH, B COOTBETCTBUH C TEM, KaK IIPHUHSITO
B JaHHOH oOnacTy TexHuKH. Kaxkiast OmHOKpaTHast 1032 COAEPIKUT 3aJaHHOE KOJIMIECTBO
aKTUBHOTO(BIX) HWHIpEeOUeHTa(OB), MAOCTATOYHOE Ui  TIOJYYEHHUS  JKENaeMOro
TepaneBTHUeCKOro 3¢dekra, B COYETAHHH C HEOOXOAMMBIMHU (hapMaleBTUIECKUMU
HOCHUTEIISIMU WJIN SKCUnueHTaMu. [IprMepsl 1ekapcTBEHHBIX (OPM I OTHOKPATHOTO
npreMa BKIFOYAIOT aMITyJIbl, IIMPULBI U OTAENBbHO YIIAKOBAHHBIC TAONETKU U KaTICYJIbL.

.HeKapCTBeHHbIe (I)OprI AJIsT OAHOKPATHOI'O MmpueMa MOKHO BBOAUTH YaCTAMU WUIJIA B
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KpaTHOM KomudecTBe. JlekapcTBeHHass ¢opma Ui  MHOTOKPATHOrO — IpHeMa
npeacTaBisieT cOO0H MHOXKECTBO HACHTHYHBIX JIEKAPCTBEHHBIX (DOPM U1l OTHOKPATHOTO
IpHeMa, YIaKOBAaHHBIX B OJIUH KOHTENHEp, U IpeHa3HAYeHA Il BBEICHUS OTAEIbHBIMU
eIMHULAMH  JIEKAPCTBEHHOW (opMbl i OmHOKpaTHOro mnpuema. [lpumepsr
JEKapCTBEHHBIX (OPM IJIsI MHOTOKPAaTHOTO MpueMa BKIIOYAKOT (prakoHbl, OaHKH,
cozep Kalie TaOJEeTKU WM KaICyibl, WM OaHKH OOBEMOM HECKOJBKO MHHT WJIH
TaJJIOHOB.

[0157] @apMalleBTUUECKUE  KOMIIO3ULIMM,  MPENJOKEHHbIE B HACTOSLIEM
n300peTeHNH, MOTYT OBITh BBENIEHBI OTJEJIBbHO, UM B KOMOWHALIMU C OIHUM WM OoJee
YeM OJIHUM JIPYTUM COEIMHEHUEM, IPEJIOKEHHBIM B TAHHOM U300pETeHNH, OHUM HIIH
OoJiee ueM OTHUM APYTMM aKTUBHBIM MHIpeAreHTOM. PapMarieBTUIeCKie KOMIIO3UIIUH,
NpPEeJIOXKEHHbIE B HACTOALIEM H300peTeHHH, MOTYT OBbITh TNpPEACTaBIE€Hbl B BHIE
Pa3JIMYHBIX JIEKAPCTBEHHBIX (POPM ISl MEPOPATBHOTO, MAPEHTEPATbHOTO M MECTHOIO
BBeneHMs. JlaHHble (papMalieBTHUECKHe KOMITO3UIIMU TaK)Ke MOTYT OBbITh IPE/ICTABIICHBI
B BHUJIE JIGKAPCTBEHHBIX (OPM € MOAMDUIMPOBAHHBIM BBICBOOOKAEHUEM, BKIFOUAs
JeKapCTBEHHbIE (OPMBbI C OTCPOUEHHBIM, PACIIMPEHHBIM, IPOJIOHTMPOBAHHBIM,
3aMeUIeHHbIM, TYJbCUPYIOLIMM, KOHTPOJHPYEMbIM, YCKOPEHHbIM M OBICTPBIM,
HAIIeJICHHBIM, TPOTPAMMHUPYEMBIM BBICBOOOXKICHUEM M YAEPKUBAEMbIE B JKENyIKe
JekapcTBeHHbIe (OpMBL [laHHBIE JEeKapCTBEHHbIE (POPMBI MOTYT OBITh MOJYYEHBI B
COOTBETCTBUM CO CTAaHAAPTHBIMM METOAMKAM M  METOAUKAaMH, HU3BECTHBIMU
CHenuajIucTaM B JaHHOH oOjacTu TexHUKH. DapMaleBTUYEeCKHe KOMIIO3HULIUH,
NPEAJIOKEHHBIE B HACTOSAIIEM M300PETEHUH, MOTYT OBITh BBEJICHBI 32 OJUH MPUEM WJIH
3a HECKOJbKO MPHUEMOB, CJIEAYIOIIUX Yepe3 OMNpeeseHHble NMPOMEXYTKH BPEMEHU.
HeoOxoammo moHUMaTh, YTO TOYHAS 032 H [UIUTEIbHOCTD JICUEHHSI MOTYT 3aBUCETh OT
BO3PACTa, MacChl U COCTOSIHUS TMALIMEHTa, KOTOPOTO JIEYaT, U MOTYT OBbITh ONpPEeICHbI
SMIIUPUYECKHU C HCIOJIb30BAHUEM H3BECTHBIX IMPOTOKOJIOB TECTUPOBAHUS WM IyTEM
SKCTPANOJISALMKU JaHHBIX /71 VIVO WU [N VilFO UCCAENOBAHUN WIM JTUAarHOCTHYECKUX
naHHbelx. Kpome Toro, cieayer noHUMaTh, YTO CHELHANbHBIN pPEXUM BBEIEHUS,
non00paHHbIA KOHKPETHOMY WHAMBUAYYMY, CO BpEMEHEM JOJDKEH KOPPEKTUPOBATHCS B
COOTBETCTBUH C HHANBHUYaJTbHBIMH MTOTPEOHOCTSIMH U MPO(ECCHOHAIBHBIM CYKIEHHEM

Jiia, OCYMECTBIAOIIETO BBEACHUE UITH Ha6m0)1a101uero 3a BBEJICHUEM IPETIAPATOB.
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Ilepopanvnoe 6gedenue

[0158] @apMalleBTUUECKUE  KOMIIO3ULIMM,  MPENJOKEHHbIE B HACTOSILIEM
n300peTeHNH, MOTyT OBITh MPEACTABICHBI B BHIE TBEPAbIX, MSATKHUX MM JKUIKUX
JEKapCTBEHHBIX (OPM UIs MEPOPATBHOrO BBEACHHS. B KOHTEKCTE NAHHOTO ONMHMCAHUS
NepopajbHOE BBEACHHE TAKXKE BKIIOYAET TPAHCOYKKAIbHOE, JIMHIBAJIBHOE U
cyOnuHrBajgbHOE BBeAeHME. JlekapcTBeHHbIe (YOPMBI, MOAXOAAIINE IS IEPOPATBHOTO
BBEJCHUS, BKJIIOYAIOT TAONETKH, KANCyJbl, MWIIOJH, TPOIIE, JIENEHLbl, MaCTUJIKH,
KpaxMaJsibHble 00JIATKH, MEJUIETHI, )KEBATENbHbIE PE3UHKH, COMEPIKAIIUE JIEKAPCTBEHHOE
BEIIIECTBO, TPaHyJIbl, Hepac(hacOBaHHBIE MOPOLIKH, HIMITyYHe UM HELIUITyYHe TIOPOIIKU
WIA TPaHyJbl, PacTBOPBI, 3MYJbCHUH, CYCIIEH3MH, PAcTBOPBI, Baduiy, BCKPbIBAEMbIE
KaIiCyJjbl, SJUKCUPbI M CHUPOIBI, HO HE OrpaHWYeHbl HMU. B 1omonHeHune K
aKTHBHOMY(bIM) MHTpenueHTy(am) (apmareBTudeckue KOMIO3HUILMHA MOTYT COIEpIKaTh
OIVH Wi OoJiee ueM OUH (papMarieBTHUECKH IPUEMIIEMbI HOCUTEINb WIIH SKCIIUITHEHT,
BKJIIOUasi, 0e3 OrpaHWYeHMs], CBS3YIOIIME BELIECTBA, HATOJHUTENH, pa30aBHUTeNH,
Pa3PBIXJIUTENN, VYBIAXHIIOIUE areHThl, CMa3bIBAIOINME BEIIECTBA, CKOJB3SIIIUE
BEIECTBA, OKPALIMBAIOIIME AareHTbl, WHTUOWUTOPbI IOJABIKHOCTH  KPAaCHUTEs,
MOJICNAIIMBAIOLINE AT€HThl U KOPPUTEHTBL

[0159] Ces3yomue  BeleCTBA WM  TPAHYJATOPbl  NPHOAOT  TabJieTKaM
KOT€3MBHOCTb, YTO TIO3BOJIIET TaOJEeTKaM OCTaBaTbCsS HEMOBPEXKIECHHBIMH TMOCHE
npeccoBanus. [logxopsiiue CBsI3yOIIUE BEIIECTBA WM TPAHYJIATOPBI BKIIOYAIOT, 0e3
OTPaHUYEHUS], KPaXMaJibl, TAKHE KaK KYKYPY3HbIi KpaxMail, KapTo(eabHbIH Kpaxmas U
nentusnpoBanHbiii kpaxman (Hanpumep STARCH 1500); xxenatus; caxapa, Takue Kak
caxapos3a, TJIFOKO3a, JEKCTPO3a, Mejacca M JIAKT03a, NMPUPOAHBIE M CHUHTETHYECKHE
KaMenM, Takue Kak TryMMHapaOWK, ajbrMHOBAas KHCJOTA, aJbIMHATHI, SKCTPAKT
UPJAHICKOTO MXa, Kamenb Panwar, Kamenp TIXaTTH, >XEIUPYIOIEe BELIECTBO U3
00ONIOYEK CEeMsiH TMONOPOKHUKA, KapOOKCHMETHIILEIUII0N03a, METHIILEIIII0I03a,
noguBuHWINHppormaoH  (PVP),  BuryM, JHCTBEHHHYHbIH  apaOWHOranakTaH,
MIOPOLIKOBBIN TparakaHT M I'yapoBasi KaMe[b, LEJUTI0JIO3b], TAKHE KaK STHIILEIIII0N03a,
alleTUIILEIUTION03a, KaJbleBass COJb KapOOKCHMETHIILIEIUTFOJIO3bI, HATPHUEBas COJIb
KapOOKCHMETHIILEITFOIO3b], METHIILEIUTI0JI03a, TruapokcmsTwinenoiosa (HEC),
runpokcunpommneuioygosa  (HPC), ruapokcunponmimerwinemnionosa (HPMCO);
MUKpOKpUcTajundeckue neunonosbl, Takue kak AVICEL-PH-101, AVICEL-PH-103,
AVICEL RC-581, AVICEL-PH-105 (FMC Corp., Marcus Hook, PA); u cmecu

YKa3aHHBIX BCHICCTB. HOI[XOI[;IH_II/IG HAITOJIHUTECJIU BKJIIFOYAKOT, 0e3 OTpaHUYCHUS, TAJIbK,
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KapOOHAT KaJbLUS, MUKPOKPUCTAJUIMYECKYIO LEJUTIOJIO3Y, TMOPOIIKOBYIO LEJUTFOJIO3Y,
OEKCTpaThbl, KAOJNWH, MAaHHHUT, KPEMHHEBYK KHCIOTY, COpPOUT, Kpaxmal,
NEeNTU3UPOBAHHBIM Kpaxmall U CMECH YyKa3aHHbIX BellecTB. KoInuecTBO CBSA3YIOILEro
BEIECTBA WJIM HAMOJHUTENA B (PapMaALEBTHUECKHUX KOMIIO3HMLMUSAX, MPEAJIOKEHHBIX B
HACTOSIIIEM H300pETeHHH, MOXKET COCTaBIATh OT mnpuOmmsurensHo S0 1o
npubmmsuTenbHo 99% no macce.

[0160] IMopxomsimue pazbaBurenn BKIHOYAOT ruapodocdar kambius, cynbdar
KaJbLMs, JJAKTO3Y, COPOHUT, caxapo3y, MHO3UT, LEJII0NIO3Y, KAOJHH, MAHHUT, XJIOPUA
HaTpHsA, CyXOHM Kpaxmall M CaxapHyl NyApy, HO He orpaHuyeHsl umu. Hexoropsble
pa3baBuTeNny, Takue KaK MaHHUT, JIAKTO3a, COPOMT, caxapo3a W HMHO3UT, KOrja
INPUCYTCTBYIOT B JOCTATOYHOM KOJMYECTBE, MOTYT TNPUAABaTb MPECCOBAHHBIM
TabjeTkaM CBOMCTBA, MO3BOJISIIOIIME UM Pa3pyLIaTbCsi BO PTY NPHU JKEBAaHHM. Takue
IpecCOBaHHbIe TaONETKH MOTrYT OBITh HCHOJb30BAHbI B Ka4yeCTBE >KEBATEIbHBIX
TaOJIeTOK.

[0161] IMoaxopsimue pa3peIXJINTENIN BKIIOYAKOT, 0€3 OrpaHuyueHHs, arap;, OEHTOHUT;
LIEJUTIOJIO3bI, TaKHe KaK METHJILEIUIF0JIO3a M KapOOKCHMETHIILEIUII0N03a; MPOXYKTHI
nepepabOTKU APEBECHHBI, HATY PATIBHYIO I'yOKY; KATHOHOOOMEHHBIE CMOJIBL, AJIbITHHOBYIO
KHCJIOTY, KaMeIu, Takue Kak ryaposas kamenb U Burym HV; nutpycoByio mynbmy;
MOTIEPEYHOCIIUTHIE LIEJUTIONIO3bI, TAKHE KaK KPOCKapMeo3a, CeTyaThle OJIUMEpPhl, TaKue
KaK  KPOCHOBHUIOH,  IOMEPEUHOCUIUTbIE  KpaxMaybl,  KapOOHAaT  KaJbLUs;
MUKPOKPHUCTAJUTNYECKYIO LIEJITFOJI03Y, TAKYIO Kak HaTpUeBas COJIb MIIMKOJIATA Kpaxmala,
NOJIAKPUJIMH  KaJTUsT, KPaxMalibl, TaKHe KaK KYKYPY3HbIH Kpaxmal, KapTo(eTbHbIHA
Kpaxmall, MaHHOKOBBIM KpaxMall U TMEeNTU3UPOBAHHBIA KpaxMall;, IJIMHBL, aJblUHBI U
CMECH YKa3aHHbIX BellecTB. Komu4ecTBO pa3pbIXiuTens B (apMaleBTHYECKUX
KOMITO3ULIUSIX, TIPEIJIOKEHHBIX B HACTOSIIEM U300PETEHNH, 3aBICUT OT THITA Tpenapara
U MOXET OBITb JIErKO ONpEeNeNieHO CPEeNHUMH CHEe[HaIHCTaMH B JaHHOW o0yacTu
TexHuKd. @DapmMaleBTUUYECKHE  KOMIO3UIMUM, MpPEAJIOKEHHbIE B  HACTOSLIEM
U300pETEeHNH, MOTYT COAEPIKATh PA3pPBIXJIUTENb B KOJMUYECTBE OT NMpuOnmsnutenbHo 0,5
1o npubnmsutensHo 15% wnu ot npubnusurensHo 1 no npubdnusutensHo 5% mo Macce.
[0162] IMoaxonsimue cMa3bIBAIOIINE BEIIECTBA BKIIIOYAIOT, 0€3 OrpaHUYeHUs,
cTeapaT KajblUsi, CTeapaT MarHusi, MUHepaJbHOE Maclo; JIETKOe MUHEpalIbHOE Macio;,
TIULEepUH, COpOWUT, MAaHHUT, TJIMKOJM, TakWe KaK [JIHLIepuHOereHaTr u
nonmstueHrmukons (PEG); cTeapnHOBYIO KHCIIOTY, Jaypuicyib(aT HATpPuUs, TaJbK;

TUAPOrCHU3UPOBAHHOC PACTHUTECIBHOEC MAacCJIO, BKIIFOYAsA apaxUCOBOE MACIIO, XJIOIIKOBOEC
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MacJ1o, OZCOTHEYHOE MACIIO, KYHXXYTHOE MacJjo, OJJMBKOBOE MAcJIO, KYKypy3HOE Maciio
U COEBOE MACIIO; CTeapaT IMHKA; STHJIOBBIN 3()Up OJIEMHOBOI KUCIOTHI, STHJIOBBIH 3hup
JaypPUHOBOH KUCIIOTHI, arap; KpaxMal, JUKOMOJUI;, TUOKCHUI KPEMHUS MITH CUITMKArely,
takue kak AEROSIL®200 (W R. Grace Co., Baltimore, MD) u CAB-0-SIL® (Cabot Co.
of Boston, MA); n cMecu yka3aHHBIX BemlecTB. DapManeBTUYECKHE KOMIIO3ULIUH,
NPEAJIOKEHHBIE B HACTOSAIIEM H300PETEHNH, MOTYT COZIEPKaTh CMa3bIBAIOLIEE BEIECTBO
B Kou4ecTBe oT npubmusurensHo 0,1 no npubnusurensHo 5% no macce. Ioaxopsue
CKONb3AIIME BEIECTBA BKIIIOUAOT KOJLTOMHBIHA nuokcun kpemuns, CAB-0-SIL® (Cabot
Co. of Boston, MA) u Oe3acOecToBblii Tambk. OKpallMBaIOIINE AreHTbl BKJFOYAIOT
nro0ble  omoOpeHHble cepTuduUIpoBaHHble BogopacTBopuMbie FD&C-kpacurenun u
BogoHepacTBopuMble FD&C-kpacurenu, CyCrneHIUpPOBaHHbIE B TUApPAaT€ OKHUCH
ANIOMMHUS, W LBETHBIE JIAKHU, a TaKXKe CMECHU YKa3aHHBbIX BellecTB. LIBeTHOH nak
HOJIYHYAOT MyTeM aacopOLuK BOJOPACTBOPUMOTO KPACHTEJNsl Ha THAPOKCHUIIE TSKEJIOrO
MeTajljla, YTO TPUBOAMT K OOpa3OBaHHIO HEPACTBOPHUMOHW (POPMBI KpACHUTEIIsL.
KoppureHTs! BKIIOYAIOT HATypasbHblE KOPPUIE€HTHI, SKCTPAarHpOBAaHHbIE U3 PACTEHUH,
HarpuMep u3 (PPyKTOB, M CHHTETHYECKHE CMECH COEJUHEHUH, KOTOpbIE BbI3BIBAIOT
NPUATHOE BKYCOBOE OIIYyLIEHHE, TaKhue KaKk MsATa IMepedyHas U MEeTUJICATHULIIAT.
[MoncnamuBaroye areHThl BKJIIOYAIOT CaXapo3y, JIAKTO3Y, MAHHUT, CUPOIIbI, TIULEPUH,
U HCKYCCTBEHHbBIE IONCIACTUTENH, TaKHe Kak caxapuH U acmapram. lloaxopsiaue
SMYJIbTUPYIOLINE areHThI BKJIIOYAIOT KEJIATHH, TYMMHapaOuK, TparakaHt, OEHTOHHUT U
NOBEPXHOCTHO-aKTUBHBIE BELIECTBA, TaKWe Kak mnojuokcusTuieHn (20) copOutan
monooneat (TWEEN® 20), nonuokcustunen (80) copburan monoonear (TWEEN® 80)
U TPUITAHOJAMUHOBAs COJNb  OJEMHOBOH  Kuciorbl.  CycneHmupyromue U
IUCTIEPTUPYIOIINE areHThl BKJIIOYAIOT HATPUEBYIO COJIb KapOOKCHMETHIIIEIUTIOJNO3BI,
NEKTHH, TParakaHT, BUTYM, TYMMHapaOUK, HATPHEBYIO COJIb KapOOMETHIILIEIUIIONO3bI,
THIPOKCUNIPONTMIMETIIILCIUTIONO03Y M NOJUBHHHINHPPONUAOH.  KOHCEpBaHTHI
BKJIIOHAIOT MIIMIEPUH, MeTrinapadeH u nponuinapabeH, OeH30HHYI0 KUCIOTY, OeH30aT
HATPUSl U COHPT. YBIAKHSIOLINE areHThl BKIIOYAIOT MPOMIJIEHTIINKOJST MOHOCTEapar,
copOUTaH MOHOOJIEAT, MUITWUJICHIJIUKONSI MOHOJAYPAT U IOJMOKCHITHIIEHOBBIH 3(pup
JayPUIIOBOTO CIUPTA. PaCTBOPUTENH BKIIIOYAIOT MNIMLEPUH, COPOUT, STHUIIOBBIN CIUPT U
cuporn. [Ipumeprl HEBOIHBIX JXKUAKOCTEH, HCMOJB3YEMBIX B 3MYJBCHSIX, BKIIIOYAIOT
MUHEpPaJIbHOE MAacli0o M XJONKOBoe Macho. OpraHudeckre KHCIOThl BKIJIIOYAIOT
JVMOHHYIO M BUHHYIO KHCIOTY. ICTOYHHMKY TUOKCHAA YIIIepoia BKIIOYAIOT OuKapOoHaT

HATpUs U KapOOHAT HATPUSI.
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[0163] Heobxonumo MmoHUMATh, YTO MHOTHE HOCHTENH M SKCIUMHEHTHI MOTYT
BBIMOJIHATD HECKOJNBKO (PYHKLIMH, AaK€ B COCTABE OIHOTO M TOTrO K€ Iperapara.
dapmaneBTUYECKHEe KOMITO3ULNH, MPEIJIOKEHHBIE B HACTOSALIEM H300PETeHHH, MOTYT
OBITH MPENCTaBIEHbl B BHJE NMPECCOBAHHBIX TAOJIETOK, TAOJETHMPOBAHHBIX IMOPOIIKOB,
JKEBATEJIbHBIX JIEEHIIOB, OBICTPOPACTBOPUMBIX TAOJIETOK, MHOTOKPATHO MPECCOBAHHBIX
TaOJNIETOK MM Ta0JIETOK C SHTEPOCONIOOMIIBHBIM IMOKPBITHEM, Ta0JIETOK C CaXapHbIM
MOKPBITHEM UJIH TaOJIETOK C MJIEHOYHBIM MOKPBITHEM. TabseTKu ¢ SHTEPOCOMIOONITBHBIM
MOKPBITHEM TPEACTABISAIOT COOOHM NMpeccoBaHHbIE TAOJETKHU TOKPBITHIE BEIIECTBAMH,
KOTOPBIE YCTOMYMBBI K HNEUCTBUIO >KEJIyNOYHOM KHUCJIOTBI, HO PAaCTBOPSIIOTCS WU
pa3pylalOTCs B KUIIEYHHKE, TAKMM OOpa3oM 3allWIasl aKTUBHbIE MHIPEIUEHTHl OT
KUCJIOHN Cpelbl JKeNy1ka. DHTEePOCOMIOOUIIbHbBIE TOKPBITUS BKIIFOYAIOT )KUPHbIE KUCIIOTBI,
JKHUPBL, PEHUIICATULIIIIAT, BOCKH, IIEJIIaK, AMMOHH3HPOBAHHBIN LIEJUIAK U alleTo(TanaTsl
LIeJUTIOJIO3bI, HO HE OTPaHMYEHbI HMU. TaOJeTKH ¢ CaXapHbIM MOKPHITHEM MPEICTABIISIOT
coboil mpeccoBaHHbIE TAONETKH, OKPYKEHHbIE CaXapHOH 00OJOYKOH, 4TO MOXKET OBITh
HCIIOJIB30BAHO /TSI MACKMPOBKH HETIPHSITHBIX BKYCOB M 3aI1aXO0B U JIJIsI 3aIUTHI TAOJIETOK
OoT oOkucieHus. TabneTku C TUIEHOYHBIM MOKPBITHEM IPEACTABIAIOT COOOM
IpeCCOBaHHbIE TaONETKH, KOTOPBIE MOKPBITHI TOHKHUM CJIOEM MJIM  IUICHKOH
BOZOPACTBOPUMOTO BELLECTBA. IInenounele HOKPBITUS BKJIFOYAKOT
TUAPOKCUITUIILEIIIOIO3Y, HaTPUEBYIO COJIb KapOOKCHMETHIILIEIUTFO IO,
noju3TIIeHrmKkos 4000 u anerodranar LEJUTFOJO3bl, HO HE OrPAaHUYEHBbl HMMU.
[TneHo4HOE MOKPBITHE MPHUIAET TAOIETKE TAKHE K€ OCHOBHBIE CBOICTBA, KAK U CaXapHOe
NOKPbITHE. MHOTOKPATHO MPECCOBAHHBIE TAOJIETKHU MPECTABISIFOT COOOM MPEeCCOBAHHBIC
TaOJIETKH, U3TOTOBJIEHHBIE C HCIIOJIb30BAaHHEM O0JIee YeM OJTHOTO LIUKJIa IPECCOBAHUS, U
BKJIFOYAIOT MHOTOCJIOWHBIE TaONeTKH W TaOJEeTKH C MPECCOBAHHBIM MM CYXHM
MOKPBITHEM.

[0164] TabnerupoBaHHbIE JEKapCTBEHHbIE (POPMBI MOTYT OBITH IOIYyYEHBI H3
AKTUBHOTO WMHIPEAUEHTAa B IMOPOILIKOBOM, KPUCTAIJIMYECKONH WM TPAHYJIMPOBAHHON
¢dbopMme, KOTOPBIII MOKET OBITh HCIIOJNB30BAH OIWH WM B KOMOWHALIMU C OJHUM WJIH
OoJiee ueM OHUM HOCHUTEJIEM WJIN SKCLUITUEHTOM, IPUBEACHHBIMU B JAHHOM OMHMCAHUH,
BKJIFOYasl CBSI3YHOLIME BELIECTBA, Pa3pPBIXJIUTENIH, MOJUMEPBI [JIsi KOHTPOIUPYEMOIO
BBICBOOOXKIIEHHSI, CMa3bIBAIOIINE BEIIECTBA, Pa30aBUTENM /WM KpacsIIUe BEIECTBA.
Koppurentel ¥ noAcCiIaliMBArOLE AreHTbl 4YacTO HCHOJB3YIOT IMPU H3TOTOBJICHUU

JKEBATEJIbHBIX TA0JIETOK U JICHEHLOB.
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[0165] @apMalleBTUUECKUE  KOMIO3ULIMM, MPENJOKEHHbIE B HACTOSIIEM
n300pEeTeHNH, MOTYT OBITh IIPEICTABIICHBI B BUJE MATKHUX WJIA TBEP/BIX KAIICYJI, KOTOpPbIE
MOTYT OBITh M3TOTOBJICHBbI M3 JKEJIATHHA, METWILEIUIFOJIO3b], KpaXxMaia MM ajbIHHATa
Kanplus. TBepaas skenaTHHOBAs KalcyJia, TAKXKE N3BECTHAs Kak KarcyJia, 3anoaHsemMast
cyxuM BemectBoM (DFC), cocTouT U3 nByX Cekuui, KOTOpbIE BXOIAT OfHA B IPYTYIO,
TAKUM OOpa30M IOJIHOCTBIO 3AINMINAsi AKTUBHBIA MHIPEAHEHT. Msrkas 3acTHuecKas
karcyna (SEC) mpencraBnisier coOOH MSTKYyKO IMIApOBUIHYIO OOOJIOYKY, HAmpuUMep
JKEJNATHHOBYIO 00O0JIOUKY, KOTOPYIO IUIACTH(PHUIUPYIOT MyTeM A00aBIeHHs TIIMLIEPHHA,
copOuTa MM AHAJOTMYHOTO TMOJHOJNA. MSArkue >KeNaTHHOBblE OOOJOYKH MOTYT
COJZIep>KaTh KOHCEPBAHT AJIs IPEAOTBPAILEHUs pOCTa MUKpoopranu3mos. K noaxonsium
KOHCEPBAHTAM OTHOCSTCSI KOHCEPBAHTBI, IPUBEACHHbIE B JAaHHOM OINMCAHUU, BKJIHOYAs
MetmnapabeHsl U nponwinapadeHsl U COpOMHOBYIO KucHoOTy. JKuakue, Msirkue u
TBEpIbIE JIEKAPCTBEHHbIE (POPMBI, MPEIJIOKEHHBIE B HACTOSINEM H300pETeHUH, MOTYT
ObITh 3aKiIOueHbl B Karcyiy. [logxoasimue kuikue U Mrkue JIeKapcTBEHHbIE (hOPMBI
BKJIIOUAIOT PACTBOPHI U CYCIIEH3UH B IPONIJIEHKapOOHATe, PACTUTENbHBIX MACjaxX HIIH
Tpurnuuepunax. Kancymel Taxke MOTyT UMETh NOKPBITHsI, U3BECTHBIE CIIELIMATIUCTAM B
JaHHOW OOJNaCTH TEXHUWKH, NpedHAa3HAuYeHHbIe Ui MOAM(HKALMM WM 3aMeJICHUs
pPacTBOPEHHs] AKTUBHOTO UHIPEUEHTA.

[0166] @apMalleBTUUECKUE  KOMIIO3ULIMM,  TPEIJIOKEHHbIE B HACTOSIIEM
n300peTeHNH, MOTYT OBITh MPENCTABJIEHbI B BUAE JKUAKUX M MSTKHX JIEKAPCTBEHHBIX
¢dbopM, BKIIFOYAs SMYJIBCHH, PACTBOPBI, CYCHEH3UH, SJHUKCUPbI U CHPOIMbL. DMYJIbCHS
npeacrasisier codoi AByx(a3Hyro cucTeMy, B KOTOPOH OJHA YKMIKOCTh JUCTIEPTHPOBAHA
B BHJE MEJKHX IJI00yJI B APYroH JKUAKOCTH, THIA MACJO B BOJAE WJIHM BOJA B Macle.
OMyJIbCUH MOTYT BKJIFOYATh (hapMaLeBTHUECKH MPUEMIIEMbIE HEBOIHBIC KUIKOCTH HIIH
pPacTBOPUTENH, SMYJBIUPYIOLINI areHT U KoHcepBaHT. CyCIeH3UMM MOTYT BKJIOYaTh
(bapMaLIeBTHUECKH TPUEMJIEMBIH CYCHEHOUPYIOIIUNA areHT W KOHCEepBaHT. BonHbie
CIHPTOBBIE PACTBOPBI MOTYT BKIIFOYATh (PapMarieBTHYECKH IPUEMIIEMBbIH alleTallb, TAKOH
KaK JU(HU3LIMHA aJIKIT)aleTa b HU3IIEero alkuiaibaernaa (TepMuH "HU3IMUNH" 03Havaer
AJIKWJI, UMEIoIUi OT |1 1 6 aTOMOB yrliepoza), HapuMep areTaabAeruaa U3 TUIAeTab,
U CMEIIMBAIOLINICA C BOJOW PACTBOPHUTENb, UMEIOLINI OJHY HMIH Oojee 4eM OIHY
TUJIPOKCUIIBHYIO TpYMIy, TaKOM Kak TMPOMUIEHITIMKONb U 3TaHON. JIHUKCHUPbI
NPEACTABISIOT COOOH mMpo3pavHble IMOACIALICHHbIE BOIHO-CITUPTOBBIE PAaCTBOPBI.
Cupomnel mpencTaBiasiOT coOOH KOHLIEHTPUPOBAHHBIE BOAHBIE PAaCTBOPHI caxapa,

HaNIPUMeEp Caxapo3bl, U TAKIKE MOTYT COMEpKaTh KOHCepBaHT. [yt ynoOCcTBa N3MepeHHsI
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OpU  BBENEHUM SKUAKAs  JIGKapCTBeHHas  (¢opma, Hampumep  pacTBOp B
NOJMSTUIICHTIINKONIE, MOXXET ObIThb  pa30aBieHa JOCTATOYHBIM  KOJWYECTBOM
(apMaLieBTHUECKH TPUEMIIEMOTO JKUAKOTO HOCUTEIS, HATTPHMED BOJIBL.
[0167] Jlpyrue WCHoONb3yeMble OKHOKHE W MATKHE JIeKapCTBEHHbIE (hOPMBI
BKJIFOYAIOT, 0€3 OrpaHHYeHHMs, JIEKAPCTBEHHBbIE (POPMBI, COAEpIKALINe AKTUBHBINA (bIE)
UHTpenueHT(bl), IPeAIOKeHHbIH(bIE) B HACTOSIIEM H300PETEHUH, 1 THATKUIINPOBAHHbINA
MOHO- WJIU TIOJIU-AJIKMIIEHIJIUKONb, BKJIOUYas 1,2-IMMETOKCUMETaH, U3 TUIIEHIJINKOJS
IUMETUJIOBBIM 3(Up, TPUITUICHIJIUKONSA TUMETUIIOBBIA 3(UpP, TETPadTHIECHIIUKOJI
OUMETUJIOBBIM  »>dup,  nommdTwieHraukons  (350)  aumerwnoBelii  3¢up,
nojmaTuieHrnukonss  (550)  maumermnoBelii  3¢up, nomusTuneHrnukons  (750)
AVMETHIIOBBIH 3¢up, rae uucna 350, 550 u 750 o6o3HaUAOT MPUOITU3UTENBHO CPEIHIOK0
MOJIEKYJISIPHYIO Maccy MOJNU3TUIICHININKOA. [laHHbIe mpenapaTsl MOTYT TOMOJHUTENBHO
comepkaTh OMH WM OOjiee 4eM OJWH aHTHOKCHIAHT, TaKOH Kak OyTHJIMPOBaHHBIM
rugpokcutoyod (BHT), Oyrunuposannsiii ruapokcuanuzon (BHA), nponunossiii 3¢up
rajuloBOM KHUCJOTHI, BUTAMUH E, THAPOXMHOH, TI'MIPOKCHKYMApHHBI, 3TaHOJAMUH,
JeuuTHH, tedanuH, acKopOMHOBAs KHCJIOTA, S0JIOUHAsl KUCIOoTa, copout, docdopHas
KHCJIOTA, OUCYIbPUT HATPUS, METAOUCYIb(PUT HATPUS, THOAUIIPOITMOHOBAS KUCIIOTA H €€
CJIOJKHBIE 3(UPBI, & TAKIKE TUTHOKApOAMATHI.
[0168] @apMalleBTUUECKUE  KOMIIO3MLUM  JJIsl  T[EePOPaJIbHOTO  BBEICHMUS,
NPEIJIOKEHHBIE B HACTOSIIIIEM H300PETEHHH, TAK)KE€ MOTYT OBITh TPECTaBJICHBI B popme
JIMITOCOM, MHLIEJII, MUKPOC(Ep UM HAHOCHUCTEM.
[0169] @apMalleBTUUECKUE  KOMIIO3ULIMM,  TPEIJOKEHHbIE B HACTOSIIEM
n300peTeHNH, MOTYT OBITh MPECTABJIECHBI B BUAE HEIIUNYYUX WM MIUMYYHX TPAHYJ U
MOPOLIKOB, KOTOpPbIE TMOJJIEKAT BOCCTAHOBJEGHUIO C  IOJYYEHHEM  SKUIKOW
JekapcTBeHHOH (Gopmbl. PapMaleBTHUECKH MPUEMJIEMble HOCUTENH U SKCLUIHEHTHI,
UCTIOJIb3YEMbIE B HEIIUIYYHX I'PaHyJIaX MM MOPOIIKAX, MOTYT BKJIFOUATh pa30aBUTENH,
MOJICJIACTHTENH U YBIQKHSIOINE areHThl. PapMalieBTHYECKH PUEMIIEMbIE HOCUTENH U
SKCLUIUEHTDI, UCTIOJIb3yEMbIE B IIUMYYHX T'PAHYJIAX WM MMOPOIIKAX, MOTYT BKJIIOYATh
OpPraHUYeCKHe KHUCJIOTHl M MCTOYHUK JAMOKCHAA yriepona. Bo Bcex BbILIEYMOMSHYTHIX
JEKapCTBEHHBIX (OpMax MOTyT OBITh HCHOJB30BAHBI OKPALIMBAIOIINE AareHThl |
KOppHUreHThl. @DapMaleBTUYECKHE KOMIIO3MLMHK, NPEMJIOKEHHBIE B  HACTOSLIEM
n300peTeHNH, MOTYT OBITh IIPE/ICTABIICHBI B BUAE JIEKAPCTBEHHBIX (DOPM C HEMEIICHHBIM

50)041 MOI[I/I(I)I/ILII/IpOBaHHbIM BI:;ICBO60)KI[6HI/IGM, BKJIFOYasi JICKAPCTBCHHBIC (I)OprI C
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OTCPOYCHHBIM, 3aMEIJIEHHbIM, MNYJbCUPYIOIIUM, KOHTPOJHMPYEMBIM, HALEJECHHBbIM M
MPOrPaMMHUPYEMBIM BBICBOOOKICHHEM.

[0170] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPENJOKEHHbIE B HACTOSLIEM
n3o0peTeHny, MOTyT OBITh MOJIYYeHbI B BHIE INpernapara, COAEpPKaIlero Ipyrue
AKTUBHBIE HHTPEIUEHTHI, KOTOPBIC HE YXYIIIAIOT JKeJIaeMbli TepaneBTuIecKuii agdexr,
WIN C BEIIeCTBAMHU, KOTOPbIE YCUJIMBAIOT KejlaeMblil 3P PeKT, TAKUMH KaK aHTaIlUdbL,
WHTHOUTOPBI TPOTOHHOM MOMITHI M aHTAarOHUCTHI Hy-perenropa.

[0171] @apMalleBTUUECKUE  KOMIIO3ULIMM,  MPENJOKEHHbIE B HACTOSLIEM
n300peTeHnH, MOTYT OBITh BBEICHBI MAPEHTEPAIHbHO MyTEM HHBEKIUH, UHPY3UH UM
MMIUIAHTALUU C LEeJbI0 JIOKAJbHOIO WM CHUCTEMHOro BBeneHus. IlapentepanbHoe
BBEJAEHHE, B  KOHTEKCTE€ JAHHOIO  ONMCAaHWs,  BKJIOYAET  BHYTPUBEHHOE,
BHYTpPUApPTEPUAIILHOE, VWHTPAIEPUTOHEAIBHOE, UHTPATEKAJIbHOE,
VHTPABEHTPUKYJIIPHOE, HMHTPAYPETPAIbHOE, HUHTPACTEPHAJIBbHOE, WHTPaKpaHUAIbHOE,

BHYTPUMBIIICYHOC, NHTPACUHOBHUAJIBHOEC U IIOAKOXXHOE BBEACHUE.

Ilapenmepanvnoe ¢sedenue

[0172] @apmaneBTUYECKHE  KOMIIO3ULIMM, MPEAJIOKEHHbIE B  HACTOALLEM
u300peTeHnH, MOTyT OBbITh TMPENCTaBJICHbl B BUAE JIEOOBIX JIEKAPCTBEHHBIX (HOPM,
MOIXOMALINX JUIsl TApEHTEpajibHOTO BBEACHUs, BKIIOYAs PACTBOPBI, CYCIEH3UH,
SMYJIbCHH, MHLEJUIBL, JIUIIOCOMBI, MUKPOC(HEpbl, HAHOCHCTEMbI M TBEpAbIE (OPMBI,
MOIXOJALINE ISl PACTBOPEHHS] UM CYCIIEHANPOBAHUS B XKHUIKOCTHU Mepea UHBbEKLUEH.
Takne nexkapcTBeHHble (OPMBI MOTYT OBITh TIOJIY4YE€Hbl B COOTBETCTBHH CO
CTaHIAPTHBIMH METOIUKAMH, U3BECTHBIMHU CIIELIUAIUCTAM B 00IaCTH (PapMalleBTUKH.
[0173] @apMaleBTUUECKHUE KOMITO3ULIUY, NTPEHA3HAYEHHbIE U MApEHTEPATBHOTO
BBEJICHMUSI, MOTYT BKJIFOYATh OJUH WK OoJjiee ueM OiMH (papMarieBTUIECKH MPUEMIIEMBbIH
HOCUTENIb ¥ OKCIHUIHEHT, BKJIOYas, O€3 OrpaHWYEHHUs, BOJAHBbIC HAIOJHUTEIH,
BOJIOPACTBOPHMbBIE HAIIOJIHUTEIH, HEBOJHbIE HAITOJIIHUTEIH, IPOTHBOMHKPOOHBIE ar€HTHI
WIA KOHCEPBAHTBI, MPEMATCTBYIOLUINE POCTY MHKPOOPTAHU3MOB, CTAaOMIIM3aTOPBI,
YCHJIUTENT!  PAaCTBOPUMOCTH,  HM30TOHMYECKHE  areHTbl, Oy(depHble  areHThl,
AHTHUOKCHJIAHTBI, MECTHBIE AHECTETUKH, CYCIIEHUPYIOLINE U JUCIIEPTUPYIOLINE areHThl,
VBIOKHSIOIINE WJIA 3MYJbCHPYIOIIUE AareHThl, KOMIUIEKCOOOpPA3VIOIIHE areHTH,
CBSI3BIBAIOIIME WJIM XEJaTOOOPa3yIOILIHe areHThl, KPHUOMPOTEKTOPBI, JHOMPOTEKTOPBHI,

3aryCTUTENH, peryasaTopel pH u nHepTHBIE rasbl.
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[0174] IMonxonsmue BOAHBIE HAMOJHUTENN BKJKOYAKOT BOAY, COJIEBOWM pacTBOp,
¢dusnosnorndecknii pactsop wiu (ocdarHo-coneroit Oydep (PBS), pactBop xnopuma
HaTpusl [JIs1 MUHBEKUUH, pacTBOp PuHrepa nns MHBEKLUN, M30TOHUYECKHHU PACTBOP
IEKCTPO3bl Ui UHBEKIUH, CTEPUJIBHYIO BOXY IUIsl MHBEKLUH, PacTBOP AEKCTPO3BI H
pactBop PuHrepa ¢ jaktatoMm asisi MHBEKLUN, HO HE OrpaHuyeHbl umu. HeBogHbie
HATOJIHUTENN BKJIIOYAKOT, O€3 OrpaHWYeHHUs, HEJNeTydyhe Macjia pPacTUTENbHOTO
IPOHMCXOXKACHHUS, KACTOPOBOE MACJIO, KYKYPY3HOE MacJIO, XJIOMKOBOE MACJIO, OJINBKOBOE
MacJo, apaxrcoBOE MAcllo, MAcll0 MEPEYHON MATHI, MOJCOJHEUYHOE MACO, KyH)KYTHOE
MacJo, COEBOE  Maclo, TUAPOT€HU3UPOBAHHbIE  PACTUTENbHbIE  Macia,
T'MPOT€HU3NPOBAHHOE COEBOE MACIIO U CPEAHELIENIOYEUHbIE TPUTIHLIEPHIbI KOKOCOBOTO
Maclia U NMajbMOsIPOBOrO Macyia. BomopacTBOprMble HAITOJHUTENN BKJIIOYAIOT 3TAHOJ,
1,3-Oyrananon, KUAKUAN MOJU3THUIICHIIMKONb (HApUMep MOJMATHICHINHKOIb 300 u
nojausTUIeHrmuKons  400), MPONUIIEHIVIMKONb, TIHLEPHH, N-MEeTHII-2-IIUPPOJIUACH,
AVMETHIALETAMUA U TUMETHICYIb(OKCHI, HO HE OTPAaHHYEHbI UMH.

[0175] IMonxonsimue MPOTHBOMUKPOOHBIE areHThl WM KOHCEPBAHTHI BKIIFOYAIOT,
6e3 orpaHnueHus, (HEHONbI, KPE30Jbl, MEPKYPUPYIOIINE AreHThl, OCH3MJIOBBIN CIUPT,
XJIOpOYTaHO, HAPA-TUAPOKCUOSH30MHON KHCIOThl METHUJIOBBIA U TPONUJIOBBIN 3(QUPBHI,
THOMepcal, OCEH3aJKOHHUsS XJIOpUA, OEH3eTOHMs XJIOPHI, MeTWinapabeH u
npornminapabeH u COpOMHOBYIO KuCIOTYy. [loaxonsimme W30TOHHYECKHE AreHThI
BKJIFOYAIOT XJIOPHUJ HATPUs, TJIUIEPUH U AEKCTPO3y, HO HE OrpaHHyYeHbl HMHU.
[Monxonsmue OydepHbie areHThl BKIFOYAOT (Hochat U HUTpaT, HO HE OrPAHHYCHBI HMH.
K nmogxoasimyM aHTHOKCHIAHTAM OTHOCSTCSI aHTHOKCUAAHTBI, IPUBECHHbIE B TAHHOM
ONMHUCAHWH, BKJIIOYas Oucynbpur u meradbucynbdur Hartpus. Ilogxopsinue MecTHbIE
AHECTETHKHU BKJIFOYAIOT, 0€3 OrpaHWueHHs, NMpokanHa ruapoxiopun. K moaxonsammm
CYCHEHIUPYIOIIMM M JANCIEPTHPYIOIIUM areHTaM OTHOCSTCS CYCHEHIUPYIOIIUE HU
OUCTIEPTUPYIOIINE areHThl, NMPUBEICHHbIE B JAHHOM OMNMCAHUH, BKJIOYAsl HATPUEBYIO
COJIb KapOOKCHMETHIILIEIUTFOJIO3bI, THIAPOKCUITPOITHIMETHIILIEIUTEOJIO3Y, U
NOJUBUHUINHUPPOIUAOH.  Ilogxopsimue  SMyJbrUPYIOIIAE  areHTbl  BKJIOYAIOT
SMYJBTUPYIOIINE  areHThl, TNPUBEICHHbIE B JAaHHOM  OIMCAaHWH,  BKJIOUAs
MOJIMOKCUATHIIEH COPOUTAaH MOHOJAypaT, noarokcusTuiieH (80) copburan MOHOONIEAT U
TPUSTAHOJAMUHOBYIO COJIb OJIEMHOBOW KHCJIOTHI. Ilomxomsiimue CBS3BIBAIOIIME WU
xeJjaroo0pasyromue areHThl BKioudaroT, 0Oe3 orpanmuenusi, JJTA. Iloaxonsimue
peryastopsl pH BKIIFOYAIOT THIPOKCUA HATPUS, COJSTHYIO KHUCIIOTY, IMMOHHYIO KHCIIOTY

U MOJIOYHYIO KHCJIOTY, HO HE OrpaHrueHbl MU. [loaxopsinie KoMIIieKcooOpas3yoLme
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areHThl BKJIIOYAIOT, 0€3 OrpaHWYeHHs, LMKIOAEKCTPUHBI, B TOM 4YHCIE ajbda-
LIUKJIOIEKCTPHH, OeTa-LUKIONEKCTPHH, TUPOKCHUITPOITHII-0€Ta-IIUKJIOAEKCTPHH,
(cynbdhobyTrnosslil 3¢up)-Oera-nukiaonekcTpud u (cyiabpodyTmnossiii 3¢up)-7-6era-
nuknonaexctpud (CAPTISOL®, CyDex, Lenexa, KS).
[0176] @apMaleBTUUECKUE  KOMIO3ULIMM, MPENJOKEHHbIE B HACTOSLIEM
n300peTeHny, MOTryT ObITh TOJYyY€HBl B BHJAE INpemnapara il OJHOKPATHOTO WU
MHOrokpatHoro BeefieHus. [Ipenapatsl, comep:kalue OJHOKPAaTHYIO 103y, YIIAKOBaHbI B
ammyJy, npoOupky wnu mnpun. IlapeHrepanbHple npenapaTsl, NpeaHA3HAYEHHbIE IS
MHOTOKPaTHOTO BBEIEHHUS, JOJDKHBI COZIEp’KaThb INPOTUBOMUKPOOHBIH areHT B
OaKTepuOCTaTUYECKUX WM (PYHIMCTATHYECKUX KOHIEHTpauusax. Bce mapeHTepanbHble
npenaparbl AOJDKHBI OBITh CTEPUIBHBIMH, KaK 3TO M3BECTHO WU NPUHATO B JAHHOU
00NacTH TEXHUKH.
[0177] CornacHO  HEKOTOPBIM  BapUaHTaM  OCYINECTBJICHUS  HM300peTeHus
NpenoKeHbl (apMalleBTUUECKHEe KOMIIO3UIIMHM B BUJAE TOTOBBIX K HCIIOJb30BAHHIO
CTepmIbHBIX  pacTBOpoB. COIJIaCHO  HEKOTOPBIM  BapHaHTaM  OCYLIECTBJIEHHUs
N300 peTeHNs PEIOKEHbI (hapMalleBTUUECKHE KOMITO3ULIUH B BU/I€ CTEPUIIBHBIX CYyXHX
PacCTBOPUMBIX IPOAYKTOB, BKIIFOUAs JUO(PUIN3UPOBAHHBIE NMOPOLIKK U TAOJNETKH IS
MOJKOXHBIX HHBEKLUH, TMOAJeXallhue BOCCTAHOBIEHUIO B HAIMOJHUTENE Tepen
ucnonb3oBaHueM. COrlacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBICHHUS H300pETeHUs
NpeayIoKeHbl (hapMaleBTUYeCKUe KOMIO3MLUU B BHIE TOTOBBIX K HCIIOJBb30BAHHIO
cTepunbHbBIX  cycneH3ud. CorjacHO HEKOTOPbIM  BapUaHTaM  OCYIIECTBJIECHUS
n300peTeHus MpenyIoKeHbl (PapMaLeBTHUECKHUE KOMITO3ULIMU B BU/I€ CTEPIIIBHBIX CYXUX
HEPAaCTBOPUMBIX MPOAYKTOB, MOAJEXKAIIUX BOCCTAHOBJICHUIO B HAIOJIHUTENE Iepen
ucnonb3oBaHueM. COrJacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBICHHUS H300pETeHUs
NpEeJIOKeHbl (PapMalleBTUYECKUE KOMIO3MLHUU B BHIE TOTOBBIX K HCIIOJB30BAHHIO
CTEPUJIbHBIX SMYJIbCUI.
[0178] @apMalleBTUUECKUE  KOMIO3ULIMM, MPEIJOKEHHbIE B HACTOSIIEM
n300peTeHNH, MOTYT OBITh IPE/ICTABIICHBI B BUAE JIEKAPCTBEHHBIX (HOPM C HEMEIICHHBIM
WM MOAN(PHUUHUPOBAHHBIM BBICBOOOXKIEHHEM, BKJFOYAsl JIEKAPCTBEHHBIE (OPMBI C
OTCPOUEHHBIM, 3aMEJJIEHHbIM, MyJIbCUPYIOIIUM, KOHTPOJHUPYEMBIM, HALEJEHHbIM U
IPOTPAMMHUPYEMBIM BBICBOOOIKICHHEM.
[0179] ®dapmaneBTUYECKUEe KOMIO3ULMY, TPEHA3HAUYECHHbIE 11 BBEICHNUs B BUJE
UMIUIAHTHPYEMOTO JIETIO, MOTYT OBITh NPENCTAaBJICHbl B BUAE CYCIEH3UH, TBEPIAOTO

BCLICCTBA, TIOJYKUAKOTO BELIECTBA WA THKCOTpOHHOﬁ JKHUIKOCTH. CornacHo
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HEKOTOPBIM BapUAHTAM OCYLIECTBICHNUS H300peTeHNs (hapMalleBTHUECKUE KOMITO3ULIUH,
NPEJIOKEHHBIE B HACTOSIIEM M300PETEHHNH, TUCIIEPIHPOBAHBI B TBEPIOM BHYTPEHHEM
MaTpPUKCE, OKPY’KEHHOM BHEIIHEH MOJIMMEPHOW MeMOpPaHOH, KOTOpasi HeEpacTBOpUMA B
($U3NONOrHYECKUX  JKUAKOCTSX, HO  TO3BOJSIET  AKTHBHOMY  HMHIPEAHEHTY
bapmaLeBTHUECKNX KOMIO3ULIUI Tu(PYHANPOBATH HAPYKY.

[0180] Ilonxonsdmue BHYTPEHHUE MATPHUKCHI BKIIIOYAIOT MOJMMETHJIMETAKPUIIAT,
noauOyTUIIMETAaKPUIIAT,  IUIACTH(QUUUPOBAHHBIA WM HEIIaCTU(HUIIMPOBAHHBINA
MOJIMBUHUIIXJIOPUA, IaCTU(GUIUPOBAHHBIN HEJIOH, 1acTUGULINPOBAHHBIH
NOJMATUIIEHTepedTaNaT, HATYypPalbHbIH Kay4dyK, MOJMU30NPEH, MOJMU300yTHIIEH,
nonauOyTaaneH, NOJMSTHIIEH, COMOJIMMEPbl STHWIEHA M BHHMJIALIETATa, CHIIMKOHOBBIE
Kay4yKH, NOJUANMETUIICUIIOKCAHBI, CHJIMKOH-KapOOHAaTHbIE COMOJIUMEPHI,
ruapo(UIbHBIE TOJMMEphl, TaKHe KaK THUAPOTEIH CIOXKHBIX 3(QUPOB aKpUIOBOH H
METaKpPUJIOBOM KHUCJIOTBI, KOJUIAreH, MONEPEYHOCIIUTBIA IOJIMBUHWIOBBIA CIUPT H
MONEPEYHOCIIUTBIN YACTUYHO THAPOIN30BAHHbIN MOJTMBUHUIIALIETAT.

[0181] [Monxonsiiue BHEIIHUE MOJMMEPHbIE MEMOpaHbl BKJIOYAIOT MOJUATHIIEH,
MOJIMMIPONUJIEH, COMOJIMMEPbl OSTHUJIEHA W IPONUJIEHA, CONOJHMMEpPbl OSTUJIEHA U
STUJIAKPUJIATA, COMOJIMMEPbl OSTUJIEHA M BHUHUJALIETAaTa, CUJIMKOHOBBIE KaydyKH,
MOJNIUANMETUIICUIIOKCAHBL, HEONPEHOBBIH  Kay4dyK, XJOPHUPOBAHHBIM IOJUITHIIEH,
MOJIMBUHUJIXJIOPU, COTIOJIUMEPHI BUHWIXJIOpUAA c BUHMJIALIETATOM,
BUHUJIJIEHXJIOPUIIOM, STUJIEHOM U IPOIUIIEHOM, HMOHCOZepKaIINUM
NOJMATHIIeHTepedTanaT, OyTHJIKAY4yK, STMHXJIOPTHIPHHOBBIE Kay4yKH, COIOJIUMED
STWJIEHA W BUHUJIOBOIO CHHUPTA, TPOWHON COMOJMMED STUJIEHA, BUHUJALETaTa U

BHHHUJIOBOI'O CITUPTa U COMOJIMMEP 3THUJICHA U BUHHUJIOKCU3TAHOJIA.

Mecmmnoe eéedenue

[0182] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPEIJOKEHHbIE B HACTOSIIEM
n300peTeHNH, MOTYT OBITh BBEIEHBI MECTHO Ha KOXY, B (DM3HOJIOrHYECKHE OTBEPCTHUS
WIA HAa CIM3UCTYI0 000JI04Ky. MecTHOe BBEIEHHE, B KOHTEKCTE€ HAHHOTO OIHMCAHUS,
BKJIFOYAeT (BHYTPH)KOXKHOE, KOHBIOHKTHBAIIbHOE, BHYTPUPOTOBUYHOE, BHYTPHIIIA3HOE,
r7Ia3HOE, aypuKyJsipHOe (YIIHOE), TPaHCAEPMAIbHOE, HA3aJbHOE, BarHHAJBHOE,
ypeTpalbHOE, pECIUPATOPHOE U PEKTAJIbHOE BBEACHUE.

[0183] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPENJOKEHHbIE B HACTOSLIEM
U300peTeHNH, MOTYT OBITh TNPENCTaBJICHbl B BUAE JHOOBIX JIEKAPCTBEHHBIX (HOPM,

NOAXOOAIMUX OJiId MECTHOI'O BBEACHUA C LCJIBKO OKa3aHUA MECTHOI'O WM CHCTEMHOI'O
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BO3CHCTBUS, BKJIFOYAs 3MYJIbCUH, PACTBOPBI, CYCIEH3MH, KPEMBI, T'€JIH, THAPOTEIH,
Mas3H, MPUCHINKH, MOBS3KH, JIUKCUPBI, JIOCBOHBI, CYCIEH3UH, THHKTYPBI, NACThI, TIEHBI,
IUIEHKH, a3pO30JIM, PAacTBOPbI [JIi NPOMBIBAHUS, CIIPEH, CYNIIO3UTOPHH, OWHTBHI,
TpaHcAepMasbHbIe TacThipu. Ilpenapar ayis MecTHOro BBeNeHUs (PapMalleBTUYECKHX
KOMITO3ULIUH, TPENJIOKEHHbIX B M300PETEHHH, TaK)XK€ MOXKET COIEpPXKaThb JIMIIOCOMBI,
MULEJUTBI, MUKPOC(hEpbl, HAHOCUCTEMBI U UX CMECH.

[0184] DapmMaLEeBTUYECKU MPUEMJIEMbIE HOCUTENIM U 3KCLMIHMEHTBI, MOAXOASIINE
I WCIIONIB30BaHMs B IIperaparax [Jsl MECTHOTO BBEIEHUs, NPEAJIOKEHHBIX B
n300peTeHNY, BKJIIOYAIOT BOJHBIE HAIMOJHUTENH, BOAOPACTBOPHMBIE HAIOJHUTEIH,
HEBOJHbIE  HANOJHWUTENM, IPOTUBOMUKPOOHBIE  areHTbl MM  KOHCEPBAHTBI,
NPErsITCTBYIOIINE  POCTY  MHUKPOOPTraHM3MOB,  CTAOMJIM3aTOpBI,  YCHIJIUTEIH
PacTBOPUMOCTH, U30TOHUYECKHE areHThl, Oy(epHble areHThl, AaHTUOKCUAAHTBI, MECTHBIE
aHECTeTHKH, CYCHEHIUPYIOIINME M IUCIEPTUPYIOIIUE areHThbl, YBIAXKHAIOLINE WIU
SMYJIbIHPYIOIINE areHThl, KOMIUIEKCOOOPA3YIOIUE AareHThl, CBS3bIBAIOLINE WU
XenarooOpasyrolmye  areHTbl, BELIeCTBA, CHOCOOCTBYIOLIME  NPOHUKHOBEHHIO,
KPHUOIIPOTEKTOPBI, JINONPOTEKTOPBI, 3arYCTUTEIN U UHEPTHbIE Ta3bl, HO HE OrPAHUYEHBI
UMH.

[0185] MectHoe BBeneHHE (PApMALIEBTUYECKUX KOMIIO3MLUN TaKXKe MOXKET
OCYIIECTBJIEHO MyTeM 3JjiekTpornopanuu, uoHtodopesa, poHodopesa, conodopeza u
MUKPOUTOJIbHOW Win Oe3biroibHOi uHbekiuH, Hanpumep POWDERJECT™ (Chiron
Corp., Emeryville, CA) u BIOJECT™ (Bioject Medical Technologies Inc., Tualatin,
OR).

[0186] @apMalleBTUUECKUE  KOMIIO3ULIMM,  MPEIJOKEHHbIE B HACTOSIIEM
u300peTeHny, MOTyT OBITh TpeACTaBiIeHbl B (opMe Mas3eid, KPeMOB U Trejel.
[Monxonsmue Ma3eBble OCHOBBI BKIIFOYAIOT MACISTHBIE HJIH YIJIEBOAOPOAHBIE OCHOBBI,
BKJIIOUAsl, HAMPUMEDP, CBUHOE Cajio, CBHHOE Calio ¢ OEH30MHON KHUCJIOTOW, OJMBKOBOE
MacJ1o, XJIOMKOBOE MACJIO U IPYTHe Macia, MEULIMHCKUN Ba3eJIUH, SMYJIbIUPyEeMbIe W
abcopOupyroLe OCHOBBI, TaKH€ KakK THAPOPIIIbHBIA Ba3eJUH, THIPOKCHUCTEAPHH
cyabdar u OE3BONHBIN JIAHOJHMH, BOJOYAAISIEMbIE OCHOBBI, TAKHE KaK TUApO(UIbHAS
Ma3b, BOAOPACTBOPUMBIE Ma3eBbI€ OCHOBBI, BKJIFOYAs MOJHITHIICHTJIMKOIN PAa3TUIHON
MOJIEKYJISIPHOM MacChl; OCHOBBI JUJIs 3MyJIbCHi THIIA Bozia B Maciie (W/O) uiu Tuma mMacio
B Boge (O/W), BkirO4Yasi LETUJIOBBIN CHHUPT, TJIMIEPUT MOHOCTEapar, JIAHOJUH H
CTEapHHOBYIO KHUCJIOTY. JlaHHBIE HANOJHHUTENH TNPEACTABIIOT COOOH CMArYaroLIne

CPenCTBa, HO OOBIYHO TPeOYIOT H0OaBIeHHS AaHTHOKCUIAHTOB M KOHCEPBAHTOB.
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[0187] IMoaxopsimast KpeMoBasi OCHOBA MOKET MPEACTABJISATH COOOM IMYIBCHIO THTIA
MacJio B BOAE WJIM SMYJIbCHIO THIIA Bozia B Maciie. KpeMoBble HAIOIHUTENN MOTYT OBITh
BOJIOCMBIBAEMbIMH, 1 MOTYT COZEPKaTh MacJsIHYIO a3y, 3MyJbratop u BOIHYIO ¢asy.
Macnsnas ¢asa, Takke Ha3biBaeMasi "BHYTpeHHe" (pa30ii, OOBIMHO CONEPIKHUT Ba3eNIUH U
JKUPHBIA CIHPT, TAKOM KaK LETWIOBBIA WJIH CTeapryioBblii cnupT. OOBIMHO, XOTA H
HeoOs13aTennbHO, 00BbeM BOMHOW (a3el mpeBblmaeT 00BeM MacisHOW (as3el, u, Kak
NpaBUJIO, BOAHAs (pa3a COXEPKUT YBIAKHUTENb. OMyJbrarop, HCIOJb3yEeMbI B
npenaparax B (QopMe KpeMa, MOXET INPEeACTaBIsATb CO00Hl HEMOHHOE, AHMOHHOE,
KaTHOHHOE MM aM(OTEPHOE NOBEPXHOCTHO-aKTUBHOE BEIECTBO.
[0188] Il'enn npencraBisitoT coOOM MOJNyTBEPABIE CHCTEMbI THIA CYCIIEH3UIL.
OnHodasHple renu copepkaT OpPraHUYeCKHe MAaKpOMOJIEKYJBL, IO  CYINECTBY
PaBHOMEPHO paclpefeNeHHble B >KUAKOM Hocutene. Iloaxoasduue skeIaTHHUPYOLIUE
areHThbl BKJIIOYAIOT CeTYAThle MOJMMEPbl aKPUIIOBOW KHCIIOTBI, TakKHe Kak KapOomepsl,
xapbokcunommankunensl, Kapoonon®; rugpodunbHbie MOTUMEpPHI, TaKHe KaK OKCHJIbI
MOJIUOTUJIEHA,  COMNOJUMEPBbl  IOJUOKCHUITUIEHA W IOJMOKCUMPONUJIEHA U
MOJIMBUHUJIOBBIN CIHPT; LEJUTIOJIO3HbBIE NIOJIUMEPBI, TaKue KaK
TUIPOKCUNIPONMIILIEIIIIOII03, TUAPOKCUI TUIILIEIUTIOINO03a,
THIPOKCUTIPONTUIMETHIILEIUTION03a, THAPOKCHIIPOMMIMETIIILEIUTION03bl  pTalaT U
METUJILEIUTION03a;, KaMeIU, TaKhue KaK TparakaHT M KCAaHTAHOBAas KaMelb, HaTpus
aNbIrUHAT W JKeNaTHH. J{JIsI MOJyueHHs] OJHOPOIHOTO TeJisl MOTYT ObITh JOOABJICHBI
OUCIIEPTUPYIOLIUE areHThl, TAKWE KAK CHUPT WIW MIMLEPUH, WU KETaTUHUPYIOLIUN
areHT MOJeT ObITh TUCIEPTHPOBAH MyTEM PACTUPAHUS, MEXAHUYECKOTO CMELIHMBAHMUS
W/WJIN TTepeMEeIBaHMUSI.
[0189] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPEIJOKEHHbIE B HACTOSIIEM
n300peTeHNH, MOTYT OBITh BBEIEHBI PEKTAIBHBIM, YPETPAJIbHBIM, BardHAJbHBIM WJIH
NePUBArMHAIBHBIM MyTeM B (hOpMe CYMIIO3UTOPHEB, NECCapueB, OysKel, MpUMapoK Uin
KaTaruia3sMbl, NacT, MOPOLIKOB, MOBSI30K, KPEMOB, IUIACTBIPEN, KOHTPALENTUBOB, Ma3eH,
PacTBOPOB, SMYJIbCUM, CyCIIEH3UI, TAMIIOHOB, Iejiel, NIEeH, CIIPeeB Win Kau3M. JlaHHbIe
JeKapcTBeHHbIE (POPMBI MOTYT OBITH TOJYYEHBI C HCIOJB30BAHUEM CTAHIAPTHBIX
METOUK.
[0190] PexTtanbHble, ypeTpanbHble, U BarHHAJIBHbBIE CYNNO3UTOPUM MPEACTABISIOT
co0Ol TBEpAYyH MacCy, MpeIHa3HAUEHHYI /Ui BBENEHHUS B (PH3HOJOrMYECcKHe
OTBEPCTHUS, JAHHbIE CYIIIO3UTOPUH SIBIISTFOTCSI TBEPABIMH MPH OOBIYHBIX TEMIEPATYpPax,

HO TIUJIaBATCA WM PasMAT4arOTCdad IMpUu  TEMIECpPATypE TEla C BI:;ICBO60>KI[€HI/IGM
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aKTUBHOrO(bIX) HMHIPEONEHTA(OB) BHYTPH HaHHBIX OTBepCcTUil. PapmManeBTHYECKU
IpUeMIIEMbIe HOCUTEIH, HCIIOJb3YEMbIE B PEKTAIbHBIX U BATMHAJIBHBIX CYMITO3UTOPHUSX,
BKJIFOYAIOT HAIMOJHUTENH, TaKHE€ KaK YCHJIHUTENH KECTKOCTH, 00ecrednBaroime
TEMIEpPaTypy IUJIaBIeHUs, OJMHM3KYI0 K TEMIIEpaType Tesa, NMPU HX HCHOJIb30BAHUU C
bapMaLeBTHUECKUMH  KOMIIO3ULMSIMM,  TNPEUIOKEHHBIMU B H300peTeHHMH; U
AHTHOKCU/IAHTBI, TAKHUE, KaK OINPEIEJIEHO B JaHHOM OINUCAHHH, BKJIIOYas OUCYIbOUT U
merabucynbur Hatpus. llogxopsinue HAMOMHUTENM BKIIOYAIOT MAacio Kakao
(TeoOpOMUHOBOE MAcIo), TIULEPUH-KEJATHH, KapOOBaKC (TMOIHMOKCHATUICHIIINKOIb),
cnepMmarer, napadpuH, Oenblii M JKENTBII BOCK M MOAXOIALINE CMECH MOHO-, AH- U
TPUIJMLEPUIOB JKUPHBIX KHUCJIOT, THAPOTeNH, TaKHe KaK IOJMBHHUIIOBBIA CITHUPT,
THPOKCUATUI METAKPUJIAT, MOJIMAKPHIIOBAs KUCJIOTA, MINLEPUHO3UPOBAHHBIN JKEJIAaTHH,
HO HE OrpaHH4YeHbl UMH. MoryT OBbITh HCIOJB30BAaHBI KOMOWHAIIMU Pa3JIMYHBIX
HaroyHuTeNnel. PekranbHble U BarMHAJIbHbIE CYMIIO3UTOPUH MOTYT OBITH TOJYYEHbI C
UCIIONIb30BAHUEM METOAMK IpeccoBaHuMs uian ¢opmoBanus. CraHmapTHas wmacca
PEKTAJIBbHOTO M BATMHAJIBHOTO CYMIIO3UTOPHS COCTABIISIET MPHOIN3UTENBHO OT 2 10 3 T.
[0191] dapMaLeBTUYECKUE  KOMIO3ULMM, MPEIJIOKEHHbIE B HACTOSLIEM
n300peTeHny, MOTyT ObITh BBENEHBI B INla3 B ()OpME PacTBOPOB, CYCIECH3HI, Ma3ei,
SMYJIBCHI, TeIe00pa3yIOLINX PACTBOPOB, MOPOLIKOB JJIsl PACTBOPEHHUSI, TeJIeH, IJIa3HbIX
BKJIAJIOK Y MMILJIAHTATOB.
[0192] @apMalleBTUUECKHE  KOMIO3ULIMM,  TPEIJIOKEHHbIE B HACTOSIIEM
nu300peTeHNH, MOTYT ObITh BBEACHBI MHTPAHA3AJIbHBIM MyTEM WJIH MyTEM HHTAJSALIH B
apIxaTteiabHble MyTH. JlaHHBIE (apMaleBTHUECKHE KOMITO3UIMH MOTYT OBITh
NpeACTaBiieHbl B (opMe a’po30Jisi MM PacTBOpa ISl JOCTABKU C HCIIOIBb30BAHUEM
a’pO30JILHOTO  KOHTEHHepa, Hacoca, paclbUIMTENs, aTOMM3aTopa, TaKoro Kak
3JIEKTPOTUAPOANHAMUYECKHUI aTOMHU3aTOP, CO3AA0LIUI MEJIKOAUCIEPCHBIN TyMaH, WU
HeOynaii3epa, Kak TAKOBOTO WJIM B KOMOMHAIIMH C TIOAXOISLINM MPOTENIEHTOM, TAKHM
kak 1,1,1,2-terpadropatan wiu 1,1,1,2,3,3,3-renta¢propnponan. DapmareBTHIECKIE
KOMITO3ULIMM TaKkK€ MOTYT OBITh MPEACTAaBIEHBI B BHIE CYXOro IOPOIIKA JUIs
UHCY(PIIALNY, KaK TAKOBOTO WJIM B KOMOWHAIIMH C MHEPTHBIM HOCHUTENEM, TAKHM KaK
JaxkTo3a Wik (GocoaUnuabl, U Ha3aJ bHBIX Karenb. [1opomok, nmpeqHasHauYeHHbIN TS
MHTPAHA3aJIbHOTO MCIIOJIb30BAHMSI, MOXKET COAEPIKAaTh OMOANTre3UBHBIN areHT, BKIIFOYast
XUTO3aH WU IUKJIOAEKCTPHH.
[0193] PacTBOpbl MM CyCHeH3UH, MNPEAHA3HAYEHHBbIE MJI1 MCIOJb30BAHUS C

A9PO30JIbHbIM KOHTefIHepOM, HaCOCOM, PaCnbLIUTEIICM, ATOMH3aTOpPOM Ui
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HeOynaii3epoM, MOTYT CONEp:KaThb OTAHOJ, BOIHBIA OTAaHOJN WM MOIXOSIIHHA
aNbTEPHATUBHBIN aAr€HT ISl AUCTIEPTUPOBAHMS, COMOOMIN3ALINHN UITH TIPOJIOHTUPOBAHHMS
BBICBOOOXKIEHHSI aKTUBHOTO MHIPEUEHTA, MTPEJIOKEHHOTO B HACTOSALIEM H300peTeHUH,
IPONEJUIEHT B Ka4eCTBE PACTBOPHUTEINS W/MIIM TOBEPXHOCTHO-AKTHBHOE BELIIECTBO, TAKOE
Kak cOpOUTaH TPHOJIEaT, OJIENHOBAsI KUCIIOTA WIIH OJTMTOMOJIOYHAS KUCIIOTA.
[0194] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPENJOKEHHbIE B HACTOSIIEM
n300peTeHNH, MOTYT OBITh U3MEJIbUEHBI 10 Pa3Mepa, MOAXOAALIETO A TOCTABKHU Iy TeM
UHTasiuuu, Harpumep 10 S0 MUKpOH uitu MeHee uin 10 10 MukpoH uinu Menee. Hactuibl
TAKOTrO pa3Mepa MOTyT OBITb MOJYyY€HBbI C MCHOJIb30BAHMEM METOIUKU H3MENbYEHUS,
U3BECTHON CIelUaINCTaM B MaHHOW O0NacTH TEXHUKH, TaKOW Kak pa3Moji Ha
CIUPAJIbHOW CTPYWHON MEJIbHULIE, Pa3MOJI HA CTPYWHON MEJIbHULE C KUIILIUM CIIOEM,
0o0paboTka  CBEPXKPUTHYECKOH  JKUAKOCTBIO €  OOpa3oBaHMEM  HAHOYACTHIL,
FOMOTr€HU3aLMsl TIOJ BBICOKMM JaBJIEHUEM UJIH PACIIbUIMTENbHAS CYLIKA.
[0195] Kancynbl, OnmucTeppl M KapTPUIKH, HCHOJb3yeMble B HHIAISTOPE WIH
uHcydasitope, MOryr copepkataTb MOPOIIKOBYKO CMeCh (hapMaLeBTHUECKHX
KOMITO3HLIMH, MPEJIOKEHHBIX B HACTOALIEM N300PETeHNH;, TOAXOASIIYIO TOPOILIKOBYIO
OCHOBY, TaKyI0 Kak JIAKTO3a WJIM Kpaxmall, U MOAU(HUKATOp XapaKTEPUCTUK, TAKOH KaK
JISWLIMH, MAaHHUT WK cTeapaT Marius. Moser ObITh UCIOJIb30BaHA OE3BOAHAS JIAKTO3a
WK J1akTo3a B Gopme MoHoruzapara. JIpyrue Mmomxomsiinue SKCUUMUEHThI BKJIIOYAIOT
IEKCTpaH, TJIOKO3y, MaJbTO3y, COPOUT, KCHIUT, (PYKTO3y, Caxapo3y M TPEeraaosy.
dapmaneBTUYECKHE KOMITO3HMIIMU, TPEAJIOKEHHbIE B HACTOSIIEM H300pEeTEeHUH, IS
BBEICHUS IyTEM WHIAISALUM W HMHTPAHA3AJIBHOIO BBEACHUsS MOIYT OIOJHUTENIBHO
BKJIIOYAaTb MOAXOASIINM KOPPUIEHT, TAaKOM KaKk MEHTOJ M JIEBOMEHTOJ, WJIU
MOACJIACTUTENH, TAKHE KaK CaXapUH UJIU CaAXapUH HATPUsl.
[0196] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPEIJOKEHHbIE B HACTOSIIEM
n300peTeHn , sl MECTHOTO BBEIEHUsI MOTYT OBITh IIPEACTABIICHbI B BUAE MpeErapara ¢
HEMEJJICHHbIM  BBICBOOOXKIEHHEM WM MOAM(DHLIHUPOBAHHBIM  BBICBOOOKIACHUEM,
BKJIFOYasi OTCPOUEHHOE, 3aMEIJIEHHOE, MTyJIbCUPYIOLIee, KOHTPOIUPYEMOE, HALIETIEHHOE U

POTrPaMMHUPYEMOE BBICBOOOKICHHE.

Moouduyuposannoe vic6060i1coenue
[0197] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPENJOKEHHbIE B HACTOSLIEM
u300peTeHny, MOTyT OBITh TPENCTaBIE€Hbl B BHUJAE JIEKAPCTBEHHOH (OpMBI ¢

MOI[I/I(I)I/ILII/IpOBaHHbIM BI:;ICBO60)KI[6HI/IGM. B xownrekcre JAaHHOTO ONHMCaHUsA TCPMUH
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"Monu(pUIIPOBAHHOE BHICBOOOXKIEHHE" OTHOCUTCS K JIEKAPCTBEHHOH (hopMe, Y KOTOpOH
CKOPOCTb MJI MECTO BBICBOOOXKIEHHSI aKTHBHOTO(bIX) HHIPEIUEHTA(OB) OTINYAETCS OT
COOTBETCTBYIOLIIMX  XAPAaKTEPUCTHUK JIEKAPCTBEHHOH (OPMBI €  HEMEIJIEHHBIM
BbICBOOOXKIIEHHEM TIPU HCIOJB30BAHUM OJHOTO M TOTO JK€ TIyTH BBEICHUS.
JlekapcTBeHHble (QOpPMBI € MOAM(PHUIMPOBAHHBIM BBICBOOOXKIEHHEM  BKJIOYAIOT
JeKapcTBeHHblE (OPMBI € OTCPOUYEHHBIM, PACIIUPEHHBIM, IPOJOHTMPOBAHHBIM,
3aMeJUIEHHBIM, MYJIbCUPYIOLINM WM UMIYJIbCHBIM, KOHTPOJIUPYEMbIM, YCKOPEHHBIM U
OBICTPBIM, HALlENIEHHBIM, NPOrPAMMHPYEMBbIM BBICBOOOXKIEHHEM M yIAEP’KUBAEMbIE B
JKeNyJKe JIEKapCTBEHHbIE ()OPMBI.
[0198] dapmalieBTUYECKHE KOMIIO3UIIMM B BHIE JIEKApPCTBEHHbIX (opM ¢
MOAN(DULMPOBAHHBIM BBICBOOOXIEHHEM MOTYT OBITh MOJYY€HBI C HCIOJIb30BAHUEM
Pa3JIMYHBIX YCTPOMCTB M METOAMK IMOJYYEHHs] MOAU(PHULIHUPOBAHHOTO BBICBOOOXKICHUS,
U3BECTHBIX CHENMAJINCTaM B JAHHOH OOJacTH TEXHUKH, BKIIOYAKOMNX, 0e3
OTpaHUYEHUs, MATPUKCHbIE YCTPOHCTBA C KOHTPOJHMPYEMBIM BBICBOOOXKIEHHEM,
OCMOTHYECKHE YCTPOHCTBA C KOHTPOJHUPYEMBbIM BBICBOOOXKIEHHEM, YCTPOWCTBA C
KOHTPOJIUPYEMBIM BBICBOOOKAEHUEM, COAEPIKAIINE MHOJKECTBO YACTHL, HOHOOOMEHHbIE
CMOJIbI, KHIIEYHO-PACTBOPUMBIE MOKPBITHS, MHOTOCJIOHHbIE MOKPBITHS, MUKpOChEpsL,
JUMOCOMbI M uX KoMOuwHauuu. CKOpPOCTh  BBICBOOOXKAEGHUST AKTUBHOTO(BIX)
UHTpenueHTa(0B) TaKXKe MOXKET ObIThb MOAM(ULIMpPOBAHA C WCMOJB30BAHHEM YaCTHIL
Pa3HBIX pa3MepoB U NOJUMOpP(HU3MA aKTUBHOTO(BIX ) HHTPEIUEHTA(OB).
[0199] @apMalleBTUUECKHE  KOMIIO3ULIMM,  TPEIJOKEHHbIE B HACTOSIIEM
n300peTeHny, B BUJIE JIEKAPCTBEHHOH (POPMBI ¢ MO UITUPOBAHHBIM BICBOOOKIEHHEM
MOTyT OBITb TIOJY4E€Hbl C  HCIOJb30BAHHEM MATPUKCHOTO  yCTPOWCTBA €
KOHTPOJIIPYEMbIM BBICBOOOXKIEHHEM, W3BECTHOIO CIEIHATUCTaM B JAHHOW 00JacTH
TEXHHKH.
[0200] CormacHo  HEKOTOPBIM  BAapHAHTAM  OCYLIECTBICHHS  HM300pETEHUs
(dapMaLieBTHUECKHE  KOMIIO3ULUH, TMpPEJIOKEHHbIE B  H300peTeHuH, B  BUAE
JEeKapCTBEHHOH (OpMBI € MOAUGDUIIMPOBAHHBIM BBICBOOOKACHHUEM TMOJYYAOT C
UCTIONIb30BAHUEM 3POAMPYEMOr0 MATPUKCHOTO YCTPOHCTBA, KOTOPOE MPEACTABISAET
co0oli HaOyXaroIue, 3pOAUPYEMbIe HITH PACTBOPUMBIE B BOJIE ITOJIMMEPHI, BKIFOYAOLITHE
CHHTETHUYECKHUE TOJUMEpPhl U TPUPOAHBIE TOJIUMEPbI M TPOU3BOAHBIE, TAKHE KaK
MOJTUCAXapPUABI U OSJIKU.
[0201] BewectBa, ucnosb3yemMble s MOJYYEHUS SPOAUPYEMOrO MaTpuKCa

BKJIIOUAIOT, 0€3 OrpaHWYeHUs, XWTHUH, XWUTO3aH, AEKCTPAaH U MYJUIyJIaH, arapoBYIO
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KaMenb, TryMMHapabuk, KaMmenb Kapaiu, Kamenb OOOOB POXKKOBOrO JepeBa,
TPAarakaHTOBYI0 KaMelb, KappareHHHbI, KaMelb TIXaTTH, [YapoOBYK0 KaMefb,
KCAaHTAaHOBYIO KaMeOb W CKIEPOIJIIOKAH, KpaxMajbl, TaKue Kak MAEKCTPHUH U
MaJIbTOACKCTPUH; TUAPOPUIbHBIE KOJUTOHIbI, TAKHE KaK MeKTHH; (hochaTHIbI, TAKHE KaK
JCUUTHH, aJblHHATHI, NPONWICHIJIMKONS aJblHHAT, JKENaTHH, KOJUIareH, |
LIEJUTIOJIO3HBIE TTONMMEpBI, Takue kak stwinemnono3a (EC), mermmruinnenionosa
(MEC), kap6okcumeruniesnmnoioza (CMC), CMEC, runpokcmtunnennonosa (HEC),
runpokcunpomminesuioigoda (HPC), nemtonoss! aneratr (CA), 1eUTF0I03bl MPOTTHMOHAT
(CP), nemmonossl Oytupar (CB), nemmonossl anerar-Oyrupar (CAB), CAP, CAT,
TUPOKCUIPONMIMETHIILIEIIIION03a (HPMC), HPMCP, HPMCAS,
TUPOKCUIPONMHIMETUIILIEIUTIOI03bI aueTaT-TpUMEeJIUTAT (HPMCAT) u
sturuapokcyTuinennono3a (EHEC), noauBUHUANMMPPONUAOH, TOJMBUHUIIOBBIN
CIHPT;, TIONMBUHMJIALIETAT, CJIOKHBIE O(HUPBl TJIMLEPUHA U OIKUPHBIX KHCJIOT;
NOJIMAKPUIIAMU;, TTOJIUAKPHIIOBAs KUCJIOTA, COMOJUMEPBl 3TAKPUIOBOM KHCIOTBHI WUIU
meraxpunosoii kucinorsl (EUDRAGIT®, Rohm America, Inc., Piscataway, NJ); momu(2-
T'MAPOKCUITUII-METAKPHJIAT); TOIUIAKTUABL, COMOJIUMEPHI L-riyTaMHHOBOH KHCJIOTHI U
stun-L-royramaTa, pasjnaraeMble COMOJMMEPbl MOJOYHOM KHUCJIOTBI M TNIMKOJIEBOHN
KHUCJIOTBI, NOJH-D-(-)-3-THAPOKCUMACIISIHYEO ~KUCJIOTY M JAPYrHe MPOU3BOJHBIC
AKPWJIOBOH KHCJIOTBHI, TAaKM€ KaK TOMOIOJHMMEPbl U COMOJHUMEPBI OYTHIMETaKpUIIATa,
METHJIMETAKPUIIATA, STUJIMETAKpPUJIATa, STHJIAKPUIIATA, (2-
AUMETUIIAMUHOSTHI)METAaKPUIIaTa U (TPUMETHIAMUHOI THIT)METAKPHUIIATa XJIOPU/IA.

[0202] CormacHo  HEKOTOpPBIM  BAapUAHTAM  OCYLIECTBICHHS  HM300pETEHUs
(apMaLieBTHUECKHE KOMIIO3UIIUN TOJYYAOT C KCIOJb30BAHUEM HEIPOAHPYEMOTO
MAaTPUKCHOTO  YCTPOWCTBA.  AKTUBHBIH(BIE) HWHIPEOUEHT(BI) pPACTBOPSIOT WM
OUCTIEPrUPYIOT B MHEPTHOM  MAaTPUKCE, U TMOCJAe€ BBeAEHUs OH (OHH)
BBICBOOOXKIAETCA(FOTCSI) B OCHOBHOM 3a cuerT nudQy3uu uepe3 NaHHBIH HHEPTHBIA
MaTpukc. BemecTsa, momxozmsinue AJsl UCIOJIb30BAHMS B KaueCTBE HEIPOAHPYEMOTO
MaTPUKCHOTO yCTPONCTBA, BKIIIOYAIOT, 0€3 OrpaHUYEHUs, HEPACTBOPUMBIE IUIACTHKH,
TaKMe KAk TONMATHIICH, TIOJUIIPOMNIIIEH, TMOJHH30MpPEH,  IMOJUU300yTHJICH,
noauOyTaaneH, MOJUMETHIMETAKPIIIAT, TMOJMHOYTHIMETAKPUIIAT, XJOPHUPOBAHHBIN
NOJIM3TUIICH, TTOJMBUHIUIXJIOPH, COTIOIMMEPHI METHJIAKPHUIIaTa U METHIIMETAKPUIIATA,
COTIONIUMEPBHI 3THJIEHA W BHHUJIALIETATa, COIMOJUMEpPhl JTHIIEHA W MPOIMWIEHA,
COTOJIUMEPHI STHJIEHA W STHJIAKPHIIIATA, COMOJIMMEPhI BHHUJIXJIOPHIA C BHHUJIALIETATOM,

BUHWIMACHXJIOPUAOM, STUJICHOM U MPOMUJICHOM, PIOHOMCprIﬁ l'IOJ'II/IBTI/IJ'IeHTepe(I)TaJ'IaT,
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OyTHII-Kay4yK, STHXJIOPTHIPHHOBAHHBIE KaydyKH, COMOJIMMED STHJIEHA U BHUHUJIOBOTO
CIHpTa, TPOHHOW COMONMMEpP OSTHJIEHA, BHUHWIALETaTa W BUHWIOBOIO CHHPTa H
COTIOJIUMEP 3TUJIEHA M BUHIJIOKCHITAHOJA, MOJMBUHIIXJIOPHU], IIACTU(PUIIIPOBAHHBINA
HEWJIOH, TMIacTU(UINPOBAHHBIA TMONMATHIEHTEpedTANAT, HATYPAJIbHBIH Kay4yk,
CHJINKOHOBBIE Kay4yKH, TIOJHIUMETUICUIIOKCAHBI, CHIIMKOHKapOOHATHBIE COTIOIMMEPBI,
U TUAPOPUIbHBIE TIONUMEPBl, TAaKUE KakK OTHIILENIII0N03a, LEJUII0JIO3bl  alleTarT,
KPOCIIOBUJIOH U TTONEPEUYHOCIIUTBIN YaCTHYHO THAPOIU30BAHHBINA MOJIMBUHUIALIETAT; U
COEIMHEHHUS XUPHOTO psifia, TaKue Kak KapHayOCKHH BOCK, MHKPOKPUCTAJUIMYECKHH
BOCK M TPUTJIULIEPUABL.
[0203] B MarpukcHBIX cHCTeMax C KOHTPOJHPYEMBIM BBICBOOOKAEHHEM MOKHO
YOPaBIsATh  JKEJAeMOH  KHHETHKOH  BBICBOOOXKICHHUS, HAmpumep, dYepe3  THUI
UCIIOJIb3YEMOT0 MTOJIUMEPA, BSI3KOCTD MOJIUMEpPa, pasMep YaCTHL OJIUMepa, W Yepes3
AKTUBHBIN(bIE) HMHIPEAHEHT(bI), COOTHOLICHHE aKTHUBHOrO(bIX) HHIPEIUEHTA(OB) W
NOJIIMEpa, U Yepe3 APyTrue 3KCLUINUEHTHI, UCIIOIb3YEMble B KOMITO3ULIMSIX.
[0204] dapmarieBTHYeCKHe KOMIIO3UIIMHU, MPEIJIOKEHHbIE B M300PETEeHUU, B BUJIE
JeKapcTBEHHON (opMbl ¢ MOAM(PHUUMPOBAHHBIM BBICBOOOXKIEHHEM MOTYT OBITH
HOJIy4eHbI C UCIIOJIb30BAHUEM METOMMK, M3BECTHBIX CIIELHAIICTAM B JaHHOH 00JacTH
TEXHUKH, BKJIOUAs TMPSIMOE TMPECCOBAHHME, CYXYI) WJIM MOKPYK TPaHYJSIIHIO C
NOCJCOYIOIUM  MPECCOBAHUEM, TPAHY/SIIMIO B  paciuiaBe C  MOCJIEAYIOLINM
MPECCOBAHUEM.
[0205] ®dapmalieBTUYECKHUE KOMITO3ULIUH, MPENJIOKEHHbIE B U300pETEHUH, B BUJIE
JeKapCTBEHHOH (OpMBI ¢ MOAM(DHUIMPOBAHHBIM BBICBOOOXKIEHHEM MOIYT OBITh
MOJIYYeHbl C HCIIOJIb30BAHHEM OCMOTHYECKOTO YCTPOWCTBA € KOHTPOJHPYEMBIM
BbICBOOOXKIIEHHEM, BKJIOYAas OJHOKAMEPHYIO CHCTEMY, JIBYXKAMEPHYI CHUCTEMY,
TEXHOJIOTHIO aCUMMETPUYHbIX MeMOpaH (AMT) u cucreMy ¢ 3KCTPYIUPYEMBIM SAPOM
(ECS). B o0mmewm ciyuae Takue yCTpoHCTBa UMEIOT IO MEHbBIIEH Mepe Ba KOMITIOHEHTA!
(a) simpo, KOTOPOE COAEPKUT aKTUBHBIH(bIe) HHrpeareHT(bl), U (0) MOIyIPOHHIIAEMYIO
MeMOpaHy ¢ IO MEHbIIEH Mepe OJJHIM KaHAJIOM JJOCTABKH, B KOTOPYIO 3aKJIFOYEHO SIPO.
[Monynponunaemass MemOpaHa KOHTPOJHPYET MPUTOK BOABI K SIAPY M3 HCIIOJIB3YEMOTO
BOIHOTO OKPY)KEHHS, TEM CaMbiM BBbI3bIBAs BBICBOOOKIEHHE JIEKApCTBA IyTEM
SKCTPY3UH uepe3 KaHaj(bl) JOCTABKH.
[0206] Kpome akTHBHOTO(BIX) MHIPEAHEHTA(OB) AP0 OCMOTUYECKOTO YCTPOICTBA
HEeo0s13aTeNIbHO BKJIFOUAET OCMOTHYECKHH areHT, KOTOPbINA CO3JaeT ABIKYIYIO CHITY JUIs

TPaHCIOPTUPOBKU BOJIbI U3 UCIOJIb3yEMOI0 OKPY KEHUs B siIpo ycTpolicTBa. OquH Kiacc
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OCMOTHYECKHX AareHTOB NpeicCTaBisieT coOoii HaOyxarommue B BoAe THAPOQUIbHBIC
MOJINMEPBI, TAK)KE Ha3bIBaeMble "OCMONOIUMEPBIMU" U "THApOreNssMy," BKIIOYAIOLIHUE,
0e3 orpaHu4eHus1, r’UAPOPUIbHBIE BHHUJIOBBIE M AKPHUJIOBBIE IOJMMEPHI, OJIHCAXapUIbIL,
TaKhe Kak ajbruHatr Kajblus, nonusTiieHokcua (PEO), nommstunenrnukons (PEG),
nojunpornwieHrnukons (PPG), momu(2-rugpokcusTUIMETaKpHIaT), MOTHAKPHIOBYIO
KHCJIOTY, MOJUMETAKPUIIOBYIO KUCIIOTY, NoauBHHUIIHpponuaoH (PVP), ceruarsiii PVP,
nonuBuHUIOBBIN crupt (PVA), conommmepsr PVA/PVP, conomumepst PVA/PVP ¢
ruapopoOHBIMH MOHOMEpPAMH, TAaKUMH KaK METUJIMETaKpuiaT W BUHHIJIALETAT,
ruapopUIbHBIE  MONUYpeTaHbl, conepkamue kpynHele PEO-Onoku, HaTpuii-
KPOCKapMeo3y, KappareHuH, THJIPOKCHA TUIILIEIUTIOJIO3Y (HEC),
runpokcunpommineuioygosy  (HPC), ruppoxcunponmnmerwnnemntonosy (HPMC),
kapookcumeruuesuoaosy (CMC) u kapbokcmytmnuenmonody (CEC), anprunar
HaTpwsl, TONMUKapOOpIL, J)KeNaTHH, KCAHTAHOBYIO KaMelb U HATPHEBYIO COJIb TIIMKOJISATA
Kpaxmasna.

[0207] Jlpyroii Kjacc OCMOTHYECKHMX AareHTOB MPENCTaBJsieT COOOi BeIeCTBa,
CO3JAIOLINE OCMOTHYECKOE JIaBJIEHHE, NaHHBbIE BEINECTBA CHOCOOHBI BIIUTBHIBATH BOAY,
U3MEHsIsl TPAJUEeHT OCMOTHYECKOTO AABJIEHUs depe3 Oapbep OKPYIKAIOLIEro MOKPHITHS.
[Monxonsmue BeecTBa, CO3MAIOIIME OCMOTHYECKOE JaBJICHHE, BKIOYAKOT, Oe3
OTPaHUYEHUS, HEOPTAHUYECKUE COJIM, TaKue Kak Cyjab(ar MarHusi, XJIOPUI MAarHus,
XJIOPUA KaJbLUs, XJIOPHI HATPUs, XJOPUZ JIUTHS, Ccynbdar kamus, ¢ocdarer kanus,
kapOOHAT HATPUs, CYIbPUT HATPHSL, CYyNbAT JUTHUS, XJIOPU KAJIUSA U CYJbpaT HATPUS,
caxapa, Takhe Kak JeKCTpo3a, (PPyKTo3a, MIFOK03a, HHO3UT, JJAKTO3a, MAJIbTO33, MAHHUT,
paduHO3a, COpOUT, caxapo3a, Tperajio3a U KCHIUT, OPTaHUYECKUE KUCIIOTHI, TAKHE KaK
acKOpOMHOBAsI KUCJIOTA, OEH30MHAs KHCIOTa, PyMapoBasi KHCIOTA, JIMMOHHAS KHCJIOTA,
MaJIEMHOBAasl KHCJOTa, CceDalMHOBasi KHUCJIOTAa, COPOMHOBAs KHUCIIOTA, AAHIIMHOBAS
KHUCJIOTa, 5JEeTOBas KHUCJOTA, TJYTAMHUHOBAs KHUCJIOTA, HAPA-TONYOJCYb(oHOBas
KHCJIOTA, SHTapHAsi KUCJIOTa U BUHHASI KICJIOTA, MOYEBUHY U X CMECH.

[0208] OcmoTuueckue areHThbl, UMEIIHUe Pa3Hble CKOPOCTU PACTBOPEHMSI MOTYT
OBITh HWCIIONB30BaHbl I TOTO, YTO PEryJHPOBATh HA HAYaJbHOM 3Tale CKOPOCTb
IOCTaBKM AaKTHBHOTO(bIX) WHrpenueHTa(oB) M3 JieKapcTBeHHOW ¢opmbel. Hampumep,
UCTIONBb30BaHUE aMOP(HBIX caxapoB, Takux kak Mannogeme EZ (SPI Pharma, Lewes,
DE) moxer obecrieunts Oosiee OBICTPYIO TOCTABKY B TEYEHHE MEPBBIX JIByX YacOB, YTO
MO3BOJISIET OBICTPO MOJYYHUTD JKEIAEMbIH TepaneBTHUECKUH 3PQEKT, ¢ MoCIeayImnM

Oonee MECIJICHHBIM U HEMPEPbIBHBIM BbICBO60)KI[eHI/IeM OCTAaBIICIOCA KOJIMYECTBA OJIA
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NOAAEPKAHUS HKEIAeMOTO YPOBHS TEPANEBTUYECKOrO WM MPOPHUIAKTHYECKOTO
BO3ACHCTBUSI B TEUEHHE JUINTEJBHOTO BpeMeHH. B 3TOM cnywae, akTHUBHBIN(BIE)
UHTpenueHT(bl) BBICBOOOKAAETCA(FOTCA) C TaKOH CKOPOCTBIO, KOTOpasi MO3BOJISIET
BOCIIOJIHUTh MeTaOOJIM3UPOBAHHOE WJIM 3KCKPETHPOBAHHOE KOJHUYECTBO AKTUBHOTO
VHIPEANEHTA.
[0209] Anpo Takxke MOXKET BKIIOYATh PsiA APYTUMX SKCLUIHUEHTOB U HOCHUTEJEH,
TaKUX, KaK ONPEIENEHO B JaHHOM OIMCAHUM, IO3BOJSIOLIMX YCHJINUTH IOJI€3HbIE
CBOWCTBA JIEKAPCTBEHHON (POPMBI, MJIM MOBBICUTDH €€ CTAOMJIbHOCTD, N OOJIETYUTh €€
MOJIyYEHHE.
[0210] Bemecra, ucnonp3yeMble ISl MOJYYEHUS TOJYMPOHULIAEMBbIX MeMOpaH,
BKJIFOUAIOT PpA3JIMYHbIE THUIBI AKPWJIOBBIX COEAMHEHMH, BUHWIOBBIX COEIMHEHUH,
IPOCTHIX 3(UPOB, MOIUAMHUIOB, CIOKHBIX MONU3(GHUPOB U MPOU3BOAHBIX LIEJLTIOJIO3BIL,
KOTOpble  SABJSAIOTCA  BOAONPOHHULIAEMBIMM M BOAOHEPACTBOPUMBIMU  IIPH
¢usnonornueckux pH wuaM  CTAHOBATCS BOJOHEPACTBOPUMBIMH B  pe3yJbTaTe
XHUMHUYECKOr0 U3MEHEHHUs, Hanpumep cluuBaHus. [Ipumeps! NOAXOASIUX MOJIUMEDPOB,
UCIIONIB3YEMBIX  JUI1  TOJNYYeHHs TOKPBITHS, BKIIOYAOT IUIACTU(GHULIMPOBAHHBIN,
HeTIacTU(OUIUPOBAHHBI U apMHUPOBAHHBIN L0036l aneraT (CA), LEeUTFOI03bI
auanerar, uejunosio3bl Tpuanerar, CA MponMuoHAT, LEJUIFOJI03bl HUTPAT, LEJUTHOJIO3bI
anetar-Oyrupar (CAB), CA stun kapbamar, CAP, CA merun kapbamar, CA CyKUMHAT,
uesuttoJio3sl arierar-Tpumesiutat (CAT), CA numerunamunoanerar, C Astun kapOoHaT,
CA xnopauerar, CA stun okcanar, CA merun cyasdonar, CA Oytun cynsdponar, CA
napa-ToayoN CyNb(pOHAT, arap-aleTaT, aMIJIO3bl TpHaleTar, OeTa-TNIFOKaHa aleTar,
Oera-TJIIOKaHa TPHALIETAT, AleTANbISTU JUMETHJIAIeTaT, TpHaueTar kamenu OoOOB
POKKOBOTO JepeBa, THAPOKCHIMpPOBaHHbIN sTuneH-suHunauerat, EC, PEG, PPG,
cononumepsl PEG/PPG, PVP, HEC, HPC, CMC, CMEC, HPMC, HPMCP, HPMCAS,
HPMCAT, mnonuakpuioBble KHCIOTBI M CIOXHbIE 3(PUPBI U IMOJUMETAKPUIOBBIE
KHCJIOTBI U CJIOXKHBIE 3 UPBI K UX COMOJIMMEPBIL, KpaxMaJl, AEKCTPaH, IeKCTPUH, XUTO3aH,
KOJJIAr€H, JKENATUH, T[OJIMAJKEHbI, MPOCTble  NONM(UPBL,  MOIHUCYJB(POHBI,
o3 GpupcynbGOHBI, TTOTUCTHPOIBI, TOJHMBHHUWITAJIOTEHHUIBL, CJIOXKHbBIE U TPOCTHIC
NOJIMBUHUJIOBBIE 3(pUPBI, HATYPAJIbHbIE BOCKH M CHHTETUYECKHE BOCKH.
[0211] [TonynpoHunaemass MemMOpaHa TakXe MOXKET TPEACTaBIATh COOOMH
ruapopOOHYI0 MHUKPONOPHCTYI0 MeMOpaHy, MOpPbl KOTOPOH IO CYIIECTBY 3aIOJHEHBI
rasoM M He CMauMBarOTCS BOAHON Cpenoi, HO MPOHHUIAEMbI Ui BOJAbIL, TaKYyH, Kak

ormucaHo B mareHte CIIIA Ne 5798119. Takas rumpodoOHasi, HO BOXONPOHHULIAEMAs
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MeMOpaHa OOBIMHO COCTOMUT M3 THAPO(POOHBIX MOJIMMEPOB, TAKUX KaK TOJIMAJIKEHBI,
NOJIMSTUIICH, TIOJUIIPONIIIEH, MOMUTETPA(QTOPITHIIEH, MPOU3BOAHBIE MOJHAKPUIOBON
KHCJIOTBI, TIPOCThIE MOMU3(QUPHL, NOIUCYIB(POHBI, MONUIPUPCYITb(POHBI, TOTUCTUPOIBI,
NOJMBUHUITAJIOTCHUABI,  TNOJUBHHWINAEHA  (Topun, CIOXKHBIE W TIPOCTBbIE
NOJIMBUHUJIOBBIE 3(UPBI, HATypajbHblE BOCKM W CHHTeTHUecKHe BOCKU. Kanan(br)
IOCTaBKM HAa TAaKOH MONYNPOHUIAEMON MeMOpaHe MOTryT OBITb CO3JaHbl IyTEM
MEXAaHUYECKOTO WJIM JIA3ePHOTO CBEPJIEHUS NOCiIe HaHeceHus mokpeitus. Kanan(br)
JOCTaBKHU TaKXe€ MOTYT OBITb CHOPMHUPOBAHBI /11 Sifi B PE3yJIbTaTe pa3pyLICHHs TPOOKH
U3 BOJOPACTBOPUMOIO BEIIECTBA HJIM B pe3yJibTaTe pas3pbiBa Oojiee TOHKOH 4acTH
MeMOpaHbl Haj BbleMKOH B siape. Kpome TOro, kaHaibl JOCTaBKH MOTYT OBITh
c(OpMHPOBAHBI B ITPOLIECCE HAHECEHHSI TOKPBITHS.
[0212] OOmee KOJINYECTBO BBICBOOOK1aeMOTO(BIX ) aKTUBHOTO(BIX)
UHIPEANeHTa(0B) M CKOPOCTb BBICBOOOKIEHHSI MOXKHO IO CYIIECTBY pPEryJHpOBaTh
NyTeM U3MEHEHHUS TOJIIUHBI U IOPUCTOCTHU MOJYIPOHUIIAEMON MEMOpPaHbl, KOMITO3HLIUH
A5Ipa U KOJIMUYECTBA, Pa3Mepa U MOJIOKEHUsI KaHAJIOB JOCTaBKH.
[0213] dapmaneBTHYeCKUe KOMIIO3ULIIMM B BHUJAE JIEKAPCTBEHHOH (OPMBI C
OCMOTHYECKH KOHTPOJIHMPYEMbBIM BBICBOOOKAEHHEM MOTYT JOIOJHUTEIBHO CONEPIKATh
CTaHIAPTHBIE OKCLUUIUEHTBhI, TaKHe, KaK ONpENeJIeHO B JAaHHOM OIHCAHUH,
NIO3BOJISIIOIINE YCUIIUTD TTOJIE3HbIE CBOMCTBA Mpenapara Mk 00JIerYUTh ero NoJyueHHe.
[0214] JlexapcTBeHHbIE dopmbl c OCMOTUYECKU KOHTPOJIUPYEMBIM
BBICBOOOKIEHHEM MOTYT OBITh ITOJIy4eHBI B COOTBETCTBUH CO CTAHIAPTHBIMU METOAMKAM
U METOJMKAMH, U3BECTHBIMHU CIIELUAIMCTAM B JAHHOW O0JIACTH TEXHUKH.
[0215] CormacHo  HEKOTOpPBIM  BapUAHTAM  OCYLIECTBICHHS  HM300pETEHUs
(bapMaLieBTHUECKHE KOMIIO3HILIHMH, MPEIJIOKEHHbIE B W300pPETEHUH, MOJYYalOT B BUAE
nexkapcTBeHHOH popmbl ¢ AMT-KOHTpoIMpyeM BBICBOOOXKIEHUEM, KOTOPAsi BKJIIOYAET
ACHMMETPUYHYI0 OCMOTHYECKYI0 MeMOpaHy, MOKPBIBAIOINYIO SIAPO, COAEpKaliee
aKTUBHBIN(bIE) HHIPEeANEHT(bI) 1 Ipyrue (apMaleBTUIECKH TPUEMIIEMbIE SKCIIUITUEHTHI.
JlekapctBennble (popmbel ¢ AMT-KOHTpONHMpyeM BBICBOOOKAEHHEM MOTYT OBIThH
MOJIyYEeHbI B COOTBETCTBUH CO CTAHAAPTHBIMH METOAMKAMH U METOAMKAMH, H3BECTHBIMU
CIeLHaICTaM B JaHHOW OOJACTH TEXHUKH, BKJIIOYAs NPSIMOE MPECCOBAHUE, CYXYIO
I'PaHYJSILUI0, MOKPYIO TPAHYJSILHIO U METOAMKY HAHECEHHSI TOKPBITHS TIOTPY KEHHEM.
[0216] CormacHo  HEKOTOPBIM  BapHaHTAM  OCYLIECTBICHHS  HM300pETEHUs
(dapMaLieBTHUECKHE KOMIIO3HINH, MPENJIOKEHHbIE B W300PETEHUH, MOJYYalOT B BUAE

nekapcrBeHHON (opmbl ¢ ESC-KOHTpONMpYyeM-BbICBOOOKACHHEM, KOTOpasi BKIIIOYAET
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OCMOTHYECKYI0 MeMOpaHy, MOKpPBIBAIOINYIO SAPO, COIEplKalee aKTHUBHBIN(bIE)
UHTpenueHT(bl), THAPOKCUIISTIIILEIUTION03Y U Apyrue (papManeBTHYeCKH MpHEeMIIeMble
SKCUUIUEHTBHI.

[0217] dapmalLieBTUYECKHE KOMITO3ULIUH, MPEIJIOKEHHbIE B U300PETEHUH, B BHUJIE
JeKapcTBEeHHOH (OpMBI ¢ MOAM(DHUIMPOBAHHBIM BBICBOOOXKIEHHEM MOIYT OBIThH
NOJIy4eHbl C HCIOJb30BAHHUEM YCTPOWCTBA C KOHTPOJUPYEMBIM BBICBOOOKIAECHUEM,
cozeprKallero MHOXKECTBO YaCTHUL, KOTOPOE BKJIFOUAET MHOXKECTBO YaCTULl, IPAHYJ WU
IIAPUKOB, HUMEIOIIUX JAWaMeTp B Juama3oHe OT mnpudmmsurensHo 10 mm 1o
NPUOIU3UTENBHO 3 MM, OT NPUOIN3UTENBHO S0 MM 10 NMPUOIU3UTENBHO 2,5 MM WIIH OT
npubnusutensHo 100 v 1o 1 mm. Takoe MHOXKECTBO 4aCTHUI] MOXKET OBITh IOJYYEHO B
COOTBETCTBUH C METOAMKAMH, U3BECTHBIMHU CIIELMAIICTAM B JAHHOHW 00JACTH TEXHUKH,
BKJIIOUAsi CYXYI0 MJIM MOKPYIO TPaHYJISILUIO, SKCTPY3UI0/CHEepOHU3AIINIO, BAIbLIEBAHNE,
3aTBEPAEBaHUE PACIIaBa U HAHECEHUE NTOKPBITHsI PACIIbUIEHUEM Ha siipa.

[0218] Jns obnerdeHus: mpoLEcCcoB MONyYeHHst U (POPMOBAHUSI MHOKECTBA YaCTHI
(apmaneBTHUECKE KOMIO3ULMHM MOTYT OBITH CMEIIaHbl C JPYTUMH 3KCLUIHEHTAMH,
NPUBEEHHBIMA B JAHHOM ONuCcaHuu. lloiyueHHble YacTHLBI caMu 1O cebe MOryT
BBIMOJHATE POJb YCTPOMCTBA, COAEPIKALIEr0 MHOXKECTBO YACTHUL, WJIM Ha YaCTHULbI
MOJKET OBITh HAHECEHO IMOKPBITHE W3 PA3IMYHBIX IICHKOOOPA3YIOIIUX MAaTepUAJIOB,
TAaKMX KaK KHIIEYHO-PACTBOPUMBIE TOJHMMEpPbI, Hal0yxamomue B BOAE U
BOJIOPACTBOpPHMbIE MOJUMEphl. [loNydeHHOE MHOKECTBO YAaCTHLl MOXeET ObITb

MOJIBEPTHYTO JONIOJHHUTEIBHON 00pabOTKe € MOJTYYEHHUEM KaICyJIbl WITH TaOJETKH.

Hanpagiiennan oocmaska

[0219] @apMalleBTUUECKUE  KOMIO3ULIMM,  MPEIJOKEHHbIE B HACTOSIIEM
n300peTeHn , Takke MOTYT OBbITh TIPEICTABJICHbI B BUIE MPENapaToB, HAIEJIEHHBIX Ha
KOHKPETHYI0 TKaHb, pELENnTOop WM JPYryro oOJacTh OpraHu3Ma CyOBeKTa,
HY)KIAIOMIErocsi B JIEYEHWH, BKIIOYass CHCTEMbI JOCTaBKH, OCHOBAaHHBIC Ha

HCIOJIb30BAHWUHU JIMITOCOM, MMOBTOPHO YIINIOTHEHHBIX SPUTPOLUTOB U AHTUTECIL.

o3l

[0220] Jlo3bl, TOOXOASIIHME Ui JICUeHUs, TPEOYNPEKICHUS WIH OCIalIeHus
ONHOTO WK OoJiee 4YeM OJHOrO CUMITOMA THKOB WJIM IPYTHX MMaTOJIOTHYECKUX
COCTOSIHUH, paccTpoWcTB wiu  3a00NeBaHMi, aCCOIUMUPOBAHHBIX ¢ VMAT?2-

WHTHOMpPOBaHUEM, OOBIYHO HAXOSATCS B AuanasoHe oT npudamsutenbao 0,001 mo 100 mr
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Ha KI' Macchl Tejla MAaleHTa B CyTKU (MI/Kr B CyTkH), oT mpuOmmsurensHo 0,01 mo
npubmmsnutenbHo 80 Mr/kr B cyTkH, or mpubmusutensHo 0,1 no mpubnusurtensHo S0
MI/KT B CYTKH, OT npuOIm3urensHo 0,5 1o mpubiu3uTensHO 25 MI/KT B CYTKH WJIH OT
npubnm3nuTenbHo 1 1o npubnmsurensbHO 20 MI/KT B CYTKH U MOTYT OBITh BBEZICHBI B BUZIE
OJHOKPATHBIX MJIM MHOTOKPATHBIX 103. B mpenenax naHHBIX 3HAUEHWH O3Bl MOTYT
HaxoauTbes B quanazone ot 0,005 no 0,05, ot 0,05 no 0,5 wmm ot 0,5 1o 5,0, ot 1 mo 15,
or 1 mo 20 uwmu or 1 mo 50 wmr/kr B cytku. COrMIacHO HEKOTOPBIM BapHUaHTaM
OCYIIECTBJIEHUSI H300PETEeHHUs TO3bl HAXOASTCS B [uana3oHe ot npudmmurensHo 0,001
10 100 MI/kr B CyTKH.

[0221] CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBIEHHS H300pETeHHs 03bI
HAXOAATCSl B auamna3zoHe npudausutenbHo oT 25 no 100 mr/kr B cytku. CoriacHo
HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS] N300PETeHUs NO3bl HAXOMATCS B TUAMAa30HE OT
npubmsurensHo 0,01 no mpubnusurensHo 40 mr/kr B cyTku. COMIaCHO HEKOTOPBIM
HAXONATCS B JAMaNa3zoHe OT

BapUAHTAM OCYINECTBJIEHUS W300pPETeHHsT O3bI

npubmmsurensHo 0,1 o mpubmusurensro 80 Mr/kr
BapUAHTAM OCYINECTBJICHUS HW300pPETeHHsT O3bI
npubmusurensio 0,1 no npubmusutensHo 50 mr/kr
BAPMAHTAM OCYLIECTBJICHHS H300pETeHUsT O3Bl
npubmusurensHo 0,1 o npubmusutensHo 40 Mr/kr
BAPMAHTAM OCYLIECTBJCHHS H300pETeHUsT O3Bl
npubmusutensHo 0,5 no npubmusutensHo 80 Mr/kr
BAPMAHTAM OCYLIECTBJICHHS H300pETEHUS] IO3bI
npubmmsutensHo 0,5 no npubmusutensHo 40 Mr/kr
BAPUAHTAM OCYLIECTBJICHHS H300pPETeHUS] IO3bI
npubmmsutensHo 0,5 10 mpubIU3UTENnbHO 25 MI/KT
BAPUAHTAM OCYLIECTBJICHHUS H300pPETEHUS] O3Bl
npubmmsutensHo 1 no npubnmsurensrHo 80 MrI/kr
BAPUAHTAM OCYLIECTBICHHUS H300pETeHUs] O3Bl
npubmmsuTenbHo 1 1o npubiam3urensHO 75 MI/KT
BAPUAHTAM OCYLIECTBICHHUS H300pETeHUS] O3Bl
npubmmsutensHo 1 no npubnmsurensHo S0 MI/Kr
BAPUAHTAM OCYLIECTBICHHS H300pETeHUS] O3Bl

npubmmsutensHo 1 no npubmmsurensro 40 MrI/kr

B cyTku. COryacCHO HEKOTOPBIM
HAXONATCS B JAManazoHe OT
B cyTkH. COrJIaCHO HEKOTOPBIM
HAXONATCSI B JAHANa3oHe OT
B cyTku. COriacHO HEKOTOPBIM
HAXONATCST B JAHWANa3oHe OT
B cyTku. COryiacHO HEKOTOPBIM
HAXONATCST B JAHANa3oHe OT
B cyTku. COriacHO HEKOTOPBIM
HAXONATCST B JAHANa3oHe OT
B cyTku. COrjiacHO HEKOTOPBIM
HaxXOmATCS B JHWANa3OHE OT
B cyTku. CornacHo HEKOTOPBIM
HaxXomATCS B JHWANa3OHe OT
B cyTku. CornacHo HEKOTOpBIM
HaxXomATCS B JHUANa3OHe OT
B cyTku. CornacHo HEKOTOpBIM
HaxXomATCS B JHWANa3OHE OT

B cyTku. CornacHo HEKOTOpBIM
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BAPUAHTAM OCYLIECTBICHHS M300peTeHHs HO03bl HAXONATCS B JAHANA30HE OT
npUOIM3UTENBHO | 10 MPUONNU3UTENBHO 25 MI/KT B CYTKH.

[0222] CorynacHO HEKOTOPBIM BapHUAHTaM OCYINECTBIIEHUS H300pETEHUs O3Bl
HAXOISTCSl B AWamna3oHe mpudmmsutenbHo or 5,0 mo 150 Mr B CYyTKM W COIJIACHO
HEKOTOPbIM BapuUaHTaM ocyliecTBleHus u3odpereHust or 10 go 100 Mr B cyTkm.
CornacHO HEKOTOPHIM BapUaHTaM OCYIIECTBIEHHsS H300pETEHHs] 10332 COCTaBISIET
npubnusutenbHo 80 mMr B cyTku. COrjacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIIEHUS
n300peTeHNs 1032 COCTABISIET MPUOIM3UTENBHO 40 MI' B CYTKH.

[0223] dapmaneBTHYECKHEe KOMIO3HLIUHU AJISl IEPOPATBHOTO BBEAEHUS MOTYT OBITh
npencrasieHsl B (opme Tadnetok, copepxkamux ot 1,0 mo 1000 Mr axTUBHOTO
UHIPEANEHTa, KOHKPETHO NpuOIM3uTeNnbHO 1, mpubausurensHo S, npubausurenbHo 10,
npubmsurensHo 15, npubmusurensHo 20, npubnusutensHo 25, npubnusutensHo 30,
npubmsurensHo 40, npubausurensHo 45, npubnuzurensHo S0, npubnusuTensHo 75,
npubmmurensHo 80, mpubnusurensHo 100, nmpubmmsurensHo 150, nmpuOMU3UTENHHO
200, mnpubmusurenpHo 250, mnpubmmsurensHo 300, mpubmusurensHo 400,
npubmmurensHo 500, npubmmsurensHo 600, mpubmusutensHo 750, MPHONU3UTENBHO
800, mpubmmzurensHo 900 u mpubnusurensHo 1000 Mr akTHBHOTO MHIPEIHMEHTA,
NpeaHa3HAYEHHBIX JUII CUMITOMATHYECKOH KOPPEKTUPOBKU JIO3bl  MALUEHTY,
Hy)Knaromemycsi B JiedeHud. COrJIaCHO HEKOTOPbIM BapHAaHTaM  OCYLIECTBIICHHUS
u300pereHus: (papMaleBTHUECKHE KOMITIO3ULUH MOTYT OBbITh NMpPENCTaBlIeHbI B (popme
TabneTok, copepkamux npudnusutensHo 100 mMr akTuBHOTO MHTrpenueHta. CoriacHO
HEKOTOPBbIM BapHAHTaM OCYLIECTBIEHHUs U300peTeHus (hapMaleBTHUECKUE KOMITO3ULIIH
MOTYT OBITh MPENCTaBJeHbI B (hopMe TAOJNETOK, CONepIKauX NpUOIM3UTeTbHO 80 Mr
aKTUBHOro uHrpenuenta. CoOracHO HEKOTOPbIM BapHaHTaM  OCYLIECTBJICHHUS
nu3o00pereHus: papMaleBTHUECKHE KOMITO3UIUH MOTYT OBbITh NPENCTaBIEHBI B (popme
TabJIETOK, ConepKaIuX MPUOIU3UTENBPHO 75 Mr akTWBHOrO HWHrpeaueHta. CoriacHo
HEKOTOPBbIM BaPHAHTaM OCYLIECTBIEHHUS U300peTeHns (papMaLeBTHUECKHUE KOMITO3ULIIH
MOTYT OBITh MPENCTaBJeHBI B (hOpMe TAOJIETOK, CONEpIKAUX MPUOTM3UTENTbHO S0 Mr
aKTUBHOro wuHrpenueHta. CoOrjacHO HEKOTOPbIM BapHaHTaM  OCYIIECTBIICHHUS
u300pereHus: papMaleBTHUECKHE KOMITO3UILUH MOTYT OBbITh NPENCTaBIEHBI B (popme
TabNeToK, conepkamux npuodausuTenbHo 40 Mr aktuBHOro WHrpeaueHta. CoriacHo
HEKOTOPBbIM BaPHAHTaM OCYLIECTBIEHHUS U300peTeHus (papMaLeBTHUECKHUE KOMITO3ULIIH

MOTYT OBITh MPENCTaBJeHBI B (hOpMe TAOJIETOK, CONEPIKALIUX MPUOTH3UTENBHO 25 Mr
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aKTUBHOTI'O UHIpenueHTa. JlaHHbIe KOMIIO3ULIUU MOTYT OBITh BBEIEHBI B peXKUMe OT | 110
4 pa3 B CYTKH, HAaNpUMep OJUH pas3, 1Ba pasa, TPH pa3a U YeThIpe pa3a B CYTKH.
[0224] OnHako OOBIYHO MONPAa3yMEBAETCS, YTO KOHKPETHBIH YPOBEHb MO3bI U
4acTOTa BBEACHUS, HA3HAYaeMble HHANBHIYAIbHOMY IMALIUEHTY, MOTYT U3MEHSATBCS, UTO
3aBHUCUT OT psina (aKkTOpPOB, BKJFOUAsS AKTUBHOCTb KOHKPETHOTO HCIIOJIBb3YEMOIO
COEIMHEHUS, META0OIMUYECKYIO CTAaOMIIBHOCTD M POJOJDKUTENBHOCTD AEHCTBUS JAHHOTO
COEIMHEHHS, a TaKXKe BO3pacT, Maccy Tena, 00Iiee COCTOSIHUE 3[0POBbBs, TOJ, JUETY,
NyTh U BPeMS BBEIEHMs, CKOPOCTb SKCKpPELMH, KOMOMHALMIO JIEKapCTB, TSXKECTb
KOHKPETHOT'O COCTOSIHUS TMALIUEHTA, IPOXOSIIErO JIEYeHHUE.
[0225] CoenuHeHus, peAJIOKEHHbIE B HACTOSIIIEM H300PETeHHH, TAK)KE€ MOXHO
KOMOMHHMPOBATb C JIPYTUMH COCAMHEHHUSMH IO HM300pPETEeHHMIO WJIM HCIOIb30BaTh B
KOMOMHALMM C APYTMMH areHTaMH, UCIOJb3YEMbIMH IUISl JICUSHUS, MPEayTPesKIeHUsI
Wi ocnabieHust OgHOro uiau Oojiee 4YeM OAHOro cumnrToma 3a0o0JeBaHMH WU
NaTOJIOTHYECKUX COCTOSIHUM, MPH KOTOPBIX MOTYT OBITh HCIIOJB30BAHBI COSTUHEHUS,
NPEeJIOKEHHBIE B HACTOSIIEM N300PETeHNH, BKIIOYasi THKH U APYTHE MAaTOJOTHYEeCKUe
COCTOSTHIS, JIJIs JIEYEHHUS] KOTOPBIX OOBIYHO UCIIOJB3YIOT HEHPOJIENTHIECKOe CPENCTBO.
[0226] CornacHo  HEKOTOpPBIM  BapUAHTAM  OCYLIECTBICHHS  M300pETEeHUs
COEIMHEHUS, IPEJIOKEHHbIE B N300PETEHUH, TAK)KE€ MOXKHO KOMOMHHUPOBATh C IPYTHMHU
COEMHEHUSIMHU 0 M300PETEHHIO WJIM HMCIIONB30BaTh B KOMOMHAIIMKM CO CTAHAAPTHBIM
HelponenTudeckuM JiekapcTBOM. COIJIaCHO HEKOTOPbIM BapHAaHTaM OCYLIECTBIICHHUS
u300peTeHns] CTaHOAPTHOE HEHWPOJENTUYECKOEe JIEKAPCTBO MPENCTABJSET COOOM
¢baydeHasuH, raronepuao, JOKCAHH, MOJIUHAOH, nepeHa3snH, MTUMO3H, CYJIbITUPHI,
THOPUAA3MH WK TpudyonepasuH. COracHO HEKOTOPbIM BapUAHTAM OCYIECTBJICHUS
n300peTeHNs] HEHpONeNTHYeCKOe JIEKApCTBO MPENCTABJIsIeT COOOW HECTaHIapTHOE
HeliponenTuyeckoe JiekapcTBo. COrjlacHO HEKOTOPBIM BapHAHTAM  OCYLIECTBIICHHUS
n300peTeHNs] HECTaHAAPTHOE HEHpPONENTHYECKOe JIEKapCTBO MPENCTaBIsIeT COOOH
ApUIUNPA30J, A3CHANHH, KJIO3AalHH, WIONEPUIOH, OJAH3AMUH, NaJUIEPUIOH,
KBETHANIMH, PUCHEPUAOH Wi 3unpacupoH. CorjaacHO HEKOTOPbIM —BapHaHTaM
OCYIIECTBIIEHUs]  M300pETeHHsT  HECTAaHAAPTHOE  HEHPOJIEITHUECKOE  JIEKapCTBO
MpeCTaBysieT COOOH KIIO3aIuH.
[0227] Takwe npyrue areHTbl WM JIEKApCTBA MOTYT OBbITh BBEOEHBI C
UCTIONIb30BAaHUEM OOILIETIPUHSTOrO JUIsI HUX MYTH BBEACHHUS U B CTAHAAPTHOM JUISI HUX
KOJINYECTBE OTHOBPEMEHHO HJIH IMOCIIEIOBATEIbHO C COSAMHEHUSIMH, TPEITIOKESHHBIMU

B HaCTOALIECM I/1306peTeHI/II/I. Kor):[a COCANHCHUA, TMNPCAJIOXKCHHBIC B HACTOALICM
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n300pETeHNH, HCIONB3YIOT OJHOBPEMEHHO C OJHHM WM OoJiee YeM OJHUM JPYIHM
JIEKApCTBOM, MOXKET OBITh HCIOJIb30BaHA (papMarieBTHIECKast KOMITO3ULUS, COAeprKalast
TaKHue JpyTrue JeKapcTBa B JOOABJICHUE K COEIMHEHUSM, TPENJIOKEHHBIM B HACTOSIIEM
n300peTeHNH, HO 3TO HE sIBJIsIEeTCsl HeoOXonuMbIM. COOTBETCTBEHHO, (papMarieBTUIECKHE
KOMIIO3ULIMH,  TPEIJIOKEHHBbIE B HACTOSALIEM  H300pPETeHHH,  BKJIIOYAIOT
bapmaLieBTHUECKHE KOMITO3UIIMH, KOTOPbIE TAKXKe COEPKaT OMH WK Oosee 4eM OJuH
APYro aKTUBHBIA WHTPENUEHT WM TEPaNeBTUYeCKU areHT B Ao00aBlieHHE K
COEIMHEHUSM, MPEIJIOKEHHBIM B HACTOSIIEM U300PETEHNH.
[0228] MaccoBoe COOTHOIIEHHE COENUHEHHH, TMPEeMIOKEHHBIX B HACTOSLIEM
n300pEeTeHNH, U BTOPOr0 aKTUBHOT'O HHIPEANEHTA MOXKET U3MEHSTHCS B 3aBUCUMOCTH OT
5 PeKTHBHON 03Bl Kaknoro uHrpeanenta. OObMHO HCHONB3YIOT 3P PEeKTUBHYIO 03y
KaXXJIOr0 aKTHBHOTrO MHrpeaueHta. COOTBETCTBEHHO, KOTAa, HaNpUMeEp, COEIUHEHUs,
NPEeJIOXKEHHbIE B HACTOSIIEM HM300pETEeHHH, UCIONb3YIOT B KOMOMHAIIMU CO BTOPBIM
JeKapcTBOM MM  (hapMaLeBTUYECKOH KOMIIO3MIMEH, CoAepKalleil Takoe Apyroe
JIEKapCTBO, MAcCOBOE COOTHOLIEHHE YYAaCTHUKOB, MPEMJIOXKEHHBIX B M300peTeHHH, U
BTOPOT'O JIEKApPCTBA MOXKET HAXOOUTCS B AuanaszoHe or npuOmmsutensro 1000:1 mo
npubnusutenbho 1:1000 wiam ot npubnusutensHo 200:1 1o npubnusurensao 1:200.
[0229] KoMOnHamM y4acCTHHKOB, NPEJIOKEHHBIX B H300pETEeHMM, M APYTHX
AKTUBHBIX MHIPEAHUEHTOB OOBIMHO TAK)KE MOMATAIOT B BBILIEYOMSIHYTHIH THAMAa30H, HO
B K&KIOM Cilydae AOJDKHA ObITh HCMONIb30BaHa 3 (eKkTUBHAS 1032 KAKIOrO aKTUBHOTO
UHTpEANEHTA.
[0230] ITpuMeps! BAPHAHTOB OCYIIECTBIEHHS HACTOSIIETO H300PETEHHSI IPUBEIEHBI
nanee B paspene Ilpumeprl. JlaHHble TNpUMeEpbI SIBISIOTCS  HCKJIFOUHUTEIBHO
WUTFOCTPATUBHBIMU U CJYKaT JUISL TOTO, YTOOBI IOMOYb CPEIHEMY CIEIHAJUCTy B
npuMeHeHnn u3o0pereHus. IlpuBeneHHble TpPUMEPbl HHUKOUM  00pa3oM  He

OrPaHUYMBAIOT O0BEM JAHHOTO N300PETEHUSI.

I[MTPUMEPBI
Ilpumep 1: @apmaxonozudeckue XapaKmepucmuKy 6a10eHa3und, Mempadenasuna u
ux memadoiumos
[0231] IIpn mepopanpHOM BBeneHMu TBZ BoccTaHaBIHMBAaeTCsS C OOpa3oBaHHEM
YeThIpeX OUCKPETHBIX M30MEPHBIX METabOJIHUTOB, MPEACTABISIOMNX COOOH BTOPUYHBIE
CIHPTHI, BMECTe HazbiBaeMbIX auruaporerpabenasnHom (DHTBZ);, DHTBZ conepxur

Tpu acummeTpuueckux yraeponseix nenrpa (C-2, C-3 u C-11P), uro Teoperuyecku
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IOTyCKAeT CYLIECTBOBAaHME BOCBMH CTepeon3oMepoB. Ho MOCKONbKY aToMBbI yriepoaa
C-3 u C-11P umeroT (QuKCHUpOBaHHBIE OTHOCUTENIbHBIE KOH(HUTypaluu, CYIIeCTBYEeT
TONBKO deTelpe crepeonsomepa: (KRR R-DHTBZ, nnu (+)-a-DHTBZ (ansrepHaTtuBHas
HOMeHKJarypa), uinn NBI-98782 (naboparopHast HomeHkIatypa); S,S,5-DHTBZ, wnn (-
)-0-DHTBZ, unun NBI-98771; S,RR-DHTBZ, unu (+)-3-DHTBZ, unu NBI-98795 u
R,S,S-DHTBZ, unu (-)-3-DHTBZ, nnu NBI-98772.

[0232] AG(PUHHOCTD KaXIOTr0 COENUHEHHsS] H3MEpsUIM IyTeM WHIHOUpPOBAaHUS
cessbiBanus  [H]-DHTBZ ¢ memOpaHaMH MepeqHEr0 MO3Ta KpBICHL —Takxke
NPEACTABIEHbl PAcCCUUTAHHbIE 3HA4YeHUs aPPUHHOCTH COEOUHEHUH OTHOCHUTENIBHO
R R R-DHTBZ. JlanHble npeAcTaBIeHbI TaKXKe B BUAE OTpHULaTeabHOro jorapudpma K;i
(pKi) ana CcTaTUCTHYECKUX pPAacyeTOB C HOPMAJbHO PpACHpEeAeNeHHbIM MapaMeTpoM
CBSI3bIBAHMSA, MCIIOJIb30BAHHBIX JUI ONpeneNeHust cpenHero 3HadyeHus u  SEM
(cranpmapTHOit omnbku cpenHero). 3Hauenue K onpenernsin u3 cpennero 3HaueHus pK;i
kak 10(-pKj). CesizbiBanue crepeousomepa R, R, R-DHTBZ kxak ¢ VMAT2 KpbICBI, TaKk U
¢ VMAT2 4esnoBeka xapakrepusyercs camoii Beicokoit ahunanoctoio (Ki = 1,0-4,2 HM).
Jlns cpaBHeHus, cBsi3bIBaHME Tpex octaibHelx DHTBZ-crepeomsomepos (SR, R-
DHTBZ, §,5,5-DHTBZ, R,S,S-DHTBZ) c VMAT?2 xapakrepusyercs 3HaueHusiMu K 9,7,

250 1 690 HM, COOTBETCTBEHHO.

In vitro agpunnocts cBs3biBanus ¢ VMAT2 B nepeaHemM Mo3re KpbIChI

VMAT?2
Ki, HtM Ki cpeanee N Addunnocrn
Coeannenne ?SEMI; 0'lfll)i((l:Cl/lTeJIbH0
R,R R-DHTBZ?

RRR-DHTBZ | 472 8,38 (0,42) 27 1,0
S,RR-DHTBZ | 9,7 8,01 (0,32) 6 2.3
S,S5,S-DHTBZ | 250 6,60 (0,22) 4 60

RS S-DHTBZ | 690 6,16 (0,05) 5 160

A¢dPunnocty otHOcuTenbHO R, R R-DHTBZ paccuuThiBaiM € HUCHOJIB30BAHUEM

3HAYCHUA Ki, OMPEACTICHHOIO B TOM K€ CaAaMOM HUCCIICAOBAHUN

[0233] IMepBuyHbIMU TIyTSIMH MeTaOOIHUECKOro KjiupeHca BanOeHasuHa (VBZ,
NBI-98854) siBnsirorest runponus (¢ odpasosanuem R R,R-DHTBZ) u MoHO-OKHCIIEHNE
(c obpazoBannem meradosura NBI-136110). R R, R-DHTBZ u NBI-136110, nBa cambIx
pacIpOCTpaHEHHBIX IMHUPKYJIHPYIOIIUX B KpoBu Mertabonmura VBZ, oOpa3yroTcs
MOCTENEHHO, U YMEHbIIEHHe X KOHLEHTPALMH B MJIa3Me XapaKTepPU3yeTcsl MepUOaaMu

MOJIYBBIBEJICHNUs1, CXOKUMH C NIEPUOAOM MOIyBbIBEeHNs VBZ.
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[0234] Cnocobnocte VBZ u ero merabonutos, R,R,R-DHTBZ u NBI-136110,
MHruOUpoBaTh cesasbiBanue ["H]-DHTBZ ¢ VMAT?2 uccienoBau B KJI€TOUHbIX JTHHUSIX
WIA HATUBHBIX TKaHAX. AQQUHHOCTb KaXXJOrO0 COEAMHEHHUS W3MEpsUId IyTeM
uHrubupoBanus cessbiBanus ["H]-DHTBZ ¢ TpoMGoLuTaMy 4eI0BeKa UM CTPUAPHBIMH
MeMOpaHaMu KpBIChL. Takke NpPEeACTaBJICHbl pPACCUMUTAHHbIE 3HaueHUs apPUHHOCTH
coenuHeHuit otHocuteabHO R, R,R-DHTBZ. JlanHble mpencTraBieHbl TakXke B BUIE
orpunarenbHoro jorapudma Ki (pKi) ans crarucTuueckux pacdeToB ¢ HOPMAJIbHO
paclpeneNeHHbIM @apaMeTPOM CBSI3bIBAHMS, HCIOJB30BAHHBIX [JIs1 ONpEAeNeHUs
cpennero 3HadeHust 1 SEM (n=4 1y1st Ka)1oro COeUHEHUs B KaXI0M TKaHU). 3HaYeHUe
Ki onpenemnsinu u3 cpennero 3Hauenust pKi xax 10(-pKi). Ilepsuunsiit merabonur R R, R-
DHTBZ sBnsancs cambIM cuiibHbIM HHruouropom VMAT2 B crpuaryme KpbiChl U

romMoresarax TpOM6OI_II/ITOB YCJIOBCKA.

In vitro agppuHHOCTH CBSA3BIBAHUS BAaI0OeHA3HMHA U ero MeTadonTos ¢ VMAT?2

CTpuarym Kpbichl TpomGounThI YeI0BEKA
Coenunenue | Ki | pKicpeanee| Apdunnocts| Ki| pKi cpennee| Adpdpunnocts
HM (SEM) |oTHOCHTEJBHO|H (SEM) |oTHOCHUTEIBbHO
R,R,R— R,R,R'
DHTBZ DHTBZ
BanGenasun [110 | 6,95 (0,02) |39 150] 6,82 (0,02) | 45
R R R-DHTBZ|1,98 | 8,70 (0,09) | 1,0 3,1|8,52(0,03) |[1,0
NBI-136610 [160 | 6,80 (0,02) |57 220| 6,65 (0,04) | 67
[0235] VBZ u NBI-136110 oka3piBajau CXOAHOE NEHCTBHE HAa WHTHOUPOBAHHE

VMAT2, vo nmenu 3Hadenus Ki, koropsle npuOnmsutenbHo B 40-65 pas mpeBbIlIaim
3Havenus Ki coequnenust R, R, R-DHTBZ (To ects umenu Oonee HU3KYr0 ap(HUHHOCTD).
JlaHHbIe pe3yJbTaThl ObUTM TOATBEPXKIEHBI IMyTeM aHanu3a aktuBHoctH DHTBZ-
crepeonzomMepoB (To ectb TBZ-meraOonuToB) B MepegHEM MO3re KpPBICBI C
HCIOJIb30BAHHUEM METOAUKHU CBSA3BbIBAHUS PAJUOJIUIaHIOB, KOTOPBIN TaKkXKe [MOKa3all, uYTo
R R,R-DHTBZ siBnsiercsi cambiM CHJIbHBIM HHTHOUTOPpOM VMAT?2, 32 KOTOPBIM ClIeyeT
S,RR-DHTBZ. Ins cpaBHeHusi, HaiineHo, 4to S,5,5-DHTBZ u R,S,S-DHTBZ, nBa
apyrux nepBuuHbIX Metabonuta TBZ, senstorcs cinabeimu VMAT2-unruOuropamuy,
ap$uHHOCTH KOTOPBIX MpHOIM3HTENbHO B 60 1 160 pa3 menbine, yem y R, R, R-DHTBZ.
[0236] Addunnocte VBZ u ero merabonuros R R R-DHTBZ u NBI-136110,
apyruMm muiueHsM, noMuMo VMAT?2, ananusuposanu B mupokom CEREP-ckpuHuHre

HECKOJIbKUX KyiaccoB Oenkop-muineHed, Bkmodas GPCR (conpspkenubie ¢ G-0enxom
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peuenTopsl), MOHOAMHUHOBBIE IEPEHOCYHUKH KJIETOUHON MIOBEPXHOCTH M HOHHBIE KAHAJIBI,
BKJIFOUAsl KaJIMEBBbIM KaHAJ CEPAEeYHOW MbIMIbL, Oenok, koaupyembiii reHom HERG
yenoBeka (human ether-a-go-go-related gene).
[0237] MHOXECTBEHHBIN CKPUHUHT aKTUBHOCTU JAHHBIX COEIUHEHUN B OTHOLLIEHUHN
oonee 80 mumeneii (CEREP-ckpunanar) nokaszan, uro VBZ u ero merabomnursl, R, R, K-
DHTBZ w NBI-136110, B nuana3one koHueHtpauuid 1-10 MxM He WHTHOUPYIOT
CBSI3bIBAHHME POACTBEHHBIX JIMTAHAOB C JIFOOOH U3 TaHHBIX MuUlIeHel Oonee yem Ha 50%.
B ornnume or VBZ u ero merabonuros tpu apyrue DHTBZ-crepeousomepa (S, R, R-
DHTBZ, §,S,S-DHTBZ, R,S,5-DHTBZ), koropsle siBisitoTcst Metabonmutramu TBZ, HO He
VBZ, mnoxkazamu >50% wuHruOMpoBaHUE CBSI3bIBAHUSI JINMTAHAOB C HECKOJIbKUMU
MOJATUIIAMH PELIENTOPOB, BKJIIOYasi CEpPOTOHUHOBBIE, TOTTAMUHOBBIE U aipEHEPTrUYeCcKue
peuenTopsl. Pe3ynbTaThl MpeacTaBieHbl KaK MPOLEHT OT CHEeH(pUIECKOrO CBA3bIBAHUS
KOHTpoJsi: (crnenuduyeckoe CBsI3bIBAHHE TECTHPYEMOIO COeIMHEHMs/creruduyeckoe
cBs3biBaHMe KOHTpossi) X 100. KoHewHas KOHIEHTpaLusi BCEX TECTUPOBAHHBIX
coennHeHnH coctasisuia 1 wm 10 MKM, 1 pe3ysbTaThl IPENCTaBISIOT COO0H BBIOOPKY
n3 Oonee MmMUPOKOH mnaHenmy, BKMouaroomed 80 MuineHed, TeCTUPOBAHHE KOTOPBIX
BBIMOJHSUIA Kak HavanbHbI CKpUHUHT Y CEREP (n=2 nns xaxaoro coequHeHus U ISt
K0 MuIeHn). BoineneHHble noayxupHbiM mpudTom nanabie (>50%) yKa3bIBaloOT

Ha aKTUBHOCTb COCAUHCHNA B OTHOMICHUH PELECNITOPA-MHUILLICHHA.

In vitro aktuBHocTh Ban6enasuHa u DHTBZ-crepeou3omMepoB B OTHOLIEHHH

AOMMAMHHOBBLIX, CCPOTOHHUHOBLIX H AAPCHEPIrUHIE€CKHUX PEeUENnTOpPoOB

PenenTop- Ban6enasun |R,R,R-DHTBZ |S,R R-DHTBZ |S,S,5-DHTBZ/
MUIIIEHb R,S,S-DHTBZ?
CepoTOHUHS- 26 17 69 96

HTa

CepoToHuH 5- 1 -4 3 84

HT>a

CepoTonuH 5- 4 3 80 98

HT-

JTomamun Dy 8 -6 -5 82
JTonmamuH D) 2 6 25 89

B ckpuHHUHTe mUpoKoi nmanen S,S,5- u R, S,S-MeTabomuThl TECTUPOBAIH B BHIIE CMECH

50/50.

[0238] s Gonee moapoOHOrO OMUCAHUST MOHOAMHHOBBIX CHCTEM BBITIOJHSIIU

JeTaabHBI aHAM3 akTHUBHOCTU obmero merabonura TBZ u VBZ (R R,R-DHTBZ) n
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OPYruxX POACTBEHHBIX MeTabonuToB, cnenmduunbix miss TBZ u VBZ, B oTHOmEHUH
MOJTUIIOB JTOMIAMHUHOBBIX, CEPOTOHHHOBBIX U aIp€HEPrUYECKUX PELIENITOPOB, & TaKXke
neperocunkos nonamuHa (DAT), ceporonuna (SERT) u nopammnaedpuna (NET) c
HCIOJIb30BAHNEM METOJMKU CBA3BIBAHUS PaJAMOIUraHAoB. JlaHHBIN JeTalbHbINA aHAIN3
BBIABIJI BBICOKYIO cnieninuyuHocTh R, R, R-DHTBZ B otHOIIeHnn VM AT2-niepeHocunka
U Hecreu(pUUIecKyr0 akKTUBHOCTb APYrux TBZ-MeTabomuToB, BKJIIOUYAsi OTHOCHUTENBHO
BBICOKYI0O a(PMHHOCTb K IOATHUIAM AOMAMHHOBBIX H CEPOTOHHHOBBIX PELENTOPOB.
HnrepecHo ormerutb, uto Merabomut R R, R-DHTBZ mnokaspiBaa camyi BBICOKYIO
Hen30MpaTeNbHyI0 aKTUBHOCTb B OTHOLIEHHH PELENTOPOB MOHOAMHHOB. Hu onuH u3
TBZ- unu VBZ-merabonutos He 0bnanan appuUHHOCTHIO K NEPEHOCUUKAM MOHOAMUHOB
DAT, SERT wnu NET. J1;151 TOJHOTBI CENEKTUBHOTO MPOQUIIS JAHHBIX COSUHEHUH JIJIst
neperHocunika VMAT2 TtectupoBain (yHKLHMOHANBHYI AaKTHBHOCTb COCAMHEHHH B
otHoweHuu nepeHocunka VMAT] genoBeka B kierkax, skcnpeccupyromux VMATI. B
TO BpeMsl Kak pe3epnuH, Hen3OMpaTeNbHbI  HEOOpaTMMO  JeHCTBYIOIIMN
BbICOKOA(GUHHBIN MHTHOUTOP 3aXBaTa, ONMOCPEAOBAHHOTO nepeHocunkoM VMATI, no
CyLIEeCTBY MHI'MOMPOBAJ 3aXBat, onocpenosanHbiii VMAT, oTcyTCTBOBaa Kakasi-11u0o
3HAauUUTeNbHasE MHruOupyrouas aktuBHOCT TBZ, VBZ unu ero merabonuros, R R,R-
DHTBZ unu NBI-136110, npu ncrnonb30BaHUU JAHHBIX COCUHEHUN B KOHLEHTPALUIX
mo 10 mxM. B cmysae VMATI u VMAT2 3axBaT aHaqu3upoOBajd B
HeTpaHC(PHULUMPOBAHHBIX KJIETKAX-X0351€BaX, U ObLIO HAMIEHO, YTO 3TOT 3aXBaT CXOJEH C
3aXBaTOM B TPAaHC(HUIMPOBAHHBIX KJIETKAX B MPUCYTCTBUU U30BITKA PE3EPITHHA.

[0239] AHanmu3 CBSI3bIBAHMSI PAAUOJUTAHAOB M IIUPOKOIMAHENbHBIH CKPUHUHT
nokasanu, uro nea apyrux DHTBZ-merabonura TBZ (S,S,S-DHTBZ u R,S,S-DHTBZ)
HE TOJIbKO U3MEHSIOT akTUBHOCT VMAT2-nepeHocurka, HO Takke B3aUMOAEICTBYIOT C
peuentopamu D1 u D2. Tak kak B mpouecce merabommsma VBZ HU OOMH U3 3THX
DHTBZ-crepeon3omepoB He obOpasyercs, neiicteue VBZ Ha mnocTCHHANTHUECKHE
JOTIAMHHOBBIE PELIENTOPHI, KaK MPsIMOE, TaK M KOCBEHHOE uUepe3 TaHHbIE METaOOIHUTBHI,
OTCYTCTBYET.

[0240] Kpome TOro, pe3ynapTaTbl IIMPOKONAHENBHOIO CKPUHMHIA MOKA3aJIM, 4YTO
VBZ u ero ocHoBHble Metabonuthl (R, R R-DHTBZ u NBI-136110) nubo obnamaroT
He3HaunTenbHOl adduaHOCTRIO K Ooniee yem 80 cailiTaM CBSI3bIBAHUS, BKJIFOYAsI
peuenTopsl, NEPEHOCYNKN MOHOAMHHOB U MOHHBIE KaHAJbL, THO0 BooOIIe He 00IaJar0T
apPUHHOCTBIO K 3TUM caiitam. JlaHHBIH Npoduie yKa3bBaeT HA HU3KYIO BEPOSITHOCTD

HecrennpuIeckoro papmMaKoJOrHuecKoro AeHCTBUS JaHHBIX coenuHeHnil. Kpome Toro,
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HCCIIENOBaHUS 3axBaTa ¢ ucnojb3oBaHneM TBZ, VBZ wu ero merabonutos, R R R-
DHTBZ wu NBI-136110, nmoaTeepamin H30MpaTeNbHOCTh NAHHBIX COCOMHEHHUH I10
oTHoweHMIO K VMAT2, Tak Kak OHU He OKa3bIBaJIX HUKAKOTO 3HAYUTEILHOIO AEHCTBUS
Ha 3axBaT MOHOAaMHUHOB, omocpenoBaHHbli VMATI, B cpaBHEHUU C pPE3EpIUHOM,
W3BECTHBIM MHIHOUTOpOM nepeHocunkoB VMAT1/VMAT?2.
[0241] WzbuparenbHocts u  cneunpuyHoctb VBZ  Obutn  OTYETIIMBO
IIPOAEMOHCTPUPOBAHbl C HCIOJBb30BAHUEM J[ABYX [H VIVO CYpPpOraTHBIX MAapKepoB
bapmakonorndeckoii akTuBHOCTH. 1ITo3 (pa3BuBaercs, Kak W3BECTHO, B pe3yJIbTaTe
aZipeHePrUYecKOll aKTUBALlMM U  BBICBOOOXKIEHHsS] TMPOJAKTHHA W3 runodusa),
MOAYJIUPYEMBIN 4epe3 AONaMHUHOBBIM peuentop D2, nemoHCTpupoBan pasnudue Nnpu
ucnonb3oBanuu ais nedenus TBZ u VBZ. TBZ, VBZ u R, R, R-DHTBZ unnyuuposanu
NTO3 OAMHAKOBBIM OOpa3soM. OJTO MOATBEP)KAAET, YTO BCE METaDONMUTHI, Kak
obpasyroumecss nocine BeeneHuss TBZ wnum VBZ, Tak u mony4yeHHble Cpa3y B BUIE
aktuBHoro metabonuta (R,R,R-DHTBZ), oOnagaroT akTUBHOCTHIO B OTHOIIECHHU
VMAT?2, Hapyuaroimeii mpecuHanTU4eckoe BBICBOOOXKIEHHE MOHOAMUHOB, B JAHHOM
cllydae 3TO OTHOCUTCS K HApYyLIEHHUIO BBICBOOOXIEHHMsS HMEHHO HOpanuHe(dpHHa,
UHAyLUpyoIeMy nto3. [Ipu ucrnonp3oBaHuM BEICBOOOXKAECHUS MPOJIAKTHHA B KAYECTBE
CYyppOraTHOrO MapKepa JONaMHHIPTHYECKOW MOAYJSIIHH ObUIO MOKA3aHO, YTO MOCTe
aHaynoru4Horo yedenus: R,R R-DHTBZ u VBZ (B MeHbLIe# CTeNeHH) MHIYLUPOBAIH
NOBBIIIEHUE YPOBHS TIPOJIAKTHHA B CHIBOPOTKE KpPOBH, OJHM3KOE K TOMY, HYTO
uHayuuposan TBZ.
[0242] Hcnonb3oBanue CKOPPEKTUPOBAHHOM MONYJIALIMOHHON
(bapMaKOKMHETHYECKOW MOJIEIIH, OCHOBAHHOW Ha COBOKYITHOCTH JaHHBIX, IOJYYEHHBIX B
xone 12 KJIMHUYECKUX HCCIEAOBAHUM, MO3BOJWJIO YCTAaHOBUTH, YTO Y MEAJIEHHBIX
merabonmuzatopoB nuroxpoma CYP2D6 »>¢¢exkTuBHOCT AeHCTBUS MeTadoIuTa
npuOIM3NUTENBHO B 1,7 pasa Bbie.
[0243] PaznudHble BapHaHTBI OCYLIECTBICHHS H300PETEHMs, ONMHUCAHHBIE BBILIE,
MOTyT OBITb KOMOWHHpPOBAaHBI C IOJNYYEHHEM JPYIHX BapHUAHTOB OCYLIECTBICHHUS
u3zobperenus. Bece marentsl CIIA, nyOnmkauuu 3asBok Ha nateHT CIIIA, 3asBKM Ha
nateHT CIIIA, vHOCTpaHHbBIE MATEHTHI, 3asIBKU HA MHOCTPAHHBIE MATEHTHI U HEMATEHTHbIE
nyOJIMKaluy, Ha KOTOpbIE €CTh CChUIKM B JAaHHOM ONHCAHWH W/WIA KOTOpbIE
nepevnciIeHbl B WHPOPMALIMOHHOM JIUCTKE 3asBKH, BKIIOYEHbI B JaHHOE OINHCAHHE
MOCPEACTBOM CCBIJIKM BO BCEH CBOEl MOJHOTE. ACHEKTbl BAPUAHTOB OCYILECTBIIEHMUS

HACTOSIIIEro u300peTeHuss MOryT ObITh MOAU(UIMPOBAHBL, €CIH HEOOXOIUMO
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UCTIONIB30BaTh KOHLETILIUM HECKOJIbKUX MATEHTOB, 3asBOK U Iy OJMKAIMHA JIs IOy YeHUS
TOTIOJTHUTEIbHBIX BAPHAHTOB OCYINECTBICHUS H300PETEHHS.

[0244] VYkazaHHbIE BBIIIE, a TAK)KE IPYrHe M3MEHEHUS MOTYT ObITh BHECEHBI B
BAPHUAHTBl OCYIIECTBIEHUS H300PETEHHs C YYETOM BBILICH3JIOKEHHOIO MOAPOOHOTrO
onucanus n3obperenus. B olmiem ciydae, TepMUHBI, UCIIONB30BAHHBIE B CIEAYIOIIECH
HIOKe (opMysie M300peTeHHUs, He IOJDKHBI OBITh HMCTOJIKOBAHBI KaK OrpPaHUYEHHE
bopMynbl M300peTeHHss KOHKPETHBIMH BapUaHTAMU OCYIIECTBIEHHsS H300peTeHHs,
NPUBEICHHBIMA B ONMHUCAHUHM U (OpMyJie U300pPETEeHHUs, TAKKe CIEAYEeT CUUTATh, YTO
JaHHbIE TEPMUHBI BKJIIOYAIOT BCE BO3MOJKHBIE BAPUAHTHI OCYIECTBIEHHS H300pETEHHS
BMECTE C ITOJIHBIM OOBEMOM HX SKBHUBAJIEHTOB, HA KOTOPbIE PACIIPOCTPAHSETCS IEHCTBHE
dopmyner uzobperenns. COOTBETCTBEHHO, (opMysia H300peTeHHs He OrpaHuyYeHa

JaHHBIM OIMHCAHUCM.
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POPMYVYJIA U3OBPETEHUSA

1. Criocob BBeneHMsT MHTHOUTOPA BE3UKYJSIPHOTO MEPEHOCYHKAa MOHOAMHHOB 2
(VMAT?2), BbiOpanHoro wu3 BanOeHasmHa # (+)-0-3-u300yTmn-9,10-qumeTokcu-
1,3,4,6,7,11b-rexcarunpo-2H-nupuno[ 2, 1-a]u30xuHONINH-2-011a, WU (papMarieBTHIECKH
NPUEMIIEMON COJIM W/WIIM M30TOIMHOTO BapHaHTA YKAa3aHHBIX COCJUHEHUMN, MAaLUEHTY,
HY>KIAIOLIEMyCsl B TAKOM BBEICHUH, IPUYEM YKa3aHHBII MALIUEHT SABISIETCS MEJIEHHBIM
merabonuzaTopoM 1mroxpomMa P450 2D6 (CYP2D6), Bxmouaromuii BBeIEHHE
TepaneBTHUecku >¢pdexkTuBHO kKonmuuectBa VMAT2-uHruOuropa mamueHrty, KOTOpBIi

SIBJISIETCS. MEAJIEHHBIM MeTabonu3aropoM nuroxpoma CYP2D6.

2. Cnocob mo m. 1, AOMONHUTENBHO BKJIIOYANOIIUA MOHHTOPHUHI IMAIMEHTa Ha
npeaMeT BOSHUKHOBEHUsI OJHOH Win Oojiee HeXeNaTeIbHOH peakiiH, CBSI3aHHOH C

JICUCHHUEM.

3. Cnocob6 mo m. 1 wim 2, AONOJHUTENIBHO BKJIIOUAOIUI yMEHbIICHHE
konmudectBa VMAT2-uHruburopa ucxons u3 CnocoOOHOCTH MALIMEHTA MEPEHOCHTb OJTHY

unu bonee HEXECJIATCIIbHYIO PCAKIIHUIO, CBA3AHHYIO C JICUCHUCM.

4. Cniocob BBefeHHsT MHTMOUTOpPA BE3UKYJSIPHOTO MEPEHOCYNKA MOHOAMHUHOB 2
(VMAT?2), BbiOpanHoro wu3 BanOeHasmHa # (+)-0-3-u300yTmi-9,10-qumeTokcu-
1,3,4,6,7,11b-rekcarunpo-2H-nupuno[2, 1 -a]u3oxuHONIMH-2-011a, Uiu (hapMareBTHIECKH
NPUEMJIEMOH COJIM W/WIIM M30TOIMHOIO BapUAHTA YKAa3aHHBIX COCTUHEHUM, MAaLUEHTY,
HYKIAIOLEMYyCsl B TAKOM BBEIEHHUH, BKIIFOYAIOLIUI:

BEICHWE TAIMEeHTY TepaneBTU4YeCKh 3((EKTUBHOTO KOJHYECTBA JTaHHOTO
VMAT2-unruduropa,

NOCJIEAYIOLIee OINpeNesieHHe TOro, YTO TMAIMEeHT SBISETCS MEICHHBIM
metabonuzaTopoM ruroxpoma P450 2D6 (CYP2D6), n

U TPOAOCDKEHHE BBEACHUS MALUEHTYy TepaneBTHUECKH 3(P(PEKTUBHOrO

KoJuecTBa fanHoro VMAT2-unruburopa.

5. Cnoco0 BBeE€HUSI HHIHOWUTOPA BE3UKYJISIPHOTO MEPEHOCUNKA MOHOAMHHOB 2
(VMAT2), BbiOpanHoro wu3 BanOeHasnHa # (+)-0-3-n300yTiin-9,10-qumeTokcu-

1,3,4,6,7,11b-rexcarunpo-2H-nupuno[2, 1 -a]u30xuHONINH-2-011a, Wi (papMareBTHIeCKH
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NPUEMJIEMOH COJIM W/WJIM M30TOMHOIO BapHAHTA YKa3aHHBIX COCAMHEHHH, MALUEHTY,
HYKIAIOIIEMYCsI B TAKOM BBEICHUH, BKIIFOUAFOIIUIL:
BBEICHHE TMAIMEHTy TEepaneBTHYeCKU 3PPEKTHBHOIO KOJUYECTBA HAHHOTO
VMAT2-unruduropa,
HOCHENYIOIee ONpeAeTeHHe TOro, 4YTO MALMEHT SBISIETCS MEICHHbIM
metabonuzaTopoM ruroxpoma P450 2D6 (CYP2D6), n

BBE/ICHUE MALIMEHTy YMEHbIIEHHOTO KomruecTBa faHHoro VMAT2-unruduropa.

6. Coco0 o 1. 4 unu S, TOTMONHUTENBHO BKJIOYAIOIUI MOHUTOPUHT MAL[UEHTa
Ha MpeaMeT BO3HUKHOBEHHUs OJHON MM OoJiee HEXKENaTeNbHON peakiMy, CBSI3aHHOH ¢

JICUHCHHUEM.

7. Crioco0 no moboMy U3 min. 4-6, TOMONHUTENBHO BKIIIOYAKOIINN YMEHbIIEHHE
konnuectBa VMAT2-uHruburopa ucxoms u3 CrocoOOHOCTH MAallMEHTa NEPEHOCUTD OTHY

uan 6ojee HEXCIATEIIbHYIO pEaKIUI0, CBA3aHHYIO C JICUCHUEM.

8. Cnocod mno mwbomy wu3 mnm 1-7, JONOJHUTENBHO BKIIKOYAKO M
UH(QOPMHUPOBAHUE MAIIMEHTA WU MPEACTABUTENS MEAULIMHCKOTO MEePCOHANIA O TOM, YTO
BBeieHHe VMAT2-uHruOutropa malUeHTy, KOTOPbIH  SIBJISETCS  MEIJICHHBIM
merabonuzaTopoM nuroxpoma CYP2D6, MoXeT mpUBOIUTh K YCHIIEHHIO BO3JEHCTBUS
(+)-0-3-u300yTii-9,10-numerokcu-1,3,4,6,7,11b-rexcarunpo-2 H-nupuno[2, 1-

a|M30XUHOJNMH-2-0J1a.

9. Cmnocod mo umobomy w3 mnn. 1-8, IONMOJHUTENBHO BKITFOYAKO M
UH(OPMHUPOBAHNE MAIMEHTA WM MPEACTABUTEINSI MEAHLIMHCKOTO MEPCOHANIA O TOM, YTO
BBeieHHe VMAT2-uHruOuropa manueHTy, KOTOPBIH  SIBJISETCS  MEIJICHHBIM
merabonmuzaTopoM nutoxpoma CYP2D6, MOkeT NPUBOAWTH K TOBBIIIEHHIO PHCKA

BO3HUKHOBEHUSI OJTHOM WJH O0Jiee HeXKeNaTeIbHON peakluy, CBI3aHHOM C JICUeHUEM.

10. Cmocob6 mo mrobomy w3 mm  1-9, IOMOJHUTENBHO BKIJIFOUAOIIUH
UH(QOPMHUPOBAHNE MAIMEHTA WJIH MPEACTABUTENST MEAULIMHCKOTO TMEPCOHANA O TOM, YTO
BBeieHHe VMAT2-uHruOuropa manUeHTy, KOTOPBIH  SIBJISETCS  MEIJICHHBIM
merabonmuzatopoM nutoxpoma CYP2D6, moxer mnpuBoauth K yammHeHuro QT-

HWHTEPBAJIA NMALIUCHTA.
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11. Cnoco6 mo mm. 2, 3 uau 6-10, OTIMYAIOIIUICS TeM, YTO OIHA WU OoJee
HEe)KeJIaTeNbHAsl peaklus, CBA3aHHAs C JIeUYeHHeM, BBIOpaHa U3 COHJIMBOCTH,
AHTUXOJMHEPTUIeCKUX 3(P(eKTOB, HApyIIEHHH pPAaBHOBECHS WM TaJeHHH, TOJOBHOU
0011, aKaTU3UH, PBOTHI, TOLUTHOTHIL, apTpairuy, yanuHenus QT-uHTepBana, NOBBILIEHHS
YPOBHS TJIIOKO3bI B KPOBH, YBEJIHUYEHHs MAacChl, PECHUPATOPHBIX HH(PEKLUUH,
CIIOHOTEUEHMs], JAMCKMHE3WH, OKCTPANUPAMUAHBIX CHMIITOMOB (HE aKaTHU3MH),
TPEBOKHOCTH, OECCOHHMLIbI, MOBBIIIEHUS YPOBHS IPOJAKTHHA, IOBBIMIEHHUS YPOBHS

1e0YHON (pocdarassl U MOBBIIEHUS YPOBHS OUIMpyOHHa.

12. Crioco0 mo 1. 11, OTJIHYaroUiicss TEM, YTO OIHA WM 00Jjiee HeXKenaTeIbHast
peakiusi, CBSI3aHHAs C JIEYeHUEM, BbIOpaHA M3 COHJIMBOCTH, AHTHXOJMHEPTUYECKUX
3¢ eKToB, HapyIIeHNUH PaBHOBECHs WJIU TAaIEHHIA, TOJOBHOW OOJM, aKaTU3HH, PBOTHI,

TOILIHOTBL, apTpairuu u yuiaunenus QT-uHrepsana.

13. Cnoco0 mo 1. 12, oTauyaronuiics TeM, YTO OfHA HIIK 00Jiee HeXKenaTeabHast

pe€akuus, CBA3aHHas C JICUCHUEM, BbI6paHa N3 COHJIMBOCTH U YAJIUHCHUSA QT-I/IHTepBaJIa.

14. Criocob no mobomy u3 mm. 1-13, OTIHYAOIIUICS TEM, YTO TePareBTUYECKU
5 PEeKTHBHOE KOJIUYECTBO MEHbIIE KOJIUYECTBA, BBOAUMOIO MALUEHTY, KOTOPbIA HE

SIBJISIETCS. MEAJIEHHBIM MeTabomu3aropom muroxpoma CYP2D6.

15. Cnocob no mobomy u3 mm. 1-13, OTAHYAOIIUICS TEM, YTO TePaeBTUYECKU
3P PEKTHBHOE KOJUYECTBO COBIANAET C KOJMYECTBOM, BBOIMUMbBIM MALIUEHTY, KOTOPBIi

HE SIBJISIETCS. MEIJIEHHBIM MeTabonu3aropom nuroxpoma CYP2D6.

16. Criocob mo srobomy u3 mm. 1-15, oTauyaromuiicss TeM, 4TO MalMeHT UMEEeT

CYP2D6-reHoTrn MeaIeHHOTO MeTadO0IN3aTOopa.

17. Croco6 no m. 16, ornuyaromuiicss TeMm, yto CYP2D6-reHOTHIT MENJIEHHOIO

meTabommzaTopa BeiOpan u3 reHorurna CYP2D6G1846A wmu reroruna CYP2D6C100T.
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18. Cnocob mo m. 17, otnuyatormmiicss Tem, uto CYP2D6-reHOTUIT MEAIEHHOTO

Metabonu3aTopa npencrasisieT codoi oguH u3 reHotunoB CYP2D6G1846A (AA) unu

CYP2D6G1846A (AG).

19. Cnioco6 mno m. 18, ornuyarommmiicss TeMm, yto CYP2D6-reHOTHIT MEAJIEHHOTO

metabonusaTopa npezncrasisier codoii renotun CYP2D6G1846A (AA).

20. Crioco6 mo n. 17, ornuuarouiics tem, uto CYP2D6-reHOTUIT MEIJIEHHOTO
metabonusaTopa npeacrasisger coboit oguH u3 rerorunos CYP2D6C100T (TT) wnu

CYP2D6C100T (CT).

21. Croco6 mo 1. 20, ormuyaroruiicst TeM, uto CYP2D6-reHOTHIT MEAIEHHOTO

metabonuzaTopa npeacrasisier codoii renorun CYP2D6C100T (TT).

22. Cnocob6 mo mobomy w3 mn. 1-21, ornuuarommiicss tem, uro VMAT2-
UHTHOUTOP BBOASIT MALMEHTY Ui JIEYEHUS HEBPOJOTHYECKOTO HIIH IMCHXHYECKOTO

3a00JIeBaHUs UM PACCTPOICTBA.

23. Cnoco® mo m 22, OTIMYAIOLIUNCS TEM, YTO HEBPOJOTMYECKOe WU
NICUXUYECKOe 3a00JIeBaHNe UITH PACCTPONCTBO MPENCTABIISET COOOH THIIEPKHUHETHYECKOE
JBUTATENIbHOE PACCTPOICTBO, adhpeKkTHBHOE pacCTPOHCTBO, OUTONSIPHOE PACCTPOMCTRO,
m3odpennto, mu3oapPeKTUBHOE pPACCTPONCTBO, MaHuto Ha (oHe adPekTUBHOrO
paccrpoiicTBa, aenpeccuro Ha ¢GoHe ap(HEeKTHBHOrO PACCTPOMNCTBA, TEPANIEBTHUYECKU-
PE3UCTEHTHOE  OOCECCHBHO-KOMIYJIBCUBHOE  PAacCTPOHCTBO,  HEBPOJOTHUECKYHO
IUCYHKIMIO, aCCOLMHMPOBaHHYHO ¢ cuHApoMoM Jlema-Haiixana, axuranuto,
ACCOLIMMPOBAHHYIO C OO0JIE3HBIO AJbIreliMepa, CHHAPOM JIOMKOH X-XpOMOCOMBI WJIH
CUHJIPOM TpeMoOpa M aTakCHUM, aCCOLUMMPOBAHHBIA C JIOMKOH X-XpOMOCOMOH,

PacCTPOHCTBO ayTUCTHYECKOTO CIEKTPa, CHHAPOM PeTTa i XOpeoakaHTOLUTO3.

24. Cnoco® mo m 23, OTIMYAOIIUICS TEM, YTO HEBPOJOIMYECKOe WU
ncuxudeckoe 3a00NeBaHNe WM PACCTPONUCTBO MPEACTABIISIET COOOH rNIMePKIHETHIECKOE

JBUTATEbHOE PACCTPOICTBO.
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25. Cnoco®0 mo m. 24, OTIMYAOIIUICA TeM, YTO TUNEPKHHETHYECKOEe

ABUTATENIBHOE PACCTPONCTBO MPEACTABISIET COOOH MO3HIOK TUCKHHESHIO.

26. Cnmoco0 mo m. 24, OTIUYAOIIUHACS TEM, YTO THUINEPKUHETHYECKOe

IBUTATEIbHOE PACCTPOMCTBO MpeACTaBisieT co0oit cunapom Typerra.

27. Cnoco®0 mo mn. 24, OTIMYAOIIUICA TeM, YTO THUINEPKHHETHYECKOe

IBUTATENbHOE PACCTPOICTBO MpeacTaBisieT co0oit Oone3Hp [ eHTHHITOHA.

28. Cnmoco0 mo m. 24, OTIUYAOIIUHACS TEM, YTO TUNEPKUHETHYECKOe

ABUTaTCIIbHOC paCCTpOfICTBO NpeaACTaBIIAACT co0O0Ii THKH.

29. Cnoco® mo mn. 24, OTIMYANOLIMNACS TEM, YTO THIEPKUHETHYECKOe
ABUTaTEeNIbHOE PACCTPONHCTBO TMPEACTAaBIsIET COOOH XOpEer, acCOLUHMPOBAHHYIO C

OosiesHbro I eHTUHITOHA.

30. Cnoco6 mo m. 24, OTIMYAKOUIMICA TEeM, YTO THIEPKUHETHYECKOe
IBUTATENIbHOE PACCTPONCTBO MPEACTABIISIET COOOM aTaKCHIO, XOPEI0, TUCTOHHIO, 00JIE3Hb

reHTI/IHl'TOHa, MHOKJIOHUIO, CHHAPOM YCTaAJIbIX HOI' UJIK TPEMOPDI.

31. Cnoco6 mo mrobomy w3 mm. 1-30, ornuyarommiics Tem, 4yto VMAT2-

WHTHOUTOP BBOMSIT NMEPOPANIBHO.

32. Cnoco6 mo mrobomy w3 mm. 1-31, ornuyarommiics Tem, yto VMAT2-

UHTUOUTOP BBOIAT B (pOpME TaONETKU WIIH KATICYJIbL.

33. Cnoco6 mo mrobomy w3 mm. 1-32, ornmyarommiics Tem, 4yto VMAT2-

I/IHFI/I6I/ITOp BBOJAT HE3aBUCUMO OT MMPUEMA MUILIHA.

34. Cnoco6 mo mrobomy w3 mm. 1-33, ornmyarommiics Tem, 9yto VMAT2-
WHTHOUTOP MpencTapisieT coboit BanbeHa3uH WK ero (GapMareBTHIeCKH MTPHEMIIEMYIO

COJIb M/MJT U30TOITHBIN BapHAHT.
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35. Cnmocob6 mo m 34, ornmuaromuiics TteM, 4to VMAT2-uHrudurop

npencrasisier coOol BajOeHA3UH WK ero (apMaleBTHUECKH MTPUEMIIEMYIO COJIb.

36. Cmocob6 mo m. 35, oriomuaromuiics TeM, 4to VMAT2-uHruburop

NpeACTaBisieT co00i BanOeHa3MHA TO3WIATHYIO COJIb.

37. Cnocob mo mn. 36, ornuuaromuiics TteM, 4to VMAT2-uHrudburop

NpeACTaBisieT COOOM AUTO3ZUIIATHYIO COJIb BaJIOEHA3MHA.

38. Cnmoco6 mo mn. 34, ornamuaromuiics TteM, 4to VMAT2-unHrudburop
npeacTaBisier coOON M30TONHBIN BapuaHTt, sBisommuiics L-samuna (2R,3R,11bR)-
1,3,4,6,7,11b-rekcarunpo-9,10-au(merokcu-ds)-3-(2-meTunnpornn )-2H-
Oen3o[a]xMHONMM3UH-2-WIOBbIM 3(UpoM wWin ero (apMaleBTUYECKH MPUEMIIEMON

COJIBIO.

39. Cnoco6 mno mobomy w3 mm. 1-38, ormnuyaromuiics tem, uto VMAT2-
UHIMOUTOP BBOIST B KOJIMYECTBE, YKBUBAJIEHTHOM KOJIMYECTBY CBOOOIHOTO OCHOBAHMS

BaJIOEHA3WHA B AMANa30oHe OT MpuOnM3uTeNbHO 20 Mr 10 mpubnusuTensHo 160 mr.

40. Cnoco6 mo . 39, ornuvaromumiics TeM, 4T0 VMAT2-uHrubuTop BBOIAT B
KOJIMYECTBE, OKBUBAJIEHTHOM mNpubOmusuTespbHo 20 Mr CBOOOTHOTO OCHOBAHMSI

BaJIOEHa3UHA.

41. Cnoco6 mo . 39, ornuyarommiics TeM, 4T0 VMAT2-uHrubutop BBOIAT B
KOJIMYECTBE, OKBUBAJIEHTHOM mnpudbmusutenbHo 40 Mr CBOOOTHOrO OCHOBAHHS

BaJIOEHA3UHA.

42. Cnocob mo . 39, ornnyarommiics TeM, 4T0 VMAT2-uHrubutrop BBOIAT B
KOJMYECTBE, OKBUBAJIEHTHOM mnpudbmusutespHo 60 Mr CBOOOTHOrO OCHOBAHHS

BaJIOEHA3UHA.

43. Cnocob mo . 39, ornmyarommiics TeM, 4T0 VMAT2-uHrubutrop BBOIAT B
KOJIMYECTBE, OKBUBAJICHTHOM mnpudmusutenpHo 80 Mr CBOOOTHOTO OCHOBAaHHS

BaJIOEHA3UHA.
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44. Cnocob mo . 39, ornmuyarommiics TeM, 4T0 VMAT2-uHruburop BBOIAT B
KOJIMYECTBE, SKBUBAJICHTHOM mnpubiusnreabHo 120 Mr cBOOOJHOTO OCHOBAaHHS

BaJIiOeHa3UHA.

45. Crocod mo mrobomy w3 mm. 1-38, omnmuarommiics tem, yto VMAT2-
I/IHFI/I6I/ITOp BBOJAT B TCUCHHE NIEPBOTO IE€EpUOAA BPEMCHU B IIEPBOM KOJIUYCCTBE, U 3aTEM

konndectBO VMAT2-uHruOuTopa yBenruuuBaroT 10 BTOPOTO KOJHYECTBA.

46. Crioco® mo m. 43, OTIMYAIOLIMICA TEM, YTO TNEPBBIH IMEPUON BPEMEHU

COCTAaBJIACT OAHY HEACIIO.

47. Cnocob mo m. 43 wnu 44, OTIMYAIOIIUICA TeM, YTO MEPBOE KOJIUYECTBO

SKBUBAJIEHTHO NMpUOIH3UTENHHO 40 MI' CBOOOZAHOTO OCHOBAHHSI BAIOCHA3NHA.

48. Cnocod mo mobomy u3 mm. 43-45, OTIMYAIOLIUICS TEM, YTO BTOPOE
KOJIMYECTBO OSKBHBAJEHTHO mnpubam3utrespHo 80 Mr CBOOOZHOrO  OCHOBAaHMUS

BaJiOeHa3MHA.

49. Crnocod mo mrobomy w3 mm. 1-38, oTnmyarommiics tem, 4yto VMAT2-
UHTUOWTOP BBOAST B KOJHYECTBE, IOCTATOYHOM Ui JOCTHIKEHHUS 3HAYEHHH
MakCUMabHOU KOHHEHTpaUUHU (Cmax) (+)-0-DHTBZ B masme KpoBH B JHama3oHE OT
npubmmsuTenbHo 15 Hr go mpuOnmsurensHo 60 Hr Ha MII IUIa3Mbl M 3HAYEHHH
MUHUMaJIbHON KOHIEHTpauH (Cumin) (+)-0-DHTBZ B miasme KpoBH 1O MEHBIIEH Mepe

15 Hr Ha MJ1 IJIa3MBl B T€YEHUE NIEPUOJA BPEMEHHU, COCTABIISIFOLIETO 8 4.

50. Cnoco6 mo mobdomy wu3 mm. 1-38, ornuuaromuiics Tem, uro VMAT2-
UHTUOWTOP BBOAST B KOJHYECTBE. JOCTATOYHOM U JOCTHIKCHHUS 3HAYEHHH
MakcUMainbHONH KOHIEHTpaUuHu (Cmax) (+)-0-DHTBZ B muasme kpoBH B IHama3oHE OT
npubmmsuTenbHo 15 Hr go mpuOnmsurensHo 60 Hr Ha MII IUIa3Mbl M 3HAYEHHH
MUHHMaJIbHON KOHLIEHTpauuH B mia3Me KpoBU (Cmin) B JUANa30He MPUOIHU3UTEIBHO IO

Menbinei Mepe 33%-50% oT Cmax, B TEUEHHE MTEPUOIa BPEMEHH, COCTABJIsFOIEro 12 4.
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51. Cnoco6 mo mobomy wu3 mm. 1-38, ornmudaromuiics Tem, uro VMAT2-
WHTHOUTOP BBOIST B KOJIMYECTBE, JOCTATOYHOM JIJIsl TOCTHIKEHUS: (1) TEPareBTUIECKOTO
nuarnasoHa KoHueHTpauuii (+)-0-DHTBZ ot npubnusurensHo 15 Hr 10 NpHOIM3UTENBHO
60 Hr Ha M1 ma3msl U (11) moporoeoii koHueHTparuu (+)-0-DHTBZ no menbiiei mepe
15 Hr Ha M1 TIa3MBl B TEUEHHE NEepHOJAa BPEMEHH OT MNPHOIM3UTENIBHO 8 4 10

NPUOIU3UTENBHO 24 .

52. Cnocob o mrobomy u3 . 1-38, OTIMYAIOLIUICS TeM, YTO TePaneBTHYECKH
s¢pdexTuBHOE KOMMYecTBO VMAT2-unruduropa va 10-90% meHbIe TOro KOJU4eCTBa,
KOTOpPOE CJIeIOBaj0 Obl BBOIWUTH TMALMEHTY, KOTOPBIM HE SBISETCS MEIJIEHHBIM

MmetabonusaTopoM ruroxpoma CYP2D6.

53. Cnocob mo mobomy u3 mim. 1-38, OTIMYAIOLIUICS TeM, YTO TePaNeBTHUYECKU
s¢ppexruBHOe KoMHuecTBO VMAT2-nnruburopa va 20-80% MeHbLIe TOrO KOJHYECTBa,
KOTOpOE CIIeNoBaJio Obl BBOAWMTH MAIMEHTY, KOTOPbI HE SBJIAETCS MEIJICHHbIM

merabonuzatopom ruroxpoma CYP2D6.

54. Cnoco6 mo modomy u3 . 1-38, OTIMYAIOLIUICS TeM, YTO TePareBTHUECKU
s dexTuBHOe KonmmyecTBO VMAT2-unruduropa va 30-70% MeHbIlle TOro KOJHUYECTBa,
KOTOpOE CIeNoBaJI0 Obl BBOAWTH TMAIMEHTY, KOTOPBI HE SBIAETCS MEIJICHHBIM

metabonuzaTopoM ruroxpoma CYP2D6.

55. Cnocob mo modomy u3 nm. 1-38, OTIMYAOUICS TeM, YTO TEPaNeBTHUECKU
s dexTuBHOe KOMMYecTBO VMAT2-unruduropa Ha 40-60% MeHbIle TOro KOJUYeCTBa,
KOTOpOE CIEeNOBaJIO Obl BBOAWTH MAIMEHTY, KOTOPbI HE SBIAETCS MEIJICHHBIM

merabonuzaTopoM ruroxpoma CYP2D6.

56. Cnoco0 mo modomy u3 nm. 1-38, OTIMYArOIUIiCS TeM, YTO TEPANEeBTHUECKH
s¢ppexruBHOe KommuecTBO VMAT2-narnduropa npudnusurtensHo Ha 50% MeHbIIIe TOro
KOJINYECTBA, KOTOPOE CJIEIOBAIO Obl BBOAWTH MALMEHTY, KOTOPBIA HE SIBISETCS

MenIeHHbBIM MeTadonu3aTopoM ruroxpoma CYP2D6.

57. Cnoco6 mo mobomy wm3 mm. 1-33, ornudaromuiics Tem, uro VMAT2-

UHTUOUTOp TmpencraBnsier cobor  (+)-a-3-m300yTmn-9,10-mumerokcu-1,3,4,6,7,11b-

2¥y TV o
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rekcaruapo-2H-nupuno[2,1-aJusoxunonus-2-o1m, wm  ero  (apmaueBTHUECKH

PUEMIIEMYIO COJIb W/VTH U30TOITHBIA BAPUAHT.

58. Cmoco6 mo mn. 57, ommuaromuiics Tem, uro VMAT2-unrudurop
npencrasisier coboi (+)-a-3-u300ytun-9,10-mumerokcu-1,3,4,6,7,11b-rekcarunpo-2H-

nupuno|[ 2, 1-a]M30XUHOIUH-2-0J1, K er0 (papMaleBTUYECKH PUEMIIEMYIO COJIb.

59. Cnocob mo mn. 57, ornmmyanomwuiics TeM, u4to VMAT2-unruburop
npeacTaBisier cOoOOM M30TONMHBIA BapuaHT, sABisrommiicsa (+)-a-3-uzo0yTun-9,10-
nu(merokcu-ds)-1,3,4,6,7,11b-rekcarunpo-2H-nupunao[ 2, 1-a|u30XMHOIMH-2-0JIOM ~ UJTU

€ro (I)apMaI_IeBTI/I"IeCKI/I MNPpUEMIIEMYIO COJIb.

60. Komno3uuus 1jisi JeueHus MalieHTa, KOTOPbIi HY>KAAeTCsl B MHTHOUTOpE
BE3UKYJISIPHOTO MepeHocyrka MoHOaMUHOB 2 (VMAT?2), BeiOpanHOM U3 BanOeHa3HHA U
(+)-a-3-u300yTHn-9,10-numerokcu-1,3,4,6,7,11b-rekcarunpo-2 H-nupuno| 2, 1-
a|u30XuHONMMH-2-051a, WK (PapMaleBTUYECKH NPHEMJIEMOH COJNM W/WIM H30TOIHOIO
BapHaHTa YKa3aHHBIX COENWHEHUH, TpUYeM TMAaLUeHT SBIAETCS MeEJIEHHbIM
metabonuzaTopoM muroxpoma P450 2D6 (CYP2D6), conep:kamasi TeparneBTUYECKH

s¢ppexkTuBHOE KONMMYeCTBO NaHHOTO VMAT2-nHruduropa.

61. Komnoszuumss mo mn. 60, OTIMYAOLIAACS TeM, 4YTO OCYLIECTBJISIETCS
MOHHUTOPHHI MALIMEHTa HA MPEAMET BO3HUKHOBEHUS OMHOW Wiu Oojiee HelKeaTebHOMI

PEeaKLUH, CBI3aHHOM C JICUEHUEM.

62. Kommnozumust mo n. 60 unu 61, oTnUYaromasics TeM, YTO KOMIIO3HIIHIO,
CONEPIKAIIYI0 yMEHbINeHHOe KOJu4ecTBO VMAT2-uHruburopa, BBOOAT HUCXOAS U3
CIIOCOOHOCTH MallMeHTa TEPEHOCUTh OJHY WJIM OoJiee HEXENaTeNbHYI DPEaKIHio,
CBSI3aHHYIO C JICUCHHUEM, MOCJI€ BBEACHUS KOMITO3UIMHU, COAEpKALIeH TeparneBTUYECKU

s¢ppexruBHOE KommyecTBO VMAT2-urrnduropa.

63. KoMmno3uuust 1Jisi jJeueHusl MalreHTa, KOTOPbIH HYKIAeTCsl B HHTUOUTOpE
BE3UKYJISIPHOTO NIepeHOCYNKa MOHOAMHUHOB 2 (VMAT?2), BeIOpaHHOM U3 BajOeHa3uHA U
AR

(+)-0-3-u300yTiin-9,10-numerokcu-1,3,4,6,7,11b-rekcarunpo-2 H-nupuno[2, 1-

a]|M30XMHONMMH-2-01a, WK (papMaleBTUYECKH MPHEMIIEMOH COJNU W/HIN H30TOIHOTO



10

15

20

25

30

76
BAPUAHTA YKA3aHHBIX COEAWUHEHUN, TMpPHUYEM MALUEHT SBJSIETCS MENJICHHBIM
meTabommsaTopom uurtoxpoma P450 2D6 (CYP2D6), conepkarmasi:

nauabii VMAT2-unruburop,

OTJIMYAIOINASACS TEM, YTO KOMIIO3UIMIO, conepkamyo VMAT2-unrudutop B
KOJIMUeCTBe, KoTopoe Oynmer MeHbine kojumdectBa VMAT2-uHruOuropa, BBOJUMOTO
NALMEHTY, KOTOPBIH He SIBISIETCS MeIJIeHHBIM MeTabomnu3aropoM nuroxpoma CYP2D6,
BBOJAT MALMEHTY IIOCJIE€ TOrO, KakK ONpPENEJIeHO, YTO OH SBISETCA MENJICHHBIM
merabonusaTopoM nuroxpoma CYP2D6 mo pesynbraTaM BBEAEHHMs KOMIIO3UIUH,

conepakaieii repanesTudecku dddextuBHoe komuectBo VMAT2-unruduropa.

64. Kommno3uuusi 1Jisi iedyeHusl MalfeHTa, KOTOPbI HyXKIaeTcsi B MHTHOUTOpe
BE3UKYJISIPHOTO MepeHocyrka MoHOaMUHOB 2 (VMAT?2), BeiOpanHOM U3 BanOeHa3HHA U
(+)-a-3-u300yTHn-9,10-numerokcu-1,3,4,6,7,11b-rekcarunpo-2 H-nupunol[ 2, 1-
a|u30XuHONMMH-2-051a, WK (PapMaleBTUYEeCKH NPHEMJIEMOH COJNM W/WIM H30TOIHOIO
BAPMAHTA YKa3aHHBIX COCJUHEHUN, NPUYEM MALUEHT SBJAETCS MEJIEHHBIM
metabonmzaTopom nuroxpoma P450 2D6 (CYP2D6), conepaxarmas:

nanublii VM AT2-unru6urop,

OTJIMYAIOINASCS TE€M, YTO KOMIO3UIMIO, conepkamyo VMAT2-unruburtop B
KOJINYECTBE, KOTOpOoe paBHO KojanuecTBy VMAT2-uHrnOuTopa, BBOOUMOMY MaLUEHTY,
KOTOPBIH He SBSIETCS MeIUIeHHbIM MerabonmuszaropoMm nuroxpoma CYP2D6, BBogmsT
MalUeHTy T[0Cje€ TOro, Kak OMNpeNeseHO, YTO TAalMeHT SBISETCS MeJIEHHbIM
merabonmuzaTopoM nuroxpoma CYP2D6 mno pesynbraTaM BBEOCHHS KOMIIO3UIIUH,

comepxaieii repanesTudecku dddexruBaoe kommdectBo VMAT2-unrunduropa.

65. Komnosumus o n. 63 win 64, OTIUYaromascs TeM, YTO OCYLUECTBIISETCA
MOHHUTOPHHI MALIMEHTAa HA MPEAMET BO3HUKHOBEHUSI OMHOU Wiu Oojiee HelKeaTeIbHOM

PEeaKLUH, CBI3aHHOM C JICYCHUEM.

66. Kommoszumuss mo mobomy w3 mm. 63-65, OTIUYAOIAascs TeM, YTO
KOMITO3UIIHIO, COJEPIKAIIYI0 YMEHbIIeHHOe KommdecTBO VMAT2-uHruburopa, BBOIST
UCXOAsl W3 CIIOCOOHOCTH TAaIMeHTa MEePEHOCHTh ONHY WM OoJiee HEKEeIaTeTbHYIO
PEaKLHUI0, CBA3AHHYK) C JICUEHUEM, IIOCJE€ BBEICHMS KOMIO3MLIUH, COAEpKallei

TepaneBTuiecku 3pdexTrnBHOe KomnuecTBO VMAT2-uHruouTopa, Kak OrnpeneseHo B II.
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4, MITM KOMITO3ULINH, COZieprKamel yMeHbIeHHoe KoiarnuecTBo VMAT2-unrunduropa, kak

ONPEAEJIEHO B II. 5.

67. Komnosumus no modomy u3 mm. 60-66, OTIHYaromasicst TeM, 4TO MalueHTa
WINA TIPEACTABUTENS MEAULIMHCKOrO IMepCOoHaja MHQOPMHUPYIOT O TOM, YTO BBEICHHE
TAHHON KOMIIO3ULMM TAILUEHTY, KOTOPBIH SIBISIETCS MEMJICHHBIM MeTa0O0JIH3aTOpPOM
uroxpoma CYP2D6, MokeT mpUBOANUTE K YCHJIEHHIO BO3AeicTBus (+)-0-3-n300yTHII-

9,10-gumeTokcu-1,3,4,6,7,1 1b-rexcarunpo-2 H-nupuno[2,1-a|i30XUHOIMH-2-0J1a.

68. Komnozuuus mo mrodomy u3 mm. 60-67, OTIHYaroImascs TeM, YTO MalueHTa
WIN TIPEACTABUTEN MEAULIMHCKOrO IMepcoHaja MHQOPMHUPYIOT O TOM, YTO BBEIEHHE
JaHHOW KOMITO3MLIMH TALMEeHTY, KOTOPBIH SIBJISIETCS MEUICHHBIM MeTa00JIM3aTOPOM
uroxpoma CYP2D6, MoxeT nmpUBOAUTH K MOBBILIIEHUIO PUCKA BO3HUKHOBEHMs OJTHOM

wiu OoJiee HeXKENaTeIbHOW PeaKLIMH, CBSI3aHHOM C JICYEHUEM.

69. Kommnozurust o sobomy u3 . 60-68, oTiIUYaroImascst TeM, 4TO MalueHTa
WIN TIPEICTABUTENS] MEAMLIMHCKOTO MepcoHana MHOOPMHUPYIOT O TOM, YTO BBEACHUE
I[aHHOﬁ KOMIIO3MIIMU TIALIUEHTY, KOTOpblﬁ SABJISIETCA MEAJICHHBIM MeTa6OJII/I3aTOpOM

utoxpoMa CYP2D6, moskeT npuBoauTh k yanuneHutro QT-uHTepBaa nauyueHTa.

70. Kommnosunuss mo 1. 60-69, OTauYaroImascs TeM, 4TO OfHA WK Oojee
HEeXKeJIaTebHAs pPEeaklus, CBsA3aHHAsS C JICUEHHEM, BBIOpAaHa W3 COHJIMBOCTH,
AHTUXOJMHEPTUYeCKUX 3(P(eKTOB, HApyIIEHHH PAaBHOBECHS WM MAAeHHH, TOJOBHOH
001, aKaTU3UH, PBOTHI, TOLUTHOTBIL, apTpairuy, yanuHenus: QT-uHTepBana, NOBBILIECHHS
YPOBHSI TJIIOKO3bI B KPOBH, YBEJIHYEHHs MAacChl, PECHUPATOPHBIX HH(PEKLUHUH,
CIIOHOTEUECHHsI, JANCKMHE3WH, OKCTPAMUPAMUAHBIX CHMITOMOB (HE aKaTHU3HH),
TPEBOKHOCTH, OECCOHHMLIbI, MOBBIIIEHUS YPOBHS IPOJAKTHHA, TOBBIIIEHHUS YPOBHS

menoYHol (ocdarassl U MOBBIIEHUS YPOBHS OWIHpYyOHHA.

71. Kommosunuss mo 1. 70, OTIMYArOINascs TeM, YTO OXHAa WU OoJee
HEe)KeJIaTeNbHAsl pEeaklus, CBA3aHHAsS C JICUEHHEM, BBIOpAaHa W3 COHJIMBOCTH,
AHTUXOJMHEPTUYEeCKUX 3(P(EKTOB, HAPYIIEHUH PAaBHOBECHS WM TAAeHHH, TOJOBHOU

0011, aKaTH3UH, PBOTHI, TOIIHOTBI, ApTPairuu U yumHeHus: QT-uHTepBana.
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72. Kommosunuss mo 1. 71, oTIMYaromascs TeM, YTO OJHa WU OoJee
HEeKeJlaTeJIbHAsT PeaKIvsi, CBI3aHHAs C JICYCHHEM, BhIOpaHa U3 COHJIMBOCTH H YUTHHEHHSI

QT-unTepBana.

73. Kommosumusi mo mobomy w3 mm. 60-72, OTIUYAOINAsCS TEM, YTO
TepaneBTHIYeCKH 3(P(PEKTUBHOE KOJUIECTBO MEHbIIIE KOJHMYECTBA, BBOAUMOTO MAIL[UEHTY,

KOTOPBII HE SIBJISIETCS] MEIUIEHHBIM MeTadonu3zaropoM ruroxpoma CYP2D6.

74. Kommoszumusi mo mobomy w3 mm. 60-72, OTIUYAOINAsCS TEeM, YTO
TepaneBTHUeCKU 3(P(PEKTHBHOE KOJIWYECTBO COBIMANAET C KOJHYECTBOM, BBOAMMBIM

NAaLMEeHTY, KOTOPBII He SIBJISIETCs] MeJIeHHbIM MeTabonmu3aropoM ruroxpoma CYP2D6.

75. Komnozuims o jrodomy u3 mm. 60-74, OTJIMYArOIIAsCsS TEM, YTO MALHEHT

umeer CYP2D6-reHOTHIT MEAJIEHHOTO MeTaboIM3aTopa.

76. Kommosumusi mo mn. 75, oriauvaromasics TeM, 4to CYP2D6-renorumn

MeIJIeHHOro Merabonusaropa BbiOpaH u3 reHotuna CYP2D6G1846A wnam reHotumna

CYP2D6C100T.

77. Komnosumusi mo mn. 76, oriauvaromasics TeM, 4to CYP2D6-renorumn

MeMJIEHHOTO  MeTabonm3aropa  TpeAcTaBiser coOOW  OAMH W3 TeHOTHUIIOB

CYP2D6G1846A (AA) unu CYP2D6G1846A (AG).

78. Kommnoswmusi mo n. 77, ornuvaromasicss TeM, 4to CYP2D6-renorumn

MenIeHHoro Meradonusaropa npencrasisier codoit reHorun CYP2DO6G1846A (AA).

79. Kommosumusi mo mn. 76, ornuyaromasics TeM, 4to CYP2D6-renorumn
MEIJIEHHOTO MeTabon3aropa npeacrasisier codoit oqun u3 renorunos CYP2D6C100T

(TT) um CYP2D6C100T (CT).

80. Kommozunmsi mo m. 79, ornmvaromasicss tem, uro CYP2D6-renorun

MenIeHHoro Meradonusaropa npencrasisier codoit renorun CYP2DOC100T (TT).
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81. Kommnosunus mo ymobdomy u3 . 60-80, ornudaromasicss Tem, uto VMAT2-
WHTHOUTOpP BBOINAT MAIMEHTY ISl JICYEHUsS HEBPOJOTHYECKOrO WIJIM TICHXUYECKOTO

3a00JIeBaHNUs WU PACCTPOHCTBA.

82. Komnosuims no m. 81, oTiauyaromasics Te€M, YTO HEBPOJOTHMYECKOE WU
ncuxu4yeckoe 3ab0sieBaHNE WA PACCTPONCTBO MPEACTABIISIET COOOM rMMEePKUHETHYECKOE
IBUTATEIIbHOE PACCTPOICTBO, adPpeKkTUBHOE pacCTPOHCTBO, OUMONISIPHOE PACCTPONCTRO,
m3odpennto, mu3oagpPeKTUBHOE pPacCTPONCTBO, MaHu0 Ha (oHe adeKkTUBHOTO
paccrpoiictBa, aenpeccuro Ha ¢GoHe ad(HEeKTHBHOrO PaCCTPONCTBA, TEPATIEBTHUECKU-
PE3UCTEHTHOE  OOCECCHBHO-KOMIYJIbCUBHOE  PAacCTPOHCTBO,  HEBPOJOTHUYECKYIO
IUCYHKIUIO, aCCOLMHPOBaHHYIO ¢ cuHapoMoM Jlema-Haiixana, axuTanuto,
ACCOLIMUPOBAHHYIO C 0OJIEe3HBIO AubLreiiMepa, CHHIPOM JIOMKOH X-XPOMOCOMBI HJIH
CUHAPOM TpeMopa U AaTakCUM, AacCOLMHPOBAHHBIH C JIOMKOM X-XpOMOCOMOW,

PacCcTpONCTBO Ay THCTHYECKOTO CIIEKTPa, CUHAPOM PeTTa Ml XOpeoakaHTOLUTO3.

83. Komnozuuust no m. 82, OTAMYAIOLIASCA TEM, YTO HEBPOJIOTMUECKOE WIIU
NICUXUYECKOe 3a00JIeBaHNe UITH PACCTPONUCTBO MPENCTABIISET COOOM THIEPKHMHETHYECKOE

JIBUTATEIbHOE PACCTPOICTBO.

84. Komnoszuuus no mn. 83, OTIMYAOIIAsCS TE€M, YTO TUIEPKUHETHYECKOe

ABUTATEIbHOE PACCTPONCTBO MPEACTABISIET COOOH MO3HIOK TUCKHHE3HIO.

85. Komnoszuuuss no mn. 83, OTIMYAOIIAsCs TEM, YTO TUIEPKUHETHYECKOE

JIBUTATENILHOE PACCTPOICTBO MpeacTasisieT codoit cunnpom TyperTa.

86. Komnoszuuuss no n. 83, oTiIMYarOIascss TEeM, YTO TUIEPKUHETHYECKOE

IBUTATENIHOE PACCTPOICTBO MpencTaBisieT codoit OonesHpb [ eHTHHITOHA.

87. Komnoszuuuss no n. 83, OTIMYAKOIIAACS TEM, YTO TUMEPKUHETHYECKOE

IBUTATENILHOE PACCTPOICTBO MPENCTABISAET COOOM THKH.

88. Kommnoszuuus no n. 83, oTiIMYarOIascss TEM, YTO TUMEPKUHETHYECKOE
IBUTATENIbHOE PACCTPOHCTBO NPEACTaBIsieT COOOH XOper, aCCOLMUPOBAHHYIO C

Oone3upro [ eHTHHTITOHA.
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89. Komnoszuuuss no n. 83, OTIMYAKOIIAACS TEM, YTO TUIEPKUHETHYECKOE
IBUTATENIbHOE PACCTPONHCTBO MPEACTABIISIET COOOM aTaKCHIO, XOPEI0, TUCTOHHIO, O0JIE3Hb

reHTI/IHl'TOHa, MHOKJIOHHUIO, CUHAPOM YCTaJIbIX HOTI' UJIK TPEMOPBI.

90. Kommosumusi mo mobomy wu3 mm. 60-89, oTnudvaromascs TeM, YTO

KOMITO3ULIMIO BBOJSAT MEPOPATIBHO.

91. Komnosmuuss mno mobomy wu3 mnm. 60-90, oTnuyaromasicss TeMm, 4YTO

KOMITO3UIIMIO BBOJAT B (bopMe TaOJIETKU WU KarcyJiblL

92. Kommosmuusi mo mobomy u3 mm. 60-91, ornuuaromasics TeM, 4TO

KOMIIO3ULIUKO BBOOAT HE3ABUCUMO OT IpUEMa IMULIA.

93. Komno3uuus no jmodomy u3 mm. 60-92, omimyaromasicst Tem, 4to VMAT2-
UHTUOUTOP MpEnCTaBsieT coOON BaOeHa3UH WK ero (papMaleBTUYECKH PUEMIIEMYIO

COJIb W/WII U30TOIHBINA BAPUAHT.

94. Kommnozummst mo m. 93, ommmyaromasicss teMm, 4to VMAT2-unruburop

npenacTasisier coOoi BajOeHA3UH WK ero (hapMalleBTHUECKU TPUEMIIEMYIO COJIb.

95. Kommozummst mo m. 94, ormnmmyaromasicss teM, 9tro VMAT2-unruburop

npeAcTaBisieT co0O0M BajOeHa3MHA TO3WIATHYIO COJb.

96. Kommozummst mo m. 95, ormnmmyaromasicss teMm, 9ro VMAT2-unruburop

NpPEACTaBIsIET COOOM AUTOZUIIATHYIO COJIb BaJIOEHA3MHA.

97. Kommozummst mo m. 93, ormnmmyaromasicss teMm, 9ro VMAT2-unruburop
npeacTasisier coOOH W30TONHBIN BapuaHT, sBisrommiics L-samuHa (2R3R,11bR)-
1,3,4,6,7,11b-rexcarunpo-9,10-gu(merokcu-ds)-3-(2-merunmnponun)-2H-

OeH30[a|XMHONM3UH-2-JIOBBIM 3(UPOM WK €ro (hapMalleBTHYECKU TPUEMIIEMYIO COJb.

98. Komnozunwst no rodomy u3 mm. 60-97, oTnmyarommasics Tem, uto VMAT2-

I/IHFI/I6I/ITOp BBOJSAT B KOJIMYECTBC, SKBUBAJICHTHOM KOJIMYCCTBY CBO6OI[HOFO OCHOBaHUA



10

15

20

25

30

81
BajOeHasuHa, coorsercrBytromero  VMAT2-unruOuropy, B  AMamasoHe  OT

npubnmsnuTenbHo 20 Mr 1 npuban3uTensHo 160 mr.

99. Kommnozumus o m. 98, ornudatomasics: teM, uTo VMAT2-uHruburop BBOAST
B KOJIMYECTBE, OSKBUBAJEHTHOM mnpudbmusureapHo 20 Mr cBOOOIHOTO OCHOBAaHHS

BajbeHa3nHa, coorBeTcTByromero VMAT2-unruduropy.

100. Komnozumwst o . 98, onyaromasicst tem, uTo VMAT2-uHruOutop BBOAST
B KOJINYECTBE, OSKBUBAJEHTHOM mnpubiusureapHo 40 Mr cBOOOIHOTO OCHOBAHHS

BajbeHa3nHa, cooTBeTcTByomero VMAT2-unruduropy.

101. Komnosunws o 1. 98, ornuyaromiasics reM, uto VMAT2-uHruburop BBOASIT
B KOJMYECTBE, HKBUBAJEHTHOM MNPHUOMM3UTEIbHO 60 Mr CBOOOZHOrO OCHOBAHMUS

BasiOeHa3uHa, coorBeTcTByIOIero VMAT2-unruouropy.

102. Komno3unus o 1. 98, ornuyaromiasics reM, uto VMAT2-uHrubutop BBOASIT
B KOJHMYECTBE, HKBHUBAJEHTHOM MNpUOMM3UTEIbHO 80 Mr CBOOOAHOrO OCHOBAHMUS

BajiOeHa3nHa, cooTBeTCTBYIOMEro VMAT2-uHruouropy.

103. Komnosurws o . 98, onuyaroasicst teMm, uto VMAT2-uHruOuTop BBOAST
B KOJIMYECTBE, SKBHBAJIEHTHOM MpuOIM3UTENbHO 120 Mr CBOOOIHOTO OCHOBAHMSI

BajideHasnHa, cooTBeTcTByOMmEro VMAT2-unrudburopy.

104. Komnosumusi mo modomy w3 mm. 60-97, oTiMyaromasicss TeM, YTO
KOMIO3ULIMK BBOJAST B TEUEHUE MEPBOrO MEPUOJAa BPEMEHH B MEPBOM KOJUYECTBE,
ucxonss w3 comepxkaHuss VMAT2-uHruOuropa, W 3aTeM KOJHYECTBO KOMIO3UIUH

YBCJIIMYUBAIOT JO BTOPOTO KOJINYECCTBA.

105. Komno3unus no 0. 104, oTinvaromascst TeM, 4TO MEePBbId NEPUOJ BPEMEHU

COCTABJIACT OAHY HEAECIIIO.

106. Komnosuuuss mo n. 104 wnm 105, omnimyaromascs TeM, YTO MEpPBOE
KOJMYECTBO SKBUBAJICHTHO mpudmumsurenpHo 40 wMr cBOOOAHOrO  OCHOBAaHHS

BaJIOEHA3UHA.
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107. Komnozunwst o srodomy u3 nm. 104-106, oTiryaromasicsi TeM, 4To BTOpOe
KOJMYECTBO SKBUBAJEHTHO mpudOmm3utenpHo 80 wMr cBOOOAHOrO  OCHOBAaHHS

BaJIiOeHa3UHA.

108. Komnozunust o ymodomy u3 . 60-97, ornuvaromasicss Tem, uto VMAT2-
UHTUOWTOP BBOAST B KOJHYECTBE, JOCTATOYHOM Ui JOCTHIKEHUS 3HAYeHHH
MakcuManbHONU KOHHEHTpauuHu (Cmax) (+)-0-DHTBZ B nnasme kpoBu B nuama3oHe OT
npubnusuTenbHo 15 Hr go mpubmmsurensHo 60 Hr Ha MII IJIa3Mbl M 3HAYEHHH
MUHUMaJIbHON KOHUEHTpau# (Cmin) (+)-0-DHTBZ B masme kpoBu 1o MeHblel mMepe

15 Hr Ha M TJIa3MBbl B TEUEHUE nepuoaa BpEMEHH, COCTABIIAOIICTO 8.

109. Komnozunus o jobomy u3 mm. 60-97, ornuyaroimasics teM, uto VMAT2-
UHTUOUTOP BBOAAT B KOJMYECTBE, MOCTATOYHOM ISl JOCTHDKEHHs 3HAYEeHUH
MakCUMaibHON KOHIEHTpaUUHU (Cmax) (+)-0-DHTBZ B masme kpoBH B JHana3oHe OT
npubmmsurenbHo 15 Hr go mpubmmsurensHO 60 Hr Ha MIT IUTa3Mbl M 3HAYEHUH
MUHHMAJIbHON KOHLEHTpaluu B mia3Me KpoBU (Cmin) B JHaNa3oHe MPUOIHU3UTEIHHO IO

Menbinei Mepe 33%-50% oT Cmax, B TEUEHHE MTEPUOIa BPEMEHH, COCTaBJIsIoImero 12 4.

110. Komnosunust no modomy u3 mm. 60-97, ornuyaromasics eM, uto VMAT2-
WHTHOUTOP BBOIST B KOJIMYECTBE, JOCTATOYHOM JIJIsl JOCTHIKEHUS: (1) TEPareBTUYECKOTO
nuanasoHa KoHueHTpauuii (+)-0-DHTBZ ot npubnusutensHo 15 Hr 10 NpUOIH3HTENBHO
60 Hr Ha M1 mIa3msel U (i) moporoBoli kKoHueHTpauuu (+)-0-DHTBZ no menbLiei mepe
15 Hr Ha M) TUIa3Mbl B TEYEHHE TMEPUONa BPEMEHU OT MNPUOIU3UTETBHO 8 4 IO

NPUOU3UTENBHO 24 .

111. Komnozunus o rodomMy u3 . 60-97, OTIHYar0mascs TeM, YTO KOJTHIEeCTBO
VMAT2-unruburopa Ha 10-90% MeHbIIE TOro KOJNUYECTBA, KOTOPOE CIIEAOBAIO ObI

BBOAUTH MALIUCHTY, KOTOprfI HE ABJACTCA MEOJICHHBIM MeTa6OJII/IBaTOpOM qUTOXpOMa

CYP2D6.

112. Komnozuuus o modomy u3 mir. 60-97, OTIHYaroasicst TeM, 9TO KOJMUECTBO

VMAT2-unruburopa Ha 20-80% MeHbIIE TOro KOJNUYECTBA, KOTOPOE CIIEAOBAJIO ObI
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BBOJIUTH MALMEHTY, KOTOPBIN HE SIBJISETCS] MEIUICHHBIM MeTabO0IN3aTOPOM LIUTOXPOMA

CYP2De6.

113. Komnosunus mo rodomy u3 mir. 60-97, OTIHYaromascs TeM, 9YTO KOJTUIeCTBO
VMAT2-unruburopa Ha 30-70% MeHbIIE TOro KOJNUYECTBA, KOTOPOE CIIEAOBAJIO ObI
BBOAUTH MAIMEHTY, KOTOPBIA HE SIBJISIETCS MEIUICHHBIM METa0OJHU3aTOPOM IIUTOXpOMA

CYP2De6.

114. Komnosuuus no nrodomy u3 mi. 60-97, oTnnyaroascs TeM, 4T0 KOJHUECTBO
VMAT2-unruburopa Ha 40-60% MeHbIE TOrO KOJHUYECTBA, KOTOPOE CIIENOBAJIO ObI
BBOJUTDH MALMEHTY, KOTOPbIA HE SIBJISETCS MEIJICHHBIM MeTaboNN3aTOPOM LIUTOXPOMA

CYP2De6.

115. Komnozurust o siro6omy u3 . 60-97, 0TIMYar0ascst TeM, YTO KOJINYECTBO
VMAT2-unru6uropa npubiamusurensHo Ha 50% MeHbLIE TOTO KOJMYECTBA, KOTOPOE
clie1oBajio Obl BBOAUTH MALIMEHTY, KOTOPBIH HE SIBJISIETCS] MEIUIEHHBIM MeTab0JIN3aTOPOM

nutoxpoma CYP2D6.

116. Komnozurwst o modomy u3 . 60-92, ornuvaromasicss Tem, uto VMAT2-
UHTHOUTOp mpencraeisieT coboi  (+)-o-3-u300yTui-9,10-numerokcu-1,3,4,6,7,11b-

rekcarunpo-2H-nupuno[2,1-a]usoxuHonus-2-o1, wim  ero  (apManeBTHUECKH

NPUEMJIEMYIO COJIb M/VJTH U30TOIHBIA BAPHAHT.

117. Komnosuuuss o m. 116, ornuuaromasicss teMm, 9410 VMAT2-uHrudutop
npencrasisier cobo (+)-a-3-u300yTun-9,10-numerokcu-1,3,4,6,7,11b-rekcarunpo-2H-

nupuno[ 2, 1-a]M30XUHOIUH-2-0J1, WK €T0 (hapMaleBTUYeCKH MPUEMIIEMYIO COJIb.

118. Kommnosumuss o m. 116, ornuuaromasicss teMm, 4to VMAT2-urrudurop
npeacTaBisier coOOW M30TONMHBIA BapwaHT, sBisrommicsa (+)-o-3-u300yTrin-9,10-
nu(merokcu-ds)-1,3,4,6,7,11b-rekcarunpo-2H-nupuno[ 2, 1-a|u30XHHOIMH-2-0JIOM ~ HJTH

ero (hapManeBTUYECKHU IPUEMIIEMYIO COJIb.
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