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TPAHCMYKO3AJIBHBIE YCTPOHUCTBA JAJIS1 JOCTABKH JEKAPCTB
JJIA IPUMEHEHUSA TP OBJIET'YEHUHU XPOHUYECKOHU BOJIN

POJCTBEHHBLIE 3AABKH

HaCTOﬂH_Iaﬂ 3asiBKa HCIPALIHUBACT HNPHUOPHUTET COIJIACHO HpeHBapHTeHbHOﬁ 3a4BKE Ha
nareHT CIIIA Ne 61/578755, nomannoii 21 nexabps 2011 ronma. IlomHoe comepskaHue 3TOM

3asiBKU BKJIFOUCHO B HACTOAINYIO 3as4BKY IMOCPEACTBOM CCBLIKH.

Hacrosimas 3asBka siBisiercss poAacTBeHHOM 3asiBke Ha mateHT CIIIA Ne 08/734519,
nogaHHou 18 oktsiOpst 1996 roga, B Hactosimee Bpems: mareHT CIIIA Ne 5800832, Beimannbiii 1
ceHtss0pst 1998 roxa; 3asiBke Ha mateHT CIIIA Ne 09/144827, nonannoii 1 centsiOpst 1998 rona, B
Hactosimee Bpemsi mareHT CIIIA Ne 6159498, eimanubni 12 nexaOpst 2000 roma; 3asBKe Ha
nateHT CIIIA Ne 11/069089, nonanno#i 1 mapra 2005 roxa, B Hactosiinee Bpems nareHt CIIIA
Ne 7579019, Bbimannbii 25 aBrycra 2009 roma;, 3asiBke Ha mareHT CIITA Ne 11/639408,
nopanHoit 13 nexadps 2006 rona; 3asske Ha mareHtT CIITA Ne 11/817915, nopanHo#t 6 ceHTIOpsI
2007 rona; 3asiBke Ha mateHT CIITA Ne 13/834306, nogannoi 15 urosst 2011 roga, B HacTosiee
BpeMms nateHT CIIIA Ne 8147866, Bbinanublii 3 anpens 2012 rona; 3asske Ha nateHT CIIIA Ne
13/590094, noganuoit 20 aerycta 2012 ronma, conepskaHHe KOTOPBIX MOJHOCTBIO BKJIFOYEHO B

HACTOSILIYIO 3as1BKY TIOCPEICTBOM CCBLIKH.
YPOBEHb TEXHUKH

XpoHudeckasi 00Jib MPeACTaBIsIET coO0M 00Jb, KOTOpasi COXPAHSIETCS B TeUYeHHE OoJiee
NMPOAOJIKHUTCIIBHOIO BPEMCHHU, YEM O)KPIZ[aeMbIﬁ NEPHUOA 3aKMUBJICHUA, €CJIM OHa ABJIACTCA
pe3yJIbTaTOM TPaBMbI, © MOKET MPOrPECCUPOBATh OT OECMOKOSIIEro Hey100CTBa 10 CEPhE3HOr0
3a6OHeBaHI/Iﬂ. XpOHI/ILIeCKaﬂ 60J'Ib MOXKCT BbI3bIBATb H3MCHCHUE IIOBCACHUsA, OTMCUCHHOC
Jernpeccueil W TPeBOrOW, OrpaHHYEHHE TIOBCEIHEBHON JESITebHOCTH H  U30BITOYHOE
NPUMEHECHUE JICKAPCTBEHHBIX CPEACTB U MENULUMHCKUX YCIYyr CTpadarolMM HHIAWBUAYYMOM.
JleueHue XpOHI/ILIeCKOI\/'I 6OJ'II/I ABJIICTCA TPYAHBIM, 3a4YaCTyYHO HEAOCTATOYHBIM H CBA3aHO C

BBICOKMMH 5KOHOMHWYECKHMHU U MICUXOJIOTUYCCKUMU 3aTpaTaMU.

bynpenopdun npencrasisier cob0i YaCTUYHBINA arOHUCT PELeNnTopa |L-OMuaTa, arOHUCT
perenrropa ORL1/HoumiienTiHa ¢ BHICOKOU a)()MHHOCTBIO U HU3KOH CKOPOCTBHIO JTHCCOIHALIHH,
a TaK)Ke aHTAarOHUCTOM pelenTopa kK-onuata. bynpeHoppuH MeTabonu3upyeTcst MeYeHbk0, Yepe3
u303uM CYP3A4 muroxpoma P450 ¢epmentroit cucteMel, B HOpOynpeHOpdUH (MOCPEnCTBOM
N-neankmnupoBanust) u npyrue merabonutel. bynpeHopduH oOnamaer HH3KOW mMepoOpasibHON

6I/IOI[OCTy1'IHOCTbI'O H3-3a OUYC€HDb BBICOKOI'O MPECUCTEMHOTO MeTadoI3Ma.
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bynpenopdpun mnpencrasnser coboii obe30omuBaroIiee CpPEACTBO, BBITyCKAEMOE TIOA

®

Toprosoii Mmapkoii Temgesic® B Buae 0,2 Mr cyONMHrBAIBHBIX TaOJIETOK, a TAKXKE IO TOPTOBOM

mapkoii Buprenex®

B 0,3 ™Mr/mn mnapeHTepanbHON KOMIO3UIMHU. bynpeHoppuH Tarke
BLIMyCKAETCA B BHe CyOnMHrBambHOro mpemapata (Subutex®™) u B BHAe CyONHHIBaNbHOM,
YCTOMYMBOH K HEMpPaBUILHOMY YIOTPEONEHHI0, KOMIO3MIHMH ¢ HajokcoHoM (Suboxone®).
VYrpapneHue 1o KOHTPOJIO 3a MUILIEBBIMU IPOAYKTAMU U JIeKapCcTBEHHbIMU npenaparamu CHIA
(FDA) B 2002 romy onmoOpmino Suboxone/Subutex kak CpPencTBO U JIEYEHUS OMUOHIHON

3aBucuMoctu. CyOnMHrBanbHbIi OyrpeHOP(UH UCTIONB3YETCs Il OMUOUIHON JETOKCUKALIUH U

MOJEPKUBAOLLEH Teparuu.

B HenaBHEM OTKPBITOM MCCJENOBAHUM CyONMHTBanbHbIH OynpeHopdun (Suboxone®)
ObUI UCTONIB30BaH JUIsl JIEUEHHs] XPOHMYECKOW OONM XPOHHUYECKUX IOTpeduTenell OnmmouaoB
(Malinoff et al., 2005, American Journal of Therapeutics 12, 379-384). IlauueHTOB JeUNIH
CYTOYHBIMH J103aMu OynpeHop¢duHa B nuamnazone 2-20 mr (cpenHee 3HaueHue 8 mr). JledeHnue
npoaospkanock ot 2,4 mMecsua 1o 16,6 mecsiies (cpennee 3Hauenue 8,8 mecsua). B aToit craTee
ONHUCAHO, YTO TMALUEHThl OLIYTHJIM VYJIyYIIEHHE COCTOSHUS M OTMETWJIH YyMEHbIIEHHE

BOCHIPUSITHS OOJIH.

IMo-npexxHemy HeoOxomuMbl 3P PeKTUBHBIE CIOCOOBI JIEUEHUSI XPOHUYECKOW OOJH, HE
CBSI3aHHBIE ¢ MOOOYHBIMU 3P dexkTaMu, OCOOEHHO MJIsi MALMEHTOB, HE MOJyYaBLUINX OMHOHUIOB,

WIM 711 TALMEHTOB, IPUHUMABILINUX ONMHOUBL.
KPATKOE OITMCAHUE 'PAGHUYECKNX MATEPHUAJIOB

Qurypa 1 mpencrasisier coboil cxemarudeckoe M300pakeHHe NH3aiiHa KINHUYECKOTO
UCCIIEIOBAHMS Il OLIEHKH 3((EKTUBHOCTH M 0€30macHOCTH BBeneHus1 OynpeHoppuHa BEMA

IBKABI B CYTKH Y CYOBEKTOB ¢ XpOHUYECKOH OOJIBI0 B HMJKHEH YaCTH CITUHBL

Qurypa 2 mpencraBisieT coOoil cxemaTuyeckoe U300pakeHHWe —pacrpeneeHHs
CyOBEKTOB, KOTOpbIE TPUHSUIMA Yy4acTHE€ B KJIMHMYECKOM HCCJIEAOBAHUHM JUISI  OLICHKH
s¢dextuBHOCTH U Oe3omacHOCTH BBeneHus OymnpeHoppuHa BEMA nBakasl B CyTKH Y

CYOBEKTOB ¢ XpOHUYECKOW OOJIbIO B HIJKHEN YaCTU CITUHBI.

Qurypa 3 mpeacrasnser cobOi AuarpaMMy, WUTFOCTPUPYIOIIYIO CPEAHEE U3MEHEHUE OT
UCXOIHOTO 3HAYEHHUs] MHEBHOH WHTEHCUBHOCTH OONIM, WCHBITBIBAEMONH CyOBEKTaMH C
XPOHHYECKON OONBI0 B HU)KHEH YacTH CIIUHBI Iocie BBeneHus: Oynpenoppuna BEMA nBaxnb! B

CYTKHU.



KPATKOE OIITMCAHUWE U30BPETEHUA

B ykazaHusX HacTOSIIEro AOKYMEHTa MPEACTaBJIEHbI CIIOCOOBI JIEUEHUS] XPOHUYECKOM
Oonu myTeM BBeAEHUsT HU3KUX 103 OynpeHopdHHA 1Ba pa3a B CYTKU (WM OOUH pa3 B CYTKH) C
NOMOIIBI0 MYKOQAT€3UBHOTO OMOpasiaraeMoro ycTpoiicTBa mJisi  JOCTaBKH  JIEKAPCTB.
IIpencraBneHHble crocoObI U ycTpoiicTBa obecneunBaroT 3pQeKTuBHOE JeueHne XPOHNUECKON
Oonu 0Oe3 3HaYMTENbHBIX MOOOYHBIX 3(P(EKTOB, HampUMep, KOHCTUMIALIMIO HCIIBITHIBAIOT MEHEe

15% (mpennouturensHo, MeHee 10%, Oonee npennouTUTENbHO, MeHee 5%) MalMeHTOB.

YerpoticTBo conepskut ot npumepHo 100 mkr 1o 0,9 mr 6ynpeHopduna u odecnieunBaer
paBHOBECHYIO KOHIEHTpalui0 Cmax OynpeHopdurHa B mia3me B nuanasoHe ot npumepso 0,1 o

npumepHO 1,2 Hr/mi1, Tak 4TO CyOBEKT MOJIyYaeT JIeUeHNEe XPOHUUECKOH Oomu.

CornacHO OJHOMY BapHaHTy peaM3aluy, YCTPOWCTBO VI JOCTaBKH OymnpeHOopdHHa
comepkutT  OuopasjaraeMblii  MYKOQATE3WBHBIM  CIIOW, COAEpKAIlMH  TEparneBTUYECKU
3¢ pexkTUBHOE KOJIMYeCTBO OympeHOp(UHA, PacTONOKEHHOTO B Oy(heprpOBaHHON MOJIMMEPHOM
mpdy3MOHHOHN cpene, MpudyeM yka3aHHas nonuMmepHas nuddQysuoHHas cpepa mpencTaBisieT
coboii Oy¢epuzoBanHyo cpeny, umeromyw pH ot mpumepHo 4 no mpumepnHo 6. B npyrom
BApUAHTE pPeaU3alUN YCTPOWCTBO AJISl JOCTaBKU OynpeHOp(HUHA IOMOJHUTENBHO COAEPIKUT
OapbepHBIN CJIOH, comep Kaluii MOJUMEPHYIO OapbEepHYIO Cpedy, PacCMOJOKEHHYIO PSIOM C
MYKOAJIr€3UBHBIM CJIOEM Il OOECTIeUeH s OTHOHANPABIEHHOTO TPaJUeHTa IPU HAHECEHHH Ha
CIIM3UCTYIO TOBEPXHOCTb IUIsi ObIcTpod W 3(ddexTuBHON nocraBku OynpeHopdHHA, TpUYeM
yYKa3aHHbBIH OIHOHAIPABJICHHBIN IPAaJUEHT NOCTaBJsieT OynpeHopduH udepe3 Oydepr3OBaHHYIO
NOJUMEpHYIO UG (GY3HOHHYIO Cpelny NMpPU HAHECEHHH Ha CIM3UCTYIO MOBEpXHOCTh. CoriacHO
IpPYyroMy BapHaHTy peaju3alyyd YCTPOHCTBO COAEPKUT MYKOAATE€3UBHBIN CJIOHN, COAEpKaILHil
s¢dexkTrBHOE KONMMYecTBO OympeHopduna, Oydepusoannoro no pH or mpumepno 4,0 no

npuMepHo 6,0, a 3amuTHBIN cioi Oydepuzosan 1o pH ot npumepro 4,0 10 mpumepHO 4,8.

CornacHo OIHOMY BapHaHTy peajiu3alyy YCTPOMCTBO COAEPKUT OT mpuMmepHO 120 Mkr

1o 0,9 mr OynpeHopduHa.

CrocoObl M yCTpOHCTBAa, ONMHCAHHbIE B HACTOSIIIEM JOKYMEHTE, MOTYT OBbITh
UCTIOJIb30BAHBI JUISl JICUEHUs] CYObEKTa ¢ XPOHMYECKOW OOJIbI0 B HMKHEW YacTH CIHHBI, TAKOH
KaK XpOHW4YecKass OOJIb B HIDKHEW YaCTH CIUHBI OT YMEPEHHOH 1O CHJIbHOW CTENeHH, WU

cyOBbeKTa ¢ HeliponaTnieckoii OONIBIO WM OCTE0APTPUTHIECKOH OOJIBIO.
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IMOAPOBHOE OITMCAHUWE U30bPETEHUA

B HacrosimeM wH300peTeHMH TNPENCTaBIEHBI CIIOCOOBI JIEUEHUS XPOHHYECKOH Oonu
HI3KUMH no3amu OynpeHopduna. IlpencraBneHHbI criocod nedeHuss O0NMM Takke CBsI3aH C
OTCYTCTBHEM 3HAUUTENbHBIX MOOOYHBIX 3((HEKTOB, XapakTepHbIX Ui onmuounos. Hampuwmep,
CyOBEKT MNPOXOAUT JIeYeHUE, HE HCIBIThIBAs NPU 3TOM KAKUX-THOO TSDKEJBIX MOOOYHBIX
3¢ ¢exToB, XapakTepHbIX A1 OmUOMAOB. Mimu CyOBEKT MPOXOAUT JIEYeHHE, UCHBITBIBAS IPH
3TOM cjalble MM yMepeHHble MoOouHble 3(P(EKThI, XapaKkTepHbIE AN OMHMOHIOB, I He

HCTIBITHIBAET HUKAKUX ITOOOYHBIX 3(1)(1)6KTOB, XapaKTEPHbIX AJisI OIMTUMOUIOB.

B mnHacrosimmem wu3o0pereHnu TmpencTaBieHO Takke d¢dekTuBHOe obierueHue
XpOHMYECKOW OONM NHpu ABYKPaTHOM €XEOHEBHOM BBeleHUH OyrnpeHopduna. Hacrosiee
u300peTeHre MO MEHbLIeH Mepe YaCTMYHO OCHOBAHO HA HEOKUAAHHOM OOHAPYKEHHH TOTO
¢paxTa, 4TO TPAHCMYKO3aJIbHOE YCTPOWUCTBO AJIsl TOCTABKU JIEKAPCTBA, COAEpIKaIIee HIU3KHE O3bI
OynpeHopduHa, MOKHO BBOAWTH [1Ba pa3a B CYTKHU Uit 3(Q(PEeKTHBHOrO JedeHus CyOBEKTOB,
NPUHUMABIINX OMUOUIbBI, U JUIs O0Jer4eHus] XpPOHUYECKOW OOJTH, TAaKOW KaK XPOHUYeCKas: 0OJb
B HI)KHEH yacTu criuHbl. Hactosiimee nu3oOpeTeHrne OCHOBAHO TaKke Ha OOHAPYKEHUU TOTO, YTO
9Ta Tepamnus He MPUBOIUT K 3HAYUTENIbHBIM MOOOYHBIM 3 eKTam, CBA3aHHBIM C OMHOUIAMH,

TaKUM KaK KOHCTHIALMS U TOLTHOTA.
Onpeoenenusn

Crnenyromue omnpeneneHus NMPENCTaBIeHbl KaK PYKOBOJICTBO B OTHOIICHHH 3HAYEHUU

HEKOTOPBIX TCPMUHOB, HCIIOJIb3YEMBIX B HACTOAILIEM JOKYMEHTE.

B HaCTOﬂLHefI 3asBKE HCIIOJIb30BaHHE OOBEKTOB B CAMHCTBCHHOM YHCJIC O3HAYACT KOAUH
uian 0ojiee» WIIM IO MEHbIIEH MEpE OOWH», €CJIM HE€ YKAa3aHO HHOE. To ectb YIOOMHUHaHUE
mr000ro  »jaeMeHTa HaCTOAIICTO I/1306peTeHI/I$I B CIHMHCTBCHHOM 4YHCJIC HE€ HCKJIIOYacT

BO3MOXKHOCTHU TOT'O, YTO MPUCYTCTBYET Oonee OJHOI'0 TaKOro 3JICMCHTA.

B Hacrosimeii 3asiBke TepMHH «OcTpasi OOJb» OTHOCHTCS K OOJIM, XapakTepHu3yeMoi
KOPOTKOH TPOIOJUKUTENBHOCTBIO, HApUMep, OT Tpex Ao mectu MmecseB. Octpast Oonb, Kak
MPaBUJIO, CBSA3aHA C MOBPEXKACHUEM TKAHU U MPOSIBJISIETCS TaK, YTO €€ MOXKHO JIETKO OINMHCATh U
HaOmonaTe. OHa MOXKET, HAalpUMep, BBI3BIBATH MMOTOOTACNIEHHE MM YUYaIleHHOe cepaneOneHue.

OCTpaﬂ O0JIb TAKIKE MOKET YCUITUBATBCA C TCHCHHUEM BPEMECHU W/WIH BO3HHKATD NEPUOANYCCKU.

B HaCTOﬂLHefI 3asiBK€ TECPMUH ((6I/IOI[OCTy1'IHOCTb)) SABJIACTCA TaKUM, KaK OIPEACIICHO B

paznmene 320.1 Ceona denepanbHbIx npaBui 21, U OTHOCUTCS] K CKOPOCTH M CTETIEHH, B KOTOPOU
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AKTUBHBIN WHTPEIUEHT WJIH aKTUBHBIN ()parMeHT adbcopOupyeTcst U3 JIEKapCTBEHHOT'O MPOAYKTA
U CTaHOBHTCSI JOCTYITHBIM Ha MECTE €ro NeiCTBHs. TepMuH «OMOMOCTYITHOCTHY, «aOCOMOTHAs
OMOIOCTYMHOCTEY WM «00INass OMOJOCTYMHOCTb» OTHOCUTCS K OOIIed OHOIOCTYIMHOCTH,
BKJTFOUAsi KOJIMYECTBA, KOTOpbIe aOCOpOUPOBaHBI Yepe3 POTOBYIO CIM3UCTYIO 000JIOUKY (TO €CTh
TPaHCMYKO3aJIbHO) U uepe3 cmmsuctyio odonouky JKK Hmkaero XK Tpakra. B HekoTopbIx
BapUAHTAX PeaNn3allii TPAHCMYKO3aJIbHbIE YCTPOMCTBA /ISl JOCTABKU JIEKAPCTB B COOTBETCTBUU
C HACTOSIIIUM H300peTeHneM obecrnednBaroT OMOAOCTYIMHOCTh OynpeHopduna ot 65% no 85%.

B HekoTOpbIX BapuaHTax peanu3alnuy OMOAOCTYIMHOCTh OynpeHopduHa coctaisieT 80%.

B Hacrosieit 3asgBke TepMUH «OMO3KBUBAJIEHTHOCTDY WM «OHMOIKBUBAJICHTY» SIBJISIETCS
TakuM, Kak ompeneneHo B pazgene 320.1 Csoma ¢enepanbHbix mpaBun 21, U oO3Ha4aer
OTCYTCTBUE CYLIECTBEHHON Pa3HUILbI B CKOPOCTU U CTENEHU, B KOTOPOW aKTUBHBIM UHIPEIUECHT
WIH aKTHBHbIA (parMeHT B (papMaleBTUYECKUX OKBHUBAJEHTAX WM (PapMarleBTUYECKHX
aHajorax CTaHOBHUTCSI JAOCTYIIHBIM Ha MECTe JEHCTBHUs JIEKapCTBAa MPU BBEACHUH B TaKOU K€
MOJISIDHOM J103€ M TMPH TaKUX K€ YCJIOBUSX B COOTBETCTBYIOLIMM O0pa3oM CILIAHUPOBAHHOM
uccinenoBannyu. PapMakOKMHETHUECKHE TapameTpbl U IUIOLIANb MON (apMaKOKHHETHYECKOH

kpuBoit (AUC) nist OMO3KBUBAJIEHTHBIX AKTUBHBIX BEINECTB HAXOAUTCS B Auana3oHe 80%-125%

Apyr apyra.

B Hacrosimeii 3asBKe TEPMHH «XpPOHHYECKass OOJb» OTHOCHTCS K OOJH, KOTOpast
COXpaHsIETCs B TeYeHHe OoJiee MPOAOIKUTEIEHOIO BPEMEHH, YeM OOBIMHbBIN 0KUIaEMbIil TEPUOS
BBI3ZIOPOBJIEHHsT JJIsI TpaBMbl Wid OojesHu. COrNIACHO OOHOMY BapUaHTy peaM3aLH
XpoHHYecKast 00Jibp mpeacraBisier cobol 0onb, KOTOpas UIMTCS Oojiee ONHOW HEHelNu.
Xponnueckass 0onb MOXKET OBbITh TOCTOSHHOH WM mepuoguueckoir. OOImue NpUYHHBI
XPOHUYECKOW OO BKJIOYAIOT, HO HE OrPAHHYMBASICH 3TUM, apTPHUT, paK, CHHAPOM
cumrnatuueckoit pepaexkropuoit aucrtpopun (RSDS, anrn. Reflex Sympathetic Dystrophy
Syndrome), TpaBMbI MOBTOPSIFOINETOCS HATIPSKEHHSI, OMOSICHIBAOIINI JIMIIAH, FOJOBHBIE OOJIH,

¢dubpoMuanruro 1 AMadeTUIECKYO HEBPOMATHIO.

B Hacrosmeii 3asiBke TEPMUH «XPOHUYECKast OOJIb B HIDKHEH YaCTH CIIUHBDY OTHOCUTCS K
MBILIEYHO-CKEJIETHOMY PacCTPOHCTBY, MPH KOTOPOM CYOBEKT HCIBITHIBAET OOJIb B IOSICHULIE
WIN B HI)KHEHW 4YacTU CHHMHBI B TedeHHe Mo MeHblieil Mepe 12 Hepenb. COrjacHO OJHOMY
KOHKPETHOMY BapHAHTY peaM3alii CYObEKT UCIBITBIBAET XPOHUYECKYIO OOJIb B HIDKHEH 4acTh

CIIMHBI B TEYCHHUE IO MEHBILIEH Mepe 3 MECSALIEB.

B Hacrosiieli 3asBKke TEPMUH «XpOHUYECKask OOJIb B HIDKHEH YaCTH CIIMHBI OT YMEPEHHOH

IO CHJIBHOW CTEMEeHW» OTHOCUTCS K XPOHHUYECKOW OONM B HWKHEW 4YacTH CITUHBI,
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XapaKTePU3YIOUIEHCs, HapUMep, UHTEHCUBHOCTBIO 0oy > S 1o 11-0ajuibHON KOJTMUECTBEHHOM
mkaie oneHku (NRS, rme O mpencrasnsier codoit orcyrcTBue 6omu, a 10 mpencrasmiser codoi

CaMyI0 CUJIbHYIO 00JTb, KOTOPYIO MOKHO BOOOPA3HTh).

B Hacrosmeidl 3asBKe TEPMHUH «HEBpPOMATHYECKAas OOJbY» OTHOCHTCS K KOMIUIEKCHOM
XPOHHYECKON 0O0IH, KOTOpasi OOBIMHO COMPOBOXKAAETCS TPABMOM TKAHU U SIBJIIETCS PE3YJIbTATOM
NOBPEXKACHUNH WM 3a00J€BaHMMN, MOPAXKAIOLINX COMATOCEHCOPHYK  cuctemy. llpum
HEBPOMATHYECKON OOMM caMH  HEpBHblE BOJIOKHA MOTYT OBITb  MOBPEXKICHHBIMH,
IUCQYHKIMOHANBHBIMA HWJIM TPAaBMHPOBAHHBIMU. OTH TIOBPEXIEHHbIE HEPBHBbIE BOJIOKHA
NOCBIIAIOT HEMpPAaBUJIbHBIE CUTHAJBI B Apyrue odard Oonu. BiusHue moBpekaeHHs: HEPBHBIX
BOJIOKOH BKJIFOYAET M3MEHEHHE HEPBHON (PYHKIIMU KaK B OYare MOBPEXIAEHUs, TaK U B 00JIaCTX,

OKpY?KaroUX Oovar nNoBPpEKACHUS.

B Hacrosmel 3asBKe TEPMHH «OCTeOApTpUTH4YECKass OONb» OTHOCHTCS K 0oy,
BO3HUKAIOIIEH B pe3yJbTaTeé OCTE0APTPUTA, MAETCHEPaTHBHOro 3a00NIeBaHUS CYCTaBOB U
Hanbosee pacpoCTpaHeHHOro Tuna apTputa. OHa CBsA3aHa C pa3pylIeHHeM U MOTepel XpsiueH,
KOTOpble MOKPBIBAIOT U aMOPTU3HPYIOT KOCTHbIE€ OKOHYAHUS B HOPMAJbHBIX CYyCTaBax.
OcTeoapTpuT BBI3BIBAET 3aTBEPAEBAHME U CHUKEHME JJIACTUUHOCTU Xpsllel, 4TO AesaeT Ux
Oonee monBepskeHHBIMU MOBpexIeHHI0. CO BpeMeHeM Xpsill MOXET B HEKOTOPhIX MeCTax
U3HOCUTHCS, CYIIECTBEHHO CHHIKAsl €ro CIOCOOHOCTh AEHCTBOBATh B KAUECTBE aMOPTH3ATOpA.
[Ipy W3HAIIMBAHMM XpALla CYXOXKHJIHUS M CBSI3KM PACTSTHUBAOTCS, BbI3bIBas Oosb. [lpu
YXYIIIEHUH 3TOrO COCTOSHHSI KOCTM MOTYT TEPeThCs IPYyr O Ipyra, BbI3bIBasl eme OoJee

CUJIbHYIO Ooosb 1 MOTEPIO NOABUKHOCTH.

B HacTostieli 3asBKe, €CiIi He YKa3aHO WHOE, TEPMHH «OynpeHOp(HHH» BKIIIOUYAET JHOObIe
bapmaneBTHYeCKH puemsieMble GopMbl OynpeHopdHHA, BKIIFOYAsi, HO HE OTPAHHYUBASCH STHM,
€ro COJIM, CIIOKHBbIE 3(Hpbl U TposiekapcTBa. B HacTosmeil 3asiBKE TEPMUH «IIPOH3BOJHOE
OynpeHopdrHa» OTHOCHUTCS] K COEIMHEHHSIM, O0JIQIal0LINIM CTPYKTYPOH M (PYHKLIHEH, CXOKUMHU
¢ OynpeHopduHOM. B HEKOTOpBIX BapHaHTaxX pealu3alld NPOU3BOAHBIE OympeHopdHuHa

BKJIFOYAIOT MPOM3BOHBIE Clienyrom el GopMybL:

R3

|
N

RO OCH;
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Wi nux (I)apMaLIeBTI/ILIeCKI/I MMPUEMIIEMbIC COJIn 50051 CJIOKHBIC B(I)I/Ipbl, rac

NpencTaBisieT COOOW ABOWHYHO WM OJMHAPHYIO CBsi3b, R3 BeiOpan u3 -Cii
ANKUIIbHOHN TPYIIBI WIIA UKJIOANKIII-3aMeieHHON-C1.4 ankmipHOU rpynmbl, Ry BeiOpan u3 -Ci4
ankuna; Rs npencrasnser coboit —OH, wnm, B3sTeie BMecTe, R4 11 Rs oOpasytot rpynmny =O; u Re

BbIOpan u3 —H win -C1.4 aJIKHJIbHOM TPyIIIBL

IIpousBonHble OynpeHOppHUHA BKIHOYAIOT, HO HE OTPAaHUYMBASsICH 3TUM, 3TOPPUH U
munpeHopuH.  OcCHOBHBIE TPOM3BOAHBIE OympeHOpUHA OMUCaHBI B MYOJHKAIUH
Mexnaynaponnoit 3asBku Ne WO 2008/011194, koTopast BKJIIOUYE€HA B HACTOSIIUN JTOKYMEHT

NnoCpeaACTBOM CCBLIKH.

B HacTosiimeli 3asiBke, €Clid He yKa3aHO WHOE, TEPMHUH «HAJOKCOH» BKJIIOYAET JIFOObIE
(apManieBTHYECKH TTpUeMiIeMble GOPMbI HAJIOKCOHA, BKITFOYAsi, HO HE OrPAaHHYUBASICh 3TUM, €r0

COJIH, CJIOXKHBIE 3(HPBI U IIPOJIEKAPCTBA.

B Hacrosel 3asBKe TEpMHUH «HE MapeHTEPaJbHbIIN» OTHOCUTCS K Crioco0aM BBEIEHUS,
OTJIMYHBIM OT NPSIMOM CHUCTEMHON JOCTAaBKH JIEKAPCTBEHHOTro cpeactBa. ClenoBaTeNbHO, «HE
MapeHTEPaNbHbIIN» HCKJIIYaeT HUCIoJb30BaHue BHyTpuBeHHOW (IV, aHri intravenous)
UHbEKUWH, BHyTpuMbIimeuHoh (IM, anri. intramuscular) unabexiyu, BHyTpuOpromuHHON (IP,
aHri. intraperitoneal) nabekuny, moakoxHoi (SC, aHr. subcutaneous) MHBEKIMH U TaK Jajee
IUIE BBEICHMS JICKAPCTBEHHOTO CPEACTBA, M BKIIIOYAET, B OCHOBHOM, TPAHCIEPMAJBHOE,

nepopaibHOE TPAHCMYKO3aJbHOE BBeZieHHe U BBeneHue uepes KK Tpakr.

B Hacrosmen 3asBKke TEPMHH «MYKOAQATE€3UBHBIA CIOH» WM  IOJHUMEpPHas
i dy3nonHas cpena» OTHOCUTCS K Cpefie, CIIOCOOHON K 00eCTIeUeHHIO MOTOKA JIEKAPCTBEHHOTO
CPEeNCTBa K CIM3UCTON MOBEPXHOCTH MyTEM CO3[aHMsS TPAJHEHTa 33 CYET aare3uu K CIM3UCTOM
noBepXxHOCTH. [T0TOK TPaHCTIOPTUPYEMOTO JIEKAPCTBEHHOTO CPEACTBA MPOMOPLMOHAIBHO CBsI3aH
¢ mupy3UOHHONM CHMOCOOHOCTHIO CpEeIbl, KOTOPOW MOKHO YIPAaBISITh, HAMPUMEp, 3a CUET
perynupoBkd pH, y4uThIBas HOHHYIO MPHPOAY JIEKAPCTBEHHOTO CPEACTBA W/WJIM HOHHYIO

NPUPOAY MONMMEPA WU MOJUMEPOB, BXOAAIINUX B COCTAB YKa3aHHOU CPEAbL.

B Hacrosimiedt 3asBKe TEpPMHH «3alIUTHBIA CIOW» WM «OapbepHasl cpemay, WU
«HEaAre3uBHAsI TOJIMMEpPHAasl Cpena» OTHOCUTCS K cpeae B (opme, Hampumep, CIOs WU
MOKPBITHSI, UJIH OaphEPHOTO CJIOsI, CIIOCOOHOM 3aMeUISITh WJIM CHUKATh MOTOK JIEKAPCTBEHHOTO
CpPencTBa M3 MYyKOAATre3UBHOIO CJIOSI B MOJOCTb pTa. B HEKOTOPBIX BapHUaHTax pealu3aluu

3aIUTHBIA CJION MOKET COACPKATh BTOPOEC JICKAPCTBCHHOC CPEACTBO, MPECAHASHAYCHHOC IJIA
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pacTBopeHHst B ciroHe. B Takmx cimywasx pH 3ammrtHOro ciost Moxer ObITh momoOpaH Tak,
94TOOBI OH CAEP’KUBAJ MOTOK JIEKAPCTBEHHOTO CPEACTBA B CTOPOHY MYKOAQAT€3UBHOTO CJIOS, I7ie
MOXET MPOUCXOIUTh TPAHCMYKO3aJIbHast abcopOIHsL. B  Hacrosimeli  3asBKE TEpPMHUH
«OIHOHANIPABJIIEHHBIH TIPaAMEHT» OTHOCUTCA K TPAAMEHTy, KOTOpBIH o0ecreynBaer
BO3MOJKHOCTh TOTOKa JIEKAPCTBEHHOro cpencrsa (Hampumep, OymnpeHopduna) uepes
YCTPOHCTBO, HAIPUMEp, Yepe3 MOJIUMEPHYI0 Nu(PY3HMOHHYIO Cpeay, NMPAKTHYECKH B OIHOM
HaTpaBJIEHUH, HaIpUMep, B CIU3UCTYIO pTa cyObpekTa. Hanmpumep, nomumepHas auddysnonnas
cpena MOXeT ObITh MyKOAQAre3UBHON monumepHoN nudQy3noHHON cpenoil B Gopme cinos uiu
IUIEHKH, PACIOJIOKEHHONW BO3JIe 3aIUTHOIO CJIOS MM IUIeHKU. IIpyu HaHeCeHUH Ha CIM3UCTYIO
000JIOUKY pPTa CO3MAETCS TPAAUEHT MEXKAY MYyKOAAre3MBHOW mMonuMepHON mud¢y3noHHON
Cpenoil M CIU3UCTON OOOJIOUKOMN, U JIEKAPCTBEHHOE CPEACTBO IBIDKETCS U3 MYKOAAre3UBHOMN
nojauMepHoi 1 Py3noHHON cpenbl MPAaKTUYECKH B OTHOM HAINpaBJIEHUH B CTOPOHY CIU3UCTOMN

000JIOUKHU IO pacTBOPECHUA 3allTUTHOTO CJIOA.

B Hacrosieit 3asiBKe «JIEUNThY» HIIH «JIeYeHHe» CYyOBeKTa BKJIIOYAET BBEACHHE CyOBEKTY
JeKapcTBa C LENbI0 MNPEeNyNpPEeXAeHHs, JICUSHUs, 3KUBJICHUS, OCNableHus, oOJerdeHus,
U3MEHEHHs, WCLEJNEHUs, YJIyYIIeHUs, HOpMalu3aluy, CTaOWIM3aliu WM BO3AEHCTBUS HA
3a00ieBaHKe W PACCTPOMCTBO WJIM CUMITOM 3a00JIEBAHUS UM PACCTPOUCTBA (HAIIPUMEp, IS

CHIDKEHUsT 0OJTH).

TepMuH «CyOBEKT» OTHOCHUTCS K JKUBBIM OpPTraHM3MaM, TAKUM Kak JIFOAH, COOAKH, KOIIKH
U Ipyrue MieKonuTarouie. Beeaenue 1ekapCTBEHHBIX CPEACTB, COAEPKAIUXCS B YCTPOUCTBAX
HACTOSIIIIETO M300PETEHHsI, MOJKET ObITh BBINOJHEHO B 033X M B TEYCHHE MEPUOJOB BPEMEHH,
5 EeKTUBHBIX aJIs1 JiedyeHHUss CyObekTa. B HEKOTOpBIX BapHaHTaX peajH3alfH IMALUEHTOM
SBJISIETCS 4YeJIOBEK. B HEKOTOpBIX BapHaHTAX peanu3aludl (PapMaKOKHHETUYECKHE MPOdUIIH
YCTPOHCTB HACTOALIETO HM300PETEHUsS SIBISIOTCS OJUHAKOBBIMH JISI CYOBEKTOB MYJKCKOTO H

JKEHCKOro 11oJia.

«IddeKkTuBHOE  KOJUYECTBO»  JIeKapCTBA,  HEOOXOmMMOe NIl  JOCTHIKEHUS
TepaneBTHUecKoro 3p¢eKra, MOKET BapbUPOBATHCS B 3aBUCHMOCTH OT TaKUX (PAKTOPOB Kak
BO3pACT, IMOJ U BeC CyObekTa. PeskrMbl JO3MPOBAHUS MOTYT ObITh OJOOPAHBI AJisi O0eCTIeUeHUs
ONTHUMAJIPHOTO TEPareBTUYEeCKOro oreera. Hampumep, no3a moxker ObITh BBEACHA OAMH pa3 B
CYTKU WJIM MOXKET OBITh pa3[elieHa Ha JABE OTAENbHBbIE J03bI JJsl BBEACHHS [[BA Pa3a B CYTKH.
Jloza MokeT OBITh NPONOPLUHUOHATIBHO YMEHBIIEHA, €CITH 3TO HEeoOXOAMMO B JaHHOM

TepaHeBTH‘{eCKOfI CUTyalluu.
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B HacTosimeidl 3asBKe TEPMHH «TPAHCMYKO3AJbHBIM» OTHOCHTCSA K JIFOOOMY CrocoOy
BBEJICHUS Yepe3 CIM3NUCTYI0 000souky. [IpuMepsl BKIIFOYAIOT, HO HE OTPAHUYHMBASCH 3THM,
OyKKaJbHBIN, CyONMHIBaJbHBIN, HA3aJbHBIN, BarMHAJIBHBIN U pekTaibHbIN. COrjlacHO OmHOMY
BApUAHTy peaJu3aluy BBeldeHHe sBisieTcss OykkaidbHbIM. COIJJacCHO OAHOMY BapUaHTY
peanu3aluy BBEINEHHE SIBIIIETCS CYONMHIBaJbHBIM. B HacTosAInel 3asBKE TEPMUH «IIPSMOE
TPAHCMYKO3aJbHOE» OTHOCHUTCS K MYKO3aJIbHOMY BBEIECHUIO 4Uepe3 CIU3UCTYI0 OOOJOYKYy pTa,

Harpumep, OYKKaJIbHOMY W/WUIH CYyONMHIBAIbHOMY.

B Hacrosimen 3asgBke TEPMHUH «pas3jaraéMblid BOAOW» WIH IO MEHbILIEH Mepe YaCTUYHO
pasnaraeMblii BOLOW» OTHOCHUTCSI K BEIECTBY, KOTOPOE NEMOHCTPUPYET Pa3JIOKEHUE B BOAE B
AMana3oHe OT HEe3HAYUTEJIbHOIO A0 MOJHOIO pa3joXkKeHUsl B BOAE. JTO BELIECTBO MOXKET JIEIKO
PacTBOPATHLCS. B BOAE UJIM MOJKET JIULIb YACTUYHO PACTBOPSTLCS B BOJE, C TPYAOM U B TEUEHUE
JUIMTEJIbHOTO Tepuoja BpeMeHH. bonee TOro, 3TO BEECTBO MOXKET AEMOHCTPUPOBATH
Pa3IUYHOE Pa3NIoKEHHE B KHIKOCTAX OPraHU3Ma, 10 CPABHEHHIO C BOZOM, U3-3a Goee CI0KHOM
NPUPOJBI )KUAKOCTEH oprannsma. Hampumep, BemecTBo, KOTOPOE HE3HAYUTENBHO PA3jlaraeTcs B
BOZI€, MOXKET IEMOHCTPHPOBATh Pa3IaraéMOCTh B JKUIKOCTSAX OpraHU3Ma B AMAma3oHe OT ciaboit
10 ymepeHHOH. OHAKO B JPYTUX CJIydasx pas3iaraéMoCTb B BOAE U SKUAKOCTH OpraHU3Ma

MOXKET OBITh MPHONN3UTEILHO OJUHAKOBOH.

B Hacrosiiueli 3asiBKe «Teparnus MpOTUB 3aBUCUMOCTH» B OTHOLICHUU CYObEKTa BKIIIOYAET
BBEICHHE CYOBEKTY JIEKapCTBA C LEJNBIO CHH)KEHHUS €r0 TATHM K BEIIECTBAM, BBI3bIBAIOIIUM

3aBUCUMOCTD.

B Hacrosein 3asBke TEPMHUH «OMUOMAHAS MEPEHOCUMOCTBY» OTHOCUTCS K SIBJICHUIO,
KOrga CyObeKT MeHee BOCIPUUMYHB K JEHCTBUIO OMNHOUIHOIO JIeKapCTBA U3-33a €ro
npeamecTByomero BeaeHus. «OCTpast MepeHOCUMOCTbY ONMKUCHIBAET MEPEHOCUMOCTh, KOTOpast
OueHb OBICTPO PA3BUBAETCS MOC/IE BBEASHHS OJHOKPATHOMN TO3bI HJTH HECKOJIBKUX 103 OMUOHUIOB
B TEUEHHE KOPOTKOrO TEepUOAAa BPEMEHHU. «XPOHUYECKAs TMEPEHOCHUMOCTb» OMUCHIBAECT
HaOJIOJIEHUE, YTO BBEIEHHE ONMHON/AA B T€UEHHE OOJiee MPONOJUKUTENbHOTO MEPHOAa BPEMEHU
BbI3bIBaET Oojiee Hu3kHe 3P(HeKThl. ACCOIMMATHBHAS MEPEHOCUMOCTD JIYUIIE BCETrO MPOSBIISETCS
NPYU BBEIEHUU HU3KHUX 103 OMUOHIOB C OONBIIMMU WHTEPBAJIAMHU MEXKIY M03aMH, U OHA JIETKO
MOIUGPULIUPYETCS  MOBENEHYECKUM  BMEIIATEIbCTBOM  WMJIM  U3MEHEHHEeM  OOCTaHOBKU.
HeaccouuatuBHas MEepeHOCUMOCTD JIyYIlE€ BCErO MPOSIBIAETCS MPU BBEACHUU BBICOKMX 03
OMUOUIOB C KOPOTKHUMH WHTEPBAIAMH MEXKAY HO3aMH, M OHa He MOIU(PULIUPYETCS

MNOBEACHYCCKUM BMCIIATCJIBCTBOM HJIM U3MEHCHHUEM 00CTaHOBKHU.
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B mHacrosimieii 3asBke TEPMHUH «CYOBEKT, NEPEHOCSINUN OMHOHIb» OTHOCHTCS K
cyOBEeKTy, B HacTosdllee BpeMs NPUHUMAIOLIEMY ONHONAHYI Tepanioo. COrjiacHO OXHOMY
BApUAHTy peaNM3alMd CyOBEKT MNepopajbHO NpUHUMaeT >60 Mr mopduHa B CYTKH WIH
SKBUBAJICHTHYIO 00€300IMBAIOIIYI0 03y APYrOro Onuouja B TedueHue 1 Hexenu uimu Oosee, Kak

ykazaHo Hwxke B Tabmume 1.

Tabauuna 1.
IIpudaunsuresbHbIe
Omuona IKBHBAJIEHTHBIE
o0e300mBaloLIHe epOPAJIbHBIE
A03bI
Mopdun 60 mr
Tpamanon 300 mr
I'unpomopdon 12 mr
OKCUKONIOH 30 mr
I'uapokonoH 30 mr
OxcumopdoH 20 mr
Koneun 400 mr

B Hacrosmell 3asBKe TEpPMUH «CyOBEKT, NPUHMMABIIUI OMHUOUABDY OTHOCHTCS K
cyOBEeKTy, B HacTosllee BpeMs NMPHHUMANOLIEMY ONMHOMAHYIO Tepanuio. COrjacHO ORHOMY
BapHUaHTy pcain3allun e}KeHHeBHblﬁ IpuemM Cy6"beKTOM OIMMONAOB HE IMPEBBIIIACT CYTOYHBIC

J03bI OTMMOUIOB, KaK yKa3aHo Bbiie B Tadmuie 1.

B HacTosiiell 3asiBKe TEpPMHUH «CYOBEKT, HE MOJYYaBIIUH OMUOUABDY OTHOCHTCS K
CyOBeKTy, B HACTOsIIEE BpeMsl HE MPUHUMANOIIEMY ONHOUAHYIO Tepanuto. COorilacHO OTHOMY
BApUAHTY peau3allii CyOBEKT He MOABEPrajcs ACHCTBUIO OMMOUAOB B TeUeHHE | Hemenu miu

JOJIbIIE.

B Hactosmel 3asBKE TEPMHH «HENPABIJIBHOE» WM «HENPABHIIBHBIM 00pa3oM»
OTHOCHUTC K NPUMEHEHHUIO YCTPONCTB HE JJis MEePOPATBHOIO TPAHCMYKO3AJbHOIO BBEACHMUS,

TaAKOMY KaK U3BJICUCHHE JICKAPCTBA U €TI0 UHBEKLUA UJIK BTATMBAHUE HOCOM.

B nacrosmieil 3asiBke TEPMHH «HH3Kasi 1o3a OynpeHOp(HHA» OTHOCHUTCS K CYTOYHOM
nose meHee 1,8 mr (Hanpumep, ot npumMepHo 200 MKr 10 npuMepHO 1800 MKT MM OT IPUMEPHO

240 mxr go 1800 mkr) SynpenopduHa.

B HaCTOﬂLLIefI 3assBK€ TEPMHH «PABHOBECHAA KOHLCHTpALMs B ILIA3ME» OTHOCUTCA K
COCTOSHUIO, B KOTOPOM KOJIEOaHHMST KOHLIeHTpaLII/Iﬁ JICKApCTBA B IIa3ME ABJIAOTCA OAMHAKOBBIMU

WKW aHaJOI'ddHbIMU IIOCJIC Ka)I(I[OfI JO3bI. TepMI/IH «paBHOBECHAsA KOHLCHTpAaLUA Cmax
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OynpeHopduHA B IIa3Me» OTHOCHUTCS K COCTOSIHUIO, B KOTOPOM MaKCHMaJbHasi KOHLIEHTPALHs
OynpeHopduHa B IMja3Me MOCI€ BBEACHUS J03bl HE OTIMYAETCS OT ONHOH O3Bl K IPYTOM.
Tepmun «paBHOBecHast KOHIEHTpaLUsA Cmin OynpeHop¢huHa B I1a3Me» OTHOCHTCSI K COCTOSIHUIO,
B KOTOPOM MHHHUMAJIbHasi KOHLEHTpauusi OynpeHop(HHa B IUla3Me IOCiE BBEACHHUS J03bl HE
OTJIMYAeTCs OT OJHOM A03bl K Apyroil. CormacHO OJHOMY BapHaHTy pealu3aliy yCTPOWCTBA,
UCTIONIb3YEMbIE B HACTOSAIIEM H300peTEeHHH, OOECTIEYMBAIOT PABHOBECHYIO KOHLEHTPAIUIO Cmax
OynpeHopduna B miuazme B amanaszoHe ot npumepHo 0,1 no mpumepno 1,0 Hr/mia. B ppyrom
BapUAHTE peaTN3alyl yCTPOWCTBA, UCIIOIb3yEeMbI€ B HACTOSINEM H300peTeHHH, 00eCIIeYnBaOT
paBHOBeCHYIO KOHIEHTpalui0 Cmax OynpeHopdurHa B mia3me B nuanasoHe ot npumepso 0,1 o

npumepHo 0,5 Hr/mi.

B Hacrosimeli 3asBke TepMHMH «moOO4HbIE 3((EKThI, XapaKTepHbIE Ui OIHOUIOBY
OTHOCHUTCSI K TTOOOYHBIM 3 eKTaM, KOTOpble OOBIYHO HUCTIBITBIBAIOT CYOBEKTHI, MPUHIMAIOIIUE
OITMOUJIHbIE aHAJIBIETUKU. DTH MOOOYHbIE 3P (HEKThI, XapaKTepHbIe AJIsI ONHONIOB, BKIFOYAIOT,
cpenu mpoyero, rojoBHYI0 00Jb, KOHCTUIALUIO, TOLTHOTY HIIM PBOTY, MPYPUT, COHIUBOCTD HIIH
KOTHUTHBHOE HAapylLIEHHE, CyXOCTb BO PTY, MEPEHOCUMOCTb WJIM 3aBUCUMOCTb U 3aEP3KKY

MOYCUCITYCKaHUA.

Tepmun «ciabbie moOO4HbIE 3PQEKTh, XapaKTEepHbIC IJIsI OMHOUIOBY» OTHOCUTCS K
noOo4YHbIM dddexTam, KOTOpble He TpeOYyIT CHEeUHAJIbHOTO JIEYCHUS M HE MEINaroT
MOBCETHEBHON  NEATENIbHOCTH CyObekTa. TepMHH «yMepeHHble MOOOUYHBIE (P EKTHI,
XapakTepHbIe ISl OMHOHMIOB» OTHOCUTCS K MOOOYHBIM 3(dekTam, KOTOpbIe TOCTaBIISIOT
CyObekTy HeOOJbIIoe HeymnoOCTBO MM OeCrOKOMCTBO W MOIYT MeIlaTh IOBCEIHEBHOMN
JESATEIbHOCTH, HO OOBIYHO OOJIErHarOTCsl MPOCTBIMH TEPANEBTHYECKUMHU Mepamu. TepmuH
«CHJIbHbIE TIO0OUYHBbIE 3(PQEKThI, XapaKTEepHbIE ISl OMHOUIOB» OTHOCUTCS K IMOOOYHBIM
a¢hexTam, KOTOpbIe MPEMSITCTBYIOT OOBIYHON MOBCEIHEBHOM NESATEIBHOCTU U OOBIMHO TPEOYIOT

CHUCTEMHOM JIEKapCTBEHHOM TepANIUK WU APYTOro JEUYECHHUS.

TepMuH «CylIeCTBEHHAss KOHCTUNALUS» OTHOCHUTCA K XPOHHUYECKONH WM TSKENIOU

KOHCTHUIIALIMH, CBSI3aHHOMU C HEMPEPBIBHBIM ynOTpe6.HeHI/IeM MOp(I)I/IHa WA APpYTUX OIMMOUAOB.

TepMUH «cCylLIecTBEHHasl TOLIHOTa» OTHOCHUTCS K TSKEJIOMY COCTOSIHMIO TOLIHOTBI,
o0mmen3BecTHOMY B JaHHOI oOnactu TexHHKH. COIrJIaCHO HEKOTOPHIM BApPHAHTAM PeaU3aLiu
TEPMUH «CYLIECTBEHHAsl TOIIHOTA» OMNpEeNseTCsl OLIEHKON M0 BU3yaJbHOM aHAJIOrOBOM IIKae

(VAS, anrn. visual analog scale), 6ompieii win pasHoi 25 MM o mkaje ot 0 1o 100 mm.
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B Hacrosmien 3asBKe€ TEPMHH «PACMOJOKEHHBIN» OTHOCUTCS K PaBHOMEPHOMY WIH

HEPAaBHOMEPHOMY PaCHpPEeeICHHIO OTHOTO 3JIEMEHTA B IPYTOM.
Jleuenue 601

Hekoropble acmekTbl HACTOSIIErO H300pPETeHHsI BKJIOYAOT CIOCOOBI O0ecreueHus
JedeHus: w/wm odnerdyeHust 00n y cyObekTa, Hy>KIarIerocsi B 5ToM. bojb MoxeT ObITh JTH000MH
OoJbl0, M3BECTHOH B JAHHOW OOJACTH TEXHUKH, BBI3BAHHOH 3a00sieBaHHEM, PacCTPOWNCTBOM,
COCTOSIHUEM /M OOCTOSITENIbCTBAMU, U MOXKET OBITh XPOHUYECKON OOJIBIO HII OCTPOIT OOJBIO.
XpoHudeckasi OOJNb MOKET BO3HUKATh 1O PA3JIMYHBIM NPUUMHAM, BKJIOUYAas PakK, CHHIPOM
cumrnaTtudeckoil pepaexropnoit auctpodpun (RSDS) u murpens. Ocrpas 601b 0OBIMHO MPSIMO
CBsI3aHA C MOBPEXKIACHUEM TKAHU M JUIMTCS B TE€UYEHHE OTHOCHTENIBHO KOPOTKOIO MPOMEXKYTKA
BPEMEHH, HarpuMep, OT YacoB A0 AHEH wiu 10 7 nHed. B npyrux BapuaHTax peanusanuu OOJb

NPeACTaBIsIeT COOON ITPOPBIBHYIO» PAKOBYIO OOJIb.

B HeKOTOpBIX acmeKkTax HaCTOSIIEero W300peTeHHs MPENCTABIEHbI  CIOCOObBI
KOHTPOJIMPOBAHUSI WJIM JIEYEHUS] XPOHMYECKOH Oonu y cyObekra. B HEKOTOpBIX BapHaHTaxX
peanuzaimu CyObeKT IpeacTaBisieT coO0ol cyObeKkTa, MPUHUMABILETO OMHOU/BI, MEPEHOCSIIETO
ONMHOUBI WM HE IOJyYaBIIEro OIMHOHUbI, KAaK OIMHCAHO BbIlle. B KOHKPETHBIX BapHaHTAX
peanu3anuu CyOBEKT MpencTaBisieT coOOW CyObekTa, MEePeHOCSINero OMUOMIbl. B apyrux
BAPUAHTAX pealM3alui CYyOBEKT HE pearupoBajl Ha MPEbIAyllee JeYEHUE MAKCHMAaJbHBIMU

A03aMU HECTEPOUAHBIX IMPOTHUBOBOCIIAJINTCIIBHBIX JICKAPCTB.

B HekoTOpbIX BapWaHTaxX peaju3alUyd XpPOHHUYECKast OoNb MpencTaBisieT CcoOOi
XpoHH4Yeckyro Oonb B HmwxkHeW uvactu cnmHbl (CLBP, anrn. chronic lower back pain). B
HEKOTOPBIX BAapHAHTAX PEeAM3alMH XPOHHUYECKass OONb B HIDKHEH YacTH CIMHBI MPEACTaBISAET
co0OH XpOHMYECKYK0 OOJIb B HIDKHEH YacTH CIHMHBI OT YMEPEHHOH N0 CHIBHOW cTeneHu. B
APYIHX BapHaHTaX peajqu3aluu OoNb TNpencTaBisieT coOOM HEeBPONATHYECKYH0 Oonb win
ocTeoapTpuTHdecKyto 0Oonb. CornacHO KOHKPETHOMY BAapHaHTy pealn3aliu CyOBeKT,
MOJIEKALIIH JIEYSHUIO XPOHUYECKOH OO0 B HIDKHEH 4acTH CIIUHBI OT YMEPEHHOW 10 CHIIbHOU

CTETIeHU, TIPENICTaBIIsIeT COOOH CyObeKTa, MPUHUMABIIErO OMTHOUIBL.

beuto Takke OOHApyKEHO, YTO BBEIEHHE JIBA pa3a B CYTKU (MJIM OAMH pa3 B CYTKH)
HU3KUX 1103 OynpeHopduHa uepe3 TPAaHCMYKO3aJIbHbIE YCTPONCTBA JAJIsl JOCTABKH JIGKAPCTB T10
HACTOSIIIEMY H300PETEHHIO CBSI3aHO C HU3KOH WHIMIEHTHOCTBIO HIJIH OTCYTCTBHEM ITOOOUYHBIX

3(1)(1)6KTOB, XapaKTCPHbIX IJId OMUOUIOB, CBA3AHHBIX C ONMMMOUAHBIMU aHAJIbI€CTUKAMMU. CornacHo
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OTHOMY BapHaHTy peaju3aluuu NmoOouHblil 3¢dekT mpeacrasnser codoil TomHOTY. B npyrom

BapUaHTE peann3any NoO0UHbIH 3 eKT npeacrasisier cOOOH KOHCTUIALIHUIO.
Beeoenue u 003wt 6ynpenopuna

B HExOTOpBIX BapuaHTax pealu3alrdd TPAHCMYKO3AJIbHBIE YCTPOMCTBA IJIsi JOCTABKH
JIEKapCTB MO HacTosAleMy n3obpereHuto (Hanpumep, Oynpenopun BEMA) BBogsT onuH pas B
CYTKH WJH JiBa pa3a B CYTKH. B HEKOTOpBIX BapHaHTax peanu3auuy oOImas CyTO4YHas 1032
BBEZIEHHOro OymnpeHopduHa coctasisger oT npuMmepHo 200 mkr mo 1800 mkr, Hampumep, 200
MKr, 220 mxkr, 240 mkr, 280 mkr, 300 mkr, 320 Mkr, 350 Mkr, 360 mxkr, 400 mkr, 450 mkr, 480
MKr, 500 mkr, 550 mkr, 600 mkr, 620 Mkr, 650 Mkr, 700 mkr, 720 mkr, 750 mkr, 800 mkr, 860
MKr, 900 Mkr, 960 mkr, 1000 mkr, 1100 mkr, 1200 mxkr, 1250 mkr, 1300 mkr, 1400 mxr, 1500

MkT, 1600 mkr u 1800 Mkr.

B HexkoTOpBIX BapuaHTax peaau3alud TPAHCMYKO3aJbHbIE YCTPOMCTBA Uil IOCTABKU
JIEKapCTB MO HACTOSIIEMY H300pEeTEeHHIO ConmepskaT Hu3KHe a03bl OympeHopduHa. CornacHo
OJHOMY BapHaHTy peaiu3aluy HHU3Kas no3a OympeHopduHA, COAepKallasicss B YCTPOWUCTBAX,
ompenensercsi kKak no3a or npumepHo 100 mxr mo mpumepro 900 mkr OympeHopduna. B
HEKOTOPBIX BapUaHTAX peajlu3allud HU3Kas J03a OympeHopduHa, comepkaiierocs B
MYKOAJIre3UBHOM YCTPOWCTBE HACTOsALIero m3odpereHus:, coctaiser 100 mkr, 110 mkr, 120
MK, 140 mxr, 150 mkr, 160 mkr, 175 mkr, 180 mkr, 200 mxkr, 225 mxkr, 240 mkr, 250 Mkr, 275
MKr, 300 mxr, 310 mkr, 325 mkr, 350 mkr, 360 Mkr, 375 Mkr, 400 mxkr, 430 mkr, 450 Mmkr, 480
MKT, 500 mkr, 550 mxkr, 600 mkr, 625 mkr, 650 mkr, 700 mkr, 750 mkr, 800 mkr, 900 mkr, 1000
MkT, 1200 mxkr, 1250 mkr, 1300 mkr, 1400 mxr, 1500 mkr, 1600 Mxr u 1800 MKr.

Tpancmyxosanvrnoe ycmpoiicmeo 0/ 00CHABKU (PapmayesmuUUecKuUx cpeocms

[TonyyeHne TPaHCMYKO3QJIbHBIX YCTPOWCTB U AOCTaBKH (PapMalleBTUUECKUX CPEICTB
OMUCAHO paHee, Hampumep, B 3asBke Ha mateHT CIIIA Ne 08/734519, momanHoU 18 OKTSOps
1996 rona, B Hacrositee Bpems: matente CIITA Ne 5800832, BbimanHoMm 1 centsiopst 1998 rona;
3asBke Ha mateHT CLIIA Ne 09/144827, nogannoii 1 centsiops 1998 ronma, B HacTosIee BpeMs
nmatenre CIIIA Ne 6159498, BeimanHoM 12 nmekadpsi 2000 ronma; 3aseke Ha mateHT CIITA Ne
11/069089, momanHo#i 1 mapra 2005 ropma, B Hacrosimee Bpemsi matente CIIIA Ne 7579019,
BbITaHHOM 25 aBrycta 2009 roxa; 3asiBke Ha mateHT CIIIA Ne 11/639408, nonanuoit 13 nexkabps
2006 roma, omyOnukoBanHOH kak US 2007/0148097; 3asBke Ha mateHT CIIIA No 11/817915,
nogaHHou 6 ceHtsiopst 2007 roma, omybnukoBanHOM kak US 2010/0015183; 3asiBke Ha mMaTeHT

CIITA Ne 13/834306, nomganHoii 15 uronst 2011 ronma, B Hacrosimee Bpemsi marenre CIIIA Ne
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8147866, BeimanHoM 3 ampersi 2012 rona; 3asiBke Ha nateHT CIIIA Ne 13/590094, mogannoii 20
asrycta 2012 rona; 3asBke Ha mateHT CIIIA No 12/537571, momanHoii 7 aBrycra 2009 rona,
omybnmukoBanHOM kak US 2011/0033541; u 3asBke Ha mateHT CIIIA Ne 12/537580, moganHow 7
asrycra 2009 roga, onyonmkoBanHOH kak US 2011/0033542, conpep:kaHue KOTOPBIX IOJHOCTBIO

BKJIFOUC€HO B HACTOALYIO 3a4BKY MNOCPEACTBOM CCBLIKH.

. Myxkoaozesusnuiil cioil

B HeKOTOpPBIX BapHaHTax peaau3aluy yCTPOHCTBA HACTOAIIErO H300PETEHUS IPUIIUIIAIOT
K CIM3MCTONW TOBEPXHOCTH CyOBEKTa B TE€YEHHE NPUMEPHO 5 CEKyHA Iociie HaHeceHus. B
HEKOTOPBIX BapHaHTaX peaJu3aldd yCTPOWCTBA HACTOSINEr0 M300peTeHHsl CoaeprkaT
ONMUOUAHBIA AroHUCT. B HEKOTOPBIX BapuaHTaX pealu3aldUd yCTPONCTBA HACTOALIETO
n300peTeHust coaep:kaT OuopasiaraeMblil WJIM BOAOpA3jaraeMblii MYyKOAIT€3UBHBIM CIIOH, a
ONMUOUJHBI ArOHUCT CONIEPXKUTCA B YKa3aHHOM MyKoaAre3uBHOM cioe. COriacHO OIHOMY
BApUAHTy peaju3allii OMUOUIHBIH aroHHCT MpeacraBinsier coboi Oympenopdun. Jlosa
OynpeHopduna, KOTOpass MOXeT ObITb BBENEHA B YCTPOHCTBO HACTOSINEro H300peTeHus,
3aBUCHUT OT 33JaHHOH JieueOHOH MO03BI, MOUIeXkKAIleld BBENEHHIO, U MOXKET BapbUPOBATHCS OT
npumepHo 20 Mkr no npumepHo 20 mr, unu ot npumepHo 120 mkr go nmpumepHo 2000 Mkr

OynpenopduHa.

ii. Sawgummnntii cioi

B HekoTOpRIX BapuaHTax peanu3alud YCTPONHCTBO JOMOJHHUTENBHO CONEPKUT 10
MeHbIlIeH Mepe OIHY [OMOJHHUTENbHYI0 HEaAre3uBHYI0 IMIOJIMMEPHYIO Cpeny, Halpumep,
3aI0UTHBIA  CIOM. ODTOT CIOM pacmoiokeH psaoM ¢ MyKOaAre3UBHOW IMOJMMEpPHOM
i dy3noHHON cpenoll, HampuMep, 3aALIUTHBIA CJIOH NEHUCTBYET ISl OOJIErdeHHs] TOCTABKU
OMUOUJHOTO AaroHUCTa, TAaKOro Kak OymnpeHOppUH, B CIU3UCTYHO O0OJOYKy. OTOT
JOTIOTHUTETBHBIN CJIOH MOKET COCTOSITh M3 TAKOW K€ WU APYroll KOMOMHAIIMY MOJIUMEPOB, YTO
U MyKoanareswBHas monuMmepHas aud@y3uoHHas cpena WM HEAAre3WBHAs MOJMMEpHas

mddysnonnas cpena.

B HekOTOpBIX BapuaHTaX pealu3aldy 3alUUTHBIA CJIOW COAEPKUT JOMOJHUTEIBbHOE
JIEKapCTBEHHOE CPEACTBO, TAKOE€ KaK OIMUOUAHBIH AHTATOHUCT, YTOOBI TMPEISITCTBOBATH
HETIPaBHJIbHOMY HCIIOJIb30BAHHMIO YCTPOHCTBA HACTOSIIIEro M300peTeHHs. B HEKOTOphIX
BAPUAHTAX pEAIN3all ONUOWUAHBIA AHTATOHHCT TPENCTaBsieT coboil HajmokcoH. Jlo3a
HAJIOKCOHA, KOTOpasi MOXKET OBbIThb BBENEHA B 3aIUTHBIN CIOHW YCTPOMCTBAa HACTOSILIETrO

U300peTeHNs, MOXKET BapbHUPOBATHCA OT MPUMEPHO 2,5 MKI IO MPUMEPHO 5 MI HaJIOKCOHa. B
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HEKOTOPBIX BAapUAHTAX pPEaJM3aLUM KOJNUYECTBO OympeHOppHHAa M KOJIMYECTBO HAJOKCOHA,
PACIIONIOKEHHBIX B YCTPOWCTBE, HAXOISITCS B BBIOPAHHOM COOTHOIIEHUH, TaK YTOObI 3(ddexr
OynpeHoppUHA HUBEIUPOBAJICS HAJIIOKCOHOM, €CIH CMECh MHBELUPYETCS] WM BIBIXAETCS dYepes3
HOC. B HEKOTOpBIX BapHaHTax peanu3alld KOJIWYECTBO OynpeHopHUHA M KOJHYECTBO

HAJIOKCOHA, COMIEPIKAIUXCS B YCTPOICTBE, HAXOASATCS B COOTHOIIEHUH 4:1 Bec./Bec.
NWINIOCTPATHUBHBIE ITPUMEPBLI U3OBPETEHUWA

Hacrosimmee nzo0perenue Oyner Oojee MOHATHO CO cienyromumu npumepamu. OnHAKO
criecquajaucrtaM B I[aHHOfI O6J'IaCTI/I IMOHATHO, 9TO KOHKPETHBIE SKCICPUMCHTAJIbHBIC
HOI[pO6HOCTI/I SIBJIAKOTCS JIUIIb WJUIFOCTPATUBHBIMHU KW HE MPEAHA3HAYCHDbI JIsI OrpaHUYCHUSA
HACTOSIIEr0 HM300peTeHus, OMHCAHHOTO B HACTOSINEM JOKYMEHTE, KOTOpOE OIpeaessieTcs

(bopmyJioit u300peTeHus, clenyoLel 3a HUM.
IIpumep 1. Ionyuenune ycTpoiicTB HACTOSILET0 H300peTEeHUSI

TpaHcMyKO3a/IbHBIE YCTPOMCTBA BBIIOJHSIOT B (hOpME ANCKA, MPSMOYTOJIBHOH (OPMBI
CO CKPYIJICHHBIMH YIJIAMH, XXEJITOTO L[BETa C OJHOHN Miu ¢ o0enx CTOpoH Iueku. bynpenopdun
COIEPIKHUTCS B MYKOAIT'€3UBHOM CJIO€, U 3Ta CTOPOHA JOJDKHA KOHTAKTUPOBATh C OYKKaJbHOMH
CNU3UCTON 000JIOUKOM (C BHYTPEeHHEH CTOpPOHBI Ineku). JIekapCTBO MOCTAaBIISIETCS Yepes
CTM3UCTYIO O0OJIOUKY 1O Mepe pas3pylleHusi TUCKa BO PTy. Heaare3wBHbIN, 3alUTHBIA CJIOU
KOHTPOJIMPYET CKOPOCTh PAa3PYLISHHUs OUCKA W MHHUMHU3UPYET KOJIMYECTBO OympeHopduHa,
PACTBOPEHHOIO B CJIFOHE U B KOHEUYHOM WTOTE MPOTJIOYEHHOTO, YTO MPENCTABIAET COOOH MyTh
s Oonee cnaboii abcopOumu 3a CYeT MPEeCHCTEMHOro Merabonu3ma. MyKoaare3uBHBIN
noJuMepHbIH 1U((HY3HOHHBIN CIIOH U 3aIUTHBIN CJIOH CBsI3aHbI BMECTE M HE PACCIaMBAIOTCS BO

BPEM HUJIN MOCJIE IPUMECHEHUSA.

MyKOaAre3uBHBIA CIIOW ISl TPAHCMYKO3aJbHBIX YCTPOMCTB HACTOSLIETO U300pETEeHus,
coZiep KAl 3alaHHYK 103y OynpeHopdHHA, MONYYaroT CMENIMBAHHWEM OYHINEHHOH BOIBI,
NpONUIEHIITUKOIA (ipuMepHO 4,6% OT BCeil KOMITO3UINY, B IIEpecUeTe Ha CyXOil Bec), OeH3oara
Hatpust (mpumepHo 0,5% OT Bcel KOMIIO3WLIUH, B TepecueTe Ha CyXOH Bec), MeTHimapadeHa
(mpumepro 0,9% oOT Bcell KOMIIO3WLIMH, B Tepecdyere Ha CyXoW Bec), mpomminapadeHa
(mpumepHO 0,2% OT Bcell KOMMO3MLMHU, B TNEpecdyeTe Ha Cyxod Bec), BUTamMuHa E amerara
(mpumepHO 0,06: OT BCell KOMIIO3WIMH, B TepecueTe Ha CYXOH BeC), JHUMOHHOH KHCJIOTHI
(mpumepHO 0,5% OT BCell KOMIIO3UIIMH, B MEpecueTe Ha CYXOH BeC), JKENTOrO OKCHIA Kele3a
(mpumepHO 0,5% OT BCell KOMITO3ULIMH, B MEpecyeTe Ha CYXOil Bec), OMHOOCHOBHOTrO (pocdara

Hatpust (mpumepHo 3,4% OT BCell KOMIO3WIMM, B IepecueTe Ha cyxoi Bec). [IpencraBneHHbIe
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BBILIIE MHIPEAMEHTHl J00ABISIOT B CMECHUTENb MocjenoBarenbHO. llocnme pacTBOpeHus
komnoneHToB nodapisitor Oynpenopdur HCl (nmpumepro 1,3% OT Bceli KOMIIO3WIHH, B
nepecueTe Ha CyxOH Bec) U HarpeBaroT eMkocTh a0 120 °F - 130 °F (48,9 °C - 54,4 °C). Ilocne
pPacTBOPEHHsT B €MKOCTb JO0OABISIFOT TOJIMMEPHYID CMeCh (THAPOKCHIPONUIILEIUIIOI03a
(mpumepHO 6,8% OT BCell KOMITO3UIMH, B NEpecyere Ha CyXOH Bec), TUAPOKCHATHIILICIUTIOI03a
(mpumepno 20,3% OT BCelt KOMIO3HUIKH, B TIEpecUeTe Ha CYXOU BecC), moukapoodu (mpumMepHo
6,3% OT BCel KOMIIO3UIINH, B IIepecueTe Ha CyXOl BeC) U KapOOKCUMETHIILEIUTI0I03a (TIPUMEPHO
54,3% oT Bcell KOMIO3UWIMH, B TepecdyeTe Ha CyXOH BeC)) M IMEePEMEIIHBAIOT JO MOJIHOTO
TUCTIEPTUPOBAHUA. 3aTeM HarpeBaHUE CMECUTENs MpekpaiarT. B kauecTBe nocneaHei craguu
nobaBneHust JOOABISIOT TPEXOCHOBHOM (ocdaT HATPUsI U TMAPOKCU HATPHsS, YTOOBI JOBECTH
pH cmecu no 3amanHoro 3HadeHus. (CMech NEepEMELIMBAIOT IO BaKyyMOM B TeUeHHE
HECKOJIbKMX 4acoB. Kaxayr TMONyuYeHHY0 CMeCh XpaHAT B TIE€PMETHUYHOH €MKOCTH M0

NPUMEHCHUSA Ha CTaAU HAHECCHUA MMOKPBITUA.

3amuTHBIN CJIOH MONY4aroT N0OABIEHHEM B CMECHTENIb OUUINEHHOH BOABI C MOCIEAYIOIIUM
HIOCJIeIOBaTeNbHBIM 10o0aBIeHneM OeHzoara Hatpus (mpumepHo 0,5% OT Bcel KOMIIO3ULNY, B
nepecueTe Ha Cyxoi Bec), Metmianapabena (mpumepro 0,4% OT BCell KOMIIO3ULIMH, B Mepecyere
Ha CyxoH Bec), mpomnwinapadena (npumepHo 0,1% OT Bceil KOMIO3ULMH, B TIepecueTe Ha CyXOH
BEC), JIUMOHHOM KHCIOTHI (puMepHO 0,5% OT BCeil KOMIO3ULIMHU, B TMepecyeTe Ha CyXOH BeC),
ButamuHa E anerata (mpumepHo 0,05% OT Bcell KOMIO3MIMH, B TepecUeTe Ha CyXOH BEC),
caxapuHa Hatpus (mpumepHo 0,5% OT Bcel KOMITO3ULMH, B MEpecueTe Ha CyXOW Bec). 3arem
OO0aBISAIOT CMeCh TMOJMMEPOB THAPOKCHIIPONMMILEIUTIONO3bI  (mpuMepHo 63% oT  Bcei
KOMIIO3HUIINH, B MMEPECUETe Ha CYXOW BEC) U THAPOKCUATHIILEIUTIONIO03BI (MpuMepHo 32% oT Beel
KOMITO3UIUH, B TIEPECUYETe HA CYXOH BEC) U MEPEMEIINBAIOT IPU TEMIIEpaType OT mpumepHo 120
°F mo 130 °F (48,9 °C - 54,4 °C) no paBHOMepHOro nucreprupoanus. [Tocine oxnakneHus 10
KOMHATHOW TEMIIEPaTypbl B €MKOCTb 3aTeéM AO00aBJISIOT ITUOKCHI TUTaHa (mpumepHo 2,5% ot
BCE KOMITO3UIMH, B TepecueTe Ha CyXOoW Bec) W MsATHoe macio (mpumepHo 0,8% ot Bcei
KOMITO3UIIMH, B TIepecueTe Ha CyXOH Bec) W mepeMemuBaroT. [1oNyueHHYyI0 CMeCh XpaHST B

FepMeTPI‘{HOfI €MKOCTH A0 €€ TOTOBHOCTU K NPUMEHCHHIO Ha CTAAUHU HAHCCCHUS IMOKPBITHUA.

Crou nocnenoBaTelbHO HAHOCST MOJIMBOM Ha MOJMA(PUPHYIO MPOKJIAIKY MPOU3BOACTBA
St. Gobain. CHavana HAaHOCST IOJMBOM 3aIUTHBIN CIOW C MOMOINBI CHOCOOa HAHECEHHS
NOKPBITHST HAa CTaHKe IabepHOro Tuma. 3aTeM 3aIUTHBINA CIOH OTBEPXKIAIOT B HENMPEPBIBHOU
nevyu npu temneparype ot npumepHo 65 °C go 95 °C u BeicymuaroT. [locne nByx uepenoBanuii

HAHECCHHS TMOKPBITUA U BBICYHIMBAHUSA NTOJTYYAOT 3aL[[I/I'THbIﬁ CJIOU TO.]'IH_II/IHOI\/'I HpI/I6J'II/ISI/ITeJ'II:>HO
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8 mmt (203-213 mMukpoMeTpoB). 3aTeM Ha 3AIMUTHBIN CIIOH HAHOCST MOJHMBOM MYKOAAT€3HUBHYIO
NOJMMEpHYI0 1H((Y3HOHHYIO Cpeny, OTBEPIKAAIOT B MEYH MPU TEMIEpaType OT MPUMEPHO 65
°C nmo 95 °C u BpICYIIMBAIOT. 3aTEM 3TH YCTPOMCTBA BBICEKAIOT ITAMIIOM IO CTIOCO0Y HACEUKH U

CHHMAIOT C JINThEBOH MOBEPXHOCTH.

Hpumep 2. [lnaneéo-KOHTPOIHPYEMOe ABOHHOE CJIenoe HCCaAeI0BAHNE ISl OLeHKH
3¢ dexTuBHOCTH OynpeHoppuHa BEMA y cy0beKkTOB ¢ XpOHHYECKOH 00JIbI0 B HHKHEH

YACTH COHMHBI OT YMEPEHHOH 10 CHJILHOU CTeNEeHHU

Brmonaunu 12-nenenbHOE, 1a11e00-KOHTPOTHPYEMOE, JBOMHOE CIIETIOE,
PaHAOMHU3UPOBAHHOE MCCIIEOBAHUE C OTMEHOH mpemapara IUIsl OLEHKH 3((eKTHUBHOCTH H
OezonmacHocTu OyrnpeHopdUHA, MOCTABISIEMOrO /Ba pa3a B CYTKHU 4epe3 TPAHCMYKO3aJbHOE
YCTPOMCTBO Uil OCTABKH JIEKAPCTB C YCHJIEHHBIM mnoryomenueMm (OynpeHoppun BEMA) y
CyOBEKTOB ¢ XPOHUYECKOH OOJIBbIO B HU)KHEH YaCTH CIIMHBI OT YMEPEHHOW 10 CHIIbHOM CTENEeHH.
O10 wucchaenoBaHue ObUIO TakXKe MPEAHA3HAUEHO JUIA OINpENeNieHHs Juara3OHa /103
oynpenoppura BEMA, 3¢ dekTUBHBIX [UIst IeUeHHs] XpPOHHUECKON OOJIM B HUKHEW YaCTH CITUHbBI

OT YMEPEHHOM 10 CUJIbHOU CTENECHH.

i Jluszaiin uccreoosanis

HccnenoBanue cOCTOSIIO M3 OTKPHITOrO MEPHOAA TUTPALIH A03bI, MPOJODKAIOIIETOCS 10
4 Henmenb, C TOCJNEAYIOIIMM PAHIOMH3HPOBAHHBIM, JBOWHBIM  CllemblM, Iuianedo-
KOHTPOJIMPYEMbIM TIepruooM JjiedeHus: B 12 Henenb. CyObekThl MPOAOIIKAIN TEKyIIee JICYCHNE
Oonu BO BpeMs MepBOHAYAJIBHOTO nepuona otoopa (¢ -14 mo -1 nenw) u no 12-24 yacos o 0/1
IOHS OTKpPBITOro mnepuopa TUTpauuu a03bl. OIEHKH Tmepea  HCIOJb30BAHHEM Ipernapara
BBIMOJHWIN Ha O IEHb OTKPBITOTO MEPHOIA TUTPALMH, & TIEPBYIO 103y HCCIIETYEMOTO JIEKapCTBa

MPUHAIIN Ha 1 ACHBb OTKPBITOI'O NE€puoaa TUTpaLnu.

Bo Bpemst oTkpeITOro mepuoaa TUTpauuu cyObekTam BBOmMIN Oympenoppun BEMA
NpUOIU3UTENBHO KaXkIple 12 4acoB, a KOPPEKLUIO TO3bI BBIMIOJIHSUIA C MHTEPBAJIAMH B TEUCHUE
nepuoga 10 4 Hemenb O ONpeAeNeHHs CTa0WIN3UPOBAHHOH NO3BI (TO €CTh JO3bI, KOTOpas
obecrieunBaeT 3HAUUTEIbHOE oOOJjerdeHue OOMM U SBISIETCS XOPOIIO IMEPEHOCHUMON).
ITocnenoBarenpHOCTE TUTpanmu OynpeHoppuHa BEMA mpencrasneHa Hiwke B Tabmuue 4.
CyOBexTsl, Uil KOTOPBIX HE ObLIO BO3MOXHOCTH OINPENENUTh CTAOMIM3UPOBAHHYIO 103y, ObUTH

HUCKJIFOUYCHBI U3 UCCJICIOBAHMA.
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Tabanua 4. Cxema Turpanuu 0ynpenoppuna BEMA

Jlau uccaenoanus | IlocienoBaTe/bHOCTh THTPALMH - HU3KAS
no3a 6ynpenoppuna BEMA (Q12 yacos)
1 A
7 (£3 nHs) 2xA
14 (£3 gas) 3xA
21 (£3 gus) 4xA

CyOmBexTrl, ans KOTOpBIX Obuia ompeneieHa CTaOMIM3HPOBAHHAS 1032 U KOTOpbIE
MPUHUMAJH 3Ty O3y MO MeHbIIer Mepe 12 pa3 B TeueHHe NOCAEAHUX 7 JHEH, IPUHIA y4acTHe
B 12-HenmenbHOM, IBOHHOM CJIETIOM MEPUOJE JIEYCHHs, B KOTOPOM IIOJIOBHHA CyOBEKTOB
npunumaia BEMA mmanebo, a mojoBuHa mponospkuia mnpuem OynpeHoppuHna BEMA B
CTa0MIN3UPOBAHHOMN 103€. YYacTue KakKaoro CyObeKkTa BO BCeM HCCIeIOBAHUH MPOIOJIXKAIOCH B
TeueHne 19 Henmenb. Cxemarnueckoe H300pa’keHHE NU3aiiHAa MCCIEAOBAHMS MPENCTABICHO HA

Qurype 1.

ii. I pynna cy6wexmos, npunseuix yyacmiue 8 ucciedosanii

CyObexThl, KOTOpble ObLTH BBIOpaHBI Ui BKIKOYEHHUS B HCCIICNOBAHUS, OBLIH
cyOBeKTaMu, He NMOJTYyYaBIINMHI ONHOUI0B WJIM MPUHIMABIINMH OITMOM/bI, KK OMHUCAHO PaHEee B
nanHo# 3asiBke. CyObeKTbl, MPUHUMABIINE OIMUOMIbI, TMPEACTABISLIN COO0H CyOBEeKTOB,
npuHUMABIUX <60 Mr mepopajbHYI CYTOYHYK 103y MOp(QHHA WM 3KBUBAJIECHTHYIO
00e300IMBAOIIYI0 103y APYTrOro paspelIeHHOro ONMHOWAA B TedeHHe | Henenu WM JOJbIIE.
CyOBexThl, He TOJyYaBLINE OMHOWIOB, MPEICTABISUIM COOOW CYyOBEKTOB, HE MPUHHUMABIINX

OIMMONAOB B TCUCHUEC 1 HEOCJIU UIN JOJIbIIC.

B o0meit cinoskHOCTH B UCCIIEAOBAHUH NPUHSITN y4yacTue 334 cyObekTa, U3 KOTOphIX 332
cyObeKTa BOILIN B 4-HEAENbHBIH OTKPBITBIN Nepruo TUTpalwu 103bl. [Tockompky 97 cyObeKTOB
MPEeKPaTUIN JIeYeHHEe B TEUEHHE OTKPBITOro MepHoAa THTPALUH, B OOIIel clokHOCTH 235
CYOBEKTOB MPONOJIKUJIN JiedeHUe B 12-HeneTbHOM Mepuoe IBOWHOTO clienoro nedenust. M3 117
cyobekToB, monydaBmmx OymnpeHoppur BEMA, 28 mpekpatwnu nedenue, u 89 cyObekTOB
3aBepiimin uccienosanue. M3 118 cyOpexToB, monyuaBmux mianedo, 37 mpeKkpaTuin JIeYeHue,
u 81 cyOpekT 3aBepmmn uccienoBaHue. PacripeneneHne y4aCTHHKOB B XOZI€ KIMHHYECKOTO
UCCJIEIOBAHMs NPEACTABICHO HA Purype 2, a XapakTepUCTUKU TPYIIbI, NPUHSIBIIEH y4acTHE B

5TOM HCCIIeIOBAaHNY, TIPECTaBJIEHbI HIDKe B Tabmuie 5:
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Tabanua S. XapakTepuCTHKH HCNIBITYEMOM IpynnbI

OtkpoiTas JABolHOE caemnoe JABoHHOE
THTPALHS JieyeHue ciemnoe
JieyeHHe
BEMA BEMA ITnaue6o
OynpeHoppuH OynpeHoppuH
KonudecTBo CyOBEKTOB 332 117 118
Cpennmii Bo3pacr (jier) 51 51 51
Kenmunel, n (%) 55,5 53 56
He nonyuasiue 62,7 62,4 69,5
ormounos (%)
CpenHsist MHHTEHCUBHOCTD 7
601 pu oTbope
CpenHsist UHTEHCUBHOCTh HJT 3,23 3,26
001 B UCXOHOM
COCTOSIHUH

iii. Obesbonusaiowas s¢hdexmusnocms 6ynpenopduna BEMA

O06e300nuBaromy0 3G PEeKTHBHOCTD OLIEHUBAIH €KEIHEBHO MO CyOBEKTUBHBIM OLIEHKAM

CpeaHell MHTEHCHBHOCTHU Oonu cyOBekTa 3a mocienHue 24 yaca no mkaie ot 0 go 10, rme O

npeacTasisieT coOol  OoTcyTcTBHE  OOJH,

BOOOpazumyto 607b (11-0amabHasi koaudecTBeHHas mkana oueHku, NRS). CpenHee usmeHnenue
€KETHEBHON MHTEHCUBHOCTU OOJM OT 3Ha4YeHusi B ucxomnHoM cocrosiausi (CBL) no mocnennero
BU3UTA B TEUEHHE JBOWHOIO CIIETOro NMepHO/a JICYSHUs MPEACTaBIeHO Hike B Tabmumax 6-12.
B Tabaumuax 6-8 mpencTtaBieHbl NOaHHbIE CPEOHEr0 HW3MEHEHMs Uil PA3JIMYHBIX TPYIII

cyobektoB, a B Tabmumax 9-12 mpencraBieHbl JAaHHBIE CPEAHETO W3MEHEHUs Ui TPYIIT

10 mpencraBnisieT coOOW CaMyl0 CHIIBHYIO

CyOBEKTOB, KOTOPBIM BBOJMIIM Pa3HbIe 103kl OynpeHopduHa.
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Tabanua 6. CpeaHsisi e’keJHeBHAsi HHTEHCHBHOCTD 00J1H - Bce Cy0ObeKThI

IMapameTtp BEMA ILnauedo
OynpeHoppuH
KonnuectBo cyObekToB 117 118

IlepBuuHbIil aHANUS,
cpenHee (CTaHAAPTHOE
OTKJIOHEHHE)
HcxonHoe 3HaueHne 3,23 (1,19) 3,26 (1,22)

KoHeuHoe 3,59 (1,91) 3,77 (2,22)

Pa3znuna no merony 0,35 0,51
HAMMEHBIINX KBAJIPaTOB
CpaBHeHUe JiedeHus 1o -0,16
MU3MEHEHUIO OT UCXOJIHOTO
3Hauenus (CBL)
bera-Oynpenopdun (CBL
BB) munyc mnane6o
p-3HaUYeHUE 0,53

Taoauna 7. Cpeansisi e’keAHeBHASI HHTEHCHBHOCTb 001 - Cy0beKThI, IPUHHMABIIHE
ONHOU/BI

MapameTtp BEMA 6ynpenop¢un Ilnanedo

Konuuectso 44 36
CyOBEKTOB
IlepBuuHbIli aHANU3,
cpenHee (CTaHAAPTHOE
OTKJIOHEHHE)
HcxonHoe 3HaueHue 3,50 (1,14) 3,43 (0,87)

KoHeuHoe 4,05 (2,04) 4,86 (2,03)

Pa3nuua no merony 0,57 1,41
HAUMEHbBIINX
KBAJIPaTOB
CpaBHeHue neyeHus -0,84
CBL

BB munyc miane6o
p-3Ha4YCHHE 0,067
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Tabanua 8. Cpeansisi e’keJHeBHASI HHTEHCUBHOCTD 001 - CYOBbeKTbI, He NoJIy4yaBiine
ONHOHNAOB

MMapamerp BEMA 6ynpenop¢un ILnanedo

Konunuectso 73 82
CyOBEKTOB
IlepBuuHbIl aHANUS,
cpenHee (CTaHAapTHOE
OTKJIOHEHHE)
HcxonHoe 3HaueHue 3,07 (1,20) 3,19 (1,33)
Koneunoe 3,31 (1,78) 3,29 (2,1)
Pa3znuna no merony 0,21 0,13
HAaUMEHBIIUX
KBaJIPaTOB
CpaBHeHue neueHus 0,08
CBL

BB munyc mane6o
p-3HaueHHE 0,78

>

Kak nokaszano B Tabnuie 7, u3MeHEHHE OT MUCXOAHOIO 3HAYEHHSI B OLIEHKE €KEIHEBHOM
6omu nnsa OynpeHoppuHa BEMA no cpaBHeHHIO ¢ mianedo SBISETCS MOYTH CTATHCTUYECKU

3HAYUMbIM B I'PYIIIIC, HpI/IHI/IMaBH.Ieﬁ OIIUOUOBI.

Taéauua 9. CpenHsisi exkeJHeBHASI HHTEHCHUBHOCTD 00J1M Y Cy0beKTOB, NPOXOAHBIIUX

JiedeHHue CyTOYHOM 103011 A MKr OynpeHop(puHa

MMapameTtp Ho3za A IInauedo
OynpeHopdunHa
BEMA, MKr
N 28 33

IlepBuuHbIil aHANU3, CPENHEE
(cTaHOApTHOE OTKJIOHEHHE)

HcxonHoe 3HaueHue 2,79 (1,51) 3,12 (1,38)
Koneunoe 3,58 (1,79) 2,88 (2,18)
Pa3nunua no merony 0,72 -0,24
HAMMEHBIINX KBAJIPATOB

Cpasnenue neuenusi CBL 0,90

BB munyc miane6o
p-3Ha4YCHHE 0,085
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Tabanua 10. Cpeanss exeAHeBHASI HHTEHCHBHOCTD 00/1H Y Cy0beKTOB, IPOXOAUBIIHX

JieueHHe CyTOYHOI 10301 2XA MKr OynpeHoppuHa

ITapameTtp Ho3za 2xA ILnauedo

OynpeHop¢uHa

BEMA, Mkr

N 31 33
IlepBuuHbIil aHANIU3, CPEIHEE
(cTaHgApTHOE OTKJIOHEHHE)
HcxonHoe 3HaueHne 3,25 (1,13) 3,33 (1,12)
Koneunoe 3,23 (1,73) 4,04 (2,27)
Pa3znuna no merony -0,03 0,72
HAMMEHBIINX KBAJIPaTOB

Cpasnenue neuenus CBL -0,74
BB munyc mane6o
p-3HaueHHE 0,17

b

Taoauna 11. Cpeansisi exxeHeBHASI HHTEHCHBHOCTD 00JIH Y CYObEeKTOB, IPOXOJHBIIHX

JieueHHe CYTOUHOMH 1030i 3XA MKr OynpeHopduHa

IMapameTtp Ho3a 3xA Ilnaune6o

OynpeHopduna

BEMA, MKkr

N 22 31
IlepBuuHbIll aHANU3, CpeHEE
(cTaHOApTHOE OTKJIOHEHHE)
HcxonHoe 3HaueHue 3,43 (0,87) 3,48 (1,25)
Koneunoe 4,24 (2,48) 4.0 (2,23)
Pa3nuua no merony 0,79 0,53
HAMMEHBIIHUX KBAJIPATOB

Cpasuenue neuenusi CBL 0,26
BB munyc miane6o
p-3HaYCHHE 0,70

2
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Tabanua 12. Cpeanss exeAHeBHASI HHTEHCHBHOCTD 00/1H Y Cy0beKTOB, IPOXOAUBIIHX

JieueHHe CyTOYHOI 10301 4XA MKr OynpeHoppuHa

ITapameTtp Ho3za 4xA ILnauedo
OynpeHop¢uHa
BEMA, Mkr
N 36 21

IlepBuuHbIil aHANIU3, CPEIHEE
(cTaHgApTHOE OTKJIOHEHHE)
HcxonHoe 3HaueHne 3,45 (1,09) 3,04 (1,05)

KoHeuHoe 3,69 (1,75) 4,27 (1,92)

Pa3znuna no merony 0,29 1,13
HaUMEHbBIIUX KBAAPAaTOB
Cpasnenue neuenus CBL -0,84
BB munyc mane6o
p-3HaueHHE 0,11

H3obpakenHas Ha Purype 3 nuarpamMma MpencTaBisieT coOOi cpenHee M3MEHEHHE OT
UCXOIHOTO 3HAYEHHs AJIS1 €KeITHEBHOH MHTEHCHBHOCTH OOJM MJISi BCEX CYyOBEKTOB; IS BCEX
cyOBEKTOB MPUHUMABIINX 2XA MKT, 3XA MKr mwm 4xA Mkr OynpeHoppuna BEMA; nist Bcex
NPUHUMABIINX ONHOUIBI CYOBEKTOB, M JJIsI BCEX MNPHHUMABIIUX OMHOHMIBI CYyOBEKTOB,

NPUHUMABIINX 2XA MKT, 3XA MKT i 4xXA MKr Oynpenoppuna BEMA.

. Huyuoenmnocmo nobounvix s¢hchexmos

IMobounsie 3¢ dextsl (AE, anrn. adverse events) ObUTH OTMEUEHBI IJIs1 BCEX CYOBEKTOB B
nanHoM uccienosannu. AE ompenensuin kak r00oe HEXeNaTebHOE MEIULIMHCKOE SIBICHHE Y
nalnueHTa Wid CyObekTa, MPOXOASALIEro KIMHMYECKOE HCCIIEIOBaHNEe, KOTOPOMY BBOIMIIH
(papmaLieBTHYECKHI TPOAYKT, M KOTOPOE HEOOs3aTebHO MMEET MPUYMHHYK B3aMMOCBS3b C
5TUM JieueHueM. O01ee Kon4ecTBO NOOOYHBIX 3P PEKTOB, 3aMHCAHHOE IJIS IEPHOZIA OTKPBITOM

TUTPALIUH U TIEPHUOJA TBOMHOTO CJIETIOTO JICUEHUs, epedrcieHo Hike B Tabmmme 13.
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Tabauua 13. CymmapHbie nodouHble 3¢ ¢exThl, Bo3HUKIIHE B Xo¢e jJedeHnst (TEAE)

OtkpbiTas JABoHHOE ciemnoe
THTPaUHs JIeYeHHe
ITpo¢uns modouHOTrO BEMA BEMA ITnaue6o
s dexra oynpenopdun, | Oynperopdpun | n (%)
n (%) n (%)
Cybpexteic > 1 AE 219 (66) 73 (62) 68 (58)
Cybpextri c > 1 AE, 6 (5) 3(2)
MPUBEAIINUMH K
IPEPBIBAHHIO UCCIIEIOBAHUS
IIpepbiBanue U3-3a OTMEHBI
OTHOHJIOB
Cybmwektsi ¢ > 1 SAE 1 (1) 0
AE, otmeuenHble y > 5%
CyOBEKTOB
TomHoTa 108 (32) 11(9) 10 (8)
PBota 20 (6) 6 (5) 4 (3)
Konctunanus 36 (11) 7 (6) 3(2)
I'onoBokpy:xeHune 30(9) 4(3) 1(1)
I'onosHas 6onb 39 (12) 12 (10) 5(4)

HurencuBHocTh AE omuchIBaIM Kak cna6b1e, YMEPCHHBIE WM CUJIbHBIC, CJICAYIOIIUM

obpazom:

Cnabbie: AE, xoTopble ObLTHM BpeMEHHBIMH, HE TPEOOBAJHM CIIELUATBbHOTO JICUEHUS U He

MEIIAJU MOBCEIHEBHON EeSITEIbHOCTH CyOBbeKTa.

Ymepennbie: AE, KOTOpble AOCTaBJSIIOT HEOOJBINOE HEYOOOCTBO WM OECHOKOWCTBO
CY6”beKTy U MOI'yT M€UIaTb HOBCGHHGBHOﬁ ACATCJIIBHOCTH, HO O6bI‘-IHO O6JI€I“"IaI*OTC$I MPOCTbIMU

TEPANCBTUICCKUMHU MEPAMU.

Cunbabie: AE, KOTOpble MpEMSATCTBYIOT IOBCEIHEBHOW MAEATENIBHOCTH CyOBEKTa H

OOBIYHO TPeOYIOT CUCTEMHOM JIEKApPCTBEHHON TE€PAITUU HITH JPYTOro JICUSHHSL.

Huxe B Tabnuue 14 moka3aHO KOJMYECTBO U MPOLEHT CyObekToB, ucnbpitaBinx TEAE B
XOJIe OTKPBITOTO MEPHOAA THTPALMU, B KOTOPOM MpHUHsUK ydactue 330 cyOBEKTOB, MpH 3TOM
Bce TEAE xapakTepr30BaluCh ONMpEIeIeHHON WHTEHCHUBHOCTHIO 3(D(EKTOB M B3aMMOCBS3BIO C
uccrienyemMbim jiekapctsoM. Hinke B Tabnuiie 15 moka3aHbl aHAJIOTHYHBIE JaHHBIE JJISI TBOMHOTO
CJIETIOTO TepUOa JICUEeHUs] W TPYIbl JiedeHus OympeHoppuHOM, B KOTOpyro Bouutd 117
cyOBekTOB. MaKkCUMAaJIbHYI0 HHTEHCHBHOCTDh, OTMEUEHHYIO KOTIa-Iu00 Auist Kaxkaoro s¢dexra, a

TAKXKE B3aUMOCBA3b C JICKAPCTBOM IIPpU 3TOH MHTE€HCHUBHOCTH HCIIOJIb30BaJIH JUJIA KJ'IaCCI/I(I)I/IKaLII/II/I
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nobouHbIX 3¢¢ekToB. «CBsA3aHHASA C JIEKAPCTBOMY» KaTeropusi ykaszaHa kak «R» u Bkimrowaer
nobounble 3G (EKThl, KOTOpble, MO OIEHKE HCCIENOBATENs, «BO3MOXHO» WM «BEPOSITHO»

cBsA3aHbI ¢ JekapcTBoM. «He cBsizaHHas ¢ 1eKapCTBOM» KaTeropust ykasaHa Kak «NR».

Ta6anua 14. TEAE no unteHcuBHOCTH 3¢)(PpeKTOB ¥ B3aHUMOCBS3b C JICKAPCTBOM B TeUeHHe

OTKPLITOIO Nnepuoaa TUTpaluu.

HNuTencuBHocTh AE 1 B3aUMOCBSI3b € JIEKAPCTBOM
Hpodpuan Caabbie YmepeHHble CunbHbIe He yka3ano Hroro
AE
l; NnR R NR R NR R NnR R NnR

%) | (%) n(%) | n(%)| n(%) | n(%) | n(%) (%) n (%) (%)
Konnuect
BO 49 52 96
cyosexToB | (14,8 | (15,8 (169?1) (130?3) (3’1,26) (31’(())) 0 0 (3172’2) (29,1
c>1 ) ) )
TEAE
Koncruna | 23 4 5 1 3 0 0 0 31 5
1HsT (7,0) | (1,2) | (1,5) | (0,3) | (0,9) (9,4) | (1,5
TourHoTa 50 9 42 1 5 1 0 0 97 11

(152 | (2,7) | (12,7) | (0,3) | (1,5 | (0,3) (294) | 3,3)

)

PBora 3 6 7 0 2 1 0 0 12 7

09 | (18) | 2.1) 0.6) | (0.3) (.6 | 2.1
T'onosokp 13 3 10 1 3 0 0 0 26 4
yIKeHUe (3,9 10,9 | (3,0) | (0,3) | (0,9 (79 | (1,2)
T'onoBHast 15 9 8 3 3 1 0 0 26 13
60J1b 45127 | 24 | (09 | (0,9 | (0,3) (79 | (3,9
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Ta6auua 15. TEAE no untencuBHocTH 3¢ (peKTOB ¥ B3aHUMOCBS3b C JICKAPCTBOM B TeUeHHe

ABOMHOIO CJIEIIOr0 nepuoaa Je4€eHus.

HNutencuBHocTh AE U B3aUMOCBSI3b € JIEKAPCTBOM
Hpodpuan Caabbie YmepeHHbie CunbHbIe He yka3zano Hroro
AE
l; NnR R NR R NR R NnR R NnR
0, () () (V) (V) (1)
%) | (%) n(%) | n(%)| n(%) | n(%) | n(%) (%) n (%) (%)
Konnuect
BO 24 52
9 11 23 1 5 21
e L |G eon o | 09 | @y | P | 0 | ary |4
TEAE
Koncruna 3 0 4 0 0 0 0 0 7 0
st (2,6) (G.4) (6,0)
TomHoTa 5 3 3 0 0 0 0 0 8 3
(4.3) | (2,6) | (2.6) (6.8) | (2,9
PBora 0 2 2 1 1 0 0 0 3 3
A1 A7 | 09 | 0.9 (2,6) | (2,9
I'onosoxp 1 0 2 0 1 0 0 0 4 0
Yy KeHUE (0,9) (1,7) (0,9) (3,4
I'onosHas 1 7 2 1 0 1 0 0 3 9
oub 0,9 [ 0,0) | (1L7) | (0,9 0,9) 2.0 |77

[Ipumep 3. ®apmakoknHeTH4eckue npoduiau aias dGynpenoppuna BEMA

dapMakOKMHETHUECKHE TTapaMeTpbl st 103 Oynpenophuna BEMA, ucnonb3yeMbIx npu
JEYEHUH XPOHUYECKOW OO0JIM, OmpeneNwii B OTAECIbHOM HCCIEIOBAHHH MHOTOKPATHBIX
Hapacrarouux 103. bynpenoppua BEMA, conepskan no3el OynpeHoppuHa 2XA MKT U 4XA MKT.
Kaxxayro mo3y BBOAWJIM ABa pa3a B CYTKH B TEUEHHE 3 JHEH C CepuilHbIM cOOpoM o0pasLoB

kpoBu. HekoTopsle papmMakoKHHETHYECKHE TTapaMeTphl MPeCcTaBIeHbl Hibke B Tabmure 16.
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Tadauua 16. HexoTopbie ¢papMakoKHHeTHYECKHE NapaMeTpbl 451 0YKKAJIbHbBIX NJIEHOK

oynpenoppuna BEMA, conepxamux 1XxA MKr, 2XA MKT, 3XA MKT H 4XA MKT

OynpeHopguHa

dapMaKkoKHHeTHYECKHe MapaMeTpsbl (cpeaHue 1xA 2xA 3xA 4xA
3HAYeHHsl) MKT MKT MKT MKT
Tmax (1) 2,90 2,61 2,00 2,20
Cmax (Hr/ma1) 0,0766 | 0,156 0,216 0,364
Chmin (Hr/m1) 0,0157 | 0,0371 | 0,0558 | 0,0862
Cavg (Hr/m1) 0,0409 | 0,0805 | 0,113 0,195
AUCo-+ (4*Hr/mJ1) 0,4903 | 0,9658 | 1,358 2,343
AUCiast (4*Hr/mur) 0,4085] 0,7902 | 1,111 5,033

Tmax OTHOCHTCA K BPEMEHH IS AOCTIDKCHHA PABHOBCCHOM KOHICHTPAUUH Cmax OYTIIPEeHOP(PHHA B ILIA3ME.

Cinax OTHOCHTCA K MAKCHMAJIBHOW KOHLICHTPAIIMH B IJIA3ME IIPH PABHOBCCHH.

Cinin OTHOCUTCA K MUHHMAJIBHOH KOHIICHTPALWY B IJIa3ME PU PABHOBECHH.

Cavg OTHOCHTCA K CpEIHEH KOHIICHTPALMY B IIA3ME IIPH PABHOBECHH.

AUCy.; OTHOCHUTCA K IUTOINAIH IO KPUBOH 3aBHCHMOCTH KOHICHTPALMH B IIA3ME OT BPEMCHH, HAUHHASA C HYJICBOTO
BPEMCHH H J0 OIPEACICHHOTO HHTEPBAIa 103

AU Clast OTHOCHTCS K TUIOLIATH O KPHBOH 3aBHCHMOCTH KOHIICHTPALUH OT BPEMCHH, HAYHHAS C HY JICBOTO
BPEMEHH JI0 BPEMEHHU MOCJICTHECH KOJHUCCTBCHHO OTPESACTHMON KOHIICHTPALIHUH.




K zasBke Ne 201992762

®OPMYVYJIA U3OBPETEHUA
(nyis paccmoTpenmusi)

Crioco0 nedyeHust XPOHUYECKOH OOJTH, BKITFOYAFOIIIHIA:
BBelIEHHE CYOBEeKTy, HYKOAIIIEeMyCsi B 3TOM, MYKOAAre3MBHOrO OHOpasiaraeMoro
YCTPOWCTBA AJIsl AOCTABKU JIEKAPCTB, IPHUEM
YKa3aHHOE YCTPOWCTBO BBOMST JBA pa3a B CYTKH, IPU ITOM YKa3aHHOE YCTPOWCTBO
comepxuT oT npuMepHo 100 mMxr no npumepno 0,9 mr OynpeHopduHa; u
YKa3aHHOE YCTPOMCTBO obecrneynBaeT pPaBHOBECHYKO KOHHEHTPAUHIO  Ciax
Oynpenop¢una B asme B auanazone ot npumepno 0,1 mo mpumepno 1,2 Hr/mi ¢

obecreueHneM JIeYeHusI CyObeKTa OT XPOHHUECKOM OOJIH.
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CxemaTuvyeckvm amM3aviH KNMHNYECKOro nccneaoBaHus

CKpPVUHMUHI

*CLBP

*<60 Mr MOprHa/CyTKM nepoparbHO
*OueHka nHreHcmBHocTM 6onu (Pl) 25 nnaue6o

N\

4-HeaenbHLIN, OTKPLITLIN OueHka Pl <4 PaHoomMu3npoBaHHbIN,
A2 Am;p:o:l;mp.auuu ABOWHON crnenow
, 2XA, 3XA, 4xXA MKT; aBa)<abl B Mepuoa neuexms 84 neHb
CYTKM OkoH4aHue
/ \ uccnenoBaHus
OueHka PI >4 He nepeHocuTcs -
\ / bynpeHopduH BEMA
npepbiBaHNe

durypa 1



Pacnpe,qeneHMe Y4aCTHUKOB KITIMHN4YEeCKOIro nccrienoBaHus

213

TUTpauusa (n=334)

bes neveHuna 2

MpepbiBaHMe BMeLwLaTebCTBa (n= 97)
HebnaronpusitHole sBNeHUs
HepocraTouHas adppeKkTMBHOCTL
HecobnioaeHne pexuma
OTtcyTtcTBMe nocneayiowero HabnogeHus

Apyroe

37
30
10

14

y

paHaoMusnpoBaHHbIe (n=235)

BynpeHopcmH BEMA (n=117)

v

y

nnaue6o (n=118)

v

MpepbiBaHUe BMelLaTeNnbCTBA (n= 28)
Hepoctatok achpeKkTUBHOCTHU
Mo6o4Hble apdekTbl
Oto3BaHHOE cornacue
HecobnioaeHne pexuma
OTtcyTtcTBME NocneaywoLwero HabnwogeHns

NMpepbiBaHMe BMellaTenbcTBa {(n=37)
Mo6ouHble adpdeKTbI

HepocTtaTo4Has a¢peKkTMBHOCTb
OTo3BaHHOe cornacue

HecobnioaeHve pexuma

OTtcyTcTBMe nocneayoLlero HabnwaeHns

O N UTIO g WU

NU R OO

Apyroe
\

3aBeplUueHHOe
nccnepnosaHue (n=89)

Apyroe
v

3aBeplueHHoOe
nccnepnosaHme (n=81)

durypa 2
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CpepHee uaMeHeHMe OT UCXOAHOro 3Ha4YeHUsA AHEeBHOM

UHTEeHCUBHOCTU 6onu,
oynpeHopdUH BEMA muHyc nnaue6o

L

P=0.5

-1,2

[ [ [
m O6uiee Konn4yecTBo
(n=235)
< bes HM3Kon A03bl™
(n=174)
P=0.066
< B [TpyHumaBLLMe onuonapl
(n-80)
P=0.067
— ® MpuHumasLwme onvounasbl,

be3 Hu3kon Ao3bl™

P=0.025 (n=64)

-1,4

durypa 3
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A. KTIACCHUOHKAIIWA ITPEIMETA U30BPETEHUS:
AGIK 9/00 (2006.01)

AG6IK 9/70 (2006.01)

AGIK 31/485 (2006.01)

AGIP 23/00 (2006.01)

ICorsacno MexayHapoasoit mareHTHO# xnaccuuxkannu (MIIK)

5. OBJIACTD IIONUCKA:

TIpocMOTpeHHas AoKyMeHTalus (CHcTeMa knaccHdukanun 1 uuaexcel MITK)
A61K  9/00, A61K 31/00

[DnexTponHas 6a3a IaHHBIX, HCHIOJIb30BABILAACA IPH NOHCKE (Ha3sBaHHE Gaskl H, €CIIH, BO3MOKHO, HCIIONb3YEMBIE IOMCKOBBIE TEPMHUHEI)
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I::I HOCHCAYIOUINE NOKYMEHTBI YKa3aHH! B IIPOJOJIKCHHH

«T» - Gonee Mo3AHMI AOKYMEHT, OIyGIHKOBAHHBIH TOCJE JATH IPHOPHTETA U

* OcoOble KaTEropuH CChUIOUHBIX I0KYMEHTOB:
NPUBEACHHEIH JUIA IOHHMAHHA H3006pCTCHHA

(A» - IOKYMEHT, onpeaensiomui o6mui ypoBeHb TEXHUKH

«D» - OKYMEHT, TIPHBEACHHEIN B CBPA3HACKOH 3aBKe «X» - AOKYMEHT, HMEIOMHI HanGosce 6H3KOE OTHOMEHHE K NPEMETY NOHCKA,
<E» - Gorlee paHHMH JOKYMEHT, HO ONyG/IMKOBAHHEH HA ATy NOAAYH g:]:oqamnﬁ HOBH3HY HIIH H306peTaTebCKkuit ypoBeHb, B3ATHIH B OTACIBHO-

eBpasHACKOH 3aABKH WM NOCE Hee

«O» - NOKYMEHT, OTHOCAIMMIICA K YCTHOMY PacKpPHITHIO, 9KCHOHHPO-
BaHHIO H T.A.

"P" - nokyMeHT, oImy6/IMKOBaHHBIHN 10 AATHI NOAA4M eBpasHHcKol

3ad4BKH, HO NIOCJIE AATE HCIIPANMBAEMOTO NIPHOPHTETa"

«Y» - JOKYMEHT, UMelomuit HanGonee GIH3Koe OTHOWIEHHE K NpeaIMETY TOHCKa,
nopovamuit H306peTaTenbCKuit ypoBeHb B COUETAHHHU C APYTHMH AOKYMEH-
TaMM TOH XKe KATeropuu

(«&» - TOKYMCHT, ABJIFIOIMHACA NAaTEHTOM-aHATIOTOM

kL» - IOKYMEHT, IPHBEACHHEBIH B APYIHX LICIAX
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